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ELDERLY PATIENTS IN RANDOMIZED CLINICAL TRIALS: ETHICAL ISSUES
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Considering patients of elderly and senile age, pronounced discrimination continues to be observed, expressed in their insufficient inclusion or non-inclusion in
randomized clinical trials. As a result, the clinical recommendations based on the results of such studies cannot be fully applicable to this category of patients.
The problems of inclusion/non-inclusion of older people in clinical trials are numerous. The reasons for their occurrence and solutions affect, among other things,
the ethical sphere. Compliance with basic ethical principles such as respect for persons, beneficence and justice should underlie the decision to include a patient
in a study. In general, when evaluating these ethical principles from the point of view of the well-being of the entire population of elderly and senile patients, it is
necessary to rethink the principles according to which this category of patients was excluded from clinical trials.
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NOXXWUNbIE NALUMEHTbI B PAHOOMU3UPOBAHHbIX KITMHUYECKUX UCCINEQOBAHUAX: STUHECKUE
ACIEKTbI

O. W. BytpaHosa' =, C. K. 3blpsHos'?2

"Poccuiickunin yHuBepeuTeT apy»x6bl Hapopos (PYOH), Mocksa, Poccus
2Topoackas knHnyeckas 6onbHMLa Ne 24 [enaptameHTa 3gpaBooxpaHenmnst ropoga Mocksbl, Mocksa, Poccust

B OTHOLUEHWM NaLWIEHTOB NOXWSIONO W CTAPHECKOro BO3pacTa NpoAo/KaeT HabMioAaThCs BbIPaXKEHHas AUCKPYMUHALWS, MPOSBASIOLLAACS B UX HEAOCTATOYHOM
BKJIOHEHWM MO0 HEBKIIIOYEHNN B PaHAOMU3VPOBaHHbIE KIMHUYECKME CCNeaoBaHys. Kak cneactavie, hopmmupyemMble Ha OCHOBaHWM pesynsTaToB Mofo6HbIX
NCCNENoBaHNIA KIMHUHECKIE PEKOMEHALIN HE MOTYT ObiTb B MOSHON Mepe MPYMEHVMbI MO OTHOLLIEHMIO K PACCMAaTPUBAEMON KaTeropum nauneHTos. Mpotnemsl
BKJOHEHVIS/ HEBKIIOHEHYISH MOXKUIBIX TOAEH B KIMHWHECKNE MCCNEN0BAHNS MHOTOUMCIEHHDI. MTPVHMHBI X BO3HUKHOBEHWS 1 MyTI PELUEHVISt 3aTparusatoT B TOM
yuene atndeckyto cepy. CobntofeHNne OCHOBHBIX STUHECKMX MPUHLIMMOB, TaKUX Kak yBaKeHWe NMYHOCTK, BnarofesiHie 1 crnpaBefMBOCTb, AOMKHO NexaTb
B OCHOBE MPUHSATYS PELLEHWS O BKITIOYEHWW MaLMeHTa B 1ccnenosaHme. B Lienom, oueHvBas faHHble STUHECKME MPUHLMMBI C TOYKM 3peHUst Gnarononyyms
BCel MonynsLmumn nNauneHToB NOXMIIOro 1 CTAPHECKOro BO3pacTa, HEOBXOAUMO NEPeOCMbICAATE MPYHLMMbI, COMACHO KOTOPbIM faHHas Kateropust naLyieHToB
MCKItoYanach 13 KIMHUHECKX UCCNefoBaHNI.
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The principles of evidence-based medicine underlie all modern
clinical guidelines for managing patients, regardless of nosology,
and their observance guarantees the best result in terms of
outcomes. But is this true in the case of elderly and especially
senile patients? The principles of the hierarchy of evidence
put on the first-place systematic reviews and meta-analyses,
as well as randomized clinical trials (RCTs). The proportion of
elderly and senile patients in the total volume of RCTs is very
small: for example, from January 1990 to December 2002,
only 84 RCTs were found including patients over 80 years
of age, of which 75 studied the effectiveness of therapy, and
9 — safety [1]. For comparison, over the same period, the
total number of RCTs in young and adult patients was about
50,000. Most of the cardiovascular drugs, hypoglycemic
drugs, and many others are used mainly by patients of older
age groups. At the same time, according to Konrat C, et al
(2012), in most RCTs estimating effects of drugs which are

mainly used in the treatment of diseases specific to elderly
patients, the proportion of participants over 65 was less than
half. This pattern was typical for 62.2% RCTs of pioglitazone,
40.9% RCTs of risedronate, 37.9% RCTs of rosuvastatin, and
70.2% RCTs of valsartan [2]. An analysis of phase lll clinical
trials carried out by the National Institutes of Health, USA, from
1965 to 2015, found a significant disproportion between the
studied nosologies and the participant profile, manifested in
the inclusion of relatively young patients in studies on diseases
typical of the elderly (chronic heart failure, osteoarthritis, etc.).
In particular, it was demonstrated that in 67% of the studies
the mean and/or median age was less than expected for the
disease or condition of interest. Based on their analysis, the
authors suggested that the results of these studies cannot be
extrapolated to the general population of older people [3]. The
COVID-19 pandemic has affected mainly the elderly and senile
patients, while the age of patients included in RCTs studying
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Fig. 1. Comparative assessment of the significance of problems associated with the inclusion of elderly patients in RCTs. Mean number of points awarded per item

