Drug Safety: Academic
Perspective
Wednesday, April 13th, 2011
Kevin Schulman MD, MBA
Professor of Medicine and
Gregory Mario and Jeremy Mario Professor of Business
Administration
Director, Health Sector Management

Disclosure
•
•
•
•
•
•
•
•
•
•
•

Alnylam Pharmaceuticals,
Amylin Pharmaceuticals,
Arthritis Foundation,
Inspire Pharmaceuticals,
Medtronic,
Merck & Co,
NovaCardia,
Novartis,
OSI Eyetech,
Scios,
Theravance;

•
•
•
•
•
•
•
•
•
•
•

Blue Cross and Blue Shield of North Carolina,
EnablEd,
Forest Laboratories,
GlaxoSmithKline,
Novo Nordisk,
Orexigen Therapeutics,
General Electric,
PepsiCo,
Procter & Gamble;
Cancer Consultants, Inc,
Tellus, LLC.

For more information please see www.dcri.org

Use of Large vs. Smaller DrugSafety Databases

Reed S, Anstrom KJ, Seils DM, et al. Aug. 5, 2008 Health Affairs Vol 27, No. 5

How Changes in Drug-Safety
Can Affect Innovation
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Designing Diabetes Trials for
Safety
Guidance for Industry
Diabetes Mellitus — Evaluating Cardiovascular Risk in New
Antidiabetic Therapies to Treat Type 2 Diabetes (December 2008)

• FDA Guidance in 2008 provided insights into trial design for NDA/BLA
submissions regarding cardiovascular risk for diabetes therapies
– If data in the premarketing application shows an upper bound of RR for the twosided, 95% CI to be < 1.3, guidance stated that a post-marketing cardiovascular
trial “generally may not be necessary”
– If the data shows an upper bound between 1.3 and 1.8 and the risk-benefit
analysis supports approval, a post-marketing trial designed to achieve a RR of <
1.3 may be allowed

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm071627.pdf

Designing Diabetes Trials for
Safety
• It is unclear if it is in the financial interest of a sponsor to conduct a large
phase III to demonstrate a RR of < 1.3 or first conduct a smaller trial to target
a RR of < 1.8 in order to get the drug on the market more quickly
– In either case, sponsors run the risk of a type I error which would find an
increased RR, even if one does not exist
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Designing Diabetes Trials for
Safety
• Our initial analysis compared the costs and benefits of a 5,000 person phase III
trial, designed to show a RR of < 1.3, to a smaller phase III of 1,000 patients to
achieve a RR < 1.8
– Accounting for the probability of type I errors, the baseline economic analysis
favored the larger phase III with an increase in expected value of ~ $615 million
– A larger phase III remained favorable unless the drug could achieve more than
50% market share immediately after approval despite less robust data from a
small phase III or the blockbuster is expected to generate over $15 million in
yearly sales
– The strategy of starting with a smaller phase III trial appears to have a lower
expected value for sponsors, but might entail less financial risk

• Further economic analysis of this guidance is ongoing
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