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Research With Protected Populations - Vulnerable Subjects: An Overview
	Content Author 
· David Forster, J.D., M.A. 
Western Institutional Review Board 




	Introduction
	The concept of subject vulnerability is important to research ethics and to regulatory compliance. U.S. Department of Health and Human Services (DHHS) regulation 45 CFR 46.111(b) and U.S. Food and Drug Administration (FDA) regulation 21 CFR 56.111(b) require that "when some or all of the subjects are likely to be vulnerable to coercion or undue influence, additional safeguards have been included in the study to protect the rights and welfare of these subjects." The DHHS and FDA regulations, and International Conference of Harmonization (ICH) guidelines provide partial lists of subjects who should be considered vulnerable, but they do not provide a definition of vulnerable subjects or an explanation of the causes of vulnerability. The goal of this module is to provide an understanding of the concept of vulnerability and to discuss some of the characteristics of vulnerability.
Learning Objectives: 
After completing this module you should be able to: 
· Discuss the elements associated with autonomy. 
· Describe ways that vulnerable subjects may have their rights abused. 
· Identify different classes of vulnerable subjects. 




	Examples from DHHS and FDA Regulations
	DHHS regulation 45 CFR 46.111(b) and FDA regulation 21 CFR 56.111(b) provide the following list of examples of vulnerable subjects: "children, prisoners, pregnant women, handicapped, or mentally disabled persons, or economically or educationally disadvantaged persons."




	ICH Guideline 1.61
	ICH guideline 1.61 provides the following list of vulnerable subjects: 
· Individuals whose willingness to volunteer in a clinical trial may be unduly influenced by the expectation, whether justified or not, of benefits associated with participation, or of a retaliatory response from senior members of a hierarchy in case of refusal to participate.
· Examples are members of a group with a hierarchical structure, such as medical, pharmacy, dental, and nursing students, subordinate hospital and laboratory personnel, employees of the pharmaceutical industry, members of the armed forces, and persons kept in detention.
· Other vulnerable subjects include patients with incurable diseases, persons in nursing homes, unemployed or impoverished persons, patients in emergency situations, ethnic minority groups, homeless persons, nomads, refugees, minors, and those incapable of giving consent.
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	The Concept of Vulnerability
	The Belmont Report identifies three basic ethical principles essential to the review of research: 
· Respect for Persons, Beneficence, and Justice. 
According to the Belmont Report, 
"Respect for Persons incorporates at least two ethical convictions: first, that individuals should be treated as autonomous agents, and second, that persons with diminished autonomy are entitled to protection." 
Vulnerable subjects are those subjects with diminished autonomy. It is useful to further analyze the components of autonomy in order to understand which subjects have diminished autonomy.
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	Elements of Autonomy
	Autonomy is generally broken down into two general elements in the bioethics literature. The first element is mental capacity, the ability to understand and process information. The second element is voluntariness, freedom from the control or influence of others. Therefore, subjects have full autonomy when they have the capacity to understand and process information, and the freedom to volunteer for research without coercion or undue influence from others.




	Who Are The Vulnerable Subjects?
	When a subject has limitations on either capacity or voluntariness, then the subject is vulnerable. Examples of subjects with a lack of capacity are children and individuals with progressive dementia that is not reversible. Examples of subjects with a potential lack of voluntariness are subjects in emergency situations, subjects in hierarchical social structures, subjects who are economically or educationally disadvantaged, subjects who are marginalized in society, or subjects with fatal or incurable diseases. 
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	Considerations about Vulnerability
	· Vulnerability often does not apply uniformly to a given research population. Some of the variables in vulnerability are provided below: 
1. Within any population of vulnerable subjects, individuals will have different levels of vulnerability. 
2. The level of vulnerability of an individual may change due to changes in capacity or in conditions affecting voluntariness. For instance, a subject with diminished capacity due to pain control medication may have lucid periods. It is the researcher's responsibility to systematically assess capacity to consent prior to and during the research activity. 
3. The IRB considers a hypothetical group of subjects, whereas the investigator interacts with actual subjects. Therefore, the investigator must take into account the actual vulnerability of a given subject and act accordingly in the consent process and in the conduct of the research. 
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	To What Are Vulnerable Subjects Vulnerable?
	Subjects who are vulnerable are more likely to have their rights abused in the following ways:
· Physical Control - Vulnerable subjects have been physically forced to participate in research at times. This represents a complete lack of voluntariness. A classic example is the use of prisoners of the Nazi Holocaust camps in research with an endpoint of subject death, such as the hypothermia studies. The subjects had no choice about whether or not to participate, and were under the complete physical control of the investigators. A recent example is a surgeon in California who kept a subject under anesthesia to perform research after clinically-required surgery, despite the subject's prior refusal to participate in the research. 
· Coercion - The use of a credible threat of harm or force to control another person. An example of coercion is a nursing home resident who was forced to choose between participating in a research study or leaving the nursing home, as reported in the June, 2000, Office of the Inspector General Report OEI-01-97-00195, "Recruiting Human Subjects." 

	
	

	
	[image: https://www.citiprogram.org/citidocuments/002IMAGES/polygimists.gif]

	
	

	· Undue Influence - The misuse of a position of confidence or power to lead another to make a decision he/she would not otherwise have made. An example would be a physician's affirmative response to a patient's inquiry of whether the patient should enter a research study, when in fact the physician knows that participation in the study is not in the patient's best interest. Another example would be to offer a substantial amount of money to people of low economic status to participate in a research study. 
· Manipulation - Deliberate management of conditions or information in such a way as to lead another to make a decision he would not otherwise have made. Examples of information manipulation include lying, withholding information, and exaggeration. 








	Specific Classes of Vulnerable Subjects
	There are several classes of vulnerable subjects, with varying degrees of potential vulnerability. These classes are discussed below, including the potential for control, coercion, undue influence, or manipulation.

	· Children have a wide range of capacity depending on age, maturity and psychological state. There is potential for control, coercion, undue influence, or manipulation by parents, guardians, or investigators, particularly of young children. 
· Embryos and Fetuses have absolutely no capacity and are under the direct control of the mother. 
· Mentally Disabled Individuals have problems with capacity, which may be continuous or fluctuating, depending on the disability. In addition, they may have limitations on voluntariness due to being institutionalized or hospitalized, are economically and educationally disadvantaged, or suffer from chronic diseases. As a result, they are potentially subject to control, coercion, undue influence, or manipulation.
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	· Emergency Situations create a condition where capacity and voluntariness is compromised. There are often limitations to capacity due to the emergency condition. There are often limitations on voluntariness due to time constraints or hospitalization. An example is research on heart attack medications, in which the subjects are asked to consent in the ambulance on the way to the hospital. There is the potential for control, coercion, undue influence, or manipulation. 

	· Hierarchical Social Structures that confront hospitalized patients, nursing home residents, students, prisoners, military personnel, and some ethnic groups create situations where voluntariness can be compromised. There is potential for control, coercion, undue influence, or manipulation. 
· Educationally Disadvantaged Subjects may have limitations on understanding of the study they will participate in, and may even be illiterate. The possibility exists for undue influence and/or manipulation. 
· Economically Disadvantaged Subjects may be vulnerable due to a limitation on voluntariness. They may enroll in research only to receive monetary compensation (such as in Phase I drug studies), or they may enroll in research to obtain medical care they cannot otherwise afford. There is potential for undue influence or manipulation. 
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	· Marginalized Social Groups may lack influence in society as a result of race, age, disease, or caste systems. These groups often do not have full access to social institutions such as the legal system. There is the potential for control, coercion, undue influence, or manipulation. 
· Individuals with Incurable or Fatal Diseases often have limitations on voluntariness, and in addition may have problems with capacity caused by disease or medications. These individuals may accept very high risks in desperation for a cure, even when there is little or no prospect of direct benefit. 




	Conclusion
	DHHS and FDA regulations provide lists of potentially vulnerable subjects, and require the consideration of additional safeguards for vulnerable subjects, but do not provide a definition of vulnerability or an explanation of the causes of vulnerability. The goal of this module is to show that vulnerability arises from limitations on subjects' capacity or voluntariness, two essential elements of subject autonomy.
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		Research with Children - SBR
Content Author 
· Lorna Hicks, M.S., CIP
Duke University
Introduction
Based on concern for the welfare of children as research subjects, protections for children that exceed those for adults were incorporated into the federal regulations for protecting research subjects. At the same time regulators recognized that some research presents no more than minimal risk to children and allowed for flexibility in the parental permission and child assent processes. This module will describe both the required additional protections and the options for flexible application of the regulations. In addition, the module includes a case study about a waiver of parental permission for children to participate in research. 

	Learning Objectives
By the end of this module, you should be able to: 
· Know how the federal regulations define "children" 
· Identify the federal regulations for protecting research subjects that apply to research with children 
· Describe when research with children may be exempt from the regulations and when it may be expedited 
· Outline the parental permission and child assent processes 
· Apply the criteria for waivers of parental permission and child assent 
· Understanding the requirements for documenting parental permission and child assent 
	




		Defining "Children
[image: https://www.citiprogram.org/citidocuments/002images/children/KIDSj0399747.jpg]According to the federal regulations, children are persons who have not yet attained the legal age of consent under the applicable laws in the jurisdiction in which the research will be conducted. Generally, though not always, the age of consent is the age at which minors reach the age of majority and are considered adults. In the United States, state law dictates the age of majority. In most states, the age of majority is 18. This means that a 17 year old may be considered a child when applying the federal regulations for protecting research subjects.
Investigators should be aware that the age of majority might be quite different in other countries. It is also possible that a nation may have no legal definition of majority. In such cases investigators will have to rely on community standards. For example, a researcher in Sierra Leone found that adulthood for the male population he wished to study was conferred through a Shamanic initiation process.
In the United States, some states have a legal process of emancipation that confers adult status on those who are younger than the age of majority. The conditions under which children may be released from parental authority vary from state to state. For example in some states emancipated minors may have the legal authority to provide permission for their own children to become research subjects, but may not be able to consent for themselves unless the requirement for parental permission is waived by an IRB. Consult with your IRB if these issues are relevant to your research. 




		Regulations That Apply to Research with Children[image: https://www.citiprogram.org/citidocuments/002images/kidatchalkboard.jpg]
1. The basic federal regulations for protecting research subjects known as the Common Rule: Department of Health and Human Services (DHHS) Regulations, Subpart A, adopted by numerous federal agencies and departments. 
2. The provisions of Subpart D, of the DHHS regulations, Additional Protections for Children Involved as Subjects in Research. 
The provisions of Subpart D must be applied to all research funded by the DHHS (which includes NIH). However, not all federal agencies that have adopted the Common Rule have also adopted Subpart D. In addition to DHHS, only the Food and Drug Administration and the Department of Education have adopted it. Institutions may elect to apply the subpart to all research, regardless of the source of funding.
Subpart D includes:
· Restrictions on the applicability of the criteria for exemption when children are the subjects. 
· A hierarchy of four levels of risk and associated benefits. 
· Specifications for parental permission and child assent requirements at each level. 
· Criteria for waivers of parental permission and child assent.

