insurance contract regarding this issue, in particular with respect to long-term effects on development.
Unrecognised congenital defects are generally excluded. Suspected unexpected serious adverse
reactions that can be related to these unrecognized congenital defects should be covered in insurance
contracts.

Medical records should be protected by the privacy requirements of the applicable national laws in
order not to pose a risk of labelling individuals with pre-existing conditions by insurance companies.

23. Trials in children in non-EU countries

According to Directive 2001/83/EC as amended by Directive 2004/27/EC, clinical trials submitted in a
marketing authorisation application in the EU, which were performed in third countries (non-EU
countries), should be conducted in accordance with the principles of good clinical practice and the
ethical requirements equivalent to the provisions of Clinical Trials Directive and should comply with
good manufacturing practices of EU countries. These principles should also apply for paediatric trials
where the medicinal product is not studied with a view to obtaining a marketing authorisation.

The Council for International Organizations of Medical Sciences states in section 3 of its guideline
that ethical standards should be no less exacting than they would be for research carried out in EU,
countries and that the trial protocol should be submitted for ethical and scientific review in the EU
Member State in which the sponsor or its legal representative resides.

The trial should ensure that it responds to the public health needs and priorities of the country in which
it is carried out. It is the responsibility of all involved parties to ensure that this is respected and that
the paediatric specificities, including assent are obtained for children.

The recommendations in this document should be followed by EU researchers and sponsors carrying
out trials in third countries, as well as by ethics committees reviewing such trials or their results. In
addition, the laws and regulations of the countries in which the trials are carried out should be
respected.

24.  Ethical violations and non-compliance with GCP

GCP compliance of clinical trials is required. Although not specific to paediatric trials, ethical
violations and non-compliance with GCP is particularly important as children are a vulnerable
population. There is a role for Ethics Committees and Competent Authorities in case of violation and
non-compliance with GCP. Violations fall into critical, major and minor issues according to whether
and to which extent patient safety and scientific value are compromised. The preferred option to avoid
such violations is education, training and counselling. Ethics Committees should liaise with
Competent Authorities if they are informed of such violation or non-compliance.

Compliance with GCP should be explicit in publications, and results of studies conducted unethically
should be made public with a clear warning specifying the unethical aspects. Information on such
trials is needed to avoid unnecessary repetition of the trials and to protect future trial subjects.

If non GCP-compliant data are submitted as part of a marketing authorisation application, the quality
of the data, the study results, and consequently the validity of the marketing authorisation application
should be scrutinised. Sensitivity analysis should be performed within the GCP-compliant full data set,
and in some cases also in comparison with all GCP-non compliant data. The overall reliability of the
trial should be questioned. Subsequent measures (including initial review) should be taken in
accordance with national legislation, if appropriate.
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25.  ANNEX 1: Responses to questionnaire

