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« 1997: Richard Borisan (Med College of Georgia):
performing schizophrenia drug trials, funneling money to
private accounts (15 year jail term, fine)

* 1999: Robert Fiddes: falsified drug trial data, “made up”
patients (15 months jall, fine)

« 2006: Eric Poehlman (Univ. Vermont): falsified data on
17 grant applications and on 10 papers (1 yr jail, fine)

« 2006: Hwang Woo Suk (So. Korea) falsified data on
human cloning, lost faculty position
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“Research misconduct does not include
honest errors or honest differences of opinion”

- From S. Woollen, Associate Director for
Bioresearch Monitoring, FDA, 2003

If FDA has information indicating an investigator has
repeatedly or deliberately failed to comply with the
requirements identified in the Code of Federal
Regulations or has submitted false information to FDA or
a sponsor s/he may be disqualified and be subject to
criminal and civil liability.
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Clinical Care

Individualized
Physician-driven
Patient welfare
Established standards
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Research

Rigid, pre-determined
Protocol driven
Knowledge, validity
Protocol elements
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Investigator means an individual who actually
conducts a clinical investigation. In the event an
Investigation is conducted by a team of
iIndividuals, the investigator is the responsible
leader of the team.

21 CFR 312.3 (b)
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“The” person responsible for the conduct of the clinical
trial at a trial site

—If a trial Is conducted by a team, the investigator Is the
responsible leader of the team and is usually called
the principal investigator

Any individual member of the clinical trial team
designated and supervised by the investigator at a trial
site to perform critical trial-related procedures and/or to
make important trial-related decision (e.g. associates,
residents, fellow) are, under the regulations, considered
sub-investigators, not Pls or Co-investigators
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« Ensuring that an investigation is conducted according to
— Signed investigator statement (FDA 1572)
— Study protocol
— IRB requirements
— All applicable federal, state, & institutional regulations

« Control of all drugs/agents/devices under investigation

« For protecting the rights, safety, and welfare of subjects
under the investigator’'s care

Reference: Guidance for Industry Investigator Responsibilities — Protecting the Rights, Safety, and Welfare of Study Subjects
(U.S. Department of Health and Human Services Food and Drug Administration, October 2009)
http://www.fda.gov/downloads/drugs/guidanceComplianceReqgulatorylnformation/Guidances/UCM187772.pdf
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http://www.fda.gov/downloads/drugs/guidanceComplianceRegulatoryInformation/Guidances/UCM187772.pdf

« Respond to participants
who have an adverse event

« Keep participant fully
iInformed of any new
iInformation

* Protect the privacy of
participants and maintain
confidentiality of data

« Either obtain consent or
designate authorized
person to obtain consent

Provide reports as required
by the sponsor and the IRB

Make records available for
Inspection
Ensure accountability of

Investigational drugs,
devices or biologics

Provide contact information
on consent form

Provide a data and safety
monitoring plan

Source: UHCMC IRB Policy: Investigator Responsibilities
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Qualified by education, training, & experience to
assume proper conduct of the trial

Aware of & comply with GCP

« Familiar with the use of investigational
oroduct(s)

 Interested in the scientific aspects of the trial
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« Adequate time to:
— Discuss, read & approve protocol
— ldentify & recruit subjects
— Properly assess & follow subjects

« Adequate personnel & resources to conduct the
trial

 Ability to meet the recruitment target

« Conduct the trial in compliance with the protocol
without deviation
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« Both CFR 312 and 812 require investigators
supervise drug and device investigations
* Delegation is common and expected

— Investigator must provide “adequate” supervision

— Investigator is accountable for regulatory violations
resulting from failure to “adequately supervise”
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 FDA focuses on 4 major issues of supervision
— Delegated staff were qualified to perform tasks
— Staff received adequate training

— Adequate supervision and involvement in ongoing
study

— Adequate supervision and oversight of 3rd parties as
reasonably possible
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9. COMMITMENTS

| agree to conduct the study(ies) in accordance with the relevant, current protocol(s) and will only make changes in a protocol after
notifying the sponsor, except when necessary to protect the safety, rights, or welfare of subjects.

| agree to personally conduct or supervise the described investigation(s).

| agree to inform any patients, or any persons used as controls, that the drugs are being used for investigational purposes and | will
ensure that the requirements relating to obtaining informed consent in 21 CFR Part 50 and institutional review board (IRB) review
and approval in 21 CFR Part 56 are met.

| agree to report to the sponsor adverse experiences that occur in the course of the investigation(s) in accordance with 21 CFR
312.64. | have read and understand the information in the investigator’s brochure, including the potential risks and side effects of the
drug.

| agree to ensure that all associates, colleagues, and employees assisting in the conduct of the study(ies) are informed about their
obligations in meeting the above commitments.

| agree to maintain adequate and accurate records in accordance with 21 CFR 312.62 and to make those records available for
inspection in accordance with 21 CFR 312.68.

