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BES : ERI18%E4A15E (+) 18:00~20:00
108 : N TR

JPPP: Japanese Primary Prevention Project with Aspirin in the elderly with
one or more risk factors of vascular events
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JPPP: THE LARGE-SCALE RANDOMIZED
CONTROLLED TRIAL OF PRIMARY PREVENTION
OF ATHEROSCLEROTIC DISEASES BY ENTERIC-
COATED LOW-DOSE ASPIRIN IN JAPAN

(ClinicalTrials.gov number: NCT00225848)

Teramoto T™*
1. Department of Internal Madicine, Teikyo University School of Medicine, Tokyo, Japan
2. Steering Committee of the JPPP

1 Atherothrombosis such as stroke and myocardial Infarction (M) Primary endpoints
account for approximately 20% of totel deaths In the world, and -
thersfore it Is Important to eatablish a preventiveé treatmant for - Gompasit of CV dosth, nonfatal siroks (of any cause) end nonfaial Mi
atherothromboals.
- Secondary endpoints
: Efficacy of aspirin for tha secondary prevention of atherothrombosls o .
hes already bieen eatablished. Efficacy of asplin for the primary I un) and various combinations of ha following ovents:
prevention has also bean reported in some studias such as 2 Noa-CV doath
Physiclans’ Health Study (PHS), Primary Preventlon Project (PPP} # Nonfatal etroke
and Womon's Health Study (WHS) (Fig. 1-4). According to tha  Nonfatal M
results of thase studies, major guldelines In the world recommend to 8TA
conalder use of aspirin for primary prevention in high-risk patients. :"‘“‘“‘ pectarta . or
* Howover, these guidelines are based on tho data malinty among BE ) blaed o B ar nospital
Caucaslan, and the benafits of aspirin for primary prevention among _ Severe side effects that lead to dI of the study
Aslan such as Japanese, In whom incidence of stroke Is highar than
M}, remelns uncertaln. Assessmant of endpoints will be blinded (PROBE).
. JPPP Ig tho firat large randomlzed controlled trial In Aslan population
largest in the world.

[ Fo.2 Privary Pravsrton refect 993 | The annual incidence of CV death, nonfatal stroke {lschemic or
hemorrhagic) or nonfatal M was aestimatad to be about 1.5-2% for
= no-asplrin patients, based on the results of domastic epldemiclogical
and interventional studies.
- Relative risk (RR) In the aspirin group was estimated to be about 0.8

o ant (AR reduction 20%), based on ths results of ACTs for primary
s prevention.
hbay To test thase hypothesls using long-rank test with 2a=0.05and a
Lo 487,227 103 detaction power of 80%, about 10,000 patients (5,000 patients in
Fio. 4 UME: Riketion Fioh of Cordiovanactor | each group) will ba neaded if the enrolmant pariod Is 1.5 years and

W%ﬂ%ﬁwww d

the follov~-up pariod is 4 years.

wir G e §~
s

R B ] e
WO T T Recruftmant started in March 2005. Approximately 1,000 institutions
T vt s ot have bean participated, and apprt y 4,700 patients have been

enrolled at the beginning of June 2006 (Fig. 5). 10,000 patlents are
enrolled by the middle of June 2006 (Fig. &). 10,000 patients are
Follow-up pariod Is scheduled to be complatad in 2010.

" Multicantar, apen-labal, centralt domlzed controlied trial P ¢
M : . 6 Present etatus of enroliment
; Parallel-group comparison batwsan entaric-coated aspirin 100 mg/day i !

and no aspirin 5000
: Enroll 10,000 pationts with 1500
multiple risk factors | 4000
! Followup for = 4 yaars is00
(max. 5.5 yoars) ioo8

2500
1000
15C¢

Ao Mop jor et A Sep il N s an fen A Aps 143, on
b 2o

Evidencas about the primary prevention by asplrin are malnly consist
of Caucaslan, Bonefit and rigk of aspirn for pimary prevention of
vascular events might be different between Asian and Western

Inclusion criteria populations.
Ma.la of temale eged 60 - 85 yoars JPPP Is a RCT of asplrin for primary prevention of vascular events in
Hypx: (HT), hypariipid {HL) and/or disb maliitus (DM)* 10,000 eldarly Japanesae patients with one or more risk factors.
* Rypertension: 88P = 140mmiig end/or DBP 2 2Ommbg JPPP may greatly contributa to world public health because it is the
o Lot 2 140mg/dL, first RCT of aspirin for primary prevention in Asian population largest
Trighceride = 150mgdL. endior e p primary p pop rg
HDLU cholestersl < 40moail. .
Dizhates mefitus:  Cesusd or 2 PPG after 75g OGTT x 200mg/dL, It would also contribute to saving of the medical expenditure in Aslan
FPG = 128mg/dl. andfor countries,
HoAlc 2 8.5%
ar drug troatmant for any of the thres conditions
Exclusion criteria

