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ABSTRACT

Background: Informed consent is an essential pre-requisite for research on human participants. However, many
studies have shown that informed consent documents (ICDs) are incomplete and lack many of the essential elements.
The objective of the study was to assess the completeness of ICDs submitted to an institutional ethics committee
(IEC) against the Indian Council of Medical Research (ICMR) ethical guidelines for biomedical research on human
participants.

Methods: This is a retrospective cross-sectional study. The ICDs submitted to the IEC during the period from January
2015 to December 2017 were reviewed for completeness, with the help of a checklist which is based ICMR ethical
guidelines for biomedical research on human participants 2006.

Results: A total of 212 ICDs were reviewed during the study period. More than 50% of the ICDs have clearly
explained many of the essential elements like nature and purpose of the study (62.3%), voluntary participation
(98.6%), procedures (68.9%), risks (71.2%), benefits (92.9%), alternative treatments (60.7%), maintaining
confidentiality (99.1%), no loss of benefits on withdrawal from the study (87.8%) and contact details of principal
investigator (99.5%). However, the other essential elements of the ICD are either not mentioned or not clearly
explained.

Conclusions: This study has shown that although majority of the ICDs submitted for review by the IEC have
mentioned many of the essential elements, some of the elements like contact details of Chairman of IEC, future use of
sample, compensation for trial related injury and provision of counseling for consent of genetics testing have not been
stated.

Keywords: Informed consent form, Institutional review board, Participant information sheet, Research proposal

INTRODUCTION

Informed consent is an essential prerequisite for conduct
of any research on human participants. It respects the
autonomy of the participants and protects their freedom
of choice. Informed consent is defined as “a continuous

process, involving three main components - providing
relevant information to potential participants, ensuring
competence of the individual and the information is
easily comprehended by the participants, and assuring
voluntariness of participation”.' The informed consent
process encompasses a comprehensive discussion about
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the research study between the investigator and
participant, and this process is documented by a signed
informed consent document (ICD).

The ICD has two parts, namely the participant
information sheet (P1S) and informed consent form (ICF).
The PIS provides all necessary information about the
study which is required for participants to make an
informed choice on whether to participate in the study or
not. The ICF is a document stating that the participant has
understood the information provided in the PIS and is
volunteering to participate in the research study. The
ICDs and their vernacular translations are reviewed along
with the research proposals by the institutional ethics
committee (IEC) before granting approval for any
research study. The Indian Council of Medical Research
(ICMR) ethical guidelines for biomedical research on
human participants have enlisted various essential
elements that must be mentioned in the ICD, especially in
the PIS. 2

Previous literature has shown that the ICDs used for
biomedical research on human participants are lacking
vital information that are crucial for understanding the
research study by the participants and are not in
compliance with the standard guidelines and regulatory
requirements.>*® Providing inadequate information to the
research participants is deceptive and unethical.
Incomplete ICDs also reduce the speed of review of the
research proposals by the ethics committee and increase
their work burden. Thus, it is very important to ensure
that the ICDs are complete and all the important
information about the research proposal are mentioned in
detail and in a language understandable to the
participants.

In our college, structured research ethics training
programs are being conducted for medical students and
faculties. This study provided us a platform to assess the
implementation of the knowledge and skills acquired
during the training program by the investigators, while
designing their ICDs for research. Also, our IEC was
planning to undergo Strategic Initiative for Developin%
Capacity in Ethical Review (SIDCER) accreditation.
Thus, as a part of the planning phase, we wanted to
conduct an internal audit of the 1CDs submitted to our
ethics committee to strengthen and improve the existing
IEC practices.

In view of the above, the present study was formulated to
assess the completeness of ICDs submitted to our IEC
against the ICMR ethical guidelines for biomedical
research on human participants.

METHODS
Study setting
The present study was undertaken in the IEC of Sri

Manakula Vinayagar Medical College and Hospital,
Puducherry, India.

Study design

This is an internal audit of the ICDs submitted to the
Institutional Human Ethics committee against the ICMR
ethical guidelines for biomedical research on human
participants. It was a cross-sectional study designed to
evaluate the research ethics training program imparted to
the medical students and faculties of our Institute.

