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1.0

Introduction
Lineberger Comprehensive Cancer Center supports selected and varied clinical
research with a continuing strategic emphasis on clinical research, novel
therapeutics, correlatives, and behavioral interventions. This research is
conducted with a commitment to patient safety, research quality, and institutional
integrity. This Data and Safety Monitoring Plan addresses the monitoring of
patient safety and assessing study progress; the reporting of adverse events and
unanticipated problems; and the accuracy and integrity of research data and
protocol compliance. For the purposes of this document, the operational
definition of a clinical trial as defined by the National Cancer Institute (NCI) is:
“a prospective study involving human subjects designed to answer specific
questions about the effects or impact of biomedical or behavioral interventions;
these may include drugs, treatments, devices, or behavioral or nutritional
strategies. Participants in these trials may be patients with cancer or people
without a diagnosis of cancer but at risk for it.” In the area of molecular or
imaging diagnostics, we consider a study to be a treatment clinical trial if it uses
the information from the diagnostic test in a manner that somehow affects medical
decision-making for the study subject. In this way the information from the
diagnostic may have an impact on some aspect of outcome, and assessment of
this impact may be a key goal of the trial. By contrast, studies that do not use
information from the diagnostic test in any manner that can affect the outcome of
study subjects but whose objective is only the gathering of data on the
characteristics of a new diagnostic approach are not treatment clinical trials and
are not covered by this policy unless performing the diagnostic test itself imposes
some risk on study subjects. Behavioral clinical trials test interventions aimed at
eliminating or reducing human activities associated with enhanced cancer risk,
such as tobacco use, poor nutrition, and sun exposure, or eliminating or reducing
morbidity associated with cancer screening, diagnosis, and treatment are
included.

2.0

Monitoring the Progress of Trial and the Safety of Participants

2.1

Overview
The Lineberger Comprehensive Cancer Center (LCCC) has a centralized clinical
trials infrastructure that supports clinical trials activities. LCCC trials are
monitored in many ways during development and throughout the lifecycle of the
research protocol. All oncology trials in LCCC go through a central protocol
review and monitoring system (PRMS) as well as a data and safety monitoring
process. Several committees provide institutional oversight including the Protocol
Review Committee (PRC), Compliance Committee, Data Safety Monitoring
Committee (DSMC), and the UNC Institutional Review Board. Additionally, the
North Carolina Translational and Clinical Sciences (NCTraCS) Institute Data
Safety Monitoring Board (NCTraCS DSMB) will arrange review upon request
data from local, investigator-initiated clinical trials approved by the UNC
Biomedical IRB. That independent NCTraCS DSMB serves at a higher-level
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second tier review of the LCCC DSMC by reviewing and approving the DSMC
committee’s minutes. Additional monitoring processes, such as central
participant registration and central management of research data, are incorporated
into the LCCC data safety monitoring process and are handled by LCCC’s core
services such as the Clinical Protocol Office (CPO). All protocols with cancer as
the primary disease fall under the jurisdiction of this oversight.
Please refer to Appendix A, which describes the overall structure of the clinical
trial support system.
2.2

Institutional Oversight of Clinical Trials

2.2.1

Prior to Protocol Activation

2.2.1.1

Disease Program Review
Protocol Office Disease Teams complete a preliminary review of all proposed
protocols for feasibility and determine priorities within the Disease Program.

2.2.1.2

Resource Feasibility and Assessment Team (RAFT)
As stewards of LCCC resources, RAFT is charged with improving trial start-up
prioritization and resource allocation of Cancer Clinical Trials managed by the
Clinical Protocol Office. RAFT reviews and approves all new studies in order to
determine that the trials are feasible to open at LCCC and that proper resources
are available to support trial success.

2.2.1.3

Protocol Review Committee (PRC)
The Oncology Protocol Review Committee (PRC) is a multidisciplinary standing
committee of the UNC Lineberger Comprehensive Cancer Center (LCCC) and
the UNC Clinical Cancer Program; a joint entity of UNC Lineberger, UNC
Hospitals and the UNC School of Medicine. The PRC’s responsibility is the peer
review of investigator initiated, industry sponsored and cooperative group
research protocols involving cancer patients, or those conducted by UNC
investigators with a focus on cancer, prior to submission of the protocol to the
UNC Institutional Review Board (“IRB”). The PRC’s primary function is to
ensure the scientific quality and patient safety of proposed studies and protocol
amendments. Additionally, during the PRC’s initial review of a study the PRC is
responsible for stratifying the studies by both risk and complexity. This
stratification is used by other committees under the PRMS to determine frequency
and complexity of their subsequent initial and continuing reviews of the protocol.
Please refer to Appendix C and Appendix F for additional information in regards
to the DSMC and Monitoring.
PRC membership includes a Chair, Co-Chair, patient advocate, minority
specialist, specialized ad hoc Members, and representation from biostatisticians
and clinical researchers. Members are selected by a group of LCCC leadership,
2
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including the Deputy Director of Clinical Research and the PRC Chair. The PRC
Coordinator shall maintain the list of all current PRC Members.
PRC Members receive submitted study materials prior to the meeting, with
applicable new studies reviewed by three Reviewers (two clinicians and one
biostatistician). PRC decisions occur based on review discussions held during the
meeting and voted on by all non-conflicted Members. Studies which qualify for
Administrative review (e.g., cooperative group/externally reviewed trials) are
reviewed off-meeting by one Reviewer (clinician or social scientist) and a
biostatistician, if requested. Studies which qualify for Expedited review (e.g.,
observational trials or correlative studies) are also reviewed independently
outside of the meeting by one Reviewer (clinician or social scientist) and a
biostatistician, if requested. Members who conduct Administrative or Expedited
reviews may request that those trials be discussed during a full board meeting, if
deemed necessary by the Reviewer.
The committee members are notified of the conflict of interest policy, and
members recuse themselves if there is a conflict of interest with the protocol being
reviewed. If a conflict of interest exists between a reviewer and his/her assigned
project, it is the reviewer’s responsibility to notify the PRC Coordinator.
Scientific review occurs prior to IRB review. New protocols are not forwarded to
the UNC IRB until a determination has been made that the investigators have
adequately responded to all conditions for PRC approval. Amendments may also
require review by the PRC, before UNC IRB review.
Please refer to Appendix B, which describes the PRC Charter, Evaluation Forms,
and Guidelines on Expedited Review Assignments.
2.2.1.4

Office of Human Research Ethics (OHRE) - UNC IRB
The Office of Human Research Ethics (OHRE) is responsible for ethical and
regulatory oversight of research at UNC-Chapel Hill that involves human
subjects. The OHRE administers, supports, and guides the work of the
Institutional Review Boards (IRBs) and all related activities. Any research
involving human subjects proposed by faculty, staff, or students must be reviewed
and approved by an IRB before research may begin, and before related grants
may be funded. OHRE and the IRBs are critical components of the coordinated
Human Research Protection Program, which serves to protect the rights and
welfare of human subjects. All components of this program must work together
to ensure institutional compliance with ethical principles and regulatory
requirements.
The UNC Institutional Review Board is comprised of six Committees, which are
registered with the Office of Human Research Protections (OHRP). IRB
Committees B and D review and approve all new protocols focusing on risk
versus benefit for the participants involved in Cancer research and assure their
protection to the maximum extent possible.

3
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The UNC IRBs are formally designated to review and monitor research involving
human subjects to protect the rights and welfare of the subjects. They also provide
oversight and monitoring of such protections. The mission of the IRBs is to
review research involving human subjects and to ensure that the risks and benefits
of the research are appropriate and to ensure that there is full compliance with
Federal regulations for the protection of human subjects in research.
Prior to initiating an IRB application, new researchers are required to complete
an introductory online course in human research ethics (CITI Human Research
Ethics), as well as to familiarize themselves with the UNC IRB submission and
review process which contains brief descriptions of the types of IRB review; the
typical timeframe for IRB application submission and review; how IRB decisions
are communicated; the approval period; and post-approval submission and review
procedures.
The IRBs review all research involving human subjects and have the authority to
approve, require modifications in, or disapprove all research activities, including
proposed changes in previously approved human subject research. They also
have the authority to suspend or terminate research for serious or continuing noncompliance with the Common Rule, DHHS regulations, and FDA regulations, or
its own findings, determinations, and requirements. The IRBs have the authority
to observe and/or monitor UNC research to whatever extent it considers necessary
to protect human subjects.
Further information regarding the Office of Human Research Ethics (the UNC
IRB) may be found within their SOPs (http://ohresop.web.unc.edu/).
2.2.1.5

UNC Institutional Biosafety Committee
The UNC Institutional Biosafety Committee was established to review
recombinant DNA research conducted at or sponsored by UNC for compliance
with the National Institutes of Health (NIH) guidelines and approve those
research projects that are found to conform with the NIH Guidelines. The
Institutional Biosafety Committee meets the requirements of the North Carolina
Open Meetings Law. The IBC at UNC-CH was established in 1978. Further
information regarding IBC membership, roles/responsibilities, functions, and
activities may be found in the IBC charter:
https://ehs.unc.edu/committees/ibc/charter/.

2.2.1.6

UNC Radiation Safety Subcommittee
The UNC Radiation Safety Subcommittee review applications for human use of
Ionizing Radiation in Research; specifically those in which exposure is above the
standard of care.

4
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2.2.2
2.2.2.1

Post Activation and Ongoing Monitoring
Protocol Review Committee (PRC)
Per NCI guidelines, the LCCC PRC conducts an annual scientific progress review
of its clinical trials. The PRC is responsible for performing the annual scientific
review of protocols, including a review of study accrual, outcomes, and the
feasibility for completion of the study within a reasonable time frame. This
includes review of any new scientific findings or changes to the protocol that may
affect the likelihood of completion of the study. The PRC also is responsible for
monitoring trial accrual and has the authority to close trials due to slow accrual.
Additionally, the PRC is responsible for reviewing any protocol amendments that
may affect the scientific merit of the study.
Please refer to Appendix B, which describes the PRC Charter, Evaluation Forms,
and Guidelines on Expedited Review Assignments.

2.2.2.1.1

Renewal Reviews
The PI and appropriate study staff receive written notification via email of
PRC decisions. The PRC reviews for progress towards scientific goals (with
specific requirements for low accruing studies, defined as those which are
performing at 40% or less of their stated annual accrual goal, or at 40% or
less of overall goal at the halfway point of the study). Studies that amend
their annual accrual goal to address low accrual (thereby extending the
overall time it will take to accrue) must also provide a scientific rationale
for the extension (to ensure the study is still scientifically meaningful). The
PRC also reviews information regarding any modifications that may have
taken place over the prior cycle, as well as reports containing DSMC/B,
safety, audit and monitoring information (as applicable). Possible outcomes
are as follows:
1. Approval: Study is approved without condition, comment, or concern.
2. Approval with Comments: PRC review generates comments that are felt
to be useful for consideration by the PI/Sponsor, but does not generate
required changes or updates to the protocol prior to receiving an
approval letter.
3. Approval with Six-Month Re-Review: Concerns generated regarding
the low accrual of a trial result in a scheduled re-review in six months
from renewal review date. Studies are typically provided with a specific
accrual bar to reach (e.g., “five (5) patients in six months”) based on the
existing accrual goals. Trials that do not reach this goal in the timeframe
allotted are considered for PRC Administrative Closure.
4. Decision Tabled Pending PI Response: PRC review generates concerns
that require input from the study PI. The PI and study team receive
written notification of the decision with a two-week deadline for
response. The response is then sent back to the Reviewer and PRC Chair
for consideration and ultimate determination.

5

UNC Lineberger Comprehensive Cancer Center
Institutional Data and Safety Monitoring Plan

5. PRC Administrative Closure: Study is closed to accrual effective as of
the notification date. This is enacted when studies have failed to meet
the required bar set by six-month re-review or, if at time of annual
renewal, there are concerns about performance or aspects of the trial that
warrant immediate closure to further accrual.
6. Renewals of Rare Disease Trials: Rare disease subsets are defined as a)
a subset that involves ≤6 newly diagnosed persons out of a larger
population of 100,000 persons per year (≤6/100,000 per year) (as
defined by the NCI’s International Rare Cancer Initiative), or b) a subset
that involves a rare molecular marker or a rare indication for treatment.
Pursuant to the guide for the NIH Core Grant, “[u]nique considerations
may apply to trials of rare diseases . . . which do not accrue rapidly.”
Therefore, cover sheets submitted with these renewals will clearly
indicate that the trial enrolls a rare disease population, with references
to relevant documentation. If the accrual for a rare disease study is
below the stated accrual goals, Reviewers will note on the evaluation
forms that the rarity of the disease has been considered, although study
teams will still be required to submit an action plan regarding improving
accrual going forward. The rare disease determination will also be noted
in the minutes.
2.2.2.1.2

Amendment Reviews
Amendment which involve a substantive change to the science or safety of
the protocol will be reviewed to ensure the continued safety and
effectiveness of studies conducted at LCCC. Amendments will be reviewed
by the PRC Chair to determine if the amendment qualifies for an Expedited
review or will be submitted for a Full Board review.
For pharmaceutical or other institution studies amendments that require
review include:
1. Adding a new drug to patient treatment or adding another
treatment/treatment arm (e.g. radiation, surgery, etc.)
2. Changing the primary objective of the study.
For UNC Lineberger investigator initiated studies amendments that require
review include:
1. Adding a new drug to patient treatment or adding another
treatment/treatment arm (e.g. radiation, surgery, etc.)
2. Changing the primary objective of the study.
3. Adding or subtracting an element from the study that changes the
statistical design.
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2.2.2.2

Office of Human Research Ethics (OHRE) - UNC IRB
Continuing Review occurs at least annually for all protocols under the
jurisdiction of the UNC IRB with the exception of qualifying non-federally
funded minimal risk studies. For clinical trials the review focuses on the risks,
benefits, adverse event reports, other events (including deviations, violations,
exceptions and unexpected problems) and the overall progress of the research.
Additionally, amendments are reviewed by the UNC IRB prior to
implementation. The IRB determines when it is necessary to inform
participants of any new findings that reveal additional risk or information that
may alter their willingness to participate in the trial.
Further information regarding the Office of Human Research Ethics (the UNC
IRB) may be found within their SOPs (http://ohresop.web.unc.edu/).
For events meeting the definition of an unanticipated problem affecting subjects
and/or others (UPIRSO) or major protocol violations, a pre-review is conducted
by the Safety and Welfare Analysis Group (SWAG), working closely with the
UNC IRB Safety Committee. This group closely scrutinizes safety reports and
summary listing of new safety information (NSI) reports per protocol. When
there is any question, the PI is questioned further, and more information is
obtained. When action is needed, the group may propose and carry out any
action deemed necessary. Events that are determined during SWAG screening
to require full board review are reviewed by the full board IRB Safety
Committee. The Safety Committee determines whether events meet the
definition of an UPIRSO, serious or continuing noncompliance, and
termination of IRB approval. These findings are then reported to appropriate
federal agencies as required by the regulations.
Further information regarding the Office of Human Research Ethics
management of new safety information may be found within OHRE SOPs
(https://ohresop.web.unc.edu/files/2018/04/1402-Management-of-NewSafety-Information-6.2.2017.pdf).

