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1. INTRODUCTION
Brookhaven National Laboratory (BNL) is a multidisciplinary national research laboratory operated by Brookhaven Science Associates, LLC (BSA) under a prime contract with the US Department of Energy (DOE). BNL is dedicated to basic and applied research in many scientific disciplines, including high energy and nuclear physics, chemistry, molecular and structural biology, materials science, environmental and energy science, nuclear medicine, and medical imaging.

Every protocol in which BNL is involved that requires the participation of human subjects must be approved by the BNL Institutional Review Board (IRB) before research under such a protocol can begin.  A human subject is defined as a living individual about whom an investigator obtains either 1) data through intervention or interaction with the individual, or 2) identifiable, private information about an individual.  Research is defined as a systematic investigation designed to produce generalizable knowledge.  This research may involve direct interactions or interventions (such as blood withdrawal, injection of compound, scanning, use of questionnaires) or indirect interactions (analysis of specimens or data). 

BNL’s IRB is established and authorized by a memorandum from the Laboratory Director. It has jurisdiction over all research involving human subjects 1) performed at BNL regardless of the Principal Investigator’s (PI) appointment or relationship with BNL, and, 2) performed by BNL employees offsite.  The primary purpose of the IRB is to review each research protocol that involves human subjects to assure the appropriate evaluation of the informed consent process, risks, benefits, and safeguards to the  person’s health, safety, and right to privacy.  The IRB’s function is to assure that risks to research subjects are minimized, that risks are reasonable in relation to the anticipated benefits, that subjects voluntarily and knowingly participate as evidenced by sound informed consent processes, and that subjects’ privacy and confidentiality are protected.  The following provide the regulatory framework for the functioning of the IRB:
1.  Code of Federal Regulations (CFR) Title 45, Part 46 [Department of Health and                Human Services (HHS) Human Subjects regulations]

2.  Code of Federal Regulations (CFR) Title 21, Part 50 [Food and Drug Administration        (FDA) Human Subjects regulations]

3.  Code of Federal Regulations (CFR) Title 21, Part 56 [Food and Drug Administration        (FDA) Human Subjects regulations]

4.  Code of Federal Regulations (CFR) Title 10, Part 745 [Department of Energy Human       Subjects regulations]

5.  DOE Order 481.1 – Work for Others (Non-Department of Energy Funded Work)

6   DOE Order 443.1 – Policy on the Protection of Human Subjects

7.  National Institute of Drug Abuse (NIDA) Guidelines for the Conduct of Substance            Abuse Research

8.  Code of Federal Regulations (CFR) Title 21, Part 361.1 [Radioactive Drugs for                 
     Certain Research Uses]
9.  OPRR “Protecting Human Research Subjects” Guidebook

10.  DOE “Protecting Human Research Subjects” Guidebook

An additional set of regulations covers the use of experimental radioactive drugs.  Any experimental radioactive drug used in human subject research must meet the standards established by the Food and Drug Administration as authorized by 21 CFR Part 36.1.  The Laboratory’s Radioactive Drug Research Committee (RDRC) is responsible for ensuring such compliance.  The Chair of the BNL RDRC is also a member of the BNL IRB so that the IRB is fully aware of RDRC issues.
The above cited regulations are available on the Office of Research Administration (ORA) web site at. www.bnl.gov/ora/IRBSITE.html.

2. REGULATIONS
BNL abides by the regulations set forth in HHS 45 CFR 46 and DOE 10 CFR 745, regarding the conduct of research involving human subjects.   These regulations require that in the IRB’s review of research protocols, the IRB must be assured that:

· Risks to subjects are minimized a) by the use of procedures consistent with sound research design which do not expose subjects to unnecessary risk; and b) when appropriate, by the use of procedures already being performed on the subjects for diagnostic or treatment purposes.

· Risks to subjects are reasonable in relation to any benefits that might be expected from taking part in a research study and to the importance of the knowledge that may result.

· Selection of subjects is fair and equitable.  For example, the IRB seeks to determine that no eligible individuals are denied the opportunity to take part in any study, particularly those from which they may benefit, based on arbitrary criteria such as sex, age, or social or economic status.

· Participation is voluntary and informed consent is obtained from each prospective subject, or, where appropriate, from the subject’s legally authorized representative.

· The research plan provides for monitoring the data collected to protect the safety of the subjects.

· There are adequate provisions to protect the privacy of subjects and to maintain the confidentiality of data.

BNL maintains a FederalWide Assurance (FWA) with the Office of Human Research Protections (OHRP), a division of HHS.  This Assurance creates the ORA and assures HHS that BNL will follow procedures to assure the protection of all human subjects involved in research projects.  This assurance applies to all human subject research conducted at BNL, and to research conducted elsewhere by BNL employees in connection with their institutional responsibilities regardless of funding source.  BNL abides by all other federal, state and local guidelines regulating human subjects research.

