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1. Human Research Protection Program (HRPP)

1.1 Policy

The Human Research Protection Program (HRPP) at Brookhaven National Laboratory (BNL) encompasses all research involving human subjects performed at or in conjunction with BNL.  It is composed of various elements including the Institutional Official, the Office of Research Administration, the Institutional Review Board and other advisory and oversight committees as well as investigators and staff.  

Brookhaven National Laboratory (BNL) is one of the ten national laboratories overseen and primarily funded by the Office of Science of the U.S. Department of Energy (DOE).  BNL is operated and managed for DOE by Brookhaven Science Associates (BSA), a limited-liability company founded by the Research Foundation of the State of New York and Battelle, a nonprofit, applied science and technology organization.  The Research Foundation has assigned one of its state universities, State University of New York at Stony Brook (hereinafter referred to as SBU), the largest academic user of Laboratory facilities, as the managing partner.  

1.2 Mission

The BNL HRPP is dedicated to maintaining the highest ethical standards for the rights and welfare of human research subjects in pursuit of the advancement of basic scientific knowledge of the human brain and body.  
BNL has authorized the SBU Committee on Research Involving Human Subjects (CORIHS) as the IRB of record.  This review is formalized in a Memorandum of Understanding (MOU) between BNL and SBU.  BNL agrees to comply with all CORIHS policies on human subjects research.
The BNL Clinical Research Center (CRC) has the responsibility to provide clinical support for human subjects research in a manner compliant with Good Clinical Practices and applicable federal regulations.  The CRC is accredited by the Joint Commission on Accreditation of Healthcare Organizations (JCAHO).  All IRB approved human research studies take place only within the CRC or its satellite facilities.  The operation and management of the CRC is the responsibility of the Medical Department Chair. 

1.3 Institutional Authority

The Institutional Official (IO) for Human Subjects Research is the Signatory Official legally authorized to represent BNL to assure protections for human subjects as specified in the Federal Wide Assurance between BSA and the Department of Health and Human Services (DHHS).  The IO is appointed by the Laboratory Director and has oversight responsibility for all human subject research at BNL.
The Office of Research Administration (ORA) provides administrative support for the BNL HRPP and reports directly to the IO.  

1.4 Definitions
The following definitions apply:

Research is defined by DHHS regulations at 45 CFR 46 as “A systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalizable knowledge”. 

Research is defined by FDA regulations as “any experiment that involves a test article and one or more human subjects, and that either must meet the requirements for prior submission to the FDA under section 505(i) or 520(g) of the Federal Food, Drug and Cosmetic Act, or need not meet the requirements for prior submission to the FDA under these sections of the Federal Food, Drug and Cosmetic Act, but the results of which are intended to be later submitted to, or held for inspection by, the FDA as part of an application for research or marketing permit.  The terms research, clinical research, clinical study, study and clinical investigation are synonymous for the purposes of FDA regulations [21CFR50.3(c), 21CFR56.102(c)].

· “Experiments that must meet the requirements for prior submission to the Food and Drug Administration under section 505(i) of the Federal Food, Drug, and Cosmetic Act” means any use of a drug other than the use of an approved drug in the course of medical practice.  [21 CFR 312.3(b)]

· “Experiments that must meet the requirements for prior submission to the Food and Drug Administration under section 520(g) of the Federal Food, Drug, and Cosmetic Act” means any activity that evaluates the safety or effectiveness of a device.  [21 CFR 812.2(a)] 

· “Any activity in which results are being submitted to or held for inspection by FDA as part of an application for a research or marketing permit is considered to be FDA-regulated research.  [21 CFR 50.3(c), 21 CFR 56.102(c)]” 

Human subjects are defined by DHHS regulations at 45 CFR 46 as “a living individual about whom an investigator (whether professional or student) conducts research and obtains: 

   - data through intervention or interaction with the individual; or 

  - identifiable private information. 

Human Subjects are defined by FDA regulations as “an individual who is or becomes a subject in research, either as a recipient of the test article or as a control”.  A subject may be either a healthy human or a patient.  [21 CFR 50.3(g), 21 CFR 56.102(e)]  A human subject includes an individual on whose specimen a medical device is used.  [21 CFR 812.3(p)]

Minimal risk means that the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests.
Intervention includes both physical procedures by which data are gathered (for example, venipuncture) and manipulations of the subject or the subject's environment that are performed for research purposes. 

Interaction includes communication or interpersonal contact between investigator and subject.  Private information includes information about behavior that occurs in a context in which an individual can reasonably expect that no observation or recording is taking place, and information which has been provided for specific purposes by an individual and which the individual can reasonably expect will not be made public (for example, a medical record).  Private information must be individually identifiable (i.e., the identity of the subject is or may readily be ascertained by the investigator or associated with the information) in order for obtaining the information to constitute research involving 

human subjects.
Test article means any drug (including a biological product for human use), medical device for human use, human food additive, color additive, electronic product, or any other article subject to regulation under the act or under sections 351 and 354-360F of the Public Health Service Act (42 U.S.C. 262 and 263b-263n).

Private information includes information about behavior that occurs in a context in which an individual can reasonably expect that no observation or recording is taking place, and information which has been provided for specific purposes by an individual and which the individual can reasonably expect will not be made public (for example,

a medical record).  Private information must be individually identifiable (i.e., the identity of the subject is or may readily be ascertained by the investigator or associated with the information) for the information to constitute research involving human subjects.

1.5 Ethical Principles
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 is 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 must 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.

1.6 Regulatory Compliance

The HRPP protects the rights and welfare of research subjects by following the "Common Rule" which was adopted in 1991 by sixteen federal agencies that support, conduct or otherwise regulate human subject research.  For the U.S. Department of Health and Human Services (DHHS), the Common Rule is implemented at 45 CFR 46, Subpart A.  Subparts B, C, and D include special provisions for the protection of vulnerable subjects including pregnant women, fetuses, prisoners, and children.  For the Department of Energy (DOE), the Common Rule is implemented at 10 CFR 745 and the DOE Policy and Order 443.1A
For Food and Drug Administration (FDA) covered research, the following apply:
Code of Federal Regulations (CFR) Title 21, Part 50 [Food and Drug Administration        (FDA) Human Subjects regulations]; Code of Federal Regulations (CFR) Title 21, Part 56 [Food and Drug Administration (FDA) Human Subjects regulations]; Code of Federal Regulations (CFR) Title 21, Part 361.1 [Radioactive Drugs for Certain Research Uses]
For additional guidance, the HRPP uses the OPRR Guidebook “Protecting Human Research Subjects” and the DOE Resource book “Human Subjects Protection Resource Book”. 

The HRPP contacts the BNL Counsel to provide guidance for regulatory compliance with New York State and any other applicable regulations governing human subjects research.

New York State defines a child as less than 18 years of age who has not been emancipated under a NYS court decree.  The terms “legally authorized representative” and “guardian” are interchangeable under NYS law.  
1.7    Federal Wide Assurance (FWA)
BNL maintains a Federal Wide Assurance (FWA) #00000149 with the Department of Health and Human Services (DHHS) that lists CORIHS as the IRB of record.  The BNL HRPP requires internal reviews of all human subjects protocols prior to submission to CORIHS and it credentials all personnel involved in human subjects research at BNL. 
1.8    Activities Covered by the HRPP
The HRPP has jurisdiction over all research involving human subjects performed at BNL and by its employees regardless of the Principal Investigator’s (PI) appointment or relationship with BNL.

