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Abstract 

Background: Omentin and adiponectin are among the anti-inflammatory and anti-atherogenic adipokines that 
have potentially beneficial effects on cardiovascular disorders. Recent studies indicate a paradoxical relationship 
between adiponectin and cardiovascular mortality across many clinical settings including type 2 diabetes. In this 
study, we characterized the clinical features of type 2 diabetes patients with increased adiponectin levels and exam-
ined the association between omentin and atherosclerosis in those patients.

Methods: The subjects were 413 patients with type 2 diabetes. Fasting plasma omentin and total adiponectin levels 
were measured by enzyme-linked immunosorbent assay. The intima-media thickness (IMT) of the common carotid 
artery was measured by ultrasonography. The subjects were stratified according to the median value of plasma 
adiponectin.

Results: In high-adiponectin group, omentin levels were higher, while IMT tended to be greater than those in low-
adiponectin group. The high-adiponectin group also exhibited older age, higher systolic blood pressure, lower kidney 
function, body mass index, and insulin resistance index compared to the low-adiponectin group. Multivariate analysis 
revealed that omentin levels were independently and negatively associated with IMT in high-adiponectin group, but 
not in low-adiponectin group, after adjusting for adiponectin levels and traditional cardiovascular risk factors. On the 
other hand, adiponectin levels were not significantly associated with IMT in either group.

Conclusions: Plasma omentin levels are inversely associated with IMT in type 2 diabetes patients with increased adi-
ponectin levels and multiple cardiovascular risk factors. This study suggests a protective role of omentin against athero-
sclerosis in type 2 diabetes patients, which is potentially influenced by adiponectin level and cardiovascular risk status.
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Background
Omentin, also referred as intelectin-1, was first identi-
fied as a galactofuranose-binding lectin [1], and is abun-
dantly expressed in human omental adipose tissue [2]. It 

enhances insulin action in human adipocytes in vitro [2] 
and its circulating levels are decreased in individuals with 
obesity [3, 4] and/or patients with type 2 diabetes (T2D) 
[3, 5, 6]. Omentin also has beneficial effects on cardiovas-
cular system in mice through its actions on endothelial 
cells, smooth muscle cells, macrophages, and cardio-
myocytes [7, 8]. In line with the experimental evidence, 
decreased circulating omentin levels were observed in 
patients with coronary artery disease [9], peripheral 
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artery disease [10], and established carotid atherosclero-
sis [11] compared to those without. An inverse relation-
ship was also observed in recent clinical studies between 
circulating omentin levels and surrogate makers of car-
diovascular risk, including arterial stiffness [6], endothe-
lial dysfunction [12], carotid intima-media thickness 
(IMT) [13, 14], and carotid plaque instability [15]. More 
recently, we reported that plasma omentin levels were 
higher in T2D patients than healthy controls and were 
positively associated with flow-mediated vasodilatation, a 
marker of endothelial function, in high-risk subgroups of 
T2D patients with older age, reduced kidney function, or 
preexisting cardiovascular diseases (CVDs) [16]. Those 
prior studies [6, 9–14], including ours [16], suggest a pro-
tective role of human omentin on atherosclerotic CVDs.

Adiponectin is well-recognized as an anti-inflamma-
tory adipocytokine which exerts beneficial actions on 
metabolic and cardiovascular disorders [8, 17, 18]. Pre-
vious reports consistently demonstrated that circulating 
adiponectin levels were decreased in obesity, T2D, and 
coronary artery disease [8, 17, 18]. However, despite its 
anti-inflammatory and cardioprotective properties in cel-
lular and animal models, a number of prospective human 
studies have indicated a positive, rather than the expected 
negative, association between circulating adiponectin 
levels and all-cause and cardiovascular mortality across 
many clinical conditions including diabetes, CVDs, and 
chronic kidney disease [19, 20]. Regarding subclinical 
atherosclerosis, conflicting results were reported on the 
association between hypoadiponectinemia and sever-
ity of carotid IMT, especially in subjects with metabolic 
disorders or inflammatory diseases [21]. Namely, most 
studies in relatively healthy subjects or subjects with wide 
range of glucose tolerance significantly associated lower 
adiponectin levels with greater IMT, while the majority 
of studies in subjects with T2D alone failed to show a sig-
nificant association between adiponectin and IMT [21]. 
These clinical findings collectively suggest that adiponec-
tin fails to exert its protective effect against atheroscle-
rotic CVDs in individuals with T2D.

Both omentin and adiponectin are among the adi-
pokines with anti-inflammatory and cardioprotective 
effects in experimental models [8]. However, no prior 
study has investigated a direct molecular link between 
omentin and adiponectin. Evidence from clinical studies 
indicates that circulating omentin levels are increased, 
while adiponectin levels are decreased in proinflam-
matory states such as type 1 diabetes, Crohn’s disease, 
and nonalcoholic fatty liver disease [7]. The reciprocal 
regulation observed between omentin and adiponectin 
may point towards a more important role of omentin 
as a regulator of inflammatory process. In addition, our 

recent study showed that omentin, but not adiponectin, 
was positively associated with vascular endothelial func-
tion in high CVD risk subgroups of T2D patients [16], 
suggesting a dominant role of omentin, rather than adi-
ponectin, against endothelial dysfunction in patients at 
high CVD risk status. In the present study, we hypothe-
sized that omentin plays an anti-atherogenic effect, while 
adiponectin levels are increased but lose its effect, against 
atherosclerosis in patients with high-risk status for 
CVDs. To this end, we investigated the clinical features of 
patients with T2D and increased plasma adiponectin lev-
els, and the relationship between plasma omentin levels 
and carotid IMT in those patients.

Methods
Study design and subjects
This was a single-center, cross-sectional study. We con-
secutively enrolled 413 Japanese patients with T2D from 
our inpatients at the Diabetes Center of the Osaka City 
University Hospital who required hospitalization for gly-
cemic control, education, and/or evaluation of diabetic 
complications between January 2009 and July 2014. The 
total sample size was estimated to be at least 360, so that 
as many as 12 explanatory factors could be included in 
a multiple regression analysis model consisting of two 
subgroups. T2D was diagnosed based on the criteria of 
American Diabetes Association [22] and Japan Diabetes 
Society [23]. Patients with type 1 diabetes or other types 
of diabetes were not included in this study. A smoker was 
defined as a current smoker or an ex-smoker. Preexisting 
CVDs, including coronary artery disease, cerebrovascu-
lar disease, or peripheral artery disease, were confirmed 
by medical records.

This study was performed in accordance with the 
Declaration of Helsinki (1975, as revised in 2013) and 
the Ethical Guidelines for Medical and Health Research 
Involving Human Subjects (The Japanese Ministry of 
Health, Labour and Welfare, 2014). The study protocol 
was approved by the ethics committee of the institution 
(Approval No. 3909). All study participants provided 
written informed consent.

