PARTNERS HUMAN RESEARCH COMMITTEE

GUIDE TO IRB REVIEW OF NON-EXEMPT HUMAN RESEARCH
In order to approve human-subjects research or approve changes in IRB-approved research, the PHRC must determine that all of the regulatory criteria for IRB approval at 45 CFR 46.111(a)(1-7)(b) and, for FDA regulated research, 21 CFR 56.111(a)(1-7)(b) are satisfied.  This PHRC Guide to IRB Review of Non-Exempt Human Research has been developed to assist members with review determinations.
	SECTION I: Regulatory Criteria for IRB Approval


	Instructions: Determine whether the research meets each of the following criteria for approval.

If yes, note in your review protocol-specific information that supports this finding.

If no, note in your review specific changes the investigator must make to meet this criterion.

If insufficient information (?), note in your review the information needed to make determination.

	

	MINIMIZATION OF RISKS



	(1) Risks to subjects are minimized: (i) by using procedures which are consistent with sound research design and which do not unnecessarily expose subjects to risk, and (ii) whenever appropriate, by using procedures already being performed on the subjects for diagnostic or treatment purposes.



	Points to Consider:
· Are the rationale and basis for the study hypothesis adequately supported by the background information?

· Are the results of laboratory, animal, or prior studies in humans sufficient to justify this research?

· Are the design of the research and the proposed research procedures adequate to answer the research questions posed?

· When applicable, can data from procedures or tests being performed for diagnostic or treatment purposes be used in lieu of procedures or tests being performed solely for research purposes?

· Could procedures that involve less risk be used to answer the research question?

· Is the sample size (number of subjects) adequate to obtain meaningful results?

· Is the method proposed for selecting and assigning subjects to treatment groups unbiased?

· Are the study endpoints clearly defined, and are the methods of data analysis appropriate?
· When appropriate, are there adequate safeguards to minimize risk to subjects, including well defined drop criteria and stopping rules? 

	

	ASSESSMENT OF RISKS IN RELATION TO ANTICIPATED BENEFITS


	(2) Risks to subjects are reasonable in relation to anticipated benefits, if any, to subjects, and the importance of the knowledge that may reasonably be expected to result.  Risks include any physical, psychological, social, legal, and economic risks to subjects.


	Points to Consider:

· What are the anticipated physical, psychological, social, legal, or economic risks to individual subjects?

· What are the potential benefits, if any, to subjects?

· What information is likely to result from the research and what impact, if any, will the information have on furthering the understanding of human physiology or diagnosis or treatment of the disease or condition being studied?

· Are there any groups of people who might be more susceptible to the risks presented by the study and who therefore ought to be excluded from the research?  Are the procedures for identifying such individuals adequate?

· When applicable, are there adequate plans to exclude subjects who are vulnerable to injury when withdrawn from their current effective therapies?

	


	EQUITABLE SELECTION OF SUBJECTS


	(3) Selection of subjects is equitable taking into account the purpose and the setting of the research.



	Points to Consider:

· Does the nature of the research require or justify using the proposed study population?

· Will the solicitation of subjects avoid placing a disproportionate share of the risks and discomfort as well as inconvenience of the research on any single group of individuals?

· Are women of childbearing potential eligible for participation or, if not eligible, has their exclusion been justified?
· Are non-English speaking individuals eligible for participation or, if not eligible, has their exclusion been justified?
· Has the selection process overprotected potential subjects who are considered vulnerable so that they are denied opportunities to participate in research?

· Are any payments to subjects reasonable, based upon the complexities and inconveniences of the study and the particular subject population?

	

	INFORMED CONSENT


	(4) Informed consent will be sought from each prospective subject or the subject’s legally authorized representative, in accordance with, and to the extent required by 45 CFR 46.116 and for FDA regulated research 21 CFR 50.
General Requirements of Informed Consent:
· The investigator will obtain the legally effective informed consent of the participant or the participant’s legally authorized representative.

· The circumstances of consent provide the prospective participant or the representative sufficient opportunity to consider whether or not to participate.

· The circumstances of consent minimize the possibility of coercion or undue influence.

· The information that will be given to the participant or the representative will be in language understandable to the participant or the representative.

· No information will be provided to the participant or the representative that waives or appears to waive any of the participant’s legal rights, or that releases or appears to release the investigator, the sponsor, the institution, or its agents from liability for negligence.

· All required and appropriate additional disclosures will be provided to the participant or the participant’s representative.
Basic and Additional Elements of Informed Consent: Refer to the PHRC Research Consent Form Reviewer Worksheet and Checklist.

	Points to Consider:
· Who will be explaining the research to potential subjects?  Should the principal investigator or physician co-investigators be required to obtain consent?  Should someone in addition to or other than the investigator be involved in the consent process (e.g., subject advocate)?

· Does the investigator serve a dual role that may pose a conflict of interest?

· Will the consent process take place under conditions most likely to provide potential subjects an opportunity to make a decision about participation without undue pressure?
· Will the consent process provide potential subjects with sufficient time to consider participation and consult others, such as their primary care physician or family members?