2.2.2.3

UNC Institutional Biosafety Committee
Subsequent changes (e.g., changes in the source of DNA or host-vector system)
must be submitted to the IBC for review and approval. Further information
regarding IBC membership, roles/responsibilities, functions, and activities may
be found in the IBC charter https://ehs.unc.edu/committees/ibc/charter/.

2.2.2.4

Study Team Meetings
Meetings/teleconferences will be held at a frequency dependent on study accrual.
These meetings will include study team members such as the investigators as well
as study coordinators, data coordinators, regulatory associates, clinical data
management associates, and any other relevant personnel the Principal
Investigator may deem appropriate. At these meetings, the research team will
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discuss all issues relevant to study progress, including enrollment, safety,
regulatory, data collection, etc.
The team will produce summaries or minutes of these meetings. These summaries
will be available for inspection when requested by any of the regulatory bodies
charged with the safety of human subjects and the integrity of data including, but
not limited to, the oversight of Office of Human Research Ethics (OHRE)
Biomedical IRB, the Oncology Protocol Review Committee (PRC) or the North
Carolina TraCS Institute Data and Safety Monitoring Board (DSMB).
2.2.2.5

Investigational Drug Services (IDS)
The UNC Investigational Drug Service (IDS) pharmacy representatives meet as
needed with representatives from the Clinical Protocol Office to review the
policies and procedures in place that relate to investigational drugs. Topics
include drug procurement and storage, drug accountability logs, dispensing,
training, quality control procedures and other investigational drug issues. The
Research pharmacists review LCCC Investigator Initiated Trials and seek clarity
as needed, attend the study start up meetings, and develop treatment plans for
Cancer clinical trials within the electronic medical record.
During the clinical trial process, the research pharmacy checks that a participant
is formally enrolled on the research protocol before dispensing investigational
agents. The electronic system (Vestigo) is utilized. In addition, the research
pharmacy confirms that the ordering physician has a current CTEP membership.

2.2.2.6

IND/IDE Safety Reports from External Industry Sponsors
As outlined in the IRB Policy, clinical research staff will promptly submit to the
University of North Carolina-Chapel Hill Institutional Review Board (IRB)
reports (e.g., Safety Letters, Action Letters, Alerts) that have been provided by
the sponsor, for external adverse events that:
1. Meet each of the following criteria, as detailed in 21 CFR 312.32 (c)
and FDA and Office of Human Research Protections guidance:
a. Unexpected, and
b. Related or possibly related to participation in the research, and
c. Serious or otherwise one that suggests that the research places
subjects or others at a greater risk of physical or psychological
harm than was previously known or recognized,
AND
2. Include the two following elements:
a. A clear explanation of why the adverse event or series of adverse
events has been determined to be an unanticipated problem
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b. The implications for the conduct of the study (e.g., requiring
subject notification, and/or requiring a significant, and usually
safety- related, change in the protocol such as revising
inclusion/exclusion criteria or including a new monitoring
requirement, informed consent, or investigator’s brochure).
2.2.2.6.1

External Safety Reporting Process
Event

Effect

External
UPIRSO

Changes to
research,
protocol/consent

External
UPIRSO

NO change to
research, does
not meet above
criteria for
reporting

External
nonUPIRSO

NO change to
research

Sponsor
Provide
documentation to
support determination
of UPIRSO (i.e., why
criteria are met) and
implications or
changes for study
conduct (i.e., revised
protocol, consent, IB)
Provide summary to
LCCC investigator
including explanation
of why no changes to
research plan are
needed
Do not submit or
send to LCCC
Investigator

LCCC Investigator
Review report and
submit to UNC IRB
promptly

Review report. No
need to submit to
UNC IRB.

No need to review or
submit to UNC IRB:
Clinical research staff
are not required to
review or retain
copies
The information in the report will be used to support the sponsor’s proposed changes
in the research activity to the UNC IRB.
The Food and Drug Administration (FDA) and the OHRP state that it is neither useful
nor necessary that reports that do not meet the above criteria be distributed routinely to
investigators or IRBs at all institutions conducting the research. Effective January 1,
2017 LCCC Investigators and the UNC IRB will not review or retain these types of
reports (paper or electronic copy).
For further understanding, please refer to the UNC IRB’s policy: Management of New
Safety Information.

2.2.2.7

Auditing
Lineberger Comprehensive Cancer Center audits investigator initiated
therapeutic trials to authenticate compliance and capture of accurate data. These
audits are conducted by the Office of Clinical Trials (OCT) under the UNC
Clinical Trials Quality Assurance Program (CTQA) on behalf of the UNC LCCC
9
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as further described in Section 2.3.6. For externally sponsored studies, routine
audits are the primary responsibility of the study’s sponsor or their designee, such
as Theradex auditing NCI-sponsored studies. However, LCCC Leadership or the
Compliance Committee may request an audit be conducted on any study managed
under the purview of the DSMP, including industry and NCI sponsored studies.
Specifically, these audits may be conducted per external sponsor request, due to
findings from an external sponsor during the conduct of the study (including but
not limited to monitoring findings, auditing findings and excessive deviations),
finding from an internal and/or external sponsor on other studies for which the PI
has oversight, allegations of noncompliance, preparation for an FDA inspection
or other stimuli per LCCC Director discretion. These audits are facilitated by the
Compliance Coordinator in conjunction with the UNC Office of Clinical Trials.
OCT provides finalized audit reports to the principal investigator, LCCC
Director, LCCC Deputy Director Clinical Research, LCCC CPO Director, LCCC
CPO Assistant Director of Regulatory and Compliance, and the Compliance
Coordinator. The Compliance Coordinator forwards finalized audit reports on to
the PI, and study staff. If findings are determined to be office-wide, the
compliance staff and CPO management develop a CAPA to address the finding.
All required action items are addressed by the PI and study staff and documented
in the study files. Findings that require a response to OCT may include a studyspecific CAPA developed by the study team under PI guidance, and/or a CPOwide CAPA provided by the compliance department. All auditors report to the
UNC Office of Clinical Trials to minimize the potential for institutional bias or
conflict of interest inherent between clinical investigators and audit functions at
the same institution. Responses and/or CAPAs for UNC are reviewed by OCT to
determine if they are acceptable or if further follow-up is required.

2.3

Additional Oversight Provided to Investigator-Initiated Trials (IITs) Post
Activation
The internal monitoring program ensures compliance with requirements of the IRB
approved protocol, appropriate protections of clinical trial participants, accuracy
and completeness of clinical trial data, requirements for safety reporting to local
and federal regulatory and data safety monitoring authorities, and clinical trial drug
management.
All UNC LCCC investigator-initiated trials, whether at UNC or a multi-center site,
conducted under an IND/IDE must, by federal regulation, be continuously
monitored by the sponsor. In the case of an investigator held IND/IDE, the
investigator is considered to be the sponsor (sponsor-investigator) and is
responsible for ensuring continuous monitoring. Investigator-initiated trials, which
are not FDA regulated by FDA under an IND/IDE application, warrant similar
continuous monitoring by the Investigator to meet ICH GCP Guidelines.
Lineberger Comprehensive Cancer Center (LCCC) delegates the responsibilities of
monitoring the conduct and progress of the clinical investigations and the

10

UNC Lineberger Comprehensive Cancer Center
Institutional Data and Safety Monitoring Plan

responsibilities for reviewing the evaluating the information relevant to the safety
of the drug to the designated Medical Monitor of a LCCC sponsored investigatorinitiated trial. Typically for LCCC sponsored clinical trials involving the use of an
investigational product manufactured outside of LCCC, the Medical Monitor is also
the Principal Investigator of the study, whereas on trials for which LCCC is also
the manufacturer, LCCC has a separate Medical Monitor and Principal Investigator.
The separation of Medical Monitor and Principal Investigator responsibilities
provides additional oversight and check and balances on higher risk clinical trials.
This policy further provides additional oversight and check and balances to LCCC
sponsored clinical trials by clearly delineating the escalation plan within LCCCC,
the sponsor, for occasions on which additional sponsor review is required.
LCCC Sponsor Escalation Plan

1
Pod Leader: Leader of the clinical trial disease group team. Examples include: Breast Pod, Cellular
Therapeutics Pod, Lymphoma Pod, and Melanoma Pod.

The above delineated escalation plan will be used for occasions during which
additional sponsor review is required. If an individual within the escalation pathway
is the Medical Monitor or Principal Investigator of the trial under discussion (except
in cases on which the noncompliance is in reference to several trials and has not
been previously brought to the individual’s attention by the study team), then this
individual will not be involved in the escalation review. This exclusion in the
escalation pathway will also occur in the event of a personal conflict of interest
such as a financial interest in the clinical trial. If the escalation proceeds to level III
(UNC Lineberger Deputy Director of Clinical Research) review and this individual
has one of the aforementioned conflicts, then the individuals in level II will
determine if they can resolve the issue without further escalation or whether the
event under discussion requires Director level review.
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Any individual within LCCC or UNC can raise an issue of concern or
noncompliance for consideration for escalation. A list of predetermined individuals
who may initiate escalation, will also vet all presented concerns from other
individuals within LCCC or UNC. Having multiple individuals who may initiate
escalation, guarantees an open, safe environment where all individuals who may
discover an event that may require escalation have an opportunity to present this
event for review.
2.3.1. Data and Safety Monitoring Committee (DSMC)
The UNC Lineberger Comprehensive Cancer Center is committed to the safety of
subjects participating in clinical trials. The UNC Lineberger Data and Safety
Monitoring Committee (DSMC) provides on-going safety monitoring for all cancer
center investigator initiated, and NCI Experimental Therapeutics Clinical Trials
Network (ETCTN) interventional oncology clinical trials. This includes
therapeutic, as well as interventional basic science, diagnostic, prevention,
screening, and supportive care studies.
The DSMC reviews regular reports from the trial PI, as well as reports of SAEs and
AEs. Based on these reviews and other information, the DSMC may request
additional data for subject safety, satisfactory data management, quality and
analysis, recruitment, and protocol adherence and may 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 DSMC Chair.
Please refer to Appendix C for the DSMC Charter.
2.3.1.1

DSMC Responsibilities
The DSMC has the following responsibilities:
1. Review trial enrollment and retention;
2. Review all adverse events and Serious Adverse Events (SAEs);
3. Review validity, integrity, and completeness of safety data;
4. Review all protocol deviations including violations, Unanticipated
Problems Involving Risk to Subjects or Others (UPIRSOs), and other
events that would qualify as New Safety Information (NSI) according to
UNC IRB;
5. Refer serious protocol deviations to the UNC IRB if not previously
reported;
6. Review adherence to dose escalation schemes and transitions between
trial phases;
7. Review application of stopping rules; Assess safety data and critical
efficacy endpoints at intervals as defined by the protocol and recommend
whether to continue, modify, or stop a trial.

12

UNC Lineberger Comprehensive Cancer Center
Institutional Data and Safety Monitoring Plan

2.3.1.2

DSMC Recommendations
1. The DSMC may request increased report and review schedule, if
warranted.
2. The DSMC recommends appropriate actions (suspension, closure) as
required.
a. The DSMC reports recommendation of early closure or
suspension directly to the cancer center directors with overall
responsibility, as noted above.
b. The LCCC CPO Director, in concert with the IRB, is responsible
for overseeing the trial closure recommended by the DSMC.
c. The Deputy Director, Clinical Research is responsible for
reporting the suspension or closure an ETCTN trial to the NCI.

2.3.1.3

Research Subject to DSMC Review
The PRC evaluates trials for risk and complexity as referenced in forms attached
to the PRC Charter. The Risk and Complexity ratings determine the frequency
of review by the DSMC and may change over the course of the study. If changes
to risk or complexity are significant, the DSMC reviews schedule changes
accordingly.
Trials monitored by the LCCC DSMC will remain under the purview of the
DSMC until:
1. A review has occurred that concludes the research activity of the last
subject who completed the intervention.
2. DSMC feels there are no patient safety concerns that require further
monitoring. The DSMC will determine the length of continued DSMC
review on a study-by-study basis. The Principal Investigator should
implement recommendations from the DSMC expeditiously. When
requested by the DSMC, the protocol PI will respond in writing to the
DSMC of the actions taken regarding the recommendations and the
reasons for that decision.
3. Data safety and monitoring activities for a therapeutic interventional study
continue until the trial closes to accrual and all patients have completed
treatment and/or until completion of follow up of all patients to the point
at which study-related adverse events would likely no longer be
encountered.
4. For gene therapy trials, the FDA requires subjects be followed for safety
for 15 years. Data and safety monitoring for this population will continue
according to PRC Risk and Complexity rating until 3 months after the
final CAR T cell infusion under that protocol. After that time, and until
15 years after the final CAR T cell infusion under that protocol, the DSMC
will receive a copy of the safety data prepared for the IND Annual Report
at the time of submission to the FDA.
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2.3.1.4

Investigator Reporting
The Principal Investigator or research team designee will prepare a Data and
Safety Monitoring Report for each protocol monitored by the DSMC. This report
will summarize the status of the study, including enrollment and toxicity
information, and may contain recommendations regarding on-study related issues
for consideration by the DSMC.
For Investigator-initiated trials that have a two-stage design with stopping rules,
the Principal Investigator will submit documentation of review of progress to
date, outlining responses or other criteria (e.g., dose limiting toxicities [DLT]
assessments, futility/efficacy assessments, etc.) used in the protocol to determine
moving to the second stage of the trial. Prior to beginning accrual to the second
stage, the DSMC will review the summary and data and approve or disapprove
continuing as planned. Disapproval may occur based on insufficient
documentation supporting assessments, or lack of clarity in the protocol. The
DSMC shall request for clarification from the PI and resubmission for additional
review.

