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Introduction


The UNC Lineberger Comprehensive Cancer Center is committed to the safety of patients participating in clinical trials at our institution.  The Cancer Center is also committed to data accuracy and protocol compliance.  The UNC Lineberger has established an institutional plan to assure data safety and monitoring for all clinical trials at the Cancer Center.  This plan is designed to comply with policies and guidelines regarding data and safety monitoring from the National Institutes of Health (http://grants.nih.gov/grants/guide/notice-files/not98-084.html ; http://grants.nih.gov/grants/guide/notice-files/NOT-OD-00-038.html ) and the National Cancer Institute (http://cancertrials.nci.nih.gov/researchers/dsm/index.html  ). 


This document outlines the UNC Lineberger's Data and Safety Monitoring Plan.  The section on Organization describes who will be responsible for data and safety monitoring.  The section on Process describes how data and safety monitoring take place.  

Organization

Overview


Data and safety monitoring takes place within the established process for protocol review and monitoring -- the UNC Lineberger Oncology Protocol Review Committee (PRC) -- and institutional review -- the School of Medicine Institutional Review Board (SOM-IRB) and the School of Medicine's Data and Safety Monitoring Board (SOM-DSMB) .  

Overall Responsibility


The UNC Lineberger's Director (Dr. H. Shelton Earp) and the Associate Director for Clinical Research (Dr. Joel Tepper) have the overall responsibility for policy on the data and safety monitoring of clinical trials.  The Chair of the PRC (Dr. Thomas Shea) and the Chair of the PRC's Data and Safety Monitoring Subcommittee (Dr. Mark Socinski) will have the operational responsibility for and oversight of data safety and monitoring (Figure 1).  

See Appendix 1. Responsibility for Data and Safety Monitoring 

DSM Subcommittee (DSMS)


The PRC Data and Safety Monitoring Subcommittee (DSMS) is the primary agent for the assuring data and safety monitoring.  The DSMS includes a chair, a vice chair,  and representation from clinical researchers and biostatistician (Table 1).  The PRC's administrative coordinator supports the DSMS's activities.  Subcommittee membership is for three years, with approximately two persons rotating each year.  In collaboration with the Cancer Center Director, the Associate Director for Clinical Research, and the Faculty Director of the Clinical Protocol Office, the PRC Chair appoints the DSMS members.

Table 1.  DSMS Subcommittee Membership, 2001

	Name
	Title
	Department

	Mark Socinski MD, Chair
	Associate Professor
	Medicine - Hematology/Oncology

	Carol Shores MD, Vice-Chair
	Assistant Professor
	Surgery - Otolaryngology

	DonaldHarvey, Pharm D
	Assistant Professor
	School of Pharmacy

	Joy Ostroff, RN
	Administrative Director, Clinical Protocol Office
	UNC Lineberger

	Lisa Carey, MD
	Assistant Professor
	Medicine - Hematology/Oncology

	Michael Schell, PhD
	Research Associate Professor; Director, Biostatistics Core 
	Biostatistics; UNC Lineberger


The DSMS meets monthly and has the following  responsibilities:

· Reviewing SAE (Serious Adverse Event) reports from all active clinical trials and assuring that these have also been reported to the School of Medicine IRB and other appropriate agencies

· Reviewing data and safety monitoring reports that are required of all active clinical trials

· Recommending appropriate actions (closure, increased monitoring, etc) to the PRC and the SOM-IRB based on reviews of SAE's and periodic reports 

· Preparing minutes of these monthly meetings

· Preparing an annual summary of activity for review by the Cancer Center leadership and for inclusion in the Cancer Center's Core Support Grant reporting.

Relation to PRC and Clinical Research Program

As detailed below (Process), the assurance of appropriate data and safety monitoring takes place within the context of the PRC process.  To assure close working relations, the DSMS membership is a subgroup of the PRC and shares staff with the PRC. The faculty director of the Clinical Protocol Office (Dr. Mark Socinski) serves on the PRC and chairs the DSMS.  

