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Abstract

Background: Informed consent is one of the cornerstones of biomedical research with human subjects. Research
ethics committees may allow for a modification or a waiver of consent when the research has social value, involves mini-
mal risk, and if consent is impractical to obtain. While the conditions of social value and minimal risk have received ample
attention in research ethics literature, the impractical condition remains unclear. There seem to be different interpreta-
tions of the meaning of impractical within academic literature. To address this lack of clarity, we performed a systematic
review on the interpretation of impractical.

Methods: First, we examined international research ethics guidelines on their usage and interpretation of impractical. Next,
we used international ethical guidelines to identify synonyms of the term “impractical” Accordingly, PubMed, Embase, and VVeb
of Science were searched for articles that included “informed consent” and “impractical” or one of its synonyms.

Results: We found that there were only a few international ethics guidelines that described what could be considered
impractical. Out of 2329 identified academic articles, 42 were included. Impractical was used to describe four different
conditions: (1) obtaining informed consent becomes too demanding for researchers, (2) obtaining informed consent
leads to invalid study outcomes, (3) obtaining informed consent harms the participant, and (4) obtaining informed con-
sent is meaningless for the participant.

Conclusion: There are conditions that render conventional informed consent truly impractical, such as untraceable par-
ticipants or harm for participants. At the same time, researchers have a moral responsibility to design an infrastructure
in which consent can be obtained, even if they face hardship in obtaining consent. In addition, researchers should seek to
minimize harm inflicted upon participants when harm may occur as a result of the consent procedure. Invalidity of
research due to consent issues should not be regarded as impractical but as a condition that limits the social value of
research. Further research is essential for when a waiver of informed consent based on impractical is also reasonable.
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researchers may ask for a modification or waiver of
conventional informed consent. Mosis et al.’ for
instance, reported that when they conducted a rando-
mized database study to investigate the gastrointestinal
tolerability of celecoxib and diclofenac in patients diag-
nosed with osteoarthritis who required a non-steroidal
anti-inflammatory drug, general practitioners struggled
to include enough patients in the study due to the
informed consent procedure, even though the research-
ers had made ample attempts to make this as easy as
possible for the practitioners. As a result of the
informed consent procedure, the randomized database
study became impractical to carry out, according to the
researchers.” There were simply not enough partici-
pants included to find meaningful outcomes.” Another
example of an informed consent procedure that ren-
dered the research impractical, according to the
researchers, was described by Groenhof et al.'® Upon
evaluating their cohort study, Groenhof et al.'® discov-
ered that elderly women and severely ill patients tended
not to respond to the request for the use of their data
for research purposes, resulting in selection bias. In
emergency research, impractical is used as a condition
to modify or waive conventional informed consent
because there is often too little time to conduct a time-
sensitive procedure and obtain informed consent from
a severely ill patient.'! Smischney et al.!' described that
when they compared the effects of ketofol, an alterna-
tive induction agent for severely ill patients, informed
consent was waived for patients since the emergent
nature of the intervention made it impractical.

In the studies that we described, informed consent
apparently became impractical due to various factors,
such as selection bias as a result of limited participant
inclusion and limited time to obtain informed consent.
Since there seem to be different conditions that make
informed consent impractical, it is currently unclear
when a research ethics committee should allow for a
modification or waiver based on impractical. Further
clarification of the meaning of impractical is needed to
adequately assess if studies can be granted a waiver or
modification. To clarify the meaning of impractical, we
conducted a systematic review of ethical and medical
literature on the interpretation(s) of impractical.

Methods

This systematic review is reported according to the
Preferred Reporting Items for Systematic Reviews and
Meta-Analyses (PRISMA) statement where applicable
for an ethics literature review.'? This systematic review
was not previously registered. To perform this review,
authoritative (international) ethical guidelines were first
examined to find the terms that describe what “imprac-
tical to obtain conventional informed consent” means.

