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Informed consent in experimentation
involving mentally impaired persons:
ethical 1ssues

Carlo Petrini
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Summary. The problem of experimentation involving subjects whose mental condition prevents
them from understanding information and providing proper informed consent has been addressed
in various codes, declarations, conventions, treaties and regulations adopted by national, interna-
tional and supranational institutions and authorities. This article summarizes the basic ethical crite-
ria these documents provide and stresses the historical development from the nearly total exclusion
of incapacitated subjects, established in the mid-twentieth century, to their contemporary inclusion
in clinical trials on certain ethical conditions. The problem of proxy consent by legal representatives
for participation in clinical trials is addressed particularly in reference to current Italian regula-
tions. Exceptions to human experimentation requirements in emergency situations are also briefly
discussed.
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Riassunto (1] consenso informato nella sperimentazione con persone affette da demenza: problemi di
etica). Numerosi codici, dichiarazioni, convenzioni, trattati, normative adottati dalle istituzioni ed
autorita nazionali, internazionali e sopranazionali affrontano il problema della sperimentazione
con persone le cui condizioni mentali impediscono la comprensione delle informazioni e I’espressio-
ne del consenso. L’articolo riassume i principali criteri di etica stabiliti in tali documenti ed evidenzia
la loro evoluzione, da una pressoché completa esclusione dei soggetti cosiddetti “incapaci” intorno
alla meta del Novecento fino ai criteri attuali, che consentono la partecipazione di tali soggetti in
sperimentazioni purché siano rispettati alcuni requisiti di etica. Il tema delle deroghe in condizioni
di emergenza ¢ accennato limitatamente all’ambito della sperimentazione clinica.

Parole chiave: bioetica, sperimentazione clinica, consenso informato, legislazione, disabilita mentale.

INTRODUCTION

The key issue addressed here is the tension between
two conflicting obligations: the duty to protect vul-
nerable subjects incapable of informed consent and
the duty not to deny them potential trial benefits.
The ethical assumptions to be considered when
seeking an acceptable balance between these two
contrasting needs are explored. This would be futile
without reference to fundamental human rights and
some of the precepts identified throughout the his-
tory of human thought. Although the term “bioeth-
ics” was coined in 1970 [1, 2], it would be reductive
to suggest that the science of bioethics was actually
born then. Its roots go back through the centuries
of human cultural development; it is an inestimable
treasure that we cannot and must not ignore.

This article does not intend to discuss advance di-
rectives or decisions made while a person still has the
capacity to refuse treatments in the terminal stages of
illness. Furthermore, no references are made to other
situations, such as paediatric research, where the in-

ability to express consent has other causes (i.e. incom-
plete development) and, aside from special cases and
conditions, the decision is normally made by some-
one acting in loco parentis (while only a minority of
“incompetent” adults is legally represented).

INFORMED CONSENT

Throughout the ages, physicians have believed that
they should make treatment decisions for their patients.
This conviction is clear in the Hippocratic Oath: “I
swear by Apollo and Aesculepius [that] I will follow
that system of regimen which according to my ability
and judgement I consider for the benefit of my pa-
tients” [3]. In 1847, the American Medical Association
promulgated its first Code of Ethics. It admonishes pa-
tients that their “obedience (...) to the prescription of
[their] physicians should be prompt and implicit. [They]
should never permit [their] own crude opinions [...] to
influence [their] attention to [their physicians]” [4]. The
need to respect physician authority was supported by
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three claims: 1) physicians have exclusive knowledge,
incomprehensible to patients, acquired through ardu-
ous training and practical experience; 2) patients are
incapable of making decisions on their own behalf due
to the anxieties of illness; and 3) physician commitment
to altruism is a sufficient safeguard against any abuses
of their professional authority.

The idea that a physician should seek the patient’s
consent prior to any medical intervention developed
gradually during the twentieth century. Though there
are earlier traces of it, such as the British court deci-
sion Slater v. Backer and Stapleton in 1767 affirming
the duty to inform patients about medical interventions
on their own body though not giving them decision-
making power, the notion of “informed consent” is re-
cent. It entered into US law with a brief paragraph in
a 1957 State Court decision (Salgo v. Leland Stanford
Jr. Univ., 1957), and was then developed in a lengthier
1960 opinion (Natanson v. Kline, 1960) [5]. The first
recognition of informed consent in Italy came with
the 1992 “Massimo Decision”. In the case, Florentine
surgeon Carlo Massimo fully excised a patient’s rectum
during a surgical operation without having provided
information or asked for consent and without sufficient
urgency to justify it [6]. There are certain differences,
however, between the history of informed consent in
the context of routine treatment and in the context of
experimentation. We wish to explore the latter.

Informed consent is currently considered a corner-
stone of bioethics. There are three basic components
of informed consent: prerequisites, information and
enrolment. The prerequisites are competence (i.e. un-
derstanding and decision-making capacity) and volun-
tariness. Health care professionals have a duty to give
clear and truthful information to patients. Enrolment
should be free and voluntary: a subject must have the
opportunity to withdraw consent without prejudice
unless it is irrevocable (such as in surgery). Consent is
thus said to be simultaneously related (i.e. part of the
therapeutic physician-patient “alliance”), informed (i.e.
expressed after the subject has been informed of all the
elements necessary for understanding the situation)
and detailed (i.e. specific, referring to a real and definite
situation) [7].

Faden et al. identify two meanings of informed con-
sent. The first (Which they call “Sensel”) is “an autono-
mous action by a subject or patient that authorizes a
professional either to involve the subject in research
or to initiate a medical plan for the patient (or both)”.
“Sense2” informed consent is “legally or institutionally
effective|...] authorization from a patient or subject[...]
obtained through procedures that satisfy the rules and
requirements defining a specific institutional practice in
health care or in research” [§].

COMPETENCE:
WHAT IT IS AND HOW TO ASSESS IT

For many years there has been significant and on-
going debate regarding competence assessment. Deci-
sion-making capacities entail at least four components:

understanding relevant information regarding treat-
ment or research methods as well as risks and benefits,
appreciating treatment methods and their consequenc-
es, reasoning about the different treatment options
and communicating a choice [9]. Several instruments
to assess these four components are available [10]. For
example, Thomas Grisso and Paul S. Appelbaum have
suggested some practical criteria for capacity assess-
ment and have expounded their views in both handy
guides [11] and review articles [12]. An analysis of these
instruments goes beyond the scope of this article; how-
ever, it is relevant to note that while the literature about
capacity assessment has been growing, relatively little
attention has been paid to defining competence.

“Competence”isaterm widely adopted in American
legal writing and corresponds to the term “mental
capacity” in British legal writing. Competence can
be considered a normative ethical quality, a cogni-
tive-psychological trait and a legal characteristic.
It can take on five main forms: agency competence,
task competence, decisional competence, societal
competence and legal competence.

