
 

 

Introduction 
 
The clinical and biological significance of the 
adipokine resistin in the development of type 2 
diabetes remains uncertain. Current evidence 
from animal models indicates that a reduction 
in functional resistin protein (via gene knock-
out, anti-resistin immunoglobulin, and dominant 
inhibition) can lower blood glucose levels and 
improve insulin sensitivity [1-3]. In addition, 
elevated levels of serum resistin in diabetic db/
db mice implicate resistin as a key mediator 
between adiposity and type 2 diabetes [3].   

In humans, circulating resistin levels are higher 
among individuals with type 2 diabetes than 
among apparently healthy individuals [4-6]. Re-
cently, two prospective cohort studies related 
baseline resistin levels to future development of 
type 2 diabetes, although this relation appeared 
to be mediated, in part, by BMI[4, 5] or inflam-
matory markers [4]. The suggestion of inflam-
matory pathway involvement is consistent with 
the fact that mononuclear cells are the primary 
source of resistin in humans [7]. In contrast, the 
causal relation between resistin levels and adi-
posity in humans remains unclear. Resistin lev-
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Abstract:  This study’s objective was to examine the associations between resistin (RETN) polymorphisms, plasma 
resistin levels, and type 2 diabetes risk. We conducted two nested case-control studies in postmenopausal women 
(359 incident cases and 359 controls) and middle-aged/elderly men (170 incident cases and 170 controls). Controls 
were matched (1:1) to cases by age, race, duration of follow-up, and time of blood draw. Circulating resistin levels 
were higher among carriers of the variant allele for rs34861192 (p<0.0001 for women, p=0.002 for men) but not 
rs1862513 (p=0.15 for women, p=0.14 for men). Neither polymorphism was significantly associated with risk of type 
2 diabetes after adjusting for diabetes risk factors (exercise, smoking status, alcohol intake, family history of diabe-
tes, and matching factors) among women (rs1862513: OR=1.19, 95% CI=0.80-1.77; rs34861192: OR=0.41, 95% 
CI=0.14-1.19) and men (rs1862513: OR=1.05, 95% CI=0.57-1.95; rs34861192: OR=0.64, 95% CI=0.14-2.89). In 
conclusion, RETN promoter polymorphism rs34861192 was associated with elevated circulating resistin levels, but 
rs1862513 was not. Neither polymorphism was associated with an increased risk for type 2 diabetes. 
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els are elevated in obese individuals [8], how-
ever, adiposity (estimated by BMI) does not con-
sistently correlate with resistin levels across 
studies [9].  
 
Studies of RETN polymorphisms are advanta-
geous in clarifying the directionality of the rela-
tion between inflammation, adiposity, and re-
sistin levels. The most widely studied RETN poly-
morphism is the promoter polymorphism 
rs1862513, whose G-allele has been associ-
ated with elevated resistin levels and type 2 
diabetes risk in some [6, 10] but not all studies 
[11-14]. Azuma, et al., observed that this poly-
morphism, in conjunction with another novel 
RETN promoter polymorphism (rs34861192), 
strongly influenced circulating resistin levels 
[15]. Based on these findings, we analyzed data 
from two well-characterized populations to fur-
ther clarify the association between these RETN 
promoter polymorphisms, circulating resistin 
levels and type 2 diabetes risk.  
 
Materials and methods 
 
The Women’s Health Study (WHS) is a random-
ized, controlled, 2x2 factorial trial which con-
sisted of 39,876 female health professionals 
whose ages were 45 years or older and were 
free of cancer (except non-melanoma skin can-
cer) and cardiovascular disease at baseline [16, 
17]. For the present analysis we conducted a 
nested case-control study using risk-set sam-
pling. Cases and controls were selected from 
among original trial participants whose baseline 
blood samples were available (n=28,345) and 
who were postmenopausal and not using hor-
mone replacement therapy at the time of blood 
collection (n=6,574). Cases included all women 
who developed type 2 diabetes by February 
2005 (median follow-up of 10 years). Controls 
were matched to cases in a 1:1 ratio by age 
(within 1 year), follow-up duration (within 1 
month), race, and fasting status at blood collec-
tion (72% provided fasting blood, defined as 
≥10 hours since last meal).  Based on these 
criteria, 359 cases and 359 controls were eligi-
ble for analysis in WHS. 
 
