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ABBREVIATIONS  
BNL -  Brookhaven National Laboratory

BSA - Brookhaven Science Associates, LLC

CRC - BNL Clinical Research Center

DHHS – U.S. Department of Health and Human Services

DOE -  -U.S. Department of Energy

IND - Investigational New Drug

IRB - Institutional Review Board

NIH - National Institutes of Health

OHRP - Office for Human Research Protections

ORA - BNL Office of Research Administration 

PI - Principal Investigator

PP - Participating Physician

QACSC - CRC Quality Assurance, Care and Safety Committee 

RDRC – Radioactive Drug Research Committee

RP - Responsible Physician

1.0 INTRODUCTION

Brookhaven National Laboratory (BNL) is a multidisciplinary  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.

BNL’s Institutional Review Board (IRB) must approve each research experiment, procedure, drug, radiopharmaceutical, or device that involves human subjects before research begins.  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.  It may involve direct interactions or interventions (such as withdrawing blood , injecting a  compound, scanning, using  questionnaires) or indirect interactions (analyzing  specimens or data). 

The IRB is established and authorized by a memorandum from the Laboratory’s Director. The IRB has jurisdiction over all research involving human subjects 1) performed at BNL and by its employees regardless of the Principal Investigator’s (PI) appointment or relationship with BNL, and, 2) performed by BNL’s employees offsite.   The Board’s primary purpose is to review each experiment or procedure involving human subjects to appropriately evaluate the informed consent process, the 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 they are reasonable in relation to the anticipated benefits, and to protect the rights and welfare of research subjects in accordance with the following:

a) Code of Federal Regulations (CFR) Title 45, Part 46 [Department of Health and                Human Services (HHS) Human Subjects regulations]

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

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

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

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

f) DOE Order 443.1 – Policy on the Protection of Human Subjects

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

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

j) DOE Guidebook “ Protecting Human Research Subjects” 

Any experimental radioactive drug used in research on humans  must meet the standards of  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.

All forms and regulations are available on the ORA web site at www.bnl.gov/ora/IRB.asp.

2.0 OFFICE OF RESEARCH ADMINISTRATION 

The Office of Research Administration (ORA) is a division of the Director's Office and reports to the Institutional Official for Human Subjects Research.

The ORA provides administrative support for the IRB and RDRC, the Quality Assurance Care and Safety Committee, and the Credentialing Committee.  The ORA also supports Protocol Compliance Monitoring. 

The ORA is responsible for coordinating and scheduling IRB and RDRC meetings, including creating agendas, and establishing and maintaining all correspondence, files, and records pertaining to human subjects research.  The ORA Administrator participates in developing and maintaining IRB policies and procedures, forms and related documents. The ORA Administrator maintains and updates the ORA website and supervises the Secretaries of the IRB and RDRC.

The ORA acts as a liaison between the committees and Principal Investigators, other IRBs, and all regulatory agencies.

The ORA offers training for IRB members and researchers.  Training is tracked through BNL’s database.  The ORA organizes educational seminars, monitors regulatory issues, and disseminates information.

The ORA supports compliance monitoring for human subjects research to ensure:
a) adequate protection of the rights of human subjects;

b) the safety of human subjects;  

c) the quality and integrity of the clinical data; 

d) the compliance of the conduct of the study with the IRB-approved protocol/amendment(s), with Good Clinical Practice (GCP), and with the applicable regulatory requirements

The Clinical Protocol Coordinators (CPCs) for each group undertake the first level of compliance monitoring, followed by the Compliance Monitor, who reports each month to the Quality Assurance, Care & Safety Committee, and the IRB.  

3.0 REGULATIONS

BNL abides by HHS 45 CFR 46 and DOE 10 CFR 745, documents that set forth regulations on research involving human subjects.   In reviewing research protocols, the IRB must be assured that

a)
Risks to subjects are minimized by a)  using  procedures consistent with sound research design that  do not expose subjects to unnecessary risk; and, b)  using data from  procedures already being performed on the subjects for diagnosis  or treatment, where appropriate. 

b)
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.

c)
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.

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

e)
The research plan provides for monitoring the data collected to protect the safety of the subjects, where appropriate.

f)
Adequate provisions are made 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, thereby assuring HHS that BNL will follow procedures to protect all human subjects involved in research protocols.  The FWA applies to all human subjects research conducted at BNL, and to research conducted elsewhere by BNL employees in connection with their institutional responsibilities, regardless of the source of funding.  BNL abides by all other federal, state, and local guidelines regulating human subjects research.

Before a protocol involving human subjects starts, the IRB must first review it; thereafter, the study must be conducted according to the IRB’s approved protocol in compliance with the guidelines given in this manual and in the CRC Policies and Procedures Manual.  Compliance is a crucial element of the IRB process because it is here that the collective effort of individual investigators ensures the integrity of BNL as a research institution.

4.0 RESEARCH DEFINED

The IRB must review all research that involves human subjects.  This includes a wide variety of work, 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.  It may involve direct interactions or interventions (withdrawing blood, injecting a compound, scanning, using questionnaires), or indirect interactions (analyzing specimens or data). 

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.

5.0 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 articulating the basic ethical principles that guide the conduct of research with human subjects and forms the foundation of 45 CFR 46.  The report defined three principles as basic to protecting human subjects: 1) respect, 2) beneficence, and, 3) justice.  All research with human subjects at BNL should be guided by the ethical principles set forth in the Belmont Report.

Respect for Persons: In considering respect for persons, investigators are required to seek voluntary informed consent from potential subjects.  Voluntary informed consent means that subjects freely decide about participating, and the study is fully described in easily understood words.   The consent form should include adequate information about the study’s risks and benefits to help subjects decide whether to take part in the research.  Respect also means honoring the privacy of the individual, keeping confidential the data obtained, and paying special attention to the welfare of minors and individuals who are immature or incapacitated, perhaps even excluding them from participating 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 be careful not to select subjects simply because of their easy availability, their vulnerable position, or because of social, racial, gender, economic, or cultural biases.  Investigators should base their inclusion criteria on those factors that most effectively and soundly address the research problem.

Additional justification is required for research with vulnerable populations (individuals with a psychiatric disorder, an organic impairment, a developmental disorder, and those suffering from a terminal illness, degenerative disease, severe physical handicap, or dependence on drugs or alcohol).    The study should be open equally to men and women of all ages, children, and individuals from diverse racial/ethnic backgrounds so that they receive an equal share of the benefits of research and that they do not bear an undue share of its burdens.  Participation should not be restricted without medical or scientific justification.

6.0 EXEMPT RESEARCH 

Certain studies involving human subjects are exempt from IRB review.  To qualify as exempt from the federal policy for the protection of human subjects, proposed research must be limited to one or more of the following categories.  

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

1) research on regular and special education instructional strategies, or 
2) research on the effectiveness of or the comparison among instructional techniques, curricula, or classroom management methods.

b)
Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures or observation of public behavior, unless:
1) Information obtained is recorded in such a manner that human subjects can be identified, directly or through identifiers linked to the subjects; and 

2) 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.

c)
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 item (b) of this section, if:

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

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

d)
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.
e)
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:

1) Public benefit or service programs;

2) procedures for obtaining benefits or services under those programs;

3) possible changes in or alternatives to those programs or procedures; or 

4) possible changes in methods or levels of payment for benefits or services under those programs.

f)
Taste and food quality evaluation and consumer acceptance studies, 

1) if wholesome foods without additives are consumed or 

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.

