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Background: C1g/TNF-related protein-3 (CTRP-3), an adiponectin paralog, and progranulin were recently identified
as novel adipokines which may link obesity with glucose dysregulation and subclinical inflammation. We analyzed
the relationship between CTRP-3, progranulin and coronary artery disease (CAD) in Korean men and women.

Methods: Circulating CTRP-3 and progranulin levels were examined in 362 Korean adults with acute coronary
syndrome (ACS, n =69), stable angina pectoris (SAP, n = 85), and control subjects (n = 208) along with various kinds

Results: CTRP-3 concentrations were significantly decreased in patients with ACS or SAP compared to control
subjects (P <0.001, respectively), whereas progranulin and adiponectin levels were similar. Correlation analysis
adjusted for age and gender exhibited that CTRP-3 levels showed significant negative relationship with glucose
(r=-0.110, P=0.041) and high sensitive C-reactive protein (hsCRP) levels (r=—0.159, P=0.005), and positive
relationship with HDL-cholesterol (r=0.122, P=0.025) and adiponectin levels (r=0.194, P <0.001). In a multivariate
logistic regression analysis, the odds ratio for CAD risk was 5.14 (95% Cl, 1.83-14.42) in the second, and 9.04 (95% C|,
2.81-29.14) in the first tertile of CTRP-3 levels compared to third tertile after adjusting for other cardiometabolic risk

Conclusions: Patients with ACS or SAP had significantly lower circulating CTRP-3 concentrations compared to
control subjects, although progranulin levels were not different. These results suggest the possibility that CTRP-3

Keywords: C1g/tumor necrosis factor-related protein-3, Progranulin, Coronary artery disease, Acute coronary

Background

Visceral obesity is the one of the major causes of cardio-
vascular morbidity and mortality in industrialized coun-
tries [1]. Adipose tissue secretes various kinds of
bioactive molecules termed adipokines which contribute
to the development of obesity-related disorders inclu-
ding cardiovascular disease (CVD). Adiponectin is the
insulin-sensitizing adipokine with anti-inflammatory and
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anti-atherogenic properties [2]. Hypoadiponectinemia
has been associated with an increased risk of coro-
nary artery disease (CAD) in several though not all
studies [3].

Recently, a new family of secreted proteins, C1q/TNEF-
related protein (CTRP), was cloned on the basis of se-
quence homology with adiponectin [4]. This family of
adiponectin paralogs might have pivotal implications in
energy homeostasis and obesity-related inflammation
[5]. Each CTRP family member has its own unique tis-
sue expression profile and function in regulating glucose
and/or fat metabolism [6]. Recent studies have shown
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that CTRP-3 (synonyms CORS-26, cartducin and carto-
nectin) is a potent anti-inflammatory adipokine that in-
hibits proinflammatory pathways in monocytes and
adipocytes [7,8]. CTRP-3 administration significantly
lowers glucose levels, but does not influence the levels
of insulin or adiponectin in normal and insulin-resistant
ob/ob mice [9]. Using a recently developed enzyme-
linked immunosorbent assay (ELISA), we reported that
circulating CTRP-3 levels were elevated in patients with
glucose metabolism dysregulation [10]. In non-diabetic
subjects, we observed that CTRP-3 concentrations ex-
hibit a significant negative correlation with cardio-
metabolic risk factors and positive correlation with adi-
ponectin levels [11]. In oligonucleotide arrays comparing
expression profiling of injured and control artery,
CTRP-3 is found in rat carotid artery following balloon
angioplasty [12]. Moreover, Maeda et al. reported that
CTRP-3 has a novel biological role in promoting vascu-
lar smooth muscle cell proliferation in blood vessel wall
after injury [13]. On the other hand, Yi et al. revealed
that CTRP-3 is a novel antiapoptotic, proangiogenic and
cardioprotective adipokine, the expression of which is
significantly inhibited after MI [14].

Recently, progranulin was identified as a key adipokine
mediating high fat diet-induced insulin resistance and
obesity through interleukin-6 (IL-6) in adipose tissue
[15]. We previously reported that progranulin levels
were significantly higher in individuals with type 2 dia-
betes and were associated with macrophage infiltration
in omental adipose tissue [16]. Circulating progranulin
levels was an independent predictor for increased ca-
rotid intima-media thickness in subjects without meta-
bolic syndrome, but not in those with metabolic
syndrome [11]. Kojima et al. found progranulin expres-
sion in advanced human atherosclerotic plaque [17].
Moreover, the expression of progranulin reduces inflam-
mation and its degradation into granulins peptides en-
hances inflammation in atherosclerotic plaque, which
may contribute to the progression of atherosclerosis
[17]. However, to the best of author’s knowledge, there
has been no previous report on the implication of
CTRP-3 or progranulin in humans with cardiovascular
disease (CAD).

