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Informed consent in psychiatry 
clinical research: A conceptual 
review of issues, challenges, and 
recommendations

Ethics

INTRODUCTION

Psychiatry clinical research involving decisionally impaired 
subjects, depending on its design, nature, and purpose, has 
been associated with various ethical concerns including 
issues related to drug-withdrawal, use of  placebo, and 
validity of  informed consent.[1-4] The decision-making 
capability of  a person may be affected by a neuropsychiatric 

disorder due to significant deficits in their mental abilities, 
therefore, hindering their capacity to provide a logical 
consent. This may in turn lead participants to enter in the 
study without fully understanding the inherent risks, and 
this poses ethical concerns over the validity of  informed 
consent in psychiatry clinical research involving subjects 
with mental illness, because a valid informed consent may 
require a competent person to take informed and voluntary 
decision. A research should not involve decisionally 
incapable subjects, if  it can be performed with capable 
subjects;[5-7] but unfortunately there are health-conditions 
causing decisional impairment and research on these 
conditions can only be conducted involving these subjects. 
Diminished mental ability and the consent capacity of  
subjects with psychiatric illnesses, due to cognitive deficits 
and altered mental function such as impairments in 
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Obtaining informed consent in psychiatry clinical research involving subjects with diminished 
mental abilities and impaired consent capacity has been a challenge for researchers, posing many 
ethical concerns and procedural hurdles due to participants’ cognitive deficits and impaired 
ability to judge reality. Regulations seem inadequate and provide limited guidance, not sufficient 
to address all the ethical issues inherent in different situations related to obtaining consent from 
decisionally impaired persons. Researchers are struggling to find a balance between risk-benefit 
ratio, research advancement, and autonomy of study subjects. Inspired to improve the consent 
process in psychiatry clinical research, many studies have been conducted focusing on various 
informed consent–related ethical concerns, with the aim of developing appropriate strategies 
and optimizing the informed consent procedure in psychiatry clinical research, overcoming the 
ethical concerns. This article critically reviews the various ethical issues and consent challenges, 
their underlying reasons, and investigates the appropriate strategies and practices needed to 
be adopted while obtaining informed consent from subjects with impaired consent capacity, 
participating in psychiatry clinical research.
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attention, mood, information assimilation, understanding, 
and reasoning make them vulnerable. Therefore, the 
informed consent procedure (ICP), by raising questions 
for preserving autonomy of  an individual subject and 
validity of  consent, remains as the most controversial 
ethical aspect in psychiatry clinical research[8] and this area 
of  ethical sensitivity has long been a source of  much debate 
and controversy.[5,9-11]

INADEQUACY OF REGULATIONS

Necessity of  informed consent is an essential element of  
biomedical research involving human subjects.[12-15] Major 
dilemma and debate, in obtaining informed consent from 
subjects with cognitive impairment, exist with regard 
to validity of  the subject’s consent, implications and 
validity of  third party consent, and protection of  human 
subjects. Regulations and guidelines merely endorse the 
idea of  requiring consent from the legally acceptable 
representative (LAR) in conducting research involving 
incapable subjects.[12,16,17] Regulations do not provide much 
guidance regarding the ethical issues of  psychiatry research 
and specify inadequately the procedures and standards 
for ICP, suitability of  LAR, consent capacity assessment, 
third party consent, protection and safeguard criteria, and 
responsibilities of  investigators and Institutional Review 
Boards (IRBs) involved in psychiatry research involving 
subjects with impaired consent capacity.

ELEMENTS OF INFORMED CONSENT

Elements, onto which the informed consent is built,  
include voluntarism, information disclosure, and decisional 
capacity.[18] For an ethically valid consent, these critical 
elements are needed to be adequately present and 
essentially employed. Capacity for making rational decisions 
comprises of  the ability to understand, logical reasoning, 
communicating a well-reasoned choice, and appreciating 
the significance of  the decision made.[19,20] Issues and related 
aspects of  consent capacity are expressed elsewhere in the 
article.

