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Abstract
Serum lipocalin-2 (LCN2) plays an important role in the regulation of the obesity-associated dysmetabolic state and cardiovascular
disease. However, relatively little is known about the relationship between serum LCN2 levels and body fat content and distribution.
We examined the associations of total body fat content and abdominal fat distribution with serum LCN2 levels in Chinese men.
The study was based on a cross-sectional analysis of data for 1203 Chinese men aged 22 to 78 years from the Shanghai Obesity

Study. Body fat percentage (fat%) was assessed by bioelectrical impedance analysis, andmagnetic resonance imaging was adopted
to quantify the visceral fat area (VFA) and subcutaneous fat area (SFA). Serum levels of LCN2 were measured with a standard
enzyme-linked immunosorbent assay method.
Subjects with a high fat% had higher serum LCN2 levels than those with a normal fat% regardless of their body mass index

category (<25 and≥25kg/m2). The frequency of isolated high VFAwas increased with increasing quintiles of serum LCN2 levels (P<
0.001), but the frequency of isolated high SFA did not differ between quintiles of serum LCN2 levels. A trend of increasing VFA was
observed with increasing serum LCN2 levels (P<0.001). Multiple stepwise regression analysis showed that VFA was positively
associated with serum LCN2 levels, independent of overall obesity and other confounding factors (standardized b=0.082, P=
0.008).
Serum LCN2 levels are positively correlated with body fat content and independently associated with VFA in Chinese men.

Abbreviations: 2hPG= 2-hour postload glucose level, BMI = body mass index, CRP =C-reactive protein, CVD = cardiovascular
disease, DBP = diastolic blood pressure, fat% = body fat percentage, FFA = free fatty acid, FFM = fat-free mass, FINS = fasting
insulin, FM = fat mass, FPG = fasting plasma glucose, HbA1c = glycated hemoglobin, HDL-C = high-density lipoprotein cholesterol,
HOMA-IR = homeostasis model assessment of insulin resistance, LCN2 = lipocalin-2, LDL-C = low-density lipoprotein cholesterol,
miRNAs =micro ribonucleic acids, MRI =magnetic resonance imaging, mRNA =messenger ribonucleic acid, SBP = systolic blood
pressure, SFA = subcutaneous fat area, TC = total cholesterol, TG = triglyceride, VFA = visceral fat area, WC =waist circumference.
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1. Introduction cell types, including neutrophils, macrophages, kidney, liver,
lung, thymus, and small intestine. Moreover, it is abundantly
Lipocalin-2 (LCN2), also known as neutrophil gelatinase-
associated lipocalin and siderocalin, is a 25-kDa glycoprotein
originally purified from human neutrophils. It belongs to the
lipocalin superfamily, which can bind and transport small
lipophilic molecules.[1,2] LCN2 is expressed in many tissues and
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produced by adipocytes. LCN2 was initially discovered to play
an important role in the innate immune response to bacterial
infection, as well as in the regulation of cell proliferation and
apoptosis.[1,3] Recently, LCN2, as an adipose tissue-derived
cytokine, has been found to potentially be involved in obesity-
related and cardiovascular diseases (CVDs) through the regula-
tion of inflammatory responses.[4–7]

CVDs are the leading health problem worldwide. Therefore,
more stringent prognostic and diagnostic biomarkers are needed
to lessen the health-related and economic burdens of CVDs.[8]

Several genetic polymorphisms (such as CaMK4, PlA2, and
GRKs) and micro ribonucleic acids have been suggested to play
important roles in regulatingmetabolic disorders, as well as in the
initiation and progression of CVDs.[9–14] Moreover, increasing
evidence suggests that the serum LCN2 concentration may be a
useful biomarker for evaluating outcomes in various clinical
settings of obesity and metabolic or cardiovascular abnormali-
ties. Our previous and other human studies noted elevated LCN2
levels in patients with CVDs.[4,7,15] Another prospective study
indicated that the serum LCN2 concentration is a more effective
early biomarker for predicting CVD events than the traditional
inflammatory marker C-reactive protein (CRP).[5]

Several previous in vitro studies and various experimental
models of obesity have demonstrated high levels of LCN2
messenger ribonucleic acid (mRNA) expression in adipose
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tissue,[16–18] and circulating LCN2 levels were greater in obese standard 75-g oral glucose tolerance test for the determination of

