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	SCOPE:  All Company-affiliated facilities engaged in human subject research, especially research overseen by a facility-affiliated Institutional Review Board (IRB).



	PURPOSE:  To establish a process for systematic review of research protocols that supports protection of human subjects and is compliant with state and federal regulations.


	POLICY:  
The definitions in the IRB Guidance Policy, QM.RES.001, apply to this and all other Company and facility IRB and human subject research policies.

The IRB must review all research protocols involving human subjects as defined in the IRB Guidance Policy, QM.RES.001.  The IRB must assess whether its members have the knowledge, skill and experience to adequately review and approve the submitted research and secure adequate consultation if they do not or refer the protocol to a properly experienced IRB.
Exemption From IRB Review

Federal regulations permit an IRB to provide for exemption from IRB review for certain kinds of research if specific conditions are met.    Research that is granted exemption from IRB review may still require formal informed consent of each participant. Additionally, exemption from IRB review does not automatically imply the criteria for a HIPAA waiver of authorization which must be determined independently based on its own criteria.   Even if a protocol is eligible under federal regulations for Exempt Status, the IRB may choose to review the protocol in accordance with its usual procedures.  No studies involving the use of investigational drugs, devices or biologics will be granted Exempt Status.  

Although exempt from IRB review, exempt protocols should be tracked in the Open Protocol log (designated as exempt) and checked periodically and marked as closed when the research activity has completed.  No other review or oversight is needed unless there is change in the research activity that makes it no longer fit into an exempt category.
To obtain a determination of Exempt Status, an investigator must submit the required information to the IRB Chair.   The Chair or designated member will determine whether the project is approved for Exempt Status based on the federal criteria, and will provide written confirmation of the decision to the applicant and retain a copy of the documentation in the records of the IRB.  The investigator correspondence should dictate that any changes to the protocol should be presented to the IRB for assurance of maintenance of exempt status.
Research that is not approved for “Exempt Status” may be conducted only after it is formally submitted to the IRB and approved.

OHRP Criteria for Eligibility for Exempt Status As Of June 23, 2005 (Updated from time to time at: http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.htm#46.101).
Research protocols that fit exclusively within one of the following categories may be exempt from IRB review, if the study does not involve prisoners, fetuses, pregnant women, or human in vitro fertilization, AND the Chair of the IRB in accordance with this policy approves Exempt Status.

1. Research conducted in established or commonly accepted educational settings, involving normal educational practices, such as (i) research on regular and special education instructional strategies, or (ii) research on the effectiveness of or the comparison among instructional techniques, curricula, or classroom management methods.

2. Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures or observation of public behavior, unless:

a. Information obtained is recorded in such a manner that human subjects can be identified, directly or through identifiers linked to the subjects; AND

b. Any disclosure of the human subjects' responses outside the research could reasonably place the subjects at risk of criminal or civil liability or be damaging to the subjects' financial standing, employability, or reputation; AND

c. For studies involving children, observation of pubic behavior is not eligible for Exempt Status if the investigators participate in the observed behavior. 

3. Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures, or observation of pubic behavior that is not exempt under paragraph  (b) above, if:  (i) the human subjects are elected or appointed public officials or candidates for public office; or (ii) Federal statute(s) require(s) without exception that the confidentiality of the personally identifiable information will be maintained throughout the research and thereafter.

4. Research involving the collection or study of existing data, documents, records, pathological specimens, or diagnostic specimens, if these sources are publicly available or if the information is recorded by the investigator in such a manner that subjects cannot be identified, directly or through identifiers linked to the subjects.

5. Research and demonstration projects which are conducted by or subject to the approval of Department or Agency heads, and which are 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 methods or levels of payment for benefits or services under those programs.

6. Taste and food quality evaluation and consumer acceptance studies, (i) if wholesome foods without additives are consumed or (ii) if a food is consumed that contains a food ingredient at or below the level and for a use found to be safe, or agricultural, chemical or environmental contaminant at or below the level found to be safe, by the Food and Drug Administration or approved by the Environmental Protection Agency or the Food Safety and Inspection Services of the U.S. Department of Agriculture.

IRB Review of Research

The IRB shall have criteria that meets minimum standards for evaluating non-exempt research and will do so through either a Full Board or Expedited Review process.
Initial Review

The IRB must conduct initial and continuing review of all non-exempt research at convened meetings at which a majority of the members are present, unless the research falls into one or more of the categories appropriate for expedited review.

Continuing Review
IRBs must conduct substantive and meaningful continuing review of research at intervals appropriate to the degree of risk, but not less than once per year.  Thus the approval period for research may extend no more than 365 days after the convened IRB meeting at which the research was last reviewed and approved.

