DRAFT 2-17-07

IRB Reviewer’s Reference for 
Initial & Continuing Review

	IRB PROTOCOL REVIEW STANDARDS
Minimal Regulatory Requirements For IRB Review

	Regulatory review requirement
	The Following Factors (At A Minimum) Must Be Considered in the Assessment of Each Regulatory Review Requirement
	Notes

	1. The proposed research design is scientifically sound & will not unnecessarily expose subjects to risk.
	(a) Is the hypothesis clear? Is it clearly stated?
(b) Is the study design appropriate to prove the hypothesis?
(c) Will the research contribute to generalizable knowledge and is it worth exposing subjects to risk?

(d) Is the purpose of the research of value? NCQA v2.1 CRB6A
	

	2. Risks to subjects are reasonable in relation to anticipated benefits, if any, to subjects, and the importance of knowledge that may reasonably be expected to result. NCQA v2.1 CRB4A
	(a) What are the potential physical, psychological, social and economic harms? NCQA v2.1 CRB1A
(b) What do you consider the level of risk to be, (including the risk level for any investigational devices that may be employed- NCQA v2.1 CRB2D? (See risk/benefit assessment, page 6)
(c) Is there prospect of direct benefit to subjects? (See risk/benefit assessment, page 6)  What are the potential benefits to subjects?  NCQA v2.1 CRB1A3
	

	3. Subject selection is equitable.  Recruitment and enrollment procedures including payment to subjects.
	(a) Are the methods to obtain information about individuals who may be recruited appropriate? NCQA v2.1 CRB7A

(b) Who is to be enrolled? Men? Women? Ethnic minorities? Seriously-ill persons? Healthy volunteers?

(c) Are these subjects appropriate for the protocol?

(d) Is the payment reasonable and commensurate with the subject’s participation?

(e) Is advertisement content appropriate?
(f) If vulnerable subjects are to be enrolled, is there adequate justification for their inclusion?- NCQA v2.1 CRB2E, CRB6A
(g) If any classes of persons are excluded, has this been adequately justified? CRB6A
	

	4. Additional safeguards required for subjects likely to be vulnerable to coercion or undue influence.
	(a) Are appropriate protections in place for vulnerable subjects, e.g., pregnant women, fetuses, socially- or economically-disadvantaged, decisionally-impaired?
	

	IRB PROTOCOL REVIEW STANDARDS
Minimal Regulatory Requirements For IRB Review

	Regulatory review requirement
	The Following Factors (At A Minimum) Must Be Considered in the Assessment of Each Regulatory Review Requirement
	Notes

	5. If the study may enroll persons who are legally incompetent or who have impaired decision making capacity, the three criteria for inclusion of these persons are met.
	Criteria (1) Only incompetent persons or persons with impaired decision making capacity are suitable as research subjects.  Competent persons are not suitable for the proposed research.  The investigator must demonstrate to the IRB that there is a compelling reason to include incompetent individuals or persons with impaired decision-making capacity as subjects.  Incompetent persons or persons with impaired decision-making capacity must not be subjects in research simply because they are readily available.

Guidance for Criteria 1.
Criteria one says that persons with IDMC must be necessary to the research.  If the research can produce valid results without them, then persons with IDMC may not be included.  
The investigator must attest to the fact that subjects who are incompetent or who have IDMC are needed in order to have a representative sample of subjects with the condition/characteristic being studied
	

	
	Criteria (2). The investigator attests to the fact that the research entails no significant risks, tangible or intangible, or if the research presents some probability of harm, the investigator must explain how there is at least a greater probability of direct benefit to the participant.
	

	
	Criteria (3) The investigator indicates that procedures have been devised to inform the participant’s representatives (surrogates) of their roles and obligations to protect incompetent subjects or persons with impaired decision making capacity. 
	

	6. Informed consent is obtained from research subjects or their legally authorized representative(s).
	(a) Does the informed consent document include the required elements?
(b) Is the consent document understandable to subjects?
(c) Who will obtain informed consent (PI, nurse, other?) & in what setting? 
(d) Is the IRB requested to waive or alter any informed consent requirement?
	


