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The research activities have been focused on the experimental and clinical studies on the multidisciplinary treatment of cancer.
The research subjects for the present and following years are summarized as follows:
. New approaches for the surgical treatment of gastric cancer
. New approaches for the surgical treatment of esophageal cancer
. Detection of early breast cancer and new approaches for the treatment of breast cancer
. New approaches for the surgical treatment of colon cancer
. New approaches for the surgical treatment of liver cancer
. New approaches for the surgical treatment of lung cancer
. Immunotherapy of cancer

. Oncogene and gene therapy
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. Cancer chemotherapy and its advances

—
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. Sensitivity tests of anticancer agents
11. Quality of life in cancer patients
Many interesting results have been indicated by the staffs and the number of published papers has been increasing year by year.

Now, we are regarded as the leader of Chugoku District in the field of cancer treatment both in name and reality.

On Apr. 1st. 2002, Dr. Manabu EMI and Yoichi HAMAI, as postgraduate students, have returned to our department from
Komagome Metropolitan Hospital and Shikoku Cancer Center Hospital, respectively. Dr. Junya TAOMOTO and Katsuji
HIRONAKA and Dr. Jun HIHARA have returned to our department form Higashi Omiya Hospital, Hiroshima Mitsubishi
Hospital and Cancer Center in University of California (Prof. David Tarin)on Apr. 1st., 2002. In June, 2002, 56th Annual
Meeting of Japan Society of Esophageal Disease was held in Hiroshima under Professor Toge as the person in charge of the
Meeting. Professor Toge and Dr. Kazuhiro YOSHIDA assumed honorary President and honorary advisor of the Honko Cancer
Center Hospital in China, respectively.

Professor Toge and Dr. Kazuhiro YOSHIDA presented their papers at 18th Meeting of the International Cancer Society in Oslo.
Dr. Kazuaki TANABE presented his paper at 93th Meeting of the American Association of Cancer Research (AACR)in San
Francisco. Dr. Kazuhiro YOSIDA presented his papers at 3rd International Symposium on Cancer Research and Therapy in
Tokyo and International Perspectives on the Treatment of Gastric Cancer in Jeju Island, South Korea. Drs. Akihiko OSAKI and
Hideaki UENO presented their papers at Sentinel Node 2002 in Yokohama. Drs. Yoshiyuki YAMAGICHI, Eiji MIYAHARA
Teruaki TANABE and Daisuke Fujii presented their papers at 12th Hiroshima Cancer Seminar International Symposium in
Hiroshima.

Drs. Katsuhiko Shimizu, Kazuaki TANABE and Hideaki UENO were awarded the degree of Doctor for medical Science (Ph.
D.). As postgraduate students, Drs. Yoshiharu KAWABUCHI, Daisuke FUJII and Yoko UCHIDA have continued their
invastigations. Manabu EMI and Akiko Ohshita started to investigate new postgraduate courses.

Kazuto JINUSHI (Mihara Ishikai Hospital), Takashi AMANO (Hamai Hospital) , Kosuke NOMA (Motonaga Hospital), Kazuo
KONISHI (Kanagawa Prefectual Cancer Center), Hirozumi MIZUIRI (Higashi Omiya Hospital), Riki OKITA (Hiroshima
Asa City Hospital), Takahisa SUZUKI (Hiroshima Kyoritu Hospital), Kazuio MATSUURA (Hiroshima City Hospital),
Tomohito YAMAGUCHI (Kyushu National Cancer Center) have been studying in clinic at the affiliated hospital designated in

the parentheses.
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Table 1

Type of diseases No. of new No. of No. of

outpatients inpatients operations

Gastrointestinal Malignant

esophagus 46 65 24
stomach 84 100 53
colorectum 15 38 22
biliary tract 5 25 4
pancreas 5 8
miscellaneous 0 2 5
Benign
gastroduodenal 1 2 0
miscellaneous 50 21 4
total 206 261 114
Endocrine Brest
malignant 378 92 89
benign 4 4
Thyroid
malignant 4 5 1
benign 0 0
total 382 101 94
Respiratory Lung
malignant 38 36 13
benig 0 5 5
total 38 41 18
Miscellaneous malignant 0 4 4
benign 0 3
total 0 7 7
Total 626 410 233