Before a protocol involving human subjects is started, it must first undergo all BNL reviews (see section 1.13 below) followed by CORIHS review and approval; thereafter, the study must be approved by the CRC then conducted according to the approved protocol in compliance with the guidelines in this manual, the CRC Policies and Procedures Manual and CORIHS policies and procedures.  Compliance is a crucial element of the HRPP process because it is here that the collective effort of individual investigators ensures the integrity of BNL as a research institution.

For research conducted by an outside organization, BNL is considered engaged when the proposed activities conducted by the outside organization require that a BNL-affiliated individual is involved in one of the following:

1. performing invasive or noninvasive procedures for research purposes (e.g., drawing blood; collecting other biological samples; dispensing drugs; administering other treatments; employing medical technologies; utilizing physical sensors; utilizing other measurement procedures). 

2. manipulating the environment for research purposes (e.g., controlling environmental light, sound, or temperature; presenting sensory stimuli; orchestrating environmental events or social interactions; making voice, digital, or image recordings). 

3. interacting with living individuals for research purposes (e.g., engaging in protocol-dictated communication or interpersonal contact; conducting research interviews; obtaining informed consent).  

4. releasing individually identifiable private information, or permit the outside entity  to obtain individually identifiable private information, without subjects' explicit written permission (e.g., releasing student names or e-mails to the outside entity for solicitation as research subjects; permitting the outside entity  to record private information from medical records in individually identifiable form). 

5. obtaining, receiving, or possessing private information that is individually identifiable (either directly or indirectly through coding systems) for research purposes. 

Alternatively, BNL is not considered engaged when the proposed activities require that a BNL-affiliated individual only performs the following;
1. informing prospective subjects about the availability of research; 

2. providing prospective subjects with written information about research (which may include a copy of the relevant informed consent document and other IRB-approved materials) but not obtaining subjects' consent or acting as authoritative representatives of the investigators; 

3. providing prospective subjects with information about contacting investigators for information or enrollment; 

4. obtaining and appropriately documenting prospective subjects' permission for investigators to contact them;  

5. only releasing identifiable private information to the outside entity with the prior written permission of the subject 
1.9 Types of Research covered by the HRPP
The majority of human subjects research performed at BNL is imaging research using Positron Emission Tomography (PET) and Magnetic Resonance Imaging (MRI).  Researchers investigate the mechanisms of addiction to nicotine, cocaine, marijuana, methamphetamine, alcohol and solvents.  By looking at changes in brain chemistry and by learning how drugs cause these changes, the scientists may propose preventive measures and help design new anti-addiction drugs.  Research is also conducted to determine the effects of space radiation on cells from blood samples.  
1.10 Categories of Participants Typically Covered by the HRPP
Most research involves normal healthy adults.  However, there is research performed with protected classes of subjects including children and prisoners.  Other potentially vulnerable subjects include drug abusers, alcoholics and Alzheimer’s patients.

1.11 Written Policies and Procedures
The HRPP policies and procedures are maintained by the ORA.  The policies and procedures manual is reviewed and updated as needed, but no less than biannually by the ORA Director and approved by the Institutional Official.  The revised version is posted on the ORA website with a disclaimer that it is the only official copy and that before using a printed copy, investigators should verify that it is the most current version by checking the document effective date on the website.  BNL uses a Standards Based Management System (SBMS) that disseminates information to the BNL community through the BNL SBMS website.

1.12 HRPP Organization
See Org chart 

The Institutional Official (IO) for Human Subjects Research is the Signatory Official legally authorized to represent BNL to assure protections for human subjects as specified in the Federal Wide Assurance between Brookhaven Science Associates, LLC (BSA) and the Department of Health and Human Services (DHHS). 

The Quality Assurance (QA) Physician provides assurance that throughout any clinical research activity at BNL subject safety receives the highest priority.  The QA Physician chairs the Clinical Research Quality Assurance and Credentialing Committees. 

The Office of Research Administration (ORA) provides administrative support for the BNL Human Subjects Research Program.  The ORA and QA Physician report directly to the IO.

The Institutional Review Board (IRB) for BNL is the State University at Stony Brook (SB) Committee on Research Involving Humans Subjects (CORIHS).   

The Medical Department has line management authority over the majority of investigators involved in human subject research and the following divisions:


Clinical Research Center



Infection Control



Pharmacy



Housekeeping


Positron Emission Tomography Facility


Magnetic Resonance Imaging Facility

Investigators also come from different BNL departments as well as collaborating institutions.  

1.13 Relationship among Components
All personnel involved in human subject research work closely to safeguard subjects’ rights and welfare.  In particular:
1. All protocols are processed through the ORA.  
2. Prior to submission to CORIHS, all protocols must be reviewed and approved by the Life Sciences Quality Assurance Committee (LSQAC) and the Radioactive Drug Research Committee (RDRC), if applicable. 
a. The LSQAC reviews all protocols performed at BNL to advise the Associate Laboratory Director for Environment and Life Sciences on the appropriateness of submission of the protocol to the Institutional Review Board.

b. 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 in accordance with regulations set forth in 21 CFR 361.1.  

3. The Credentialing Committee ensures subject safety by credentialing all individuals involved in human subject research as members of the CRC Staff.   
4. The environment of care provided for research subjects participating in approved protocols at BNL is evaluated by the Clinical Research Quality Assurance Committee.  The Committee assesses the safety and security of research subjects, the quality, content and completeness of the subject record entries, and evaluates the level of subject satisfaction.  It informs the Stony Brook (SB) IRB (CORIHS) of any deviation from approved research protocols.  

5. The Pharmacy is responsible for the distribution, tracking and disposal of all pharmaceuticals used in research.  The Pharmacy procedures are documented in an SBMS.  
6. Protocol compliance is monitored by Stony Brook.  CORIHS personnel conduct a protocol compliance monitoring program that routinely reviews study protocols and Case Report Forms (CRFs) and related subject charts to evaluate the implementation and adherence of the approved protocols.  These personnel work closely with the IRB to ensure that Adverse Events and Protocol Compliance Monitoring Reports have been submitted during the continuing review of the protocols
7. Each group has a Clinical Protocol Coordinator (CPC).  This individual is responsible for administration of protocols.  Each protocol has a Principal Investigator (PI) and all have a Responsible Physician (RP) except protocols that involve minimal subject risk, such as blood draws.  There may also be Participating Physicians assigned to a protocol that may act in lieu of the Responsible Physician.  The PI is responsible for the overall protocol while the RP is responsible for subject care and safety.  Depending on the protocol, there may also be nurses assigned.  The RP creates a Standing Order that all personnel follow.  