Refer to end of table for legend and explanations. Spaces are left blank when information has not been
provided.
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Content of the questionnaire # |AT (BE |BG |CY | CZ | DK |ES | FI | FR | GE
State
1) National provisions for consent' (legal
representative)
Do you have a law covering consent
in clinical trials? ! YIY|Y|y|pvly
Do you ha‘{e a’ legal definition of ‘legal ) N v v | v v v
representative’?
Do you have national guidelines”
covering consent in clinical trials? 3 Y Y Y|y .;-Y Y
Do you have national guidelines
defining ‘legal representative’? 4 Y Y | NJY N
What is the requirement from at national level: 5
Consent should be obtained from one parent? 6 N NI Y [Y'|Y'|N
Consent should be obtained from both parents? 7 Y Y - Y Y Y
In case of disagreement between the 2 parents,
do you have specific provisions (law or 8 - N | NI NINJ|N
guidelines) to deal with such disagreement?
What are these provisions? 9
2) Specific national provisions for child’s assent
Do you have a law, addressing assent
from a child participating in a trial? 10 Y Y| Y| Y Y Y
Do you have national guidelines addressing
assent from a child participating in a trial? " N Y NY Y N
Is assent required? 12 Y Y Y Y Y Y
If yes, from which age? 13 NS | NS 7 | NS|{ NS | NS
In relation to development milestone
14
(e.g., from school age)?
Is there a need for written child’s assent? 15 Y N Y YN Y
If yes, from which age? 16 NS - 7 | NS - NS
3) Specific national provisions for neonates
Do you have laws or national guidelines
to confer additional protection to neonates? 17 N N N{Y [N N
4) Specific national provisions for adolescents
Do you have_ a'law stating that adolescents 18 N vy I[Nl vy |N Y
can consent independently?
Do you have a national guldehne stating that 19 N vy ININI|N N
adolescents can consent independently?
If yes, from which age? 20 - 15 - 15 - -
Is there a possibility for adolescents to overrule
their parents’ decisions (or legal 21 Y |[+~-| N |Y N N
representative’s decision)
Is the lnvestlgator lexged to follow 2 N ) v Ins| v )
the parent(s)’s decision?
Is the mvestlgziltor ol_ahged to follow 2 v vyiInlvyly .
the adolescent’s decision?
Do they have the right to privacy vis-a-vis parents
(or legal representat}ves) in a clinical trial . 24 v v Ny N N
(e.g., for contraceptive use, sexually transmitted
diseases)?
5) Trials in emergency situations
Do you have a law on consent in emergency trials? | 25 Y Y | YY | Y Y
Do you have a guideline on consent in 2 N y ININ|YIN
emergency trials?
Do you l}ave spgc1tj1c provisions fqr 27 N NINININ v
consent in paediatric emergency trials?
6) Other questions
Can parents contact directly Ethics Committees 28 v i vyInNI|N N
to obtain information?
‘Is tl}ere arole for national authorities 'whcn .there 29 ' Y N vy I NI N N
is disagreement between parents and investigators? insp
Is an investigator required to provide information
to parents in case of a negative opinion of 30 Y - Y | Y Y Y
Ethics Committee during trial?
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# [GRIHUJISTIE[IT|LV|LT|[LU|[MT|[NO| PL |[PT{RO|[SL| SP [SW|NL | UK
1 Y Y | Y | Y Y Y Yy | Y Y
2 Y Y| Y |Y Y Y Y | N Y
3 Y Y | N|Y Y N Ny Y
4 Y N|Y|Y N N NN Y
5
4 Y Y1 vy [ N - Y N | N Y
7 N Y | N | Y Y -Y? Y | Y N
8 N N | Y| N C C Y | Y C
9
10 Y Y| Y | N Y Y Y Y Y
11 Y YINI|Y Y N N | Y Y
12 Y Y| Y| Y N Y Y | ¥ Y
13 NS NS| 7 | NS NS 16 12 | NS NS
14 NS
15 N N|Y|Y N Y Y | Y Y
17 - NS | 7 | NS - 16 12 | NS NS
17 N N | N | N N N | N Y% | N N
18 N N | N | N N N Y* | N N
19 N N | NJ|N N N - N Y
20 - - - - - 16 - /16
21 - Y I N | +- C N Y| Y N
22 . YV | H- Y Y NG I N
23 - Y | Y | +- Y Y Y9y N
24

N Y | N | N N N . Y N
25 N Y [ N[N N Y/N Yy |y N
26 N N|NI|[N N N N N N
27 N N|[N|N N N N N N
28 Y NLY | Y Y Y | v - Y N
29 Y N | Y N C N | N N | N N
30 Y YylyYy |y Y Y - Y N
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The above questionnaire has been sent to the (National) Competent Authorities of all EU Members

Sta

tes and to Iceland, Norway, Liechtenstein (EEA states), and Switzerland in 2006. Responses to this

questionnaire are included in the table below as of October 2007.

Legend

Y Yes

N No

C Yes, in court
NS Not stated
+/— It depends

i

il
iit
iv
vi
vii

viii

xi

Consent refers to legal representatives, as opposed to assent which refers to minors.

Guideline means implemented at national level, excludes local recommendations.

Special conditions (trial characteristics) for consent from only one parent

Special conditions for consent from only one parent

For breast feeding mothers

There is a final draft

Defined in the Civil Law

Regulations on emancipated adolescents

Without the adolescent assent the legal representative informed consent is not sufficient

In case of adolescent's dissent parental informed consent is not sufficient for the minor to become a
CT subject. In case of parental dissent the adolescent's assent is not sufficient to participate in the
CT.
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26. ANNEX 2: List of issues for a trial with the paediatric population
List of issues to be taken into consideration for planning a paediatric trial:

1. Identification and scientific validity of the study question to be answered

2. Justification of the study to be performed in children and in the proposed age groups

3. Evidence of direct benefit for the child, or benefit for the group

4. The competence of the responsible study investigator and his/her team

5. The infrastructure of the institution or primary care practice that should be qualified and
experienced in paediatric research in general and in particular in the field of the applied project.