Relation to School of Medicine IRB and DSMB

The DSMS reports findings to the PRC which reviews and forwards these reports and makes recommendations to the University of North Carolina at Chapel Hill School of Medicine's Committee for the Protection of the Rights of Human Subjects (SOM-IRB) and to the School's Data and Safety Monitoring Board (SOM-DSMB).  Trials required to have an independent data and safety monitoring board are expected to use the SOM-DSMB instead of establishing their own independent board.  In addition, the SOM-DSMB and its Chair (Paul Godley, MD, PhD) have reviewed and approved the Cancer Center's Data and Safety Monitoring Plan and collaborate with the Cancer Center and the DSMS on implementing and updating the Plan.

All studies identified by the PRC as being high risk (see below) will be reviewed by the DSMS and a report will then be presented by a member of the DSMS to the SOM DSMB.  Following a joint session which will include the SOM DSMB and a representative of the DSMS, a final report and recommendation regarding continuation or closure of a study will be made to the PRC and the SOM IRB reflecting input from both groups.  Final responsibility and authority for closing or amending of such trials will rest with the SOM IRB.

Early Closure or Suspension of Clinical Trials

Notice of early closure or suspension will be reported directly to the UNC Lineberger Director.   If the trial is an NCI-funded clinical trial, the Associate Director for Clinical Research  is responsible for reporting closure/suspension to the NCI.  The Associate Director, in concert with the DSMS, PRC, and SOM-IRB, are responsible for seeing that these trials are closed to accrual. 

Process

Overview


Data safety and monitoring is a mandated component for all oncology clinical trials associated with the UNC Lineberger Comprehensive Cancer Center.  The level of data and safety monitoring activity required for a given clinical trial depends upon the risk to the patients and the complexity of the trial.  The UNC Lineberger's PRC and its DSMS are responsible for:

· Assessing risk and complexity

· Determining the appropriate level of data and safety monitoring 

·  Reviewing monitoring and audit reports generated by Industry and National Cooperative Groups

·  Reviewing adverse events and other results. 

Eligibility

Definition


Data and safety monitoring is a mandated requirement for all oncology clinical trials conducted in association with the UNC Lineberger Comprehensive Cancer Center.  In accordance with the definition adopted by the National Cancer Institute, a clinical trial is "a prospective study involving human subjects designed to answer specific questions about the effects or impact of particular biomedical or behavioral interventions; these may include drugs, treatments, devices, or behavioral or nutritional strategies."  Trial participants may include cancer patients or persons without cancer.  Studies that include nutritional, behavioral, and psychosocial interventions are considered to be clinical trials.  Studies evaluating diagnostics (imaging, etc) in which findings alter the patient's clinical care are also considered to be clinical trials.  Observational studies, epidemiologic studies, studies of diagnostics that do not affect patient care, and studies that do not test interventions are not considered to be clinical trials.  

Variations by Sponsorship

National Cooperative Groups.  Because national cooperative groups have well-established structures and procedures for data safety and monitoring, the Cancer Center considers these trials to have low to moderate risk and thus  no additional monitoring. is required.   The Cancer Center requires reporting of SAEs and unexpected AEs from these trials to the UNC Lineberger DSMS and to the SOM-IRB. 

Pharmaceutical Industry.  All clinical trials initiated by pharmaceutical industry sponsors must include data and safety monitoring plans appropriate to the trials' risk and complexity.  If the industry sponsor and/or primary academic partner (for multi-site trials) have not developed a data and safety-monitoring plan, then the UNC principal investigator must develop one in conjunction with the DSMB established by the UNC SOM.  The UNC Lineberger PRC and SOM DSMB must approve all such plans prior to study approval.  These plans should adhere to NIH, industry, and FDA-specified guidelines.

