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Session Objectives

» Regulatory framework for compliance in clinical trials
— What federal agencies are responsible
— What sorts of projects do they regulate
— What are the basic requirements
« Improving communication and transparency in research compliance
— Solid compliance program for research
— Openness ensures credibility
— Collaboration efforts
» Identify problems and know how to deal with them
— Misconduct vs. non-compliance

— Dealing with inspections and investigations
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Sources of Regulation

Agencies

@HRP -

"Doing it right..together”

enters for Medicare & Medicaid Services
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Why is there Non-Compliance Risk in Research?

» Research and related rules are complex

» There is significant pressure on regulators to make things right
where public perception is that they have gone very wrong

» Education is non-mandatory and sometimes sparse

» Physician-investigators are busy and focused on substance and
care for their patients

» Administrative support is sometimes lacking (but the Pl is always
held accountable)

» Consequences of non-compliance are not well-known or understood

* Priorities
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Major Sources of Research Rules and Enforcement
- PHS Office for Human Research Protections

e Common Rule — 45 C.F.R. part
46

e General rule adopted by 17
federal agencies, including

OHRP (Office for Human
Research Protections); OHRP H R P
adds special protections for

prisoners, pregnant women “Doing it right._together"
and fetuses, and minors

» Applies to human research
conducted or supported by any
of the adopting federal
agencies
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Major Sources of Research Rules and Enforcement
- US Food & Drug Administration

» Drugs, Devices and Biologics — 21 C.F.R.

— 21 C.F.R. part 11 (electronic records) @,\
FIOYA

— 21 C.F.R. part 50 (protection of human subjects)

21 C.F.R. part 54 (financial disclosures)
21 C.F.R. part 56 (IRBs)
21 C.F.R. part 312 (drugs, biologics) and 812 (devices)

» Adopted and enforced (civilly and criminally) by FDA under the
Food, Drug and Cosmetic Act

» Applies to human research involving drugs, devices, and biologics
(without proper approvals — INDs and IDEs where required —
investigator and research team members may be guilty of
adulteration or misbranding)
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Traditional Sources (cont’d)

Studies Funded by NIH

— Federal Regulations ﬁi"‘"%
— Grants Policy Statement g@ﬁ

e
— OMB Circulars HE

» Research Misconduct — Office of
Research Integrity

— Fabrication, falsification, plagiarism

» Health Fraud and Other Violations
and Crimes — OIG and DOJ

* Plus: formal and informal guidance,
reports of enforcement activities,
advisory opinions, etc.
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Other Sources of Rules and Enforcement Authorities

The Usual Suspects, e.g.:
— Professional negligence/malpractice exposure
— Privacy/HIPAA

— Billing/reimbursement compliance

» Fraud and Misrepresentation Sl

— “Common Law” (private citizens, government &Q
prosecutors)

— Mail Fraud, Wire Fraud, Health Fraud Statutes
(Department of Justice)

» False Statements (DOJ)

» False Claims (DOJ and qui tam relators)

» Anti-Kickback Law (HHS OIG and DQOJ)

» Anti-Self Referral Law (HHS OIG and DOJ)
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Institutional/Investigator Commitments

* PHS Grant Applications, NOAs
e Clinical Research Agreements

 FDA 1571, 1572, IDE
applications

» IRB Applications, SOPs, etc.

» Conflict of Interest Policies

* Federal Wide Assurance
(FWA)

» Other Institutional Policies
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Ethics, Policy, & Best Practice Sources

* Nuremberg Code http://ohsr.od.nih.gov/nuremberg.php3

» Declaration of Helsinki http://ohsr.od.nih.gov/helsinki.php3

* Belmont Report
http://ohrp.osophs.dhhs.gov/humansubjects/guidance/belmont.htm

» National Bioethics Advisory Commission
http://www.georgetown.edu/research/nrcbl/nbac/

* President’s Council on Bioethics http://bioethics.gov/

» Institute of Medicine (10/02) Responsible Research: A Systems
Approach to Protecting Research Participants
http://www.iom.edu/report.asp?id=4459

Some plaintiffs’ lawyers have sought to enforce these through litigation.
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Communications
& Transparency
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Improve Communication and Transparency

» Prioritize risk and put on a timeline and share with Board of Trustees

» Know that billing compliance risks are one of the greatest you will
deal with

* Hold annual retreat

» Designate a research compliance person who has the skills and
experience who will carry the clout to get the work done

» Establish a solid research compliance work plan
— How do you do this
— Why should you do it

— Are you ready for what it may bring
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Seven Steps to Achieving the Core Principals of
Healthcare Compliance and Transparency

» Implement written policies, procedures, and standards of conduct
» Designate a compliance officer

» Conduct effective training

» Develop effective lines of communication

» Enforce standards through well-publicized disciplinary guidelines
e Conduct internal monitoring and auditing