Once a research protocol involving human subjects is approved by the IRB, research must then be conducted according to the IRB approved protocol and in compliance with the guidelines set forth in this Guide and in the CRC Policies and Procedures Manual.  Protocol compliance is a crucial element of the IRB process because it is the collective effort of individual investigators that ensures the integrity of the BNL Clinical Research Program.
3. RESEARCH DEFINED

The IRB must review all research that involves human subjects.  This includes a wide variety of activities, such as in vivo and in vitro studies, research on medical records, collection of data through surveys or observation, research using existing pathological specimens, discarded tissue or secretions, and research using investigational drugs or devices. The following definitions from 45 CFR 46 and 10 CFR 745, apply:

Research: Research is a systematic investigation designed to produce generalizable knowledge.  This may involve direct interactions or interventions (blood withdrawal, injection of compound, scanning, use of questionnaires, etc.), or indirect (analysis of specimens or data) interactions.

Human Subject: A human subject is a living individual about whom an investigator obtains either 1) data through intervention or interaction with the individual; or 2) identifiable, private information about an individual.

Minimal Risk: 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.

4. THE BELMONT REPORT
In 1974, the passage of the National Research Act established the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research.  The Commission published the Belmont Report which articulates the basic ethical principles that guide the conduct of research with human subjects and forms the foundation of 45 CFR 46.  Three principles were defined in the report as basic to the protection of human subjects: 1) respect, 2) beneficence, and 3) justice.  All BNL human subjects research should be guided by the ethical principles set forth in the Belmont Report.

Respect for Persons: In consideration of respect for persons, investigators are required to seek voluntary informed consent from potential subjects.  Voluntary informed consent means that subjects are given free choice to decide about participation, and the study is fully described in terms that are easy to understand.  The consent form should include adequate information about the study risks and benefits that will assist subjects in deciding whether to participate in research.  In addition, respect means honoring the privacy of the individual and maintaining the confidentiality of data obtained and special attention to the welfare of minors and individuals who are immature or incapacitated, perhaps even to the extent of excluding them from participation in certain research.  The extent of protection depends upon the level of autonomy the person possesses.

Beneficence: The principle of beneficence requires that researchers maximize the potential benefits to the subjects and minimize the risks of harm.  Benefits to the subjects, or generalizable knowledge gained from the research, should balance or outweigh the risks.

Justice: The principle of justice means that subjects are selected fairly and that the risks and benefits of research are distributed equitably.  Investigators should take precautions not to select subjects simply because of the subjects’ easy availability, their compromised position, or because of social, racial, gender, economic or cultural biases.  Investigators should base inclusion criteria on those factors that most effectively and soundly address the research problem.

Research with vulnerable populations such as mentally disabled and children requires special attention.  Equitable inclusion of both men and women of all ages and individuals from diverse racial/ethnic backgrounds is important to ensure that they receive an equal share of the benefits of research and that they do not bear a disproportionate share of its burdens.  Participation should not be restricted without medical or scientific justification.

5. CATEGORIES OF RESEARCH 
Exempt Research
Under 45 CFR 46, certain studies involving samples or data from human subjects may be considered exempt from IRB review.  For every project involving human samples or data, the IRB Exempt Human Subjects Research Application Form must be completed by the PI and submitted to the ORA.  The IRB Administrator, and where appropriate, the IRB Chair will review the application and determine if the described research is exempt.  No work can begin with such samples or data prior to this determination. Exempt research generally involves human bodily materials (cells, blood or urine, tissues, organs, hair and/or nail clippings, teeth, etc.) that have been collected off site, but are being used by a BNL investigator.  If the human subject who contributed these samples cannot be identified, and if the samples will be obtained prior to the start of the project, the study may be considered exempt research.

Non-Exempt Research
Non-exempt research is research that involves living human subjects about whom a PI obtains data through intervention or interaction with the subject, or obtains identifiable private information about the subject.  All research protocols covering non-exempt research must be submitted for IRB approval by the PI and Responsible Physician, one of whom must be a BNL employee.

6. TYPES OF IRB REVIEW 

Full Board Review: The IRB reviews the submitted protocol. All protocols are given a full board review for initial and continuing reviews. Addenda are given full board review unless the addendum is determined by the IRB Chair to be eligible for Expedited Review. The decision of a Full Board Review will be one of the following:

· Approval:  The protocol can be initiated or continued.

· Conditional Approval: The protocol is approved pending the PI providing clarification of issues raised in the protocol package which are not considered serious and do not impact on subject safety. Evidence of compliance with IRB conditions must be provided by the PI to the ORA.  Review of the PI’s response is performed by the IRB Chair, and final approval granted by the Chair if appropriate.