Framework for evaluation

We used the Kirkpatrick's training evaluation framework
for assessment of the effectiveness of these training
programs.” The Kirkpatrick four-level training evaluation
model was created by Donald Kirkpatrick in 1959, the
four-levels being “level 1: Reaction; level 2: Learning;
level 3: Behaviour; and level 4: Results”. We checked the
level-3 of the Kirkpatrick's training evaluation framework
on “behaviour” which assessed how well the
investigators applied their research ethics training into
their work of developing informed consent documents for
their research. Majority of the studies evaluating training
programs focused on level 1 and 2, and not many studies
have assessed at level 3.5

Data source

Secondary data was collected by studying the research
proposals and ICDs submitted for the review of the
institutional human ethics committee during the period
from January 2015 to December 2017. The institutional
research committee and ethics committee approval was
obtained prior to initiation of the study. Consent waiver
was obtained from the IEC. The identity of the
researchers (whose research proposals were submitted for
review to the IEC during the study period) was kept
confidential.

Data extraction

Data collection tool: The completeness of these ICDs
was assessed with the help of a predefined, structured
checklist which was based on the standard guidelines for
ICD preparation given by the ICMR ethical guidelines for
biomedical research on human participants 2006.% The
checklist consists of the essential elements that are
required to be mentioned in the ICD (especially in the
PIS) (Annexure 1).

Using the checklist, the presence or absence of the
various essential elements in the PIS of the ICD was
identified. For each of the elements, it was assessed
whether it was mentioned or not. If mentioned, it was
assessed if it was clearly explained or vaguely explained.
Some elements in the checklist which were not applicable
to certain studies were also noted. Also, any grammatical
/spelling/typographical errors and use of medical jargons
in the ICDs was assessed. The translations of the ICDs in
vernacular language were also reviewed for any
discrepancies with the English version. The assent forms
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Table 1: Baseline characteristics of the research
proposals submitted to the IEC (n=212).

Characteristics N (%

and protocols of the research proposals were also
reviewed. The year of submission of proposal to ethics
committee, type of principal investigator (faculty/
postgraduate/undergraduate) and study design were also

recorded. Type of principal investigator
Postgraduates 150 (70.8)
The first two authors together assessed the completeness Faculties 38 (17.9)
of the ICDs ar_1d consensus was reached t_)y discussion. In Undergraduates 22 (10.4)
case of any dlscrepanc[es between the flr_st two authors, PhD scholars 2(0.9)
consultation was obtained from the third and fourth :
authors Study design
' Cross-sectional 157 (74)
- : Interventional 34 (16)
Statistical analysis
y Mixed methods 16 (7.5)
Data was entered in Microsoft Excel spreadsheet. Cohort 1(0.5)
Categorical data were summarized as frequency Case-control 3(15)
(percentage). Data analysis was done by Statistical Qualitative 1(05)

Package for Social Sciences (SPSS) version 24.

Out of the 212 proposals reviewed, 150 (70.8%) had post
graduate medical students as principal investigators, 38
(17.9%) belonged to faculties, 22 (10.4%) were submitted
by undergraduate medical students and the remaining 2

RESULTS

The total number of research proposals submitted to the

IEC, during the period from January 2015 to December
2017 was 247, out of which consent waiver was granted
for 26 proposals and ICD was missing in 9 proposals.
Thus, a total of 212 ICDs and their study proposals were
reviewed.

(0.9%) proposals by PhD scholars. Of them, 157 (74%)
were  cross-sectional  studies, 34  (16%) were
interventional, 16 (7.5%) belonged to mixed methods, 3
(1.5%) were case-control and one (0.5%) each of cohort
and qualitative studies (Table 1).

Table 2: Completeness of various elements of ICDs (applicable for all studies) submitted to the IEC (n=212).