Physical and laboratory measurements
Blood pressure was determined using an automatic 
sphygmomanometer (Terumo Co., Ltd., Tokyo, Japan) 
with a conventional cuff after the subjects had rested 
for at least 5  min. Blood was drawn after an overnight 
fast and biochemical parameters were analyzed using 
a standard laboratory method at the Central Clinical 
Laboratory of the Osaka City University Hospital [16]. 
Glycated hemoglobin A1c (HbA1c) was assessed as the 
National Glycohemoglobin Standardization Program 
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equivalent value (NGSP, %) according to the guidelines 
of Japan Diabetes Society [23]. The estimated glomeru-
lar filtration rate (eGFR) was calculated using the Japa-
nese eGFR equation [24]. Immunoreactive insulin levels 
were measured for patients not receiving insulin therapy 
(n = 234) by electro-chemiluminescence immunoassay 
[Cobas 8000(502/602), Roche Diagnostics, K.K., Tokyo, 
Japan]. Homeostasis model assessment of insulin resist-
ance (HOMA-R) was calculated according to the follow-
ing formula: fasting insulin (μU/mL) × fasting glucose 
(mg/dL)/405 [16].

Fasting plasma levels of human omentin-1 (BioVen-
dor, Candler, NC, USA) and human total adiponectin 
(Otsuka, Tokyo, Japan) were measured using an enzyme-
linked immunosorbent assay following the manufactur-
er’s instructions. The intra- and interassay coefficients 
of variation for human omentin were < 5% and < 5%, 
respectively, whereas those of adiponectin were < 10% 
and < 10%, respectively.

Measurements of carotid IMT with ultrasonography
The mean IMT of the common carotid artery (CCA) was 
measured by using a phase-locked echo-tracking system, 
which was equipped with a high-resolution real-time 
13 MHz linear scanner (Prosound SSD 6500 and F75; 
Hitachi Aloka Medical, Ltd., Tokyo, Japan), as previously 
described [25]. The IMT value was determined by using 
a measurement software (Intimascope; Media Cross Co. 
Ltd, Tokyo, Japan), as described elsewhere [25, 26]. In 
brief, images were obtained 20 mm proximal to the ori-
gin of the bulb at the far wall of both CCAs. The average 
value of 416 points in this region and the largest value, 
including plaque lesions, in the CCA were measured sep-
arately. The mean-IMT of the right and left CCA (mean-
IMT) was used as a marker of atherosclerotic change.

Statistical analysis
Data were expressed as the number (%) or median [inter-
quartile]. The subjects were divided into low-adiponec-
tin group and high-adiponectin group according to the 
median value of plasma adiponectin (6.2  μg/mL). For 
comparisons between the groups, the χ2 test or Wilcoxon 
rank-sum test was performed as appropriate. Skewed 
parameters, such as triglycerides, HOMA-R, C-reactive 
protein, adiponectin levels, and omentin levels, were 
logarithmically transformed before regression analysis. 
A p value of < 0.20 was considered significant for interac-
tion, as has been used in previous studies [16, 27], and a 
p-value of < 0.05 was considered significant for all other 
analyses. Statistical analyses were performed using the 
JMP 14 software program (SAS Institute Inc., Cary, NC, 
USA).

Results
Clinical characteristics, plasma omentin levels, and IMT
Clinical characteristics in all subjects and in subgroups of 
plasma adiponectin levels above and below the median 
are shown in Table 1. The median age, body mass index 
(BMI), and duration of diabetes of the total population 
were 65  years, 25.0  kg/m2, and 11  years, respectively. 
As expected, the high-adiponectin group showed lower 
BMI, immunoreactive insulin, HOMA-R, HbA1c, and 
triglycerides, higher high-density lipoprotein (HDL)-cho-
lesterol, and C-reactive protein than the low-adiponectin 
group. Moreover, the high-adiponectin group exhibited 
older age, longer duration of diabetes, higher systolic 
blood pressure, higher serum creatinine, and lower eGFR 
than the low-adiponectin group. With respect to anti-
diabetic agents, high-adiponectin group showed higher 
prevalence of patients receiving thiazolidinediones and 
insulin, and lower one of patients receiving biguanides, 
than low-adiponectin group. No significant difference 
was found in the prevalence of preexisting CVDs, or the 
percentage of users of renin-angiotensin system (RAS) 
inhibitors or statins between the groups.

The medians of plasma omentin levels, plasma adi-
ponectin levels, and mean IMT in the total population 
were 573 ng/mL, 6.2 µg/mL, and 0.81 mm, respectively. 
Plasma omentin levels were higher, while the IMT tended 
to be greater in high-adiponectin group than low-adi-
ponectin group (Table 1, Fig. 1).

Correlations between plasma omentin levels, adiponectin 
levels, and CVD risk factors
We first examined the unadjusted correlations between 
plasma omentin levels, plasma adiponectin levels, and 
CVD risk factors. Plasma omentin levels were posi-
tively correlated with age (ρ = 0.421, p < 0.001), systolic 
blood pressure (ρ = 0.148, p = 0.003), serum creati-
nine (ρ = 0.243, p < 0.001), HDL-cholesterol (ρ = 0.231, 
p < 0.001), and adiponectin (ρ = 0.409, p < 0.001), and 
negatively correlated with BMI (ρ = − 0.318, p < 0.001), 
diastolic blood pressure (ρ = − 0.136, p = 0.006), 
eGFR (ρ = − 0.386, p < 0.001), immunoreactive insu-
lin (ρ = − 0.197, p = 0.002), HOMA-R (ρ = − 0.171, 
p = 0.009), and C-reactive protein (ρ = − 0.234, 
p < 0.001). The associations of plasma adiponectin levels 
with these parameters were similar to those of omentin 
levels (data not shown). Indeed, the correlation between 
omentin levels and adiponectin levels was positive and 
independent of possible confounders (Table  2). Mul-
tivariate analyses also showed that both omentin and 
adiponectin levels were independently associated with 
lower eGFR and higher HDL-cholesterol. In addition, 
unlike adiponectin, omentin levels were independently 
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associated with older age, lower BMI and higher HbA1c 
level in patients with T2D (Table 2).

Multivariate analysis of the factors associated with IMT
To explore the association between plasma omentin 
levels and IMT, multiple regression analysis was per-
formed with adjustment for potential confounders and 
adiponectin levels (Table  3). Neither omentin levels 

nor adiponectin levels were found to be independently 
associated with IMT in the total population. Then, an 
interaction analysis was performed to assess whether adi-
ponectin levels modify the relationship between plasma 
omentin levels and IMT. The interaction analysis revealed 
a potential effect modification by adiponectin levels on 
the relationship between omentin levels and IMT (p for 
interaction = 0.087).