· Tabled: Additional information considered to be of significant importance must be submitted to the full IRB for review before a final determination can be made.

· Rejected:  The protocol is considered rejected when it has been disapproved.  The protocol cannot be initiated or continued. The Principal Investigator is be notified in writing and given an opportunity to respond in person or in writing to the IRB.


The IRB can take the following action on protocols that have already received IRB approval:

· Suspend – study is temporarily halted by order of the IRB Chair

· Inactivate – study is halted by order of the PI

· Terminate – study is terminated when research completed


Expedited Review and Approval of Addenda: Expedited review is appropriate for an addendum that covers minor changes to an approved IRB protocol where the changes will result in no more than a minimal risk to the subject. Minor changes could include rewording of the protocol and/or consent form to clarify or correct, reformatting of the protocol or consent form, reduction of the number of subjects to be enrolled in the protocol, reduction in the dose of any drug or radiotracer given to the subject, reduction in the level of radiation to which the subject is exposed, and changes in the recruitment plan or the announcements used  for such recruitment.  If any of the proposed changes might change the scientific validity of the protocol, expedited review of the addendum is not appropriate and this issue must be considered by the full board.  For each addendum, the subject population for the protocol must be considered in determining if expedited review is appropriate, placing emphasis on determining if the risk to the subject has been increased, especially if vulnerable subjects are involved. If an addendum covers changes that may have medical implications for a subject, the addendum is not appropriate for expedited review and must receive full board review.  If the IRB Chair determines expedited review is appropriate, the IRB Chair will review and approve the addendum.  Department and/or Facility Chair signature is not required for submission of an addendum that will be handled by expedited review.  The IRB Chair may contact any other member(s) of the IRB for guidance as part of the review.  If the IRB Chair approves the addendum, the PI and CRC Desk are notified in writing.  The IRB is notified of the expedited review and approval at the following IRB meeting.  If the IRB Chair does not approve the addendum, the addendum is forwarded to the IRB for Full Board Review.  In conducting an Expedited Review, the IRB Chair may exercise all of the authority of the IRB except that the Chair may not disapprove research.  A research activity may be disapproved only after Full Board Review. 


NIH Grant Application Review:
· No grant award can be made without IRB approval if human subjects research is proposed in the application.

· The “Just in Time” NIH policy for grant applications applies at BNL.  However, the IRB reserves the right to determine that certain lines of research (e.g. scientifically or ethically controversial) need IRB review prior to submission to NIH.

· When a PI is notified by NIH that his/her grant application is in the “fundable range”, the PI must submit the grant application and an initial protocol or addendum to the ORA. 
· The ORA Administrator will have the grant application and protocol or addendum reviewed using a primary reviewer system to ensure correlation between the two. 

· The initial protocol or addendum will be reviewed by the full IRB. 
· The IRB approval will be forwarded to the Business Office.

Administrative Review:

Administrative review and approval may be used to correct non-substantive discrepancies between the protocol and consent forms.  Such corrections do not require submission of a formal addendum and will be processed by the IRB Administrator.

7. SUBMISSION PROCESS

All forms and packages are available from the IRB Secretary and the ORA web site.  The application form and consent form contain instructions for completion.  Forms should be obtained from the web site for each submission since the forms change often.  Failure to submit a protocol or addendum on the current form may result in delay of submission to the IRB.

Each PI must be knowledgable about the following:

· Code of Federal Regulations (CFR) Title 45, Part 46;

· Code of Federal Regulations (CFR) Title 10, Part 745;

· Code of Federal Regulations (CFR) Title 21, Part 50;

· The Belmont Report;
· National Institutes of Drug Abuse (NIDA) Guidelines for the Administration of Drugs;

· NIH Certificate of Confidentiality guidelines

· BNL IRB Investigator Guide

Required Forms: The following forms must be completed and submitted by the PI to the ORA: 

· Request for IRB Review.  All required approvals must be obtained prior to submission.  No protocols will be forwarded to the IRB until all required reviews have been performed and the protocol approved.  These may include, but are not limited to, the RDRC, the CRC Manager, the CRC Pharmacist, and Departmental reviews. 

· Research Protocol. This document includes – Aim and Hypotheses, Background and Rationale, Preliminary Studies, Research Plan and Literature Cited.  Hard copy required for IRB submission.  Electronic copy may be sent for pre-review by ORA.
· Summary.  Electronic copy must be sent to the ORA.