2.3. Physical examination and body composition and
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individuals than in lean subjects.[17,19] In line with animal
studies, human studies have reported a positive association
between serum LCN2 levels and obesity determination
indices.[4–6,17,20–22] However, these studies used simple methods
such as calculation of body mass index (BMI) and measurement
of waist circumference (WC) to evaluate the degree of obesity.
Notably, BMI does not accurately represent body fat content,
whereas bioelectric impedance techniques employ the phenome-
non that only water (containing electrolytes) can conduct
electricity in the human body. Thus, these techniques can be
used to accurately distinguish fat mass (FM) and fat-free mass
(FFM). In addition, WC does not distinguish between visceral
and subcutaneous fat distribution. However, magnetic resonance
imaging (MRI) offers the advantage of identifying soft tissue
based on its superior fat–water separation ability and thus is
recommended by the International Diabetes Federation as the
platinum standard for evaluating adipose deposition.
A gender-related difference exists in concentrations of

circulating LCN2, with studies demonstrating that men have
higher serum levels of LCN2 than women.Moreover, in men, but
not in women, serum LCN2 levels were found to be associated
with obesity and obesity-related metabolic disorders.[4,5]

Therefore, the present study was designed to investigate the
associations of serum LCN2 levels with total body fat content
and abdominal fat distribution in Chinese men, using bioelectri-
cal impedance analysis to evaluate total body composition and
abdominal MRI to measure visceral fat area (VFA) and
subcutaneous fat area (SFA).
2. Materials and methods
2.4. Clinical definitions

2.5. Statistical analyses
2.1. Study population

The present study represents a subgroup analysis of participants
from the Shanghai Obesity Study conducted from December
2009 to December 2011, and the population selection and
recruitment procedures were described in our previous study.[23]

Each participant completed a questionnaire regarding medical
history, pharmacological therapy, lifestyle, and exercise habits.
Subjects with the following conditions that may influence body
weight and/or serum LCN2 levels were excluded from this study:
a known history of diabetes; a known history of CVD; hyper- or
hypothyroidism; any infection; malignant tumors; hepatic or
renal dysfunction; and use of an anti-hypertensive, glucocorti-
coid, or lipid-lowering drug. After applying these exclusion
criteria, a total of 1203 men with completed anthropometric,
biochemical, bioelectrical impedance analysis, and abdominal
MRI measurements were included. All participants provided
written informed consent at enrollment. Ethical approval was
obtained from the Ethics Committee of Shanghai Jiao Tong
University Affiliated Sixth People’s Hospital. Data were handled
so as to not compromise study participants’ privacy.
2.2. Biomarker analysis
After participants fasted for 10 hours overnight, blood samples
were collected for measurement of biochemical parameters,
including fasting plasma glucose (FPG), glycated hemoglobin
(HbA1c), serum fasting insulin (FINS), serum total cholesterol
(TC), serum triglyceride (TG), high-density lipoprotein choles-
terol (HDL-C), low-density lipoprotein cholesterol (LDL-C),
CRP, and free fatty acids (FFAs). All participants underwent a
2

the 2-hour postload glucose level (2hPG). The employed
laboratory measurement techniques for blood samples have
been described previously.[23] The homeostasis model assessment
of insulin resistance (HOMA-IR) value was calculated according
to the formula: HOMA-IR=FPG (mmol/L)�FINS (mU/L)/22.5.
The LCN2 concentration in fasting serum samples was measured
using a standard enzyme-linked immunosorbent assay (Antibody
and Immunoassay Services, The University of Hong Kong, Hong
Kong) following the manufacturer’s instructions. The intra- and
interassay coefficients of variation were 1.84% and 6.77%,
respectively.
abdominal fat distribution measurements

During physical examinations, participants’ height, weight, WC,
and blood pressure were measured as previously described.[23]

Height and weight measurements were used to calculate BMI.
Body composition (FM, FFM, and body fat percentage [fat%])

was determined using an automatic bioelectrical impedance
analyzer (BC-420; Tanita Corp., Tokyo, Japan).[24]

VFA and SFA were quantified on the basis of MRI of the
abdominal region with a 3.0-T imager (Philips Medical Systems,
Amsterdam, The Netherlands) conducted by a single trained
technician who was blinded to the participants’ clinical
details.[23] The cross-sectional areas corresponding to the VFA
and SFA at the umbilical level were determined using image
analysis software (Slice-o-matic 4.2 for Windows; Tomovision
Inc., Montreal, QC, Canada) as described previously.[25]
According to the definition of obesity of the World Health
Organization,[26] participants with a BMI≥25kg/m2 were
assigned to the overweight/obese group, and those with a
BMI<25kg/m2 were classified as the lean group. In addition, a
fat%≥25% was defined as a high fat%.[27] VFA≥80cm2 was
defined as high,[25] and SFA≥75th percentile was considered
high.[28] Accordingly, participants with a high VFA but normal
SFA were classified as isolated high VFA, and those with a high
SFA but normal VFA were defined as isolated high SFA. If both
the VFA and SFAwere high, the participant was classified as high
VFA and SFA. Definitions of diabetes and impaired glucose
regulation status were based on the 1999 World Health
Organization classification criteria.[29] Hypertension was defined
according to the 1999 World Health Organization hypertension
guidelines as systolic blood pressure (SBP) ≥140mm Hg and/or
diastolic blood pressure (DBP)≥90mmHg.[30] Dyslipidemia was
defined according to the guideline of the National Cholesterol
and Education Program Adult Treatment Panel III.[31]
All data analyses were performed using SPSS statistical software,
version 16.0 (SPSS, Chicago, IL). Results are reported as mean±
standard deviation for normal distribution data, median with
interquartile range (25%–75%) for skewed distribution data,
and frequencies and proportions for categorical variables. The
significance of differences between 2 different groups was
determined using the independent sample Student t test for
normally distributed data, nonparametric Mann–Whitney U test
for skewed data, and x2 test for categorical variables. One-way