Information disclosure to the potential participants should 
disclose relevant information important for decision-
making on study participation, including the nature 
and purpose of  the study; treatment and experimental 
procedures; risks and benefits of  study participation; nature 
of  illness; availability, risks and benefits of  alternatives; 
and right to withdraw.[18,21-23] Information disclosure to 
the subject, however, may be shortened appropriately 
in certain practical situations of  emergency, therapeutic 
privilege, and incompetence. In aiming to enhance 
clinical collaboration with the subjects to achieve more 

knowledgeable participation and treatment adherence, 
the investigator may encourage them to ask for additional 
information. Interestingly, ‘talking with a researcher’ has 
been identified as one of  the most favorable parameters 
for a subject’s willingness to participate in the study.[24] 
Repeat contacts between investigator and subject may help 
to develop a relationship and to provide the information 
before the formal consent is obtained.[25]

Despite being elaborated in ethical codes and regulations, 
the concept of  voluntarism has not been realized and 
practiced much in the clinical research scenario. Roberts[18] 
defined voluntarism as the ability of an individual to 
judge, freely, independently, and in the absence of coercion, 
what is good, right, and best subjected to his / her own 
situation, values, and prior history. Roberts also provided 
a voluntarism framework, pertaining to consent decisions in 
clinical research, comprising of  four domains of  influence 
that could potentially influence the participants’ capacity of  
voluntarism. These domains included: (1) Developmental 
factors, such as progressive, intellectual, and emotional 
maturity of  young people to make complex decisions; (2) 
illness-related considerations, such as ambivalence and 
pessimism of  depression, compulsive use, and impulsive 
behavior in substance use disorders; (3) psychological issues 
and cultural and religious values, such as family autonomy 
in some Hispanic, Native American, and Asian cultures 
or catholic beliefs regarding moral action at the beginning 
and end of  life; and (4) external features and pressures, 
such as relationship with caregiver and economic burdens 
of  extended care.[18,26]

CONSENT CAPACITY ASSESSMENT

Assessment of  a participant’s capacity to make rational 
decisions is a core component playing a vital role in the 
context of  obtaining consent in the psychiatry clinical 
research settings as, (a) capacity assessment has many 
interrelated implications over third party consent, as 
discussed later in the text, (b) a meaningful consent is only 
possible when participants possess or attain the capacity 
to comprehend the disclosed information and use it to 
come up with a reasoned decision, and (c) it is important 
to distinguish between capable and incapable subjects prior 
to participation, which would probably help in supporting 
and informing them continuously as the study progresses.

Many authorities have recommended the evaluation of  
the consent capacity of  mentally challenged subjects 
participating in the clinical studies, particularly those 
involving higher risk.[7,23,27] Few journals also require the 
capacity assessment for manuscript publication.[28-30] As 
the risk-benefit ratio increases, the rigor and thoroughness 
of  standards for the participants’ capacity evaluation 



10Perspectives in Clinical Research | January-March 2012 | Vol 3 | Issue 1

Gupta and Kharawala: Informed consent in psychiatry clinical research

are required to be enhanced by IRBs.[27] The threshold 
for capacity should be adjusted as guided by the risks-
benefits context and the desirability of  having a qualified 
independent assessor (independent of  the study team) 
increases, as the risk increases and the benefit decreases.[7,31]

