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Stratton VA Medical Center

IRB Standard Operating Procedure

016-IRB Review of Research 
1
POLICY

It is Stratton VA Medical Center’s policy to comply with all applicable federal, state, local, and ICH guidelines in the conduct of clinical research studies. Written procedures are required to guide the IRB in the review of research.

2
DEFINITIONS – Refer to Appendix A

3
FORMS

None 

4
REFERENCES

45 CFR 46

21 CFR 50, 56, 812 

38 CFR 16

VHA Handbook 1200.5  Requirements for the Protection of Human Subjects in Research

ICH Harmonised Tripartite Guideline For Good Clinical Practice (1 May 1996)
 5
PROCEDURE     
5.1
The IRB will review and have authority to approve, require modifications in (to secure approval), or disapprove all research activities covered by the Stratton VA Medical Center OHRP Federal Wide Assurance (FWA #00002073). 
5.2
The IRB will require that information given to subjects as part of informed consent is in accordance with “Informed Consent, IRB – 010”.  The IRB may require that information, in addition to that specifically mentioned in “Informed Consent, IRB – 010” be given to the subjects when in the IRB’s judgment the information would add to the protection of the rights and welfare of subjects.

5.3
The IRB will require documentation of informed consent or may waive documentation in accordance with “Informed Consent, IRB – 010”.  

5.4
The IRB will notify investigators and the institution in writing of its decision to approve or disapprove the proposed research activity, or of modifications required to secure IRB approval of the research activity as per “Initial Review of Research, IRB – 001”, “Continuing Review of Research, IRB – 002”, and “Revisions to Previously Approved Research, IRB – 006”.  If the IRB decides to disapprove a research activity, it will include in its written notification a statement of the reasons for its decision and give the investigator an opportunity to respond as per “Initial Review of Research, IRB – 001”, “Continuing Review of Research, IRB – 002”, and “Revisions to Previously Approved Research, IRB – 006”.

5.5
The IRB will conduct continuing review of research at intervals appropriate to the degree of risk, but not less than once per year, and will have authority to observe or have a third party observe the consent process and the research.

5.6
The IRB will monitor changes in VA and other Federal regulations and policies that relate to Human Research Protections.

5.7
Research is considered exempt from the regulations if:

5.7.1
The research does not involve the use of an FDA regulated test article; and

5.7.2
The only involvement of human subjects will be in one or more of the following categories:

5.7.2.1
Research conducted in established or commonly accepted educational settings, involving normal educational practices, such as:

5.7.2.1.1
Research on regular and special education instructional strategies, or

5.7.2.1.2
Research on the effectiveness of or the comparison among instructional techniques, curricula, or classroom management methods.

5.7.2.2
Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures or observation of public behavior, unless:

5.7.2.2.1
Information obtained is recorded in such a manner that human subjects can be identified, directly or through identifiers linked to the subjects, and any disclosure of the human subjects’ responses outside the research would reasonably place the subjects at risk of criminal or civil liability or be damaging to the subjects’ financial standing, employability, or reputation.

5.7.2.3
Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures, or observation of public behavior that is not exempt under the previous section, if:

5.7.2.3.1
The human subjects are elected or appointed public officials or candidates for public office; or

5.7.2.3.2
Federal statute(s) require(s) without exception that the confidentiality of the personally identifiable information will be maintained throughout the research and thereafter.

5.7.2.4
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.

5.7.2.5
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:

5.7.2.5.1
Public benefit or service programs;

5.7.2.5.2
Procedures for obtaining benefits or services under those programs;

5.7.2.5.3
Possible changes in or alternatives to those programs or procedures; or

5.7.2.5.4
Possible changes in methods or levels of payment for benefits or services under those programs.

5.7.2.6
Taste and food quality evaluation and consumer acceptance studies:

5.7.2.6.1
If wholesome foods without additives are consumed; or

5.7.2.6.2
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 Service of the U.S. Department of Agriculture.

5.7.3
The IRB Chair or designee will review all research to determine if the research qualifies as exempt research.

5.7.3.1       Exempt research is reviewed and approved by the IRB

                  Chair or designee.

5.7.3.2       The original Exempt Initial Review approval letter is

       sent to the Principal Investigator.