Agency competence is the necessary and sufficient
condition for the development or actuation of any
other competence. Agency competence entails the
ability to generate freely chosen purposes and value
the necessary means to those purposes in a categori-
cal fashion. Agency competence has an ontological
value analogous to the notion of “personhood”. It
includes the capabilities necessary for human action
at all: consciousness, perception, ratiocination and
volition. Task competence describes the ability of an
individual with respect to a given task: A is compe-
tent at task B to degree C. Decisional competence is
the ability of an individual to make a decision. Task
and decisional competence can each be possessed by
degrees. Societal competence refers to the display of
a sufficient range of task and decisional competence
for an individual to interact independently within the
society or the community. Legal competence (or legal
capacity) is the most contingent type: in its essential
form, it is the exercise of a legally recognized power.

Competence to give informed consent is a form of
decisional competence. A diagnosis of mental illness
or of dementia does not necessarily imply incom-
petence; moreover, incompetence is correlated with
an altered mental state, but is not identified as one.
Sufficient competence depends on the subject’s situ-
ation (though it was previously considered a charac-
teristic of the individual regardless of the situation),
may change even in the very immediate future and
depends on the consequences of the decisions to be
made (for example, consent to a high-risk treatment
requires greater competence than consent to a low-
risk treatment with considerable benefits) [11].

WHY RESEARCH?

In general terms, experimentation describes a pro-
cedure or investigation designed to test a hypothesis
where it is not possible to know the exact outcome.



COGNITIVE IMPAIRMENT AND INFORMED CONSENT IN EXPERIMENTATION

A more precise definition is not easy, but there have
been various important contributions.

At the beginning of the nineteenth century, Thomas
Percival claimed that medical experimentation takes
place where existing medical practice proves unsuc-
cessful and under circumstances not previously fore-
seen [13]. Almost 150 years later, McCance endorsed
a definition of medical experimentation as a proce-
dure that involves a subject, lacks a primary thera-
peutic benefit, is unable to assist the diagnosis process
and whose results cannot be known in advance [14].
In roughly the same time period, the Declaration of
Helsinki by the World Medical Association stipulat-
ed the types of medical research without stating what
medical research actually is [15].

More recently, European Directive 2001/20/EC de-
fined a clinical trial as “any investigation on human
subjects intended to discover or verify the clinical,
pharmacological and/or other pharmacodynamic
effects of one or more investigational medicinal
product(s), and/or to identify any adverse reactions
to one or more investigational medicinal product(s)
and/or to study absorption, distribution, metabo-
lism and excretion of one or more investigational
medicinal product(s) with the object of ascertaining
its (their) safety and/or efficacy” [16].

The different terms adopted indicate different mean-
ings: “experimentation” often refers to how a line of
enquiry is addressed and “research” to the nature of
the outcome it generates.

REFERENCE DOCUMENTS ADDRESSING
THE ETHICS OF INFORMED CONSENT
AND HUMAN RESEARCH

The major national, international and suprana-
tional institutions have published an extensive range
of documents over the past century discussing clini-
cal trials, the protection of enrolled subjects and
informed consent. They are here divided into five
main categories and listed in chronological order
within each category.

1) Declarations, conventions, treaties and similar docu-
ments:

- The Nuremberg Code (1946) [17];

- The Declaration of Helsinki (1964-2008) [15];

- The Belmont Report (1979) [18];

- Recommendation n. R(90) 3 of the Committee
of Ministers to Member States concerning medi-
cal research on human beings (1990) [19];

- Guidelines for good clinical practice (GCP) for
trials on pharmaceutical products (1995) [20];

- Guidelines for good clinical practice (1996) [21],
incorporated into Italian law by the Ministerial
Decree on 15 July 1997 [22];

- Convention for the protection of human rights and
dignity of the human being with regard to the ap-
plication of biology and medicine: Convention on
human rights and biomedicine (1996) [23], rati-
fied in Italy by Law no.145 of 28 March 2001 [24].
Although this law has been passed by Parliament, it

has not yet been filed by the Italian government with
the General Secretariat of the Council of Europe,
and is therefore not in force. The Convention is
nonetheless an important reference and is widely
accepted in the field of bioethics;

- Directive 2001/20/EC of the European Parliament
and of the Council of 4 April 2001 on the ap-
proximation of the laws, regulations and admin-
istrative provisions of the Member States relat-
ing to the implementation of good clinical prac-
tice in the conduct of clinical trials on medicinal
products for human use (2001) [16], incorporated
into Italian law by Legislative Decree n. 211 on
24 June 2003 [25];

- International ethical guidelines for biomedical
Research involving human subjects (2002) [26];

- Additional protocol on the Convention of human
rights and biomedicine concerning biomedical re-
search (2005) [27];

- European Commission Directive 2005/28/EC of
8 April 2005 laying down principles and detailed
guidelines for good clinical practice as regards inves-
tigational medicinal products for human use, as well
as the requirements for authorisation of the manu-
facturing or importation of such products (2005)
[28], incorporated into Italian law by Legislative
Decree n. 200 on 6 November 2007 [29];

- Universal Declaration on bioethics and human
rights (2005) [30];

- Report of the International Bioethics Committee
(IBC) on consent (2008) [31].

1I) Ethical codes:

- The Code of medical ethics issued by the Italian
Federation of Medical Doctors, Surgeons and
Dentists (2006) [32].

111) Guidelines regarding the participation of subjects
unable to express consent (in addition to the above doc-
uments):

- The ethical conduct of research on the mentally
incapacitated (Medical Research Council, UK,
1991) [33];

- Guidelines for assessing the decision-making ca-
pacities of potential research subjects with cogni-
tive impairment (American Psychiatric Association,
1998) [9];

- Position statement. Informed consent for research
on human subjects with dementia (American
Geriatrics Society, 1998) [34];

- Guidelines for researchers and for research ethics
committees on psychiatric research involving hu-
man participants (Royal College of Psychiatrists,
2000) [35];

- Ethical issues in dementia research with special
emphasis on “informed consent” (Alzheimer’s
Association, 2007) [36].

1V) National legislation (examples):

- Legislative Decree n. 211 on 24 June 2003 (Italy).
Transposition of Directive 2001/20/EC relating to
the implementation of good clinical practice in
the conduct of clinical trials on medicinal prod-
ucts for clinical use [25];
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- Mental Capacity Act, England and Wales (Her
Majesty’s Stationery Office - Office of Public
Sector Information, 2005) [37].

V') Opinions of national bioethics committees and

COMmMmIsSIons:

- Informazione e consenso all’atto medico [Infor-
mation and consent for medical actions] (Comitato
Nazionale per la Bioetica, Italy 1992) [3§];

- Avis sur 1’éthique de la recherche dans les sciences
du comportement humain [Opinion on the eth-
ics of research in human behavioural sciences],
Rapport (Comité Consultatif National d’Ethique
pour les Sciences de la Vie et de la Santé, France
1993) [39];

- Research involving persons with mental disor-
ders that may affect decision-making capacity
(National Bioethics Advisory Commission, USA
1998) [40];

- Avis n. 14 du 10 décembre 2001 relatif aux “Regles
éthiques face aux personnes atteintes de démence”
[Opinion n. 14, December 2001, regarding “Ethical
regulations and persons affected with dementia”]
(Comit¢ Consultatif de Bioéthique de Belgique,
Belgium 1998) [41].

