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Plasminogen Activator Inhibitor-1 and Diagnosis of the Metabolic
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Jason H. Moore, PhD; Scott M. Williams, PhD

Background—Metabolic syndrome (MetS) is diagnosed by the presence of at least 3 of the following: obesity, hypertension,
hyperglycemia, hypertriglyceridemia, and low high-density lipoprotein. Individuals with MetS also typically have elevated plasma
levels of the antifibrinolytic factor, plasminogen activator inhibitor-1 (PAI-1), but the relationships between PAI-1 and MetS
diagnostic criteria are not clear. Understanding these relationships can elucidate the relevance of MetS to cardiovascular disease
risk, because PAI-1 is associated with ischemic events and directly involved in thrombosis.

Methods and Results—In a cross-sectional analysis of 2220 Ghanaian men and women from urban and rural locales, we found the
age-standardized prevalence of MetS to be as high as 21.4% (urban women). PAI-1 level increased exponentially as the number of
diagnostic criteria increased linearly (P<10*13), supporting the conclusion that MetS components have a joint effect that is
stronger than their additive contributions. Body mass index, triglycerides, and fasting glucose were more strongly correlated with
PAI-1 than with canonical MetS criteria, and this pattern did not change when pair-wise correlations were conditioned on all other
risk factors, supporting an independent role for PAI-1 in MetS. Finally, whereas the correlations between conventional risk factors
did not vary significantly by sex or across urban and rural environments, correlations with PAI-1 were generally stronger among
urban participants.

Conclusions—MetS prevalence in the West African population we studied was comparable to that of the industrialized West. PAI-1
may serve as a key link between MetS, as currently defined, and the endpoints with which it is associated. Whether this association
is generalizable will require follow-up. (/ Am Heart Assoc. 2016;5:e003867 doi: 10.1161/JAHA.116.003867)
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M etabolic syndrome (MetS) is a set of cardiometabolic
abnormalities that cluster in people at increased risk
for coronary heart disease and type 2 diabetes mellitus. Any 3
of the cardiovascular risk factors of obesity, hypertension,
hyperglycemia, hypertriglyceridemia, and low high-density
lipoprotein (HDL) are sufficient for diagnosis of MetS,
according to a recent consensus statement.’ Although it is

expected by chance, the reasons for their co-occurrence are
not clear. The implications are also unclear, with recent
debate centered on whether multiple risk factors have a joint
effect on cardiovascular risk greater than the sum of their
individual contributions.?™* If the increased risk attributed to
MetS can be wholly accounted for by the additive contribu-
tions of its component conditions, arguably little can be

well known that these risk factors co-occur more often than gained by studying the risk factors collectively.
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There is, however, at least 1 aspect of the syndrome that
may distinguish it from its component conditions: Patients
diagnosed with MetS typically suffer from a hypercoagulable
condition of the blood, caused by supranormal levels of
clotting and antifibrinolytic factors.>® Among the most
prominent of these factors is plasminogen activator inhibitor
1 (PAI-1), which hinders clot degradation by inhibiting
plasminogen activators in the fibrinolytic pathway.” PAI-1
appears to be connected to MetS in multiple ways beyond this
antifibrinolytic role. For example, at high levels, PAI-1
promotes a chronic state of low-grade inflammation, one of
the proposed underlying causes of MetS.5° A number of
proinflammatory factors are known to stimulate PAI-1
production, including interleukins, tumor necrosis factor
alpha, transforming growth factor beta, and C-reactive
protein.”'%'" Although circulating PAI-1 is mainly released
by hepatic and endothelial cells, adipose tissue becomes a
major source as visceral adiposity increases, which also has
been implicated in increased inflammation and coronary heart
disease.'>'® High PAI-1 may also predispose patients to
premature atherosclerosis not only through inflammatory
pathways, but also by interfering with cell migration.'®'
Other PAI-1 stimulants related to MetS include plasma
glucose, insulin, very low-density lipoprotein (VLDL) choles-
terol, and the vasopressive hormone, angiotensin I1.'>'®

Perhaps, most important, PAI-1 represents a natural link
between MetS risk factors and acute phases of cardiovascular
disease.'®"” Circadian spikes in PAI-1 levels likely explain the
morning peak in the incidence of myocardial infarction and
stroke,'® and epidemiological studies have demonstrated a
positive association between elevated plasma PAI-1 levels and
adverse cardiovascular events.”'>'? Thus, understanding how
PAI-1 levels respond to the risk factors of MetS (and vice
versa) should provide insight into how the components of the
syndrome individually—and jointly—increase the risk of
cardiovascular disease.

There have been relatively few studies of MetS in West
Africa, and no large study, to our knowledge, has addressed
the association between PAI-1 and MetS in the region.
Prevalence and etiology of MetS, including its relationship
with PAI-1, vary among ethnic groups,?®?" making it impor-
tant to study these factors simultaneously in different
populations. In addition, urbanization and the changes that
accompany it, such as the adoption of sedentary lifestyle and
nutrient-poor, calorie-rich diets, are major factors in MetS
prevalence and etiology,?>*® but no study, to our knowledge,
has examined how urban-rural differences may affect the
relationship between PAI-1 and MetS.

Here, we present a multivariate analysis of MetS and PAI-1,
using cardiovascular risk factor data from 3331 men and
women in Ghana from both urban and rural locales. We assess
the correlational architecture of MetS risk factors and

estimate their potential relevance to thrombotic endpoints
by using strength and independence of association with PAI-1
as a proxy. Because correlational analyses do not require any
assumptions of direction of effect, they are well suited for the
study of metabolic systems.?* Partial correlations in particular
can distinguish independent (and possibly direct) interactions
among risk factors from merely incidental associations. In
addition, we assess the possibility of nonlinear relationships
among risk factors, such as at the extremes of their
distributions, which may be especially pertinent to clinical
outcomes. Throughout, we evaluate how the patterns of
association we observe may be influenced by differences in
sex and environment (urban vs rural), both of which have been
shown to affect cardiovascular disease risk.?>?¢ The over-
riding goal of this study was to assess the extent to which
PAI-1 may play a central or connecting role in the diagnosis of
MetS.

Methods
Study Population

Participants were recruited from Sunyani, the capital of the
Brong Ahafo region of Ghana (population 250 000 as of the
2012 census), and from surrounding rural villages of fewer
than 5000 people. Urban recruitment occurred from 2002
to 2007. Rural participants were recruited in 2008.
Participants learned about the study at public venues,
including local churches and markets. Individuals <18 years
of age or who were first- or second-degree relatives of
someone already enrolled in the study were excluded.
Participants provided information by in-person interviews
regarding their medical histories and other demographic
and socioeconomic factors, including education level,
smoking status, alcohol consumption, and current medica-
tions. All participants provided informed consent. Institu-
tional review boards at Dartmouth College (Hanover, NH),
Vanderbilt University (Nashville, TN), and Regional Hospital,
Sunyani approved all protocols.

Anthropometric Measurements and Biochemical
Analyses

The mean of 2 measurements for both systolic blood pressure
(SBP) and diastolic blood pressure (DBP) was calculated.
Blood was drawn between 8:00 and 10:00 awm, after a fast
>8 hours, and used to assess fasting glucose, fasting lipids,
and PAI-1 levels. Glucose was measured from blood drops
using a SureStep monitor by LifeScan (Milpitas, CA). Total
cholesterol (TC), triglycerides (TG), and HDL levels were
measured in plasma. PAI-1 antigen was measured using an
enzyme-linked immunoassay (Biopool AB, Umea, The
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Netherlands). Here, only total PAI-1 was measured (compris-
ing free PAI-1 as well as its complexes with plasminogen
activators), given that the short half-life of the active molecule
in plasma makes it less useful for studies of chronic disease.
Body mass index (BMI) was calculated with weight and height
measurements (kg/m?).