The Physicians’ Health Study II (PHS) is a ran-
domized, controlled 2x2x2x2 factorial trial con-
sisting of 14,641 male physicians aged 50.5 
years or older who were free of cancer and car-
diovascular disease at baseline [18]. In a simi-
lar manner as was done for WHS, cases and 

controls were selected from among original trial 
participants whose baseline blood samples 
were available (n=11,133). Cases included all 
men who developed type 2 diabetes during 8 
years of follow-up. Controls were matched to 
cases in a 1:1 ratio by age (within 2 years), fol-
low-up duration (within 1 month), race, and time 
of blood draw. Among the PHS cases and con-
trols selected for the present analysis, 57% pro-
vided fasting blood (defined as ≥10 hours since 
their last meal). Based on these criteria, 170 
cases and 170 controls were eligible for analy-
sis in PHS. 
 
Written informed consent was obtained from all 
participants in both WHS and PHS. Both studies 
were conducted according to the ethical guide-
lines of Brigham and Women’s Hospital, Har-
vard Medical School, and the UCLA institutional 
review boards.  
 
Methods used to ascertain incident type 2 dia-
betes in the present analyses have been de-
scribed in detail previously [19]. Briefly, partici-
pants with type 2 diabetes at baseline were 
excluded. The remaining participants were 
asked annually whether and when they had 
been diagnosed with type 2 diabetes during 
follow-up. Self-reported cases of type 2 diabetes 
were confirmed by supplementary question-
naires. A small validation study in WHS com-
pared self-reported type 2 diabetes to physician-
led telephone interviews, supplementary ques-
tionnaires, and medical record reviews; the 
positive predictive value of self-reported type 2 
diabetes was at least 91% in each comparison 
[20].  
 
Centrifuged blood samples were stored in liquid 
nitrogen freezers. Case-control pairs were han-
dled identically. Laboratory personnel were 
blinded to case-control status. Each matched 
pair was assayed in random order and in the 
same analytical run. Plasma levels of resistin 
were measured by an enzymatically amplified 
"two-step" sandwich-type ELISA immunoassay 
(R&D Systems, Minneapolis, MN). TNFα-
receptor II (TNF-RII) was also measured by 
ELISA (R&D Systems, Minneapolis, MN). C-
reactive protein (CRP) was measured at a core 
laboratory facility using a validated, high-
sensitivity assay (Denka Seiken) [21]. The CRP 
assay was conducted only in WHS. 
 
Two RETN SNPs—rs1862513 (RETN -420C>G) 
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and rs34861192 (RETN -638G>A)—were suc-
cessfully genotyped in >98% of the samples in 
both WHS and PHS (providing 96% of the total 
case-control pairs for genetic analysis). Polymor-
phism selection was based on a review of the 
past literature and HapMap. Priority was given 
to polymorphisms that were associated with 
differences in plasma resistin levels, associated 
with type 2 diabetes, had a relatively high minor 
allele frequency, and found in the RETN gene 
promoter region. All DNA samples were geno-
typed using the ABI Taqman system (Applied 
Biosystems, Foster City, CA). Endpoint fluores-
cence of PCR-amplified DNA was read by the 
ABI PRISM 7900HT Sequence Detection System 
(SDS). Genotypes were assigned using SDS 
2.2.2 Allelic Discrimination Software (Applied 
Biosystems, Foster City, CA) by two independent 
technicians blinded to the identification number 
and case-control status of each sample. Pre-
designed Taqman SNP genotyping probes were 
used for rs1862513, and custom probes were 
designed for rs34861192 (Applied Biosystems, 
Foster City, CA).  
 
