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Sponsor: An individual or entity who takes 
responsibility for and initiates a clinical 
investigation. 

• an individual 
• a pharmaceutical company
• government agency
• academic institution
• other organization

Clinical Investigator: An individual who 
conducts a clinical investigation under 
whose immediate supervision the 
investigational drug/device is administered.

Definition of a Sponsor
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Providing investigators with the information 
needed to conduct an investigation properly

• Starts with protocol design
• Protocol Development

• Protocol Review Committee (PRC)

• May involve writing an Investigator’s 
Brochure (IB)Approximately half (45%) of all substantial amendments were deemed “somewhat” 

to “completely” avoidable.
• Protocol design flaws
• Inconsistencies in the protocol narrative
• Infeasible eligibility criteria

Getz, K.A., et. al. The impact of protocol amendments on clinical trial performance and cost. Ther. In. Reg. Sci. 2016. 50(4) 436-441. 

*Notes from an FDA inspection



Providing investigators with the information 
needed to conduct an investigation properly

• Starts with protocol design
• Protocol Development

• Protocol Review Committee (PRC)

• May involve writing an Investigator’s 
Brochure (IB)

Lineberger Comprehensive Cancer Center Has 
Additional Cancer Centric Resources:

https://unclineberger.org/iit/forms-templates/UNC has protocol template resources to help you:

https://research.unc.edu/clinical-trials/scientific-
review-committee/

https://unclineberger.org/iit/forms-templates/
https://research.unc.edu/clinical-trials/scientific-review-committee/


Providing investigators with the information 
needed to conduct an investigation properly

• Starts with protocol design
• Protocol Development
• Regulatory Strategy

• May involve writing an Investigator’s 
Brochure (IB)



Providing investigators with the information 
needed to conduct an investigation properly

• Starts with protocol design
• Protocol Development
• Regulatory Strategy
• Protocol Review Meetings

“Should utilize qualified individuals (e.g. biostatisticians, 
clinical pharmacologists, and physicians) as appropriate 
throughout all stages of the trial process from designing the 
protocol and CRFs and planning the analysis to analyzing and 
preparing interim and final clinical trial results”

Get everyone in the room to read 
and discuss the protocol:
• PI
• Study Coordinator
• Data Coordinator
• Regulatory Coordinator
• Lab
• Anyone else who touches the 

protocol…



Providing investigators with the information 
needed to conduct an investigation properly

• Starts with protocol design
• Protocol Development
• Regulatory Strategy
• Protocol Review Meetings
• Protocol Review Committee (PRC) or 

Scientific Review Committee (SRC)

PRC’s Primary Function:
• Enhance the quality of clinical 

research by providing 
constructive criticism

Judge the Acceptability based on:
1. Background justification
2. Scientific design/merit
3. Risk/benefit ratio
4. Biostatistics
5. Feasibility
6. Resource utilization



Providing investigators with the information 
needed to conduct an investigation properly

• Starts with protocol design
• Protocol Development
• Regulatory Strategy
• Protocol Review Meetings
• Protocol Review Committee (PRC)

• May involve writing an Investigator’s Brochure (IB)



Providing investigators with the information 
needed to conduct an investigation properly

• Starts with protocol design
• Protocol Development
• Regulatory Strategy
• Protocol Review Committee (PRC)
• Protocol Review Meetings

• May involve writing an Investigator’s Brochure (IB)

• Data Collection Design and Development
• Definition of Critical  Data Values
• Creation of eCRFs (and completion guidelines)
• Study Specific Data Management Plans



1. Form FDA 1571

2. Table of Contents

3. Introductory Statement
a. Name of Drug and active ingredients
b. Pharmacological Class
c. Structural formula
d. Formation
e. Route of administration
f. Objectives and Duration
g. Status of drug in other countries

4. General Investigational Plan
a. Rationale
b. Indication
c. Approach to evaluate treatment
d. Drug Related Risks

5. Investigator Brochure

6. Protocol
a. Study Protocol
b. Informed  Consent Form

c. Investigator and Facility Data (Form FDA 1572)

Maintaining an effective IND
What goes into an initial IND Application?