Table 1 Clinical characteristics, plasma omentin levels, and IMT in all subjects and in subgroups of plasma adiponectin 
levels above and below the median

Data are median [interquartile range] or n (%). p-values by χ2-test or Wilcoxon rank-sum test for comparison between the low-adiponectin group and high-
adiponectin group

IMT intima-media thickness, BMI body mass index, GLP-1 glucagon-like peptide-1, RAS renin-angiotensin system, eGFR estimated glomerular filtration rate, HbA1c 
glycated hemoglobin A1c, HOMA-R homeostasis model assessment of insulin resistance, HDL high-density lipoprotein, LDL low-density lipoprotein
a N = 234 for all subjects, n = 140 for low-adiponectin group, and n = 94 for high-adiponectin group not receiving insulin therapy
b N = 247 for all subjects, n = 132 for low-adiponectin group, and n = 115 for high-adiponectin group in whom serum C-reactive protein level was available

All subjects Low-adiponectin  
(< 6.2 μg/mL)

High-adiponectin  
(≥ 6.2 μg/mL)

p

N (male, %) 413 (58.1) 206 (62.0) 207 (54.6) 0.146

Age (year) 65 [57–71] 63 [53–68] 67 [60–73] < 0.001

Duration of diabetes (year) 11 [5–20] 9 [2–17] 15 [7–21] < 0.001

BMI (kg/m2) 25.0 [22.1–27.9] 25.7 [23.1–28.5] 23.9 [21.1–27.1] < 0.001

Systolic blood pressure (mmHg) 128 [116–143] 124 [113–136] 133 [118–148] < 0.001

Diastolic blood pressure (mmHg) 74 [67–81] 74 [67–80] 73 [66–81] 0.760

Cardiovascular diseases (n, %) 86 (20.8) 42 (20.4) 44 (21.3) 0.828

Smoker (n, %) 198 (47.9) 109 (52.9) 89 (43.0) 0.044

Antihyperglycemic agents (n, %)

 None 44 (10.7) 24 (11.7) 20 (9.7) 0.512

 Sulfonylureas 150 (36.3) 74 (35.9) 76 (36.7) 0.867 

 Biguanides 128 (31.0) 83 (40.3) 45 (21.7) < 0.001

 Dipeptidyl peptidase-4 inhibitors 125 (30.3) 63 (30.6) 62 (30.0) 0.889

 Thiazolidinediones 44 (10.7) 10 (4.9) 34 (16.4) < 0.001

 GLP-1 receptor agonists 12 (2.9) 8 (3.9) 4 (1.9) 0.233

 Insulin ± oral hypoglycemic agents 179 (43.3) 66 (32.0) 113 (54.6) < 0.001

RAS inhibitors (n, %) 166 (40.2) 81 (39.4) 85 (41.1) 0.718

Statins (n, %) 176 (42.6) 88 (42.7) 88 (42.5) 0.966

Creatinine (mg/dL) 0.81 [0.66–1.06] 0.80 [0.65–0.96] 0.86 [0.67–1.27] 0.003

eGFR (mL/min/1.73 m2) 66.7 [51.9–78.8] 71.4 [57.7–82.6] 62.1 [42.3–74.6] < 0.001

Fasting glucose (mg/dL) 119 [101–143] 121 [103–143] 117 [98–145] 0.511

HbA1c (%) 8.3 [7.3–9.6] 8.6 [7.5–9.7] 8.1 [7.0–9.6] 0.005

Immunoreactive insulin (μU/mL)a 6.9 [4.6–10.0] 7.7 [5.3–11.2] 5.7 [3.6–8.4] < 0.001

HOMA-Ra 2.03 [1.34–2.97] 2.29 [1.51–3.38] 1.59 [0.98–2.51] < 0.001

Triglycerides (mg/dL) 116 [90–153] 127 [96–168] 108 [80–143] 0.001

Total-cholesterol (mg/dL) 176 [150–206] 170 [145–197] 180 [152–209] 0.037

HDL-cholesterol (mg/dL) 41 [36–50] 38 [34–44] 45 [38–56] < 0.001

Non-HDL-cholesterol (mg/dL) 129 [106–161] 128 [105–162] 132 [106–160] 0.847

LDL-cholesterol (mg/dL) 105 [83–132] 102 [80–131] 110 [86–133] 0.121

C-reactive protein (mg/dL)b 0.07 [0.03–0.18] 0.10 [0.04–0.21] 0.05 [0.03–0.14] 0.010

Plasma adiponectin (μg/mL) 6.2 [3.8–11.0] 3.8 [2.7–4.9] 11.0 [7.9–15.9] < 0.001

Plasma omentin (ng/mL) 573 [450–759] 510 [413–668] 630 [507–832] < 0.001

IMT (mm) 0.81 [0.70–0.93] 0.79 [0.68–0.93] 0.82 [0.73–0.94] 0.064
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Therefore, we examined the association between omen-
tin levels and IMT in low-adiponectin group and high-adi-
ponectin group, separately (Table 3). The subgroup analysis 

revealed that plasma omentin levels were significantly and 
negatively associated with IMT in high-adiponectin group 
(β = − 0.170, p = 0.022), independently of adiponectin lev-
els, sex, smoking habit, medications, and traditional CVD 
risk factors, but not in low-adiponectin group. In contrast 
to omentin levels, adiponectin levels were not significantly 
associated with IMT in either group (Table 3).

Additionally, HOMA-R was not found to be a signifi-
cant determinant of IMT in all subjects, low-adiponectin 
group, or high-adiponectin group in participants not 
receiving insulin therapy (n = 234), although the rela-
tionship between IMT and HOMA-R or omentin levels 
were inconclusive due to insufficient sample size in high 
adiponectin group (Additional file 1: Table S1). We also 
performed a subgroup analysis of HbA1c stratified by the 
median (8.3%) to explore a potential implication of recent 
glycemic control in the link between omentin and IMT. 
The subgroup analysis demonstrated that HbA1c level 
was not associated with IMT in either group of HbA1c, 
and indicated that the relationship between omentin 
and IMT was not modified by HbA1c (p for interac-
tion = 0.297) (Additional file 1: Table S2).

We also assessed the involvement of inflammation in 
IMT in the limited subjects for whom serum C-reactive 
protein levels were available (n = 247). Serum C-reactive 
protein levels were higher in low-adiponectin group than 
in high-adiponectin group (Table 1). Multivariate analy-
sis showed that log [C-reactive protein] was an independ-
ent determinant of IMT in all subjects (Additional file 1: 
Table S3). In a subgroup analysis, log [C-reactive protein] 
was positively associated with IMT in low-adiponectin 
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Fig. 1 Comparison of plasma omentin levels (a) or mean IMT (b) 
between low- and high-adiponectin groups among patients with 
type 2 diabetes. Horizontal bars represent the 10th, 25th, 50th, 75th, 
and 90th percentile levels. p-values by Wilcoxon rank-sum test

Table 2 Correlations between  plasma omentin levels 
or adiponectin levels and CVD risk factors

β, standard coefficient by multiple regression analysis. R2, coefficient of 
determination. Abbreviations are as in Table 1

Omentin Adiponectin

β p β p

Age 0.182 < 0.001 0.059 0.272

Sex (male = 1, 
female = 0)

− 0.067 0.111 − 0.003 0.946

BMI − 0.168 < 0.001 − 0.007 0.888

Systolic blood pres-
sure

0.039 0.372 0.108 0.015

eGFR − 0.185 < 0.001 − 0.182 < 0.001

HbA1c 0.141 0.001 − 0.031 0.480

Log [triglycerides] 0.066 0.191 − 0.166 0.001

HDL-cholesterol 0.141 0.005 0.228 < 0.001

LDL-cholesterol − 0.058 0.204 0.192 < 0.001

Log [adiponectin] 0.248 < 0.001 – –

Log [omentin] – – 0.252 < 0.001

R2 (p) 0.353 (< 0.001) 0.342 (< 0.001)
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group, however, the association was not found in high-
adiponectin group in which omentin level was inversely 
associated with IMT.