NCI/NIH: For  clinicial trials of agents for which NCI/NIH holds the IND, investigators will follow NCI guidelines and provide require reporting via the Clinical Trials Monitoring System or the Clinical Data Update System and the Adverse  Expedited Reporting System.  Because the NCI/NIH requires extensive monitoring of these trials, the Cancer Center considers these trials to have low to moderate risk and  thus no additional monitoring is required.  The Cancer Center requires reporting of SAEs and unexpected AEs from these trials to the UNC Lineberger DSMS and to the SOM-IRB. 

Phase I,  Phase II, and Phase III trials of agents for which NCI/NIH does not hold  the IND are treated as investigator-initiated trials along with Phase IV multi-center  trials.    Principal investigators (PI) will follow the guidelines established below.  Investigators must also comply with any additional NCI/NIH monitoring and reporting requirements (such as reporting to the NCI via the Clinical Data Update System). 

Protocol Review

The UNC Lineberger PRC must approve all oncology clinical trials protocols before they can be submitted to the SOM-IRB.  All clinical trial protocols submitted to the PRC must include a data and safety monitoring plan and procedures for its implementation, including a system for determining and reporting on SAE and unexpected adverse events.  "All" includes national cooperative group and pharmaceutical industry trials, although, as noted above, these trials rely on the data and safety monitoring plans/procedures established by the sponsor.  Protocols without such plans are returned to investigators.  The PRC will not review a clinical trial protocol that does not address data and safety monitoring.  

For local, investigator-initiated trials and other trials without established data safety and monitoring, the principal investigator (PI) must outline a schedule of data and safety monitoring meetings.  Meeting frequency should be appropriate to the protocol, its activity, and its risk/complexity but should at least be semi-annually for all moderate and high risk trials.  These meetings should include the investigators, protocol nurses, data managers, biostatisticians, and other relevant personnel.  At these meetings, the team will discuss:  

· Participant safety (AE reporting)

· Dose escalation, advancement from phase, and stopping rules (as appropriate)

· Data validity, integrity, and completeness 

· Enrollment, retention, and protocol adherence

The team will produce summaries of these meetings, and the PI and one or more co-PI's (as appropriate) will sign the summary.  The PI will then submit the signed reports to the DSMS for their review along with and at the time of the periodic reporting.  

Assessment of Risk and Complexity

Risk


The PRC reviews the protocol and determines the risk to the patient and the complexity of the trial.  All protocols are classified into one of three risk categories: Minimal, Moderate, and High.

· Minimal Risk: 

· Nutritional, behavioral, psychosocial, and other non-therapeutic studies.

· Moderate Risk: 

· Phase I, II, or III therapeutic, palliative or prevention trials that are sponsored by national cooperative groups or NCI/NIH that already include independent data and safety monitoring plans approved by the PRC 

· Phase I, II, or III therapeutic, palliative or prevention trials sponsored by industry that include appropriate/approved data and safety monitoring plans   

· Investigator initiated Phase II, or III single Institution studies that utilize FDA approved agents

· High Risk: 

· All investigator initiated clinical trials using investigational agents 

· All Phase I investigator initiated trials

· All Phase II and III investigator initiated multi-center trials 

Complexity


In addition, for moderate and high risk clinical trials, the PRC reviews the protocol and determines the study's complexity.  The PRC uses a seven-point scale to assess complexity.  Trials that have greater complexity (> 4 points) require more frequent monitoring. An point is added for each of the following:

· Conduct of pharmacokinetic studies

· Require use of a research nurse for infusion or administration of protocol directed therapy and/or direct monitoring for toxicity following study drug administration

· Collection of biological samples for correlative science and/or observational studies

· Unusual route of administration and/or safety issues regarding administration

· A multi-center trial with 1- 3 sites (1 unit)

· A multi-center trial with more than 3 sites (2 units).

Monitoring and Reporting

Requirements for periodic data and safety monitoring are commensurate to the clinical trial's risk and complexity.  The requirements outlined below represent the minimum.  The SOM-IRB, the PRC, the SOM-DSMB, and/or the DSMS may require more frequent and/or additional reporting to assure patient safety and trial integrity.  Data safety and monitoring activities continue until all patients have completed their treatment and until all patients have been followed up beyond the time point at which study-related adverse events would likely be encountered.

