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Agenda

1. Recent Developments in Industry & 
Regulatory Guidance

• FDA Rules & Guidance
• Fraud & Abuse Laws
• Industry Guidance
• Disclosure Rules

2. Contracting Issues – Focus on 
Arrangements with Physicians

3. Special Issues regarding Investigator-
Initiated Research

4. Q&A
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Recent Developments in Industry 
and Regulatory Guidance

October 2009

General Framework of Rules

– Food & Drug Administration/FDA 
Rules and Guidance

– Fraud and Abuse Laws
• Federal anti-kickback statute 
• False Claims Act

– Industry Guidance 
• AdvaMed Code
• PhRMA Code

– Conflicts of Interest/Disclosure Rules
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FDA Rules and Guidance

– Increasing focus on clinical trials generally
• Human Subject Protection/Bioresearch 

Monitoring (HSP/BIMO) Initiative
� Ongoing since 2006
� New regulations and guidance
� Improved internal procedures and communications

• Faster, more efficient debarment and 
disqualification process for investigators

• FDA-European Medicines Agency (EMEA) 
partnership

October 2009

Fraud and Abuse Laws - Federal anti-kickback 
statute

– Regulated by the Office of 
Inspector General (OIG)

– Prohibits “knowing” and “willful”
offer, payment, solicitation or 
receipt of remuneration for the 
referral of federal health care 
program patients or business

– “Remuneration” defined broadly as 
anything of value
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Fraud and Abuse Laws – Anti-kickback

– Criminal + Civil penalties - fines, 
imprisonment, potential 
Medicare/Medicaid exclusion, 
potential “bootstrapped” False 
Claims Act claims

– “Intent”/One purpose test

– Covers ALL Federal health care 
programs

– “Safe Harbors” are “voluntary”
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Fraud and Abuse Laws - Federal anti-kickback 
statute – Indirect Providers

– The Federal anti-kickback statute 
applies even if one of the parties does 
not directly submit claims for 
reimbursement to the federal health 
care programs.  

– Persons and entities in this position 
are sometimes referred to as “indirect”
providers under the programs.

– Indirect providers include device and 
drug manufacturers, device and drug 
distributors, PBMs.
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Fraud and Abuse Laws - Examples of Potential 
Kickbacks

– Award of clinical trial to Key 
Opinion Leader or Top Prescriber
• Was funding intended to induce the 

investigator to prescribe drug or 
device being tested?

– Payments to researchers/recruiters 
or subjects of the study inconsistent 
with fair market value for services 
rendered and/or costs
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Fraud and Abuse Laws - Examples of Potential 
Kickbacks

– Payments of consultants/speakers above 
fair market value for services rendered

– Providing any item of value to influence 
research, expenditures, reporting, etc.
• Free travel (except in certain circumstances 

as described in the AdvaMed Code)
• Expensive dinners
• Free tickets to sports, theater, golf, or other 

entertainment events
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Fraud and Abuse Laws - Examples of Federal Anti-
kickback Investigations/Settlements

– TAP Pharmaceuticals (2001) - $875 Million –
criminal/civil charges re: fraudulent drug pricing 
and marketing conduct regarding Lupron (7 year 
CIA)

– AstraZeneca (2003) – $355 Million – criminal/civil 
settlement regarding pricing and marketing of 
Zoladex (5 year CIA)

– Pfizer (2004) – $430 Million – illegal and 
fraudulent promotion of Neurotin (5 year CIA)

– Serono (2005) - $704 Million – criminal/civil 
settlement – allegations included payment of 
illegal remuneration including free 
devices/software, trips to Cannes (5 year CIA)
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Fraud and Abuse Laws - Examples of Federal Anti-
kickback Investigations/Settlements

– Schering-Plough (2006) - $435 Million – criminal/civil 
settlement – illegal sales and marketing programs for 
Temodar and Intron A (amd to existing 5 year CIA)

– Medtronic (2006) - $40 Million – kickbacks to spine 
surgeons to use spinal implant devices – sham agreements, 
trips to desirable locations (5 year CIA)

– ANS (2007) - $2.95 Million – kickbacks to physician to use 
ANS products; sports tickets, free trips/dinners, grants & 
other gifts (3 year CIA)
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Fraud and Abuse Laws - Examples of Federal Anti-
kickback Investigations/Settlements

– Zimmer, Depuy Ortho, Biomet, S&N, Stryker Ortho (2007) 
– deferred prosecution agreements (Stryker signed a non-
pros agreement) – $311 Million – allegations involved 
payments to ortho surgeons of hundreds of thousands of 
dollars per year as inducements to use devices; lavish trips 
and expensive perks

