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Abstract

Background: Metabolic Syndrome (MetS) results from the combined effect of environmental and genetic factors.
We investigated the possible association of peroxisome proliferator-activated receptor-g2 (PPARg2) Pro12Ala and
Angiotensin Converting Enzyme (ACE) I/D polymorphisms with MetS and interaction between these genetic
variants.

Methods: Three hundred sixty four unrelated Caucasian subjects were enrolled. Waist circumference, blood
pressure, and body mass index (BMI) were recorded. Body composition was estimated by impedance analysis; MetS
was diagnosed by the NCEP-ATPIII criteria. A fasting blood sample was obtained for glucose, insulin, lipid profile
determination, and DNA isolation for genotyping.

Results: The prevalence of MetS did not differ across PPARg2 or ACE polymorphisms. Carriers of PPARg2 Ala allele
had higher BMI and fat-mass but lower systolic blood pressure compared with Pro/Pro homozygotes. A significant
PPARg2 gene-gender interaction was observed in the modulation of BMI, fat mass, and blood pressure, with
significant associations found in women only. A PPARg2-ACE risk genotype combination for BMI and fat mass was
found, with ACE DD/PPARg2 Ala subjects having a higher BMI (p = 0.002) and Fat Mass (p = 0.002). Pro12Ala was
independently associated with waist circumference independent of BMI and gender.

Conclusions: Carriers of PPARg2 Ala allele had higher BMI and fat-mass but not a worse metabolic profile, possibly
because of a more favorable adipose tissue distribution. A gene interaction exists between Pro12Ala and ACE I/D
on BMI and fat mass. Further studies are needed to assess the contribution of Pro12Ala polymorphism in adiposity
distribution.
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Background
Epidemiological studies have demonstrated that glucose
intolerance, hypertension, and abdominal obesity often
coexist in the same individuals increasing the risk for
coronary heath disease (CHD). In 1988, Reaven focused
on this cluster of cardiovascular risk factors, named it as
“syndrome X”, and proposed insulin resistance as the
possible common etiological factor [1]. The relationship

between insulin resistance and metabolic risk factors is
not fully understood and appears complex. Most per-
sons with insulin resistance have abdominal obesity, and
dysfunctional adipose tissue might be the common link
in determining this cluster of risk factors, currently
named as metabolic syndrome (MetS).
Among the clinical criteria proposed for the diagnosis

of MetS, the one provided by the National Cholesterol
Education Program-Adult Treatment Panel III (NCEP-
ATPIII) is easily applicable, and identifies patients with
different combinations of hypertension, atherogenic dys-
lipidemia, impaired glucose homeostasis, and visceral
obesity [2]. It is difficult to dissect the possible
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contribution of each MetS component to CHD risk;
however, there is little doubt that in individuals with
MetS the CHD risk is increased, and that insulin resis-
tance enhances the risk of developing type 2 diabetes.
The pathogenesis of MetS has been associated with

the effect of a genetic predisposition [3] in combination
with environmental factors. Considering the central role
of adipose tissue in MetS, different adipocyte related
genes have been studied as possible candidates in MetS,
including peroxisome proliferator-activated receptor-g
(PPARg), and renin-angiotensin system related genes.
PPARg transcriptionally regulates the expression of
genes involved in cell metabolism; endogenous ligands
are thought to bind PPARg and promote downstream
gene target transcription [4,5]. From human PPARg
gene two distinct isoforms of mRNA and protein,
PPARg1 and PPARg2, are spliced [6]. PPARg 1 is abun-
dantly expressed in different tissues including adipose
tissue and macrophages [7], whereas PPARg 2 expres-
sion is restricted only to adipose tissue. In vivo and in
vitro studies demonstrated that PPARg has a critical role
in regulating adipocyte differentiation and lipid accumu-
lation [8,9]; furthermore, its has been implicated in the
regulation of lipid homeostasis and insulin sensitivity
[10]. Not surprisingly, PPARg has been identified as the
target for thiazolidinediones [11], drugs that improve
insulin sensitivity [10]. The role of PPARg in affecting
insulin action has been confirmed by several genetic stu-
dies on PPARg gene polymorphisms; among these, the
Pro12Ala mutation in PPARg 2 (Pro12Ala) is the most
common [12]. The Ala12 variant has been associated
with decreased body mass index (BMI) [13-16],
increased BMI [17,18], and increased risk of obesity
[19]. Different meta-analysis on Pro12Ala mutation and
type 2 diabetes indicates that Ala12 carriers have a
reduced risk of diabetes compared to Pro12 carriers
[20,21]; nevertheless, the association between Pro12Ala
and type 2 diabetes seems to be modulated by genetic
and environmental factors, dietary lipids [22], and
intrauterine condition [23].
Recently, the Angiotensin Converting Enzyme (ACE)