analysis of variance was used to determine statistically significant indices (BMI, WC, FM, FFM, fat%, VFA, and SFA) and

3.2. Correlation of serum LCN2 levels with body fat
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differences between serum LCN2 levels and VFA. The partial
correlation coefficient was used to determine correlations
between serum LCN2 levels and other clinical parameters.
Multivariate stepwise regression analysis was performed to assess
independent correlations between the clinical parameters and
serum LCN2 levels. All statistical tests were two-sided, and
P<0.05 was considered to indicate statistical significance.
3. Results
3.1. Characteristics of the study population

A total of 1203 men, aged 22 to 78 years (mean, 52.69±8.96
years), were included in this study. Among the study population,
370 (30.8%) men had hyperglycemia, and of these, 102 (8.5%)
had newly diagnosed diabetes and 268 (22.3%) had impaired
glucose regulation. The prevalence rates of hypertension and
dyslipidemia were 19.6% (n=236) and 40.5% (n=487),
respectively. The median (interquartile range) of serum LCN2
levels among the total population was 39.90ng/mL (range,
29.30–53.50ng/mL).
The study participants were divided into lean (BMI<25kg/m2)

and overweight/obese (BMI≥25kg/m2) groups. The median
LCN2 concentration was significantly higher in the overweight/
obese group than in the lean group (P=0.02; Table 1). In
addition, compared with the lean group, the overweight/obese
group had significantly higher levels of obesity determination
Table 1

Characteristics of the study population divided by body mass
index.

Variables BMI<25kg/m2 BMI≥25kg/m2 P

n 773 430 —

Age, y 53.88 (47.38–60.39) 53.25 (46.30–59.02) 0.06
BMI, kg/m2 22.31±1.90 27.39±2.19 <0.001
WC, cm 80.94±6.75 94.00±6.62 <0.001
FM, kg 13.30 (10.60–15.70) 20.75 (18.00–24.80) <0.001
FFM, kg 51.25±4.65 57.75±5.78 <0.001
fat%, % 20.50 (17.50–23.00) 26.60 (23.80–29.75) <0.001
VFA, cm2 74.99±34.15 127.46±38.44 <0.001
SFA, cm2 118.86 (93.33–145.76) 180.51 (153.40–217.11) <0.001
SBP, mm Hg 121.33 (113.33–130.00) 125.33 (120.00–137.33) <0.001
DBP, mm Hg 79.33 (71.33–81.33) 80.00 (75.33–86.67) <0.001
FPG, mmol/L 5.27 (4.93–5.65) 5.57 (5.19–6.03) <0.001
2hPG, mmol/L 6.11 (4.97–7.40) 6.76 (5.29–8.72) <0.001
HbA1c, % 5.50 (5.30–5.80) 5.70 (5.40–6.00) <0.001
FINS, mU/L 6.35 (4.33–9.09) 10.11 (7.33–14.16) <0.001
HOMA-IR 1.53 (1.01–2.18) 2.60 (1.82–3.55) <0.001
TC, mmol/L 4.86 (4.34–5.52) 4.98 (4.39–5.56) 0.22
TG, mmol/L 1.34 (.91–1.86) 1.70 (1.16–2.35) <0.001
HDL-C, mmol/L 1.33 (1.14–1.54) 1.16 (1.04–1.33) <0.001
LDL-C, mmol/L 3.15 (2.63–3.71) 3.35 (2.75–3.89) 0.001
FFA, mEq/L 534.00 (405.00–663.00) 556.00 (444.00–691.00) 0.003
CRP, mg/L .56 (.29–1.10) 1.02 (.58–2.26) <0.001
LCN2, ng/mL 39.20 (28.55–52.70) 41.35 (30.68–54.30) 0.02