5.7.3.3
A copy of the approval letter is maintained in the file in       the Research office.

5.8
An IRB may use the Expedited Review procedure to review either or both of the following:

5.8.1
Some or all of the research published in the Federal Register, 63 FR 60364-60367 “Protection of Human Subjects: Categories of Research That May be Reviewed by the Institutional Review Board (IRB) Through an Expedited Review Procedure” (dated November 9, 1998), and found by the IRB Chair or designee to involve no more than minimal risk and/or;

5.8.2
Minor changes in previously approved research during the period (of 365 days or less) for which approval is authorized.

5.9
In order to approve research the IRB will determine that the research is exempt from the regulations or that all of the following requirements are satisfied:

5.9.1
Risks to subjects are minimized:

5.9.1.1
By using procedures which are consistent with sound research design and which do not unnecessarily expose subjects to risk, and

5.9.1.2
Whenever appropriate, by using procedures already being performed on the subjects for diagnostic or treatment purposes.

5.9.2
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.

5.9.2.1
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 even if not participating in the research.)

5.9.2.2
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.

5.9.3
Selection of subjects is equitable.  In making this assessment the IRB should take into account the purpose of the research and the setting in which the research will be conducted, and should consider the scientific and ethical reasons for including vulnerable subjects in the research.

5.9.4
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, “Informed Consent, IRB – 010.”

5.9.5
Informed consent will be appropriately documented, in accordance with, and to the extent required by, “Informed Consent, IRB – 010.”

5.9.6
When appropriate, the research plan will make adequate provisions for monitoring the data collected to ensure the safety of subjects.

5.9.7
When appropriate, there will be adequate provisions to protect the privacy of subjects and to maintain the confidentiality of data during and after the conclusion of the study.

5.9.8
When some or all of the subjects are likely to be vulnerable to coercion or undue influence, the research includes additional safeguards to protect the rights and welfare of these subjects.

5.9.8.1
If the research involves adults who do not have the capacity to consent for themselves, the IRB will also follow “Research Involving Vulnerable Populations, IRB – 005.”

5.9.9
The amount and method of payment to subjects neither presents problems of coercion or undue influence on the trial subjects.  When appropriate, payments to a subject should be prorated and not wholly contingent on completion of the trial by the subject.

5.10
Any person who is a bona fide volunteer may be admitted or furnished outpatient treatment when the treatment to be rendered is part of an approved DVA research study and there are insufficient veteran-patients suitable for the study.
5.11
Non-veterans may be entered into VA-approved research studies only when there are insufficient veterans available to complete the study.

5.12
All regulations pertaining to the participation of veterans as research subjects including requirements for indemnification in case of research-related injury pertain to non-veteran subjects enrolled in VA-approved research.

5.13
Nothing in this SOP is intended to limit the authority of a physician to provide emergency medical care, to the extent the physician is permitted to do so under applicable federal, state, or local law.

5.14
Research Involving Investigational FDA Regulated Test Articles.  Medical products, such as drugs, biologics, and medical devices need to be proven safe and effective before the FDA can approve them for sale to and use by patients.  FDA reviews the results of laboratory, animal and human clinical testing to determine if the product to be put on the market is safe and effective.  New medical products that have not yet been approved for marketing by the FDA require a special status so they can be legally shipped for the purpose of conducting clinical investigations to establish safety and efficacy.

(1) An approved investigational device exemption (IDE) permits a device not approved by FDA to be shipped to conduct clinical investigations of that device.  Not all investigational devices need an IDE.

(2) With only a few exceptions, most clinical research being done on FDA 

regulated test articles with either an IND or IDE will need initial review at a convened IRB meeting.

No claims should be made, either explicitly or implicitly, that the drug, biologic, or device is safe or effective for the purposes under investigation, or that the test article is known to be equivalent or superior to any other drug, biologic, or device. 
If drugs or biologics are to be administered in the protocol, the Principal Investigator must specify the IND/IDE status on the New Protocol Submission Form.

(1) An IND must be filed when the objective is to test the safety and efficacy of a newly developed drug for marketing, Exemptions to this rule are noted in 21 CFR Part 312.2.

(2) If an IND/IDE is not listed or pending, the IRB staff will not accept the submission from the Principal Investigator(s) or designated contact person until the information is complete.

