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Introduction

Lp(a) lipoprotein is alow-density lipoprotein particle in which apolipoprotein B-100 is linked by
asingle disulfide bridge to apolipoprotein(a) which is structurally similar to plasminogen(1, 2).
The dual effects of atherogenicity and thrombogeneis from Lp(a) lipoprotein particlesin basic
research make it plausible to investigate the role of Lp(a) lipoprotein for atherosclerosisin
population science. However, while many cross-sectional studies based on hospital-based
population have consistently proven that Lp(a) lipoprotein was related to various vascul ar
diseases(3-6), many prospective cohort studies have provided disputable arguments.  In addition,
previous large-scal e prospective cohorts were restricted in women(7) or in men(8) or in older
population(9, 10). Moreover, most studies specified only one vascular outcome, either coronary
heart disease or stroke, whereas some studies combined both outcomes into just one endpoint(9).
Furthermore, the risk of Lp(a) on cardiovascular events varied according to different ethnicity(11).
Scant prospective studies were conducted to investigate the role of Lp(a) lipoprotein among
ethnic Chinese, who had distinct cardiovascular disease patterns from Caucasians and African
Americans. Therefore, we investigated prospectively the association between plasma
concentrations of Lp(a) lipoprotein and cardiovascular disease and all-cause death among ethnic
Chinese in Taiwan.

Materialsand Methods

STUDY DESIGN AND STUDY PARTICIPANTS

The participants were enrolled in the Chin-Shan Community Cardiovascular Study (CCCC), a
prospective, community-based study of risk factors and cardiovascular consequences in men and
women 35 years of age or older, sponsored by the National Science Council, Taiwan. The study
was started in 1990 with an initial cohort of 3602 participants, who were recruited on the basis of
official registrations. Theinstitutional review boards of the National Taiwan University
approved the study. These participants were non-institutionalized persons who gave ora
informed consent to enter and to remain in the study. Participants were eligible for enrollment
regardless of whether or not they had a history of cardiovascular disease. Thefull details of the
recruitment process have been published elsewhere(12, 13).  Briefly, information about detailed
medical history, a physical examination, laboratory tests and assessment of health status that
included any evidence of cardiovascular disease in 1990 and 1991 and the follow-up
periods(14-16). We also collected detailed information about lifestyle factors, including alcohol
intake, smoking, and regular exercise as well as socioeconomic status, including marital status,
educational level, , and family history of coronary heart disease. We defined the cardiovascul ar
disease at baseline according to history of stroke and coronary heart disease eventsin the
guestionnaire. With regards to the schedule of follow-up, we collected the information about
the cardiovascular events and death cases by monthly collection of official death certificate
documents and by annual questionnaires and house-to-house visits.

ASCERTAINMENT OF EVENTS

The outcomes studies were stroke, coronary heart disease and al-cause death.  Stroke was
defined according to the following criteria: a sudden neurological deficit of vascular origin that
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lasted longer than 24 hours, with supporting evidence from image study. Transient ischemic
attacks were not included in thisstudy. Incident coronary heart disease cases were defined as
nonfatal myocardial infarction, fatal coronary heart disease and hospitalization due to
percutaneous coronary intervention and coronary bypass surgery. Fatal coronary heart disease
was considered to have occurred if fatal myocardial infarction was confirmed by hospital records
or if coronary heart disease was listed as the cause of death on the death certificate was the
underlying and most plausible cause of death, or if evidence of previous coronary heart disease
was available. Deaths from any cause were identified from officia certificate documents and
further verified by house-to-house visits.