	IRB PROTOCOL REVIEW STANDARDS   Minimal Regulatory Requirements For IRB Review Continued

	Regulatory Review Requirement
	The Following Factors (At A Minimum) Must Be Considered in the Assessment of Each Regulatory Review Requirement
	Notes



	7. Subject safety is maximized.
	(a) Have risks been minimized to the extent possible? NCQA v2.1 CRB2D4
(b) Does the research design minimize risks to subjects? (Consider the study design’s impact on risk to subjects) NCQA v2.1 CRB1A2,  NCQA v2.1 CRB2A
(c) If applicable, are provisions for safety monitoring adequate? NCQA v2.1 CRB2D2
(d) Would use of a data & safety monitoring board
or other research oversight process enhance subject safety?

(e) Is the setting appropriate? NCQA v2.1 CRB6A
	

	8. Subject privacy & confidentiality are maximized.
	(a) Will personally-identifiable records be protected to the extent possible from access or use? NCQA v2.1 CRB7A3
(b) Are any special privacy & confidentiality issues properly addressed, e.g., use of genetic information?

(c) Are appropriate methods used to identify & recruit subjects?

(d) Are the methods to obtain information about participants appropriate? NCQA v2.1 CRB7A1
(e) Provisions for protecting the confidentiality of research data are appropriate? NCQA v2.1 CRB7A4

	

	
	Additional Considerations
	

	Regulatory Review Requirement
	
	

	1. Process for monitoring and reporting adverse events.
	
	

	2. Presence of Data Safety Monitoring (DSMB) if applicable.
	
	

	3. Scientific training and qualifications of investigator.
	
	

	4. Human subject protection training of investigators and research staff.
	
	

	5. Investigator potential conflicts of interest.
	
	

	6. FDA-regulated research
	Is an IND or IDE involved in this protocol?

	

	7. Other
	
	


	Items Specific To Continuing Review 

These are Evaluated At Continuing Review In Addition to the Initial Review Items

	Regulatory Review Requirement
	Notes



	1. Review of Serious Adverse Events (NCQA v2.1 CRB4B)  (summary of on-site study related is acceptable)
	

	2. Protocol Amendments including updated Brochures (NCQA v2.1 CRB4B)
	

	3. New information regarding the study that may change the risk/benefit ratio (NCQA v2.1 CRB4B)
	

	4. Research findings to date, including summary of subject experiences, benefits, adverse reactions. (NCQA v2.1 CRB4B)
	

	5. Summary of Safety Monitoring reports (NCQA v2.1 CRB4B) 

This is N/A for minimal risk studies with no data safety monitoring plan
	

	6. Unanticipated problems involving risks to subjects (NCQA v2.1 CRB4B)
	

	7. Enumeration of subjects withdrawn and the reasons for withdrawal (NCQA v2.1 CRB4B)
	


Risk/Benefit Assessment
RISK  

Regulatory definition of minimal risk: 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 (45 CFR 46.102(h)(i)). Risk categories: 
1. The research involves no more than minimal risk to subjects.  

2. The research involves more than minimal risk to subjects - The risk(s) represents a minor increase over minimal risk, or The risk(s) represents more than a minor increase over minimal risk. 

BENEFIT 

Definition: A research benefit is considered to be something of health-related, psychosocial, or other value to an individual research subject, or something that will contribute to the acquisition of generalizable knowledge. Money or other compensation for participation in research is not considered to be a benefit, but rather payment for research-related inconveniences.  Benefit categories: 

1. The research involves no prospect of direct benefit to individual subjects, but is likely to yield generalizable knowledge about the subject’s disorder or condition.
2. The research involves the prospect of direct benefit to individual subjects.  
Determination of Continuing Review Interval (Approval Period) Upon Initial and Continuing Review

The IRB will require research reviews, for protecting the rights and welfare of subjects as frequently as it deems necessary.

The standard approval (and continuing review) period will be one year.  Approved minimum risk research will have continuing review set at one year unless otherwise specified by the IRB for individual  studies.  The IRB shall consider the following criteria in determining which studies require more frequent review:

1. Probability and magnitude of anticipated risks to subjects.  Examples for consideration:

a. Withdrawal of therapy, whether or not it is replaced by experimental treatment, when there is significant risk of morbidity or mortality;

b. Any invasive surgical procedure, even if the experimental procedure replaces a standard surgical procedure that is thought to involve higher risk;

c. More than minimal risk when there is no potential clinical benefit to the subject (e.g., Phase I studies);

d. Likely medical condition of the proposed subjects.

e. Nature and frequency of adverse events observed in similar research at this and other facilities.

2. Overall qualifications of the principal investigator and other members of the research team.

3. Specific experience of the principal investigator and other members of the research team in conducting similar research.