· Informed Consent Form:  This form contains the following:
· explanation of the purpose of  research, 

· description of procedures,

· identification of experimental procedures,

· expected duration of the study, 

· description of foreseeable risk,

· description of benefit to the subject or others,

· description of alternatives to participating in the study, 

· statement describing the extent to which the confidentiality and privacy of the subject will be protected,

· for a protocol with more than minimal risk, a description as to availability of compensation and treatments available in the event of injury,

· explanation of whom to contact for questions or injuries,

· a statement attesting to the voluntary participation of the subject and noting there is no penalty for early withdrawal from the study,

· the availability and amount of a subject fee, 

· additional supporting information may include:

·  risk to a fetus, the potential of Principal Investigator to terminate a study, 

· any additional costs to the subject, 
· consequences to the subject if s/he withdraws, 
· new findings  as a result of the study, 
· the number of subjects in study.

· Electronic copy must be sent to the ORA
· Questionnaires/surveys (if applicable)

· Advertisement (if applicable)

· Approval(s) and consent form(s) from collaborating institution(s) (if applicable)

· Approval from Radioactive Drug Research Committee (RDRC) (if applicable)

·  Investigational New Drug (IND) approval from Food and Drug Administration 
        (FDA) (if applicable)

Department and CRC Approval: 

· The Department Chair, in approving an IRB protocol, must consider the following: 

· Scientific merit of research proposed;
· Appropriateness of conducting the proposed study at Brookhaven;

· Adequacy of funding and department resources to support this project;

· Protocol covered by a current, approved Experimental Safety Review;

· Appropriateness of the expertise and experience of the PI and project personnel;

· Have PI and project personnel completed all required departmental/facility specific training; 

· Are the scientific processes (such as isotope preparation, machine calibration, tissue culture work, etc.) related to the protocol adequately performed and controlled so as to support the risk factors listed by the PI; 

· The R2A2s of the PI and Responsible Physician contain the required provisions relating to the conduct of human subjects research.
· This review is not required for expedited review.
· The CRC Manager, in approving an IRB protocol, must consider the following:
· Adequacy of CRC resources and staff to support this protocol;

· Subject care issues;

· PI and project personnel have completed all required human subjects research training and credentialling;

· The CRC Pharmacist has reviewed and approved the protocol (if required)

Signatures:


Prior to submission to the ORA, the Request for IRB Review Form must be signed and dated by the PI, Responsible Physician, Department Chair and the Clinical Research Center Manager.  If the PI and Department Chair are the same person, the Associate Laboratory Director for Life Sciences should review and sign the application in place of the Department Chair in order to avoid a possible conflict of interest.  If the facility being used is owned by a Department other than the PI’s Department, the Facility Department Chair must also sign the Request for IRB Review Form.


All submissions should be double checked by the Protocol Coordinator for completeness, accuracy, and consistency between documents before submission to the ORA.

8. REVIEW PROCEDURES
The completed application package is submitted by the PI to the ORA.  The IRB
Administrator reviews the package for completeness (including IRB approvals from other institutions, if applicable) and accuracy.  When the package appears complete, the IRB Administrator assigns numbers to the protocol and accompanying consent form(s) and forwards the package to the IRB.
The IRB receives a copy of the application package one and a half weeks before its next meeting as part of the agenda.  The following elements are considered in the IRB review:
· Minimization of risk to research subjects;

· Risks to the subject are reasonable in relation to the potential benefit and to the importance of the knowledge that may be reasonably expected to result;

· The IRB considers only those risks and benefits that may result from the research as distinguished from any benefit or risk of therapies subjects would receive if not participating in research;
· Selection of subjects is equitable;

· Informed consent is:

· sought from each research subject or the subject’s legally authorized representative;

· not coercive or that undue influence is not put upon the subject to participate in the protocol;

· in language that is understandable to the subject;

· appropriately documented 

· not written to include exculpatory language through which the subject waives his/her rights;

· obtained in a manner that gives the subject sufficient opportunity to consider whether or not to participate.

· A subject’s confidentiality and privacy is protected; 
· When appropriate the Principal Investigator has adequate provisions to monitor and collect data to ensure subject safety;

· Vulnerable populations are provided adequate protection with regard to coercion or undue influence,

· IRB approval and consent forms from other institutions, if so required;

· The certification period based on factors such as the type of subjects involved, including disease state and/or vulnerability, previously reported adverse events and investigator/group experience with the proposed work.

· Whether a device study poses significant or non-significant risk, according to 21 CFR 812.66

The IRB votes on the protocol.
The IRB Administrator forwards in writing the determination of the IRB to the PI. The following determinations may be made by the IRB:
· Approved: The decision memo includes:

· the date of IRB approval;
· the approval period; 

· the status of any consent forms associated with the protocol; 

· a statement that the approval is given only for the protocol submitted and that any changes must be approved by the IRB prior to being implemented. 