Data are expressed as the median (interquartile range) for skewed distribution variables.
2hPG = 2-hour postload glucose level, BMI = body mass index, CRP = C-reactive protein, DBP =
diastolic blood pressure, fat% = body fat percentage, FFA = free fatty acids, FFM = fat-free mass,
FINS= fasting insulin, FM= fat mass, FPG = fasting plasma glucose, HbA1c = glycated hemoglobin,
HDL-C = high-density lipoprotein cholesterol, HOMA-IR = homeostasis model assessment of insulin
resistance, LCN2 = lipocalin-2, LDL-C = low-density lipoprotein cholesterol, SBP = systolic blood
pressure, SFA = subcutaneous fat area, TC = total cholesterol, TG = triglyceride, VFA = visceral fat
area, WC = waist circumference.
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metabolism indicators (SBP, DBP, FPG, 2hPG, HbA1c, HOMA-
IR, TG, LDL-C, FFA, and CRP), but lower HDL-C levels
(Table 1). The frequencies of hyperglycemia, hypertension, and
dyslipidemia in the overweight/obese group were also signifi-
cantly higher than those in the lean group.
accumulation and distribution

To investigate the influence of body fat on serum LCN2 levels,
each BMI category was further divided into 2 subgroups
according to a fat% cutoff value of 25%. In the lean group,
participants with a high fat% had significantly higher serum
LCN2 levels than those with a normal fat% (42.40
[33.70–52.90] vs 38.30 [27.38–52.70]ng/mL, P=0.02). A
similar trend was also observed in the overweight/obese group
(42.90 [32.30–55.50] vs 39.50 [28.45–53.00]ng/mL for high and
normal fat%, respectively; P=0.04). However, in the same fat%
groups, no significant differences in serum LCN2 levels were
observed between BMI categories (P=0.58 for fat%<25%,
P=0.90 for fat%≥25%, respectively; Fig. 1).
To further investigate the relationship between serum LCN2

levels and abdominal fat distribution, we divided participants
into 5 groups according to quintiles of serum LCN2 levels. In
addition, we separated participants into 3 groups based on
their abdominal fat distribution as follows: isolated high VFA,
isolated high SFA, and high VFA and SFA. The percentages of
participants in each abdominal fat distribution group were
calculated for each quintile of serum LCN2, and the frequency of
isolated high VFA increased with an increase in the quintile of
serum LCN2 level (25.4%, 36.4%, 39.8%, 39.5%, and 44.2%,
P<0.001). However, the frequencies of isolated high SFA, as well
as high VFA and SFA, did not differ between quintiles of serum
LCN2 (Fig. 2).
Next, the participants were divided into 7 groups according to

VFA at 20-cm2 increments, and an increasing trend in serum
LCN2 levels was found to accompany an increase in VFA
(median for each group: 32.50, 37.80, 37.70, 39.11, 45.00,
44.20, and 41.75ng/mL; P for trend <0.001; Fig. 3).

3.3. Multivariate analyses for detecting variables
that contribute to serum LCN2 levels

Partial correlation analysis adjusted for age was conducted
to detect the relationship between serum LCN2 levels and
anthropometric indices of obesity and other laboratory param-
eters. The results showed that serum LCN2 levels were
significantly correlated with indices of obesity and other
metabolism parameters as shown in Table 2. In contrast, serum
LCN2 levels were not significantly correlated with SBP, FPG,
HbA1c, TC, or LDL-C (Table 2).
Finally, we conducted a multiple stepwise regression analysis

to detect factors that contribute to serum LCN2 level. The serum
LCN2 level was designated as dependent variable. Age, all
anthropometric indices of obesity (BMI, WC, FM, FFM, VFA,
and SFA), and other significant variables identified from partial
correlation analysis (DBP, 2hPG, HOMA-IR, TG, HDL-C, FFA,
and CRP) were defined as independent variables. The results
demonstrated that in addition to HDL-C and CRP, VFA also was
independently and positively correlated with serum LCN2 levels
(Table 3).
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4. Discussion

was largely inhibited in adipose tissue of LCN2 knockout mice.

Figure 1. Serum lipocalin-2 (LCN2) levels among participants according to
differing body mass index and/or body fat percentage categories. The bars
represent median serum LCN2 concentrations.

Figure 3. Serum lipocalin-2 (LCN2) levels according to 20-cm2 increments in
visceral fat area. The squares and bars represent the median 25th and 75th
percentiles of serum LCN2 levels, respectively.

Table 2

Partial correlation analysis adjusted for age showing variables
correlated with serum lipocalin-2.

Variables r P

BMI 0.124 <0.001
WC 0.143 <0.001
FM 0.129 <0.001
FFM 0.071 0.01

Luo et al. Medicine (2016) 95:30 Medicine
Many bioactive and inflammatory factors secreted from adipose
tissue have critical roles in energy metabolism and inflammatory
homeostasis. LCN2 belongs to the lipocalin superfamily of
proteins and is an adipokine mainly secreted from adipocytes that
plays an important role in regulating energy metabolism.[32]