Hlanry or coronary artary dlzeass or cetebrovascular dissase
lseaze req g surgery or Intervention

Auun Mlation This study Is funded by Japanese Minlstry of Health, Labour and
. Prior uea of antiplatelet or antithrombotic agents Woelfare, Waksman foundation Japan inc. Aspirin tablets are provided by
Chronle ues of NSAIDs Bayer HealthCare.

Contraindication to aspirin
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Japanese Primary Prevention Project with Asplrin In the Elderly

with One or More Risk Factors of Vascular Events (JPPP):

A Brief History, Ratlonale and Outline Protocol
(ClinicalTrials.gov number: NCT00225849)

K Ando', Y lkeda?, S Uchiyama?, S Olkawa®, Y Goto®, K Shimada®, M Sugawara5,

T Teramoto’, T Fujita’, N Yamada®, T Yamazaki®

1, Department of Intomal Medicine, Graduate School of Medicine, University of Tokyo, Tokyo, Japan,

2. Intarnal Medicine, Kelo Univaralty School of Medlcine, Tokyo, Japan, 3. Departmant of Neurosurgsry,
Neurologlcal Institute, Tokyo Women's Medical University, Tokyo, Japan, 4. Third Department of Intemal
Medicine, Nippon Medical Schaol, Tokyo, Japan, 5. Japan Physicians Association, Tokyo, Japan,

6. Department of Cardiclogy, Jich! Medica! School, Tochigl, Japan, 7. Department of Intemnal Medicine,
Telkyo University Schoot of Medicine, Tokyo, Japan, 8. Department of Metabollsm, Endocrinology and
Atherosclerosis, University of Tsukuba Graduate Schoot of Comprehensive Human Sciences, Ibaraki,
Japan, 9 Department of Clinical Bloinfomatics, Graduate Schoal of Medicine, University of Tokyo, Japan

i Atherothrombosia such a3 stroke and myocardlal infarclion (M)

Primary endpointa
account for approximately 30% of total deaths in the word, and G of {CV) death, nonfatal stroke
theredars it Is Important to establish a praventive treatmant for {of any cause) and nonfatal Ml
athorothrombosls. Secondary ondpainta
3 Efficacy of aspirin for the Yp of b : and various of the g ovents
has already been estabiished. Elficacy of aspirin for the primary @ CV dexth
provantion has also been reported In some studiea such as Physiclans’ B Non-GV death
Heelth Study (PHS), Primary Prevention Projoct (FPP) and Women's o
Hoalth Study (WHS) (Fig. 14). According to the results of those studios, aTA
major guidelh fn the world o uss of asplrin for B ANGINA pockons

B Atheroscisrods diseases requUIing srpery of Narvention
& Extracranis! biseding roquinng ranthution of hospitsd sdmissicn
. Sevare side affects thatjead to ol the study

Asssssmant of endpoints will bo blinded (PROBE)

primary provention In high-risk patients.

. Howavar, these guldelines are based on the data malnly among
Caucasian, and the banafits of aspirin for primary pravention amang
Asian such as Japanasoe, in whom incidenco of stroke is higher than
M, romains uncortaln.

~ JPPP i3 tha first large
largast In the world.

d tria) in Asien

1Pt e e Sty PHS) |

Ths annual incldance of CV doath, nanfatal stroke (Ischemic or
hemorrhagic) or nonfatal Ml was ostimated to bo about 1.5-2% for
no-asplrin pationts, based an the results of domastic epidomiciagleal
and (nterventonal studies.

; Relativa risk (RR) In the aspirin group was estimated to bo about 0.8
{RR reduction 20%}, bassd on tha resuits of RCTs for primary
provontion.

To test these hypothesis uaing long-rank lost with 2a= 005 and a
pawor of 80%, abaut 10,000 palients (5.000 pationts In each
group) will be necded if the enrolmant perfod Is 1.5 years and the
fallow-up poriod I3 4 years.

Rocruttmont started in March 2005, Appe 1,360 have
boen pardcipated, and approximately 3.600 patients have besn enrolied
by the beginning of October 2006 {Fig. &).