In the present study, we compared circulating CTRP-3
and progranulin levels in patients with CAD and investi-
gated whether CTRP-3 or progranulin is significantly as-
sociated with CAD prevalence after adjustment for well-
known CAD risk factors.

Methods

Study participants and definition of coronary artery
disease

Acute coronary syndrome (ACS) patients, who were ad-
mitted to the coronary care units of the division of
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cardiology at Guro hospital in Korea University Medical
Center between March 2011 and 31 December 2012,
were consecutively recruited for this study. Among
them, acute myocardial infarction (AMI) was defined as
a typical increase and gradual decrease of biochemical
markers of myocardial necrosis (detection of a rise and/
or fall of cardiac biomarker values such as CK-MB and/
or troponin-T with at least one value above the 99 per-
centile upper reference limit) and at least one of the fol-
lowing: ischemic symptoms, electrocardiogram (ECQG)
changes indicative of new ischemia (new ST-T changes
or new left bundle branch block [LBBB]), development
of pathologic Q waves on ECG, and imaging evidence of
new loss of viable myocardium or new regional wall mo-
tion abnormality [18]. The criteria for unstable angina
included symptoms of angina at rest, a new-onset exer-
tional angina, or a recent acceleration of angina. In case
of stable angina pectoris (SAP), the symptom should
have been stable for at least for 6 months and >50% lu-
minal narrowing in at least one major coronary artery
was confirmed on coronary angiography. Control sub-
jects were recruited from the participants for a routine
health check-up in the Health Promotion Center of
Korea University Guro Hospital between March 2012
and December 2012. For control group, we exclude the
participants had a history of CVD (myocardial infarc-
tion, unstable angina, stroke, or cardiovascular revascu-
larization), type 2 diabetes, stage 2 hypertension (resting
blood pressure, 2160/100 mmHg), malignancy, or severe
renal or hepatic disease. All participants provided writ-
ten informed consent and Korea University Institutional
Review Board, in accordance with the Declaration of
Helsinki of the World Medical Association, approved
this study protocol.

Anthropometric and laboratory measurements

BMI was calculated as weight/height® (kg/m?) and waist
circumference was measured at the midpoint between the
lower border of the rib cage and the iliac crest. All blood
samples were obtained the morning after a 12-hour over-
night fast, and were immediately stored at —80°C for sub-
sequent assays. Serum triglyceride and high density
lipoprotein cholesterol (HDL-C) levels were determined
enzymatically using a model 747 chemistry analyzer
(Hitachi, Tokyo, Japan). The glucose oxidase method
was used to measure plasma glucose levels and an electro-
chemiluminescence immunoassay (Roche Diagnostics,
Indianapolis, IN, USA) was used to measure insulin levels.
Estimated glomerular filtration rate (eGFR) was calculated
from the Modification of Diet in Renal Disease (MDRD)
study equation: (ml/min/1.73 m?) =175 X (Scr) ™ X
(Age) ®?® X (0.742 if female) [19]. Latex-enhanced tur-
bidimetric immunoassay (HiSens hsCRP LTIA; HBI,
Anyang, Korea) was used for measurement of hsCRP.
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Adiponectin levels were measured by ELISA (AdipoGen,
Incheon, Korea). Newly-developed ELISA was used for
measurement of CTRP-3 (AdipoGen, Incheon, Korea;
intra- and inter-assay CVs: 7.3+ 1.0% and 5.8 + 2.7%, re-
spectively) and progranulin (AdipoGen, Incheon, Korea;
intra- and inter-assay CVs: 5.8 +0.6% and 7.0 + 0.3%,
respectively) levels.

Statistical analyses

Data are presented as mean = SD or median (interquar-
tile range). We performed the Shapiro-Wilk test to
evaluate normality. Differences between groups were
tested using a one-way ANOVA test or the Kruskal-
Wallis test for continuous variables. Tukey’s multiple
comparison test and the Wilcoxon rank-sum test were
used for multiple comparisons. Bonferroni’s correction
was used to adjust for multiple comparisons. The Chi-
square test was used to test for differences in the distri-
bution of categorical variables. Spearman’s partial correl-
ation test was performed to determine the relationships
between the CTRP-3 or progranulin or adiponectin and
other variables. Multiple logistic regression analysis with
CAD as a dependent variable was performed to identify
the risk factors. We used SAS 9.2 (SAS institute, Cary,
NC) and a P-value less than 0.05 was considered statisti-
cally significant.