Next, we examined how these guidelines use the term
impractical and what conditions are considered to
make research impractical. Sources included as follows:
The Belmont Report (1979), the Council of Europe’s
Convention on Human Rights and Biomedicine (1997),
UNESCO’s Universal Declaration on Bioethics and
Human Rights (2005), the Nuremberg Code (2007), the
World Medical Association’s Declaration of Helsinki
(2013), the International Ethical Guidelines for Health-
related Research Involving Humans of the Council
for International Organizations of Medical Sciences
(CIOMS; 2016), the Clinical Trials Regulation EU No.
536/2014, the European Medicine Agency’s International
Council for Harmonisation E6 (R2) Good Clinical
Practice guidelines (2016), the European Union’s General
Data Protection Regulation (GDPR; 2016), and the US
Common Rule (2018). The terms used in these guidelines
to describe impractical consisted of “infeasible,” “imprac-
ticable,” “not practical,” and “impossible.”

Search strategy

After identification of the terms and the usage of
impractical in the different guidelines, broad literature
searches on impractical were performed. First, a
PubMed/MEDLINE, Embase, and Web of Science (24
March 2020) search was conducted to identify relevant
studies. We used a search strategy including the follow-
ing range of keywords: “informed consent,” or “con-
sent” in combination with “impractical,” “not
practical,” “infeasible,” “not feasible,” “impossible,”
and “not possible.” The detailed search strategy is pre-
sented in Figure 1. Second, we reviewed the reference
sections of all articles of interest to find additional
reports.

A first initial search was confined to the use of the
meaning of impractical in electronic health record
research because we expected the use of this term to be
of particular relevance for data intensive research.
However, we were able to identify only one ethical
analysis by Chen et al."* who provide insights on possi-
ble meanings of impracticable, and four manuscripts
on impractical in electronic health record research writ-
ten by Angela Ballantyne’s research group.'*!” Due to
this limited selection of articles in the field of electronic
health record research, and to enrich our findings with
broader insights, we decided to look for impractical
and its synonyms within other research fields. These
fields consisted of biobank research, emergency
research, and randomized controlled trials. To broaden
our search, search terms identified in key articles were
added to the search string. These terms consisted of
“large number of participants,” “difficult circum-
stances,” “time pressure,” “violating privacy,” “general-
izability,” “low response rate,” “high costs,” and

9 EEINT3



Laurijssen et al.

547

—
= Records identified through database searching
o
g Pubmed: (n = 567) — Embase (n=519) — Web of Sciene (n= 692)
=
‘B
=
[}
3
Y
N—
— Records after duplicates removed
(n=444)
a0 .
=
g l
o
<
a
Reco(rdizzrz)ened Records excluded
n= (n = 418)
N—
Full-text articles assessed
z for eligibility
] (n=26)
o0
w
Full-text articles excluded,
with reasons
P Studies included in (n=21)
qualitative synthesis Different research field (n
(n=5) =19)
-
(]
= l No definition of
2 impractical (n =3)
Studies included in
quantitative synthesis
(meta-analysis)
(n=5)

Figure I. Initial search.

Search string PubMed: ((“informed consent”) AND (impracticable OR infeasible OR impossible OR “not possible” OR “not feasible” OR “not

practical”)).

Search string Embase: ((exp Informed Consent/or informed consent.ti.) and (impracticable or impractic* or infeasible or infeasib* or unfeasible or
unfeasib* or impossible or impossib* or possible or feasible or practical).ti.) not (conference review or conference abstract).pt.

Search string Web of Science: ((ALL = ((“Informed Consent” OR “informed consent” OR “consent*”) AND (“impracticable” OR “impractic*” OR
“infeasible” OR “infeasib*” OR “unfeasible” OR “unfeasib*” OR “impossible” OR “impossib*” OR “not possible” OR “not feasible” OR “not practical”))))
AND LANGUAGE: (English) AND DOCUMENT TYPES: (Article) Indexes = SCI-EXPANDED, SSCI, A&HCI, ESCI Timespan = 1945-2020.

“scientific value.” Terms had to appear in combination
with “consent.” This new search was performed on 13
April 2020. An overview of this second search strategy
and key articles used can be found in Figure 2.