· a statement that all research outlined in this protocol must be carried out under approved Experimental Safety Review(s) (ESR) and that the application must contain the same information as that listed in the approved ESR; 

· a statement that it is the PIs responsibility to ensure that all individuals working on the protocol have been listed on an appropriate ESR and that their training is up to date;

· a statement that investigators must report any unanticipated problems promptly to the IRB, and

· for initial protocols, a statement that final approval from the CRC Manager must be received before work may begin under the protocol.

· for addenda, a statement that the PI must update the protocol with the IRB approval date, sign and distribute the protocol to the ORA and all project personnel.

· Conditionally Approved: If the IRB determines that specific revisions requiring simple concurrence by the PI are required, the IRB will conditionally approve the submission and designate the IRB Chair to subsequently approve the research protocol on behalf of the IRB.  The required revisions are sent to the PI. When the IRB Chair reviews the PI’s response and finds it responsive, the IRB Chair grants full approval and the PI is notified that the protocol is approved.  The Chair’s action is reported at the next IRB meeting.  No work may begin until full approval is granted by the IRB Chair. 

· Tabled: If the IRB determines that substantive clarifications, protocol modifications, and/or informed consent document revisions are required, IRB of the proposed research shall be tabled, pending subsequent review by the convened IRB of responsive material. The reasons for tabling are listed on the decision memo with a date to respond by in order for the protocol to be reviewed by the full board at the next IRB meeting.  No work may begin until full board approval has been received.

· Rejected: The reasons are listed on the decision memo. The Principal Investigator has the right to respond in writing or in person to the IRB

Emergency Test Article
The use of an emergency test article on a human subject in a life-threatening situation in which no standard treatment is available and in which there is no time to obtain prior IRB approval is acceptable providing the PI obtains consent from the subject and notifies the IRB within five working days of its occurrence.   The IRB must assure itself that the emergency use was justified.

· Informed consent may be waived only if all of the following apply: 

· a life-threatening situation exists which necessitates the emergency use of a test 
      article;

· the subject is unable to give effective consent;

· there is insufficient time to obtain consent from the subject’s legal representative;

· there is no available alternative method of approved or generally recognizable
      therapy of equal or greater likelihood of saving the subject’s life.


The investigator must document the infeasibility of obtaining consent and must submit such documentation to the IRB within five working days. 

9.  ADDENDUM
A PI must receive prior approval from the IRB before implementing any deviation from the protocol originally approved by the IRB. A preliminary ORA review is performed to determine that the submission is complete and whether the addendum can be handled by the IRB Chair through expedited review or if the Addendum requires review by the Full Board.
Full Board Review
· The addendum package must include:

· Request for IRB Review Form signed by PI, Responsible Physician,                       Department Chair and CRC Manager
· Addendum Form 

· Revised sections of protocol (with revisions clearly marked using track                 changes)

· Revised consent form(s) (if applicable, with revisions clearly marked using           track changes).  This should be e-mailed to the ORA.
· Questionnaires/surveys (if applicable)

· Advertisement (if applicable)

· Approval(s) and consent form(s) from collaborating institution(s) (if applicable)
· If an addendum is approved by the IRB, the approval period for the protocol remains the same as the date set in the initial unless the IRB chooses to be more restrictive in the approval period as a result of the change.
· The IRB Administrator forwards in writing via a decision memo to the PI the determination of the IRB regarding the addendum.  The PI incorporates the approved addendum into the protocol and sends the revised protocol, signed and dated with the IRB approval date, to the ORA and study personnel.  
Expedited Review
· The addendum package must include:

· Request for IRB Review 

· Department Chair signature not required
· Addendum Form 

· Revised sections of protocol (with revisions clearly marked using track 
      changes)

· Revised consent form(s) (if applicable, with revisions clearly marked using 
      track changes).  This should be e-mailed to the ORA.
· Questionnaires/surveys (if applicable)

· Advertisement (if applicable)

· Approval(s) and consent form(s) from collaborating institution(s) (if 
      applicable)

· If an addendum is approved by the IRB Chair, the ORA forwards in writing via a     decision memo to the PI the determination of the IRB regarding the addendum.  The PI incorporates the approved addendum into the protocol and sends the revised protocol, signed and dated with the IRB approval date, to the ORA and study personnel.
10. CONTINUING REVIEW PROCESS
Approximately two months prior to the expiration date of a protocol, the ORA sends the PI a Continuing Review Package.  This package includes:

· IRB protocol Status Memo

· Recap 

· Current consent form(s) 

· Current summary form 

 The IRB protocol Status Memo must be completed by the PI.  Subject accrual data must be accurate and should be checked by the CRC Manager.  Subjects should be listed as complete when they have completed the primary objective of the protocol, even if there are secondary objectives that still require completion.
 The IRB protocol Status Memo must be signed by the PI, Responsible Physician,  Department Chair(s) and CRC Manager.

