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Research Activities

Alimentary tract

1. FOXP3+ CD4+ regulatory T cells accumulate in areas of active inflammation,
including granulomas in Crohn’s disease, and retain potent regulatory activity ex vivo.
2. Visilizumab induces apoptosis of the lamina propria, but not peripheral blood T
lymphocytes from patients with ulcerative colitis through activation of caspase-3-
dependent and caspase-8-dependent pathways.

3. Plasmacytoid dendritic cells (DCs) regulate interleukinlO secretion from regulatory
T cells and played a critical role in mucosal repair of colitis.

4.  Helicobacter infection increased apoptosis in the livers of mice and might play a role
in pathogenesis in the liver.

5. DCs engineered to secrete interleukin 12 derived from sarcoma promote the cross-
priming of antitumor CD8 T cell responses against hemoglobin-beta.

6. Synergism between OK432-stimulated DCs and heat-treated tumor cells enhances the
immunogenicity of DC/tumor fusion cells.

7. The gene mutations encoding inosine triphosphate pyrophosphohydrolase, which
influences the metabolism of azathioprine/6-mercaptopurine, are closely related to
thiopurine-induced adverse reactions in Japanese.

8. Treatment with cyclophosphamide, doxorubicin, and cisplatin removed both
CD16+ and CD16— monocytes in all patients, and the dynamics of the CD16+
monocyte subset differed markedly between responders and nonresponders to treatment
with cyclophosphamide, doxorubicin, and cisplatin.

Liver

1. Intrahepatic immunological reaction was studied by model mice of portal vein
injection. It was demonstrated of activated CD8+ T cells in contact with Kupffer cells
and undergoing apoptosis.

2. Intrahepatic expression of the co stimulatory molecule programmed death 1 in
autoimmune liver disease: Programmed death 1 was expressed on more than half of the
liver-infiltrating T cells within the portal tract.

3. Study of chronic hepatitis B and C virus: Natural killer cells target the hepatitis C
virus (HCV) core protein in Cre/loxP-mediated naive immune responses in HCV



Research Activities 2007 The Jikei University School of Medicine

51

transgenic mice. Natural killer cells have important roles in the initial recognition of
HCYV proteins and the later elimination of core-expressed hepatocytes. The interferon
(32 division dosage under treatment peg interferon @2b/ribavirin combination therapy
was a predictor response rate of patients with intractable chronic HCV infection.

4. Clinical backgrounds and histological findings in autoimmune hepatitis: Liver
biopsies should be done for both initial diagnosis and the assessment of therapy response
in autoimmune hepatitis.

5. The relation of connective tissue growth factor and liver fibrosis: Connective tissue
growth factor is a new marker of liver fibrosis with histological findings.

6. Necessity of nutritional evaluation before nutritional support in liver cirrhosis and
nonalcoholic liver disease: More than 80% of cases showed excessive food intake.
Patients with liver cirrhosis and nonalcoholic liver disease should be evaluated for
nutritional imbalance before they receive nutritional support.

7. The expression of survivin during the early stages of hepatocellular carcinoma: In
hepatocellular carcinoma tissues, the average survivin expression rate was 62%. The
serum level of alanine aminotransferase was correlated with the survivin expression rate
in specimens of hepatocellular carcinoma. Some clinical variables may be useful
indicators for selecting patients for survivin-inhibiting treatment.

8. The mini-bioartificial liver was cultured with *C-glucose, and the amout of *CO,
in exhaust gas reflected the viability of an artificial organ or the damage to it.

9. Development of an implant-type bioartificial liver: A 3-dimensional tissue culture
mimicking the liver (liver organoid) was established with an apatite-fiber scaffold in the

bioreactor system.
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