| will ensure that an IRB that complies with the requirements of 21 CFR Part 56 will be responsible for the initial and continuing
review and approval of the clinical investigation. | also agree to promptly report to the IRB all changes in the research activity and all
unanticipated problems involving risks to human subjects or others. Additionally, | will not make any changes in the research without
IRB approval, except where necessary to eliminate apparent immediate hazards to human subjects.

| agree to comply with all other requirements regarding the obligations of clinical investigators and all other pertinent requirements in
21 CFR Part 312.
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« Statement signed by the investigator
* Provide information to the sponsor

« Assure the investigator will comply with FDA
regulations related to the conduct of a clinical
iInvestigation of an investigational drug or
biologic
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« Under the regulations, a 1572 is required for
studies of investigational drugs or biologics
conducted under an Investigational New Drug
(IND) application

A 1572 is not required for studies not conducted
under an IND and is not applicable to
Investigational device studies
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What do you commit to?

* To conduct the study in accordance with the protocol

« To inform the subjects of the investigational status of the
test article

« To report adverse events to the sponsor
* To read and understand the Investigational Brochure

 To inform all support personnel of the investigation
reguirements

- To maintain adequate records and make them available
for inspection

« To assure that the IRB is in compliance

(continued)

Information Sheet Guidance for Sponsors, Clinical Investigator, and IRBs — Frequently
Asked Questions — Statement of Investigator (Form FDA 1572). Final May 2010
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What do you commit to?

« To assume responsibility for initial and continuing review
by the IRB

« To promptly report study changes and unanticipated
risks to the IRB

* Not make changes in the research without IRB approval

« To comply with the requirements regarding the
obligations of clinical investigators

« To personally supervise or conduct the investigation

Information Sheet Guidance for Sponsors, Clinical Investigator, and IRBs — Frequently
Asked Questions — Statement of Investigator (Form FDA 1572). Final May 2010
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What does it mean to
personally supervise or
conduct the investigation?
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* Appropriate delegation
» Adequate training
« Adequate supervision

FDA guidance for industry: Investigator responsibilities - protecting the rights,
safety and welfare of study subjects - 2009
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Qualified by:
— Education
— Training
— EXxperience
— Licensure (when required)

to perform the delegated task

Most clinical/medical tasks require formal medical
training/licensing/certification
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« Familiarity with purpose of the study and
protocol

« Understanding of the specific details of the
protocol and investigational product to perform
assigned tasks

« Knowledge of regulatory requirements and
acceptable standards for conducting clinical
trials and the protection of particpants
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« Level of supervision should be appropriate to
staff, nature of the trial and participant
population.
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Study coordinator enrolled ineligible subjects in oncology
trials

Coordinator altered source records and created fraudulent
CRFs to make subjects appear eligible

Data manipulations should have been apparent to attentive
clinician

Subject who was ineligible due to poor renal and liver
function was enrolled, dosed, and died as a result

Study coordinator sentence to 71 months in prison and
debarred from many future involvement in FDA regulated
research

Dr. Holland — 5 years probation, $500k restitution to
defrauded drug companies, disqualified
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1. You failed to personally conduct or supervise the clinical investigation [21 CFR 312.60].

When you signed the Statement of Investigator (Form FDA 1572) for the above referenced clinical trial, you
agreed to take on the responsibilities of a clinical investigator at your site. Your general responsibilities as a
clinical investigator include ensuring that the clinical trial is conducted according to the signed investigator
statement, the investigational plan, and applicable regulations; protecting the rights, safety, and welfare of
subjects under your care; and ensuring control of drugs under investigation [21 CFR 312.60]. By signing Form

FDA1572 _vou specifically agreed to persanally conduct the clinical trial orto supervise those aspects of the
trial that you did not personally canduct. While you may delegate certain study tasks to individuals qualified to

perform them, as a clinical investigator you may naot delegate your general responsibilities. CQurinvestigation
indicates that your supervision of personnel to whom you delegated study tasks was not adequate to ensure
that the clinical frial was conducted according to the signed in'ﬁestigat-:ur statement, the investigational plan,
and applicable regulations, and in a manner that protects the rights, safety, and welfare of human subjects.

Specifically, ¥

the otherviclations listed in this letter are traceakle to ,-:ILIrfElllLIrE t-:u adeguatel, supervise staff and the
conduct of the investigation. For example, multiple episcdes of chemotherapy misadministration occurred far

3 of 3 subjects enrclled, including administration of 6 cycles of an investigational drug to a subject after
closure of the study. Adequate review of the chematherapy orders could have prevented misadministrations,
ar at a minimum allowed you to discaover flaws in your systems that led to repeated departures from the
investigational protoceol. Adequate supervision also could have prevented or minimized repeated failures to
repaort adverse events and to conduct pracedures required by the protocol. We naote that vour staff reported to
Investigator Garmendia that you were naot present at the clinical site for a majority of the study, and that you live
autside of the State of Florida for six months of the year. Itis apparent that procedures were not in place to
compensate for your absence.
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1. You failed to personally conduct or to supervise the clinical investigation [21 CFR 312.60].