Table 1 Baseline characteristics of the study participants
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Results

Baseline characteristic of subjects with or without CAD
The clinical and biochemical characteristics of the study
subjects are presented in Table 1. Subjects with ACS or
SAP showed significantly different age, waist circumfer-
ence, diastolic blood pressure, total cholesterol, HDL-
cholesterol, glucose and eGFR levels compared to
control subjects. However, body weight, BMI, LDL-
cholesterol and triglyceride levels were not different. In
particular, subjects with CAD (ACS plus SAP) had in-
creased levels of hsCRP, whereas adiponectin levels were
not significantly different in this study. Interestingly,
CTRP-3 concentrations were significantly decreased in
patients with ACS or SAP compared to control subjects
(P <0.001, respectively), although progranulin levels were
similar (Figure 1).

Correlation of circulating CTRP-3, progranulin and
adiponectin concentrations with cardiometabolic risk
factors adjusted for age and gender

Spearman correlation analysis adjusted for age and gen-
der exhibited that CTRP-3 concentrations showed sig-
nificant negative relationship with glucose (r=-0.110,
P=0.041) and hsCRP levels (r=-0.159, P =0.005), and
positive relationship with HDL-cholesterol (r=0.122,
P =0.025) and adiponectin levels (r=0.194, P <0.001)

ACS SAP Control P
(n=69) (n=85) (n=208)
Gender (M:F) 49:20 5827 137:71 0.719
Age (years) 62 (54, 71)° 65 (59, 72)° 58 (55, 63)° <0.001
Weight (kg) 676+122 65.1+109 648+ 105 0.175
Body mass index (kg/mz) 246 (222, 26.7) 24.2 (22.5, 25.5) 241 (223, 26.0) 0.813
Waist circumference (cm) 87.8+9.0° 864 +87° 827+83° <0.001
SBP (mmHg) 118 (106, 126)° 118 (110, 128)*° 122 (111,133)° 0.088
DBP (mmHg) 70 (62, 79)° 71 (64, 76)° 81 (72, 87.5)° <0.001
Total cholesterol (mmol/l) 45 (35,52)° 40 (3.5, 46)° 50 (43, 57)° <0.001
LDL-cholesterol (mmol/) 32 (26, 35) 29 (24,39) 3.0 (24, 37) 0.782
Triglyceride (mmol/l) 12(08,1.8) 13 (038, 20) 13 (09, 1.8) 0.447
HDL-cholesterol (mmol/l) 1.1(1.0, 137 1.2 (1.0, 1.4 14(12,16)° <0.001
Glucose (mmol/l) 59 (54, 69)° 59 (53, 6.9)° 55 (5.2, 60)° <0.001
Creatinine (mg/dl) 08 (06,09°° 08 (06, 08)° 08 (0.7,09° 0.065
eGFR (mL/min/1.73 m?) 101.9 (85.1, 118.9)° 99.7 (85.1, 113.5)° 926 (842, 102.8)° 0.003
hsCRP (mg/dl) 13 (04, 86)° 09 (04, 13)° 0.3 (0.1, 09 <0.001
CTRP-3 (ng/ml) 3296 (267.7, 424.1)° 3329 (2659, 407.3)° 4106 (3307, 537.2)° <0.001
Progranulin (ng/ml) 173.8 (142.1, 221.6) 165.6 (138.2, 194.3) 168.3 (1464, 209.1) 0.394
Adiponectin (ug/ml) 7.0 (53,10.3) 7.1 (58,89 74 (53,102) 0.875

Data are expressed as mean * standard deviation or median (inter-quartile range).
a, b Same letters indicate no statistical significance based on Tukey’s HSD post-hoc test or Wilcoxon’s rank-sum test. ACS, acute coronary syndrome; SAP, stable an-
gina pectoris; SBP, systolic blood pressure; DBP, diastolic blood pressure; LDL, low-density lipoprotein; HDL, high-density lipoprotein; eGFR, estimated glomerular fil-
tration rate; hsCRP, high-sensitivity C-reactive protein; CTRP-3, C1q/TNF-related Protein-3.
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Figure 1 Difference of CTRP-3 (A), progranulin (B) and adiponectin (C) concentrations between patients with acute coronary syndrome
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(Table 2). As expected, close relationship between adipo-
nectin and various kinds of cardiometabolic risk factors, in-
cluding waist circumference, triglyceride, HDL-cholesterol,
glucose and hsCRP, was observed. On the other hand, cir-
culating progranulin levels only had a negative correlation
with HDL-cholesterol (r = —0.105, P = 0.048).