gene also received substantial attention as possible can-
didate for diabetes [24], hypertension [25], cardiovascu-
lar disease [26], and diabetic nephropathy [27]. Recent
data suggest that the Renin Angiotensin System might
be involved in the pathophysiology of obesity and asso-
ciated hypertension [28]; therefore, ACE gene might be
a good candidate for MetS. The most common ACE
gene polymorphism is the insertion-deletion (I/D)
located in intron 16; the D allele has been associated
with higher levels of circulating ACE [29,30]. Moreover
PPARs modulate the renin-angiotensin-aldosterone sys-
tem (RAAS), by transcriptional control of renin, angio-
tensinogen, angiotensin converting enzyme (ACE) and

angiotensin II receptor 1 (AT-R1) [31], linking biologi-
cally the Renin Angiotensin System with the PPARs.
Despite data on the association between ACE gene and
MetS or hypertension are not conclusive, it appears
interesting to evaluate the possible interaction of these
two common polymorphisms.
In the present study we investigated, in a cohort of

Italian adult individuals, the possible association
between PPARg2 Pro12Ala and ACE I/D polymorphisms
and MetS components; furthermore, we searched for a
possible interaction between these two common genetic
variants.

Methods
Subjects
From January 2007 to December 2008, 364 outpatients
consecutively referred to our clinic for metabolic disor-
ders, at the S. Anna University Hospital (Ferrara, Italy),
were enrolled. All patients were unrelated and Caucasian.
They underwent a complete medical interview and medi-
cal examination; arterial blood pressure was registered.
27.5% of subjects were taking antidiabetic drugs while 39%
were taking antihypertensive therapy. Their BMI was cal-
culated (Kg/m2), and waist circumference was measured
between the lower rib and the iliac crest at the end of a
normal expiration. Body composition was estimated by
impedance analysis (Human IM plus II®, DS Medica,
Milan, IT). After overnight fasting, a blood sample was
drawn for biochemical analysis and DNA extraction.
MetS components were diagnosed in accordance with

the NCEP-ATPIII criteria (2), assigning each subject an
individual score from 0 (no MetS features) to 5 (five
MetS features). Subjects having a score ≥3 were consid-
ered as affected by MetS. The Study was approved by
the local ethic committee and all participants gave their
written consent.

Biochemical analysis
Fasting glucose was assessed by glucose oxidase method
(Glucose Analyzer II, Beckmann Instruments, Fullerton,
CA, USA), while plasma total cholesterol and triglycerides
were evaluated by standard enzymatic techniques (Boeh-
ringer Mannheim-Diagnostica, Mannheim, Germany).
Low-density lipoprotein (LDL)-cholesterol was calculated
by the Friedewald formula. Serum concentrations of high-
density lipoprotein (HDL) cholesterol were measured after
precipitation of apoprotein B with phosphotungstic acid-
MgCl2 and by homogeneous method [10]. Fasting insulin
was measured by standard chemiluminescent assay
(Access System, Beckman, Palo Alto, CA, USA).

Genotyping
Genomic DNA was extracted from peripheral blood
using standard technique [32]. The Pro12Ala PPARg 2
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variant (rs1801282) was detected by polymerase chain
reaction-restriction fragment length polymorphism
(PCR-RFLP) analysis. The analysis, as previously
described [12], uses a mutagenic PCR primer to intro-
duce a BstU I restriction site only when a C ®G substi-
tution at nucleotide 34 of the PPARg 2 gene is present.
Genotyping was repeated in all Ala12 homozygotes, all
Pro12Ala heterozygotes, and in randomly selected Pro12
homozygotes; reproducibility was 100%.
A DNA fragment on intron 16 of the ACE gene was

amplified by PCR to determine the ACE I/D genotype
(rs4340). The sequences of flanking primers used were
5’-CTGGAGACCACTCCCATCCTTTCT-3’ for the
sense primer and 5’-GATGTGGCCATCA CATTCGT-
CAGAT-3’ for the antisense primer. PCR amplification
products were obtained as previously described [33]. To
avoid ID-DD mistyping, a pair of primers that amplify a
region inside intron 16 was also used to analyze all sam-
ples showing DD genotype [33].

