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Abstract
Introduction: Inflammation contributes to cardiovascular disease and is exacerbated with
increased adiposity, particularly omental adiposity; however, the role of epicardial fat is poorly
understood.

Methods: For these studies the expression of inflammatory markers was assessed in epicardial fat
biopsies from coronary artery bypass grafting (CABG) patients using quantitative RT-PCR. Further,
the effects of chronic medications, including statins, as well as peri-operative glucose, insulin and
potassium infusion, on gene expression were also assessed. Circulating resistin, CRP, adiponectin
and leptin levels were determined to assess inflammation.

Results: The expression of adiponectin, resistin and other adipocytokine mRNAs were
comparable to that in omental fat. Epicardial CD45 expression was significantly higher than control
depots (p < 0.01) indicating significant infiltration of macrophages. Statin treated patients showed
significantly lower epicardial expression of IL-6 mRNA, in comparison with the control abdominal
depots (p < 0.001). The serum profile of CABG patients showed significantly higher levels of both
CRP (control: 1.28 ± 1.57 µg/mL vs CABG: 9.11 ± 15.7 µg/mL; p < 0.001) and resistin (control:
10.53 ± 0.81 ng/mL vs CABG: 16.8 ± 1.69 ng/mL; p < 0.01) and significantly lower levels of
adiponectin (control: 29.1 ± 14.8 µg/mL vs CABG: 11.9 ± 6.0 µg/mL; p < 0.05) when compared to
BMI matched controls.

Conclusion: Epicardial and omental fat exhibit a broadly comparable pathogenic mRNA profile,
this may arise in part from macrophage infiltration into the epicardial fat. This study highlights that
chronic inflammation occurs locally as well as systemically potentially contributing further to the
pathogenesis of coronary artery disease.
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Introduction
Cardiovascular disease (CVD) and its sequelae are the
leading cause of premature death, leading not only to sig-
nificantly increased mortality rates but also to high levels
of morbidity [1]. Whilst the causes of CVD are complex
there is increasing evidence suggesting an integral role for
inflammation in CVD pathogenesis, with recent research
examining therapeutics targeting this aspect of the disease
[2,3]. However, the cause of inflammation and its link
with CVD is still poorly understood, particularly in
humans, due to the difficulty in studying the relevant
human tissues.

Previous studies have highlighted the potential impor-
tance of adipose tissue in relation to inflammatory burden
in CVD, describing the expression and secretion of both
pro-inflammatory and protective factors, collectively
termed adipocytokines [4]. These factors include tumour
necrosis factor alpha (TNF-α), a pluripotent cytokine that
is a key mediator of the acute phase response that also
affects non-esterified fatty acid (NEFA) metabolism, as
well as myocardial contractility [5]. Resistin, a recently
identified adipocytokine, has been proposed as a poten-
tial link between obesity and inflammation and has been
linked to CVD risk [6,7]. Adiponectin exhibits both insu-
lin sensitising, anti-inflammatory and anti-atherogenic
properties with serum levels reduced in both type 2 diabe-
tes mellitus (T2DM) and coronary artery disease (CAD)
[8,9]. Kawanami et al have described directly reciprocal
effects of resistin and adiponectin with regard to inflam-
mation in vascular endothelial cells [10]. Adipose tissue
also produces further pathogenic adipocytokines includ-
ing plasminogen activator inhibitor-1 (PAI-1) and angi-
otensin II (ANG II), the active metabolite of
angiotensinogen (AGT), both important in the fibrino-
lytic and thrombotic pathways [11,12]. Adipose tissue
increases the production of these pathogenic adipocy-
tokines in obesity and it is hypothesised that macrophage
recruitment into adipose tissue may contribute to this
pathogenic response [13,14].

Studies have further established that adipose tissue distri-
bution has significant impact on disease risk with central
abdominal fat increasing both CVD and T2DM risk com-
pared with gluteo-femoral fat [15,16]. Such differences in
risk may be attributable to the depot specific differences in
the expression and secretion of adipocytokines [17,18].
However, whilst many investigations have elucidated the
relative pathogenic risk of abdominal and gluteo-femoral
adipose tissue, to date, few studies have investigated the
adipocytokine profile of epicardial adipose tissue. This
depot, situated predominantly on the right-ventricular
free wall and the left-ventricular apex [19], has been
shown to have a high capacity for non-esterified fatty acid
(NEFA) release and is proposed as a source of this pre-

ferred metabolite for the myocardium [20]. Whether adi-
pocytokines are also secreted directly into the cardiac
tissue is yet to be established and therefore the potential
paracrine effect of epicardial adipocytokines on myocar-
dial metabolism and their role in the pathogenesis of
CAD is as yet unknown. However, the lack of any fascia
between the adipocytes and the myocardial layer does
suggest that factors secreted by the adipocytes would read-
ily interact with the adjacent cardiomyocytes. Clinical
studies have noted a strong correlation between the fat
mass of epicardial adipose tissue, central abdominal fat
and the associated risk of T2DM and CVD [21]. Studies by
Mazurek and co-workers comparing expression of patho-
genic factors between epicardial and subcutaneous fat
from the leg in patients with CAD undergoing coronary
artery bypass grafting (CABG), also highlight the potential
importance of the inflammatory response of epicardial
tissue [22].