HISTORICAL DEVELOPMENT

As already noted, the issue of informed consent is
only addressed here with reference to clinical trials;
however, it clearly cannot be examined without ex-
ploring its historical background. One authoritative
historical example of the link between informed con-
sent in trials and consent in general is in the Italian
constitution. Article 32 states that “the Republic
safeguards health as a fundamental right of the in-
dividual and as a collective interest, and guarantees
free medical care to the indigent. No one may be
obliged to undergo any health treatment except un-
der the provisions of the law. The law may not under
any circumstances violate the limits imposed by re-
spect for the human person” [42]. In the first draft of
this text, on which the final version approved in 1948
was modelled, the present article 32 bore the number
26 and stated: “The Republic safeguards health, pro-
motes hygiene and guarantees care to the indigent.
No health treatment can be made compulsory except
by law. All healthcare practices that are injurious to
human dignity are forbidden”. Although they are not
mentioned explicitly, there is a clear reference to the
clinical trials and human rights violations perpetrat-
ed in the years immediately preceding the drafting of
the constitution.

If we look at the documents chronologically, a proc-
ess of development becomes apparent. The Nuremburg
Code banned subjects unable to consent from partici-
pating in clinical trials and forbade the possibility of
“surrogate” consent from representatives. Article 1
states this clearly: “The voluntary consent of the hu-
man subject is absolutely essential. This means that
the person involved should have legal capacity to give
consent; should be so situated as to be able to exercise

free power of choice, without the intervention of any
element of force, fraud, deceit, duress, over-reaching,
or other ulterior form of constraint or coercion; and
should have sufficient knowledge and comprehension
of the elements of the subject matter involved as to
enable him to make an understanding and enlight-
ened decision” [17]. In response to the human rights
violations during the years leading up to it, the Code
thereby excluded the possibility of conducting trials
with mental incapacitated subjects. Additional criteria
were later introduced that would permit the enrolment
of such subjects on the condition that appropriate pro-
tection measures be enacted.

The exclusion of other categories of “vulnerable
subjects (e.g children, the elderly and — for different
reasons — women of child-bearing age) from clinical
trial participation certainly affords them protection
from the associated risks, but at the same time it pre-
cludes these subjects from potential benefits. Their
exclusion means that the data gathered concerning
the tested drugs and devices refer only to other popu-
lations. The case of paediatric treatment information
makes this clear: all data derived from trials (efficacy,
metabolism, safety, etc.) referred only to adult popu-
lations until recently. Thanks to significant efforts on
multiple levels (e.g. EU Regulation 1901/2006), there
are now policies allowing clinical trials — with the
necessary safeguards — on children [43].

The Belmont Report was a major step in address-
ing the participation of incapacitated and other
vulnerable subjects in clinical trials. It states that
“an injustice occurs when some benefit to which a
person is entitled is denied without good reason”
[18]. Unfortunately, two problems have since arisen
at the point of application. Article 28 of the up-
dated Declaration of Helsinki, approved in Seoul in
October 2008, alludes to both with this statement:
“When a potential research subject who is deemed
incompetent is able to give assent to decisions about
participation in research, the physician must seek
that assent in addition to the consent of the legally
authorised representative. The potential subject’s
dissent should be respected” [15]. The two problems
are (1) establishing the subject’s ability to consent
and (2) identifying valid yet effective forms of legal
representation.

It is difficult but not impossible to identify opera-
tional means of handling these issues. For the first
problem, neuropsychological tests based on suffi-
ciently standardised behaviour patterns and involv-
ing qualitative parameters could be applied. The sec-
ond problem is more complex. An attorney could be
appointed by the competent authority with full legal
power to act during a limited timeframe and only
for clearly defined types of decisions. This would be
much less invasive than the traditional measures of
disqualification and interdiction, which effectively
usurp the subject’s management of his or her own
rights unless they are of a “very personal” nature.

As already noted, the focus of this paper is less on
the operational means and more on the underlying
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principles and conditions that make trials involving
subjects with dementia legitimate. Those looking to
examine the operational means should consult oth-
er publications, including a paper published by the
National Health Institute regarding the Italian situa-
tion in particular [44]. Suffice it to say that both prob-
lems are regrettably underestimated. Valid consent
procedures for potential participants are often hast-
ily followed or entirely omitted [45]. Consequently,
relatives, caregivers, close friends, or others who are
rightly involved but not legally qualified end up tak-
ing the responsibility for decisions [46].

The list of documents in the preceding section
(“Reference documents”) is too lengthy to address each
one, so we will look more closely only at two, which
should be the most useful ones because of their broad
scope: the Mental Capacity Act [37] passed in 2005
and in force since October 2007, and the UNESCO
International Bioethics Committee’s report [31].

The Mental Capacity Act [37] of England and
Wales provides a clear legal framework for the medi-
cal treatment of mentally incapacitated subjects over
the age of 16. It replaces the earlier common law pro-
visions and regulates the various decision-making
options on their behalf, covering decisions as simple
and frequent as eating and dressing and as important
as health care and asset management. While it has
been criticised on several topics, such as life-sustain-
ing treatment for terminal patients [47, 48], none of
them is relevant here. The Mental Capacity Act does
provide a useful list of widely shared principles on the
issue of clinical trials involving persons with mental
incapacities. They are the following:

-a person is presumed to have capacity unless

proved otherwise;

- a person is not to be treated as incapable unless
all practicable steps to help have been taken to
no avail;

- a person is not to be treated as incapable simply
because he makes an unwise decision;

- any act done or decision made for or on behalf
of a person who lacks capacity must be done or
made in his best interests;

- before acting on a person’s behalf, it is necessary
to consider whether the purpose can be as effec-
tively achieved in a manner less restrictive of the
person’s rights;

- anyone acting on behalf of an incapacitated per-
son must ask what that person would wish if he
had capacity;

- the opinions of relatives and other persons who
know the subject well should be sought;

- the least intrusive alternative must be chosen.

The default assumption that a person has capac-
ity unless proved otherwise is clearly emphasised.
It is unacceptable to assume incapacity and require
proof of capacity. Furthermore, decisions that ap-
pear unwise from the subjective onlooker’s perspec-
tive are not a sufficient reason to consider a person’s
decisional capacity impaired; in other words, subjec-
tive criteria alone are inadequate.