5.15
Investigator and Sponsor Responsibilities.  The interrelationship and interaction between the research sponsor (e.g., drug and device manufacturer) the clinical investigator and the IRB may be very complex.  Sponsor-IRB interaction customarily occurs through the investigator who conducts the clinical study.  The clinical investigator generally provides the communication link between the IRB and the sponsor.  Such linkages are agreed to by the sponsors and the investigator when they sign forms FDA 1571 and FDA 1572.  There are occasions when direct communication between the IRB and the sponsor may facilitate resolution of concerns about study procedures or specific wording in an informed consent document.  The clinical investigator should be kept apprised of the discussion.  Because clinical investigators work directly with the IRB, it is appropriate that they assure the sponsor that the IRB is functioning in compliance with the regulations.  The IRB must notify an investigator in writing of its decision to approve, disapprove or request modifications in a proposed research activity [21 CFR 56.109(e)].  This correspondence should be made available to the sponsor by the clinical investigator.

Under FDA regulations, the investigator in a clinical trial is responsible for the conduct of the study and for leading the team of individuals coordinating the study.  These responsibilities include:

(1) Obtaining IRB approval;

(2) Obtaining informed consent from each participant;

(3) Following the investigational plan;

(4) Complying fully with the regulations;

(5) Protecting the rights, welfare and safety of the subjects;

(6) Supervising the use and disposition of the test article;

(7) Maintaining accurate, current and complete records; and

(8) Disclosing relevant financial information.

The investigator will:

(1)
assure that the IRB will be responsible for the initial and continuing review and approval of the clinical investigation;

(2)
promptly report to the IRB all changes in the research activity;

(3)
promptly report all unanticipated problems involving risks to human subjects or others, and

(4)
not make any changes in the research without IRB approval, except where necessary to eliminate apparent immediate hazards to the human subjects.

The sponsor takes responsibility for initiating the clinical investigation and holding the IND or IDE in most cases, but does not usually conduct the investigation.  Although the sponsor is usually a pharmaceutical, biotech, or medical device company, an individual or group of individuals or medical center can also be considered a sponsor for an investigation.  An investigator is referred to as the sponsor-investigator when the individual investigator is also the initiator of the clinical investigation.  Some of the responsibilities of sponsors are:

(1) Selecting qualified investigators;

(2) Providing investigators with the information they need to conduct the investigation properly;

(3) Ensuring proper monitoring of the investigation; and

(4) Ensuring that the FDA and (for devices) any reviewing IRB or (for drugs) all participating investigators are promptly informed of significant new information about an investigation.
The Stratton VA Medical Center does not allow sponsor-investigator clinical research. A sponsor-investigator is an individual who both initiates and conducts an investigation, and under whose immediate direction the investigational drug is administered or dispensed.
5.16
IRB Review of Investigational Medical Devices.  Investigational devices can only be used after appropriate review and approval of the protocol submission and supporting documents.

Investigators initiating or participating in research under an IDE must adhere to FDA, OHRP, and VA regulations.  The Principal Investigator is 

responsible for the storage, security and dispensing of the device as outlined in the approved research protocol.  The PI maintains records and tracking of investigational devices.  All investigational medical devices must be stored in a secure location, accessible only to study personnel.  The storage area must meet any conditions provided by the manufacturer related to environmental review.  Investigational medical devices will be dispersed only to subjects in the approved research protocol who have signed an informed consent form and HIPAA authorization.

Clinical investigations of medical devices must comply with the FDA informed consent and IRB regulations [21 CFR 50 and 56, respectively].  FDA device regulations differentiate between significant risk (SR) and non-significant risk (NSR) devices.  A significant risk device must have an IDE, while a non-significant risk device does not.  Thus, if a clinical investigation is submitted to the IRB for a device that has an IDE, the device is considered a SR device.  

For both SR and NSR device studies, IRB approval prior to conducting clinical trials and continuing review by the IRB are required.  In addition, informed consent must be obtained for either type of study [21 CFR 50].

The risk determination should be based on the proposed use of a device in an investigation, and not on the device alone.  In deciding if a study poses a SR, the IRB must consider the nature of the harm that may result from use of the device.  Studies where the potential harm to subjects could be life threatening, could result in permanent impairment of a body function or permanent damage to body structure, or could necessitate medical or surgical intervention to preclude permanent impairment of a body function or permanent damage to body structure should be considered SR.  Also, if the participant must undergo a procedure as part of the investigational study, e.g., a surgical procedure, the IRB must consider the potential harm that could be caused by the procedure in addition to the potential harm caused by the device. 