1. Title of Research Project: Surgical oncotaxis. Investigators: Toshihiro HIRAI, Jun HIHARA, Hideki INOUE,
Tetsuya TOGE

2. Title of Research Project: Adjuvant chemo-radiotherapy and QAS for esophageal cancer. Investigators: Toshihiro

HIRAI, Jun HIHARA, Kazuhiro YOSHIDA, Tetsuya TOGE

3. Title of Research Project: Basic and clinical investigations of laparoscopic surgery of the stomach. Investigators:

Toshihiro HIRAI, Jun HIHARA, Kazuhiro YOSHIDA, Tetsuya TOGE
4. Title of Research Project: Clinical use of fluospheres fluorescent microspheres for sentinel node navigation surgery
in gastrointestinal tract. Investigators: Toshihiro HIRAI, Kazuhiro YOSHIDA, Jun HIHARA, Hideki INOUE,

Hideaki UENO, Tetsuya TOGE

5. Title of Research Project: Truth telling and QOL of the patients.
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10.

11.

12.

13.

14.

15.

Investigators: Toshihiro HIRAI, Tetsuya TOGE

. Title of Research Project: Detection of colorectal cancer micrometastasis by using polymerase chain reaction and

tracer gene-modified tumor cells.

Investigators: Yoshiyuki YAMAGUCHI, Yoshiyuki WADA, Jun HIHARA, Kazuhito MINAMI, Tetsuya TOGE

. Title of Research Project: Immuno-Gene therapy of cancer.

Investigators: Yoshiyuki YAMAGUCHI, Eiji MIYAHARA, Kazuhito MINAMI, Akiko OHSHITA, Yosiharu
KAWABUCHI, Koji OHTA, Katsuhiko SHIMIZU, Jun HIHARA, Tetsuya TOGE

. Title of Research Project: Specific immunotherapy for cancer using autologous lymphocytes.

Investigators: Yoshiyuki YAMAGUCHI, Akiko OHSHITA, Kazuhito MINAMI, Yoshiharu KAWABUCHI, Koji
OHTA, Katsuhiko SHIMIZU, Jun HIHARA, Eiji MIYAHARA, Tetsuya TOGE

. Title of Research Project: Host-oriented prediction of CTL epitope (HOPE) using peptide panels.

Investigators: Yoshiyuki YAMAGUCHI, Yoshiharu KAWABUCHI, Akiko OHSHITA, Kazuhito MINAMI, Koji
OHTA, Katsuhiko SHIMIZU, Jun HIHARA, Eiji MIYAHARA, Tetsuya TOGE

Title of Research Project: Detection of CTL epitopes and generation of CTLs specific for VEGF-R and RCAS-1
tumor-associated proteins.

Investigators: Yoshiyuki YAMAGUCHI, Akiko OHSHITA, Yoshiharu KAWABUCHI, Kazuhito MINAMI, Koji
OHTA, Katsuhiko SHIMIZU, Jun HIHARA, Eiji MIYAHARA, Tetsuya TOGE

Title of Research Project: Analysis of the T-cell receptor CDR3 sequences of anti-cancer T cells.
Investigators: Yoshiyuki YAMAGUCHI, Eiji MIYAHARA, Koji OHTA, Katsuhiko SHIMIZU, Akiko OHSHITA,
Yosiharu KAWABUCHI, Kazuhito MINAMI, Jun HIHARA, Tetsuya TOGE

Title of Research Project: Detection of tumor-antigen-specific T cell responses using autologous tumor RNA-
introduced cultured dendritic cells in sentinel lymph nodes.

Investigators: Yoshiyuki YAMAGUCHI, Kazuo MATSUURA, Akihiko OSAKI, Akiko OHSHITA, Kazuhito
MINAMI, Yosiharu KAWABUCHI, Koji OHTA, Katsuhiko SHIMIZU, Jun HIHARA, Eiji MIYAHARA, Tetsuya
TOGE

Title of Research Project: New cancer therapy using allogeneic immune reaction.