3. State and local law and institutional policy, as applicable. For example, provisions for waiving parental permission for neglected or abused children cannot violate federal, state, or local law. The permissibility of such waivers may also be governed by institutional policies. 


	Exempt Research with Children as Subjects
The Common Rule describes activities that, although they do meet the definition of research with human subjects, are not subject to the provisions of the rule. Research eligible for exemption must include only activities that fall in one or more of six categories. (Following a link will open a new window in your browser. To return to the module, close the new window.)
Subpart D restricts the use of exemptions with children as subjects.
The exemption categories that may be used with children include:
1. Research conducted in established or commonly accepted educational settings, involving normal educational practices.
2. Research about educational tests.
3. Observations of children in public settings, providing the researcher does not participate in the activities being observed. 
4. Studies using existing data about children, (a) if the data are publicly available, or (b) if they are recorded in such a way by the investigator that the identity of the children cannot be determined either directly or indirectly.
5. Studies conducted by federal departments or agencies about government programs, such as welfare programs.
6. Taste and food quality evaluations and consumer acceptance studies, under some circumstances. 

According to Subpart D, exemptions may not be used for any of the following: 
1. Research involving interviews.
2. Research involving surveys.
3. Observation in which the researcher participates in the activities observed.

Note: Consult your IRB about your institution's exemption policies and procedures. 




		Expedited Review When Children Are Subjects[image: https://www.citiprogram.org/citidocuments/002images/kidscomputer.gif]
Expedited review is an option when the research activities pose no more than minimal risk to subjects and fall within explicitly defined categories of activity. The categories cover a range of activities, including research on individual behavior using interviews and questionnaires and the use of cheek swabs to collect genetic material. With one exception for blood draws, there are no regulatory restrictions on using the expedited review process when children (minors)are subjects.Institutions are free to have more restrictive policies specifically for children.
Parental Permission and Child Assent
The General Process
The basic consent model when working with children is that parents (or legal guardians) provide permission for their children (or wards) to participate in research and for the researcher to contact the children. Children then provide their assent to become subjects. Assent is a child's affirmative agreement to participate. The absence of dissent should not be construed as assent when the child is old enough that this is meaningful. Generally, parental permission can only override a child's dissent when the health of the child is at stake.
Although particulars vary, it is generally assumed that children (minors) have limited rights to decide what will happen to them, based on their age and maturity. On one end of the age and maturity continuum are infants and toddlers who are not capable of making a decision about whether to participate, although they may evidence dissent if they become distressed. On the other end of the continuum are older adolescents who are both capable of making a decision and actively assenting or dissenting to participate in research.
No guidelines can replace a researcher's knowledge about the children to be recruited for a study. Researchers should be prepared to support their proposed assent process either with data or experience-based evidence, particularly if the children involved have vulnerabilities other than their youth, or live in a country, community, or society unfamiliar to the IRB.
How Much Information to Give Children
The federal regulations specifying what must be included in an adult consent process also apply to the parental permission process. However, there are no regulations that require specific elements or define the content or format of the child assent process.
Research about children's decision-making skills supports the common practice of using different assent processes for children and for adolescents, with the level of disclosure increasing as children grow older. Mature adolescents should generally be provided with study information comparable to that provided to adults. 
[image: https://www.citiprogram.org/citidocuments/002images/children/j0415771.jpg]
Cultural Differences
Investigators may need to take into account the nationality, ethnicity, and socio-economic status of their potential subjects in order to design appropriate parental permission and child assent processes.
Cultural assumptions about the rights of children vary widely. In some countries or subgroups it may be inappropriate and perhaps offensive to ask children to make research-related decisions.
Longitudinal Studies
In order to respect the emerging maturity and autonomy of child and adolescent subjects in longitudinal studies, some researchers advocate revising the assent and permission processes appropriately and reaffirming assent as the child grows older. Once the child reaches the age of majority (typically 18) he or she may sign a consent form for adults.




		Parental Permission, Child Assent, and Risk Level
Categorizing Risk Level
According to Subpart D, research with children can be divided into four categories of risk and related benefits. Each category carries specific review requirements as well as parental permission and child assent requirements. As levels of risk increase and benefits to individual children decrease, review criteria become more stringent and the requirements for permission and assent increase. 
Most research in the social and behavioral sciences will fall into the first two of the four research categories. 
1. [bookmark: 1]Research with no more than minimal risk.(1). Adequate provisions must be made for securing permission of one parent and assent of the child, as appropriate. The regulations allow for waivers of some or all of the provisions of consent parental permission and child assent, under defined circumstances (see section 5.6).
2. Research involving more than minimal risk but presenting the prospect of direct benefit to the children participating in the study. The parental permission and child assent requirements are the same as those for studies with no more than minimal risk. The risk must be justified in relationship to the anticipated benefits. 
The two remaining categories primarily cover research on therapy for a disease or condition. They are: 
1. Research involving greater than minimal risk and no prospect of direct benefit to individual subjects, but likely to yield generalizable knowledge about the subject's disorder or condition. 
2. Research not otherwise approvable which presents an opportunity to understand, prevent, or alleviate a serious problem affecting the health or welfare of children.

	Waivers of Parental Permission and Child Assent
[image: https://www.citiprogram.org/citidocuments/002IMAGES/skinner2.jpg]
An IRB may decide that child assent is not required because a child is not capable of providing assent. The regulations offer the following guideline: "In determining whether children are capable of assenting, the IRB should take into account the ages, maturity, and psychological status of the children involved."
In addition, Subpart D allows waivers of some or all of the required elements of consent for the parental permission and child assent processes, according to criteria established in the Common Rule. The criteria are:
1. The research involves no more than minimal risk to subjects. 
2. The waiver will not adversely affect the rights and welfare of the subjects. 
3. The research could not practicably be carried out without the waiver. 
4. Whenever appropriate, the subjects will be debriefed after the study. 
In addition to permitting waivers of parental permission and child assent in accordance with the Common Rule, Subpart D includes provisions for waiving the requirement to secure parental or guardian permission if an IRB determines that a research protocol is designed for conditions or for a subject population for which permission is not a reasonable requirement to protect the subjects. For example, an important area of inquiry is why and how certain teenagers come to live on the streets. An anthropologist wishing to interview teenagers who are runaways or who have severed ties with their families could not do so if parental permission were required. 




		Case Study: Waiver of Parental Permission 
Prevention of Sexually Transmitted Diseases (STDs) in Adolescents
Researchers wish to contact minors who have accessed the services of a clinic for treatment of STDs. In the state in which the research is being conducted, minors are legally permitted to access these services without parental consent. The goal of the research is to identify the kinds of information the teenagers had before they acquired the STD and whether and how possessing the information affected their sexual behavior. The researchers are asking for a waiver of parental permission to interview teenagers who, based on full disclosure of the study's goals, are willing to take part in the research. The request is based on the grounds that if parental permission were required, it would pose a serious threat to the subjects' privacy and further, the adolescents' concerns about potential loss of confidentiality would limit enrollment and make the research impracticable. No identifiers will be collected. 
Based on the regulations, the following questions would have to be asked to determine whether the study meets the criteria for a waiver of parental permission:
1. Is the level of risk more than minimal? 
· Considerations: The researchers want to interview teenagers who have already sought treatment. The research does not involve medical treatment, but is limited to an interview. The teenagers will be fully informed about the research goals and the kinds of questions they will be asked. Identifiers will not be collected. Therefore, it can be argued that the probability and magnitude of harm or discomfort are not greater in and of themselves than those ordinarily encountered in daily life or routine physical or psychological exams; that is, that the research involves no more than minimal risk.
2. Would the waiver affect the rights and welfare of the subjects? 
· Considerations: Assent will be obtained from the adolescents. Therefore, their right to make decisions about whether they will become research subjects will not be adversely affected. Parents' rights to make decisions about whether their child becomes a research subject may be limited when adolescents have been granted the right to privacy in certain matters by state law.

3. Could the study practicably be conducted without the waiver? 
· Considerations: If the minors needed to get permission from their parents they would have to reveal that they are sexually active and that they have contracted a venereal disease, the answer to the question would probably be "no". While some parents might be aware of their child's health status, the researchers are familiar enough with the community in which the research is taking place to know that this is not likely. 
4. Is debriefing possible and will it be conducted? 
· Considerations: No demographics will be collected for any follow-up. The purpose of the study will be explained in the consent process. Notifying parents after participation would not be helpful and would jeopardize the minors' privacy. 
Based on the answers to these questions, an IRB might conclude that parental permission could be waived under the regulations. IRBs could come to different conclusions, based on institutional policy, community standards, and state law. IRBs could require that additional procedures be put in place to protect the subjects. For example, an IRB could request that a research project have a child advocate who could assess whether an adolescent should participate. This would be someone not associated with the research team and with whom an adolescent could discuss his or her involvement.




		Documentation of Parental Permission and Child Assent[image: https://www.citiprogram.org/citidocuments/002images/teachkid.jpg]
Documentation of parental or guardian permission for children to become research subjects is required unless waived by an IRB in accordance with the regulations, as described below. Documentation of child assent is not required by the federal regulations for protecting research subjects. Institutional Review Boards have the discretion to determine the appropriate manner, if any, of documenting child assent.
If adolescents are involved in research where a consent form would have been used if the subjects were adults, it would generally be appropriate to use a similar form to document an adolescent's assent.
Waivers of the requirement to document parental or guardian permission may be approved by an IRB in accordance with the same regulations that govern waivers of the requirement to document adult consent. Thus, such waivers may be permitted under the following two conditions:
1. The documentation of consent is the only record linking the child to the research, and the principal risk would be potential harm resulting from a breach of confidentiality. If subjects wish to have a signed consent form, their wishes will govern.
2. The research involves procedures for which consent is not normally required outside the research environment. 

	When the requirement for documentation is waived, the IRB may require the investigator to present each subject (or parent or guardian) with a written statement regarding the research.
Summary

The federal regulations include special protections for children that include specific criteria for the kinds of review that may be used. When conducting research with children, researchers must develop parental permission and appropriate child assent processes. Requests to waive the requirements to secure parental permission and child assent and of the requirement to document parental permission may be approved by an IRB. 

Revised 06-08-11

	Footnote
[bookmark: one]1. "Minimal risk means that the probability and magnitude of harm or discomfort are not greater in and of themselves than those ordinarily encountered in the daily life or during the performance of routine physical or psychological examinations or tests." Daily life refers to the daily life of normal children. (return)
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	Vulnerable Subjects - Research Involving Minors
Content Author 
· Bruce Gordon, M.D.
The University of Nebraska Medical Center
Introduction 
The history of research with human subjects also includes the medical experimentation on children. That history has greatly influenced the research that is now permitted to include children. This module presents an overview of the historical involvement of children in biomedical research as well as the development of Federal regulation in the form of Subpart D of 45 CFR 46. A discussion of the permitted research, with examples, provides a detailed review for biomedical researchers who are, or will be, conducting research with children. Additionally, NIH guidelines as well as FDA guidance and regulation are also included.
Learning Objectives 
After completing this module, you should be able to:
· Describe the major historical events that influenced how research with children as subjects is currently conducted. 
· Identify problems with research involving children that may violate ethical standards. 
· Understand the assent and informed consent requirements on different types of studies involving children. 
· Understand the current efforts by the FDA to ensure the inclusion of children in studies on the safety and efficacy of new drugs. 

