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Introduction  
Medical research is fundamental for advancing the science of emergency medicine and 
informing the development of best practice patient management. Clinical research 
usually involves the active participation of patients and is associated with some patient 
time commitment, inconvenience, and possibly risk. Following a series of research 
atrocities, principles of human research ethics have been developed to mitigate this risk 
and to protect both researchers and research participants. These ethical principles relate 
to all medical research disciplines, including Emergency Medicine (EM).   
 
However, the nature of EM and the Emergency Department (ED) setting present a 
number of barriers to the application of these principles and can make research in this 
area challenging. This document aims to describe these challenges, how they might 
impact the case of a hypothetical ED patient and to suggest guidance on how they might 
be addressed in order to provide best clinical research practice.  
 
The development of EM, and research in the discipline, is expanding world-wide. 
Accordingly, this document is written from an international perspective, with particular 
focus on collaboration and global differences in research capacity, experience and 
resource.  
 
 
 
 

International Emergency Medicine Research 
 
The International Federation for Emergency Medicine (IFEM) defines EM as a field of 
practice based on the knowledge and skills required for the prevention, diagnosis and 
management of acute and urgent aspects of illness and injury affecting patients of all age 
groups with a full spectrum of episodic undifferentiated physical and behavioral 
disorders.1 As a relatively new specialty that deals with a very wide range of patient 
presenting complaints, and within settings that vary in resource and infrastructure, the 
potential and need for research within the specialty is considerable. Such research is not 
limited to presenting complaint management but encompasses research in 
epidemiology, clinical care, public health, quality and patient safety, patient flow, the pre-
hospital setting and health economics.  
  
Emergency medicine research is challenged by differences in practice including disease 
epidemiology, staff training and expertise, treatment guidelines, information 
technologies, documentation, patient expectations, and local and system-wide resources.  
Indeed, differences abound, both within and between countries, in regard to the 
resources available for research, researcher training, expertise and experience, attitudes 
towards research, and Human Research Ethics Committee (HREC) and Institutional 
Review Board (IRB) requirements.  
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Notwithstanding these challenges, research is essential to the advancement of the 
practice of EM in global environments. However, international EM research is 
challenged by the fact that EM is still an emerging specialty in many parts of the world. 
Nevertheless, international collaborations and networks need to be supported and 
encouraged to standardize the processes and approaches to legitimate EM research, 
regardless of the setting (e.g. the Paediatric Emergency Care Networks2).  
 
Whenever possible, global EM research that seeks to be externally valid should routinely 
include collaborators from countries where EM research is less developed. Such 
collaborations will provide opportunities for ‘on the job’ mentoring of less experienced 
researchers, as well as increasing the generalizability of the projects themselves.  
 
The International Federation for Emergency Medicine earnestly seeks to expand 
opportunities to develop international consistencies in patient evaluation (e.g. triage 
scales), documentation, minimum ED datasets and importantly, the principles of human 
research ethics.3 This document focuses on the last of these goals and addresses a range 
of important ethical challenges to EM research generally, and international EM research 
in particular. It identifies case-based challenges and offers suggestions for their 
management and mitigation. It is hoped that this document will contribute to the 
escalating development of ethical and valid EM research, especially in the multinational 
setting.  
 
 

A Research Participant Case 
 
International EM research is confronted by a host of ethical and operational challenges. 
In order to exemplify these challenges with a relevant clinical perspective, we present a 
case study of an ED research participant who has been enrolled in an international EM 
research project (Box 1). While this case may not represent a typical participant for all 
studies, it highlights a number of challenges that may be routinely encountered in either 
local or international EM research. We will return to this base case as we explore 
particular challenges in subsequent sections.  
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Box 1. Case study of an enrolled emergency department patient 

 
 
  

Mrs. AB is an 80 year old lady, with limited English. Despite mild dementia, she lives 
independently in a supported aged care facility.  
 
She presents to the ED after midnight with nausea and a painful abdominal 
condition. She is moderately distressed by her illness, is sobbing softly and appears 
anxious and somewhat disorientated. She has no relatives or friends in attendance.  
 
The ED is participating in a multicentre, international research project that is 
examining a new drug treatment for nausea. Patients are randomised to either the 
existing standard of care or the new experimental therapy. Ethical approval has 
been granted for each participating site. Emergency departments are provided with 
a per capita payment of $1000 for each participant enrolled. 
 
The ED is very busy, the staff are stretched and no study investigator is available to 
assist with patient enrolment at this time. However, as there is an expectation that 
consecutive patients will be enrolled, Mrs. AB is approached by an ED resident. The 
resident does not know the study well but describes it as best as he can, and gives 
Mrs. AB the 15-page Information and Consent Form, written in English, to read. She 
ultimately signs the Consent Form and commences the study.  
  
A standard patient-identifying label is placed on the study data collection 
document. Follow up data for the project is required to evaluate an important 
secondary endpoint. Mrs. AB’s telephone number is extracted from the ED patient 
administration database and, along with her clinical data, is also recorded on the 
data collection document.  
 
Upon Mrs. AB’s discharge, the completed data collection document and Consent 
Form are placed, among others, in a dedicated study tray in the staff tea room. The 
forms are collected periodically by the site investigator. All data including names, 
clinical information and follow up telephone numbers are uploaded into an Excel 
spreadsheet on a shared ED computer. At the end of the study, the data 
spreadsheet is transmitted by email to the principal study centre overseas. 
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The Fundamentals of Research Ethics 
 
Every discussion of clinical research, in any medical discipline, needs to commence with 
an appropriate consideration of human subject research ethics. These have developed 
progressively, especially over the last 70 years since the Nuremberg Code (1947)4 post 
World War II, and define the principles under which human research needs to be 
undertaken. 
 
The Ethical Principles of Human Research 
 
Medical research ethics are based on principles enumerated in three major documents. 
The Nuremberg Code4 highlights the importance of voluntary informed consent which 
requires: a clear explanation of the potential study risks and benefits, voluntary consent 
to participate, and the opportunity to participate or withdraw from the study at any time 
without prejudice. The Declaration of Helsinki5 extends the Nuremberg Code and 
emphasizes the need to protect the life, health, dignity, integrity, right to self-
determination, privacy and confidentiality of personal information. The Declaration of 
Helsinki provides for comprehensive research protocols and describes the grounds for 
waiver of consent, if applicable. Beyond Helsinki, the Belmont Report6 addresses ‘respect 
for persons’ and ‘protection of vulnerable subjects’ by emphasizing compliance with 
informed consent and the need for beneficence (the need to maximize patient benefit 
and contribute to their welfare, while minimizing possible risks), non-maleficence (the 
need to avoid harm) and justice (the need for fair and equitable distribution of benefit 
and risks, removing bias in subject selection and non-discrimination for gender, ethnicity, 
and societal and cultural make-up). 
 
Principles of Beneficence and Non-maleficence address the balance between benefit and 
risk. There is a need for potential subject-based and/or community benefit in all research 
studies. Although an individual patient cannot be guaranteed a benefit from 
participation, there should be the potential for the research to benefit future patients or 
the society as a whole. Justice implies that the population from which the subjects are 
drawn is also the population which is likely to benefit from the research work. 
Investigators need to demonstrate that vulnerable groups do not face discrimination in 
either subject recruitment or in allocation to study arms.  
 
The Ethical Issues of Emergency Medicine Research 
 
Ethical challenges in the conduct of medical research are legion and have been a matter 
of public and professional concern for more than half a century.4 A wide range of 
stakeholders are concerned with such challenges including the researchers, clinicians, lay 
persons, communities, religious groups and medical ethicists. While it may seem 
convenient to presume that ethical principles of research in the hospital inpatient setting 
would apply equally to other sectors of the healthcare industry, there is an increasing 
realization that the emergency setting presents a special set of challenges which require 
careful consideration.  
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In addition to general ethical principles in human research, as described above, EM 
research is also subject to a number of core principles or virtues that help to guide best-
practice research (Box 2). These cardinal virtues are transcendent, applicable in local, 
national and international EM research settings. While cultural standards are relative, 
research integrity is universal. Hence, a careful balance must be struck between respect 
for local practices and ethical research best practice. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 

 
9 

Box2. Core Principles of International Emergency Medicine Research 

 
 

Safety/Vigilance: Protection of subjects, patients, investigators and other stakeholders must be 
planned for and addressed as emergency research may involve not only dangerous drugs, but 
also settings of armed conflict, man-made or natural disasters, highly contagious infectious 
diseases, or other dangerous threats to personal and public health. 
 
Prudent Stewardship: Prudent use of precious healthcare resources should be considered in 
planning international EM research. Studies should be avoided if they cannot be completed due to 
a lack of time, trained personnel, funding, equipment or other resources. Research questions 
should be relevant, and should be both feasible and answerable with the resources at hand and in 
a time-frame acceptable to the host country. 
 
Sustainability: Technology transfer must be appropriate to the values, settings, resources and 
infrastructure of the host country in order to ensure any benefits realized from therapeutic 
research can be maintained after the investigation is completed. 
 