Statistical analysis
Because of the low number of Ala/Ala homogygotes (n
= 5), Pro/Ala and Ala/Ala carriers were pooled together
in statistical analysis (named XA). Variables with normal
distribution are expressed as mean ± standard deviation
while variables with a not normal distribution are
expressed as median and interquartile range and were
log transformed before entering the statistical analysis.
Means were compared by ANOVA using the Bonferroni
Post Hoc Tests for post-hoc analysis, while medians
were compared by non-parametric tests (Kruskal Wallis
test). Correlations between continuous variables were
tested by multivariate linear regression analysis. The

prevalence of MetS among different genotypes was
tested by the Chi-square test.
To test the hypothesis that the relationship between

BMI and waist circumference might be different accord-
ing to PPARg2 genotype, we performed a 2 ways
ANOVA comparing slopes of the two regression lines.
The possible association between waist circumference

and other variables of interest (BMI, gender and
PPARg2polymorphism) was tested by multivariate linear
regression analysis.
Interaction between gene polymorphisms in modulat-

ing BMI and fat mass was tested by, age weighted, gen-
eral linear model univariate analysis.
All statistical tests were performed using SPSS 16.0

software (SPSS Inc., Chicago, IL).

Results
The principal clinical features of the whole sample
across different PPARg2 and ACE I/D genotypes are
reported in Table 1. We found 5 Ala/Ala subjects
(1.4%), 25 Pro/Ala subjects (7%) and 334 Pro/Pro sub-
jects (92%). Ala allele frequency appears to be consistent
with previous reports [34].
Compared with Pro/Pro homozygotes (PP), PPARg2

Ala carriers were characterized by higher BMI (p: 0.015)
and higher fat-mass (p:0.016), but lower systolic blood
pressure (p:0.033). No significant differences in waist cir-
cumference and other metabolic features were observed.
Subjects carrying different ACE polymorphisms did not
differ in terms of BMI, waist circumference, blood pres-
sure, fasting glucose-insulin levels, and lipid profile.
A significant PPARg2 gene-gender interaction was

observed in the modulation of BMI, fat-mass and

Table 1 Clinical features of the whole study population across different PPARg2 and ACE I/D genotypes

All subjects

Pro12Ala ACE I/D

PP (334) XA (30) p DD (137) ID (172) II (55) p

Age (years) 56 ± 13 53 ± 10 0.200 56 ± 12 55 ± 14 56 ± 13 0.805

BMI (kg/m2) 30.6 ± 5.7 33.2 ± 6.3 0.015 31.3 ± 6.3 30.4 ± 5.4 30.9 ± 5.5 0.402

WAIST (cm) 98.4 ± 13.9 100.1 ± 13.8 0.528 99.8 ± 14.5 97.5 ± 13.2 98.7 ± 14.2 0.360

Fat Mass (kg) 30.1 ± 11.9 35.7 ± 13.1 0.016 31.1 ± 12.8 29.9 ± 11.6 31.1 ± 12.2 0.644

Glucose (mmol/L) 6.5 ± 2.6 5.9 ± 2.3 0.271 6.7 ± 2.9 6.2 ± 2.3 6.5 ± 2.5 0.22

Insulin (μUI/L)* 7.8 (5.1-12.2) 10.1 (8.0-15.6) 0.284 8.0 (6.0-11.7) 7.9 (5.0-13.0) 8.9 (5.3-14.5) 0.338

HOMA Insulin Resistance* 2.1 (1.3-3.4) 2.3 (1.9-3.6) 0.668 2.1 (1.5-3.3) 2.1 (1.2-3.5) 2.4 (1.3 -3.9) 0.816

Systolic Blood Pressure (mmHg) 134.1 ± 17.4 126.8 ± 17.2 0.033 132.3± 17.1 134.7± 18.1 132.6± 16.3 0.486

Diastolic Blood Pressure (mmHg) 82.4 ± 8.5 81.6 ± 10.6 0.637 82.4 ± 9.2 82.6 ± 8.3 81.2 ± 8.5 0.612

Total Cholesterol (mmol/L) 5.6 ± 1.4 5.9 ± 1.1 0.245 5.8 ± 1.4 5.7 ± 1,4 5.3 ± 1,2 0.1

