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1.0 BACKGROUND
BNL abides by Department of Health and Human Services (DHHS) 45 CFR 46 and Department of Energy 10 CFR 745, documents that set forth regulations regarding research involving human subjects. The BNL Systems Based Management System (SBMS) "Human Subjects Research" Subject Area delineates these requirements. 
The Office of Human Subjects Research Administration (ORA) has the responsibility to provide an environment in which human research studies can be conducted in a manner compliant with the federal guidelines and provide a level of care commensurate with Association for the Accreditation of Human Research Protection Program (AAHRPP) standards. 
The jurisdiction of the Institutional Review Board (IRB) includes all research involving human subjects performed at or in conjunction with BNL and its employees regardless of the Principal Investigator’s (PI) appointment or relationship with BNL. Its primary purpose is to review and approve each research protocol that involves human subjects to assure the appropriate evaluation of the informed consent process, risks, benefits, and safeguards to the subject’s health, safety and right to privacy. The function of the IRB is to assure that risks to research subjects are minimized and that risks are reasonable in relation to the anticipated benefits and to protect the rights and welfare of research subjects in accordance with applicable rules and regulations of DOE, NIH and other sponsoring organizations. Currently, the IRB resides at the State University of New York at Stony Brook, called the Committee on Research Involving Human Subjects (CORIHS). 

1.1 BNL Policy 
· All research protocols involving human subjects must first be reviewed and approved by the IRB. 
· IRB approval is documented by an approval memo from the IRB and the Office of Research Administration (ORA). 

1.2 Points of Contact 
· Inquiries regarding the IRB application process or activities of the IRB should be directed to the ORA and/or the Chair of the IRB. 
· Inquiries and concerns regarding administration or operation of an IRB approved protocol should be directed to the CRC Head or the ORA Director.

2.0 CLINICAL RESEARCH CENTER (CRC) AUTHORIZATION AND PURPOSE
2.1 The operation and management of the Clinical Research Center is the responsibility of the Biosciences Department Chair.  The CRC Head is responsible for the overall clinical care of subjects while the CRC Manager is responsible for the line management operations of the CRC.  The CRC Supervisor is responsible for the day to day operations of the CRC and is assisted by the CRC Receptionist in these duties.



2.2 The CRC has the responsibility to:
• Provide clinical support and oversight for studies involving human subjects.
• Provide an environment in which human research studies can be conducted in a manner compliant with applicable federal regulations.

2.3 Approved clinical research shall take place only within the CRC or its satellite facilities unless pre-approved by the CRC Head, CRC Manager and/or IRB.

3.0 CRC FACILITIES:
3.1 The CRC lobby/reception area (Building 490, Area 8-40) is the central point of contact for all CRC activities. The Principal Investigator or designee shall notify the CRC Reception Desk of all study activities.

3.2 A satellite facility is any BNL building or area of a building which has been identified as the location where a clinical study operating under an active IRB approved human protocol is taking place.

3.3 Satellite facilities of the CRC are:
· CRC Pharmacy – Building 490, Room 5-4
· Neuropysch Studies – building 490, Rooms 8-35, 8-33 and 1-105
· MRI Facility – Building 560
· PET Facility – Building 906

4.0 ORA NOTIFICATION REGARDING IRB APPROVAL: 
4.1 Following IRB approval, the Office of Research Administration (ORA) will provide written notification to the CRC of the IRB approval and shall include a copy of the protocol or addendum and related consent form(s). 

4.2 The CRC shall: 
· Update the active IRB files and Informed Consent files maintained at the CRC Desk based on the information received from the ORA. 
· Remove IRB files and related consent forms from the CRC Desk for any studies terminated. 

5.0 RESPONSIBILITIES OF THE PRINCIPAL INVESTIGATOR (PI):  
Each active protocol being conducted at the CRC must identify a Principal Investigator (PI). The PI has overall responsibility for the conduct of the protocol in accordance with BNL and CORIHS policies.

5.1 The PI shall review the IRB approved protocol with the CRC staff prior to its implementation. Discussions should include
· subject fee reimbursement
· subject scheduling
· transportation requirements
· meal requirements
· greeting instructions
· lab test(s)
· any other research coordination issues. 
Once the protocol has been approved, the CRC Manager will send an approval memo to the PI. 

5.2 The PI shall ensure that the Responsible Physician prepares Standing Orders as necessary and submits such Standing Orders to the CRC. Standing Orders provide detailed instructions regarding all clinical steps associated with the research protocol including, but not limited to: 
· procedures (i.e. questionnaires, blood or urine screenings, etc); 
· pharmaceutical administration instructions, as applicable. 

5.3 The PI shall ensure that a Responsible or Participating physician is on site during the study for all MRI studies and in Building 906 for all PET studies.  The only exceptions to this requirement are for neuropsychological (NP)/Electroencephalograph (EEG)/Event Recording Potential (ERP) and Galvanic Skin Response (GSR) testing as long as the subject has been screened and evaluated within six months. 

5.4 The PI is responsible for maintaining Case Report Forms in accordance with BNL policy. 

5.5 The PI is responsible for ensuring that all investigational drugs and devices are used only under an IRB approved protocol by providing plans for the control, management and storage of devices in accordance with CORIHS policy. 

6.0 RESPONSIBILITIES OF THE RESPONSIBLE PHYSICIAN (RP):  
Each active protocol being conducted at the CRC must identify a Responsible Physician (RP). The RP provides overall clinical care of human subjects enlisted in the protocol in accordance with BNL and CORIHS policies. The RP must be credentialed as a clinical physician.
6.1 The responsibilities of the RP are:
· Overall clinical care of subjects enlisted in a protocol.
· Together with the PI, develop protocol specific forms and record format prior to implementation of the approved protocol.
· Ensuring that all Subject Records are in place and are consistent with the protocol.
· Ensuring that the facility is medically equipped to safely carry out the research protocol and that the crash cart (if required) is available and that proper medications and equipment are present. The RP may authorize the self-administration of stock over-the-counter pain medication for the relief of minor discomfort (i.e., headache) caused by a research protocol. This will be documented in the subject chart.
· Discharge of the subject after completion of the study.
· Assuring that informed consent is properly obtained and documented.