Inclusion and exclusion criteria

For an article to be included in the present review, a
description or interpretation of impractical or related
terms in reference to obtaining conventional informed
consent had to be provided by the authors. Articles
written in languages other than English were
excluded.

The following data were extracted from each article:
author, year of publication, the context of the research,
type of informed consent, and a description of the con-
dition of impractical.

Study selection

One of the researchers (S.J.M.L.) independently
reviewed all studies by title and abstract. A second
reviewer (R.v.d.G.) independently checked a random
sample (20%) of the initial search outcomes, also look-
ing at title and abstract. After the titles and abstracts
were screened, one researcher (S.J.M.L.) continued
reviewing the full texts and extracted the data. When in
doubt, the researcher consulted the other team mem-
bers (R.v.d.G. and E.S.).

Results

Search results

First, we examined the international guidelines on
impractical. Results of this search can be found in
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Figure 2. Second search.

Search string PubMed: ((“Informed Consent”’[Mesh] OR “informed consent”[tw] OR “consent*”[ti]) AND (“impracticable”[tw] OR “impractic*”[tw]
OR “infeasible”[tw] OR “infeasib*”[tw] OR “unfeasible”[tw] OR “unfeasib*”[tw] OR “impossible”[tw] OR “impossib*”[tw] OR “not possible”[tw]
OR “not feasible”[tw] OR “not practical’[tw] OR “difficult circumstances”[tw] OR “difficult circumstanc*”[tw] OR “large number”[tw] OR “large
number of participants”[tw] OR “violating privacy” [tw] OR “generalizability”[tw] OR “low response rate”[tw] OR “high costs”[tw] OR “time
pressure”[tw] OR “time pressur*”[tw] OR “scientific value”[tw] OR “difficult situation*”[tw])).

Search string EMBASE: ((exp Informed Consent/ or informed consent.ti.) and (impracticable.ti. or impractic*.ti. or infeasible.ti. or infeasib*.ti. or
unfeasible.ti. or unfeasib*.ti. or impossible.ti. or impossib*.ti. or possible.ti. or feasible.ti. or practical.ti. or difficult circumstances.ti. or difficult

circumstanc®.ti. or large number:ti. or large number of participants.ti. or time pressure.ti. or time pressur*.ti. or difficult situation*.ti. or violating
privacy.ti. or generalizability.ti. or low response rate.ti. or high costs.ti. or time pressure.ti. or time pressur*.ti. OR scientific value.ti. or difficult

situation*.ti.)) NOT (conference review or conference abstract).pt.

Search string Web of Science: (ALL = ((“Informed Consent” OR “informed consent” OR “consent*”) AND (“impracticable” OR “impractic*” OR
“infeasible” OR “infeasib*” OR “unfeasible” OR “unfeasib*” OR “impossible” OR “impossib*” OR “not possible” OR “not feasible” OR “not practical”))).

Table 1 and in the next section. Next, we examined the
international academic literature on impractical. After
removing duplicates, the search yielded 2329 articles.
After title and abstract screening, we screened the full
text of 227 articles. Eventually, 42 articles were included
(see Figure 2). In Table 2, we summarize the identified
articles. Findings are reported in four categories as fol-
lows: (1) obtaining informed consent becomes too
demanding on researchers, (2) obtaining informed con-
sent leads to invalid study outcomes, (3) obtaining
informed consent harms the participant, and (4) obtain-
ing informed consent is impossible for the participant.
Within these categories, articles are grouped by research
category (data research, biobank research, emergency
research, and randomized controlled trials research)
since impractical can have different interpretations
depending on the research context. An overview of the

categories can be found in Table 3. The interpretations
of the meaning of impractical found in the included
articles do not reflect the authors’ opinions on the
meaning of the term; rather they are a representation of
interpretations that can be found in academic articles.

Usage of impractical in international research ethics
guidelines

Guidelines were found to provide definitions of imprac-
tical (see Table 1). For instance, the Council for
International Organizations of Medical Sciences
(CIOMS) describes that “a research ethics committee
may approve a modification or waiver of informed con-
sent to research if the research would not be feasible or
practicable to carry out without the waiver or modifica-
tion.”'® At the same time, the CIOMS guidelines do
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Table |. Usage of impractical in research ethics guidelines.