Investigators: Yoshiyuki YAMAGUCHI, Kazuhito MINAMI, Eiji MIYAHARA, Akiko OHSHITA, Yosiharu
KAWABUCHI, Koji OHTA, Katsuhiko SHIMIZU, Jun HIHARA, Tetsuya TOGE, Hideo HYOUDOU”*, Akirou
KIMURA* (*Dept. Hematology

Title of Research Project: Involvement of Toll-like-receptors (TLRs) in non-specific immunotherapy for cancer.
Investigators: Yoshiyuki YAMAGUCHI, Katsuji HIRONAKA, Eiji MIYAHARA, Kazuhito MINAMI, Akiko
OHSHITA, Yosiharu KAWABUCHI, Kouji OHTA, Katsuhiko SHIMIZU, Jun HIHARA, Tetsuya TOGE

Title of Research Project: Analysis of immunosuppression in cancer patients and development of lymphoablative
chemptherapy.
Investigators: Yoshiyuki YAMAGUCHI, Riki OKITA, Eiji MIYAHARA, Jun HIHARA, Kazuhito MINAMI, Koji
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OHTA, Katsuhiko SHIMIZU, Yosiharu KAWABUCHI, Akiko OHSHITA, Tetsuya TOGE

Title of Research Project: Chemotherapy for advanced colorectal cancer. Investigators: Yoshiyuki YAMAGUCHI,
Kazuhito MINAMI, Tetsuya TOGE

Title of Research Project: Gene-chemotherapy of the gastrointestinal cancer patients. Investigators: Ryungsa KIM,

Kazuaki TANABE, Hideki INOUE, Tetsuya TOGE

Title of Research Project: Analysis of the mechanism of low dose FP therapy. Investigators: Ryuugsa KIM, Hideki
INOUE, Tetsuya TOGE

Title of Research Project: Analysis of the molecular mechanism(s) of anticancer-induced apoptosis. Investigators:

Ryungsa KIM, Kazuaki TANABE, Hideki INOUE, Tetsuya TOGE

Title of Research Project: Significance in induction of apoptosis in overcoming the resistance to cancer

chemotherapy. Investigators: Ryungsa KIM, Hideki INOUE, Tetsuya TOGE

Title of Research Project: Significance in receptor-dependent signaling pathway in anticancer-induced apoptosis.

Investigators: Ryungsa KIM, Kazuaki TANABE, Tetsuya TOGE

Title of Research Project: Studies on overcoming drug-resistance by down-regulating bcl-2 gene using antisense bcl-
2 in breast cancer cells.

Investigators: Ryungsa KIM, Kazuaki TANABE, Tetsuya TOGE

Title of Research Project: Studies on enhancing drug sensitivity by antisense HER-2 in HER-2 overexpressing

breast cancer cells. Investigators: Ryungsa KIM, Kazuaki TANABE, Tetsuya TOGE

Title of Research Project: Studies on the basis of endocrine-chemotherapy in breast cancer cells. Investigators:

Ryungsa KIM, Kazuaki TANABE, Tetsuya TOGE

Title of Research Project: Clinical significance of a new membrane drug-transporter gene, BCRP in breast cancer.

Investigators: Ryungsa KIM, Yoko UCHIDA, Kazuaki TANABE, Tetsuya TOGE

Title of Research Project: An analysis of sentinel lymph node biopsy and micrometastasis in bresat cencer.

Investigators: Ryungsa KIM, Akihiko OSAKI, Tetsuya TOGE

Title of Research Project: Clinical significance of micrometastasis in bone marrow in bresat cancer

Investigators: Ryungsa KIM, Akihiko OSAKI, Tetsuya TOGE

Title of Research Project: Studies on gene therapy by introducing bax gene into undifferentiated thyroid cancer.

Investigators: Ryungsa KIM, Kazuaki TANABE, Toshihiro HIRAI, Tetsuya TOGE

Title of Research Project: Studies on enhancement of antitumor effect by antisense HER-Z in gastric cancer cells.

Investigators: Ryungsa KIM, Kazuaki TANABE, Tetsuya TOGE
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Title of Research Project: Alterations and abnormal expression of p53 and Cdk inhibitor genes in esophageal
carcinomas. Investigators: Kazuhiro YOSHIDA, Jun HIHARA, Yoshinori YAMASHITA, Toshihiro HIRAI, Tetsuya
TOGE

Title of Research Project: Non-invasive detection of colorectal and breast cancer.
Investigators: Kazuhiro YOSHIDA, Yoshiyuki YAMAGUCHI, Akihiko SAWAMURA, Akihiko OSAKI, Tetsuya
TOGE

Title of Research Project: Genetic analysis of malignant and premalignant lesion of the esophagus and double
cancer.

Investigators: Kazuhiro YOSHIDA, Jun HIHARA, Yoshinori YAMASHITA, Toshihiro HIRAI, Tetsuya TOGE.