6.2 The PI, if properly qualified, may serve as the RP.

6.3 At a minimum, either the PI or RP must be a BNL employee or hold a joint BNL/SB appointment unless an exception is approved by the CRC Manager (i.e., NIH Intramural Program).

7.0 CLINICAL FACILITY LOGBOOKS
Each clinical program operating within the CRC is required 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, the CRC Head and CRC Manager. 
7.1 It is the responsibility of the Responsible Physician (RP) to establish the program logbook and to assign one individual as responsible for maintenance of the logbook. 

7.2 The responsible individual shall ensure that entries are made to the logbook. 

7.2 Entries to the logbooks may include: 
· an occurrence not listed as part of the risks described in the consent form; 
· an occurrence which, although listed in the consent form, produces discomfort to the subject; 
· a problem with a vendor or subcontractor which effects or may affect a subject’s welfare; or 
· an unresolved or on-going facility maintenance issue that pertains to care of the subject. 

7.3 Any individual involved in the clinical program may make an entry to the logbook. Each entry should be initialed and dated by the individual making the entry. 

7.4 An entry is made for each day for which the clinical program is operational. If no events exist, an entry stating such should be made. 

7.5 The individual designated as responsible for each logbook submits a copy of the logbook entries to the Clinical Research Quality Assurance Committee (CRQAC) on a monthly basis. The CRQAC is responsible for reviewing all program logbooks. 

7.6 Items of concern or areas for improvement noted in the logbooks should be brought to the attention of the appropriate Principal Investigator and/or Responsible Physician. 

7.7 Corrective action, as necessary, shall be the responsibility of the Principal Investigators.  Corrective action steps/methods should also be documented in the logbook.

8.0 SUBJECT RECORDS
All subjects in an IRB-approved clinical protocol must have a CRC Subject Record, which contains sufficient information to identify the subject and fully documents the nature of their participation. All Subject Records are to be controlled by the CRC and are treated as confidential documents.

8.1 Definitions
· Subject Record: The collection of forms and documents containing identifiable information about a person who is a subject in a research project at BNL. (Note: this is NOT the Case Report Form.)
· Chart: Same as Subject Record.
· Central Storage Area: The lockable cabinets in the CRC.
· Remote Storage Area: The designated record storage area in the basement of bldg. 490.
· Temporary Storage Area: A lockable drawer or cabinet in the office of an authorized Subject Record Accessor. The temporary Storage Area location must be approved by the CRC Supervisor and on file in the CRC Supervisor’s office.

8.2 The CRC Supervisor’s office shall be considered a controlled access area. Access shall be limited to the CRC staff or those given permission for access for a specific, time limited purpose. (e.g., signing or completing entries in charts.)

8.3 Charts may be signed out by authorized accessors by submitting a list of requested charts to the CRC Supervisor.

8.4 Charts may be checked out for a maximum of 3 business days, after which they may be checked out again if necessary.

8.5 Charts checked out overnight must be left in a secure, locked desk or file cabinet which has been approved by the CRC Supervisor and the location of which is on file with the CRC Supervisor.

8.6 Charts shall not be taken off BNL grounds without specific permission from the CRC Supervisor.

8.7 Charts may be returned to the CRC Supervisor or CRC Receptionist.

8.8 Active Charts shall be maintained in the Central Storage Area.

8.9 Charts that have recorded no new activity for three years may be moved to the remote storage area.

8.10 When a properly signed out chart has not been returned after three days, the CRC Secretary will notify the person to whom the chart was checked out and request its return.

8.11 The CRC Secretary will notify the CRC Manager of overdue charts and the result of attempts to secure its return.

8.12 Content of Subject Records
Section 1
Subject Information Form
Radioisotope Summary/ Internal or External
MRI Log Sheets
Chart Maintenance Log
Section 2
Medical History and Physical
Mental Exam
Standing Order
Progress Notes
Informed Consent form
Laboratory Requests and STAT Reports
Volunteer Fee Payment receipt form
Subject Information Checklist
Subject Questionnaire Form
IRB protocol specific forms
Section 3
Correspondence
Section 4
Follow-up Form
Adverse Event Forms

8.13 Subject Chart Entries
· All information in the chart must be legible.
· The Subject Record shall include all CRC forms indicated on the Standing Order and documentation indicating that all tests detailed by the Standing Order were carried out.
· Entries to the Subject Record shall only be made by members of the Medical Staff, Nursing staff or other authorized individuals.

8.14 Request for Social Security Number (SSN)
· Subjects who could receive more than $600 in a calendar year will be required to provide their SSN since this income must be reported by BNL on form 1099-misc.
· Subject SSN will be entered on the Subject Information Form.
· Subjects will be informed during the initial screening phone call that they will be required to provide their SSN, and the reason will be explained.

9.0 Records Review
CRC Subject Records shall be reviewed by the CORIHS Compliance Monitor and Clinical Protocol Coordinator to ensure that the records are complete and accurate and as a means of identifying areas for improvement and education regarding subject record documentation and charting. 
9.1 The Compliance Monitor shall review subject records on an established schedule. 

9.2 The Clinical Protocol Coordinator shall review charts for completeness of forms at the start and at the close of studies. 

9.3 The CRC shall review charts at the beginning of a study to assure that forms described in the study proposal match those in the subject record. The CRC Supervisor may also review charts at random to assess compliance, completeness, and adherence to regulatory agency standards. 

9.4 It is the responsibility of the Principal Investigator conducting the study to address the corrective actions identified by the Subject Records Reviewers. 