» Respond promptly to detected offenses, developing corrective action
and reporting to the government
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Risks

» Lack of proper oversight by the institution and investigator
* Inadequate training

» Inappropriately handled conflicts of interest

» Improper expenditure of federal funds and residual funds
» Improper billing of research items including

inappropriate billing to Medicare
— Failure to cover costs in clinical trials and redistribution of funding
— Inappropriate use of federal funds for clinical care

Failure to maintain support and document Medicare charges

« For the clinical research billing department, the objective is to ensure that
billing for the clinical research is appropriate to the contract specifics through
the use of either the chargemaster or a contract-specific set of charges);
appropriate to the organization providing the service (a research protocol
may have encounters that occur in the hospital, the physician practice or an
affiliate); and based on the right milestones defined in the sponsored
research contract.
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Billing for Costs of Clinical Trials

» Hot topic for OIG, with significant risk
» Partnership must exist to ensure billing
» Prioritize issues

* Many facets make up billing compliance

Creation of intended billing grids

Medicare Coverage Analysis (MCA)

Identification of subjects

— Bill hold and tracking cost

Auditing of accounts to ensure billing compliance
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Hold Annual Retreat and Advertise It

Assemble a team

Annual research compliance retreat a good idea to set the course
and strategize

Combining benchmarking data and internal expertise into a
business plan with supporting financial projections and work on this
from a team perspective

Determine locus of control
— Who is responsible for the process?

— Who will champion the changes?
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Who is the Institution’s Compliance Profession for Research?

Clarify the professional qualifications, experience, knowledge, skill
sets and other attributes necessary to successfully implement,
manage and be accountable for an ethics and compliance program
within a large publicly traded organization

Provide insights into what new competencies may be required of
both ethics and compliance professionals over the next decade and
think about the future as you start to think with a transparent mind
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Solid Research Work Plan

» Compliance Standards and Procedures
» Oversight Responsibility

» Due Care in Delegation of Authority

» Effective Employee Training & Education
» Monitoring, Auditing & Communication

» Enforcement & Discipline

* Response & Prevention
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Issue Identification
& Response
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Sources of Inspection/Investigation

* Routine inspections

Federal oversight agencies
Cooperative groups
Sponsors/CROs
Accreditation organizations

Institutional officials

» For-cause investigations
— Patient/subject complaints and litigation
Advocacy organizations

— Internal discoveries

Whistleblowers (note on whistleblower protections)
* Note on OIG Workplan
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Non-Compliance and Misconduct

* Non-Compliance

— Failure to comply with laws, regulations, protocols, informed consent

documents — may be intentional or unintentional

— “Serious” and “continuing” non-compliance is reportable to federal
funding agencies and FDA, for studies subject to their oversight

(currently, institutions define what each term means)
» Misconduct (“FFP”)

— Limited to specified behaviors
« Fabrication
« Falsification
« Plagiarism

— Defined by regulation
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Non-Compliance
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Sanctions

Institutionally imposed sanctions (Local Enforcemen t)

— Re-education
— Suspension or termination of protocols

Disqualification from research leadership or activities

Medical staff/clinical privileges implications
HR sanctions up to and including dismissal

Regulatory sanctions (FDA)
— Suspension or termination of protocols

Seizure of products
— Disqualification from research leadership or activities

Civil fines and penalties

Criminal enforcement (FDA, DOJ)
— Fines

— Imprisonment

" $%$
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Issues
- Recruitment and Enrollment

False statements or misrepresentation to induce potential
subjects to participate

Payments to recruiting doctors and staff (depending on
circumstances)

Enrollment of ineligible subjects (without advance IRB approval
or in emergencies consistent with FDA regulations and IRB
policies)

Ghost subjects

Fabricated or falsified results for qualifying tests (e.g., blood
work, radiological scans, physicals, etc.)
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Issues

- Adequacy of Informed Consent

Low

Forged or falsified documents

Failure to disclose investigator/institutional conflicts of
interest

Failure to disclose risks or material misrepresentation
or understatement of risks

Circumvention of procedures (e.g., “sign here” at back
of form, inducing potential subject to enroll without
actual consent)

Undue influence or coercion

— Payments or cost reimbursement (e.g., transportation,
lodging, routine care) unapproved by IRB

— Misuse of doctor-patient, supervisor-subordinate, or
similar relationship
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Issues

- Approvals and Oversight

» Approval process violations

— FDA
- IRB

— Other Sponsor/Institutional

» False statements to sponsors, CROs, IRBs, regulators, etc.