Title of Research Project: Gene therapy using thymidine kinase gene. Investigators: Kazuhiro YOSHIDA, Daisuke
Fujii, Tetsuya TOGE

Title of Research Project: Genetic analysis and its clinical application for gastric and breast cancer. Investigators:

Kazuhiro YOSHIDA, Akihiko OSAKI, Tetsuya TOGE

Title of Research Project: Senitinel node navigation and minimally invasive surgery for gastric cancer. Investigators:
Kazuhiro YOSHIDA, Hideaki UENO, Yoshihiro KAGAWA, Naoki NISHIMOTO, Akihiko OSAKI, Toshihiro
HIRAI Tetsuya TOGE

Title of Research Project: Analysis of chemo-resistance and its clinical application for gastric cancer. Investigators:

Kazuhiro YOSHIDA, Naoki NISHIMOTO, Ryungsa KIM, Toshihiro HIRAI, Tetsuya TOGE

Title of Research Project: Molecular cloning of metastasis associated gene.

Investigators: Kazuhiro YOSHIDA, Tetsuya TOGE

Title of Research Project: Study on micrometastasis of gastric and esophageal cancer. Investigators: Kazuhiro

YOSHIDA, Daisuke FUJII, Jyunn HIHARA, Toshihiro HIRAI, Tetsuya TOGE

Title of Research Project: Analysis of genetic instability and the telomerase activity on carcinogenesis of the

esophagus. Investigators: Kazuhiro YOSHIDA, Daisuke FUJII, Akihiko OSAKI, Toshihiro HIRAI, Tetsuya TOGE

Title of Research Project: Gene therapy using Orotate phosphoribosyl transferase (OPRT)gene in gastrointestinal
carcinomas.

Investigators: Kazuhiro YOSHIDA, Kazuaki TANABE, Daisuke FUJII, Tetsuya TOGE.

Title of Research Project: Combination Phase I/II study of Docetaxel and TS-1 with advanced gastric cancer patients
Investigators: Kazuhiro YOSHIDA, Kazuaki TANABE, Daisuke FUJII, Hideaki UENO, Jyunn HIHARA, Toshihiro
HIRAI, Tetsuya TOGE

Title of Research Project: Phase I/II study of weekly Taxsol as second line chemotherapy on gastric cancer patients
Investigators: Kazuhiro YOSHIDA, Kazuaki TANABE, Daisuke FUJII, Kouji OHTA, Hideki INOUE, Toshihiro
HIRAI Tetsuya TOGE
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Title of Research Project: hase III study of TS-1 vs TS-1+CDDP on advanced and recurrent gastric cancer patients.
Investigators: Kazuhiro YOSHIDA, Kazuaki TANABE, Daisuke FUIJII, Kazuhito MINAMI, Toshihiro HIRAI,
Tetsuya TOGE

Title of Research Project: Phase III study of TS-1 vs I-LV+5Fu on advanced and recurrent gastric cancer patients.

Investigators: Kazuhiro YOSHIDA, Kazuaki TANABE, Junn HIHARA, Toshihiro HIRAI, Tetsuya TOGE

Title of Research Project: Study on adjuvant chemotherapy with TS-1 on gastric carcinomas. Investigators:

Kazuhiro YOSHIDA, Jun HIHARA, Hideki INOUE, Kouji OHTA, Toshihiro HIRAI, Tetsuya TOGE

Title of Research Project: Dose finding study of weekly paclitaxel for recurrent or advenced breast cancer patients.

Investigators: Akihiko OSAKI, Ryungsa KIM, Tetsuya TOGE

Title of Research Project: Dose finding study of weekly paclitaxel in combination with UFT for recurrent or

advenced breast cancer patients. Investigators: Akihiko OSAKI, Ryungsa KIM, Tetsuya TOGE

Title of Research Project: Studies on breast cancer screening with screening mammography over 40 years old.

Investigators: Akihiko OSAKI, Ryungsa KIM, Toshihiro HIRAI, Tetsuya TOGE

Title of Research Project: Investigation of axillry lymphnode dissection based on the identification of the sentinel
lymph node using toruidine blue and radioisotope for breast cancer. Investigators: Akihiko OSAKI, Hideaki Ueno,

Ryungsa KIM, Toshihiro HIRAI, Tetsuya TOGE

Title of Research Project: Studies of clinical significance of micrometastasis in sentinel lymph node, peripheral
blood and bone marrow in breast cancer patients. Investigators: Akihiko OSAKI, Hideaki Ueno, Ryungsa KIM,
Toshihiro HIRAI, Tetsuya TOGE

Title of Research Project: Improvement of diagnosis of breast cancer by echo guided aspiration biopsy cytology.