9.5 Each participant in a research study will be requested to complete a comment and suggestion form so that any issues experienced by the subject can be addressed in a timely manner and improvements to the program can be achieved. 

9.6 The form includes a provision to specifically address any safety concerns that the subject may have. It is essential that these concerns be addressed by the CRC staff as soon as they are made aware of them. The CRC Manager is to be notified and associated study staff included in addressing the concern. 

9.7 All subject complaints or concerns and the actions taken to address them are reported to the CRQAC at the next meeting and to CORIHS if deemed necessary by the CRQAC or the PI.

10. Record Confidentiality
All CRC Subject Records are deemed confidential and, as a result, access to such records is restricted.
10.1 The following individuals associated with the CRC may access a CRC Subject Record:
· The Principal Investigator
· The Responsible Physician
· The Participating Physician
· The Registered Nurse and/or other Non-licensed Technical staff assigned to the clinical study by the PI
· The CRC Head;
· The CRC Manager,
· The CRC Supervisor;
· The CRC Receptionist
· The Clinical Protocol Coordinator
· The Compliance Monitor, in the course of performing the records monitoring function.

10.2 In addition, the following other individuals may access the subject record, under supervision of the CRC Supervisor or his/her delegate:
· A properly authorized representative of the sponsor (funding) organization;
· The individual named by the CRC Subject Record. This same individual may request a copy of his/her medical records upon (1) execution of an Authorization for Release of Clinical Information (CRC Core Form C007) and (2) submission of proper identification.
· The next of kin of the individual named by the CRC Subject Record upon presentation of (1) proper evidence that the subject is deceased or otherwise unable to provide release authorization and (2) proper identification as next of kin. This same individual may obtain a copy of the medical record upon (1) providing a signed written request, (2) proper evidence indicating that the subject is deceased or otherwise unable to provide release authorization and (3) proper identification.

10.3 The research subject is not permitted to carry or deliver his/her subject record during the course of the study. This restriction is necessary to insure that the research data is not compromised.

10.4 All requests regarding release of Subject Records/Information shall be forwarded to the CRC Supervisor.

10.5 Upon receiving a request for access to a Subject Record, the CRC Supervisor shall 
· if necessary, notify the requestor that his/her inquiry must be in writing
· obtain sufficient information from the requestor (i.e. subject’s name, subject’s date of birth, nature of participation, approximate date of participation) to determine if the individual was a CRC participant
· locate the requested chart
· provide the chart and related information to the CRC Manager.

10.6 Upon receipt of the signed written request, the CRC Supervisor shall prepare copies of the required documents for submission to the requestor as instructed by the CRC Manager.

10.7 The CRC Manager, or his/her delegate, shall be accessible to the requestor to respond to inquiries regarding information contained in the Subject Record.

10.8 The executed request and any other related documents/correspondences shall be maintained in the original chart as evidence that chart information was released to the research subject or the subject’s next of kin in accordance with the procedures of the CRC.

11.0 Subject ID
CRC staff shall ensure that the identification of human research subjects at the CRC remains confidential.
11.1 All individuals participating in a research protocol at the CRC shall be assigned a subject ID number.

11.2 To the extent possible, this subject ID number should be used when referring to the subject to ensure that the individual’s participation in the study remain confidential.

11.3 In order to preserve subject confidentiality, CRC subject records, CRC subject logs and similar documents shall be maintained at the CRC Supervisor’s Office in a secure records holding area.

11.4 When CRC subject records are outside the CRC Central Records area, it is the responsibility of the study’s Principal Investigator to ensure that the records are maintained in a secure location in order to ensure subject confidentiality and minimize risk of loss.

11.5 Access to a CRC subject record is limited to credentialed clinical staff and those authorized by the Principal Investigator.

11.6 Individuals associated with human subjects research shall not discuss the identification and/or other details of a CRC subject outside the purview of CRC operations.

12.0 CRC Forms 
Forms used in protocols shall be reviewed by the Clinical Protocol Coordinator (CPC) and the CRC Manager. CRC forms shall include a CRC Form reference number and indicate the date last approved. 
12.1 A complete listing of approved CRC Forms shall be maintained by the CRC. 

12.2 Master copies of all approved CRC forms indicating the form reference number and date of approval shall be maintained at the CRC Main Desk. 

12.3 Forms shall only be amended upon approval and notification of the CPC, PI or CRC Manager. 

12.4 A Principal Investigator or Responsible Physician who wishes to use a new or amended CRC Form shall submit a copy of the proposed form to the CPC and the CRC Manager. 

12.5 The CPC and CRC Manager shall review all proposed CRC Forms for completeness and compliance with IRB approved protocol and Federal Guidelines. Upon the CPC and the CRC Manager’s approval of a proposed CRC Form, the Form shall be given a reference number and approval date and entered in the CRC Forms Library.

13.0 Subject Scheduling
The CRC Main Desk shall be notified as to the time and place of all clinical research conducted within the BNL Clinical Research Center in order to post a weekly schedule of clinical research to assist with coordination and assignment of CRC staff and to facilitate the CRC Head’s oversight of the clinical research.
13.1 For new subjects:
· The Principal Investigator or Clinical Protocol Coordinator shall notify the CRC when a new subject has been identified for participation in a research study. Such notification should occur, at minimum, one day before commencement of the study. The PI/CPC shall provide the CRC with the Subject’s name and birth date, IRB approved protocol number under which the research will be conducted, classification of subject (Control/Non Control), building number, and time subject will arrive/depart BNL.
· The CRC, upon receipt of such notification, shall verify that the subject has not previously been involved with CRC research by reviewing the CRC Subject Cardfile/database and notifies BNL Security for entry.
· Upon verification that the individual is a new subject, the CRC shall issue the individual a CRC Identification Number and create a Subject Record, and record information in the CRC Subject Cardfile/database.
· The CRC Receptionist shall add the appropriate paperwork associated with the new study (i.e. standing orders, consent forms, chart data forms, etc.)
· Unless otherwise provided for in the Standing Orders, the PI/CPC or designated member of the Clinical Staff will notify the CRC as to what building the new subject should report to, and the CRC will arrange transportation for the subject.
· The PI or appropriate designee shall make arrangements to obtain the Subject Record prior to the commencement of the study.
· The research subject is not permitted to carry or deliver his/her Subject record during the course of the study. This restriction is necessary to insure that the research data is not compromised.