During the CABG operation, systemic metabolic substrate
infusions can be administered providing myocardial pro-
tection and promotion of post-operative myocardial func-
tion. This includes the glucose, insulin and potassium
(GIK) infusion. Both insulin and glucose can mediate
changes in adipocytokine expression; therefore, due to the
epicardial fat's proximity to the myocardium, there may
be significant paracrine action upon myocardial metabo-
lism through changes in adipocytokine secretion by this
depot. Consequently the aims of this present study were
to: 1) characterise the expression profile of adipocytokines
in epicardial fat from patients undergoing CABG com-
pared with adipose tissue from central and thigh fat from
those without CAD; 2) analyse serum levels of pro- and
anti-inflammatory cytokines in patients undergoing
CABG and case controls and finally; 3) assess the potential
effect of drug treatments and GIK infusion on epicardial
mRNA adipocytokine expression.

Materials and methods
Subjects
Tissue collection from CAD subjects
Human epicardial adipose tissue (n = 46) was collected
from CAD patients undergoing CABG (age: 53.8 ± 4.9 yr;
BMI: 27.5 ± 3.3 kg/m2), 10 of which were previously undi-
agnosed and untreated type 2 diabetics. Epicardial biop-
sies were taken approximately 1 hour post-anaesthetic,
with 24 randomised CAD patients receiving peri-opera-
tive infusions of GIK (500 mL 40% glucose, 40 mmol/L
KCl, 35 iu insulin (Actrapid, Eli Lilly, UK) at 0.75 mL/kg/
hr). All tissue was flash frozen immediately on removal,
prior to RNA extraction. During CABG sections of reversed
sapheno-femoral vein(s) are grafted into the aorto-coro-
nary position so bypassing significantly stenosed athero-
sclerotic segments of the epicardial coronary arteries. All
biopsies were collected in accordance with guidelines of
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the South Birmingham ethics committee and informed
consent was obtained from all patients. Patients were on
a range of medications as outlined in Table 1.

Tissue collection from non-CAD subjects
Abdominal subcutaneous (n = 30), omental (n = 14) and
thigh (n = 13) adipose tissue was also collected from
patients without CAD or T2DM (age: 51.0 ± 7.5 yrs; BMI:
25.7 ± 4.7 kg/m2) undergoing elective surgery, in accord-
ance with guidelines of the South Birmingham ethics. All
tissue was flash frozen prior to RNA extraction.

Serum collection from CAD and non CAD subjects
Blood samples were taken prior to surgery and serum lev-
els of a panel of proteins (insulin, adiponectin, leptin,
CRP and resistin) were determined and compared to non-
diabetic control subjects with no known history of CAD
(n = 38, age: 38.0 ± 12.58 yrs; BMI 25.5 ± 2.34 kg/m2).

RNA extraction
RNA was extracted from samples using RNeasy Lipid Tis-
sue kit (Qiagen, UK) according to the manufacturer's
instructions. Extraction was followed by a DNase diges-
tion step to remove any contaminating genomic DNA.
RNA was quantitated using the Nanodrop ND-1000 Spec-
trophotometer (LabTech, UK) and 1 µg of RNA from each
sample was reverse transcribed using RevertAid™ H Minus
M-MuLV Reverse Transcriptase (Fermentas, UK) and ran-
dom hexamers, according to the manufacturer's instruc-
tions.

