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ENGAGE AF-TIMI 48: Edoxaban found to be as effective and safer than warfarin for
stroke prevention in patients with atrial fibrillation
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A new drug, Edoxaban, was as effective in preventing strokes and safer than the anticoagulant
warfarin in patients with atrial fibrillation, according to a late-breaking clinical trial presented at the
American Heart Association's Scientific Sessions 2013 and simultaneously published in the New
England Journal of Medicine.

The ENGAGE AF-TIMI 48 Trial included more than 21,000 atrial fibrillation patients in 46 countries in
1,400 hospitals. Participants were randomly assigned to receive a high dose of edoxaban at 60 mg
per day, a low dose of edoxaban at 30 mg per day or warfarin.

Edoxaban performed as well as warfarin in preventing strokes, while significantly reducing the risk of
bleeding and cardiovascular disease-related death.

e Compared with warfarin, major bleeding was 20 percent lower among patients taking the
high dose of edoxaban and 53 percent lower among those taking the lose dose.

o Compared with warfarin, the high dose of edoxaban was associated with a 14 percent
reduction in cardiovascular death; the low dose was associated with a 15 percent reduction.

Instead of depleting the body's clotting proteins like warfarin, edoxaban singles out one key clotting
protein called Xa, to prevent clots.

"Edoxaban is a more targeted, simpler approach to preventing blood clots," said Robert P. Giugliano,
M.D., lead author of the study and a researcher and physician at Brigham and Women's Hospital in
Boston. "It inhibits the body's ability to form a clot at a very critical juncture of the clotting pathway and
behaves in a more predictable way."

During the trial, the assigned dose of edoxaban was reduced for some patients based on their kidney
function, body weight or because they were taking certain medications. Some patients who started
out on the 60 mg of edoxaban were lowered to 30 mg, and some who began the study at 30 mg of
edoxaban were switched to 15 mg.

Researchers will study edoxaban's side effects, which patient populations may benefit most, develop
standards for monitoring dosing and determine how best to quickly reverse its effects if needed in an
emergency. Edoxaban is currently approved for use only in Japan in patients undergoing orthopedic
surgery who are at risk for deep vein thrombosis.

"Atrial fibrillation is a common problem among the elderly, and as Americans live longer we need safer,
yet effective treatments,” Giugliano said. "Once-daily edoxaban may be an important alternative to
warfarin."

Co-authors are C.T. Ruff, M.D.; E. Braunwald, M.D.; S.A. Murphy; S.D. Wiviott, M.D.; J.L. Halperin,
M.D.; A.L. Waldo, M.D.; M.D. Ezekowitz, M.D.; J.I. Weitz, M.D.; J. Spinar, M.D.; W. Ruzyllo, M.D.; M.
Ruda, M.D.; Y. Korestune, M.D.; J.M. Betcher; M. Shi; L.T. Grip; S.P. Patel; |. Patel, M.D.; J.J. Hanyok;
M. Mercuri; and E.M. Antman, M.D., on behalf of the ENGAGE AF-TIME 48 Investigators.
Disclosures

Daiichi-Sankyo funded the study.

rEYIZX—E

Cardiology}§&

AHA2013 (586EKE LIERGS)

[News 01]
CPREFHIZER T A LICEVEREN LR TS

[News 02]
REAEMEFERBLHFILEET S

[News 03]
INREAMNAER DRI 5 9 BB REL

[News 04]
DEHBICEVWTIRE Y N\COTIILTFIITSK
THIESHEMNROHONT=

[News 05]
“AR—N BT AT IF I N—_R—RA—H—Hiif
[FLYFZELEL

[News 06]
BHELDTECENT2ODEF T BEHEZRELY
otz

[News 07]
SKIGREELMER M ED LK THEMEICEE
1Ehvor=

[News 08]
SABREIDMEASN BRI RIEBTSELAD

[News 09]
P REEZOS LEAEEEEICHELL
otz

[News 10]
MERNMITERNSEENO G RITEREERT S

[News 11]
BERR T MEEREREVG A T Z RSO =

[News 12]
ZLDDFRABLLICIERTEDERMIZEH TS

[News 13]
SRR RERM OB DEMENERISETHD

[News 14]
—MROI—E—A\ NI B REE SEE L=

[News 15]
BEL-BOIVREAVIE T FCNETHEE SN =
KUBEH

News04