Guideline

Description of impractical related to a waiver or a modification of informed consent

Council for International Organizations

of Medical Sciences (CIOMS)—2016
International Ethical Guidelines for
Health-related Research Involving Humans
The Declaration of Helsinki (2013)

Belmont Report (2013)

Council of Europe’s Convention on
Human Rights and Biomedicine (1997)
UNESCO’s Universal Declaration

on Bioethics and Human Rights (2005)

Nuremberg Code (2007)
European Union’s General Data
Protection Regulation (2016)

United States Common Rule (2018)

“A research ethics committee may approve a modification or waiver of informed
consent to research if: the research would not be feasible or practicable to carry out
without the waiver or modification; the research has important social value; and the
research poses no more than minimal risks to participants.”

“32. For medical research using identifiable human material or data, such as research
on material or data contained in biobanks or similar repositories, physicians must
seek informed consent for its collection, storage and/or reuse. There may be
exceptional situations where consent would be impossible or impractical to obtain
for such research. In such situations the research may be done only after
consideration and approval of a research ethics committee.”

“2. Scientific research should only be carried out with the prior, free, express and
informed consent of the person concerned. The information should be adequate,
provided in a comprehensible form and should include modalities for withdrawal of
consent. Consent may be withdrawn by the person concerned at any time and for
any reason without any disadvantage or prejudice. Exceptions to this principle should
be made only in accordance with ethical and legal standards adopted by States,
consistent with the principles and provisions set out in this Declaration, in particular
in Article 27, and international human rights law.”

“27. If the application of the principles of this Declaration is to be limited, it should

be by law, including laws in the interests of public safety, for the investigation,

detection and prosecution of criminal offences, for the protection of public health or
for the protection of the rights and freedoms of others. Any such law needs to be
consistent with international human rights law.”

“Article 14 Information to be provided where personal data have not been obtained

from the data subject |. Where personal data have not been obtained from the data

subject, the controller shall provide the data subject with the following information

[...]15. Paragraphs | to 4 shall not apply where and insofar as: (a) the data subject

already has the information; (b) the provision of such information proves impossible

or would involve a disproportionate effort, in particular for processing for archiving
purposes in the public interest, scientific or historical research purposes or statistical
purposes, subject to the conditions and safeguards referred to in Article 89(1) or in
so far as the obligation referred to in paragraph | of this Article is likely to render
impossible or seriously impair the achievement of the objectives of that processing.

In such cases the controller shall take appropriate measures to protect the data

subject’s rights and freedoms and legitimate interests, including making the

information publicly available; (c) obtaining or disclosure is expressly laid down by

Union or Member State law to which the controller is subject and which provides

appropriate measures to protect the data subject’s legitimate interests; or (d) where

the personal data must remain confidential subject to an obligation of professional
secrecy regulated by Union or Member State law, including a statutory obligation of
secrecy.”

“(3) Requirements for waiver and alteration. In order for an IRB to waive or alter

consent as described in this subsection, the IRB must find and document that:

(i) The research or demonstration project is to be conducted by or subject to the
approval of state or local government officials and is designed to study,
evaluate, or otherwise examine:

(A)  Public benefit or service programs;

(B) Procedures for obtaining benefits or services under those programs;

(C) Possible changes in or alternatives to those programs or procedures; or

(D)  Possible changes in methods or levels of payment for benefits or services
under those programs; and

(i) The research could not practicably be carried out without the waiver or
alteration.”
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not explain when the research would not be feasible or
practicable to carry out without the waiver or modifica-
tion. The United States” Common Rule also describes
that informed consent may be waived or altered when
“[t]he research could not practicably be carried out
without the waiver or alteration.”'® This guidance doc-
ument does not provide the reader with an interpreta-
tion of impractical, however.