Magnanimity: The visiting researchers should be generous in sharing in intellectual property, 
profits, publications, speaking and related opportunities for authorship; and other professional 
accolades/exposure should be planned for prior to the start of the research project. 
 
Fairness/Justice: The risks and benefits should be proportional and equitable, such that on 
balance, benefits generally favour EM patients and investigators in the host country. 
 
Trustworthiness: Protection of the rights of patients and investigators to dignity, privacy and 
confidentiality must be a core value in all such trials. 
 
Patience/Understanding: It's a marathon and not a sprint. The focus should be on relationships 
rather than results. Benefits to some hosts may primarily be experiential and participatory rather 
than the fruits of study completion. Flexibility, understanding and patience are key. 
 
Self-effacement/Humility: The avoidance of arrogance in all its forms, intellectual or otherwise, 
is important. First-world investigators must be willing to listen more than speak, tailoring the 
research to EM challenges of the host country or system first and foremost. 
 
Harmony/Cultural Appropriateness: International EM research collaborations should bring 
together compatible investigators who are mutually engaged with complementary skills, interests, 
technologies and other resources. Relationships should be mutually respectful, supportive and 
constructive; employing culturally appropriate communication.  A primary focus should include 
developing the host’s long-term EM research capacity. 
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The Challenges 
 
The principles of clinical research ethics are well established. However, the translation of 
these principles into global EM research practice may be impacted by cultural and 
infrastructural differences of participating countries.  
 
International EM research poses both practical and oftentimes unique ethical challenges. 
The familiarity of researchers with the guiding principles within the Nuremberg Code4, 
the Declaration of Helsinki5 and the Belmont Report6 may vary across, and even within, 
participating countries. This may lead to differing levels of what is considered acceptable 
research practice. For example, elements of the study protocol may be acceptable within 
some countries but not within others. This may lead to difficulties in the final 
determination of a study protocol that is acceptable to all.  
 
Furthermore, the unpredictable and episodic nature of acute EM care means that 
absolute compliance with the ethical principles of human research can be particularly 
challenging. The unique nature of EM, and the heterogeneity of its development globally, 
add additional challenges for researchers seeking to conduct consistently high quality 
research in culturally diverse and resource limited environments. 
 
Issues with our Case 
 
While research participants like the elderly Mrs. AB described above may be relatively 
uncommon, they certainly exist and present the researcher with a number of ethical 
challenges. Although the details of our case are limited, it is conceivable, even likely, that 
her enrolment is in violation of each of the three aforementioned documents of ethical 
principles.4-6 For example, one might well question if a clear description of the study was 
provided? Was consent truly informed? Was confidentiality of her data maintained? 
These, and other issues, will be more fully discussed in subsequent sections. 
 
Managing the Challenges 
 
It is fundamental that all researchers working with human subjects are well versed in the 
three guiding ethical research documents (Nuremberg, Helsinki, & Belmont) described 
above.4-6 Documentation that registered researchers have undergone a course in good 
research practice and principles may need to be considered. This understanding should 
be accompanied by a signed agreement from all researchers that they will uphold these 
principles at all times. 
 
Despite a wide recognition of the need for human subject protection, differences in the 
interpretation of the principles of research ethics can be expected. A careful 
determination of ethical standards, and the potential differences in interpretation of 
standards across participating countries, needs to be undertaken. Not only do these 
differences need to be acknowledged but some flexibility needs to be given to 
accommodate the interpretation of a given host country. 
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Beyond the customary risks to human subjects, international EM research can also 
expose investigators to the risk of harm. Such risks include inadvertent confidentiality 
breaches, miscommunication and variable ethical and research conduct among 
collaborating institutions. Institutions and researchers should try to identify and evaluate 
such risks, and make provision for dealing with them (e.g. by establishing local academic 
or institutional affiliations).7 
 
While avoiding ethical relativism, the approach to a potential research participant must 
take into account the peculiarities and specific characteristics of that patient. Research 
best practice dictates that sound decisions are made as to whether the burdens and risks 
of enrollment outweigh the value of participation for a particular patient.  It could be 
argued that our case exemplifies a truly vulnerable ED patient for whom enrolment was 
not in her best interests. A general rule is that whenever there is any doubt, it is preferable 
not to enroll a potential participant in order to avoid patient exploitation or harm. 
However, any decision regarding such a subject should include consideration of the 
principle of Justice.  
 
 
 

Ethics Committee Approval  
 
It is now well accepted that research studies require approval from an authorized HREC 
or IRB prior to patient enrolment. Indeed, most medical journals now require a 
statement to this effect before they will consider a manuscript for publication. Although 
often seen as a burden to research by eager investigators, the process of ethics 
approval affords a number of advantages. These include peer review and 
recommendations for improvement of the study protocol, protection for the 
participants and, in turn, some measure of protection for the researchers.  
 
The Challenges: 
 
While the preparation of application documents can be time consuming, effort 
expended at this stage can, subsequently, be very beneficial. For example, as the study 
protocol invariably comprises Introduction, Methods and Reference sections, it can also 
effectively serve as much of the subsequent research report.   
 
The ethics approval process varies considerably across jurisdictions and countries and 
this may add additional complications to international EM research. The challenges 
include non-standard documentation, language difficulties, differing cultural 
sensitivities and legal requirements. Furthermore, while some institutions have EDs, 
they may not have a local HREC/IRB or one that is suitably accredited (e.g. Federal wide 
Assurance8).  
 
In the absence of an international ethics committee that can approve global projects, 
international EM research is likely to require a multiplicity of ethics reviews with each 
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application tailored to the requirements of the reviewing committee. Presently, a 
standard application package cannot be prepared and submitted to all committees. 
Furthermore, as EM is not well defined in many international settings, careful framing of 
the research context may be necessary. The research team has to ensure, with careful 
consideration of the sensitivities in different geographical and political jurisdictions, that 
these differences do not adversely or unfairly affect the conduct of the trial in these 
different jurisdictions. 
 
On occasions the legal, regulatory or ethical review processes of one country may be in 
tension with the ethical values expressed in the specific research ethics guidelines of 
other countries. (e.g. the level of supervision or researcher experience required).7 
Hence, when a researcher from one country proposes that the research is to be 
conducted in another country, additional ethical considerations may arise. These may 
comprise the beliefs, customs and cultural heritage of participants that may differ from 
the researcher’s own country. These and other issues need to be carefully considered 
and accounted for during the project design and development.  
 
If numerous HREC/IRB approvals are required for a single international EM research 
project, it is possible that one committee will require important changes to be made to 
the study protocol (e.g. additional exclusion criteria or a revised sample size). Such 
fundamental changes to the study protocol may require amendments to be approved 
at sites where committee approval of the original protocol has already been obtained.   
 
Issues with our Case 
 
Our case was enrolled in this research study which had received ethics approval. 
However, was it truly ethical to have enrolled her? She was elderly, alone, in pain, 
anxious and disorientated. While each of these factors, individually, is unlikely to be 
deemed as a specific exclusion criterion, their combination could be argued as being 
more than a reason for not approaching her for the study. Ethics approval at many 
institutions is tied with asserting the roles of the members of the investigator team (and 
the clinical supporting environment for the research protocol). In this case it would 
appropriate to question whether (a) the ED resident had approval to enroll patients into 
a clinical trial, and (b) whether he had the appropriate ethics training to identify 
common ethical conflicts should they arise, as in this case. Another challenge is that 
while, on paper, the protocol may have been straight forward, the complex 24 hour, 7 
day per week ED environment with multiple competing risks and a shift-based human 
workforce, has fundamental challenges with recruitment and enrollment.  
 
 
Managing the Challenges 
 
There is a pressing need for streamlining of the ethics application process across 
jurisdictions and countries. As research ethics guidelines generally espouse very similar 
principles, the information that HREC/IRBs require to determine if those principles will 
be upheld in any particular study should also be similar. Many jurisdictions now have 
the option to use a single HREC/IRB to approve multi-site studies where each site will 
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conduct the same protocol.9 This helps to eliminate duplicate reviews, reduce 
unnecessary administrative burdens and systemic inefficiencies.10 An example of a 
centralized committee is the ‘Single IRB for government funded research’ rolled out in 
the US under the New Common Rule.11 Under this policy, the local IRB can approve or 
refuse studies but cannot require changes or make stipulations. 
 
To facilitate multi-center ethics review, standardized ethics application forms should be 
developed that will be acceptable to the ethics committees of all participating sites. Such 
forms could be designed to address substantial differences that may exist between these 
sites (e.g. alternative wording regarding the need for the avoidance of pregnancy in drug 
trials undertaken in Catholic and non-Catholic jurisdictions). Where necessary, 
supplementary forms could be included in the application to address specific ethical 
issues related to that jurisdiction or country e.g. religious restrictions. The 
standardization of ethics application forms is increasingly becoming commonplace at the 
national level.12 However, consideration should be given to its extension to the 
international setting. 
 
