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1.0 PURPOSE:

This guidance establishes how adverse, unanticipated, and/or reportable events that occur during human subjects research shall be documented for, and reviewed by, the Human Subjects Committee (HSC) of the Lawrence Berkeley National Laboratory (LBNL).
2.0 REVISION HISTORY:

	Date  
	Revision No.
	Change
	Reference Section(s)

	01/31/10
	1.0
	New Procedure Drafted
	Not Applicable

	9/17/12
	1.1
	Reformat, terminology update
	All

	12/2018
	2.0
	Updated for consistency with the Revised Common Rule
	All


3.0 DEFINITIONS:

3.1. Research: a systematic investigation, including research development, testing, and evaluation, designed to develop or contribute to generalizable knowledge. Activities that meet this definition at______.102(l)(1)-(4) constitute research for purposes of this policy whether or not they are conducted or supported under a program which is considered research for other purposes. Exclusions: Journalism or collection of oral histories; public health surveillance activities; collection and analysis of data for criminal justice purposes; authorized operational activities for national security purposes as determined by the Department of Energy
.
3.1.1. Systematic Investigation: a study or examination involving a methodical procedure or plan.
3.1.1. Generalizable knowledge: results intended to be shared at conferences, included in abstracts, or published in journals or other literature, outside the institution.
3.2. Human subject: a living individual about whom an investigator conducting research obtains: (1) data through intervention or interaction with the individual, or (2), identifiable private information. In clinical research, a subject is someone who becomes a participant in research, either as a recipient of the test article or as a control.
3.2.1. Intervention includes both physical procedures by which data are gathered (for example, venipuncture) and manipulations of the subject or the subject’s environment that are performed for research purposes. 
3.2.2. Interaction includes communication or interpersonal contact between investigator and subject.
3.3. Private information is information that is associated with individuals or groups of individuals and that could reveal details of their lives or other characteristics that could impact them.  Private information is individually identifiable, i.e., the identity of the individual or group may be readily ascertained or associated with the information.  Private information includes: 
3.3.1. Information that is observed or recorded about behavior that occurs in a context in which an individual can reasonably expect that no observation or recording is taking place;

3.3.2. 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 or a utility bill.
3.4. Risk: The probability of discomfort, harm or injury (physical, psychological, social, or economic) occurring as a result of participation in a research study. Both the probability and magnitude of possible risks may vary from minimal to significant.
3.5. Protocol Lead Investigator:  The researcher with primary responsibility for conducting human subjects research under a specific protocol.
3.6. Vulnerable subject: a subject potentially vulnerable to coercion or undue influence, such as children, prisoners, individuals with impaired decision making capacity, or economically or educationally disadvantaged persons.  Certain circumstances may make some subjects situationally vulnerable (e.g., college students or employees) and certain groups may be vulnerable to group harms.

3.7. Adverse, Unanticipated and/or Reportable Event (AURE): an undesirable and unintended event that is a result of research participation or an experimental intervention (e.g., headache following spinal tap or the unintentional release of a subject’s social security number).
3.8. Definitely Related: An adverse event that meets all four of the following conditions:
3.8.1. Has a reasonable temporal relationship to the intervention. 
3.8.2. Could not readily have been produced by the research participant’s normal state or have been due to environmental or other interventions. 