Terms used
Not feasible
Impossible

Obtaining informed consent becomes too demanding
for researchers

Sixteen articles reported that conventional informed
consent can become impractical when asking for it
causes undue hardship for the researcher. Undue hard-
ship for researchers was described in the context of
electronic health record research when researchers had
to overcome unreasonable obstacles to obtain conven-
tional informed consent, for example, when there is a
large sample size.'*'%?*23 In this case, researchers
would have to invest huge amounts of time and (mone-
tary) resources to obtain conventional informed con-
sent, resulting in unworkable procedures. No papers
gave precise details regarding what sample size would
be considered too large, or the balance between sample
size and resources that would make it possible to
obtain consent. In addition, some articles reported that
informed consent can become impractical when reusing
old data for research purposes in electronic health
record if patient identifiers or other crucial information
is missing.>*® Such information is often missing when
the data were previously collected for other uses, such
as healthcare delivery, and have been anonymized or
transcribed.?” In addition, patients might have been
relocated, passed away, or be difficult to trace.’®*® In
biobank research, the same interpretation of impracti-
cal was provided as follows: conventional informed
consent becomes impractical when participants have
moved or passed away, because they are incapacitated,
or because the researcher has no current contact infor-
mation.'*?**°! In addition, impractical in pragmatic
trials might also mean that researchers have to spend
too many resources on obtaining informed consent if
the conventional procedure is followed.* Next, asking
conventional informed consent from clusters of partici-
pants was described in several instances as impractical
because of the large sample size of the study.?!’¥-*
Again, articles did not define which samples could be
seen as large. One study stated that in electronic health
record research, ethics committees preferred “an abso-
lute interpretation of quantity” while “researchers
favored a relative interpretation” of impractical related
to “project resources available.”*?

“Biobank Japan Project (BBJP)”, which is a

damaging the doctor—patient relationship.
disease-focused biobanking project.

health information without consent risks
To introduce methods used to

To investigate if research using personal
communicate with participants in the

Aim of paper
National Acute Brain Injury Study: Hypothermia.

Scope of paper
health record

Electronic
research
Biobanking

Paper type
Review
Opinion

New Zealand/Ireland

Country
Japan

CRT = cluster randomized trial; EPTs= be early pragmatic trials; RECs= research ethics committee; NABISH

Table 2. Continued
References

4]. Wallis et al.

42. Watanabe et al.
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Table 3. Usage of impractical.

Categories Types of research

Interpretations of impractical

|. Obtaining informed consent
becomes too demanding on researchers  Biobank research

Pragmatic trials

Cluster randomization trials

2. Obtaining informed
consent leads to invalid
study outcomes

3. Obtaining informed Biobank research

consent harms the participant

4. Obtaining informed consent is Biobank research
meaningless for the participant
(informed consent has no value

for the participant)

Electronic health record research

Electronic health record research
Emergency care research

Research on pregnant women

Cluster randomization trials

Large sample size

Investment of huge amounts of times and
(monetary) resources

Patient identifiers or other crucial
information is missing

Patient cannot be retraced

Selection bias

Generalizability of study results becomes
compromised

Participants will act differently if they know
the study’s objective

Limitation of the sample size

Violation of privacy

Recontacting causes social and emotional harm

Informing causes undue stress for participants

Prolonging painful medical procedures

Future research objectives are unknown

Intervention is implemented on a population level

No (meaningful) communication possible

Lack of time

Representatives cannot be identified

Obtaining informed consent leads to invalid study
outcomes

Another interpretation of impractical in the articles on
electronic health record research was based on bias.®*®
When specific groups of eligible patients do not
provide their consent, selection bias may occur and
the generalizability of study results may become com-
promised.'*1722%2 Two articles on the topic of
pragmatic trials reported that impractical can mean
that informing the participant will jeopardize the
study’s outcomes because participants will act differ-
ently if they know the study’s objective.’>*
Furthermore, one article described that conventional
informed consent might be waived in emergency
research because it was impractical, in cases when only
enrolling patients who were able to give their informed
consent would limit the sample size, resulting in a low
response rate and selection bias.*® In biobank research,
one article also stated that in order for the informed
consent procedure to be impractical, the missing data
of the participants who could not be recontacted had
to reduce the potential value of the data set."?