Presently, various tiers of ethics approval are recognized which depend upon the level of 
risk associated with the study. Such tiers may include audit, quality improvement, 
low/negligible risk and full committee review. While each tier often has its own application 
form, consideration should be given to the development of a form that can accommodate 
each tier.9 This could be accomplished by an interactive form that expands or contracts 
depending upon how certain index questions are answered (e.g. if participant consent is 
to be waived, the additional questions could appear that collect additional information to 
support the waiver request).  
 
There is also a pressing need to ensure that researchers across different jurisdictions 
have an adequate understanding of common ethical principles governing medical 
research. Such an understanding is more achievable than standardizing ethics 
applications forms. If specific jurisdictions do not wish to subscribe to these ethical 
principles, study principal investigators should not include such jurisdictions just for the 
sake of achieving the study sample size. 
 
Some countries may lack a process for adequate ethical review of proposed research 
projects. As it is unacceptable to proceed with a project without ethics approval, it may 
be possible for an HREC/IRB committee in another country to provide such a review and 
approval.7 However, the reviewing body should take account of the available resources, 
the means to conduct the research and the avoidance of unrealistic requirements. Local 
practices need to be considered and respected but research participants should be 
accorded no less respect and protection than is usually expected by the reviewing body.7  
 
Reviews undertaken outside of a participating country are likely to be undertaken on an 
ad hoc basis. This precludes the opportunity for an individual reviewing body developing 
expertise in such situations. Consideration should be given to the establishment of an 
International Ethics Committee that has both expertise and sensitivity to the various 
natures of the participating countries. Such a committee could provide review and 
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approval for both international projects and projects planned for countries without their 
own review process. 
 
Finally, especially for EM research, a local clinical context review committee may be 
invaluable in supporting the HREC/IRB. At many sites, such a committee is tasked with 
reviewing the research protocol within the context of the clinical environment to evaluate 
the feasibility of the recruitment, enrollment and informed consent processes. If a 
departmental committee is not available, then some departments may opt to provide a 
volunteer who can facilitate the feasibility discussion during the ethics review.  
 
 
 

Research Governance 
 
Research governance relates to the ability of the site to responsibly undertake the 
research project appropriately. This requires consideration of the investigators’ 
experience, available resources, departmental approvals and monitoring of study 
procedures, fidelity with study processes and measures, and the integrity and security of 
the study data. It also relates to the manner in which a research project is actually 
undertaken once ethical approval has been obtained. Governance aims to ensure that it 
is carried out with rigor and within the quality framework of the study protocol that was 
approved by the HREC/IRB. Hence, while the protocol acts as the blue print for all aspects 
of the study, governance ensures that the blue print can be, and actually is, followed with 
high fidelity.  
 
The Challenges 
 
Similar to ethics review, some sites participating in international EM research projects 
may not have an established process for research governance. Furthermore, where a 
process is available, the expected research rigor and quality standards may differ 
considerably among sites participating in international research.  
 
In any international EM project, the way in which the project is actually undertaken at 
those sites may vary (e.g. rigor of the consent process, data security). There are likely to 
be differing levels of understanding and respect for research ethics, researcher 
experience, enrolment processes, study procedures, privacy, data security and respect 
for the participant. These, and a range of other issues, are likely to impact upon the 
integrity of the research and possibly even the data quality and study outcomes. 
Monetary or other incentives can also influence the degree to which study inclusion and 
exclusion criteria are followed and accurately reported.  
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Issues with our Case 
 
Our case highlights a number of issues that are likely not to represent adequate research 
governance. While Mrs. AB may not have had any specific criteria to exclude her from the 
study, it is likely that her overall condition was inappropriate for enrolment. The resident, 
who had little knowledge of the study, was expected to enroll patients in the busy ED 
setting. This scenario hints at under resourcing of the study that would likely compromise 
patient selection, the consent process and, potentially, the timely care of other ED 
patients.  
 
The study data collection sheet, with Mrs. AB’s identification sticker attached, was 
placed in a tray in a public space. It is quite possible, therefore, that her contact details 
and personal and medical data could be accessed by an unauthorized third party. Also, 
her identifiable data was stored on a shared computer and transmitted to the principal 
study site. Such study procedures would generally be considered unacceptable and 
likely to have been picked up in a governance review. However, even though strict and 
appropriate procedures are determined and set in place, there is no guarantee that 
they will be followed in practice. Actual research oversight would need to be conducted 
at each site in order to observe actual practice. 
 
 
Managing the Challenges 
 
Research governance is undertaken by the institutions where enrolment takes place and 
requires an established process. However, it may be possible that one or several 
participating sites could be assigned to undertake the research governance for sites 
without such a process.  
 
It is important for researchers to ensure that collaborators in participating countries have 
the capacity and expertise to adequately conduct the study (e.g. suitably experienced 
research personnel). It has been recommended that researchers should inform their 
review body of how this will be established.7 Furthermore, researchers should ensure 
that their international collaborators will afford their participants the respect and 
protection that is in accordance with the ethical guidelines of the researcher’s own 
country. However, researchers should also take account of local circumstances as they 
develop methods for monitoring their collaborators’ performance.7 
 
 
  

Cultural Differences 
Substantial cultural differences exist between countries. While this diversity affords a 
great deal of social intrigue and attention, it can result in difficulties in the design and 
execution of international EM research studies. Cultural differences need to be 
determined and accounted for in the study design phase. It would be inappropriate for 
the principal investigators to draft the study protocol without input from all participating 
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investigators in regard to local cultural issues that may affect the study’s execution. In 
addition, some jurisdictions may require potential study participants or community 
representatives to provide input as part of the study design process, in order to bring 
some cultural awareness to the project.  
 
The Challenges 
 
Some societies accept different balances between individual autonomy and social 
cohesion, respect for authority and wellbeing of the participant group. These differing 
values must be taken into account. Additionally, there may be varying levels of respect 
and trust for the medical profession and researchers. Not all cultures value research; 
some fear exploitation, especially by outsiders.13 This may manifest in selection bias 
through willingness to participate and measurement bias through compliance with the 
study requirements. It may also affect the willingness of potential research partners to 
cooperate. 
 
Gender roles vary across cultures. In particular, the place of women may range from 
subservient to fully empowered citizens. Such views may impact upon autonomy and the 
ability of women to make decisions for themselves. This, in turn, may result in selection 
bias if there is differential enrolment between the genders. In addition, there is the 
potential for participants to react and behave differently depending upon the genders of 
the investigators and research assistants.  
 
Cultural and language differences across participating countries have the potential for 
misunderstandings and communication difficulties. This may result in variation in the way 
the study is conducted in regard to recruitment, data collection and storage, and rigor in 
outcome measurement.  
 
End of life issues are often associated with strong emotions, cultural differences, and 
attitudes towards the dead, not to mention the rights of the deceased (if any) and control 
over their body.14,15 Failure to consider these issues when seeking consent to undertake 
end of life research may impact adversely upon the research project. Such circumstances 
may also lead to inappropriate decisions regarding end of life care. While the elderly are 
expected to die, the death of a younger adult is more likely to be unexpected and the 
death of a child often elicits the strongest emotional responses. When a child dies, 
parental guilt and anger are often present and may considerably limit or bias research in 
this area.16  
 
Families cope with the grieving process in culturally appropriate, different ways in various 
countries. Some cultures frown upon excessive outward displays of emotion while others 
find it appropriate to scream, wail or faint. Family guilt surrounding a patient’s impending 
death may result in the wish that ‘everything be done’ to prolong the patient’s life so that 
guilt reconciliation can be addressed.17,18 If a patient does die while enrolled in a study, it 
is important to identify if the death is due to the illness or injury that the patient had 
versus a death due to any study intervention. It is important to know the reporting laws 
in each participating country. 
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Some cultures consider bribes appropriate, others do not. The payment of bribes in 
research, which in most of the developed world is seen as a form of coercion, is 
considered highly inappropriate. None the less, in some circumstances and communities, 
bribes may be made for the approval or establishment of a study, for access to a potential 
participant or to secure the enrolment of individuals. Sometimes the involvement in the 
study, requests for advice, consultation and similar non-monetary payoffs may suffice 
instead. If not, then the affected sites or countries should be considered inappropriate 
for participation in the project.  
 
Lastly, culture can play a role in coercion, in many cultures the roles of care-giver is 
paternalistic and the patient may feel obligated to enrol when approached by a doctor. 
In addition, provision may need to be made, during the stage of research design planning, 
to address the issue of those not able to provide informed consent, and the measures to 
be taken to address such potentially vulnerable populations. 
 
Issues with our Case 
 
Little detail of the cultural background of our case is provided. However, as an elderly 
lady with poor English, her ethnicity and values may differ from those of the country in 
which she now resides. However, her comorbidities and clinical status, and the frenetic 
activity in the ED, preclude the opportunity to evaluate and accommodate her values and 
beliefs. This should not necessarily preclude enrolment per se, under principle of Justice. 
However, it should indicate to the researchers that her cultural background is unknown, 
and that extra sensitivity should be exercised.  
 