Study Variables

Five categorical metabolic risk factors (hypertriglyceridemia,
low HDL, hypertension, hyperglycemia, and obesity) were
defined according to the updated National Cholesterol
Education Program Adult Treatment Panel-lll (NCEP ATP-IIl)
criteria,?” as follows: TG >150 mg/dL; HDL <40 mg/dL in
males or <50 mg/dL in females; SBP and DBP >130/
85 mm Hg or on antihypertensive medication; fasting glu-
cose (GLUC) >100 mg/dL or on antidiabetic medication; and
BMI >30. None of the study participants reported taking
statins. Mean arterial pressure (MAP) was calculated using
the formula: MAP=DBP+[(SBP—DBP)/ 3], which approximates
the average arterial pressure during a single cardiac cycle.
Because MAP has been shown to predict future MetS more
accurately than SBP, DBP, or pulse pressure,?® it was used
in the correlational analyses. Pearson’s correlation coeffi-
cients and tests of correlational homogeneity are sensitive
to deviations from normality.?**° Quantitative variables used
in the correlational analyses were therefore log-transformed
after observing that this improved approximations to
normality (using the Shapiro-Wilk test as a criterion). For
clarity of presentation, however, mention in the text does
not reflect these transformations (eg, as “In-glucose” or “In-
PAI-1,” etc).

For calculating prevalence of MetS, the study participants
for whom no data were missing (N=2220) and who had at
least 3 of the 5 conditions (as per the NCEP ATP-III
guidelines') were deemed cases. The missing data for 1111
participants (598 urban, 513 rural) resulted from a supply
failure for HDL cholesterol assay during the collection
process.

Statistical Analyses

Prevalence rates of MetS were age-standardized to the World
Health Organization 2000-2025 standard population using
recommended age bins that pertained to our data (18-24,
25-34, 35-44, 45-54, and >55 years—old).sm2 Relative risks
(RRs) of MetS (for urban vs rural and female vs male) were
also estimated. To check for possible bias in the participants
with missing HDL data versus complete cases, the age-
adjusted means and variances of all other variables were
compared (by t test and Levene’s test, respectively) for both
groups.

Pair-wise correlations between BMI, MAP, GLUC, TG, HDL,
and PAI-1 were calculated, using the residuals after linear
regression on age, sex, and residence. Pair-wise correlations
were also calculated separately for (1) individuals stratified by
residence (after age and sex adjustment) and (2) individuals
stratified by sex (after age and residence adjustment). Tests
for homogeneity of correlation between groups (ie, urban vs
rural, male vs female) were conducted by ¢ test after Fisher
transformation of correlation coefficients.®® For every pair of
variables in the set of BMI, MAP, GLUC, TG, HDL, and PAI-1,
partial correlations were calculated controlling for the
remaining variables in the set, after which the above analyses
were repeated. For clarity, only these higher-order partial
correlations are referred to as “partial correlations” in the
text, although all correlations in this study are controlled for
age and sex and/or residence.

The following approach was used to assess visually
whether the strengths of association between MetS traits
(BMI, MAP, GLUC, TG, and HDL) and PAI-1 were consistent
over the entirety of their respective ranges, and to identify
patterns of nonlinear association: (1) Age-, sex-, and
residence-adjusted regression residuals of the five MetS
traits were standardized, ranked in ascending order, and
paired with corresponding standardized PAI-1 values; (2) the
25th percentile, median, and 75th percentile of PAI-1
(period=100) were plotted against the corresponding
median (period=100) of each MetS trait; (3) smooth curves
of the plots were generated, using a cubic spline
method. Briefly, for n observations, where X; is the ith
standardized median (period 100) of a risk factor, i€[1,
n—99], and P; the corresponding quantile value of PAI-1,
such that P; = w(Xi), the smoothing function [i estimated p
by minimizing

S (- i)+ [ iR

n—99
=1

The first term represents the sum of squares error and the
second term the penalty for “roughness.” The parameter A
controls the bias-variance trade-off and was set to 10.3* PAI-1
quartiles were used in these analyses rather than mean values
to minimize the influence of outliers caused by the charac-
teristic kurtosis of the PAI-1 distribution, and to gain insight
into whether PAI-1 levels at upper or lower quartiles associate
differently with changes in the other risk factors.

For further analysis, an ordinal variable, defined as the
number of conditions with which an individual was diag-
nosed (ie, O through 5), was created to augment the
dichotomous characterization of MetS (ie, as the presence or
absence of at least 3 conditions). Mean PAI-1 was calculated
for each of these groups, using the standardized age-, sex-,
and residence-adjusted residuals. The association between
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MetS progression and PAI-1 was then assessed in 2 ways.
First, the number of MetS conditions was modeled as a
function of PAI-1, using ordinal regression (with cumulative
logit link), adding age, sex, and residence as covariates. PAI-
1% was then added as an explanatory variable, and the fit of
the quadratic versus the linear model was compared using
the likelihood ratio test. Second, mean PAI-1 levels were
compared by t test for each sequential pair of groups (ie, 0
vs 1 conditions, 1 vs 2, etc). A curve was also fitted to the
PAI-1 means using polynomial regression (quadratic). Statis-
tical analyses were performed using JMP Pro (12.1; SAS
Institute Inc., Cary, NC), STATA (12; StataCorp LP, College
Stattion, TX), and R software (3.2; R Foundation for
Statistical Computing, Vienna, Austria).

Results

Of the 3331 participants in this study, 2276 (68%) were
urban residents, of whom 1298 (57%) were female and 978
male. Of the 1055 rural residents, 583 (55%) were female
and 472 male. Ages ranged from 18 to 99 and were
similarly distributed among urban and rural men and women
(P=0.23, Kruskal-Wallis test). In analyses that depended on
the total number of categorical risk factors, participants
with missing data were excluded, lowering the sample size
to 2220. The decrease in sample size resulted from the
lack of supplies for testing HDL cholesterol during the
collection process. However, the distributions of measured
variables between participants with and without missing
data were not significantly different (Table S1), consistent
with the sporadic and random timing of the supply
shortages. Age-standardized MetS prevalence by group
and summary data of associated variables are presented
in Table 1 and Figure S1.

2.0 p=0.0030

p=0.0013

p=25e-11

Standardized In-PAI-1

0.5 p=1.2e-09

0.0

2 3
Number of MetS components

Figure 1. Relationship between the total number of risk factor
diagnoses and mean PAI-1 concentrations. Horizontal axis: 2220
participants from the Brong Ahafo region of Ghana were grouped
by number of risk factor conditions (obesity, hypertension,
hyperglycemia, hypertriglyceridemia, and low HDL); 22 partici-
pants had all 5; 573 had 4; 473 had 3; 376 had 2; 300 had 1; and
573 had none. Vertical axis: For each group, mean standardized
In-PAI-1 concentrations (adjusted for age, sex, and urban/rural
residence) are depicted with 95% Cls. P values above horizontal
brackets are for t tests comparing the means of adjacent groups.
PAI-1 was normally distributed within each group (Shapiro-
Wilk test; P>0.05). The quadratic fit to the means is also depicted
(R?=0.996). HDL indicates high-density lipoprotein choles-
terol; MetS, metabolic syndrome; PAI-1, plasminogen activator
inhibitor 1.