8. All committees involved in the HRPP meet on a regular basis.  The ORA maintains contact with all parties involved.

9. There are lines of communication with SBU, both formal and informal and contact is maintained on a regular basis.

1.14 HRPP Operations

1 Institutional Official
The Institutional Official (IO) is the individual who is legally authorized to act for the

institution and, on behalf of the institution, obligates the institution to the Terms of the Assurance.  The IO is responsible for ensuring that the Human Research Protection Program (HRPP) functions effectively and that the institution provides the resources and support necessary to comply with all requirements applicable to research involving human subjects.  The IO represents the institution named in the Federal Wide Assurance (FWA).  The IO should be an individual of sufficient rank who has the authority to ensure that all obligations of the HRPP are carried out effectively and efficiently.  The IO should be at a level of responsibility sufficient to allow authorization of necessary administrative or legal action should that be required. 
2 HRPP Director
The IO has overall responsibility for the HRPP.  The ORA Director has overall responsibility for administration of the HRPP and reports directly to the IO.  
3 Selection, Supervision and Evaluation of HRPP Staff
HRPP staff must have extensive knowledge of human subjects research regulations.  It is encouraged that the Director be a Certified Institutional Review Board Professional (CIP).  All BNL staff undergo annual performance evaluations through the BNL Human Resources department.  Additionally, all BNL staff working with human subjects in any capacity undergo a credentialing process that is renewed once every two years.  

1.15 HRPP Financial Support
The ORA has a dedicated budget through the Director’s Office.  The budget covers salaries, travel and office supplies.  The budget is reviewed and updated annually.

1.16 HRPP Resources
The ORA has dedicated office space including room for all applicable HRPP files.  The CRC consists of a large reception area, subject examining rooms, interview rooms, and office space.  The CRC is used for subject consenting, physical examination, neurological and psychiatric assessments, subject evaluations, and coordination of laboratory screening.  It also houses the subject charts and supports research activities such as arranging transportation and providing food and entertainment (TV and video) during waiting periods.  

1.17 Undue Influence
 In order to avoid influence from the research departments the ORA is part of the Director’s Office and reports to the Institutional Official, who is a Senior Advisor to the Laboratory Director and not otherwise involved in human subject research.  
BNL Management may subject protocols that have been approved by the IRB to further review and approval, but may not approve an activity that has not been approved by the IRB.
2. The Stony Brook Institutional Review Board
2.1 Memorandum of Understanding
BNL and State University of New York at Stony Brook (SBU) have signed a Memorandum of Understanding (MOU) that delegates review and approval of human subjects research, excluding exempt research, to the Stony Brook Committee on Research Involving Human Subjects (CORIHS).  As part of the MOU, BNL is responsible for the human subjects training and qualification program.  Some members of the former BNL IRB and other BNL scientists are members on the SBU CORIHS.  [Note the terms IRB and CORIHS are used interchangeably in this document.]  

2.2 Authority
The IO is authorized by BSA and BNL to sign the MOU with SB.

3 Protocol Submission Process
3.1 Policy
All protocols involving human subjects research that are to be conducted at BNL must be approved by the IRB before beginning work.  
The primary responsibility for determining whether an activity is human subjects rests with the Principal Investigator.  However, the ORA Director, in consultation with the IO, has the final authority to determine whether or not any research activity is covered by these policies and procedures and whether it requires IRB review.  That determination is made by following the federal definitions of human subjects and research.  The protocol will be processed as described below if the activity is determined to be human subjects research.  A memo will be sent from the ORA to the PI if the activity is determined not to be human subjects research.
3.2 Procedures for BNL Review for all non-exempt research
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.    
 For a new protocol, the PI must submit the following forms to the IRB through the ORA: 

1. Research Protocol: This document includes: 

· Specific Aims, 

· Background and Significance, 

· Preliminary Studies, 

· Research Design and Methods, 

· Biostatistics, 

· Funding,  

· Human Subjects Research Protection from Risk, 

· Data Safety Monitoring Plan,

· Literature Cited

· Appendix I: Quality Assurance
· Appendix II: Radioactive Drug Research Committee application. 

2. Informed Consent Form:  This form contains the following:

· explanation of the purpose of  the research, 

· description of procedures,

· explanation of which are 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,

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

· explanation of whom to contact for questions or injuries,

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

· statement of the availability and amount of a subject fee, 

· 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. 

3. CORIHS application forms
4. Funding document
5. Questionnaires/surveys (if applicable)

6. Advertisement for subject recruitment (if applicable)

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

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

9. Investigator’s Brochure (if applicable)

10. All DHHS approved protocols and DHHS approved consent forms, if applicable.

All forms are loaded into IRBNet, the CORIHS protocol processing system.
All protocols require the presence of a physician on site during the study except the minimal risk studies such as blood draws.  MRI studies require, at a minimum, a physician to be on site and PET studies require, at a minimum, a physician to be in the building.  An on-site physician is not required for neuropsychological testing provided the subject has already been screened and approved by a physician and enrolled in a study.  Protocols may dictate a higher level of care if appropriate.
BNL Pre-CORIHS Submission Process: 
ORA Review
The ORA Director reviews the package for completeness, assigns a BNL Protocol number to the protocol and accompanying consent form(s), and creates a Recap Sheet.  The review includes verification that all current forms have been used.  This will ensure that all revisions to be made to the protocol, consent form template and/or funding documents have been implemented.
Life Sciences Quality Assurance Committee

1. The protocol, CORIHS application and consent form are forwarded to the Life Sciences Quality Assurance Committee (LSQAC). 

2. The following are considered during the LSQAC review:

· Scientific merit

· Appropriateness of conducting the proposed study at Brookhaven;

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

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

· Scientific processes (such as isotope preparation, machine calibration and tissue culture work) related to the protocol are adequately performed and controlled so as to support the level of risk factors listed by the PI. 

3. The LSQAC approval is documented by the LSQAC Chair signature on the Request for IRB Review form or in IRBNet.

Radioactive Drug Research Committee
1. The protocol and Appendix II are forwarded to the Radioactive Drug Research Committee (RDRC) if applicable.

2. The following are considered during the RDRC review:

· Is the pharmacological dose within allowable limits?

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

· Is the radiation dose within allowable limits?

· Is the radiation exposure justified by the quality of the study being undertaken and the importance of the information it is seeking?

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

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

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

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

· Is the research appropriately designed?

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

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

3. RDRC approval is documented by the RDRC Chair signature on the RDRC Approval Sheet.

Credentialing Committee
The ORA Director verifies through the Credentialing Committee that all personnel listed on a protocol are appropriately trained and credentialed.  
CORIHS Submission
1. The ORA Director obtains all required BNL approvals.

2. The ORA Director electronically signs as Administrative Reviewer and submits the application in IRBNet.  This assures CORIHS that all required BNL reviews have been performed.  Any LSQAC concerns that were not adequately addressed by the PI will be forwarded to CORIHS through IRBNet.
3. The ORA Director acts as a liaison between CORIHS and the BNL investigator.
4. The ORA Director is notified along with the PI of any modifications required for approval and reviews and submits the PIs response to CORIHS.
BNL Post-CORIHS Approval Process:

1. CORIHS sends the PI and the ORA Director through IRBNet the CORIHS approval memo and CORIHS stamped and dated consent form(s).

2. The ORA Director sends the PI the ORA approval memo.  The memo contains the following information:

· the approval and expiration dates of CORIHS approval;

· the title and approval dates of consent forms associated with the protocol; 

· the type and number of subjects approved;

· 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. 

· 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 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;

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

· a statement that final approval from the CRC Manager must be received before work may begin under the protocol (unless there are no subjects at BNL).
If there are no subjects at BNL, Steps 3-5 below do not apply.
3. The ORA Director notifies the CRC of the approval.

4. The ORA Director sends the CRC Secretary the ORA approval memo.  A copy of this memo is sent to the CRC Manager, without attachments.  The approval memo contains the following information:

· the approval and expiration dates of CORIHS approval;

· the title and approval dates of consent forms associated with the protocol.

