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Human Subjects Protections Considerations

1.1 Research Procedures

Identify any procedures that are experimental, unusual or result in less than the usual standard of care.

1.2 Risks are Minimized and Reasonable in Relation to Benefits

1.2.1 Risk

In this section clearly identify all of the specific risks to subjects (i.e., physical, psychological, emotional and social harms etc.) as well as to others (e.g., relatives and friends, etc.).  Examples of risks frequently not considered may be stigmatization, loss of service (??), or loss of employment.  The description might include, as appropriate, whether the risks are immediate versus long range.  This section should also explain how the risks are minimized through sound research design and mitigation strategies. In the case of significant risks explain why alternative procedures may not be feasible.  

Detail the likelihood of the risk and provide justifications as appropriate (i.e., rare, % of risk, etc.) Cite sources as appropriate.

1.2.2 Benefit

If the research has the potential for subject benefitl (i.e., the subject derives a direct or indirect benefit from participating in this study), describe in detail any physical, psychological, or social benefits to the subjects that the investigator foresees. 

Identify if the research is beneficial to society at large and provide a summary of the potential benefit.

1.2.3 Risk – Benefit Balance

The investigators should also explain how these identified risks are reasonable in relation to the identified anticipated benefits (e.g., why the value of the information to be gained outweighs the risks involved).  

1.3 Recruitment and Selection of Subjects

This section should describe the subject populations (e.g., active duty military, minority/ethnic, gender) and describe why this representation is appropriate and equitable for the study.  The recruitment methods should be clearly and completely described. This would include reference to attached recruitment materials, study personnel conducting recruitment, and recruitment site.  If advertising materials will be used, a description of where the advertisement will be posted and a sample should be provided as an attachment.  Please note that this section should demonstrate that recruitment is not coercive. 

Where active military personnel are subjects, there should be a discussion of methods used to prevent coercion or undue influence of senior/supervisory personnel.  If military member is anticipated to deploy during study monitoring period than a contingency plan following subjects’ deployment should be detailed.

1.3.1 Compensation for Subjects

Will the participant be compensated for participating on the subject?  If so, provide description of payment schedule.

1.3.2 Compensation or Incentives for Investigators

Will the investigator be compensated or provided other incentives for enrolling participants in the study? If yes, provide information on compensation plan.

Note: In sections 1.3.1 and 1.3.2, provide a context for understanding compensation in foreign settings.

1.3.3 Fair and Equitable Selection of Subjects

For example, justify any exclusions for children women and minorities.  If women, minorities and children will not be recruited, explain why not. 

1.4 Informed Consent Process

Informed consent is required for all subjects unless the requirement of informed consent is specifically waived by the IRB.  This section should describe the circumstances of consent (e.g., timing, place, “waiting periods” etc.) such that coercion and undue influence is minimized.  This section should also identify who on the research team will be obtaining consent and what training is planned and/or has been received. 

For example, giving the subject a sufficient amount of time to consider whether or not to participate will minimize the possibility of coercion or undue influence. The informed consent document is the only evidence that the subject was informed of the risks and benefits of the study.  It also provides evidence that the subject gave consent, at that time, to participate. 

Identify different consent forms that are needed for the study (e.g., screening, study participation, HIV screening, future use specimens, assent form for minors).

Example text:

“Informed consent is a process that is initiated prior to the individual’s agreeing to participate in the study and continuing throughout the individual’s study participation.  Extensive discussion of risks and possible benefits of participation in this study will be provided to the subjects and their families.  Consent forms describing in detail the study procedures and risks are given to the subject and written documentation of informed consent is required prior to enrolling in the study.  Consent forms will be IRB approved and the subject will be asked to read and review the document. Upon reviewing the document, the investigator will explain the research study to the subject and answer any questions that may arise.  The subjects will sign the informed consent document prior to being enrolled in the study.  The subjects should have the opportunity to discuss the study with their surrogates or think about it prior to agreeing to participate.  The subjects may withdraw consent at any time throughout the course of the study.  A copy of the informed consent document will be given to the subjects for their records.  The rights and welfare of the subjects will be protected by emphasizing to them that the quality of their medical care will not be adversely affected if they decline to participate in this study.”

1.4.1 Consenter (Responsible Study Personnel)

Identify who will obtain the consent and their training for the assignment.

1.4.2 Witness

Identify who the witness(es) will be for the informed consent and under what circumstances the witness will be used (i.e., when participant is blind, illiterate, etc.).

1.4.3 Special Considerations

This section refers to special populations that would need an ombudsman or advocate like military personnel or blind subjects.  Please identify the ombudsman and the circumstances under which the role will be used.

1.4.4 Assent from children and/or adults with impaired capacity for consenting

When a study includes subjects who may be enrolled in the study only with the consent of the subject’s legally acceptable representative (e.g., minors or subjects unable to consent for themselves), the subject should be informed about the study to the extent compatible with the subject’s understanding.  If capable, the subject should assent and sign and personally date the written consent form.  A separate assent form, describing (in simplified terms) the details of the study, study procedures and risks may be used.  Assent forms do not substitute for the consent form signed by the subject’s legally acceptable representative. 

NMRC’s policy is that assent should be documented on a separate assent form for minors between the ages of 8 and 17.  A sample assent form is available from ORA upon request. 

1.4.5 Waivers of Informed Consent (including Parental Permission and Assent)

In limited circumstances, the investigator may request a waiver of documentation of consent (i.e., not obtaining a signature) or a waiver of the consent process entirely or in part. Please note that these criteria also apply to waiver of parental permission or waiver of child assent. Waiver of informed consent, waiver of parental permission, and waiver of documentation are NOT permitted under FDA regulations or for the involvement in research of nonviable neonates. 