7. Chemistry, Manufacturing and Control

8. Pharmacology and Toxicology

9. Previous Human Experience

10. Additional Information
a. Drug Dependence and Abuse Potential
b. Radioactive Drugs
c. Pediatric Studies

11. Biosimiliar User Fee Cover Sheet

12. Clinical Trials Certification of Compliance

UNC has IND resources to help you:

Contact: Amanda Wood

https://tracs.unc.edu/index.php/services/regulat
ory/ind-and-ide-application-support

LCCC has Comprehensive IND 
Management Services that Support all 
LCCC INDs:

Contact: J. Kaitlin Morrison, PhD

LCCC_IND@unc.edu

https://tracs.unc.edu/index.php/services/regulatory/ind-and-ide-application-support
mailto:LCCC_IND@unc.edu


Compliance with ClinicalTrials.gov
• What is the purpose/why does 

FDA require this?
• Help patients find trials
• Enhance design of trials
• Prevent duplication of 

unsuccessful or unsafe trials
• Build public trust

• FDA requires Responsible party 
(sponsor) to register with and 
submit results information of 
applicable trials to 
clinicaltrials.gov

• Descriptive information
• Recruitment information
• Location and contact 

information
• Administrative data

Form FDA 3674
• Certification of compliance with clinicaltrials.gov
• Determination of whether your study requires 

results reporting on clinicaltrials.gov

UNC has resources to help you:

Contact: Monica Coudurier

https://research.unc.edu/clinical-trials/clinical-
trials-gov/

LCCC has specific cancer resources to 
help you:

Contact: Mary O’Dwyer

https://research.unc.edu/clinical-trials/clinical-
trials-gov/

https://research.unc.edu/clinical-trials/clinical-trials-gov/
https://research.unc.edu/clinical-trials/clinical-trials-gov/
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Discovery/Development

Preclinical (Animal) Studies

Phase 1 

Phase 2 

Phase 3

Phase 4

New Drug Application (NDA) or 
Biological License Application (BLA)

FDA ApprovedIND

Initial IND 
Application

• Protocol Amendments
• Change in Protocol
• New Protocol
• New Investigator (New Site)

• IND Safety Reports
• UPIRSO
• Aggregate Report
• Pre-clinical

• Annual Reports
• Continued Communication with FDA
• Withdrawal
• Change in Sponsors/PIs

Preparation   Drafting IND   FDA Review   Safe to Proceed

Maintaining an effective IND
What needs to be done to maintain an IND?



Maintaining an effective IND
What are your resources?

• LCCC SOPs (complete with working instructions and templates)
• Protocol Amendments:

• SOP-2 Amendment CPO IIT (updated)
• SOP-4 Administrative Letters (updated)
• SOP-54 LCCC IND Protocol Amendment Change in Protocol

• New Sites:
• SOP-55 LCCC IND Protocol Amendment New Investigator

• Communication from FDA:
• SOP-53 LCCC IND Distribution of FDA Emails

• Annual Reports
• SOP-45 LCCC IND Annual Reports

• Determining if your study requires an IND
• SOP-3 Determining IND Status (updated)

• Changes in PI, Sponsor or Medical Monitor
• SOP-43 Change in Principal Investigator (updated)
• SOP-57 LCCC IND Change in Sponsor, MM or PI
• SOP-56 Change in Multi-Center PI
• SOP-16 LCCC IND Submission of Updated Form FDA 1572 to FDA

• Safety
• SOP-5 Action Letters
• SOP-13A and B LCCC IND Safety Reporting

• IND Withdrawal
• SOP-58 LCCC IND Withdrawal

UNC has IND resources to help you:

Contact: Amanda Wood

https://tracs.unc.edu/index.php/services/regulat
ory/ind-and-ide-application-support

LCCC has Comprehensive IND 
Management Services that Support all 
LCCC INDs:

Contact: J. Kaitlin Morrison, PhD

LCCC_IND@unc.edu

https://tracs.unc.edu/index.php/services/regulatory/ind-and-ide-application-support
mailto:LCCC_IND@unc.edu


ClinicalTrials.gov
• What is the purpose?

• Help patients find trials
• Enhance design of trials
• Prevent duplication of 

unsuccessful or unsafe trials
• Build public trust

• FDA requires Responsible 
party (sponsor) to register
with and submit results 
information of applicable 
trials to clinicaltrials.gov

• Descriptive information
• Recruitment information
• Location and contact 

information
• Administrative data

Data Element Deadline for Updating 

Study Start Date 30 calendar days after the first subject is enrolled (if the first human subject was not enrolled at the time 
of registration). 

Intervention Name(s) 30 calendar days after a nonproprietary name is established. 

Availability of Expanded Access 30 calendar days after expanded access becomes available (if available after registration); and 30 calendar 
days after an NCT number is assigned to a newly created expanded access record. 

Expanded Access Status 30 calendar days after a change in the availability of expanded access. 

Expanded Access Type 30 calendar days after a change in the type(s) of available expanded access. 

Overall Recruitment Status 30 calendar days after a change in overall recruitment status. 

Individual Site Status 30 calendar days after a change in status of any individual site. 

Human Subjects Protection Review Board Status 30 calendar days after a change in status. 

Primary Completion Date 30 calendar days after the clinical trial reaches its actual primary completion date. 

