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opinion of one Ethics Committee
is sufficient.

Minors and individuals not able
to give informed legal consent
According to Article 4 of the
Directive, the Austrian legislature
establishes in section 42 AMG that
a minor's participation in a clinical
trial requires consent of the minor’s
legal representatives and of the
minor if he or she has received
information according to his or her
capacity of understanding regarding
the trial, the risks and the benefits.
The research must either relate
directly to a clinical condition from
which the minor concerned suffers
or be of such nature that it can only
be carried out on minors. The
consent may be revoked at any
time. Incentives or financial
inducements are not admissible
except compensation. The clinical
trials have to be designed to
minimise pain, discomfort, fear
and any other foreseeable risk

in relation to the disease and
developmental stage. The interests
of the patient always prevail over
those of science and society.

The same conditions have to be
fulfilled if clinical trials are
accomplished on incapacitated
adults who are not able to give
informed legal consent.

Timelines

Section 40 AMG establishes

the period of 35 days for the
examination of the application by
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the ‘Bundesamt fiir Sicherheit im
Gesundheitwesen' otherwise the
application is considered to be
authorised. According to paragraph
41a AMG the Ethics Commission
has to give its statement within 35
days. The consideration of a valid
request for authorisation by
'‘Bundesamt fir Sicherheit im
Gesundeswesen' has to be carried
out as rapidly as possible and may
not exceed 60 days. These time
periods may be extended up to 90
days if the clinical trial refers to
somatic cellular therapies.

These periods are as stated in
the Directive.

EudraCT database

In Austria the ‘Osterreichische
Agentur fir Gesundheit und
Erndhrungssicherheit GmbH'
(AGES) and the ‘Bundesamt fiir
Sicherheit im Gesundheitswesen'
are entrusted with the inclusion of
details with respect to any clinical
trial conducted in Austria into the
European database (‘EudraCT’),
as provided for in Article 11 of
the Directive. The AGES receives
such information from the
‘Bundesamt fir Sicherheit im
Gesundheitswesen’ and the
Minister of Health.

Notification of adverse events
Sections 41d and 41e AMG are a
translation of Article 16 and 17
of the Directive. Therefore the
sponsor shall ensure that all
relevant information about

suspected serious unexpected
adverse reactions that are fatal or
life threatening is reported as soon
as possible to the competent
authorities in all the member states
and to the Ethics Committee.

In Austria the ‘Bundesamt fiir
Sicherheit im Gesundheitswesen’,
the ‘Bundesminister fur Gesundheit
und Frauen’ and the Ethics
Committee have to be informed.

Study medication and devices
free of charge

According to the Directive section
32 paragraph 3 AMG establishes
that the investigational medicinal
products and the devices for

their administration shall be made
available free of charge by

the sponsor.

Supervision of clinical trials
According to section 47 AMG
the ‘Bundesamt fir Sicherheit im
Gesundheitswesen’ is authorised
to control and ensure the clinical
compliance with Good Clinical
Practice.



Belgium

The European Directive 2001/20/EC
has been implemented through the
Act of 7 May 2004 on clinical trials
on human beings. This Clinical
Trials Act (CTA) almost literally
transposes the text of the EU
Directive and incorporates the
principles of Good Clinical Practice
(GLP).

Approval of the protocol
According to the Belgian Clinical
Trials Act, a clinical trial may be
initiated only if the Ethics
Committee has issued a favourable
opinion and if the competent
authority has not informed

the sponsor of any ground for

non-acceptance. A sponsor should

thus, prior to starting a clinical trial,
obtain:

a) the approval of an ethics
committee and, in addition,

b) a declaration of non-objection
by the Belgian competent
authority. In most cases, the
‘Direction Générale Médecine'
(DGM) of the Ministry of Public
Health shall be the competent
authority according to the Royal
Decree of 30 June 2004 (Art. 1).

By Tom Heremans,
tom.heremans@cms-db.com
and Cédrine Morliere,
cedrine.moliere@cms-db.com

The Belgian legislature did not
make use of the possibility foreseen
in Article 6.4 of the Directive to
make this authority responsible for
the consideration of or the giving
of an opinion on the provision for
indemnity or compensation in the
event of injury or death attributable
to a clinical trial, any insurance or
indemnity to cover the liability of
the investigator and sponsor, the
amounts and, where appropriate,
the arrangements for rewarding

or compensating investigators

and trial subjects.