– Pfizer (2009) – $2.9 Billion – main criminal allegation was 
that Pfizer promoted the sale of Bextra for several uses and 
dosages that the FDA specifically declined to approve due 
to safety concerns.  In addition, the civil settlement 
resolved allegations that Pfizer paid kickbacks to provider 
to induce them to prescribe Bextra, Geodon Zyvox and 
Lyrica.
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Fraud and Abuse Laws – False Claims Act

Treble damages and fines for knowingly:
(1)  filing a false claim with the Federal 

government, or causing the filing of a false 
claim;

(2)  creating a false record in order to get a 
claim paid;

(3)  conspiring to get a false claim paid; or
(4)  concealing an obligation to repay monies 

owed to the Federal government
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Fraud and Abuse Laws – False Claims Act

– Bootstrapping to Anti-Kickback Claims:  The 
government often “bootstraps” the federal false 
claims act claim to the anti-kickback claim, 
arguing, in essence that the kickback relationship 
made the claim false. 

– Qui Tam Relators:  In addition, the federal false 
claims act allows individuals to bring suit against 
companies as qui tam relators.  Many relators are 
disgruntled employees – we can discuss ways to 
get at compliance issues before they “get” you.
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Fraud and Abuse Laws – False Claims Act Issues

– False certifications in grant 
applications

– False statements in use of grant 
funds

– Fraudulent Medicare billing

– Double billing a grant and other 
federal payment program (Medicare)
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Industry Guidance - AdvaMed Code

– New version effective July 1, 2009

– Distinguishes between “Medical 
Technologies” and drugs and 
biologics

– Annual certification of compliance

– Includes guidance regarding 
Consulting Agreements/Royalty 
Agreements

October 2009

Industry Guidance - AdvaMed Code

– Prohibition on Entertainment and 
Recreation for Non-employee healthcare 
professionals (HCPs)
• “Entertainment & recreational events & 

activities” such as “theater, sporting events, 
golf, skiing, hunting, sporting equipment and 
leisure and vacation trips.”

– Allows gifts to HCPs that benefit patients 
or education HCPs with a value of USD100 
or less (except anatomical models/medical 
textbooks), but NO non-educational 
branded promotional items, e.g., pens, etc.
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Industry Guidance - AdvaMed Code

– Bona fide clinical research agreement with a HCP should 
have a written protocol for the research and should meet 
all of the criteria for a consulting agreement

– New language discussing research grants including -
• Medical Technology Company should NOT award grants 

based on past or anticipated business between the Company 
and any recipients.

• Company should adopt internal operating procedures to 
safeguard against the use of grants as an improper 
inducement

• Company should have appropriate documentation and 
monitoring procedures for grant awards.

• Recommendation that the award of research grants should be 
independent of the Company’s sales and marketing divisions

• Company should NOT award unrestricted research grants –
grants must have defined objectives and milestones

October 2009

Industry Guidance - PhRMA Code

– New version effective January 1, 2009

– PhRMA represents research-based 
pharma and biotech companies

– Annual certification of compliance

– Includes guidance regarding Consulting 
Agreements

– Prohibition on Entertainment and 
Recreation for Non-employee HCPs
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Industry Guidance - PhRMA Code

– Allows gifts to HCPs that are for the 
education of patients or HCPs with a 
value of USD 100 or less – can NOT 
give non-educational branded 
promotional items, e.g., pens, etc.

– No focus on Research Grants; 
HOWEVER, research funding is 
addressed in the OIG’s Compliance 
Program Guidance for 
Pharmaceutical Manufacturers
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Conflicts of Interest/Disclosure Rules

– FDA Rules
– Congressional Action

• Senate Finance Committee
• Proposed Federal Physician Payments 

Sunshine Act

– State Marketing Acts – e.g., 
Massachusetts
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Conflicts of Interest – FDA Rules 
(21 C.F.R. part 54)

– At time of manufacturer filing, each investigator 
who participated in the clinical trial must 
disclose:
• Compensation made to the investigator in which the 

value of compensation could be affected by the study 
outcome

• A proprietary interest in the tested product, which 
includes a patent, trademark, copyright or licensing 
agreement

• Any equity interest in the sponsor of a covered study 
whose value cannot be readily determined through 
reference to public prices

• Any equity interest in a public held company that 
exceeds $50,000 in value during the study and for 1 year 
following completion of the study
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Conflicts of Interest – FDA Rules 
(21 C.F.R. part 54)