Real-time PCR
RT-PCR was performed in a reaction mix containing Taq-
Man Universal PCR Master Mix (AmpErase UNG), 100–
200 nmol TaqMan probe, 900 nmol primers and 25 ng
cDNA for all PCR reactions except resistin, where 115 ng
cDNA was utilised. All reactions were multiplexed with
the housekeeping gene 18S, provided as a pre-optimised
control probe (Applera, UK) enabling data to be expressed
as delta threshold cycle (∆Ct) values (where ∆Ct = Ct of
18s subtracted from Ct of gene of interest). Measurements
were carried out on at least three occasions for each sam-

ple. Reactions were as follows: 50°C for 2 minutes, 95°C
for 10 minutes; then 44 cycles of 95°C for 15 seconds and
60°C for 1 minute. Primer and probe sequences for resis-
tin, adiponectin, PAI-1, tissue plasminogen activator (t-
PA) and AGT were as previously described [17,18,23,24].
Leptin and CD45 primers were designed using Primer 3
[25] and their specificity determined using BLAST at
NCBI. Primers were designed to amplify across an exon/
exon boundary (leptin forward: ACC AAA ACC CTC ATC
AAG ACA ATT, leptin reverse: TCC AAA CCG GTG ACT
TTC TGT T, leptin probe: ATT TCA CAC ACG CAG TCA
GTC TCC TCC A, CD45 forward: CGT AAT GGA AGT GCT
GCA ATG T, CD45 reverse: CTG GGA GGC CTA CAC TTG
ACA, CD45 probe: ACA ACT AAA AGT GCT CCT CCA
AGC CAG GTC T). TNF-α and IL-6 expression were
assessed using a pre-designed gene expression assay-on-
demand kit (Applera, UK).

Data analysis
The expression of each gene was compared between
depots using the ∆∆Ct method [26]. All statistics were per-
formed at the ∆Ct stage in order to exclude potential bias
due to averaging of data transformed through the equa-
tion 2-∆∆Ct. Statistical analysis was undertaken using
ANOVA or two-tailed student t-test unless otherwise
stated (SPSS 12.0 for Windows, SPSS UK Ltd, UK).

Serum sample analysis
Resistin (R&D Systems, UK), CRP (Life Diagnostics Inc.,
USA), leptin, insulin and adiponectin (Biogenesis, UK)
and) were assessed by use of standard commercial ELISAs
all according to the manufacturers' recommended proto-
cols (Resistin intra-assay CV 4.7%, inter-assay CV 8.4%;
CRP intra-assay CV 4.4%, inter-assay CV 3.3%; Leptin
intra-assay CV 3.7%, inter-assay CV 4.0%; Insulin intra-
assay CV 5.96%, inter-assay CV 10.3%; Adiponectin intra-
assay CV 3.4%, inter-assay CV 5.7%;). Glucose concentra-
tion was determined using the YSI 2300 STAT PLUS
according to manufacturer's instructions.

Results
Gene expression in epicardial and abdominal depots
Epicardial adipose tissue was assessed for expression of
resistin, adiponectin, IL-6, CD45, AGT, TNF-α PAI -1, t-PA
and leptin by real time PCR. We determined that the
mRNA expression of resistin was 3 fold higher in epicar-
dial adipose tissue than in gluteal adipose tissue (P <
0.05), whilst epicardial resistin mRNA expression was
comparable with expression observed in the abdominal
fat depots (Figure 1). In contrast, adiponectin mRNA
expression was 5 fold higher in gluteal adipose tissue than
in epicardial adipose tissue (P < 0.01). Furthermore, the
level of adiponectin mRNA was also significantly lower in
the epicardial adipose tissue than in either of the abdom-
inal depots (P < 0.01) (Figure 1). IL-6 mRNA expression

Table 1: CAD Patient Medications

Medications % of total subjects (n = 46) 
receiving treatment

Statin 81
Aspirin 93

β-Blocker 75
ACEI 38

Ca2+ Channel Blockers 51
Nicorandil 34

Chronic treatments received by the CABG patient cohort
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in epicardial fat was significantly lower when compared
with other abdominal depots (Table 2). CD45 was signif-
icantly increased in epicardial fat compared with abdom-
inal and thigh depots (thigh vs epicardial P < 0.01) (Table
2). The mRNA expression levels of AGT were also
increased in epicardial fat when compared with thigh fat
(P < 0.05), whereas the expression of PAI-1 was signifi-
cantly lower in the epicardial fat than either abdominal
subcutaneous or omental fat. Leptin mRNA expression
was significantly lower in both epicardial and omental
adipose tissue when compared with both abdominal sub-
cutaneous and gluteal adipose tissue, whilst TNF-α
showed no detectable difference across depots (Table 2).
In addition sub-group analysis of mRNA of all genes
between diabetic (n = 10) vs non-diabetic (n = 36) CABG
patients showed no significant differences.

The effect of drug treatment on epicardial gene expression
Treatment with β-Blockers, aspirin, ACE Inhibitors and
Ca2+ Channel Blockers did not affect the adipocytokine
gene expression in the epicardial adipose tissue (data not
shown). However whilst statins were also observed not to
affect the majority of adipocytokines the expression of IL-
6 was altered. The expression of IL-6 mRNA in those
CABG patients receiving statin treatment was reduced to
just 16% of the level expressed in those patients not
receiving statin treatment (Statin ∆Ct = 22.8 ± 0.48(mean
± SEM); Non-Statin ∆Ct = 20.1 ± 0.88, P = 0.028).