Cognitive and non-cognitive evaluations are two hallmarks 
of  decisional capacity assessment. A cornerstone 
of  capacity assessment has been the evaluation of  
cognitive functioning, which has largely improved the 
capacity assessment in psychiatry research. Previous 
studies have derived the cognitive indices to assess the 
decisional capacity including, (a) understanding (of  
disclosed information including the purpose of  research, 
research procedures, and human subject protection); (b) 
appreciation (of  disorder or health condition, its treatment, 
and consequences / effects of  participation in research); 
(c) reasoning (to participate, not to participate, and choice); 
and (d) communicating a choice (stating the reasoned 
choice).[32,20] Few authors critically reviewed the existing 
instruments and tools for consent capacity assessment and 
found some tools having more empirical support; however, 
there is no clear consensus for the most effective one.[33,34] 
The MacArthur competence assessment tool (MacCAT) 
is best tested for the assessment of  competence in both 
treatment and research conditions, and its clinical research 
version (MacCAT-CR) possesses good content validity 
with adequate assessment of  all the cognitive abilities or 
the indices of  consent capacity, that is, understanding, 
appreciation, reasoning, and communication.[35-39]

Results of  a standardized assessment tool can be connected 
with clinical decision-making in three ways: (a) by setting 
a priori performance threshold on the instrument,[40] 
which relies heavily on investigator’s values and theoretical 
assumptions; (b) by determining a statistically defined 
cutoff, such as deviations from the standard distribution 
of  normative values of  healthy comparison subjects, 
distinguishing between competent versus incompetent 
or impaired versus unimpaired;[36,41] and (c) by employing 
the capacity evaluation judgment of  the experts as a gold 
standard.[42-45] Researchers have also attempted categorical 
judgment regarding competence, that is, capable or 
incapable, by comparing two methods.[46]

There is no doubt that cognitive evaluation will continue 
to stand as a primary mode for decisional capacity. 
However, despite being practiced less often, non-cognitive 
elements such as voluntarism may also potentially 
influence the decisional capacity of  individuals particularly 
when no serious cognitive dysfunctions are detected. 
Voluntarism capacity assessment may help serve different 
useful purposes, including assessment of  the extent of  
vulnerability of  participants or the extent of  voluntarism 
exercised in decision-making. In case of  lesser voluntarism 

careful precautions need to be taken, particularly when the 
risk-benefit ratio is less favorable for study intervention. 
Based on the previously reported voluntarism framework, 
some authors have suggested a questionnaire matrix for 
voluntarism assessment. This matrix, despite being purely 
qualitative, could serve as a basis for the development of  
a quantitative tool.[26]

Apart from personal abilities, the consent capacity depends 
in part on the complexity of  the faced decision. A more 
complex study is harder to understand and vice versa, that 
is, understanding and consent capacity bear an inverse 
relationship to the complexity of  the study.[47] Complexity 
of  the study depends on various aspects including direct or 
indirect risks and benefits, study design, and the safeguards 
used to minimize the risks.[48] Therefore, while determining 
the individual’s capability to provide the consent, 
complexity of  study factors should also be considered.[23]

PROXY AND SURROGATE CONSENT

Validity of  third-party decision-making, such as proxy 
and surrogate consent, on behalf  of  the study subjects 
in psychiatry clinical studies has been a debatable topic, 
especially for clinical studies involving irreversible or 
greater than minimal risk and lesser direct benefits. The 
ethical tension is further expected to increase due to 
unknown, but significant risks, with emerging innovative 
treatment approaches based on vaccines, gene transfer, 
and stem cells.[49-51]

