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Introduction Results Table 2: Analysis of Covariance of SNP +45 of the (APM1)
_ . N . _ ) gene adjusted for age, sex, BMI, and recruitment centre
+ The adipose most abundant gene transcript 1(APM1) that encodes + The study cohort consists of 1278 subjects (579 men and 699 women)
adiponectin has been mapped to chromosome 3q27' aged 43.8 * 8.4 yrs (mean +SD), with a mean BMI of 25.6 + 4.0 kg/m? TIT+TIG G/IG P Value
+ (APM1) gene has been shown to increase susceptibility for type 2 * The allele frequencies of SNP +45T/G were 0.89 and 0.11 for the T and NrlbEs 1261 17
diabetes (T2DM), the metabolic syndrome and abdominal obesity* G alleles respectively, and they were in Hardy-Weinberg equilibrium o
. ) ) ) . . . . Waist circumference (cm)  87.0 [0.2] 90.0 [1.7] 0.02
* In both animal and human studies an inverse relationship has been + Table 1 summarizes the metabolic and anthropometric data for the 3 )
observed between circulating adiponectin levels and the degree of genotypes of the SNP +45 of the APM1 gene. There were no significant Fasting Glucose (mmol/l) ~ 5.1[0.02] 5.0[0.2] NS
insulin resistance?* differences between the 3 groups when analyzed by ANOVA *Fasting Insulin (pmol/l) 28.6 [3-118] 29.9 [15-40] NS
+ Investigation of the adiponectin gene has revealed several SNPs - %engral Iintear model aPaIyﬁis '\r/leve?Ied(_|§/i_g|;1_nificgrr/]E;differGe?é:es%bgtweoeg Fasting NEFA (mmol/l) 0.53 [0.01] 0.70 [0.05] 0.004
associated with T2DM and insulin resistance the 3 genotype groups for the M value Vs. Vs. 156.3 £ 0. o :
, vs. 56.9 £1.4 vs. 48.8 + 5.4 [mean + SE] ymol/min/kgy,; p=0.04) and Triglycerides(mmolfl) 0.95[0.3-7.4]  0.93[0.4-1.7] NS
* In a Japanese cohort, the SNP +45 G allele in exon 2 of the (APM1) Fasting NEFA levels (T/T vs. T/G vs. G/G: 0.54(0.01) + vs. 0.53(0.01) + HDL—cholesterol (mmol/l) 1.4 [0.01] 1.4 [0.08] NS
gene was associated with an increased risk of T2DM,® although this was vs. 0.68(0.1) + [geometric mean (SE)] mmol/l; p=0.03) after correction
not confirmed in a study of Caucasian T2DM patients® for age, sex, BMI, and recruitment centre LDL-cholesterol (mmol/l) 2.9 [0.02] 26[0.2] NS
\ / + It is evident from these data that the key differences are between the SIS (1 (il o) (SOl (e Mg
G/G carriers and the other genotype groups. For this reason, we then Diastolic BP(mmHg) 75.0[0.2] 76.0 [1.8] NS
Aims compared subjects homozygous for the G allele to the T allele carriers .
(T/T + T/G) as shown in Table 2 M value (pmol/min/kg,) 54.5 [0.6] 44.7 [0.04] 0.04
The aim of this study was to investigate the relationship between + Subjects homozygous for the G allele had a lower M value (44.7[0.04] _ I e : : :
: : g . . NS = not significant, * geometric means (interquartile range).
SNP +45 of the (APM1) gene and whole body insulin sensitivity vs. 54.5[0.6] umol/min/kg;.; p=0.04, higher waist circumference (90[1.5] g g (interg ge)
determined by the hyperinsulinaemic clamp technique in a cohort vs. 87[0.2] cm; p=0.02) and higher fasting NEFA levels (0.70 [0.05] vs.
of healthy Caucasians. 0.53[0.01] mmol/l; p=0.004) after correction for the same factors Conclusions
)
; We confirm that SNP +45T/G of the APM1 gene influences insulin
Subjects and Methods sensitivity in the healthy population. Specifically, subjects homozygous
. _ . I for the G allele are less insulin sensitive compared to the rest of the
+ Healthy subjects aged 30-60 years were recruited at 19 centres in 13 population and have a higher waist circumference and fasting NEFAs.
European countries as part of the RISC (Relationship between Insulin Table 1: ANOVA comparisons of means for SNP +45
Sensitivity and Cardiovascular Disease) study, to investigate the role of genotypes with anthropometric and metabolic variables
insulin resistance in the development of cardiovascular disease.
Participating centres are shown in Figure 1 T T/G GIG
+ Subjects underwent an oral glucose tolerance test (OGTT) and Acknowledgements
euglycaemic hyperinsulinaemic (40 mU/m*min) clamp Numbers 1003 258 17 EGIR-RISC Study Group
. SNP +45 Of the (APM1) W_aS genotyped USing the Sequenom Mass Age (yearS) 44 [03] 44 [05] 45 [22] ;?;izzh{l\z;:;g:l;::ttf)?gx:Coppack(London, Engl.anq);JMDekker(Amsterdam,TheNetherlands);
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+ Here we report on 1278 subjects who completed the baseline studies o & Toumis, K Kyiskopeoulou Belorads, Serbia and Monteriegre: N Lail, K Lal, A Jodt, L Lk, M Gt
and for whom DNA was extracted and available for genotyping Waist circumference (cm) 87 [0.4] 87 [0.8] 88 [2.8] Dublin, Ireland: J Nolan, TP Yeow, M Murphy, C DeLong, G Neary, MP Colgan; Frankfurt, Germany:
T Konrad, H Bohles, S Fuellert, F Baer, H Zuchhold; Geneva, Switzerland: A Golay, V. Barthassat,
» The genotype-phenotype association was tested by ANOVA and Fasting Glucose (mmol/l) 5.1 [0.03] 5.0 [0.04] 5.0 [0.15] oo 1 e L oisai Kot Eima 1 oo e
ANCOVA adjusting for Confounding factors (SeX, age, BMI, and RRaisa’nen,URuotsaléinen,TSiélonen,MLéitinen; L;ndon, éngland: sw Coppack,NMchntosh,'
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Rlsc study - Recrl."tlhg cel‘ltres FCaIcinaro,-ASatlurni; Pisa, It.aly: EFerranr}ini,ANatali,EMus.ceIIi,SPinno.la-,MKozak?va, L Landucci;
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