
 
Day one-presentation-session III 
Toigo, Theresa  
 
 

Regulation & other governmental influences on 
clinical research 

 
Toigo, Theresa 

 
This presentation will focus on some of the provisions included in the most recent 
revision to the FD&C Act, i.e., the 2007 Food and Drug Administration Amendments Act 
(FDAAA), including Risk Evaluation and Mitigation Strategies (REMS) and Clinical 
Trials Registries and Results Databases (ClinicalTrials.gov); discuss the Sentinel 
Initiative;  review some examples of existing registries for drugs and devices; and 
provide an overview of the Orphan Drug Act and the Orphan Products Grant program 
administered by FDA. 
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GoalsGoals

• Topics to Address


 

Legal Framework


 

FDA Amendments Act (FDAAA) of 2007


 

Risk Evaluation and Mitigation Strategies (REMS)


 

Post-marketing requirements (PMR)


 

Research transparency (ClinicalTrials.gov)


 

Other “registry” examples


 

Orphan drug designation

• With 15 minutes to cover multiple FDA legal and regulatory 
topics, none of which  can be covered in 15 minutes, the goal of 
this presentation is to raise awareness about FDA topics and 
show you where to find more detailed information.



Legal FrameworkLegal Framework

• Federal Food, Drug, and Cosmetic Act (FD&C Act)

• Code of Federal Regulations (CFR)

• Guidance



Regulatory Influences on Clinical Research Regulatory Influences on Clinical Research 

http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/default.htm



Regulatory Influences on Clinical ResearchRegulatory Influences on Clinical Research

http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalhttp://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/ucm155713.htmTrials/ucm155713.htm



Some Recent Changes in the Some Recent Changes in the 
Regulatory & Legal FrameworksRegulatory & Legal Frameworks

• The most recent revision to the FD&C Act is the 2007 
Food and Drug Administration Amendments Act 
(FDAAA) provides FDA with additional requirements, 
authorities, and resources with regard to both pre- and 
postmarket drug safety.


 

Title IX gives FDA authority to require postmarket studies and 
clinical trials, safety labeling changes, and Risk Evaluation 
and Mitigation Strategies (REMS). 



 

Title VIII provides for an expanded clinical trials registry and 
results database and requires greater FDA involvement in 
ensuring that clinical trials information is provided to the 
National Institutes of Health (NIH) ClinicalTrials.gov.



FDAAA Title IXFDAAA Title IX-- Enhanced Authorities Enhanced Authorities 
PostmarketPostmarket Safety of Drugs Safety of Drugs 

• New authorities took effect March 25, 2008. 
• As of September 14, 2009 (FDA’s Two Year Report to Congress)



 

FDA issued 74 letters with postmarketing requirements to assess 
safety issues. 



 

FDA used its new authorities to require safety label changes 22 
times. Most of the required safety label changes were invoked for 
classes of drugs or biologics. 



 

FDA has approved 78 REMS, 59 REMS that include only a 
Medication Guide, and 19 that include elements other than a 
Medication Guide (e.g., a communication plan and/or elements to 
assure safe use) 

• In May 2008, FDA launched the Sentinel Initiative, a long-term 
FDA effort to create a national electronic system for monitoring 
product safety. 



PostmarketPostmarket Safety of DrugsSafety of Drugs

http://www.fda.gov/Drugs/Drugsafety/Postmarketdrugsafetyhttp://www.fda.gov/Drugs/Drugsafety/Postmarketdrugsafety 
informationforpatientsandproviders/default.htminformationforpatientsandproviders/default.htm



PostmarketPostmarket Safety of DrugsSafety of Drugs

http://http://www.accessdata.fda.gov/scripts/cder/pmc/index.cfmwww.accessdata.fda.gov/scripts/cder/pmc/index.cfm



PostmarketPostmarket Safety of DrugsSafety of Drugs

Postmarket Requirements/Commitments



PostmarketPostmarket Safety of DrugsSafety of Drugs

Risk Evaluation and Mitigation Strategies (REMS)



PostmarketPostmarket Safety of DrugsSafety of Drugs



Sentinel InitiativeSentinel Initiative
In May 2008, FDA 
launched the Sentinel 
Initiative, a long-term FDA 
effort to create a national 
electronic system for 
monitoring product safety. 