Managing the Challenges 
 
Respect for participants in other countries requires due regard for their beliefs, 
customs, cultural heritage, and for local laws.7 Cultural differences, as well as variance in 
ethical principles, needs extra levels of scrutiny. 
 
In the absence of existing relationships with the patient and their family, EM researchers 
need to create rapport with those who are authorized to provide consent for the 
research. Surrogates may be asked to indicate the important values of the dying patient. 
If ‘helping others’, ‘education’ or ‘preventing others from suffering as I have suffered’ are 
suggested as strongly held values, then the request for consent should take these into 
consideration.19 
 
The specifics of the research activities will be guided by the appropriate HREC/IRB. While 
associated with a number of advantages, this can be resource intensive and 
cumbersome. Another option is consent obtained from a respected elder or opinion 
leader. While this may not be acceptable in many developed nations, it may be 
appropriate and feasible in tribal societies. The study team would have to consider the 
impact of these varying practices on the recruitment of participants and whether these 
will unfairly bias the impact of the trail intervention. 
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Health Care and Infrastructure Differences 
Participating sites within a research collaboration may vary considerably in their research 
experience and available resources. This is of particular importance in international EM 
research where differing healthcare systems and infrastructure may substantially affect 
the way in which a study is carried out. A successful collaboration will require that the 
study design and protocol are acceptable to all sites and that each has sufficient 
infrastructure and expertise to contribute proportionally. 
 
The Challenges 
 
The development of EM, as a distinct specialty, has been variable worldwide. In many 
parts of the world, it is not well developed and there are differing staff levels, resources, 
expectations, training and academic expertise. As a result of these differences, 
participating sites may differ in the manner in which informed consent is obtained, 
pressure may be exerted upon staff to contribute, and the quality of the data may be 
compromised.  
 
Emergency medicine researchers may lack in-depth experience in many disease 
conditions that specialists in those conditions have. Indeed, EM research activities often 
overlap with those of content experts from other allied disciplines. Hence, emergency 
physicians often rely on a variety of other specialties to assist with the care of their 
patients. 
 
In addition, funding arrangements may differ between collaborating institutions 
depending upon the requirements of the funding bodies (e.g. per capita payments versus 
periodic fixed sum payments to cover all expenses). Depending upon the funding 
structure and nature of the project, there is the potential for exploitation of either the 
researchers or patients (or both) when there is a significant monetary (resource or power) 
difference between the co-researchers. 
 
Issues with our Case 
 
Our case indicates that this busy ED was under-resourced to undertake this research. The 
ED was busy, the staff was stretched and the resident had been poorly informed about 
the study. Although there was a $1,000 per capita payment for the trial, this may have 
been insufficient to adequately support research staffing levels. In addition, no 
interpreter service was accessed and may not have been available. Despite this, there 
was an expectation that consecutive patients would be enrolled.  
 
Managing the Challenges 
 
International EM research requires knowledge of the overall health care system in the 
countries in which the research is being performed so as to inform its applicability to 
other settings. Each participating country should be apprised of the study objectives and 
any potential risks. 
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Researchers should have enough experience, or access to expertise, to enable them to 
engage with participants in ways that accord them due respect and protection.7 Hence, 
in planning the study, the investigators must identify resources in each participating 
country, including the availability and experience of emergency physician researchers. An 
evaluation should be carried out of what additional resources (personnel, funding, 
translators, and social services) may be required in order to help local healthcare 
providers be successful contributors to the study. 
 
International EM research should be undertaken for the mutual benefit of all participating 
researchers on behalf of the patients they care for. It would be unethical for the principal 
investigators to exploit either site researchers or patients in less well-developed countries 
just to achieve the required sample size within a short time frame. The distribution of the 
burdens and benefits of research in overseas countries, for the participants and in some 
instances the broader community, should be fair and the research should not be 
exploitative.7 
 
 
 

Local Contingencies: Impact on Study Design 
The study design of any research project is determined early in the development of the 
study protocol. Although the randomized, controlled, double-blind, clinical trial is 
recognized as providing the highest level of research evidence; such trials are 
complicated, require expertise and are resource intensive. Accordingly, a balance needs 
to be sought between a study design that can reasonably answer the research question 
and the ability of the research collaboration to actually undertake the study.  
 
The Challenges 
 
Politics may impact upon a range of practical undertakings and may need to be 
considered during research project design and execution. Which specialists are most 
highly regarded will differ among institutions. When hierarchy and shadow organizations 
are not considered in the study design and consultation phase, the researcher may find 
him/herself blocked or stymied or even frankly sabotaged if the politically powerful 
specialist(s) feel they were not involved or consulted appropriately.  A well-intended 
researcher must consider the political will of the organization with which they are 
affiliated. 
 
If a researcher is not a specialist in emergency medicine, for example, there is the 
potential that their attempts at EM research will be less well informed than necessary. 
Without a comprehensive understanding of the patients or disease under investigation, 
study designs may be flawed especially without adequate accountability of, often subtle, 
confounding variables.  
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It is also imperative to appreciate that many ‘emergency medicine physicians’, where EM 
is a nascent speciality, have likely trained in another speciality and been ‘grandparented’ 
into the new specialty. Having an understanding of one’s collaborators’ perception of EM 
and the specific clinical EM problem to be investigated is imperative for protocol 
development. 
 
In regard to international research collaborations, consideration needs to be given to 
cultural and ethical differences (e.g. researcher experience considered to be adequate) 
between the sites. Aspects of the study design that are acceptable to some sites may not 
be acceptable to others. 
 
Emergency medicine drug trials have the additional difficulty of the need for periods of 
patient observation following the study drug administration. Complications or adverse 
events may not become apparent for hours or even days after discharge. Observation 
periods may not be acceptable to patients or may be precluded by the availability of ED 
staffing and beds, and length of stay key performance indicators.  Processes for 
pharmacovigilance will often be missing in resource poor settings. Notwithstanding these 
difficulties, any compromise to patient safety would be unacceptable. When a period of 
observation and close follow-up is required, arrangements must be made to 
accommodate this. 
 
 
Issues with our Case 
 
Mrs. AB was enrolled in a clinical trial investigating a new therapy. This involves a higher 
degree of complexity than simply comparing two standards of care where equipoise is 
more likely. Hence, a higher degree of diligence and expertise should be available. It was 
inappropriate, therefore, for enrollment to occur after hours and by an inexperienced 
resident.  
 
Follow up of patients in this trial was to be by telephone. As her telephone number was 
simply extracted from the medical record, it appears that a ‘cold calling’ technique was to 
be employed. This precludes the opportunity to check with the patient her telephone 
number and the best time to call. This may result in substantial loss to follow up, resource 
utilization and selection bias. 
 
Managing the Challenges 
 
It is likely that participant and community opinions and expectations differ in other 
countries. Accordingly, researchers need to consider the way the research is to be 
conducted, how it will impact upon the participants’ post-research welfare and how the 
results will be applied.7 The design and conduct of a research project should acknowledge 
local cultural values and reflect consultation with the local participant population and 
their communities. Political and social factors also need to be considered. Local beliefs 
regarding recruitment, consent, remuneration and contributions to the communities 
need to be considered in the design and conduct of the research and in the ethics review 
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process. However, these considerations should not be allowed to compromise the 
respect and protection required by established ethical guidelines.7 
 
Collaboration with other specialist disciplines will enhance EM research, especially in 
international projects. It is important that EM researchers determine which other 
specialties could bring expertise and insight to the project. The perspectives of those from 
outside of one’s own discipline are likely to help refine the research questions and add 
perspective to the development of the research protocol, data collection techniques and 
interpretation of the results. Such collaboration is also likely to assist in competitive grant 
funding success, maximize patient recruitment, and generally foster inter-discipline 
respect and understanding. 
 
It is also possible to design research projects that will allow data collection after the ED 
management, when the patient is transferred to an observation unit or inpatient ward, 
or even after the discharge.20 In some circumstances, HREC/IRBs may waive the need for 
informed consent while the patient is in the ED, especially if knowledge of their enrolment 
could bias the study results.21 If data are to be collected after discharge from the ED, 
confirmation of contact telephone numbers and email addresses is recommended in 
order to minimize losses to follow up.  
 
Drug trials requiring substantial periods of observation need to have this considered in 
the study design phase. Although this is of more importance in research in other medical 
disciplines (e.g. oncology), drug trials in the ED need to be designed with sufficient 
observation periods built in. The duration of the observation periods need to be clearly 
explained to the potential participants and outlined in the Participant Information and 
Consent Form. If observation in the ED is not an option, it may be possible for the patient 
to be moved to an observation ward or facilitated through collaboration with other 
medical disciplines. In some trials, observation periods may not be required, and patients 
can be safely discharged home with clear instructions to return in the event of adverse 
or untoward effects.  
 
 

The Vulnerable Emergency Medicine Patient 
Enrolment of patients into studies undertaken by most other medical disciplines is 
usually undertaken in an orderly fashion and at a time when the potential participant is 
in an optimum situation to provide fully informed consent. This differs markedly in EM 
and the vulnerability of the ED patient is often not appreciated.  
 