Enrollment At the time the primary completion date is changed to “actual,” the actual number of participants enrolled 
must be submitted. 

Study Completion Date 30 calendar days after the clinical trial reaches its actual study completion date. 

Responsible Party, by Official Title 30 calendar days after a change in the responsible party or the official title of the responsible party. 

Responsible Party Contact Information 30 calendar days after a change in the responsible party or the contact information for the responsible 
party. 

Device Product Not Approved or Cleared by U.S. 
FDA 15 calendar days after a change in approval or clearance status has occurred. 

Record Verification Date 
Any time the responsible party reviews the complete set of submitted clinical trial information for 
accuracy and not less than every 12 months, even if no other updated information is submitted at that 
time. 

UNC has resources to help you:

Contact: Monica Coudurier

https://research.unc.edu/clinical-trials/clinical-trials-gov/

LCCC has specific cancer resources to help you:

Contact: Mary O’Dwyer

https://research.unc.edu/clinical-trials/clinical-trials-gov/

https://research.unc.edu/clinical-trials/clinical-trials-gov/
https://research.unc.edu/clinical-trials/clinical-trials-gov/


Selecting Qualified Investigators
Warning Letters:
https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/

Inspections:
https://www.fda.gov/ICECI/Inspections/ucm222557.htm

Inspection Citations:
https://www.fda.gov/ICECI/Inspections/ucm346077.htm

Search FDA Databases

• Do they have the right 
credentials?

• Do they have clinical trial 
experience?

• Do they have appropriate 
resources and staff?

• Feasibility Questionnaires

The final responsibility for the trial’s 
conduct lies with the sponsor, so 
FDA wants to make sure that you 

have selected appropriate 
individuals to conduct the study. 



Selecting Qualified Investigators
Warning Letters:
https://www.fda.gov/ICECI/EnforcementActions/WarningLetters/

Inspections:
https://www.fda.gov/ICECI/Inspections/ucm222557.htm

Inspection Citations:
https://www.fda.gov/ICECI/Inspections/ucm346077.htm

Multicenter Regulatory Associate Searches these databases. 

The final responsibility for the trial’s 
conduct lies with the sponsor, so 
FDA wants to make sure that you 

have selected appropriate 
individuals to conduct the study. 

• Do they have the right 
credentials?

• Do they have clinical trial 
experience?

• Do they have appropriate 
resources and staff?

• Feasibility Questionnaires



Collection of Essential Documents
Why are Essential Documents 
Important?
• Form FDA 1572

• The Investigator’s Contract with the 
Sponsor

• CVs
• Investigator’s qualifications 

• Financial Disclosures
• Are there other vested interests?

• Training
• Do the colleagues/employees have the 

information they need to conduct the 
research properly?

• Delegation of Authority
• Has the investigator given permission for 

tasks to be performed by others?

You are making sure that your 
affiliate site investigators are 
qualified and that understand 

their FDA obligations.



Providing investigators with the information 
needed to conduct an investigation properly

• Protocol Amendments
• LCCC SOP-2 Amending CPO IIT Trials

• Action Letters (Letter dictating that 
immediate action must be taken)

• LCCC SOP-5 Action Letters

• Administrative Letters
• LCCC SOP-4 Administrative Letters

• Investigator Brochure Updates
• Clinical Research Form (CRF) Updates
• PRC/SRC

• Amendment Reviews

• Analysis of deviations or questions in 
regards to the protocol

• Start Up Meetings
• SOP-12 Start Up Meetings 

• Protocol Amendment/IB Update Training

How do we do this?
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Providing investigators with the information 
needed to conduct an investigation properly

• Protocol Amendments
• LCCC SOP-2 Amending CPO IIT Trials

• Action Letters (Letter dictating that 
immediate action must be taken)

• LCCC SOP-5 Action Letters

• Administrative Letters
• LCCC SOP-4 Administrative Letters

• Investigator Brochure Updates
• Clinical Research Form (CRF) Updates
• PRC/SRC

• Amendment Reviews

• Analysis of deviations or questions in 
regards to the protocol

• Start Up Meetings
• LCCC SOP-12 Start Up Meetings 

• Protocol Amendment/IB Update Training

How do we do this?
Get everyone in the room to work 
through how the protocol will be 
operationalized and to train the 
study team:
• PI
• Study Coordinator
• Data Coordinator
• Regulatory Coordinator
• Lab
• Anyone else who touches the protocol…



Providing investigators with the information 
needed to conduct an investigation properly

How do we do this? MULTICENTER SITES
• Multicenter Site Initiation Meetings
• Team Calls
• IND Safety Report Distribution

• SOP-13 Part B LCCC IND Safety Reporting Multicenter
• SOP-5 Action Letters

• Ensure responsibilities of coordinating investigators and 
other participating investigators are documented prior to 
the start of the trial.