The effect of GIK infusion on epicardial gene expression
The comparison of gene expression between those CABG
patients receiving GIK infusion and those not receiving
GIK determined that there was no significant difference in

Expression of Resistin and Adiponectin mRNAFigure 1
Expression of Resistin and Adiponectin mRNA. mRNA levels of resistin and adiponectin mRNA expression are shown 
relative to epicardial fat (n = 46) which was arbitrarily assigned the value of 100% in abdominal subcutaneous fat (n = 30), 
omental fat (n = 14) and thigh fat (n = 13) (P-values: * P < 0.05, ** P < 0.01).
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expression between groups across all analysed genes (data
not shown).

Serum sample analysis
The pro-inflammatory cytokine resistin was significantly
elevated in the serum of CABG patients when compared
to healthy, non-diabetic controls (P < 0.01) as were levels
of CRP (P < 0.001) (Table 3). In contrast, adiponectin was
significantly lower in CABG patients when compared to
controls (P < 0.05) (Table 3). No significant difference
was observed in serum leptin levels. Subgroup analysis of
diabetic versus non-diabetic CAD patients' serum, identi-
fied a significant difference in adiponectin levels (dia-
betic: 9.8 µg/mL ± 0.9 (mean ± SEM); non-diabetic: 12.7
µg/mL ± 1.0, P < 0.05).

Discussion
This study characterised the adipocytokine profile from a
unique human epicardial fat cohort comparing this with
other adipose tissue depots, evaluating the potential path-
ogenic paracrine role of epicardial fat on myocardial

metabolism. Our study established that metabolic risk
markers and pro-inflammatory agents, including resistin,
TNF-α and AGT were expressed at similar levels in epicar-
dial fat from CAD patients to those in omental abdominal
fat from non-CAD subjects. The impact of the excess
mRNA expression of these factors in epicardial fat may
represent an important and direct influence on myocar-
dial metabolism due to the intimate association of these
tissues. Unlike skeletal muscle there is no fascia separating
the myocardium from the adipose layer and both compo-
nents share the same coronary blood supply [19]. Previ-
ous studies have highlighted the paracrine role of ANG II
on cardiac function. Perfusion studies with rat hearts have
shown ANG II to reduce coronary flow and impair post-
ischaemic recovery [27]. As such, regional induction of
AGT/ANG II in human epicardial fat may further aggra-
vate myocardial dysfunction. Additionally, data suggest
that TNF-α, leptin and other adipocytokines may reduce
myocardial contractility implying another possible link
between epicardial adipocytokine secretion and cardiac
function [5,28,29]. We have also shown significantly

Table 2: Comparison of mRNA expression in Epicardial Fat from CAD patients with Fat Depots from non CAD Subjects

Human CAD 
Patients

Non-CAD Human Fat Depots

Epicardial n = 46 Abdominal SC n = 30 Omental n = 14 Thigh n = 13

∆Ct ± SEM ∆Ct ± SEM % Expression 
Relative to 
Epicardial

∆Ct ± SEM % Expression 
Relative to 
Epicardial

∆Ct ± SEM % Expression 
Relative to 
Epicardial

TNF-α 19.74 ± 0.36 19.19 ± 0.50 146 19.46 ± 0.20 121 19.86 ± 0.46 92
AGT 17.19 ± 0.31 18.08 ± 0.32 54 17.10 ± 0.62 106 18.16 ± 0.32 ↓51*
PAI-1 19.37 ± 0.41 18.01 ± 0.48 ↑257* 17.76 ± 0.54 ↑305* 19.76 ± 0.57 76
t-Pa 15.38 ± 0.24 16.38 ± 0.18 ↓50* 14.95 ± 0.32 135 16.73 ± 0.34 ↓39*
IL-6 23.08 ± 0.83 19.83 ± 0.99 ↑951* 18.19 ± 0.86 ↑2965** 21.52 ± 0.71 ↑295*

Leptin 15.31 ± 0.41 14.07 ± 0.23 ↑236* 16.50 ± 0.79 44 13.74 ± 0.21 ↑297**
CD 45 18.13 ± 0.46 21.46 ± 0.36 ↓10** 20.44 ± 0.27 ↓20** 19.79 ± 0.38 ↓32**

Expression of mRNA (∆Ct ± SEM) for each gene and depot was analysed. Expression in each depot was compared with that in epicardial adipose 
tissue from CAD patients which was arbitrarily assigned the value of 100%. Significant increases (↑) and decreases (↓) are highlighted (P-values: * P 
< 0.05, ** P < 0.01).