The Challenges 
 
Two broad categories of vulnerable patients that need special consideration in the 
undertaking of clinical research have been described: those with an impairment that 
may prevent voluntary informed consent and those at risk of exploitation. Additionally, 
the U.S. National Bioethics Advisory Commission (NBAC) Report refers to six areas of 
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vulnerability: communication/cognition difficulties; institutional, deferential, medical, 
economic and social vulnerabilities.22  
 
Asking the patient to provide consent in the setting of a medical emergency may place 
an unfair burden on an already vulnerable person. Impairment of the capacity to 
provide truly voluntary, informed consent may result from a number of factors. 
Critically ill patients may be vulnerable because their medical condition diminishes their 
decision-making capacity and their ability to effectively formulate and communicate 
their needs and wishes. For example, patients may be in pain and/or nauseated, 
anxious or disorientated by the unfamiliar environment.23 They may be mentally ill, 
suicidal, alcohol and/or drug-intoxicated, affected by medication, stress, emotion or 
dementia. In addition, they may be lacking in capacity due to pre-existing or acute 
illness; or from an injury that has caused both the emergency and the communicative 
and cognitive barriers. Examples include post-ictal status, septic shock and brain 
injury.24 These factors are likely to impact significantly upon the patient and necessitate 
a greater degree of understanding and sensitivity in EM research. 
 
Patients at risk of exploitation account for substantial proportions of those managed in 
the ED. These patients have specific vulnerabilities, many of which have been poorly 
studied.25 They may be institutionalized, socially deprived, un- or under-educated, 
marginalized or disenfranchised. More specific patient categories include children, 
disabled adults, non-acculturated immigrants, disaster victims and those needing an 
interpreter.  
 
Coercion and inducement may make some patients feel compelled to participate in EM 
research because they are worried that, if they do not, they will not receive optimal care 
for their illness or serious injury. Finally, in low resource settings with nascent 
healthcare, vulnerable populations, such as patients with mental health illnesses or 
substance abuse/dependence, may be undiagnosed.  
 
International patients may be hampered in their decision making by historical legacies. 
For example, if the setting has a history of colonialism and the person seeking the 
consent derives from the colonizing, dominant population, the potential participant may 
feel coerced. Alternatively, if the researcher has a differing ethnic background or tribal 
affiliation, the potential participant may view the research with suspicion or reject it as 
tainted or harmful.  
 
Issues with our Case 
 
Mrs. AB has a number of features that indicate her vulnerability. Her limited English 
suggests that she may not be able to understand explanations or instructions provided 
regarding participation in the study. In addition, her capacity to comprehend these 
issues is likely to be compromised by her elderly status, dementia, anxiety, 
disorientation, nausea and pain. Indeed, the fact that she is sobbing suggests that she is 
significantly distracted by one or a combination of these factors. The fact that she has 
no other person responsible for her indicates a lack of support from someone in whom 
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she trusts and can explain her predicament. Again, these factors all indicate ethical 
barriers to enrollment of Mrs. AB in such circumstances. 
 
Managing the Challenges 
 
Notwithstanding the vulnerabilities that may affect all ED patients, and those that affect 
particular patient subgroups, all patients have the right to be considered for enrolment 
in research projects as outlined in the principle of Justice.6 With this principle, and the 
specific vulnerabilities of ED patients in mind, enrolment of these patients requires 
additional degrees of patience, empathy and care on the part of the researcher and 
requires special considerations for the consent process on the part of the approving 
authority. Of course, this remains a challenge in the pressed ED setting.  
 
Participant information sheets on the research protocol need to be carefully prepared 
early and in a medium that is easily understood by the patient or the next-of-kin/legal 
guardian. Due consideration needs to be given to the time required for the informed 
consent process, the urgency for the trial intervention and the temporal development 
of the disease process. 
One may need to consider adding a screen for vulnerable populations prior to 
enrolment.  
 
There are patient illnesses, injuries and other circumstances which preclude the patient 
from participating in the consent process (e.g. head injury, cardiac arrest) In these 
cases, alternatives include moving the burden of consent from the vulnerable patient to 
their person responsible for consent, complete waiver of consent or waiver following 
community information, focus groups or public meetings.26,27 These issues are 
discussed more fully in the Informed Consent section below.  
 
One particular potential means of exploitation exists in clinical drug trials undertaken in 
poor resource countries or communities. To avoid such exploitation, pharmaceutical or 
technologic research studies should only be undertaken in developing countries if the 
drugs or technologies are to be made available to them after study completion, 
providing the drug or technology is proven to be effective. 
 
 
  

Recruitment in the Clinical Chaos 
Emergency Medicine patients differ in more than just demographic variables. The 
expression of their symptoms and demeanour will also differ, often as a function of their 
pre-morbid condition, past medical history and culture, social and research experiences. 
It is a mistake to assume that all potential research participants have similar views about 
the value of medical research, acceptance of inherent risk and inconvenience, privacy and 
a number of other issues. Given this, the approach to a potential participant should be 
tailored to that individual and researchers need to be flexible in their approach.  
 



 

 
24 

The Challenges 
 
The central mission of EM is the timely provision of acute care. The crowded ED setting, 
surge and mass casualty events make the conduct of clinical research challenging as the 
legitimate medical needs of the patients must always take precedence. The time spent 
with patients in the ED is generally short. Patient load, hospital or political imperatives, 
and the need for urgent transition to other definitive care settings, often limit the time 
available for patient recruitment. These issues are compounded by the workload of EM 
research staff who often have competing time commitments. Frequently, therefore, only 
small windows of opportunity are available for enrollment and data collection in EM 
research projects and both may be compromised.  
 
Owing to resource limitations, enrollment and data collection are often undertaken by 
busy clinicians. This situation may be undesirable for a number of reasons. Clinicians 
both treating and enrolling their patients may have substantial conflicts of interest. These 
conflicts may be generated either internally (e.g. personal advancement) or externally 
(e.g. institutional research performance expectations, per capita payments) and may 
result in pressure to recruit. This may, in turn, result in bias in both patient selection and 
choice of diagnostic or treatment strategies, if these are not clearly outlined in the study 
protocol.  
 
A particular concern is that the additional time pressures of patient enrollment may 
compromise the consent process, the quality of the data collection, patient safety and 
even the quality of the clinical care provided. This may result in both poor clinical research 
practice with the patient and missing, inaccurate or biased research data. Both outcomes 
relate directly to undesirable research ethics.  
 
Issues with our Case 
 
There are a number of features about our case that indicate the pressure the resident is 
under to enroll Mrs. AB. These include the very busy ED and stretched staff, the 
expectation to enroll patients in the study, and the per capita payment. The capacity of 
the resident to properly inform the patient is also questionable. As a junior doctor 
pressured by the ED busyness, he is unlikely to have adequate research experience and 
does not know the study well. In addition, the expectation of the resident to enroll such 
patients, in addition to his usual clinical duties, is likely to impact upon the waiting and 
management times of other ED patients and, potentially, the quality of their care. 
 
Managing the Challenges 
 
Research should be seen as an integral component of the holistic care of the patient, 
sitting alongside their investigation and treatment. However, patients should only be 
enrolled in a study if there are adequate time and personnel resources to ensure that 
their convenience, safety, medical care, and the integrity of the consent and data 
collection process are not compromised. This may present a challenge on busy shifts 
where, without dedicated research personnel, potential subjects could be lost to 
enrolment. The loss of such patients is in violation of the ethical principle of Justice.6 Also, 
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as it may have implications for recruitment rates, studies need to be carefully designed 
to account for such losses (e.g. dedicated research staff, lengthy enrollment periods, and 
multi-center recruitment).  
 
While best-practice research recruitment practice mandates the need to report how 
many eligible patients are missed, there should be no negative consequences for 
clinicians who fail to identify and recruit subjects whilst also providing their ED care. This 
needs to be recognized throughout the institution. Where possible, modern information 
technologies should be harnessed to both identify potential participants and notify 
research staff of their presentation. Patient details can be filtered to identify patients 
meeting the study inclusion criteria (e.g. age range, triage category, presenting complaint) 
and research staff can be automatically paged accordingly. 
 
There is debate about whether personnel with responsibilities for a patient’s care should 
enroll the patient in a research study at all. Ideally, ED physicians and/or ED nursing staff 
would notify research personnel about potential subjects, and this should cause minimal 
interruption to patient care and not be associated with coercive incentives to identify 
potential participants. 
 
When conflicts of interest do exist, the clinician must always proceed with what is in the 
patient’s best interest. It is better to miss an enrollment than to compromise their ED 
experience. In addition, economic conflicts must be made clear to both potential subjects 
and staff. Researchers must not overstate the advantages of participating to patients and 
ensure there is no undue coercion.  
 
