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Participation of people with dementia in clinical trials

A position paper — 04/01

A. Executive Summary

The present paper constitutes the input of Alzheimer Europe and its member organisations to the
ongoing discussions about the Clinical Trials Directive of the European Union.

It does not constitute a general position on the participation of people with dementia in other kinds
of research, even if some of the following comments would be equally valid for such a position
paper. A position paper on the participation of people with dementia in other kinds of research will
be published shortly.

Alzheimer Europe would like to recall some general principles which guide this present response:

a) A diagnosis of dementia does not in itself constitute a lack of legal capacity.

b) An early and accurate diagnosis of dementia is essential and people with dementia have a right
to be informed about their diagnosis.

c) People with dementia should be encouraged to write advance directives regarding important
decisions in case they become incapacitated.

d) National governments should put into place legislation recognising the legally binding character
of advance directives.

e) Informed written consent has to be given by the person with dementia or his/her legal
representative for important treatment decisions.

On the basis of these principles, Alzheimer Europe has developed the following position with regard
to the participation of people with dementia in clinical trials:

a) In the early stages of their disease, people with dementia can themselves consent to clinical
trials or declare their willingness to participate in clinical trials in an advance directive.

b) Legal representatives should be able to consent on behalf of people with dementia to
participate in clinical trials, if the following main conditions are met:

i the potential direct benefit for the person’s health is clearly greater than the possible
risks;

ii. the risk of causing discomfort or distress is minimal;
iii. the research has been approved by an independent ethics committee;

iv. the same results could not be obtained with other subjects.

Alzheimer Europe requests further information on the participation of people with dementia in
Phase | drug trials and the use of the concept of “direct benefit” in placebo trials and wants to
encourage an ongoing dialogue between political decision makers, patients’ and carers’
organisations, the pharmaceutical industry and researchers on this subject.

Based on its current information, Alzheimer Europe does not endorse the participation of people
with dementia in clinical trials WITHOUT a potential direct benefit for the participants. Nevertheless
it reserves the right to re-consider its current position after receiving further information from the
scientific community and the pharmaceutical industry with regard to the kinds of research that would
be covered by this definition.
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B. Introduction

Clinical trials are extremely important if the treatment of people with dementia is to be improved, as
well as for the development of preventative measures and ultimately a cure. The participation of
people with dementia in clinical trials is therefore necessary, yet it is equally clear that our approach
to this question has to be dictated by the respect for fundamental human rights, such as the right to
self determination, the freedom of the individual and the integrity of the human body.

Alzheimer Europe has looked at this question in the framework of two successive projects, the first!
consisting of an inventory of legislation affecting people with dementia in all the Member States of
the European Union and the second? which involved the drafting of recommendations on how to
improve the legal protection and rights of people with incapacity due to dementia.

The present discussion paper outlines some of the recommendations of Alzheimer Europe and its
member organisations and raises some points, which deserve further clarification and discussion.

C. The necessity for aresponse by Alzheimer Europe

Over the past years, the issue of the participation of people with dementia in research has become
an increasingly debated topic. Some European countries have already developed legal instruments
defining the conditions under which people with dementia may participate in research.

These legal provisions differ from one country to another, yet some attempts have been made on a
European level to harmonize these rules, most importantly the Convention for the Protection of
Human Rights and Dignity of the Human Being with regard to the Application of Biology and
Medicine of the Council of Europe® and the Directive 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*.

In order for the voice of people with dementia and their carers to be represented in the ongoing
discussions, Alzheimer Europe has developed the present Position Paper.

D. General principles

At its Annual General Meeting in Munich on 15 October 2000, Alzheimer Europe adopted
recommendations on how to improve the legal rights and protection of adults with incapacity due to
dementia. These recommendations obviously need to guide any response of the organisation
regarding the participation of people with dementia in clinical trials.

Alzheimer’s disease and other forms of dementia are progressive disorders, which may result in a
gradual deterioration of a person’s ability to function and a subsequent loss of a person’s capacity
to communicate or make important decisions regarding his/her life.

Yet, a diagnosis of dementia does not in itself constitute a loss of the capacity to take such
decisions. Thus, the earlier a diagnosis of dementia can be made, the longer a person will be able
to participate fully in decisions affecting his/her life.

Equally, in order to safeguard people’s rights to self determination, it is essential to guarantee that
every person diagnosed with dementia has a right to be informed of the diagnosis.

Furthermore, Alzheimer Europe would like to encourage newly diagnosed people with dementia to
consider drafting advance directives in which they set out their future wishes regarding the conduct
of their lives in case they become incapacitated and hence no longer able to take such decisions.