Reporting - Minimal and Moderate Risk Trials

Unless the PRC or SOM-IRB determines otherwise, the principal investigators (PI) of these trials provide continuous monitoring of patient safety with periodic reporting to the DSMS.  PI's report annually on the SOM-IRB anniversary date to the DSMS and PRC for trials of moderate complexity and every six months for trials of high complexity (> 4points).  The report addresses: 

· The number of patients entered and the number of patients treated 

· A summary of  all grade 3 or greater reported adverse events (if any) to date using CTC 2.0 grading

· A list of serious adverse events and unexpected adverse events (local and national) requiring immediate reporting

· Significant literature reporting developments that may affect the safety of participants or the ethics of the study

· Summaries of team meetings that have occurred since the last report

Reporting - High Risk Trials

Periodic review by the DSMS, PRC, and SOM-IRB provides oversight of the PI’s continuous monitoring.  If patient risk/trial complexity are significant,, the DSMS, PRC and/or SOM-IRB may require additional reporting or alternative data and safety monitoring. 

Phase I:  Unless the PRC or the SOM-IRB determine otherwise, the PI's provide continuous monitoring of patient safety with reporting to the DSMS every six months from the SOM-IRB anniversary date.  This includes:

· The number of patients entered and the number of patients treated 

· Adherence to proposed dose escalation

· A summary of all grade 3 or greater adverse events reported to date using CTC 2.0 grading

· A list of serious adverse events and unexpected adverse events (local and national) requiring immediate reporting 

· Significant literature reporting developments that may affect the safety of participants or the ethics of the study

· Summaries of team meetings that have occurred since the last report

Phase I/II and Phase II:  Unless the PRC or SOM-IRB determine otherwise, the PI's provide continuous monitoring of patient safety with reporting to the DSMS every six months (from the SOM-IRB anniversary date). This periodic reporting includes:

· The number of patients entered and the number of patients treated 

· Adherence to proposed dose escalation and transition to Phase II (for Phase I/II studies only); a preliminary report of response and other endpoints listed in the primary and secondary objectives of the protocol  
· A summary of all grade 3 or greater adverse events reported to date using CTC 2.0 grading

· A list of serious adverse events and unexpected adverse events (local and national) requiring immediate reporting

· Significant literature reporting developments that may affect the safety of participants or the ethics of the study

· Summaries of team meetings that have occurred since the last report.

Phase III:  High-risk phase III trials require an independent data and safety monitoring board (study DSMB).  PI's may use the already established SOM-DSMB or they may establish their own trial-specific independent board.  Requirements for an investigator-convened trial-specific board are outlined below (see Data and Safety Monitoring Board Requirements).

Unless the PRC or SOM-IRB determines otherwise, the trial-specific DSMB monitors patient safety with reporting to the DSMS, PRC and SOM-IRB every six months from the SOM-IRB anniversary date.  Reporting frequency may also be changed following DSMS, PRC, and/or SOM-IRB review.  This periodic reporting includes:

· The number of patients entered and the number of patients treated 

· A summary of adverse events reported to date using CTC 2.0 grading

· A list of serious adverse events and unexpected (local and national) requiring immediate reporting

· Significant literature reporting developments that may affect the safety of participants or the ethics of the study

· Summaries of team meetings that have occurred since the last report

DSMB Option


An independent DSMB is required for all Phase III trials.  Other trials may also have an independent DSMB.  Based on risk and complexity, the PRC and/or SOM-IRB may determine that a trial requires an independent DSMB.  In that case, the trial PI must use the SOM-DSMB as an independent board unless, at the direction of the DSMB Chair, an alternative mechanism is established to fulfill this function.

See Appendix 2 for description of UNC SOM IRB. 