Several studies have demonstrated associations of serum LCN2
concentration with various metabolic parameters. LCN2-defi-
cient mice showed significantly decreased fasting glucose and
decreased insulin levels, and inflammation of adipose tissue and
obesity-induced insulin resistance were improved in these
mice.[33–35] In addition, LCN2 may be involved in the process
of lipid metabolism. Yan et al[18] found high LCN2 expression in
3T3-L1 adipocytes during adipogenesis. An animal study
demonstrated that the expression and activity of 12-lipoxyge-
nase, an enzyme responsible for metabolizing arachidonic acid,
Figure 2. Comparison of the frequencies of abdominal fat distribution statuses
according to quintiles of serum lipocalin-2 (LCN2). Blue bars, frequency of high
VFA and SFA; orange bars, frequency of isolated high VFA; gray bars,
frequency of isolated high SFA. SFA= subcutaneous fat area, VFA= visceral fat
area.
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However, administration of recombinant LCN2 promoted the
expression of 12-lipoxygenase.[33] On the other hand, a positive
association between LCN2 and lipid profiles was observed in
several human studies.[4–6,17] Consistently, our results also
indicated a close association between the serum LCN2 level
and TG, HDL-C, and FFA, after exclusion of the effects of lipid-
lowering drug usage.Moreover, human studies also reported that
patients with hyperglycemia have significantly higher LCN2
levels than individuals with normal glucose tolerance.[20,36]

However, a recent study revealed that plasma levels of LCN2 are
reduced in Mexican individuals with long-term diabetes.[37]
fat% 0.137 <0.001
VFA 0.172 <0.001
SFA 0.162 <0.001
SBP 0.022 0.44
DBP 0.077 0.008
FPG 0.035 0.23
2hPG 0.092 0.001
HbA1c 0.046 0.11
FINS 0.083 0.004
HOMA-IR 0.083 0.004
TC 0.030 0.30
TG 0.121 <0.001
HDL-C �0.213 <0.001
LDL-C 0.003 0.92
FFA 0.071 0.01
CRP 0.170 <0.001

2hPG = 2-hour postload glucose level, BMI = body mass index, CRP = C-reactive protein, DBP =
diastolic blood pressure, fat% = body fat percentage, FFA = free fatty acids, FFM = fat-free mass,
FINS= fasting insulin, FM= fat mass, FPG= fasting plasma glucose, HbA1c = glycated hemoglobin,
HDL-C = high-density lipoprotein cholesterol, HOMA-IR = homeostasis model assessment of insulin
resistance, LDL-C = low-density lipoprotein cholesterol, SBP = systolic blood pressure, SFA =
subcutaneous fat area, TC = total cholesterol, TG = triglyceride, VFA = visceral fat area, WC = waist
circumference.



Because the effect of hyperglycemia on the serum LCN2

Furthermore, elevated serum LCN2 levels followed a positiveTable 3

Stepwise multiple linear regression analysis of independent
factors associated with serum lipocalin-2.

Independent variables Standardized b T P

VFA 0.082 2.674 0.008
HDL-C �0.160 �5.314 <0.001
CRP 0.113 3.862 <0.001

The following variables were included as independent variables: Age, BMI, WC, FM, FFM, VFA, SFA,
DBP, 2hPG, HOMA-IR, TG, HDL-C, FFA, CRP.
2hPG = 2-hour postload glucose level, BMI = body mass index, CRP = C-reactive protein,
DBP = diastolic blood pressure, FFA = free fatty acids, FFM = fat-free mass, FM = fat mass,
HDL-C = high-density lipoprotein cholesterol, HOMA-IR = homeostasis model assessment of insulin
resistance, SFA = subcutaneous fat area, TG = triglyceride, VFA = visceral fat area, WC = waist
circumference.
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concentration remains uncertain, we excluded patients with
diagnosed diabetes from the present study to eliminate the related
confounding factors.
Studies in both humans and animals have demonstrated that

LCN2 is closely associated with obesity and obesity-related
diseases. Wang et al[17] showed that LCN2 mRNA expression in
liver, adipose tissue, and serum is significantly greater in obese
mice than in age- and sex-matched lean littermates. Population-
based studies also demonstrated that obese humans have higher
serum levels of LCN2 than lean controls, and serum LCN2 levels
are significantly and positively correlated with BMI.[4–6,17,20–22]

It is known that BMI reflects the degree of total obesity but cannot
distinguish body fat from other body compositions. However, a
study in 229 subjects that used bioelectrical impedance analysis
to assess fat% reported that after adjustment for age, gender, and
BMI, serum LCN2 levels remained positively correlated with fat
%.[17] We also applied bioelectrical impedance analysis to
evaluate total body fat content in a larger number of subjects, and
our results revealed that men with an elevated total body fat
content had significantly higher serum LCN2 levels, regardless of
their BMI values. These findings suggest that increased body fat
content may be primarily responsible for the increased circulating
concentrations of LCN2.
Regional fat distribution, as opposed to total body FM, has