Triglyceride (mmol/L)* 1.46 (1.04-2.07) 1.32 (0.99-1.93) 0.566 1.54 (1.13-2.15) 1.4 (0.99-2.01) 1.43 (0.97-2.0) 0.41

HDL cholesterol (mmol/L) 1.3 ± 0.4 1.4 ± 0.3 0.595 1.3 ± 0.4 1.3 ± 0.4 1.4 ± 0.3 0.92

LDL Cholesterol (mmol/L) 3.5 ± 1.3 3.8 ± 1.1 0.199 3.6 ± 1.2 3.6 ± 1.3 3.2 ± 1.1 0.16

*Median (Interquartile range)
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systolic blood pressure (Table 2). Indeed, when analysis
was separately conducted by gender, XA women (but
not men) showed higher BMI (p: 0.029) and fat-mass (p:
0.028) compared with PP. Similarly, a trend toward
lower values of systolic blood pressure was observed in
XA women (but not men) compared with PP (p: 0.07).
The combined effect of PPARg-ACE genotypes on

BMI, fat-mass and waist circumference is shown in Fig-
ure 1. In individuals homozygous for ACE D allele,
those bearing a PPARg Ala allele (XA/DD) showed
higher BMI (p:0.002) and higher fat-mass (p:0.002).
Figure 2 reports the two linear regressions for BMI vs

waist circumference according to PPARg2 Pro12Ala gen-
otypes (PP and XA). BMI correlated with waist circum-
ference in both group; however, the slope tend to be
lower in XA compared with PP individuals (Slope XA
1,817 ± 0,2275, slope PP 1,975 ± 0,07910, p:0.53).
By multivariate linear regression analysis we were able to

demonstrate that the PPARg2 Pro12Ala polymorphism (as
categorical variable: PP:0; XA:1) was significantly associated
with waist circumference (b coefficient: -2.73; p: 0.04) inde-
pendent of BMI (b coefficient: 2.03; p: 0.001), and gender
(b coefficient: 8.75; p: 0.001) (p for model: 0.001).
The number of MetS components was not different in

subjects carrying different PPARg2 or ACE ID genotypes
(Table 3). When subjects free from drug treatments
were analyzed separately, a lower prevalence of MetS
emerged in individuals bearing the ACE II genotype (p:
0.018).

Discussion
We evaluated the possible association between PPARg
pro12Ala and ACE I/D gene polymorphisms and MetS,
fat-mass, and fat distribution. As previously reported

[17,19,35], we found that carriers of the Ala allele had
higher BMI. Although some studies [13-16] have shown
Pro12Ala to be associated with lower BMI, our results
coincide with meta-analysis conducted by Masud et al.
[18] that found Ala allele association with higher BMI,
specifically in subject with mean BMI > 27, similar to
our population BMI. We also found a significant gene-
gender interaction with BMI and fat-mass significantly
higher in women but not men. This is in contrast with
the data recently reported by Morini et al. [36], in a
population with the same genetic background. We can-
not exclude that the lack of association in men might be
due to the limited number of males and the consequent
lack of statistical power.
Despite having higher BMI, XA subjects showed simi-

lar waist, fasting glucose, and fasting insulin compared
to PP subjects. Moreover XA individuals showed lower
systolic blood pressure. It appears from our data that
the increase in BMI associated with PPARg2 Ala geno-
type was not associated with a worse metabolic profile.
We speculate that Ala genotype might reduce central fat
distribution thus protecting from metabolic complica-
tion associated with increased BMI. This would be in
good agreement with a previous report in a Spanish
population [37]. This hypothesis would be supported by
the finding that the regression between BMI and waist
had a lower slope in XA individuals; despite not being
significant. This result suggests that, for a given BMI,
subjects carrying the Ala allele might have less visceral
fat. Moreover, multiple regression analysis showed that
Pro12Ala polymorphism was an independent predictor
of waist circumference.
Several human and animal studies support a central

role of PPARg in adipose tissue distribution [38,39]. Ala

Table 2 Gender based dimorphism of PPARg2 gene polymorphism on clinical features of the study population