Discussion
In the present study, we investigated the clinical fea-
tures of T2D patients showing increased plasma adi-
ponectin levels and the relationship between plasma 
omentin levels and carotid IMT in those patients. Our 
results demonstrated that the high-adiponectin group 
had increased omentin levels, multiple CVD risk fac-
tors, and non-significantly greater IMT, as compared to 
the low-adiponectin group of T2D patients. Moreover, in 
the high-adiponectin group, plasma omentin levels were 
found to be inversely associated with IMT, independently 
of adiponectin levels and traditional CVD risk factors, 
but not in the low-adiponectin group. To our knowl-
edge, this study is the first to demonstrate the association 
between omentin and IMT which is modified by adi-
ponectin level in patients with T2D.

This study first demonstrated that T2D patients with 
higher adiponectin levels (6.2  μg/mL or greater) had 
older age, higher systolic blood pressure, lower eGFR, 
as well as lower BMI, HbA1c, insulin resistance indi-
ces, and C-reactive protein, than those with lower adi-
ponectin levels. The finding indicates the presence of 
multiple CVD risk factors in high-adiponectin group of 
T2D patients. A clustering of CVD risk factors in high-
adiponectin group was not unexpected because previous 
studies have consistently associated higher adiponectin 
levels with older age [28] and chronic kidney disease [29]. 
Higher systolic blood pressure may also be explained by 
older age and lower eGFR in high-adiponectin group 

than in low-adiponectin group. Although inverse associa-
tion between adiponectin and blood pressure is evidently 
shown in the general population [30], the adiponectin 
levels in hypertensive patients could be elevated depend-
ing on kidney function, as previously reported [31].

In addition to the clustering of CVD risk factors, 
carotid IMT tended to be greater in high-adiponectin 
group than low-adiponectin group. The finding con-
tradicts the anti-atherogenic and anti-inflammatory 
properties of adiponectin [8]. However, recent cross-sec-
tional studies have indicated that an inverse association 
between adiponectin level and IMT was significant only 
in healthy subjects or the general population, but not 
in patients with chronic disorders such as diabetes and 
inflammatory diseases [21]. Moreover, recent prospective 
studies suggest a positive, rather than the expected nega-
tive, relationship between adiponectin levels and cardio-
vascular and all-cause mortality in many clinical settings 
including type 2 diabetes [19, 20]. Several explanations 
have been proposed for the paradoxical relationship 
between adiponectin and mortality, including inflamma-
tion, weight loss, and the confounding role of natriuretic 
peptides [19, 20]. The inverse relationship between BMI 
and IMT only in high-adiponectin group (Table 3), which 
is contrary to what is generally shown in obese or pre-
diabetic population [32], could also be understood in the 
context of paradoxical relationship between increased 
adiponectin levels and advanced atherosclerotic CVDs 
[19, 20]. Because plasma adiponectin level was not an 
independent determinant of IMT (Table 3), our data indi-
cate that some factors related to older age and reduced 
BMI, rather than adiponectin itself, are implicated in the 
advanced atherosclerosis in high-adiponectin group.

Table 3 Multiple regression analysis for the determinants of IMT

β, standard coefficient by multiple regression analysis. R2, coefficient of determination. Abbreviations are as in Table 1

All subjects Low-adiponectin High-adiponectin

β p β p β p

Age 0.401 < 0.001 0.388 < 0.001 0.397 < 0.001

Sex (male = 1, female = 0) 0.063 0.217 0.099 0.163 0.010 0.898

BMI − 0.133 0.010 − 0.048 0.514 − 0.214 0.003

Systolic blood pressure 0.121 0.015 0.104 0.121 0.147 0.046

eGFR 0.014 0.803 0.062 0.437 − 0.009 0.912

HbA1c 0.008 0.869 0.010 0.881 0.011 0.877

Non-HDL-cholesterol 0.093 0.060 0.152 0.032 0.055 0.439

Smoker (yes = 1, no = 0) 0.042 0.401 0.021 0.755 0.070 0.364

RAS inhibitor (yes = 1, no = 0) − 0.016 0.719 − 0.023 0.734 − 0.008 0.909

Statin (yes = 1, no = 0) − 0.025 0.592 0.051 0.454 − 0.091 0.171

Log [adiponectin] − 0.015 0.761 0.035 0.614 0.008 0.902

Log [omentin] − 0.055 0.313 0.067 0.379 − 0.170 0.022

R2 (p) 0.210 (< 0.001) 0.212 (< 0.001) 0.243 (< 0.001)
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This study clearly demonstrated an inverse relation-
ship between omentin and IMT in T2D patients show-
ing increased plasma adiponectin levels and multiple 
CVD risk factors. The inverse association between omen-
tin and IMT is in line with clinical [6, 10, 11, 13–15] 
and experimental [33–35] studies reported previously. 
A number of studies demonstrated that omentin levels 
were inversely associated with carotid atherosclerosis, as 
evaluated by IMT [13, 14], carotid stenosis [11], plaque 
presence [6], or plaque instability [15], in non-diabetic 
population [11, 13–15] and in patients with T2D [6]. 
Experimental studies also consistently indicated a protec-
tive effect of omentin on atherosclerosis in mice [33–35] 
through attenuating inflammatory macrophages [33, 35] 
and migration/proliferation of smooth muscle cells [34, 
35]. Because no prior study has assessed the relationship 
between omentin and atherosclerosis by using IMT only 
in T2D patients, this study provides additional evidence 
supporting an anti-atherogenic effect of omentin on ath-
erosclerosis in humans.

It should be mentioned that plasma omentin levels 
were higher in T2D patients with higher adiponectin 
levels. Because omentin levels are known to be inversely 
correlated to parameters of obesity and the metabolic 
syndrome [4, 13, 36, 37], plasma omentin levels could 
be elevated in association with lower BMI, lower insulin 
resistance index, and higher HDL-cholesterol levels in 
high-adiponectin group of our T2D patients. The higher 
omentin levels could also be related to older age and 
lower eGFR in high-adiponectin group because circulat-
ing omentin levels are known to be elevated in patients 
with advanced chronic kidney disease [38]. Indeed, in the 
multivariate analysis (Table 2), lower BMI, higher HDL-
cholesterol, older age, and lower eGFR were independent 
determinants of plasma omentin levels. Moreover, our 
data clearly showed, for the first time to our knowledge, 
a positive association between omentin and adiponec-
tin levels which is independent of potential confound-
ers. The data may raise a possibility that adiponectin 
directly upregulates omentin levels in humans. However, 
no experimental evidence has not been available on the 
molecular mechanism through which adiponectin regu-
lates omentin production or secretion in human adipose 
tissue, which needs to be investigated in future studies.