The Report of the International Bioethics Committee
on Consent published by UNESCO [31] takes a simi-
lar position. It more closely examines the principles ex-
pounded in articles 6 and 7 of the UNESCO Universal
Declaration on Bioethics and Human Rights (19
October 2005) [30], looking at a broad range of situa-
tions and conditions from infancy to old age. Some of
the proposals were highly disputed here as well, particu-
larly those regarding end-of-life questions. The majority
of its recommendations were widely accepted, however,
and reflect the ideas in the Mental Capacity Act. The
following two points are especially important:

- “The general safeguard of the freedom of patients

in these situations is that no judgment of capac-
ity to consent should be called for unless there
is evidence to undermine the normal assumption
that people are able to decide for themselves. In
other words, proof of incapacity is required not
proof of capacity. Foolish decisions can be vol-
untarily made by the most autonomous people
and the freedom to do so should not be restricted
by imposing over-stringent standards of capac-
ity” (par. 80).
“It would be unethical to take these patients any
less seriously than fully competent patients. In
approaching decisions concerning them we have
much more to go on than we do in the case of
neonates. These are people who have lived a full
life, whose preferences, values and wishes are
probably remembered by some, if not many, who
knew them when well. Their offices should be
sought when reflecting on what to do for the pa-
tient. They should not be asked to provide proxy
consents but rather to help build a picture of the
life of the patient in which to find the decision
to be made. Insofar as it is possible to do this,
then it might be said that a substituted judgment
about what the patient would consent to is being
built” (par. 91).

A SUMMARY OF THE CRITERIA

Emmanuel ef al. summarized the main require-
ments for ethical conduct in clinical research with
seven criteria [49]:

- value: health or knowledge advancement must

derive from the research;

- scientific validity: the research must be methodo-
logically rigorous;

- fair subject selection: scientific objectives and the
potential for and distribution of risks and bene-
fits, rather than vulnerability or privilege, should
determine the communities selected as study sites
and the inclusion criteria for individual subjects;

- favourable risk-benefit ratio: risks must be mini-
mised and potential benefits enhanced in the
context of standard clinical practice and research
protocol, and the potential benefits to individu-
als and knowledge gained for society must out-
weigh the risks;

- independent review: unaffiliated individuals must
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review the research and approve, amend, or ter-
minate it;

- informed consent: individuals should be in-
formed about the research and provide their vol-
untary consent;

- respect for enrolled subjects: subjects should have
their privacy protected, their well-being moni-
tored and the opportunity to withdraw guaran-
teed.

In addition to these, some other criteria are funda-

mental [15, 19]:

- respect for regulations;

- direct benefit for the subject (except in specific
circumstances);

- direct association between the trial and the pa-
thology affecting the subject (except in specific
circumstances).

One of the more controversial issues in medical
research is the contribute to the wellbeing of society
in general. The need of direct benefit for research
participants is a fundamental criterion unanimous-
ly recognised. The Declaration of Helsinki states:
“In medical research involving human subjects,
the well-being of the individual research subject
must take precedence over all other interests” (art.
6) [15]. In spite of this principle, the possibility of
performing research without the prospect of a di-
rect benefit is not refused a priori: it is admissible
under well-defined conditions and circumstances. In
particular, the importance of the project’s objective,
understood as both scientific and social importance,
should outweigh the risks and burdens to research
subjects. Furthermore, the population in which the
research is carried out should benefit from the re-
sults of the research.

Additional criteria are necessary for the protection
of incapacitated adults. Legislative Decree no. 211
of 24 June 2003 [25] incorporates into Italian law
the already mentioned regulations contained in EU
Directive 2001/20/EC relating to the implementation
of good clinical practice in conducting clinical trials
on medicinal products for clinical use [16]. Under
the heading “Clinical trials on incapacitated adults
not able to give informed legal consent”, article 5
summarizes criteria with broad acceptance:

1. “In addition to the requirements specified in sec-
tion 3 (Protection of clinical trial subjects), in-
clusion in clinical trials of incapacitated adults
who have not given or not refused informed con-
sent before the onset of their incapacity shall be
allowed only if:

a) the informed consent of the legal representa-
tive has been obtained; consent must repre-
sent the subject’s presumed will and may be
revoked at any time, without detriment to the
subject;

b) the person has received information accord-
ing to his/her capacity of understanding re-
garding the trial, the risks and the benefits;

¢) the explicit wish of a subject who is capable
of forming an opinion and assessing this in-

formation to refuse participation in, or to be
withdrawn from, the clinical trial at any time
is considered by the investigator or where ap-
propriate the principal investigator;

d) no incentives or financial inducements are
given except compensation that, if the trial
sponsor is a public body, may only be granted
within the limits of the budget allocated to it;

e) such research is essential to validate data ob-
tained in clinical trials on persons able to give
informed consent or by other research meth-
ods and relates directly to a life-threatening
or debilitating clinical condition from which
the incapacitated adult concerned suffers;

f) clinical trials have been designed to minimise
pain, discomfort, fear and any other foresee-
able risk in relation to the disease and devel-
opmental stage; both the risk threshold and
the degree of distress shall be specially defined
and constantly monitored;

g) the Ethics Committee, with expertise in the
relevant disease and the patient population
concerned or after taking advice in clinical,
ethical and psychosocial questions in the field
of the relevant disease and patient popula-
tion concerned, has endorsed the protocol,

h) the interests of the patient always prevail over
those of science and society;

1) there are grounds for expecting that adminis-
tering the medicinal product to be tested will
produce a benefit to the patient outweighing
the risks or produce no risk at all.

2. In cases of temporary incapacity, informed con-
sent to continue the trial must be sought when
the patient recovers his/her decision-making ca-
pacity.”

THE ISSUE OF LEGAL REPRESENTATION

Normative context

According to Directive 2001/20/EC, “persons who
are incapable of giving legal consent to clinical tri-
als should be given special protection. It is incum-
bent on the Member States to lay down rules to this
effect” (“whereas n. 3”). Moreover, “the notion of
legal representative refers back to existing national
law and consequently may include a natural or legal
person, and/or a body provided for by national law”
[16]. As mentioned earlier, the Directive was incor-
porated into Italian law with Legislative Decree n.
211/2003 [25].

The question of legal representation is therefore
essential to clinical trials involving persons who are
incapable of expressing consent. In Italy, Title XII in
Book I of the Civil Code constitutes an important
reference point. It discusses protective measures such
as interdiction and disqualification in the case of per-
sons with a total or partial lack of autonomy [50].