4. Vulnerability of the population being studied.  Examples: pregnant women, inpatients, mentally disabled persons, economically or educationally disadvantaged persons, subordinate employees, children, prisoners
5. Plans to monitor safety data

6. Other factors that the IRB deems relevant. 

Provide the rationale for the recommended continuing review interval based on level of risk for studies that are more than minimal risk and all for studies with a recommended continuing review interval that is more frequent than annual.

The rationale for the continuing review interval need not be provided if a one year continuing review interval is recommended and the study is minimal risk.

Recommended Approval/Continuing Review Interval:

_____

ANNUALLY

_____

 MORE OFTEN, specify _____________________

RATIONALE FOR RECOMMENDED CONTINUING REVIEW INTERVAL: 

(For all studies that are more than minimal risk and all studies with a recommended continuing review interval that is more frequent than annual.)

§46.116 - Informed Consent Checklist - Basic and Additional Elements 

	Basic Regulatory Review Requirement
	Notes

	1. A statement that the study involves research  (NCQA v2.1 ICS 1A1)
	

	2. An explanation of the purposes of the research  (NCQA v2.1 ICS 1A2)
	

	3. The expected duration of the subject's participation  (NCQA v2.1 ICS 1A3)
	

	4. A description of the procedures to be followed  (NCQA v2.1 ICS 1A4)
	

	5. Identification of any procedures which are experimental  (NCQA v2.1 ICS 1A5)
	

	6. A description of any reasonably foreseeable risks or discomforts to the subject  (NCQA v2.1 ICS 1A6)
	

	7. A description of any benefits to the subject or to others which may reasonably be expected from the research  (NCQA v2.1 ICS 1A7)
	

	8. A disclosure of appropriate alternative procedures or courses of treatment, if any, that might be advantageous to the subject  (NCQA v2.1 ICS 1A8)
	

	9. A statement describing the extent, if any, to which confidentiality of records identifying the subject will be maintained.  Including possible FDA inspection of records (if applicable) (NCQA v2.1 ICS 1A9) 
	

	10. For research involving more than minimal risk, an explanation as to whether any compensation, and an explanation as to whether any medical treatments are available, if injury occurs and, if so, what they consist of, or where further information may be obtained  (NCQA v2.1 ICS 1A11, 12)
	

	11. An explanation of whom to contact for answers to pertinent questions about the research and research subjects' rights,  (NCQA v2.1 ICS 1A13) and whom to contact in the event of a research-related injury to the subject  (NCQA v2.1 ICS 1A, 12)
	Research Qs

	12. 
	Rights Qs

	13. 
	Injury Qs


	Basic Informed Consent Checklist, Continued

Regulatory Review Requirement
	Notes



	14. A statement that participation is voluntary,  (NCQA v2.1 ICS 1A, 14) refusal to participate will involve no penalty or loss of benefits to which the subject is otherwise entitled,  (NCQA v2.1 ICS 1A15) and the subject may discontinue participation at any time without penalty or loss of benefits, to which the subject is otherwise entitled  (NCQA v2.1 ICS 1A, 16)
	

	15. Does not include exculpatory language through which the subject or the subject’s legally authorized representative is made to waive or to appear to waive any of the subject’s legal rights, or releases or appears to release the investigator, the sponsor, the institution or its agents from liability for negligence. (NCQA v2.1 ICS 1C 3)
	

	Additional Elements Of Informed Consent, As Appropriate
	Notes

	1. A statement that the particular treatment or procedure may involve risks to the subject (or to the embryo or fetus, if the subject is or may become pregnant), which are currently unforeseeable  (NCQA v2.1 ICS 1B 1)
	

	2. Anticipated circumstances under which the subject's participation may be terminated by the investigator without regard to the subject's consent (NCQA v2.1 ICS 1B 2)  (NCQA v2.1 ICS 1B Ad El bullet 2))
	

	3. Any additional costs to the subject that may result from participation in the research   (NCQA v2.1 ICS 1B 3)  (NCQA v2.1 ICS 1B A El bullet 3)
	

	4. The consequences of a subject's decision to withdraw from the research and procedures for orderly termination of participation by the subject  (NCQA v2.1 ICS 1B 4)  (NCQA v2.1 ICS 1B A El bullet 4)
	

	5. A statement that significant new findings developed during the course of the research, which may relate to the subject's willingness to continue participation, will be provided to the subject  (NCQA v2.1 ICS 1B 5)  (NCQA v2.1 ICS 1B A El bullet 5)
	

	6. The approximate number of subjects involved in the study  (NCQA v2.1 ICS 1B 6)  (NCQA v2.1 ICS 1B A El bullet 6)
	

	7. If there is payment for participation, payments, other than reimbursement for travel expenses, must be mentioned in the consent form. This mention must include whether reimbursement is paid for completing any portion of the study and the total amount, method, and timing/schedule of payments (NCQA v 2.1 ICS 1C, 1& 2)  
	

	§46.117 Documentation of Informed Consent Checklist
	Notes

	Informed Consent shall be documented by the use of a written consent form approved by the IRB and signed and dated by subject, or subject’s legally authorized representative.  A copy shall be given to the person signing the form.
	