PPARg2 Pro12Ala

Men Women

PP (129) XA (8) p PP (205) XA (22) p

Age (years) 57 ± 14 57 ± 14 0.970 55 ± 13 51 ± 8 0.141

BMI (kg/m2) 29.98 ± 4.75 31.20 ± 6.69 0.492 30.98 ± 6.19 34.02 ± 6.16 0.029

WAIST (cm) 102.40 ± 12.76 104.19 ± 15.04 0.705 95.92 ± 14.05 98.61 ± 13.38 0.392

Fat Mass (kg) 27.35 ± 10.62 29.16 ± 13.56 0.646 31.88 ± 12.47 38.08 ± 12.42 0.028

Glucose (mmol/L) 7.1 ± 2.8 5.9 ± 2.1 0.278 6.1 ± 2.4 5.9 ± 2.4 0.737

Insulin (μUI/L)* 7.7 (5.2-12.0) 7.2 (4.0-14.4) 0.778 7.9 (5.1-12.6) 10.08 (8.6-15-7) 0.210

HOMA Insulin Resistance* 2.4 (1.5-3.5) 1.9 (0.9-3.6) 0.466 2.0 (1.3-3.3) 2.4 (2.1-3.6) 0.416

Systolic Blood Pressure (mmHg) 136.93 ± 15.09 134.17 ± 6.65 0.657 132.38 ± 18.51 124.77 ± 18.67 0.070

Diastolic Blood Pressure (mmHg) 82.57 ± 8.23 84.17 ± 7.36 0.642 82.33 ± 8.69 80.91 ± 11.41 0.485

Total Cholesterol (mmol/L) 5.5 ± 1.5 5.5 ± 1.0 0.939 5.7 ± 1.3 6.1 ± 1.1 0.206

Triglyceride (mmol/L)* 1.76 (1.12-2.5) 1.3(1.05-1.9) 0.414 1.37 (0.96-1.79) 1.32 (0.96-1.93) 0.687

HDL cholesterol (mmol/L) 1.2 ± 0.3 1.4 ± 0.3 0.155 1.4 ± 0.3 1.4 ± 0.4 0.463

LDL Cholesterol (mmol/L) 3.4 ± 1.4 3.4 ± 0.9 0.918 3.6 ± 1.2 4.0 ± 1.1 0.162

*Median (interquartile range)
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genotype is considered to reduce PPARg transcriptional
activity; this reduced activity has been considered pivotal
in reducing BMI and, ultimately, in the increasing insu-
lin sensitivity in subjects with Ala allele [15,22]. How-
ever, the relationship between PPARg activity and
insulin sensitivity is far from being linear, and does not
necessarily pass through quantitative modification of fat
mass. Mechanisms regulating energy balance and meta-
bolic profile involve complex interactions between
genetic, environmental and behavioral factors. Genotype
may predispose to site-specific adiposity, culminating in
a state of energy imbalance. PPARg appears to be a key
regulator of energy balance, with polymorphisms on the
PPARg gene linked to obesity and effects on body com-
position [40-42]. Humans harboring loss of function
PPARg mutation (P467L) show a pattern of lipodystro-
phy and are insulin resistant [39]. Qualitative adipose
tissue modification and altered adipose tissue distribu-
tion are key features in determining metabolic

abnormalities in these subjects. In this view, our data
support the idea that the increased BMI found in sub-
jects with Ala allele may not be detrimental, similarly to
what happens in TZD treated patients showing meta-
bolic improvements despite increased body weight.
Indeed, XA individuals had higher BMI but lower systo-
lic blood pressure and similar lipid profile compared to
PP subjects.
We couldn’t find any difference between subjects with

different ACE I/D polymorphism. Studies published so
far reported both an association with MetS/hypertension
or lack of association [43,44]. This inconstancy might
depend from ethnic background, type of population
(diabetic or no diabetic subjects), and diagnostic criteria
chosen to define MetS. The NCEP ATPIII criteria are
operatively simple to use. Nevertheless, individuals can
be classified as hypertensive or diabetic only on the
basis of the active use of antidiabetic or antihypertensive
drugs, including ACE inhibitors. These drugs might be a
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Figure 1 Interaction analysis between PPARg2 Pro12Ala and ACE I/D polymorphisms on BMI and fat mass. In the graph BMI (left chart)
and Fat Mass (right chart) were plotted according to all 6 different genotype combination. In the lower panel Mean ± SD and p value for
univariate regression analysis, age weighted, are reported.
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confounder when analyzing the possible effect of ACE
gene polymorphism. When we selected only pharma-
cotherapy naives subjects, we found a significantly lower
prevalence of MetS in subjects carrying the ACE II com-
pared to DD genotype.
We also found a significant gene interaction between