Expedited Review
The IRB Chair or his/her designee(s), who must be an IRB voting member, may review research through an expedited procedure if:

1. The research constitutes a minor change in previously approved research during the period for which approval is authorized (“Minor changes” are defined as not affecting the relationship of likely subject risk to benefit relied upon to approve the protocol; or the rights, safety, or welfare of the human subjects involved in the investigation); or

2. The research is not greater than minimal risk and falls within the current categories of the published Department of Health and Human Services (DHHS) and Food and Drug Administration (FDA)’s list of research eligible for expedited review in the Federal Register.

The full IRB shall be informed at the next convened meeting of all requests that received Expedited Review since the last meeting, the basis for doing so and their dispositions.  Any request that is not approved by Expedited Review will be included in the members’ pre-meeting packets, together with the necessary supporting information, and eligible for full committee review and approval.


	PROCEDURE:

Standard Operating Procedure (SOP)
The IRB must develop a Standard Operating Procedure (SOP) for its local community to guide the process for initial and continuing review of a protocol.  The SOP must include, at a minimum, the following:
Initial Review
1. In conducting the initial review of proposed research, IRBs must obtain information in sufficient detail and with sufficient time to make the determinations.

a. Documents should include at a minimum 

i. the full protocol;

ii. a proposed informed consent or request for waiver of consent (or waiver of documentation of consent); 

iii. any relevant grant application(s); 

iv. the investigator’s brochure or product labeling as applicable;
v. subject surveys/questionnaires, as applicable; 

vi. any recruitment materials including advertising intended to be seen or heard by subjects as applicable (Note:  According to the FDA, IRB review and approval of listings of clinical trials on the internet is not required when the system format limits the information provided to basic trial information, such as: the title; purpose of the study; protocol summary; basic eligibility criteria; study site location(s); and how to contact the site for further information); and
vii. any other material submitted to the IRB and/or determined as necessary for the protection of human subjects.
b. If the IRB uses a Primary Reviewer (not to be confused with Expedited Review) system, the policies will delineate which documents are to be reviewed by the Primary Reviewer(s) and which documents are sent to the rest of the board.
2. Determinations for approval by the IRB must include all of the following: 

a. An analysis of the potential sources of risk (i.e., physical, psychological and social/economic), with special mention of additional risk posed to vulnerable populations (specifically prisoners, pregnant females and children).  Note, the IRB should not consider possible long-range effects of applying knowledge gained in the research (for example, the possible effects of the research on public policy) as among those research risks that fall within the purview of its responsibility;

b. A favorable opinion that the risks to subjects are minimized (i.e., including the use of procedures which are consistent with sound research design and which do not unnecessarily expose subjects to risk or whenever appropriate, by using procedures already being performed on the subjects for diagnostic or treatment purposes);
c. A favorable opinion that the risks to subjects are reasonable in relation to anticipated benefits to subjects and/or the importance of the knowledge that may reasonably be expected to result.  In evaluating risks and benefits, the IRB should consider only those risks and benefits that may result from the research (as distinguished from risks and benefits of therapies subjects would receive in the absence of the research).  Similarly, the IRB should not consider payment to research subjects a benefit for purposes of this evaluation;
d. Selection of subjects is equitable. In making this assessment the IRB should take into account the purposes of the research and the setting in which the research will be conducted and should be particularly cognizant of the special problems of research involving vulnerable populations, such as children, prisoners, pregnant women, mentally disabled persons, or economically or educationally disadvantaged persons. See the Recruitment of Vulnerable Subject Populations Policy, QM.RES.007.  The inclusion/exclusion criteria for the study should impose fair and equitable burdens and benefits and recruitment efforts should be unbiased towards any population or sub-population;
e. Unless meeting such criteria for waiver or partial waiver, informed consent will be sought from each perspective subject or the subject’s legally authorized representative, in accordance with, and to the extent required by statute.  See the Informed Consent IRB Review Policy, QM.RES.003;
f. Unless meeting such criteria for waiver, informed consent will be appropriately documented in accordance with, and to the extent required by, statute.  See the Informed Consent IRB Review Policy, QM.RES.003;

g. When appropriate, the research plan makes adequate provision to protect the privacy of subjects and to maintain the confidentiality of data;
h. When appropriate, there are adequate provisions for monitoring the data collected to ensure the safety of the subjects; and
i. 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.
3. Documentation of the above must be in the meeting minutes.