• Ensure facilitated communication

Ultimate responsibility: Keeping participating investigators 
informed of new info, particularly with respect to AEs and 
safe use of the IP. 

May be distributed by means of: 
• periodically revised IB 
• reprints of published studies or reports
• letters to clinical investigators

• Protocol Amendments
• LCCC SOP-2 Amending CPO IIT Trials

• Action Letters (Letter dictating that 
immediate action must be taken)

• LCCC SOP-5 Action Letters

• Administrative Letters
• LCCC SOP-4 Administrative Letters

• Investigator Brochure Updates
• Clinical Research Form (CRF) Updates
• PRC/SRC

• Amendment Reviews

• Analysis of deviations or questions in 
regards to the protocol

• Start Up Meetings
• LCCC SOP-12 Start Up Meetings 

• Protocol Amendment/IB Update Training



Providing investigators with the information 
needed to conduct an investigation properly

How do we do this? MULTICENTER SITES
• Multicenter Site Initiation Meetings
• Team Calls
• IND Safety Report Distribution

• SOP-13 Part B LCCC IND Safety Reporting Multicenter
• SOP-5 Action Letters

• Ensure responsibilities of coordinating investigators and 
other participating investigators are documented prior to 
the start of the trial.

• Ensure facilitated communication

Ultimate responsibility: Keeping participating investigators 
informed of new info, particularly with respect to AEs and 
safe use of the IP. 

May be distributed by means of: 
• periodically revised IB 
• reprints of published studies or reports
• letters to CIs



IP Accountability
Why can the federal government (FDA) regulate investigational product?

Give permission for interstate shipment of an IP

• Must have acceptable:
• Temperature
• Storage conditions
• Storage time
• Reconstitution and procedure and 

devices for product infusion
• Must inform all involved parties of these 

determinations

As a sponsor we must have IP 
accountability to protect subject safety 

and data validity. 



IP Accountability
Why can the federal government (FDA) regulate investigational product?

Give permission for interstate shipment of an IP

• Ship IP only to investigators participating in 
the investigation.

As a sponsor we 
must have IP 

accountability to 
protect patient 

safety.

Once an investigator is added to the study, the IP may be 
shipped and the investigator may begin participating in the 
study. The sponsor must notify FDA of the new investigator 

within 30 days



IP- Good Manufacturing Practices (GMP)
Ensure IP is manufactured in 
accordance with GMP.

The IP must be coded and 
labelled in a manner that 
complies with the applicable 
regulatory requirements

As a sponsor we have to ensure 
subject safety and data quality by 

ensure potency, purity and identity 
of our IP.



IP- Good Manufacturing Practices (GMP)
Ensure IP is manufactured in 
accordance with GMP.

The IP must be coded and 
labelled in a manner that 
complies with the applicable 
regulatory requirements

As a sponsor we have to ensure 
subject safety and data quality by 

ensure potency, purity and identity 
of our IP.



Ensuring that the investigation is conducted in 
accordance with the general investigational 

plan/protocol

One of the most common reasons for a 
clinical investigator to get a warning letter is 

not following the investigational plan.

Ultimately, the sponsor is responsible for 
ensure an investigator is following the plan 

and bringing the investigator into compliance 
if they are not.



Ensuring that the investigation is conducted in 
accordance with the general investigational 

plan/protocol

• Eligibility criteria maintain safety of our patients 
and integrity of our data

• FDA does not embrace eligibility exceptions.
• Example Guidance from FDA: 

• Protocol Read: “Adequate pulmonary function with 
FEV1, FVC and DLCO >50% of expected corrected for 
hemoglobin. Exceptions may be allowed for patients with 
pulmonary involvement after discussing with the PI.”

• FDA Response: “Section 4.3.10 describes intent to 
violate the protocol by enrolling ineligible patients. This 
language should not appear in the protocol as it is not 
compliant with Good Clinical Practice.”

“You failed to ensure that the investigation was conducted according to the investigational plan [21 
CFR 312.60].

…the investigational plan for Protocol (b)(4) requires you not to enroll subjects who meet the 
exclusion criteria. You failed to adhere to these requirements. 

The investigational plan required you to exclude subjects with renal insufficiency…You enrolled 
subject CM 04 into Protocol (b)(4) on December 19, 2014, even though this subject had a history of 
renal insufficiently…In your…written response…you acknowledge that this subject…did not meet 
eligibility requirements…You also indicate that you made an exception to this exclusion criterion and 
enrolled this subject because…you were aware that the subject was followed by a nephrologist for 
renal insufficiency…and that laboratory tests indicated that the subject’s renal function had been 
stable for more than 1 year before the subject entered the study…We emphasize that the eligibility 
criteria for each clinical investigation are designed both to optimize interpretability of collected data, 
and to minimize foreseeable harm to enrolled subjects. Enrollment of subjects who do not meet the 
eligibility criteria jeopardizes subject safety and welfare, and raises concerns about the validity and 
integrity of the data collected at your site.”