		Historical Events that have Influenced Research on Children 
Early Medical Experiments 
[image: https://www.citiprogram.org/citidocuments/pictures/mod9/jenner-giving-first-smallpox-vaccination.jpg]
In the 18th century, a number of early "medical experiments" involved the immunization of children. They were deemed good subjects because they had no prior experience with the disease and they were convenient or in close proximity to the investigator. Edward Jenner tested the first smallpox vaccine on his own son, and then on 48 children in an almshouse. The orphans were then infected with smallpox to determine efficacy. Early American pediatrician Benjamin Waterhouse tested an initial shipment of vaccine by vaccinating his own children, then exposing 3 of them to smallpox patients. 
The 19th century saw growth in a wide range of institutions for children (orphanages, foundling homes, hospitals), reflecting growing public concern for the welfare of children. As these institutions became more common, the health needs of institutionalized children encouraged pediatric experimentation, and these institutions provided ideal conditions for these experiments. Alfred Hess, the medical director of Hebrew Infant Asylum in New York, used his charges to conduct seminal experiments on the anatomy and physiology of digestion, on pertussis, mumps, and varicella immunizations, and on nutritional deficiencies. He insisted that "conducting experiments in an asylum is ideal because it approximated the conditions insisted on in studying experimental infection in animals but which could rarely be controlled in a study of infection in man." 
Some of these experiments were of benefit to the children involved. For example, Louis Pasteur conducted large scale tests of new diphtheria antitoxin in 1893-4 in children in Paris orphanages. Others were less beneficial or dangerous to children. Karl von Ruck tested a "TB vaccine" on 262 children in a Baptist orphanage in North Carolina. Experiments in guinea pigs (performed after the large scale human tests) subsequently showed that the "vaccine" increased the risk of developing TB.

	Growing Concern 
[image: https://www.citiprogram.org/citidocuments/pictures/mod9/vivsectionbrochure.jpg]
The latter half of the 19th century saw the rise of the Anti-vivisection movement. Primarily opposed to use of live animals for medical research, the movements also opposed medical experimentation in charity hospitals, and especially in the use of children as research subjects. The Antivivisectionist press exposed the Rockefeller Institute studies of lutein for the diagnosis of syphilis in 1912. Control subjects for these trials included 46 normal children between 2 and 8 years of age. 
Between 1914 and 1920, Alfred Hess and Mildred Fish conducted studies on etiology of scurvy during which they withheld orange juice from institutionalized infants until they developed hemorrhages associated with scurvy. Similar studies performed to determine etiology of rickets. When the details of these studies became public, journalist and social reformer Konrad Bercovici wrote "no devotion to science, no thought of greater good to the greater number, can for an instant justify the experimenting on helpless infants, children pathetically abandoned by fate and entrusted to the community for their safeguarding. Voluntary consent by adults should, of course, be the sine qua non of scientific experimentation."




	National Research Act (1974) 
Research excesses (including research on hepatitis using mentally retarded children at Willowbrook in the 1950s and 1960s) culminating in the exposé of the PHS syphilis experiments, led to the passage of the National Research Act in 1974. 
The Act established the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research. Among the charges of the commission was to "identify the requirements for informed consent to participation in biomedical or behavioral research by children." The Commission's report on Research Involving Children was published in 1977, and largely translated into regulations as 45 CFR 46 (Subpart D), "Additional Protections for Children as Research Subjects." 
National Commission Report and Federal Regulations 
The National Commission's report described a "sliding scale" for research involving children. Research was to be classified according to the risk and the direct benefit to the child. As the risk-benefit relationship of the research became less favorable, additional protections were to be imposed. These categories were translated into sections 45 CFR 46.404, 405, 406 and 407 of Subpart D of the DHHS Regulations. Research involving minors must fit into one of these categories to be approvable by the IRB. 
See Appendix for a summary of National Commission's Analysis of Problematic Issues Involving Children as Research Subjects. 
Regulations and Guidance
Children 
“Children” are persons who have not attained the legal age for consent to treatments or procedures involved in the research, under the applicable law of the jurisdiction in which the research will be conducted.

Assent and Permission in the Federal Regulations 
For a child to participate in research, permission of one or both parents is required, and in most cases, assent of the child is also needed. "Assent" means a child's agreement to participate in research. Mere failure to object should not be construed as assent. However, not all children are capable of assent, due to their age, maturity, and psychological state. IRBs are responsible for making the decision when assent is an absolute requirement. 
Waiver of consent or assent is also allowed, as per the requirements of 45 CFR 46.116(d). This only applies to studies approvable under 45 CFR 46.404, as will be seen below, since these studies involve no more than minimal risk to the subjects. 
Categories of Allowable Research
Research involving no greater than minimal risk (46.404) 
To be approvable under 45 CFR 46.404, research must present no more than minimal risk to the subject. Minimal risk “means that the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests.”. 
Minimal risk procedures might include:
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· Venipuncture, bagged urine collection. 
· Chest radiograph. 
· Psychological tests. 
· Classroom observation. 
No direct benefit to the child is needed for research to be approvable under 45 CFR 46.404. 
*Note: That while a procedure may be minimal risk it may not necessarily be approvable by the IRB via expedited procedure. Conversely, it should not be assumed that a procedure listed in the expedited categories is automatically minimal risk. 

	Examples of research projects potentially approvable under 46.404 include: 
· A study to determine the relationship between maternal age and head circumference at birth. Measurement of head circumference is part of the normal newborn examination, and is therefore minimal risk.
· A study to determine the incidence of asymptomatic proteinuria in school age children. The research involves the analysis of a voided urine collection, which is minimal risk.
Research involving greater than minimal risk but presenting the prospect of direct benefit (46.405) 
Research that presents greater than minimal risk to the subject may be approvable under 45 CFR 46.405 if it holds the potential for direct personal benefit to the child. The benefit must balance or outweigh the risks, and the risk-benefit relationship must be at least as favorable as that seen with standard care. 
Example of a research project potentially approvable under 46.405 is:
· A pilot study of a shorter duration of antibiotic treatment for uncomplicated otitis media. The potential benefit associated with the shorter duration of treatment is reduced cost, increased compliance, and a reduced rate of antibiotic related diarrhea. The risk associated with the shorter duration of therapy is a higher likelihood of treatment failure.
The risks associated with this research appear to be greater than minimal, but there is the prospect of direct benefit to the child (reduced cost, increased compliance, and a reduced rate of antibiotic related diarrhea). If the IRB decides that the potential benefits balance or outweigh the risks, and the risk-benefit relationship is as favorable as that seen with standard care, this research would be approvable under 46.405. 

	Research involving greater than minimal risk and no prospect for direct benefit (46.406) 
[image: https://www.citiprogram.org/images/Module9/minrisk.jpg]Research involving greater than minimal risk and no prospect for direct benefit to the subject may be approvable under 45 CFR 46.406. 
Under this section, the risks associated with the research must satisfy certain specific criteria: 
· The risks must be no more than a "minor increase" over minimal risk. No definition of "minor increase" is provided in the Federal Regulations. According to the National Commission "...while [minor increase] goes beyond the boundaries of minimal risk, it poses no significant threat to the child's health or well being." Interventions that might constitute a minor increase include:
· Catheterized urine collection
· Skin biopsy or bone marrow biopsy 
· MRI scan with sedation 
· Sensitive survey 
· Risks must be commensurate with those inherent in the subject's actual medical situation. According to the National Commission, "the requirement of commensurability of experience should assist children who can assent to make a knowledgeable decision about their participation in research, based on some familiarity with the procedure and its effects.. " 
· The research must be likely to yield knowledge of vital importance about the child's disease or condition. 

	Example of a research project potentially approvable under 46.406 is: 
· A study to determine the clinical relevance of a new technique to quantitate minimal residual disease (MRD) during therapy for acute lymphoblastic leukemia in children. The study requires one additional bone marrow aspirate be performed during the course of treatment. Therapy for the subject will not be altered based on the results of the assay. However, if it can be shown that the presence of MRD predicts poor outcome, in the future, patients with MRD can receive more intensive treatment and increase their chance of cure. 
It can be argued that the risk of a bone marrow aspirate in a normal child is only a minor increase over minimal risk. Further, the risk appears commensurate with risks inherent in the subject's actual medical situation, and the research may yield knowledge of vital importance about the child's disease (leukemia). Therefore, this research may be approvable under 46.406. 
Research otherwise not approvable (46.407) 
Research not approvable under any of the previous sections, but which presents an opportunity to understand, prevent, or alleviate a serious problem affecting the health and welfare of children, may still be approvable. The research must be reviewed by a panel of experts appointed by the Secretary of DHHS. The research must be conducted in accordance with sound ethical principles. 

	Inclusions of Wards (e.g., Foster Children)
[image: https://www.citiprogram.org/citidocuments/002IMAGES/von_herkomer_hubert_orphans.jpg]
Remembering the exploitation of orphans as subjects of medical research, the National Commission also specifically addressed the inclusion of wards of the state. They noted that it is important to "learn about the effects of the settings in which children who are wards of the state may be placed ... in order to improve the care that is provided for such children." Further, they thought it important to avoid embarrassing these children by excluding them from research in which their peers in a school, camp, or other group setting might be participating. To these ends, the commission notes that the IRB should "evaluate the reasons for including wards of the state as research subjects and assure that such children are not the sole participants in a research project unless the research is related to their status as orphans, abandoned children, and the like."
45 CFR 46.409, reflecting the National Commission report, restricts the involvement of wards in research that is greater than minimal risk and without direct subject benefit (research approvable under 46.406) and in research not otherwise approvable which presents an opportunity to understand, prevent, or alleviate a serious problem affecting the health or welfare of children (research approvable under 46.407). Wards may only be enrolled in such research if the research is related to their status as wards, or is conducted in schools, camps, hospitals, institutions, or similar settings in which the majority of children involved as subjects are not wards. Further, the regulations require that each child have an advocate appointed who has the background and experience to act in, and agrees to act in, the best interests of the child, and who is not associated in any way with the research, the investigators, or the guardian organization. It is important to note that the IRB has the responsibility to appoint the guardian and not the investigator.
Who provides consent? [Per 45 CFR 408] 
	 
	BENEFITS

	 
	 
	NONE (46.404)
	CHILD (46.405)
	GENERALIZABLE KNOWLEDGE (46.406)
	NOT OTHERWISE APPROVABLE BUT FURTHER UNDERSTANDING, PREVENTION, OR ALLEVIATION OF SERIOUS PROBLEM (46.407)

	RISK TO CHILD
	MINIMAL
	Both Parents (IRB may find permission of one parent sufficient)
	N/A
	N/A
	N/A

	
	GREATER THAN MINIMAL
	N/A
	Both Parents (IRB may find permission of one parent sufficient)
	Both Parents**
	Both Parents**


 
NOTE: The IRB shall determine that adequate provisions are made for soliciting the assent of the children, when in the judgment of the IRB the children are capable of providing assent. If the IRB determines that the capability of some or all of the children is so limited that they cannot reasonably be consulted or that the intervention or procedure involved in the research holds out a prospect of direct benefit that is important to the health or well-being of the child (46.405) and is available only in the context of the research, the assent of the child is not a necessary condition for proceeding with the research.
**Research falling under 46.406 and 46.407 requires permission to be obtained from both parents, unless one parent is deceased, unknown, incompetent, or not reasonably available, or when only one parent has legal responsibility for the care and custody of the child.