Investigators must complete the IRB Exempt Human Subjects Research application.  The ORA shall determine whether the application meets federal guidelines for exempt research.   

7.0 AUTHORITY AND RESPONSIBILITY OF THE IRB

7.1 Authority: The IRB has the authority to approve, to require modification as a condition of approval, to require additional information before committee review, and to disapprove proposed research that is within its scope of authority as per the Laboratory Director’s authorization memo. The IRB has the authority to suspend, restrict, or terminate any ongoing approved protocol.  Furthermore, the IRB has the authority to determine whether or not any research activity is covered by these policies and procedures and whether it requires an IRB review.

7.2 Responsibility:  The IRB has the responsibility to:
7.2.1 consider the following in  reviewing  all ongoing and initial protocols:

a)  the risks to research subjects are minimized;

b)  the risks are reasonable compared  to the potential benefit and the importance of knowledge that might  reasonably be expected ;

c) the informed consent process is satisfactory ;

   
7.2.2 require progress reports from Principal Investigators ;

7.2.3 report to OHRP, and the DOE’s Office of Human Subjects any unanticipated problem involving risk to a subject,  any  instance of serious, or continuing noncompliance with NIH and/or FDA regulations, and  any involuntary suspension/termination of a protocol.

7.3 Recruitment and Training Of IRB Members

IRB members are recruited from BNL employees, as well as neighboring institutions and the local community.   The IRB Chair and the ORA Administrator interview prospective IRB members and review their credentials.  The IRB Chair and ORA Administrator then, if appropriate, recommend to the Institutional Official that the individual is appointed to the IRB. The Institutional Official sends out a letter of appointment. .  

When an individual accepts an appointment to the IRB, the ORA Administrator sends a letter and a package explaining the IRB’s operations, including the OPRR “Protecting Human Research Subjects” Guidebook, and the DOE’s “Protecting Human Research Subjects” Handbook.  All members are given an orientation/training session before their first IRB meeting and a copy of the IRB Policies and Procedure, “The Belmont Report” and the “NIDA Drug Research Guidelines”.  All members attend an annual refresher course on human subjects regulations.

All IRB members are indemnified by a clause in the Prime Contract with the DOE.  All non-BNL members are reimbursed $50 per meeting attended.

 BNL’s Continuing Education policy provides new materials with updates on human subjects research policies, as well as offering educational seminars and lectures at BNL throughout the year. The ORA Administrator, IRB Chair, and IRB members attend various national meetings throughout the year, and report any new information to IRB members.

8.0 ORGANIZATIONAL STRUCTURE AND MEMBERSHIP OF THE IRB

8.1  The Chair of the IRB shall be appointed for a two- or three-year renewable term by, and reporting directly to, the Institutional Official. The Deputy Chair shall be appointed by the Chair and serve as the Chair in his/her absence.

8.2  All members and alternates of the IRB shall be appointed for a term between one and three years, renewable  by the Institutional Official.  The member/alternate is requested to serve by a letter from the Institutional Official.  The member shall accept this appointment by notifying the Institutional Official in writing that s/he accepts this position and the associated responsibilities. 

      8.2.1  The IRB membership shall be in accordance with applicable federal policies and shall meet the following requirements:

a) be comprised of one Chair, one Deputy Chair, members, and alternate members;

b) include at least one scientist;

c) include at least one physician;

d) include at least one individual with an advanced degree in behavioral sciences;
e) include at least one non-scientist;

 f) include one or more members who are knowledgeable about and experienced in working with  vulnerable populations, such as children, prisoners, pregnant women, handicapped or mentally disabled persons, including substance abusers.

g) include the QA Physician as an ex-officio member to act a  liaison between the IRB and the CRC; 

h) include at least one member who is not now, nor in the past five years has been, affiliated with BNL and who is not part of the immediate family of a person  affiliated with BNL;

i) be sufficiently qualified through the experience, expertise, and diversity of its members, and considering race, gender, and cultural background and sensitivity to issues such as community attitudes, to  completely and adequately review of the clinical research  commonly conducted by BNL;

j) be able to judge  the acceptability of the proposed research in terms of institutional commitments and regulations, applicable laws, and standards of professional conduct and practice;

 The IRB may invite individuals competent in special areas to assist in reviewing issues that might require expertise beyond, or in addition to, the expertise routinely available on the IRB. Such specialists shall not have voting rights. 

     8.2.2 The IRB Chair and/or members may be removed from the IRB for cause as determined by the Laboratory Director. 

8.3 IRB members are expected to attend a majority of scheduled meetings.  Members may be dismissed from the committee due to excessive unexcused absences.

9.0 IRB QUORUM AND VOTING 

9.1 A quorum shall consist of a majority of the members of which at least one shall be a New York State licensed physician, at least one shall be a non-scientist, and at least one shall be an outside member.  Members and alternates are encouraged to participate at all meetings irrespective of quorum requirements or voting privileges.  A quorum must be present for all deliberations and votes.

9.2 Voting privileges shall be limited to those members or alternates present at the meeting.  Proxy votes are not accepted. Alternate members shall have full voting privileges when the number of members does not constitute a quorum and their presence satisfies the quorum requirements.  A member’s or alternate’s vote is recorded in the minutes and by his/her signature on the IRB Review Form. A majority vote is required for any IRB determination.

9.3 Abstentions: A member or an alternate member may abstain from voting on a protocol provided s/ he adequately explains his/her decision; the reason be noted in the minutes of the meeting.  If a member has, or is perceived to have, a conflict of interest with the protocol under review, s/he must recuse him/herself from voting and absent him/herself while the IRB is voting. 

10.0 IRB MEETING SCHEDULE  AND AGENDA DETERMINATION

10.1 The IRB meetings are held monthly.  Any Principal Investigator or IRB member may request an additional meeting during any month, but it shall be called at the IRB Chair’s discretion.  Members are polled before every meeting to assure a quorum.  The agenda is mailed to all members and alternates one and a half weeks before the meeting to provide time for review.  Items are usually reviewed in the order that they appear on the agenda.  A Principal Investigator is requested to attend a meeting to discuss an initial protocol; however s/he must absent him/herself during voting on that protocol. Voting is done in a closed session.  Robert’s Rules of Order, Newly Revised, shall govern the conduct of all meetings.

10.2 The ORA administrator prepares the Agenda, collecting all requests from PIs for initial and addendum reviews.  S/he is responsible for ensuring that all PIs are notified of a pending continuing review at least two months before the due date.  The agenda mailing includes the minutes from the prior meeting. For each protocol under review whether an initial or continuing review or an addendum, all relevant documentation is included with the agenda.  “Actions Taken Since Last IRB Meeting” are listed.  Such actions would generally consist of expedited reviews and approvals granted by the IRB Chair as authorized by the IRB at a previous meeting.  Regulations or guidance pertinent to the protocol under review may be included.  Educational material is included, such as articles from publications and/or the DOE’s “Protecting Human Subjects” newsletter.

11.0 MINUTES AND COMMITTEE RECORDS

11.1 Records Storage: All IRB records are maintained in the ORA Administrative Office.  Access to this Office is restricted to designated personnel, and it is secured when the ORA Staff is not present.  Inactive records are filed in the BNL Record Holding Area where they are held for a minimum of 75 years.

11.2 Protocol Specific Records. The ORA assigns each protocol a unique number, by chronological order.  Records for each protocol are maintained in an individual file; they include all documentation reviewed by the IRB, correspondence relating to the protocol, and the minutes of the IRB’s discussion of that protocol.   Protocols are filed numerically.