	The information given to a subject or the representative shall be in language understandable to the subject or representative (i.e., lay terms).
	


	a. Except as provided in paragraph "c" of this section, informed consent shall be documented by the use of a written consent form approved by the IRB, and signed by the subject or the subject's legally authorized representative. A copy shall be given to the person signing the form.

	WRITTEN
	The consent form may be either of the following:

1. A written consent document that embodies the elements of informed consent required by §46.116. This form may be read to the subject or the subject's legally authorized representative, but in any event, the investigator should give either the subject or the representative adequate opportunity to read it before it is signed.

	DONE ORALLY
	2. A short form written consent document, (NCQA v 2.1 ICS 2A 4) stating that the elements of informed consent required by §46.116 have been presented orally to the subject or the subject's legally authorized representative. When this method is used, there shall be a witness to the oral presentation. Also, the IRB shall approve a written summary of what is to be said to the subject or the representative. Only the short form itself is to be signed by the subject or the representative. However, the witness shall sign both the short form and a copy of the summary, and the person actually obtaining consent shall sign a copy of the summary. A copy of the summary shall be given to the subject or the representative, in addition to a copy of the short form.

	WAIVER of req't for signed form
	c. An IRB may waive the requirement for the investigator to obtain a signed consent form for some or all subjects (NCQA v 2.1 ICS 2A 3), if it finds either:

1. That the only record linking the subject and the research would be the consent document, and the principal risk would be potential harm resulting from a breach of confidentiality. Each subject will be asked whether the subject wants documentation linking the subject with the research, and the subject's wishes will govern; or

2. That the research presents no more than minimal risk of harm to subjects, and involves no procedures, for which written consent is normally required outside of the research context. 

In cases in which the documentation requirement is waived, the IRB may require the investigator to provide subjects with a written statement regarding the research. 


IRB Latitude to Approve a Consent Procedure that Alters or Waives some or all of the Elements of Consent (NCQA v 2.1, ICS 2A 1 & 2)
	§ 46.116
	Notes

	An IRB may approve a consent procedure, which does not include, or which alters, some or all of the elements of informed consent set forth in this section, or waive the requirements to obtain informed consent, provided the IRB finds and documents that: 
	

	C: 1.The research or demonstration project is to be conducted by, or subject to the approval of, state or local government officials, and is designed to study, evaluate, or otherwise examine: (i) public benefit or service programs; (ii) procedures for obtaining benefits or services under those programs; (iii) possible changes in or alternatives to those programs or procedures; or (iv) possible changes in methods or levels of payment for benefits or services under those programs; and
	

	C: 2.The research could not practicably be carried out without the waiver or alteration.
	

	D: 1. The research involves no more than minimal risk to the subjects;
	

	D: 2.The waiver or alteration will not adversely affect the rights and welfare of the subjects;
	

	D: 3.The research could not practicably be carried out without the waiver or alteration; and
	

	D: 4.Whenever appropriate, the subjects will be provided with additional pertinent information after participation.
	


HIPAA WAIVER REQUEST

The IRB must determine and document that a request for a waiver of authorization satisfies all the following criteria:

1. The use or disclosure of the requested information involves no more than a minimal risk to the privacy of individuals based on, at least, the presence of the following elements:

a. An adequate plan to protect the identifiers from improper use and disclosure

b. An adequate plan to destroy the identifiers at the earliest opportunity consistent with conduct of the research, unless there is a health or research justification for retaining the identifiers or such retention is otherwise required by law; and

c. Adequate written assurances that the requested information will not be reused or disclosed to any other person or entity, except as required by law, for authorized oversight of the research study, or for other research for which the use or disclosure of the requested information would be permitted by the Privacy Rule;

2. The research could not practicably be conducted without the waiver or alteration; and

3. The research could not practicably be conducted without access to and use of the requested information.
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