MEASUREMENT OF BIOCHEMICAL VARIABLES

The procedures of blood sampling were reported elsewhere(15, 17).  Briefly, all venous blood
samples drawn after a 12-hour overnight fast were immediately refrigerated and transported
within 6 hours to the National Taiwan University Hospital. Serum samples were then stored at
-70°C before batch assay for levels of total cholesteral, triglyceride, and high density lipoprotein
cholesterol (HDL-C). Standard enzymatic tests for serum cholesterol and triglyceride were used
(Merck 14354 and 14366, Germany, respectively). HDL-C levels were measured in supernatants
after the precipitation of specimens with magnesium chloride phosphotungstate reagents (Merck
14993). LDL-C concentrations were calculated as total cholesterol minus cholesterol in the
supernatant by precipitation method (Merck 14992)(18). Apo Al and Apo B concentrations
were measured by turbidimetric immunoassay with commercial kits (Sigma). Non-HDL-C was
calculated by subtracting HDL-C from total cholesterol. Lp(a) lipoprotein was determined by
enzyme-linked immunosorbent assay (ELISA) (Organon) regardless of isoforms.  The
coefficient of variation for measuring Lp(a) lipoprotein was 5%. A total of 3484 participants
with complete Lp(a) lipoprotein and free from cardiovascul ar disease at baseline were included in
the study.

STATISTICAL ANALY SIS

Participants were categorized on the basis of quartiles of Lp(a) lipoprotein levels, and continuous
variables were presented by mean, standard deviation or median levels; categorical datawere
presented in contingency table. ANOVA and the chi-square test were used to test the difference
acrossthe quartiles.  Relationships between baseline Lp(a) lipoprotein and other obesity and
lipid markers were examined by age and gender adjusted Spearman’s partial correlation
coefficients.

Incidence rates of stroke, coronary heart disease and all-cause death were calculated by
dividing cases by the person-years of follow-up for each quartiles of Lp(a) lipoprotein. Relative
risk of event was calculated by dividing the incidence rate of each quartile by the rate in the first
quartile.  We used Cox proportional-hazards models to adjust for potential confounding
variables. We specified five models to estimate relative risk of eventsin the higher Lp(a)
lipoprotein compared with the lowest quartile.  First, we estimated the univariate relative risk of
Lp(a) lipoprotein with the first quartile asreferencein Model 1. Second, we adjusted for age
groups (35-44, 45-54, 55-64, 65-74, >=75 years old) and gender variablesin Model 2. In Model
3, we adjusted for additional body massindex (<18, 18 to 20.9, 21 to 22.9, 23to0 24.9, or >=25
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kg/m?) and lifestyle factors, including al cohol intake (nondrinker/current), smoking, (yes/no) and
exercise(yes/no), as well as socioeconomic status, including marital status(single, married, or
divorced), educational level (<9 years, >9 years), occupation (no work, manual work, or
professional), and family history of coronary heart disease (yes/no). In addition to the variables
in Model 3, we further adjusted for the presence or absence of baseline hypertension and diabetes
inModel 4. Moreover, we included continuous variables of HDL cholesterol and LDL
cholesterol in Model 5. In all analyses, we modeled the Lp(a) lipoprotein as quartiles to avoid a
linearity assumption and to reduce the effect of outliers. Furthermore, to test for linear trend
across quartiles, we used the median Lp(a) lipoprotein levels for the categories. We categorized
the data according to the 90", 95™ and 99" percentile values and performed threshold analysis.
We also tested the goodness of fit for the model by using the Hosmer and Lemeshow test(19), and
the results of the model fitted the data at an acceptable level.

All statistical tests were two-tailed with atype | error of 0.05, and P values < 0.05 were
considered statistically significant. Analyses were performed with SAS version 9.1 (SAS
Ingtitute, Cary, NC) and Stata version 9.1 (Stata Corporation, College Station, Texas).

Results

The participants in the highest Lp(a) lipoprotein quartile were less likely to be drinkersand in less
professional jobs, compared with those in the lower quartiles (Table 1).  Participants had similar
distributions of female gender, the presence of smoking, regular exercise, marital status and
education levels across quartiles.  In addition, the participants had similar rates of the baseline
hypertension, diabetes, and family history of coronary heart disease across different quartiles. A
higher Lp(a) lipoprotein was associated with higher age, total cholesterol, LDL cholesterol, and
non-HDL cholesterol, but had lower body-mass index and triglycerides, compared with lower
Lp(a) lipoprotein levels.  We did not find significantly different mean values of HDL-cholesteral,
apolipoprotein A1 and apolipoprotein B across different quartiles of Lp(a) concentrations.