Clinical and laboratory variables according to CTRP-3

level tertiles

Cardiometabolic risk factors according to CTRP-3 level
tertiles for all study subjects are presented in Table 3.
We found that lower CTRP-3 levels were associated with
a higher weight, waist circumference and glucose levels.
Moreover, lower HDL-cholesterol and adiponectin levels
were observed in subjects with lower tertile of CTRP-3
levels.

Multiple logistic regression analysis for coronary artery
disease as a dependent variable

We calculated odds ratio (OR) and 95% confidence
interval (95% CI) using multiple logistic regression ana-
lysis for CAD as a dependent variable (Table 4). In an
unadjusted model, subjects with the first (OR 3.46, 95%
CI, 2.01-5.96) and second (OR 1.85, 95% CI, 1.08-3.18)
tertile of CTRP-3 levels had significantly higher risk for
CAD compared to those with the third tertile. Further-
more, after adjustment for age, gender, BMI, blood pres-
sure, lipid profile, glucose, creatinine and hsCRP, the
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relationship between CTRP-3 levels and CAD were fur-
ther intensified.

Discussion
The present study first demonstrates that CTRP-3 con-
centrations are significantly decreased in patients with
ACS or SAP compared to control subjects even after
adjusting for other confounding factors. However, circu-
lating progranulin levels were not significantly different
between patients with CAD and control subjects.
Adiponectin is a representative adipokine that possess
insulin sensitizing, anti-inflammatory, and anti-athero-
genic properties [2]. Lower blood adiponectin levels are
found in subjects with obesity, type 2 diabetes and meta-
bolic syndrome. In a prospective cohort study for 3
years, we have shown that reduced adiponectin levels
are independently associated with increased risk of both
type 2 diabetes and metabolic syndrome [20]. Adminis-
tration of adenovirus-mediated adiponectin reduces ath-
erosclerotic lesion size in apolipoprotein E knockout
mice [21]. Moreover, circulating adiponectin was shown
to be lower in patients with CAD not only in cross-
sectional studies [22], but also in prospective longitu-
dinal studies [23]. However, some other studies did not
found a value of adiponectin as a predictor of cardiovas-
cular events. Two prospective studies found no signifi-
cant association in either American Indians [24] or
British women [25]. A meta-analysis has concluded that

Table 2 Spearman correlation of circulating CTRP-3, progranulin and adiponectin levels with cardiometabolic risk fac-

tors adjusted for age and gender

CTRP-3 Progranulin Adiponectin

r P r P r P
Weight -0.007 0.898 0.028 0.592 -0.221 <0.001
Body mass index 0.001 0.979 0.028 0.593 —-0.286 <0.001
Waist circumference —0.068 0.243 0.058 0311 -0.238 <0.001
Systolic blood pressure —-0.029 0.597 -0.073 0.168 —0.045 0.393
Diastolic blood pressure 0.097 0.073 -0.013 0.800 0.007 0.899
Total cholesterol 0.007 0.899 -0.083 0.121 0.102 0.056
LDL-cholesterol -0.053 0.341 -0.041 0453 0.065 0233
Triglyceride —-0.097 0.076 0.081 0.129 —-0.262 <0.001
HDL-cholesterol 0.122 0.025 —-0.105 0.048 0.293 <0.001
Glucose -0.110 0.041 -0.013 0811 -0.220 <0.001
eGFR —-0.076 0.156 —0.060 0271 0.039 0458
Creatinine 0.072 0.178 0.075 0.157 -0.027 0614
hsCRP -0.159 0.005 0.061 0.271 -0.183 0.001
CTRP-3 - - 0.091 0.091 0.194 <0.001
Progranulin 0.091 0.091 - - 0.044 0408
Adiponectin 0.194 <0.001 0.044 0408 - -

a, b, ¢ Same letters indicate no statistical significance based on Tukey’s HSD post-hoc test or Wilcoxon’s rank-sum test. LDL, low-density lipoprotein; HDL,
high-density lipoprotein; eGFR, estimated glomerular filtration rate; hsCRP, high-sensitivity C-reactive protein.
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Table 3 Clinical and laboratory variables according to CTRP-3 level tertiles