2.3.1.5

DSMC Conflict of Interest Policy
In compliance with the Data and Safety Monitoring Guidelines issued by the NCI
and with the University of North Carolina Conflict of Interest Policy, trials that
involve Data Safety Monitoring Committee members as Principal Investigators,
Co-Investigators, or staff, may not be reviewed, nor voted on, by these members.
Trials in which there is an institutional conflict of interest may require external
reviewers to be part of the DSMC by a minimum of 2, and a maximum of 5
external reviewers as determined by the UNC Institutional Conflict of Interest
Board. The external reviewers will be the lead reviewer assigned to the trials.
Internal and external DSMC members may be present for general review
discussion, to respond to queries from the DSMC, and to provide feedback.
Members are to recuse themselves from any voting relevant to DSMC review. In
the event that the Chair is the Principal Investigator for the study, the Vice Chair
will oversee deliberations and voting.
New members joining the DSMC receive this DSMC Conflict of Interest Policy
and are asked to acknowledge before taking part in formal review.
The DSMC Agenda states members read and signed the conflict of interest
statement and reminds them to recuse themselves at the time of discussion of any
protocol with which they have a conflict of interest. Members are responsible for
declining review responsibilities for any trial for which they have a conflict. Any
conflicts identified at the start of the DSMC meeting are recorded in the meeting
minutes.

2.3.2

Data and Safety Monitoring Board (DSMB)
While the LCCC DSMC is responsible for review of these trials, the North Carolina
Translational and Clinical Sciences (TraCS) Institute Data Safety Monitoring
Board (DSMB) is responsible for reviewing data from clinical trials approved by
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the UNC Biomedical IRB upon request. In instances in which there is a Conflict of
Interest (COI) the PRC and/or IRB may determine that a trial requires an
independent DSMB. In cases such as this, the PI must use the NC TraCS Institute
DSMB as an independent board unless the DSMB Chair directs an alternative
mechanism to fulfill this function.
Accordingly, the minutes of the LCCC DSMC are reviewed by the NC TraCS
DSMB. The UNC School of Medicine North Carolina Translational and Clinical
Sciences Institute Data Safety and Monitoring Board (NC TraCS Institute DSMB)
will adjudicate any disagreements between the DSMC and Principal Investigator.
Please refer to Appendix D for the NCTraCS DSMB Charter.
2.3.3

Compliance Committee
Audits are conducted on Lineberger Comprehensive Cancer Center (“LCCC”)
Investigator Initiated trials to authenticate compliance and capture of accurate data
through LCCC’s Compliance Committee (“Compliance Committee” or
“Committee”). The Compliance Committee was formerly known as the Audit
Committee. The Committee’s main purpose is to support Investigators and staff by
ensuring the safety of study participants and compliance with protocols, regulations
and standard operating procedures (“SOPs”) for the clinical trials conducted at
LCCC. This oversight will be accomplished by establishing a forum for review of
clinical trial activities and dissemination of best practices information.
The Compliance Committee shall be comprised of an independent group of
individuals who have experience and expertise in the management, methodology,
and patient safety monitoring of treatment trials, including clinical investigators,
LCCC management and staff. It shall consist of at least six voting members. The
Compliance Coordinator shall maintain the list of all current Compliance
Committee Members and Chair.
Please refer to Appendix E for the Compliance Committee Charter.

2.3.3.1

Compliance Committee Responsibilities
The Compliance Committee will meet on a monthly basis to perform the
following:
1. Review and approve all Clinical Protocol Office (“CPO”) LCCC
Corrective and Preventative Action Plans (“CAPAs”) for UNC and
affiliate sites. This review may include requiring Root Cause Analysis
(RCA/reactive) or Failure Mode and Effects Analysis (FMEA/preventive)
sessions be conducted by investigators and staff.
2. Review tracking and trending reports of LCCC CPO-wide audit findings.
3. Review monitoring noncompliance concerns as requested by the Assistant
Director, Multicenter Clinical Trial Operations, pursuant to the UNC
Lineberger Comprehensive Cancer Center Clinical Protocol Office
Monitoring Plan.
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4. Review any LCCC IITs in which six months have lapsed without full
implementation of required CAPAs and determine further action.
5. Identify compliance educational needs and work with LCCC leadership
to disseminate findings and recommendations.
6. Review and respond to any compliance concerns escalated by leadership.
2.3.3.2

Compliance Committee Determinations
The Compliance Committee meets monthly, and uses the NCI Clinical Trials
Monitoring Branch (“CTMB”) guidelines to review audit letter findings and
accompanying Corrective and Preventative Action Plans (CAPAs), and identify
necessary recommendations, as follows:
1. Approved – CAPA approved as submitted.
2. Approved with Comments – CAPA approved, with recommended edits
by the Compliance Committee.
3. Contingent Approval – CAPA as written needs further clarification
before approval by Compliance Committee can be obtained.
4. Not Approved – CAPA not satisfactory and must be resubmitted.

2.3.3.3

Compliance Committee Review Letters
Once an overall audit determination has been made, the Compliance Committee
will address audit findings in a letter and send it directly to the Principal
Investigator and appropriate study staff. A Compliance Committee review letter
may include the following:
1. Corrective and Preventative Action Plan(s): PIs may be required to
present a Corrective and Preventative Action Plan in response to the
Compliance Committee’s findings. The PI will submit the CAPA to the
LCCC Audit Coordinator for review within 30 days of notification. The
Compliance Committee will then review, and may choose to approve the
Plan, or request additional information or clarification to ensure
compliance.
2. Additional Auditing for Cause: A rating of Not Approved may trigger
audit of additional records, a full audit, or a repeat audit before the next
scheduled audit.

2.3.4

Data Management
The data from LCCC Investigator initiated trials or NCI-sponsored therapeutic
trials that do not have data management by the sponsor are managed by the Data
Operations team within the Clinical Protocol Office (CPO). This involves a formal
process of case report forms design, forms testing, computerization of data, data
querying for missing or ambiguous data, and data cleaning. Reports are generated
for the study team as requested and the data are analyzed by the Cancer Center
biostatisticians.
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The Clinical Data Management Associates (CDMAs) manage the computerized
databases for UNC LCCC Investigator initiated in-house clinical trials. The
CDMAs:
1. Design data collection forms for clinical trials
2. Initiate, maintain and quality control the computerized data for the clinical
trials
3. Maintain documentation for integrity of the database
4. Provide quality control on data collection methods
5. Monitor the submission of data for the clinical trials
6. Prepare data for analysis
7. Produce regular reports requesting missing data and updates
8. Provide program reports for the study teams
9. Assist in training of research staff in data collection methods.
Clinical Data Management Associates interact with the study team including the
Principal Investigators, Study Coordinators, Project Managers, Regulatory
Associates, and Biostatisticians for quality data assurance and management.
2.3.4.1

Requirements for Data Entry into OnCore
Data is expected to be entered into OnCore within two weeks after a patient’s
study visit. Sites with data greater than 30 days behind in data entry may be placed
on suspension for patient accrual and, if not resolved in a timely manner, may be
withdrawn from study participation. Problems with obtaining data or data quality
are referred to the Principal Investigator, Study team, trial monitor, or LCCC
CPO, depending on the severity of the circumstances. Problems with suspected
misconduct are reported to the Deputy Director for Clinical Research.

2.3.5
2.3.5.1

Monitoring
Overview
The Lineberger Comprehensive Cancer Center (LCCC) Clinical Protocol Office
(CPO) has a monitoring system that falls under the Lineberger Data Safety and
Monitoring Plan (DSMP) and meets 21 CFR 312.53 and 312.56 and ICH E6 5.18
monitoring requirements.

2.3.5.2

Goals of the Monitoring Program
Together with its Medical Monitors and investigators, the LCCC CPO is
responsible for verifying that:
1. The rights and well-being of participants are protected.
2. Reported data are accurate, complete and verifiable from source
documents.
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3. The Trial is conducted in compliance with the currently approved
protocol, other applicable regulatory requirements, and site SOP(s).
In all cases, the Principal Investigator (PI) of the study has the first level of
responsibility for ensuring that the protocol is conducted as approved by the UNC
LCCC Oncology Protocol Review Committee (PRC) and Institutional Review
Board (IRB) and that all reportable events are submitted to the appropriate
regulatory bodies. The PI ensures that the DSMP is followed, that all data
required for oversight of monitoring are accurately reported to the IRB, a Data
Safety and Monitoring Board (DSMB) or the Data Safety and Monitoring
Committee (DSMC) as required, and that all adverse events are reported
according to protocol guidelines and all applicable regulations. The PI or designee
is also required to be available for scheduled appointments with an LCCC CPO
monitor during monitoring visits.
The internal monitoring program ensures compliance with requirements of the
IRB approved protocol, appropriate protections of clinical trial participants,
accuracy and completeness of clinical trial data, requirements for safety reporting
to local and federal regulatory and data safety monitoring authorities, and clinical
trial drug management.
Please refer to Appendix F for the Monitoring Plan Policy and additional
information.
2.3.6
2.3.6.1

Auditing
Overview of the Audit Process
Lineberger Comprehensive Cancer Center audits investigator initiated
therapeutic trials to authenticate compliance and capture of accurate data. These
audits are conducted by the Office of Clinical Trials (OCT) under the UNC
Clinical Trials Quality Assurance Program (CTQA) on behalf of the UNC LCCC.
These audits are facilitated by the Compliance Coordinator in conjunction with
OCT. During the audit, the selected patient charts will also be monitored for
source verification, including OnCore eCRF validation. Additional follow-up or
ad hoc audits will occur as needed.
Audits take place once a trial has accrued its first patient, and at least annually
thereafter until the study is closed to accrual (either overall or at individual site)
and all patients are off-study or in follow-up (either overall or at individual site).
OCT provides finalized audit reports to the principal investigator, LCCC
Director, LCCC Deputy Director Clinical Research, LCCC CPO Director, LCCC
CPO Assistant Director of Regulatory and Compliance, and the Compliance
Coordinator. The Compliance Coordinator forwards finalized audit reports on to
the PI, and study staff. If findings are determined to be office-wide, the
compliance staff and CPO management develop a corrective and preventive
action plan (CAPA) to address the finding. All required action items are
addressed by the PI and study staff and documented in the study files. Findings
that require a response to OCT may include a study-specific CAPA developed by
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the study team under PI guidance, and/or a CPO-wide CAPA provided by the
compliance department. LCCC clinical trials are subject to internal auditing
across all Disease Programs per the internal auditing policies and procedures. The
UNC Internal Audit Program has two full time auditors. All auditors report to the
UNC Office of Clinical Trials to minimize the potential for institutional bias or
conflict of interest inherent between clinical investigators and audit functions at
the same institution. Responses and/or CAPAs for UNC are reviewed by OCT to
determine if they are acceptable or if further follow-up is required.
The Compliance Committee meets following the monthly audit to review internal
audit CAPAs for UNC and multicenter sites. The Compliance Committee Chair
may choose to approve the CAPA, or request additional information or
clarification to ensure compliance. A rating of less than satisfactory may trigger
audit of additional records, a full audit, or a repeat audit before the next scheduled
audit.
Findings of substantial and/or serious protocol deviations may be identified
through several mechanisms, including the audit function described above.
Protocol deviations may also be identified via risk review by the DSMC, by PRC
review at time of annual renewal or when substantive changes are made to the
protocol. Ultimately, institutional response to protocol deviations, including
those discovered by Compliance Committee, PRC, and DSMC, are managed by
OHRE via the IRB in accordance with federal law.
2.3.6.2

Goals of Auditing Program
The goals of the auditing process include:
1. To ensure and confirm ongoing clinical protocol compliance based on
UNC established guidelines, policies and procedures, and in accordance
with federal regulations.
2. To educate the clinical research staff to promote greater awareness and
understanding of policies, procedures and objectives, and to increase
efficiency and consistency in the clinical trial process at UNC.
3. To detect “system” errors in the UNC policies and procedures that leads
to non- compliance or risk to participants. This process allows corrective
actions to be implemented in a consistent manner as well as meet changing
needs across all participating institutions.

2.3.6.3

Reportable Findings
Any audit findings or discrepancies will be investigated by the study team to
ensure a proper understanding of the event and to determine what further action
may be required. As indicated above in Section 2.3.6.1 some audit findings may
require a CAPA that will be reviewed and approved by OCT and/or the
Compliance Committee. Events that meet the criteria for an unanticipated
problem involving increased risk to subjects and/or others (UPIRSO), serious
noncompliance, continuing noncompliance, or other events requiring reporting
per the IRB of Record’s SOPs will be reported to the IRB for review. If the IRB
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determines that the event meets the definition of UPIRSO, serious noncompliance
or continuing noncompliance, or determines that the event will result in a
suspension or termination of IRB approval then as required by 21CFR56.108(b),
the IRB will follow written procedures for ensuring prompt reporting to the
appropriate institutional officials, the FDA and the Office of Human Research
Protections (OHRP). Additionally, in such instances, if LCCC holds the IND for
such a study, then the Medical Monitor may self-report such an instance to the
review team overseeing the affected IND. This report will include information in
regards to the CAPA put in place to ensure that the event is appropriately
addressed to ensure that it does not reoccur.
2.3.7

IND and Clinical Protocol Support and Oversight
The LCCC provides dedicated resources and infrastructure to support IND and
protocol development, initial FDA applications, and ongoing management/
amendments.

2.3.8
2.3.8.1

Multicenter Coordination
Site Qualification
Prior to any external participating site becoming involved with the trial, defined
as sites outside of UNC, a feasibility assessment is performed. As part of the
assessment process UNC LCCC, as Sponsor, is required to submit the following:
1. Protocol
2. Site Qualification Questionnaire for each participating site to determine if
participating sites meet UNC protocol requirements
3. Protocol specific, multicenter monitoring plan for interventional trials, using
UNC templates, which establish a plan for central registration, collection of
SAEs, deviations, and violations and mechanisms to report this information
to sites.
The assigned Project Manager then meets with the PI and study team to review
the protocol, multicenter monitoring plan, and Site Qualification Questionnaires
to ensure all criteria for conducting a PI-Initiated multicenter trial are met.