Article 414 of the Civil Code states that legal adults
and emancipated minors in a condition of habitual
mental infirmity, sufficient to render them incapable
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of pursuing their own best interests, are to be in-
terdicted; in other words, a guardian ad litem must
be appointed. Following the interdiction procedure,
the guardian is to take the place of the interdicted
person in fulfilling all routine and non-routine acts
of administration. The interdicted person is thereby
completely deprived of the possibility to act.
Disqualification can instead be applied in the fol-
lowing situations: a condition of incapacity insuf-
ficiently severe for interdiction, the exposure of one-
self or one’s family members to a severe economic
burden due to extravagant wastefulness or the ha-
bitual use of alcoholic drinks or drugs, and blind-
ness or deaf-muteness from birth in subjects lacking
an adequate education (that do not fall under the
necessity for interdiction in more serious situations).
The primary consequence of disqualification is that
the disqualified subject must be assisted by a guard-
ian in non-routine acts of administration.
Interdiction and disqualification are nonetheless
often excessive and disproportionate measures. For
this reason, Law n. 6 on 9 January 2004 established
the possibility of administration support [S1]. It is
a new protective measure that can be modelled on
the basis of specific and contingent situations and
needs. Administration support has been adopted by
many European nations. In some countries, such as
Austria, it has become the only protective measure
in the wake of the elimination of interdiction and
disqualification. Other countries, such as France,
Luxemburg and Holland, mirror the Italian situa-
tion: administration support accompanies the tra-
ditional judicial measures of interdiction and dis-
qualification [52, 53]. In Italy, Title XII in Book I
of the Civil Code was modified by article 3 of the 9
January 2004 law [51]. In fact, the section title “On
infirmity, interdiction and disqualification” was re-
placed by the title “On protective measures for per-
sons partially or fully lacking autonomy” [50].
Article 1 of Law n. 6/2004 clearly defines the pur-
pose of a supporting administrator: “to protect per-
sons who are fully or partially lacking autonomy,
with the least possible infringement on their capaci-
ty to act, in the execution of daily functions through
temporary or permanent supportive intervention”.
Administration support therefore differs from inter-
diction and disqualification in that the judge’s pro-
nouncement requiring the protective measure must
explicitly and precisely state the types of actions
with which the beneficiary is to be aided by the sup-
porting administrator. Hence the subject’s capacity
to act remains intact for all actions not explicitly in-
dicated for support. Law n. 6/2004 emphasizes care
for the beneficiary not only in terms of his estate but
particularly in terms of cura personae, or care of the
person, in clear reference to the person’s health. The
supporting administrator is also granted the power
to express informed consent for diagnostic or thera-
peutic procedures [51]. In fact, paragraph 4 of arti-
cle 405 in the Civil Code names care of the person
as one of the urgent measures to be taken in the best

interest of the infirm person and article 408 states
that the choice of the administrator should be made
“with exclusive regard to the care and best interests
of the person who is the beneficiary” [50].

In the current normative context, the supporting
administrator appears to be the most suitable indi-
vidual to carry out the function of a legal guardian
ad litem for incapacitated persons participating in
clinical trials. This is in conformity with Directive
2001/20/EC [16] and Legislative Decree n. 211/2003
[25], which enacts the Directive in Italy, requiring
the legal guardian’s informed consent as a necessary
condition for the participation of incapacitated sub-
jects in an experiment.

In this regard, it is also important to recall that
according to paragraph 3 of article 408 of the Civil
Code, “public or private service workers with the
beneficiary in their charge or under their care can-
not carry out the function of supporting administra-
tor”. Nevertheless, according to article 406, “those
who are responsible for health care and social serv-
ices and are directly involved in providing care and
assisting the person are required to petition the
judge [for the nomination of a supporting admin-
istrator] when aware of reasons that would make it
appropriate to initiate the administration support
procedure” [50].

Though administration support therefore seems to
be the most suitable means of legal representation
for incapacitated persons participating in experi-
mentation procedures in theoretical terms, the situ-
ation is unfortunately less favourable in practice. In
reality, despite the fact that Law n. 6/2004 requires
the nomination of a supporting administrator with-
in sixty days, various difficulties arise in practice
that drastically extend this timeframe [54]. This situ-
ation makes it very difficult to conduct clinical trials
in Italy that involve subjects incapable of expressing
consent.

Emergency situations

It is a well-known fact that emergency situations
exist in which it is legitimate to intervene even with-
out valid consent. Italian law recognises five such
reasons: (1) a public health emergency, (2) a clinical
emergency, (3) patient incapacity, (4) patient relin-
quishment or waiver, or (5) the “therapeutic privi-
lege” (i.e. a situation in which the physician, either at
his own discretion or at the patient’s request, with-
holds information that could compromise accept-
ance of the proposed treatment, in virtue of his pri-
mary duty as a physician to care for each patient as
best he can and to safeguard the patient’s interests).

The legality of actions performed under emergen-
cy conditions is addressed by article 54 of the Italian
Criminal Code. Regarding the “state of necessity”,
it says that “if a person committed a deed because
he was obliged to by the need to save himself or an-
other person from an imminent danger of serious
harm that was neither voluntarily caused by him nor
otherwise avoidable, he is not punishable, provided
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that the deed is proportionate to the danger” [55].
The United States Code of Federal Regulations
contains similar provisions in which the waiver of
consent during an emergency is acceptable [56]. It
should be apparent, however, that emergency condi-
tions are quite rare in clinical research trials: emer-
gency is, by its very nature, episodic [57].

Proposals for the obtainment of informed consent
firom incapacitated subjects in research trials

It is important to keep in mind several considera-
tions from the previous sections in order to develop
proposals for facilitating the obtainment of valid
informed consent from incapacitated subjects par-
ticipating in clinical trials. They can be summarized
as follows:

- a physician has the duty to perform interventions
necessary for meeting the primary needs of per-
sons in his or her care;

- medical actions require valid informed consent
that, in the case of incapacitated subjects, must
be provided by a legal representative;

- only a small number of incapacitated patients in
Italy actually has a legal representative, and the
waiting periods for naming a representative when
there is a need for urgent intervention are longer
than the urgency allows.

Based on paragraph 4 in article 405 of the Italian
Civil Code, once a petition has been submitted, the
tutelary judge can adopt ex officio “urgent provi-
sions for the care of the concerned person and for the
preservation and administration of his assets” [50].
Furthermore, as already mentioned, Law n. 6/2004
[51] requires physicians to petition the tutelary judge
for the nomination of a supporting administrator.
The law does not explicitly allow a health-care work-
er to go directly to the tutelary judge seeking direct
authorisation to carry out medically necessary treat-
ments on an incompetent patient lacking legal rep-
resentation. Nevertheless, some authors think that
“this is legally possible in light of spirit and purpose
of Law n. 6/2004 and particularly in virtue of the
core principles of our Constitutional Charter and
the entire legal system currently in force” [58, 59].
From a legal point of view, this process is an impor-
tant resource for physicians faced with a need to act
not only in urgent situations but also in the routine
care of persons lacking a legal representative. In the
case of clinical experimentation, however, leaving
the decision to participate in clinical research trials
up to a tutelary judge’s pronouncement alone casts
serious doubt on the some of the basic and unani-
mously recognized demands of clinical research eth-
ics [60]. Other solutions are therefore necessary.

In Italy, the issue of informed consent from per-
sons affected by dementia was also addressed by the
National Health Council (Consiglio Superiore di
Sanita) at the request of the Italian Medicine Agency
(Agenzia Italiana del Farmaco). On 10 July 2007,
the Italian Medicine Agency turned to the National
Health Council in order to address an issue that

had arisen in the wake of regulations that the same
Agency established regarding the pharmacological
treatment of mental illness in patients with demen-
tia [61]. A requirement for valid informed consent
was established together with the allowance of off-
label drug prescriptions. The resulting problem is
clear: since the patients are affected with dementia,
most of them are not able to provide valid consent
[62, 63]. In this case, the issue is not clinical experi-
mentation per se but routine pharmacological treat-
ment; however, there is a fine line between treatment
and experimentation in the use of off-label drugs.
On 23 October 2007, the National Health Council
responded with an opinion reemphasising the need
to obtain valid informed consent as required by reg-
ulation [64].