13.2 For returning subjects: 
· The PI or appropriate designee shall notify the CRC that an existing CRC subject is returning for participation in another research study. Such notification should occur, at minimum, one day before commencement of the study. The PI/CPC shall provide the CRC with the subject’s name and birth date, the IRB approved protocol number under which the research will be conducted, classification of subject (Control/Non Control), building number, and time subject will arrive/depart BNL.
· The CRC shall retrieve the existing CRC Subject Record and prepare the chart for use in the newly scheduled study (i.e. insert Standing Orders, other applicable forms, etc.).
· The PI or appropriate designee shall make arrangements to obtain the subject record prior to the commencement of the study.
· The research subject is not permitted to carry or deliver his/her medical record during the course of the study. This restriction is necessary to ensure that the research data are not compromised.
	
 13.3 If, during the course of preparing for the study, the CRC Secretary determines that anything is not in order (i.e. designated Physician not listed on the IRB approved protocol, necessary forms not on file with CRC, etc.), the Secretary shall inform the PI of the deficiencies so that they may be addressed.

14.0 Subject Check-In
14.1 Upon arrival at the CRC Main Desk, the subject is greeted by the CRC Receptionist who notifies a team member of the subject’s arrival and sends the subject for any lab test ordered by the Responsible Physician. If the subject is arriving at a satellite facility on subsequent visits, the PI shall make arrangements to ensure that a Clinical Staff member is available to greet the participant.

14.2 A copy of the “Human Subject’s Bill of Rights” shall be given to every research subject.

14.3 Prior to commencement of the study, the subject shall be provided with a copy of the applicable Informed Consent form.  The consent process shall only be administered by those individuals trained for this specific task. Documentation supporting that the consent process took place shall be maintained in the Subject Record.

14.4 The Responsible or Participating Physician designated for the study shall ensure that all required screenings are conducted and the results verified prior to accepting the subject into the study.

14.5 A screening is deemed required if the IRB approved research protocol states that individuals having a certain trait (i.e. sex, age, and pregnancy) are to be excluded from the research population.

14.6 Any female of child bearing age shall be given an UCG test for pregnancy if required by the protocol.

14.7 The chart shall reflect that required screenings were conducted.

15.0 Pharmacy
The CRC Central Pharmacy, located at Rooms 5-4A, B & C within Building 490, shall be the primary location for the storage and dispensing of pharmaceutical products under BSA supervision used in human research activities at BNL. Access to this area shall be limited to the CRC Pharmacist and Authorized Accessors, as defined below. A list of qualified Authorized Accessors will be posted in the CRC Pharmacy and approved by the Biosciences Department Chairperson. 
15.1 Definitions:
The following terms are defined for purposes of discussing Pharmacy policy and procedures:
· Approved Procurers of Investigational or Controlled Substances: Personnel engaged in research at BNL involving investigational or controlled substances that are approved by the PI to submit a procurement order for an investigational or controlled substance through the CRC Pharmacy. Approval consists of a written memo by the PI to the CRC Pharmacist indicating that certain individuals have authorizations and training to place an approved order for investigational or controlled substances through the Pharmacy.  (Approved Procurers are also Authorized Recipients.)
· Authorized Accessors: Individuals trained in the proper methods for accessing the Pharmacy are authorized to enter the Pharmacy when it is closed and/or when the Pharmacist is not available. A list of these persons is maintained by the Biosciences Department Chairperson. 
· Authorized Recipients of Investigational or Controlled Substances: Those individuals authorized by the PI to receive investigational or controlled substances from the CRC Pharmacy. Authorizations are made through a written memo by the PI to the CRC Pharmacist.
· Controlled Substances: Those pharmaceuticals identified by the Drug Enforcement Administration as Schedule I though V drugs and their immediate precursors. Such substances are maintained in the Central Pharmacy safe when procured through the CRC Pharmacy and are dispensed only to authorized individuals. A list will be maintained by the CRC Pharmacist of approved pharmacy satellite locations. 
· Investigational Substance or Drug: An investigational substance or drug is a chemical or biological drug that is used in a clinical investigation. An investigational drug can be: (a) A new chemical compound, which has not been released by the Food and Drug Administration (FDA) for general use, or (b) An approved drug that is being studied for an approved or unapproved use, dose, dosage form, administration schedule, or under an Investigational New Drug (IND) application, in a controlled, randomized, or blinded clinical trial.
· CRC Pharmacist: The individual, licensed by the State of New York, who acts as Pharmacist for the CRC. The Pharmacist may carry out his/her duties as a BNL employee or as an independent contractor (under contract with BNL). The pharmacist will order, receive, dispense and store pharmaceuticals, including controlled substances as well as review semi-annual inventories at satellite pharmacy locations. 
· Lock Box: Approved boxes with lockable lids that can be permanently fixed to a wall or located within a locked refrigerator providing secure storage for small quantities of controlled substances. Note: Investigational substances must be stored in a secure location but (unless they are also a controlled substance) not necessarily in a lockbox. 
· Pharmacy Satellite Location: A location outside the CRC Pharmacy which is approved for secured storage of controlled substances. 
· Responsible Person: The individual responsible for the lock box and its contents who has authority to designate users of the substances in the box, access to it, procurers and receivers of CS from the pharmacy. (Each box has only one Responsible Person, although a single individual may be the Responsible Person for more than one box.) 