Biomarker values with skewed distributions 
were log-transformed to enhance compliance 
with normality assumptions. McNemar’s χ2 test 
(for categorical variables) and Wilcoxon signed 
rank test (for continuous variables) were used 
to compare baseline characteristics between 
cases and controls. We calculated geometric 
means for biomarkers and arithmetic means for 
BMI by genotype. Arithmetic means for BMI 
were multivariably adjusted for physical activity 
levels, smoking status, alcohol intake, and ever 
having a first-degree relative with diabetes. Geo-
metric means for biomarkers were further ad-
justed for BMI. Differences in genotype-specific 
means were assessed by generalized linear 
models. Conditional logistic regression provided 
odds ratios (OR) and 95% CI on the association 
between RETN SNPs and type 2 diabetes. ORs 
in the present analyses yield unbiased esti-
mates of relative risks (RR), specifically rate 
ratios, since risk-set sampling was used. Esti-
mates from the WHS and PHS were pooled us-
ing a random-effects meta-analysis model [22] 
(Stata 10.0, StataCorp, Texas Station, TX). All 
other analyses were conducted in SAS 9.1.3 
(SAS Institute Inc., Cary, NC).  
 
Results  
 
Demographic characteristics, circulating bio-

marker levels, and genotypic frequencies for 
rs1862513 and rs34861192 are presented in 
Table 1. The minor allele frequencies among the 
controls were 30% and 34% for rs1862513, 
and 3% and 5% in rs34861192 among women 
and men, respectively. Among control partici-
pants, Hardy-Weinberg equilibrium was ob-
served for rs1862513 (p<0.0001 among 
women, p=0.0001 among men) but not for 
rs34861192 (p=0.89 among women, p=0.73 
among men). Still, allele frequencies for both 
SNPs were consistent between the men and 
women in our analysis and those of HapMap 
CEU Europeans and the Environmental Genome 
Project (EGP) CEPH Europeans.  
 
The adjusted means of resistin levels, BMI, TNF-
RII, and CRP did not differ substantially between 
rs1862513 genotypes in either men or women 
(Table 2). Compared to non-carriers, 
rs34861192 variant A-allele carriers were simi-
lar in most measures, but had higher resistin 
levels (p<0.0001 among women, p=0.002 
among men) and lower BMI (p=0.003 among 
men). Additive and dominant genetic models led 
to similar results, while the recessive model 
possessed weaker discriminatory ability (data 
not shown). 
 
The risk of type 2 diabetes did not differ signifi-
cantly between carriers and non-carriers of the 
rs1862513 variant allele in any of our statistical 
models (Final model: pooled RR=1.15, 95%
CI=0.82-1.60) (Table 3). The crude and BMI-
adjusted models for rs34861192 suggested a 
lower risk of type 2 diabetes among minor allele 
carriers; however, this association was no 
longer statistically significant after controlling 
for additional type 2 diabetes risk factors and 
BMI in the final model (pooled RR=0.48, 95%
CI=0.20-1.13). Further adjustment for TNF-RII 
(or CRP, when available) in the final models did 
not alter estimates substantially (data not 
shown).  
 
Discussion 
 
The present analysis examined two SNPs with 
putative function in the promoter sequence of 
the RETN gene in relation to plasma resistin 
levels and risk of type 2 diabetes. In the widely 
studied rs1862513 no significant differences in 
circulating resistin levels nor risk of type 2 dia-
betes were observed across genotypes. How-
ever, elevated resistin levels were observed 
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Table 1. Baseline characteristics of case and control participants from the Women’s Health Study 
(n=718) and Physicians’ Health Study II (n=340)  

  WOMEN MEN 

  Cases Controls p-value* Cases Controls p-value* 

n 359 359   170 170   

Age (mean ± SD) 60.3 ± 6.1 60.3 ± 6.1 (matched) 63.7 ± 7.6 63.7 ± 7.6 (matched) 

Race, White 332 (93.5%) 332 (93.5%) (matched) 145 (85.3%) 145 (85.3%) (matched) 

BMI (mean ± SD) 30.9 ± 6.1 26.0 ± 5.0 <0.0001 28.9 ± 3.9 25.5 ± 3.4 <0.0001 

Current multivitamin use 82 (22.9%) 88 (25.2%) 0.47 47 (27.7%) 46 (27.1%) 0.90 

Current smoker 52 (14.5%) 49 (13.7%) 0.74 11 (6.5%) 2 (1.2%) 0.01 

Exercise, ≥4 times/week 32 (8.9%) 41 (11.4%) 0.27 16 (9.4%) 21 (12.4%) 0.38 

Family history of diabetes 174 (48.5%) 86 (24.0%) <0.001 56 (32.9%) 29 (17.1%) 0.0007 

