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PURPOSE

The JCAD Study aims at offering fundamental data which can contribute to
evidence-based medicine (EBM) for the treatment and management of patients
with CAD by investigating sequentially how CAD patients are treated and how
their risk factors are managed in Japan, and further, by gaining information on the
incidence of major cerebrocardiovascular events.

STUDY DESIGN AND SUBJECTS

This study has two concurrently ongoing arms, one following the same sub-
jects for three years with a follow-up examination every six months (Follow-up
Study), the other enrolling new subjects every six months with a follow-up period
of six months (Trend Study) (see Figure 1). For both the Follow-up and Trend
Studies, at the time of performing cardiac catheterization during the enrollment
period, patients having significant stenosis of at least 75% according to the AHA
classification in one or more branches of a coronary artery and whose clinical
information six months later is available to investigators were continuously
enrolled until the target number of cases allocated to each institution was
achieved. Subjects were enrolled regardless of age or sex. Subjects whose cere-
brocardiovascular event, including death was confirmed within six months of
enrollment were included in the study, even though their clinical information six
months later was not available,

Follow-up Study (to follow the same subjects for three years. Simultaneously serves
as the first enrollment of the Trend Study:

i} Age/sex: no preference.

ii) To enroll all the subjects who have received cardiac catheterization during a
one-year period from April 2000 through March 2003 and who meet all of the fol-
lowing three conditions:

(1) Subjects who have significant stenosis of at least 75% according to the AHA
classification in a coronary artery at the time of cardiac catheterization;

(2) Subjects who are retained as outpatients of the same institution six months
after cardiac catheterization; and

(3) Subjects who are not retained as outpatients of the institution but whose car-
diac event (including death) is confirmed within six months of cardiac catheter-
ization.

Trend Study (to enroll subjects every six months who are not enrolled in the Follow-
up Study to follow them for six months only.):

i) Age/sex: no preference.
ii) To enroll subjects who have undergone cardiac catheterization during the fol-
lowing period. Other criteria are the same as for the Follow-up Study.
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Figure 1. Schematic represetation of the Follow-up (A} and Trend (B) Studies.

METHOD, PROTECTION OF PRIVACY, AND ETHICS

An enrollment system was established within the University Hospital Med-
ical Information Network (UMIN) and subjects were enrolled through the web by
participating institutions located throughout Japan. For security purposes, an ID
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and password used exclusively by a responsible investigator at each institution
and a cryptocommunication system (SSL128bit) were employed. To protect sub-
ject privacy, only the system manager was allowed access to case card numbers
and birth dates which identify the individual patients. Other participants, includ-
ing the secretariat and administrators of the study, were denied access to such
information. Access to individual patient data was givin only to the attending
physician in charge of each patient. Further, in principle, case records were to be
prepared by physicians themselves or by a Clinical Research Coordinator (CRC)
being overseen by physicians. In addition, each physician was to confirm whether
the data had been entered correctly.

Table I. JCAD Study Items to be Investigated (A: Follow-up Swdy, B: Trend Study)

A: Follow-up Study (Following-up each patient for 3 years)

CAG* 6M 1ZM 18M 24M 30M 36M

Background @]

CHD diagnosis O

Coronary imaging & treatment O

Patient's medical history @]

CHD risk factors O o o o o 0 ©
Medication O o o o o 0O o©
Lifestyle improvement therapy Y/N O o O O O C O
Event QO (observation throughout the study period)

The investigation iterns have to be determined on the date defined above or before/after
one month from the date.

B: Trend Study (enrolling new patients every six menths, following
the patients only for six months theréafter)

CAG* 6M

Background

CHD diagnosis

Coronary imaging & treatment
Patient's medical history

CHD risk factors

Medication

Lifestyle improvement therapy Y/N
Event

0OQOO0O000

C000

The investigation items have to be determined on the date defined
above or before/after one month from the date. )
* At the time of CAG: values obtained on the latest date before dis-
charge (during hospitalization for check-up) have to be entered.
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1) Clinical Research Review Board

In principle, the Clinical Research Review Board of each participating insti-
tution reviews-and approves the study protocol and other documents, and evalu-
ates the study on an ongoing basis. :
2} Informed Consent

In principle, each attending physician explains the study to each candidate
patient and obtains his or her voluntary written informed consent prior to enroll-
ment.
3) Confidentiality of Data

In reporting the data collected, the physician, CRC, staff members of the
Study Secretariat, and others use a case card number or subject number (desig-
nated by UMIN after enrollment).