Single Subject Exceptions are Not Following 
the Investigational Plan…

Presenter
Presentation Notes
Too busy????



Ensuring that the investigation is conducted in 
accordance with the general investigational 

plan/protocol

LCCC Single Subject Exception Policy

• IITs
• No Eligibility SSEs allowed
• Others may be allowed if you 

follow proper regulatory review
use the decision tree

• Suggestions to place SSEs:
• Compassionate Use IND
• Protocol Amendment
• Administrative Letter



Ensuring proper monitoring of investigation(s)

• The act of overseeing the progress of 
a clinical trial, and of ensuring that it is 
conducted, recorded and reported in 
accordance with the protocol, SOPs, 
GCP and applicable regulatory 
requirements.

• Continuous
• Risk-Based
• Includes:

• Precise tracking of patient accrual
• Ongoing assessment of patient eligibility and 

evaluability
• Adequate measures to ensure timely submission 

of study data
• Adequate measures to ensure timely medical 

review and assessment of individual patient data
• Timely reporting of adverse events

What is monitoring?

“Monitoring is not optional. Required by 21 CFR 
312.50.

• Responsibilities of sponsors
• Selecting monitors qualified by training and 

experience (21 CFR 312.53(d))
• Monitor the ongoing investigations (21 CFR 

312.56)
• Ensure proper monitoring (21 CFR 812.40)”

Presenter
Presentation Notes
One place of major improvement. 



Ensuring proper monitoring of investigation(s)
Why do you need to monitor?

• How can you tell if you are guaranteeing subject safety 
if you don’t double check?

• How can you tell if the data are reliable if you don’t 
double check that it is accurate?

• If data coming out of the study are not reliable is it worth the 
risk to give the IP to additional subject?

• Are their trends across multiple sites?

• How can you improve the process?
• Re-education?
• Protocol Amendment?
• Administrative Letter?

• To FDA data not collected (no matter what the reason) 
are missing data. 

• Monitoring Plans help identify critical values upfront.
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Ensuring proper monitoring of investigation(s)
Why do you need to monitor?

• How can you tell if you are guaranteeing subject safety 
if you don’t double check?

• How can you tell if the data are reliable if you don’t 
double check that it is accurate?

• If data coming out of the study are not reliable is it worth the 
risk to give the IP to additional subject?

• Are their trends across multiple sites?

• How can you improve the process?
• Re-education?
• Protocol Amendment?
• Administrative Letter?

• To FDA data not collected (no matter what the reason) 
are missing data. 

• Monitoring Plans help identify critical values upfront.

Monitoring protects patient safety and data quality.

Remember as a sponsor we are responsible for the trial 
as a whole across all sites.



Data Quality Monitoring
• Review clinical data programmatically 

and manually

• AE data review according to DSMC 
and FDA report/review schedules

• Queries issued and monitored for 
resolution



Auditing
Why to we audit/what is the difference between auditing and 
monitoring?
• Defined as: A systematic and independent examination of trial-related activities and documents to determine whether 

the evaluated trial-related activities are conducted, and the data were recorded, analyzed, and accurately reported 
according to the protocol, sponsor’s standard operating procedures (SOPs), GCP, and the applicable regulatory 
requirement(s).

• More comprehensive- monitoring is a snap shot of data (for example: first or second patient where audit at random)

• Typically monitors are employed by the sponsor where auditors get to look from the outside

• Auditors look at the sponsor

• No personal relationships, unbiased approach, identify holes

• Monitor maintenance, audit deep dive

• Part of the auditing is to make sure the monitoring is working

• Required per Good Clinical Practices (GCP)

UNC has resources to help you:
https://research.unc.edu/clinical-trials/ctqa/

https://research.unc.edu/clinical-trials/ctqa/


Discontinue shipment of IP to Noncompliant Sites
• Deviation at any site is a deviation on the clinical 

trial
• Deviations are cumulative
• Sponsor responsible for oversight of all sites
• Need to monitor they compliance and whether the 

sponsor need to re-educate the site
• If a site can not be brought into compliance it is the 

sponsor’s responsibility to stop the site’s 
participation—Otherwise the sites continued 
noncompliance is also the sponsor’s

“A sponsor who discovers that an investigator is not 
complying with the signed agreement (Form FDA-
1572), the general investigational plan, or the 
requirements of this part or other applicable parts shall 
promptly either secure compliance or discontinue 
shipments of the investigational new drug to the 
investigator and end the investigator's participation in 
the investigation. If the investigator's participation in 
the investigation is ended, the sponsor shall require 
that the investigator dispose of or return the 
investigational drug in accordance with the 
requirements of 312.59 and shall notify FDA.”