P TE—

Vauel explained  Not mentioned

I Elements of ICD N (%) N (%) N (%)
Statement that the study is a research 2(0.9) 0 210 (99.1)
Nature and purpose of the study 132 (62.3) 80 (37.7) 0
Duration of participation 67 (31.6) 2(0.9) 143 (67.5)
Number of participants 2 (0.9) 1 (0.5) 209 (98.6)
Procedures to be followed 146 (68.9) 66 (31.1) 0
Foreseeable risks and discomforts 151 (71.2) 47 (22.2) 14 (6.6)
Benefits 197 (92.9) 2 (1) 13 (6.1)
Steps taken for ensuring confidentiality 210 (99.1) 0 2 (0.9)

No loss of benefits on withdrawal from study 186 (87.8) 2 (0.9) 24 (11.3)
Contact details of principal investigator 211 (99.5) 0 1 (0.5)
Voluntary participation 209 (98.6) 3(1.4) 0

Table 3: Completeness of additional elements of ICDs (applicable for selected studies) submitted to the IEC.

| Elements of ICDs Clearly explained

| N (%) N (%) N (%)
Investigations, if any (n=136) 62 (45.6) 69 (50.7) 5(3.7)
Availability of medical treatment for trial related
injuries or risk management (n=28) 6 (21.4) 2(1.2) 20 (71.4)
?r:zglg)sure of alternative treatments if available 17 (60.7) 2 (7.1) 9(32.2)
Storage period of biological sample and related data 1(13) 0 75 (98.7)

(n=76)
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As shown in Table 2, more than 75% of the 1CDs have
clearly explained many of the essential elements like
voluntary participation (98.6%), benefits of study
(92.9%), ensuring confidentiality (99.1%), no loss of
benefits on withdrawal from the study (87.8%), and
contact details of principal investigator containing the
name, designation, department, affiliated institution,
phone number and email ID (99.5%). Also, 50%-75% of
the 1CDs have clearly explained the nature and purpose of
the study (62.3%), procedures to be followed in the study
(68.9%), foreseeable risks and discomforts (71.2%) and
alternative procedures/treatments if available (60.7%).
However, only 45.6% of the ICDs have clearly explained

the investigations required to be performed in the study
(Table 2 and 3). Unfortunately, majority of the ICDs have
not mentioned certain essential elements like statement
that it is research (99.1%), the expected duration of
participation (67.5%), expected number of participants
(98.6%), availability of medical treatment for trial related
injuries (71.4%) and, storage period of biological sample
and related data (98.7%) (Table 2 and 3). Also, some of
the elements were not mentioned in any of the ICDs
reviewed (Annexure 2). None of the studies reviewed
involved testing for HIV and none of them had the intent
of commercialization since all the studies were academic
studies and none of them were regulatory clinical trials.

Table 4: Analysis of other aspects of ICDs (applicable for selected studies) submitted to the IEC (n=212).

Aspects of ICDs

Provided space for date, signature of investigator and witness in PIS

Provided space for signature of participant in ICF

Provided space for date and signature of the witness in ICF

Presence of medical jargons in PIS

Presence of grammatical/spelling/typographical errors in ICDs

N (%)
201 (94.8)
212 (100)
205 (96.6)
120 (56.6)
29 (13.7)

Total number of English ICDs, N=212

I

n= 190 (89.6%)

Vernacular version required

Vernacular version not required
n=22 (10.4%)

Vernacular version missing
n=3 (1.6%)

Vernacular version present
n=187 (98.4%)

Inappropriate
n=4(2.1%)

Appropriate
n=183 (97.9%)

Discrepancies with
English ICD present
n= 35 (19.1%)

No discrepancies
with English ICD
n=148 (80.9%)

Figure 1: Analysis of the vernacular version of informed consent documents.

As shown in Table 4, of the 212 ICDs reviewed, majority
of them (n=201, 94.8%) provided space for date,
signature of investigator and witness in the PIS. Also, it
was encouraging to find that all of them provided space
for the signature of participant and 205 (96.6%) provided
space for date and signature of the witness in the ICF. It
was seen that majority of the ICDs (n=120, 56.6%)
reviewed had at least one medical jargon and 29 (13.7%)
ICDs had either grammatical errors, spelling mistakes or
typographical errors.