5. The ORA Administrator sends the CRC Secretary a copy of the protocol, the CORIHS approval memo and the approved consent form(s).

6. The ORA Administrator updates the Study Manager Database with the protocol information.  Study Manager is a commercial protocol tracking system used by BNL.  
7. BNL has no plans to perform emergency research, but if the occasion arises, the CORIHS policies and procedures would be followed.
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:

1. CORIHS, through IRBNet, and the ORA Director inform the Principal Investigator approximately two months in advance of a protocol’s expiration date to submit a continuing review package.  The package consists of:

· CORIHS Continuing Review form,

· Current approved consent form(s),

· Current approved protocol;

· Advertisements/scripts

2. The ORA Director is notified by the PI or CPC that the continuing review package has been uploaded to IRBNet.  The continuing review package is reviewed by the LSQAC Chair.  For protocols that involve data analysis only, the LSQAC Chair approval is not required.  The ORA Director checks the credentialing status of all personnel listed on the protocol and verifies all are credentialed and their training is up to date.  If not, the protocol will not receive final approval until all training is up to date.

3. After the continuing review is approved, CORIHS notifies the PI and the ORA Director.

4. The ORA Director informs the PI of the ORA approval of continuing review of his/her protocol, as in an initial review.  The IRB review date, current and new expiration dates are noted.

5. The ORA Director forwards to the CRC Secretary the ORA approval of continuing review 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.

6. The ORA Director updates the Study Manager database.

7. If the continuing review is not approved prior to the protocol’s expiration date, a memo is sent to the PI, CPC, CRC and CRC Manager that approval has lapsed and that no work may be performed until IRB approval has been obtained.  The PI is reminded to notify all applicable personnel.  The Study Manager database is updated to remove the protocol from the approved list.

3.3 BNL Review for all 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.  

1. Research conducted in established or commonly accepted educational settings, involving normal educational practices, such as 

· research on regular and special education instructional strategies, or 

· research on the effectiveness of or the comparison among instructional techniques, curricula, or classroom management methods.
· the research does not involve prisoners as subjects;

· the research is not FDA-regulated
2. Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures or observation of public behavior, unless:

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

· any disclosure of the human subjects' responses outside the research could reasonably place the subjects at risk of criminal or civil liability or be damaging to the subjects' financial standing, employability, or reputation.
· If the research involves children, the procedures are limited to observation of public behavior when the investigators do not participate in the activities being observed and educational tests;
· The research does not involve prisoners as subjects;

· The research is not FDA-regulated
3. Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey procedures, interview procedures, or observation of public behavior that is not exempt under paragraph (b)(2) of this section, if:

· The human subjects are elected or appointed public officials or candidates for public office; 
· or federal statute(s) require(s) without exception that the confidentiality of the personally identifiable information will be maintained throughout the research and thereafter.
· The research does not involve prisoners as subjects;

· The research is not FDA-regulated
4. Research, involving the collection or study of existing data, documents, records, pathological specimens, or diagnostic specimens, if these sources are publicly available or if the information is recorded by the investigator in such a manner that subjects cannot be identified, directly or through identifiers linked to the subjects.
· “Existing” means that the reviewed materials exist at the time the research is proposed;

· The research does not involve prisoners as subjects;

· The research is not FDA-regulated
5. Research and demonstration projects which are conducted by or subject to the approval of department or agency heads, and which are designed to study, evaluate, or otherwise examine:

· Public benefit or service programs; 

· procedures for obtaining benefits or services under those programs; 

· possible changes in or alternatives to those programs or procedures; or 

· possible changes in methods or levels of payment for benefits or services under those programs.
· The research does not involve prisoners as subjects;

· The research is not FDA-regulated
6. Taste and food quality evaluation and consumer acceptance studies, 

· if wholesome foods without additives are consumed or 

· 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.
· The research does not involve prisoners as subjects

Investigators must complete the Exempt Human Subjects Research application.  The ORA Director shall determine whether the application meets federal guidelines for exempt research using DHHS policy 45CFR 46.101.  The Stony Brook HSR Determination form will be used to determine whether the protocol is exempt or not human subjects.  Approval of exempt research or determination the work does not meet human subjects criteria is documented on the Exempt Application and is sent to PIs when approved, generally within a few days of receipt.  If the protocol is determined to be exempt research, the PI will be required to document completion of CITI and HIPAA training.
Exempt research activities require the same subject protections and ethical standards as those outlined in The Belmont Report.  Research conducted under exempt review is subject to all applicable BNL institutional policies, appropriate state laws and possibly the Health Insurance Portability and Accountability Act (HIPAA) regulations.  The investigator is responsible for assuring that the exempt research is carried out in an ethical manner that includes appropriate subject protections.  Protocols that raise ethical issues may require additional subject protections as determined by the ORA Director, who may consult with the IO for such decisions.                                                        
4. Documentation and Records
4.1 Policy

All HRPP records are maintained in the ORA Administrative Office.  Access to this Office is restricted to designated personnel and it is secured when staff is not present.  Inactive records are filed in the BNL Record Holding Area where they are held for a minimum of 75 years per DOE regulations.  HRPP protocol records consist of protocol submissions, copies of CORIHS minutes, HRPP policies and procedures, copies of audits and reviews, credential files.

4.2 ORA Records and Documentation

 Protocol Specific Records.  The ORA assigns each protocol a unique number in chronological order.  Records for each protocol are maintained in an individual file; they include the protocol, consent form, recap sheet, approval memos, continuing review forms, unanticipated problem/adverse event forms and all correspondence relating to the protocol.  Protocols are filed numerically.

The Study Manager Database contains information on all protocols.  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.  Only the ORA Director, through his/her computer, can enter protocol information.  The Study Manager Database is used by the CRC and plays a key element in coordinating human subjects research and tracking visits.  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. 

Consent Forms: Copies of blank approved consent forms are maintained in each protocol file.  Forms include the initial approval date, the expiration date, and the corresponding protocol number.  The CRC Secretary maintains originals of the consent forms and prepares them for each subject.  Completed, signed forms are retained as part of a subject’s record.  All subjects get a copy of their signed consent form.
Exempt Protocols: All approved exempt protocols are maintained in a folder.  A list of all approved exempt protocols is maintained as a Word file and updated by the ORA Director.

Reviews/Audits: The ORA maintains files of all internal and external reviews of any portion of the HRPP, except JCAHO documentation which is maintained by the CRC Manager.
4.3 Investigator Records and Documents
PIs are responsible for the following:

1. To ensure all Subject Records, Investigator Files, and Case Report Forms are kept confidential and maintained current in accordance with Good Clinical Practice guidelines.  This may include safe storage of private, identifiable information (PII) (file cabinets, computers) and encryption of data to be transferred.
2. To return all Subject Records to the CRC Main Desk within three working days.  Failure to return Subject Records on time may result in delay of enrollment of additional subjects. 