been recognized as important for understanding the link between
obesity and CVD. Evidence has demonstrated that compared
with total body fat, excessive visceral fat distribution produces
the most profound metabolic abnormalities and is associated
with an increased risk for CVD.[25] Compared with Europeans,
Asians with similar WC values exhibit relatively greater amounts
of visceral adipose tissue accumulation.[38,39] However, to our
knowledge, research focusing on the relationship between serum
LCN2 levels and body fat distribution has been limited. Most
population-based studies used simple measurement of WC to
assess abdominal fat,[4–6,20,21] but WC measurement is unable to
distinguish VFA and SFA. Only 1 study employed the more
accurate method of computed tomography to evaluate visceral
fat content in order to examine the relationship between VFA
and serum LCN2 levels.[40] In their sample of 90 men with
documented coronary artery disease and normal WC, serum
LCN2 level was independently correlated with VFA.[40]

However, this result may have been influenced by the subjects’
diagnosed coronary artery disease status and related drug use.
Therefore, in our study, we excluded men with a history of
diagnosed CVD and applied MRI to distinguish VFA and SFA.
We found that compared with a high SFA, high VFA was more
closely correlated with increased serum LCN2 concentrations.
incremental trend according to increases in VFA. After adjust-
ment for other anthropometric indices of obesity and additional
relevant confounding factors, VFA was found to be an
independent risk factor for elevated serum LCN2 levels,
suggesting that abnormal body fat distribution, especially
excessive visceral fat deposition, contributed more to the
concentrations of serum LCN2 than did excessive total body
fat in the present cohort.
Recently, LCN2 was proposed to be an important proin-

flammatory factor found at elevated levels in obese/inflammatory
states. Increasing evidence from human studies indicates
significant and positive associations between LCN2 and
inflammatory markers (such as CRP, interleukin-6, total
leukocyte count, and neutrophil count).[17,19,41] Furthermore,
Wang et al[17] found that the decreased LCN2 concentrations of
diabetes patients correlated significantly with decreased CRP
concentrations after 8 weeks of rosiglitazone treatment. Consis-
tent with these findings, our present study also revealed a positive
association between serum LCN2 and CRP concentrations, and
this association remained significant after adjustment for other
confounding factors.
However, the mechanisms through which LCN2 regulates

inflammation and lipid metabolism remain unclear. The regula-
tion of LCN2 in inflammatory and metabolic gene expression in
3T3-L1 adipocytes demonstrated that the addition of LCN2
induces mRNA expression of peroxisome proliferator-activated
receptor-g and its target genes, such as fatty acid synthase and
lipoprotein lipase, indicating an important role for LCN2 in
adipogenesis.[16] Moreover, studies have identified that LCN2
mRNA expression in visceral fat of obese subjects is significantly
greater than that in lean controls.[19,22,42] However, a study by
Auguet et al[22] showed that the LCN2 protein level in VFA rather
than in SFA correlates with circulating LCN2 levels. Visceral
adipose accumulation is associated with a proinflammatory state
and increased secretion of proinflammatory adipokines[43]; thus,
we assumed that LCN2 might be associated with VFA based on
its function of regulating inflammation in adipose tissue.[33,34]

The limitations of the present study include the cross-sectional
nature of this study, which provides only an instantaneous view
of the relationships between LCN2 and VFA. Prospective studies
examining the causal relationship between VFA and serumLCN2
levels are needed to determine whether LCN2 should be
recommended as a new marker of visceral obesity. In addition,
because gender differences exist for both fat distribution and
serum LCN2 concentrations, the present study only detected the
relationship between serum LCN2 and visceral fat in Chinese
men. Thus, our findings should be further verified in women and
in populations of other regions.

5. Conclusion

Our study demonstrates that serum LCN2 levels are more closely
associated with body fat content than with other body
compositions, and for the first time, that VFA is an independent
determinant of serum LCN2 levels in Chinese men.

Acknowledgments

The authors would like to thank all the participants for their time
and effort. This work was supported by the 973 Program of
China (2013CB530606), a Grant from the Shanghai Health
and Family Planning Commission (2013ZYJB1001), and the
Translational Medicine Innovation Foundation of School of

http://www.md-journal.com


Medicine Shanghai Jiao Tong University (15ZH2010 and
15ZH4006).

References

[1] Flo TH, Smith KD, Sato S, et al. Lipocalin 2 mediates an innate immune

[23] Bao Y, Ma X, Yang R, et al. Inverse relationship between serum
osteocalcin levels and visceral fat area in Chinese men. J Clin Endocrinol
Metab 2013;98:345–51.

[24] Hao Y, Ma X, Luo Y, et al. Associations of serum adipocyte fatty
acid binding protein with body composition and fat distribution in
nondiabetic Chinese women. J Clin Endocrinol Metab 2015;100:
2055–62.

Luo et al. Medicine (2016) 95:30 Medicine

6

response to bacterial infection by sequestrating iron. Nature 2004;432:
917–21.