Conditional Approvals
For minor clarifications or modifications, the IRB may provide Conditional Approval to the investigator accompanied by specific instructions provided: 
1. the investigator is informed of the specific and unambiguous changes required for the research to be approved (i.e., “meet all Federal Requirements in the Informed Consent Form” is not specific enough to meet this criteria where “add ‘A minor skin rash that lasts 3-7 days has been noted in approximately 10% of subjects’ in the risk section and change ‘if you withdraw from the study, it will not affect your care at this institution’ to ‘if you withdraw from the study before it is over, you do not lose any rights or benefits to which you are otherwise entitled’” details the specifics required by the IRB); 
2. the investigator is informed that they cannot begin this research until the changes have been made; and 
3. that the IRB receives evidence that the changes were made prior to the investigator conducting the research.  
Only when the IRB stipulates specific revisions requiring simple concurrence by the investigator may the IRB Chair or another IRB member designated by the Chair subsequently approve the revised research protocol on behalf of the IRB under an expedited review procedure.

If and when the IRB requests substantive clarifications or modifications regarding the research, the approval of the proposed research should not be given conditionally but must be deferred, pending subsequent review of responsive material.

Approval Process for the Institution
In the review and approval process the quorum requirements must be adhered to as defined in the IRB Guidance Policy, QM.RES.001.

Notifications will vary depending on whether the research is federally-funded and adhering to the DHHS regulations and FWA or only under the FDA regulations.

Following approval by the IRB of new or continuing research, the protocol approval information may be forwarded to the institution’s officials for other purposes, such as contracting.  The institution’s officials may disapprove research at the institution without concurrence by the IRB, and under no circumstance can they approve research to be conducted in the organization that has not been approved (or exempted) by an IRB.
Determination of Continuing Review Date

The IRB shall conduct continuing review on each study at an interval appropriate to the degree of risk but not to exceed one year.  The reapproval deadlines run from the date that the protocol was approved by the convened board or Expedited Reviewer and not when the investigator receives notification or any other date.  If the IRB granted Conditional Approval, the time runs from the date of the convened meeting or Expedited Review and not when the investigator furnishes the required changes.  For protocols that were deferred and later approved at a subsequent meeting, time runs from the date that approval was actually given and not the first meeting the protocol was presented and deferred. 
Continuing Review
Continuing review should be comprehensive and meaningful.  All members should receive a detailed status summary of the progress in the research.  This summary should include:

1. A copy of the full protocol or protocol summary;
2. The number of subjects accrued;

3. A summary of any adverse events or unanticipated problems involving risks to subjects or others; 
4. Any withdrawal of subjects from the research and reasons for withdrawal;

5. Any complaints about the research;

6. A summary of any relevant literature, findings obtained thus far;

7. Amendments or modifications to the research since the last review;

8. Any relevant multi-center trial reports;

9. Any other relevant information, especially information about risks associated with the research; and 

10. A current copy of the informed consent document being used.

Each study must be reviewed at a frequency proportionate to its risks but not to exceed annually.  Although the IRB can re-review research at any time, particularly in the presence of new information pertaining to the risk/benefit ratio, at the time continuing review is due, the IRB has the scheduled opportunity to continue approval for a set time period not to exceed 365 days, to request consent or study modifications, or to suspend or terminate the approval of the research that is not being conducted in accordance with the IRB’s requirements or that has been associated with unexpected serious harm to subjects.  The IRB’s action must be reported in writing promptly to the investigator, sponsor and appropriate governmental agency as required.

Review of a change in a protocol does not ordinarily alter the date by which continuing review must occur.  This is because continuing review is a review of the full protocol activity, not simply to change a portion of it.

The local SOP must concisely define the above requirements for the evaluation for continued approval of each study by the IRB.  Additionally, IRB policies must include the following:

· The criteria for research that needs verification from sources other than the investigators that no material changes had occurred since previous IRB review;

· That the current consent document, if applicable, is still accurate and complete;

· That any significant new findings that arise from the review process and that may relate to participants’ willingness to continue participation will be provided to participants.

Lapse in Continuing Review

In the event the review exceeds the IRB approval time frame (regardless of the reason which would include inability of the IRB to review the research timely), the research must stop, unless the IRB finds that it is in the best interest of the individual subjects to continue to participate in the research interventions or interactions.  Enrollment of new subjects cannot occur after the expiration of IRB approval until the IRB has reviewed the research and approved its continuance.  

When continuing review of a research protocol does not occur prior to the end of the approval period specified by the IRB, IRB approval expires automatically.  Such expiration of IRB approval does not need to be reported to the OHRP as a suspension of IRB approval under DHHS regulations.
The IRB may develop a local SOP outlining the required timeframes for submittal and effectively communicate it to the PI, however the PI is ultimately responsible for assuring that the IRB receives the information timely and the IRB is responsible for assuring that information is distributed to its members for the meeting timely and that a quorum is present.