3.8.3. Follows a known pattern of response to the intervention.
3.8.4. Disappears or decreases with reduction in or cessation of the intervention and recurs with re-exposure
3.9. Possibly Related: An adverse event that meets any of the following conditions:
3.9.1. Has a reasonable temporal relationship to the intervention.
3.9.2. Could not readily have been produced by the research participant’s normal state.
3.9.3. Could not readily have been due to environment or other interventions.
3.9.4. Follows a known pattern of response to intervention.
3.10. Serious: An adverse event that meets any of the following criteria:
3.10.1. Any death.
3.10.2. Any life-threatening event, e.g., an event that places the subject, in the view of the investigator, at immediate risk of death from the event as it occurred (does not include an event that, had it occurred in a more severe form, might have caused death).
3.10.3. Any event that requires or prolongs hospitalization.
3.10.4. Any event that results in persistent or significant disability/incapacity.
3.10.5. Any congenital anomaly/birth defect diagnosed in a child of a subject who participated in this study and received a study drug.
3.10.6. Other medically or psychologically important events that in the opinion of the investigator may jeopardize the subject or may require intervention to prevent one of the other outcomes listed in the definition above
3.11. Significant: An adverse or reportable event that does not rise to the level of serious, but actually or potentially interferes with the normal activities of daily life.  Examples include: 
3.11.1. Nausea severe and prolonged enough so as to prevent eating for a day or more;
3.11.2. A headache sufficient to prevent a participant from driving, reading, or watching television 
3.12. Adverse and/or Reportable Events: Any unanticipated event involving any aspect of a research study that potentially increases a risk to any persons involved (participants, research staff) or others not directly involved in the research. These can occur in biomedical and non-biomedical research. Examples include but are not limited to
3.12.1. Adverse emotional reactions to study procedures, such as depression or threat of harm to self or others, or reactions that require medical, psychological or legal intervention.
3.12.2. Unanticipated medical/physical reactions or injuries temporally related to a study.
3.12.3. Unanticipated identification of incidences of child abuse, threats of harm, sexual harassment, or other reportable events.
3.12.4. An investigator loses a laptop that contains confidential information about study participants.
3.12.5. A departure from the approved protocol’s procedures made without prior approval from the HSC (also known as a protocol deviation)
3.13. Unanticipated: An event, the occurrence, frequency or severity of which is not consistent with the approved protocol, consent form or, for drug or device studies, the investigator brochure.
3.14. Adverse/Unanticipated/Reportable Events (AURE) Report: a report that a researcher completes by filing a Reportable Event through the Human and Animal Research Protocol system (HARP). 
4.0 PRACTICE: 
The intent of Lawrence Berkeley National Laboratory is to ensure:
4.1. That all unanticipated problems involving risks to participants or others and adverse events shall be reported to the Human Subjects Committee (HSC) according to the following schedule:
4.1.1. Adverse Events that are Serious, Unanticipated, and Possibly, Probably, or Definitely Related must be reported within 2 working days of the Investigator’s knowledge of the event.
4.1.2. Unanticipated and/or reportable events that do not meet the criteria given in 3.7 for Serious must be reported within 5 working days of the Investigator’s knowledge of the problem.
4.2. A summary of all adverse, unanticipated and/or reportable events associated with the study must be reported to the HSC at the time of continuing review.
5.0 PERSONS AFFECTED:
5.1. All protocol lead investigators (PLIs) participating in, conducting or with oversight over research projects involving human subjects.
5.2. Human Subjects Committee (HSC) Chair or designated reviewer (designee)
5.3. Compliance Specialists and other Human and Animal Research Committees (HARC) office staff
5.4. Full HSC
5.5. Human subjects participating in research that falls under this guidance
6.0 RESPONSIBLITIES:
6.1. PLIs shall comply with this guidance and report relevant events as described in 7.1 (below).
6.2. The HSC Chair or designated member (designee) shall comply with this guidance and review reports of adverse events as described in section 7.2 (below).
6.3. The HARC office staff shall comply with this guidance and  immediately notify the investigator of protocol suspension through the Human/Animal Research Protocol Management (HARP) system if requested to do so by the reviewer or HSC Chair.
6.4. The full HSC will review reports of adverse, unanticipated and/or reportable events referred to it by the Chair or designee, as described in 7.3 (below).
7.0 PROCEDURES:
7.1. Event Reporting
7.1.1. The PI shall submit Adverse/Unanticipated/Reportable Events Reports as follows:
7.1.1.1. Adverse Events that are Serious, Unanticipated, and Possibly, Probably, or Definitely Related must be reported within 2 working days of the Investigator’s knowledge of the event.  
7.1.1.2. Unanticipated and/or reportable events that do not meet the criteria given in 3.10 for Serious must be reported within 5 working days of the Investigator’s knowledge of the problem, and
7.1.2. In the Report, the PLI will include the PI’s assessment of causality (related or not related to the study); a description of the actual event; and either a justification why no changes to the protocol or consent form are needed or a description of proposed modifications to the protocol or consent form.
7.2. Review of the AURE Report
7.2.1. All Reports submitted under this guidance are provided by HARC staff to the Chair or an HSC member who has been designated by the Chair to conduct expedited reviews.
7.2.2. The Chair or designee shall review the Report to determine what action, if any, is required. Actions may include, but are not limited to:
7.2.2.1. Providing information concerning the problem or event to subjects, research staff, and/or whoever else is affected;
7.2.2.2. Requiring modifications to the study;
7.2.2.3. Shortening the protocol approval duration;
7.2.2.4. Recommending suspension or termination of study approval.
7.2.3. If modifications are required and all modifications are minor, the Chair or a designee shall review the modifications under an expedited review.
7.2.4. If any of the following conditions apply, then the Report shall be referred to the full HSC for review:
7.2.4.1. the Chair or designee cannot make a determination as to whether any actions are or are not required; or
7.2.4.2. modifications are required that are substantive in nature; or
7.2.4.3. the Chair or designee determines that the study should be suspended or approval terminated;
7.2.4.4. Even though the AURE does not meet the definition of serious, it appears to form part of a pattern of continuing or repeated non-compliance;
7.2.4.5. the Chair or designee determines that a report to the Department of Energy is needed.
7.2.5. If participants or others are at immediate risk of harm and there is insufficient time to wait for review by the convened HSC, the reviewer will request that the HSC Chair or a HARC Compliance Specialist suspend the protocol in HARP and notify the investigator until review can be completed.
7.3. Reporting outside the HSC
7.3.1. Within 48 hours of determining that any of the following has occurred, the Chair or his/her designee shall report the occurrence as well as corrective actions to be taken, to the Institutional Official for LBNL and the Department of Energy Human Subjects Program manager:
7.3.1.1. any serious or significant adverse events;

7.3.1.2. any significant unanticipated problems or participant complaints about  the research;

7.3.1.3. any suspension of termination of IRB approval of research;

7.3.1.4. any significant or continuing non-compliance with human subjects policy or HSC SOPs.

7.3.2. When the following occurs in a research activity funded by a federal agency or department other than the Department of Energy, the Chair or his/her designee shall report the occurrence to the Office of Human Research Protections and to the LBNL Office of the Chief Financial Officer for reporting to the funding agency:
7.3.2.1. any serious and unanticipated adverse events;

7.3.2.2. any suspension of termination of HSC approval of research;

7.3.2.3. any serious or continuing noncompliance with human subjects policy or HSC SOPs.

Regulations: 
45 CFR 46.103(b)(5)(iii) 
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�I’ve only sketched the exclusions because they seem unlikely to apply at LBNL
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