FDA has the ultimate decision in determining if a device study is SR or NSR.  If the FDA does not agree with the IRB’s decision that a device study presents a NSR, an IDE application must be submitted to FDA.  On the other hand, if a sponsor files an IDE with FDA because it is presumed to be an SR study, but FDA classifies the device study as NSR, the FDA will return the IDE application to the sponsor and the study would be presented to IRB as a NSR investigation.

Under some circumstances, the IRB must determine whether a device involves significant risk (SR) or non-significant risk (NSR) to subjects.  Because NSR studies do not require an IDE, a clinical investigation involving an investigational device classified by the sponsor as NSR may be submitted to the IRB for review without an IDE.  The sponsor should provide the IRB with a risk assessment and the rationale used in making its NSR risk determination.  In this situation, the IRB reviews the information and makes its own independent determination that the device is SR or NSR.  The IRB rationale for making the NSR/SR determination must be documented in IRB minutes.

(1) If the IRB determines that the study involves a SR device (disagrees with the assessment of the sponsor), then it would be governed by the IDE regulations at 21 CFR 812.  The IRB would notify both the investigator and the sponsor of its determination, and the sponsor would need to submit an IDE application to the FDA.  The study could not begin until the FDA approves the IDE and the IRB approves the study.

(2) If the IRB determines that the device is classified as NSR (concurs 

with the assessment of the sponsor), the clinical investigation may begin once IRB approval is obtained since the submission of an IDE application to the FDA is not required.  (Note: The terms “non-significant risk” and “minimal risk” are defined separately, and are not synonymous.)
(3) If FDA agrees that a new device is substantially equivalent to a device already on the market, it can be marketed without clinical testing.  However, if clinical data are necessary to demonstrate equivalence, any clinical studies must be conducted in compliance with the requirements of the IDE regulations, IRB review, and informed consent.

5.17
Adverse Events and Reporting Requirements.  Some requirements for reporting AEs are the same; regardless of what sort of test article is used (e.g. a drug or a device).

(1) General Investigator Responsibilities for Reporting Adverse Events (AEs):  FDA, VA, and DHHS regulations require prompt reporting to the IRB, FDA, OHRP, and the Office of Research Oversight (ORO) of any unanticipated problems involving risks to human subjects and others.

(a) FDA interprets “any unanticipated problems involving risks to human subjects” to mean “…an unexpected adverse experience that is not listed in the labeling for the test article. …including an event listed in the labeling …that differs …because of greater specificity or severity” (FR 28027).

(b) FDA interprets “…and others” to mean, “…persons who are participating in clinical trials under the same or similar protocols or who may be affected by products or procedures developed in those trials” (FR 28027).

The Principal investigator is responsible for promptly reporting serious and unanticipated AEs to the IRB.

(2) IRB Reports to the R&D Committee:  The IRB provides notification of AEs to the R&D Committee in the IRB minutes.

Any AE information submitted to the sponsor by investigators should also be submitted to the IRB when summarizing their experience in the request for continuing review.  In addition to providing prompt written notification to relevant Federal agencies, including ORO, FDA, and OHRP, of any unanticipated problems involving risks to subjects or others, the IRB should also report the resolution of those problems.

            5.18
AEs and Reporting Requirements – IDEs.  FDA IDE (device) reporting requirements are similar but not exactly the same as for drugs and biologics.

(1) Investigator to Sponsor:  FDA IDE regulations require that the investigator notify the sponsor and the IRB of any unanticipated adverse device effect within 10 days of discovery.

(2) Sponsor to FDA, Investigator, and IRB.  The sponsor is required to evaluate the event and report it to the FDA, to all participating investigators, and to all reviewing IRB(s) within 10 working days of the sponsor’s receipt of the information.