For most ED studies, enrolment and data collection usually occur while the patient is in 
the ED. Given the inherent time limitations, ED personnel must be adequately trained to 
have sufficient skills to enroll patients at times when the investigators and other study 
research professionals are not available. Expatriate or foreign research associates not 
providing direct patient care may help mitigate research staffing shortages. However, 
these individuals who are recruiting in an unfamiliar culture may be faced with both 
linguistic and cultural barriers that can potentially compromise the integrity of the 
informed consent process.   
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Informed Consent 
Informed consent to participate in a research project is the process of discussion about 
the project in order to allow potential participants to weigh up the advantages and 
disadvantages of their participation. It has many components including an adequate 
description of the project, requirements of the participant, potential benefits and risks 
and issues of privacy and confidentiality. However, an individuals’s decision requires 
competence, adequate time to reflect and the opportunity to ask questions.7,28,29 
Informed consent is now considered of fundamental importance in research ethics. 
Indeed, the means of obtaining patient consent usually constitutes a considerable 
portion of HREC/IRB deliberation. Currently, many journals require a statement that 
informed consent was obtained from all participants, or that waiver of consent had been 
granted, as a condition of publication.  
 
The Challenges 
 
Emergency medicine patients are vulnerable, as described above. The challenge is to 
determine whether the patient is sufficiently capable and autonomous to make a rational 
decision and whether the consent process is an acceptable burden on the patient. Given 
these issues, a signed consent form does not necessarily mean that truly informed 
consent has been obtained.30 
 
There is no international standard for the time needed to obtain informed consent. The 
time required is likely to vary according to the complexity of the study, the burden and 
risks involved and ability of the participant to comprehend these details adequately. 
Indeed, up to an hour of careful explanation may still be insufficient in some 
circumstances e.g. trials of chemotherapy. In the ED setting, adequate time to consider 
participation may not be available. This is of particular importance if a time-critical 
intervention or data collection is required. In this circumstance, the consent process may 
delay the provision of definitive care and compromise the patient’s management and 
outcome.  
 
Patient enrolment in EM research may occur at any time of the day or week. Researchers 
are often not available and non-research staff is often required to enroll and consent the 
patients. However, these staff may not understand sufficiently the research project or the 
consent process. Additionally, patients are unlikely to have met the ED staff prior to that 
visit. Hence, the opportunity to be consented by a health professional whom they know 
and trust is rarely possible.  
 
While the traditional model of healthcare was paternalistic in nature, the move to a more 
patient-centered approach may improve the informed consent process, especially 
regarding differing cultural expectations. However, the perceived balance between the 
rights of the individual and benefits to society can vary from culture to culture. In many 
communities (e.g. Asian, African, Arabic), there may be a cultural requirement for patients 
to consult with their families before a decision is made by consensus. This may 
compromise the adequacy and timeliness of the consent process, delay data collection 
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and treatment, increase the study recruitment period and result in selection bias if all 
cultures are not represented appropriately.  
 
Issues with our Case 
 
The issues that impact upon obtaining informed consent from Mrs. AB largely relate to 
her vulnerability, the capacity of the resident, the busy ED environment and the short 
window of time available. These factors have been described above. Importantly, Mrs. AB 
does not have a person responsible who could act as her agent throughout.  
 
Managing the Challenges 
 
Where possible, informed consent should be obtained from the patient without 
compromise of good clinical research practice. It can be difficult to ensure that the 
participant is truly ‘informed’ about what their participation will entail and there is no 
recognized method for determining this. Hence, careful explanation, adequate time and 
the opportunity to ask questions should always be provided. Notwithstanding ED time 
pressures, patient vulnerabilities, and the potential for competing interests, informed 
consent is usually possible given due sensitivity and training. Personnel not involved with 
patient care but dedicated to study enrolment can be especially useful in this regard. One 
general principle, however, is that if there is apparent resentment to the invitation to 
participate, it is better to back off than to appear coercive. 
 
In 2008, Lecouturier et al.31 reported that too much emphasis is being placed on informed 
consent. Currently, it is assumed that a patient either has or does not have the capacity 
to consent. However, there is likely to be a spectrum of this capacity.32 It has been 
suggested that the consent process should be tailored to the specifics of each study and 
altered in cases when fully informed consent is not possible e.g. unconscious patients.32 
Barren et. al.33 suggested adapting the informed consent process by eliminating the less 
essential elements. In addition, the Revised Common Rule11 aim to modify the consent 
process by reducing the burden on the researcher in some circumstances where the risk 
is negligible (e.g. projects conducting data analysis only).  
 
It should be clearly established that the processes to be followed in recruiting 
participants, and through which they choose whether to be involved, are respectful of 
their cultural context.7 While most cultures allow an individual to consent for themselves, 
others may require the family patriarch/matriarch to provide his consent as well. While 
such a situation may have implications for enrolment rates, selection bias and study 
consent documentation, it must be respected and the study designed to accommodate 
this issue.  
 
A range of alternatives to informed patient consent are available. Most jurisdictions have 
provision for a surrogate decision-maker or ‘responsible person’ (e.g. relative, spouse) to 
provide consent if the patient is unable to consent for themselves.7,34 It is particularly 
useful in circumstances where enrolment is time-critical and informed consent from the 
patient is precluded by compromised capacity. However, a responsible person may not 
be immediately available or may be too distressed to provide truly informed consent. 
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Also, the responsible persons’ decisions may demonstrate poor agreement with the 
wishes of the participant.35   
 
‘Delayed consent’ involves enrolling the patient and beginning the study intervention 
with consent obtained as soon as possible afterwards. Informed consent from the 
participant is then obtained once capacity is regained. Delayed consent aims to 
maximise recruitment and avoid selection bias due to the exclusion of sicker patients. It 
can reduce staff anxiety when implementing a trial protocol, minimise deviation from 
routine clinical care36 and may avoid delays to urgent definitive care.37,38  
 
‘Waiver of patient consent’ may permissible under very specific situations.7,26,39 These 
differ between jurisdictions but most require that the patient’s treatment is time-critical 
(e.g. trauma resuscitation), of low additional risk, that valid informed consent is not 
practically feasible and that participation is in the patient’s interest. Importantly, the 
requirements for waiver of consent may be variously interpreted by HREC/IRBs. In some 
jurisdictions, waiver of consent can be approved by an HREC/IRB alone7,39, while others 
require consultation with community representatives and advocates.26 Waiver of 
consent is a contentious issue and is best avoided if at all possible. 
 
‘Community consent’ provides an alternative option, especially in time critical and end 
of life research (e.g. cardiopulmonary resuscitation).26 Communities often perceive 
themselves as important institutions that exist to protect the weak and vulnerable. 
There may be a range of techniques to inform the community of the research and seek 
its approval to proceed.27,34,40-42 The aim is to ensure that the community is well 
informed of any trial where ‘assumed consent’ is necessary for its undertaking.  
 
Novel research study designs may help to overcome some informed consent issues. In 
the cluster-randomized trial design, groups (clusters) of patients are randomized to the 
study arms instead of individuals.43 For example, EDs are randomized to provide a 
particular intervention or another. The design obviates the need for individual patient 
consent thus saving time and facilitating enrolment. While this design has inherent 
ethical issues, these can be mitigated in studies where two recognized standards of care 
are compared. The Zelen trial design44 could be used for trials where one arm is an 
accepted standard of care. After randomisation, consent is only sought from patients in 
the intervention arm. If a patient declines enrolment into the intervention arm, they are 
emrolled into the standard of care arm. 
 
Western notions of voluntary, written, informed consent may be challenging to carry 
out in settings of high illiteracy and cultural isolation. Community expectations will 
differ across cultures. Principal investigators will need strong study coordinators in each 
country who should oversee obtaining appropriate resources for consent. The principal 
investigators should review consent laws for each participating country. For research 
conducted in rural/resource poor settings, innovative solutions such as tele-consent or 
supervised tele-consent may be considered.  
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Communication Issues 
Adequate communication is vital in research, especially international research. This 
includes communication between co-investigators, researchers, HREC/IRBs and the 
participants and their families. A final report of the research and dissemination of the 
findings is an ultimate and important form of communication upon study completion. 
With such a spectrum of communication needs and challenges among stakeholder, it is 
clear that different approaches are required within a given context.  
 
The Challenges 
 
International EM research, by definition, involves collaborations of investigators often 
from different backgrounds, cultures and sometimes languages. These variables have 
the potential to substantially affect communication between investigators. Even if the 
spoken language is the same, nuance and intonation may be perceived differently. 
Accordingly, international EM research requires a greater degree of communication 
clarity in order to mitigate the risk of misunderstanding. Common communication 
issues often relate to expectations of participating sites, timelines and authorship.  
 
Differences between countries are less likely to affect researcher/participant 
communication because, at any participating site, the researcher and participant are 
more likely to share a common background. However, the potential for communication 
difficulties still exists, especially if cultural issues dictate inequality among persons, 
gender or ethnic subgroups. 
 