Obtaining informed consent harms the participant

In biobank research, obtaining conventional informed
consent could become impractical when participants
might be harmed when recontacted, since they may feel
that their privacy has been violated, or if contacting
them can cause social and emotional harm.?*! One
article described the impracticability of asking

conventional informed consent for research on women
in labor.>” Obtaining conventional informed consent in
this specific type of research becomes impractical when
it would mean requesting it from a large number of
women, of whom only a small number would actually
be eligible for recruitment due to experiencing specific,
worrisome circumstances when giving birth.?” Seeking
consent from a large group of women could cause
needless stress and anxiety.?’ In addition, asking con-
ventional informed consent for research from women
in labor can sometimes be impractical since the women
who suffer from these specific, worrisome circum-
stances have to undergo painful or harmful procedures;
asking consent would mean prolonging these
procedures.?’

Obtaining informed consent is meaningless for the
participant

In biobank research, conventional informed consent
was described in various articles as impractical to
obtain since participants would never be truly
informed this context; the use of biomaterial will only
later be known to researchers.*® *> Rapid technological
advancements make it impractical to inform a partici-
pant on the future usage of biomaterial and/or data.
Both the researcher and the participant are unable to
foresee all of the future research implications and risks
associated with research using biospecimens, rendering
informed consent meaningless since it would not be
truly informed.*®
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In cluster randomized trials, obtaining conventional
informed consent becomes impractical since the inter-
vention is implemented on a population level; partici-
pants are not able to provide meaningful consent since
they would be unable to escape the interven-
tion 2133344244

In emergency care research, conventional informed
consent was generally described as impractical to obtain
since it was often not possible to have a (meaningful)
conversation with the patient (or her representatives)
due to stress and anxiety, or in certain cases because the
patient was in a coma or suffering from serious inju-
ries.* 7 In addition, the acute character of emergency
care research was mentioned as one of the main obsta-
cles for obtaining informed consent, as certain medical
conditions can develop rapidly.** Lack of time to
start the (lifesaving) intervention, to start treatment, or
to locate the representative for proxy consent was
described as making conventional informed consent
impractical to obtain.**>* Representatives must legally
authorize research when a patient is unable to do so. In
an emergency situation, there is often insufficient time
to locate such representatives within the time window
in which the research can take place.*”**>!5% In emer-
gency research, informed consent is often sought after
capacity is regained in order to promote respect for
autonomy.

Conclusion

When informed consent is considered impractical, it
may have different meanings. For researchers, imprac-
tical can imply having to face difficulties with the inclu-
sion of large numbers of participants, unreachability of
participants, or a lack of necessary resources. The liter-
ature also mentions that “impractical” for researchers
implies that informed consent may introduce bias into
the study. For the participant, impractical can imply
that providing informed consent would harm her, vio-
late her privacy, or be meaningless.

As mentioned in the introduction, there are three
necessary conditions that need to be met for researchers
to ask for a modification or waiver for informed con-
sent as follows: impractical, minimal risk, and social
value. For impractical to have independent meaning
and weight, its meaning must be distinct from that of
the other two conditions. In our search, bias due to the
informed consent procedure was often used as an
“impractical” argument. Impractical, however, can
refer to (1) the study protocol and (2) the study objec-
tive. Although obtaining informed consent can cause a
selection bias, it might still be practicable to request it
from participants. The study’s design is still practicable
and can be carried out, even though the study’s
objective—to collect reproducible, valid knowledge—
can no longer be met. In other words, there are no

feasible alternatives, and the study objective cannot be
met at the same time as fulfilling the social value
requirement. When informed consent leads to bias the
question for a research ethics committee will be
whether there is still sufficient social value to obtaining
informed consent, and not whether it is impractical.

It remains unclear whether there is a threshold for
informed consent to be regarded as impractical. In
some cases, it will truly be morally impossible to ask
for informed consent, for instance, when a patient has
passed away or when a person cannot possibly be
found since data used in the research are anonymous
and untraceable. In addition, many articles describe
that informed consent becomes impractical to obtain
when there are a large number of research participants
involved."* %! Yet none of these studies defines
exactly how many participants are considered too
many to ask for informed consent.