5.19
Expanded Access to Investigational Devices.  According to the statute and FDA regulations, an unapproved medical device may normally only be used in human subjects when the device is under clinical investigation and when used by investigators participating in the clinical trial.  FDA recognizes, however, that there may be circumstances under which a health care provider may wish to use an unapproved device to save the life of a patient, to prevent irreversible morbidity or to help a patient suffering from a serious disease or condition for which there exists no alternative therapy.  Four main mechanisms are utilized by FDA to make unapproved devices available to patients/physicians faced with circumstances such as those described above.  These mechanisms are consistent with the Expanded Access provisions of the FDA Modernization Act of 1997 (Section 561 of the Federal Food, Drug, and Cosmetic Act).  The sponsor must be contacted, as the sponsor must submit a supplement to the IDE as part of the process.  The sponsor must agree and FDA must approve the use.  Under most circumstances such studies require IRB review and informed consent.

(1) Single Patient/Small Group Access to Investigational Devices.  Allows access to a device where patient is not eligible for an ongoing clinical trial.  The participant must have a serious condition/disease, with no alternative intervention available.  Under some conditions, FDA may grant permission even if there is no pre-existing IDE.  


(a)
Participant must have a serious condition/disease, with no alternative intervention available.


(b)
Must contact sponsor, asking to use device.


(c)
Sponsor submits IDE supplement to FDA requesting waiver, providing justification for use (may be able to do, even if no pre-existing IDE).


(d)
FDA issues response in 30 days or less (FDA must approve use).

(2) Treatment Use/IDE (21 CFR 812.36).  Allows wider access to a device during the clinical trial or prior to final action on marketing application.  Again, the participant must have a serious condition/disease, with no alternative intervention available.


(a)
Participant must have a serious condition/disease, with no alternative intervention available.


(b)
Must contact sponsor, asking to use device.



(c)
Sponsor submits treatment IDE supplement (pre-existing IDE required).



(d)
FDA must approve.

(3) Continued Access to Investigational Devices.  Allows access to a device while a marketing application is being prepared and reviewed, and can be used to collect additional evidence of safety and effectiveness, as well as to address new questions regarding the investigational device, such as labeling claims.  There must be a public health need for the device, as well as preliminary evidence that the device is effective.


(a)
Public health need for the device.


(b)
Preliminary evidence that the device is effective.


(c)
No significant safety concerns identified for the proposed indication.


(d)
Conducted under a formal protocol with controlled rate of enrollment.


(e)
Can collect additional evidence of safety and effectiveness.


(f)
May be used to address new questions regarding the investigational device, such as labeling claims.


(g)
Sponsor submits IDE supplement.

(4) Access under a formal protocol.  Access in a controlled rate of enrollment and with no significant safety concerns identified for the proposed indication.

5.20
IRB Findings and Determinations Where Documentation is Required by Regulation.   While the regulatory agencies agree on what will be 
documented, the methods of documentation are not regulated.  FDA 

guidance allows certain findings to be documented in other formats, such as reviewer checklists that are filed in the protocol files.  Documentation shall be provided for the following items when appropriate:

(1) The level of risk of the research.

(2) The approval period for the research, including identification of research that warrants review more often than (at least) annually.  Approvals are valid for a maximum of 365 days unless the IRB feels that potential risks are such that the review period should be for a shorter period.

(3) Identification of any research for which there is need for verification from sources other than the investigator that no material changes are made in the research (e.g., Cooperative Studies, or other collaborative research).

(4) Justification for waiver or alteration of informed consent, addressing each of the four (4) criteria at 38 CFR 16.116(d).  (Note: This cannot be done if a FDA test article is involved.)

(5) Justification for waiver of the requirement for written documentation of consent in accordance with the criteria at 38 CFR 16.117(c).

(6) The special protection warranted in specific research projects on groups of subjects who 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, regardless of source of support for the research.  For proposals that identify the potential for enrolling subjects who could be vulnerable to coercion or undue influence, the IRB documents its consideration of additional safeguards to protect the rights and welfare of vulnerable subjects.

(7)
Justification for approval of research planned for an emergency setting, with specific reference to the criteria specified under the special 45 CFR 46.101(i) DHHS waiver or the FDA exception at 21 CFR 50.24. 
(8)
Consideration of the impact of study design on risk.
(9)
Consideration of provisions for safety monitoring.
(10)Determination that risks has been minimized to the extent possible.
(11)Determination of the risk level of investigational devices.
(12)The interval of continuing review is at least once per year.
(13)The interval of continuing review is appropriate to the degree of risk.
(14)Approval of research on the basis that risks to subjects are reasonable in relation to anticipated benefits (if any) to subjects, and the importance of the knowledge that may be expected to result from research.
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