11.3 Minutes and Agendas of meetings are filed chronologically.  In addition, correspondence that is not specific to a protocol is kept in a separate file.  Minutes taken at the meeting are to be as inclusive as possible so as to accurately record the breadth of IRB’s discussion .  They shall include the time of meeting, members and alternates present, arrival and departure of members during the meeting, approval term for initial and continuing reviews, and the discussions.  Each protocol discussed shall bear the IRB Protocol number, title and Principal Investigator.  Members listed on a protocol under review must excuse themselves during voting on that protocol.  All votes are recorded in the minutes, along with major discussions and any conditions for approval. Minutes from the prior meeting are mailed with the next agenda for IRB members and alternates to review.  Any corrections/comments to the minutes are noted in the minutes of the next meeting.  The minutes are considered final following these corrections. Copies of the final minutes are sent to the DOE’s Brookhaven Area Office Human Subjects Representative and the Institutional Official.

11.4 Educational Materials, including the OPRR “Protecting Human Research Subjects” Guidebook and the DOE “Protecting Human Research Subjects” Handbook, are distributed to each IRB member and alternate, and are available from the ORA Office and the ORA web site.  Current articles pertaining to human subjects research are distributed as applicable.

11.5 The IRB Database contains information on all protocols. The IRB’s portion of the database contains the protocol number, protocol title, approved corresponding consent form number(s) and approval dates, PI, Responsible Physician (RP) and Participating Physician(s) (PP) approved to participate on a specific protocol, IRB approval date, and protocol expiration date.  The CRC and the PIs enter additional, protocol-specific information into this database.  Each section of the database is password- and domain-protected.  Only the ORA Administrator, through his/her computer, can enter the IRB section.  The IRB Database is accessible to all BNL personnel with a need-to-know status through a web site and plays a key element in coordinating human subjects research.  The CRC Secretary relies on this database to ensure that (i) the PI is conducting an approved study, using an updated, appropriate and approved consent form, and, (ii) the PI and RP are properly approved to participate in the protocol. 

11.6 Consent Forms: Copies of approved consent forms are maintained in each protocol file. Forms include the initial approval date, the approval date of the latest revision, the expiration date, and the corresponding protocol number. The CRC Secretary maintains originals of the consent forms.   Completed, signed forms are retained as part of a subject’s record.

12.0 PROTOCOL CATEGORIES AND IRB REVIEW PROCESSES 

12.1 Protocol Categories All protocols at BNL fall into one of the following categories: 

     12.1.1 IRB Protocol: These are clinical protocols performed at BNL that  involve living human subjects from  whom a Principal Investigator obtains data through intervention or interaction with the subject or identifiable private information.  A Principal Investigator and a Responsible Physician, one of who must be a BNL employee, must submit all clinical protocols. The exception is those protocols that simply involve using of tissue or blood samples with no other intervention do not require a Responsible Physician. 

12.1.2
IRB Minimal Risk Protocol: These are protocols that meet the definition of minimal risk studies. Minimal risk means that the probability and magnitude of harm or discomfort anticipated in the research is not greater in and of itself than that ordinarily encountered in daily life or during routine physical or psychological examinations or tests.  Such studies may include the use of collected data or private and identifiable information, or involve specimens, i.e., blood, tissue, and bone, given to a PI from an outside source. 

12.2  Protocol Review: Protocols are reviewed under the following  processes:

     12.2.1 Preliminary ORA Review: This review determines if the protocol is under the jurisdiction of the human research regulations, and ensures the protocol package is complete and accurate.

12.2.2  Initial Review: If the ORA’s preliminary review determined that the protocol is a clinical study requiring full board approval, it is forwarded to the IRB for an initial review. 

12.2.3 Addendum Review: This review is required whenever a Principal Investigator changes an approved protocol for any reason, including an unanticipated reaction by a subject that requires a change in procedures. 

12.2.4 Continuing Review: Each protocol must be reviewed by the IRB at a minimum of once a year.  During the  initial or addendum review, the IRB will decide upon  an appropriate approval period (no greater than one year) based on factors such as the type of subjects involved, including their disease state and/or vulnerability, previously reported adverse events, and investigator/group experience with the proposed work. 

13.0 IRB REVIEW CATEGORIES

The IRB must review all protocols that involve human subjects in one of the following ways:

13.1 Full Board Review:  There is a full board review for all initial and continuing reviews. Addenda also are given full board review unless the IRB Chair determined that the addendum is eligible for Expedited Review. The decision of a Full Board Review will be one of the following:

a) Approval:  The protocol can be started or continued.

b) Conditional Approval: The protocol is approved pending clarification by the Principal Investigator of issues raised about  the protocol package that  the IRB does not consider serious and do not affect the subjects’ safety. The Principal Investigator must provide evidence of compliance with IRB conditions to the ORA.  Review and final approval will be performed by the IRB Chair.

c) Tabled: Additional information considered to be of significant importance must be submitted to the full IRB for review before a final decision is made.

d) Rejected:  The protocol is considered rejected when it has been disapproved.  The protocol cannot be initiated or continued. The Principal Investigator must 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 already received IRB approval:

a) Suspend: study is temporarily halted by order of the IRB Chair

b) Inactivate: study is halted by order of the PI

c) Terminate: study is terminated when research completed

13.2 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 might include rewording of the protocol and/or consent form to clarify or correct, reformatting of the protocol or consent form, reducing of the number of subjects to be enrolled in the protocol, lowering the dose of any drug or radiotracer given to the subject, reducing the level of radiation to which the subject is exposed, and changing the recruitment plan or the announcements used for recruitment.  If any of the proposed changes might alter the scientific validity of the protocol, expedited review of the addendum is inappropriate and this issue must be considered by the full board.  For each addendum, the protocol’s subject population must be considered in deciding if expedited review is appropriate, particularly emphasizing whether the risk to the subject has increased, especially when 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, she/he will review and approve the addendum.  The signature of the departmental and/or Facility Chair is not required for submitting 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 addendum is approved, 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, it 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; this can only be done after Full Board Review. 

13.3  Grant Review

13.3.1 No grant for human subjects research can be awarded without IRB approval of the research proposed in the application.

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

a)  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.

b) The ORA Administrator will have the grant application and IRB submission reviewed using a primary reviewer system.  

c) The standard review process will apply to the IRB submission.  

13.4
Administrative Review.  Administrative review and approval may be used to correct non-substantive discrepancies between a protocol and its consent form.  Such corrections do not require submitting a formal addendum and will be processed by the IRB Administrator.

14.0 INITIAL IRB PROTOCOL  REVIEW

Every protocol involving human subjects research that is to be conducted at BNL or by BNL employees off-site must be approved by the IRB before beginning work. .  
14.1 Protocol Submission: For a new protocol, the PI obtains an application package consisting of a Request for IRB Review Form, Protocol application, blank Consent Form and blank Summary form.  Each new PI must review the IRB Investigator Guide and the following:

a) The IRB Authorization memo from the Laboratory Director;

b) The BSA/ NIH FederalWide Assurance;

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

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

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

f) The Belmont Report

g) National Institutes of Drug Abuse (NIDA) Guidelines for the Administration of Drugs;

All documents and forms are available at http://www.bnl.gov/ora/IRB.asp.