3. To comply with the Records Management Subject Area requirements for human subjects research records.  All records must be maintained according to an approved DOE retention schedule, or in accordance with sponsor requirements, whichever is longer
4. To immediately notify any incident(s) involving potential compromise or loss of PII data to the CRC Manager, ORA and IRB
5. Ensuring there is no use or disclosure of the PII except when approved by the responsible IRB(s) and DOE, where applicable, and then only: 

· In an emergency affecting the health or safety of any individual; 

· For use in another research project under these same conditions and with DOE written authorization; 

· For disclosure to a person authorized by the DOE program office for the purpose of an audit related to the project; or 

· When required by law. 
6.
Report unanticipated problems/adverse events to BNL and Stony Brook according to policy.
5. Unanticipated Problems/ Adverse Events
5.1 Policy

The Food and Drug Administration (FDA) requires that an investigator “assure that he or she will promptly report to the IRB all changes in the research activity and all unanticipated problems involving risk to human subjects or others” [21 CFR 312.66] and “will submit to the reviewing IRB a report of any unanticipated adverse device effect occurring during an investigation as soon as possible” [21 CFR 812.150].

The Department of Health and Human Services (DHHS) and the FDA require that institutions have “written procedures for ensuring prompt reporting to the IRB, appropriate institutional officials, and the [Department or Agency head or FDA, as applicable] of (i) any unanticipated problems involving risks to subjects or others or any serious or continuing noncompliance with this policy or the requirements or determinations of the IRB; and (ii) any suspension or termination of IRB approval” [45CRF 46.103(b )(5) & 21 CFR 56.108(b)].

DOE Order 443.1A requires prompt reporting to the DOE HSR Program Manager, SC-23 (and the DOE HSR Program Manager, NA-1 for NA sites), and coordination with and approval from the HSR Program Manager(s) in determining plans to correct any significant adverse event.  

5.2 Procedures are found in CRC Policy 4.3
5.3 Incidental Findings
5.3.1 Definition: An incidental finding (IF) in research is a finding that has potential health consequences for the subject and is discovered in the courses of conducting research.  IFs may be discovered on variables beyond the study’s aims, thus, may not be anticipated in the research protocol and therefore, perhaps, not mentioned in the consent process.

5.3.2 Policy: IFs found during neuroimaging structural MRI protocols can be structural deviations from the normal to structures not normally found in the cranium, and therefore, potentially pathologic.  Therefore these incidental findings may be categorized as IFs needing immediate referral, urgent referral, routine referral or no referral.  Data on what constitutes normal versus anomalous function in the brain are not yet robust enough to discriminate reliably functional anomalies of potential clinical concern.  Therefore we are defining IFs in Neuroimaging as those referring to structural abnormalities that can be viewed when a structural scan is collected during MRI.  The MRI scanner used at BNL is a research instrument.  It is not approved for diagnostic purposes by the FDA.

Researchers have ethical duties to human subjects that derive from several primary sources:  The Common Rule, FDA and professional societies as well as international bodies.  When considering the question of when the researchers should initiate clinical evaluation and disclosure of information uncovered in research, the considerations are relevant to HIPPA and the NIH policies.  While there are no direct regulations on human subjects research regarding IFs explicitly, a number of provisions apply.  With studies increasingly documenting the prevalence of IFs in MRI imaging, IFs have the potential to be both a predictable risk and potential benefit.

Federal regulations require that consent forms and the consent process address both risks and benefits of the research.  Consent forms must describe “any reasonable foreseeable risks” and “any benefits”.  Costs and benefits to disclosure may trigger anxiety, burdens and the costs of further evaluation to rule out a clinical problem.  These costs are independent of whether the discovery of the IF leads to a clinically useful diagnosis.

Research subjects have a presumptive entitlement to information about themselves, based upon the principle of respect for persons, and an obligation for beneficence.  Recognizing a researcher’s duty to handle IFs in neuroimaging is also consistent with trends in the law.

5.3.3. Procedure:

If an incidental finding is discovered during the course of a subject undergoing a structural MRI scan the PI, if a physician, should discuss with the subject the potential impact on the subject’s health.  This information should be based upon the literature and his/her own past experiences with similar abnormalities.  If the PI is not a physician, the RP (Responsible Physician) should act in his stead.  The physician may transmit the information found on the MRI to the Private Medical Doctor (PMD) the subject chooses after the subject has signed a release of medical information.

5.3.4 Consent Form Language: 
This study is being performed with an experimental MRI system that is used at BNL and other research centers for medical research.  This system has not been approved by the US Food and Drug Administration (FDA) for diagnostic purposes.  However, abnormalities in the structure of brain may be discovered, although this is rare.  They may have no health consequences or may indicate a problem that requires further investigation.  It is also possible that an abnormality may be present but not detected.  The reason is because the purpose of the MRI scan is to answer a research question regarding the area of interest in the brain to the scientist conducting the research, not to search for abnormalities.  We want you to be assured that if in the unlikely event an unexpected finding should be detected during your MRI scan, one of the research doctors will discuss this finding with you and, if you choose, your own doctor.  Prior to providing your doctor with information you must sign a medical information release form.

6. Protocol Deviations/Non Compliance/Complaints
6.1 Policy

Subjects, researchers and others who have human subjects research related complaints, concerns, recommendations, or reports of violations are required to report to the CRC Manager.  All reports will be reviewed and acted upon accordingly.  Subject Comment and Suggestion forms will be reviewed by CRC staff when submitted and any that contain a suggestion or complaint will be addressed at that time by the CRC Manager.  The suggestion/complaint and any actions taken by the CRC Manager will be reported at the next CRQAC meeting and to CORIHS as needed.  Research investigators shall not implement any change to an IRB approved protocol without first receiving IRB approval of the addendum to the protocol, except where a protocol change is necessary to eliminate an immediate hazard to a study subject.

45 CFR 46.113 authorizes the IRB to suspend or terminate approval of research that is not being conducted in accordance with the IRB’s requirements or that has been associated with unexpected or serious harm to subjects.  

ICH Guideline 4.5 states that the investigator should not implement any deviation from or changes of the protocol without prior review and documented approval from the IRB except where it is necessary to eliminate an immediate hazard(s) to a study subject or when the change(s) involve only logistical or administrative aspects of the study.

If a change to a protocol is made for emergency reasons, the change should be written out and signed by the subject, if possible, as documentation that the subject consented.

6.2 Protocol Deviation/Violation
Definitions
1. A protocol violation is any change from the IRB approved protocol that results in actual or potential harm to the subject and is reportable to external regulatory agencies.  An unanticipated problem/adverse event report may also be required.

2. A protocol deviation does not harm or potentially harm a subject and does not require a report outside BNL.  It is generally associated with administrative inconsistencies or minor errors in the implementation of the protocol.

3. The Medical Department Chair may alter the categorization of a protocol violation or deviation following review.  The CRC Manager and QA Physician will evaluate the need to modify the corrective action if this occurs.  The QA Physician will report such action to the CRQAC.

Procedures
1. Any individual noting an actual or potential deviation from the IRB approved protocol shall report to the Clinical Research Center (CRC) Manager and the Principal Investigator (PI) of that protocol.

2. The PI shall review the protocol and relevant documentation and notify the CRC Manager of the findings.  The PI shall also notify CORIHS through SB reporting procedures.  The PI and ORA are notified of all CORIHS actions regarding the deviation.
3. The CRC Manager, with assistance from appropriate staff, shall evaluate the significance of the deviation and categorize the event based on the criteria above.  The CRC Manager will notify the Medical Department Chair, QA Physician, Institutional Official and CORIHS as appropriate.