YWhen you signed the investigator statements (Form FDA 157 2) for the above-referenced clinical
investigations, you agreed to take on the respansikilities of a clinical investigator at your site.
Your general responsibilities include ensuring that the investigation is conducted according to
the signed investigator statement, the investigational plan, and applicable regulations;
protecting the rights, safety, and welfare of subjects under your care; and ensuring control of
drugs under investigation (21 CFR 312.60). You specifically agreed to personally conduct the
clinical studies arto supenvise those aspects of the studies that you did not personally conduct.
While you may delegate certain study tasks to individuals qualified to perform them, as clinical
investigator, you may not delegate your general responsibilities.

Cur investigation indicates that g !
not been delegated the autharity to execute, and that your supervision of personnel to whom vou
delegated eth:II tasks was not adequate to ensure that the clinical trials were conducted
according to the signed investigator statement, the investigational plan, and applicable
regulations, and in @ manner that protected the rights, safety, and welfare of human subjects.

A The following violgtlesemere noted for Protocal [(b)(4)]

¥ We note that perthe "Delegation of Duties & Autharized Signatures Form,” ya
andfaor your sub-investigator were the anly individuals at your site designated by
you to make trial-related medical decisions and to perform critical trial-related
procedures. You informed FDA Investigator Tarres, however, that vou gave to
your study coordinator Ms. [(b)(6)] the responsibility to determine subject
eligibility into the study; the fact that she made such determinations is also
evident in the medical and study recards. Determination of subject eligibility is a
trial-related medical decision, as well as a critical trial-related procedure. As
such, this study task was not delegated to Ms. [(b)(G)] Permitting Ms. [(b}G)] to

anduct study tasks for which she did not have autharization demaonstrates vour
famweg to conduct the study in accordance with the study plan and applicalble
regulaticms

6/1/2012 ©2012 University Hospitals Case Medical Center 28




How do you manage
delegation, training and
supervision?




« Maintain a list of study staff and what study-
specific tasks have been delegated
— Describe the delegated tasks
— ldentify qualifying training
— ldentify dates of involvement in the study
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Create an organization chart

— ldentify study team members including specific job
responsibilities
— Review responsibilities and determine review intervals

Principal Investigator
Heads the team

Coordinator

(recruits, regulatory
administration)

Research Nurse

(manages study, recruits,
administers drug)

Sub-Investigator

(consents, physicals)

Other study staff
(lab techs, x-ray techs, etc.)
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Study Task

Specific Actions

Individual
Responsible

Screening

Eligibility

Consent

Clinical Procedures

Data manaaement

Telephone screening of interested
participants
Complete screening checklist

Initial review with potential participant

Final eligibility
Obtain informed consent

Draw blood

Complete history/physical exam

Comblete case report forms

RC

RN/RC

RN/Sub-I

Pl
RN/Sub-|

RN

P1/Sub-I

RN/RC




Staff Signature and Delegation of Responsibilitv Log
Pagel of

Principal Investigator:
Protocol Title:

[EB Number:
Print Name Signaturs Initials | Responsibilities” | HSP Certification Start Date | EndDate | PIImitials
End of Studv/Page Completion
Date:

Principal Investigator Signature:

43 Besearch Nursing 7 Administration 107 Patient Examination
3) Laboratory Analysis 2) Patient Consent (requires Certification in Huwman Subjects Protections)

-

6} Fegulatory Activities (IEE)

Eezponsibilities™ {list all that applv)
17 PI
1) Co-Investigator
37 Clinical Eezearch Coordination

87 Data Entry

33
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« Research Standard Operating Procedures (SOPSs)
— FDA Inspection of Investigators
— Site Initiation Visit
— Maintenance of Research Regulatory Documents and
Other Essential Documents
« Office of Research Compliance and Education
website (Uhhospitals.org/ccrt)
— AE summary logs
— Delegation of authority/staff signature log
— Device accountability log
— Screening/enrollment log
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« Assessment of inclusion/exclusion criteria by
Individuals with inadequate medical training

* Physical examination performed by unqualified
personnel

« Evaluation of adverse events by individuals
acking appropriate medical training or
Knowledge of the clinical protocol or study agent

* Informed consent obtained by individuals who
ack the training and knowledge of the protocol
need to discuss risks and benefits of study
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* Routine meetings with staff and sponsor’s
monitors

* Procedure for timely correction and
documentation of identified problems

* Procedures for:

— Documenting review of performance of delegated
tasks

— Ensuring informed consent is being done
appropriately.
— Ensuring that source data are accurate
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 Clinical investigators play a critical role In
ensuring high quality studies

« Good care of patients is not the same as Good
Clinical Practices (GCP) in research
— It is important have a clear understanding of

responsibilities under FDA regulations

« At stake is public confidence and participation in
the clinical trials and ultimately the availability of
safe and effective products
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U. S. Food and Drug Administration
5600 Fishers Lane, Rockville MD 20857-0001
1-888-INFO-FDA (1-888-463-6332)
Drug Information Number: 301-827-4570 (8:00 AM - 4:30 PM)
http://www.fda.gov/cder/guidance/index.htm
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