Prevalence and RR of MetS

Male and female urban residents had a significantly higher RR
of MetS than their rural counterparts (1.6 1 with 95% CI, 1.02—
2.53, and 1.72 with 95% Cl, 1.28-2.3, males and females,

Table 1. Prevalence of MetS and Its Component Risk Factors Among 2220 Urban and Rural Men and Women From Brong Ahafo,

Ghana

Males Females

Urban Rural Urban Rural

N=721 N=225 N=957 N=317

MetS* 0.126 (0.102, 0.151) 0.078 (0.043, 0.113) 0.214 (0.188, 0.240) 0.112 (0.077, 0.147)

Obesity 0.065 (0.049, 0.086) 0.00 (0.00, 0.017) 0.265 (0.238, 0.294) 0.050 (0.031, 0.080)
Hypertension 0.130 (0.108, 0.157) 0.111 (0.076, 0.159) 0.097 (0.080, 0.118) 0.088 (0.062, 0.125)
Hyperglycemia 0.413 (0.378, 0.450) 0.267 (0.213, 0.328) 0.389 (0.358, 0.420) 0.293 (0.246, 0.346)
High TG 0.239 (0.209, 0.271) 0.173 (0.129, 0.228) 0.315 (0.286, 0.345) 0.293 (0.246, 0.346)
Low HDL-C 0.437 (0.401, 0.473) 0.391 (0.330, 0.456) 0.588 (0.557, 0.619) 0.612 (0.557, 0.664)

HDL-C indicates high-density lipoprotein cholesterol; MetS, metabolic syndrome; TG, triglycerides.
*Prevalence was age-standardized to the World Health Organization 2000-2025 standard population; N=sample size of participants for whom no data were missing; in parentheses: 95%

Cls.
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respectively). Urban women, who had the highest prevalence
of obesity among all groups (26.5%), also had the highest age-
standardized prevalence of MetS (21.4%; Table 1), with an RR
of 1.68 (Cl, 1.36—2.07) compared to urban men (P<0.0001),
and 1.72 compared to rural women (P=0.0002). Among rural
participants, risk of MetS did not differ by sex.

Relationship Between PAI-1 and Number of MetS
Conditions

Mean PAI-1 (log-normalized and adjusted for age, sex, and
residence) rose exponentially as the number of MetS risk
factors increased linearly. The quadratic fit to the means was
virtually perfect (R*=0.996). Among participants who had at
least 1 MetS risk factor, mean PAI-1 increased significantly with
each additional condition, with the most significant increase
occurring when the number of conditions increased from 2 to 3,
consistent with the NCEP ATP-III definition (Figure 1). Ordinal
polynomial regression was also used to model the number of
MetS risk factors as a function of PAI-1. The improvement of the
quadratic fit over the linear fit was highly significant (P<10~'3),
confirming the strong exponential relationship between the
logarithm of PAI-1 level and number of MetS criteria.

Pair-wise Correlations of Risk Factors

All pair-wise correlations between risk factors adjusted for age,
sex, and residence were statistically significant (P<0.0001),
except for the correlation between MAP and HDL (Table 2 and
Figure 2). Seven of 15 correlations were at least 0.20 in
magnitude: BMI-PAI-1; BMI-TG; BMI-MAP; TG-PAI-1; TG-HDL;
MAP-PAI-1; and GLUC-PAI-1. The above analysis was repeated
after stratifying participants by urban versus rural residence
and adjusting for age and sex. Of the 5 pair-wise correlations
with PAI-1, 3 were significantly stronger in the urban popula-
tion: BMI (P=4.9x1077); GLUC (P=9.9x10™%; and TG
(P=2.1x1073; Table 2 and Figure 2). Among pair-wise corre-
lations that did not include PAI-1, only 2 of 10 pairs were
significantly different: BMI-HDL (P=0.047) and BMI-TG
(P=0.012), with both correlations again stronger in the urban
population (Table 2 and Figure 2). When participants were
stratified by sex, no P value for homogeneity of correlation was
smaller than 0.01 (Table 3 and Figure 2). Of the 3 significant at
the 0.05 level, the GLUC-PAI-1 correlation was higher in women
than in men, and the correlations of both BMI and PAI-1 with
MAP were higher in men.

Pair-wise Partial Correlations of Risk Factors

Partial correlations between pairs of risk factors (including
PAI-1) that controlled for all other risk factors (in addition to
age and sex and/or residence, as above) were calculated to

PAI-1

GLUC

p<0.01

PAI-1

p=<0.05

BMI

p=<0.10 -

TG

MAP

|[HDL|

Figure 2. Strengths of correlation between cardiovascular risk
factors associated with metabolic syndrome and their differences
by sex and urban/rural residence. A, Colors in the heat map
reflect the magnitude of correlation between risk factors adjusted
for age, sex, and residence. In (B), shading reflects the statistical
significance of differences in correlation by sex (below diagonal,
purple) and residence (above diagonal, green). BMI indicates body
mass index; GLUC, glucose; HDL, high-density lipoprotein
cholesterol; MAP, mean arterial pressure; PAI-1, plasminogen
activator inhibitor 1; TG, triglycerides.

assess strengths of independent association. All partial
correlations were statistically significant, with 4 greater than
0.20 in magnitude: BMI-PAI-1; TG- PAI-1; BMI-MAP; and TG-
HDL (Table 4 and Figure 3). Three of 15 partial correlations
were significantly different between urban and rural residents
(BMI-PAI-1, P=0.0002; GLUC-PAI-1, P=0.001; and BMI-GLUC,
P=0.005), with the stronger correlations in the urban group
(Table 4 and Figure 3). Only 1 of 15 partial correlations was
significantly different between men and women (GLUC-PAI-1,
P=0.023; Table 5 and Figure 3). The partial correlational
analyses were repeated for MetS risk factors without PAI-1
and yielded comparable results (Tables S2 through S4).
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Figure 3. Strengths of partial correlation between cardiovascu-
lar risk factors associated with metabolic syndrome, including
PAI-1, and their differences by sex and urban/rural residence. A,
Colors in the heat map reflect the magnitude of partial correlation
between risk factor pairs adjusted for all remaining risk factors, as
well as age, sex, and residence. In (B), shading reflects the
statistical significance of differences in partial correlation by sex
(below diagonal, purple) and residence (above diagonal, green).
BMI indicates body mass index; GLUC, glucose; HDL, high-density
lipoprotein cholesterol; MAP, mean arterial pressure; PAI-1,
plasminogen activator inhibitor 1; TG, triglycerides.

Relationship Between PAI-1 Quartiles and MetS
Risk Factors

Consistent with the strong correlations, median PAI-1
increased most with BMI and TG, from =0.5 SD below the
mean to 1.0 SD above (Figure 4). Notably, median PAI-1 did
not vary when BMI was less than ~1 SD below its mean. The
relationship between PAI-1 quartiles and glucose displayed an
abrupt shift at a glucose value of ~+1.5 SD, from strongly
positive to flat (Figure 4). The moving quartiles of PAI-1 were
also evaluated for data stratified by sex and residence

(Figure 5), revealing pronounced differences in the urban/
rural PAI-1 quartiles. In contrast, the male-female trajectories
of PAI-1 were almost indistinguishable, regardless of risk
factor. The significantly different correlations by sex observed
for PAI-1-MAP and PAI-1-GLUC, however, were likely reflected
in the slight discordances at the right tails of their distribu-
tions (Figure 5).

To complement the partial correlational analyses, which
assessed the independence of association among risk factors,
PAI-1 quartiles were also plotted against each risk factor after
adjustment for all others (Figure 4). The relationship of PAI-1
quartiles with all variables except BMI changed qualitatively
with these additional adjustments. The most consistent
difference was that independent associations with PAI-1 were
much weaker when risk factors were below their means
(Figure 4). Over their entire ranges, MAP and HDL had the
weakest independent associations with PAI-1, corresponding
to weak partial correlations (r<0.10). In contrast, the
independent association between glucose and median PAI-1
was relatively strong, despite a similarly weak GLUC-PAI-1
partial correlation (r<0.10; Figure 4).

Discussion

A much-discussed topic has been whether the clustering of
factors associated with MetS increases total cardiovascular
disease risk in an additive or exponential way.**®® If, as
observed here, PAI-1 increases exponentially as MetS diag-
nostic conditions increase linearly, then the question of
whether MetS is “more than the sum of its parts” can be
reduced, in part, to the clinical consequences of elevated
PAI-1. Although the added value of using elevated PAI-1 as a
prognostic indicator of adverse cardiac events has been
debated,39 its connection with increased cardiovascular risk
has been demonstrated convincingly by many clinical and
epidemiological studies.”*®** Our results therefore support
the basis of MetS as a clinical entity with distinct outcomes.
We also observed the most significant increase in PAI-1 when
the number of risk factors increased from 2 to 3, which
supports the current NCEP ATP-IIl definition.