Table 3: Serum Biochemical Profile

Control Subjects CABG Patients Significance

BMI 25.5 ± 2.34 27.5 ± 3.3 N.S
Fasting Glucose (mmol/L) 5.5 ± 0.79 6.7 ± 0.2 P < 0.05

Fasting Insulin (IU/mL) 12.1 ± 0.9 12.1 ± 0.8 N.S
Resistin (ng/mL) 10.53 ± 0.81 16.50 ± 1.69 P < 0.01

CRP (µg/mL) 1.28 ± 1.57 9.11 ± 15.7 P < 0.001
Adiponectin (µg/mL) 29.1 ± 14.8 11.9 ± 6.0 P < 0.05

Leptin (ng/mL) 23.4 ± 4.2 18.5 ± 3.4 N.S

The clinical characteristics are noted between control non-CABG and CABG patient including adipocytokine serum profile, as well as fasting insulin 
and glucose levels. Values are means ± SEM except BMI (Mean ± SD), N.S represents non-significance.
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lower mRNA expression of adiponectin by the epicardial
adipose tissue which supports the previous study showing
lower adiponectin protein content in the epicardium of
CABG patients when compared with non-CAD subjects
[30]. With both anti-inflammatory and anti-atherogenic
properties, local secretion of this adipocyte specific mole-
cule may well be important for healthy heart function and
as such a reduced level of expression by epicardial fat may
represent an important factor in the development of CAD.

We further addressed the potential contribution of macro-
phages towards the increased inflammatory gene expres-
sion profile in epicardial fat compared with other fat
depots. Utilising CD45 mRNA expression as a marker for
macrophages, we determined that epicardial adipose tis-
sue showed high levels of macrophage infiltration when
compared with fat depots from non-CABG subjects. Previ-
ous studies have similarly highlighted increased macro-
phage infiltration in epicardial fat [22]. The high level of
macrophage infiltration/activation in this depot indicates
that significant local inflammation is occurring. Macro-
phages are known to express high levels of many inflam-
matory adipocytokines including resistin [31] and may
well account for much of the inflammatory profile of gene
expression observed. In this context it is notable that epi-
cardial fat in this study showed low levels of expression of
IL-6 mRNA compared with other abdominal fat depots.
Whilst reports have implicated IL-6 as a pro-inflammatory
cytokine, recent studies have suggested anti-inflammatory
properties [32,33]. It is clear that IL-6 levels are raised in
the inflammatory state but whether this is as an integral
part of the response or in reaction to it remains equivocal.
Furthermore, serum levels of both IL-6 and TNF-α are
raised in the CAD patients [34] implying that the decrease
in IL-6 expression is localised to the epicardial tissue. If, as
suggested by Febbraio, Pedersen and others, IL-6 plays an
anti-inflammatory role and is beneficial to both glucose
uptake and lipid metabolism then the lower levels of
mRNA expression in the epicardial adipose tissue of
CABG patients may serve only to heighten dysfunction in
myocardial fuel metabolism [32,33]. The picture is further
complicated by our finding that IL-6 expression is dramat-
ically reduced in those subjects on statin treatment. Previ-
ous studies have shown that statin treatment can reduce
circulating levels of IL-6 [35], as well as its expression in
specific cell types including circulating monocytes [36].

Systemic serum analysis of patients undergoing CABG
determined raised resistin and CRP levels, whereas adi-
ponectin levels were decreased, this reduction being exac-
erbated in CAD patients with diabetes. The anticipated
reduction in adiponectin serum levels confirmed previous
reports [37], with a negative correlation between serum
CRP and adiponectin levels already identified [38]. How-

ever this study is the first to report higher serum resistin
levels in CVD patients.

In conclusion, this study casts light on the role of human
epicardial adipose tissue as a potential paracrine and/or
endocrine tissue, specifically within the context of cardio-
vascular risk. Epicardial adipose tissue shows a similar
pattern of expression for a number of key adipocytokines
to that of omental adipose tissue. We have also confirmed
a high level of macrophage infiltration in this depot which
may contribute to the pathogenic gene expression profile
in this tissue. Omental adiposity has been shown to be an
independent predictor of metabolic risk, with increased
resistin, AGT and PAI-1 mRNA expression representing
important mediators of inflammatory, fibrinolytic and
thrombotic risk [16]. The low levels of adiponectin, which
is increasingly becoming associated with the metabolic
syndrome and cardiovascular risk [39], strengthens the
argument that in CABG patients epicardial adipose tissue
represents a negative influence on both cardiovascular
outcome and myocardial function. Due to the CAD
patients' history the myocardium may have been directly
affected by ischemic insult, the gene expression profile
that we have described may therefore not be representa-
tive of normal epicardial adipose tissue. Further studies
are required in order to evaluate the direct effect of these
factors on cardiomyocytes and to establish the role of the
epicardial fat depot in non-CAD subjects.