Process for Reviewing Changes to Ongoing Research During the Approval Period

The IRB may use expedited review procedures to review minor changes in ongoing previously approved research during the period for which approval is authorized.  An expedited review may be carried out by the IRB Chair or one or more experienced reviewers designated by the Chair from among the voting IRB members.

When a proposed change in research study is not minor (e.g., procedures involving increased risk or discomfort are to be added), then the IRB must review and approve the proposed change at a convened meeting before the change can be implemented.  The only exception is a change necessary to eliminate apparent immediate hazards to the research subjects.  The IRB must be informed of the change following its implementation and should review the change to determine that it is consistent with ensuring the subjects’ continued welfare.

Each protocol revision must be incorporated into the written protocol and that revision dates be prominently placed to appropriately allow for version control.  A similar dating methodology must occur for the informed consent revisions.  This is to assure that the most current set of documents always is being utilized.

Protocol Closure

All the research remains active for the longer of 1) the long-term follow-up of participants, even when the research is permanently closed to the enrollment of new participants and all participants have completed all research-related interventions; or 2) the remaining research activities include collection or analysis of private identifiable information.  At such time that the above criteria are met, the research may be closed by the IRB.  At such time, a final continuing review (e.g., Closure Report) shall be reviewed by the IRB in accordance with the Continuing Review policy with the exception of the determination of a continuing review date.

Documentation of Protocol Review
Protocol review activities must be documented in detail.  Such documents (e.g., meeting minutes) must be sufficient to demonstrate thorough protocol review, analysis, discussions, actions with rationales and the ultimate determinations by the IRB.

An IRB must notify the investigators and the institution in writing of its decision to approve or disapprove research activity, or of modifications required to secure IRB approval of the research activity.  If the IRB decides to disapprove a research activity, it shall include in the written notification a statement of the reasons for its decision and give the investigator an opportunity to respond in person or in writing.

If a research protocol that involves an exception to the informed consent process is submitted for initial IRB review and the IRB determines that the protocol does not meet the criteria contained within the regulations or because of other relevant ethical concerns, then the IRB shall promptly notify the investigator in writing. Criteria for exceptions to the informed consent process are located in QM.RES.003.  The written notification shall include a statement of the reasons for the IRB’s determination.
Interaction with Other Research Related or Institutional Committees

National Cancer Institute

The NCI offers an IRB available for cooperative review of NIH funded studies to alleviate the duplication of review of portions of NIH funded research.   HCA facilities may amend the above procedures and follow the guidelines posted at http://www.ncicirb.org/ in its review of its NCI studies.

Data Safety Monitoring Boards
Sponsor-Investigators with a high volume of self-sponsored research projects should establish an independent data monitoring committee for those self-sponsored protocols to exercise oversight of the clinical investigation and the informed consent process.  An independent sponsor may also establish Data Safety Monitoring Boards.  Information from these committees should be provided to the IRB in order to perform continuing review.

Radioactive Drug Research Committee (RDRC)
The RDRC is responsible for the review of basic science research protocols using radioactive drugs in humans.  Among other things, the RDRC evaluates the radiation dose and qualifications of the administrator of the radiopharmaceutical, proper licensure of the facility and appropriate quality of the radiopharmaceutical.  Membership and operational requirements are dictated at 21CFR361.1.   The IRB works in conjunction with the RDRC and approval by both boards is required for study commencement.  Additionally, the IRB and RDRC must coordinate the review of adverse events that may be caused by radiation to assure all AEs are reviewed and both boards may benefit from the other’s knowledge, experience and role.
Institutional Biosafety Committees (IBC) and Recombinant DNA Advisory Council (RAC)
For genetic research, the IRB works in conjunction with these committees to protect the human subjects.  BOTH IBC and IRB approval must be obtained to conduct the research.  The IRB relies on the IBC to assure that Biosafety Levels are appropriate and maintained throughout the study (such as security, insect/rodent protection plan in physical locations where vectors are prepared) as well as NIH’s Recombinant DNA Advisory Council (RAC) has reviewed and approved the protocol.  Usually, IBC approval and IRB approval are applied for simultaneously to prevent delays in the research from starting, however the IRB cannot approve research until it has received final approval from the IBC.  IRB approval of gene transfer research differs little from the other types of research that it would review, however the IRB may invite a member from the IBC or another consultant as necessary to assist its review.

Institution Governing Entities/Other Institution-Based Committees

Although the IRB shall offer periodic reporting to the Institution’s governing body and the Responsible Executive at the corporate office, and although these entities may make the business decisions not to conduct research approved or approvable by the IRB, no committee or individual may approve the Institution’s undertaking of any research activity without the approval from an IRB.
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