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It is a great honor to receive the Sojinkai
alumni Fujiu award.

When I came to this hospital in 1988, I felt
that I might no longer be able to publish
papers.

However, I tried to analyze each case that
came before me. When I found interesting
points, I tried to publish them as a case report
or a letter to the editor, and to receive the
criticism, for the purpose of teaching the
rotating residents how to treat and analyze
each patient and produce papers.

I once had thought in my university hospi-
tal life, that we could not treat the patients of
severe aplastic anemia, before bone marrow
transplantation became available. The patho-
genesis of aplastic anemia was revealed by
Neal Young of NIH as the damage to hema-
topoietic stem cells by increased cytotoxic T
cells and increased y interferon secretion. We
found that the production of tumor necrosis
factor @ 1s also increased, and this cytokine
may also damage hematopoietic stem cells."
This result was referred to in the “bible”
hematology text book of Wintrobe and
Williams. We also demonstrated that the
TNF and FAS systems are also activated by
demonstrating that soluble receptors are also
increasedly produced.””*’ We think that these
activated TNF and FAS systems may be the
possible targets for inhibiting the injury to
hematopietic stem cells. Endogenous produc-
tion of hematopietic growth factors in aplas-
tic anemia patients was inversely increased to

the degree of damaged hematopoiesis, and the
result suggested that the administration of
recombinant hematopoietic grwoth factors
might not be useful for the treatment of bone
marrow failure.”® In myelodysplastic syn-
drome, which is thought to be closely related
to aplastic anemia, mutation of N-Ras
oncogene is frequently observed, however, the
mutation was not observed in the patients of
aplastic anemia, suggesting the different
pathogenesis of these disorders.” We demon-
strated that viral infection could cause cyto-
penias; Epstein-Barr virus caused aplastic
anemia,® and also that parvovirus B19 infec-
tion caused thrombocytopenia.” Recently we
reported the first Japanese patient of pure
red cell aplasia caused by the antibody to
administered erythropoietin in a patient with
chronic renal failure."”

We successfully performed the allogeneic
bone marrow transplantation in a patient of
aplastic anemia. We also performed auto-
logous bone marrow and peripheral blood
stem cell transplation for hematological ma-
lignancies in more than 30 patients, and half
of the patients are still alive without relapse.
The patients of therapy-related myelody-
splastic syndrome and leukemia are increas-
ing. It 1s necessary to prevent or diagnose
early the development of these patients. We
experienced several cases of therapy-related
leukemia with unique chromosomal trans-
locations.”””” There were offers from the
other laboratories, and the novel partner
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genes were identified at the breakpoints of
chromosomes; MTG-16 with AML1," and
AF17q25 with MLL."

For the chemotherapies for the acute leuke-
mia of the aged or myelodysplastic syndrome,
intensive chemotherapy is frequently unto-
lerable and therapy related mortality is high.
We developed combination chemotherapies
including low doses of cytosine arabinoside
(C), anthracycline (A) and granulocyte
colony-stimulatin factor (G-CSF) with the
aim of synchronizing the leukemic cells in the
S-phase of the cell cycle and kill leukemic cells
by S-phase specific anti-leukemic agents."”
Later, this concept was developed and widely
used as CAG therapy. Unfortunately we
wrote in Japanese, and CAG was repored in
English by an other author. It is important to
write papers in English.

We previously reported a case of capillary
leak syndrome caused by G-CSF administra-
tion."” It was later recognized as interstitial
pneumonia causing acute respiratory distress
syndrome.

We reported a case with skin necrosis at the
injection site of a interferon in a patient of
chronic myelogeneous leukemia.'"” Later the
same effect was reported as the first reported
adverse effect in the New England Journal of
Medicine by an other author. We claimed
that our case was reported earlier, and it was
accepted and published in the journal.”

We reported the first Japanese patient of
thrombotic thrombocytopenic purpura in-
duced by ticlopidine,"” and the case was re-
ferred in the review of the American Journal
of Medicine.

We found a case of protein C, and the novel
mutation of the gene was identified at the
other laboratory, and added to the world
database.”

We found a rare family case of Hb Hirosaki
which was diagnosed by the specific gene
mutation at an other laboratory.”

We published many case reports in the
Yamaguchi Medical Journal in Japanese.

I have not studied on a single theme, and it
1s difficult to do so at a local hospital. How-
ever, 1t 1s possible to analyze the diagnosis
and treatment of each patient case in detail.
Molecular studies are necessary. However,
they are impossible in the local hospital,

however, yet they are possible in collabora-
tion with other laboratories. I think we can
perform clinical studies at hospitals outside
of universities. It is needed these days.
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