– At time of manufacturer filing, each 
investigator who participated in the 
clinical trial must disclose:
• Any other compensation from the sponsor of 

the study to the investigator or the institution 
to support activities of the investigator that is 
worth more than $25,000 (not including the 
costs of conducting the study) during the 
study or within one (1) year after completing 
the study

� Includes grants for ongoing research, consulting 
arrangements, equipment and honoraria

• Any steps taken to reduce the bias caused by 
the disclosed financial relationship(s)
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Conflicts of Interest – FDA Rules
(21 CFR part 54)

– If FDA determines that there is a COI that raises a 
serious question about the integrity of the data, its 
available remedies include –

• Conducting audits of the data derived from the clinical 
investigator in question;

• Requesting that the applicant submit further data 
analyses to evaluate the effect of the clinical investigator’s 
data on the overall study outcome;

• Requesting that the applicant conduct additional 
independent studies to confirm the questioned study’s 
results; and

• Rejection or hold of the data generated as a result of a 
COI
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Conflicts of Interest – OIG Report of FDA Oversight

– OIG Report: The Food and Drug Administration’s Oversight 
of Clinical Investigators’ Financial Information (Jan. 2009):
• Only 1% of investigators disclosed a financial interest in FY 

2007 (compared with 23-28% disclosure to medical journals)

• FDA cannot determine whether or not sponsors have submitted 
financial information for all investigators

• 23% of approved applications were missing a certification or 
disclosure form

• 28% of applications relied on a “due diligence” exemption from 
disclosure in 21 C.F.R.§ 54.4, and in 18% of those cases the 
applicant did not explain why the financial information could 
not be obtained

• In 31% of cases, FDA did not document a review of financial 
information in a marketing application

26
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Conflicts of Interest – JAMA 2009 Paper

– September 2, 2009 issue of the Journal of 
the American Medical Association

– Harvard University survey of 1663 faculty

– The average academic medical center 
(AMC) faculty member received $33,417 
in industry-sponsored funding, with most 
of this money concentrated among clinical 
trials ($110,869) and multimode ($59,916) 
principal investigators.
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Conflicts of Interest – JAMA 2009 Paper

– More than half (51.9%) of all AMC research 
faculty maintain some relationship to industry 
with roles ranging from a start-up company 
founder to a scientific advisory board member to 
an industry consultant.

– Among AMC faculty with the greatest 
involvement with industry (translational, clinical 
trial, and multimode researchers), nearly half 
reported it contributed to their most important 
scientific work and led to research that would not 
otherwise have been possible.

– MESSAGE: Current policies to restrict academic-
industry relationships should BALANCE the 
advantages to clinical development against the 
threats to scientific integrity.
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Conflicts of Interest – Congressional Actions

– Senate Finance Committee

• Sen. Grassley sent letters to pharmaceutical 
companies and institutions requesting 
information on payments to physicians

• Researchers failed to report income or 
underreported income

• Researchers and their institutions receive grants 
from NIH and other federal agencies

• Underreporting may have involved evasion of 
COI reporting thresholds
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Conflicts of Interest – High-profile allegations of 
abuse

– Joseph Biederman, MD (Harvard/MGH): accused 
of failing to report $1.6M in consulting fees from 
manufacturers between 2000 and 2006; 
subsequently agreed to stop working on any 
sponsored research

– Charles Nemeroff, MD (Emory): accused of 
failing to report more than $1.2 M in consulting 
fees between 2000 and 2007; NIH suspended a 
$9.3M research grant and Dr. Nemeroff agreed to 
step down as the Medical School’s Psychiatry 
Department’s Chair
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Conflicts of Interest – High-profile allegations of 
abuse

– Synthes Inc. – May 2009 - Agreement with New 
Jersey Attorney General Milgram that requires 
Synthes to disclose any financial relationships 
with doctors conducting clinical trials to the FDA 
and to health care facilities/clinical trial sites and 
bans it from tying their compensation to the 
outcome of those trials (i.e., no stock/stock 
options).
• NJ AG investigated allegations that most physicians 

conducting clinical trials for Synthes’ ProDisc Total Disc 
Replacement System, ProDisc-L and ProDisc-C had a financial 
stake in the outcome.