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

a) Request for IRB Review 

b) Research Protocol: This document includes Aims and Hypotheses; Background and Rationale; Preliminary Studies Research Plan; Risk/benefit assessment to the research subjects; and Literature cited

c) Informed Consent Form:  This form contains the following:

1) explanation of the purpose of  the research, 

2) description of procedures,

3) explanation of which are experimental procedures, 
4) expected duration of the study, 

5) description of foreseeable risk,

6) description of benefit to the subject or others,

7) description of alternatives to participating in the study, 

8) statement describing the extent to which the confidentiality and privacy of 

the subject will be protected,

9) description, for a protocol with more than minimal risk,  of the availability of 

compensation and treatments  in the event of injury,

10) explanation of whom to contact for questions or injuries,

11) statement attesting to the voluntary participation of the subject, noting 

there is no penalty for early withdrawal from the study,

12)  statement of the availability and amount of a subject fee, 
13) statement of additional supporting information that may include risk to a fetus, the potential of Principal Investigator to terminate a study, any cost to the subject, consequences to the subject if s/he withdraws, new findings resulting from the study, and the number of subjects in study. 

d) Questionnaires/surveys (if applicable)

e) Advertisement (if applicable)

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

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

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

14.1.2 Department and CRC Approval: 
a)  Departmental Chairs must consider the following during their review:
1) Scientific Merit 
2) Appropriateness of conducting the proposed study at Brookhaven;
3) Adequacy of funding and department resources to support this project;

4) Existence of a current approved Experimental Safety Review;

5) Appropriateness of the expertise and experience of the PI and project personnel;

6) Completion by the PI and project personnel of all required departmental/facility specific training; 

7) Assertion that the scientific processes in the protocol (such as isotope preparation, machine calibration, tissue culture work) are adequately performed and controlled so as to support the risk factors listed by the Principal Investigator. 

8) Inclusion in the R2A2s of the Principal Investigator and/or Responsible Physician the required provisions relating to the conduct of human subjects research

This review is not required for expedited review.

b) The CRC Manager must consider the following during their review:

1) Adequacy of CRC resources and staff to support this protocol;

2) Consideration of care of subjects;

3) Completion by the PI and project personnel of all the required human subjects research training and credentialing;

4) Review and approval of the protocol by the CRC Pharmacist (if required)

14.1.3 Signatures: The Request for IRB Review Form must be signed and dated by the Principal Investigator, Responsible Physician, Department Chair/Division Head and the Clinical Research Center Manager.  If the Principal Investigator also is the Department Chair, an alternate Department Chair/Division Head should review and sign the application to avoid any possible conflict of interest.  If a department other than that of the PI owns the facility being used, then that facility’s Department Chair must also sign the Request for IRB Review Form.

14.2 Review Procedures: 

14.2.1 The Principal Investigator must submit the completed application package to the ORA Administrator who will review its completeness (including IRB approvals from other institutions, if applicable) and accuracy.  The ORA Administrator creates an IRB Review Form, assigns numbers to the protocol and accompanying consent form(s), and creates a Recap Sheet. The Recap Sheet summarizes information from the protocol and includes the following: the Principal Investigator, Responsible Physician, Participating Physician(s) and other investigators, approved Consent Form numbers, Investigational New Drug (IND) Numbers, type of subject, the number of subjects approved, funding source, amount of subject fee, radioisotope, non-radioactive drug, the number of subjects studied during each approval period, the dates of Addenda and Continuing Reviews.   The ORA Administrator also creates a Summary Form from the lay summary submitted by the PI, and e-mails it to the PI to verify its accuracy. Upon completion, it is used as notification of IRB approval to outside parties.  Once the ORA Administrator determines that the application package is complete, it is forwarded to the IRB. 

14.2.2 The IRB receives a copy of the application package one and a half weeks before the meeting as part of the agenda.  The following elements are considered in the IRB’s review:

a)   Risks to the research subjects are minimized;

b)   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

c)  Selection of the subjects is equitable;

d)  Informed consent is

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

2) non-coercive and undue influence is not put upon the subject to participate in the protocol;

3) written in language that the subject can understand ;

4) signed by the research subject;
5)  does not  include exculpatory language through which the subject waives his/her rights;

6) obtained in a manner that gives the subject sufficient opportunity to consider whether or not to participate;

e) The subject’s confidentiality and privacy is protected; The Principal Investigator must have adequate provisions to monitor and collect data to ensure the subject’s safety, where appropriate;

f) Vulnerable populations are adequately protected against  coercion or undue influence,

g) The PI and staff are appropriately trained and credentialed through the Credentialing Committee;

h)  IRB approval and consent forms from other institutions are included, if so required;

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

j) An assessment of whether a study involving a device poses significant or non-significant risk, according to 21 CFR 812.66

14.2.3
After the IRB has decided on the application, the outcome is recorded on the IRB Review Form; each IRB member present at the meeting must sign this form.

14.2.4 The ORA Administrator forwards to the Principal Investigator in writing, via a decision memo, the determination made by the IRB on his/her protocol. If the IRB has reviewed an initial protocol, then the decision memo contains the following information:

a) Approved: If the initial protocol is approved the decision memo includes

1) the date of IRB approval;

2) the approval period; 

3) the status of any consent forms associated with the protocol; 

4) a statement that the approval is given only for the protocol submitted and that any changes must be approved by the IRB before they are  implemented. 

5) 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; 

6) a statement that it is the PI’s responsibility to ensure that all individuals working on the protocol are  listed on an appropriate ESR and that their training is up-to-date;

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

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

9) for addenda, a statement that the PI must update the protocol with the IRB’s approval date, sign and distribute the protocol to the ORA and all project personnel, and update case report forms, if applicable.

b) Conditionally Approved: If the convened IRB determines that specific revisions requiring the PI’s simple concurrence are needed, the IRB will conditionally approve the protocol and designate the IRB Chair, or an IRB member designated by the Chair, to subsequently approve the revised research protocol on behalf of the IRB.  If the IRB conditionally approves a protocol or addendum, the required revisions are listed on the decision memo to the PI. When the IRB Chair reviews the PI’s response and finds it satisfactory, the IRB Chair grants full approval and notifies the PI that the protocol is approved.  The Chair’s action is reported at the next IRB meeting under the section of the agenda “Actions Taken Since the Previous IRB Meeting”. 

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

d)  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

14.2.5 When the protocol has received full IRB approval, an approval memo is sent to the CRC Secretary.  A copy of this memo is sent to the CRC Manager, without attachments. The approval memo contains the following information:

a) the date of IRB approval;

b) the approval period; 

c) a statement that final approval from the CRC Manager must be received before work may begin under the protocol;

d) that copies of the updated, signed protocol and originals of the consent forms are attached.

14.2.6 Approved protocols are activated in accordance with procedures in the CRC Policies and Procedures Manual.

14.2.7 The ORA Administrator updates the IRB Database.

14.3  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 Principal Investigator 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.

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

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


b) the subject is unable to give effective consent;


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

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


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

15.0 DATA/SAMPLE BANKING

It is of paramount importance to protect the rights and welfare of subjects from whom data/biological specimens (material) are obtained for use in future research.  Data or material should be obtained anonymously to the extent that it is practical in relation to the anticipated aims of future research activity.  

Informed consent must be obtained from each subject for collecting data or biological material under an approved protocol to bank for future research.

Investigators must evaluate all psychological, and social risks to a subject that could result from a breach of confidentiality when planning to bank data or biological material.  For example, maintaining confidentiality may be more difficult when banking data or materials and the subject could be at risk if confidentiality is breached, whereby insurance companies, or employers, might gain access to sensitive information about  the person’s current (e.g., HIV) or future (e.g., presence of a gene for breast cancer) health . If the future research involves genetic testing, entire families or communities could be affected. 