(standard error range: 0.17-9.17) (reproduced from [8]).

the efficacy and safety of drugs aimed at the treatment of
COVID-19 was 20 years younger than the average age of
patients included in observational studies [4]. If we consider
RCTs of diseases that are common not only among the
elderly, but also in other age groups, here the recruitment of
participants is almost always limited to young patients. In the
analysis of 32 RCTs of atopic dermatitis (n = 4547), the average
age of participants was 34.4 (+5.4) years, while only 31% of
the RCTs included patients older than 65 years [5]. In recent
years, there has been some increase in the trend to include
older patients in RCTs, but this affects only patients slightly
older than 65 years, patients of the 75 plus age group still have
a minimal representation in the structure of RCT participants.
An analysis of RCTs published in one of the journals with a high
impact factor between March 2019 and March 2021 found that
only 8.3% of the studies had an average age of participants
over 75 years [6].

In addition to the insufficient inclusion of older patients in
RCTs, the problem is the qualitative characteristics of those
older people who were nevertheless included in the studies.
An analysis of data from UK phase Ill/IV trials (n = 116) of new
drugs for the treatment of chronic diseases found that the
proportion of older patients participating in studies with 2 or
more comorbidities was in most cases about 30%, which is
below the average values for population of elderly patients [7].

The global exclusion of elderly and senile patients from
RCTs is in many ways unjustified and even dangerous, since
in the future the results of RCTs are used as the basis for
developing therapeutic strategies for this category of patients.
A balanced assessment of the ethical principles for including
or not including elderly and senile people in RCTs can serve
as one of the tools aimed at improving the quality of care for
elderly and senile patients.

ETHICAL ISSUES OF THE INCLUSION OF OLDER PATIENTS
IN RCTS

The conclusion made by the multidisciplinary expert panel
regarding the problems associated with the inclusion of older
patients in RCTs stated that the key barrier to inclusion is poor
health and a higher prevalence of acute or chronic comorbidities
in this age group. In general, the experts identified four groups
of recruitment problems: related to the study site, to the
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commitment, to patient/participant status and to the study/
sponsor. Figure 1 represents the average scores assigned by
experts to each of the problems (a 20-point scale was used),
as well as the details of their compounds [8].

From the patient’s point of view, the risk of health damage
leads to reluctance to take the study drug, which may lead to
violations of the regimen prescribed in the study protocol. As
a result, the outcomes in such patients will distort the overall
results, which corresponds to the point of view of the RCT
organizers, who are negative about the prospect of including
older patients.

The common opinion of many researchers is that the
problems of including elderly patients in RCTs are associated
with the patient’s inability to understand the purpose of the
study and its stages, the inability to follow the protocol, and,
most importantly, the inability in many cases to give an informed
consent (IC) to participate in the study. [9].

Modern provisions on the protection of the patient as
participant of a clinical trial were set out in the Helsinki
Declaration of 1964, which is advisory in nature. In the
Russian Federation, the Rules of Good Clinical Practice of the
Eurasian Economic Union are currently used as a regulatory
document. Actually, the use of the imperative of consent to
the implementation of medical or diagnostic procedures is an
achievement of the 20th century and states like: “every person
in adulthood and in his right mind has the right to determine
what to do with his body” [10]. With regard to research practice,
the “Berlin Codex” was the first normative document [11], and
the doctrine of informed consent, close to the modern one,
was formulated in the late 1940s. within the framework of the
Nuremberg Code [12]. It is important to note the three basic
ethical principles of research practice formulated in the Belmont
Report [13]:

— respect for the individual,

— beneficence;

— justice.

The IC procedure demonstrates the principle of respect
for the individual, while its signing, as well as the actual
participation in the RCT of an elderly person, requires a detailed
assessment by the doctor of all the pros and cons in relation
to such principles as beneficence and justice. Assessment of
the capacity of an elderly patient before signing an IC is an
important step that can determine the success of participation
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in the study as a whole. There are various tests aimed at
assessing the main components of the mental capacity [14],
including the degree of understanding (receiving and processing
information), value of judgments (evaluating information in an
individual context), reasoning ability (comparing alternatives
and understanding the consequences) and the ability to make
choices (determining one preferred option and a message
about the choice).