Analysis of the assent forms

Among the 212 studies reviewed, 33 (15.6%) studies
required written assent from children and informed
consent from their parents since these studies included
children and adolescents in the age group of 12 to 18
years. Of the 33 studies which required written assent,
only in 11 (33.3%) studies, assent form has been attached.
In all these studies, the ICDs attached were erroneously
addressed to participants, instead of being addressed to
parents.
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Analysis of the vernacular version of ICDs and assent
forms

Of the 212 ICDs, vernacular version was required in 190
(89.6%) consent forms, out of which in 3 (1.6%) consent
forms, vernacular version was missing. Hence, a total of
187 (98.4%) vernacular consent forms were reviewed and
183 (97.9%) of them were appropriate and 4 (2.1%)
consent forms were totally inappropriate. These
inappropriate vernacular consent forms had contents
which were totally irrelevant to the study. Also, the 183
vernacular consent forms which were appropriate had
some discrepancies in 35 (19.1%) forms (Figure 1). Also,
out of the 187 vernacular ICDs reviewed, 109 (58.3%)
had either spelling or grammatical or typographical errors.
Among the 11 English assent forms, only 3 (27.3%) of
them had vernacular forms attached to it. All of the 3
vernacular assent forms were appropriate and did not have
any discrepancy with the English assent forms.

DISCUSSION

It is encouraging to find that more than half of the ICDs
submitted for review by the EC have clearly explained
many of the essential elements like nature and purpose of
the study, voluntary nature of participation, procedures to
be followed in the study, foreseeable risks and benefits,
alternative treatments (if available), steps for ensuring
confidentiality, no loss of benefits on withdrawal from the
study, and contact details of principal investigator. On the
contrary, more than half of the ICDs do lack certain
essential elements like statement that it is research,
duration of participation, number of participants,
treatment of study related injury and storage period of
biological samples and study related data. Moreover, none
of the ICDs mentioned about contact details of Chairman
of the EC, compensation, provision of counseling for
genetic testing, and an offering of choice to participants
regarding future use of their biological sample, refusal for
storage and receipt of its results.

The results of this study are consistent with the findings
of a similar study done in Sri Lanka by Abeysena et al,
which showed that more than 75% of the ICDs informed
about the purpose of the study, voluntary participation,
potential benefits and maintenance of confidentiality, and
only a few mentioned about the other essential elements.®

The optimistic finding that more than half of the ICDs
clearly explained many of the essential elements shows
the awareness of researchers about the importance of
informed consent in research. This could be attributed to
the periodic training of the investigators on bioethics and
existence of a well-defined standard institutional template
of ICD.

However, omission of certain essential elements in the
ICD indicates the dimly recognized value of those
elements in informed consent. Failure of mentioning
certain essential elements in the ICD leads to difficulties

in understanding the study and makes it ambiguous for
the participant and can even lead to false perceptions and
deception of the participants.

Majority of the researchers have failed to include the
statement that, ‘it is a research study’, in the ICD. This
could lead to an erroneous notion of therapeutic
misconception among the participants. Therapeutic
misconception is defined as a condition “when individuals
do not understand that the defining purpose of clinical
research is to produce generalizable knowledge,
regardless of whether the subjects enrolled in the trial may
potentially benefit from the intervention under study or
from other aspects of the clinical trial”.*? Many studies
have shown that the prevalence of therapeutic
misconception is high among research participants.’>**
Analysis of consent forms of Phase 1 gene transfer trials
by Kimmelman et al, showed that the forms have been
designed blurring the distinction between research and
patient care.” Thus, the ICMR ethical guidelines mandate
the inclusion of the term “research”, and word the PIS in
an unambiguous manner to prevent this possibility of
therapeutic misconception.?

Anticipated duration of participation with number of
participants is critically important information for
decision making on study participation, but have been left
out in many ICDs. This finding was consistent with a
similar study which found more than three fourth of the
consent forms did not mention the duration of
participation.® Similarly, contact details of the chairman of
the ethics committee, is required by participants for
appeal against violation of their rights and it was missing
in all the ICDs reviewed. Omission of these essential
elements could be attributed to lack of knowledge among
the researchers regarding their importance and failure to
include them in the institutional ICD template.