Over amedian of 13.8-years’ (inter-quartile range: 13.5-14.6 years) follow up among the
3,484 participants, we documented 210 cases of stroke (including 184 nonhemorrhagic stroke and
26 hemorrhagic stroke), 122 cases of coronary heart disease, and 781 cases of death (including
165 cardiovascular deaths). The incidence rates for each event increased appreciably for stroke
and all-cause death as the Lp(a) lipoprotein quartiles increased, and the rates were approximately
the same for coronary heart disease across quartiles (Table 2). Therelativerisks (RRS)
comparing individualsin the highest quartile with those in the lowest quartile of Lp(a) lipoprotein
were 1.56 (95% confidence interval [Cl], 1.07-2.28; P for trend=0.003) for stroke and 1.26 (95%
Cl, 1.03-1.54; P for trend=0.007) for al-cause death. In the multivariate analyses with adjusting
for potential confounders, baseline Lp(a) lipoprotein by quartile values were not significantly
associated with stroke, all-cause death, and coronary heart disease. However, we evauated the
risks of Lp(a) lipoprotein levels greater than or equal to the 90™, 95™ and 99™ percentiles (the
cutoff levels of the study participant were 34.43 mg/dL, 47.08 mg/dL and 69.30 mg/dL,
respectively) and we found the multivariate RRs increased with the cutoff selected and was
significant for stroke at the 90™ and 95™ percentiles, and for total death at the 95" and 99™
percentile (Table 3). However, the RRsfor CHD showed a non-significantly increased trend,
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with little power.

To address the possibility that risk of Lp(a) lipoprotein may have varied by different
gender and age groups, we performed stratified analyses according to gender and age. The
relationship between Lp(a) lipoprotein and stroke were not modified as aresult of age and
genders (al interaction P values >0.1)(Table 4). Among participants with age more than 65
years, the association between Lp(a) lipoprotein and stroke remained marginally significant after
adjusting for multivariate risk factors, showing increasing risks of each quartile of Lp(a)
lipoprotein, from the second (RR, 1.05), third (RR, 1.24) and fourth quartile (RR, 1.59, P for
trend=0.055). However, we cannot find these patterns among participants younger than 65
yearsold.

Discussion

We have previously reported on an association between cardiovascular risk factors and Lp(a)
lipoprotein in the same participants cross-sectionally, and showed that Lp(a) lipoprotein was
positively associated with low density lipoprotein and inversely associated with triglyceride and
insulin resistance(13). In the present longitudinal study, Our data suggested that a threshold
relationship with little gradient of risk across Lp(a) lipoprotein values for stroke and all-cause
death among Chinese.  We found marginally significant association between Lp(a) lipoprotein
and stroke only in men of age 65 yearsand older. Moreover, the strength of association of Lp(a)
and stroke was attributabl e to the ischemic subtype of stroke.

Different observational studies have provided the controversial evidence about the role of
Lp(a) lipoprotein on stroke. Rigal and colleagues conducted a case-control study based on 100
cases of ischemic stroke and 100 matched controls on young adults (18-55 years old) and found
that the relationship of Lp(a) lipoprotein to stroke remained significant only in men (odds ratio,
3.55, 95% Cl, 1.33-9.48 for comparison of the highest and lowest tertile), but not in women (odds
ratio, 0.42, 95% Cl, 0.14-1.26)(20). In another case-control study based on Japanese, ahigh
Lp(a) was related to ischemic stroke(21). However, the weakness of these studies due to small
sample sizes and little confounding adjustments may invalidate the results. Nested case-control
studies, measuring retrospectively stored Lp(a) lipoprotein concentrations which may be unstable,
still did not prove significant association for further stroke(8, 22). Among the 198 incident
stroke and 198 controls from a 7.5 years’ follow-up cohort in the nearly 15000 healthy male
physicians, Ridker and colleagues found no association between Lp(a) lipoprotein and incidence
of stroke(8).

