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1. PURPOSE:

This document describes how the Human Subjects Committee (HSC) of the Lawrence Berkeley National Laboratory (LBNL) shall handle changes to human subjects research protocols so that the rights and welfare of all human subjects are protected.
2. REVISION HISTORY:
	01/15/10
	1.0
	  New Procedure Drafted
	  Not Applicable

	9/12/12
	1.1
	Reformatted, standardized terminology
	All

	12/07/18
	2.0
	Updated to comply with Revised Common Rule
	All


3. 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 and do not fall under one of the exclusions 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.
3.1.1. Systematic Investigation: a study or examination involving a methodical procedure or plan.
3.1.2
Generalizable knowledge: results intended to be shared at conferences and public forums, 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) information or biospecimens through intervention or interaction with the individual, and uses, studies or analyzes the information or biospecimens or (2) Obtains, uses, studies, analyzes, or generates 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 or biospecimens are gathered (e.g., 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 associated with individuals or groups of individuals and that could reveal details of their lives or other characteristics that could impact them.  Private information includes: 
1.1.1. 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;

1.1.2. 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.
1.1.3. Identifiable private information  is private information for which the identity of the subject is or may readily be ascertained by the investigator or associated with the information
1.1.4. An identifiable biospecimen is a biospecimen for which the identity of the subject is or may readily be ascertained by the investigator or associated with the biospecimen.
3.4 Protocol Lead Investigator:  The researcher with primary responsibility for conducting human subjects research under a specific protocol.
3.5 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.
3.6 Minimal risk means that the probability and magnitude of harm or discomfort anticipated in the research are not greater than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests.
3.7 Minor Changes to
 a study involve procedures that are associated with no more than minimal risks, or risks to subjects are not increased, and/or the change is not a significant alteration of the study design. Minor changes include but are not limited to:
3.7.1

The addition of research activities that would be considered exempt or expedited if considered independent from the main research protocol;

3.7.2

Changes in staff not responsible for the conduct of the study;3.7.3

A narrowing of the inclusion criteria;

3.7.4

A broadening of the exclusion criteria;
3.7.5

A decrease in the number of biological sample collections, provided that such a change does not affect the collection of information related to safety evaluations;

3.7.6

A decrease in the number of study visits, provided the decrease does not increase the length of time for the remaining visits or affect the collection of information related to safety evaluations;

3.7.8

Changes to improve the clarity of statements or to correct typographical errors, provided that such a change does not alter the content or intent of the statement;

3.7.9

Minor changes specifically requested by the Institutional Biosafety Committee or other LBNL committees with jurisdiction over research.
3.8 Substantive Changes: Any change to a study that may increase the risk or level of discomfort to subjects or significantly affects the nature of the study. Examples include:  changes to the recruitment plan; adding or revising eligibility criteria; changes in the costs of participation or the payment made to subjects; adding a research site; the addition, deletion or change in research staff responsible for the design, conduct, or reporting of a study; or changing the consent form to include a newly identified side effect or adverse event related to the study drug or intervention.
4. PRACTICE:  The intent of LBNL is to ensure:
4.1. The protection of the rights and welfare of human subjects in research conducted by or under the supervision of its faculty, staff, or students.
4.2. That all changes to previously approved research during the period for which approval is authorized are reviewed and approved by the HSC prior to initiation of the changes.
5. PERSONS AFFECTED:
5.1. Protocol lead investigators (PLIs) participating in, conducting, or with oversight over human subjects research.
5.2. Human Subjects Committee (HSC)
5.3. Compliance Specialists in the HARC Office
6. RESPONSIBLITIES:
6.1. PLIs shall comply with this procedure and apply to the HSC for approval of ALL changes to protocols for human subjects research, as described in 7.0 (below). 
6.2. The HSC shall comply with this policy and review applications for approval of changes to studies that are part of human subjects research, as described in section 7.0 (below).
6.3. The Compliance Specialist(s) and other HARC office staff shall comply with this policy and assist the HSC as described in 7.1–7.4 (below).