[2] Fischbach MA, Lin H, Zhou L, et al. The pathogen-associated iroA gene
cluster mediates bacterial evasion of lipocalin 2. Proc Natl Acad Sci U S A
2006;103:16502–7.

[3] Devireddy LR, Gazin C, Zhu X, et al. A cell-surface receptor for lipocalin
24p3 selectively mediates apoptosis and iron uptake. Cell 2005;123:
1293–305.

[4] Ni J, Ma X, Zhou M, et al. Serum lipocalin-2 levels positively correlate
with coronary artery disease and metabolic syndrome. Cardiovasc
Diabetol 2013;12:176.

[5] Wu G, Li H, Fang Q, et al. Elevated circulating lipocalin-2 levels
independently predict incident cardiovascular events in men in a
population-based cohort. Arterioscler Thromb Vasc Biol 2014;34:
2457–64.

[6] Xiao Y, Xu A, Hui X, et al. Circulating lipocalin-2 and retinol-binding
protein 4 are associated with intima-media thickness and subclinical
atherosclerosis in patients with type 2 diabetes. PLoS One 2013;8:
e66607.

[7] Choi KM, Lee JS, Kim EJ, et al. Implication of lipocalin-2 and visfatin
levels in patients with coronary heart disease. Eur J Endocrinol 2008;
158:203–7.

[8] Santulli G. Coronary heart disease risk factors and mortality. JAMA
2012;307:1137.

[9] Santulli G, Cipolletta E, Sorriento D, et al. CaMK4 gene deletion induces
hypertension. J Am Heart Assoc 2012;1:e001081.

[10] Lanni F, Santulli G, Izzo R, et al. The Pl (A1/A2) polymorphism of
glycoprotein IIIa and cerebrovascular events in hypertension: increased
risk of ischemic stroke in high-risk patients. J Hypertens 2007;25:551–6.

[11] Galasso G, Santulli G, Piscione F, et al. The GPIIIA PlA2 polymorphism
is associated with an increased risk of cardiovascular adverse events.
BMC Cardiovasc Disord 2010;10:41.

[12] Santulli G, Trimarco B, Iaccarino G. G-protein-coupled receptor kinase 2
and hypertension: molecular insights and pathophysiological mecha-
nisms. High Blood Press Cardiovasc Prev 2013;20:5–12.

[13] Wronska A, Kurkowska-Jastrzebska I, Santulli G. Application of
microRNAs in diagnosis and treatment of cardiovascular disease. Acta
Physiol (Oxf) 2015;213:60–83.

[14] Novák J, Olejníc ̌ková V, Tkác ̌ová N, et al. Mechanistic role of
microRNAs in coupling lipid metabolism and atherosclerosis. Adv Exp
Med Biol 2015;887:79–100.

[15] Damman K, van Veldhuisen DJ, Navis G, et al. Urinary neutrophil
gelatinase associated lipocalin (NGAL), a marker of tubular damage,
is increased in patients with chronic heart failure. Eur J Heart Fail
2008;10:997–1000.

[16] Zhang J,Wu Y, Zhang Y, et al. The role of lipocalin 2 in the regulation of
inflammation in adipocytes and macrophages. Mol Endocrinol 2008;
22:1416–26.

[17] Wang Y, Lam KS, Kraegen EW, et al. Lipocalin-2 is an inflammatory
marker closely associated with obesity, insulin resistance, and hypergly-
cemia in humans. Clin Chem 2007;53:34–41.

[18] Yan QW, Yang Q, Mody N, et al. The adipokine lipocalin 2 is regulated
by obesity and promotes insulin resistance. Diabetes 2007;56:2533–40.

[19] Yoo HJ, Hwang HJ, Jung TW, et al. Adipose gene expression profiles
related to metabolic syndrome using microarray analyses in two different
models. Diabetes Metab J 2014;38:356–65.

[20] Huang Y, Yang Z, Ye Z, et al. Lipocalin-2, glucose metabolism and
chronic low-grade systemic inflammation in Chinese people. Cardiovasc
Diabetol 2012;11:11.

[21] Liu X, Hamnvik OP, PetrouM, et al. Circulating lipocalin 2 is associated
with body fat distribution at baseline but is not an independent predictor
of insulin resistance: the prospective Cyprus Metabolism Study. Eur J
Endocrinol 2011;165:805–12.

[22] Auguet T, Quintero Y, Terra X, et al. Upregulation of lipocalin 2 in
adipose tissues of severely obese women: positive relationship with
proinflammatory cytokines. Obesity (Silver Spring) 2011;19:2295–300.
[25] Wang Y,MaX, ZhouM, et al. Contribution of visceral fat accumulation
to carotid intima-media thickness in a Chinese population. Int J Obes
(Lond) 2012;36:1203–8.