2.3.8.2

Registration
Within 24 hours of subject consent, all subjects are registered in OnCore (Clinical
Trial Management System) and all informed consent documentation uploaded
into the OnCore Subject Console by a designee from the participating institution.
Upon subject registration completion, the designee alerts the UNC LCCC
Multicenter Office for initial review and assignment. Complete eligibility packets
(institutionally-signed eligibility checklist and full source documentation
confirming eligibility) are uploaded by the institutional designee into the OnCore
Subject Console and the LCCC Multicenter Office concurrently alerted by email
or phone to initiate the review. All subjects must have final eligibility verified by
the UNC Multicenter Project Manager on behalf of the UNC PI prior to starting
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treatment. All subjects must maintain eligibility from the time of this notification
through the beginning of treatment.
2.3.8.3

Team Calls
Teleconferences will be held at a frequency dependent on study accrual. These
meetings will include the investigators, LCCC multicenter staff such as project
managers, clinical data management associates and in-house monitors, as well
applicable multicenter site personnel such as study coordinators, data
coordinators, regulatory associates, and any other relevant personnel the Principal
Investigator may deem appropriate. At these meetings, the research team will
discuss all issues relevant to study progress, including enrollment, safety,
regulatory, data collection, etc.
The team will produce summaries or minutes of these meetings. These summaries
will be available for inspection when requested by any of the regulatory bodies
charged with the safety of human subjects and the integrity of data including, but
not limited to, the oversight of Office of Human Research Ethics (OHRE)
Biomedical IRB, the Oncology Protocol Review Committee (PRC) or the North
Carolina TraCS Institute Data and Safety Monitoring Board (DSMB).

3.0

Training and Standard Operating Procedures

3.1

Training Advisory Group
The purpose of the LCCC Clinical Protocol Office (CPO) training advisory group
is to provide leadership and guidance for the training and career growth of LCCC
CPO staff. The Training Advisory Group supports the mission of the LCCC CPO
- Extraordinary Research; Exceptional Care - and works to fulfill it.

3.1.1

Training Advisory Group Responsibilities
The Training Advisory Group is committed to best practices in the areas of training
and development. In collaboration with the CPO staff, the Training Advisory
Group provides input into initiatives affecting training and development. The goals
of the group include:
1. Best in Class Training Program: Develop a training program that supports
the growth and development of all employees.
2. Design, Develop and Deliver Training: Ensure training is consistent with
SOPs and regulations and supports the critical tasks of the CPO staff.
3. Effective Communication: Establish liaisons within the CPO, encourage
the participation of, and feedback from employees in the training program,
and provide accessible information to employees regarding CPO goals and
training program.
4. Accurate and Timely Documentation of Training: Provide quarterly reports
of training offered, staff attendance and all training currently in
development and/or review.
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3.1.2

Learning Management System
Sakai is an online resource library that references key presentations, policies, and
general information to help investigators and research staff meet their day-to-day
research responsibilities.

3.1.3

Research Staff Orientation
The dedicated CPO Training Coordinator in collaboration with the management
team, has structured a role-based training program which includes onboarding
checklists.
Training is accomplished with both online, self-directed materials, as well as
classroom settings with facilitated discussions and post-tests as applicable to assess
learning.

3.1.4

Human Subject Protection Training
UNC School of Medicine has selected the Collaborative Institutional Training
Initiative (CITI) education program as the preferred method of training for all
personnel participating in research under its auspices. The CITI training consists of
two “Core” courses {Biomedical and Social/Behavioral Research (SBR)}. The
modules, developed by experts in the “IRB Community”, include material that can
be read on screen or printed, followed by a brief on-line quiz. Re- certification is
required every three years.

3.2

Standard Operating Procedure Committee (SOP Committee)
The purpose of the LCCC Clinical Protocol Office (CPO) Standard Operating
Procedure (SOP) Committee is to provide leadership and guidance for the
development and maintenance of office SOPs.
Refer to Appendix G for the SOP Committee Charter.

3.2.1

SOP Committee Responsibilities
The SOP Committee is committed to best practices in the areas of SOP
development and implementation. In collaboration with the CPO staff, the SOP
Committee provides input into initiatives affecting standardization, codification,
and implementation of operating procedures. The goals of the group include:
1. OP Program Development: Create a program to create, codify, standardize,
and review SOPs on an ongoing basis. Subject Matter Experts (SMEs) lead
creation of SOPs and Work Instructions for review and approval by the SOP
Committee.
2. Effective Communication: Establish liaisons within the CPO, encourage
the participation of and feedback from employees on existing and future
SOPs, and provide accessible information to employees regarding SOPs
(including any updates and revisions).
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3. Accurate and Timely Review of SOPs: Provide clear feedback on and edits
to SOPs and finalize SOPs according to established timelines with input
from all relevant users.
4. Creation of SOPs to Ensure Compliance: Lead creation and review of SOPs
and Work Instructions in response to identified noncompliance with the
regulations or other applicable procedures due to lack of standardized
understanding or CPO Office processes.

4.0

Definitions

4.1

Adverse Event
Any unfavorable and unintended sign (including an abnormal laboratory finding),
symptom or disease temporarily associated with the use of a medical treatment or
procedure regardless of whether it is considered related to the medical treatment or
procedure (attribution of unrelated, unlikely, possible, probable or definite). (NIH
Guidelines, January 2001).

4.2

Serious Adverse Event
Any adverse drug experience occurring at any dose that results in any of the
following outcomes: Death, a life-threatening adverse drug experience, inpatient
hospitalization or prolongation of existing hospitalization, and persistent or
significant disability/incapacity, or a congenital anomaly/birth defect. Important
medical events that may not result in death, be life-threatening or require
hospitalization may be considered a serious adverse drug experience when, based
upon appropriate medical judgment, they may jeopardize the patient or subject and
may require medical or surgical intervention to prevent one of the outcomes listed
in this definition (21CFR312.32a).

4.3

Life-Threatening Adverse Event
Any adverse drug experience that places the patient or subject, in the view of the
investigator, at immediate risk of death from the reaction as it occurred, i.e., it does
not include a reaction that had it occurred in a more severe form, might have caused
death (21CFR312.32a).

4.4

Unexpected Adverse Event (FDA Definition)
Any adverse drug experience, the specificity or severity of which is not consistent
with the current investigator brochure; or, if an investigator brochure is not required
or available, the specificity or severity of which is not consistent with the risk
information described in the general investigational plan or elsewhere in the current
application, as amended. “Unexpected” as used in this definition, refers to an
adverse drug experience that has not been previously observed (e.g., included in the
investigator brochure) rather than from the perspective of such experience not being
anticipated from the pharmacological properties of the pharmaceutical product
(21CFR312.32a).
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4.5

Unexpected Adverse Event (NCI Definition)
Any adverse event which is not listed in the NCI Agent Specific Expected Adverse
Event List. This list is updated electronically in real time.

4.6

Attribution
The determination of whether an adverse event is related to a medical treatment or
procedure. Attribution categories:

4.6.1

Definite
The adverse event is clearly related to the investigational agent(s), device(s) or
procedure(s).

4.6.2

Probable
The adverse event is likely related to the investigational agent(s), device(s) or
procedure(s).

4.6.3

Possible
The adverse event may be related to the investigational agent(s), device(s) or
procedure(s).

4.6.4

Unlikely
The adverse event is doubtfully related to the investigational agent(s), device(s) or
procedure(s).

4.6.5

Unrelated
The adverse event is clearly NOT related to the investigational agent(s), device(s)
or procedure(s).

5.0

Reporting of Temporary or Permanent Suspension of IRB
Approval to NCI
All temporary or permanent closure determinations made by the IRB or UNC
LCCC due to non- compliance or safety concerns will be reported by OHRE to the
NCI Grant Program Director on NCI-sponsored clinical trials (non-cooperative
group studies). These closures will be reported to the NCI Program Director within
10 working days of the determination.

6.0

Conflict of Interest (COI)

6.1

Individual COI
The University of North Carolina at Chapel Hill recognizes that conflicts of interest
will arise from the research enterprise, from technology transfer activities, and from
the many facets of our investigators’ professional activities. We seek to identify
and manage these conflicting relationships, restricting activities where necessary,
to preserve transparency, independent decision-making, protection of research
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subjects, and integrity of the educational experience. See Individual Conflicts of
Interest and Commitment Policy: https://unc.policystat.com/policy/4490547/latest/
6.2

Institutional COI
In addition to conflicts arising from individual investigator interests, the
University’s financial holdings, intellectual property agreements, and the personal
interests of its officials may give rise to conflicts of interest related to potential
business transactions or research activities. The University is committed to
ensuring the integrity of its decision-making processes. See Institutional COI
Policy:
https://unc.policystat.com/policy/4511007/latest/
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7.0

Appendices
The appendices in this section are provided as reference materials to the DSMP.
They may be amended and replaced within this appendix without formally
amending the entirety of the DSMP document.
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7.1

Appendix A: Safety Reporting Relationships
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Audit reports routed to PRC for review of findings

Reviews audit findings requiring CAPAs for UNC
single‐ and multi‐center IITs and provides triage
to escalate findings that require additional
review

Compliance Committee

Multidisciplinary body for peer review of
scientific merit, determination of monitoring
frequency, and progress of clinical trials

Protocol Review Committee (PRC)
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Audit reports routed to
Compliance Committee for
review of findings

Responsible for conducting audits and
submitting audit reports to Compliance
Committee, PRC, DSMC, Medical Monitor, and
the study team for review and discussion during
POD meetings or team calls

Office of Clinical Trials (OCT) Auditors

Provides ongoing safety monitoring for IITs and ETCTN
interventional clinical trials to ensure safety of study
participants

LCCC Data Safety Monitoring Committee
(DSMC)

PRC approved protocols and
amendments submitted to IRB for review

Conducts evaluations of adverse events and interim
analyses of safety and efficacy of IITs

Review trial conduct of IITs to
ensure adherence to the protocol

LCCC CPO Monitors
Study Team

Reviews, approves, and
monitors all clinical research
to ensure institutional
compliance with ethical
principles and regulatory
requirements

UNC Biomedical IRB

Meetings for the PI, clinical, regulatory, and
data teams to review and discuss patients,
data, regulatory and monitoring findings

Determinations / responses
from PI/Study team

Audit reports routed to PI/Study team for review
and action on findings

Monitoring reports routed to PRC
for review of findings

NC TraCS Data Safety Monitoring Board
(DSMB)

Monitoring reports
routed to DSMC for
review of findings

Appendix A – Safety Reporting Relationships

Determinations /
responses from
PI/Study team
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7.2

Appendix B: PRC Charter, Evaluation Forms and Guidelines on Expedited
Review Assignments
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CHARTER FOR THE
PROTOCOL REVIEW COMMITTEE
UNC LINEBERGER COMPREHENSIVE CANCER CENTER

Version 1.0
April 2019
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CONFIDENTIAL
PROTOCOL REVIEW COMMITTEE CHARTER

I.

Purpose

The Oncology Protocol Review Committee (PRC) is a multidisciplinary standing committee of
the UNC Lineberger Comprehensive Cancer Center (LCCC) and the UNC Clinical Cancer
Program; a joint entity of UNC Lineberger, UNC Hospitals and the UNC School of Medicine. The
PRC’s responsibility is the peer review of investigator initiated, industry sponsored and
cooperative group research protocols involving cancer patients, or those conducted by UNC
investigators with a focus on cancer, prior to submission of the protocol to the UNC Institutional
Review Board (“IRB”). The PRC’s primary function is to ensure the scientific quality and patient
safety of proposed studies and protocol amendments. This review system is a multi-step process,
with preliminary review by Protocol Office Disease teams (PODs) and the Resources and
Feasibility Team (RAFT), followed by a formal review by the PRC and then submission to the
IRB. The PRC also monitors study accrual (via annual renewal review) and recommends closure
of under-performing trials.
II.

Organization

This charter governs the operations of the PRC. The approval of the charter and of any substantive
amendments shall be authorized by the PRC Chair and Co-Chair. This approval will be obtained
on an annual basis, at a minimum.
III. PRC Membership
PRC membership includes a Chair, Co-Chair, patient advocate, minority specialist, specialized ad
hoc Members, and representation from biostatisticians and clinical researchers. Members are
selected by a group of LCCC leadership, including the Associate Director of Clinical Sciences and
the PRC Chair. The PRC Coordinator shall maintain the list of all current PRC Members.
IV. PRC Logistics
The intent of the PRC is to enhance the quality of clinical cancer research at UNC by providing
feedback to investigators regarding the scientific merit of proposed protocols, and by maintaining
scientific oversight of the conduct of clinical research, while also working toward the goal of
timely trial activation to benefit UNC patients. The PRC will review all study protocols with a
cancer focus prior to submission to the IRB, with additional oversight provided for Lineberger
sponsored trials, as externally generated national trials have already received extensive peer
review.
The PRC will assess these protocols in terms of resource utilization and subject recruitment to
ensure that institutional resources are being used effectively and that activation of protocols
conforms with the research aims of UNC. The PRC will judge the acceptability of investigatorinitiated, cooperative group, and pharmaceutical company sponsored protocols based on the
following factors:
A. Background data justifying the proposed research;
B. Scientific design and merit;
C. Risk/Benefit ratio;
D. Biostatistics;
E. Feasibility;
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F. Resource utilization; and
G. Application format.
On an annual basis, the PRC will review investigator-initiated, cooperative group, and
pharmaceutical company sponsored renewal applications that are actively recruiting subjects or
include subjects still on active treatment. The PRC will judge the acceptability of the continued
research based on rate of subject accrual, risk/benefit ratio, and institutional interest.
V.