On 13 December 2007, the Italian Drug Agency
sent a new request to the National Health Council
on the same topic, this time explicitly focusing on
clinical trials. The National Health Council re-
sponded on 10 July 2008 with an opinion titled
“Requests for informed consent from patients with
dementia needing pharmacological treatment in
clinical experimentation” [65]. In its opinion, the
National Health Council reaffirmed the need to re-
spect the regulations currently in force that require
informed consent from a legal representative or sup-
porting administrator in order to conduct trials in-
volving mentally incapacitated patients. At the same
time, the National Health Council recognized that
such conditions often constitute an insurmountable
obstacle to clinical trials given the extensive time
it takes to name a legal representative or support-
ing administrator. This difficulty has negative con-
sequences for the patients themselves, who could
benefit from such trials. In this light, the National
Health Council encouraged revising the regulations
and following the example set by other countries.

Modifications to article 5 of Legislative Decree n.
211/2003 have been proposed on various occasions in
the interest to allowing certain other individuals — in
the absence of a legal representative — to express in-
formed consent on behalf of incapacitated subjects
for participation in clinical trials [25]. Specifically,
some suggest that the individuals listed in article 408
of the Civil Code as preferable candidates for sup-
porting administrator should be allowed to express
consent without explicit appointment by a tutelary
judge: spouse (not legally divorced), stable cohabi-
tating partner, father, mother, child, brother, sister,
or any relative not more distant than fourth degree
[50, 51]. This approach has already been adopted in
other situations in Italy.

For example, article 23 of Law n. 91/1999 [66] states
that the following individuals can present legitimate
written opposition to organ removal: spouse (not
divorced) or cohabitating partner more uxorio, or,
where not applicable, children of legal age, or, if there
are none, parents. The list of individuals in article 408
of the Civil Code [51] and those in Law n. 91/1999
[61] are clearly quite similar. The list of preferred in-
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dividuals to take on the role of supporting admin-
istrator in the Civil Code was also included in the
law proposal regarding advance directives for medi-
cal treatment in the version approved by the Social
Affairs Committee in the House of Representatives
on 12 May 2010 [67]. This document addressing med-
ical treatment will become an important reference
point in addressing the issue and it would be surpris-
ing if the individuals who are allowed to consent to
the enactment and interruption of medical treatment
were not allowing to make decisions regarding par-
ticipation in clinical trials. Certain clarifications will
clearly be necessary to avoid contradictions between
Legislative Decree n. 211/2003 [25] and the new docu-
ment regarding advance directives for treatment [67].
The “Outline for a law proposal containing regula-
tions for clinical trials and other health-care matters”
presented by the Minister of Health, Ferruccio Fazio,
to the Council of Ministers on 16 July 2010 does not
directly address the issue of clinical trial participation
for subjects incapable of providing informed consent.

References

1. Potter VR. Bioethics: the science of survival. Perspect Biol
Med 1970;14:127-53.

2. Potter VR. Bioethics, bridge to the future. Englewood Cliffs,
NI: Prentice-Hall Inc.;1971.

3. Hippocrates. The Hippocratic oath. In: English V, Romano-
Critchley G, Sheather J, Sommerville A. Medical ethics to-
day. The BMA’s handbook of ethics and law. London: BMJ
Books; 2004. p. 770.

4. American Medical Association. Code of Medical Ethics of the
American Medical Association originally adopted at the Adjourned
Meeting of the National Medical Convention in Philadelphia. May
1847. Chicago: American Medical Association Press; 1847.

5. Gallin JI. A historical perspectives on clinical research. In:
Gallin JI, Ognibene F (Eds.). Principles and practice of clini-
cal research. Burlington, MA: Elsevier; 2008 (2. ed).

6. Italia. Corte di Cassazione. Sentenzadella Corte di Cassazione,
sezione V, n. 5639, 21 aprile 1992.

7. Beauchamp T, Childress JF. Principles of biomedical ethics.
Oxford and New York: Oxford University Press; 2008 (6.
ed.; 1. ed.: 1978).

8. Faden RR, Beauchamp TL, King NP. 4 history and theory of
informed consent. New York: Oxford University Press; 1986.
p- 278-80.

9. American Psychiatric Association. Guidelines for assess-
ing the decision-making capacities of potential research
subjects with cognitive impairment. Am J Psychiatry
1998;155:1649-50.

10. Dunn LB, Nowrangi MA, Palmer BW, Jeste DV, Saks ER.
Assessing decisional capacity for clinical research or treat-
ment: a review of instruments. Am J Psychiatry 2006;163:
1323-34.

11. Grisso T, Appelbaum, PS. Assessing competence to consent
to treatment. A guide for physicians and other health profes-
sionals. New York and Oxford: Oxford University Press;
1998.

12. Appelbaum PS. Assessment of patients’ competence to con-
sent to treatment. New Engl J Med 2007;357:1834-40.

The document does stipulate, however, that decrees
for its application on specific questions be adopted
within nine months of its enactment in order to sim-
plify the authorisation procedure for clinical trials.
It is therefore probable that this ministerial initiative
will also lead to legislative action on the matter.

Acknowledgements

This article has been written as a part of the project “Nosographic
revision of vegetative states: application of behavioural analysis
methods in the study of subjects in coma and vegetative state”.

Conflict of interest statement

There are no potential conflicts of interest or any financial or per-
sonal relationships with other people or organizations that could
inappropriately bias conduct and findings of his study.

Received on 12 August 2010.
Accepted on 4 October 2010.

13. Percival T. Medical ethics, or, a code of institutes and precepts,
adapted to the professional conduct of physicians and surgeons:
to which is added an appendix containing a discourse on hos-
pital duties, also notes and illustrations. Manchester: Russell
and Johnson; 1803 (1. ed.).

14. McCance RA. The practice of experimental medicine. 1951.
Reproduced in: Reiser SJ, Dyck AJ, Curran WIJ (Ed.). Ethics
in medicine. Historical perspectives and contemporary concerns.
Cambridge, MA: Massachusetts Institute of Technology
Press; 1977. p. 274-7.

15. World Medical Association. Declaration of Helsinki. Ethical
principles for medical research involving human subjects.
Available from: www.wma.net/en/30publications/10policies/
b3/17c.pdf.

16. European Parliament and Council of the European Union.
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 prac-
tice in the conduct of clinical trials on medicinal products for
human use. Official Journal of the European Union 2001;L
121:34-44.

17. Nuremberg Military Tribunal. Permissible medical experiment.
[known as The Nuremberg Code]. In: Trials of war criminals
before the Nuremberg Military Tribunals under Control Council
Lawn. 10. Nuremberg, October 1946 - April 1949. Washington,
DC: Government Printing Office; 1949-1953. Vol. 2. p. 181-2.

18. The National Commission for the Protection of Human
Subjects of Biomedical and Behavioral Research. Ethical
Principles and Guidelines for the Protection of Human Subjects
of Research [known as The Belmont Report]. Washington,
DC: US Office for Protection from Research Risks (OPRR),
National Institutes of Health (NIH), Public Health Service
(PHS), Human Health Service (HHS); 1979.