7. PROCEDURES:

7.1. Overview of HSC Review of Changes

7.1.1. PLIs are required to submit proposed changes to HSC-approved research prior to initiation of the changes. This requirement is stated in the HSC approval letter issued for all new and continuing approved studies. The only exception to this requirement is when a change is necessary to eliminate apparent immediate hazards to the subject. In such a case, the PI shall promptly inform the HSC of the change following its implementation; the HSC shall review the change to determine that it is consistent with ensuring the subjects’ continued welfare.
7.1.2. The Compliance Specialist in consultation with the HSC Chair/designee is responsible for making an initial determination on whether the proposed change is minor or substantive in nature. This determination will dictate the level of review required for changes to full review protocols, whether full committee or expedited review. The Compliance Specialist may request additional information from the PLI to make this determination. Where any doubt exists as to the appropriate level of review, default shall be to full committee review.  
7.1.3. Minor changes to any protocol may be approved using the “expedited” review procedure (review conducted by the HSC Chair or designee). Substantive changes to a protocol that is not otherwise eligible for expedited review must be reviewed by the full HSC. Changes to a protocol otherwise eligible for expedited review that may change the risk to greater than minimal must be reviewed by the full HSC.
7.2. Submission of Proposed Changes to the HSC: The PI shall submit proposed changes to a study to the HSC using the Modification/Amendment activity of the Human/Animal Research Protocol (HARP) system. The application must include a description of and justification for the proposed change(s) and information about any change regarding its level of risk to the study participants, and a modified protocol including any changed consent forms or other instruments.
7.3. Review

7.3.1. Expedited Review and Approval: Expedited reviews shall follow the Expedited Review by the Human Subjects Committee Procedure.  
7.3.1.1. Under expedited review, a change cannot be disapproved; however, the HSC Chair/designee can recommend that the change be reviewed by the full HSC. 
7.3.1.2. The expedited reviewer shall consider whether the change affects previously enrolled study subjects and whether it might affect their willingness to continue in the study. If so, the researchers shall contact the study subjects and present them with a revised consent form.
7.3.1.3. Federal regulations require that all HSC members be informed of all changes to ongoing research approved through the expedited review procedure. The HARC office staff shall satisfy this requirement by including this information on all HSC agendas.  Any HSC member may then request an in-meeting discussion of any such approval.
7.3.2. Full Board Review and Approval: When the protocol is not otherwise eligible for expedited review and the change is substantive as defined above, the change shall be reviewed by the full HSC. If the protocol has previously been reviewed by expedited procedures, but the change may increase the risk beyond minimal, then the changes shall be reviewed by the full HSC.  Additionally, the full board shall review any amendments referred to it by an expedited reviewer.  The review shall follow the HSC’s procedure for full-committee review and will appear on the agenda of the HSC.  
7.3.2.1. The HSC shall determine whether the change affects previously enrolled study subjects and whether it might affect their willingness to continue in the study. If so, the researchers shall contact the study subjects and present them with a revised consent form.
7.3.2.2. Conclusion of Full Review After HSC review, the Committee will vote on the proposed change(s). The Committee may vote to approve, to approve conditionally on the completion of minor amendments, or to table the protocol pending the receipt of additional information.  The full committee, in considering a modification initially submitted for expedited review, shall in addition to performing their usual review make a determination whether future reviews of the same study shall be by expedited or full Committee review. 
7.3.3. Criteria for Approval: In reviewing study changes, the designated reviewer or convened HSC shall use the following SOP:   
7.3.3.1. For studies with a date of first approval falling on or before January 19, 2019, Criteria for Approval of Human Subjects Research , Version 1.1
7.3.3.2. For studies with a date of first approval after January 20, 2019, Criteria for Approval of Human Subjects Research, Version 2.0 or greater.
7.3.4. Review of Changes to Radioactive Drug Research Committee (RDRC)-monitored studies: Certain protocols receive additional review by the RDRC.  When changes to such studies are submitted in the Human/Animal Research Protocol (HARP) system:  
7.3.4.1.   The HSC Chair or their designee shall notify the RDRC Chair, who serves as a non-voting member of the HSC, through the HARP system.  When the HSC approves the changes, the approval correspondence shall include a reminder that the changes may not be implemented until the HARP system reflects that the RDRC either will not require a review, or have approved the changes;
7.3.4.2. The RDRC Chair shall either agenda the changes for review at an RDRC meeting, or document in the HARP system the reason(s) why an RDRC review is not necessary. When the RDRC convenes and approves changes, a copy of the approval letter should be uploaded into the HARP system.

Regulations: 
45 CFR 46.110(b)
__ CFR  __.110(b) (as effective 21 Jan 2019)

21 CFR 361.1
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�Both the old rule and the new revised rule use the terms ‘minor’ and ‘substantive’





PAGE  
5