Alcohol consumption,   ≥1 
drink/day 

18 (5.0%) 41 (11.4%) 0.002 49 (28.8%) 46 (27.1%) 0.72 

hs-CRP (mg/L)     <0.0001†     - 

     Median 4.0 1.6   - -   

     Interquartile range 2.3-7.0 0.7-3.6   - -   

TNF-RII (pg/mL)     0.002†     0.24† 

     Median 2825 2645   2298 2215   

     Interquartile range 2334-3331 2275-3125   1985-2647 1946-2562   

Resistin (ng/mL)     <0.0001†     0.09† 

     Median 11.7 10.4   10.6 9.1   

     Interquartile range 8.7-17.6 7.5-13.9   6.6-16.0 6.4-12.8   

rs1862513     0.99     1.00 

     GG 175 (49.3%) 174 (49.3%)   71 (43.0%) 71 (43.0%)   

     CG 149 (42.0%) 147 (41.6%)   76 (46.1%) 76 (46.1%)   

     CC 31 (8.7%) 32 (9.1%)   18 (10.9%) 18 (10.9%)   

     Minor allele frequency 30% 30%   34% 34%   

rs34861192     0.10     0.12 

     GG 348 (98.3%) 338 (95.5%)   162 (96.4%) 151 (91.0%)   

     GA 5 (1.4%) 13 (3.7%)   5 (3.0%) 12 (7.2%)   

     AA 1 (0.3%) 3 (0.9%)   1 (0.6%) 3 (1.8%)   

     Minor allele frequency 1% 3%   2% 5%   

* Chi-square test for comparing cases and controls in categorical variables.  Wilcoxon signed rank test for comparing 
cases and controls in continuous variables. 
† Wilcoxon signed rank test comparing log-transformed biomarker levels by case-control status. 
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among carriers of the rs34861192 variant al-
lele. Interestingly, the risk of type 2 diabetes 
among rs34861192 variant allele carriers did 
not differ significantly from non-carriers. In addi-
tion, circulating inflammatory markers levels 
were similar across RETN genotypes. 
 
RETN -420C>G (rs1862513) has been studied 
extensively in regards to circulating resistin lev-
els and type 2 diabetes risk. While the majority 
of studies found elevated resistin levels [13, 23, 
24] among carriers of the variant G-allele, our 
analysis corroborates the findings of a recent 
longitudinal study [25] showing no substantial 
differences in resistin levels nor in type 2 diabe-
tes risk across rs1862513 genotypes. Racial/
ethnic differences may explain these differ-
ences. Studies that showed such associations 
were exclusively in Asian populations [9]; 
whereas, studies of predominantly Caucasian 

populations showed little to no differences be-
tween rs1862513 genotypes [25]. 
 
RETN -638G>A (rs34861192) is a novel RETN 
polymorphism that has only been examined 
recently for its association with type 2 diabetes. 
Previously, Azuma, et al., reported that, in con-
junction with rs1862513, the rs34861192 poly-
morphism strongly influenced resistin levels, 
potentially by eliminating recognition sites for 
heat shock transcription factors [15]. In our 
analysis the variant A-allele was associated with 
increased levels of circulating resistin, yet con-
ferred slightly lower risk of type 2 diabetes, al-
though this result should be interpreted with 
caution due to low minor allele frequency in our 
population. Asano, et al., observed rs34861192 
to be strongly associated with plasma resistin 
levels but not with diabetes-associated traits in 
a Japanese population [23].  