Review and evaluate drug safety and 
effectiveness data

What Kind of Data?
1. Clinical Data
2. Reporting from Other Studies
3. Aggregate Reporting

• Sponsors should have a systematic approach for safety 
surveillance:

• Process for reviewing, evaluating, and managing 
accumulating safety data

• From the entire clinical trial database— at the level of the IP 
(meaning across studies)

• At appropriate intervals

4. Pre-Clinical Findings
• Findings in animal or in vitro testing that suggest 

significant risk in humans exposed to the drug
• Mutagenicity
• Teratogenicity
• Carcinogenicity
• Reports of significant organ toxicity at or near the expected 

human exposure
• Even if conducted by a different sponsor
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significant risk in humans exposed to the drug
• Mutagenicity
• Teratogenicity
• Carcinogenicity
• Reports of significant organ toxicity at or near the expected 

human exposure
• Even if conducted by a different sponsor



Review and evaluate drug safety and 
effectiveness data

What Kind of Data?
1. Clinical Data
2. Reporting from Other Studies
3. Aggregate Reporting

• Sponsors should have a systematic approach for safety 
surveillance:

• Process for reviewing, evaluating, and managing 
accumulating safety data

• From the entire clinical trial database— at the level of the IP 
(meaning across studies)

• At appropriate intervals

4. Pre-Clinical Findings
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are Related, Serious, Life-

Threatening…etc.?

The Sponsor!!

The sponsor determines if the event is 
reportable to FDA for all sites.
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Review and evaluate drug safety and 
effectiveness data

Who helps the sponsor with this 
review and the determinations?
1. Medical Monitor
2. Data Safety Monitoring Committee (DSMC)

Who is responsible for 
determining if the events 
are Related, Serious, Life-

Threatening…etc.?

The Sponsor!!

The sponsor determines if the event is 
reportable to FDA for all sites.

What then must the sponsor do?
1. Report to FDA

2. Notify all participating investigators
3. Confer with FDA to determine if an investigation should be 

discontinued
4. Determine if IP presents unreasonable risk, then notify FDA, IRBs 

and all investigators. 
Safety
• LCCC SOP-5 Action Letters
• LCCC SOP-13A and B LCCC 

IND Safety Reporting



Monitor the progress of all clinical 
investigations being conducted under its IND

Medical Monitor

Pod Meetings/ 
Team Calls

Deviations 
and SAEsInterim 

Analysis
Literature

Data Safety Monitoring 
Committee (DSMC)

DSMC is the primary agent for assuring data and safety monitoring. Responsible for review of these trials. 
• Has the authority to suspend research activities or to refer trials to the PRC or IRB for such actions. 
• DSMC meets monthly, with ad hoc review and additional meetings called when necessary.

Duties defined in the LCCC DSMC Charter- Undergoing final formatting for finalization in Q1 2019

NC TraCS Data Safety 
Monitoring Board (DSMB)

SSEs



Monitor the progress of all clinical 
investigations being conducted under its IND

Compliance 
Committee

Office of Clinical 
Trials (OCT) Auditors

Audit Reports

Compliance Committee
Audit IIT trials to:

• Authenticate compliance
• Capture accurate data

Conducted by OCT under the UNC Clinical Trials 
Quality Assurance Program (CTQA)
Reviewed by the Committee:

• CAPA Responses
• Audit Trends

Charter for the Compliance Committee UNC Lineberger 
Comprehensive Cancer Center



Monitor the progress of all clinical 
investigations being conducted under its IND
Protocol Review 
Committee (PRC)

Compliance 
Committee

Office of Clinical 
Trials (OCT) Auditors LCCC CPO 

Monitors

Audit Reports Monitoring 
Letters

Protocol 
Amendments/ 

ICFs

Protocol 
Development 

or Reg

Data Safety Monitoring 
Committee (DSMC)

PRC: classifies studies by levels of complexity 
and risk to direct DSMC, Compliance Committee 
and monitoring
Determines acceptability of continued research 
based on subject accrual, risk/benefit ratio and 
institutional interest

Determines necessary actions following audits 
of internal trials. 