According to Article 7 of the
Directive the Belgian Clinical Trials Act
provides that the sponsor can choose
the ethics committee, which shall
give the single opinion for Belgium
(Art. 11, 8 2). All participating centres
have to provide a certificate of
feasibility to the ethics committee.

Minors and individuals not able
to give informed legal consent
With regard to the protection of
minors or incapacitated adults, the
Belgian Clinical Trials Act provides
the same degree of protection as
the Directive and almost literally
transposes Articles 4 and 5 of

the Directive.
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Timelines

The period in which the competent
authority ‘Direction Générale
Meédecine' can file its objections

to a planned single-centre non-
therapeutic trial is 15 days from the
date of submission of the request
by the sponsor. For other trials, this
period is a maximum of 28 days
(Art. 13 Clinical Trials Act). These
time periods may be extended by a
maximum of 30 days in case of
trials involving gene therapy,
somatic cell therapy or medicines
containing genetically modified
organisms. This period may be
extended by 90 days when the ‘Bio
Security Council" must be involved,
for example when genetically
modified organisms are being put
on the market.

The Belgian Act provides that there
is no time limit for the xenogenic
cell therapy trials.

The objection procedure as set out
above is to be distinguished from
the approval procedure by the
Ethics Committee. Such approval
should be granted within 15 days
as from the date of submission of
the request by the sponsor in case
of single-centre non-therapeutic
trial, and 28 days in the case of
other trials (Art. 11, § 5 Clinical
Trials Act), which period can be
extended by a further 30 days
when the trial involves gene
therapy, somatic cell therapy, or
medicines containing genetically
modified organisms.
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The Belgian Act provides that there
is no time limit for the xenogenic
cell therapy trials.

For medicines containing genetically
modified organisms, this period
may be extended by 90 days when
the Bio Security Council must be
involved as set out above.

Finally, in case of a proposed
amendment to the protocol,

the Ethics Committee and the
competent authority ‘Direction
Générale Médecine’ shall give

their opinion within the above
mentioned time frames after receipt
of the proposed amendment in
good and due form (Art. 19).

EudraCT database

In Belgium, the competent authority
‘Direction Générale Médecine'’

is entrusted with the inclusion of
details with respect to any clinical
trial conducted in Belgium into the
European database (‘EudraCT’),

as provided for in Article 11 of the
Directive (Art. 32, § 4).

Notification of adverse events
With respect to unexpected serious
adverse events in relation to a
clinical trial in Belgium, the sponsor
is obliged to inform the ‘Direction
Générale Médecine’ and the
competent Ethics Committee, or,
as the case may be, the Minister of
Health, and (only in case of a multi
country trial) the competent
authorities in other member states.
This notification must occur within

a compulsory time schedule laid
down in the Belgian Clinical Trials
Act (Art. 28). The 'Direction
Générale Médecine’ must send
such information into the relevant
European database (Art. 28, § 3).

Study medication and devices
free of charge

According to the Directive, the
sponsor should make investigational
medicinal products and the devices
used for their administration
available to the subjects free of
charge. This provision has been
implemented in Article 24, § 7 of
the Belgian Clinical Trials Act.



Czech Republic

The Directive 2001/20 has been
implemented into Czech law by
the Act on Pharmaceuticals,

no. 79/1997 Coll., as amended

(in this respect in particular by its
harmonization amendment no.
129/2003 Coll.) (the ‘Act’), and its
implementing Decree no. 473/2000
Coll., on Clinical Practice and
Details of Conditions of Clinical
Trials of Pharmaceuticals, as
amended (in particular by its
harmonization amendment

no. 301/2003 Coll.).

Approval of the protocol

The Act, in line with Article 9 of

the Directive, sets out that a clinical

trial can commence if two parallel
authorisations are obtained:

a) The favourable opinion of the
relevant ethics committee;

b) The authorisation to be granted
by the Czech 'Statni ustav pro
kontrolu léciv' (State Institute
for Drug Control, ‘SUKL,
the Czech ‘competent
authority’ in the sense of the
Directive). The Act sets out:

I Cases where lack of disapproval
(objections) by SUKL to a
notified trial constitutes the
(tacit) authorisation (this
approach is a rule, in line with

By Jan Rataj
jan.rataj@cms-cmck.com

Article 9, § 2 of the Directive):
clinical trials in which the used
investigational pharmaceuticals
are exclusively products
authorised in the Czech
Republic or member states or
such products not authorised in
the Czech Republic or member
states which are not obtained
by biotechnological processing
or where products not
containing substances of human
or animal origin are concerned;
| Cases where express written
approval of SUKL is required —
other than listed in the previous
indent (where lack of objections
is a sufficient authorisation),
including clinical trials in which
the investigational medicinal
products are of the nature of
a gene therapy, somatic cell
therapy including xenogenic cell
therapy or contain genetically
modified organisms (compare
Article 9, § 5 and 6 of the
Directive).