	


	DOCUMENTATION OF INFORMED CONSENT


	(5) Informed consent will be appropriately documented, in accordance with, and to the extent required by 45 CFR 46.117 and for FDA regulated research 21 CFR 50.
Long form

· The consent document embodies the basic and appropriate additional elements of disclosure. (See Elements of Informed Consent Disclosure)

· The participant or the participant’s legally authorized representative will sign and date the consent document.

· A copy of the signed and dated consent document will be given to the person signing the consent document.

· The investigator will give either the participant or the representative adequate opportunity to read the consent document before it is signed and dated. 

Short form

· The short form consent document (“short form”) states that the elements of disclosure required by regulations have been presented orally to the participant or the participant’s legally authorized representative.

· A written consent form embodies the basic and appropriate additional elements of disclosure.

· There will be a witness to the oral presentation.

· For participants who do not speak English, the “short form” is in the participant’s spoken language and the witness is conversant in both English and the language of the participant.

· The participant or the participant’s legally authorized representative will sign and date the “short form.”
· The witness will sign and date both the “short form” and the consent form.

· The person actually obtaining consent will sign and date the consent form.

· A copy of the signed and dated “short form” and consent form will be given to the participant or the participant’s legally authorized representative.

	Points to Consider:

· Are the language and presentation of the information to be conveyed appropriate to the subject population, taking into consideration the reading level, use of complex sentence structure and use of technical terms as well as the need for translation into languages other than English?

· Do the consent documents describe the study design (including plans for randomization, use of placebos, and the probability that the subject will receive a given treatment) and conditions for breaking the code (if the study is masked)?

· Do the consent documents describe the risks and benefits of each of the proposed interventions?

· Do the consent documents describe alternative courses of action available to the participants?

· Do the consent documents describe the extent to which participation in the study precludes other therapeutic interventions?

	

	DATA AND SAFETY MONITORING


	(6) If the research involves more than minimal risk to subjects, the research plan makes adequate provision for monitoring the data collected to ensure the safety of subjects.



	Points to Consider:

· How will the trial be monitored for safety?  Is the plan appropriate given the risks, size, type and complexity of the trial?

· When appropriate, how will decisions about stopping the trial be made?  By whom?  On what basis?

	


	PRIVACY AND CONFIDENTIALITY


	(7) When appropriate, there are adequate provisions to protect the privacy of subjects and to maintain the confidentiality of data.



	Points to Consider:

· Do the methods for recruiting and consenting subjects adequately protect their privacy?

· Are study related discussions or interviews conducted in a private setting?

· If the investigator wants to review existing records to select subjects for further study, are subjects recruited through their physician or health care provider involved in their care?

· Will the investigator(s) be collecting sensitive information about individuals (e.g., related to sexual practices, substance abuse, or illegal behavior)?  If so, have they made adequate provisions for protecting the confidentiality of the data through coding, destruction of identifying information, limiting access to the data, or whatever methods that may be appropriate to the study?

· If the information obtained about subjects might interest law enforcement or other government agencies to the extent that they might demand personally identifiable information, should a certificate of confidentiality be sought from a federal or state agency to protect the research data and the identity of the subjects from subpoena or other legal process?

· Are there adequate plans to protect participants from the risks of breach of confidentiality and invasion of privacy?  If the protocol involves an epidemiologic study, will subjects or their relatives be protected from learning inappropriate information?

	

	VULNERABLE SUBJECTS


	(b)  When some or all of the subjects are likely to be vulnerable to coercion or undue influence, such as children, prisoners, pregnant women, mentally disabled persons, or economically or educationally disadvantaged persons, additional safeguards have been included in the study to protect the rights and welfare of these subjects.


	Refer to Additional Protections Forms: The Additional Protections Forms for children, pregnant women and fetuses, nonviable neonates and neonates of uncertain viability, and individuals with impaired decision-making capacity include the additional protections and regulatory criteria for approval of these populations.  Investigators are required to complete these forms in order to assist the PHRC in making the required determinations.  Although the PHRC members may use the information provided by the investigator, the PHRC is responsible for making all required determinations.  For research involving children, this includes determining the category of approvable research in children (46.404, 46.405, 46.406, or 46.407) and determining requirements for permission by parents, or guardians and for assent of children.

	

	SECTION II: Clinical Investigations of Drugs or Biological Products, or Medical Devices


	clinical investigations of drugs: An IND is required for any experiment in which a drug is administered or dispensed to, or used in one or more human subjects, unless the clinical investigation is exempt in accordance with 21 CFR 312.  An experiment is any use of a drug except for the use of a marketed drug in the course of medical practice.

	Note whether or not an IND is needed.  Refer to Drugs/Biologics Form for IND requirements and exemptions.

	

	clinical investigations of devices: An IDE is required to conduct a clinical investigation to determine the safety and/or effectiveness of a device in one or more subjects, unless the clinical investigation is determined to be a nonsignificant risk (NSR) device study (and so must follow the abbreviated IDE requirements), or is exempt in accordance with 21 CFR 812.

