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The research under this scholarship at Clinic and Molecular Medical
Lab, Kagoshima University Medical School, will finish soon. Under the
guidance of Professor Maruyama , my host researcher, and other
teachers, researchers and graduate students in this research lab, I have
been doing research successfully and obtained some results, and
meanwhile had led a significant and rich life of Japanese style.

My working here is about apoptosis, which ( also called programmed
cell death ) is characteristic of the collapse of the nucleus due to
chromatin condensation, the formation of globular apoptotic bodies,
increased transglutaminase activity, and genomic DNA fragmentation into
oligomers of well-organized chains of from one to more than ten
nucleosomes, on different cell lines.

First of all, I did the experiment on the inhibitory effect of thrombin
on apoptosis induced by serum deprivation in osteoblast like, ME3T3-E1
cell. I found that seum withdrawal could induce apoptosis in E1 cells after
cells conflence. Thrombin can inhibit the apoptosis in this cells. To
demonstrated that murine clonal osteoblasts MC3T3-E1 cells in response
to serum withdrawal undergo apoptosis by flow cytometry assay,
detecting the DNA fragmentation and cell stained with Heochst 33258.
Further analysis of cell cycle show that the progressive decline in the
numbers of cells in S and G2/M phases of the cell cycles, with an increase
in cells in the resting state of GO. The signal pathway of apoptosis induced
by serum withdrawal is involved inhibitory activities of transcription
factor AP-1. Curcumin, AP-1 inhibitor, alone.can induced apoptosis in
this cell species. Also, I demonstrate that thrombin can stimulat the
activation of AP-1 and prevent the effect of cell accumulating in G0/G1
phase. These data suggest that thrombin plays not only an important role
in blood coagulation cascade through its cleavage of fibrinogen to form
fibrin, but also in bone remodaling though proliferation of osteoblast.
This data have been shown in Bone Metablism Meeting and the paper is
writing.

Next part of my working is about the " Bcl-2 prevents human T cell
leukemia virus type I Tax induced apoptosis through inhibition of IkB
degradation". As we all known that human T-cell leukemia virus I
(HTLV-]) is an oncogenic retrovirus etiologically associated with adult T-
cell leukemia. The HTLV-I encoded Tax protein is central to initiation of



this virally induced T-cell proliferation. Tax has been shown to serve as a
potent transcriptional activator inducing expression not only of genes
driven by the HTLV-I long terminal repeat but also of various cellular
genes involved in T-cell activation and growth, such as those encoding
interleukin-2. Tax appears to act indirctly through cellular pathways
including activation of the NF-kB/Rel family of host transcription
factors.

In my experiment, we found that inhibitory effect of Bcl-2 against
activatiion of transcription factor-kxB ( NF-xB) in human T-cell leukemia
virus type I Tax expressing rat fibroblasts ( Rat-1 cell). The
transcriptional factor, NF-kB in stable tax-transfected Rat-1 lines was
activated constitutively, and apoptosis occurred constitutively in stable
Tax-transfected Rat-1 lines once cells had become confluent, particularly
when stimulated by serum-deprivation. Bcl-2 inhibited the activation of
NF-xB and suppressed cell death in the Tax and Bcl-2 cotransfected cells
(Tax/ Bcl-2 cells ). Trans-activation of a NF-xB-dependent
chloramphenicol acetyltransferase (CAT) construct showed siginificant
elevation in Tax-expressing cell lines, while CAT activity in Tax/Bcl-2
cotransfected cell lines or the Bcl-2-expressing cell line were significantly
decreased. Furthermore, Bcl-2 dose-dependent decrased activation of NF-
KB. We exclud the possiblities that Bcl-2 inhibits the synthesis of IxBa or
phosphorylation of IkBa and confirmed inhibition by Bcl-2 of IxBa
degradation by immunoprecipatation with antibody against Ik Ba/MAD3.
Immunohistochemistry shown that NF-xB was detected only in cytoplasm
on Bcl-2 expressing and Bcl-2/Tax-co-expression cells. These results
suggest that Tax-induced apoptosis rtequires acrivation of NF-kB and that
Bcl-2 can suppress activation of NF-kB by preventing proteolytic
degradation of IxBa.

During the one year of research, I have chances to attend the
conference under the support of the scholarship and got the
acadimic exchange with other researcher from other universities.

Japan is Chinese neighbor sharing a long history and culture. This is
especlally favorable for a Chinese to understand and get to used to Japan
society. After the War, Japan has taken in a lot from the western
countries, thus forming its own unique culture. I had opportunities to
experience and enjoy this culture through miscellaneous activities during
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my stay in Japan, such as homestead and various festivals. Additionally
the highly developed material life and civilized manners and diligent
working attitude in Japan society have impressed me favorably and
deeply.

It was really a good chance and significant experience for me to have
undertaken scientific research in a surrounding with a reasonable
academic system, advanced facilities, hard working researchers. I hope
to have such a chance again. The term of scholarship was limited, but my
research work which needs many and long experiments will be continued.
I will do my best to contribute my bit not only for scientific research
work but also for promoting academic exchange between China and
Japan.
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