PRC Meetings
A. Meeting Frequency: PRC meetings are held twice a month, approximately 12 days before
the meetings of IRB Committees B and D (designated as oncology-specific IRB
Committees). This schedule has been specifically set to allow study teams sufficient time
to address any PRC concerns before the next scheduled IRB meeting. Ad hoc PRC
meetings may be held as required.
B. Review of Studies: PRC Members receive submitted study materials prior to the meeting,
with applicable new studies reviewed by three Reviewers (two clinicians and one
biostatistician). See Appendix A for current PRC evaluation forms. PRC decisions occur
based on review discussions held during the meeting and voted on by all non-conflicted
Members.
Studies which qualify for Administrative review (e.g., cooperative
group/externally reviewed trials) are reviewed off-meeting by one Reviewer (clinician or
social scientist) and a biostatistician, if requested. Studies which qualify for Expedited
review (e.g., observational trials or correlative studies) are also reviewed independently
outside of the meeting by one Reviewer (clinician or social scientist) and a biostatistician,
if requested. See Appendix B for guidelines on Expedited review assignments. Members
who conduct Administrative or Expedited reviews may request that those trials be
discussed during a full board meeting, if deemed necessary by the Reviewer.
C. Quorum: Five Members of the PRC constitute a quorum for meetings of the PRC. A
majority of Members present during an ad hoc meeting constitutes a quorum for ad hoc
meetings.
D. Conflict of Interest: Members will recuse themselves from the discussion and voting on
any protocol on which they serve as Principal Investigator (PI) or Co-Investigator.
E. PRC Decisions – Initial Reviews/Amendment Reviews: The PI and appropriate study
staff receive written notification via email of PRC decisions. Notification of decisions to
the IRB occurs via the IRB Information System (IRBIS). PRC discussion details are
available upon request to the IRB. Possible outcomes are as follows:
1. Approval: Study is approved without condition, comment, or concern.
2. Approval with Comments: PRC review generates comments that are felt to be useful
for consideration by the PI/Sponsor, but does not generate required changes or updates
to the protocol prior to receiving an approval letter
3. Approval with Minor Editorial Revisions: PRC review generates edits or updates to
the protocol or protocol procedures for incorporation, but are minimal enough to
preclude routine re-review (e.g., typographic errors or minor administrative
oversights).
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4. Contingent Approval: PRC review generates concerns that must be addressed by the
PI/Sponsor prior to receiving an approval letter. The PI/Sponsor should submit the
formal response in a memo format within 30 days of receipt of notice, with any required
documents as requested (e.g., updated protocol, updated forms, etc.). The PRC
Coordinator will send the response to the relevant Reviewer(s) for consideration. If
approved, the ePRMS system is updated and notification is provided to the PI and
relevant study staff. If the response is unacceptable, the PI/Sponsor will receive
additional queries to consider.
5. Revise and Resubmit: PRC review generates concerns regarding the scientific
integrity, safety, or feasibility of a trial as written that are severe enough to require a
significant overall revision to the protocol (e.g., changes to the primary objective,
significant statistical updates, major design changes, major revisions to clarify a
protocol that provides insufficient detail, etc.). Upon resubmission of revised materials
and a memo with a point-by-point address of each issue raised by the PRC, the study
will require a new full board re-review to ensure thorough consideration of the
revisions. Whenever possible, the original Reviewers review the revised protocol for
sake of continuity.
6. Rejection: PRC review generates concerns regarding the scientific integrity, safety, or
feasibility of a trial as written that are so egregious that the PRC does not feel the study
is safe, feasible, or appropriate (e.g., study contains a fatal flaw such that it would
undermine the mission of the cancer center to engage in scientifically meaningful
research, bring undue harm to patients without the chance of reasonable efficacy, or be
non-feasible).
F. PRC Decisions – Renewal Reviews: The PI and appropriate study staff receive written
notification via email of PRC decisions. The PRC reviews for progress towards scientific
goals (with specific requirements for low accruing studies, defined as those which are
performing at 40% or less of their stated annual accrual goal, or at 40% or less of overall
goal at the halfway point of the study). Studies that amend their annual accrual goal to
address low accrual (thereby extending the overall time it will take to accrue) must also
provide a scientific rationale for the extension (to ensure the study is still scientifically
meaningful). The PRC also reviews information regarding any modifications that may
have taken place over the prior cycle, as well as reports containing DSMC/B, safety, audit
and monitoring information (as applicable). Possible outcomes are as follows:
1. Approval: Study is approved without condition, comment, or concern.
2. Approval with Comments: PRC review generates comments that are felt to be useful
for consideration by the PI/Sponsor, but does not generate required changes or updates
to the protocol prior to receiving an approval letter.
3. Approval with Six-Month Re-Review: Concerns generated regarding the low accrual
of a trial result in a scheduled re-review in six months from renewal review date.
Studies are typically provided with a specific accrual bar to reach (e.g., “five (5)
patients in six months”) based on the existing accrual goals. Trials that do not reach
this goal in the timeframe allotted are considered for PRC Administrative Closure.
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4. Decision Tabled Pending PI Response: PRC review generates concerns that require
input from the study PI. The PI and study team receive written notification of the
decision with a two-week deadline for response. The response is then sent back to the
Reviewer and PRC Chair for consideration and ultimate determination.
5. PRC Administrative Closure: Study is closed to accrual effective as of the notification
date. This is enacted when studies have failed to meet the required bar set by six-month
re-review or, if at time of annual renewal, there are concerns about performance or
aspects of the trial that warrant immediate closure to further accrual.
6. Renewals of Rare Disease Trials: Rare disease subsets are defined as a) a subset that
involves ≤6 newly diagnosed persons out of a larger population of 100,000 persons per
year (≤6/100,000 per year) (as defined by the NCI’s International Rare Cancer
Initiative), or b) a subset that involves a rare molecular marker or a rare indication for
treatment. Pursuant to the guide for the NIH Core Grant, “[u]nique considerations may
apply to trials of rare diseases . . . which do not accrue rapidly.” Therefore, cover sheets
submitted with these renewals will clearly indicate that the trial enrolls a rare disease
population, with references to relevant documentation. If the accrual for a rare disease
study is below the stated accrual goals, Reviewers will note on the evaluation forms
that the rarity of the disease has been considered, although study teams will still be
required to submit an action plan regarding improving accrual going forward. The rare
disease determination will also be noted in the minutes.
G. Meeting Minutes: Minutes will be kept to capture the PRC determinations and
recommendations made to the PIs and study teams. All trial and participant information
will remain confidential. Review and acceptance of all meeting minutes is conducted by
relevant PRC Members, and the minutes maintained by the PRC Coordinator.
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Protocol #:
Title:
Study Type:
CPO/NPO
Principal Investigator:
Co-Investigators:
Reviewers:
Total Accrual:

Form Version Date: December 19, 2018

STUDY STRUCTURE/SCIENTIFIC INTEGRITY
Please indicate the type of trial (e.g., Investigator Initiated (IIT),
Industry Sponsored, Cooperative Group, or Other).
If this is an LCCC IIT, does it include use of an Investigative
Drug(s) or Device(s)?
If the study does include use of an Investigative Drug or
Device, has the PI provided a plan for use of an IND/IDE or
clear rationale for exemption? Please describe in Comments.
Briefly summarize the background and rationale for this trial
(including background experience to support the dosing and
current trial design). If it is not adequately described, please
indicate how you would like this issue addressed.
Please summarize the objectives and indicate if they are
consistent with the rationale.
If this is an LCCC IIT, do the primary or secondary objectives
contain clinical outcomes which make this an interventional
treatment trial? If not, are there ways to include a cancer
specific clinical outcome into the study objectives?
Please describe the study design and indicate if it is
adequately justified (e.g., randomization, placebo, phase,
deception) to meet the objectives of the study, without
increasing risks to subjects.
Please indicate the study groups involved in this trial, by
summarizing the inclusion/exclusion criteria. Please indicate in
bold any inclusion or exclusion that are not justified.

Questions

Y

N

Page 1 of 3

N/A

Study Sponsor:
Annual Accrual:

NEW PROTOCOL – EVALUATION FORM

Comments/Concerns

Accrual Duration:

IRB #:

UNC LINEBERGER COMPREHENSIVE CANCER CENTER PROTOCOL REVIEW COMMITTEE

DATE REVIEWED:
Please Place Electronic Signature Here:

38

REVIEWER’S RECOMMENDATION?
Approval without conditions1
Approved with Minor Editorial Revisions
Contingent Approval
Revise and Resubmit
Reject

Y

N

N/A

Comments/Concerns

Form Version Date: December 19, 2018
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note: For Cooperative Group, Industry, or fully approved multicenter trials for which UNC is not the lead site, there is limited opportunity for revisions to the
protocol document.

Additional Comments:

Please review the time demands, number of visits, procedures,
and interventions as stated in the protocol (Time and Events
Table). Please indicate if these appear reasonable or if there
are procedures which appear problematic or unreasonable,
with specific concerns delineated as necessary.
Please describe plans for future use and storage of specimens
(if applicable). Are plans for future use and storage clearly
described, or is more information needed to address this? (If
storage time unlimited, the consent form must include an opt
out for patients.)
DATA AND SAFETY MONITORING
If this is a Phase I study, is there a plan for real time monitoring
to determine dose escalation? Please describe and include
any relevant comments regarding the escalation scheme, if
appropriate.
If this is a Phase II or Phase III study, does the trial clearly
indicate use of:
a) A DSMB or other Data Safety review committee?
b) A reasonable plan to monitor patient safety other than
a DSMB/DSMC?
Please indicate in Comments how this will be accomplished, if
applicable. In addition, if an interim analysis is planned for
safety or efficacy, is there a process for identifying when the
threshold accrual or events occur? Please describe and
include any relevant comments regarding the analysis.
UNC SPECIFIC QUESTIONS
Please review the accrual estimates above. Do these seem
reasonable given the patient population?
Are all treating modalities represented as investigators/coinvestigators?

Questions

1Please

39

Minimal Risk: (nutritional, behavioral, psychosocial, diagnostic and other non-therapeutic studies)

☐

☐

☐

☐
☐

An LCCC multicenter trial with 2 or 3 sites (1 point)

An LCCC multicenter trial with 4 or more sites (2 points)

Form Version Date: December 19, 2018
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☐

Conduct of pharmacokinetic studies (1 point)

Total number of points for Complexity Rating

☐

☐

Collection of biological samples for correlative science and/or observational studies (1 point)

Unusual route of administration (e.g., procedure requires application of treatment not typically required, such as given outside the confines of the
third floor infusion center of the cancer hospital) (1 point)

OR

Require use of a health provider (e.g., PI, nurse with specialized training, etc.) for infusion or administration of protocol directed therapy and/or
direct monitoring for toxicity following study drug administration

For moderate and high risk clinical trials, the PRC reviews the protocol and determines the study's complexity, using a six-point scale (0 to 5). Trials that have
greater complexity (≥ 4 points) require more frequent monitoring. Add the required number of points, and enter the total number in the last row:

Complexity Rating (For Moderate and High Risk ONLY)

High Risk:
1. All investigator initiated clinical trials using investigational agents OR
2. All Phase I investigator initiated trials OR
3. All Phase II and III investigator initiated multicenter trials



Moderate Risk:
1. Phase I, II, or III therapeutic, palliative or prevention trials that are sponsored by national cooperative groups or NCI/NIH that already
include independent appropriate/approved data and safety monitoring plans OR
2. Phase I, II, or III therapeutic, palliative or prevention trials sponsored by industry that include appropriate/approved data and safety
monitoring plans OR
3. Investigator initiated Phase II or III single institution studies that utilize FDA approved agents





All protocols are classified into one of three risk categories: Minimal, Moderate, and High. Check one.

Risk Rating: Use the following criteria to determine the risk level of the study:

40

41

Form Version Date: December 19, 2018

Protocol Changes/Amendments
Have there been any changes, and, if so, is there
appropriate documentation?
Do these changes affect the scientific merit or
methods of the protocol?
Suggestions/Comments:

If not, has the investigator provided appropriate
documentation for low accrual?
Suggestions/Comments:

Questions
Accrual
Has the target since last annual review been met?

DATE REVIEWED:
Please Place Electronic Signature Here:

Protocol #:
Title:
Study Type:
CPO/NPO
Expected Total Accrual:
Actual Total Accrual:
Principal Investigator:
Co-Investigators:
PRC History:
Reviewer:

Y
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N

N/A

Comments/Concerns

Study Sponsor:
Status:
Study Duration:
Expected Annual Accrual:
Accrual Since Last Renewal:

UNC LINEBERGER COMPREHENSIVE CANCER CENTER PROTOCOL REVIEW COMMITTEE
PROTOCOL RENEWAL – EVALUATION FORM
IRB #:

42
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Approved
Approved with Comments
Approved with Six-Month Re-Review
Decision Tabled Pending PI Response
Administrative Closure

Overall evaluation score (check one)

Likelihood of Successfully Completing the Study
Does the investigator have the necessary
resources (personnel and equipment)?
Are there competing protocols which might impact
accrual to this study?
Suggestions/Comments:

Scientific Data and Toxicities
Has there been any toxicity, new information or
proven benefit to date?
Does any of this information affect whether or not
the study should remain open?
Suggestions/Comments:

Questions

N

N/A
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Additional Comments:

Y

Comments/Concerns
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Exempt from PRC review.

N

Does this study have a focus
on cancer?

N

Does this study directly recruit
participants through the UNC
Health Care clinical settings for
cancer patients?

Y

Y

Y

Y

Y

To PRC Coordinator/Chair for determination
on level of PRC review.

N

Is this a purely observational trial, involving
no pre‐ and post‐treatment comparison and
involving no direct intervention?

N

Is this a clinical trial or interventional trial
(as defined above)?

Is this a purely observational trial, involving
no pre‐ and post‐treatment comparison and
involving no direct intervention?

Is this an interventional trial involving
behavioral types of intervention?

Is this an interventional trial involving
diagnostic or other types of interventions
besides behavioral?

Is this a clinical (i.e., therapeutic or
treatment) trial?

Y

Y

Y

Y

Y

Y

Does this trial involve only
review of existing or available
data?

N

Does this trial involve direct
patient contact or patient
consent for participation?

To PRC for full board review.

To PRC for determination of
expedited review or accrual
tracking only.

To PRC for determination of
expedited review or accrual
tracking only.

To PRC Coordinator/Chair for
determination on level of PRC
review.

To PRC for full board review.

Y

Y

Exempt from PRC review.

To PRC Coordinator for accrual
tracking only. No PRC review
needed.

UNC Lineberger Comprehensive Cancer Center
Institutional Data and Safety Monitoring Plan
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Introduction
The UNC Lineberger Comprehensive Cancer Center is committed to the safety of subjects participating
in clinical trials. The UNC Lineberger Data and Safety Monitoring Committee (DSMC) provides on‐going
safety monitoring for all cancer center investigator initiated oncology clinical trials. This includes
therapeutic, as well as interventional basic science, diagnostic, prevention, screening, and supportive
care studies.
This charter describes the authority, responsibilities and membership of the DSMC, and the schedule
and structure of its meetings.

Authority
The DSMC reviews regular reports from the trial PI, as well as reports of SAEs and AEs. Based on these
reviews and other information, the DSMC may:



Request additional data for subject safety, satisfactory data management, quality and analysis,
recruitment, and protocol adherence
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 DSMC Chair.

Overall Responsibility
The Cancer Center Director; Deputy Director, Clinical Research; and LCCC CPO Director have overall
responsibility for policy on data and safety monitoring of clinical trials. Please see Appendix 1 for current
responsible personnel.

DSMC Responsibilities
The DSMC has the following responsibilities:
 Review trial enrollment and retention;
 Review all adverse events and Serious Adverse Events (SAEs);
 Review validity, integrity, and completeness of safety data;
 Review all protocol deviations including violations, Unanticipated Problems Involving Risk to
Subjects or Others (UPIRSOs), and other events that would qualify as New Safety Information
(NSI) according to UNC IRB;
 Refer serious protocol deviations to the UNC IRB if not previously reported;
 Review adherence to dose escalation schemes and transitions between trial phases;
 Review application of stopping rules;
 Assess safety data and critical efficacy endpoints at intervals as defined by the protocol and
recommend whether to continue, modify, or stop a trial.