4. The PI is responsible for developing a corrective action plan for the deviation.  The corrective action plan must be submitted to the CRQAC for review and approval and should consider training or other means to prevent recurrences.  The protocol may be suspended by the CRC Manager, Medical Department Chair, QA Physician or IRB and remain suspended until the corrective action plan is reviewed and approved.
5. If the deviation is not considered serious, the PI may still be requested to submit a corrective action plan to ensure that the deviation is corrected and does not reoccur.
6. The CRC Manager will work with the QA Physician and Medical Department Chair to periodically evaluate the effectiveness of corrective actions.  A pattern of continued deviations - or a serious protocol violation may result in suspension of the protocol and possible disciplinary action by the Department Chair.  Guidance for the appropriate disciplinary action is provided in CRC Policy 2.4.  

7. The CRC Manager will notify CORIHS of any serious or continuing non-compliance.  The violation will be processed according to CORIHS policy.  The ORA is notified of all CORIHS actions.
6.3 Non-Compliance
Definitions

Non-compliance is defined as failure to follow or comply with federal, state, local and IRB regulations and policies.
Serious non-compliance is defined as non-compliance that affects the rights or welfare of subjects.

Continuing non-compliance is defined as a pattern of non-compliance that indicates the non-compliance may continue without intervention or has continued due to lack or response or cooperation from the investigator.

All non-compliance is processed according to CORIHS policy.  The PI and ORA are notified of all CORIHS determinations.

6.4 Complaints
1. All complaints/concerns regarding the protocol application process or activities of the IRB should be directed to the ORA Director and/or the Institutional Official.  The ORA Director and/or IO will communicate the complaints/concerns to the Stony Brook IO to resolve the concern.
2. If there are complaints/concerns with the CRC Manager, Quality Assurance Physician or ORA Director, investigators and staff should contact the IO directly. 
3. If the complaint meets the definition of an unanticipated problem involving risk to subjects or others, it will be handled according to adverse event/unanticipated problem reporting policies. 
4. If the ORA Director determines that the complaint involves possible scientific misconduct, the Institutional Official will be notified and appropriate action will be taken in accordance with BNL policies and procedures.
5. All staff are encouraged through postings throughout the CRC to report concerns to JCAHO.  JCAHO contact information is included on the postings.
6. Subject concerns are solicited through a form given to all subjects following a study and during follow up phone calls that are made within two working days of each study.  Subject comments are brought to and addressed by the CRQAC when they occur.  Concerns may be distributed to the CRQAC by e-mail if no meetings are scheduled in the near future.  Issues of subject safety will be forwarded to CORIHS.  
7. Subject concerns brought to the attention of CORIHS regarding BNL staff or facilities are sent to the ORA Director by CORIHS staff.
8. All consent forms include the name and phone number for the Principal Investigator and the Stony Brook IO.  Subjects are given a copy of their consent form for their records.
9. All reports/allegations regarding human subject research activities made to the ORA, IO, CRC Manager and/or Quality Assurance Physician will be held confidential to the extent allowed by law.
10. Research investigators and staff are encouraged to contact the CRC Manager or ORA Director to ask questions, make suggestions or express concerns regarding any aspect of the BNL HRPP.  The CRC Manager and/or ORA Director will communicate any concerns with each and to the Institutional Official, if warranted.

6.5 Reporting
DOE Order 443.1A requires prompt reporting to the DOE HSR Program Manager, SC-23 (and the DOE HSR Program Manager, NA-1 for NA sites) any complaints about the research, with a description of any corrective actions taken and/or to be taken. 
7. Investigator Responsibilities
7.1 Policy

All PIs must follow all applicable federal, state and local regulations including General Clinical Practice (GCP) guidelines.  In designing and conducting studies, PIs must protect the rights and welfare of subjects.
7.2 Investigator Responsibilities

Role: 
Propose, plan and execute scientific investigations involving human subjects in pursuit of scientific excellence. 

Responsibilities 

1. Know and adhere to rules and regulations governing research involving human subjects including the federal regulations and BNL and Stony Brook policies. 

2. Complete required training for conduct of human subjects research prior to start of protocol. 

3. Prepare initial clinical research protocol and any addendum thereto that defines a research program that justifies the use of human subjects and is compliant with regulatory requirements. 

4. Identify in the protocol the appropriately credentialed Responsible Physician and confer with the Responsible Physician to determine the Standing Orders necessary for the conduct of the research. 

5. Submit the initial clinical research protocols and any modifications of the approved protocols to the IRB for approval prior to starting any work; retain copies of all correspondence with the ORA/IRB. 

6. Submit substantive annual reports to the IRB including a presentation of research findings and accurate subject accrual information. 

7. Ensure no deviations from the approved protocol occur by the research team conducting work under that protocol. 
8. Ensure that all investigational drugs and/or devices are used only under an IRB approved protocol by providing plans for controlling, management and storage of devices according to CORIHS policy.
9. Ensure that the Responsible Physician or a Participating Physician under the protocol will be available on site during a subject study in accordance with the approved protocol.  The presence of a physician is not required for studies involving only blood draws or for performance of neuropsychological assessments provided the subject has already been screened by a physician and enrolled in the study within the previous six months.
10. Ensure that all personnel working on an approved protocol are appropriately credentialed, are appropriately qualified for their duties, and that their training is kept up to date (facility specific and human studies specific training). 

11. Ensure that all personnel working on an approved protocol have access to and knowledge of the most current version of the approved protocol. 

12. Report any unusual or adverse event, or unanticipated problem in accordance with the CRC Reporting Policy 
13. Prepare investigator records, subject records and case report forms according to funding agency requirements and Good Clinical Practice Guidelines 

14. Keep all human subject records confidential.  Investigators are required to maintain and protect the privacy and confidentiality of all personally identifiable information on subjects, except as required by law or released with the written permission of the subject.  Certificates of Confidentiality should be applied for when data about sensitive information (illegal behavior, drug use, etc.) is collected about a human subject. 

15. Ensure scheduling or registering of all subjects with the CRC 

16. Submit an annual report to the FDA for each IND on which the PI is the Sponsor/Investigator 
17. Provide required information on radioactive drugs to the RDRC 
18. Complete a Data Safety Monitoring Plan including monitoring of subjects and a plan for detecting and ameliorating possible and/or actual harm to subjects.

8. Training for all Personnel Involved in Human Subjects research
8.1 Policy
BNL management and staff are committed to the protection of human subjects.  In order to maintain a safe and effective clinical research environment, all CRC Clinical Staff shall participate in training and educational programs appropriate to their duties and assignments.
8.2 Definitions

Principal Investigator: Has overall responsibility for proposing, planning and executing scientific investigations involving human subjects in pursuit of scientific excellence.  Must be approved by the Credentialing Committee as having appropriate education, training and experience. 
Responsible Physician:  A New York state licensed physician with designated responsibility for the overall clinical care of human subjects enlisted in protocol in accordance with Good Clinical Practices.

Participating Physician: A New York state licensed physician who participates in studies under the direction of the Responsible Physician.

Clinical staff: Any individual who participates in a human subject protocol through one of the following: 

· Staff in direct contact with human subjects

· Staff that have access to identifiable information about subjects
· Staff that prepare substances for injection into a human subject, 
Administrative staff: Has responsibility to provide administrative support for the HRPP.
Institutional Official: Has responsibility to provide oversight for the institution’s human subjects research program.
CRC Manager: Has responsibility to provide line management for the operation of the CRC, to ensure human subject safety and PI/staff compliance with existing CRC policies and regulations.