Table 2.  Adjusted means and geometric means* (95% CI) by RETN genotype (dominant genetic model) 
among control women (n=359) and men (n=170)  

* All means were adjusted for BMI (except in computing the mean of BMI itself), exercise, smoking status, alcohol 
intake, and family history of diabetes. 
† Tests of differences in adjusted (geometric) means between carriers and non-carriers of the minor allele. 

rs1862513   
GG CC+CG p-value† 

Women Resistin (ng/mL) 11.2 (10.4-12.1) 10.3 (9.6-11.2) 0.15 

  BMI (kg/m2) 26.1 (25.4-26.9) 25.8 (25.0-26.5) 0.52 

  TNF-RII (pg/mL) 2700 (2601-2802) 2634 (2538-2733) 0.36 

  CRP (mg/L) 1.6 (1.3-1.8) 1.6 (1.4-1.9) 0.87 

Men Resistin (ng/mL) 9.0 (7.9-10.3) 10.3 (9.2-11.6) 0.14 

  BMI (kg/m2) 25.4 (24.6-26.3) 25.7 (24.9-26.4) 0.70 

  TNF-RII (pg/mL) 2291 (2175-2413) 2206 (2109-2307) 0.29 

rs34861192 
  

GG AA+GA p-value† 

Women Resistin (ng/mL) 10.4 (9.9-11.0) 21.9 (17.0-28.2) <0.0001 

  BMI (kg/m2) 25.9 (25.4-26.4) 26.9 (24.3-29.5) 0.45 

  TNF-RII (pg/mL) 2679 (2608-2751) 2402 (2116-2726) 0.10 

  CRP (mg/L) 1.6 (1.4-1.8) 1.4 (0.8-2.3) 0.59 

Men Resistin (ng/mL) 9.3 (8.5-10.2) 15.4 (11.5-20.7) 0.002 

  BMI (kg/m2) 25.8 (25.3-26.4) 23.0 (21.2-24.8) 0.003 

  TNF-RII (pg/mL) 2222 (2146-2300) 2434 (2168-2734) 0.14 
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The lack of association between RETN promoter 
polymorphisms and type 2 diabetes risk in our 
study may be due, in part, to the fact that we 
lacked the statistical power to detect modest 
genetic associations. While the promoter poly-
morphisms that we examined were not signifi-
cantly associated with type 2 diabetes risk, we 
could exclude the possibility that other rare 
SNPs across the RETN gene may influence risk 
of insulin resistance and related phenotypes 
[26]. Fine mapping of the RETN gene revealed 
that circulating resistin levels may be more in-
fluenced by polymorphisms in the 3’ region than 
by promoter SNPs [25]. Nevertheless, these 
prospective data are consistent with previous 
experimental findings [27], which suggest the 
resistin protein as a marker of adipose tissue 
inflammation and not a significant mediator in 
the development of type 2 diabetes. This may 
explain the observed correlations between BMI, 
inflammatory markers, and resistin levels in our 
previous analysis [4] and the lack of association 
between BMI, inflammatory markers, and RETN 
SNPs in the current analysis.   
 
Limitations from this study included the lack of 

data on RETN 3’UTR polymorphisms, low minor 
allele frequency for rs34861192, and inade-
quate statistical power that may have precluded 
the detection of modest genetic effects and/or 
gene-environment interactions. While popula-
tion stratification could not be ruled out com-
pletely, matching of cases and controls by race 
in these two prospective studies of well-
characterized, relatively homogeneous popula-
tions minimize such a bias. The strength of this 
study included the use of RETN promoter poly-
morphisms, as surrogate measures of circulat-
ing resistin levels, reducing the possibility of 
reverse causation in examining the influence of 
resistin levels on adiposity and inflammatory 
markers. 
 
In conclusion, we did not find any significant 
relation between the two RETN polymorphism 
with risk of type 2 diabetes in two prospective 
cohorts of men and women. However, the 
rs34861192 promoter polymorphism was asso-
ciated with elevated circulating resistin levels 
whose functional role warrants further investiga-
tion.  
 