6. The pre-clinical safety and efficacy data (investigator's brochure, available literature) that are
preconditions for a paediatric clinical trial

7. The clinical results of adult studies (literature, investigator's brochure), if any.

8. Type and phase of the study

9. Use of placebo or active control

10. Age-appropriate formulations of medicinal products

11. Age-appropriate scales or measures of end-points (e.g., pain scale)

12. Study design and biometric planning in relation to the trial question

13. Design feasibility and information sheets checked with children / patient representatives

14. Inclusion and exclusion criteria

15. Statistical methods

16. Criteria for the termination of the study

17. Safety measures including the set-up of a Data Safety and Monitoring Board (DSMB)

18. Appropriate pharmacovigilance procedures are put in place by the sponsor

19. Study risks, pain, fear and discomfort

20. The potential risks (real and theoretical) have been weighed against the expected benefits for the
children enrolled in the clinical trial. The balance of expected benefit versus risks should be
positive for the clinical trial.

21. Comprehensive, understandable Informed Consent and Information sheets for legal
representatives

22. Understandable age specific Informed Assent and Information sheet for children

23. Anonymity of the data, as well as confidentiality of personal information related to the child
involved in the research, and to his/her family

24. Insurance of child participants, in the relevant country

25. If available, opinions of other ethics committees for international multicentre studies

26. Publication of trial results

27. Continuation of trial medication where appropriate
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27. ANNEX 3: Information for informed consent

Information sheets should be separate for parents and children: they should be concise in content,
precise in language (e.g., use of non-technical terms), and appropriate for the age of children (e.g.,
avoid abstract concepts, multiple options). The number of age-specific variations of information sheets
should be kept to a minimum number required to include substantially different wording or
presentation. In addition, information sheets should not cause unnecessary distress. They should
possibly be designed with participants, affected children or parents.

Information sheets should be harmonised throughout sites in multi-centre trials, and address similar
age groups in multinational trials.

If the primary language of the child or parents/legal representatives is not covered by that of the trial
documents, the information sheets should be translated in writing, or there should be a (certified and
medically) competent translator during trial-related discussions of the investigator and the
parents/legal representative. These aspects also need to be documented (cf. section 7).

List of items recommended to be covered in the information sheets:

What is the purpose of the trial?

Why have [ been chosen?

Do I have to take part?

What will happen to me if [ take part?

What are the compensations?

What will [ have to do?

What is the medicine that is being tested?

What are the alternatives for diagnosis or treatment?

D S A R S O

What are the possible disadvantages and risks of taking part?

—
<

. What are the side effects of any treatment received when taking part?

—_
—

. Is ionising radiation to be received, and which regulations are respected?

o0

. Is there possible harm to an unborn child?

. What are the possible benefits of taking part?

. What happens when the research study stops?

. What if there is a problem?

. Will my taking part in the trial be kept confidential?

— e e e
~N N AW

. What will happen if I don’t want to carry on with the trial?

—
o]

. What are the options if I stop taking part in the trial?

Ju—
Nel

. How is my General Practitioner/Family doctor involved?

D
o]

. What will happen to any samples taken from my body?

[\
—

. Will any genetic tests be done?

[N
N

. What will happen to the results of the research trial?

38
w2

. Who is organising and funding the research?

[N
NS

. Who has reviewed the trial and what are the results?
25. Contact details for information or complaints

Trial alert and information cards (comprising of trial essentials and especially of contact information)
should be handed to the child, if appropriate, and the parents / legal representatives.
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28. ANNEX 4: Examples for levels of risks

The following table provides examples of risk evaluation of measures carried out for the purpose of a
trial. This evaluation is not fixed because the circumstances of child influence evaluation of risks. For
example, an existing central venous line may reduce the pain and invasiveness of blood sampling, but
also increases the risk of infection and of excess blood losses with line handling.

The risk evaluation of some of the measures (including, but not limited to those marked *) is very
much dependent on such circumstances and on the context of its use in the trial. In addition, the risk
level increases with the increase in frequency of the measures and with the susceptibility to harm of
involved/exposed organs. The categorisation proposed in the table applies to single or very infrequent
use of the measure. The examples presuppose that the measures are carried out to the highest
professional standards.

No or minimal risk Minor increase over minimal Greater than minor

risk

increase over minimal risk

History taking

Clinical examination
Auxological measurements
Tanner staging

Behavioural testing
Psychological testing*
Quality of Life assessment
Venipuncture*

Heel prick*

Finger prick*

Subcutaneous injection
Urine collection with bag*
Breath condensate collection
Collection of saliva or sputum
Collection of hair sample
Collection of tissue removed
from body as part of medical
treatment*

Topical analgesia*

Stool tests
Bio-impedancemetry
Transcutaneous oxygen
saturation monitoring (pulse
oxymetry)*

Blood pressure monitoring
Electroencephalography
Electrocardiography

Vision or hearing testing
Ophthalmoscopy
Tympanometry

Lung function tests (peak
flow, exhaled NO, spirometry)
Oral glucose tolerance test
Ultrasound scan