Results based on prospective cohort studies are still inconsistent about the risk of Lp(a)
lipoprotein on cardiovascular events.  Ariyo and colleagues traced the cardiovascular and death
events of 3972 older adults, who were 65 years of age and older and Caucasian, for 7.4 years’
follow up and found that the relationship of Lp(a) lipoprotein remained a significant predictor for
stroke in men, but not for coronary heart disease(9). Also, they did not find significant
association between Lp(a) lipoprotein and cardiovascular outcomes among older women. In
addition, using a 3.2 years’ follow-up cohort based on 5732 elder Caucasians who had received
statin treatment, Gaw and colleagues did not find a statistical association between
logarithm-transformed Lp(a) lipoprotein and stroke and coronary events in univariate analysisin
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elderly men and women(10). Short durations of follow up may contribute to the cause of
insignificant results. Among 27791 healthy women in the Women’s Health Study who were
most Caucasian and were followed for 10 years, a clear threshold effect by Lp(a) lipoprotein was
seen(7): the association of Lp(a) lipoprotein and total cardiovascular events remained significant
only in the extremely high levels of Lp(a) lipoprotein (the relative risk, 1.66, 95% CI, 1.38-1.99,
comparing the participants above the 90th percentile with those below the percentile). Nearly
no risk gradient at the lower Lp(a) lipoprotein quintiles was seen among these women.
Inclusions of both coronary heart disease and stroke in the Women’s Health Study may limit the
biological plausibility for Lp(a) lipoprotein pathogenesis. Ohira and colleagues examined the
association between Lp(a) lipoprotein and ischemic stroke among a biracial population of 14221
middle-age adults for 13.5-year follow-up period(11), and they found appreciably association
only in African Americans and Caucasian women, but not in Caucasian men.  Our data
suggested a threshold effect for stroke: the risks above the 90™ and 95" percentiles of Lp(a)
lipoprotein had significant risk on stroke, implying that atherosclerotic burdens increased
appreciably among individuals with extreme high Lp(a) levels.

Our negative results on Lp(a) lipoprotein in relation to coronary heart disease are
comparable with previous cohort studies among the Caucasian and African American
population(9, 10) but are not consistent to the positive association reported in the nested
case-control study(23). Rifai and colleagues conducted a nested case-control study and
collected Lp(a) lipoprotein and apolipoprotein(a) information from 195 men who devel oped
severe coronary atherosclerosis during a 5-years’ follow up and 195 matched control from the
Physicians’ Heart Study(23). Although two metaanal yses indicated significant association of
Lp(a) lipoprotein and coronary heart disease risk, the results may not be valid for different
populations because of heterogeneity of different participant characteristics and study(24, 25).

The inconsistency of findings among different studies is troublesome and begs
explanation(26). One proposed explanation has been that Lp(a) lipoprotein has an interaction
between other risk factors for further cardiovascular events. Different genders, young or older
ages, and presence of high low density lipoprotein cholesterol and triglyceride levels were
reported to modify the association of Lp(a) lipoprotein and cardiovascular events(3, 7, 9, 11, 20,
23). Our subgroup analysis did not provide significant interaction of Lp(a) lipoprotein and age
aswell as gender for cardiovascular risk. Our data suggested a potentia relationship among
older male Chinese, which was compatible with the findings from the Cardiovascular Health
Study data(9). However, our subgroup results should be considered exploratory and require
further investigation in larger studies.  Specific high-risk population, including type 2 diabetes
and hyperchol esterolemia, may provide new evidence for the role of Lp(a) lipoprotein on
cardiovascular disease(27).