Role of UNC Lineberger DSMS and PRC

DSMS:  The DSMS reviews regular reports from the DSMB, including relevant masked group data on treatment effects, as well as reports of SAEs and expedited AE's.  The DSMS also reviews regular reports from the trial PI.  Based on these reviews and other information, the DSMS may or will:

· Request additional data for subject safety, satisfactory data management, quality, and analysis; recruitment and protocol adherence (e.g., data reporting formats and schedules, restrictions on expenditure of funds pending completion of particular activities, etc.)

· Request that the DSMB advise study PI regarding:  trial protocol; safety issues arising over course of study; and continuation/termination of the trial

· Reserve the option, at any point in the trial, to obtain an independent audit of a sample of primary subject records for comparison with the trial's regular audit reports.  Auditors so engaged will report directly to the DSMS Chair

PRC:  During the protocol review process, the PRC confirms whether a proposed high-risk phase III requires an independent DSMB.  The PRC reviews and approves the DSMB review of the protocol prior to initiation of subject recruitment.  If modifications are needed, the PRC withholds approval for subject recruitment until the modifications are accomplished.  Once the trial has begun, the DSMS is primarily responsible for ongoing oversight of data and safety monitoring activities.  The PRC, however, may or will:  

· Request additional data for subject safety, satisfactory data management, quality, and analysis; recruitment and protocol adherence (e.g., data reporting formats and schedules, restrictions on expenditure of funds pending completion of particular activities, etc.)

· Request that the DSMB advise study PI regarding: trial protocol; safety issues arising over course of study; and continuation/termination of the trial

· Reserve the option, at any point in the trial, to obtain an independent audit of a sample of primary subject records for comparison with the trial's regular audit reports.  Auditors so engaged will report directly to the DSMS Chair

· Assure preparation and dissemination of a clinical alert for clinically significant findings.  Dissemination include s informing subjects and providing them and their health providers with as complete information as possible

· Acknowledge reports of serious data discrepancies found by the DSMB or others within two weeks.  This acknowledgment should be in writing and include a plan describing the steps to be taken next.  The report and plan are then sent to the trial PI, study DSMB Chair, the UNC Lineberger Associate Director for Clinical Research, and the UNC Lineberger Director

· Facilitate implementation of DSMS, DSMB, and/or SOM-IRB recommendations for the trial.  
Event Reporting

Serious Adverse Events:  PIs of all active clinical trials associated with the Cancer Center  report within 24 hours of  knowledge all serious adverse events (SAEs)  and unexpected adverse events to the SOM-IRB, and other agencies (e.g., FDA, NIH Office of Biotechnology Activities) as appropriate.  An SAE is one that:  

· Is fatal or life-threatening (i.e., results in an immediate risk of death)

· Is permanently or substantially disabling

· Requires or prolongs hospitalization (only if related to an unexpected complication)

· Is a congenital anomaly, new cancer or medication overdose.

SAEs also include any other event the PI, DSMS, SOM-IRB, or DSMB judge to be serious or a significant hazard, contraindication, side effect or precaution.  Unexpected events in this context include an adverse event, which varies in nature, intensity or frequency from the information on the investigational drug/agent provided in the investigator’s brochure, package insert or safety reports.

Behavioral intervention trials constitute a special case because there are no standard grading scales for serious adverse events.  In these trials, the study PI must specify such serious adverse events for the interventions (if any) in the protocol and in the data safety and monitoring plan.

Unexpected Adverse Events:  Unexpected adverse events are reported to the DSMS, PRC,  and the SOM-IRB.  To identify these unexpected  adverse events , the Cancer Center uses the matrix (see below) of reporting requirements and schedules developed by NCI's CTEP (http://ctep.info.nih.gov; NCI Guidelines:  Unexpected Adverse Event Reporting Requirements for NCI Investigational Agents dated January 2001, page 5). 