PARAMETERS TO BE DETERMINED

For the subjects who were enrolled after cardiac catheterization, data on
medications administered before cardiac catheterization, risk factors, and results
of the catheterization procedure, diagnosis at the time of catheterization proce-
dure, previous disease (treatment), if any, site of stenosis, extent of stenosis, treat-
ment performed after catheterization procedure (percutaneous transluminal
angioplasty, coronary artery bypass, etc.) were recorded. Further information
regarding how coronary risk factors such as hyperlipidemia, impaired glucose
tolerance, hypertension, smoking, and drinking are managed, as well as labora-
tory data obtained at that time regarding total cholesterol (TC), high-density lipo-
protein cholesterol (HDL-C), trigiycerides (TG), low density lipoprotein
cholesterol (LDL-C; Friedewald formula), fasting blood glucose (FBG), HbAlc,
blood pressure, body mass index (BMI), uric acid (UA), lipoprotein small a (Lp
(a)), C-reactive protein (CRP), and cardiac failure, if any, were collected at
enrollment and every six months thereafter. In the case of acute disease such as
myocardial infarction, hematological data obtained during a stable phase were
recorded. These data were to be entered every six months (see Table I).

With the endpoint being all cerebrocardiovascular events, in case such an
event should occur after enrollment, a description of the event, treatment, and
outcome were recorded any time such an event occurred. "Event" is defined as
the case where the subject develops a new cerebrocardiovascular disease or expe-
riences a recurrence of such a disease after the cardiac catheterization procedure
or treatment performed following such a procedure. If there are no symptoms of
ischemia and restenosis is confirmed by regular cardiac catheterization, such a
case 1s to be excluded from “event”.
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ANALYSES

In the Follow-up and Trend Studies, enrolled cases will be analyzed by the
“intention-to-treat” method. The following analyses are planned for each of the
studies:

Follow-up study: How the risk factors each CAD patient with stenosis of 75%
according to the AHA classification has are managed during the three-year period
and how such management influences the endpoint are to be analyzed. The chi-
square test is used for qualitative data, while the r-test is used for quantitative data
in the case of a comparison between two groups. In the case of comparison
among three or more groups such data are subjected to variance analysis, and if
there is any significant difference, Scheffe's post hoc analysis is also to be per-
formed. The ¥ test is used for any change in risk factors, while changes in param-
eters are to be evaluated by variance analysis and then subjected to Scheffe's
multiple comparison. Relation between the endpoint and the presence (or
absence) of any risk factors, such as treatment after cardiac catheterization proce-
dure, medication administered, risk factor parameter, and expenses incurred (in
treatment, drugs, etc.) are to be analyzed by multivariate studies based on Cox's
proportional hazard model. Further, multiple regression analysis based on these
factors is to be performed in an attempt to construct a linear mode} to forecast the
occurrence of cardiovascular events,

Trend study: The trend in the selection of treatment for CAD patients in Japan
for each six-month period is to be investigated and how the difference in the
selection of treatment correlates with the endpoint is to be studied. The risk fac-
tors for each subject and the changes in parameters are to be studied using the
same apalytical methods as in the Follow-up Study. Analysis of events is to be
performed in the same manner as in the Follow-up Study. In addition, relative risk
is to be calculated for every six-month period, and how the occurrence of cardio-
vascular events is influenced by the presence (or absence) of any of the risk fac-
tors, medication administered, and changes in risk factor parameters is to be
studied.

FUTURE SCHEDULE

Enrollment began in April 2000 and the initial enrollment of 15,506 cases
for the Follow-up Study ended on September 30, 2003. In the Follow-up Study,
the patient enrollment procedure was completed by the end of March, 2004 and
the data entry period will expire as of the end of September 2004. In April 2005,
how risk factors and treatment given to each patient correlate with the recurrence

165



Jpn Heart ]
902 JICAD STUDY November 2004

rate of CAD will be reported based on the Follow-up Study and background fac-
tors of Japanese CAD patients, while how they are treated and the change in the
recurrence rate of short-term cerebrocardiovascular events will be reported based
on the Trend Study.

Subsequently, various subanalyses, including analysis by sex, existence of
concomitant coronary risk factors, treatment following the cardiac catheterization
procedure, and a cost versus benefit study will be performed and the results will
‘be reported at a later date.
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