This study demonstrated for the first time that the rela-
tionship between omentin levels and IMT varies depend-
ing on plasma adiponectin levels. An inverse association 
between omentin and IMT was found in high-adiponec-
tin group but not in low-adiponectin group. As discussed 
above, omentin levels were increased in association with 
several CVD risk factors and possibly with increased adi-
ponectin levels in high-adiponectin group. While stud-
ies in individuals without CVDs indicated an inverse 

relationship between omentin and subclinical atheroscle-
rosis [6, 11, 13, 14], studies in patients with established 
CVDs demonstrated that higher omentin levels were 
cross-sectionally associated with the severity of coronary 
artery disease [35, 39] and were longitudinally associated 
with adverse CVD outcome [40, 41]. Increased plasma 
omentin levels were also demonstrated after acute car-
diac ischemia in patients undergoing cardiac surgery 
[42]. Importantly, in patients with coronary artery dis-
ease and ≥ 90% coronary occlusion, plasma omentin 
levels were not only increased with the disease severity, 
but also were independently associated with better col-
lateral circulation, or better endothelial function [39]. 
Besides, we recently found that plasma omentin levels 
were increased and independently associated with bet-
ter endothelial function in high CVD risk subgroups 
of patients with T2D, but not in low-risk patients [16]. 
Taken together, our data suggest that omentin levels are 
increased to compensate for vascular damage and/or 
atherogenesis due to accumulation of CVD risk factors in 
T2D patients with increased adiponectin levels.

Because both omentin and adiponectin are considered 
to be the adipokines which exert protective action against 
atherosclerosis [8], it is noteworthy that only omen-
tin, but not adiponectin, showed a significant inverse 
association with atherosclerosis. It is evidently known 
that hyperglycemic status, or diabetes, affects the pro-
inflammatory/oxidative properties and the pro-throm-
botic properties in the arterial plaque lesion [43–45]. 
Evidence from experimental studies has established the 
anti-inflammatory, anti-oxidative, and anti-thrombotic 
properties of adiponectin [8]. However, recent meta-anal-
yses have indicated that a direction of the relationship 
between circulating adiponectin level and IMT or carotid 
plaque presence is dependent on the severity of underly-
ing disease, while increased adiponectin levels are asso-
ciated with an increased risk of ischemic stroke [21, 46]. 
These reports could associate increased adiponectin lev-
els with carotid plaque instability. A recent human study 
also demonstrated an overall abundance of adiponectin 
with a decreased adiponectin receptor 2 expression and 
activity in unstable plaques in patients which underwent 
a carotid endarterectomy [47], suggesting a failure of adi-
ponectin action in unstable carotid plaque. Our results 
are in accordance with previous reports [21, 46] including 
ours [25] that failed to associate adiponectin levels with 
carotid IMT in patients with T2D and suggested a loss of 
anti-atherogenic effect of adiponectin in T2D. In contrast 
to adiponectin, the anti-atherogenic effect of omentin 
was evidently shown in our T2D patients even with ele-
vated CVD risk. While both adipokines were correlated 
with lower eGFR, omentin levels, but not adiponectin 
levels, were also independently associated with older age 
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and higher HbA1c levels (Table  2). Taken together, we 
speculate that omentin levels were upregulated by CVD 
risk factors, such as aging, renal dysfunction, and chronic 
hyperglycemia, more potently than adiponectin to play a 
role against atherosclerosis in patients with T2D.

It needs to be mentioned that insulin resistance [48] 
and/or hyperglycemic status [49] could also affect IMT 
in patients with T2D. Our data do not exclude the possi-
ble involvement of HOMA-R in the link between omen-
tin and IMT, because the sample size was not enough 
in the high-adiponectin group. In our results, HbA1c 
levels were lower in high-adiponectin group than low-
adiponectin group, suggesting that hyperglycemia is not 
involved in the advanced atherosclerosis in high-adi-
ponectin group. Moreover, results from the subgroup 
analysis by HbA1c level suggest that glycemic control 
does not affect the relationship between omentin and 
IMT in T2D patients. Taken together with the results of 
Table 3, it is suggested that some factors related to older 
age and/or lower BMI, rather than hyperglycemia over 
the last few months, are implicated in the advanced ath-
erosclerosis in high-adiponectin group.

A potential implication of inflammation in IMT in 
patients with T2D [32, 43] also needs to be considered. 
The additional data for the limited subjects suggest 
that inflammation as assessed by C-reactive protein is 
involved in atherosclerosis in low-adiponectin group, 
but not in high-adiponectin group (Additional file  1: 
Table S3). Considering that omentin levels were inversely 
associated with IMT in high-adiponectin group, as was 
observed in the full sample, it is speculated that increased 
omentin level in high-adiponectin group plays a role 
against atherosclerosis through its anti-inflammatory 
effect.

With respect to the anti-atherogenic effect of anti-
diabetic agents, 33.2% of the participants were receiving 
incretin-related drugs, i.e. dipeptidyl peptidase-4 inhibi-
tors or glucagon-like peptide-1 receptor agonists, which 
were recently shown to have beneficial effects on CVD 
outcomes [50, 51] and on the progression of carotid IMT 
[52] in patients with T2D. We found that the IMT was 
lower in users of these drugs than in non-users (median 
IMT, 0.78 vs. 0.83  mm, p = 0.015). However, the use of 
incretin-related drugs was not an independent determi-
nant of IMT after adjustment for potential confounders 
(β = − 0.078, p = 0.094). Because this study was not pri-
marily designed to evaluate the effect of these drugs on 
IMT, our data never exclude the possible effect of incre-
tin-related drugs on IMT in our study participants.

This study has several limitations. First, neither adi-
pokines other than adiponectin nor proinflammatory 
cytokines were evaluated, with which the effect of omen-
tin on atherosclerosis would have been characterized 

better than with adiponectin alone. Second, because over 
40% of the participants were receiving insulin therapy, 
we could not fully assess the possible effect of HOMA-
R on IMT. Third, this study did not utilize atherectomy 
specimens, with which we could apply histological and/
or molecular approaches. Forth, we did not measure 
waist circumference or visceral fat area using computed 
tomography, which would be more closely correlated 
with adiponectin levels than BMI and could affect the 
results obtained. Fifth, the participants were receiving 
RAS inhibitors, statins, and/or anti-hyperglycemic agents 
including which could have affected omentin levels, adi-
ponectin levels, IMT, and/or CVD risk factors. To mini-
mize the effect of at least RAS inhibitors and statins on 
IMT, use of these drugs was adjusted for in multivariate 
analyses. Sixth, the main outcome of this study was IMT, 
which was shown to have limited value for predicting 
CVD outcomes [53] and is not recommended for assess-
ing CVD risk in recent guideline [54]. Finally, because 
of the consecutive manner of subject inclusion in the 
university hospital, our participants with T2D had long 
disease duration, poor glycemic control, and high preva-
lence of macrovascular complications. Thus, the present 
results may not be generalized to the entire population of 
patients with T2D.