The consent forms and Summary form must be reviewed to ensure that they are up to     date and accurately reflect the current protocol.  Consent forms and summaries should be e-mailed back to the ORA only if revisions are made.

The forms must be returned to the ORA by the date indicated on the IRB protocol Status Memo form.  The returned package must also include:

· A summary of any findings during the past year.

· Attachments of any publications published during the past year regarding the protocol.

· Copy of report sent to funding agency (if applicable).

The IRB performs a continuing review of the protocol, which includes the following:

· Whether the actual risks and benefits are as anticipated.

· Whether any subjects have been adversely affected and if so, what corrective actions have been taken.

· Whether since the last IRB review, subjects have been informed of any important new information that might affect their willingness to continue participating in the research.

· Whether any new findings, knowledge or adverse effects came to light that should be considered.  Investigators should submit information developed through their own research or others that might affect the risk/benefit of the study, specifically, subject safety or validity of test methods employed in the protocol. 

· The IRB will determine whether the progress of the project, together with the results of other new research, indicate that the IRB should either impose special precautions or relax special requirements it had previously imposed.

· The consent form.

· Whether IRB approval should be continued, continued with conditions or terminated.

· When the IRB should next review the project, taking into account what has been learned about the actual risk to subjects since the project first received IRB approval.

It is the investigator’s responsibility to ensure an appropriate ESR is in place and that all    personnel on the protocol have appropriate, up to date training.  

11. RADIOACTIVE DRUG RESEARCH COMMITTEE (RDRC) REVIEW


The RDRC is authorized by the FDA to approve research with radioactive drugs that are administered to human research subjects in a project intended to obtain basic information regarding the metabolism of a radioactively labeled drug or research regarding human physiology, pathophysiology, or biochemistry.  The RDRC may not approve research of a radioactive drug intended for immediate therapeutic, diagnostic, or similar purposes, or research of a radioactive drug to determine the safety and effectiveness of the drug in humans.  


Submission to the RDRC uses the IRB application package.
Approval from the RDRC must be received prior to IRB submission. Approval of both the RDRC and IRB is required before studies may begin.  

12. POINTS TO CONSIDER


Investigators should consider the following when preparing a protocol:

Risk/Benefit Analysis
· Evaluate and describe both risks and anticipated benefits.

· If the research involves the evaluation of a therapeutic procedure, make sure the risks and benefit of the research interventions have been evaluated separately from those of the therapeutic interventions.

· Design protocol to minimize risks and maximize the likelihood of benefits.

· Consider whether a continuing reassessment of the balance between risks and benefits will be required.  

· Indicate who will be recruiting and explaining the research to potential subjects.  Consider whether subjects should be re-consented periodically.

· Describe actions that would be taken if a study was interrupted.  Could the subject return to complete at another time?  If the subject is getting a radiotracer, when could they come back to complete the study?  Such problems and solutions should be documented in the subject and investigator records.

Informed Consent

· All consent forms must be submitted using the approved BNL consent format.  Always use the website since the form changes often.  The required elements of informed consent are contained in the form, as well as standard BNL paragraphs and instructions for completing the form.  The Glossary should also be consulted for language for standard procedures.

· The consent form must be written in lay language that is appropriate for the subject population and clearly provides an accurate assessment of the risks and anticipated benefits of the proposed research.  

· A process for obtaining informed consent which enhances independent and thoughtful decision making, including who will obtain informed consent and where the process will take place, is a required element of the protocol application.

Selection of Subjects

· Subject recruitment is a required element of the protocol.  The method and location of recruitment, including copies of advertisement(s) or recruitment script(s) must be included with the application.  Solicitation of identified, individual BNL employees is prohibited; however, employees may participate in a study if they meet the inclusion/exclusion criteria and are not directly supervised by either the PI or Responsible Physician.

· The method and location of recruitment, including copies of advertisement(s) or recruitment script(s) must be included with the application.  

· Solicitation of identified, individual BNL employees is prohibited, however, employees may participate in a study if they meet the inclusion/exclusion criteria and are not directly supervised by either the PI or Responsible Physician.

· Justify if the investigators will participate in the research.

· Subject pool must be equitable so that the burdens of participating in the research will involve those more likely to benefit from the research and will not place a disproportionate share of the burdens of research on any single group.

· Justify the nature of the research using the proposed subject population.

· Determine whether any special physiological, psychological or social characteristics of the subject group might pose special risks for them and whether it be possible to conduct the study with other, less vulnerable subjects.