ACE I/D and PPARg2 Pro12Ala polymorphism on BMI
and fat-mass, with subjects XA/DD being the ones with

higher values. This is not surprising as recent studies
showed a role of ACE gene in regulating body weight;
indeed, an ACE-/- knock out mouse had reduced fat-
mass and improved insulin sensitivity [45]. Moreover,
Eisenmann et al. recently reported that children harbor-
ing the DD polymorphism have an higher BMI com-
pared to II carriers [46]. From a mechanistic point of
view, ACE DD subjects have higher levels of plasma

 coefficient SE P 

PP 1,980 0,079 0,0001 

XA 1,821 0,228 0,0001 

Figure 2 Linear regression between BMI and waist circumference according to different PPARg2 Pro12 Ala genotype (subjects bearing
Ala allele: black circles; subjects Pro homozygotes: white circles).
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ACE, and therefore potentially higher level of Angioten-
sin II which has been identified as a trophic factor in
the differentiation of preadipocytes to mature adipocytes
[47].

Limits of our study
We are aware of the limit of our study in term of sam-
ple size, especially when carrying out subgroups analysis
and that we must be cautious about drawing firm con-
clusions before validating them in a different, larger
cohort.

Conclusions
In conclusion we found that, despite a lack of associa-
tion between Pro12Ala and ACE I/D polymorphism and
MetS diagnosis, subjects carrying a PPARg2 Ala allele
have higher BMI and fat-mass but do not have a worse
metabolic profile, probably because a more favorable
distribution of adipose tissue. Pro12Ala polymorphism
effect on BMI is not constant across gender, with signif-
icant association only found in woman. It exists a gene
interaction between the two common polymorphism
Pro12Ala and ACE I/D on BMI and fat mass. Further
studies are needed to assess the real contribution of the
PPARgPro12Ala polymorphism in determining adipose
tissue distribution.
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(n 364)

Metabolic score (n) 2.6 ± 1.2 2.4 ± 1.2 0.53a 2.7 ± 1.3 2.5 ± 1.2 2.4 ± 1.1 0.23a

Metabolic syndrome (%) 53.3 53.4 0.57b 58.7 51.5 45.5 0.20b

PP (143) XA (18) DD (55) ID (84) II (22)

Not treated
(n 161)

Metabolic score (n) 2.01 ± 1.2 2.11 ± 1.1 0.74 2.11 ± 1.2 2.10 ± 1.2 1.55 ± 1 0.09

Metabolic syndrome (%) 33.6 38.9 0.42 42.9 34.9 9.1 0.018b

a ANOVA. b Chi-square analysis

Passaro et al. Cardiovascular Diabetology 2011, 10:112
http://www.cardiab.com/content/10/1/112

Page 7 of 8



peroxisome proliferator-activated receptor gamma interactively
influence insulin sensitivity and body composition in males. Metabolism
2004, 53:303-309.

15. Deeb SS, Fajas L, Nemoto M, Pihlajamaki J, Mykkanen L, Kuusisto J, et al: A
Pro12Ala substitution in PPARgamma2 associated with decreased
receptor activity, lower body mass index and improved insulin
sensitivity. Nat Genet 1998, 20:284-287.

16. Rosado EL, Bressan J, Martins MF, Cecon PR, Martinez JA: Polymorphism in
the PPARgamma2 and beta2-adrenergic genes and diet lipid effects on
body composition, energy expenditure and eating behavior of obese
women. Appetite 2007, 49:635-643.

17. Fornage M, Jacobs DR, Steffes MW, Gross MD, Bray MS, Schreiner PJ:
Inverse effects of the PPAR(gamma)2 Pro12Ala polymorphism on
measures of adiposity over 15 years in African Americans and whites.
The CARDIA study. Metabolism 2005, 54:910-917.

18. Masud S, Ye S: Effect of the peroxisome proliferator activated receptor-
gamma gene Pro12Ala variant on body mass index: a meta-analysis. J
Med Genet 2003, 40:773-780.

19. Ochoa MC, Marti A, Azcona C, Chueca M, Oyarzabal M, Pelach R, et al:
Gene-gene interaction between PPAR gamma 2 and ADR beta 3
increases obesity risk in children and adolescents. Int J Obes Relat Metab
Disord 2004, 28(Suppl 3):S37-S41.