Follow-up poricd is schedulad to ba completed in 2010

oM open-abel, centrally rar d triaj
7 Parallel-group 4} entor ted aspitin 100 mg/day ( Fig.5 P of
and no asplin 10000 .
© Enroll 10,000 pationts with multiple sk (actors 2000 s
: Follow-up for = 4 yoars {max. 5.5 years) 8000 //
S e 7000 ; ’
wh o 7
et I 2000 /
1000 L
3000 L
2000 e
1000 //./
]

IS
Ao Moy A 23 hsy Bag O Mov Dmo an Fad Ve Agr Gy Lt Ad Aug Beo
] B

Evidences about tho primary prevention by aspinn are malnly consist of
Caucasian, Banafit and nsk of asplnn for primary prevention of vascuiar

inclusion critera

Male or famala aged 60 - 85 years

Hypentension {HT), hyperlipidemia (HL) and/or diabotes mekitus (DM)”
“Hypertsnsion” £8P & 140mmHg andior CBP a $0rmmig
wypaipisemia  LDL cholesterni 3 140mgaL,

Dusbotos maitha  Cesualor 2 PPO efter 75 OQTT » 200mg'd:
FPQ 3 120moAiL erd'or
HoAtex 8.5%

o grug rogtment for a1y of the Bwa condtons

Exciusion crteria
History of coronary artery Clagase or corgbravascular cisonss
Atheroacierotic diseass requliring surgery or intarvantion
Atriel fbrittation
Prior uge of antiplatoiol or antibrombotc agonts
Chronic uso of NSAIDs
Contralndication to aspirin

avonia might bo diferont botweon Aslan and Woslorn populations.
JPPP ls 8 RCT of asplrin for primary provention of vascular sverts in
10.000 alderty Japanase patients with ane or more risk factors.

JPPP may groatly contribute 1o world public hoallh bocause it ls the
first RCT of aspinn for primary prevention in Asian population fargost
in the world.

f would also contribute to saving of the medical expanditurs in Asian
countries
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JPPP Tha larg 1 lomized llad trial of primary pravention of
i by enteric-coated low-dose aspirin In Japan

] (ClinicalTrlals.gov numbar: NCT00225849)

Mitauru Morstah, Kenj Yokaysma®, Yaswo Reds!!

1) Department of L aborstory Madiana, Kein Univatsity Schaol of Medicina, Tokyo, Jeoan
2} Departmeant of intemal Madicing, Kesa Unversty School of Madicina, Tokyo. Jaaza

1 Atherothrombosis such as stroke and myocardial infarction (M) account for
approximately 30% of total deaths in the world, and therefore it is important to
establish a preventive treatment for atherothrombosis.

{1 Efficacy of aspirin for the secondary prevention of atherothrombosis has already been
established. Efficacy of aspirin for the primary prevention has also'been reported in
some studies such as Physicians’ Health Study (PHS), Primary Prevention Project
(PPP) and Women's Health Study (WHS) (Fig. 1-4). According to the results of these
studies, major guidelines in the world recommend to consider use of aspirin for
primary prevention in high-risk patients.

1 However, these guidelines are based on the data mainly among Caucasian, and the
benefits of aspirin for primary prevention among Asian such as Japanese, in whom
incidence of stroke is higher than MI, remains uncertain,

71 JPPP is the first large randomized controlled trial in Asian population largest in the
world.

Fig.1 Physician's Health Study (PHS)

P<0.00001

Aspirin 325mg alternate days
[:] Placebo

Incidence (%)

Stroke Cardiovascular Non-CV Ulcer
(CV) deaths deaths*

* Incl. one death due to Gl hemorrhage

N Engl J Med 1989;321. 129-135, modified

Fig. 2 Primary Prevention Project (PPP)

Main combined endpoint* Cardiovascular death

1.00 1.001 Aspirin
Aspitin 00 100mg/day
0.99 100mgtday 0.99
,—'g 098 :E‘ 0.98+4 No aspirin
Fal 0
T o
5 8
& 0.7 No aspirin [ 0.974
0.861 Relative nsk 0.71 (0.48-1.04) 0.964 Relative risk 0.56 (0.31-0.99)
p=0.035 p=0.033
095 - ¥ T T T T 095 - r T T T 1
0 1 2 3 4 0 1 2 3 4

Time {years)
“: Cardiovascular death, non-fatal M|, non-fatal stroke

Time (years)

Lancst 2001; 357: 89-95

Fig. 3 Women's Health Study (WHS)