Another possible explanation for the controversial results has been that Lp(a) lipoprotein
may be only an indicator, not a hazard, for progressive atherosclerotic burden status.
Researchers have demonstrated the presence of Lp(a) lipoprotein within the early atherosclerotic
plagues in aorta and cerebral arteries(28). Blood levels of Lp(a) lipoprotein also correlated with
subclincial atherosclerosis(29, 30), and thus reflected early pathophysiologic process that related
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to vascular events.

To our knowledge, thisisthefirst extensive investigation of Lp(a) lipoprotein and the
risks of stroke, coronary heart disease and all-cause death among ethnic Chinese. Because of
the prospective cohort design, the baseline measurements of all cohort members were unlikely to
be affected by storage and laboratory issues that might be raised in some nested case-control
studies. The use of a homogeneous community-based population could reduce the possibility of
selection bias. We aso included important socioeconomic status and lifestyle factorsin the
models to control the potential confounding factors. Finally, because few participants (<1%)
reported taking cholesterol-lowering medications, our results were minimally affected by statins
and other cholesterol-lowering drugs.

Our study had several potential limitations.  First, the incident cases of stroke and
coronary heart disease were relatively few, even with median 13.8-years’ follow-up, which would
reduce the power to detect the subtle effects between Lp(a) lipoprotein levels and make the
relative risk estimation unstable. Second, because Lp(a) lipoprotein concentrations were
measured only once, our results might be attenuated by intraindividual variations.

In conclusion, our data did not support the hypothesis that an increase in Lp(a) lipoprotein,
over most of its range, was significantly associated with stroke, coronary heart disease and
all-cause death among ethnic Chinese adults. At the same time, a small proportion of people
with extremely high Lp(a) lipoprotein were at excessrisk. These findings limit the use of Lp(a)
lipoprotein as a biomarker in comprehensive evaluation of risk of cardiovascular diseasein
Chinese. However, asingle measure of Lp(a) lipoprotein to identify the small subgroup with
extreme values may have some utility.
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Table 1. Distribution of Various Baseline Demogr aphic, Lifestyle, and Socioeconomic Factorsin the
Sudy Population in the CCCC cohort (1990-91), specified by L p(a) lipoprotein quartiles

Quartiles 1 2 3 4
N=871 (%) N=871 (%) N=871 (%) N=871 (%) P
Gender 0.67
Men 48.1 47.1 458 455
Women 51.9 52.9 54.2 545
Current smoker 37.8 34.2 35.9 35.9 0.49
(yes)
Alcohol drinking 34.3 28.1 27.6 29.3 0.008
(ves)
Married status 0.10
Single 2.8 3.6 2.4 2.4
Lived with spouse  88.0 85.5 85.8 84.1
Divorced or 9.2 10.9 11.8 13.5
Separate
Education level 0.14
<9yr 93.3 93.2 95.2 95.1
>=9 yr 6.7 6.8 4.8 49
Job status <.0001
No job 46.2 49.6 51.9 53.3
Manual 33.8 33.1 34.6 34.8
Professional 20.1 17.3 13.6 11.9
Regular exercise 14.6 13.7 17.3 145 0.15
(yes)
Family history of 111 9.8 8.2 9.6 0.22
CHD
Hypertension 30.8 284 29.7 32.2 0.37
Diabetes 15.1 12.0 12.3 13.9 0.19
Mean SD Mean SD Mean SD Mean SD
Age (yr) 53.2 115 54.2 125 556 12.2 56.6 12.8 <.0001
Body mass index 24.0 3.6 23.5 34 23.2 3.3 23.2 3.3 <.0001
TC 191.3 428 1950 448 199.2 457 2058 46.7 <.0001
Triglycerides 146.1 1165 1294 101.3 1165 825 1130 71.0 <.0001

HDL-Cholesterol 47.1 139 47.1 125 476 121 481 121 03
LDL- Cholesterol 1312 420 1350 432 1396 443 1454 46.0 <.0001