DSMC Recommendations
1. The DSMC may request increased report and review schedule, if warranted.
2. The DSMC recommends appropriate actions (suspension, closure) as required.
a. The DSMC reports recommendation of early closure or suspension directly to the cancer
center directors with overall responsibility, as noted above.
b. The LCCC CPO Director, in concert with the IRB, is responsible for overseeing the trial
closure recommended by the DSMC.
UNC LINEBERGER DSCM CHARTER VERSION 2.1, 11‐21‐2019
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The UNC School of Medicine North Carolina Translational and Clinical Sciences Institute Data Safety and
Monitoring Board (NC TraCS Institute DSMB) will adjudicate any disagreements between the DSMC and
Principal Investigator.

Research Subject to DSMC Review
The PRC evaluates trials for risk and complexity as referenced in forms attached to the PRC Charter. The
Risk and Complexity ratings determine the frequency of review by the DSMC and may change over the
course of the study. If changes to risk or complexity are significant, the DSMC reviews schedule changes
accordingly. See Appendix 2 for timelines in accordance with the level of risk/complexity of the study.
Trials monitored by the LCCC DSMC will remain under the purview of the DSMC until:
1. A review has occurred that concludes the research activity of the last subject who completed
the intervention.
2. DSMC feels there are no patient safety concerns that require further monitoring. The DSMC will
determine the length of continued DSMC review on a study‐by‐study basis. The Principal
Investigator should implement recommendations from the DSMC expeditiously. When
requested by the DSMC, the PI will respond in writing to the DSMC of the actions taken
regarding the recommendations and the reasons for that decision.
3. Data safety and monitoring activities for a therapeutic interventional study continue until the
trial closes to accrual and all patients have completed treatment and/or until completion of
follow up of all patients to the point at which study‐related adverse events would likely no
longer be encountered.
4. For gene therapy trials, the FDA requires subjects be followed for safety for 15 years. Data and
safety monitoring for this population will continue according to PRC Risk and Complexity rating
until 3 months after the final CAR T cell infusion under that protocol. After that time, and until
15 years after the final CAR T cell infusion under that protocol, the DSMC will receive a copy of
the safety data prepared for the IND Annual Report at the time of submission to the FDA.
Trials in which there is an institutional conflict of interest may require external reviewers to be part of
the DSMC by a minimum of 2, and a maximum of 5 external reviewers as determined by the UNC
Institutional Conflict of Interest Board. An independent DSMB is required for all Phase III trials. Other
trials may also require an independent DSMB. Based on risk and complexity, the PRC and/or IRB may
determine that a trial requires an independent DSMB. In cases such as this, the PI must use the NC TraCS
Institute DSMB as an independent board unless the DSMB Chair directs an alternative mechanism to
fulfill this function.

Investigator Reporting to the DSMC
The Principal Investigator or research team designee will prepare a Data and Safety Monitoring Report
for each protocol monitored by the DSMC. This report will summarize the status of the study, including
enrollment and toxicity information, and may contain recommendations regarding on‐study related
issues for consideration by the DSMC. See Appendix 4 for the requirements of the report and materials
submitted for DSMC review.
For Investigator‐initiated trials that have a two‐stage design with stopping rules, the Principal
Investigator will submit documentation of review of progress to date, outlining responses or other
criteria (e.g., dose limiting toxicities [DLT] assessments, futility/efficacy assessments, etc.) used in the
protocol to determine moving to the second stage of the trial. Prior to beginning accrual to the second
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stage, the DSMC will review the summary and data and approve or disapprove continuing as planned.
Disapproval may occur based on insufficient documentation supporting assessments, or lack of clarity in
the protocol. The DSMC shall request for clarification from the PI and resubmission for additional
review.

DSMC Conflict of Interest Policy
In compliance with the Data and Safety Monitoring Guidelines issued by the NCI and with the University
of North Carolina Conflict of Interest Policy, trials that involve Data Safety Monitoring Committee
members as Principal Investigators, Co‐Investigators, or staff, may not be reviewed, nor voted on, by
these members. Trials in which there is an institutional conflict of interest may require external
reviewers to be part of the DSMC by a minimum of 2, and a maximum of 5 external reviewers as
determined by the UNC Institutional Conflict of Interest Board. The external reviewers will be the lead
reviewer assigned to the trials. Internal and external DSMC members may be present for general review
discussion, to respond to queries from the DSMC, and to provide feedback. Members are to recuse
themselves from any voting relevant to DSMC review. In the event that the Chair is the Principal
Investigator for the study, the Vice Chair will oversee deliberations and voting.

DSMC Meeting Conflict of Interest (COI) Procedures
New members joining the DSMC receive the UNC Conflict of Interest Policy and are asked to
acknowledge before taking part in formal review.
The DSMC Agenda states members have read the conflict of interest statement and reminds them to
recuse themselves at the time of discussion of any protocol with which they have a conflict of interest.
Members are responsible for declining review responsibilities for any trial for which they have a conflict.
Any conflicts identified during the DSMC meeting are recorded in the meeting minutes.

Conflict of Interest Definitions:
There may be an institutional conflict of interest if:
1. Manufacturing of an investigational product was done in a facility on the UNC campus
2. The intellectual properly is held by UNC
3. The inventors of the investigational product are employed by UNC
4. The investigational product will be licensed to a company affiliated with a UNC employee
DSMC member is considered to have a conflict of interest if the DSMC member or anyone in the
member's immediate family:
1. Serves as an investigator or has any involvement in the design, conduct, or reporting of the
research;
2. Has any ownership interest, stock options, or other financial interest related to the research,
unless it meets four tests:
a. <$10,000 when aggregated for immediate family
b. Publicly traded on a stock exchange
c. Value will not be affected by the outcome of the research
d. <5% interest in any one single entity;
3. Receives any compensation related to the research, unless it meets two tests:
a. <$10,000 in the past year when aggregated for immediate family
b. Amount will not be affected by the outcome of the research;
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4. Has a proprietary interest related to the research including, but not limited to, a patent,
trademark, copyright, or licensing agreement;
5. Has any board or executive relationship related to the research, regardless of compensation;
6. Or any other reason for which a DSMC member believes that he/she cannot objectively review
the research.

Structure and Conduct of DSMC Meetings
The DSMC meets for one hour on the fourth Monday of each month with ad‐hoc meetings convened as
needed.
The meeting includes the review and approval of the previous meeting minutes, follow‐up on tabled
items, presentation, discussion and voting on studies designated for review. For trials requiring external
review, any concerns expressed by the external reviewers will be considered and included in the final
decision and recorded in the meeting minutes.

Review of Studies




Non‐confidential data
o Status of recruitment
o Baseline characteristics
o Ineligibility rate
o Accuracy and timeliness of safety data
o Other administrative data
Confidential data
o Safety data
o Comparative interim data

Quorum and voting
The DSMC has no less than nine voting members; quorum is five voting members present.

Committee Membership
The Committee has a Chair, Co‐Chair, a representative from LCCC Data Operations, external reviewers as
needed, and staff support by the DSMC Coordinator. The Chair brings the meeting to order, follows the
agenda, calls for motions and votes, and closes the meeting. The Chair facilitates discussion, integrates
differing points of view, guides toward consensus for recommendations, and provides historical
reference. The Chair reviews and approves the final draft of minutes prior to dispersal. The Co‐Chair
substitutes for the Chair in his/her absence, takes a leadership role in guiding committee discussions,
and helps adjudicate safety issues. DSMC Members interact with investigators, providing expert
knowledge and feedback.
The Deputy Director, Clinical Research, in collaboration with the DSMC Chair, the cancer center Director,
and the LCCC CPO Director, appoints new DSMC committee members.
The DSMC Committee is composed of oncology clinical researchers and statisticians, who may have
experience from other Data Safety Monitoring Boards or Committees.
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Potential members are educated on management of conflicts of interest, including financial interests
and involvement in investigations under review.
Members configure their schedules to attend all meetings. In the event of unavoidable conflicts,
members may submit their reviews in advance.
Members are to maintain confidentiality of interim results reviewed.
Prior to assignment of trials for review, new members attend several meetings as observers and receive
instruction on reading and assessing the report from the Principal Investigator.
See Appendix 4, DSMC Committee Membership.

Distribution of Minutes
The DSMC Coordinator distributes minutes to the DSMC Committee Members and the NC TraCS
Institute DSMB. Minutes are confidential.
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Approvals
Young Whang, MD, PhD
Committee Chair
Urologic Oncology
Associate Professor
Division of Hematology/Oncology
UNC‐Chapel Hill School of Medicine

Date
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Appendix 1 – Responsible Personnel
UNC Lineberger Administration, personnel responsible for policy on data and safety monitoring of
clinical trials


Shelton Earp, MD, Director



Lisa Carey, MD, Deputy Director of Clinical Research
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Appendix 2 – Frequency of DSMC Review
Frequency of DSMC Review based on PRC‐determined Risk and Complexity Ratings and trials requiring
external review
Risk or Complexity
Assignment
Minimal Risk
Moderate Risk
Phase I, Phase I/II, and Dose
Escalation Trials (any phase)
High Risk Phase II
High Risk Phase III

Complexity Rating ≥4
Studies with Institutional
Conflict of Interest Requiring
External Reviewers

Frequency of Reporting
Annually based on IRB anniversary date; DSMC may opt to exempt
from future review
Annual based on IRB anniversary date; every six months for trials
with a complexity rating of <4
Monthly review of AEs and SAEs; full DSMC review every three
months
Every six months based on the IRB anniversary date
High‐risk Phase III trials require an independent data and safety
monitoring board (study DSMB). At the direction of the DSMB chair,
an alternative mechanism may be established to fulfill this function.
Quarterly review
Monthly review of AEs and SAEs; full review every three months
conducted and presented to the DSMC by external reviewers

UNC LINEBERGER DSCM CHARTER VERSION 2.1, 11‐21‐2019
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Appendix 3 – DSMC Reporting Requirements
Requirements of the report and materials submitted for DSMC review
Word Doc and PDF found here: H:\SOP Committee\SOPs\All CPO SOPs\SOP‐17 Data Safety Monitoring
Committee
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Appendix 4 ‐ DSMC Committee Membership
DSMC Committee Membership
Leaders
Young Whang, MD, PhD
Committee Chair
Juneko Grilley‐Olson, MD
Committee Co‐Chair
UNC DSMC Members
Claire Dees, MD

Julie Blatt, MD

Gaorav Gupta, MD, PhD

Associate Professor
Division of Hematology/Oncology
UNC‐Chapel Hill School of Medicine
Assistant Professor
Division of Hematology/Oncology
UNC‐Chapel Hill School of Medicine
Professor
Division of Hematology/Oncology
UNC‐Chapel Hill School of Medicine
Professor
Department of Pediatric Hematology Oncology
UNC‐Chapel Hill School of Medicine
Assistant Professor
Division of Radiation Oncology
UNC‐Chapel Hill School of Medicine

Anastasia Ivanova, PhD
Department of Biostatistics
UNC‐Chapel Hill Gillings School of Global Public Health
Catherine Lumley, MD
Assistant Professor
Department of Otolaryngology/Head and Neck Surgery
Division of Head and Neck Oncology
UNC – Chapel Hill School of Medicine
Dominic Moore, MPH, MS
Facility Director and Senior Biostatistician
UNC Lineberger Comprehensive Cancer Center
Daniel Crona, PharmD, PhD Assistant Professor
UNC Eshelman School of Pharmacy
Natalie Grover, MD
Assistant Professor
Division of Hematology/Oncology
UNC‐Chapel Hill School of Medicine
Mary O’Dwyer, MRP, CCRP Assistant Director
Date Operations & Clinical Trials Systems
Clinical Protocol Office
UNC Lineberger Comprehensive Cancer Center
External Members
David Porter
Jodi Fisher Horowitz Professor in Leukemia Care Excellence
Perelman School of Medicine
University of Pennsylvania
Marco Davila, MD, PhD
Associate Professor
Moffitt Cancer Center
Edmund Waller, MD, PhD
Professor
Emory University School of Medicine
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North Carolina Translational and
Clinical Sciences (TraCS) Institute

Data Safety Monitoring Board (DSMB) Charter

Revised 11/13/19
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NC TraCS Institute
Data and Safety Monitoring Board Charter
Table of Contents
Introduction
Organization
Overview
Committee Structure
DSMB Functions and Activities
Guidelines for Members
Process
Eligibility
Reporting
Relation to Biomedical Institutional Review Board and Lineberger Oncology Protocol Review
Committee
Protocol Review and Data Monitoring
Monitoring and Reporting Requirements
Data Review by the DSMB
Release of DSMB Recommendations
Appendices
Appendix 1: Current members of the DSMB
Abbreviations
AE
DSMB
DSMC
CTRC
IRB
NIH
PI
PRC
TraCS
UNC

Adverse event
Data and Safety Monitoring Board, NC TraCS Institute
Lineberger Data and Safety Monitoring Committee, PRC
Clinical and Translational Research Center
UNC – Chapel Hill Institutional Review Board
National Institutes of Health
Principal Investigator
UNC Lineberger Oncology Protocol Review Committee
North Carolina Translational and Clinical Sciences Institute
University of North Carolina at Chapel Hill
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Introduction
The North Carolina Translational and Clinical Sciences (TraCS) Institute is committed to the safety of
patients participating in clinical trials at our institution. In addition, it is committed to data accuracy and
protocol compliance. The NC TraCS Institute has established an institutional plan to provide data safety
and monitoring for selected clinical trials conducted at UNC. 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://nih.gov/grants/guide/notice-files/NOTOD-00-038.html).
This charter is for the Data Safety and Monitoring Board (DSMB) of the North Carolina TraCS Institute.
The charter contains the following:
 A description of the composition and organization of the DSMB
 Details the roles and responsibilities of DSMB members
 Outlines the responsibilities of the Principal Investigators and Sponsors
 Lists important contact persons

Organization
Overview
The DSMB functions as a committee within the NC TraCS Institute. The charge to the DSMB is review
clinical trials to assure patient safety both by evaluating adverse events (AEs) and interim analyses of
both safety and efficacy.
Committee Structure
The DSMB Chair (currently Dr. Ross Simpson) has the overall responsibility for the chairing the DSMB
committee. The Committee will be under the direct supervision of the NC TraCS Institute Director or
designated representative. The Committee will consist of a chair, an ethicist, an epidemiologist, a
biostatistician, and one or more clinical researchers. Committee members will serve for 3-year terms, but
may be reappointed. Members will be appointed to the Committee by the Chair, Director or designated
representative. 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. A list of current DSMB members can be found in Appendix 1.