In proposing to collect data or materials to bank for future research, the PI must include the following in the protocol under which they will be collected:

a) The physical location where the data/material will be stored, as well as the name/title of the custodian of the material.

b) The length of time the data/material will be kept.

c) Identification of individuals who will have access to banked data/materials and for what purpose. 

d) Discussion of what happens to the data/material, and any research results that might be derived if the subject decides to withdraw from the study.

e) The potential risks to subject from having their data/material banked.

In the consent form for the approved research protocol, the request for consent to collect data/material for banking for future research must be separated from the request to consent for the main study.   Therefore, include the appropriate statement from those following:

Brookhaven National Laboratory (BNL) would like to keep the (data/blood/tissue) that is left over following this study for future research.  If you agree, this (data/blood/tissue) will be kept in a (data/blood/tissue) bank and may be used in future research to learn more about (e.g., HIV, drug/alcohol addiction, personality traits). Your (data/blood/tissue) will be used only for future research in which BNL researchers are involved and which is covered by a research protocol that has been reviewed and approved by the BNL Institutional Review Board (IRB).  The IRB is the Board at BNL that operates under federal regulations and that reviews and must approve all research involving human subjects before the research can begin.  Such future research may involve only BNL researchers, or it may be part of a research collaboration between BNL and researchers from other research institutions, in which case your (data/blood/tissue) could be transferred to the researchers at the collaborating institution.  BNL will never sell your (data/blood/tissue). The research done with your (data/blood/tissue) may help develop new medical knowledge and medical technologies in the future.  The greatest risk to you from BNL keeping your (data/blood/tissue) is the release of information from your records. BNL has taken steps to ensure that the chance of this happening is very small.  Please consider this request and check off one of the following statements:

___You agree to allow BNL to keep excess (data/blood/tissue) for future research. 

___ You do not agree to allow BNL to keep excess (data/blood/tissue) for future research.

If you do not wish to leave a sample, you can still participate in the study.

Brookhaven National Laboratory (BNL) would like to take additional (data/blood/tissue) for future research.  If you agree, this (data/blood/tissue) will be kept in a (data/blood/tissue) bank and may be used in future research to learn more about (e.g., HIV, drug/alcohol addiction, personality traits). Your (data/blood/tissue) will be used only for future research in which BNL researchers are involved and which is covered by a research protocol that has been reviewed and approved by the BNL Institutional Review Board (IRB).  The IRB is the Board at BNL that operates under federal regulations and that reviews and must approve all research involving human subjects before the research can begin.  Such future research may involve only BNL researchers, or it may be part of a research collaboration between BNL and researchers from other research institutions, in which case your (data/blood/tissue) could be transferred to the researchers at the collaborating institution.  BNL will never sell your (data/blood/tissue). The research done with your (data/blood/tissue) may help develop new medical knowledge and medical technologies in the future.  The greatest risk to you from BNL keeping your (data/blood/tissue) is the release of information from your records. BNL has taken steps to ensure that the chance of this happening is very small.  Please consider this request and check off one of the following statements:

___You agree to allow BNL to take additional (data/blood/tissue) for possible future research. 

___ You do not agree to allow BNL to take additional (data/blood/tissue) for possible future research.

If you do not wish to leave a sample, you can still participate in the study.

Brookhaven National Laboratory (BNL) would like to keep the (data/blood/tissue) that is left over following this study for future research that has not yet been defined.  If you agree, this (data/blood/tissue) will be kept in a (data/blood/tissue) bank. Your (data/blood/tissue) will be used only for future research in which BNL researchers are involved and which is covered by a research protocol that has been reviewed and approved by the BNL Institutional Review Board (IRB).  The IRB is the Board at BNL that operates under federal regulations and that reviews and must approve all research involving human subjects before the research can begin.  Such future research may involve only BNL researchers, or it may be part of a research collaboration between BNL and researchers from other research institutions, in which case your (data/blood/tissue) could be transferred to the researchers at the collaborating institution.  BNL will never sell your (data/blood/tissue).  The research done with your (data/blood/tissue) may help develop new medical knowledge and medical technologies in the future.  

The greatest risk to you from BNL keeping your (data/blood/tissue) is the release of information from your records. BNL has taken steps to ensure that the chance of this happening is very small.  Please consider this request and check off one of the following statements:

___You agree to allow BNL to keep (data/blood/tissue) for possible future research that has not yet been defined. 

___ You do not agree to allow BNL to keep (data/blood/tissue) for possible future research that has not yet been defined.

If you do not wish to leave a sample, you can still participate in the study.

The investigators would like to take additional (data/blood/tissue) for future research that has not yet been defined.  If you agree, this (data/blood/tissue) will be kept in a (data/blood/tissue) bank. Your (data/blood/tissue) will be used only for future research in which BNL researchers are involved and which is covered by a research protocol that has been reviewed and approved by the BNL Institutional Review Board (IRB).  The IRB is the Board at BNL that operates under federal regulations and that reviews and must approve all research involving human subjects before the research can begin.  Such future research may involve only BNL researchers, or it may be part of a research collaboration between BNL and researchers from other research institutions, in which case your (data/blood/tissue) could be transferred to the researchers at the collaborating institution.  BNL will never sell your (data/blood/tissue). The research done with your (data/blood/tissue) may help develop new medical knowledge and medical technologies in the future.  

The greatest risk to you from the investigators keeping your (data/blood/tissue) is the release of information from your records.  Brookhaven National Laboratory has taken steps to ensure that the chance of this happening is very small.  Please consider this request and check off one of the following statements:

___You agree to allow the researchers to take additional (data/blood/tissue) for possible future research that has not yet been defined. 

___ You do not agree to allow the researchers to take additional (data/blood/tissue) for possible future research that has not yet been defined.

If you do not wish to leave a sample, you can still participate in the study.

Before data/material that has been collected for banking can be used for research, the IRB must approve a new protocol covering this new work.  When the IRB reviews this new protocol, they will assess whether or not the consent that was obtained for collecting the data/material for banking is applicable to the new study. If the purpose of the new study differs significantly from the purposes stated for banking in the original study, and the specimens are identifiable, a new consent will probably be required. 

Reference: National Bioethics Advisory Committee “Research Involving Human Biological Materials: Ethical Issues and Policy Guidance”

http://bioethics.gov/hbm.pdf
16.0 RADIOACTIVE DRUG RESEARCH COMMITTEE (RDRC) REVIEW

The RDRC must review all protocols that involve human subjects and radioactive drugs. .   

16.1
The Food and Drug Administration (FDA) authorizes the RDRC to approve research in which radioactive drugs are administered to human research subjects in protocols intended to obtain basic information on the metabolism of a radioactively labeled drug or on physiology, pathophysiology, or biochemistry.  The RDRC shall not approve research with a radioactive drug intended for immediate therapeutic or diagnostic purposes, or research with a radioactive drug to determine its  safety and/or effectiveness of  in humans.  

16.2
The RDRC reviews the protocol application for answers to the following:


a)
Is the pharmacological dose within allowable limits?

b)
Are the calculations of pharmacological dose based on data from published literature or other valid studies?


c)
Is the radiation dose within allowable limits?

d)
Is the radiation exposure justified by the quality of the study being undertaken and 


the importance of the information it is seeking?

e)
Is each investigator qualified by training and experience to conduct the proposed studies?

f)
Does the investigator or institution have the appropriate license to handle radioactive materials?

g)
Is the use of human subjects appropriate and does it meet applicable requirements?

h)
Does the radioactive drug meet appropriate chemical, pharmaceutical, radiochemical and radio nucleic standards of identity, strength, quality, and purity?


i)
Is the research appropriately designed?

j)
Does  the packaging, label, and labeling of the radioactive drug comply  with all applicable regulations?

k)
Is the number of subjects requested is less than 30?  If more, then a justification must be submitted to the RDRC.