The Czech legislature has not made

use of the possibility foreseen in
Article 6, § 4 of the Directive.
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Minors and individuals not able
to give informed legal consent
The relevant provisions of the Act
are basically a literal translation of
Articles 4 and 5 of the Directive,
i.e. are not more comprehensive.
There are two minor deviations
only:

I The condition of ‘the interests
of the patient always prevails
over those of science and
society’, appearing in both lists
of Articles 4 and 5 of the
Directive, is made a general
principle of undertaking clinical
trials, i.e. is a more general
requirement applying to all
clinical trials;

[ The Act makes a reference to
relevant guidelines of SUKL
instead to those of the Agency
(see Article 4 (f) of the Directive).

Timelines

The individual timelines set out by

the Act basically fully correspond to

those set out by the Directive, i.e.:

I Generally 60 days for consent
of an ethics committee and for
consent of SUKL (either no
objections or of an explicit
consent) — no reduction of this
period as allowed by Article 9,

§ 4, second sentence;

I Suspension effect of a call to
the applicant in respect of
an incomplete or defective
application;

I Extension of the period for
certain classes of pharmaceuticals
to 90 days, possibility of an
additional extension, no time
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limit in respect of xenogenic cells
therapy;

] 35-day period for consent of
an ethics committee with an
amendment of the protocol.

Eudra CT Database

It is SUKL (according to Article 38,
§ 8 of the Act) that is authorised
and obliged to provide all relevant
data regarding the clinical trial in
guestion to the European Clinical
Trial Database.

Notification of adverse events
Adverse events should generally be
reported by the investigator to the
sponsor (with the exception of
those less serious ones which are
set out in the protocol as not
requiring notification). The sponsor
shall keep relevant records regarding
adverse events. Further, rules and
timelines for the reporting of
adverse events and suspected
adverse events by the sponsor to
SUKL and relevant ethics committee
exist.

Study medication and devices
free of charge

Pursuant to Article 38b, § 14 of
the Act, the sponsor is obliged to
provide the participants of clinical
trials with trial pharmaceuticals
under investigation and any devices
necessary for the administration
of the products free of charge.
Where the sponsor is the
investigator, healthcare facility,

a university or the state via its
organisational unit, and the

investigational medicinal products
are authorised in the Czech
Republic, the free-of-charge
provision of the investigational
medicinal products shall not be
obligatory.

Supervision of clinical trials
The competent Czech authority
for inspection and supervision of
clinical trials is SUKL.



France

In France, Directive 2001/20 has
been implemented through the
Law governing Public Health Policy,
adopted on 9 August 2004, a
decree dated 26 April 2006 and
orders dated 25 and 27 April 2006
have been adopted for its
application.

Approval of the protocol

Article L. 1121-4 of the Public

Health Code (PHC) provides that a

clinical trial can only be developed

if the Regional Ethics Committee

(Committee for the Protection

of People: ‘CPP’) has given its

favourable opinion and the

AFSSAPS (hereinafter ‘French

Drugs Agency’) has given its

authorisation having considered

the benefits and risks to the
patient. In this sense, there are
two parallel authorisations to be
obtained:

a) The favourable opinion of
the CPP, which is in charge of
evaluating the protocol, the
investigator's guide and the rest
of the information provided.

b) The authorisation granted by
the French Drugs Agency. The
Agency verifies all the formal
conditions required by law and if
the Agency has no objections to

By Bernard Geneste
bernard.geneste@cms-bfl.com

the clinical trial, the authorisation
shall be deemed granted.
Exceptions to this tacit
authorisation are also provided
for (see below).

This procedure applies to an
application for an initial project of
clinical trial and to any application
for a substantial modification of
the trial thereafter.

The Decree of April 2006 states
that an express authorisation must
be obtained from the authorities in
the following cases:

I clinical trials to which the
Agency has previously made
objections;

I clinical trials with gene therapy
drugs, somatic cellular therapy,
drugs that contain genetically
modified organisms, products
that contain biological
components of human or
animal origin, and labile
blood product.

Minors and individuals not able
to give informed legal consent
The minors can be requested to
submit to biomedical research

only if research of a comparable
effectiveness cannot be carried out
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