Pediatric Studies
· Waiver of parental consent for pediatric studies will not be granted by the BNL IRB.  Information discovered at any time during a study that pertains to the health of a pediatric subject will be communicated by the PI or Responsible Physician to the subject’s parent(s).  This includes positive HIV and pregnancy test results.  
· A recruitment plan for pediatric subjects that does not require that  first contact be with the child’s parent(s) will require approval from Laboratory Management before the IRB can approve the protocol.
Privacy and Confidentiality

· If sensitive information about individuals will be collected, adequate provisions for protecting the confidentiality of the data through coding, destruction of identifying information, limiting access to the data must be in place.  Contact the CRC for specific guidelines.

· If the information about subjects might interest law enforcement or other government agencies to the extent that they might demand personally identifiable information, consider obtaining a certificate of confidentiality from NIH.

Monitoring and Observation

· Describe how research data will be recorded and maintained.

· Become familiar with the Adverse Event Reporting system.  Serious adverse events must be reported to the CRC Manager and ORA immediately.  Non-serious events must be reported to the CRC Manager within 72 hours.

· A follow-up plan must be in place to determine the welfare of the subject, but may also be used to inform the subject of the findings of the study, if appropriate and applicable.
Additional Safeguards

· Design protocol such that recruitment procedures assure that informed consent is given freely.

· Describe special safeguards that will protect the rights and welfare of subjects who are likely to be vulnerable to coercion or undue influence (e.g. children, prisoners, pregnant women, persons with physical or mental illness, and persons who are economically or educationally disadvantaged).

Incentives for Participation

· Make sure the incentives offered are reasonable based upon the complexities and inconveniences of the study and the particular subject population.

· Subject payment must not be coercive or present undue influence.  Payment amount and timing is a required element of both the protocol application and informed consent form.

Collaborating Institutions
The collaborating institution’s IRB must approve the protocol and consent form from the institution’s PI.  A copy of the IRB approval letter and the approved consent form must be obtained from the institution. These documents must be part of the package submitted by the PI to the ORA. These approvals must be updated on an annual basis as part of the annual review of the IRB protocol.  Collaborating institution(s) must be listed on the consent form.  In order for an institution to be considered as a collaborator, researchers from the institution must participate in protocol design and/or in the conduct of the research program.  Institutions that merely recruit or refer subjects to BNL are not collaborating institutions. 
Subject Follow Up
A follow-up plan is a required element of the protocol application.  This follow up should be to determine the welfare of the subject, but may also be used to inform the subject of the findings of the study, if appropriate and applicable.
Food and Drug Administration (FDA) Correspondence

If clinical research is conducted under an Investigational New Drug Application (IND) sponsored by a BNL PI, correspondence with the FDA regarding said IND is the responsibility of said PI. 
13. APPROVAL PROCESS
If the protocol is approved as submitted, a Decision Memo is sent to the PI.  This memo includes the period of approval and indicates that the approval is given only for the protocol submitted; any changes must be approved by the IRB prior to being implemented and that Investigators must report any unanticipated problems promptly to the IRB.  Upon approval, the protocol and consent form(s) are sent by ORA to the CRC.  The investigator must arrange for review by the CRC Manager. Upon approval by the CRC Manager,
work on the protocol can begin.  All human subjects studies must be coordinated through the CRC.  

If the protocol is conditionally approved, a memo is sent to the PI with conditions listed.  The response to these conditions will be reviewed by the IRB Chair..  When the conditions are met, full approval is granted by the IRB Chair.  No studies may begin until full approval is given. Upon full approval, the protocol and consent form(s) are sent by ORA to the CRC. The investigator must arrange for review by the CRC Manager. Upon approval by the CRC Manager, work on the protocol can begin.  All human subjects studies must be coordinated through the CRC. 

If the protocol is tabled, an explanation memo is sent to the PI.  The PI may resubmit a revised protocol addressing the IRB’s concerns listed in the memo.  

If a protocol is disapproved, the PI is sent an explanation memo, but may not resubmit the protocol.  

A protocol cannot be approved by the IRB for longer than one year, but may be approved for less than one year, if so decided by the IRB.

Continuing review is performed on no less than an annual basis.  The PI will be notified by the ORA that the annual review is due (see procedures discussed in Section 10).  The PI is responsible for ensuring that recertification approval has been obtained before work is continued past the approval expiration date.

14. SPECIAL CATEGORIES OF RESEARCH
Children:  Research involving children is governed by 45 CFR 46.401- 409.   Pediatric research must be classified by the IRB as falling into one of the following categories:
· 46.404: Research involving no more than minimal risk.  The potential risks must be 
          outweighed or balanced by the potential benefits to the subject and/or society; and/or 
adequate provisions must be made for soliciting assent of the children and permission of 
the parents or guardians.