Authors' contributions
AB carried out the serum studies, contributed to the gene
expression studies and statistical analysis and drafted the
paper. NFS contributed to the statistical analysis. DQ car-
ried out the collection of clinical samples and data. AH
contributed to the gene expression studies. DP & RB con-
tributed to the study design and coordinated the patient
cohorts and clinical sample collection. SK & PM conceived
the study and contributed to the data analysis and drafting
of the paper.

Acknowledgements
This work was supported by the Dunhill Medical Trust. We are grateful to 
all of the surgeons and medical staff at the Priory & Queen Elizabeth Hos-
pitals and also to Michelle Lauer for her technical assistance.

References
1. Kelly CN, Stanner SA: Diet and cardiovascular disease in the

UK: are the messages getting across?  Proc Nutr Soc 2003,
62:583-589.

2. Rutter MK, Meigs JB, Sullivan LM, D'Agostino RBS, Wilson PW: C-
reactive protein, the metabolic syndrome, and prediction of
cardiovascular events in the Framingham Offspring Study.
Circulation 2004, 110:380-385.

3. Nesto R: C-reactive protein, its role in inflammation, Type 2
diabetes and cardiovascular disease, and the effects of insu-
lin-sensitizing treatment with thiazolidinediones.  Diabet Med
2004, 21:810-817.

4. Ahima RS, Flier JS: Adipose tissue as an endocrine organ.  Trends
Endocrinol Metab 2000, 11:327-332.
Page 6 of 7
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14692593
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14692593
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15262834
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15262834
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15270782
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15270782
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15270782
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10996528


Cardiovascular Diabetology 2006, 5:1 http://www.cardiab.com/content/5/1/1
Publish with BioMed Central   and  every 
scientist can read your work free of charge

"BioMed Central will be the most significant development for 
disseminating the results of biomedical research in our lifetime."

Sir Paul Nurse, Cancer Research UK

Your research papers will be:

available free of charge to the entire biomedical community

peer reviewed and published immediately upon acceptance

cited in PubMed and archived on PubMed Central 

yours — you keep the copyright

Submit your manuscript here:
http://www.biomedcentral.com/info/publishing_adv.asp

BioMedcentral

5. Ferrari R: The role of TNF in cardiovascular disease.  Pharmacol
Res 1999, 40:97-105.

6. Steppan CM, Bailey ST, Bhat S, Brown EJ, Banerjee RR, Wright CM,
Patel HR, Ahima RS, Lazar MA: The hormone resistin links obes-
ity to diabetes.  Nature 2001, 409:307-312.

7. Reilly MP, Lehrke M, Wolfe ML, Rohatgi A, Lazar MA, Rader DJ:
Resistin Is an Inflammatory Marker of Atherosclerosis in
Humans.  Circulation 2005, 111:932-939.

8. Hotta K, Funahashi T, Arita Y, Takahashi M, Matsuda M, Okamoto Y,
Iwahashi H, Kuriyama H, Ouchi N, Maeda K, Nishida M, Kihara S,
Sakai N, Nakajima T, Hasegawa K, Muraguchi M, Ohmoto Y, Naka-
mura T, Yamashita S, Hanafusa T, Matsuzawa Y: Plasma concentra-
tions of a novel, adipose-specific protein, adiponectin, in type
2 diabetic patients.  Arterioscler Thromb Vasc Biol 2000,
20:1595-1599.

9. Pischon T, Girman CJ, Hotamisligil GS, Rifai N, Hu FB, Rimm EB:
Plasma adiponectin levels and risk of myocardial infarction
in men.  Jama 2004, 291:1730-1737.

10. Kawanami D, Maemura K, Takeda N, Harada T, Nojiri T, Imai Y, Man-
abe I, Utsunomiya K, Nagai R: Direct reciprocal effects of resistin
and adiponectin on vascular endothelial cells: a new insight
into adipocytokine-endothelial cell interactions.  Biochem Bio-
phys Res Commun 2004, 314:415-419.

11. Ridker PM, Gaboury CL, Conlin PR, Seely EW, Williams GH, Vaughan
DE: Stimulation of plasminogen activator inhibitor in vivo by
infusion of angiotensin II. Evidence of a potential interaction
between the renin-angiotensin system and fibrinolytic func-
tion.  Circulation 1993, 87:1969-1973.