The Sentinel System will enable queries of 
automated healthcare data systems (e.g., electronic 
health record systems, administrative claims 
databases, registries) quickly and securely for 
relevant product safety information.

http://www.fda.gov/Safety/FDAsSentinelInitiative/default.htm



Other Registry ExamplesOther Registry Examples
The American College of 
Cardiology manages the 
National Cardiovascular 
Data Registry (NCDR). 
This registry collects 
information from 
institutions nationwide on 
factors such as patient 
demographics, 
revascularization 
procedures, and 
procedural medications. 
CDRH obtained registry 
data from April 2003-April 
2004 to gather information 
on drug-eluting stent 
procedures, including the 
utilization of antiplatelet 
therapy.



Other Registry Examples Other Registry Examples 
The FDA’s Office of Women’s 
Health (OWH) maintains a 
Pregnancy Registry Webpage 
that lists all active pregnancy 
registries. See sample below.

http://www.fda.gov/ScienceResearch/SpecialTopics/WomensHealthResearch/ucm134844.htm#what

http://www.fda.gov/ScienceResearch/SpecialTopics/WomensHealthResearch/ucm134844.htm


FDAAA Title VIIIFDAAA Title VIII-- Expanded Clinical Expanded Clinical 
Trial Registry and Results Data BankTrial Registry and Results Data Bank

• FDAMA Section 113 (1997): Mandates a registry of trials for 
serious or life-threatening diseases or conditions conducted 
under an IND

• ClinicalTrials.gov launched in February 2000
• FDAAA 801 (2007): 



 

Expands the registry to require submission of a broader scope 
of trials and more information for each trial. 



 

Creates a results database


 

Includes devices 


 

Failure to comply has consequences


 

Link from registry to specified FDA & NIH results information
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ClinicalTrials.govClinicalTrials.gov StatisticsStatistics 
(as of 01/04/2010)(as of 01/04/2010)

Number Percent

Total 83,540  100%
Type of Trial*

Observational 13,717 16%
Interventional 69,471 83%
– Drug & Biologic 50,460
– Surgical Procedure 8,886
– Behavioral, Gene 

Transfer, Other      13,579
– Device** 4,995

International Sites (171 countries)
US only 38,797 46%
Non-US only 30,161 36%
US & Non-US mixed 5,865 7%
Missing 8,717 10%

*91 Expanded Access records; 261 missing Study Type
**261 applicable device clinical trials – “delayed posting”

17
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ClinicalTrials.gov Statistics (cont.) 
(as of 01/04/2010)

User Statistics

Page Views per month 50 Million 
Unique Visitors per day 65,000 

Number Percent

Trials by Data Provider

US Federal (including NIH) 19,258   23%
Industry 26,257 31%
University, Other 38,025 46%

Total 83,540
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ClinicalTrials.govClinicalTrials.gov: Registry Record: Registry Record



ClinicalTrials.govClinicalTrials.gov: Results Record: Results Record



ClinicalTrials.govClinicalTrials.gov: Results Record: Results Record



FDA Office of Orphan Products DevelopmentFDA Office of Orphan Products Development

• FDA’s Office of Orphan Products Development administers the 
major provisions of the Orphan Drug Act (ODA) which provide 
incentives for sponsors to develop products for rare diseases. 

• A rare disease or condition is any disease or condition which 
a) affects less than 200,000 persons in the U.S. or 

b) affects more than 200,00 persons in the U.S. but for which there is 
no reasonable expectation that the cost of developing and making 
available in the U.S. a drug for such a disease or condition will be 
recovered from sales in the U.S. of such drug.

• The ODA has been very successful - more than 200 drugs and 
biological products for rare diseases have been brought to 
market since 1983.



Developing Products for Rare DiseasesDeveloping Products for Rare Diseases

http://www.fda.gov/ForIndustry/Developing 
ProductsforRareDiseasesConditions/



Orphan Drug DesignationsOrphan Drug Designations



http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/2009/ucm195343.htm

TO LEARN 
MORE ABOUT 
APPLYING 
FOR ORPHAN 
DRUG 
DESIGNATION



SummarySummary

• FDA's regulatory activities are governed by a number 
of Federal laws and regulations.

• The 2007 Food and Drug Administration Amendments 
Act (FDAAA) provides FDA with additional 
requirements, authorities, and resources with regard to 
both pre- and postmarket drug safety.

• FDA’s Office of Orphan Products Development 
(OOPD) is dedicated to promoting the development of 
products that demonstrate promise for the diagnosis 
and/or treatment of rare diseases or conditions. 



Thank YouThank You
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