First tertile Second tertile Third tertile P
CTRP-3 (ng/ml) 267.7 (239.6, 291.5)° 367.8 (347.0, 401.0)° 553.8 (477.9, 634.9)° <0.001
Age (years) 59 (54, 67)° 58 (55, 68)° 61 (58, 69)° 0.019
Weight (kg) 678 +9.6° 66.3+11.7° 63.2+10.7° 0.004
BMI (kg/mz) 244+£26 246+30 240£3.0 0.350
Waist circumference (cm) 859+ 7.7° 852 +82° 825+9.1° 0011
SBP (mmHg) 119 (112, 128) 123 (109.5, 134) 120.5 (109.5, 132) 0.570
DBP (mmHg) 754+£120 782+12.2 75411 0.110
Total cholesterol (mmol/l) 47+1.1 46+ 1.0 47+10 0616
LDL-cholesterol (mmol/l) 32+09 29+09 3.1+08 0111
Triglyceride (mmol/l) 1.3 (09, 2.0) 1.3 (09, 2.0) 1.2 (09, 1.6) 0.132
HDL-cholesterol (mmol/) 12 (10,157 12(1.1, 147 13(12,16)° 0.001
Glucose (mmol/) 57 (53, 64)°° 58 (53,650 55 (5., 60)° 0029
Creatinine (mg/dl) 0.8 (0.7, 09) 0.8 (0.6, 09) 0.8 (0.7,09) 0.080
eGFR (mL/min/1.73 m?) 96.2 (84.1,110.1) 979 (848, 110.7) 915 (820, 1074) 0.127
hsCRP (mg/dl) 06 (0.2, 14) 0.7 (0.1, 1.4) 05 (0.1,09) 0.157
Progranulin (ng/ml) 165.0 (1359, 191.1) 1694 (144.0, 213.2) 1714 (1488, 210.6) 0.116
Adiponectin (ug/ml) 64 (48, 85)° 65 (52, 86)° 86 (6.5, 11.7)° <0001

Data are expressed as mean * standard deviation or median (inter-quartile range).
SBP, systolic blood pressure; DBP, diastolic blood pressure; LDL, low-density lipoprotein; HDL, high-density lipoprotein; eGFR, estimated glomerular filtration rate;

hsCRP, high-sensitivity C-reactive protein; CTRP-3, C1q/TNF-related Protein-3.

association between adiponectin and risk of coronary
heart disease (CHD) is comparatively moderate, in con-
trast to the strong association between adiponectin and
risk of type 2 diabetes [26]. Recently, Kim et al. demon-
strated that neither adiponectin nor interleukin-6 pre-
dicted angiographic coronary artery disease in the
presence of diabetes [27]. Furthermore, Baldasseroni
et al. reported that adiponectin rises in patient with ad-
vanced heart failure, but this phenomenon is less evident
in patients with type 2 diabetes [28]. The present study
did not show significant difference of adiponectin levels
between patients with ACS or SAP and control subjects,
although adiponectin levels were negatively correlated
with several cardiometabolic risk parameters reflecting
obesity, dyslipidemia, hyperglycemia and inflammation.
Despite the wide range of beneficial effects of
adiponectin, adiponectin-deficient animal models show a
relatively modest phenotype unless metabolically chal-
lenged, whereas adiponectin transgenic mice show distinct
improvements in the metabolic phenotypes. Therefore,
this discrepancy suggests the existence of compensatory
mechanisms that partially counteract the deficiency of adi-
ponectin [29,30]. Recently, a novel family of adiponectin
paralogs, designated C1q/TNF-related proteins (CTRPs),
was discovered. Previous studies suggest the role of CTRP
family proteins linking inflammation to metabolism [5].
CTRP-3 is expressed in human subcutaneous and visceral
adipocytes, and plays an important role in adipocyte
physiology [31]. CTRP-3 is a potent anti-inflammatory

adipokine that inhibits pro-inflammatory signaling pro-
voked by lipopolysaccharides (LPS), toll-like receptor
(TLR) and fatty acids in adipocytes and monocytes [8].
CTRP-3 reduces tumor necrosis factor-a (TNF-a) and
interleukin-6 (IL-6) secretion in LPS-treated monocytic
cells through suppression of nuclear factor kB (NFkB) sig-
naling pathway [32]. Interestingly, CTRP-3 directly stimu-
lates adiponectin and resistin release, and serves as a
regulator of adiponectin secretion in adipocytes [33]. In
this study, circulating CTRP-3 levels showed a positive re-
lationship with adiponectin and a negative relationship
with hsCRP.