However, even if obtaining informed consent is ham-
pered by a having to ask a large number of participants,
which may lead the research ethics to grant a waiver of
informed consent, researchers could still do various
things to ensure respect for the autonomy of partici-
pants. Researchers in electronic health record research,
in contrast to emergency research settings, still have suf-
ficient time to make provisions. The time argument
made in emergency research contexts related to imprac-
tical in asking for informed consent is substantially dif-
ferent in electronic health record research.

Impractical might also be interpreted as meaningless
or harmful for the participant. In cluster randomized
trials, conventional informed consent might become
impractical because participants are oftentimes allo-
cated to study arms before consent for randomization is
obtained, and thus may not be able to escape the inter-
vention. In the context of electronic health record
research, there is no similar situation that would imply
meaninglessness of consent for the participant.
However, the issue of harm to the participant can be
translated to electronic health record research. In elec-
tronic health record research, harm can be interpreted
as social or mental harm, which may occur when parti-
cipants are reminded of unfortunate events—such as
the death of a loved one or newborn—when asked to
participate in research, or when they are confronted
with their disease. Research ethics committees should
decide if there is indeed harm inflicted when partici-
pants are asked to provide their consent for electronic
health record research and whether it can be minimized.

When researchers apply for a waiver of informed
consent based on the impractical condition, the
research ethics committee may take our menu of poten-
tial interpretations of impractical and accordingly ask
the researchers to explain whether their reasoning is
sound (e.g. whether obtaining informed consent is
indeed too demanding because it is too expensive). If
the research ethics committee considers the researchers’
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arguments to be invalid, the committee may reject the
protocol or accept a protocol that has been modified at
this point.

However, the literature that we reviewed does not
touch upon the underlying ethical issue whether a
waiver of informed consent based on impractical is also
always reasonable. A rejection of the impractical condi-
tion will have wider implications that a research ethics
committee should consider. When the research ethics
committee does not grant a waiver of informed consent
based on the impractical condition, the committee
should also consider the implications of a protocol
rejection or modification. That is, they should consider
a change in study objectives that might be necessary,
taking more time for the study to be completed, alter-
native design approaches that might be essential, resol-
ving the research question with slightly less accuracy or
precision, implications for resources to be spent on
other studies, or even no conduct of the study at all. At
the same time, research ethics committees that may be
too permissive and (easily) allow for acceptance of
impractical as a condition may run the risk that
researchers design their studies in such a way that
informed consent is infeasible (for instance, by cutting
down on costs and logistics). In other words, this con-
dition necessitates the research ethics committee to seek
a fine balance between being too permissive and too
restrictive, taking into account scientific validity and
social value, the scarcity of resources, and even the
credibility of the research ethics committee itself when
it becomes known for easily accepting the argumenta-
tion for this condition. Therefore, further ethical analy-
sis of this concept, and especially the position of this
concept in the complex decision-making structure of a
research ethics committee, remains essential.

This review has some limitations that should be
taken into account when interpreting the results. One
such limitation is the focus on international guidelines
and the exclusion of non-English research papers. A
closer view of national guidelines and papers might
have provided a more thorough interpretation of
impractical, and it may be that they have a more elabo-
rate understanding of this condition. Our own Dutch
guidelines, for instance, touched on impractical but did
not give an elaborate interpretation of it (Federa Code
of Conduct, 2019). In addition, the international ethical
guidelines that we employed to find synonyms of
impractical can be viewed as European/American. We
did not use other international ethical guidelines. There
might have been other synonyms for impractical used
in publications that we did not know of.

We hope that this paper will be seen as an open invi-
tation for international ethical guideline committees
and ecthicists to further clarify the interpretation of
impractical. It may be interesting to do a review study
of national research ethics guidelines on the different

national interpretations of informed consent. In addi-
tion, reviewing the work of different research ethics
committees that have allowed for waivers and modifi-
cations of consent could also be informative. By look-
ing at their decisions, we might be able to come to a
better understanding of when it is impractical to obtain
consent.
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