Digitally amplified chest or
limb X-ray*

Stable isotope examination

— Urine collection via endo-
luminal or suprapubic catheter

— Arterial puncture

— Umbilical catheter

— pH metry

- Nasogastric tube insertion and
use

- Transcutaneous oxygen or
carbondioxide tension
monitoring

— Electrophysiological
measurements (using
stimulation)

— Exercise testing (ergometry,
spiroergometry)

~ Raised volume pulmonary
function testing (infants)

— Peripheral venous lines

— Polysomnography

— Fasting (> 1 meal)

— Spinal CSF tap

— Bone marrow aspiration

— MRI scan

— X-ray other than digitally
amplified chest or limb X-ray

— CT scan*

— X-ray DEXA bone density
measurement

— Use of contrast media

— Paracentesis

— Skin punch biopsy

— Airways or skin hyper-
reactivity challenge test

— Heart catheterisation

— Endoscopy

— Biopsy

— Surgery or modification
of standard surgical
procedure carried out as
part of medical treatment

— Sedation

— Anaesthesia

-~ Systemic analgesia

— Hypoglycaemia test

— Unstable isotope usage

— PET scanning
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- Directive 2001/20/EC of the European Parliament and of the Council of 4 April 2001 on the
approximation of the laws, regulations and administrative provisions of the Member States
relating to the implementation of good clinical practice in the conduct of clinical trials on
medicinal products for human use, as amended (2F [Clinical Trials Directive |)

- Directive 2001/83/EC of the European Parliament and of the Council of 6 November 2001 on
the Community code relating to medicinal products for human use, as amended

- Directive 2003/94/EC of the European Commission of 8 October 2003 laying down the
principles and guidelines of good manufacturing practice in respect of medicinal products for
human use and investigational medicinal products for human used

- chulétion (EC) No 726/2004 of the European Parliament and of the Council laying down
Community procedures for the authorisation and supervision of medicinal products for human
and veterinary use and establishing a European Medicines Agency

- Directive 2005/28/EC of the European Commission of 8 April 2005 laying down principles and
detailed guidelines for good clinical practice as regards investigational medicinal products for
human use, as well as the requirements for authorisation of the manufacturing or importation of
such products

- Regulation (EC) No. 1901/2006 of the European Parliament and the Council , as amended, on
medicinal products for paediatric use (KL [Paediatric Regulation])

2 BEAAFKS1

— Clinical Investigation of Medicinal Products in the Paediatric Population (E
11),CPMP/ICH/2711/99

~  Guideline for Good Ctlinical Practice (E 6), CPMP/ICH/135/95

- Choice of Control Group in Clinical Trials (E 10), CPMP/ICH/364/96

- CHMP Guideline on clinical trials in small populations, CHMP/EWP/83561/2005

- CHMP Guideline on conduct of Pharmacovigilance for medicines used by the paediatric
population (June 2006) EMEA/CHMP/PhVWP/235910/2005- rev.1

- Detailed guidance on the collection, verification and presentation of adverse reaction reports

4

arising from clinical trials on medicinal preducts for human use (revision 2) as required by
Article 18 of Directive 2001/20/EC.

- Detailed guidance on the European database of Suspected Unexpected Serious Adverse
Reactions (EudraVigilance — Clinical Trial Module) (revision 1) as required by Article 11,
Article 17 and Article 18 of Directive 2001/20/EC.

- Detailed guidance on the application format and documentation to be submitted in an
application for an Ethics Committee opinion on the clinical trial on medicinal products for
human use (revision 1) as required by Article 8 of Directive 2001/20/EC.

— Detailed guidance for the request for authorisation of a clinical trial on a medicinal product for
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human use to the competent authorities, notification of substantial amendments and declaration
of the end of the trial (revision 2), as required by Article 9 (8) of Directive 2001/20/EC.

— Detailed guidance on the European clinical trials database (EUDRACT Database) as required by
Article 11 and Article 17 of Directive 2001/20/EC, CT 5.1 Amendment describing the
development of EudraCT Lot 1 for 1 May 2004 and CT 5.2 EudraCT core dataset.

-~ Revised Questions and Answers on Clinical Trials (Notice To Applicants, Volume 10, April
2006)

~ World Health Organization, Operational Guidelines for Ethics Committees That Review
Biomedical Research (Geneva, 2000)

- Council for International Organizations of Medical Sciences (CIOMS) in collaboration with the
World Health Organization (WHO). International Ethical Guidelines for Biomedical Research
Involving Human Subjects (Geneva 2002). i

- Management of Safety Information from Clinical Trials. Report of CIOMS Working Group VL

- Confederation of European Specialists in Paediatrics (CESP) guidelines.
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