	Adverse Event Reporting

	Unexpected Event
	Expected Event

	Grades 1-3
Attribution of Possible, Probable or Definite
	Grades 4 and 5
Regardless of Attribution
	Grades 1-3
	Grades 4 and 5
Regardless of Attribution

	Grade 3 – Report by phone/fax to DSMS within 24 hrs. Expected report to follow within 10 working days.

Grade 2 – Expedited report to DSMS within 10 working days

Grade 1 – Adverse event reporting not required.
	Report by phone to DSMS and IRB within 24 hrs. Expedited report to follow within 10 working days.

This includes deaths within 30 days of the last dose of treatment.
	Adverse Event Expedited Reporting is NOT required.
	Report by phone to the DSMS and IRB within 24 hrs. Expedited report to follow within 10 working days.

This includes deaths within 30 days of the last dose of treatment.

	NOTE:  The death of any patient on a clinical trial is considered a Serious Adverse Event, regardless of attribution and is required to be reported immediately to the DSMS, IRB, and study sponsor.


Cooperative Group Trials

Local PIs must report local and national SAEs (IND Safety Reports) and unexpected adverse events from these trials to the DSMS, PRC,  and to the SOM-IRB.  Based on the SAEs and unexpected adverse event reported, the PRC, and/or the SOM-IRB can close a study to accrual and/or require more detailed data and safety monitoring.  

Pharmaceutical Industry Trials

Using either an industry-specified report form, the local PI must report the local and national SAEs (IND Safety Reports) and unexpected adverse events to the DSMS and the SOM-IRB.  Based on the SAEs and the unexpected adverse events reported, the PRC and/or the SOM-IRB can close a study to accrual and/or require more detailed data and safety monitoring.  SAEs that occur with commercially available agents/devices are also reported through Food and Drug Administration Medwatch (http://www.fda.gov/medwatch/index.html).  

Multi-site Investigator Initiated Trials

Using the protocol-specified report form, the PI must report SAEs and unexpected adverse events to the UNC Lineberger Protocol Office which in turn reports directly to the SOM-IRB.   Reports are generated for the DSMS and PRC according to the risk and complexity score.   Based on the SAEs and unexpected adverse events  reported, the PRC, DSMS, and/or the SOM-IRB can close a study to accrual and/or require more detailed data and safety monitoring. 

Using the protocol-specific report forms and Medwatch, the local PIs must report SAEs and unexpected adverse to the UNC Lineberger Protocol Office.  Events reported to UNC from individual multi-sites follow the same time sensitive reporting to regulating bodies.  UNC Lineberger Protocol Office will forward the completed Medwatch form.   Aggregate summary reports compiled from protocol specific studies are then submitted quarterly to the DSMS, PRC, SOM-IRB, and the PIs at all individual sites.  The summary reports are then submitted to their local PIs IRBs.  

SAEs that occur with commercially available agents/devices are reported through Food  and Drug Administration Medwatch (http://www.fda.gov/medwatch/index.html).  

NCI/NIH Grant and Contract Mechanisms

In addition to reporting of all local and national SAEs and unexpected adverse events to the Cancer Center's DSMS and SOM-IRB, principal investigators of these trials must report to the NCI using use the AdEERS (Adverse Event Expedited Reporting System).  

Auditing


The Cancer Center audits investigator-initiated and NCI-funded clinical and prevention therapeutic trials for data accuracy and completeness through its Oncology Protocol Review Committee and Oncology Protocol Office audit process.  For Cooperative Group and industry-sponsored trials, the sponsors conduct the audits.  If an industry-sponsored trial does not include an audit procedure, the PRC may require a local audit.  