	Other Guidelines on the Inclusion of Children in Research Involving Human Subjects 
NIH Guidelines 
[image: https://www.citiprogram.org/citidocuments/002IMAGES/lind2.jpg]
Although the adoption of subpart D marked a high point in the protection of children, there were concerns that children would also be denied the potential benefits of medical research. In 1977 the American Academy of Pediatrics agreed that children capable of providing assent have the right to refuse research participation. However, the Academy also pointed out that exclusion of children from drug studies was more unethical than clinical testing, and could lead to devastating results. 
The antibiotic chloramphenicol was released in the 1950s without adequate testing in infants and children. As use of the drug became more common, reports of a serious and often fatal reaction called the Grey Baby Syndrome surfaced. This reaction was related to slow clearance of the drug in infants as compared to adults, due to deficiency in hepatic glucuronyl transferase in infants. Similarly, though less devastating, widespread use of tetracycline in children was subsequently shown to be associated with dental dysplasia. 
Nonetheless, children continued to be excluded from drug testing. A survey of the 1991 Physician's Desk Reference showed that 81% of listed drugs contained language disclaiming use in children or restricting use to certain age groups. 
In March 1998, the NIH published Guidelines on the Inclusion of Children as Participants in Research Involving Human Subjects, to answer some of these concerns. The guidelines state "... children must be included in all human subjects research conducted or supported by the NIH unless there are scientific or ethical reasons not to include them". Possible justifications for the exclusion of children from NIH Funded studies include: 
· The research topic is irrelevant to children.
· Knowledge sought is already available in children or will be obtained from another ongoing study.
· A separate age-specific study is warranted and preferable, or 
· Insufficient data are available in adults to determine potential risks in children. 
The NIH Guidelines state that "inclusion of children must be in compliance with all applicable subparts of 45 CFR 46" 
For more details see NIH Policy and Guidelines on the Inclusion of Children as Participant in Research involving Human Subjects 

	FDA Guidance and Regulation 
[image: https://www.citiprogram.org/images/Module9/girlanddoc.jpg]In 2001, in response to the Children's Health Act of 2000, the FDA adopted Additional Protections for Children in Clinical Investigations (21 CFR 50 subpart D). These regulations are largely equivalent to the HHS regulations at 45 CFR 46 subpart D. 
The FDA has also attempted to answer concerns regarding the exclusion of children, by taking a "carrot and stick" approach. The Best Pharmaceuticals for Children Act (2002) extends marketing exclusivity for pharmaceutical companies who test new drugs in children. The Pediatric Research Equity Act (2004) enables FDA to require testing of drugs for pediatric use. 

	Summary
Early medical experiments involving children, especially institutionalized children, lacked sound ethical research practices. Growing public concern over the exploitation of children led to movements aimed at protecting the rights of children and resulted in the establishment of ethical standards and federal regulation. The National Research Act for the Protection of Human Subjects in Biomedical and Behavioral Research established the National Commission. The National Commission Report provides a "sliding scale" classifying research according to the risk and the direct benefit to the child, and provides the requirements for assent and informed consent for participation in research involving children. Specific requirements are: 
Research involving no greater than minimal risk (46.404) requires:
· The permission of one parent and the assent of the child.

	Research involving greater than minimal risk but presenting the prospect of direct benefit (46.405) requires:
· The benefit must balance or outweigh the risks. 
· The risk-benefit relationship must be at least as favorable as that seen with standard care. 
· Permission of one parent. 
· Assent of the child, unless the research holds out a prospect of direct benefit to the child which is not available outside the research. 
Research involving greater than minimal risk and no prospect for direct benefit (46.406) requires:
· The risk is only a minor increase over minimal risk. 
· The risks are commensurate. 
· The research will likely yield knowledge of vital importance. 
· Permission of both parents. 
· Assent of the child. 
Review the Appendix Materials. (This will launch a new browser window. Close the new window to return here.) 
Revised 04-27-11
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	Vulnerable Subjects - Research Involving Pregnant an Fetuses, and Neonates
Content Authors 
· Bruce Gordon, M.D.
The University of Nebraska Medical Center 
· Ernest Prentice, Ph.D. 
The University of Nebraska Medical Center 

	Introduction
Women as subjects of research
[image: https://www.citiprogram.org/citidocuments/_001pic/1.JPG]Historically, in order to avoid harm to a developing fetus in an unsuspected pregnancy, women of childbearing potential were excluded from biomedical research. For example, 1977 FDA Guidelines excluded women of childbearing potential from early phase drug trials. In the late 1980s and early 1990s, recognizing that as a consequence of this "protection", women were being denied the benefits of research, women's groups began advocating strongly for expanded access. In 1988, the FDA issued guidelines that called for safety and efficacy profiles for women as part of all new drug applications, and in 1993, eliminated restrictions on women of childbearing potential participating in all phases of drug development. In 1994, the NIH issued guidelines requiring the inclusion of women in research. The NIH concluded that the only justification for exclusion of non-pregnant women of childbearing potential was compelling evidence that inclusion would be inappropriate with respect to the health of the subjects, or to the purpose of the research.
Pregnant women and fetuses as subjects of research
Since the 1930s, biomedical researchers in the US have used ex utero fetal tissue as an object of experimentation, including production and testing of vaccines, propagation of human viruses, and testing of biological products. The 1954 Nobel Prize for Medicine was awarded to researchers who utilized human fetal kidney tissue cell lines to grow poliovirus in culture. In the early 1970s, however, the great societal debate over Roe v. Wade prompted Congress to charge the newly established National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research to report on research using the human fetus.
The Commission report, submitted in July 1975, formed the basis for DHHS (then DHEW) regulations 45 CFR 46 Subpart B (Additional Protections Pertaining to Research, Development, and Related Activities Involving Fetuses, Pregnant Women, and Human In Vitro Fertilization). In 2001, DHHS issued modifications to Subpart B, now entitled "Additional Protections for Pregnant Women, Human Fetuses and Neonates Involved in Research".
Learning Objectives
By the end of this module, you should be able to: 
· Describe the types of research permitted with women under Subpart B. 
· Identify from whom consent is needed when conducting research with fetuses under Subpart B. 
· Discuss the requirements for conducting research with neonates of uncertain viability under Subpart B. 

	Research Involving Pregnant Women or Fetuses (46.204) 
[image: https://www.citiprogram.org/citidocuments/_001pic/2.JPG]Subpart B generally allows research involving pregnant women or fetuses only if appropriate studies on animals and non-pregnant individuals have been completed. In addition, if the research is not intended to meet the health needs of the mother or the fetus, the risk to the fetus must be minimal. Subpart B gives no specific guidance regarding the definition of "minimal risk" in this context. In any case, the risk to the fetus must be minimized to the greatest extent possible. [See Table] 

		
	Benefit to Mother or Fetus
	No Benefit

	Minimal Risk
	Allowed
	Allowed if purpose is development of important biomedical knowledge

	Greater than minimal risk
	Allowed if risk to fetus is the least possible
	Not Allowed




	

	To minimize the possibility that involvement in research will influence a mother's decision to terminate a pregnancy, subpart B also excludes investigators from any decisions as to the timing, methods or procedures used to terminate a pregnancy, or determining the viability of the fetus at the termination of the pregnancy. Research involving pregnant women and fetuses may be conducted only if consent is obtained from the mother, or from both parents, after she/they have been fully informed regarding the possible impact of the research on the fetus. If the research has the prospect of direct benefit to the mother or has minimal risk to the fetus, only the mother's consent is needed. If the research has the prospect of direct benefit only to the fetus then consent of both the mother and father are required. The father's informed consent also need not be secured if his identity or whereabouts cannot reasonably be ascertained, he is not reasonably available, or the pregnancy resulted from rape or incest. [See Table below]
	

		Benefit

	Consent
	
	None
	Mother only
	Mother & Fetus
	Fetus Only

	
	Mother only
	X
	X
	X
	

	
	Mother & Father 
	
	
	
	X


Click here to see Appendix for details on the requirement of maternal consent. 

	Research Involving Neonates (46.205)
[image: https://www.citiprogram.org/citidocuments/_001pic/3.JPG]After a fetus is delivered, it is termed a neonate (newborn). Neonates of uncertain viability, or non-viable neonates may also be subjects of research regulated by subpart B. Viability is defined as the ability of the fetus to survive, given the benefit of available medical therapy, to the point of independently maintaining heart beat and respiration. Using this definition, it is clear that "viability" is a moving target.
Neonates of uncertain viability may be involved in research only if there is no added risk to the fetus, or the purpose of the research is to enhance the possibility of survival of the particular fetus to the point of viability. Consent of legally competent mother or father, or either parent's legally authorized representative is needed.
If a fetus is determined to be non-viable after delivery, it may only be involved in research if the vital functions of the fetus will not be artificially maintained, no experimental activities which of themselves would terminate the heartbeat or respiration of the fetus will be employed, there will be no additional risk to the neonate, and the purpose of the research is the development of important biomedical knowledge which cannot be obtained by other means. Consent of a legally competent mother and father is needed.
If a fetus is determined to be viable after delivery it is a child, and research involving that viable newborn is governed by Subpart D (Additional Protections for Children Involved as Subjects in Research).
	