16.3
The ORA submits the protocol, when appropriate, to the RDRC for review and approval before the IRB review.  The submissions must contain a fully signed Request for IRB Review Form, the IRB Submission Form, and the protocol.

17.0 ADDENDUM TO A PROTOCOL 

A PI must receive prior approval from the IRB before implementing any deviation from the protocol originally approved by the IRB. IRB approval is requested by submitting a Request for IRB Review and the accompanying Addendum.  A PI may request an addendum to an approved protocol for any reason that improves the protocol, including a subject’s unanticipated reaction to a research procedure. 

17.1 Addendum Procedures: The following procedures assure that changes in research protocols are promptly submitted to the IRB and are not acted upon until IRB approval is given:

17.1.1 Each Principal Investigator and Responsible Physician is notified of this policy with each approved protocol and is required to attest to their commitment to the policy in the initial application.

17.1.2 Each staff member of the CRC and all research staff involved in clinical research receive training on protocol compliance and the need to obtain IRB approval before making any change in the protocol.  All clinical research staff and CRC staff are instructed to report any deviation from protocol or any concerns s/he may have about a subject’s well-being to the IRB Chair or the Laboratory Director who will maintain confidentiality.  

17.1.3 The CRC Secretary is substantially involved in preparing the subjects’ records including approved consent forms, in scheduling subjects, and in distributing the subjects’ fees.  If the CRC Secretary considers that a protocol was violated, s/he must report his/her concerns immediately to the CRC Manager or IRB Chair.

17.1.4 Each subject is requested to complete a questionnaire asking if s/he understood the consent form and was appropriately prepared for the protocol. The completed Subject Questionnaire is given to the CRC Secretary and evaluated by the QACSC.  In this way, deviations from the consent form or other violations can be detected.   

17.2 The addendum package consists of a Request for IRB Review Form and a Protocol Addendum Form that the Principal Investigator submits to the ORA. The protocol addendum form requests the following information: description of the study, justification for the addendum, relevance to original proposal, additional risks, and subject information.   

17.3 Addendum Review: A preliminary ORA review determines that the submission is complete and whether the addendum can be handled by the IRB Chair through expedited review, or if it requires review by the Full Board.

17.3.1    If an addendum requires Full Board Review, the approval process is the same as for an initial protocol.

17.3.2    If an addendum is approved, the approval period remains the same as the date set in the initial review unless the IRB chooses to restrict the approval period as a result of the change. Any such change is noted in the IRB Database.  When the protocol addendum is approved, the recap sheet is noted with the description of the addendum, the date approved, and any other information required to be updated.  The ORA Administrator informs the PI in writing via a decision memo about the IRB’S decision on 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. 

17.3.3 The ORA Administrator forwards the IRB’s determination on the addendum in writing via an approval memo to the CRC Secretary along with a copy to the CRC Manager without attachments.  Copies of the addendum, updated protocol, updated recap sheet and original consent form(s) are sent to the CRC Secretary. 

17.3.4 The ORA Administrator updates the IRB Database.

18.0 CONTINUING REVIEWS 
The IRB decides upon the schedules for continuing review at the time of reviewing the initial proposal and/or addendum.  The period for which the protocol was approved is noted on the decision memo and is sent to the Principal Investigator as a condition of the protocol. The IRB determines the approval period during a full board review, basing it on factors such as the type of subjects involved, including their disease state and/or vulnerability, previously reported adverse events, and investigator/group experience with the proposed work.  It is IRB policy that a protocol that  has reported no subjects for two consecutive years will be terminated and the PI will be informed they must submit a new application if they wish to continue the studies. .

18.1. Continuing Review Process: Procedures to assure that continuing reviews are done in a timely manner and that studies are not conducted beyond the approval period are as follows:

18.1.1 The ORA Administrator informs the Principal Investigator via the IRB Protocol Status Memo of the date by which the completed Status Memo must be submitted to the ORA.  The ORA Administrator reviews the IRB Protocol Database, notes all protocols due for continuing review in two months, and sends to the applicable Principal Investigators a status memo to complete and return.  

18.1.2 On reaching the protocol’s expiration date, the ORA Administrator is responsible for notifying the IRB Chair when a protocol is in default for continuing review.

18.1.3 The IRB Chair will issue an order in writing to the Principal Investigator to suspend the protocol pending the IRB’s review.  

18.1.4 Every effort is made to avoid suspending an otherwise active protocol, and to prevent studies from being conducted beyond the approved period.  

18.2  Procedures for Continuing Review are as follows:

18.2.1 The IRB Protocol Status Memo is sent to the Principal Investigator for completion two months in advance of the protocol’s expiration date. The continuing review package consists of:
a) The current recap sheet on file for the protocol,

b) Copies of approved BNL consent form(s) for the protocol,

c) IRB Summary

d) IRB Protocol Status Memo that must be signed by the Responsible Physician, Principal Investigator, Department Chair and CRC Manger and consists of

1) the ongoing status of the protocol, 

2) PI’s verification that no material changes have occurred since the IRB’s previous review of the protocol;

3) a progress report,

4) any changes not listed on the recap sheet,

5) adverse effects experienced by subjects,

6) an accurate count of the number of subjects studied since the last approval,

7) the number of subjects withdrawn

8) any scientific updates, and,

9)  funding updates. 

18.2.2 If a protocol involves

a) a complex project involving unusual levels or types of risk to the subjects, 

b) a Principal Investigator who previously failed to comply with the requirements or HHS regulations or IRB determinations, or

c) a project where concern was raised about possible material changes occurring without IRB approval, then the Principal Investigator must include as part of the continuing review package he/she submits to the ORA a written verification from the CRC Manager that no material changes have occurred in the protocol since the previous IRB review.

18.2.3 The continuing review package is returned to the ORA Administrator who checks that it is complete and updates the recap sheet with the information provided.

18.2.4 The IRB review consists of the following:

a) a comprehensive status report - includes summary of all addenda and their status; 

b) reports on any adverse events;

c) any findings, published or in press;

d) interim data analysis;

e) that subject compensation is reasonable;

f) that subject selection is equitable;

g) that the certification period is appropriate.
18.2.5 The IRB determines the new approval period that begins when the current approval expires.

18.2.6 After the continuing review is approved, the recap sheet is revised to reflect the IRB’s review date and any other information that must be updated.

18.2.7 The ORA Administrator informs the PI, in writing, of the IRB’s decision of continuing review of his/her protocol, as in an initial review.   The IRB review date, current and new expiration dates are noted.

18.2.8 The ORA Administrator forwards to the CRC Secretary the IRB’s determination of continuing review of the protocol in writing via approval memo, as in the initial review. A copy is sent to the CRC Manager without attachments.   Copies of the updated recap sheet and original consent form(s) are sent to the CRC Secretary when they become active.