· 46.405: Research involving greater than minimal risk, but presenting the prospect of
          direct benefit to the individual subjects.  The risk must be justified by the anticipated 
benefit to the subject; the relation of the anticipated benefit to the risk is at least favorable 
to the subjects as that presented by available alternative approaches; and adequate 
provisions must be made for soliciting assent of the children and permission of the 
parents or guardians.

· 46.406: Research involving greater than minimal risk and no prospect of direct 

benefit to individual subjects, but likely to yield generalizable knowledge about the 
subject’s disorder or condition.  The risk represents a minor increase over minimal risk; 
the intervention or procedure presents experiences to subjects that are reasonably 
commensurate with those inherent in their actual or expected medical, dental, 
psychological, social or educational situations; the intervention or procedure is likely to 
yield generalizable knowledge about the subject’s disorder or condition which is of vital 
importance for the understanding or amelioration of the subject’s disorder or condition; 
adequate provisions must be made for soliciting assent of the children and permission of 
the parents or guardians.

· 46.407: Research not otherwise approvable which presents an opportunity to understand, prevent or alleviate a serious problem affecting the health or welfare of children.  Such research may be conducted provided that The Secretary of HHS, after consultation with a panel of experts in pertinent disciplines  and following opportunity for public review and comment, has determined that the research presents a reasonable opportunity to further the understanding, prevention or alleviation of a serious problem affecting the health or welfare of children, the research will be conducted in accordance with sound ethical principles; and adequate provisions are made for soliciting the assent
 of children and the permission of their parents or guardians.

Pregnant Women and Fetuses
Refer to 45 CFR 46.206-209.
Prisoners
Refer to 45 CFR 46.302-306.

15.  PROTOCOL ADHERENCE
Investigators may not undertake any clinical research until the IRB has approved the protocol defining the research.  Once a protocol has received IRB approval, the PI may not implement any deviation from or change to the protocol without prior review and documented approval from the IRB, except where it is necessary to eliminate an immediate hazard to a study subject.  A deviation from an approved protocol may involve a procedure that is not defined in the approved protocol, or an approved portion of the protocol that is conducted out of sequence or omitted.

Any individual noting a deviation from an approved protocol must report such to the PI.  The PI will review the protocol and relevant documentation and notify the CRC Manager and IRB, in writing, of the findings and conclusion.  If the PI is not readily available to receive and process the report, the reporting should be done to the CRC Manager and/or ORA.
When a protocol deviation or violation is noted, it will be assessed by the CRC and IRB according to two main criteria:

· potential or actual harm to the subject

· potential or actual affect on the integrity of the study data

The IRB will determine whether the violation is serious or non-serious.  A serious violation would be one where a subject was harmed, the potential for harm was created, or the violation compromised the integrity of the study.  A non-serious violation would be a violation which did not harm or potentially harm a subject and does not compromise the integrity of the study.

The IRB will determine whether further corrective action is warranted following full board review of the violation.


If the protocol violation is assessed as serious, the IRB will suspend the protocol as per Section 16 “Non-Compliance”.


If the protocol violation is assessed as non-serious, a memo will be sent to the PI’s Department Chair and a copy placed in the applicable protocol.

If the IRB finds a pattern of protocol violations by a particular PI with no evidence of effective corrective action measures having been put in place by the Investigator’s Department or the CRC, the IRB will suspend all protocols for which the individual is the PI and request the PI’s Department Chair to conduct an investigation into root causes.  The Department has the responsibility to ensure that individuals named as PI’s are competent to perform their duties as delineated in the Principal Investigator R2A2.

16. NON-COMPLIANCE
Suspension of IRB Approval
The IRB is authorized by the Institutional Official to suspend any research involving human subjects that is not being conducted in accordance with the IRB’s requirements or that has been associated with any unexpected serious harm to subjects.  Any such suspension of approval shall be reported promptly to the PI and shall include a statement of the reasons for the suspension.  The IRB must notify the Institutional Official and OHRP.  The PI must notify the FDA, if the study involves an IND.  The decision to suspend will be made during a regularly scheduled IRB meeting, unless immediate suspension is warranted.  In this case, the IRB Chair has the authority to suspend approval.

Allegations of Investigator non-compliance
Allegations of non-compliance and alleged violations of human subjects rights or welfare will be investigated by the Compliance Monitor.  Results will be reported to the IRB for appropriate action.  Allegations found to have a basis in fact will be forwarded to the Institutional Official.

Any serious or continuing non-compliance with 45CFR46 or the requirements or determinations of the IRB will be reported promptly by the Chair of the IRB to OHRP as required by 45CFR46.103(b)(5).


Any serious or continuing non-compliance with federal regulations or the requirements or determinations of the IRB or any suspension or termination of IRB approval will be reported promptly by the Chair of the IRB to the FDA as required in 21CFR56.113.
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