– David Polly, MD (U of Minnesota): August 2009 -
- Congress made inquiries into $1.2M paid by 
Medtronic to Dr. Polly, a professor of spine 
surgery
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Proposed Disclosure Rules - Physician Payments 
Sunshine Act of 2009

– Requires that drug, biological and device manufacturers report 
information annually on payments or “transfers of value” to 
physicians

– Items to be reported include a wide variety of items –
• Consulting agreements

• Honoraria

• Gifts/Entertainment

• Food

• Travel

• Education

• Research

• Royalties

• Ownership/investment interests

• Grants
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Proposed Disclosure Rules - Physician Payments 
Sunshine Act of 2009

– Allows for reporting of payments or transfers of value 
in connection with a clinical trial to be made after the 
earlier of – the date of FDA approval or clearance OR 
two (2) calendar years after the date of the payment or 
transfer

– Data would be made available on a searchable website

– Penalties – Unintentional failure to report – civil 
penalty from $1,000 - $10,000 with a cap of 
$150,000/year.  Intentional failure to report – civil 
penalty from $10,000 - $100,000 with a cap of 
$1,000,000/year.

– Several manufacturers have voluntarily disclosed 
physician payments (Pfizer, Eli Lilly, Merck, GSK, 
Medtronic)
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Disclosure Rules - State Marketing Laws –
Massachusetts

– Massachusetts Pharmaceutical and Medical 
Device Manufacturer Conduct

• Regulations applicable to pharma, biologic, and 
medical device manufacturers requiring certain reports 
detailing payments to health care practitioners licensed 
in Massachusetts on a transaction-by-transaction basis

• By July 1, 2009 - Adopt Code of Conduct that meets 
specs of Massachusetts Department of Public Health 
(DPH)

• Beginning July 1, 2010 – Submit an annual report 
disclosing the value, nature and purpose of any “fee, 
payment, subsidy or other economic benefit with a 
value of at least $50” to any health care practitioner

• Information on health care practitioner payments will 
be searchable on DPH’s website
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Contracting Issues
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Contract Rules

– Contract laws are based on State laws, but 
Federal laws (e.g., AKB, Stark) & industry 
guidance (AdvaMed/PhRMA Codes) shape what 
you want/need in your contracts

– What is the purpose of the contract?

• Research contracts should originate through science 
component, not marketing/sales functions

• Needs assessment – establish the need for the research 
– research should not be duplicative or unnecessary

• Post-marketing research – ensure that it is not merely 
for promotional purposes



October 2009

Contract Rules

– Stark and AKB require that an agreement 
be put in writing and signed by BOTH 
parties for an exception/safe harbor to be 
in effect
• Put agreement in writing prior to rendering 

services 

• Ensure there are no contract lapse issues

– What is the compensation?  
• Monetary/Non-monetary
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Contract Rules

– What services are being provided?
• Needs assessment

• Document services to be performed in the 
agreement

• Have physician document services provided 
before paying the physician
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Investigator-Initiated 
Research Issues
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Challenges for Investigator-Initiated Protocols

– Often no entity infrastructure to support the 
“start up” of the research activities

– Sources of funding – where are the dollars from 
and can the funds be used for the proposed 
research?

– The budget process

– The research team – does the funding support the 
members of the team and are they identified?!

• Study Coordinator

• Research Nurses

• Appropriately trained staff for data collections or 
observation
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Challenges for Investigator-Initiated Protocols

– An investigator initiated study is held to 
the same standards as a industry sponsor 
or government sponsor, which includes:

• Drafting the protocol, informed consent and 
the Case Report Forms

• Monitoring the study and coordinating with 
the Data Safety Monitoring Board (DSMB)

• If drugs are involved in the study, complying 
with FDA regulations, including submitting 
safety reports to the FDA

• Maintenance of records and accountability of 
drugs
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Benefits of an Investigator-Initiated Study

– Opportunity for contributing to 
expanding clinical knowledge and 
awareness

– Potential for publication which is 
important for all investigators, 
particularly young investigators

– Specialty creates an interest in a product, 
procedure or drug which prompts an 
interest
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Checklist for Success

The PI Checklist when acting as both the sponsor 
and the PI:

� Direct and Indirect costs

� Liability for study adverse events

� Study development, including –
– Rationale, 

– Endpoints, 

– Statistical methods, 

– Publication plans, 

– Treatment plan or dosing regimen, 

– Start and end dates, 

– Support for the study through grant, department funding, 
etc.

� IRB compliance and approvals as well as other approvals 
if needed
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Case Studies and Discussion
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Contact Information

Jana Kolarik Anderson, Esq.

Epstein Becker & Green, P.C.

202-861-1804

jkolarik@ebglaw.com

Carole A. Klove, RN, JD, 
CHRC 

University of California, San 
Francisco

415-353-7375