The details on provision of free medical treatment and
compensation for trial related injury were also missing in
a multitude of ICDs. Similar results were found in two
studies which assessed the completeness of project
application forms submitted to IEC of a tertiary care
hospital.*> This could be because in all these studies
including the present study, the clinical trials reviewed
were investigator-initiated academic research carried out
by postgraduates as a part of their dissertation, and they
would not be financially capable of providing
compensation. Also, they could have been unaware of the
regulatory requirements and significance of this
provision. However, they should be discouraged from
using this as a pretext to evade the provision of
compensation. Also, they should be made to understand
that as per the principle of beneficence and non-
maleficence, it is the right of the participant to receive
free medical treatment and compensation in case of any
harm due to their participation in research, and any
infringement on this right is unethical. Although not
clearly established in the 2006 ICMR guidelines, updated
version published in 2017, clearly states that in any
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investigator-initiated studies, the investigator and/or the
institution becomes the sponsor and they become
accountable (onus is on them) for provision of free care
and compensation.” Thus, the investigators need to ensure
that mechanisms are in place for budgetary provision of
compensation like applying for funding grants from
institution or other extramural sources like ICMR,
Department of Science and Technology (DST),
Department of Biotechnology (DBT) etc. before initiating
a clinical trial.

Failure to inform the participants of the storage period of
biological sample/data, and eliciting their choice
regarding future use of their sample, refusal for storage
and receipt of its results is evident from the fact that these
elements were lacking in majority of the ICDs. This
finding was consistent with a similar studies which found
more than 90% of the ICDs have not commented on these
aspects.>'® This practice stems from the lack of
knowledge among the researchers that participants are the
owners of their sample or data, and researchers and the
institutions in which research is carried out are only
custodians.™® Thus, the investigators should be educated
that participants have the right to control and restrict the
use of their samples/data and are entitled to receive the
results of the study and also share the benefits of the
research. However, many participants might be unaware
of this right and it is the duty of the investigators to
inform them.

The results of the present study will help us in improving
the quality of the research ethics training programs
conducted for our researchers by laying more emphasis on
the aspects where they are ignorant. The results of the
study will also aid in modifying our Institutional template
of the ICDs and revision of the same in our IEC standard
operating procedures. Thus, the study will help in
improving our IEC practices and aid us in applying for
SIDCER accreditation.®

However, the limitation of our study was that we assessed
only the completeness of the ICDs and did not measure
the other components that contribute to the quality of the
informed consent process like analyzing the readability of
the ICDs, evaluating the investigator-participant
interaction, and assessment of participants’ understanding
of the ICD. Future research directed to explore these
components of informed consent will aid in further
strengthening this vital process, which forms the
backbone for protection of research participants.

CONCLUSION

Thus, this study shows that although the majority of the
ICDs submitted for review by the IEC have clearly
explained many of the essential elements, some of them
do lack certain elements. Thus, it is evident that there is
an unmet need to further increase the knowledge and
awareness among the researchers in preparation of ICDs.
Periodic training program for researchers and ethics

committee members in research ethics and good clinical
practice is also mandatory. Formulation and periodic
updating of a format/checklist of items to be present in the
ICD will be helpful. Also, periodic internal audit/analysis
of the ICDs submitted for review has to be done to
identify the deficiencies/ lacunae and undertake corrective
measures for the same.
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ANNEXURES

Annexure 1: Checklist of the essential elements that are required to be mentioned in the ICDs.

Statement that the study is a research.

Nature and purpose of the study.

Expected duration of participation.

Expected number of participants.

Procedures to be followed in the study.

Investigations, if any, to be performed.

Foreseeable risks and discomforts adequately described.

Benefits to participant, community or medical profession as may be applicable

Policy on compensation for trial related injury.

Availability of medical treatment for trial related injuries or risk management.

Disclosure of alternative procedures/treatments if available.

Steps taken for ensuring confidentiality.

No loss of benefits on withdrawal from the study.

Benefit sharing in the event of commercialization.

Contact details of Principal Investigator (containing the name, designation, department, affiliated institution,
phone number and email ID) for asking more information related to the research or in case of injury.
Contact details of Chairman of the IEC for appeal against violation of rights.

Voluntary participation.

If test for genetics and HIV is to be done, counseling for consent for testing must be given as per national
guidelines.

Storage period of biological sample and related data.

Choice offered to participant regarding future use of sample, refusal for storage and receipt of its results.

Annexure 2: Elements not mentioned in any of the ICDs.

Contact details of Chairman of Ethics Committee (n=212).

Choice offered to participant regarding future use of sample, refusal for storage and receipt of its results (n=76).
Policy on compensation for trial related injury (n=28).

If test for genetics is to be done, counseling for consent for testing (n=2).

International Journal of Basic & Clinical Pharmacology | January 2020 | Vol 9| Issue 1  Page 145