Non-HDL-C 1438 438 1476 451 1517 455 1575 473 <.0001
TC/HDL-C 4.39 1.62 4.40 152 442 142 453 150 0.2
ApoAl 136.0 544 1323 285 1338 264 1327 263 0.1
ApoB 95.3 46.5 94.1 316 978 454 969 665 04
ApoB/Al 0.73 0.40 0.73 025 0.75 034 0.75 052 0.6

Abbreviation: Apo: apolipoprotein; CHD: coronary heart disease; SD: standard deviation; TC:
total cholesterol;
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Table 2. Incidence Cases, Person-year, I ncidence Rates and Relative Risks (and 95% Confidence Intervals) of Stroke, CHD, and
All-cause Death outcomes during median 13.6 Y ears of Follow-Up According to Quartiles of Baseline Lp(a) Lipoprotein
Concentrationsin 1990-91 in the CCCC Study

1 2 3 4 P, trend
Stroke
Cases 47 42 48 68
Person-Years 11044 10986 10852 10578
Rates 4.3 3.8 4.4 6.4
Model 1 1 0.92 ( 060 - 140 ) 104 ( 069 - 157 ) 156 ( 107 - 228 ) 0.003
Model 2 1 0.85 ( 055 - 129 ) 087 ( 058 - 131 ) 119 ( 081 - 174 ) 012
Model 3 1 0.85 ( 055 - 130 ) 089 ( 058 - 134 ) 123 ( 084 - 181 ) 0.09
Model 4 1 0.88 ( 058 - 136 ) 090 ( 060 - 137 ) 121 ( 083 - 179 ) 013
Model 5 1 0.87 ( 056 - 134 ) 090 ( 059 - 137 ) 120 ( 081 - 178 ) 014
Coronary artery disease
Cases 33 25 30 31
Person-Years 11086 11058 10865 10693
Rates 3 2.3 2.8 29
Model 1 1 0.76 ( 045 - 128 ) 093 ( 057 - 152 ) 0098 ( 060 - 160 ) 0.74
Model 2 1 0.71 ( 042 - 120 ) 082 ( 050 - 134 ) 081 ( 049 - 132 ) 0.68
Model 3 1 0.76 ( 045 - 127 ) 084 ( 051 - 140 ) 0.89 ( 054 - 147 ) 095
Model 4 1 0.77 ( 046 - 130 ) 0.86 ( 052 - 142 ) 089 ( 054 - 147 ) 092
Model 5 1 0.77 ( 045 - 130 ) 082 ( 049 - 137 ) o081 ( 048 - 135 ) 062
All-cause death
Cases 175 170 193 211
Person-Years 11216 11151 10978 10764
Rates 15.6 15.2 17.6 19.6
Model 1 1 0.98 ( 079 - 121 ) 113 ( 092 - 139 ) 126 ( 103 - 154 ) 0.007
Model 2 1 0.88 ( 072 - 109 ) 091 ( 074 - 112 ) 0093 ( 076 - 113 ) 0.78
Model 3 1 0.88 ( 072 - 109 ) 090 ( 073 - 111 ) 091 ( 074 - 112 ) 0.68
Model 4 1 0.89 ( 072 - 111 ) 091 ( 074 - 112 ) 091 ( 074 - 112 ) 061
Model 5 1 0.88 ( 071 - 109 ) 092 ( 074 - 113 ) 091 ( 073 - 112 ) 062

Incidence rates presented as per 1000 person yrs.  Model 1: univariate; Model 2: adjusted for age groups (35-44, 45-54, 55-64, 65-74, >=75 years old) and gender,
Model 3: Model 2 plus body massindex (<18, 18 t0 20.9, 21 to 22.9, 23 to 24.9, or >=25 kg/m2), smoking (yes/no or abstinence), current alcohol drinking
(regular/no), marital status(single, married and living with spouse, or divorced and separate), education level (Ilessthan 9 years, at least 9 years), occupation (no work,
labor, official or business), regular exercise habit (yes/no), and family history of coronary heart disease (yes/no), Model 4: plus hypertension(yes/no) and diabetes
mellitus (yes/no), Model 5: plus HDL-C and LDL-C levels.