We found that the correlations between PAI-1 and the
factors that define MetS (BMI, MAP, HDL, TG, and GLUC) were
generally stronger than the correlations between the factors
themselves. Given that MetS is essentially defined by the
association of multiple risk factors, our results raise the
question of whether PAI-1 should also be incorporated into its
definition and diagnosis. For example, the strongest pair-wise
correlations that included BMI, TG, or glucose were all with
PAI-1. Moreover, this pattern did not change when we
controlled for the influence of other factors, suggesting an
independent role for PAI-1 in the clinical pathology of MetS.
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Figure 4. PAI-1 quartiles as a function of standardized MetS risk factor values. A, Medians (solid) and first and third quartiles (dotted) of
standardized In-PAI-1 after all data were adjusted for age, sex, and residence; in (B), data were further adjusted for the other risk factors. Period
for quartiles=100. Data smoothed using cubic spline. BMI indicates body mass index; GLUC, glucose; HDL, high-density lipoprotein cholesterol;
MAP, mean arterial pressure; MetS, metabolic syndrome; TRIG, triglycerides.

Because PAI-1 plays a direct biochemical role in thrombo-
sis, each MetS factor’s strength of correlation with PAI-1 may
be indicative of its relevance to MetS-related cardiac events.
Partial correlations with PAI-1 may be particularly relevant,
because independent associations are more likely to reflect
direct biochemical and physiological connections. In this
regard, the strongest partial correlation we observed, that
between PAI-1 and BMI, is consistent with the known
biological mechanism of PAI-1 release from adipocytes.
Adipokines also amplify PAI-1 expression through inflamma-
tory pathways,*> whereas PAI-1 itself may promote accumu-
lation of visceral fat,*® perhaps by mediating insulin
signaling.*”~*° The second strongest partial correlation we
observed was between PAI-1 and TG, likely influenced by the
fact that the PAI-1 promoter is responsive to VLDL, which
transports TG.°° A similar connection exists between PAI-1
and the renin-angiotensin system, involved in hypertension.®’

None of the partial correlations among the 5 MetS risk
factors varied by sex or urban/rural environment when

PAI-1 was excluded from analyses, despite differences in
the underlying male/female and urban/rural risk factor
distributions. This correlational homogeneity among con-
ventional MetS criteria suggests that the relationships
among risk factors are likely stable over a wide range of
values and fairly insensitive to differences in physiological
background, environment, and lifestyle. In contrast, the
positive correlation of BMI, TG, and glucose with PAI-1 was
markedly stronger in the urban population. To the extent
that elevated PAI-1 increases the risk of thrombotic
endpoints, then, it is possible that high BMI, TG, and
glucose confer greater risk in urban than in rural environ-
ments. It is therefore likely that undefined aspects of the
urban environment influence the nature of the relationships
between adiposity, fasting glucose, TG, and PAI-1. In
addition to obesity, factors such as stress and nutrient-
poor diets have been shown to influence PAI-1 expression
directly in animal models,**°® making these possible
candidates as effect modifiers.
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Figure 5. PAI-1 quartiles as a function of standardized MetS risk factor values, by sex and urban/rural residence. A, Medians (solid) and first
and third quartiles (dotted) of standardized In-PAI-1 values (period=100) for men (blue) and women (red); data adjusted for age and urban/rural
residence, and smoothed using cubic spline. B, Medians (solid) and first and third quartiles (dotted) of standardized In-PAlI-1 values (period=100)
for urban (purple) and rural (green) participants; data adjusted for age and sex, and smoothed using cubic spline. BMI indicates body mass index;
GLUCG, glucose; HDL, high-density lipoprotein cholesterol; MAP, mean arterial pressure; MetS, metabolic syndrome; TRIG, triglycerides.

Our results show that important physiological connections
can be underestimated by a single correlation coefficient. For
example, the correlation between glucose and PAI-1 was likely
the result of 2 different patterns of association, which shifted at
higher glucose values. Importantly, when glucose was less than
~2 SDs above the mean, its relationship with PAI-1 quartiles
was comparable to the stronger BMI-PAI-1 and TG-PAI-1
relationships. Similar analyses of PAI-1 quartiles using the
residuals of the partial correlations confirmed this. The strong,
independent connection over most of the normal glucose range
may, in part, reflect increasing insulin resistance, which
amplifies PAI-1 expression by accelerating the release of free
fatty acids.>*

Although we could not find similar studies with which to
compare our higher-order partial correlations directly, a
recent meta-analysis of 85 000 people (of whom 7.8% were
African American and the remainder European) reported
pair-wise correlations between MetS risk factors adjusted
for age and sex.’® Among all 15 pair-wise correlations we
assessed, only BMI-GLUC and BMI-HDL here (adjusted for

age, sex, and residence) fell outside of the 95% Cls
reported by the meta-analysis. That study reported =—0.33
for BMI-HDL and r=0.28 for BMI-GLUC, in contrast to our
results of =—0.15 and 0.15, respectively. With respect to
HDL, this may be because many Ghanaians with normal
BMI had low HDL. For example, 49% of participants with
BMI below the obesity threshold had low HDL, and 25% of
the participants with at least 1 risk factor had low HDL as
the isolated condition. There may therefore be aspects
of the Ghanaian environment, perhaps including diets, that
contribute to low HDL in the absence of other risk factors.
Speculation regarding the difference in the GLUC-PAI-1
correlation is more difficult, but we note that a previous
study found a difference in the insulin-PAI-1 relationship
between African and European women, which might provide
some insight.®®

MetS was significantly more prevalent in the urban
population than the rural, and urban women were partic-
ularly at risk. Excess adiposity is generally considered the
primary cause of MetS,*” and the urban women had, by far,
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Table 5. Pearson Partial Correlation Coefficients Between Cardiovascular Risk Factors Associated With MetS, Including PAI-1, by

Sex
remales Meles Homogeneity of
Trait 1 Trait 2 r Cl N P Value r Cl N P Value Correlation P Value
BMI PAI-1 0.35 (0.30, 0.40) 1274 <0.0001 0.29 (0.23, 0.34) 946 <0.0001 0.0814
BMI GLUC 0.02 (—0.03, 0.08) 1274 0.4626 0.07 (0.00, 0.13) 946 0.0430 0.2920
BMI HDL —0.08 (—=0.13, —0.02) 1274 0.0052 —0.11 (—0.17, —0.05) 946 0.0008 0.4682
BMI MAP 0.21 (0.16, 0.26) 1274 <0.0001 0.26 (0.20, 0.32) 946 <0.0001 0.2487
BMI TG 0.07 (0.01, 0.12) 1274 0.0142 0.09 (0.02, 0.15) 946 0.0067 0.6497
GLUC PAI-1 0.14 (0.09, 0.20) 1274 <0.0001 0.05 (—0.02, 0.11) 946 0.1410 0.0233
GLUC HDL —0.07 (—=0.12, —0.01) 1274 0.0128 —0.08 (—0.14, —0.01) 946 0.0202 0.8921
GLUC MAP 0.06 (0.01, 0.12) 1274 0.0241 0.10 (0.04, 0.17) 946 0.0014 0.3414
GLUC TG 0.10 (0.04, 0.15) 1274 0.0006 0.07 (0.00, 0.13) 946 0.0447 0.4765
HDL PAI-1 —0.09 (—0.14, —0.03) 1274 0.0020 —0.01 (—0.08, 0.05) 946 0.6987 0.0842
HDL MAP 0.13 (0.07, 0.18) 1274 <0.0001 0.12 (0.05, 0.18) 946 0.0004 0.7427
HDL TG —0.20 (—0.25, —0.14) 1274 <0.0001 —0.25 (—0.31, —0.19) 946 <0.0001 0.2210
MAP PAI-1 0.07 (0.02, 0.13) 1274 0.0094 0.12 (0.06, 0.19) 946 0.0001 0.2363
MAP TG 0.07 (0.01, 0.12) 1274 0.0134 0.09 (0.02, 0.15) 946 0.0078 0.6872
TG PAI-1 0.22 0.17, 0.27) 1274 <0.0001 0.25 0.19, 0.31) 946 <0.0001 0.4270

r=Pearson partial correlation coefficient, calculated using residuals after adjustment for age and residence, by sex; CI=95% confidence interval; P value=probability of r if true partial
correlation is zero; Homogeneity of Correlation P value=probability of these data if true partial correlation is equal for men and women. BMI indicates body mass index; GLUC, glucose;
HDL, high-density lipoprotein cholesterol; MAP, mean arterial pressure; MetS, metabolic syndrome; PAI-1, plasminogen activator inhibitor 1; TG, triglycerides.