Audits take place in conjunction with the trial's annual (IRB anniversary date) application for continuation (or closure).  An independent auditor reviews records for three randomly selected accruals or for 10% of the total accrual, whichever is higher.  A summary of the audit findings goes to the trial PI and the PRC.  A rating of less than satisfactory may trigger audit of additional records, a full audit, or a repeat audit before the next schedule audit.  The PRC reports substantial and/or serious protocol deviations to the UNC Lineberger Associate Director for Clinical Research, the UNC Lineberger Director, the SOM-IRB, and to the trial sponsors.  The Associate Director and Director, in concert with the study PI, PRC Director, and a representative of the SOM-IRB, discuss appropriate action, including suspension of accrual, trial closure, and/or censure/suspension of the PI.

f:/mike/admin/dsmp90drft.doc
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Appendix 1.  Responsibility for Data and Safety Monitoring 



Appendix 2: Charter for the Data Safety Monitoring Board (DSMB) of the University of North Carolina at Chapel Hill School of Medicine

This charter:

· Describes the composition of the DSMB

· Details the roles and responsibilities of DSMB members

· Outlines the responsibilities of Principal Investigators and Sponsors

· Lists important contact persons 

This Data Safety Monitoring Board (DSMB) is responsible for reviewing data during the course of (1) Phase III studies, and (2) earlier-phase high-risk studies where, by agreement with PI, sponsor, and/or IRB, DSMB data review is deemed necessary, in order to ensure the safety of participating subjects.  This DSMB will review data ONLY from single-site UNC School of Medicine trials and from trials for which UNC is the sponsor or coordinating center.  Investigators with commercially or governmentally sponsored trials will normally work with their sponsor's DSMB.

2.
DSMB Composition

The DSMB shall be a multidisciplinary team including faculty members from relevant medical disciplines and a biostatistician. A list of DSMB members will be found in Appendix 1.

DSMB membership will commence once the member is appointed by the Dean of the UNC School of Medicine and last for a 3-year term. If a member should leave the DSMB, the remaining members will select his/her replacement from a list of names furnished by the UNC School of Medicine. A member of the DSMB can be removed due to poor attendance, inadequate demonstration of effort, unprofessional conduct and /or failure to act in accordance with the objectives of the DSMB.

3.
DSMB Functions and Activities

The DSMB will undertake the following activities to fulfill its charge:

·
The DSMB shall have the responsibility of ensuring the safety of subjects enrolled in multicenter phase III clinical trials, or in other trials deemed by prior agreement to need DSMB review, in which the UNC School of Medicine is the coordinating center, or sponsor.


The DSMB will make available to investigators (1) a Protocol Design Information Sheet to be completed before study enrollment begins, (2) a model Interim Data Reporting Form for periodic reporting of SAEs, and (3) a model Annual Data Reporting Form for annual reporting of all AEs.


In collaboration with the PI and study biostatistician, the DSMB will set data monitoring/reporting requirements before study enrollment begins.

·
Members will review the interim analysis plan to ensure the analyses planned will provide necessary information for DSMB decisions.

 ·
Members will participate in specification and review of all tables and specifications for data that they will review in accordance with timelines established by agreement with the PI.

 ·
The DSMB will have face-to-face meeting(s) to review and discuss results of the interim analysis.

 ·
The DSMB may also have face-to-face meeting(s) as prompted by unplanned interim analyses deemed necessary because of safety concerns.

 ·
The DSMB staff will prepare minutes of each meeting within ten (10) working days of each meeting. These minutes will be circulated for approval and should be finalized by twenty (20) working days following the meeting.

4.
Guidelines for Members

In order for the DSMB to fulfill its responsibilities, the members will observe the following guidelines:

·
Members are free of apparent conflicts of interest involving financial, scientific or regulatory matters. In case of any question of conflict of interest, standards used by the NIH in determining conflict of interest for advisory committee members and investigators shall apply.

·
Members are ethically and scientifically supportive of the trial objectives and design.

·
Members are guided not only by pre-specified study performance criteria such as early stopping rules but also by a blinded and, if necessary, unblinded review of all relevant data prior to making significant decisions

·
The DSMB members will review data and pertinent procedures in order to be confident that the data on which the decisions are based are accurate and complete.

·
All decisions of the DSMB shall be independent.