19. Council of Europe. Committee of Ministers. Recommendation
n. R(90) 3 of the Committee of Ministers to member States
concerning medical research on human beings. Adopted by
the Committee of Ministers on 6 February 1990 at the 433
meeting of the Ministers’ Deputies. In: Council of Europe.
Texts of the Council on bioethical matters. Strasbourg: Council

419

RESEARCH AND M ETHODOLOGIES



RESEARCH AND METHODOLOGIES

420

Carlo Petrini

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

of Europe, Directorate General I, Legal Affairs, Bioethics De-
partment; 2005. Vol. 1. p. 25-8.

World Health Organization. Guidelines for good clinical prac-
tice (GCP) for trials on pharmaceutical products. Geneva:
World Health Organization; 1995. (WHO Technical Report
Series, n. 850).

International conference on harmonisation of technical re-
quirements for registration of pharmaceuticals for human
use. Guideline for Good Clinical Practice. 1996. Available
from: www.ich.org/LOB/media/MEDIA482.pdf.

Italia. Ministero della Sanita. Decreto Ministeriale 15 luglio
1997. Recepimento delle linee guida dell’Unione europea di
buona pratica clinica per la esecuzione delle sperimentazioni
cliniche dei medicinali. Gazzetta Ufficiale - Serie Generale, n.
191, Supplemento Ordinario n. 162, 18 agosto 1997.

Council of Europe. Convention for the protection of human
rights and dignity of human being with regards to the applica-
tion of biology and medicine: Convention on human rights and
biomedicine. 4 April 1997. Available from: conventions.coe.
int/treaty/en/treaties/html/164.htm.

Italia. Legge 28 marzo 2001, n. 145. Ratifica ed esecuzione
della Convenzione del Consiglio d’Europa per la protezione
dei diritti dell'uomo e della dignita dell’essere umano riguardo
all’applicazione della biologia e della medicina: Convenzione
sui diritti dell'uomo e sulla biomedicina, fatta a Oviedo il 4
aprile 1997, nonche del Protocollo addizionale del 12 gennaio
1998, n. 168, sul divieto di clonazione di esseri umani. Gazzetta
Ufficiale - Serie Generale, n. 95, 24 aprile 2001.

Italia. Decreto Legislativo 24 giugno 2003, n. 211. Attuazione
della direttiva 2001/20/CE relativa all’applicazione della buona
pratica clinica nell’esecuzione delle sperimentazioni cliniche di
medicinali per uso clinico. Gazzetta Ufficiale - Serie Generale
n. 184, 9 agosto 2003, Supplemento Ordinario n. 130.

Council for International Organizations of Medical Sciences.
International ethical guidelines for biomedical research involy-
ing human subjects. 2002. Available from: http://www.cioms.
ch/publications/layout_guide2002.pdf.

Council of Europe. Additional protocol on the Convention on
Human Rights and Biomedicine concerning Biomedical Research.
Strasbourg: Council of Europe; 2005. Available from: conven-
tions.coe.int/treaty/en/treaties/html/195.htm.

European Commission. Commission Directive 2005/28/EC
of 8 April 2005 laying down principles and detailed guide-
lines for good clinical practice as regards investigational me-
dicinal products for human use, as well as the requirements
for authorisation of the manufacturing or importation of such
products. Official Journal of the European Union, 9 April 2005;
L91:13-19.

Italia. Decreto legislativo 6 novembre 2007, n. 200. Attuazi-
one della direttiva 2005/28/CE recante principi e linee guida
dettagliate per la buona pratica clinica relativa ai medicinali
in fase di sperimentazione a uso umano, nonché requisiti per
I’autorizzazione alla fabbricazione o importazione di tali me-
dicinali. Gazzetta Ufficiale — Serie Generale n. 261, 9 novem-
bre 2007 — Supplemento Ordinario n. 228/L.

United Nations Educational, Scientific and Cultural Or-
ganization (UNESCO). Universal Declaration on Bioethics
and Human Rights. Paris: Unesco; 2005. Available from:
www.unesco.org/new/en/social-and-human-sciences/themes/
bioethics/bioethics-and-human-rights.

United Nations Educational, Scientific and Cultural Organ-
ization (UNESCO). Report of the International Bioethics
Committee (IBC) on consent. Paris: UNESCO; 2008.
Available from: unesdoc.unesco.org/images/0017/001781/
178124E.pdf.

Federazione Nazionale degli Ordini dei Medici Chirurghi ed
Odontoiatri- FENOMCeO. Codice di deontologiamedica. Roma:
FNOMCeO; 2006. Available from: http://portale.fnomceo.it/
PortaleFnomceo/downloadFile.dwn?id=60474&version=0.

33.

34.

35.

36.

38.

39.

40.

41.

—_

42.

43.

44.

45.

46.

47.

48.

49.

50.

Medical Research Council, Working Party on Research on the
Mentally Incapacitated. The ethical conduct of research on the men-
tally incapacitated. London: Medical Research Council; 1991.

The American Geriatrics Society. Informed Consent for
Research on Human Subjects with Dementia. J Am Geriatr
Soc 1998;46:1308-10.

Royal College of Psychiatrists’ Working Party on Guidelines
for Researchers and for Research Ethics Committees on
Psychiatric Research Involving Human Participants. Guide-
lines for researchers and for research ethics committees on
psychiatric research involving human participants. Approved by
Council: June 2000. Available from: www.rcpsych.ac.uk/files/
pdfversion/cr82i.pdf.

Alzheimer’s Association. Ethical issues in dementia research
(with special emphasis on “informed consent”). Available
from: www.alz.org/national/documents/statements_ethicalis-
sues.pdf.

. Her Majesty’s Stationery Office - Office of Public Sector

Information. England and Wales. Mental Capacity Act 2005.
Available from: http://www.opsi.gov.uk/acts/acts2005/ukpga_
20050009_en_1.

Comitato Nazionale per la Bioetica. Informazione e consenso
all’atto medico. Roma: Dipartimento per I'Informazione e
I’Editoria; 1992.

Comité Consultatif National d’Ethique pour les sciences de
la vie et de la santé Avis n. 38. Avis sur I'éthique de la recherché
dans les sciences du comportement humain. Paris : CNNE ;
1997 (n. 38, 14 Octobre 1993). Available from: www.ccne-
ethique.fr/docs/fr/avis038.pdf.

The National Bioethics Advisory Commission. Research in-
volving persons with mental disorders that may affect decision-
making capacity. NBAC; 1998. Vol. 1. Available from: http://
bioethics.georgetown.edu/nbac/capacity/toc.htm.

Comité Consultatif National de Bioéthique de Belgique. Avis n.
14 du 10 décembre 2001 relatif aux “Régles éthiques face aux per-
sonnes atteintes de démence”.

Italia. Costituzione della Repubblica Italiana. 1948 (and fol-
lowing amendments). Available from: www.quirinale.it/qrnw/
statico/costituzione/costituzione.htm.