PROCESS
Eligibility
A clinical trial is defined as “a prospective study involving human subjects designed to answer specific
questions about the effects or impact of particular biomedical or behavior interventions; these may include
drugs, treatments, devices, or behavior or nutritional strategies.” 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.
The DSMB will provide an initial review for a study that is being proposed for safety and/or efficacy
oversight. At that time the board may decline to provide such oversight if the study does not meet the
above criteria, or for other reasons that will be identified in a formal letter to the study team following the
review.
The DSMB may make revision requests to the study protocol, human subjects protection plan, or other
study documentation. This is to ensure that the study is statistically sound, that appropriate study and
subject stopping rules are in place, and that the study design is clinically feasible. Because these
changes should be made prior to initiation of the study, the DSMB will only agree to provide oversight for
studies that have not yet begin to enroll subjects.
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DSMB Functions and Activities
The DSMB is responsible for reviewing data from clinical trials approved by the UNC – Chapel Hill IRB.
Investigators with commercially sponsored trials will normally work with their sponsor’s DSMB. The
DSMB will review data from the following types of trials, when review is deemed necessary by the UNC –
Chapel Hill IRB or requested by the Principal Investigator (PI), in order to ensure the safety of
participating subjects.
 Phase I, I/II, II, and II/III trials when such review is deemed necessary by the UNC – Chapel Hill IRB
and the Principal Investigator.
 Phase III clinical trials (single site trials where the PI is a UNC faculty member and for which UNC is
the sponsor)
 Phase IV clinical trials (single site trials where the PI is a UNC faculty member and for which UNC is
the sponsor)
 Select multicenter clinical trials in which UNC is the coordinating center or the PI of the study is a
UNC faculty member IF the DSMB determines that it has adequate resources to conduct the
monitoring required of the study.
The DSMB will meet at least every other month and has the following responsibilities.
 Assessing risk and complexity of clinical trials submitted for review
 Determining the appropriate level of data and safety monitoring
 Reviewing serious adverse events (AEs) reports when requested.
 Reviewing yearly data and safety monitoring reports when requested. Recommending appropriate
actions (closure, increased monitoring, etc.) to the Principal Investigator, UNC – Chapel Hill IRB, and
the Director or designated representative.
 Communicating its finding with the UNC – Chapel Hill IRB
 Preparing minutes for all meetings
 Preparing an annual summary of activity for review by the Director, NC TraCS Institute
 Review of the monthly reports of the UNC Lineberger Oncology Protocol Review Committee (PRC) Data and Safety Monitoring Committee (DSMC)
 Assessing ethical and scientific soundness of trials reviewed
DSMB-Investigator Communications
The DSMB will make available to investigators the following:
 An interim reporting form template for reporting of all AEs, study enrollment and other pertinent study
details. This shall be sent to investigators prior to pre-determined interim review dates based on time
elapsed (generally 6 or 12 months), or subjects accrued.
 A quarterly enrollment form template for reporting enrollment numbers and trends. This shall be sent
to investigators every three months for completion.
 A Data Safety Monitoring Plan template if necessary.
Principal Investigators shall make available to the DSMB the following information:
 A copy of the approval letter from the UNC Biomedical Institutional Review Board
 A Data Safety Monitoring Plan
 A completed interim review form at pre-determined dates
 A completed quarterly enrollment report every three months.
 An annual summary of all AEs
Relation to UNC – Chapel Hill Institutional Review Board and Lineberger Oncology Protocol
Review Committee
The DSMB will report its findings and make recommendations to the UNC - Chapel Hill IRB. For research
conducted by the Lineberger Cancer Center, the DSMB will report its findings and make
recommendations to the UNC Lineberger Oncology Protocol Review Committee (PRC).
Notice of a recommendation of early closure or suspension will be reported directly to the Principal
Investigator, and if necessary, UNC – Chapel Hill IRB (or applicable IRB of record) and the Vice
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Chancellor for Research or designated representative if the DSMB Chair feels it is appropriate. For
research conducted by the Lineberger Cancer Center, such recommendations will be reported to the
Director of the Lineberger Cancer Center. The Chair of the DSMB in conjunction with the Director of the
Lineberger Cancer Center will ensure that the UNC – Chapel Hill IRB (or applicable IRB of record) and
the principal investigator report the study closure or suspension to NCI, the FDA, and the study sponsor
as appropriate.
Guidelines for Members
In order for the DSMB to fulfill its responsibilities, the member 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 NIH in determining conflict of interest
for advisory committee members and investigators shall apply
 Members should assess trial objectives and design in an unbiased way.
 Members are guided both by pre-specified study performance criteria, such as early stopping rules,
and also by a masked and, if necessary, unmasked review of all data prior to making 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

PROTOCOL REVIEW AND DATA MONITORING
Monitoring and Reporting Requirements
In collaboration with the Principal Investigator and study biostatistician, the DSMB will set data monitoring
and 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 Principal Investigator.
The DSMB will have face-to-face meeting(s) to review and discuss results of 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 or chair will prepare minutes of each meeting within ten (10)
working days of each meeting. These minutes will be circulated and approved at the next regularly
scheduled meeting of the DSMB.
The Principal Investigator and study biostatistician will work with the DSMB for appropriate preparation of
reports to be viewed at DSMB meetings and resolution of questions arising during data analysis. If
requested by the DSMB, 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 meeting.
The documents will be made part of the minutes of each meeting. All formal reports will be circulated to
the DSMB members no later than one week prior to each DSMB meeting.
Data Review by the DSMB
DSMB meetings will consist of a closed session. Only members of the DSMB will attend the closed
session. During this session, the DSMB will address issues regarding the following: 1) safety concerns,
2) efficacy concerns, 3) termination of the trial due to pre-specified stopping criteria, and 4) 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 unmasked (i.e., treatment A or treatment B without revealing what
treatment A and B represent) or completely unmasked (i.e., identify treatment group).
In addition to the closed sessions, the voting members of the DSMB may meet in an executive session at
their discretion. Additionally, principal investigators may be invited to any session as needed to discuss
pertinent topics about their study and to be available to answer questions concerning the material being
reviewed.
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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
If there are any concerns about reviewed material (such as safety, efficacy, ethics, and stopping rules),
the DSMB 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.
At each meeting that includes review of interim 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 re-notification, and any other changes
deemed necessary
Discontinue one or more study arms
Discontinue the study

If appropriate, the DSMB may also notify the UNC – Chapel Hill IRB and/or the Vice Chancellor for
Research or designated representative of these actions as well. The DSMB may request additional data,
analyses, or meetings to address specific concerns. The DSMB may hold additional meetings without
knowledge of the sponsor or Principal Investigator.
Release of DSMB Recommendations
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 unless such a release is required to protect
subject safety. In particular, the following guidelines will be followed with respect to the dissemination of
the DSMB 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 discussions and decisions
 The DSMB will complete a brief report documenting decisions and rationale behind its decisions. The
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 Biomedical Institutional Review Board, in form that does not contain information that could
compromise the integrity of the clinical trial.
 When appropriate a copy of the report will also be made available to the Director of the Lineberger
Cancer Center and/or the Director of the Clinical Translational Research Center.
 All DSMB decisions will be deemed advisory to the Principal Investigator, UNC Biomedical
Institutional Review Board, and the Director, NC TraCS Institute.
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Appendix 1 NC TraCS Institute DSMB Members, Year 2019-2020
Member

Department/School

Email

Ross J. Simpson, Jr., MD, PhD (chair)

Medicine

rsimpson@med.unc.edu

David Weber, MD, MPH

Medicine

dweber@unch.unc.edu

David Couper, PhD

Biostatistics

david_couper@unc.edu

Marie Rape, RN, BSN

NC TraCS Institute

marie_rape@med.unc.edu

Elizabeth Geller, MD

Obstetrics/Gynecology elizabeth_geller@med.unc.edu

Lori Carter-Edwards, PhD

Public Health

lori_carter-edwards@unc.edu

William A. Fischer II, MD

Pulmonary and
Critical Care Medicine

william_fischer@med.unc.edu

Eliza M. Park, MD

Psychiatry

leeza_park@med.unc.edu
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UNC Lineberger
Committee Charter

Compliance Committee

Version 3.0
11‐13‐2019
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CONFIDENTIAL
COMPLIANCE COMMITTEE CHARTER

I.

Purpose

Audits are conducted on Lineberger Comprehensive Cancer Center (“LCCC”) Investigator
initiated trials to authenticate compliance and capture of accurate data through LCCC’s
Compliance Committee (“Compliance Committee” or “Committee”). The Compliance
Committee was formerly known as the Audit Committee. The Committee’s main purpose is to
support Investigators and staff by ensuring the safety of study participants and compliance with
protocols, regulations and standard operating procedures (“SOPs”) for the clinical trials conducted
at LCCC. This oversight will be accomplished by establishing a forum for review of clinical trial
activities and dissemination of best practices information.

II.

Organization

This charter governs the operations of the Compliance Committee. The approval of the charter
and of any substantive amendments shall be authorized by the Compliance Committee Chair.
This approval will be obtained on an annual basis, at a minimum.

III.

Compliance Committee Membership

The Compliance Committee shall be comprised of an independent group of individuals who
have experience and expertise in the management, methodology, and patient safety
monitoring of treatment trials, including clinical investigators, LCCC management and staff. It
shall consist of at least six voting members. The LCCC Audit Coordinator shall maintain the list
of all current Compliance Committee Members and Chair.

IV.

Audit Logistics

Pursuant to the UNC Lineberger Comprehensive Cancer Center Data and Safety Monitoring
Plan, trials shall be audited once a trial has accrued its first patient, and at least annually
thereafter until the study is closed to accrual (either overall or at individual site) and all patients
are off‐study or in follow‐up (either overall or at individual site). The audits will be conducted
by staff from the Office of Clinical Trials, who are knowledgeable in oncology clinical research.

V.

Compliance Committee Meetings
Meeting Logistics
1. Meeting Frequency: The Compliance Committee will meet on a monthly basis to
perform the following:
a. Review and approve all Clinical Protocol Office (“CPO”) LCCC Corrective and
Preventative Action Plans (“CAPAs”) for UNC and affiliate sites. This review may
include requiring Root Cause Analysis (RCA/reactive) or Failure Mode and Effects
Analysis (FMEA/preventive) sessions be conducted by investigators and staff.
b. Review tracking and trending reports of LCCC CPO‐wide audit findings.
c. Review monitoring noncompliance concerns as requested by the Assistant
Director, Multicenter Clinical Trial Operations, pursuant to the UNC Lineberger
Comprehensive Cancer Center Clinical Protocol Office Monitoring Plan.
Page 2 of 4
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d. Review any LCCC IITs in which six months have lapsed without full
implementation of required CAPAs and determine further action.
e. Identify compliance educational needs and work with LCCC leadership to
disseminate findings and recommendations.
f. Review and respond to any compliance concerns escalated by leadership.
2. Quorum: Four members of the Compliance Committee constitute a quorum for
conducting a meeting of the Compliance Committee. Committee members absent from
a meeting will be sent synopses of reviews and materials presented for a vote on
recommendations. Five members constitute a quorum for voting.
3. Conflict of Interest: Members will recuse themselves from the discussion and voting if a
conflict exists for a given protocol.
4. Meeting Minutes: Minutes will be kept to capture the Compliance Committee
determinations and recommendations made to the Principal Investigators (“PIs”) and
study teams. All trial and participant information will remain confidential.
Compliance Committee Determinations:
The Compliance Committee will use the NCI Clinical Trials Monitoring Branch (“CTMB”)
guidelines to review audit letter findings and accompanying CAPAs, and identify necessary
recommendations, as follows:
1. Approved – CAPA approved as submitted.
2. Approved with Comments – CAPA approved, with recommended edits by the
Compliance Committee.
3. Contingent Approval – CAPA as written needs further clarification before approval
by Compliance Committee can be obtained.
4. Not Approved – CAPA not satisfactory, and must be resubmitted.
Compliance Committee Review Letters:
Once an overall audit determination has been made, the Compliance Committee will
address audit findings in a letter and send it directly to the Principal Investigator and
appropriate study staff. A Compliance Committee review letter may include the following:
1. Corrective and Preventative Action Plan(s): PIs may be required to present a Corrective
and Preventative Action Plan in response to the Compliance Committee’s findings. The
PI will submit the CAPA to the LCCC Audit Coordinator for review within 30 days of
notification. The Compliance Committee will then review, and may choose to approve
the Plan, or request additional information or clarification to ensure compliance.
2. Additional Auditing for Cause: A rating of Not Approved may trigger audit of additional
records, a full audit, or a repeat audit before the next scheduled audit.
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Revision History:
Revision

Date

Author(s)

Description

2.0

3/13/2019

B. Sappelt

3.0

11/13/2019

B. Sappelt

Remove references to
auditing of NCI‐ETCN
trials
1. Update Chair.
2. Clarify meeting and
voting quorum

Approvals
Sascha A. Tuchman, MD, MHS
Associate Professor, UNC School of Medicine
Chair
Compliance Committee

Date: November 13, 2019
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UNC Lineberger Comprehensive Cancer Center Clinical Protocol Office
Policy Statement
Effective Date:
10/1/2018

UNC Lineberger Comprehensive Cancer Center Clinical Protocol Office
Monitoring Plan, v1.1

General Guidelines for Lineberger Comprehensive Cancer Center CPO Monitoring
The Lineberger Comprehensive Cancer Center (LCCC) has a monitoring system that falls under the
Lineberger Data Safety and Monitoring Plan (DSMP) and meets 21 CFR
312.53 and 312.56 and ICH E6 5.18 monitoring requirements. Together with its Medical Monitors
and investigators, the LCCC CPO is responsible for verifying that:
− The rights and well‐being of participants are protected.
− Reported data are accurate, complete and verifiable from source documents.
− The Trial is conducted in compliance with the currently approved protocol, other
applicable regulatory requirements, and site SOP(s).
In all cases, the Principal Investigator (PI) of the study has the first level of responsibility for ensuring
that the protocol is conducted as approved by the UNC LCCC Oncology Protocol Review Committee
(PRC) and Institutional Review Board (IRB) and that all reportable events are submitted to the
appropriate regulatory bodies. The PI ensures that the DSMP is followed, that all data required for
oversight of monitoring are accurately reported to the IRB, a Data Safety and Monitoring Board
(DSMB) or the Data Safety and Monitoring Committee (DSMC) as required, and that all adverse
events are reported according to protocol guidelines and all applicable regulations. The PI or
designee is also required to be available for scheduled appointments with an LCCC CPO monitor
during monitoring visits.