the highest prevalence of obesity. Nonetheless, the partial
correlations between BMI and the other MetS risk factors
in our study populations were surprisingly weak. Whereas
cause cannot be inferred from correlation, it can be ruled
out by the absence of correlation; therefore, the hypoth-
esized causal connection between excess adiposity and
MetS in African populations may not be straightforward.
Simultaneous factors of susceptibility are probably involved.
It is true that BMI serves as a somewhat crude variable for
adiposity, in part because it does not necessarily reflect the
distribution of body fat (eg, subcutaneous vs abdominal) on
which the metabolic properties of adipocytes may
depend.®® Although waist circumference (WC) has often
replaced BMI in studies of MetS, because increased
abdominal fat is highly indicative of the MetS profile, it is
not clear whether abdominal fat makes a greater contribu-
tion to total plasma PAI-1 than subcutaneous fat, particu-
larly because stores of subcutaneous fat are typically much
larger.? ®" Moreover, some evidence indicates that WC
may not be an effective measure of abdominal fat mass in
African populations,®> and that, even when measured
accurately, abdominal fat may have a weaker relationship
with plasma PAI-1 in Africans than in European-descent
populations.®®¢*

The weak connection between obesity and MetS was
particularly evident among rural males. Their age-standardized

prevalence of MetS (7.8%) was unexpectedly high, despite no
rural male participant’s BMI being above the obesity thresh-
old. Whereas “metabolically obese” individuals of normal
weight are not uncommon in some populations (eg, South
Asians),®*®> often MetS without obesity reflects insulin
resistance caused by factors other than excess adiposity.®
However, 40% of the rural men who met the diagnostic criteria
of MetS in our study did not have hyperglycemia in addition to
hypertension and/or dyslipidemia (low HDL or high TG),
making it unlikely that they were insulin resistant. MetS in the
absence of obesity is also associated with the distribution of
adipose tissue, which varies among populations®®¢%¢7:¢® and
may affect PAI-1 expression.’® Thus, how comparable our
rural participants are to others diagnosed with MetS is
unclear, either from the standpoint of pathophysiology or
clinical prognosis.

Some limitations of our study need to be acknowledged.
The cross-sectional design of our study reduced our ability to
elucidate causal relationships. Also, though our total sample
size was relatively large, power was somewhat diminished
after participants were stratified by sex and residence.
Nonetheless, we identified highly significant findings in many
of these stratified analyses. Our direct comparisons of higher-
and lower-order partial correlations were further complicated
by asymmetric power, owing to different numbers of adjust-
ments. Additionally, though we performed these adjustments

DOI: 10.1161/JAHA.116.003867

Journal of the American Heart Association 12

HDYVIASHY TVNIDIYO


http://jaha.ahajournals.org/

/702 ‘T Arenuer uo 19nb Aq /Bio'sfeuunofeyeeuel//:dny wouy pepeojumoq

PAI-1 and the Metabolic Syndrome in Ghana Kodaman et al

to distinguish direct interactions among risk factors from
merely incidental associations, we could only control for
conventional risk factors, and, moreover, these risk factors
have generally been defined on the bases of European
studies.®””°

Our study explored the role of PAI-1 in MetS from multiple
perspectives in an understudied population. Although urban
residence and sex had dramatic effects on the mean values of
cardiovascular risk factors, our partial correlational analyses
revealed that the relationships among the factors used to
diagnose MetS are remarkably stable. In contrast, the
relationships between these factors and PAI-1 were more
sensitive to such differences. Thus, urban-rural differences
impacted not only MetS prevalence, but also patterns of
clustering and association with PAI-1. Identifying the specific
factors responsible for these phenomena should provide
unique insight into MetS etiology and, where modifiable, could
inform public health measures. The patterns we have
identified, such as the exponential relationship between mean
PAI-1 and MetS diagnostic conditions, and the nonlinear
relationships between PAI-1 and some of the MetS risk
factors, improve our understanding of how MetS may mediate
cardiovascular disease risk, although generalizability to other
populations will require further study. In summation, we
provide evidence that the prothrombotic state may be more
than a mere epiphenomenon of MetS, possibly playing a
major role in its etiology and its clinical sequelae.

Sources of Funding

This work was supported by National Institutes of Health
grants HL65234 and LM010098 (to Asselbergs, JHM, and
Williams), K07 CA172294 to (MCA), and by a Dekker
Scholarship-Junior Staff Member 2014T001—Netherlands
Heart Foundation and UCL Hospitals NIHR Biomedical
Research Centre (to Asselbergs).

Disclosures

None.

References

1. Alberti KG, Eckel RH, Grundy SM, Zimmet PZ, Cleeman JI, Donato KA, Fruchart
JC, James WP, Loria CM, Smith SC Jr; International Diabetes Federation Task
Force on E, Prevention, Hational Heart L, Blood |, American Heart A, World
Heart F, International Atherosclerosis S and International Association for the
Study of O. Harmonizing the metabolic syndrome: a joint interim statement of
the International Diabetes Federation Task Force on Epidemiology and
Prevention; National Heart, Lung, and Blood Institute; American Heart
Association; World Heart Federation; International Atherosclerosis Society;
and International Association for the Study of Obesity. Circulation.
2009;120:1640-1645.

2. Wen CP, Chan HT, Tsai MK, Cheng TY, Chung WS, Chang YC, Hsu HL, Tsai SP,
Tsao CK, Man Wai JP, Hsu CC. Attributable mortality burden of metabolic
syndrome: comparison with its individual components. Eur J Cardiovasc Prev
Rehabil. 2011;18:561-573.

20.

21.

22.

23.

24.

25.

26.

27.

28.

. Samaras K, Crawford J, Baune BT, Campbell LV, Smith E, Lux O, Brodaty H,

Trollor JN, Sachdev P. The value of the metabolic syndrome concept in elderly
adults: is it worth less than the sum of its parts? / Am Geriatr Soc.
2012;60:1734—-1741.

. Godsland IF, Lecamwasam K, Johnston DG. A systematic evaluation of the

insulin resistance syndrome as an independent risk factor for cardiovascular
disease mortality and derivation of a clinical index. Metabolism.
2011;60:1442—1448.

. Mertens |, Verrijken A, Michiels JJ, Van der Planken M, Ruige JB, Van Gaal LF.

Among inflammation and coagulation markers, PAI-1 is a true component of
the metabolic syndrome. /nt J Obes (Lond). 2006;30:1308—1314.

. Nieuwdorp M, Stroes ES, Meijers JC, Buller H. Hypercoagulability in the

metabolic syndrome. Curr Opin Pharmacol. 2005;5:155—159.

. Kohler HP, Grant PJ. Plasminogen-activator inhibitor type 1 and coronary artery

disease. N Engl ] Med. 2000;342:1792-1801.

. lwaki T, Urano T, Umemura K. PAI-1, progress in understanding the clinical

problem and its aetiology. Br / Haematol. 2012;157:291-298.

. Dandona P, Aljada A, Bandyopadhyay A. Inflammation: the link between insulin

resistance, obesity and diabetes. Trends Immunol. 2004;25:4-7.

. Devaraj S, Xu DY, Jialal I. C-reactive protein increases plasminogen activator

inhibitor-1 expression and activity in human aortic endothelial cells: implica-
tions for the metabolic syndrome and atherothrombosis. Circulation.
2003;107:398-404.

. Huber K. Plasminogen activator inhibitor type-1 (part one): basic mechanisms,

regulation, and role for thromboembolic disease. / Thromb Thrombolysis.
2001;11:183-193.