Table 3. Association between resistin genotype (dominant genetic model) and risk of type 2 diabetes* 

* All models adjusted for matching factors (age, race, fasting time). 
† Multivariable model adjusted for matching factors and diabetes risk factors (exercise, smoking status, alcohol  
intake, and family history of diabetes). 
‡ Final model adjusted for matching factors, diabetes risk factors, and BMI. 

rs1862513 
(GG vs. CC+CG) 

WOMEN 
RR (95%CI) 

MEN 
RR (95%CI) 

POOLED 
RR (95%CI) 

n (GG:CC+CG) 349:359 142:188 491:547 

   Crude model 0.98 (0.72, 1.32) 1.06 (0.66, 1.72) 1.00 (0.77, 1.29) 

   BMI-adjusted model 1.03 (0.71, 1.48) 1.10 (0.61, 1.98) 1.05 (0.77, 1.43) 

   Multivariable model† 1.18 (0.84, 1.66) 1.08 (0.65, 1.81) 1.15 (0.87, 1.53) 

   Final model‡ 1.19 (0.80, 1.77) 1.05 (0.57, 1.95) 1.15 (0.82, 1.60) 

rs34861192 
(GG vs. GA+AA)       

n (GG:GA+AA) 686:22 313:21 999:43 

   Crude model 0.38 (0.15, 0.96) 0.31 (0.10, 0.94) 0.35 (0.17, 0.71) 

   BMI-adjusted model 0.34 (0.12, 0.97) 0.65 (0.16, 2.67) 0.43 (0.19, 0.99) 

   Multivariable model† 0.37 (0.13, 1.00) 0.34 (0.11, 1.10) 0.36 (0.17, 0.76) 

   Final model‡ 0.41 (0.14, 1.19) 0.64 (0.14, 2.89) 0.48 (0.20, 1.13) 



RETN polymorphisms, plasma resistin, and type 2 diabetes  

 
 
173                                                                                            Int J Mol Epidemiol Genet 2010: 1(2):167-174 

Acknowledgements 
 
We are indebted to the dedicated and commit-
ted participants of the WHS and PHS II. We also 
acknowledge the contributions of the entire 
staff of the WHS and PHS II.  
 
This study was supported by grant DK-066401 
from the National Institutes of Health, Be-
thesda, MD. The Women's Health Study (WHS) 
is supported by grants HL-043851, HL-080467 
and CA-047988 from the National Institutes of 
Health, Bethesda, MD. The Physicians’ Health 
Study II (PHS II) is supported by grants CA-
34944, CA-40360, CA-097193, HL-26490, and 
HL-34595 from the National Institutes of 
Health, Bethesda, MD. Mr. Chen is supported by 
a grant (T32-HG002536) from the National Hu-
man Genome Research Institute, the National 
Institutes of Health, Bethesda, MD. Dr. Song is 
supported by a grant (K01-DK078846) from the 
National Institute of Diabetes and Digestive and 
Kidney Diseases, the National Institutes of 
Health, Bethesda, MD. Dr. Ding was supported 
by a postdoctoral fellowship grant from the 
American Diabetes Association and a fellowship 
from the Paul and Daisy Soros Foundation, New 
York. The funding sources had no role in the 
study conduct and analysis. 
 
Please address correspondence to: Simin Liu, 
Center for Metabolic Disease Prevention, University 
of California, Los Angeles, 650 Charles E. Young 
Drive South, Box 951772, Los Angeles, CA 90095-
1772. Tel: 310-206-5862; Fax: 310-206-6039; E-
mail: siminliu@ucla.edu.  
 
References 
 
[1] Banerjee RR, Rangwala SM, Shapiro JS, Rich AS, 

Rhoades B, Qi Y, Wang J, Rajala MW, Pocai A, 
Scherer PE, Steppan CM, Ahima RS, Obici S, 
Rossetti L and Lazar MA. Regulation of fasted 
blood glucose by resistin. Science 2004; 303: 
1195-1198. 

[2] Kim KH, Zhao L, Moon Y, Kang C and Sul HS. 
Dominant inhibitory adipocyte-specific secretory 
factor (ADSF)/resistin enhances adipogenesis 
and improves insulin sensitivity. Proc Natl Acad 
Sci U S A 2004; 101: 6780-6785. 

[3] Steppan CM, Bailey ST, Bhat S, Brown EJ, Baner-
jee RR, Wright CM, Patel HR, Ahima RS and 
Lazar MA. The hormone resistin links obesity to 
diabetes. Nature 2001; 409: 307-312. 