15.2 Central Pharmacy Security
· The Central Pharmacy is an alarmed facility within Building 490. The alarm and related security measures are monitored by the BNL Police/Security Group (Ext. 2238).
· The CRC Pharmacist and Authorized Accessors must notify the Central Station prior to entering the Pharmacy and upon exiting the Pharmacy.
· BNL Police/Security Group shall be provided with a Pharmacy Access List which identifies the Pharmacist and Authorized Accessors by name and life/guest number. Any changes to the Pharmacy Access List shall be approved by the Biosciences Department Chairperson. 

15.3 Central Pharmacy Safe
· All Controlled substances stored within the Central Pharmacy shall be maintained in the locked safe or in a secured refrigerator.
· Access to the safe is limited to the CRC Pharmacist and Authorized Accessors.
15.4 Procurement, Dispensing and Disposal of Pharmaceuticals
Appropriate measures shall be applied when procuring, transporting, storing, using and disposing of investigational or controlled substances. The Central Pharmacy is the control point and the CRC Pharmacist has responsibility for all BSA investigational or controlled substances which are used for research at BNL. Brookhaven Science Associates holds the only Drug Enforcement Administration Certificates (DEA) that allows for controlled substances to be used in research at BNL. BSA must ensure that employees who handle controlled substances (i.e. those substances defined in 21 CFR 1300 – end) do so in a safe manner that is in compliance with Federal and State regulations. Failure to comply with regulations in any program at any level puts BSA’s DEA license in jeopardy. Loss of this license would have devastating effects on major biomedical research programs at the Laboratory. All investigational or controlled substances will be ordered and controlled through the CRC Pharmacist. Orders are placed using an "Investigational or Controlled Substance Order" form (CRC form C012). Before an investigational or controlled substance order can be placed, the pharmacist must have verified that the substance (schedule I-V) has an active protocol or is routinely used in animal care.  Investigational or controlled substances will be dispensed only to pre-approved Satellite Pharmacies which are authorized by the Pharmacist. The primary investigator or responsible person will control access to the satellite pharmacy and is responsible for controlled substances within the satellite facility. Upon receipt of the properly executed "Investigational or Controlled Substance Order" form (CRC form C012) at the Pharmacy the Pharmacist will dispense the substances to the authorized recipient. The authorized recipient must immediately secure the substance in the satellite facility.
“Trading” or “transferring” of the controlled substances between different BNL
investigators is discouraged and requires the proper authorization and documentation from the Central CRC Pharmacist and CRC Head. Transferring of investigational substances is explicitly prohibited.



15.4.1 Procurement
· Procurement of non controlled substances requiring the Pharmacy’s license or BSA’s DEA license shall be approved by the CRC Pharmacist and delivered to the CRC Pharmacy.
· Once the PI receives the approvals of the protocols from IRB, IACUC, ESR, and DEA (when appropriate) the Pharmacist shall be able to procure those controlled substances under Schedule I to V category as long as a valid BSA Schedule I to V controlled substances license exists for those substances. DEA Reviews all schedule I substances listed on DEA certificate at renewal time (yearly). They require that the credentials of the investigator and documentation of the research be provided and that it is current.  These restricted substances can be used solely by the investigator for the specific projects approved.
· The Pharmacist shall restrict procurement of DEA Schedule I controlled substances to those substances that have been listed on current and valid BSA DEA Researcher Schedule I Controlled Substances license. If any new Schedule I controlled substances are to be added to our current DEA Schedule I license, the protocol using such substances must be submitted to the DEA for review and approval before start of the research. The CRC Pharmacist will be able to procure such Schedule I Controlled Substances for any further usages by the same PI or other BNL PIs.
· All procurement or transfer of controlled substances from outside collaborators must be approved by the CRC Pharmacist and the CRC Head and conform to all NYS and Federal regulations. This approval must be done before any transfer can take place. All transfers or procurements of controlled substances from outside collaborators are to be discouraged. All outside procurement or transfer of controlled substance from outside collaborators must be to the CRC Pharmacy from where it will be dispensed to the investigator. Procurement or transfer of controlled substances from outside the United States is prohibited without DEA approval. Procurement or transfer of investigational substances from outside collaborators must be approved by the Institutional Review Board and the CRC Pharmacist.

15.4.2 Dispensing
· Principal Investigators and their designates must complete a Pharmacy Order Form (CRC Form C012) in order to initiate the procurement and/or dispensing of investigational or controlled substances from the Central Pharmacy. These order forms or other prescriptions which provide written documentation of all items dispensed from the Central Pharmacy shall be maintained on file in the Central Pharmacy by the CRC pharmacist.
· At the time an investigational or controlled substance is dispensed from the Central Pharmacy, the Pharmacist shall provide a log sheet to the approved personnel. The log sheet shall be referred to as the “Controlled Substance Running Inventory Log” (previously the “Controlled Substance Administration Record”) (CRC Form C013 A-1, C013 A-2, C013 B-1, C013 B-2, C013 C-1, C013 C-2) for controlled substances or the "Investigational Substance Running Inventory Log" for investigational substances.
· It is the responsibility of the Investigator to maintain the log sheets referred to above.
· The above referenced log sheet, along with the empty containers (as applicable), shall be returned to the CRC Pharmacist when the inventory level is deemed inadequate. Failure to maintain and properly return the log sheet and unused containers to the CRC Pharmacist on a timely basis may prevent or delay the dispensing of additional investigational or controlled substances to such approved personnel.

15.4.3 Disposal/Return of Controlled Substances
· It is the Investigator’s responsibility to insure that any unused or expired Investigational or Controlled Substances be returned to the CRC Pharmacist in a timely fashion. No investigational or controlled substance issued from the CRC Pharmacy shall be disposed of directly by the Investigator or other approved personnel without the informing of the CRC Pharmacist.
· The waste or disposal of any investigational or controlled substance must be documented. A controlled substance must be documented on the Controlled Substances Running Inventory Log or Controlled Substance Administration Record as soon as possible.