. Rexrode KM, Carey VJ, Hennekens CH, Walters EE, Colditz GA, Stampfer MJ,

Willett WC, Manson JE. Abdominal adiposity and coronary heart disease in
women. JAMA. 1998;280:1843-1848.

. Lyon CJ, Law RE, Hsueh WA. Minireview: adiposity, inflammation, and

atherogenesis. Endocrinology. 2003;144:2195-2200.

. Kjoller L, Kanse SM, Kirkegaard T, Rodenburg KW, Ronne E, Goodman SL,

Preissner KT, Ossowski L, Andreasen PA. Plasminogen activator inhibitor-1
represses integrin- and vitronectin-mediated cell migration independently of
its function as an inhibitor of plasminogen activation. Exp Cell Res.
1997;232:420-429.

. Alessi MC, Juhan-Vague |. Contribution of PAI-1 in cardiovascular pathology.

Arch Mal Coeur Vaiss. 2004;97:673-678.

. Alessi MC, Juhan-Vague I. PAI-1 and the metabolic syndrome: links, causes, and

consequences. Arterioscler Thromb Vasc Biol. 2006;26:2200-2207.

. De Taeye B, Smith LH, Vaughan DE. Plasminogen activator inhibitor-1: a

common denominator in obesity, diabetes and cardiovascular disease. Curr
Opin Pharmacol. 2005;5:149—154.

. Scheer FA, Shea SA. Human circadian system causes a morning peak in

prothrombotic plasminogen activator inhibitor-1 (PAI-1) independent of the
sleep/wake cycle. Blood. 2014;123:590-593.

. Sobel BE. Increased plasminogen activator inhibitor-1 and vasculopathy. A

reconcilable paradox. Circulation. 1999;99:2496-2498.

Kolovou GD, Anagnostopoulou KK, Salpea KD, Mikhailidis DP. The prevalence of
metabolic syndrome in various populations. Am / Med Sci. 2007;333:362-371.

Naran NH, Chetty N, Crowther NJ. The influence of metabolic syndrome
components on plasma PAI-1 concentrations is modified by the PAI-1 4G/5G
genotype and ethnicity. Atherosclerosis. 2008;196:155-163.

Yach D, Hawkes C, Gould CL, Hofman KJ. The global burden of chronic
diseases: overcoming impediments to prevention and control. JAMA.
2004;291:2616-2622.

Assah FK, Ekelund U, Brage S, Mbanya JC, Wareham NJ. Urbanization, physical
activity, and metabolic health in sub-Saharan Africa. Diabetes Care.
2011;34:491-496.

Jeong H, Tombor B, Albert R, Oltvai ZN, Barabasi AL. The large-scale
organization of metabolic networks. Nature. 2000;407:651-654.

Popkin BM, Doak CM. The obesity epidemic is a worldwide phenomenon. Nutr
Rev. 1998;56:106—114.

D’Agostino RB, Vasan RS, Pencina MJ, Wolf PA, Cobain M, Massaro JM, Kannel
WB. General cardiovascular risk profile for use in primary care—the
Framingham Heart Study. Circulation. 2008;117:743-753.

Grundy SM, Cleeman JI, Merz CNB, Brewer HB, Clark LT, Hunninghake DB,
Pasternak RC, Smith SC, Stone NJ; Program NCE. A summary of implications of
recent clinical trials for the National Cholesterol Education Program Adult
Treatment Panel Ill guidelines. Arterioscler Thromb Vasc Biol. 2004;24:1329—
1330.

Hsu CH, Chang JB, Liu IC, Lau SC, Yu SM, Hsieh CH, Lin JD, Liang Y], Pei D,
Chen YL. Mean arterial pressure is better at predicting future metabolic

DOI: 10.1161/JAHA.116.003867

Journal of the American Heart Association 13

HDYVHASHY TVNIDIYO


http://jaha.ahajournals.org/

/702 ‘T Arenuer uo 19nb Aq /Bio'sfeuunofeyeeuel//:dny wouy pepeojumoq

PAI-1 and the Metabolic Syndrome in Ghana

29.
30.
31.

32.

33.

34.
35.

36.
37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

Kodaman et al

syndrome in the normotensive elderly: a prospective cohort study in Taiwan.
Prev Med. 2015;72:76-82.

Kowalski CJ. Effects of non-normality on distribution of sample product-
moment correlation coefficient. / R Stat Soc C-App. 1972;21:1-12.

Edgell SE, Noon SM. Effect of violation of normality on the T-test of the
correlation-coefficient. Psychol Bull. 1984;95:576-583.

Mathers C, Fat DM, Boerma JT; World Health Organization. The Global Burden of
Disease: 2004 Update. World Health Organization: Geneva, Switzerland; 2008.

Ahmad OB, Boschi-Pinto C, Lopez AD, Murray CJL, Lozano R, Inoue M. Age
standardization of rates: a new WHO standard (technical report). GPE
Discussion Paper Series. 2001.

Sokal RR, Rohlf F). Biometry: the Principles and Practice of Statistics in
Biological Research. 3rd ed. New York: W.H. Freeman; 1995.

Reinsch CH. Smoothing by spline functions. Numer Math. 1967;10:177—-183.

Reilly MP, Rader D). The metabolic syndrome: more than the sum of its parts?
Circulation. 2003;108:1546—1551.

Lusis AJ, Attie AD, Reue K. Metabolic syndrome: from epidemiology to systems
biology. Nat Rev Genet. 2008;9:819-830.

Kahn R. The metabolic syndrome (emperor) wears no clothes. Diabetes Care.
2006;29:1693-1696.

Sattar N, McConnachie A, Shaper AG, Blauw GJ, Buckley BM, de Craen AJ, Ford
I, Forouhi NG, Freeman DJ, Jukema JW, Lennon L, Macfarlane PW, Murphy MB,
Packard CJ, Stott DJ, Westendorp RG, Whincup PH, Shepherd J, Wannamethee
SG. Can metabolic syndrome usefully predict cardiovascular disease and
diabetes? Outcome data from two prospective studies. Lancet.
2008;371:1927-1935.

Gorog DA. Prognostic value of plasma fibrinolysis activation markers in
cardiovascular disease. / Am Coll Cardiol. 2010;55:2701-2709.

Schneiderman J, Sawdey MS, Keeton MR, Bordin GM, Bernstein EF, Dilley RB,
Loskutoff DJ. Increased type 1 plasminogen activator inhibitor gene expression
in atherosclerotic human arteries. Proc Nat/ Acad Sci USA. 1992;89:6998—
7002.

Nordt TK, Peter K, Ruef J, Kubler W, Bode C. Plasminogen activator inhibitor
type-1 (PAI-1) and its role in cardiovascular disease. Thromb Haemost.
1999;82(suppl 1):14-18.

Meade TW, Ruddock V, Stirling Y, Chakrabarti R, Miller GJ. Fibrinolytic activity,
clotting factors, and long-term incidence of ischaemic heart disease in the
Northwick Park Heart Study. Lancet. 1993;342:1076-1079.

Marcucci R, Brogi D, Sofi F, Giglioli C, Valente S, Liotta AA, Lenti M, Gori AM,
Prisco D, Abbate R, Gensini GF. PAI-1 and homocysteine, but not lipoprotein
(a) and thrombophilic polymorphisms, are independently associated with the
occurrence of major adverse cardiac events after successful coronary
stenting. Heart. 2006;92:377-381.

Smith A, Patterson C, Yarnell J, Rumley A, Ben-Shlomo Y, Lowe G. Which
hemostatic markers add to the predictive value of conventional risk factors for
coronary heart disease and ischemic stroke? The Caerphilly Study. Circulation.
2005;112:3080-3087.

Mertens |, Van Gaal LF. Obesity, haemostasis and the fibrinolytic system. Obes
Rev. 2002;3:85-101.