20. Gouda HN, Sagoo GS, Harding AH, Yates J, Sandhu MS, Higgins JP: The
association between the peroxisome proliferator-activated receptor-
gamma2 (PPARG2) Pro12Ala gene variant and type 2 diabetes mellitus:
a HuGE review and meta-analysis. Am J Epidemiol 2010, 171:645-655.

21. Huguenin GV, Rosa G: The Ala allele in the PPAR-gamma2 gene is
associated with reduced risk of type 2 diabetes mellitus in Caucasians
and improved insulin sensitivity in overweight subjects. Br J Nutr 2010,
104:488-497.

22. Scacchi R, Pinto A, Rickards O, Pacella A, De Stefano GF, Cannella C, et al:
An analysis of peroxisome proliferator-activated receptor gamma (PPAR-
gamma 2) Pro12Ala polymorphism distribution and prevalence of type
2 diabetes mellitus (T2DM) in world populations in relation to dietary
habits. Nutr Metab Cardiovasc Dis 2007, 17:632-641.

23. de Rooij SR, Painter RC, Phillips DI, Osmond C, Tanck MW, Defesche JC,
et al: The effects of the Pro12Ala polymorphism of the peroxisome
proliferator-activated receptor-gamma2 gene on glucose/insulin
metabolism interact with prenatal exposure to famine. Diabetes Care
2006, 29:1052-1057.

24. Hsieh MC, Lin SR, Hsieh TJ, Hsu CH, Chen HC, Shin SJ, et al: Increased
frequency of angiotensin-converting enzyme DD genotype in patients
with type 2 diabetes in Taiwan. Nephrol Dial Transplant 2000,
15:1008-1013.

25. Tiret L, Blanc H, Ruidavets JB, Arveiler D, Luc G, Jeunemaitre X, et al: Gene
polymorphisms of the renin-angiotensin system in relation to
hypertension and parental history of myocardial infarction and stroke:
the PEGASE study. Projet d’Etude des Genes de l’Hypertension Arterielle
Severe a moderee Essentielle. J Hypertens 1998, 16:37-44.

26. Pujia A, Gnasso A, Irace C, Dominijanni A, Zingone A, Perrotti N, et al:
Association between ACE-D/D polymorphism and hypertension in type
II diabetic subjects. J Hum Hypertens 1994, 8:687-691.

27. Ahluwalia TS, Ahuja M, Rai TS, Kohli HS, Bhansali A, Sud K, et al: ACE
Variants Interact with the RAS Pathway to Confer Risk and Protection
against Type 2 Diabetic Nephropathy. DNA Cell Biol 2009, 28:141-150.

28. Engeli S, Negrel R, Sharma AM: Physiology and pathophysiology of the
adipose tissue renin-angiotensin system. Hypertension 2000, 35:1270-1277.

29. Rigat B, Hubert C, Alhenc-Gelas F, Cambien F, Corvol P, Soubrier F: An
insertion/deletion polymorphism in the angiotensin I-converting enzyme
gene accounting for half the variance of serum enzyme levels. J Clin
Invest 1990, 86:1343-1346.

30. Tiret L, Rigat B, Visvikis S, Breda C, Corvol P, Cambien F, et al: Evidence,
from combined segregation and linkage analysis, that a variant of the
angiotensin I-converting enzyme (ACE) gene controls plasma ACE levels.
Am J Hum Genet 1992, 51:197-205.

31. Roszer T, Ricote M: PPARs in the Renal Regulation of Systemic Blood
Pressure. PPAR Res 2010, 2010:698730.

32. John SW, Weitzner G, Rozen R, Scriver CR: A rapid procedure for
extracting genomic DNA from leukocytes. Nucleic Acids Res 1991, 19:408.

33. Solini A, Giacchetti G, Sfriso A, Fioretto P, Sardu C, Saller A, et al:
Polymorphisms of angiotensin-converting enzyme and angiotensinogen

genes in type 2 diabetic sibships in relation to albumin excretion rate.
Am J Kidney Dis 1999, 34:1002-1009.

34. Gouda HN, Sagoo GS, Harding AH, Yates J, Sandhu MS, Higgins JP: The
association between the peroxisome proliferator-activated receptor-
gamma2 (PPARG2) Pro12Ala gene variant and type 2 diabetes mellitus:
a HuGE review and meta-analysis. Am J Epidemiol 2010, 171:645-655.