	Research Involving the Dead Fetus, Fetal Material, or the Placenta (46.206)
	Subpart B does not directly regulate research involving the dead fetus, stating only that these research activities shall be conducted in accordance with any applicable federal, state, or local laws. In most states the use of tissue from dead fetuses for research purposes would fall under the Uniform Anatomical Gift Act (UAGA), which requires consent of parents. However, some states specifically ban research that involves aborted fetuses, or their organs, tissues, or remains.
Research involving fetal material for transplantation, and utilizing embryos produced by in vitro fertilization for the generation of human embryonic stem cell lines have been subject to additional restrictions.
	[image: https://www.citiprogram.org/citidocuments/_001pic/4.JPG]

	
	Human 5 day blastocyst. www.hsc.wvu.edu/  
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		International Research - SBR
Content Authors
· Lorna Hicks, M.S., CIP
Duke University 
· Mary Simmerling, M.A.
University of Chicago 
This module contains 8 sections. Take the short quiz at the end of the module before going on to the next module. 
Introduction
[image: https://www.citiprogram.org/citidocuments/002IMAGES/africapeople.jpg]Social and behavioral scientists conduct research around the globe. Ethnographers immerse themselves in communities in the developing world and study minority enclaves in Western Europe. Environmentalists study the practices of multi-national corporations in South America. Linguists, demographers, historians, sociologists, and educators all conduct research abroad and collaborate with foreign institutions.
Wherever research is conducted, it must be carried out in a way that honors the autonomy and dignity of all persons and embodies the principles of respect for persons, beneficence, and justice.

	Learning Objectives
By the end of this module, you should be able to:
· Recognize the value of understanding the local context 
· Determine where research should be reviewed 
· Identify when institutions are engaged in research 




	Applicable Regulations and Guidelines
The federal regulations for protecting research subjects include stipulations about how collaborations with foreign institutions must be conducted. The Office of Human Research Protections (OHRP) has developed guidance on IRB Knowledge of Local Research Context.
Non-regulatory guidance about the design and conduct of research is available from a variety of sources, including professional associations. For example, the American Anthropological Association has formal guidelines about the ethical obligations of international researchers. 
The Importance of the Local Research Context 
It is essential that researchers have sufficient knowledge of the local research context to be able to design and carry out research in a way that protects the rights and welfare of the subjects. The local research context includes socioeconomic, political, and cultural factors and influences every aspect of the research design. An effective child assent process requires understanding how relationships between parents and their children are defined. Questions that may be innocuous in the United States could be offensive elsewhere. Different cultures have different authority structures that will influence how researchers handle potential coercion.
Even when the federal regulations do not require review by an Institutional Review Board or ethics committee in the country or region where the research will take place, local review of some sort may be the norm in some countries. Consider these examples:
An ethnographer conducting research in a village in Northern Togo needed clearance, first, from the Togolese government's Ministère de la Recherche Scientifique; then, from the Préfet of the canton in northern Togo; then, from the Chef (chief) du Canton, the Chef du Village, and the Chef du Quartier. Then the researcher secured the consent of the subjects.
In Israel, the Spokesperson's Unit of the Ministry of Defense must process all requests to interview Israeli soldiers.
Researchers may wish to consult with community leaders and stake holders who may be able to provide important insights about the local research context, including information about local customs, norms, and laws. Similarly, IRBs must have sufficient information to meaningfully evaluate the proposed research and may engage consultants to supplement its expertise. Researchers and IRBs may find it useful to work together to gather information about the proposed research site.

OHRP resources include a guidance document, Knowledge of Local Research Context, that provides detailed standards for obtaining such information. The standards differ for research that involves no more than minimal risk and research that involves more than minimal risk. (The link will open a new window in your browser. To return to the tutorial, close the new window.)
Determining Where Research Should Be Reviewed
If research involves collaboration with an institution that is "engaged" in research in the foreign country (See Section 3.1 below for a discussion of "engagement in research"), the collaborating institution will need to have procedures in place that ensure that subjects will be protected in a manner commensurate with the Common Rule, including review by an independent committee comparable to an IRB. These procedures must be described in an agreement called an "assurance of compliance" with OHRP.
The federal regulations acknowledge that local customs, norms, and laws where the research will take place may differ from the[image: https://www.citiprogram.org/CITIDOCUMENTS/002IMAGES/russia1.jpg] Common Rule and provide options for listing different standards in foreign assurances of compliance. Optional standards include, among others, the Canadian Tri-Council Policy, the Indian Council of Medical Research, and the CIOMS International Ethical Guidelines (biomedical). Foreign collaborators may have their own IRBs or comparable review committees. If not, they may designate another IRB willing to review the research as the IRB of record. That IRB could be the U.S. investigator's IRB or another IRB in the foreign country.
Specific procedures for approving such substitutions may be found in the Common Rule (1). Instructions and application forms for foreign institutions to secure assurances of compliance can be found on the OHRP web site. Sometimes an individual who is not affiliated with an institution collaborates with a U.S. investigator. In such cases, an unaffiliated investigator agreement may be appropriate. Consult your IRB if you anticipate such a collaboration. If a collaborating institution, or un-affiliated individual, is not "engaged" in the research as described below, foreign assurances of compliance are not required.

		"Engagement" in Research 
[image: https://www.citiprogram.org/CITIDOCUMENTS/002IMAGES/mosque.jpg]Collaborating institutions are either engaged or not engaged in research as described in OHRP guidance documents.  Briefly, an "engaged" foreign institution is one that recruits and secures consent from subjects, conducts research procedures, or receives or shares private, identifiable information. 
Institutions are not engaged if their employees or agents: (i) inform prospective subjects about the availability of research; (ii) provide prospective subjects with written information about research (which may include a copy of the relevant informed consent document and other IRB-approved materials) but do not obtain subjects' consent or act as authoritative representatives of the investigators; (iii) provide prospective subjects with information about contacting investigators for information or enrollment; or (iv) obtain and appropriately document prospective subjects' permission for investigators to contact them. For a full description of the concept of "engagement" see the OHRP guidance documents noted above.
Research without Foreign Collaborators
Some international research is carried out without the involvement of collaborators. For example, political scientists may interview people on the street in Germany or environmental scientists may interview fisherman in Panama. Federal regulations do not require on-site review in such cases. As noted above, even when research does not require review at a foreign research site, local review of some sort may be normal in some countries. Again, the researcher's and IRB's knowledge about the local research context are essential. 

Exempt Research
A great deal of research in the social and behavioral sciences poses little or no risks to subjects and may qualify for exemption, depending upon institutional policy. If a proposed study qualifies for exemption, federal regulations do not require review at the foreign site where it will be conducted. OHRP guidance documents about engagement in research and knowledge of local research context do not apply to exempt research. Institutional policy will determine how exempt research conducted abroad will be reviewed and the required qualifications of reviewers. 




		Informed Consent
The points to consider when obtaining informed consent in non-U.S. settings include:
· Sometimes, in non-U.S. communities, people other than the individual taking part in the research may be required to give permission before the potential subject can be asked to participate. These individuals may include a spouse, a head of household, or a group leader. The investigator must design a consent process that honors local custom. However, another individual's permission should not substitute for a subject's voluntary informed consent unless that consent process has been waived by an IRB or equivalent local review committee. 
· What is the appropriate language for the consent? In many settings, there may be several languages, such as an "official" state language and a local language or dialect. Consent is best obtained using the language that is most familiar to the subject. 
· Should consent be oral or written? In some instances, the language used to obtain informed consent is not a written language. In other instances, the people who are considering whether or not to take part in the research may not read the language, even if it is written. There may be some settings in which signing a document has connotations that would make a written documentation of consent problematic. The[image: https://www.citiprogram.org/CITIDOCUMENTS/002IMAGES/vietnam.jpg] investigator should gather information about what the situation is in the research setting and propose an appropriate approach to obtaining and documenting consent. 
· Who can act as interpreter? Ideally, the research team is fluent in the local language. If this is not the case, the investigator must have individuals to assist who are fluent. However, the investigator must carefully consider, especially in a small population, the relationship between the interpreter and the subjects. While most IRBs agree that using children as interpreters is not appropriate, there may be disagreement about whether adult relatives, residents of a small village, or others already known to the subjects may be employed in this role. The issues used to determine who can interpret include the possibilities for undue pressure or influence, selection bias, and the extent to which the chosen interpreter can relay information between investigator and subjects in a clear and unbiased manner. For example, it is not unusual for interpreters to simply leave out information they believe is unpleasant or culturally inappropriate.
· What is the age of majority in the country where the research is taking place? Do the parental permission and child assent processes reflect local norms?[image: https://www.citiprogram.org/CITIDOCUMENTS/002IMAGES/MEXICO2.jpg]
· Is there a local contact person? When research is conducted in the United States, investigators are required to provide contact information for their IRB should subjects have questions or concerns regarding the research in which they are participating. In an international study it may be important to have a local contact identified by the investigator in consultation with the community and the IRB. 

	
Additional Information for IRB Review
Investigators who will be conducting research internationally will want to provide the IRB with at least the following information:
· Information about where the research will be conducted (both the geographic location and the performance site, where applicable).[image: https://www.citiprogram.org/CITIDOCUMENTS/002IMAGES/rio_1.jpg]
· A copy of local IRB or equivalent ethics committee approval, when required.
· Information about the investigator's knowledge of the local research context, including the current social, economic, and political conditions.
· Information about whether there are any additional risks subjects might face as a result of the population being studied and/or the local research context.
· The language(s) in which consent will be sought from subjects and the research will be conducted, as well as whether the investigator is fluent in this language, or whether an interpreter will be used. If an interpreter will be used, it should be clear what risks, if any, this might pose for subjects, as well as how the risks will be minimized.
· Copies of the translated informed consent documents and instruments, including verification of the accuracy of the translation(s).
· Information on how the investigator will communicate with the IRB while in the field.

	Summary
Research conducted abroad may need review only by the researchers' institution; however; some research with collaborators may need multiple kinds and levels of review depending upon the funding source and the nature of the collaboration. These reviews are focused on applying ethical principles to research methods and interactions with human subjects in the context in which the research takes place.
Revised 06-08-11
Footnote
[bookmark: first]1. 46.101(h) When research covered by this policy takes place in foreign countries, procedures normally followed in the foreign countries to protect human subjects may differ from those set forth in this policy. [An example is a foreign institution which complies with guidelines consistent with the World Medical Assembly Declaration (Declaration of Helsinki amended 1989) issued either by sovereign states or by an organization whose function for the protection of human research subjects is internationally recognized.] In these circumstances, if a Department or Agency head determines that the procedures prescribed by the institution afford protections that are at least equivalent to those provided in this policy, the Department or Agency head may approve the substitution of the foreign procedures in lieu of the procedural requirements provided in this policy. Except when otherwise required by statute, Executive Order, or the Department or Agency head, notices of these actions as they occur will be published in the Federal Register or will be otherwise published as provided in Department or Agency procedures. return
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		Content Authors
· E. Dawn Fitzgibbons, MPH 
· Wenjin Li, M.D., Ph.D. 
Fred Hutchinson Cancer Research Center 
[image: https://www.citiprogram.org/citidocuments/002IMAGES/internationbal/globes1.jpg]
This module provides information for U.S. researchers and/or collaborating international research investigators who receive funding from the U.S. federal government sources and who plan to conduct human subject research outside the United States. The module is focused on international research ethics, US government guidelines, and international guidelines. It also includes a listing of ethical review links for countries or regions of the world. It is intended to help researchers and their staff members identify ethical requirements of their global research partners. 
Introduction
The purpose of this module is to provide information for U.S. researchers and collaborating foreign investigators who receive funding from U.S. government sources and who plan to conduct research outside the United States using human subjects. Although the focus of this section is research done in developing countries, these considerations will be applicable to U.S. government funded human subjects research conducted in any country. 
This module is designed to be a prelude to the review of country-specific materials. 
This module includes: 
· International research ethics 
· International and country-specific guidelines 
· U.S. government guidelines 
· Links to country-specific sections [image: https://www.citiprogram.org/citidocuments/002IMAGES/nomads.jpg]
· Comparison of International Guidelines for Research Involving Humans
This chart provides a summary of ethical requirements, clinical trial topics and relevant references unique to various international regulations, guidelines, instruments and directives. It is also intended to help researchers and their staff identify ethical review requirements of their global research partners.
Learning Objectives
By the end of this module you should be able to: 
· Describe ethical issues that may affect planning research outside the U.S. 
· Identify published international research ethics guidelines. 
· Describe specific ethical issues that have been raised in international research. 
· Describe U.S. government regulations for ethical review of international projects. 
· Understand the responsibilities of researchers seeking ethical review in host countries. 




