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JAPD Trial: Low-dose aspirin did not significantly lower atherosclerotic
events in type 2 diabetics
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Type 2 diabetics treated with low-dose aspirin did not have a significantly lower incidence of atherosclerotic events than
those who received placebo in this primary prevention trial of low-dose aspirin, according to research presented at the
American Heart Association's Scientific Sessions 2008. However, sub-group analyses showed a significant reduction with
aspirin in both atherosclerotic events in those over 65 years of age, and a reduction in cerebrocardiovascular deaths.

Results from The Japanese Primary Prevention of Atherosclerosis with Aspirin for Diabetes (JPAD) trial were presented as
a late-breaking clinical trial. The study was simultaneously published in the Journal of the American Medical Association.

"Our results indicate that aspirin is effective and safe for primary prevention of cardiac and cerebrocardiovascular death in
diabetics," said Hisao Ogawa, M.D, Ph.D., lead investigator of the study and a professor of cardiovascular medicine at
Kumamoto University, Kumamoto, Japan, and chief of the division of cardiology at the Kumamoto University Hospital. "In
addition, it offers a low-cost approach.”

The randomized trial included 2,539 type 2 diabetics at 163 Japanese medical centers.

Researchers observed a positive trend for a reduction in all atherosclerotic events in the aspirin group (20 percent relative
risk reduction) for the entire population, but it did not reach statistical significance. Atherosclerotic events include coronary
heart disease death, fatal stroke, non-fatal myocardial infarction, unstable angina, exertional angina, non-fatal stroke
including transient ischemic attack, and peripheral arterial disease.

In a subgroup analysis, the researchers found an association between daily low-dose aspirin use and a 32 percent
reduced relative risk for all atherosclerotic events, both fatal and non-fatal, but only for diabetics over age 65. In other words,
individuals over age 65 who took aspirin had a hazard ratio of 0.68 compared to those who did not take aspirin.

During an average of 4.4 years of follow-up, 154 atherosclerotic events occurred, both fatal and non-fatal (68 in the aspirin
group, 86 in the non-aspirin group.) Those events included one fatal cardiovascular event (a hemorrhagic stroke) in the
aspirin group and 10 fatal strokes or heart attacks in the non-aspirin group, Ogawa said.

Researchers found a large, statistically significant risk reduction for fatal coronary and cerebrovascular events in the aspirin
group vs. the non-aspirin group (hazard ratio of 0.10.) But the confidence interval on that finding was wide (CI=0.01 to 0.8),
indicating a need for further study, he said.

Aspirin therapy is commonly used for primary prevention in diabetic patients in the United States and Canada, but not in
Japan, Ogawa said.

Several earlier studies have established the benefits of aspirin therapy in preventing second cardiac events. However, its
use for primary prevention in diabetics has been controversial because of the lack of data indicating benefits and because
aspirin carries a risk of gastric bleeding, Ogawa said.

He said aspirin was well tolerated as demonstrated by the comparable number of the combined endpoint of serious
hemorrhagic events (hemorrhagic strokes and major gastrointestinal bleeds).

In comparing bleeding events, the researchers reported 13 hemorrhagic strokes, with no statistically significant difference
between aspirin takers and non-takers (six such strokes in the aspirin group; seven in the non-aspirin group).

On the other hand, the total number of all hemorrhagic events was greater in the aspirin group compared to the non-aspirin

group (34 vs. 10 such events). Four patients in the aspirin group had bleeding events that required transfusion. Furthermore,

those in the aspirin group had more gastrointestinal symptoms (55 cases vs. eight cases), but all cases were resolved
without surgery and no fatalities occurred, he said.

"Our findings need to be interpreted in the context of the low incidence of atherosclerotic disease in Japan,” Ogawa said.
"We conclude that aspirin as primary prevention is beneficial at least for fatal heart attack and fatal stroke in our entire study
group and for all atherosclerotic disease among those age 65 or over."

Co-authors are: Masafumi Nakayama, M.D, Ph.D.; Takeshi Morimoto, M.D, Ph.D.; Shiro Uemura, M.D, Ph.D.; Masao
Kanauchi, M.D, Ph.D.; Naofumi Doi, M.D, Ph.D.; Seigo Sugiyama, M.D, Ph.D.; and Yoshihiko Saito, M.D, Ph.D.

The study was funded by Japan's Ministry of Health, Labour and Welfare.

Cardiology4&
AHA2008 (81 EXELHRAHS)

rNeEwOIR—E

[News01]

ANy RRVIEABBIDETNA R &
FseEed

(Abstract # 662/Poster C67[663/Poster C68,
651/Poster C56])

[News02]
1 27 VI YT mit % FRh
9 3 (Abstract # 524)

[News03]
BEOEHEICHET S
(Abstract # 1036)

[News04]

CRP. Z&#F ., ELVUEHRY X7
(Late Breaking Clinical Trial [LBCT] , Abstract
#161)

[News05]
2RIERRBE M T ZIERE7 XEY
\CB89 3 b5 1 77JV(LBCT, abstract # 163)

[News06]
BERIIRE T H 3 DREERAIEEV
Z &R E N 7=(LBCT, abstract # 165)

[News07]
HERBBEEICEVTEABEZT > M
NTXZIVAT Y MBS

(LBCT, abstract # 5219)

[News08]
ERICAZ L ~EYREICLVPCIHENE
EESHERT 5 (LBCT, abstract # 1313)

[News09]
Cell-coated X 7> MSZEFIEHZ T~ b
EBBRICH R T & 3 (Abstract # 6000)

[News10]
- EhEREIRDERZETOLTE
% R#E& 3 (LBCT, Abstract # 3324)

[News11]
DFEBEILSVWTEHIRLTHYF
# % WET 5 (LBCT, abstract # 3318)

[News12]
EFHFEIOTLBENQOLEZM LT 3
(LBCT, abstract # 5219)

[News13]
DHEEEO—BOBEICEVNTIELZM
IVINEETHS

(LBCT, abstract # 1313)

[News14]
ERRBEICESTZ37TO0-LOBEE
(LBCT, abstract # 5221)

[News15]
RETOINREZZ—1ZI7V=ZvITD
TTERFIIEDTHS

(LBCT, abstract # 5217)

News05