Judge acceptability of 
protocol amendments

• New drug
• Change in primary 

objective
• Change in stats

Recommend study 
closure
LCCC Data and Safety 
Monitoring Plan (DSMP)



Monitor the progress of all clinical 
investigations being conducted under its IND

Office of Clinical 
Trials (OCT) Auditors LCCC CPO 

Monitors

Pod Meetings/ 
Team Calls

Audit Reports Monitoring 
Letters

Protocol 
Amendments/ 

ICFs

Protocol 
Development 

or Reg

Deviations 
and SAEs

Team (POD) Meetings 
• Current status of trial/patients
• Enrollment
• Monitoring and audit reports
• Deviations
• SAEs
• Regulatory actions
• Data quality



Monitor the progress of all clinical 
investigations being conducted under its IND

Medical Monitor

Office of Clinical 
Trials (OCT) Auditors LCCC CPO 

Monitors

Pod Meetings/ 
Team Calls

Data 
Management

Audit Reports Monitoring 
Letters

Protocol 
Amendments/ 

ICFs

Protocol 
Development 

or Reg

Deviations 
and SAEsInterim 

Analysis

Data Safety Monitoring 
Committee (DSMC)

Annual 
Report

On the FDA Form 1571 the Medical 
Monitor is listed as:

• The person responsible for 
monitoring the conduct and 
progress of the clinical investigations

• The person responsible for review
and evaluation of information 
relevant to the safety of the drug



Monitor the progress of all clinical 
investigations being conducted under its IND
Protocol Review 
Committee (PRC)

NC TraCS Data Safety 
Monitoring Board (DSMB)

Medical Monitor

Compliance 
Committee

Office of Clinical 
Trials (OCT) Auditors LCCC CPO 

Monitors

Pod Meetings/ 
Team Calls

Data 
Management

Audit Reports Monitoring 
Letters

Protocol 
Amendments/ 

ICFs

Protocol 
Development 

or Reg

Deviations 
and SAEsInterim 

Analysis
Literature

Data Safety Monitoring 
Committee (DSMC)

Annual 
Report



LCCC 
M

onitoring 
Plan

CAPA SO
P

Implementation of a Quality Assurance System

Protocol Review Committee (PRC)

Office of Clinical Trials (OCT) Auditors
LCCC CPO Monitors Clinical Data Management Associates

Audit Reports

Protocol Development Associates

Compliance 
Coordinator

UNC Site

Aggregate 
analysis of 

sponsor, site, 
protocol and 

office-wide audit 
findings

DS
M

P

LCCC Associate Director, Clinical Research

LCCC Director
DSMP

LCCC Sponsor 
Escalation Policy

CA
PA

 S
O

P/
W

Is

CAPA SO
P/W

Is

CAPA SOP/WIs

CAPAs

IND Specialists

Multi-Center 
Project Managers 

OR SC for SS IIT

Multi-center 
Regulatory Associates

Multi-Center 
Site

Pod Leader

CPO Medical Director UNC LCCC Program Lead, 
Clinical Research

Chair of the Clinical Trials 
Executive Committee

LCCC Sponsor 
Escalation Policy

LCCC Sponsor 
Escalation Policy

DSMP

Co
m

pl
ia

nc
e 

Ch
ar

te
r

Compliance 
Coordinator WIs

DSMC Reports

DS
M

P

Regulatory 
Compliance Meeting-

Track CAPA Implementation and Aid in 
CAPA Generation 

Compliance Committee

DS
M

P

Sponsor 
Staff

LCCC Sponsor 
and Site NSI 

Trends

SO
P-34  IIT Protocol Review

 
M

eetings

SO
P-34  IIT Protocol Review

 
M

eetings

SOPs

SOP Advisory Group 

SO
P-34  
IIT 

Protocol 
Review

 
M

eetings

UNC Regulatory 
Associates

Start-up 
Meetings/SIMs

SOP-13, 45, 54-58

IB Data

SAEs

Onboarding
New Sites

Administrative 
Letters

Data Safety Monitoring Committee (DSMC)

MedWatch
Reports

Close Out of 
Sites

Pod Meetings

Annual 
Reports Data

CRFs

DSMP

DSMP

Protocol 
Questions

Initial 
Protocol Protocol 

Template

IND Exemption 
Letters

DSMPDSMP

QueriesMonitoring Letters

Aggregate 
Review Across 

IP

Deviations

Associate Director, Clinical Research Operations

Training

Informed 
Consent Forms

IND Serial 
Submissions

Protocol 
Amendments

Protocol Review 
Meeting

Clinical Trial 
Development Meeting

Initial IND 
Application

Investigator’s 
Brochure

Multi-center Team Calls

Medical Monitor/PI

Aggregate Analysis 
of FDA 

Communications

FDA 
Communications

LCCC 
M

onitoring 
Plan

Implement and Maintain Quality Assurance and Quality Control 
systems with written SOPs to ensure that trials are conducted and 
data are generated, documented (recorded) and reported in 
compliance with the protocol, GCP and other regulatory 
requirements.

