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ACCORD ADVANCE VADT
10,251 11,140 1,791
62 66 60
3.5 5 5.6
10 8 11.5
% 35 32 40
HbAlc NGSP % <6.0vs 7.0-7.9 6.5VS GL <6.0 vs 8.0-9.0
HbAlc NGSP % 8.1 7.2 9.4
HbAlc NGSP % 6.4vs 7.5 6.3vs 7.0 6.9vs 8.5
% 77 vs 55 40 vs 24 89vs 74
kg 3.5vs 04 -0.1vs -1.0 7.8vs 3.4
% 16.2vs 5.1 2.7vs 1.5 21.2vs 9.9

10

HbAlc 8%
3 5

1.22 1.01-1.46

0.93 0.83-1.06

1.07 0.81-1.42

J.S. Skyler, et al;Circulation,119,351,2009.
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FDA

FDA

- Recommendation

FDA

MACE Major Adverse Cardiovascular Events

*Guidance for Industry
Diabetes Mellitus — Evaluating Cardiovascular Risk in New Antidiabetic Therapies to Treat Type 2 Diabetes
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/UCM071627.pdf


http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM071627.pdf

MSGR

Alogliptin after Acute Coronary Syndrome in
Patients with Type 2 Diabetes

William B. White, M.D., Christopher P. Cannon, M.D., Simon R. Heller, M.D., Steven E.
Nissen, M.D., Richard M. Bergenstal, M.D., George L. Bakris, M.D., Alfonso T. Perez,
M.D., Penny R. Fleck, M.B.A., Cyrus R. Mehta, Ph.D., Stuart Kupfer, M.D., Craig
Wilson, Ph.D., William C. Cushman, M.D., Faiez Zannad, M.D., Ph.D., for the
EXAMINE Investigators

N Engl J Med Volume 369(14):1327-1335 October 3, 2013
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HbAlc 6.5-11.0%
DPP-4 GLP-1
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NYHA4
eGFR>60mI/min/1.73m? 25mg/day
60-30 12.5mg/day
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Table 2. Exposure to Study Drugs and Proportions of Patients Receiving

Nonstudy Medications.*
Placebo Alogliptin
Variable (N=2679) (N=2701)
Receipt of study drug — no. (%) 2676 (99.9) 2698 (99.9)
Premature discontinuation of study 606 (22.6) 564 (20.9)
drug — no. (%)
Because of adverse event, 275 (10.3) 270 (10.0)
including death
Because patient declined to 192 (7.2) 169 (6.3)
continue drug
Other reason 139 (5.2) 125 (4.6)

Duration of exposure to study drug

Median (interquartile range) —

520 (273-744)

533 (280-751)

days
>1 Year of exposure to study drug 1787 (66.7) 1836 (68.0)
—no. (%)
Medications administered at
baseline — no. (%)

Antiplatelet agents 2602 (97.1) 2630 (97.4)
Aspirin 2433 (90.8) 2448 (90.6)
Thienopyridine 2165 (80.8) 2155 (79.8)

Beta-blockers 2203 (82.2) 2208 (81.7)

Statins 2420 (90.3) 2446 (90.6)

Antidiabetic agents 2649 (98.9) 2676 (99.1)
Insulin 812 (30.3) 793 (29.4)
Metformin 1805 (67.4) 1757 (65.0)
Thiazolidinediones 64 (2.4) 67 (2.5)
Sulfonylureas 1237 (46.2) 1266 (46.9)

Calcium-channel blockers 611 (22.8) 586 (21.7)

Diuretics 1009 (37.7) 1005 (37.2)

Renin-angiotensin system— 2210 (82.5) 2201 (81.5)

blocking agents

* Diuretics included loop diuretics and thiazide diuretics. Renin-angiotensin
system-blocking agents included angiotensin-converting—enzyme inhibitors
and angiotensin ll-receptor blockers.
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Table 3. Major Safety End Points.

Hazard Ratio for
Placebo Alogliptin Alogliptin Group
End Point (N=2679) (N=2701) (95% CI) P Value*

no. (%)
primary end pointf S8 0Ly Q%ELIe: 032 ‘ 0<0.001

Components of primary end point

Death from cardiovascular causes 111 (4.1) 89 (3.3) 0.79 (0.60-1.04) 0.10

Nonfatal myocardial infarction 173 (6.5) 187 (6.9) 1.08 (0.88-1.33) 0.47

Nonfatal stroke 32 (1.2) 29 (1.1) 0.91 (0.55-1.50) 0.71
Principal secondary end point§ 359 (13.4) 344 (12.7) 0.95 (=1.14)% 0.26
Other end points

Death from any cause 173 (6.5) 153 (5.7) 0.88 (0.71-1.09) 0.23

Death from cardiovascular causes 130 (4.9) 112 (4.1) 0.85 (0.66-1.10) 0.21

* P values for testing the superiority of alogliptin to placebo were calculated with the use of a Cox regression analysis.

T The primary end point was a composite of death from cardiovascular causes, nonfatal myocardial infarction, or nonfa-
tal stroke.

I The parenthetical value is the upper boundary of the one-sided repeated Cl, at an alpha level of 0.01.

§ The secondary end point was a composite of death from cardiovascular causes, nonfatal myocardial infarction, nonfatal
stroke, or urgent revascularization due to unstable angina within 24 hours after hospital admission.

9 Included are deaths that occurred as primary end-point events and deaths that occurred after a nonfatal primary end-
point event.

White WB et al. N Engl J Med 2013;369:1327-1335
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