Scope of the LCCC CPO Monitoring Plan
This monitoring plan covers all LCCC investigator‐initiated treatment trials. Any additional trials
monitored by the LCCC CPO monitors, per LCCC request, will also be monitored per the parameters
set forth in this plan.

LCCC CPO Monitoring Program
The internal monitoring program ensures compliance with requirements of the IRB approved
protocol, appropriate protections of clinical trial participants, accuracy and completeness of clinical
trial data, requirements for safety reporting to local and federal regulatory and data safety
monitoring authorities, and clinical trial drug management.
All UNC LCCC investigator‐initiated trials, whether at UNC or a multi‐center site, conducted under an
IND/IDEs must, by federal regulation, be continuously monitored by the sponsor. In the case of an
investigator held IND/IDE, the investigator is considered to be the sponsor (sponsor‐investigator) and
is responsible to ensuring continuous monitoring. Investigator‐initiated trials, which are not
regulated by FDA under an IND/IDE application, warrant similar continuous monitoring by the
Investigator to meet ICH GCP Guidelines.
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Policy Statement
Effective Date:
10/1/2018

UNC Lineberger Comprehensive Cancer Center Clinical Protocol Office
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All UNC LCCC trials will be monitored according to trial specific monitoring plans. The Medical Monitor,
PI, Protocol Developer, Compliance Staff, and Data Management Staff are involved in developing the
monitoring plan. This plan is designed at the time of protocol development and considers the objective,
design, complexity of study and study population, size, geography, quantity of data, form of data
collection, and endpoints of a trial, as well as the risk stratification as detailed below in determining the
extent and nature of monitoring for a given trial. At a minimum, the following will be reviewed at each
monitoring time point (if applicable): process of informed consent, eligibility, critical data values,
essential documents, and test article inventory.

Risk Stratification
Trials are classified by level of risk, which determines the level of monitoring that occurs while the
trial is ongoing. LCCC Sponsored IND/IDE trials and all types of trials designated as high‐risk by the
NIH must remain in the “High‐risk” level. The risk level of other trials may be adjusted by the PRC or
IRB. The proposed risk level is considered administratively and approved as part of the review
process. Substantive changes to the research during the conduct of the study may impact the risk
level designation.
Other factors not considered by PRC/IRB may increase risk (e.g., clinic processes, complexity of data
collection etc.). If such factors are identified during the development of the monitoring plan, the risk
category of the trial may be adjusted up, but not down, by the Assistant Director, Multicenter Clinical
Trial Operations or his/her designee. Temporary situations (e.g., high staff turnover, new staff) may
also increase risk for a time‐limited period. Increased frequency of monitoring may occur at the
discretion of the monitor with input from the Assistant Director, Multicenter Clinical Trial Operations
or his/her designee. If a trial is monitored locally at the multicenter site, the Assistant Director,
Multicenter Clinical Trial Operations, may determine that additional monitoring is not required by
LCCC CPO affiliated personnel. In this case, monitoring reports must be received and reviewed by the
LCCC CPO monitor to determine if additional LCCC CPO monitoring may be warranted.

Table 1: Risk Stratification of trials
Level of Risk

Definition

High

• All investigator initiated clinical trials using investigational agents
• All Phase I investigator initiated trials
• All Phase II and III investigator initiated multi‐center trials
• All studies for which UNC Lineberger Comprehensive Cancer Center holds
the IND or for which there is a sponsor‐investigator at UNC who holds the IND

Moderate

Investigator initiated Phase II, or III single institution studies that utilize FDA
approved agents and are not regulated by FDA under an IND
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Minimal
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Investigator initiated Nutritional, cancer control/behavioral, psychosocial,
diagnostic and other non‐therapeutic studies

The internal monitoring activities are completed by LCCC CPO monitoring staff and follow a study
specific monitoring plan. Each monitor is qualified and trained by the LCCC CPO to perform these
services and is independent of the study team. The LCCC CPO maintains files of Curriculum Vitae and
institutional training records of individuals performing monitoring activities. The primary
responsibilities of the monitor include the following in accordance with the trial specific monitoring
plan, federal regulations, and ICH GCP guidelines:
−
Act Manager as main line of communication between the Sponsor and the Investigator
for single site trials or act in conjunction with the Multicenter Project for multi‐site
trials
−
Verify the rights and well‐being of human subjects are protected.
−
Verify the reported trial data are accurate, complete, and verifiable.
−
Verify the conduct of the trial is in compliance with the currently approved
protocol/amendment(s), with GCP, site SOPs, and with the applicable regulatory
requirements.
−
Verify investigators have adequate qualifications and resources to safely and properly
conduct the trial.
−
Verify that sites remain compliant throughout the trial.
−
Verify storage, dispensing/return, instructions for use, and disposition of the
investigational agent complies with regulatory requirements.
−
Verify the Investigator and all study staff follow the approved protocol and deviations
are filed for noncompliance as applicable.
−
Verify that written consent was obtained before subjects’ participation and consent
process was completed and documented.
−
Verify that subjects were re‐consent with applicable new information in a timely
manner in accordance with sponsor guidelines and additional IRB requirements
−
Verify that the Investigator receives the current IB, all documents, and all trial supplies
needed to conduct the trial properly and to comply with the applicable regulatory
requirements.
−
Verify that Investigator and the Investigator’s trial staff are performing the specified
trial functions, in accordance with the protocol and any other written agreement
between the Sponsor and the Investigator, and have not delegated these functions to
unauthorized individuals.
−
Verify that only eligible subjects are enrolled.
−
Reporting the subject recruitment rate.
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Verify trial records are accurate, complete, and current.
Verify that the Investigator provides all the required reports, notifications,
applications, and submissions, and that these documents are accurate, complete,
timely, legible, dated, and identify the trial.
Check the accuracy and completeness of electronic Case Report Form (eCRF) entries,
source documents (SD), and other trial‐related records against each other.
Inform the investigator(s) of any eCRF errors and ensure corrections are made, dated,
explained and initialed by the investigator or designee as applicable.
Determine whether all adverse events (AEs) and serious adverse events (SAEs) are
appropriately reported within the time periods required by GCP, the IRB of record, the
Sponsor, and the applicable regulatory requirements.
Determine all essential documents are maintained.
Verify all study‐related correspondence with the Food and Drug Administration (FDA)
related to the IND, Institutional Review Board (IRB), and Data Safety Toxicity
Committee (DSTC).
Communicate deviations from the protocol, GCPs or regulatory requirements to the
investigator and discuss appropriate action to prevent recurrence of the deviations.

Monitoring Frequency and Patient Volume
For all trials, a minimum of the first patient accrued at each site will be monitored and then 10% of all
patients at each site. In addition, any new coordinator who begins on trial will have his/her first
enrolled or treated patient monitored. If no serious or continuing noncompliance is found, no
changes to the monitoring schedule will be made. Ongoing monitoring of the initial patients will
continue. If serious or continuing noncompliance is noted in one or more areas, an additional 3
patients will be monitored: only the area(s) with identified noncompliance will be reviewed. Based on
the outcome of this review additional monitoring may be required by the Assistant Director,
Multicenter Clinical Trials Operations.
1. High‐risk trials: The initial monitoring by the LCCC CPO occurs no later than 8 weeks after the
first subject has initiated study treatment. Subsequent monitoring occurs approximately
every 4 months while subjects are receiving study treatment. The frequency moves to every
12 months after the study is closed to accrual and all participants on follow‐up, if no major
deviations or follow‐up items were noted in the most recent monitoring review. Once all
subjects are off study, monitoring may be discontinued if no major deviations or follow‐up
items were noted in the most recent monitoring review. Additional ad hoc monitoring visits
may be requested during data analysis. Prior to study termination a termination monitoring
visit will be conducted.
2. Moderate‐risk trials: The initial monitoring by the LCCC CPO occurs no later than 12 weeks
after the first participant has initiated study treatment. Subsequent monitoring occurs
approximately every 6 months while participants are enrolling and receiving study treatment.
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The frequency moves to every 12 months after the study is closed to accrual and all
participants on follow‐up, if no major deviations or follow‐up items were noted in the most
recent monitoring review. Once all subjects are off study, monitoring may be discontinued if
no major deviations or follow‐up items were noted in the most recent monitoring review.
Additional ad hoc monitoring visits may be requested during data analysis. Prior to study
termination a termination monitoring visit will be conducted.
3. Low risk trials: These trials are monitored no later than 6 months after the first patient is
enrolled and annually thereafter. Once all subjects are off study, monitoring may be
discontinued if no major deviations or follow‐up items were noted in the most recent
monitoring review. Additional ad hoc monitoring visits may be requested during data analysis.
Prior to study termination a termination monitoring visit will be conducted.

Monitoring Findings
LCCC CPO Monitors create and send monitoring reports and follow‐up (FU) letters within 2 weeks of
the completion of a monitoring review visit. All reports and FU letters are reviewed by the Monitor’s
Manager or his/her designee. These follow‐up letters are sent to the site including the site PI and the
study team who address action items and/or create corrective and preventive action plans (CAPAs)
with required responses and deadlines if applicable. The follow‐up letters are also sent to the study’s
Medical Monitor for review. Contents and responses to the follow‐up letters may also be referred to
study staff managers. Monitors will determine whether all SAEs, deviations, and Unanticipated
Problems are appropriately reported within the timeframe required by GCP, the protocol, the
applicable regulations, and the IRB of record.

Management of Noncompliance
Noncompliance will be handled following the March 2018 FDA document “E6(R2) Good Clinical
Practice: Integrated Addendum to ICH E6(R1)” If the monitor encounters noncompliance with the
protocol, SOPs, GCP, or applicable regulatory requirements, prompt action will be taken to secure
compliance. The monitor will first work with the site PI and study staff to bring them into compliance
and may ask for a CAPA plan for significant or ongoing issues. Any significant or ongoing issues that
require a CAPA will additionally be relayed to the Assistant Director, Multicenter Trial Operations for
review. The Medical Monitor/UNC PI is informed of compliance issues and is considered the first level
of escalation in an effort to resolve these significant or ongoing issues. If an issue is considered
serious or continuing noncompliance or if the site personnel are unresponsive to the monitor and fail
to generate a CAPA plan, the monitor will escalate this allegation of noncompliance to the Assistant
Director, Multicenter Clinical Trial Operations who will escalate the issue(s) to the LCCC Compliance
Committee and/or DSMC or PRC if deemed appropriate. Additionally, the monitor may escalate
similar events of continuing or serious noncompliance per the pathways and guidelines delineated in
the LCCC Sponsor Escalation Plan.
The LCCC Compliance Committee is responsible for reviewing and approving all CAPAs plans. In
addition, the monitor may request that serious or continuing noncompliance is reported to the IRB of
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record for the site in an expedited fashion. If something is not reportable per the IRB of record,
documentation from the IRB (e.g., IRB SOPs) is provided to the monitor. If instances of serious and/or
continuing noncompliance on the part of an investigator are not promptly and adequately addressed,
UNC Lineberger may suspend or terminate the investigator's participation in the trial. When an
investigator's participation is suspended or terminated because of noncompliance, UNC Lineberger
will notify the appropriate regulatory authorities and IRB of record of both the suspension or
termination and the reason for it.
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LCCC CPO SOP COMMITTEE CHARTER
Purpose
The purpose of the LCCC Clinical Protocol Office (CPO) Standard Operating Procedure (SOP) Committee is to provide
leadership and guidance for the development and maintenance of office SOPs.

Goals
The SOP Committee is committed to best practices in the areas of SOP development and implementation. In
collaboration with the CPO staff, the SOP Committee provides input into initiatives affecting standardization,
codification, and implementation of operating procedures. The goals of the group include:







SOP Program Development: Create a program to create, codify, standardize, and review SOPs on an ongoing
basis. Subject Matter Experts (SMEs) lead creation of SOPs and Work Instructions for review and approval by
the SOP Committee.
Effective Communication: Establish liaisons within the CPO, encourage the participation of and feedback from
employees on existing and future SOPs, and provide accessible information to employees regarding SOPs
(including any updates and revisions).
Accurate and Timely Review of SOPs: Provide clear feedback on and edits to SOPs and finalize SOPs according to
established timelines with input from all relevant users.
Creation of SOPs to Ensure Compliance: Lead creation and review of SOPs and Work Instructions in response to
identified noncompliance with the regulations or other applicable procedures due to lack of standardized
understanding or CPO Office processes.

Membership
Membership is comprised of CPO staff from Clinical, Regulatory, Data Management, Finance, and Compliance.
Participants should be limited to 12 members and represent both management and staff. A mix of experienced staff and
newly hired staff is ideal to ensure the varying needs of all staff are considered. Each representative is responsible for
attending all meetings and acting as a liaison between their department and the SOP Committee. If a member is unable
to attend a meeting, substitution is appropriate, for informational purposes. SMEs are consulted as necessary and act as
reviewers for SOPs and Work Instructions (new and revised).

Leadership
A Chair will be appointed by the Associate Director of Clinical Research Operations and will assume their duties for at
least two calendar years. At the end of each term, the Chair shall transfer an electronic copy of all agendas, letters,
minutes, current member databases, and any additional files to the new Chair.
Duties of the Chairperson include:


Presiding at all meetings
Serving as a spokesperson for the SOP Advisory Group
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Informing the Committee of any membership changes, additions, or deletions
Facilitating and encouraging the work of committees/task forces
Identifying a designee to preside over meetings in his/her absence

Meetings
Meetings shall be open to all members and SOP liaisons and held monthly per calendar year. Guests are welcome to
attend meetings by notification and approval of the Chairperson.
At the meetings, SOPs will be reviewed and voted on for approval by a majority vote. All approved SOPs will be signed
off per Lineberger Comprehensive Cancer Center CPO SOP-1.

Administrative Review of Work Instructions
The Chair of the SOP Committee will identify two SOP committee members to complete an administrative review of
Work Instructions and supplementary SOP materials that are submitted to the SOP Committee for approval. The
administrative reviewers may consult with SMEs to complete their review. The administrative reviewers may either
approve the Work Instructions (with or without minor revisions) or request that the Work Instructions be reviewed at
the formal SOP Committee meeting in cases where they identify issues that warrant full board review.
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