Presenter
Presentation Notes
Dotted- Issue
Solid- Escalate
Long/Short- Require Action
Bright Green- Process
Light Green- Process that requires updating
Yellow- Process in the making 
Light Red- Process, but not written down
Dark Red- No process



Secure Data System
• Maintain security system 

that prevents 
unauthorized access to the 
data

• Maintain a list of 
individuals who are 
authorized to make data 
change

• Ensure data quality
• Ensure audit trails 



Secure Data System
• Maintain security system 

that prevents 
unauthorized access to the 
data

• Maintain a list of 
individuals who are 
authorized to make data 
change

• Ensure data quality
• Ensure audit trails 

What does it include?: FDA’s rules for creating, modifying, maintaining, archiving, 
retrieving and transmitting electronic records. It requires (among other things):

• Validated computer systems (hardware and software) that are accurate, reliable, consistent, 
and can discern invalid or altered records

• Easily accessible systems with the stored records so that data can be reviewed and copied by 
FDA inspectors

• Access to electronic system is limited to authorized individuals

• Education, training and experience for individuals who develop, maintain, sign or use the 
record

• Adequate controls over the distribution or, access to, and use of documentation for system 
operation and maintenance

• Secure computer-generated, time-stamped audit trails (shouldn’t obscure previously recorded 
information

• Electronic signatures have:
• Written policies that hold individuals accountable and responsible for actions initiated under 

their electronic signature
• Required elements: printed name of the signer, date/time signed, meaning (review, approve, 

responsible, authorship), linked…
• Institutional verification of the signer’s identity
• Documentation sent to FDA verifying that electronic signatures are legally binding and 

equivalent to handwritten signatures
• Be based on biometrics OR meet additionalDon’t Forget about Part 11 Compliance…

A section of the code of federal regulations that went into effect on August 20, 1997.



Allow Inspections
• Principal Areas covered:

• Organization and personnel
• Selection of Clinical investigators
• Monitors and Monitoring procedures
• Reporting of AEs
• Test article accountability and characterization

• Points to remember:
• Protocol deviations and AEs are expected- a 

lack of them is a red flag
• Subject compliance is an uphill battle- a lack of 

this is a red flag
• Often protocols will be amended due to 

problems arising at the site level

FDA’s objects are to verify data 
validity and subject safety



Preclinical/Protocol Development Clinical Trial Data Analysis 

Initial IND 
Application

GLP

Providing Proper 
Info to 

Investigators

Monitoring 
Plans

CT.gov

IND 
MaintenanceEssential Docs

CT.gov

CT.gov

IND 
Maintenance/ 

Withdrawal

Providing Proper 
Info to 

Investigators

Selecting 
Qualified 

Investigators

Essential Docs

CRFs

Monitoring

IP 
Accountability

Record 
Retention

Assuring 
Investigation 
Conducted in 
Accordance 

with Plan

QC with 
SOPs QC with 

SOPs

QC with 
SOPs

GMP

Evaluation and 
Decimation of 
New Risk Info

Auditing

Monitor 
Progress of 

Clinical 
Investigation

Secure Data 
System

Secure Data 
System

Data Analysis
Data 

Management 
Plans



ClinicalTrials.gov
• What is the purpose?

• Help patients find trials
• Enhance design of trials
• Prevent duplication of 

unsuccessful or unsafe trials
• Build public trust

• FDA requires Responsible 
party (sponsor) to register 
with and submit results
information of applicable 
trials to clinicaltrials.gov

Not Applicable:

• Non-NIH funded 
Phase 1 Studies

• Non-NIH funded 
Studies using 
Devices/Drugs, but 
not studying the 
Device/Drug itself

• Non-NIH funded 
OTC

NIHFDA

• NIH Funded 
Phase 1/0

• NIH funded, IND 
Exempt Studies

• Approved 
Drugs

• Behavioral 
Interventions

• Small 
Feasibility 
device trials

Non-NIH funded 
Phase 2, 3, 4 
clinical trials 
• IND
• BLA
• NDA
• 510(k)
• IDE
• PMA
• Non-significant 

Risk Device 
under 21 CFR 
812.2(b)

NIH 
Funded 
Phase 2, 

3, 4 
clinical 
trials

What types of trials require results reporting?

UNC has resources to help you:

Contact: Monica Coudurier

https://research.unc.edu/clinical-trials/clinical-trials-gov/ LCCC has specific cancer resources to help you:

Contact: Mary O’Dwyer

https://research.unc.edu/clinical-trials/clinical-trials-gov/

https://research.unc.edu/clinical-trials/clinical-trials-gov/
https://research.unc.edu/clinical-trials/clinical-trials-gov/


Record Retention
Retain all records and reports 
required for:
• 2 years after drug approval
OR
• If not approved: 2 years after 

shipment and delivery of the 
drug for investigational use is 
discontinued and FDA has been 
so notified



Questions???
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