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Globalization of Clinical Research
Rationale, Challenges

Universal interest in globalization
* Costs
- Government incentives, highly trained practitioners at reduced cost
« Access to patient populations
- Treatment naive patients
« Access to technologies, investigational products, training
- Supplemental development and expansion
« Access to emerging markets
Universal challenges of globalization
 Intellectual property concerns
« Moral/Ethical issues in the use of human research participants
« Discrepant constructs and processes related to research integrity
* Increased nationalism

Major sponsors project that up to 65% of FDA-regula  ted clinical trials will

be conducted outside the US by 2012- Tufts Center for the Study of Drug Development Outl ook 2009
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Current US Regulatory Environment
Heightened Enforcement Activities

US Government Increased Enforcement Activities in A Il Areas of Clinical
Research

e Industry
- Pfizer Settlement- $2.3 billion for Off Label Marketing

- GlaxoSmithKline- under investigation by US Senate Finance Committee
for suppression of risk information on Avandia

¢ Individual Researchers
- Maria Carmen Palzzo, MD
« Sentenced to seven (7) years in prison for health care fraud and
failure to maintain research records in accordance with FDA
requirements
- Jennifer Arriaga Universidad Central Del Caribe
¢ Found guilty of research misconduct for fabricating interviews and
falsifying subject incentive receipts. Debarred from contracting,
subcontracting or serving in an advisory capacity with any agency of
the US Government for two (2) years
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Current US Regulatory Environment
Heightened Enforcement Activities

US Government Increased Enforcement Activities in A Il Areas of Clinical
Research

* Institutions
- Yale University (2008)
» $7.6 million settlement for inadequate & altered cost transfer
documentation; effort reporting incorrectly charged to grants
- Emory University (2008)
¢ NIH grant suspended $9.3 million for failure to adhere to financial
conflicts of interest policies
* IRB/IEC
- Coast IRB (2009)
* US Government and Accountability Office that revealed inadequate
evaluation of submitted research. Coast ceased all operations
- YR Gaitonde Center for AIDS Research and Education- India (2008)
¢ OHRP warning for review research without a majority of IRB

members, inadequate quorum policy, inaccurate meeting minutes.
Required to create action plan and address all issues..
)
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Impact of US Regulatory Compliance
On non-US Entities

The US is expanding its reach-
« US Pharmaceutical R&D spending increased overall
- $65.2 billion in 2008- $ 2 billion increase from 2007

« US federal government, academic institutions and industries are increasing
their sponsorship of clinical research in other countries

- India, China, Latin America, Asia, Persian Gulf
US regulatory schema is becoming the template for o ther nations
« US export of its framework to countries that do not have any
e Global Forum on Research Integrity
- Convened by the DHHS ORI and ESF in 2007
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When Do US Regulations Apply?

NIH Grants Policies
« Applicable if Primary grant awarded to foreign institutions and international
organizations, and if sub-award recipient
- Public Policies (human subjects protections, restriction on abortions,
human gene transfer, animal welfare)
- Allowable and Unallowable Costs
- Audits
« If expended over $500,000 in a fiscal year
- Reporting and Record Retention
¢ Financial Status Reports
OHRP Human Subjects Protection Regulations
« Any institution with DHHS conducted or supported human subjects research
- Primary awardees must obtain their own OHRP approved FWA
- Institutions with approved FWA may extend it to individual collaborating
investigators for one or more research protocols
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When Do US Regulations Apply?

FDA Regulations
« Any submission for an IND Application or NDA
- FDA regulations regarding GCP, IRB/IEC Review, qualifications of
investigators
- Site visits
- Financial conflicts of interest disclosure
- Form 1572 (if study conducted under an IND)
¢ Financial Status Reports
Research Misconduct
« Any institution which applies for or receive PHS funds for biomedical or
behavioral research
- Development of policies and procedures for responding to and reporting
allegations of research misconduct
Others
« Domestic (homeland) security issues
« Export controls
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How to Strengthen Compliance
Macro-level Advice

Identify whether you are subject to US regulations
« Whatis the source of funding?
< Are you a contractor to a US based institution?
« Isthere intent to gain approval for marketing in the US?
Conduct a Risk Assessment
* Review of policies, practices and documentation
 Interviews with key personnel
« Comparison of findings against applicable US regulations
« Highlight any gaps
Creation of a Work Plan
« Collaborate to develop methods to address the gaps
» Prioritize based on degree of risk and ability to remediate
« Create a timeline and assign sub-groups to implement

Utilize resources at the primary grantee or funding agency to create

strategy that works best for you
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How to Strengthen Compliance
Micro-level Advice

View compliance personnel and regulators as partner s

* You know your site and research, they know the rules- together you have all
aspects covered!

Create or revise policies to reflect most current | aws and regulations
Institute regular, ongoing compliance education or training

< Ensure that staff understand their roles, responsibilities and relevant policies
Document, Document, Document!

 |If there is no electronic or hardcopy record, it did not happen nor does it
exist

Be honest and forthcoming

« If there is an issue, work with administrators and sponsor to report and
disclose
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