In general, consent is obtained from LAR in case the 
subject is incompetent and a legal guardian represents 
the most-accepted LAR. When an LAR does not exist 
for an incompetent subject, the American Psychiatric 
Association recommends pursuing other options including: 
involving an IRB or a patient advocate authorizing the 
subject’s participation; obtaining and document a second 
physician’s opinion regarding the subject’s participation.[22] 
Third-party decision makers may include legal guardians, 
surrogates such as caregivers and family members, and 
proxies as appointed by the participants in advance. There 
is no clear regulatory guidance that in the absence of  legal 
authorization, the proxy or surrogate consenters or even 
guardians are permitted or ethically suitable to give consent 
to a research that poses risks to the participants or deprives 
them of  benefits.[31] Approaches to be selected by IRB for 
the safeguard of  participants need to be guided by analysis 
of  risks and benefits.[7,31] The evaluation of  risks should 
include the nature, magnitude, and probability of  any 
discomfort or harm to the participants; whereas, evaluation 
of  benefits should differentiate direct benefits from other 
types of  benefits for the participants.[7]
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A person possessing the consent capacity may not be 
enrolled in a research without his / her consent and he / 
she may accept or refuse to participate without involvement 
or irrespective of  a third-party consenter. When the study 
subject is assessed as incompetent to give consent, an 
LAR should be involved in providing the consent and 
the subject must be notified of  the assessment before 
obtaining the LAR’s consent. Furthermore, if  consent is 
given by the LAR, the potential subject must be notified 
of  the consent and subject’s objection, if  any, should be 
heeded.[7] Whenever any doubt persists / exists regarding 
the subject’s capacity, benefit of  doubt should always be 
shifted toward the subject, and the subject’s consent should 
be obtained may be in addition to the LAR’s consent. For a 
study involving a higher risk, relying on surrogate consent 
alone may not be acceptable and would also require the 
subject’s consent, tailored to the subject’s capacity. In 
conditions involving the LAR’s consent, the investigators 
should seek the subject’s assent with due respect to the 
individual’s autonomy, and their objection to initial or 
continued research participation should be honored and 
heeded.[7,23]

The LAR may not always be able to predict what the subject 
would otherwise have wanted,[6] and some authors comment 
that proxy consent should replace the subject’s consent 
only when there is strong reason / evidence to justify / 
believe that the proxy consent is similar to the subject’s 
treatment preferences.[52] As the study risks increase and 
direct benefits decrease, acceptability of  the LAR’s consent 
decreases and desirability of  positive evidence regarding 
the subject’s treatment preferences increases and vice versa. 
For studies with lesser risks and greater direct benefits, the 
LAR’s consent may be acceptable, unless there is strong 
evidence showing opposed preferences of  the subject.[23]

NEED FOR TAILORED INFORMED CONSENT 
PROCESS

All subjects suffering from psychiatric disorders may 
not be fully incompetent, and few could have limited or 
comparably lesser impairment. Some study subjects can 
appreciate the involved risks in the study and make a 
reasoned decision,[53-55] and an inverse relationship between 
participants’ willingness to participate and perceived 
study harm has been affirmed by the data.[24] Studies have 
shown that subjects with mental disorders and impaired 
capacity are usually impaired, not over all indices of  
consent capacity, but over one or two indices, primarily 
understanding and reasoning,[32,46] and they may attain a 
capacity comparable to those without mental illness and 
can understand and give reasoned consent if  consent 
process and information disclosure are tailored to their 

cognitive deficits (such as memory, language, attention, and 
comprehension) by using appropriate approaches such as 
detailed discussion and presentation of  study, simplified 
easy-to-understand language, information disclosure in 
small consecutive pieces, single-unit disclosure format, 
repeated information, and enough opportunity to ask 
questions.[24,32] Therefore, while assessing the consent 
capacity, there is a need to identify the impaired capacity 
indices of  the subjects and ICP is required to be customized 
for the subjects with impaired consent capacity, focusing 
more on their impaired indices, and the measures taken 
for ICP customization should to be documented. Further 
research, however, is required to help understand, which 
component of  ICP (such as investigator’s personal talk 
and meeting with subject, two-way discussion, information 
disclosure pattern, assessment of  understanding, or 
obtaining consent) is required to be customized, how, and 
to what extent.