[26] World Health OrganizationObesity: preventing andmanaging the global
epidemic. Report of a WHO consultation. World Health Organ Tech
Rep Ser 2000;894:1–253.

[27] Frankenfield DC, Rowe WA, Cooney RN, et al. Limits of body mass
index to detect obesity and predict body composition. Nutrition 2001;
17:26–30.

[28] Isaac V, Sim S, Zheng H, et al. Adverse associations between visceral
adiposity, brain structure, and cognitive performance in healthy elderly.
Front Aging Neurosci 2011;3:12.

[29] Department of Noncommunicable Disease SurveillanceReport of a
WHO consultation: definition, diagnosis and classification of diabetes
mellitus and its complication. Part 1: diagnosis and classification of
diabetes mellitus. Geneva:World Health Organization; 1999.

[30] Peleska J, Zvara K, Vesely A, et al. Development of electronic form of the
1999 WHO/ISH hypertension guidelines. Stud Health Technol Inform
2002;90:268–71.

[31] Expert Panel on Detection, Evaluation, Treatment of High Blood
Cholesterol in AdultsExecutive summary of the third report of the
National Cholesterol Education Program (NCEP) expert panel on
detection, evaluation, and treatment of high blood cholesterol in adults
(Adult Treatment Panel III). JAMA 2001;285:2486–97.

[32] Wang Y. Small lipid-binding proteins in regulating endothelial and
vascular functions: focusing on adipocyte fatty acid binding protein and
lipocalin-2. Br J Pharmacol 2012;165:603–21.

[33] Law IK, Xu A, Lam KS, et al. Lipocalin-2 deficiency attenuates insulin
resistance associated with aging and obesity. Diabetes 2010;59:
872–82.

[34] Guo H, Jin D, Zhang Y, et al. Lipocalin-2 deficiency impairs
thermogenesis and potentiates diet-induced insulin resistance in mice.
Diabetes 2010;59:1376–85.

[35] Jun LS, Siddall CP, Rosen ED. A minor role for LCN2 in high-fat diet-
induced glucose intolerance. Am J Physiol Endocrinol Metab 2011;301:
E825–35.

[36] Moreno-Navarrete JM,MancoM, Ibáñez J, et al.Metabolic endotoxemia
and saturated fat contribute to circulating NGAL concentrations in
subjects with insulin resistance. Int J Obes (Lond) 2010;34:240–9.

[37] De la Chesnaye E, Manuel-Apolinar L, Zarate A, et al. Lipocalin-2
plasmatic levels are reduced in patients with long-term type 2 diabetes
mellitus. Int J Clin Exp Med 2015;8:2853–9.

[38] Lear SA, Humphries KH, Kohli S, et al. Visceral adipose tissue
accumulation differs according to ethnic background: results of the
Multicultural Community Health Assessment Trial (M-CHAT). Am J
Clin Nutr 2007;86:353–9.

[39] Kadowaki T, Sekikawa A, Murata K, et al. Japanese men have larger
areas of visceral adipose tissue than Caucasian men in the same levels of
waist circumference in a population-based study. Int J Obes (Lond)
2006;30:1163–5.

[40] Lee YH, Lee SH, Jung ES, et al. Visceral adiposity and the severity of
coronary artery disease in middle-aged subjects with normal waist
circumference and its relation with lipocalin-2 and MCP-1. Atheroscle-
rosis 2010;213:592–7.

[41] Lindberg S, Jensen JS, Mogelvang R, et al. Plasma neutrophil gelatinase-
associated lipocalinin in the general population: association with
inflammation and prognosis. Arterioscler Thromb Vasc Biol 2014;34:
2135–42.

[42] Catalán V, Gómez-Ambrosi J, Rodríguez A, et al. Increased adipose
tissue expression of lipocalin-2 in obesity is related to inflammation and
matrix metalloproteinase-2 and metalloproteinase-9 activities in
humans. J Mol Med (Berl) 2009;87:803–13.

[43] Pou KM, Massaro JM, Hoffmann U, et al. Visceral and subcutaneous
adipose tissue volumes are cross-sectionally related to markers of
inflammation and oxidative stress: The Framingham Heart Study.
Circulation 2007;116:1234–41.


	Serum lipocalin-2 levels are positively associated with not only total body fat but also visceral fat area in Chinese men
	1 Introduction
	2 Materials and methods
	2.1 Study population
	2.2 Biomarker analysis
	2.3 Physical examination and body composition and abdominal fat distribution measurements
	2.4 Clinical definitions
	2.5 Statistical analyses

	3 Results
	3.1 Characteristics of the study population
	3.2 Correlation of serum LCN2 levels with body fat accumulation and distribution
	3.3 Multivariate analyses for detecting variables that contribute to serum LCN2 levels

	4 Discussion
	5 Conclusion
	Acknowledgments
	References


