2518

Research Original Investigation

follow-up in this study (10.5%) was consistent with that
reported for an earlier Japanese study (7.6%) with a similar
design, but a shorter follow-up period.** This earlier study,
the Japanese Primary Prevention of Atherosclerosis with
Aspirin for Diabetes (JPAD) study** among patients with
type 2 diabetes, also had lower than planned power
(because of low event rates). It is possible that the low inci-
dence of fatal and nonfatal cardiovascular events is due to
the characteristics of Japanese patients. Compared with
other relevant studies (eg, JPAD, the Prevention of Progres-
sion of Arterial Disease and Diabetes [POPADAD] study,*®
and the Aspirin for Asymptomatic Atherosclerosis Trial
[AAAT]?®), baseline characteristics in the JPPP study are
broadly similar, except for an-apparent lower prevalence of
current smoking in JPPP (13.1% in JPPP vs 21%-32% in the
other studies) and a lower mean BMI compared with
POPADAD (24.2 in JPPP vs 28.7-29.2 in POPADAD), although
this is likely to reflect a Japanese population compared with
a Western population, because BMI was similar in JPPP and
JPAD.?5:26

The PROBE study design could be considered a limita-
tion, because it does not have all the advantages of a double-
blind, randomized, placebo-controlled trial. However, adju-
dication of end points was performed centrally by an expert
committee blinded to treatment assignments. The PROBE de-
sign does not control for lack of ascertainment.

Because the study participants were unblinded, it is pos-
sible that patients receiving aspirin were more likely to report
adverse events believed to be related to aspirin treatment than
those not receiving treatment. In addition, it is possible that
enrollment in the study led to patients having more physi-
cian contact, resulting in better control of risk factors than the
general population; if so, this might account for the low ob-
served event rates.

It is likely that some deaths occurred among participants
lost to follow-up. However, the potential effect of this under-
ascertainment on the study outcomesislikely to be small. Siri-
larly, although exclusion of nonadherent persons after ran-
domization could have biased the findings away from the null
(in either direction), the magnitude of any such bias would be
expected to be small.

Hemorrhagic stroke is more common in Japanese popu-
lations than in Western populations.?” In this study, no in-
crease was observed in fatal hemorrhagic strokes (intracere-
bral and subarachnoid) for aspirin vs no aspirin. However, more
patients treated with aspirin had nonfatal intracerebral hem-
orrhage (23 patients) or subarachnoid hemorrhage (8 pa-
tients) than those not receiving aspirin (10 patients for nonfa-
tal intracerebral hemorrhage and 4 patients for subarachnoid
hemorrhage).
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More recent meta-analyses than the ATTC,* not using
patient-level data, also included studies completed since
2009 (JPAD, POPADAD, and AAAT)?32° and suggested benefi-
cial effects for aspirin in the primary prevention of cardiovas-
cular events. In the meta-analysis performed by Raju and
colleagues,®” primary prevention with aspirin, compared
with nonuse of aspirin, was associated with a reduction in
all-cause mortality (relative risk [RR], 0.94 [95% CI, 0.88-
1.00}), myocardial infarction (composite of fatal and nonfatal;
RR, 0.83 [95% CI, 0.69-1.00]), ischemic stroke (RR, 0.86 [95%
Cl, 0.75-0.98]), and the composite of myocardial infarction,
stroke, and cardiovascular death (RR, 0.88 [95% CI, 0.83-
0.94]). Bartolucci and colleagues®® reported in their meta-
analysis that aspirin significantly decreased the risk of total
cardiovascular events (odds ratio [OR], 0.87 [95% CI, 0.80-
0.93]; P =.001) and nonfatal myocardial infarction (OR, 0.81
[95% CI, 0.67-0.99]; P = .042), compared with no aspirin. In
the third meta-analysis, conducted by Seshasai and
colleagues,*® the association of aspirin (compared with no
aspirin) with a significant reduction in the risk of cardiovas-
cular events (OR, 0.90 [95% CI, 0.85-0.96]) was primarily
accounted for by a large reduction in the risk of nonfatal
myocardial infarction (OR, 0.80 [95% CI, 0.67-0.96]). No
effect on fatal myocardial infarction was observed, but a
modest nonsignificant reduction was apparent for all-cause
mortality.

Despite inconsistent evidence for the benefit of aspirin
in primary prevention of cardiovascular events, the benefits
in secondary prevention are well documented, including in
Japanese patients.®'? There is also a growing body of evi-
dence to suggest benefits for aspirin in the prevention of
colorectal and other cancers,?** and the prevention of can-
cer recurrence, including in the Japanese population.3®
Reduction in the incidence of colorectal cancer may influ-
ence the overall benefit-risk profile of aspirin. Further analy-
ses of the JPPP study data are planned, including analysis of
deaths associated with cancers, to allow more precise identi-
fication of the patients for whom aspirin treatment may be
most beneficial. In addition, other primary prevention stud-
ies using aspirin, such as ARRIVE,?? ASCEND,3® ASPREE,3°
and ACCEPT-D,*? are in progress; however, these are being
conducted in predominantly Western populations.

Conclusions

Once-daily, low-dose aspirin did not significantly reduce the risk
of the composite outcome of cardiovascular death, nonfatal
stroke, and nonfatal myocardial infarction among Japanese pa-
tients 60 years or older with atherosclerotic risk factors.
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BOETHS eltrombopag (LRL—F) ORIR
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BERBEARBLIEKACEAK 18880
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Tomiyama Y et al : Six month treatment of low dose
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FRFEPE M/ A PESE B0 (idiopathic thrombocytopenic purpura ; ITP)
(&, LN E PRI £ D 32 & Ll C o /IS A TEAE U it Gk
FELTHREEOHCRERRTH VY, JEAESEE O ERBIREIIRS
SR (JFEER) ICHES N TWw A, autoimmune thrombocytopenic
purpura (E SO HEM/ MR TELEBE) %, chronic immune thrombocy-
topenic purpura (EPESIEVE M/MMURDESRER) 2 EOHFELH LR T
WA, 2000 4R ICEBEEREE (International Working Group 5 IWG) 254
FEHIZH LT primary ITP (primary immune thrombocytopenia) & @ 4%
ERBLTYA, @FMETY 5~ b—72A (SLE) % HIV B SRS
\ZhPES % ITP &, Wk (secondary) ITP & LR 5".
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ITP DERRMEATIEE (2004~2007 4F) %2 & ICH$ 5L, DIEIICS
2 ITP OFEIFERITH 2TAT, FHSESEAT T ASZ 0216 A
LHEEFE NS, DE D, EHE 3000 ADHIHIC R - BEIRTWAEEI
k. BEEITP X, PR 20~40 BROBELEICRET B ENLnE SR
Tt BEOWETE 20~40 BROEELMOFEY — 7 12INZ, 60~

80 s HhmERE
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MESBEEERECE T2 HEMEIICL S 2004~2007 EEBRABTBEAZORFEREOTHER
LTW3. O 20~40 BROBELETOREICMNZ, 60~80 BRTOREL — 7 r/AD 51 5.
1I0FABEER 216 APFTRICHELTVS (BEI0FAASEY 172 A, ZE10FAHEY
258 A).

(Kurata Y, et al. Int J Hematol 2011% k1))
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