		International research ethics
Interpreting core ethical concepts
[image: https://www.citiprogram.org/citidocuments/002IMAGES/niger-tuaregwomansml.jpg]The bioethical precepts of the Belmont Report (autonomy, beneficence, and justice) and the four Principles of Bioethics described by Beauchamp and Childress (autonomy, non-maleficence, beneficence, and justice) provide a framework for conducting human subjects research in the U.S. and other Western Countries. (1) Ethicists from around the world are debating the "Core" concepts embodied in these documents, comparing and contrasting them to the historical ethics in non-western cultures (e.g., Islamic ethics and Confucian ethics). (2-4) A clear understanding of relevant cultural issues in host countries will provide a guide for the design and conduct of human subjects research studies in developing countries.   
The interpretation of one or more of the core principles and what constitutes ethical behavior may differ from country to country. The ethical principle of respect for persons as described in the Belmont Report may not be emphasized to the degree it is in countries that focus on individualism. In many societies, decision-making is a shared responsibility between the family members and the community. For example, in some populations an individual cannot make a decision about medical care without the full engagement of relatives, friends, and/or those in authority in the community. Investigators will need to skillfully design their studies to ensure they are in compliance with U.S. federal and state policies, laws and regulations and at the same time respectful, sensitive, and responsive to local beliefs and practices. 
Research ethics in developing countries
Many have questioned the practice of institutions from Western countries sponsoring and/or conducting research with humans in developing countries. The recent debate over establishing international ethical guidelines for human subjects research has been intense and enhanced by the diverse opinions of the stakeholders around the world. (5-19) As a consequence of the international debate several consensus documents have been developed. 
International guidelines
· The Council for International Organizations of Medical Sciences (CIOMS) International Ethical Guidelines for Biomedical Research Involving Human Subjects, originally developed in 1982, has been most recently revised in 2002. These revised guidelines were prepared under the auspices of the World Health Organization (WHO) and reflect the changes, advances, and controversies that have marked biomedical research ethics in the last two decades. Available in English - http://www.cioms.ch/publications/layout_guide2002.pdf and Spanish - http://www.cioms.ch/publications/guidelines/pautas_eticas_internacionales.htm. 
· The ethics of research related to healthcare in developing countries, the Nuffield Council on Bioethics report, was published in April 2002. A follow-up report was published in 2005. The purpose of this report was to examine the ethical issues raised when research related to healthcare is carried out in developing countries and funded by sponsors from more developed countries. View the documents at: http://www.nuffieldbioethics.org/research-developing-countries and http://www.nuffieldbioethics.org/research-developing-countries-follow 
· International Guidelines for Ethical Review of Epidemiological Studies, prepared by CIOMS in cooperation[image: https://www.citiprogram.org/citidocuments/002IMAGES/internationbal/globe2.jpg] with WHO and the Global Programme on AIDS, was released in 1991. These Guidelines are intended for investigators, health policy-makers, members of ethical review committees, and others who need to address ethical issues that arise in epidemiological studies. http://www.cioms.ch/frame_ethical_guidelines_2009.htm 
· A new draft publication for guidelines for biomedical HIV prevention trials has been posted for public comment. It can be found at the following link: http://data.unaids.org/pub/Manual/2010/guidelines_biomedical_hiv_prevention_2010_en.pdf 
· In 1995, WHO adopted the World Health Organization's Good Clinical Practice Guideline (WHO GCP). The purpose of the WHO GCP guidelines for trials on pharmaceutical products is to set globally applicable standards for the conduct of such biomedical research on human subjects. They are intended to be applied during all stages of drug development both prior to and after product registration and marketing, but they are also applicable to biomedical research in general. http://whqlibdoc.who.int/publications/2005/924159392X_eng.pdf 
· The International Conference on Harmonization of Technical Requirements for Registration of Pharmaceuticals for Human Use (ICH) brings together the regulatory authorities of Europe, Japan, and the United States and experts from the pharmaceutical industry to discuss scientific and technical aspects of product registration. The purpose is to make recommendations on ways to achieve greater agreement in interpretation and application of technical guidelines and requirements for product registration. The goals are to reduce the need for duplicate testing during research and development of new medicines by more economical use of human, animal and material resources, and to eliminate unnecessary delay in development and availability of new medicines, while safeguarding quality, safety and efficacy, and compliance with regulatory obligations. Available in 
English - http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/CTD/M4_R3_Organisation/M4_R3__organisation.pdf
· In 2000 WHO developed Operational Guidelines for Ethics Committees that Review Biomedical Research, intended to facilitate and support ethical review in all countries around the world. These guidelines are based on a close examination of the requirements for ethical review as established in international guidelines, as well as on an evaluation of existing practices of ethical review in countries around the world. 
http://www.who.int/tdr/publications/publications/pdf/ethics.pdf 
· Report and Recommendations of the U.S. National Bioethics Advisory Commission, April 2001. The Commission's attention was focused on the conduct of clinical trials involving competent adults, particularly Phase III drug trials done in other countries by U.S. researchers. In particular, this report focuses on the need for such trials to be directly relevant to the health needs of the host country. However, much of the discussion is relevant to other types of research. http://bioethics.georgetown.edu/nbac/finalmay3.pdf 

[image: https://www.citiprogram.org/citidocuments/002images/mandela2003.jpg]Other resources:
Refer to links below for further readings on selected topics 

Protection of subjects 
· Informed consent (20-22) 
· Vulnerable populations (23-24) 
· Research with children (25-26) 

Research value to society 
· Relevant goals, appropriate methods (27) 
· Risks and benefits (28) 
· Social, political, and economic milieu (29) 

Clinical research practices
· Clinical trials (30-35) 
· The use of placebos in clinical trials (36-38) 
· Research practices in the West compared with those in Developing Countries (DC)((34) 
· The Declaration of Helsinki, its current version and interpretation (39-42) 
http://whqlibdoc.who.int/bulletin/2001/issue4/79(4)declaration.pdf 
	The ultimate goals are to conduct ethical research and to minimize the risks to human subjects whatever the setting. The challenge facing investigators is to design studies within an ethical framework that is legally acceptable to both the host country and to the U.S. sponsors. Recent failures to adequately protect subjects have prompted some countries to amend their policies making compliance more challenging both for local and international scientists. 




		Case Studies
The ethical questions surrounding conducting research internationally have been vigorously discussed. These case studies illustrate just a few of the issues that have been raised. 
1. AZT placebo trials
In the early 1990s in trials done in the United States and France researchers established that treating HIV-positive women with antiretroviral therapy (Zidovudine (AZT) ACTG 076 trial) decreases HIV transmission from mother to child during birth by two thirds.(43 ) The ACTG 076 regimen, which involves prenatal and perinatal treatment of the mother and administration of AZT to the newborn, quickly became the standard of care for HIV-infected women and their newborns in the US and other more developed nations. [image: https://www.citiprogram.org/citidocuments/002IMAGES/internationalphotos/enfantsniger.jpg]
There are more women infected with HIV in Africa than any other continent in the world (an estimated 15 million at the end of 2001 ). The life-saving potential of AZT in Africa and in other developing countries with high prevalence of HIV is tremendous. However, the cost of a single treatment far exceeds the average per capita expenditure on health care in most developing countries. In an effort to develop an affordable and effective treatment that would compare in efficacy to the AZT ACTG 076 regimen, investigators from 11 developing nations, in collaboration with UNAIDS, WHO, Centers for Disease Control (CDC) and National Institutes of Health (NIH) researchers, conducted studies in Africa and Thailand. These studies were designed to compare a shorter, less intensive and therefore less expensive regime of AZT to a placebo control. A placebo control was considered acceptable since the standard of care for women with HIV in these countries was no treatment at all. These studies reported that, compared to placebo, the short course of AZT reduced the maternal transmission of HIV by 50% in the absence of breastfeeding (44) and 38% when mothers breastfed their newborns (45 ). 
These trials generated considerable debate about whether the use of a placebo in this research design was ethically acceptable considering there was a course of effective treatment used elsewhere in the world, but unavailable in the countries in which the short course was conducted. (46,47) 
Ethical concerns: The use of placebo study group, when a treatment does exist somewhere, and the inclusion of a vulnerable population.




		2. Surfaxin study 
Another recent clinical study that has been debated is the trial examining the drug Surfaxin to treat infants with respiratory distress syndrome. As in the AZT study, a proven effective treatment already existed in the United States. Therefore any study examining an intervention for respiratory distress syndrome with a placebo control would be ethically unacceptable in the U.S. as it would have required withholding proven effective treatment from some infants. The company proposed conducting this study in Latin America where infants with lung illnesses do not usually have access to effective treatment. (48 ) [image: https://www.citiprogram.org/citidocuments/002IMAGES/internationbal/babies-1.jpg]
Although this study is similar in many ways to the AZT study, there are a few significant differences. One of those differences concerns the research participants themselves. Whereas the women participating in the AZT study were presumably competent adults with the ability to give voluntary consent for themselves and their infants, in the Surfaxin study the infant subjects could not consent for themselves and would require added protections according to the principle of respect for persons. 
Another important difference is the distribution of benefits and burdens inherent in the research design. It was always the intent of the manufacturer to market Surfaxin in the U.S. Thus, the benefits would have gone to infants in the U.S. and perhaps other more developed countries while the burdens (risks) of the research would be borne by infants in Latin America. This distinction between the population asked to test the drug and the population in which the drug would be marketed violates the principle of distributive justice (i.e., an unequal distribution of benefit and burden). 
Redesigning the study might have improved its ethical foundation. For example, the drug might have been provided to the Latin American country free for a 10-year period, or at a discounted price. For those infants and families in Latin America with no access to certain types of health care, these types of studies may offer Latin American families their only access to a potentially lifesaving option.(49) 
Ethical concerns: Vulnerable population, unequal distribution of benefit and burden.