15.4.4 Recordkeeping of Investigational or Controlled Substances 
· An investigational or controlled substances running inventory log shall be maintained for inventories dispensed from the CRC Pharmacy and removed from Satellite Pharmacies. The PI or authorized research staff must document the amount of investigational or controlled substances used each time (CRC Form C013 A-1, C013 A-2, C013 B-1, C013 B-2, C013 C-1, C013 C-2). 
· These above-mentioned records must be readily accessible for the PI and or his/her authorized research staff to conduct the semi-annual Inventory and provide the pharmacist with the resultant Investigator Initiated Lockbox Report (CRC C016) or for any inspection or inventory by the CRC Pharmacist.

15.5 Satellite Pharmacy
A Principal Investigator may establish a satellite pharmacy outside the CRC Central Pharmacy in order to store controlled substances.
15.5.1 Establishment of Secured Storage Satellite Locations 
· The Investigator shall notify the Pharmacist, in writing, of his/her need to establish a satellite location.
· This written notification, along with back-up access capability (i.e. safe combination, key, etc.) to each satellite pharmacy shall be maintained on file in the CRC Central Pharmacy.
· Establishing an approved Satellite location for controlled substances requires installing an approved, permanently affixed lockable storage device. This device must be either a double-locked box or else a single-locked box that is located in a locked refrigerator in a lockable room.
· The CRC Pharmacy must be notified of the installation or removal of any Satellite locations along with the designation of a person responsible for the Satellite Pharmacy.
· Keys for access to these devices or boxes must be in the control of one designated individual. Other authorized individuals may acquire these keys for obtaining controlled substances. Keys must be secured after hours in a locked room or desk. Duplicate copies of keys must be made available to the CRC Pharmacist.
· Each Satellite Pharmacy must have a running inventory sheet (CRC C013) for each controlled substance. NOTE: the “Controlled Substance Running Inventory Log” must be used for this running inventory.
· Transfer of controlled substances between Investigators at BNL is allowed if the following conditions are met:
· The investigators first must notify the CRC Pharmacist in regards to the transfer of the controlled substance between the investigators at BNL. 
· Both the borrowing and lending investigators must be approved procurers of controlled substances.
· The lending investigator must bring the controlled substance that needs to be transferred and its corresponding inventory log sheet (CRC C013) to the CRC Pharmacy. The CRC Pharmacist will ask the lending investigator to log out the controlled substance from his/her “Controlled Substance Running Inventory Log” and write to whom and in what amount the drug is being given to and where the drug is to be stored.
· The CRC Pharmacist will dispense this controlled substance to the borrowing investigator with a new “Controlled Substance Running Inventory Log” and a new control number for the controlled substance.
· The borrowing investigator must log the controlled substance in his/her lock box and keep tracking of the amount of the substance being used on the “Controlled Substance Running Inventory Log”.
· Emergency transfer of controlled substances: In the event that an investigator needs to borrow a controlled substance from another investigator at BNL in an emergency situation (i.e., the investigator needs the drug for an experiment and cannot wait for the CRC pharmacist), the following conditions must be met to ensure the proper tracking of the controlled substances:
· The borrowing and lending investigators must be approved procurers of controlled substances.
· The lending investigator must log out the entire quantity of the drug from his inventory sheet and write to whom and in what amount the drug is being given and where the drug is to be stored. Partial quantities may not be transferred. The lending investigator must make a copy of this sheet and immediately send it to the pharmacy.
· The borrowing investigator must verify the amount of the drug, log the drug in to his/her lock box and maintain the transferred log sheet and fill out a new “Controlled Substance Running Inventory Log” for the controlled substance being borrowed. The borrowing investigator must make a copy of this sheet and immediately send it to the pharmacy.
· When an Investigator is transferring a controlled substance from one lock box to another and he/she is responsible for both boxes, the Investigator will write a memo to the Pharmacist detailing the transfer. The CRC Pharmacist will contact the borrowing investigator and fill in a new control number on the new inventory log sheet for the transferred controlled substance when the pharmacy is open again.
· The use of this policy is for bona fide emergency situations only and is not to be used indiscriminately. All emergency uses will be reported to the CRC Head. All principal investigators shall well plan their experiments and ask the CRC pharmacist to order the controlled substances in ahead of time to avoid the unnecessary emergency transfer of controlled substances.

15.6 Inventory at Satellite Pharmacy
· It is the Principal Investigator’s responsibility to ensure that the Pharmacist is given adequate reorder notification in order for the Satellite Pharmacy to maintain sufficient inventory levels.
· It is the Pharmacist’s responsibility to adjust inventory levels at satellite locations when usage records support such adjustment.
· Inventory and the associated logs maintained by the satellite location shall be accessible for un-announced inspection and/or audit by the CRC Pharmacist and/or CRC Head.
· It is the responsibility of the PI/Authorized research staff to perform and document a semi-annual inventory of satellite pharmacies. The PI/Authorized research staff will use the “Investigator Initiated Lock Box inspection Report” (CRC Form C016) to document their semi-annual inventories of all CRC satellite pharmacies. The CRC Pharmacist will document his/her review of the PI initiated inventories. Corrective actions will be developed if there are deficiencies discovered during internal inventories, via both PI/Authorized research staff and CRC pharmacist. 