THERAPEUTIC MISCONCEPTION

Failing to understand the difference between research 
and the usual / routine clinical care is referred to as 
therapeutic misconception.[56,57] It is a critical element 
for ICP in psychiatry research involving subjects  
with impaired consent capacity, and literature quotes 
several evidences of  therapeutic misconception.[58-65] 

Associated factors with therapeutic misconception may 
include lower education, age, and worse self-described 
health.[66] Of  late, Dunn and colleagues[67] investigated 
the correlation between therapeutic misconception and 
related factors such as demographic differences, decisional 
capacity, psychopathology, and cognitive functioning. 
Misconceptions were mainly recorded for disbeliefs and 
misperceptions regarding individual clinical care, receiving 
most beneficial treatment, and randomization, which were 
found to be strongly correlated with lower education, poor 
insight, cognitive deficits, and impaired decisional capacity 
(primarily for understanding, appreciation, and reasoning), 
but not with psychopathology. The scale used in this study 
could be adapted for typical clinical research based on the 
study considerations for the assessment of  therapeutic 
misconception.

The National Institute of  Health (NIH) recommended 
that (a) documents should clearly differentiate between 
research and clinical care; (b) special attention should 
be given to the wording of  study purpose, and precision 
about experimental procedures is required, avoiding even 
a minimal source of  confusion; and (c) effects of  the 
study participation on access to clinical care should be 
addressed clearly.[23] Although there is no clear consensus, 
regarding whether and when to question the consent 
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validity due to therapeutic misconception,[58] it is among 
the key ethical challenges. Identifying and mitigating 
therapeutic misconception must be an overriding goal of  
the investigators, which requires making a clear distinction 
between clinical care and research. Concerted efforts are 
required to ask the participants regarding any possible 
misunderstanding, overestimation of  benefits, and 
underestimation of  risks, to ensure that the prospective 
subjects have clearly understood that the investigator’s 
focus is on producing generalizable scientific knowledge 
rather than on providing clinical care.[23]

PARTICIPANTS’ UNDERSTANDING

Understanding of  the prospective participants regarding 
the key study aspects, relevant to consent-related decision-
making, is another important issue in research involving 
decisionally impaired subjects, because poor or limited 
understanding may lead to study participation without 
appreciation of  study risks and diminished consent 
capacity. It can also lead to therapeutic misconception.[67] 
Data have shown that a fair proportion of  subjects have  
difficulty in understanding the information, presented 
to them.[68,69] Therefore, investigators should ensure 
an adequate understanding of  the participants prior to 
obtaining the consent. This can be done by asking a series 
of  questions to assess their understanding of  key issues 
most relevant to decision making, such as the purpose 
of  the research, foreseeable risks, anticipated benefits, 
treatment alternatives, constraints imposed by study 
participation, randomization probability, use of  placebo, 
therapeutic misconception if  any, voluntary nature of  
research, right to withdraw, and right to be informed. 
Stress should be given on documenting the subjects’ 
understanding of  the key study aspects, especially of  those 
generally perceived as harmful.

The subjects’ understanding has been shown to be 
enhanced, making them able to comprehend consent 
from the information, with enhanced ICPs employing 
various educational or informational techniques, such as 
re-educating the subjects regarding the study protocol,[40,70] 
using structured video-assisted or computerized 
presentation and explanatory tools with sequential bullet 
points and summaries of  key information,[71-73] obtaining 
oral consent in addition to written consent,[74] repetition of  
misunderstood information,[75] and interactive questioning 
in between the consent process.[76] Interactive questioning 
may have many other benefits, such as, (a) important 
elements, needed to focus on, can be highlighted; (b) 
ensuring understanding of  previous information may 
allow improved understanding of  the subsequent one; 
and (c) allowing assessment of  understanding in between 
the process. An imperative conclusion that can be drawn 

is that if  ICP is enhanced and implemented adequately, 
with concerted efforts, subjects with neuropsychiatric 
disorders may become more able to understand and retain 
the critical information crucial for providing the consent, 
with enhanced decisional abilities. Enhancement of  
understanding should be encouraged by IRBs.[31]