		3. Anhui Studies
In 1999, a former faculty member of the Harvard School of Public Health (HSPH) complained to the U.S. Office for Human Research[image: https://www.citiprogram.org/citidocuments/002IMAGES/internationbal/anhuimedcntr.jpg] Protections (OHRP) that subjects in several collaborative observational epidemiological projects conducted in the remote rural area of Anhui Province, China, by HSPH, the Brigham and Women's Hospital, Massachusetts Mental Health Institute and the Anhui Medical University were being exploited. The researchers, who included Chinese researchers employed by HSPH, had identified this area of China as one with very few genetic variations and considered it an important resource for the study of gene-environment of diseases such as asthma, lung disease, hypertension, and adverse pregnancy outcomes. The Chinese collaborators and Chinese authorities agreed that this area was appropriate for study. The subjects were asked for consent to participate. 
Questions raised by the complainant included whether the participants, some of whom were illiterate, truly consented or whether the amount they were paid could be considered an inappropriate inducement. In 2003, the OHRP found that the IRB at the Harvard School of Public Health (HSPH) had not documented its ethical review of the studies properly. As a result of the investigation, HSPH put into effect new policies concerning training and a quality improvement program for its human subject protections system. 
Lessons from this experience are not specific to China, but have to do with mounting a robust, well-staffed effort to meet the evolving regulatory needs around human subjects protection. Domestic and foreign researchers should consider whether some people, especially in rural areas, are capable of consenting to certain research projects. 
Ethical concerns Lack of proper informed consent and the involvement of a vulnerable population. 




		Study review guidelines
[image: https://www.citiprogram.org/citidocuments/002images/PH02541J.jpg]U.S. Government guidelines concerning ethical review
· 45 CFR 46, Subpart A, (the "Common Rule" requires that all human research funded by the federal government be reviewed by an Institutional Review Board (IRB) or board of ethics. 
· When federal funds are awarded to a U.S. institution to conduct research outside the U.S., in most cases the protocol will need to be reviewed by an IRB in both the U.S. and the host country. 
· Research conducted by private companies on test articles that will subsequently be submitted through the U.S. Food and Drug Administration (FDA) must be reviewed by an IRB. However, U.S. regulations do not specify which country's IRB should conduct the review. 
Refer to the History and Ethical Principles, Basic Institutional Review Board (IRB) Regulations and Review Process, and Informed Consent modules for detailed guidelines.
Ethical review in host country
For studies subject to the 45 CFR 46, U.S. regulations require that a study must be reviewed and approved by an IRB in the area where the study will be conducted. It is not enough that a U.S.-based IRB approve a study; it must also be approved by a board made up of members of the community in which the study will be performed. This requirement is in addition to complying with host country national guidelines or regulations. 
· Host-country national approval.
National systems for the approval of human subjects research vary widely from country to country. Some countries (e.g., India and The Gambia) have clear and robust guidelines for externally sponsored research as well as for domestic projects while other countries do not have review committees responsible for human subjects protection. In such cases the country may have other means of approving human subjects research such as review by the Ministry of Health (MOH). For additional information about host country requirements click here to access the 2011 Edition of the International Compilation of Human Subject Protections. 
· Countries without specific guidelines.
Countries that do not have review boards may request assistance from neighboring countries. For example, in Guinea Bissau, once the government has considered a research proposal and decided that it is appropriate, it is sent to the National Ethics Committee in The Gambia for review and approval. Some Latin American countries have regulatory procedures that require both local scientific approval and approval by an independent ethics committee. Countries in Central and Eastern Europe also vary widely with the respect to IRB or Ethics Board review, from having established national committees to review foreign supported research to being in the process of developing and implementing national policies, procedures, and national IRBs. 
Each investigator has the responsibility to clearly understand the mechanism and process of review of human subjects research in the host country. 
· Local IRBs 
U.S. policy is that the local IRB reviewing a research study can be from the collaborating institution, another institution in the same geographical area or by an independent IRB. 
The Local IRB must:[image: https://www.citiprogram.org/citidocuments/002images/schweitzersml.jpg]
· Register with the U.S. Department of Health and Human Services (DHHS) Office for Human Research Protections (OHRP). See link below for step-by-step instruction for registering an IRB. 
http://ohrp.cit.nih.gov/efile/IrbStart.aspx 
· Assure OHRP that it will follow the current guidelines including the review of projects. 
Forming/recognizing existing IRBs 
· When an ethical review board exists at the host institution and meets the U.S. criteria for an IRB it can be registered and used as the IRB of record for the study. 
· A local independent IRB can also be registered and used as the IRB of record for the study. 
· If an ethical review board does not exist, the U.S. collaborator will need to supply information to the foreign collaborator on the makeup and duties of an IRB and assist in the formation of a suitable IRB. 
Criteria for IRB members
· The makeup of the IRB must follow the guidelines used by the United States. 
· The IRB must have a minimum of 5 members including at least one: 
· Scientist from the institution 
· Other person from the institution who is not a scientist 
· A scientist from another organization related to the research (e.g., doctor or other researcher) 
· Member of the community at large (e.g., teacher or worker) 
· Representative from each gender. 
· The IRB must have a chair person as well as a person designated as the Human Subjects Administrator who is not the IRB chairperson. 




		Conclusion[image: https://www.citiprogram.org/citidocuments/002IMAGES/japtemple3sml.jpg]
The core ethical concepts embodied in the Belmont Report provide a framework for conducting human subjects research. Interpreting and applying them in another cultural setting may be challenging. International guidelines for international research ethics outline and interpret changes, advances and controversies in research ethics outside western countries. Researchers need a clear understanding of both the ethical guidelines and government regulations pertaining to any proposed research, from both the U.S. and host country governments. 
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	Group Harms: Research with Culturally or Medically Vulnerable Groups
Content Author
· Helen McGough, MA
The University of Washington 
Introduction
Sometimes researchers involve people in their research who do not belong to a federally protected group (i.e., prisoners, pregnant women, fetuses, or children), but who[image: https://www.citiprogram.org/citidocuments/002IMAGES/groupharms/islamicwomensml.jpg] are nevertheless vulnerable to harms from participating in research. In some cases, the harms may fall, not necessarily on the subjects of the research, but on the group as a whole, including those who did not take part in the research itself. The purpose of this section is to provide examples of situations in which groups of people may be harmed and to describe some things researchers can do to reduce their risks of harm.
By the end of this module you will be able to: 
· Describe some distinct groups or communities of people who are vulnerable. 
· Identify examples of research that have harmed groups. 
· Identify strategies that researchers can take to reduce the risk of group harms. 
What do we mean by "groups" or "communities?"
In this module we use the terms "groups" and "communities" in a variety of ways. Sometimes people are members of ethnic or racial groups (such as, African-American, Hispanic, or Bantu), religious groups (such as, Islamic, Taoist, or Christian Scientist), or groups described by geographic location (such as, New Yorker, Parisian, or New Zealander), by occupation (such as, agricultural worker, physician, or teacher), or by physical condition (such as, diabetic, sight-impaired, or cancer patient). One person may belong to more than one of such groups. People may choose to describe themselves as members of groups, or may be assigned membership into these groups by others.




		What do we mean by vulnerability? [image: https://www.citiprogram.org/citidocuments/002IMAGES/groupharms/Inuitwomansml1907.jpg]
Because of their special position in society, some groups may be at increased risk of suffering harm that may result if individual members of the group take part in research. Generally, these groups include those that have suffered and continue to suffer discrimination (such as African-Americans, American Indians, and Alaska Natives), those who may have less access to education, social services, and health care (such as groups with low socio-economic status), and those who may be behaviorally or politically stigmatized (such as commercial sex workers, injection drug users, or members of religious cults). Although members of the group may be harmed as a result of taking part in research, group harms result when many or all of the group members are harmed, including those who did not consent to being research subjects.
Such harms may include stigmatization, loss of status, genetic determinism, and violation of cultural or group norms and values.
Examples of how research has harmed groups in the past
Although some studies that have resulted in harms to groups were poorly designed, even well-designed studies can have consequences for members of specific groups that could have been avoided. What follows are examples of studies that have had negative impacts on groups of people who were not necessarily study subjects:
· Publication of results of research conducted in Ashkenazi Jewish families contributed to the misperception that Jews are more prone to genetic defects and diseases. There was concern in the Ashkenazi Jewish community that this information would lead to health and life insurance discrimination, even for those who did not undergo genetic testing (Phillips KA, Warner E, Meschino WS, Hunter J, Abdolell M, Glendon G, Andrulis IL, Goodwin PJ., "Perceptions of[image: https://www.citiprogram.org/citidocuments/002IMAGES/groupharms/jewsprayingatthewesternwall.jpg] Ashkenazi Jewish breast cancer patients on genetic testing for mutations in BRCA1 and BRCA2," Clin Genet. 2000 May;57(5):376-83).
· Publication of the results from a study of alcoholism among Alaska Native residents of Barrow, Alaska contributed to stigmatization of this group of Alaska natives (Klausner, S. and Foulks, E. (1982). Eskimo Capitalists: Oil, alcohol and social change. Montclair, NJ: Allenheld and Osmun). This is an example of a situation in which groups were stigmatized and the economic situation of a city suffered because of conclusions drawn from a research study.
· Various studies purporting to study the intelligence of various racial groups (Herrnstein, R.J. and Murray, C. (1994). The Bell Curve: Intelligence and Class Structure in American Life, A Free Press Paperbacks Book) have resulted in stigmatization of these groups. Many of these studies were poorly designed and resulted in inappropriate characterizations of members of racial groups. 




		What steps can researchers take to minimize these risks of group harms?
There are several actions that researchers can take to reduce the risks of group harms. 
· Community consultation: Researchers should work with the community of interest to make sure that potential harms are recognized and understood, and that the study is designed to provide benefits to the community.
· Collaborative IRB review: Some groups (such as tribes, retirement communities, and school districts) have their[image: https://www.citiprogram.org/citidocuments/002IMAGES/groupharms/COMMUN1sml.jpg] own ethical review process for research. Researchers should work with the local ethics review body to make sure that the group's approval is obtained.
· Plan on-going consultation: Researchers should work with the group to make sure that group leaders are provided with accurate information about the research as it progresses and changes. Researchers must anticipate that their research may have to change or even stop in order to minimize potential harms.
· Plan disclosure of research results ahead of time: Most group harms result from inappropriate disclosure of research results. Working with the group so that the members are informed about how the research results will be disclosed and what the implications of disclosure may be will reduce the possibility of harms resulting to the group as the research is published or presented. 
Researchers must evaluate whether or not their research could result in group harms and, if this is a possibility, take appropriate steps to minimize this risk.
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	Vulnerable Subjects - Employees 
Excerpted from: The Department of Energy Guidebook Creating an Ethical Framework for Studies that Involve the Worker Community and "Workers as Research Subjects: A Vulnerable Population", Susan L. Rose, PhD and Charles E. Pietri, BA from J. Occup Environ Med. 2002;44:801-805. Used with permission. 