QA Physician: Has responsibility to provide assurance that throughout any clinical research activity at BNL subject safety receives the highest priority. 
Clinical Protocol Coordinator: Has responsibility to provide administrative support to the PIs for document processing and internal quality assurance within the research team by reviewing investigator and subject records.

8.3 Mandatory Training

All clinical staff must undergo a credentialing process at BNL before being authorized to conduct any clinical work and must apply for reappointment every two years.  The credentialing program is administered through the ORA.  As part of this process the experience and qualifications of all staff are evaluated and BNL and SBU required training is assigned and completed.  As suggested by DOE, BNL participates in the Collaborative Institutional Training Initiative (CITI) instructional program for the Protection of Human Research Subjects.  This is required for all clinical staff upon initial appointment and is followed by a refresher on a biennial basis.  Additionally, SBU requires all staff to take HIPAA training.  The CITI course is supplemented with other required courses based on tasks to be performed (i.e. age-specific competency, bloodborne pathogen, and study documentation).  Qualification periods for tasks are determined based on the level of hazard to the worker and/or the Subject.  All scientific staff are required to take a scientific ethics course.  PIs working on Exempt research are required to take CITI and HIPAA training.  All training courses are tracked in a central training database maintained by BNL’s Training and Qualifications Office.  BNL’s policy is that the supervisor is required to ensure that all training and qualifications are maintained for their assigned staff.  As with all BNL training, line management is notified of outstanding training via monthly reporting from the Training and Qualifications Office.  The ORA verifies that all qualifications are maintained current.  Clinical staff privileges are suspended or limited due to expired training or qualifications.  The IO is required to take OHRP IO training.  
In addition to core training requirements, continuing education is offered via seminars and meetings with administrators from the SBU on human subjects research topics.  Certificates of completion from national meetings or other trainings are maintained in clinical staff files.
8.4 Renewal Process
All staff working with human subjects must undergo re-credentialing every two years.  The CITI refresher training must be taken every three years.  Credential renewal dates are tracked by the Credentialing Committee Secretary and all required training is tracked through the BNL Training Database.  Reminders of training expiration are sent at 60 and 30 days prior to expiration and line management is notified of outstanding training via monthly reporting from the Training and Qualifications Office.
Personnel who do not complete required training in the correct time frame are notified they may not participate in studies until their training is complete.

BNL abides by SBU policy on PIs whose training lapses.

9. Quality Assurance and Quality Improvement in Human Subjects Research

9.1 Policy

BNL maintains a quality assurance/improvement plan to measure and improve the Human Research Protection Program effectiveness, quality, and compliance with organizational policies and procedures and applicable federal, state, and local laws. 
9.2 Subject Chart Compliance Monitoring
A regular review of active protocols is performed to confirm that they are being conducted according to the approved protocol and with optimal subject safety.  The primary purpose of compliance monitoring is to ensure that research is conducted in compliance with the Safety Monitoring Plan approved by the GCRC Advisory Committee (GAC) for the research protocol.  The monitoring is conducted by Stony Brook.  Industry sponsored studies are reviewed by the sponsor.  Compliance reports are distributed to CORIHS and the CRQAC.  
9.3 HRPP Quality Assurance

The HRPP is assessed by a variety of program assessments by both internal and external means.  Some are regularly scheduled and others are conducted on a more casual basis.

· The Department of Energy performs reviews of the program.  The most recent was a review by the Area Office in 20007.

· Informal self-assessments are conducted by the ORA Director to prepare for the internal and external assessments. 

· Preparations for accreditation which are currently underway with the Association of Human Research Protection Programs, Inc. (AAHRPP) require an in-depth and comprehensive self-assessment of the overall BNL HRPP.  Efforts to achieve accreditation will require involvement of the Institutional Official, investigators, their staff and management, subjects and in some instances, research sponsors. 

· HRPP policies, procedures, forms and approach to community outreach are constantly scrutinized to evaluate their effectiveness, efficiency and suitability and to ensure that they reflect current regulations, guidance and institutional requirements. 

HRPP quality assurance reviews are conducted once every two years by the CRQAC.  The following are reviewed:
a) Assess the unanticipated problem/adverse event reporting process by ensuring all reports have been completed and reported as appropriate;
b) Evaluate the continuing review process to ensure that no lapse has occurred since the previous CORIHS approval; 
c) Review ORA files to assure appropriate documentation according to current policies and procedures; 
d) Solicit investigator feedback regarding functioning of the ORA; 
e) Other monitoring or auditing activities deemed appropriate by the IO.
The CRQAC will review the results of internal compliance reviews with the Institutional Official and ORA Director.  Together, they will develop a corrective action plan.  The ORA Director will have responsibility for implementing the corrective action plan, the success of which will be evaluated by the CRQAC.
Systemic issues will involve meeting with relevant individuals and deciding on a course of action.  Changes may involve updating the SBMS.  All applicable personnel are notified through the SBMS system.
The CRC requires each clinical group to maintain a logbook in order to provide a means of documenting self-assessment and improvement and to ensure a path of communication between the clinical programs and administration.

Each group makes entries to the logbook for each day of active study.  These logbooks are reviewed by the QA Physician and the CRQAC on a monthly basis.

The IO queries research investigators on an annual basis to determine how the interactions with CORIHS are going and how the ORA is operating.  The ORA receives feedback on CORIHS interactions informally on a regular basis from researchers.

10. Sponsored Research

10.1 Policy

BNL’s sponsored research program (Work for Others) allows the Laboratory to make its highly specialized or unique capabilities and facilities available to support the missions of other Federal agencies and the needs of non-Federal sponsors.  BNL’s Work for Others (WFO) processes have been developed to be in compliance with DOE O 481.1 (Work for Others) and all proposed WFO projects are reviewed and approved by DOE.  If a proposed WFO project involves human subjects, this is indicated in the Proposal Information Questionnaire (PIQ) and the approval of the Institutional Review Board (IRB) must be obtained and submitted to DOE prior to DOE approval of the project.  All WFO projects that involve human subjects must be approved by the IRB and DOE in order for BNL to receive authorization to conduct work.
10.2 Procedures

The Manager of the Sponsored Research Program reviews sponsored research agreements to determine the following:
The Sponsor will pay for the medical expenses of reasonable and necessary medical treatment if a study subject is injured during a research study and the injury is a direct result of (i) the effects of the study drug or (ii) the performance of study procedures pursuant to the protocol.

For research monitored by the Sponsor, the Sponsor shall submit a written plan for reporting to BNL findings that could affect the safety of participants or their willingness to continue participation, influence the conduct of the study, or alter the IRB’s approval to continue the study.  The plan must address how such findings will be communicated to study participants.

The Sponsor must submit plans for disseminating findings from the research and defining the roles that the investigators and sponsors will play in publication or disclosure of results.

Indemnification of the Study investigators and institution against claims for damages arising out of a Research Injury, the design of the Study, or the specifications of the Study protocol, but not from:

– Failure to follow the Protocol & written instructions

– Regulatory requirements

– negligence or willful misconduct

Slight deviations that do not contribute to the injury or jeopardize the validity of the study are not considered a failure to adhere to the protocol.

