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Adiponectin, an adipose tissue-
specific plasma protein was shown to

modulate many biological processes.
Low plasma levels of adiponectin

were documented in subjects with
obesity, diabetes mellitus or coronary
artery disease. Therefore, adiponectin
might be a genetic factor influencing
body mass index (BMI) and insulin
sensitivity.

We found and developed a PCR-
RFLP to determine a T/G
polymorphism at nucleotide 94 in
exon 2 of human adiponectin gene.
Among 245 non-diabetic Taiwanese
subjects, we analyzed the correlation
between genotypes and clinicaal
phenotypes such as BMI and plasma
levels of fasting and two-hour post-
glucose load insulin (FPI & 2h PI) and
glucose.

The frequency of the variant G-
allele of the adiponectin gene was
approximately 0.363. Its presence was
inversely correlated with BMI, both
FPI and 2h PI, and insulin resistance
index (IR). In a linear regression
model using BMI as the dependent
variable, adiponectin genotype was
significantly (B=-1.47, p=0.02) related
to this outcome while adjusted for age
and sex. Likewise, adiponectin
genotype was also significantly related
to FPI, 2h PI and IR. However, they
failed to remain significant after
adjusting BML. In subjects with higher
BMI (= 26.9), there was less G allele
(p=0.043 by chi-square). The odds
ratio for higher BMI was 0.65 with G
allele (95% CI: 042-099). In
multivariate logistic regression
analysis, the adjusted odds ratio for
higher BMI was 0.54 among subjects
with G/T genotype (p=0.028, 95% CI.
0.30-0.97).

In conclusion, our results suggest
that adiponectin may be an important



and common genetic factor in
controlling body weight, whereas its
effects on insulin sensitivity may be
mediated by BMI.
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1. Construction of  expression
plasmid containing SH3P12
variants (e.g. R74W and T228A).
We now try to clone the human
SH3P12  full length c¢DNA
containing the genetic variants for
further molecular study.

2. Assay insulin-dependent function
of SH3P12. To further illustrate its
role in insulin action/insulin
resistance, we then have to set up
the in vitro system to demonstrate
whether there is any change in
insulin-stimulated functions.
Therefore, we can transfect the
wild-type or mutant SH3P12 to
study the effect on insulin-
sttmulated glucose uptake.

3. To isolate SH3PI12-associated
proteins to understand the

downstream effects. We tried to
develope 2-D gel electrophoresis to
fractionate the multiple isoforms of
SH3P12 and their associated
proteins after insulin stimulation.

. To study the effect of genetic

variants on protein
phosphorylation. We suspected
that a modification after insulin
stimulation was due to multiple
phosphorylation on Ser/Thr sites.
In our finding that the variant of
T228A resulted in a substitution of
threonine by alanine might predict
a change in the phosphorylation
pattern of SH3P12,