Informed consent requires effective communication between the researcher and 
potential participants.45 Emergency medicine researchers working within their native 
culture and language face communication barriers on a daily basis. When working 
outside their native language and/or culture, barriers can be greater, and barriers 
typically need to be addressed rapidly. In a time-pressured environment, there is the 
risk that patients will have an inadequate understanding of the implications of 
participation in the research.46 
 
Communication difficulties between researchers and potential participants may be 
compounded by differences in education, goals, priorities and personal history in 
addition to the language barriers. Emotional or other vulnerabilities, as described 
above, may also adversely affect patients’ ability to communicate. As a result, 
patients’/subjects’ decision making capacities may be seriously compromised.24,47 
 
The pre-hospital environment is even less controlled than the ED. There may be conflict 
at the scene (e.g. between paramedics and patients or between persons who 
occasioned the emergency).48-50 Additionally, law enforcement may be present, 
potentially hindering the patients’ free consent to participate in research. Conflicts in 
the ED between the patient and family members may also impair effective 
communication for an adequately informed consent process.  
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Issues with our Case 
 
Our case highlights the potential for a range of communication issues. Firstly, Mrs. AB 
has limited English, likely cultural differences and mild dementia. These characteristics, 
as well as her distress and anxiety, are likely to adversely impact upon her ability to 
comprehend the intricacies of her participation and hence her informed consent. In 
addition, data obtained during the follow up telephone call may be compromised by her 
comprehension of the follow up questions and recall bias. Secondly, the inexperience of 
the ED resident and his lack of training in, and understanding of, the study is likely to 
result in an inadequate explanation of it to Mrs. AB.  
 
Managing the Challenges 
 
At the outset, it is important to clearly delineate the roles and expectations for each 
participating site and its investigators. These should be outlined in the study protocol, 
research collaboration agreements and material transfer agreements. For simple 
studies, at the very least, memoranda of understandings are recommended. These 
documents should provide unambiguous outlines of the roles and expectations of what 
is required. While such documents may be written and distributed, it cannot be 
assumed that they will be followed. Accordingly, lead investigators must maintain close 
and ongoing engagement with all sites in order to monitor progress, field questions, 
help to resolve local issues and maintain enthusiasm.  
 
Careful preparation for anticipated communication difficulties is important. Ethical and 
culturally sensitive study protocols that account for communication issues are required. 
Study material (e.g. Participant Information and Consent forms, questionnaires) should, 
where possible, be available in languages that are spoken by the large majority of 
potential participants within the relevant jurisdictions. Written material should be 
translated by native speakers of the participating country and should be reviewed by 
local healthcare researchers and HREC/IRBs for accuracy and safety. One method to 
check accuracy is back translation by another native speaker or trained interpreter who 
knows both languages. 
 
If interpreter services are used, the interpreters should have an appropriate cultural 
and educational background and, ideally, training in the responsible conduct of 
research.51-53 In many settings, interpreters are rare and may have paternalistic 
tendencies or bias.54 Prior to starting a study, it is important to ensure that interpreters 
undergo Good Research Practice training and have a basic understanding of the 
interpreter role. 
 
Surrogate decision-makers can be used to provide person-responsible consent for 
patients who are compromised either psychologically or physically. However, the 
suitability of surrogates may differ considerably among cultures. Spouses or relatives 
may be appropriate in some cultures while others may require an authority figure such 
as tribal chief. Whenever possible, enrollment and data collection should take place in a 
separate, dedicated space which is removed from time pressures and distractions.55-57 
However, this may not be possible in the busy ED setting.  
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Non-verbal communication cues such as shaking or nodding heads, offering to shake 
hands, pouting of the bottom lip or raising of the eye brows can be culturally variant. 
These need to be understood at the outset. 
 
A local, readily accessible contact should be available to participants to receive their 
responses, questions and complaints about the research. Responses and questions 
about the research should be handled by the researcher, but there should also be in 
place an independent, culturally appropriate process to deal with complaints and other 
concerns.7 
 
There is often the need for multiple briefings and road-shows at participating sites to 
ensure that all staff are adequately versed with the research protocol and the many 
aspects of the conduct of the trial. Persons conducting such briefings should be 
thoroughly familiar with the details of the trial protocol. The availability of carefully 
prepared briefing sheets and notes is often useful. In addition, the availability of 
frequently asked questions (FAQs) are useful complements to the briefings. In these 
days of electronic communication, detailed information and progress on the study can 
easily be made available to study sites to facilitate better communication and 
understanding of the various aspects of the study. 
 

Losses to Follow Up 
Participant lost to follow up is always problematic, if important endpoints are collected 
at time points well after initial enrollment. It can be a problem across all human 
research disciplines and may have ethical implications. It results in incomplete 
longitudinal outcome data that may substantially threaten the integrity of a study.58 
Selection bias may be introduced if patients not followed up differ significantly in 
baseline characteristics.59 Loss to follow up may mean that additional participants need 
to be enrolled to reach the required sample size. Solving these issues may have 
considerable resource and time implications for the project.  
 
The Challenges 
 
Interactions with ED patients tend to be brief and singular, yet EM research often 
requires patient follow up after discharge to complete data collection. Follow up is often 
challenging for a numbers of reasons. An ongoing relationship with the subject/patient 
is rare; solid interpersonal relationships, which help to promote the participant’s 
interest and ongoing assistance, are usually lacking. Also, emergency care rarely 
involves repeated consultations, as in many other medical disciplines, and other 
opportunities to follow up participants need to be considered. Patient contact details 
are often inaccurate60, especially when proof of identity is not required. There is also 
often a reluctance by the patient to answer telephone calls from researchers or to 
participate in written or on-line follow up surveys.61 In some situations, like refugee 
camps or disaster situations, contact details and patient identity may not even be 
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collected. Patients may be unable to provide personal details or may withhold 
information for secondary gain.  
 
Intervention-based studies may have unanticipated medium-to-long term 
consequences for the participants. The principle of Non-Maleficence6 requires research 
to be conducted with safety plans in place. If researchers do not strive to minimize loss 
to follow up, they may be breaching this principle by not carefully monitoring the safety 
of their participants. Analytically, there may be an under-estimation of adverse events 
associated with their interventions and inaccurate research reporting.  
 
Issues with our Case 
 
The plan was to follow up Mrs. AB by telephone. However, her telephone number was 
extracted from the medical record and may be incorrect. No apparent attempt was 
made to verify the number or to determine the best time to call. Even if the Participant 
Information and Consent form explained that a follow up call was to be made, this 
detail may not have been understood given the inadequacy of the informed consent 
process. Hence, Mrs. AB may not have expected a call and may be reluctant to accept a 
call from an unrecognized number. Even if contacted, her poor English and dementia 
may affect her response to such an extent that it is rendered worthless.  
 
Managing the Challenges 
 
Investigators should seek to design study methodology which will minimize losses to 
follow up. It may be possible obtain important outcome data from sources other than 
the participant (e.g. mortality registers, family practitioners or inpatient care teams). 
Relationships should be established with other providers who have legitimate access to 
the information required. However, the participation of other providers would require 
participant consent or a waiver of consent, which, in turn, may impact enrollment.62 
 
Where patient follow up is necessary, a clear explanation of its nature and the 
importance of follow up compliance should be provided at the time of consent. The 
consequences of non-compliance should be presented. As follow up usually involves 
telephoning the participant, primary and secondary telephone numbers should be 
sought and the preferred times for follow up determined. Some researchers also 
request the contact details of a second, consenting individual who can be contacted if 
the participant cannot be contacted.  
 
Calling from some institutions will result in the display of ‘blocked’ on the participant’s 
telephone. As some people are reluctant to answer such calls, participants should be 
warned of this possibility although calling from other sites may be required. A self-
reporting hotline for participants may increase the likelihood of capturing adverse 
reactions.  
 
At least three attempts, over a range of times of the day, are recommended for 
telephone follow up.63 If follow up attempts still fail, triangulation techniques could be 
employed whereby contact details are sought from other sources (e.g. other databases 
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within the institution or jurisdiction, insurance records, community health identifiers, 
general practices and death databases).64 
 
Where patient safety concerns arise if follow-up arrangements turn out to be 
inadequate, the use of data and safety monitoring committees may help to highlight 
such safety concerns early and measures taken to minimize such risks in timely fashion. 
 
Statistical comparisons of patients who have been followed up and those who have not 
are recommended to determine the nature and extent of selection bias in the study. 
Also, sensitivity analyses could be considered where patients lost to follow up are 
assigned both the worst and then the best study outcome. Analyses are then 
undertaken to determine the range between the hypothetical worst and best study 
outcomes, which gives a measure of the robustness of the outcomes. 
 
Under other circumstances, in very poor countries, follow up may require the 
participant to stay locally. If so, perhaps providing a place to live for a day or two will 
help, or assigning a research assistant to travel to where the participant has returned. 
 
In disaster situations, the only methods of follow up may be that the patient or their 
surrogate actually returns to the medical area, or a research assistant going to that part 
of the camp. Loss of follow up is particularly problematic in war-torn areas where 
patients are often internally displaced persons or victims. 
 