12. Linz W, Wiemer G, Scholkens BA: Beneficial effects of bradyki-
nin on myocardial energy metabolism and infarct size.  Am J
Cardiol 1997, 80:118A-123A.

13. Weisberg SP, McCann D, Desai M, Rosenbaum M, Leibel RL, Ferrante
AWJ: Obesity is associated with macrophage accumulation in
adipose tissue.  J Clin Invest 2003, 112:1796-1808.

14. Wellen KE, Hotamisligil GS: Obesity-induced inflammatory
changes in adipose tissue.  J Clin Invest 2003, 112:1785-1788.

15. Vague J: The degree of masculine differentiation of obesities:
a factor determining predisposition to diabetes, atheroscle-
rosis, gout, and uric calculous disease.  Am J Clin Nutr 1956,
4:20-34.

16. Nguyen-Duy TB, Nichaman MZ, Church TS, Blair SN, Ross R: Vis-
ceral fat and liver fat are independent predictors of meta-
bolic risk factors in men.  Am J Physiol Endocrinol Metab 2003,
284:E1065-71.

17. Fisher FM, McTernan PG, Valsamakis G, Chetty R, Harte AL, Anwar
AJ, Starcynski J, Crocker J, Barnett AH, McTernan CL, Kumar S: Dif-
ferences in adiponectin protein expression: effect of fat
depots and type 2 diabetic status.  Horm Metab Res 2002,
34:650-654.

18. McTernan PG, McTernan CL, Chetty R, Jenner K, Fisher FM, Lauer
MN, Crocker J, Barnett AH, Kumar S: Increased resistin gene and
protein expression in human abdominal adipose tissue.  J Clin
Endocrinol Metab 2002, 87:2407.

19. Iacobellis G, Corradi D, Sharma AM: Epicardial adipose tissue:
anatomic, biomolecular and clinical relationships with the
heart.  Nat Clin Pract Cardiovasc Med 2005, 2:536-543.

20. Marchington JM, Mattacks CA, Pond CM: Adipose tissue in the
mammalian heart and pericardium: structure, foetal devel-
opment and biochemical properties.  Comp Biochem Physiol B
1989, 94:225-232.

21. Iacobellis G, Ribaudo MC, Assael F, Vecci E, Tiberti C, Zappaterreno
A, Di Mario U, Leonetti F: Echocardiographic epicardial adipose
tissue is related to anthropometric and clinical parameters
of metabolic syndrome: a new indicator of cardiovascular
risk.  J Clin Endocrinol Metab 2003, 88:5163-5168.

22. Mazurek T, Zhang LF, Zalewski A, Mannion JD, Diehl JT, Arafat H,
Sarov-Blat L, O'Brien S, Keiper EA, Johnson AG, Martin J, Goldstein
BJ, Shi Y: Human Epicardial Adipose Tissue Is a Source of
Inflammatory Mediators.  Circulation 2003, 108:2460-2466.

23. Harte AL, McTernan PG, McTernan CL, Crocker J, Starcynski J, Bar-
nett AH, Matyka K, Kumar S: Insulin increases angiotensinogen
expression in human abdominal subcutaneous adipocytes.
Diabetes Obes Metab 2003, 5:462-467.

24. Harte AL, McTernan PG, McTernan CL, Smith SA, Barnett AH,
Kumar S: Rosiglitazone inhibits the insulin-mediated increase

in PAI-1 secretion in human abdominal subcutaneous adi-
pocytes.  Diabetes Obes Metab 2003, 5:302-310.

25. Rozen S, Skaletsky H: Primer3 on the WWW for general users
and for biologist programmers.  Methods Mol Biol 2000,
132:365-386.

26. User Bulletin #2 ABI Prism Sequence Detection System.  ,
Applied Biosystems; 2001. 

27. Traquandi C, Riva E: Cardiac effects of angiotensin I and angi-
otensin II: dose-response studies in the isolated perfused rat
heart.  Pharmacol Res 1998, 37:57-65.

28. Ren J: Leptin and hyperleptinemia - from friend to foe for car-
diovascular function.  J Endocrinol 2004, 181:1-10.

29. Blum A, Miller H: Pathophysiological role of cytokines in con-
gestive heart failure.  Annu Rev Med 2001, 52:15-27.

30. Iacobellis G, Pistilli D, Gucciardo M, Leonetti F, Miraldi F, Brancaccio
G, Gallo P, di Gioia CR: Adiponectin expression in human epi-
cardial adipose tissue in vivo is lower in patients with coro-
nary artery disease.  Cytokine 2005, 29:251-255.