35. Cole SA, Mitchell BD, Hsueh WC, Pineda P, Beamer BA, Shuldiner AR, et al:
The Pro12Ala variant of peroxisome proliferator-activated receptor-
gamma2 (PPAR-gamma2) is associated with measures of obesity in
Mexican Americans. Int J Obes Relat Metab Disord 2000, 24:522-524.

36. Morini E, Tassi V, Capponi D, Ludovico O, Dallapiccola B, Trischitta V, et al:
Interaction between PPARgamma2 variants and gender on the
modulation of body weight. Obesity (Silver Spring) 2008, 16:1467-1470.

37. Gonzalez Sanchez JL, Serrano RM, Fernandez PC, Laakso M, Martinez
Larrad MT: Effect of the Pro12Ala polymorphism of the peroxisome
proliferator-activated receptor gamma-2 gene on adiposity, insulin
sensitivity and lipid profile in the Spanish population. Eur J Endocrinol
2002, 147:495-501.

38. Gray SL, Nora ED, Grosse J, Manieri M, Stoeger T, Medina-Gomez G, et al:
Leptin deficiency unmasks the deleterious effects of impaired
peroxisome proliferator-activated receptor gamma function (P465L
PPARgamma) in mice. Diabetes 2006, 55:2669-2677.

39. Savage DB, Tan GD, Acerini CL, Jebb SA, Agostini M, Gurnell M, et al:
Human metabolic syndrome resulting from dominant-negative
mutations in the nuclear receptor peroxisome proliferator-activated
receptor-gamma. Diabetes 2003, 52:910-917.

40. Wan J, Xiong S, Chao S, Xiao J, Ma Y, Wang J, et al: PPARgamma gene
C161T substitution alters lipid profile in Chinese patients with coronary
artery disease and type 2 diabetes mellitus. Cardiovasc Diabetol 2010,
9:13.

41. Rosado EL, Bressan J, Martinez JA, Marques-Lopes I: Interactions of the
PPARgamma2 polymorphism with fat intake affecting energy
metabolism and nutritional outcomes in obese women. Ann Nutr Metab
2010, 57:242-250.

42. Lu TM, Lin SJ, Lin MW, Hsu CP, Chung MY: The association of
dimethylarginine dimethylaminohydrolase 1 gene polymorphism with
type 2 diabetes: a cohort study. Cardiovasc Diabetol 2011, 10:16.

43. Lee YJ, Tsai JC: ACE gene insertion/deletion polymorphism associated
with 1998 World Health Organization definition of metabolic syndrome
in Chinese type 2 diabetic patients. Diabetes Care 2002, 25:1002-1008.

44. Costa LA, Canani LH, Maia AL, Gross JL: The ACE insertion/deletion
polymorphism is not associated with the metabolic syndrome (WHO
Definition) in Brazilian type 2 diabetic patients. Diabetes Care 2002,
25:2365-2366.

45. Jayasooriya AP, Mathai ML, Walker LL, Begg DP, Denton DA, Cameron-
Smith D, et al: Mice lacking angiotensin-converting enzyme have
increased energy expenditure, with reduced fat mass and improved
glucose clearance. Proc Natl Acad Sci USA 2008, 105:6531-6536.

46. Eisenmann JC, Sarzynski MA, Glenn K, Rothschild M, Heelan KA: ACE I/D
genotype, adiposity, and blood pressure in children. Cardiovasc Diabetol
2009, 8:14.

47. Saint-Marc P, Kozak LP, Ailhaud G, Darimont C, Negrel R: Angiotensin II as
a trophic factor of white adipose tissue: stimulation of adipose cell
formation. Endocrinology 2001, 142:487-492.

doi:10.1186/1475-2840-10-112
Cite this article as: Passaro et al.: PPARg Pro12Ala and ACE ID
polymorphisms are associated with BMI and fat distribution, but not
metabolic syndrome. Cardiovascular Diabetology 2011 10:112.

Passaro et al. Cardiovascular Diabetology 2011, 10:112
http://www.cardiab.com/content/10/1/112

Page 8 of 8


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Subjects
	Biochemical analysis
	Genotyping
	Statistical analysis

	Results
	Discussion
	Limits of our study

	Conclusions
	Authors' contributions
	Competing interests
	References