Pursuant to 10 USC 980, waiver of informed consent is NOT permitted for “research involving experimental subjects.”  DODD 3216.2 defines “research involving human beings as experimental subjects” as activities where there is an intervention or interaction with a human being for the primary purpose of obtaining data regarding the effect of the intervention or interaction.”

If requesting a waiver of consent process, provide a clear and complete description of the following: 

· How the waiver will not adversely affect rights and welfare of subjects; AND

· Why the research could not practicably be conducted without waiver/alteration; AND
· Whenever appropriate, whether and how subjects will be provided additional pertinent information after participation.

If requesting a waiver of documentation only, provide a clear and complete description of the following:

· The only record linking the subject to the research is the consent form, and the principal risk to the subject would be potential harm resulting from breach of confidentiality; OR
· The research involves no procedures for which written consent is normally required outside of the research context

1.5 Privacy & Confidentiality Protections

Obtaining Identifiable Private Information: Obtaining identifiable private information or identifiable specimens for research purposes constitutes human subjects research.  Obtaining means receiving or accessing identifiable private information or identifiable specimens for research purposes.  This includes an investigator’s use, study, or analysis for research purposes of identifiable private information or identifiable specimens already in possession of the investigator. 

Private information includes (i) information about behavior that occurs in a context in which an individual can reasonably expect that no observation or recording is taking place, and (ii) information which has been provided for specific purposes by an individual and which the individual can reasonably expect will not be made public (e.g., a medical record).

In general, private information or specimens are individually identifiable as defined at 32 CFR 219.102(f) when they can be linked to specific individuals by the investigator(s) either directly or indirectly through coding systems, i.e., the identify of ht subject is or may readily be ascertained by the investigator or associated with the information. Considerations: Consider the nature, probability, and magnitude of harms that would be likely to result from a disclosure of collected information outside the research.  Evaluate the effectiveness of proposed anonymizing techniques, coding systems, encryption methods, storage facilities, access limitations, and other relevant factors in determining the adequacy of confidentiality protections. Sensitive information includes, but is not limited to, child abuse, violence, some infectious diseases, conditions affecting insurability, compensation or litigation, etc.  Research records are not medical records and can be subpoenaed.  

Include procedures for maintaining subject confidentiality, any special data security requirements, and record retention procedures.  State whether human subjects will be identifiable directly or through identifying information. State how the data will be linked to the subjects during the study. State how and where the data will be stored, and how it will be protected. 

State what the PI will do with the information obtained from the subjects. Describe which elements of the project might be openly accessible to other agencies or appear in publications. 

Describe the immediate use of data by the PI and others. Describe the long-range use of data by the PI and others. Explain what will happen to the data upon completion of the study. If the data will be retained specify for how long and by whom.   If the data will be destroyed, specify the time. 

1.5.1 Methods for recording, and coding of data and/or specimens 

1.5.2 Storage of data and/or specimens

1.5.3 Procedures for data and/or specimens

1.5.4 Safeguarding subject privacy and confidentiality

1.5.5 Plans for storage and retention of records 

Plans for de-identification of data at completion of study or rationale for not de-identifying data

1.5.6 Plans for future use and disallowance

If residual specimens will be maintained after the study is complete, include the provisions for consent and the options that are available for the volunteer to agree to the future use of his/her specimens.  Specify the location(s), if other than the clinical site, where specimens will be maintained, if the site's IRB will review future studies, and protections of confidentiality for any future studies with the stored specimens (e.g., specimens will be coded, bar-coded, de-linked).  Include a statement that genetic testing will not be performed if required by the IRB. 

1.6 Safeguards for Vulnerable Subjects

Special consideration should be given to protecting the welfare of particularly vulnerable subjects, such as children, active military personnel, prisoners, pregnant women, mentally disabled persons, or economically or educationally disadvantaged persons.  

If the study intends to enroll children, pregnant women, prisoners, or other vulnerable populations, see applicable section of 45 CFR 46: Subpart B – Additional DHHS Protections Pertaining to Research, Development and Related Activities Involving Fetuses, Pregnant Women, and Human In Vitro Fertilization (45 CFR 46.201-46.211); Subpart C – Additional DHHS Protections Pertaining to Biomedical and Behavioral Research Involving Prisoners as Subjects (45 CFR 46.301-46.306); Subpart D – Additional DHHS Protections in Children Involved as Subjects in Research (45 CFR 46.401-409).

Strategic issues include inclusion and exclusion criteria for selecting and recruiting participants; informed consent and willingness to volunteer; coercion and undue influence; and confidentiality of data.  

Investigators should not over-select or exclude certain groups based on perceived limitations or complexities associated with those groups. For example, it is not appropriate to target prisoners as research subjects merely because they are a readily available “captive” population.

Any state or local laws that bear on the decision-making abilities of potentially vulnerable populations should be considered. State statutes often address issues related to competency to consent for research, emancipated minors, legally authorized representatives, the age of majority for research consent, and the waiver of parental permission for research.  

Research studies that plan to involve any potentially vulnerable populations must have adequate procedures in place for assessing and ensuring subjects’ capacity, understanding, and informed consent or assent.  In certain instances, it may be possible for researchers to enhance understanding for potentially vulnerable subjects.  Examples include the inclusion of a consent monitor, a subject advocate, interpreter for hearing-impaired subjects, translation of informed consent forms into languages the subjects understand, and reading the consent form to subjects slowly and ensuring their understanding paragraph by paragraph.
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