1 Financed with the support of the European Commission in the framework of their programme of “Actions in favour
of people suffering from neuro-degenerative disease, more particularly Alzheimer type (DAT) and related disorders,
and their (informal) carers” (SOC 97 201298 05F03)

2 Financed under the programme of the European Commission of “Support for transnational actions aimed at
combating discrimination against elderly and/or disabled people” (VS/1999/022)

8 Hereafter referred to as the European Convention on Human Rights and Biomedicine (see Annex 1 for relevant
texts)

4 Hereafter referred to as the Clinical Trials Directive (see Annex 2 for relevant texts)
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Alzheimer Europe campaigns for these advance directives to be legally binding and calls upon
national governments to put into place the necessary legislation.

Informed written consent should be sought for important treatment decisions. In case, the person
concerned is no longer able to give such consent, a legal representative should be able to do so on
his/her behalf, provided that he/she has taken into account the previously expressed wishes of the
person.

E. Participation in clinical trials

The general principles described in the previous section, dictate Alzheimer Europe’s response to
the question of participation of people with dementia in clinical trials.

Alzheimer Europe would like to draw a distinction between various situations that might arise when
people with dementia are asked to participate in clinical trials. Thus, it is important to differentiate,
whether people with dementia

a) are able to give informed consent
b) are unable to give consent, but have expressed their wishes in an advance directive

C) are unable to give consent and have not previously expressed their wishes.

Informed consent

As previously mentioned, a diagnosis of dementia does not imply an automatic loss of the person’s
capacity to take important decisions, such as taking part in clinical trials.

A great number of people with dementia in the early stages of the disease will be able to fully
understand the implications of taking part in clinical trials and should therefore be able to give their
informed consent.

Nevertheless, since the loss of capacity is gradual, it might be appropriate in certain circumstances
for the treating doctor to be consulted before the clinical trial can go ahead.

Advance directives

People with dementia may have expressed their wishes in an advance directive before the onset or
in the early stages of their disease. Participation in clinical trials may be an issue that was expressly
included in such an advance directive.

In such cases, wishes expressed in an advance directive can be considered as consent to
participation in clinical trials. All restrictions or limitations, as to the fields of research that the person
is willing to participate in, shall be fully respected.

Absence of consent or advance directives

This question has been discussed controversially by the member organisations of Alzheimer
Europe and while a consensus could be reached on certain points, further clarification is needed
before the organisation is willing to commit itself fully.

The following principles found unanimous agreement from all member organisations in order for a
legal representative to give his/her consent to a person’s participation in clinical trials:

a) the potential direct benefit for the person’s health is clearly greater than the possible risks;
b) the risk of causing discomfort or distress is minimal;

c) the research has been approved by an independent ethics committee;

d) the same results could not be obtained with other subjects,

e) the legal representative has been specifically authorised to give consent by a court or by the
person with dementia him/herself;

f) the interests and the wellbeing of the adult with incapacity are always placed ahead of the
interests of science and society;
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g) the necessary safeguards have been taken to protect the adult’s privacy and to respect his/her
dignity.

The above considerations closely mirror the preoccupations expressed in the amendments of the
Committee on the Environment, Public Health and Consumer Policy of the European Parliament.

Nevertheless, some member organisations of Alzheimer Europe expressed their unease about the
concept of “direct benefit” with regard to the conduct of clinical trials. Since most clinical trials
include people receiving a placebo, these organisations feared that these trials could be questioned
since no lasting “direct benefit” can be expected for the people receiving placebo. This issue
deserves further clarification, as the position of Alzheimer Europe regarding “direct benefit” for
research participants should in no way be construed as being opposed to the safe conduct of
clinical trials.

Some scientists also say that the obligation of “direct benefit” would put into question the inclusion
of people with dementia in Phase | drug trials where the safety of a medicinal product should be
analysed. According to our information, Phase | trials do not, as a rule, involve people with the
condition for which the product has been developed, but rather healthy individuals, since the aim of
the study is not to show the efficacy, but only the safety of a given product.

On the question of whether people with dementia should be able to participate in clinical trials
without potential direct benefit for them and without them having explicitly consented to the
research, no consensus position could be reached between the member organisations of Alzheimer
Europe. Most organisations reserved their judgement on this issue, unaware of the kind of clinical
trials that may be covered by this definition.

We would therefore be grateful to be informed by the scientific community and the pharmaceutical
industry about which clinical trials might be jeopardised by the current position of Alzheimer Europe
limiting its approval to clinical trials with a “direct benefit” for participants.

Alzheimer Europe and its member organisation would welcome the organisation of a true dialogue
on this subject between the interested parties; i.e. political decision makers, patients’ and carers’
organisations, the pharmaceutical industry and researchers in the field.

F. Other considerations

Consent to clinical trials, whether by the person with dementia or his/her legal representative should
always be given in writing.

At any time during the clinical trial, the person with dementia or his/her legal representative shall be
able to withdraw their consent. Also, any non-verbal indications by the person of his/her
unwillingness or discomfort to continue the clinical trial, shall be justifiable reasons to discontinue
the research.