0.0 Stroke 0.02 Ischemic stroke
Relative rigk 0.83 (0.69-0.99) Refative risk 0.76 (0.63-0.93)
@
g P=0.04 £ P=0.009
3 Placabo . §
2 B
g 0.01 - 2 0.01 Place?g
° e & -
= // =3 //
§ = ‘Aspirin 100mg & 4
Q //’ alternate days o Aspirin 100mg
e, . alternate days
0.00 i ¥ ] T 1 0.00 T 1 ] ] 1
0 2 4 6 8 10 0 2 4 6 8 10
Time {yaars) Time (ycars)
N Engl J Med 2005, 352: 1293-1304
Flg 4 WHS: Relative Risk of Cardiovascular
Events, According to Age
Ischemic stroke Mi
45 - 54 yr — P=0.21 P=0.25

P=0.32

55 - 64 yr -—i—-— P=0.19
+__.

265 yr

P=0.05 —— P=0.04

05 1.0 20 05 1.0 20

r—— ————

Aspirin better Placebo better

Aspirin better Placebo better

N Engl J Med 2005; 352: 1293-1304. modified

1 Multicenter, open-label, centrally randomized
controlled trial

{J Parallel-group comparison between enteric-
coated aspirin 100 mg/day and no aspirin

71 Enrall 10,000 patients with
multiple risk factors

{1 Follow-up for 2 4 years
{max. 5.5 years}



__ Rationale for Sample Size

O The annual incidence of CV death, nonfatal stroke (ischemic or hemorrhagic) or
nonfatal Ml was estimated to be about 1.5-2% for no-aspirin patients, based on the
results of domestic epidemiological and interventional studies.

{J Relative risk (RR) in the aspirin group was estimated to be about 0.8 (RR reduction
20%), based on the results of RCTs for primary prevention.

Q To test these hypothesis using long-rank test with 2a = 0.05 and a detection power
of 80%, about 10,000 patients (5,000 patients in each group) will be needed if the
enrolment period is 1.5 years and the follow-up period is 4 years.

To be updated

inclusion/exclusion Criterﬁ,a, :'

Inclusion criteria Recruitment started in March 2005. Approximately 1,250 institutions have been
T3 Male or female aged 60 - 85 years participated, and approximately ?,400 patients have been enrolled 'by' the middle of
O Hypertension (HT), hyperlipidemia (HL) andfor diabetes mellitus (DM)* August 2006 (Fig. 5). 10,000 patients are planned to be enrolled within this year.
Follow-up period is scheduled to be completed in 2010.

* Hypertension: SBP 2 140mmHg and/or DBP 2 30mmHg
Hyperlipidemia: LDL cholesterol 2 140mg/dL., Triglyceride 2 150mg/dL, and/or
HOL cholesterol < 40mg/dL
Diabetas mesllitus: Casua!l or 2hr PPG after 75g OGTT 2 200mg/dL..
FPG z 126mg/dL. and/or HbA16 2 6.5% Fig. 5 Prosent status of enrofiment |
or drug treatment for any of the thres conditions o RO, B
Exclusion criteria 8000
3 History of coronary artery disease or cerebrovascular disease 7000 /
(3 Atherosclerotic disease requiring surgery or intervention 8000 /
1 Atrial fibrillation 5000
{1 Prior use of antiplatelet or antithrombotic agents 4000
J Chronic use of NSAIDs
J Contraindication to aspirin 3000
2000
1000
° .

A Muy Jun B Aug Sep Oct N Dec Jan Feb Mar Ape My Jun Ju Aug
2005 2008

_ Endpoints

Primary endpoints
{1 Composite of cardio/cerebrovascular (CV) death, nonfatal stroke (of any cause)
and nonfatal M|

1 Evidences about the primary prevention by aspirin are mainly consist of Caucasian.
Benefit and risk of aspirin for primary prevention of vascular events might be different
between Asian and Western populations.

Secondary endpoints 1 JPPP is a RCT of aspirin for primary prevention of vascular events in 10,000 elderly
i3 Individuatl and various combinations of the following events: Japanese patients with one or more risk factors.
8 CV death 1 JPPP may greatly contribute to world public health because it is the first RCT of
# Non-CV death aspirin for primary prevention in Asian poputation largest in the world.
8 Nonfatal stroke 2 It would also contribute to saving of the medical expenditure in Asian countries.
B Nonfatal MI
B TIA

2 Angina pectoris

& Atherosclerotic diseases requiring surgery or intervention

B Extracranial bleeding requiring transfusion or hospital admission
 Severe side effects that lead to discontinuation of the study medication

Assessment of endpoints will be blinded (PROBE).