 

Funding Emergency Medicine Research 
Clinical research usually has resource implications. Funding may be required for specific 
equipment, consumables and research assistance. However, many EM research projects 
are undertaken without specific funding and rely upon, in large part, the volunteer efforts 
of the researchers and others. This, in turn, will have opportunity costs for those involved. 
Importantly, inadequately supported projects may result in poor clinical research 
practices, which may compromise the integrity of the data and, potentially, result 
incorrect study findings. Conversely, well-funded studies can create parallel ethical 
issues, for example, when per capita payments are provided to host country investigators 
which might be deemed unduly coercive in one country but not in another. 
 
The Challenges 
 
Emergency medicine research does not share the high profile of disciplines like cancer 
research. Emergency medicine specific funding foundations are few and enjoy less 
financial support than more ‘emotional’ medical disciplines like paediatric or cancer care. 
Mainstream research has its importance. However, ethical issues arise when mainstream 
areas of research are prioritised over significant health problems such as sepsis research 
or head injury. Emergency medicine research is difficult and complex at best largely 
because of the nature of emergency and acute medicine. Studying the long-term 
consequences of emergencies requires long follow up and substantial resources. 



 

 
34 

Consequently, research funding is hard to obtain in most countries and competition is 
fierce.   
 
Applications for funding research in EM research face challenges rarely encountered by 
the more well-known specialties. The importance of EM research may not be understood. 
Few EM researchers have highly acclaimed research track records to support their grant 
applications. This may be perceived as a lack of expertise.65 Grant reviewers may naturally 
be biased towards the familiar, more mainstream areas of research. These funding 
challenges preclude much important research, potentially disadvantaging patients in 
acute care settings. Sometimes studies are undertaken anyway but the necessary 
compromises in design and data collection may impact adversely upon the studies’ 
findings.   
 
International EM research is further challenged by the need to have funding or in-kind 
support across a number of countries. Presently, few funding agencies support such 
cross-border initiatives, with most focusing on research within their particular country. 
Hence, for international projects to be undertaken, funding and other resource provision 
may need to be found within each participating country. Additionally, trial designers need 
to consider financial requirements for international research projects, identify potential 
funding agencies or philanthropic support, whichever is more appropriate, and establish 
these links early. Financial challenges are more common in situations when these aspects 
are considered at a relatively late stage in the study design. 
 
Issues with our Case 
 
The funding arrangements in our case study are questionable. The per capita payment is 
modest and may barely cover paperwork, ethics review and follow up telephone call 
costs. It may assume that there is a research infrastructure in place, and that there are 
personnel available to establish the project in the first instance. Alternatively, there may 
be an expectation that substantial in-kind support from the sites will be provided. While 
this may be acceptable to the sites, this in-kind support appears to extend to the ED 
resident who has to manage the burden of patient enrolment in addition to his usual 
responsibilities. Finally, the per capita payment will act as an incentive to recruit patients. 
While this may be reasonable, there is the possibility that inappropriate patients are 
enrolled – just like Mrs. AB.  
 
Managing the Challenges 
 
Emergency medicine research needs to be supported at local, national and international 
levels. National EM Colleges and Foundations have important roles in research training, 
the fostering and support of research collaborations, the provision of seed funding, and 
the setting of research agendas. Major national and international funding bodies should 
be lobbied to specifically support the most important critical areas of EM. In this regard, 
the determination of national and international research priorities is of critical 
importance.66,67  
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Careful consideration needs to be given to per capita research funding as it may be 
associated with a pernicious conflict of interest among the researchers. Such funding 
effectively rewards patient enrolment. While this may encourage enrolment, there is the 
risk that unsuitable patients are enrolled. In all cases, careful consideration of the study 
inclusion and exclusion criteria is required. However, some exclusion criteria may not be 
clearly defined. For example, while it may be reasonable to exclude patients with 
‘moderate’ pain, the determination of what is ‘moderate’ may vary between researchers. 
Clear definitions of all inclusion and exclusion are required to guide researchers. In 
addition, adequate training should be provided in participant selection and recruitment 
and a governance system established to monitor the enrolment process.  
 
Funding by major international charitable institutions has traditionally been either 
vertical (disease specific e.g. malaria) or horizontal (e.g. health services improvement) in 
nature. A new paradigm is the diagonal approach, which refers to improvements in 
disease-specific outcomes by improving healthcare provision in a community.68 This 
more practical approach has major attractions for EM research, particularly in the 
developing world, as it relies upon improvement of acute healthcare facilities (EDs and 
pre-hospital care systems). When studies are undertaken, every effort should be made 
to ensure that they are adequately funded and that no compromises have been made to 
their internal validity. 
 
Consideration should be given to collaboration with well-established, international 
researchers within other disciplines. It may be possible to incorporate EM components 
into other research programs. Such arrangements may strengthen interdisciplinary 
research collaborations, add value to existing programs and minimize the funding 
required to achieve the EM research objectives.    
 
It is important for investigators to know the laws of countries in which their studies are 
conducted. This includes laws and regulations which govern the best way to transfer 
funds and pay incurred expenses. In addition, funding may be very political in the 
international setting, with much of the funding coming from developed countries no 
matter where the research is conducted. Finally, in international EM settings, the greatest 
burden of disease is from injury and infectious diseases. Hence, aligning research goals 
with local disease burden of disease priorities will improve funding success.  
 
 

Recommendations 
The IFEM Research Committee recommends that international EM research be 
undertaken in line with the principles outlined in the Nuremberg Code4, the Declaration 
of Helsinki5 and the Belmont Report6. In summary, these principles relate to the merit 
and integrity of the research itself; the application of principles of Justice, Beneficence 
and Respect to all research participants; and to the voluntary nature of participation. The 
approach to these principles should be uncompromising. Detailed research 
methodologies should be designed accordingly and sound research governance 
structures established.   
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From a practical perspective, the IFEM Research Committee recommends the following 
for the ethical conduct of international EM research: 
 
1. Ethics and Governance approval 
All research should be approved by suitably constituted local HREC/IRBs and overseen 
by effective research governance structures. Each institution should be sensitive to the 
potentially wide variation in language, culture, beliefs and customs of participating 
countries to ensure that these variations are accommodated within the study 
methodology. Such approval and oversight will add protection for the research 
participants, especially the most vulnerable, and the investigators. 
 
2. Establishment of an International Human Research Ethics 
Committee/Institutional Review Board 
Such an institution could be established under the auspices of the World Health 
Organization or the World Medical Association. In the case of international EM research, 
IFEM could consider establishing such a committee to provide ethics approvals. This 
may carry weight, especially if individual national EM colleges and societies make 
arrangements with their national research authorities to allow for such international 
ethics approvals.  
 
An international HREC/IRB would have the expertise to ensure that local and 
international sensitivities, healthcare and infrastructure differences are addressed 
appropriately. It would provide additional ethics oversight in the conduct of the 
research which would facilitate the standardization of the application of ethical 
principles on a global scale. The authority to approve international research studies 
would obviate the need for ethical approval at each participating site or country (where 
mutual acceptance of ethical approval is established).  
 
Within the international HREC/IRB structure, content expert groups could be 
established to advise on the peculiar research difficulties faced by specific medical 
disciplines. This would be of particular importance to EM research with its inherent 
difficulties in informed consent and time pressures.  
 
3. Informed consent for emergency care research  
Prospectively obtained, written, informed consent should be sought in the large 
majority of EM research projects. Only in some circumstances (e.g. life-threatening or 
time-sensitive conditions), where informed consent is not possible, should other means 
of consent be considered (e.g. delayed, waiver). In these circumstances, the reviewing 
HREC/IRB will carefully scrutinize the proposed consent process and may require active 
measures for community consultation and feedback prior to approval for the research 
to proceed. 
 
4. Research funding 
Emergency care is a highly subsidized commodity in many communities. Countries 
should allocate funding for community-wide EM research projects/emergency disease 
registries to provide the basis for future research. It would be incumbent upon those 
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funded to undertake this research to demonstrate the worth of their outcomes and 
thereby justify their support. Guidelines for the identification of priority areas for 
emergency care research and registries are also recommended.  
 
It is recommended that national and international institutions (e.g. IFEM) establish 
foundations whose primary responsibilities include the generation of funding to 
support research on the international scale. Such institutions would also have an 
important role in lobbying political bodies to support and promote important 
international research collaborations.    

 
5. Research Training 
Training in research methodology should be built into the curricula of EM residency 
training and trainees’ knowledge assessed appropriately e.g. research portfolios, ability 
to critically appraise the literature. 
 
The International Federation for Emergency Medicine supports the professional 
development of EM research and researchers through the various professional societies 
in each country. In this regard, it has a responsibility to contribute to research training 
and is developing a range of activities and resources to help facilitate this, including: 
 

• Ethical Conduct in Research - IFEM Research Committee Checklist3 
• IFEM Research Project endorsement69 
• IFEM International Research Collaboration Endorsement70 
• Useful Emergency Medicine Research Links71 
• International Conference on Emergency Medicine - pre-conference research 

workshops 
• A suite of Research Primers (under development) 
• A peer review service for junior researchers (under development) 
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