Ma LJ, Mao SL, Taylor KL, Kanjanabuch T, Guan Y, Zhang Y, Brown NJ, Swift LL,
McGuinness OP, Wasserman DH, Vaughan DE, Fogo AB. Prevention of obesity
and insulin resistance in mice lacking plasminogen activator inhibitor 1.
Diabetes. 2004,53:336—346.

Lopez-Alemany R, Redondo JM, Nagamine Y, Munoz-Canoves P. Plasminogen
activator inhibitor type-1 inhibits insulin signaling by competing with
alphavbeta3 integrin for vitronectin binding. Eur / Biochem. 2003;270:814—
821.

Morange PE, Alessi MC. Thrombosis in central obesity and metabolic syndrome:
mechanisms and epidemiology. Thromb Haemost. 2013;110:669—-680.

Tamura Y, Kawao N, Yano M, Okada K, Matsuo O, Kaji H. Plasminogen activator
inhibitor-1 deficiency ameliorates insulin resistance and hyperlipidemia but not
bone loss in obese female mice. Endocrinology. 2014;155:1708-1717.

Dichtl W, Ares MP, Stollenwerk M, Giachelli CM, Scatena M, Hamsten A, Eriksson
P, Nilsson J. In vivo stimulation of vascular plasminogen activator inhibitor-1
production by very low-density lipoprotein involves transcription factor binding
to a VLDL-responsive element. Thromb Haemost. 2000;84:706—-711.

Brown NJ, Agirbasli MA, Williams GH, Litchfield WR, Vaughan DE. Effect of
activation and inhibition of the renin-angiotensin system on plasma PAI-1.
Hypertension. 1998;32:965-971.

Orbe J, Rodriguez JA, Calvo A, Grau A, Belzunce MS, Martinez-Caro D, Paramo
JA. Vitamins C and E attenuate plasminogen activator inhibitor-1 (PAI-1)
expression in a hypercholesterolemic porcine model of angioplasty. Cardio-
vasc Res. 2001;49:484-492.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

Yamamoto K, Takeshita K, Shimokawa T, Yi H, Isobe K, Loskutoff DJ, Saito H.
Plasminogen activator inhibitor-1 is a major stress-regulated gene: implica-
tions for stress-induced thrombosis in aged individuals. Proc Nat/ Acad Sci
USA. 2002;99:890-895.

Caglayan E, Blaschke F, Takata Y, Hsueh WA. Metabolic syndrome-
interdependence of the cardiovascular and metabolic pathways. Curr Opin
Pharmacol. 2005;5:135—-142.

Kraja AT, Chasman DI, North KE, Reiner AP, Yanek LR, Kilpelainen TO, Smith
JA, Dehghan A, Dupuis J, Johnson AD, Feitosa MF, Tekola-Ayele F, Chu AY,
Nolte IM, Dastani Z, Morris A, Pendergrass SA, Sun YV, Ritchie MD, Vaez A, Lin
H, Ligthart S, Marullo L, Rohde R, Shao Y, Ziegler MA, Im HK; Cross Consortia
Pleiotropy G, Cohorts for Heart a, Aging Research in Genetic E, Genetic
Investigation of Anthropometric Traits C, Global Lipids Genetics C, Meta-
Analyses of G, Insulin-related traits C, Global BC, Consortium AD, Women’s
Genome Health S, Howard University Family S, Schnabel RB, Jorgensen T,
Jorgensen ME, Hansen T, Pedersen O, Stolk RP, Snieder H, Hofman A,
Uitterlinden AG, Franco OH, Ikram MA, Richards JB, Rotimi C, Wilson JG, Lange
L, Ganesh SK, Nalls M, Rasmussen-Torvik LJ, Pankow ]S, Coresh J, Tang W,
Linda Kao WH, Boerwinkle E, Morrison AC, Ridker PM, Becker DM, Rotter JI,
Kardia SL, Loos RJ, Larson MG, Hsu YH, Province MA, Tracy R, Voight BF,
Vaidya D, O’Donnell CJ, Benjamin EJ, Alizadeh BZ, Prokopenko |, Meigs JB,
Borecki IB. Pleiotropic genes for metabolic syndrome and inflammation. Mo/
Genet Metab. 2014;112:317-338.

Bacha F, Saad R, Gungor N, Janosky J, Arslanian SA. Obesity, regional fat
distribution, and syndrome X in obese black versus white adolescents: race
differential in diabetogenic and atherogenic risk factors. / Clin Endocrinol
Metab. 2003;88:2534-2540.

Grundy SM, Cleeman JI, Daniels SR, Donato KA, Eckel RH, Franklin BA, Gordon
DJ, Krauss RM, Savage PJ, Smith SC Jr, Spertus JA, Costa F; American Heart A,
National Heart L and Blood I. Diagnosis and management of the metabolic
syndrome: an American Heart Association/National Heart, Lung, and Blood
Institute Scientific Statement. Circulation. 2005;112:2735-2752.

Cinti S. Transdifferentiation properties of adipocytes in the adipose organ. Am
J Physiol Endocrinol Metab. 2009;297:E977-E986.

Barnard SA, Pieters M, De Lange Z. The contribution of different adipose tissue
depots to plasma plasminogen activator inhibitor-1 (PAI-1) levels. Blood Rev.
2016;In Press. pii: S0268-960X(16)30020-0. doi: 10.1016/j.blre.2016.05.002.
[Epub ahead of print].

Wajchenberg BL, Giannella-Neto D, da Silva ME, Santos RF. Depot-specific
hormonal characteristics of subcutaneous and visceral adipose tissue and
their relation to the metabolic syndrome. Horm Metab Res. 2002;34:616—621.

Cigolini M, Tonoli M, Borgato L, Frigotto L, Manzato F, Zeminian S, Cardinale C,
Camin M, Chiaramonte E, De Sandre G, Lunardi C. Expression of plasminogen
activator inhibitor-1 in human adipose tissue: a role for TNF-alpha?
Atherosclerosis. 1999;143:81-90.

Weinsier RL, Hunter GR, Gower BA, Schutz Y, Darnell BE, Zuckerman PA. Body
fat distribution in white and black women: different patterns of intraabdominal
and subcutaneous abdominal adipose tissue utilization with weight loss. Am J
Clin Nutr. 2001;74:631-636.

Solano MP, Perry AC, Wang X, Ross R, Goldberg RB. Insulin resistance but not
visceral adipose tissue is associated with plasminogen activator inhibitor type
1 levels in overweight and obese premenopausal African-American women. Int
J Obes Relat Metab Disord. 2003;27:82-87.

Ruderman N, Chisholm D, Pi-Sunyer X, Schneider S. The metabolically obese,
normal-weight individual revisited. Diabetes. 1998;47:699-713.

Mahadik SR, Deo SS, Mehtalia SD. Increased prevalence of metabolic
syndrome in non-obese asian Indian-an urban-rural comparison. Metab Syndr
Relat Disord. 2007;5:142—-152.

Paterson JM, Morton NM, Fievet C, Kenyon CJ, Holmes MC, Staels B, Seckl JR,
Mullins JJ. Metabolic syndrome without obesity: hepatic overexpression of 11
beta-hydroxysteroid dehydrogenase type 1 in transgenic mice. Proc Nat/ Acad
Sci USA. 2004;101:7088-7093.

Lear SA, Kohli S, Bondy GP, Tchernof A, Sniderman AD. Ethnic variation in fat
and lean body mass and the association with insulin resistance. J Clin
Endocrinol Metab. 2009;94:4696-4702.

Despres JP, Lemieux |, Bergeron J, Pibarot P, Mathieu P, Larose E, Rodes-
Cabau J, Bertrand OF, Poirier P. Abdominal obesity and the metabolic
syndrome: contribution to global cardiometabolic risk. Arterioscler Thromb
Vasc Biol. 2008;28:1039—1049.

Daar AS, Singer PA, Persad DL, Pramming SK, Matthews DR, Beaglehole R,
Bernstein A, Borysiewicz LK, Colagiuri S, Ganguly N, Glass RI, Finegood DT,
Koplan J, Nabel EG, Sarna G, Sarrafzadegan N, Smith R, Yach D, Bell J. Grand
challenges in chronic non-communicable diseases. Nature. 2007;450:494-496.