CTRP-3 has been reported to stimulate endothelial cell
proliferation and migration in vitro [13]. Recently, Yi
et al. demonstrated for the first time that expression and
production of CTRP-3 are significantly reduced after MI

Table 4 Multiple logistic regression analysis for coronary
artery disease as a dependent variable

First tertile Second tertile  Third tertile P
Model 0 346 (2.01,596)  1.85(1.08, 3.18) 1 <0.001
Model 1 403 (2.24,726) 213 (1.21,3.75) 1 <0.001
Model 2 4.04 (2.24, 7.28) 2.53 (1.36, 4.70) 1 <0.001
Model 3 9.04 (2.81,29.14)  5.14 (1.83, 14.42) 1 <0.001

Model 0, unadjusted.

Model 1, adjusted for age and gender.

Model 2, adjusted for age, gender and body mass index (BMI).

Model 3, adjusted for age, gender, BMI, systolic blood pressure, diastolic blood
pressure, total cholesterol, LDL-cholesterol, HDL-cholesterol, triglyceride,
glucose, creatinine and high sensitive C-reactive protein (hsCRP).
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and that administration of CTRP-3 improves survival and
restores cardiac function in mice with coronary artery oc-
clusion [14]. Therefore, they concluded that CTRP-3 is an
adipokine possessing strong anti-remodeling and cardio-
protective properties [14]. In agreement with the previous
animal study, the present study showed significantly de-
creased CTRP-3 levels in patients with ACS or SAP com-
pared to control subjects. Adjustment for cardiovascular
risk factors further strengthens the relationship between
CTRP-3 levels and CAD. Yi et al. suggested that prevent-
ing post-MI CTRP-3 inhibition or CTRP-3 supplementa-
tion may be a promising therapeutic approach for creating
stable and functional vessels [14].

We previously identified progranulin as a novel marker
of chronic inflammation in obesity and type 2 diabetes that
reflect macrophage infiltration in omental adipose tissue
[16]. Progranulin is recently re-discovered as an adipokine
induced by TNF-a and dexamethasone [15]. Progranulin
in blood and adipose tissue was dramatically increased in
obese mouse models and progranulin deficient mice pro-
tected from high fat diet (HFD)-induced insulin resistance,
adipocytes hypertrophy and obesity [15]. Pradeep et al. re-
ported increased circulating progranulin and hsCRP levels
in patients with obese subjects with chronic periodontitis,
which is known as a risk factor for CAD [34]. In an immu-
nohistochemical analysis of human carotid endarterectomy
specimens, both macrophages and vascular smooth muscle
cells in atherosclerotic plaque express progranulin [17].
Yilmaz et al. reported that patients with non-alcoholic fatty
liver disease (NAFLD) have higher serum progranulin con-
centrations, which are positively associated with total
cholesterol and LDL-cholesterol [35]. Recently, Qu et al.
reported that plasma progranulin levels were higher in
Chinese patients with type 2 diabetes and correlated with
insulin resistance, inflammation and glycolipid metabolism
[36]. In this study, progranulin concentrations showed
modest negative relationship with HDL-cholesterol. Fur-
thermore, patients with ACS or SAP did not show signifi-
cant difference in progranulin levels compared to control
subjects. Richter et al. reported that serum progranulin
levels increase with deteriorating renal function [37]. How-
ever, adjusting for confounding factors including eGFR or
creatinine levels did not affect the relationship between
progranulin concentration and CAD in the present study.
Previous studies suggest the complex dual role of progra-
nulin that exerts anti-inflammatory and pro-inflammatory
functions depending on target tissue. Tang et al. reported
that progranulin binds directly to TNF receptors (TNFRs)
and interfering the interaction between TNF-a and
TNER [38]. Full-length progranulin is generally anti-
inflammatory, whereas proteolytically released granulins
may have the opposite effect [39]. Further studies about
the association between progranulin and atherosclerosis
might be needed.
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Some limitations of the study need to be considered.
First, this is a cross-sectional analysis which restricts us to
draw causal conclusions. Secondly, this study enrolled
only Asian men and women. Therefore, the results of the
present study may not apply to other ethnic populations.

Conclusions

In conclusion, the present study clearly showed that pa-
tients with CAD (ACS or SAP) had significantly de-
creased circulating CTRP-3 concentration despite of
similar progranulin and adiponectin levels after adjusting
other cardiovascular risk factors. These results suggest
the role of CTRP-3 linking obesity, inflammation and
atherosclerosis.
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