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Obesity has long been well accepted as a major risk factor for coronary artery disease.
However, the biological mechanisms mediating the effects of obesity on atherosclerosis remain
obscure. Recent studies of the biology of adipocytes have shown that adipose tissue, rather than just
a fat depot for energy storage, is an extremely active tissue constantly interacting with the other
tissues by hormones and cytokines. The well-known examples of secreted products of adipose tissue
are leptin, PAI-1 and TNFaq, all of which have profound systemic effects.

Similar to leptin, AdipoQ/ApM1 protein (28-30 Kd) is exclusively expressed in and secreted by
adipose tissue into blocd circulation. Analysis of its primary peptide sequence revealed striking
homology to those of collagens, complement and mammalian hibernation-associated plasma protein
and others. The biological function of its product is mostly unclear. It was demonstrated that the
expression of AdipoQ is down regulated in ob/ob mice. In human, the plasma level of apMI in
obese subjects was significantly lower than that in normal controls. Recently, it was shown to
reduced TNFa-induced monocyte adhesion to endothelial cells and gene expression of certain
adhesion molecules in endothelial cells #n vitro. In addition, the plasma level of apM1 in patients
with coronary artery disease was significantly lower than that in the normal controls. Taken together,
these studies suggest that AdipoQ/apM1 may play a role in the pathophysiology of obesity and
obesity-related disease processes, such as syndrome X and atherosclerosis.

In the last one year, we found in human study that the plasma levels of apM1 (adiponectin)
intimately correlated with variables of X syndrome and coronary artery disease. It is also a genetic
contributor to obesity and coronary artery disease. In addition, we demonstrated that weight
reduction and treatment with a new anti-diabetic drugs raised plasma apM1 levels. Whether these
may benefit patients with X syndrome and coronary artery disease awaits further studies. In cultured
cells, we also found that apM1 may improve insulin-stimulated glucose uptake. However, these
fruitful results did not impress the division of cardiovascular and pulmonary medicine of NSC. It is
a regret the project was not further granted after one year.
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We found that in humans that the plasma apM1 levels were significantly lower in subjects with

obesity, diabetes mellitus, dyslipidemia and hyperuricemia, but not in hypertension and
hypercholesterolemia (table 1). The manuscript of these data is nuder final preparation.

Table 1. Mean plasma apM1 levels in subjects with or without selected characteristics

mean+S.D. of apMI1 (g/mL) p=
phenotypes no (N) yes (N)
obesity 6.2412.40 (89) 4.94+1.81 (116)  0.0001
hypertension 3524226 (163)  5.44+1.85 (42) 0.85
diabetes mellitus 5.70+2.29 (144)  5.02+1.85(61) 0.043
dyslipidemia 5.85+2.33 (146)  4.45+1.37 (59) 0.0001
hypercholesterolemia 5.46+2.15 (180)  5.8442.46 (25) 041
hyperuricemia 5.96+2.16 (84) 5.18+2.15(121y  0.012

Genotyping an SNP in exon 2 of apM1, we found that it is a genetic contributor to obesity and
coronary heart disease in a genetic association study (tables 2 and 3). The manuscript is ready for
submission.

Table 2. Adiponectin allele frequencies according to body mass index divided by the
mean of the total among and odds ratio (OR) of having a “higher BMI” with adiponectin

alleles.
BMI >26.9 <26.9

N (%) N (%) OR (95% CI)
Alleles
G 48 (9.8%) 130 (26.5%) 0.65(0.42-0.99
T 112 (22.9%) 200 (40.8%)

Table 3. Adiponectin allele frequencies among CHD patients and controls; and odds ratio
(OR) of having CHD with adiponectin alleles

CHD controls

N (%) N (%) OR (95% CI)
Alleles
G 66 (25.8%) 178(36.3%) 0.61(0.43-0.86)
T 190 (74.2%) 312 (63.7%)




We also found that weight reduction increased plasma adiponectin levels in patients receiving
gasiric partition surgery. This finding was published in reference 1. We also found the treatment
with rosiglitazone in diabetic patients increased plasma adiponectin levels by two folds (table 4).
This manuscript is in its final stage of review by journalists.

Table 4 Changes of selected characteristic from baseline to 6 months after treatment
either  ith rosiglitazone in 30 subjects or with placebo in 34 subjects.

Rosiglitazone(N=30). Placebo(N=34) p<
(6-0) mons (mean+S.D) (6-0) mons (mean+S.D)

variables

apMI1 (ug/mL)  7.45+6.38 0.33+1.37 0.0005

We also have data in human tissue and cell lines, which will not be detailed here.
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