18.2.9 The ORA Administrator updates the IRB Database.
19.0 COMPLIANCE MONITORING
19.1
All IRB-approved clinical studies at Brookhaven are subject to compliance monitoring to ensure 1) the adequate protection of the rights of human subjects; 2) the safety of human subjects involved in a clinical study; 3) the quality and integrity of the clinical data; and, 4) the compliance of the conduct of the study with the IRB-approved protocol/amendment(s), with Good Clinical Practice (GCP), and with the applicable regulatory requirements. The compliance-monitoring reports generated by executing this procedure are considered to be privileged information and are strictly confidential. The monitoring report and its relevant data shall be protected under the following guidelines: 

a) The circulation of reports, correspondence, and responses to reports shall be limited to the CRC credentialed staff at Brookhaven National Laboratory who is responsible for taking actions on the findings.

b) Photocopying of any data, notes, completed checklists, monitoring reports, and responses shall be limited. The distribution of photocopies shall be restricted to individuals who are on a “need-to-know” basis. 

c) The subjects’ identifications, such as their full name, shall not appear on the monitoring reports when they are circulated for review via email or hard copy. 

19.2 Standard Operating Procedure (SOP) For Compliance Monitoring Of Protocols
The first level of compliance monitoring of protocols routinely will be done by the Clinical Protocol Coordinators (CPCs), and then by the Compliance Officer, who undertakes the second level of compliance monitoring of the clinical study at three different phrases: its initiation, during its progress, and at closeout.  

       
19.3 Study Initiation:

19.3.1 Before starting the study, the CPC, who supports the PIs in preparing the study’s documentation, ensures that the formats of the Case Report Forms and the protocol-specific Subject Records are complete and appropriate so that the study is conducted and documented in accordance with the up-to-date Protocol and the applicable federal regulations.

19.3.2 The CRC Manager reviews the Case Report Form (CRF) and the subject record forms to assure that the forms correctly correspond to the IRB-approved protocols/addendums, internal operating policies, and applicable federal regulations.

19.3.3 Once these reviews are finished and acceptable, the CRC manager will call for a study-initiation meeting with Principal Investigator, research staff, and CRC staff to discuss the study’s purpose, its flow, and the relevant documentation required. A memorandum to the PI approving the start of the new protocol will be issued upon the successful review of the correctness of the medical records format and the CRFs. 

19.4 Study in Progress:

19.4.1 During the course of clinical studies, the CPC will assist the PIs in continuously reviewing all the subjects’ records to ensure their accuracy and completeness, and the compliance of the Consent Forms and Case Report Forms with the up-to-date Protocols. The CPC will report to the PIs any problems involving record keeping or protocol compliance, and assist them in taking corrective actions. 

19.4.2 The Compliance Officer will monitor the study in progress by:

a) ensuring the investigators/staff conduct it  according to GCP guidelines and all applicable regulatory requirements;
b) implementing a subject record-monitoring program that requires routinely reviewing the  quality, integrity, and accuracy of the clinical data in the Case Report Forms and related medical records; and, 
c) conducting a clinical study protocol-compliance monitoring program that requires routinely reviewing the investigators’ files and the subject records, and periodically sitting-in on the informed consent and related study processes/activities to determine if an IRB-approved protocol is being  followed.

19.4.3 Currently, the CPC will perform the first level of the reviews for all subject records, and the Compliance Officer will undertake the second level of random reviews of the completed records. The Compliance Officer’s protocol-compliance monitoring will be documented using the form “Protocol Compliance Monitoring Record”.  The following critical issues will be checked:
a) The most current informed consent form has been signed and dated; 
b) the proper informed consent was obtained before  the subject entered  the study; 
c) the subject meets/maintains eligibility; 
d) all required test procedures were completed per protocols; 
e) the Inclusion/Exclusion criteria and physical information are complete; 
f) any Adverse Events have been reported to CRC and IRB; and,
g) the Physicians / PIs have signed and dated the records. 
The items that need to be addressed / corrected must be described in detail in the “Comments” section, and the form will be sent to the PI and the research team for feedback and corrections. The Compliance Officer will check and document the follow-ups / actions taken within two weeks from the date of the review.  After all discrepancies and deficiencies have been addressed, the Compliance Officer will document the closure date on the same form.  These monitoring forms will be kept in the subject record and the IRB protocol as internal records of compliance monitoring. 

19.4.4 During the conduct of the clinical study, the QA Physician and the Compliance Officer will monitor the implementation of the reviewing and reporting procedures for Adverse Events.  For more detailed information on Adverse Event Reporting, please refer to CRC Policy Section 4.2 Adverse Event Reporting. 

19.5 Study Closeout:

At the completion or termination of a clinical study, the CPC will make a final review of all subject records to ensure that the study records are handled properly. The Compliance Officer then will randomly review the completed subject records to verify that all of the study records have been retained, the drugs used have been properly accounted for (if applicable), and also that all discrepancies and deficiencies were addressed and documented properly. The same compliance-monitoring form is used to document the study’s closeout review.  The Compliance Officer will revisit the protocol and the subject record within one year if any major discrepancies revealed during the compliance monitoring to prevent the reoccurrences of the same discrepancies.

19.6  Procedures For Handling Of Data Discrepancies And Deficiencies, Corrections / Clarifications: 

The Compliance Officer will work with the PI and the research team to clarify and correct any discrepancies and deficiencies discovered during the monitoring review. The Compliance Officer will document the clarifications /explanations and corrections  on the compliance-monitoring form. 

19.6.1 The correctable observations include, but  are not limited to, the following:

a) Missing data or records, i.e., source documentation, which can be produced within given time;

b) Omissions from a case record, which can be subsequently recovered, verified, and/or explained; and,

c) Wrong study-related forms, i.e., laboratory order sheet, which can be corrected within given time.

19.6.2 Incorrect data in the medical records must be crossed-out with a single line, initialed and dated, and a brief explanation given of why the correction is made e.g., “transcription error”.

19.7 All “Protocol Compliance Monitoring Record” forms completed by the Compliance Officer will be submitted to the Quality Assurance, Care & Safety Committee, and the Institutional Review Board (IRB) each month.   If any serious adverse findings were revealed, a copy of the monitoring report will be forwarded to the IRB immediately after the review.  Examples of “serious adverse findings” include, but are not limited to, failure to obtain proper informed consent, failure to comply with the IRB’s requirements, non-compliance with the protocol and poor data quality, unacceptable levels of missing documentation, frequent failure to obtain protocol-specified laboratory tests, and frequent inaccuracies in the data. The Principal Investigator will be requested to submit a written response and/or corrective action plan to the Compliance Officer within 30 days of receiving  a monitoring report rated as containing serious adverse findings. The applicable IRB policies and procedures may recommend and/or require additional actions or sanctions.

20.  ADVERSE EVENT REPORTING POLICY

20.1 Definitions
20.1.1
BNL defines “Adverse Event” as an undesirable effect, whether expected or unexpected, that occurs from the time a subject signs consent until the subject’s final study follow-up is completed.  An adverse event must be reported even if there is no obvious causal relationship between the protocol procedures and the event.  Adverse events are further defined as serious or non-serious.
a) Serious Adverse Event (SAE).  An adverse event is considered serious if it is fatal, life threatening, requires hospitalization, prolongs hospitalization, results in persistent or significant disability, causes birth defects or may require medical or surgical intervention to prevent one of the outcomes listed above.

b) Non-Serious Adverse Event.  An adverse event is considered non-serious if it is not serious as defined above but meets the definition provided in section 20.1.1 of this policy.

20.2
Analysis of Adverse Events 

20.2.1
In preparing the Adverse Event Report, the PI (or designated responsible person such as the Participating or Responsible Physician or the Nurse who witnessed the incident), must provide a description of the adverse event in sufficient detail to allow for a complete medical assessment of the case and allow for an independent determination of possible causality.  Information on other possible causes of the event, including concomitant medications and illnesses, must be provided.