31. Patel L, Buckels AC, Kinghorn IJ, Murdock PR, Holbrook JD, Plump-
ton C, Macphee CH, Smith SA: Resistin is expressed in human
macrophages and directly regulated by PPAR gamma activa-
tors.  Biochem Biophys Res Commun 2003, 300:472-476.

32. Febbraio MA, Pedersen BK: Muscle-derived interleukin-6: mech-
anisms for activation and possible biological roles.  Faseb J
2002, 16:1335-1347.

33. Starkie R, Ostrowski SR, Jauffred S, Febbraio M, Pedersen BK: Exer-
cise and IL-6 infusion inhibit endotoxin-induced TNF-alpha
production in humans.  Faseb J 2003, 17:884-886.

34. Corcoran TB, Engel A, Sakamoto H, O'Callaghan-Enright S, O'Don-
nell A, Heffron JA, Shorten G: The effects of propofol on lipid
peroxidation and inflammatory response in elective coro-
nary artery bypass grafting.  J Cardiothorac Vasc Anesth 2004,
18:592-604.

35. Ascer E, Bertolami MC, Venturinelli ML, Buccheri V, Souza J, Nicolau
JC, Ramires JA, Serrano CVJ: Atorvastatin reduces proinflam-
matory markers in hypercholesterolemic patients.  Atheroscle-
rosis 2004, 177:161-166.

36. Rezaie-Majd A, Maca T, Bucek RA, Valent P, Muller MR, Husslein P,
Kashanipour A, Minar E, Baghestanian M: Simvastatin reduces
expression of cytokines interleukin-6, interleukin-8, and
monocyte chemoattractant protein-1 in circulating mono-
cytes from hypercholesterolemic patients.  Arterioscler Thromb
Vasc Biol 2002, 22:1194-1199.

37. Kumada M, Kihara S, Sumitsuji S, Kawamoto T, Matsumoto S, Ouchi
N, Arita Y, Okamoto Y, Shimomura I, Hiraoka H, Nakamura T, Funa-
hashi T, Matsuzawa Y: Association of hypoadiponectinemia
with coronary artery disease in men.  Arterioscler Thromb Vasc
Biol 2003, 23:85-89.

38. Ouchi N, Kihara S, Funahashi T, Nakamura T, Nishida M, Kumada M,
Okamoto Y, Ohashi K, Nagaretani H, Kishida K, Nishizawa H, Maeda
N, Kobayashi H, Hiraoka H, Matsuzawa Y: Reciprocal association
of C-reactive protein with adiponectin in blood stream and
adipose tissue.  Circulation 2003, 107:671-674.

39. Hug C, Lodish HF: The role of the adipocyte hormone adi-
ponectin in cardiovascular disease.  Curr Opin Pharmacol 2005,
5:129-134.
Page 7 of 7
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10433867
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11201732
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11201732
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15710760
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15710760
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15710760
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10845877
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10845877
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10845877
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15082700
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15082700
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15082700
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14733921
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14733921
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14733921
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8504511
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8504511
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8504511
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9293964
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9293964
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14679176
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14679176
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14679172
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14679172
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=13282851
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=13282851
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=13282851
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12554597
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12554597
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12554597
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12660876
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12660876
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12660876
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11994397
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11994397
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16186852
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16186852
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16186852
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2591189
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2591189
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2591189
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14602744
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14602744
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14602744
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14581396
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14581396
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14617233
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14617233
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12940867
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12940867
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12940867
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10547847
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10547847
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9503481
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9503481
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9503481
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15072562
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15072562
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11160765
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11160765
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15749025
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15749025
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15749025
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12504108
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12504108
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12504108
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12205025
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12205025
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12626436
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12626436
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12626436
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15578470
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15578470
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15578470
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15488879
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15488879
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12117737
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12117737
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12117737
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12524229
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12524229
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12578865
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12578865
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12578865
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15780820
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15780820
http://www.biomedcentral.com/
http://www.biomedcentral.com/info/publishing_adv.asp
http://www.biomedcentral.com/

	Abstract
	Introduction
	Methods
	Results
	Conclusion

	Introduction
	Materials and methods
	Subjects
	Tissue collection from CAD subjects
	Tissue collection from non-CAD subjects
	Serum collection from CAD and non CAD subjects

	RNA extraction
	Real-time PCR
	Data analysis
	Serum sample analysis

	Results
	Gene expression in epicardial and abdominal depots
	The effect of drug treatment on epicardial gene expression
	The effect of GIK infusion on epicardial gene expression
	Serum sample analysis

	Discussion
	Authors' contributions
	Acknowledgements
	References