The actual process of signing an IC can act as an
additional stress factor for the patient, increasing the state of
anxiety. There is discussion of the possibility of an alternative
to a written signature for older patients, such as the use of
a seal, thumbprint, head nodding and handshake [15]. Such
alternatives may help to reduce stress in the elderly patient
associated with the provision of a written signature [16], but
the legitimacy of such alternatives is debatable. Disorders in the
mental sphere represent a significant problem: the progression
of dementia and cognitive decline act as a factor limiting the
patient’s ability to participate in the study. The signing of the
IC by the legally authorized representative is a possible option,
but, from an ethical point of view, quite controversial, since in
this case the personal desire or unwillingness of the patient
remains unknown.

Additional problems in conducting RCTs arise in the case of
the participation of elderly and senile patients who are residents
of nursing homes, suffering from dementia, or who are in the
intensive care unit (ICU). The ability to perceive information and
value judgments in such patients is significantly reduced, which
leads to the inability to sign the IC. In this regard, data from an
analysis of 269 RCTs involving elderly patients in the ICU setting
are of interest. The results found that in 8 out of 269 RCTs, the
protocol noted the refusal to use IC, in 5 — exemption from the
procedure for signing IC, in other 9 information about the IC
procedure was not indicated, but its presence was assumed
[17]. Of the 256 RCTs with IC, 70.7% had written consent,
1.2% had both written and oral consent, 1.6% had only oral
consent, and 26.5% did not specify the type of consent.

The signing of an IC by an elderly patient does not guarantee
his participation in the study. The rate of non-participation
among elderly after signing consent has been shown to be
higher than in younger patients. In the work of Hempenius L et
al (2013), refusal to participate in the study was noted in 16.8%
of elderly patients, while problems with patient transportation
and procedure planning caused only 3.7% of participants to

be excluded from the study [18]. In this regard, an important
stage is the explanatory work provided by the doctor, which
necessarily includes building a trusting relationship with
the patient and is aimed at reducing anxiety and negative
expectations of the elderly person.

Another problem is premature discontinuation of the study,
which is typical for the elderly and senile; according to published
data, the proportion of such patients can reach 30% [19], which
can lead to difficulties in the final analysis of the data.

RECOMMENDATIONS FOR ETHICAL INCLUSION OF ELDERLY
PATIENTS IN RCTS

Age-related changes in organs and systems, senile asthenia,
impaired cognitive functions, the presence of polymorbidity
and, as a result, polypharmacy limit the possibility of including
elderly and senile patients in RCTs. At the same time, these
conditions are widespread in real clinical practice, and
therefore the inclusion of such patients is highly desirable in
terms of obtaining highly reliable results that could be directly
implemented in real schemes for managing elderly and senile
patients. Assessing the risks and problems of including older
patients in RCTs, it can be noted that their non-inclusion, the
introduction of strict age limits, the declaration of polymorbidity
and senile asthenia as non-inclusion criteria lead to an obvious
distortion of such fundamental ethical principles as beneficence
and justice. This is especially true in relation to the further
receipt of modern high-quality medical care by the general
population of elderly and senile people.

The traditional approach to planning RCTs includes the
introduction of age restrictions, it is believed that patients
over 70-75 years of age will not be able to comply with the
requirements of the protocol and have a high risk of premature
discontinuation of the study. On the other hand, older patients
may have more free time to participate in RCTs and, provided
that cognitive functions are preserved, they may be sufficiently
involved in the process of providing data about themselves and
fulfilling the requirements corresponding to the stages of the
study [20]. Evidence has been published showing the benefit
of removing the upper age limit for enrolling patients in RCTs
and reducing the list of exclusion criteria in terms of improving
the quality of evidence obtained in RCTs [21].

Considering possible options for solving the problems
associated with the inclusion / non-inclusion of older people

Study site specific
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Fig. 2. Comparative assessment of the significance of options for solving problems associated with the inclusion of elderly patients in RCTs (in points) (from [8]).
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in RCTs, it is worth noting the results of a survey of experts
involved in conducting studies involving this category of
patients. According to their collegiate opinion, the most
important thing for a larger recruitment of older participants is
the inclusion of more research centers, as well as the allocation
of more time to staff with their release from other duties, staff
motivation, expressed in financially expressed gratitude for the
successful inclusion of patients. Great importance is attached
to the reduction and simplification of information about the
study provided to patients (Fig. 2). Taking into account the
expert opinion presented, it can be noted that the problems are
solvable, and the solution lies mainly in the area of increasing
the funding of RCTs involving elderly patients (increasing
the cost of including additional research centers, attracting
additional staff).

Ethical issues of participation of elderly and senile
patients in RCTs affect both the patients themselves and the
researchers. The use of the “do no harm” principle should
be fundamental at all stages, including screening, signing
an IC, and actually participating in the study. The existing
discrimination of older people in relation to inclusion in RCTs
can be regarded as a violation of equal rights, however, the
patient’s misunderstanding of the objectives of the study and
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