[4] Chen BH, Song Y, Ding EL, Roberts CK, Manson 
JE, Rifai N, Buring JE, Gaziano JM and Liu S. 
Circulating levels of resistin and risk of type 2 
diabetes in men and women: results from two 

prospective cohorts. Diabetes Care 2009; 32: 
329-334. 

[5] Heidemann C, Sun Q, van Dam RM, Meigs JB, 
Zhang C, Tworoger SS, Mantzoros CS and Hu FB. 
Total and high-molecular-weight adiponectin and 
resistin in relation to the risk for type 2 diabetes 
in women. Ann Intern Med 2008; 149: 307-316. 

[6] Osawa H, Onuma H, Ochi M, Murakami A, Ya-
mauchi J, Takasuka T, Tanabe F, Shimizu I, Kato 
K, Nishida W, Yamada K, Tabara Y, Yasukawa M, 
Fujii Y, Ohashi J, Miki T and Makino H. Resistin 
SNP-420 determines its monocyte mRNA and 
serum levels inducing type 2 diabetes. Biochem 
Biophys Res Commun 2005; 335: 596-602. 

[7] Savage DB, Sewter CP, Klenk ES, Segal DG, Vidal
-Puig A, Considine RV and O'Rahilly S. Resistin / 
Fizz3 expression in relation to obesity and perox-
isome proliferator-activated receptor-gamma 
action in humans. Diabetes 2001; 50: 2199-
2202. 

[8] Lu HL, Wang HW, Wen Y, Zhang MX and Lin HH. 
Roles of adipocyte derived hormone adiponectin 
and resistin in insulin resistance of type 2 diabe-
tes. World J Gastroenterol 2006; 12: 1747-
1751. 

[9] Osawa H, Tabara Y, Kawamoto R, Ohashi J, Ochi 
M, Onuma H, Nishida W, Yamada K, Nakura J, 
Kohara K, Miki T and Makino H. Plasma resistin, 
associated with single nucleotide polymorphism 
-420, is correlated with insulin resistance, lower 
HDL cholesterol, and high-sensitivity C-reactive 
protein in the Japanese general population. Dia-
betes Care 2007; 30: 1501-1506. 

[10] Osawa H, Yamada K, Onuma H, Murakami A, 
Ochi M, Kawata H, Nishimiya T, Niiya T, Shimizu 
I, Nishida W, Hashiramoto M, Kanatsuka A, Fujii 
Y, Ohashi J and Makino H. The G/G genotype of 
a resistin single-nucleotide polymorphism at -
420 increases type 2 diabetes mellitus suscepti-
bility by inducing promoter activity through spe-
cific binding of Sp1/3. Am J Hum Genet 2004; 
75: 678-686. 

[11] Conneely KN, Silander K, Scott LJ, Mohlke KL, 
Lazaridis KN, Valle TT, Tuomilehto J, Bergman 
RN, Watanabe RM, Buchanan TA, Collins FS and 
Boehnke M. Variation in the resistin gene is as-
sociated with obesity and insulin-related pheno-
types in Finnish subjects. Diabetologia 2004; 
47: 1782-1788. 

[12] Kunnari A, Ukkola O and Kesaniemi YA. Resistin 
polymorphisms are associated with cerebrovas-
cular disease in Finnish Type 2 diabetic patients. 
Diabet Med 2005; 22: 583-589. 

[13] Cho YM, Youn BS, Chung SS, Kim KW, Lee HK, 
Yu KY, Park HJ, Shin HD and Park KS. Common 
genetic polymorphisms in the promoter of re-
sistin gene are major determinants of plasma 
resistin concentrations in humans. Diabetologia 
2004; 47: 559-565. 

[14] Ochi M, Osawa H, Hirota Y, Hara K, Tabara Y, 
Tokuyama Y, Shimizu I, Kanatsuka A, Fujii Y, 
Ohashi J, Miki T, Nakamura N, Kadowaki T, Ita-



RETN polymorphisms, plasma resistin, and type 2 diabetes  

 
 
174                                                                                            Int J Mol Epidemiol Genet 2010: 1(2):167-174 

kura M, Kasuga M and Makino H. Frequency of 
the G/G genotype of resistin single nucleotide 
polymorphism at -420 appears to be increased 
in younger-onset type 2 diabetes. Diabetes 
2007; 56: 2834-2838. 