Conclusions
This study demonstrated that plasma omentin levels 
are independently and inversely associated with IMT 
in patients with T2D and increased adiponectin lev-
els, who have multiple CVD risk factors. Our data sug-
gest a protective role of omentin on atherosclerosis in 
patients with T2D and increased adiponectin levels, 
who have characteristics of high CVD risk. This study 
further suggests that the effect of omentin on athero-
sclerosis is modified by circulating adiponectin levels. 
Further experimental studies are needed to determine 
a direct interaction between omentin and adiponectin 
in the context of atherosclerosis in T2D. Longitudinal 
studies are also warranted to confirm whether plasma 
omentin levels are predictive of the progression of ath-
erosclerosis in T2D patients with increased plasma adi-
ponectin levels, e.g., non-obese older adults or those 
with chronic kidney disease.

Supplementary information
Supplementary information accompanies this paper at https ://doi.
org/10.1186/s1293 3-019-0973-3.

Additional file 1. Additional tables.

https://doi.org/10.1186/s12933-019-0973-3
https://doi.org/10.1186/s12933-019-0973-3


Page 9 of 10Nishimura et al. Cardiovasc Diabetol          (2019) 18:167 

Abbreviations
T2D: type 2 diabetes; IMT: intima-media thickness; CVD: cardiovascular 
disease; HbA1c: glycated hemoglobin A1c; NGSP: National Glycohemoglobin 
Standardization Program; eGFR: estimated glomerular filtration rate; HOMA-R: 
homeostasis model assessment of insulin resistance; CCA : common carotid 
artery; BMI: body mass index; HDL: high-density lipoprotein; LDL: low-density 
lipoprotein; RAS: renin-angiotensin system; GLP: glucagon-like peptide.

Acknowledgements
The authors acknowledge the technical assistance of Dr. Mariko Asada and Ms. 
Masayo Sasagawa of the research laboratory of the Department of Metabo-
lism, Endocrinology, and Molecular Medicine, Osaka City University Graduate 
School of Medicine.

Authors’ contributions
MN, TM, and ME conceived the study, participated in its design and coordina-
tion, and helped in the drafting of the manuscript. MN and TM performed the 
statistical analyses. MN, MH, YK, and YY enrolled the patients and performed 
the ultrasonography. MK, KM, SF, AS, TS, and MI contributed to the discussion 
and were involved in drafting and revising the manuscript. All authors read 
and approved the final manuscript.

Funding
This study was supported by a Grant-in-Aid for Scientific Research (No. 
20591068) from the Japan Society for the Promotion of Science (to ME and 
KMor), Novartis Pharma Research Grants 2017 (to TM) and Takeda Pharma-
ceutical Co., Ltd. (to TM) (Grant No. TKDS20180423012). Any founders had no 
involvement in study design, collection, analysis and interpretation of data, 
writing the report, and the decision to submit the article for publication.

Availability of data and materials
The datasets used and analyzed during the current study are available from 
the corresponding author on reasonable request.

Ethics approval and consent to participate
The study protocol was approved by the ethics committee of the institution 
(Approval No. 3909). All study participants provided written informed consent.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details
1 Department of Metabolism, Endocrinology and Molecular Medicine, Osaka 
City University Graduate School of Medicine, 1-4-3, Asahi-machi, Abeno-ku, 
Osaka 545-8585, Japan. 2 Department of Nephrology, Osaka City University 
Graduate School of Medicine, 1-4-3, Asahi-machi, Abeno-ku, Osaka 545-8585, 
Japan. 3 Department of Premier Preventive Medicine, Osaka City University 
Graduate School of Medicine, 1-4-3, Asahi-machi, Abeno-ku, Osaka 545-8585, 
Japan. 4 Department of Vascular Medicine, Osaka City University Graduate 
School of Medicine, 1-4-3, Asahi-machi, Abeno-ku, Osaka 545-8585, Japan. 
5 Vascular Science Center for Translational Research, Osaka City University 
Graduate School of Medicine, 1-4-3, Asahi-machi, Abeno-ku, Osaka 545-8585, 
Japan. 

Received: 20 September 2019   Accepted: 29 November 2019

References
 1. Tsuji S, Uehori J, Matsumoto M, Suzuki Y, Matsuhisa A, Toyoshima K, Seya 

T. Human intelectin is a novel soluble lectin that recognizes galacto-
furanose in carbohydrate chains of bacterial cell wall. J Biol Chem. 
2001;276:23456–63.

 2. Yang RZ, Lee MJ, Hu H, Pray J, Wu HB, Hansen BC, Shuldiner AR, Fried 
SK, McLenithan JC, Gong DW. Identification of omentin as a novel 

depot-specific adipokine in human adipose tissue: possible role in modu-
lating insulin action. Am J Physiol Endocrinol Metab. 2006;290:E1253–61.

 3. Pan HY, Guo L, Li Q. Changes of serum omentin-1 levels in normal 
subjects and in patients with impaired glucose regulation and with 
newly diagnosed and untreated type 2 diabetes. Diabetes Res Clin Pract. 
2010;88:29–33.

 4. de Souza Batista CM, Yang RZ, Lee MJ, Glynn NM, Yu DZ, Pray J, Ndubuizu 
K, Patil S, Schwartz A, Kligman M, et al. Omentin plasma levels and gene 
expression are decreased in obesity. Diabetes. 2007;56:1655–61.

 5. Yan P, Liu D, Long M, Ren Y, Pang J, Li R. Changes of serum omentin levels 
and relationship between omentin and adiponectin concentrations in 
type 2 diabetes mellitus. Exp Clin Endocrinol Diabetes. 2011;119:257–63.

 6. Yoo HJ, Hwang SY, Hong HC, Choi HY, Yang SJ, Seo JA, Kim SG, Kim NH, 
Choi KM, Choi DS, et al. Association of circulating omentin-1 level with 
arterial stiffness and carotid plaque in type 2 diabetes. Cardiovasc Diabe-
tol. 2011;10:103.

 7. Tan BK, Adya R, Randeva HS. Omentin: a novel link between inflam-
mation, diabesity, and cardiovascular disease. Trends Cardiovasc Med. 
2010;20:143–8.

 8. Ouchi N. Adipocytokines in Cardiovascular and Metabolic Diseases. J 
Atheroscler Thromb. 2016;23:645–54.

 9. Shibata R, Ouchi N, Kikuchi R, Takahashi R, Takeshita K, Kataoka Y, Ohashi 
K, Ikeda N, Kihara S, Murohara T. Circulating omentin is associated with 
coronary artery disease in men. Atherosclerosis. 2011;219:811–4.

 10. Biscetti F, Nardella E, Bonadia N, Angelini F, Pitocco D, Santoliquido A, 
Filipponi M, Landolfi R, Flex A. Association between plasma omentin-1 
levels in type 2 diabetic patients and peripheral artery disease. Cardiovasc 
Diabetol. 2019;18:74.

 11. Kadoglou NP, Lambadiari V, Gastounioti A, Gkekas C, Giannakopoulos TG, 
Koulia K, Maratou E, Alepaki M, Kakisis J, Karakitsos P, et al. The relation-
ship of novel adipokines, RBP4 and omentin-1, with carotid atherosclero-
sis severity and vulnerability. Atherosclerosis. 2014;235:606–12.

 12. Moreno-Navarrete JM, Ortega F, Castro A, Sabater M, Ricart W, Fernandez-
Real JM. Circulating omentin as a novel biomarker of endothelial dysfunc-
tion. Obesity (Silver Spring). 2011;19:1552–9.

