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Abstract

1E4-1C is monoclonal antibody raised against human liver HSPGs. It was shown to
specific reacted with membrane molecule expressed on leukemic cells such as AML, some of
CML (blast crisis) and ALL as well as HL-60 and K 562 cell lines. It also reacts with various
solid tumor cell lines tested (HepG2, B16F1, Hela, KB1, SW1353, MCF-7 and HT-29). Present
studies demonstrated that 1E4-1C2 inhibited proliferation of both HL-60, K 562 and AML
isolated from patients. The inhibition effect was also found in HepG2, human adenocarcinoma
cells. The effect was in dose dependent manner and differed significantly from isotype control
at 48-hour cultivation. The mechanism of antibody was studied and the data showed the
interference in cell cycle together with an induction of apoptosis of cell tested. The activity of
intracellular caspase-8 was confirmed to be increased when cells were cultured in the presence
of 1E4-1C2 mAb. Immunprecipitation of cells expressed 1E4-1C2 mAb specific molecules
showed molecular weight ranged from 45-200 kD. Xenograft of HepG2 cells was studied in
athymic nude mice. At day 4 after implantation, test group was subcutaneously injected with
1E4-1C2 mAb compared to control groups (IgG1 isotype and PBS control) daily for 4 days.
Tumor was observed daily. After euthanization, tumors were removed, weighed and measured
for diameter of mass. The results showed that tumor volume in tested group were significant
smaller compared to control groups. Hematoxylin/Eosin staining of tumor section also showed
less in number and smaller in size of neovasculaization. All data demonstrated that not only
induction of apoptosis in vitro, 1E4-1C2 mAb specific molecule may play an important role in
angiogenesis in vivo. Amino acid sequence analysis showed that proteins of approximate 80 kD
reacted with 1E4-1C2 may be heat shock protein and/or minichromosome maintenance protein
7 (MCM-7) that plays role in DNA replication and highly expresses in malignant cells.

Taken together, it may be reported that 1E4-1C2 mAb specific molecule may have
sequence homology to heat shock protein and/or MCM-7. In another way, it may be reacted
with one or both of two molecules so they could be demonstrated in immunoprecipitation using
1E4-1C2 mAb. Moreover, this specific molecule may involve in neovascularization as well as

interference of DNA replication in malignant cells.
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