The sponsor must assure BNL that the manufacture and formulation of any investigational or unlicensed test articles conform to federal regulations.
11. Reporting
11.1 Policy Federal regulations require prompt reporting to appropriate institutional officials, and the department or agency head of (i) any unanticipated problems involving risks to subjects or others or any serious or continuing noncompliance with this policy or the requirements or determinations of CORIHS; and (ii) any suspension or termination of CORIHS approval.  
DOE Order 443.1A requires prompt reporting to the DOE HSR Program Manager, SC-23 (and the DOE HSR Program Manager, NA-1 for NA sites):

1. any significant adverse events, unanticipated risks; and complaints about the research, with a description of any corrective actions taken and/or to be taken;

2. any suspension or termination of IRB approval of research;

3. any significant non-compliance with HSR Program procedures or other requirements. 

11.2 Procedures
1. Any non-compliance will be reported to CORIHS 

2. Any serious or continuing non-compliance with federal regulations or the requirements or determinations of the IRB will be reported promptly by the Institutional Official to OHRP as required by 45CFR46.103(b)(5) unless reported by CORIHS.
3. 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 Institutional Official to the FDA as required in 21CFR56.113 unless reported by CORIHS. 
4. 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 Institutional Official to the DOE HSR Program Manager as required in DOE Order 443.1A unless reported by CORIHS.  
12. Conflict of Interest

12.1 Policy

Laboratory employees are required not to engage in any private business or professional activity, which would place them in a position, where there is an actual or apparent conflict between their private interests and the interests of the Laboratory.
BNL follows DOE and CORIHS regulations regarding conflict of interest.
12.2 Definitions
Investigator means any individual involved in the design, conduct or reporting of the research. 
Immediate Family means spouse and dependent children.
Financial Interest Related to the Research means financial interest in the sponsor, product or service being tested.
· If an investigator or investigator’s immediate family member has any of the following financial interests, the financial interests must be disclosed to the IRB as part of the initial or continuing review application:

· Ownership interest, stock options or other financial interest related to the research of any value unless it meets four tests:

· The value of the interest when aggregated for the immediate family does not exceed $10,000;

· The interest is publicly traded on a stock exchange;

· The value of the interest does not exceed 5% interest in any one single entity when aggregated for the immediate family;

· No arrangement has been entered into where the value of the ownership interests will be affected by the outcome of the research.

· Compensation related to the research of any amount unless it meets two tests:

· The value of the compensation when aggregated for the immediate family does not exceed $10,000 in the past year;
· No arrangement has been entered into where the amount of compensation will be affected by the outcome of the research.

· Proprietary interest related to the research of any value including, but not limited to, a patent, trademark, copyright or licensing agreement.
12.3 Procedures

Under this policy, employees may not represent the Laboratory in any negotiations with outside business organizations in which they have a personal or financial interest.  Similarly, employees shall not use for personal gain, or make other improper use of "privileged information" acquired in the course of Laboratory employment.  "Privileged information" includes, but is not limited to, employee files and records; unpublished technological or scientific development information; anticipated supply requirements or pricing actions; possible new operations sites (U.S. Government or Laboratory-connected); and knowledge of contractor or subcontractor selections in advance of official announcement.
A Financial Disclosure Form is required for all NIH grant proposals and Cooperative Research and Development Agreement (CRADA).  They are completed by the PI and reviewed and approved by the Manager of the Sponsored Research Program Office.  Any disclosure of a significant financial conflict of interest will be forwarded to CORIHS for a management plan.

Employees are expected to make every effort to avoid actions that might actually or apparently compromise their independence and impartiality or otherwise violate the spirit of the Laboratory's conflict of interest policy.  In any doubtful situation, where a possible incompatibility between regular job duties and personal interests might exist, employees should seek and follow official Laboratory advice through their supervisory chain.

The COI policy includes research results where a financial incentive or personal interest could cause a researcher to lose their objectivity (or create the appearance thereof) in the conduct or review of research, which in turn, may compromise the validity and integrity of the conduct or review of that research and/or negatively impact the public's trust in, for example, human subject protection.
The mere appearance of a conflict may be just as serious and potentially damaging as an actual financial conflict.  Reports of conflicts based on appearances can undermine public trust in ways that may not be adequately restored even when mitigating facts of a situation are brought to light.  Apparent conflicts, therefore, should be evaluated and managed with the same vigor as known conflicts. 

The Department of Energy (DOE) has uniform contract procedures for avoiding and mitigating organizational conflicts of interest in its Management and Operations (M&O) contracts for its national laboratories. 
12.4 Institutional Conflict of Interest

The Department of Energy (DOE) has uniform contract procedures for avoiding and mitigating organizational conflicts of interest in its Management and Operations (M&O) contracts for its national laboratories. 

Organizational conflict of interest means that because of other activities or relationships with other persons, a person is unable or potentially unable to render impartial assistance or advice to the University or the Government, or the person's objectivity in performing the subcontract work is or might be otherwise impaired, or a person has an unfair competitive advantage.

A conflict of interest can also arise due to corporate or institutional relationships with other entities so that a person is unable or potentially unable to render impartial assistance or advice, or the person's objectivity in performing work may be impaired or the person has an unfair competitive advantage.  A person must ensure that their loyalty to their home institution does not conflict with the loyalty for the institution for which the work is being performed.

13. Participant Outreach

13.1 Policy

BNL has a Community, Education, Government and Public Affairs (CEGPA) Directorate to develop best-in-class communications, science education, government relations and community involvement programs that advance the science and science education missions of the Laboratory, contribute to public understanding of science and enhance the value of the Lab as a community asset and to ensure that Laboratory internal and external stakeholders are properly informed and have a voice in Lab decisions of interest and importance to them.  The mission of the Community Involvement Program is to establish an effective partnership among the Department of Energy, the Laboratory, and a full range of community members to address issues that affect the community’s quality of life.  The mission of the Office of Educational Programs is to create a community of students, teachers, scientists, engineers and others who all share a passion for science education.  From elementary school to college, this Office is dedicated to fostering the next generation of scientists.
13.2 Procedures
BNL welcomes visitors.  Group tours are arranged and BNL hosts Summer Sunday open houses.  The open houses focus on different departments each Sunday during the summer months.
BNL also sends Lab representatives to outside organizations through the Speakers Bureau program. 
Press releases, brochures, fact sheets are on-line at bnl.gov
The Neuropsychoimaging Group at BNL collaborates with several addiction treatment facilities within the greater NYC area.  Education seminars are geared to inform drug addicted individuals and staff on how imaging technology is used to study drug addiction and what this arm of research has revealed.  Participants are informed of the structural and functional brain deficits associated with chronic drug use across the addiction spectrum (e.g., craving, withdrawal, etc.).  Research highlighting the restoration of brain function following prolonged abstinence and supplemental pharmaco-, cognitive and/or behavioral therapies is also presented.  Future ideas for this program include a formal evaluation of the impact of the educational seminars on clients’ treatment outcome with specific goals to enhance abstinence efficacy in the addicted individual by emphasizing drug addiction as a treatable disease of the brain. 

Subjects are given a copy of their bill of rights, a brochure about PET and a participant information sheet.  There are also posters posted throughout the facility about reporting concerns, including to JCAHO
Research posters and brochures are in subject areas. 

13.3 Evaluation
The program is evaluated annually by the Department of Energy and by internal and external peer review processes to improve content and delivery.
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