 13. Liu R, Wang X, Bu P. Omentin-1 is associated with carotid atheroscle-
rosis in patients with metabolic syndrome. Diabetes Res Clin Pract. 
2011;93:21–5.

 14. Shibata R, Takahashi R, Kataoka Y, Ohashi K, Ikeda N, Kihara S, Murohara 
T, Ouchi N. Association of a fat-derived plasma protein omentin with 
carotid artery intima-media thickness in apparently healthy men. Hyper-
tens Res. 2011;34:1309–12.

 15. Xu T, Zuo P, Cao L, Gao Z, Ke K. Omentin-1 is associated with carotid 
plaque instability among ischemic stroke patients. J Atheroscler Thromb. 
2018;25:505–11.

 16. Hayashi M, Morioka T, Hatamori M, Kakutani Y, Yamazaki Y, Kurajoh M, 
Motoyama K, Mori K, Fukumoto S, Shioi A, et al. Plasma omentin levels 
are associated with vascular endothelial function in patients with type 
2 diabetes at elevated cardiovascular risk. Diabetes Res Clin Pract. 
2019;148:160–8.

 17. Gateva A, Assyov Y, Tsakova A, Kamenov Z. Classical (adiponectin, 
leptin, resistin) and new (chemerin, vaspin, omentin) adipocytokines in 
patients with prediabetes. Horm Mol Biol Clin Investig. 2018. https ://doi.
org/10.1515/hmbci -2017-0031.

 18. Kubota M, Yoneda M, Maeda N, Ohno H, Oki K, Funahashi T, Shimomura 
I, Hattori N. Westernization of lifestyle affects quantitative and qualitative 
changes in adiponectin. Cardiovasc Diabetol. 2017;16:83.

 19. Kizer JR. Adiponectin, cardiovascular disease, and mortality: parsing 
the dual prognostic implications of a complex adipokine. Metabolism. 
2014;63:1079–83.

 20. Menzaghi C, Trischitta V. The adiponectin paradox for all-cause and cardio-
vascular mortality. Diabetes. 2018;67:12–22.

 21. Gasbarrino K, Gorgui J, Nauche B, Cote R, Daskalopoulou SS. Circulating 
adiponectin and carotid intima-media thickness: A systematic review and 
meta-analysis. Metabolism. 2016;65:968–86.

 22. American Diabetes Association. Standards of medical care in diabetes–2014. 
Diabetes Care. 2014;37(Suppl 1):S14–80.

 23. Committee of the Japan Diabetes Society on the Diagnostic Criteria of 
Diabetes Mellitus, Seino Y, Nanjo K, Tajima N, Kadowaki T, Kashiwagi A, 
Araki E, Ito C, Inagaki N, Iwamoto Y, et al. Report of the committee on the 

https://doi.org/10.1515/hmbci-2017-0031
https://doi.org/10.1515/hmbci-2017-0031


Page 10 of 10Nishimura et al. Cardiovasc Diabetol          (2019) 18:167 

classification and diagnostic criteria of diabetes mellitus. J Diabetes Investig. 
2010;1:212–28.

 24. Matsuo S, Imai E, Horio M, Yasuda Y, Tomita K, Nitta K, Yamagata K, Tomino 
Y, Yokoyama H, Hishida A, et al. Revised equations for estimated GFR from 
serum creatinine in Japan. Am J Kidney Dis. 2009;53:982–92.

 25. Asada M, Morioka T, Yamazaki Y, Kakutani Y, Kawarabayashi R, Motoyama K, 
Mori K, Fukumoto S, Shioi A, Shoji T, et al. Plasma C1q/TNF-related protein-9 
levels are associated with atherosclerosis in patients with type 2 diabetes 
without renal dysfunction. J Diabetes Res. 2016;2016:8624313.

 26. Yanase T, Nasu S, Mukuta Y, Shimizu Y, Nishihara T, Okabe T, Nomura M, 
Inoguchi T, Nawata H. Evaluation of a new carotid intima-media thickness 
measurement by B-mode ultrasonography using an innovative measure-
ment software, intimascope. Am J Hypertens. 2006;19:1206–12.

 27. Ramos LF, Shintani A, Ikizler TA, Himmelfarb J. Oxidative stress and inflam-
mation are associated with adiposity in moderate to severe CKD. J Am Soc 
Nephrol. 2008;19:593–9.

 28. Kizer JR, Arnold AM, Strotmeyer ES, Ives DG, Cushman M, Ding J, Kritchevsky 
SB, Chaves PH, Hirsch CH, Newman AB. Change in circulating adiponectin 
in advanced old age: determinants and impact on physical function and 
mortality The Cardiovascular Health Study All Stars Study. J Gerontol A Biol 
Sci Med Sci. 2010;65:1208–14.

 29. Heidari M, Nasri P, Nasri H. Adiponectin and chronic kidney disease; a review 
on recent findings. J Nephropharmacol. 2015;4:63–8.

 30. Baden MY, Yamada Y, Takahi Y, Obata Y, Saisho K, Tamba S, Yamamoto 
K, Umeda M, Furubayashi A, Tsukamoto Y, et al. Association of adi-
ponectin with blood pressure in healthy people. Clin Endocrinol (Oxf ). 
2013;78:226–31.

 31. Mallamaci F, Zoccali C, Cuzzola F, Tripepi G, Cutrupi S, Parlongo S, Tanaka S, 
Ouchi N, Kihara S, Funahashi T, et al. Adiponectin in essential hypertension. J 
Nephrol. 2002;15:507–11.

 32. Sardu C, Pieretti G, D’Onofrio N, Ciccarelli F, Paolisso P, Passavanti MB, Marfella 
R, Cioffi M, Mone P, Dalise AM, et al. Inflammatory cytokines and SIRT1 levels 
in subcutaneous abdominal fat: relationship with cardiac performance in 
overweight pre-diabetics patients. Front Physiol. 2018;9:1030.

 33. Hiramatsu-Ito M, Shibata R, Ohashi K, Uemura Y, Kanemura N, Kambara T, 
Enomoto T, Yuasa D, Matsuo K, Ito M, et al. Omentin attenuates atheroscle-
rotic lesion formation in apolipoprotein E-deficient mice. Cardiovasc Res. 
2016;110:107–17.

 34. Uemura Y, Shibata R, Kanemura N, Ohashi K, Kambara T, Hiramatsu-Ito M, 
Enomoto T, Yuasa D, Joki Y, Matsuo K, et al. Adipose-derived protein omentin 
prevents neointimal formation after arterial injury. FASEB J. 2015;29:141–51.

 35. Watanabe K, Watanabe R, Konii H, Shirai R, Sato K, Matsuyama TA, Ishibashi-
Ueda H, Koba S, Kobayashi Y, Hirano T, et al. Counteractive effects of omen-
tin-1 against atherogenesis. Cardiovasc Res. 2016;110:118–28.

 36. Herder C, Ouwens DM, Carstensen M, Kowall B, Huth C, Meisinger C, Rath-
mann W, Roden M, Thorand B. Adiponectin may mediate the association 
between omentin, circulating lipids and insulin sensitivity: results from the 
KORA F4 study. Eur J Endocrinol. 2015;172:423–32.