20.2.2
The PI (or designee) must document in the subject record any follow up actions taken, including a description of such action the individual performing such action, date and outcome of such action.  The QA Physician must review the follow up actions taken to ensure the appropriateness of such actions.  This review must be documented on the Adverse Event Report.

20.3
 Reporting Requirements

20.3.1
Serious Adverse Event.

NOTE:  FOR ANY SERIOUS ADVERSE EVENTS THAT OCCUR ON-SITE, BNL EMERGENCY RESPONSE (2222 OR 911) SHOULD BE CONTACTED IMMEDIATELY

a) Timing of notification.  
The PI is required to immediately notify the CRC Manager and the Office of Research Administration (ORA) by telephone.  A written report must be filed within 24 hours. If the SAE occurs at night or on the weekend, the CRC Manager and ORA must be notified by phone at the start of the next business day.

b) Method of Notification

1) Format: Notification is accomplished by completing a Serious Adverse Event Report Form.  
2) Process:  The CRC Manager will contact the QA Physician who will assess the situation and document his/her review of the situation on the SAE Report.  The completed SAE Report, after the QA Physician signs it, will be forwarded to the QACSC and the ORA.  In the absence of the CRC Manager, the QA Physician will be contacted.  In the absence of the QA Physician, the Medical Department Chair will be contacted.

3) Follow up.  Follow up reports should be filed using the Serious Adverse Event Follow up Report form to document ongoing status and resolution of clinical situation.  The CRC Manager and QA Physician will review these reports prior to filing with the ORA and other agencies.

4) Records Management. The PI shall file a copy of the SAE Report in the subject record, Case Report Form and in the applicable Investigator File.

5) Collaborating Institutions.  Copies of the SAE Reports should be forwarded to collaborating institutions for their information.  Similarly, collaborating institutions must be requested to forward adverse event reports initiated by them to BNL for our records and reporting requirements.

20.3.2 Non-Serious Adverse Events.

a) Timing of notification
The PI is required to notify the CRC Manager within 72 hours in writing of a non-serious adverse event.

b) Method of Notification

1) Format:  Notification is accomplished by filing a Non-serious Adverse Event (AE) Report.  
2) Process:  The CRC Manager will contact the QA Physician who will assess the situation and document his/her review of the situation on the Non-Serious AE Report.  The completed AE Report, after the QA Physician signs it, will be forwarded to the QACSC and the ORA.  In the absence of the CRC Manger, the QA Physician will be contacted.  In the absence of the QA Physician, the Medical Department Chair will be contacted.
3) Follow up.  Follow up reports should be filed using the Non-Serious Adverse Event Follow up Report form to document ongoing status and resolution of clinical situation.
4) Records Management.  The PI shall file a copy of the Non-Serious AE Report in the subject record, Case Report Form and in the applicable Investigator File.

5) Collaborating Institutions.  Copies of the AE Reports should be forwarded to collaborating institutions for their information.  Similarly, collaborating institutions must be requested to forward adverse event initiated by them to BNL for our records and reporting requirements. 

20.4
Regulatory and Funding Source Reporting Requirements
The Principal Investigator is responsible for complying with reporting as required by the funding source or regulatory agencies related to their research.  Please note that these requirements are in addition to those required by BNL.
20.4.1 FDA/IND (IND-21 CRF 312.32) – The FDA requires reporting of Adverse Events that are both serious and unexpected.  Therefore, non-serious adverse events are not required to be reported to the FDA.
a) The Timing of notification

SAE:  If the event is unexpected death or life-threatening the PI must notify the FDA by telephone no later than three (3) working days after receipt of information.  All other Serious Adverse Events may be reported as noted below.



b) Method of notification.

SAE:  Telephone within three working days, followed by IND Safety Report within 10 working days.

 20.4.2
DOE – DOE Order 443.1 defines “adverse effect” as a direct result of an administered research protocol (e.g., negative or deleterious drug reaction, collateral damage to the human subject).  Reporting should follow procedures outlined in section 3.0 above.

20.4.3
Funding source – The PI is responsible for knowing and complying with all requirements of institutions providing funding for their protocol.

21.0 PROCEDURES TO INACTIVE, SUSPEND OR TERMINATE A PROTOCOL

The IRB has the authority and responsibility to suspend and/or terminate any protocol at any time that it feels such action is warranted. A Principal Investigator may also voluntarily suspend and/or terminate a protocol part.

21.1 Voluntary Process: The Principal Investigator notifies the ORA Administrator of his/her decision to inactivate or terminate a protocol. The Principal Investigator is responsible for reporting any serious unanticipated event to the IRB Chair and for inactivating the protocol until the IRB can approve appropriate changes in the protocol.  If a PI inactivates or terminates a protocol, the ORA Administrator notifies the IRB and the CRC Secretary in writing of this action.

21.2 Involuntary Process: The Full IRB Board may initiate an involuntary suspension or termination, or, in an emergency, the Chair of the IRB may do so.  Such action is taken in response to serious protocol violations, serious adverse events, or serious questions relating to a subject’s wellbeing.  If the IRB suspends or terminates a protocol, the following will occur:

a) The ORA Administrator will notify the Principal Investigator, CRC Secretary, CRC Manager, and the Medical Department’s Chair.

b) The ORA Administrator will prepare a letter for signature by the IRB Chair to OHRP and the DOE to report the action. 

c) The ORA Administrator will notify the Business Office and PI of their responsibility to advise the research sponsor of the action, and, if the research is being conducted under an IND, to send form FDA 3500(6/83) to the FDA to report the action,

22.0 PROTOCOL ADHERENCE
22.1 Investigators may not undertake any clinical research until the IRB has approved the protocol defining the research.  Once the IRB has approved a protocol, the Principal Investigator may not implement any deviation from, or change to, the protocol without the IRB’s prior review and documented approval, except where it is necessary to eliminate an immediate hazard to a subject.  A deviation from an approved protocol may involve conducting a procedure that is not defined in the approved protocol, conducting an approved portion of the protocol out of sequence, or omitting an approved portion of the protocol.

22.2 Any individual noting a deviation from an approved protocol must report such to the CRC Manager, Chair of the IRB, or Laboratory Director.  Any such report will be forwarded to the CRC Manager who will review the protocol and relevant documentation and notify the IRB, in writing, of the findings and conclusion.

22.2.1 When a protocol deviation or violation is noted, it will be assessed by the CRC and IRB according to two main criteria:

a) potential or actual harm to the subject

b) potential or actual effect on the integrity of the study data

22.3 The IRB and CRC 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 study’s integrity was compromised. A non-serious violation would be one that did not harm or potentially harm a subject and does not compromise the study’s integrity.

22.4 The IRB and CRC will determine whether further corrective action is warranted. 

22.4.1 If the protocol violation is assessed as serious, the IRB will suspend the protocol.

22.4.2 If the protocol violation is assessed as non-serious, a memo will be sent to the Principal Investigator’s Department Chair by the CRC Manager documenting the violation and the corrective action to be taken; a copy will be placed in the applicable protocol.

22.5 If the IRB finds a pattern of protocol violations by a particular Principal Investigator with no evidence of effective corrective action measures having been taken  by that  Investigator’s Department or the CRC, the IRB will suspend all protocols for which he/she  is the Principal Investigator and request his/her  Departmental Chair to  investigate the  root causes.  The Department has the responsibility to ensure that individuals named as Principal Investigators are competent to perform their duties as delineated in the Principal Investigator’s R2A2.

22.6 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).

22.7 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.