[15] Azuma K, Oguchi S, Matsubara Y, Mamizuka T, 
Murata M, Kikuchi H, Watanabe K, Katsukawa F, 
Yamazaki H, Shimada A and Saruta T. Novel 
resistin promoter polymorphisms: association 
with serum resistin level in Japanese obese indi-
viduals. Horm Metab Res 2004; 36: 564-570. 

[16] Buring J and Hennekens C. The Women's Health 
Study: summary of the study design. J Myocar-
dial Ischemia 1992; 4: 27-29. 

[17] Rexrode KM, Lee IM, Cook NR, Hennekens CH 
and Buring JE. Baseline characteristics of partici-
pants in the Women's Health Study. J Womens 
Health Gend Based Med 2000; 9: 19-27. 

[18] Christen WG, Gaziano JM and Hennekens CH. 
Design of Physicians' Health Study II--a random-
ized trial of beta-carotene, vitamins E and C, and 
multivitamins, in prevention of cancer, cardio-
vascular disease, and eye disease, and review of 
results of completed trials. Annals of epidemiol-
ogy 2000; 10: 125-134. 

[19] Song Y, Manson JE, Buring JE and Liu S. A pro-
spective study of red meat consumption and 
type 2 diabetes in middle-aged and elderly 
women: the women's health study. Diabetes 
Care 2004; 27: 2108-2115. 

[20] Liu S, Lee IM, Song Y, Van Denburgh M, Cook 
NR, Manson JE and Buring JE. Vitamin E and risk 
of type 2 diabetes in the women's health study 
randomized controlled trial. Diabetes 2006; 55: 
2856-2862. 

[21] Ridker PM, Rifai N, Rose L, Buring JE and Cook 
NR. Comparison of C-reactive protein and low-
density lipoprotein cholesterol levels in the pre-
diction of first cardiovascular events. The New 
England journal of medicine 2002; 347: 1557-

1565. 
[22] DerSimonian R and Laird N. Meta-analysis in 

clinical trials. Control Clin Trials 1986; 7: 177-
188. 

[23] Asano H, Izawa H, Nagata K, Nakatochi M, Koba-
yashi M, Hirashiki A, Shintani S, Nishizawa T, 
Tanimura D, Naruse K, Matsubara T, Murohara T 
and Yokota M. Plasma resistin concentration 
determined by common variants in the resistin 
gene and associated with metabolic traits in an 
aged Japanese population. Diabetologia 2010; 
53: 234-246. 

[24] Osawa H, Tabara Y, Kawamoto R, Ohashi J, Ochi 
M, Onuma H, Nishida W, Yamada K, Nakura J, 
Miki T, Makino H and Kohara K. PPARgamma 
Pro12Ala Pro/Pro and resistin SNP-420 G/G 
genotypes are synergistically associated with 
plasma resistin in the Japanese general popula-
tion. Clin Endocrinol (Oxf) 2009; 71: 341-345. 

[25] Hivert MF, Manning AK, McAteer JB, Dupuis J, 
Fox CS, Cupples LA, Meigs JB and Florez JC. As-
sociation of variants in RETN with plasma re-
sistin levels and diabetes-related traits in the 
Framingham Offspring Study. Diabetes 2009; 
58: 750-756. 

[26] Pizzuti A, Argiolas A, Di Paola R, Baratta R, Rau-
seo A, Bozzali M, Vigneri R, Dallapiccola B, Tris-
chitta V and Frittitta L. An ATG repeat in the 3'-
untranslated region of the human resistin gene 
is associated with a decreased risk of insulin 
resistance. J Clin Endocrinol Metab 2002; 87: 
4403-4406. 

[27] Lehrke M, Reilly MP, Millington SC, Iqbal N, 
Rader DJ and Lazar MA. An inflammatory cas-
cade leading to hyperresistinemia in humans. 
PLoS Med 2004; 1: e45. 

 
 



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


