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Detection of anti-pRB antibodies in sera of lung cancer patients

Yuiko Yamamoto“ ™, Eiji Shimizu"”, Masayuki Yokota”, and Saburo Sone"

U Department of Clinical Pharmacology, Faculty of Pharmaceutical Science, The University of Tokushima, Tokushima, Japan; © Third
Department of Internal Medicine, The University of Tottori School of Medicine, Tottori, Japan ; and © Third Department of
Internal Medicine, The University of Tokushima School of Medicine, Tokushima, Japan

SUMMARY

Recently, serum antibodies against the oncogene and tumor suppressor gene products
have been studied in patients with various types of cancer. Antibody against p53 tumor
suppressor gene product among these antibodies was suggested to be useful for early
diagnosis and evaluation of prognosis of patients with some types of cancer. In this article,
we review clinical significance of antibodies against product of retinoblastoma gene (pRB),
one of representative tumor suppressor genes. We also describe methods of detection
of antibodies in sera from patients with lung cancer by immunoblotting assays using
glutathione-S-transferase (GST)-RB fusion proteins.

Key words : tumor suppressor gene, pRB, serum, autoantibody, lung cancer
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Function of dietary antioxidants on the protection against oxidative stress

Junji Terao
Department of Nutrition, The University of Tokushima School of Medicine, Tokushima, Japan

SUMMARY

Daily foods contain a variety of minor components which possess antioxidative activity,
such as vitamin E and vitamin C. On the other hand, it has been well known that reactive
oxygen species (ROS) generating in the body cause oxidative damages in the tissues and
fluids, resulting in the generation and progress of life style-related diseases. Therefore, it
should be expected that dietary antioxidants are well introduced to individual food-style
from the viewpoint of disease prevention and health promotion. However, there are two
important subjects to be clarified, that is, the mechanism by which they exert the
antioxidant activity in vivo, and the site at which they act as antioxidants in vivo. We are
interested in common components present in foodstuffs, in particular, carotenoids, flavonoids
and phytic acid, and are challenging to solve these subjects by use of carotenoids and
flavonoids. Here we will discuss the result of our recent studies on dietary flavonoids. We
have claimed that flavonoids are interfacial antioxidants whose activities appear at the
interface between lipid-phase and water-phase. Nevertheless, little is known on the absorp-
tion and metabolism of flavonoids from diet. We recently investigated the absorption and
metabolic pathway of quercetin, a representative flavonoid in plant foods, using rats, humans
and cultured cell derived from human digestive tract. The result shows that a part of
quercetin is absorbed from digestive tract and exclusively accumulates as conjugated
metabolites in blood plasma. The antioxidative activity of quercetin exhibited in blood
plasma is likely to be originated from conjugated metabolites. It is therefore implied that
metabolic products largely contribute to the physiological function of flavonoids, when
flavonoids are ingested from daily foods.

Key words : Antioxidants, flavonoids, lipid peroxidation, glucuronyl conjugates, quercetin
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Molecular biology of aminoacidurias

Ken-ichi Miyamoto, and Hiroko Segawa
Department of Nutrition, The University of Tokushima School of Medicine, Tokushima, Japan

SUMMARY

The homologous proteins rBAT and 4F2hc have been identified as the heavy chains of
family of heteromeric amino acid transporters in mammls. Six light subunits of 4F2hc
(LAT 1, LAT 2, y*"LAT 1, y*'LAT 2, asc 1, and xCT) and one of rBAT (BAT 1) are known.
These glycoprotein-associated amino acid transporters, which follow the 12 transmembrane
topology model, form heterodimers with the corresponding subunit and then are expressed
in the plasma membrane. 4F2hc and y"LAT 1 express system y*L transport activity. On
the other hand, rBAT and BAT 1 express system b®* activity. BAT 1 and y'LAT 1 have a
tissue distribution and a chromosomal location that made them good candidate genes
for cystinuria and lysinuric protein intolerance (LPI). Mutational analysis revealed
cystinuria-associated mutations for BAT1 and LPIl-associated mutations for y*LAT1.
Transport defects have been shown for some of the BAT1 and y*LAT1 mutations. In
addition, we focus on the animal members of the LAT cluster that form the family of
glycoprotein-associated amino acid transporters.

Key words : amino acid, transporter, cystinuria, LPI
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A novel mechanism of growth regulation on mesangial proliferation

Toshio Doi

Department of Laboratory Medicine, The University of Tokushima School of Medicine, Tokushima, Japan

SUMMARY

Mesangial proliferation is a common feature of many glomerular diseases, therefore,
understanding the regulatory mechanism is important for the treatment of glomerular
diseases. The present study showed growth arrest gene-6 (Gas6é) is a hew autocrine
growth factor of mesangial cells and warfarin inhibited mesangial proliferation by inhibiting
y-carboxylation of Gas 6 in vitro and invivo. We also found vitamin D anlog (22-oxa-calcitriol)
isa new growth regulator for mesangial cells invivo. These results indicate that these
compounds have considerable potential for use as therapeutic strategy in the treatment of
progressive glomerular disease.

Key words : Gas 6, 22-oxa-calcitriol, mesangial proliferation, Warfarin, vitamin K
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