Alzheimer Europe strongly supports the amendment of the Committee on the Environment, Public
Health and Consumer Policy to ensure that patients or patients’ representatives are included in or,
at the very least, fully consulted by ethics committees in charge of endorsing the research protocol.

In case of conflict of interest, when the treating doctor and the doctor in charge of the clinical trial
are identical, a second opinion by a doctor not implicated in the research will be necessary.

G. Annex 1 - The European Convention on Human Rights and
Biomedicine

Article 16 of the European Convention on Human Rights and Biomedicine clearly sets out when
research can be carried out on human beings.

Article 16 — Protection of persons undergoing research

Research on a person may only be undertaken if all the following conditions are met:
i there is no alternative of comparable effectiveness to research on humans;

ii. the risks which may be incurred by that person are not disproportionate to the
potential benefits of the research:
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iii. the research project has been improved by the competent body after independent
examination of its scientific merit, including assessment of the importance of the aim
of the research, and multidisciplinary review of its ethical acceptability;

iv. the persons undergoing research have been informed of their rights and the
safeguards prescribed by law for their protection;

V. the necessary consent as provided for under Article 5 has been given expressly,
specifically and is documented. Such consent may be freely withdrawn at any time.

40. Article 17 of the Convention stipulates further conditions for the participation of persons not able to
consent to research:

Article 17 — Protection of persons not able to consent to research

1. Research on a person without the capacity to consent as stipulated in Article 5 may be
undertaken only if all the following conditions are met:

i the conditions laid down in Article 16, sub-paragraphs i to iv, are fulfilled;

ii. the result sof the research have the potential to produce real and direct benefit to his
or her health;

iii. research of comparable effectiveness cannot be carried out on individuals capable of
giving consent;

iv. the necessary authorisation provided for under Article 6% has been given specifically
and in writing; and

2 the person concerned does not object.

2. Exceptionally and under the protective conditions prescribed by law, where the research has
not the potential to produce results of direct benefit to the health of the person concerned, such
research may be authorised subject to the conditions laid down in paragraph 1, sub-
paragraphs i, iii, iv and v above, and to the following additional conditions:

i the research has the aim of contributing, through significant improvement in the
scientific understanding of the individual’s condition, disease or disorder, to the
ultimate attainment of results capable of conferring benefit to the person concerned or
other persons in the same age category or afflicted with the same disease or disorder
or having the same condition;

ii. the research entails only minimal risk and minimal burden for the individual
concerned.

H. Annex 2 - The Clinical Trials Directive

41. The Clinical Trials Directive underwent its second reading in the European Parliament and the
Committee on the Environment, Public Health and Consumer Policy proposed significant
amendments to the common position adopted by Council.®

42. In particular, the following amendments were directly relevant for the participation of people with
dementia in research.

Amendment 1

Persons who are incapable of giving legal consent to clinical trials must be given special
protection. It is incumbent on the Member States to lay down rules to this effect. Such persons
may not be included in clinical studies if the same results can be obtained using persons
capable of giving consent.

Normally these persons should only be included in clinical trials where there are grounds for
expecting that the administering of the medicinal product would be of direct benefit to the
patient, which outweighs the risks.

5 Article 6 provides that if an adult does not have the capacity to consent, an intervention may only be carried out with
the authorisation of his or her representative or an authority or a person or body provided for by law.

6 Recommendation for second reading A5-0349/2000, Committee on the Environment, Public Health and Consumer
Policy, Rapporteur: Peter Liese



Amendment 2

In the case of other person incapable of giving their consent, such as persons with dementia,
psychiatric patients etc., inclusion in clinical trials in such cases should be on an even more
restrictive basis.

Medicinal products for trial may be administered to individuals without exception when there
are grounds for assuming that the direct benefit to the patient outweighs the risks.

Moreover, in such cases the written agreement of the patient’s legal representative, given in
cooperation with the treating doctor, is necessary before participation in any such clinical trial.

Amendment 13

In the case of other persons incapable of giving informed legal consent, all requirements listed
for persons capable of giving consent and for children shall apply. In addition to these
requirements, inclusion in clinical trials of incapacitated adults who have not given or not
refused informed consent prior to the onset of their incapacity shall be allowed only if:

1. Such research is essential to validate data obtained in clinical trials on persons
able to give informed consent or by other research methods and which relates
directly to a life-threatening or debilitating clinical condition from which the
incapacitated adult concerned suffers;

2. The protocol has been endorsed by an Ethics Committee with expertise in the
relevant disease and the patient population concerned or after taking advice in
clinical, ethical and psycho-social questions in the field of the relevant disease
and the patient population concerned.

3. There are grounds for expecting that administering the medicinal product to be
tested will produce a benefit to the patient outweighing the risks.