Cooney MT, Dudina A, D’Agostino R, Graham IM. Cardiovascular risk-estima-
tion systems in primary prevention do they differ? Do they make a difference?
Can we see the future? Circulation. 2010;122:300-310.

DOI: 10.1161/JAHA.116.003867

Journal of the American Heart Association 14

HDOYVIASHY TVNIDIYO


info:doi/10.1016/j.blre.2016.05.002
http://jaha.ahajournals.org/

Supplemental Material

Downloaded from http://jaha.ahajournals.org/ by guest on January 13, 2017


http://jaha.ahajournals.org/

/T0Z ‘€T Afenuer uo 159nb Aq /Bio'sfeulnofeyeeyel(//:dny wouy pspeojumoq

Table S1. Comparison of risk factor distributions between participants with missing HDL

measurements (N=1111) and those with full data (N=2220), by sex and residence.

N . p-value
' . standardized 95% 95% p-value (t- ,
Group Comp!ﬂe’ Trait mean difference CIL Clu test) (Levenes
missing test)
PAI-1 -0.026 -0.169 0.117 0.721 0.132
BMI 0.064 -0.079 0.206 0.381 0.956
URBAN 721257 MAP 2 1 o2 14 2
MALES 0.09 -0.03 0.216 0.143 0.299
TRIG -0.106 -0.230 0.018 0.094 0.307
GLUC -0.047 -0.170 0.077 0.461 0.76
PAI-1 0.029 -0.153 0.210 0.756 0.725
BMI -0.124 -0.305 0.057 0.178 0.216
RURAL 225/247
MALES MAP 0.143 -0.038 0.324 0.122 0.677
TRIG 0.083 -0.098 0.265 0.368 0.204
GLUC 0.031 -0.150 0.213 0.734 0.428
PAI-1 -0.134 -0.258 -0.011 0.033 0.255
BMI -0.026 -0.150 0.098 0.68 0.186
URBAN 957/341 MAP 0.040 -0.103 0.182 0.586 0.011
FEMALES ' ' ) ' )
TRIG -0.129 -0.273 0.014 0.077 0.906
GLUC -0.126 -0.268 0.017 0.084 0.485
PAI-1 0.017 -0.147 0.180 0.841 0.867
BMI 0.084 -0.079 0.248 0.311 0.057
RURAL 317/266 242
FEMALES MAP 0.006 -0.157 0.170 0.938 0.24
TRIG 0.182 0.019 0.346 0.029 0.853
GLUC 0.116 -0.047 0.279 0.164 0.916
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Table S2. Pearson partial correlation coefficients between the five components of the metabolic syndrome. (PAI-1 excluded from

analysis.)

Trait  Trait r Cl N p-value

MAP BMI 0.27 (0.23,0.31) 2220 <.0001
HDL BMI -0.11 (-0.15,-0.07) 2220 <.0001
HDL MAP 0.12 (0.07,0.16) 2220 <.0001
TG BMI 0.16 (0.12,0.20) 2220 <.0001
TG MAP 0.11 (0.07,0.15) 2220 <.0001
TG HDL -0.24  (-0.28,-0.20) 2220 <.0001
GLUC BMI 0.08 (0.04,0.12) 2220 0.0002
GLUC MAP 0.09 (0.05,0.13) 2220 <.0001
GLUC HDL -0.08 (-0.12,-0.04) 2220 <.0001

GLUC TRIG 0.11 (0.07,0.15) 2220 <.0001

r = Pearson partial correlation coefficient, calculated using residuals after adjustment for age, sex, and residence;
CIl = 95% confidence interval;

p-value = probability of r if true partial correlation is zero.
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Table S3. Pearson partial correlation coefficients between the five components of the metabolic syndrome, by urban or rural
residence. (PAI-1 excluded from analysis.)

Rural Urban Homogeneity

of Correlation

Traitl Trait2 r Cl N  p-value r Cl N p-value
p-value
MAP  BMI 024  (0.16,0.32) 542 <.0001 028  (0.24,0.33) 1678 <.0001 0.3335
HDL BMI  -0.06 (-0.14,0.02) 542 0.1631 -0.14  (-0.19,-0.09) 1678  <.0001 0.1083
HDL MAP 0.12 (0.04, 0.20) 542  0.0042 0.12 (0.07,0.17) 1678 <.0001 0.9314
TG BMI  0.09 (0.01,0.18) 542  0.0297 019  (0.14,024) 1678 <.0001 0.0430
TG MAP  0.16 (0.07, 0.24) 542 0.0002 0.09 (0.04,0.13) 1678  0.0004 0.1449
TG HDL -0.28  (-0.36,-0.20) 542 <.0001 023 (-0.27,-0.18) 1678  <.0001 0.2250
GLUC BMI 013  (0.050.21) 542 0.0021 0.05  (0.01,0.10) 1678 0.0245 0.1180
GLUC MAP 011 (0.02, 0.19) 542  0.0116 0.08 (0.03,0.13) 1678  0.0011 0.5601
GLUC HDL -0.09 (-0.17,-0.01) 542 0.0356 -0.08 (-0.13,-0.03) 1678 0.0011 0.8230
GLUC TRIG 0.12 (0.04,0.20) 542  0.0044 011  (0.06,0.15) 1678 <.0001 0.7341

r = Pearson partial correlation coefficient, calculated using residuals after adjustment for age and sex, by residence;
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Cl = 95% confidence interval;
p-value = probability that the true partial correlation is zero;

Homogeneity of Correlation p-value = probability of these data if true partial correlation is equal for urban & rural.
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Table S4. Pearson partial correlation coefficients between the five components of the metabolic syndrome, by sex. (PAI-1 excluded

from analysis.)

Females Males Homogeneity
of Correlation
Traitl Trait2 r Cl N p-value r Cl N  p-value

p-value
MAP BMI 026  (0.20,0.31) 1274 <.0001 0.31 (0.25,0.37) 946 <.0001 0.1710
HDL BMI  -0.12 (-0.17,-0.07) 1274 <.0001 -0.12  (-0.18,-0.05) 946  0.0003 0.9642
HDL  MAP 013  (0.07,0.18) 1274 <.0001 0.11 (0.05,0.18) 946  0.0004 0.7842
TG BMI 0.16 (0.11,0.21) 1274  <.0001 0.17 (0.11,0.23) 946  <.0001 0.7575
TG MAP  0.09 (0.03,0.14) 1274  0.0016 0.12 (0.06, 0.18) 946  0.0002 0.4210
TG HDL -0.22 (-0.27,-0.17) 1274 <.0001 -0.26 (-0.32,-0.20) 946 <.0001 0.3481
GLUC BMI  0.08 (0.02, 0.13) 1274 0.0060 0.08 (0.02, 0.15) 946  0.0106 0.8846
GLUC MAP  0.08 (0.02, 0.13) 1274  0.0074 0.11 (0.05,0.17) 946  0.0006 0.4021
GLUC HDL -0.09 (-0.14,-0.03) 1274 0.0023 -0.08  (-0.14,-0.01) 946 0.0189 0.8331
GLUC TRIG 013 (0.08, 0.19) 1274  <.0001 0.08 (0.02,0.14) 946 0.0141 0.2184

r = Pearson partial correlation coefficient, calculated using residuals after adjustment for age and residence, by sex;
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Cl = 95% confidence interval;
p-value = probability of r if true partial correlation is zero;

Homogeneity of Correlation p-value = probability of these data if true partial correlation is equal for men & women.
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Figure S1. Proportions of participants with N€[0,5] component risk factors of the
metabolic syndrome, by sex and environment. Lengths of rectangles represent the percentage
of participants with N risk factors within each labeled group: Total= all 2220 participants for
whom no data were missing; UM = urban males; UF= urban females; RM= rural males; RF=
rural females. Areas of rectangles for UM, UF, RM, RF represent proportions with respect to all

2220 participants.
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