 37. Shibata R, Ouchi N, Takahashi R, Terakura Y, Ohashi K, Ikeda N, Higuchi A, 
Terasaki H, Kihara S, Murohara T. Omentin as a novel biomarker of metabolic 
risk factors. Diabetol Metab Syndr. 2012;4:37.

 38. Tekce H, Tekce BK, Aktas G, Alcelik A, Sengul E. Serum omentin-1 levels in 
diabetic and nondiabetic patients with chronic kidney disease. Exp Clin 
Endocrinol Diabetes. 2014;122:451–6.

 39. Zhou JP, Tong XY, Zhu LP, Luo JM, Luo Y, Bai YP, Li CC, Zhang GG. Plasma 
Omentin-1 Level as a Predictor of Good Coronary Collateral Circulation. J 
Atheroscler Thromb. 2017;24:940–8.

 40. Menzel J, di Giuseppe R, Biemann R, Wittenbecher C, Aleksandrova K, 
Pischon T, Fritsche A, Schulze MB, Boeing H, Isermann B, et al. Omentin-1 
and risk of myocardial infarction and stroke: results from the EPIC-Potsdam 
cohort study. Atherosclerosis. 2016;251:415–21.

 41. Saely CH, Leiherer A, Muendlein A, Vonbank A, Rein P, Geiger K, Malin C, 
Drexel H. High plasma omentin predicts cardiovascular events indepen-
dently from the presence and extent of angiographically determined 
atherosclerosis. Atherosclerosis. 2016;244:38–43.

 42. Saddic LA, Nicoloro SM, Gupta OT, Czech MP, Gorham J, Shernan SK, Sei-
dman CE, Seidman JG, Aranki SF, Body SC, et al. Joint analysis of left ventricu-
lar expression and circulating plasma levels of Omentin after myocardial 
ischemia. Cardiovasc Diabetol. 2017;16:87.

 43. Balestrieri ML, Rizzo MR, Barbieri M, Paolisso P, D’Onofrio N, Giovane A, 
Siniscalchi M, Minicucci F, Sardu C, D’Andrea D, et al. Sirtuin 6 expression and 
inflammatory activity in diabetic atherosclerotic plaques: effects of incretin 
treatment. Diabetes. 2015;64:1395–406.

 44. Sardu C, Barbieri M, Balestrieri ML, Siniscalchi M, Paolisso P, Calabro P, 
Minicucci F, Signoriello G, Portoghese M, Mone P, et al. Thrombus aspiration 
in hyperglycemic ST-elevation myocardial infarction (STEMI) patients: clinical 
outcomes at 1-year follow-up. Cardiovasc Diabetol. 2018;17:152.

 45. Sardu C, D’Onofrio N, Mauro C, Balestrieri ML, Marfella R. Thrombus aspira-
tion in hyperglycemic patients with high inflammation levels in coronary 
thrombus. J Am Coll Cardiol. 2019;73:530–1.

 46. Gorgui J, Gasbarrino K, Georgakis MK, Karalexi MA, Nauche B, Petridou 
ET, Daskalopoulou SS. Circulating adiponectin levels in relation to carotid 
atherosclerotic plaque presence, ischemic stroke risk, and mortality: a 
systematic review and meta-analyses. Metabolism. 2017;69:51–66.

 47. Gasbarrino K, Zheng H, Hafiane A, Veinot JP, Lai C, Daskalopoulou SS. 
Decreased adiponectin-mediated signaling through the adipor2 pathway is 
associated with carotid plaque instability. Stroke. 2017;48:915–24.

 48. Sasso FC, Pafundi PC, Marfella R, Calabro P, Piscione F, Furbatto F, Esposito G, 
Galiero R, Gragnano F, Rinaldi L, et al. Adiponectin and insulin resistance are 
related to restenosis and overall new PCI in subjects with normal glucose 
tolerance: the prospective AIRE Study. Cardiovasc Diabetol. 2019;18:24.

 49. Marfella R, Rizzo MR, Siniscalchi M, Paolisso P, Barbieri M, Sardu C, Savinelli A, 
Angelico N, Del Gaudio S, Esposito N, et al. Peri-procedural tight glycemic 
control during early percutaneous coronary intervention up-regulates 
endothelial progenitor cell level and differentiation during acute ST-
elevation myocardial infarction: effects on myocardial salvage. Int J Cardiol. 
2013;168:3954–62.

 50. Marfella R, Sardu C, Balestrieri ML, Siniscalchi M, Minicucci F, Signoriello G, 
Calabro P, Mauro C, Pieretti G, Coppola A, et al. Effects of incretin treatment 
on cardiovascular outcomes in diabetic STEMI-patients with culprit obstruc-
tive and multivessel non obstructive-coronary-stenosis. Diabetol Metab 
Syndr. 2018;10:1.

 51. Marfella R, Sardu C, Calabro P, Siniscalchi M, Minicucci F, Signoriello G, Bal-
estrieri ML, Mauro C, Rizzo MR, Paolisso G, et al. Non-ST-elevation myocardial 
infarction outcomes in patients with type 2 diabetes with non-obstructive 
coronary artery stenosis: effects of incretin treatment. Diabetes Obes Metab. 
2018;20:723–9.

 52. Mita T, Katakami N, Yoshii H, Onuma T, Kaneto H, Osonoi T, Shiraiwa T, Kosugi 
K, Umayahara Y, Yamamoto T, et al. Alogliptin, a dipeptidyl peptidase 4 
inhibitor, prevents the progression of carotid atherosclerosis in patients with 
type 2 diabetes: the study of preventive effects of alogliptin on diabetic 
atherosclerosis (SPEAD-A). Diabetes Care. 2016;39:139–48.

 53. Den Ruijter HM, Peters SA, Anderson TJ, Britton AR, Dekker JM, Eijkemans 
MJ, Engstrom G, Evans GW, de Graaf J, Grobbee DE, et al. Common carotid 
intima-media thickness measurements in cardiovascular risk prediction: a 
meta-analysis. JAMA. 2012;308:796–803.

 54. Knuuti J, Wijns W, Saraste A, Capodanno D, Barbato E, Funck-Brentano 
C, Prescott E, Storey RF, Deaton C, Cuisset T, et al. ESC Guidelines for the diag-
nosis and management of chronic coronary syndromes. Eur Heart J. 2019. 
https ://doi.org/10.1093/eurhe artj/ehz42 5.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

https://doi.org/10.1093/eurheartj/ehz425

	Plasma omentin levels are inversely associated with atherosclerosis in type 2 diabetes patients with increased plasma adiponectin levels: a cross-sectional study
	Abstract 
	Background: 
	Methods: 
	Results: 
	Conclusions: 

	Background
	Methods
	Study design and subjects
	Physical and laboratory measurements
	Measurements of carotid IMT with ultrasonography
	Statistical analysis

	Results
	Clinical characteristics, plasma omentin levels, and IMT
	Correlations between plasma omentin levels, adiponectin levels, and CVD risk factors
	Multivariate analysis of the factors associated with IMT

	Discussion
	Conclusions
	Acknowledgements
	References