	Introduction 
[image: https://www.citiprogram.org/citidocuments/002IMAGES/workers/MINERSSILVERTON.jpg]The protection of the rights and welfare of human research subjects is required by federal, state, and local laws, as well as institutional policies. The Common Rule, adopted by 17 federal departments and agencies (codified by the Department of Health and Human Services at 45 CFR 46, the Department of Energy at 10 CFR 75, and other federal departments at their corresponding titles of the CFR), defines the standards and processes researchers and institutions must follow to safeguard human subjects. There are special provisions in the Common Rule for the protection of vulnerable populations. 

Learning Objectives

After completing this module, you should be able to describe: 
· Why workers are a vulnerable population. 
· Special protections that should be considered when designing studies that involve workers. 
· How the Common Rule may not adequately protect workers as subjects. 
· While workers may be study subjects for political as well as scientific reasons, why is scientific validity and adherence to the Common Rule still expected. 
Vulnerable persons are considered to be those who may be less able to protect themselves and their interests relative to other persons in a given setting or situation. Such individuals have diminished autonomy. 

If the term "vulnerability" is limited to include only those groups usually considered at-risk (children, prisoners, pregnant women and fetuses/neonates), as indicated in 45 CFR 46 parts B, C, and D, then worker subjects will not receive appropriate additional protection from harm. 

However, "vulnerability" of a worker as a research study subject, can be referred to as "paycheck vulnerability." This occurs when studies are conducted in the workplace, especially in those workplaces that pose real or perceived health and safety risks. Such workplace environments are as varied as educational institutions, chemical factories, hazardous waste cleanup sites, research laboratories, military settings, weapons production facilities, clinical and research laboratories in hospitals and academic medical centers, NASA spacecraft, power plants, and aircraft cabins. While each of these workplaces presents different scenarios for the employee and provides different study opportunities, "vulnerability" is related to the fact that the employer often encourages worker participation. 

The potential for coercion lies in pressure brought to bear to enroll (or not enroll) in a study that may lead to loss of job, career, or benefits due to study findings. This vulnerability is often a low priority and subtle issue. Unions too often promote worker participation with the expectation or hope that "entitlements" may follow study findings. This is also coercion. 

	Workers Are in Effect a "Vulnerable" Population and Subject to Employment Related Risks 
[image: https://www.citiprogram.org/citidocuments/002IMAGES/workers/Herrin-IL2.jpg]
Why are workers vulnerable? 
[bookmark: _msoanchor_1]During recruitment, workers may experience pressure from supervisors to participate, not to participate, or to respond to a study in a way the employer or union may promote or perceive as advantageous to the organization. 
The ability to give informed consent may be compromised, diminished, or negated. A worker may not feel comfortable asking questions or foregoing participation.
The results of the study may affect the livelihood or personal security of the worker or other workers. For example, an employer may find out that a worker is not performing job duties as expected. This could adversely affect the worker's job and could result in job restriction or loss. Access to personnel or medical records as a part of the research activities may also have a negative effect. For example, researchers may identify a worker who repeatedly failed a credentialing examination as part of reviewing personnel records. This may result in a supervisor, who is one of the researchers, providing opportunities to other employees. The employer may also find out through the study results that an employee is impaired or has been made ill by the workplace. 
What are the workplace risks? 
Risks from the impact of study findings may include: 
· Effects on individual entitlements 
· Impairment of family relationships 
· Possible threats to job retention 
· Peer pressure 
· Constraints to job advancement, and 
· Inability to obtain and/or retain mortgage due to job loss or job restrictions 
· Loss of health insurance 
· The findings from research studies also may present significant financial implications for corporations, unions, or the government 
· Genetic issues affecting family and/or future health decrements 
These risks, if properly addressed, can be effectively managed to avoid or minimize harming workers. 



	Why do we need these studies? 
Research involving workers can have a significantly positive effect on the workplace. Health and safety of workers has been improved over the decades through workplace studies that broadened understanding of exposure pathways, control methodologies, and better detection techniques and devices. Some studies may, however, pose risk of harm to the physical, emotional, and economic well being of the worker who elects to participate. Use of identifiable records without individual consent may create additional concerns. 
What are possible study benefits? 
Benefits from the impact of study findings may include:
· Improvements in workplace safety 
· Development of educational or training opportunities for employees 
· Increased access to services that may not have been previously available 
· Improvement in job satisfaction 
Why are these studies research and not operational improvements or observations? 
A study becomes "research" when the intent of the project is to gather data and contribute to generalizable knowledge, to improve health practice, and to extend benefits of the project beyond the individual study participants. Studies also become "research" because data may be gathered with experimental (unapproved) diagnostics. They are also "research" when studies involve altering conditions for some workers but not others to determine impact. 

	[image: https://www.citiprogram.org/images/Module483/human%20subjects.jpg]Studies with Workers Require Review by the Institutional Review Board (IRB) 
The Common Rule ideally requires the establishment of a formally and appropriately constituted IRB to oversee the protection of human research subjects. Wherever possible or feasible, local IRBs overseeing workplace studies should have a worker member or worker consultant as needed. 
When the researcher is not employed by an organization at the study site, the local IRB review may be coordinated with an IRB at the researcher's home institution, or the home institution IRB may be the sole IRB of record. Because of the nature of occupational work sites, the non-biomedical nature of the study, and the fact that work sites are not attuned to these types of studies, creative solutions may need to be found for IRB review. 

		The Research Plan and Communication with Stakeholders 
Once a study has been determined to meet the definition of research (for example, not medical surveillance or public health), a human subjects research plan should be given top priority. Such a plan is a review process that includes: 
· A well-designed protocol with a records management strategy. 
· An objective, hypothesis and appropriate end-points 
· A locale-sensitive method of communicating and interacting with workers 
· Review by an appropriate IRB 
All stakeholder roles should be considered when balancing the risks and benefits of the research.[image: https://www.citiprogram.org/citidocuments/002IMAGES/workers/fieldworkerj0227557.jpg] The IRB's role includes continued involvement through oversight, site reports, and consideration of new issues as they arise during the study. Ideally, the research plan should recognize and involve all stakeholders from the outset. A complete research plan should assure accurate and full stakeholder communication, appropriate scientific peer review, IRB review, and dedication of adequate resources to ethical issues, as well as to the conduct of the study. 
IRBs may be concerned with risks posed by "paycheck vulnerability." The "paycheck vulnerability" relationship between subjects and employers is complicated by: 
· The ambiguous definition of "research" (45 CFR 46.102(d)) 
· The employee relationship with the employer's occupational medicine physician (analogous perhaps to the clinician-researcher conflict) 
· Unstated or organizational agendas promoting studies to determine or to suppress environmental risk, or to obtain "entitlements" 
· Supervising personnel/researchers asking for biospecimens from an employee 
· Organizational ownership of personnel and occupational health records 
Employer ownership of employee records and the absence of a human subjects protection system in settings where little to no research with human subjects occurs may increases the risks to participants and may make studies more difficult to identify and manage correctly under accepted elements of worker and human subjects research protection. 
Historically, ethical expectations often have not been implemented routinely in workplace research. However, enlightened employers in the private sector, especially where hazardous materials are used or liability issues prevail, have adopted excellent scientific and human subject review systems. Adherence to federal regulation is required in public sector sites or federally funded studies, but is voluntary in private sector sites for non-federally funded studies. Public sector sites cannot be assumed to recognize human subjects research as such and widespread education is needed as are requirements tied to funding. 
Research environments have many settings where workers or employees may be "coerced" into serving as study subjects. These differ from work sites like factories or weapons plants or industry because they have, or should have a culture of compliance, an IRB, and research-related policies. Nontraditional settings do not have these features, and thus require education and culture change to protect subjects. This effort can "follow the funding" when federal money is involved. 
All "stakeholders" must be made aware of and participate in addressing the special needs and issues that apply to research using workers as study subjects. The numbers of worker-related studies has increased significantly in recent years due to employee health and safety fears and/or political concerns about exposures and risks to workers' health from a liability perspective. 




		Privacy: The Biggest Worker Issue of All? 
[image: https://www.citiprogram.org/citidocuments/002IMAGES/workers/labworkerj0400425.jpg]Hippocrates stated that: 
Whatever, in connection with my professional service, or not in connection with it, I see or hear, in the life of men, which ought not to be spoken of abroad, I will not divulge, as reckoning that all such should be kept secret. 
Researcher access to confidential records adds to the vulnerability of workers who participate in workplace studies. Inappropriate release of individually identifiable health or other personal data could adversely affect a worker's retention of a job, insurance, and other employment related benefits. To avoid or minimize these risks, the study design must include adequate safeguards to protect the confidentiality of the information collected. A plan for the proper management of study data and records should clearly define the: 
· Control of the collected data 
· Who is authorized/approved to access, use, or disseminate study data or results 
· Disclosure to the subject of who will have access to the data and how it will be used 
· Use of personal identifiers (for example, name, phone number, or medical record number) 
· Inclusion of study results in employee personnel or medical records, or in publications 
Where several studies are in progress with the same worker population, the risks to privacy and confidentiality are likely to increase, requiring even more diligence in the management of confidential data by investigators and by those monitoring the studies. 
Contact and consent materials and research plans must detail the risks, the safeguards, as well as limits to confidentiality allowed by law. The IRB, the researcher, and the subject must be informed of the limits and loopholes in the privacy laws governing workplace medical and research records, as well as ownership of data (that may or may not be property of the employee) and applicable state/local laws. The privacy situation currently is clouded by Federal Laws (HIPAA) and by many state laws that address specific situations such as genetic testing and privacy. Newer technologies and electronic transmission of medical records exceed historic legal protections available for privacy. The Privacy Act of 1974 allows "routine user" access for "researchers" (and others) to obtain federally "owned" occupational medicine records. The collection of federal employee information was originally designed to provide information for government use and secondarily to offer records (including occupational records) for health and safety research (hence the "routine user" clause). In practice, this has become a major loophole for giving personal, private, identified health and personnel information to a variety of "routine users." It is problematic and is mentioned here to inform the reader, who may know HIPAA (The Privacy Rule) but may not be aware of the Privacy Act of 1974. 
The research use of genetic data and biological samples creates additional and complex ethical issues (see also Genetic Information Nondiscrimination Act [GINA] of 2008). Ethicists and researchers have argued that genetic screening or testing should have no role in the workplace because of employment risk associated with genetic screening or testing. At a minimum, when studies or medical monitoring include the collection of biological samples, all planned future uses of that samples, identifiers, and the data obtained from the samples, must be fully explained and accepted by the participant before beginning the study. Federal or state guidance applying to use of biological materials in hospitals or biomedical studies also applies to the use of such materials in studies in the workplace. 




	[image: https://www.citiprogram.org/images/Module483/mash1.jpg]Summary 
The Common Rule should apply to studies in the work place.  Workers as study subjects are a vulnerable population and additional considerations for their protections in research are needed. 
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