Table 3. Multivariaterelativerisks and 95% confidenceintervals of stroke, CHD, and all-cause
death outcomes during median 13.6 Years of Follow-Up Accor ding to the 90", 95" and 99"
percentile values of Baseline L p(a) Lipoprotein Concentrationsin 1990-91 in the CCCC Sudy

Relativerisk* 95% ClI P
Stroke
>=90th/<90th 1.50 1.01 2.22 0.045
percentile
>=95th/<95th 1.75 1.04 293 0.035
percentile
>=99th/<9%th 0.60 0.08 4.34 0.62
percentile
CHD
>=90th/<90th 124 0.73 213 0.43
percentile
>=095th/<95th 171 0.89 3.30 0.11
percentile
>=909th/<9%th 2.11 0.51 8.73 0.30
percentile
All-cause death
>=90th/<90th 1.17 0.93 1.45 0.18
percentile
>=95th/<95th 1.39 1.04 1.86 0.025
percentile
>=909th/<9%th 1.96 1.10 3.49 0.022
percentile

* Adjusted variables included age groups (35-44, 45-54, 55-64, 65-74, >=75 years old), gender, body
mass index (<18, 18 to 20.9, 21 to 22.9, 23 to 24.9, or >=25 kg/m2), smoking (yes/no or abstinence),
current alcohol drinking (regular/no), marital status(single, married and living with spouse, or divorced
and separate), education level (lessthan 9 years, at least 9 years), occupation (no work, labor, official
or business), regular exercise habit (yes/no), family history of coronary heart disease (yes/no),
hypertension(yes/no), diabetes mellitus (yes/no), HDL-C and LDL-C levels.
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Table 4. Sratified Analysis of Relative Risksfor Sroke, CHD, and All-cause Death
outcomes during median 13.6 Years of Follow-Up According to Quartiles of Baseline
Lipoprotein(a) Concentrations, Stratified by Age groups (<65 years and >=65 years) and
Genders

Quartiles 1 2 3 4 Pfor trend Pfor
interaction

Stratified by age

Stroke 0.67
Age <65 years 1 0.78 0.70 1.02 0.71
Age >=65 years 1 1.05 1.24 1.59 0.055

Coronary artery disease 0.25
Age <65 years 1 0.80 0.88 0.53 0.13
Age >=65 years 1 0.64 0.74 1.06 0.37

All-cause death 0.32
Age <65 years 1 0.72 0.95 0.90 0.96
Age >=65 years 1 1.01 1.02 1.10 0.44

Stratified by gender

Stroke 0.94
Men 1 0.87 0.81 117 0.31
Women 1 0.86 1.01 1.26 0.24

Coronary artery disease 0.78
Men 1 0.70 0.92 0.80 0.75
Women 1 0.88 0.67 0.83 0.72

All-cause death 0.11
Men 1 0.89 0.82 0.81 0.19
Women 1 0.87 1.15 1.15 0.20

Adjusted variables included age groups (35-44, 45-54, 55-64, 65-74, >=75 years old) [except
stratified by age], gender[except stratified by gender], body massindex (<18, 18 to 20.9, 21 to
22.9, 2310 24.9, or >=25 kg/m2), smoking (yes/no or abstinence), current alcohol drinking
(regular/no), marital status(single, married and living with spouse, or divorced and separate),
education level (lessthan 9 years, at least 9 years), occupation (no work, labor, official or
business), regular exercise habit (yes/no), family history of coronary heart disease (yes/no),
hypertension(yes/no), diabetes mellitus (yes/no), HDL-C and LDL-C levels.
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