15.7 Regulations Controlling Satellite Facilities 
· It is the responsibility of the Principal Investigator to immediately notify the CRC Pharmacist of any of the following:
· Any changes or amendments to the Satellite Pharmacy description.
· Any changes/amendments to the inventory maintained at the satellite location.
· Any breach in security at the Satellite Pharmacy.
· Any missing controlled substances.
· Any change in the PI authorized lockbox user list.
· It is the responsibility of the CRC Pharmacist to notify the Bureau of Controlled Substances (BCS) and Drug Enforcement Administration (DEA) of any theft, significant loss or possible diversion of controlled substances.
· It is the responsibility of the Principal Investigator to ensure that the appropriate logs are maintained at the Satellite Pharmacy to document the usage, waste and disposal of all controlled substances issued to the Satellite location by the CRC Central Pharmacy.
· Failure to maintain such documentation in a complete and timely manner may result in the suspension of the Principal Investigator’s right to maintain a Satellite Pharmacy. Such suspension shall be determined by the CRC Head in consultation with the CRC Pharmacist.

16.0 CRC Safety Management Plan 
To promote safety and reduce the risk of human injury, the following procedures exist; 
16.1 Stop Work Orders: All staff are empowered with the ability to issue a “Stop Work Order” if they discover a situation which displays imminent danger or hazard. 

16.2 Experimental Safety Reviews (ESRs): BNL regulations provide that all research experiments, including clinical research, shall be implemented under an approved ESR. The ESR provides for a peer review of the procedures to be performed, the appropriateness of the equipment used and the capabilities and training of the staff assigned to promote a safe research environment. The ESRs are reviewed on an annual basis. 

16.3 The Clinical Research Quality Assurance Committee (CRQAC) has been established to monitor CRC operations and activities. It is primarily concerned with the safety of the research subjects during the conduct of research activities. 

16.4 Maintenance and Review of Clinical Logbooks: All clinical programs maintain a logbook which details activity associated with carrying out clinical research. These logbooks are subject to review by the CRQAC and serve as a risk-assessment mechanism for identifying issues or incidents that may impact safety. 

16.5 Review of all Adverse Event/Unanticipated Problem (AE/UP) Reports: AE/UP reports are reviewed by the CRQAC in order to ensure proper and complete resolution and to determine whether the protocol should be amended or discontinued to minimize the probability of future adverse events. AEs may also be submitted to CORIHS for review. 

17.0 CRC Security Management Plan 
The Clinical Research Center shall operate in a manner that promotes a secure environment for all staff, subjects and other visitors. A Security Management Plan shall be implemented to further the CRC’s goal of creating a physical environment free of potential hazards and security concerns that could affect the implementation of research protocols or affect the CRC staff and subjects. 
17.1 Access to the CRC Main Desk and Satellite Facilities is limited to CRC staff and subjects. CRC Facilities are locked or otherwise secured when studies are not taking place. 

17.2 Research studies are centrally scheduled and coordinated by the CRC Main Desk to ensure that staff and subjects are known and identified. 

17.3 Duress alarms are installed at the CRC Main Desk and certain satellite facilities to provide immediate access to the BNL Security/Police Division. 

17.4 Telephones in all CRC facilities will be used to call 2222 or 911 in case of a security breach or similar emergency. 

17.5 The CRC Central Pharmacy is alarmed and video surveillance is conducted by the Police Group. Access to the Central Pharmacy is limited to the CRC Pharmacist and Authorized Accessors. 

17.6 Duress alarm drills and tests of the Emergency telephone system are conducted periodically. 

18.0 Hazardous Waste Management
Members of the CRC shall be properly trained and knowledgeable of requirements relating to the collection, control and disposal of medical and other hazardous wastes generated in the course of carrying out an approved clinical research study. 
18.1 The selection, handling, storage, use and disposal of medical and other hazardous materials is addressed in the BNL required Experimental Safety Review (ESR) applicable to the research study. 

18.2 CRC staff members directly involved in research that use or generate medical or other hazardous materials shall complete the training required by BNL. 

18.3 Chemicals procured or otherwise acquired for use in an approved clinical research study shall be properly identified, labeled and tagged by the BNL Chemical Management System (CMS). 

18.4 Pharmaceuticals used in connection with an approved clinical study shall be controlled by the CRC Pharmacy. 

18.5 Medical waste generated during a clinical research study shall be disposed of in accordance with applicable BNL policies. The BNL Standard Based Management System (SBMS) shall be accessed to obtain the most current version of applicable regulations. 

18.6 Spills, exposures or other incidents relating to the use or disposal of hazardous materials shall be reported as required by BNL policy described within SBMS. When in doubt, 2222 or 911 may be called to obtain prompt assistance. 

18.7 The CRC Manager shall be responsible for ensuring that Tier 1 inspections of the CRC facilities are performed at least annually and any deficiencies found are corrected in a timely manner. 

18.8 Each CRC facility or building where a facility is located shall have a Local Emergency Plan that describes how the facility’s users and occupants respond to emergencies. 

19.0 Emergency Preparedness Plan
19.1 All CRC staff shall be familiar with applicable BNL policies and procedures governing emergency preparedness. This familiarity shall be evidenced by the successful completion of the BNL web-based training course on Emergency Planning and Response (GE-EMERGPLAN). 

19.2 The Central CRC and each satellite facility shall display the BNL Emergency telephone numbers (911 or 2222). Each location shall also display the BNL placard that identifies the location’s Indoor assembly area, Outdoor assembly area, Shelter-in-Place area and the identity of the Local emergency Coordinator. 

19.3 Each CRC facility shall participate in, at minimum, one emergency drill per year. Such drills shall be reported to the Building 490 Local Emergency Coordinator and should involve the emergency response organization if possible. 

19.4 The CRC Manager shall be responsible for ensuring that the emergency plan for the CRC in Building 490 is properly implemented.

20.0 Fire Safe Management Plan
To promote a fire-safe environment, the following procedures shall be followed: 
20.1 The Central CRC and all satellite facilities conduct annual fire drills. These drills are reported to the Building 490 Local Emergency Coordinator.

20.2 The Central CRC and each satellite location are inspected by the BNL Fire Safety Group. These inspections include testing of alarm systems and fire extinguishers. 

20.3 Each CRC location has basic life safety equipment in an accessible area. 

20.4 The Central CRC and each satellite facility conduct regular Tier 1 inspections. Fire safety concerns and/or other deficiencies noted are reported to the Building Manager for resolution.