5.
Meetings

An initial DSMB meeting with the Principal Investigator and study biostatistician shall take place at the time of protocol submission to the IRB, if the PI or sponsor requests the DSMB’s involvement, or as soon thereafter as feasible if the IRB requests the DSMB’s involvement.  At that meeting, data reporting requirements will be established and preliminary schedules for data reporting and planned meetings will be developed.

The Principal Investigator will be responsible for providing DSMB members with regular updates of a window of possible dates for the interim analysis so that members can plan their schedules accordingly.

The DSMB will work with the Principal Investigator to agree on a reasonable cutoff date for receipt of data for each meeting. The Principal Investigator and study biostatistician will work with the DSMB for appropriate cleaning of data to be viewed at DSMB meetings and resolution of questions arising during the data analysis. The Principal Investigator will turn over to the chairperson of the DSMB evidence of validation of all computer programs used to generate reports and analyses for each DSMB face-to-face meeting and teleconference. These documents should be made part of the minutes of each meeting.  All formal reports will be circulated to DSMB members no later than one week prior to each DSMB meeting.

The meetings will consist of open and closed sessions. The open session will provide a forum for exchange of information among the DSMB members, Principal Investigator and study biostatistician. During the open session the Principal Investigator will present a brief summary report of the study progress, including enrollment rates, data collection, data quality. This will be an opportunity for the Principal Investigator to ask advice from the DSMB on any matter concerning conduct of this trial.

Only DSMB members will attend the closed session. During this session the DSMB will address issues regarding (1) safety concerns, (2) efficacy concerns, (3) termination of the trial due to pre-specified stopping criteria, (4) termination of the trial due to safety and other ethical concerns. The DSMB will be furnished with relevant information by the Principal Investigator to make these decisions. During this session the DSMB members may ask the Principal Investigator to provide them with data that is partially unblinded (i.e., treatment A or treatment B without revealing what treatment A and B represent) or completely unblinded (i.e., identify treatment group).

In addition to the open and closed sessions, the voting members of the DSMB may meet in an executive session at their discretion.

The DSMB will:

· Review the protocol and any protocol amendments.

· Review the interim analysis monitoring plan, make recommendations, and give approval.

· Review interim analysis reports and meet as a group.

· Communicate recommendations in writing to the Principal Investigator.

The DSMB will review monthly safety reports of accruing serious adverse event data between formal DSMB meetings. If there is concern about any safety results, the board will take appropriate action. This may involve a request for additional information, or a request for an early, unscheduled meeting of the DSMB with the Principal Investigator and study biostatistician.

After each meeting that includes review of data, the DSMB will recommend one of the following actions to the Principal Investigator:

· Continue the study according to the protocol.

· Modify the study protocol. Modifications may include such items as changes in the inclusion/exclusion criteria, nature and frequency of safety monitoring, study procedures, study drug/intervention dosing, consent form changes, subject renotification, and any other changes deemed necessary.

· Discontinue one or more study arms.

· Discontinue the study.

The DSMB may request additional data, analyses, or meetings to address specific concerns. The DSMB may hold additional meetings without the knowledge of the sponsor or Principal Investigator. 

The DSMB will refrain from revealing to the sponsor, Principal Investigator or any other party information that would lead to compromising the integrity of the trial. In particular, the following guidelines will be followed with respect to the dissemination by the DSMB of interim analysis results:

·
Individual patient treatment assignments will not be revealed

·
Individual center results will not be revealed

·
The magnitude of treatment differences in efficacy will not be revealed

·
Study results will not be communicated to investigators

·
The DSMB will not make any public disclosures of its discussion and 
decisions

·
The DSMB will complete a brief report documenting decisions and rationale behind the decisions. This report will be conveyed confidentially to the Principal Investigator and sponsor, who, in turn, will forward it to appropriate regulatory agencies. A copy of the report will also be made available to the UNC School of Medicine IRB, in a form that does not contain information that could compromise the integrity of the trial.

·
All DSMB decisions will be deemed advisory to the Principal Investigator. 
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