» Failure to disclose research, appropriate information about the
research, or changes in the research to the IRB and FDA/sponsor

» Non-compliance with regulatory, sponsor, and/or IRB requirements,

including approved protocol and consent
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Issues
- Study Conduct

» Fabrication, falsification, or plagiarism in proposing, conducting, or
reporting on the research

» Billing problems

Billing for non-covered services

Double billing (e.g., to grant/sponsor and to third-party payor)
Waivers of copayments and deductibles inconsistent with HIPAA

Beneficiary inducements
e Sham research

+ Use of adulterated or misbranded products; non-compliant
manufacturing processes
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Issues
- Documentation Deficiencies

» FDA and IRB applications, reports, and correspondence e.g.,
— FDA-1571 and FDA-1572 for INDs; IDE applications
— IRB applications
— COl disclosures

AE reports

Other miscellaneous correspondence

» Subject records, e.g.
— Enrollment logs
— Signed informed consent forms
— Source documents
— CRFs

» Other study records, e.g.

CVs for PI, sub-Is, (and other key personnel)
Drug/device accountability

Delegation documentation/signature log
Training and monitoring activities
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Issues
- Billing for Clinical Trials Costs

* The process of submitting a claim to a third party payer "in the hopes that
they will pay" is not consistent with the National Coverage Determination.

The sponsor responsibility may not be contingent upon payer determination.

« Waiving Medicare co-payments and/or deductibles.
¢ Up coding billable services to Medicare.

« Inadequate medical record documentation.

« Billing Medicare for:

* - Investigational, drug, devices or procedures
- Research specific services (e.g. trial eligibility)
- Iltems or services provided for data collection
- Routine care in non-qualifying trial
- Routine care not covered by Medicare
- Services the sponsor pays for or the sponsor provides free of charge
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Inspections
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Top 10 Rules for Handling an Inspection

10.

Be prepared at all times for a possible inspection. Keep research
files organized, submit required applications agd reports on time.
& .

( ) # + $

If the inspector provides advance warnin? to schedule, respect her
time and make yourself and your key staff available then too. &
$

If you are aware of problems that have occurred during the trial,
consult with legal coﬁgnsel. (

Set up a conference room or office free of distractions and access
to unrelated materials for use by the inspector. -
$

Treat the inspector with the respect he or she expects and
deserves. Do not talk down at him/her. Do not make statements
like “the regulations don’t make sense” or “this is how it's always
done” in response to findings of non-compliance. ' s
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Top 10 Rules for Handling Inspections

5.

Prepare %our employees for the inspec/tion.

) $

. Be prepared with at least initial corrective action plans to respond to

concerns identified during the inspection to demonstrate your
understanding of the rules and willingness to seriously address any
deficiencies. & $

Maintain appropriate contact with the governing IRB to avoid
allegations of withholding information that may be critical to its
members’ deliberations related to the study. "1

$

Do not ignore a “483” (inspectional observations, delivered at the
time of the close of the inspection). Work with legal counsel to
prepare a comprehensive corrective action plan designed to assure
local and national FDA staff that subjects are safe any deviations
will not recur. ' s 2 "

Treat any warning letters very seriously. 3
3
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Corrective Action Planning

» Options are infinite, but focus on:

— Re-education
¢ Formal and informal local training

¢ ACRP certification

Upgrading qualifications of research staff

Developing and implementing institutional, departmental, or study-
specific policies designed to assure future compliance

Committing to internal re-audit as appropriate
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Useful Links
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Useful Links

¢ OHRP/General Information:  http://www.hhs.gov/ohrp
— Regulations: http://www.hhs.gov/ohrp/humansubjects/quidance/45cfr46.htm
— Guidance: http://www.hhs.gov/ohrp/policy/index.html
—  Compliance Oversight: http://www.hhs.gov/ohrp/compliance/
* FDA/General Information: http://www.fda.gov
—  Laws: http://www.fda.gov/opacom/laws/
— Regulations: http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcft/cfrsearch.cfm
— Educational Materials: http://www.fda.gov/oc/gcp/education.html
*  Select FDA Guidance
— Investigator Responsibilities (DRAFT 5/07): http://www.fda.gov/OHRMS/DOCKETS/98fr/07d-0173-
qdl0001.pdf
— Sponsor Responsibilities: http://www.fda.gov/ora/compliance_ref/bimo/clinguid.html
—  Other Guidance: http://www.fda.gov/oc/ohrt/irbs/default.htm
*  FDA Enforcement Information
— General: http://www.fda.gov/oc/gcp/clinenforce.html
— Inspection Manuals: http://www.fda.gov/oc/gcp/compliance.html
* International Conference on Harmonisation
— Home: http://www.ich.org/cache/compo/276-254-1.html
— ICH GCP Consolidated Guidance: http://www.fda.gov/cder/quidance/959fnl.pdf
*  CMS Clinical Trial Policy:  http://www.cms.hhs.gov/ClinicalTrialPolicies/
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