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I Abstract

Type 2 diabetes is rapidly increasing worldwide, and there have been many advances in the care of diabetic
patients. Nevertheless, less than half of the patients are achieving the glycemic goal of HbATc < 7%. This
shows that current therapeutic modalities have limitations, and the need for continued development of new
antidiabetic drugs is clear. In 2007, a meta-analysis focusing on the thiazolidinedione drug rosiglitazone
suggested an unacceptably high cardiovascular risk for this newly approved drug, prompting changes in
regulations for antidiabetic drug development. The FDA guidance for Diabetes Mellitus-Evaluation of
Cardiovascular Risk in New Antidiabetic Therapies to Treat Type 2 Diabetes was released as a draft in Feb 2008,
and the final form was published in December 2008. The guidance, though not a regulation, requires developers
to demonstrate that all new antidiabetic agents have an acceptable cardiovascular risk. The European Medicine
Agency (EMA] also published a draft guideline in January 2010 on the clinical investigation of medicinal
products for the treatment of diabetes mellitus which included a cardiovascular safety assessment component.
Considering the increased CV risk in type 2 diabetic patients, antidiabetic drugs should not result in an
unacceptable increase in cardiovascular risk. The FDA has offered guidelines for the assessment of
cardiovascular safety for antidiabetic drugs. Careful prospective planning of clinical trials (choice of study type,
subject selection, and meta-analysis) and thorough preclinical safety assessment (choice of cardiovascular
endpoints: MACE, endpoint adjudication) are needed to assess possible cardiovascular risk. (J Korean Diabetes
2011;12:129-132)
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1) Published after public advisory committee
meeting

2) Reaffirm HbAlc as the primary efficacy endpoint
for glucose reduction

3) Notes vulnerability to cardiovascular disease

4) To demonstrate that new type 2 diabetes
therapies do not unacceptably
cardiovascular risk

increase

5) Applies to unapproved therapies even if no
known cardiovascular signal
6) Independent cardiovascular endpoints committee
should prospectively and blindly adjudicate
major cardiovascular events
7) Phase 2/3 design should permit a pre—specified
meta—analysis of major cardiovascular events
8) Trials should include patients at increased risk
for cardiovascular disease
9) Provide a protocol describing the statistical
methods for the proposed meta—analysis,
10) Controlled trial duration(s) should be ) 6
months to obtain enough events and provide
long—term data (e.g. minimum 2 year)

FDACIA A3 HEW =S wolA o=
guidance 7|&2 Alof Aol grE Fo,

phase 2/3 metaanalysis®} single, large safety tiral
A2 e AWkt EE Aolo HBWAR

Table 1. FDA guidance for cardiovascular risk of antidiabetic drugs

Upper bound of 95% CI for risk ratio
> 1.8

>13but < 1.8

> 1.3

Cl, confidence interval.
a With a reassuring point estimate.
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BRI 7122 (event) 2 B|IEF= Aolt}. 1 Aulrt, 95% Al

QoA F=}F 1.3 o]5), 1.3-1.8, 1.8 oA o

O 2 LHrolA ofgfiol e HRE st Frh(Table 1).
EG AFEAS AL Hade] ME A28

251l Qlek,

Minimum Sample Size for NDA Submission®

1) > 2,500 from phase 2/3 trials

2) 1,300—1,500 exposed > lyear

3) 300—500 exposed > 18 month

4) Specific safety concern (s) may require larger
database

a Patients exposed to investigational agent
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Conclusion

Inadequate to support approval

Postmarketing trial(s) needed to show definitively < 1.3
Postmarketing cardiovascular trial(s) generally not necessary
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