European Parliament and Council of the European Union.
Regulation (EC) n. 1901/2006 of the European Parliament
and of the Council of 12 December 2006 on medicinal prod-
ucts for paediatric use and amending Regulation (EEC)
No 1768/92, Directive 2001/20/EC, Directive 2001/83/EC
and Regulation (EC) No 726/2004. Official Journal of the
European Union, 27 December 2006;L.378:1-19.

Petrini C (Ed.). 1/ consenso informato dei soggetti affetti da
demenza: aspetti etici, deontologici, giuridici. Roma: Istituto
Superiore di Sanita; 2008. (Rapporti ISTISAN, 08/3).
Stocking C, Hougham B, Baron GW, SachsGA. Ethics re-
porting in publications about research with Alzheimer’s dis-
ease patients. J Am Geriatr 2004;52:305-10.

Black BS, Kass NE, Fogarty LA, Rabins P. Informed consent
for dementia research: the study enrolment encounter. /RB
Ethics and Human Research 2007:29(4):7-14.

Owen G, Richardson S, David G, Szmukler AS, Hayward P,
Hotopf M. Mental capacity to make decisions on treatment
in people admitted to psychiatric hospitals: cross sectional
study. British Medical Journal 2008;337:a448.

The Catholic Bishops’ Conference of England and Wales
(CBCEW). The Mental Capacity Act and “Living wills”: a
practical guide for Catholics. London: The Catholic Truth
Society; 2008.

Emanuel E, Wendler D, Grady C. What makes clinical re-
search ethical? JAMA 2000;283:2701-11.

Regno d’Italia e Repubblica Italiana. Codice civile. 1942 (and
following amendments).



51

52.

53.

54.

55.

56.

57.

58.

59.

COGNITIVE IMPAIRMENT AND INFORMED CONSENT IN EXPERIMENTATION

Italia. Legge 9 gennaio 2004, n. 6. Introduzione nel libro
primo, titolo XII, del Codice Civile del capo I, relativo
all’istituzione dell’amministrazione di sostegno e modifica
degli articoli 388, 414,417,418, 424,426,427 e 429 del codice
civile in materia di interdizioni e di inabilitazione, nonché
relative norme di attuazione, di coordinamento e finali.
Gazzetta Ufficiale della Repubblica Italiana - Serie Generale
n. 14, 19 gennaio 2004.

Liddell K, Bion JF, Chamberlain D, Druml C, Komanye
E, Lemaire F, Menon DK, Vrhovac B, Wiedermann CJ.
Medical research involving incapacitated adults: implica-
tions of the EU clinical trials directive 2001/20/EC. Med
Law Rev 2006;14:367-415.

European Forum for Good Clinical Practice (EFGCP).
The procedure for the ethical review of protocols for clini-
cal research projects in the European Union. EFGCP; 2010.
Available form: www.efgep.be/html.asp?what=efgcpreport.
htm&l1=5&12=1#report.

Piccione M. Dal consenso informato al consenso negato.
Rivista di Psichiatria 2009;44:281-4.

Regno d’Italia e Repubblica Italiana. Codice penale. 1930 (and
following amendments).

Department of Health and Human Services, National In-
stitutes of Health and Office for Human Research Protec-
tion. The Common Rule, Title 45 ( Public Welfare), Code of
Federal Regulations, Part 46 ( Protection of Human Subjects)
(Revised November 13, 2001. Effective December 13, 2001).

Federazione Nazionale degli Ordini dei Medici Chirurghi
ed Odontoiatri - FNOMCeO. Guida all’esercizio della pro-
fessione per i medici-chirurghi e gli odontoiatri. Torino: CG
Edizioni Medico Scientifiche; 2006. p. 16-7.

Elefante R. Il consenso informato in assenza di rappresent-
anti legali di pazienti non competent: ricorso ex art. 405 c.c.”.
In: Dolce G (Ed.). Convegno biogiuridico: La tutela della per-
sona non competent; quid juris? Atti del convegno. Crotone, 12
giugno 2009. Crotone: Istituto S. Anna; 2009. p. 17-50.

Favale F. 1l nuovo rapporto tra amministratore di sostegno e
interdizione; poteri dell’amministratore di sostegno e interd-
izione; poteri dell’amministratore di sostegno in relazione alla
cura degli interessi di natura personale del beneficiario, con
particolare riferimento alla possibilita di prestare il consenso

60.

61.

62.

63.

64.

65.

66.

67.

a trattamenti terapeutico-sanitari e ai poteri del giudice tute-
lare ex art. 405 4° comma C.C.. In: Dolce G (Ed.). Convegno
biogiuridico: la tutela della persona non competent; quid juris?
Atti del convegno. Crotone, 12 giugno 2009. Crotone: Istituto
S. Anna; 2009. p. 58-71.

Venchiarutti A. Amministrazione di sostegno e consenso ad
atti terapeutici. In: Borellino P, Feola D, Forni L (Ed.). Scelte
sulle cure e incapacita: dall’ amministrazione di sostegno alle
direttive anticipate. Varese: Insubria Univeristy Press; 2007.
p. 197-202.

Agenzia Italiana del Farmaco. Comunicato 21 luglio 2005. 11
trattamento farmacologico dei disturbi psicotici in pazienti af-
fetti da demenza. Available from: www.agenziafarmaco.it/it/
content/il-trattamento-farmacologico-dei-disturbi-psicotici-
pazienti-affetti-da-demenza-0.

Agenzia Italiana del Farmaco. Comunicato 21 luglio 2005.
1l trattamento farmacologico dei disturbi psicotici in pazi-
enti affetti da demenza. Aggiornamento 28 dicembre 2006.
Available from: www.agenziafarmaco.it/sites/default/files/
111.55236.1168274545032501d.pdf.

Agenzia Italiana del Farmaco. Comunicato 21 luglio 2005. 11
trattamento farmacologico dei disturbi psicotici in pazienti af-
fetti da demenza. Aggiornamento 8 maggio 2009.

Consiglio Superiore di Sanita. Parere espresso dal Consiglio
Superiore di Sanita, sezione V, nella seduta del giorno 23 ot-
tobre 2007, concernente: “‘Richiesta parere su consenso infor-
mato - Farmaci off label”. 23 ottobre 2007.

Consiglio Superiore di Sanita. Parere espresso dal Consiglio
Superiore di Sanita, sezione V, nella seduta del giorno 10 luglio
2008, concernente “Richiesta di consenso informato a pazienti
dementi che devono essere sottoposti a terapia farmacologia
nelle sperimentazioni cliniche”. 10 luglio 2008.

Italia. Legge 1 aprile 1999, n. 91. Disposizioni in materia di pre-
lievi e di trapianti di organi e di tessuti. Gazzetta Ufficiale della
Repubblica Italiana - Serie Generale n. 87, 15 aprile 1999.

Parlamento Italiano. Disegno di legge su “Disposizioni in ma-
teria di alleanza terapeutica, di consenso informato e di dichi-
arazioni anticipate di trattamento”, approvato dal Senato il 26
marzo 2009. Testo modificato ed approvato in Commissione
Affari Costituzionali della Camera dei Deputati il 12 maggio
2010. Testo base n. 2350.

421

RESEARCH AND M ETHODOLOGIES