CONTINUED CONSENT

Continued consent refers to obtaining consent repeatedly 
from the subjects or LAR, whenever required or indicated 
during the course of  study, even if  the initial consent 
was obtained at the study entry. Generally, if  any new 
information arises during the study, which can affect the 
rights, safety, and well-being of  the study subjects, informed 
consent is to be obtained again.[12,22]

Continued consent is another ethical issue[77] and has 
special relevance to the research involving subjects with 
mental illness because: (a) subject’s consent capacity can 
be expected to deteriorate or fluctuate or improve, either 
due to research treatment or progressive or fluctuating 
disorder, during the study, especially in long-term research; 
and (b) subjects hold the right to refuse study interventions 
or to revoke their or their LAR’s previous consent at any 
time if  they regain or lose the decision capacity.[78] There 
are possibilities that (a) a subject who originally possessed 
the consent capacity may lose the competency, or (b) an 
originally incompetent subject regains the consent capacity. 
In the first condition timely transition to LAR’s consent 
and decision-making would be appropriate; whereas, the 
second situation would require consent and the decision-
making duties to be transferred to the subject.[23] Therefore, 
the consent capacity needs to be monitored on an ongoing 
basis and consent- and withdrawal-related responsibilities 
should be transitioned timely between subject and LAR 
for obtaining repeat consent, when the consent capacity 
changes considerably. In all cases the subject, throughout 
the study, should be reminded of  their right to withdraw,[32] 
which should not be limited by their diminished capacity[23]

CONSIDERATIONS FOR RESEARCHERS AND 
IRBS

The NIH has provided guidance on developing recruitment 
plans for studies involving subjects with questionable 
capacity. This guidance helps addressing key questions, 
such as for which subjects, how, and when consent 
capacity should be assessed [Figure 1].[23] Screening may 
be useful if  the inclusion criteria require subjects with 
illness usually affecting the decisional capacity. Initial 
screening may include an informal screening prior to the 
consent discussion (based on the investigator’s expertise 
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and experience and simple questions, to judge which 
subject may have impaired understanding of  consent-
related issues), and post-discussion a more targeted 
assessment of  the subject’s understanding by asking 
him/her either to describe the key aspects or to answer 
the questions related to these aspects. If  initial screening 
indicates adequate understanding and consent capacity, 
consent may be obtained with documentation of  the 
subject’s understanding of  the key issues. For subjects 
indicated with impaired understanding, a formal capacity 
assessment may be required and various informational / 
educational techniques may be considered to enhance their 
understanding. Investigators bear the primary responsibility 
of  ensuring that no consent would be sought unless 
the subject demonstrates an adequate understanding. 
Depending on the recruitment plan, prospective subjects 
judged to have impaired consent capacity may either be 
excluded or may be enrolled with the consent of  the LAR.

Investigators should be aware of  suitable screening 
methods, IRB policies, and useful approaches for enhancing 
the subjects’ comprehension. IRBs that frequently receive 
and review research protocols involving subjects with 
impaired consent capacity should involve individual(s) 
with adequate knowledge and experience of  working 
with research involving subjects with impaired consent 
capacity,[79] and also to become more equipped they should 
seek appointing or requiring outside consultation, from 
representatives of  patient advocacy groups, experts in 
consent capacity assessment, representatives from the 
subject population, and scientific, medical, legal, and 
ethical experts.[23] While reviewing such type of  studies  
IRBs should consider whether to include additional 

safeguards.[80] When evaluating study proposals and 
deciding about what additional safeguards may be required, 
researchers and IRBs should consider study complexity, 
risks, anticipated benefits, availability of  LAR, type of  
disorder, expected severity of  capacity impairment of  
the population under the study, and the human subjects’ 
protection. Additional safeguards may include one or 
more of  the following: appointing consent monitors, 
consent capacity assessment, use of  approaches to enhance 
comprehension, waiting periods involving a two-step 
consent process, inclusion of  LAR, and other suitable 
safeguards.[23]
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