	Note whether or not an IDE is needed or whether the device investigation is exempt from IDE requirements.  Refer to Medical Device Form for IDE requirements and exemptions.

	Note whether there is an adequate plan to control the medical device so that it will be used only in approved research and only in approved subjects.  If not, note what would constitute an adequate plan for device control.


	SECTION III: DURATION OF APPROVAL (one year or less)


	Continuing review must be conducted at intervals appropriate to the degree of risk, but not less than once per year.

	Specify the appropriate frequency of continuing review.

	Note: Consider requiring review more frequently than once per year when: (1) the research is a Phase I study of a challenging or novel new drug or biologic; (2) the research involves studying the safety and effectiveness of a Category A significant risk device; (3) the research involves healthy volunteers and the research procedures involve anesthesia or medical procedures involving sedation; (4) there is little external oversight or data safety monitoring of the research; (5) the research involves gene transfer or xenotransplantation; or (6) the research involves infectious agents. 

	

	SECTION IV: MATERIAL CHANGES SINCE PREVIOUS REVIEW
Previously Approved Research

	The IRB must determine which projects need verification from sources other than the investigators that no material changes have occurred since the previous review?  Material changes mean any change that would affect the determination of whether the research meets the regulatory criteria for IRB approval.


	If verification from sources other than the investigators is needed, note required source(s) of independent verification; for example: QI Program; FDA; DSMB or DMC; GCRC; NIH; or collaborating IRBs.



	Note: Consider obtaining independent verification when the research is: (1) being conducted by persons who have previously failed to comply with all regulations; (2) in question as a result of information provided at continuing review; or (3) substantial segments of the project are conducted off-site by Partners investigators or collaborators.

	

	SECTION V: SIGNIFICANT NEW FINDINGS

Previously Approved Research

	The IRB must determine whether there are any significant new findings that might relate to the subject’s willingness to continue participation in the research?



	If there are new findings that might relate to the subject’s willingness to continue participation in the research, note whether the new findings have been or should be provided to subjects.


	If subjects were not provided with information about any significant new findings that might relate to their willingness to continue participation in the research, note how subjects should be informed of the new findings (e.g., re-consent in writing or by letter).

	

	SECTION VI: UNANTICIPATED PROBLEMS
Previously Approved Research

	The IRB must determine whether an incident, experience or outcome is an unanticipated problem involving risks to subjects or others.



	In making its determination, the IRB must consider whether the incident, experience or outcome is unexpected (in terms of nature, severity, or frequency) given (a) the research procedures that are described in the protocol-related documents, such as the IRB-approved research protocol and informed consent document; and (b) the characteristics of the subject population being studied?


	Additionally, the IRB must consider whether the incident, experience or outcome suggests that the research places subjects or others at a greater risk of harm (including physical, psychological, economic, or social harm) than was previously known or recognized?



	Note: Unanticipated problems involving risks to subjects or others are incidents, experiences or outcomes that are unexpected and suggest that subjects or others are placed at a greater risk of harm than was previously known or recognized.


	IRB REVIEW ACTIONS
1. Approve Research as Submitted

The IRB may approve research as submitted and reviewed by the IRB if the Committee determines that all of the relevant regulatory requirements are satisfied.  Operationally, this means that the IRB approves the research protocol and research consent form and other documents as submitted, with no change.
2. Require Modifications in Research to Secure Approval

Alternatively, the IRB may require modifications in the research to secure approval if the IRB determines that all of the relevant regulatory requirements would be satisfied if the investigator modifies the research protocol and research consent form as required by the IRB.  Operationally, this means that the IRB provides the investigator with explicit modifications, and does not ask for additional information or for clarification of issues that may affect the risk benefit assessment or other regulatory requirements for IRB approval.

For example: The IRB requires the investigator to exclude patients with a serum creatinine < 3.0; the IRB requires the investigator to discontinue subjects if their blood pressure goes above 140/100.
Note: It is not sufficient to simply ask the investigator to propose parameters for stopping or excluding a subject’s participation.  The IRB must provide the parameters that minimize risks to subjects.
In order to obtain IRB approval, the investigator must simply concur with the IRB’s required modifications and make the required changes to the affected documents.  If the investigator disagrees with the IRB’s required modifications, the protocol must be re-reviewed at a convened meeting of the IRB that originally reviewed the protocol.  Minor changes included with the response may be approved by expedited review in accordance with PHRC Policies & Procedures.

3. Defer Action

When the IRB needs additional information from the investigator in order to determine whether all of the relevant regulatory requirements are satisfied, the IRB must defer action until the information is provided and then must review the response at a convened meeting of the IRB that originally reviewed the protocol.

For example: The protocol submission may lack preclinical data or data from previous trials, without which the IRB cannot fully assess the risks and potential benefits; or, the protocol lacks sufficient safeguards to minimize risk, such as drop criteria, and the Committee hasn’t specified the drop criteria that would minimize the risk.
4. Disapprove Research

When the IRB has all of the information it needs to determine whether all of the relevant regulatory requirements are satisfied, and determines that the requirements cannot be satisfied by making modifications in the research, the IRB must disapprove the research.
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