21.0 Utility System Management Plan 
To promote a safe and reliable environment, the following procedures are followed to ensure that required utility system function properly: 
21.1 The emergency crash carts are inspected, inventoried and restocked by the CRC Pharmacist or Nurse Manager regularly. 

21.2 The emergency crash carts are inspected and determined to be properly functioning by designated staff at the beginning of each day when a subject study requiring the presence of a crash cart is being conducted. 

21.3 Equipment utilized in connection with approved clinical research studies are part of the CRC Preventative Maintenance Program. 

21.4 Emergency communications systems and devices (i.e. emergency telephones, duress alarms, etc.) are periodically tested. 

22.0 Preventive Maintenance
Preventive Maintenance (PM) is done to maintain essential standards of safety and performance for equipment used in conjunction with an approved clinical research protocol within the Clinical Research Center.
22.1 Equipment used in conjunction with an approved clinical protocol shall be in good working condition. To ensure that such equipment is in good working condition, it is inspected/tested on an annual basis by the CRC Equipment Technician or other qualified individual.

22.2 Electrical equipment that is in direct contact with a subject shall be inspected by the CRC Equipment Technician or other qualified individual to ensure it is in proper working condition and is safe.

22.3 The testing of equipment described above shall be documented and maintained by the CRC Equipment Technician.

22.4 Inspection tags, indicating inclusion in the CRC PM program, will be attached to each item noting the following:
· Date of last inspection
· Next inspection due date
· Type of inspection (e.g., calibration, safety, performance, PM)
· Initials or name of the individual who conducted the inspection/testing

22.5 A computerized database program is used to track the following information:
· Control number (BNL bar code is primary source)
· Device type (classification)
· Department (location and room number)
· Manufacturer and vendor (if different from mfr.) information
· Model number
· Serial number
· Maintenance and repair data
· Name of person performing the inspection/testing

22.6 The CRC Equipment Technician maintains a file of service and operating manuals, schematic drawings and service related product literature including the ECRI Health Device Alerts subscription.

22.7 Electrical equipment intended for use in the subject vicinity, where subject contact is likely, shall have chassis leakage currents that comply with the current standards for electrical equipment safety. 

22.8 Performance assurance and calibration checks are performed annually to ensure that medical instrumentation operates safely, accurately and reliably for subjects and CRC personnel.

22.9 Preventative maintenance is done annually to minimize the risk of equipment failure and to ensure proper operation. This may include lubricating, cleaning, adjusting, aligning, parts replacement (e.g., motor brushes, power cords, batteries) and electronic or mechanical adjustments required due to wear.

22.10 Risks that may be encountered during Preventive Maintenance procedures are:
· Radiation exposure;
· Electrical problems; or
· Contaminated equipment (blood, body fluids, chemicals, etc).

22.11 To mitigate the hazards listed above, the CRC Equipment Technician or other qualified individual performing preventative maintenance and/or inspections shall have appropriate BNL training.

22.12 The CRC Equipment Technician coordinates equipment inspections and PM procedures with the CRC staff in order to minimize the hazards and not impact a clinical study or research subject.

22.13 In the event that the CRC Equipment Technician encounters a situation wherein he/she does not feel equipment testing or PM procedures should be performed because the equipment or local area does not appear hazard-free, the CRC Equipment Technician shall postpone his/her scheduled procedures and report the situation to the CRC Manager or designee.

23.0 Crash Carts
An appropriate and operational crash cart must be maintained at each satellite CRC location. 
23.1 The CRC Pharmacist is responsible for determining the medications and equipment maintained on the crash cart. 

23.2 The CRC pharmacist is responsible for periodically inspecting and restocking the medications on the crash cart, and documenting this in the crash cart log book. 

23.3 The crash cart shall only be accessed by the Responsible/Participating Physician, a Registered Nurse, or the CRC Pharmacist. 

23.4 Each entry or inspection of the crash cart shall be entered into a logbook maintained with each cart. 

23.5 The crash carts shall be secured at all times by the use of pre-numbered tag locks. Each tag lock used shall be entered to the crash cart log. 

23.6 The automatic emergency defibrillator and is inspected and tested periodically. This inspection should be noted in the crash cart log maintained with the crash cart and may be conducted by Emergency Response personnel during their inspections of fire alarms and fire extinguishers.

24.0 Emergency Medical Care
The purpose of this procedure is to document the actions to be followed in the event of a situation where a research subject requires medical care as a result his or her participation in a research protocol at BNL.
24.1 Any staff involved with human subjects can notify emergency services by dialing extension 2222 or 911.

24.2 If appropriate, the Responsible Physician (RP) will make arrangements for subject admission to an accepting facility prior to transport.

24.3 The RP escorts the subject via a BNL Emergency Services vehicle to the nearest facility appropriate for the extended care need.

24.4 Venous access will be maintained and/or initiated prior to transport, if possible.

24.5 Emergency medications and equipment will be transported with the subject, as needed.

24.6 The subject’s personal belongings will be sent with the subject.

24.7 If appropriate, a copy of the subject’s vital signs and cardiac monitoring strips will be transferred with the subject.

24.8 The RP will give report to the accepting facilities physician.

24.9 Relevant information from the Subject Identification Form will be given to the admitting institution.

24.10 The PI, RP, or designee will notify the individual designated by the subject to be contacted in case of an emergency.

24.11 The CRC staff will contact the accepting facilities billing department requesting that all bills be sent to the BNL CRC for payment.

24.12 The RP shall follow up with the accepting facility physician to determine and document the follow-up care.

24.13 Documentation and reporting of an event of this nature is required (refer to the Adverse Event Policy).

24.14 At a minimum, the circumstances of the event shall be reported by the PI or RP to the CRQAC, CRC Head, CRC Manager and Institutional Official.
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