Investigators: Akihiko OSAKI, Ryungsa KIM, Tetsuya TOGE

Title of Research Project: Postoperative adjuvant chemotherapy of carboplatin and weekly paclitaxel for non-small
cell lung cancer proven as positive pathological mediastinal nodes. Investigators: Eiji MIYAHARA, Katsuhiko

SHIMIZU, Toshihiro HIRAI, Tetsuya TOGE

Title of Research Project: Minimally invasive sentinel node navigation surgery on lung cancer with thoracoscopy.

Investigators: Eiji MIYAHARA, Katsuhiko SHIMIZU, Toshihiro HIRAI, Tetsuya TOGE

Title of Research Project: Immunological analysis and characterization of sentinel node in lung and breast cancer
Investigators: Eiji MIYAHARA, Yoshiyuki YAMAGUCHI, Akihiko OSAKI, Akiko OHSHITA, Yoshiharu
KAWABUCHI, Koji OHTA, Katsuhiko SHIMIZU, Jun HIHARA, Kazuhito MINAMI, Tetsuya TOGE

Title of Research Project: Cancer immuno-genetherapy with T cell receptor gene specific for cancer antigens
Investigators: Eiji MIYAHARA, Yoshiyuki YAMAGUCHI, Akiko OHSHITA, Yoshiharu KAWABUCHI, Koji
OHTA, Katsuhiko SHIMIZU, Jun HIHARA, Kazuhito MINAMI, Tetsuya TOGE
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igaku-sha, 17-25, 2002.

. Toge, T., Yamaguchi, Y., Yoshida, K.: Relationship between surgery and immunology, and/or genes. Surgery for

nurses 3rd ed., Cyuugai igaku-sya, 52-59, 2002.

. Yamaguchi, Y., Kawabuchi, Y., Toge, T.: Palliative cancer immunotherapy. Technical Term "Palliative Therapy",

ed. Shimoyama, N., Mukaiyama, Y., Yamawaki, N., pp 180-181, Sentan-Igaku-sha press, Tokyo, 2002.
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Rousai Hospital, 13-23 Nakasono-cho, Kushiro City, Hokkaido 085-0052; *°Sapporo Surgery Memorial Hospital, 15-
1-30 Minami 23 Jyo-nishi, Chuo-ku, Sapporo City, Hokkaido, 064-0923; *'Fukushima Medical College, 1
Hakarigaoka, Fukushima City, Fukushima, 960-8102; **Shorakudo Hospital, 5-1 Yanagi-cho, Senju, Adachi-ku,
Tokyo 120-0032; *°Sannou Hospital, 8-5-35 Akasaka, Minato-ku, Tokyo 107-0052; *"St. Joseph Hospital, 28
Midorigaoka, Yokosuka City, Kanagawa 238-0018; *"Aichi Cancer Center, 1-1 Kanokoden, Chikusa-ku, Nagoya
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fluorouridine in early stage breast cancer patients: Results from a multicenter randomized controlled trial.
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. Kim, R., Tanabe, K., Uchida, Y., Osaki, A., Toge, T.: The role of HER-2 oncoprotein in drug-sensitivity in breast

cancer. Oncol Rep, 9, 3-9, 2002.

. Kim, R., Tanabe, K., Inoue, H., Toge, T.: Mechanism (s) of antitumor action in protracted infusion of low dose 5-
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fluorouracil and cisplatin in gastric carcinoma. Int. J. Oncol., 20, 549-555, 2002.

. Kim, R., Yoshida, K., Toge, T.: Current status and future perspectives of post-operative adjuvant therapy for gastric

carcinoma. Anticancer Res., 22, 283-290, 2002.

. Kim, R., Yamaguchi, Y., Toge, T.: Adjuvant therapy for colorectal cancer. Anticancer Res., 22, 2413-2418, 2002.

Kim, R., Osaki, A., Hirai, T., Toge, T.: Utility of technetium-99m methoxyisobutyl isonitrile uptake analysis for
prediction of the response to chemotherapy in advanced and relapsed breast cancer. Breast Cancer, 9, 240-247,

2002.

Kim, R., Tanabe, K., Uchida, Y., Emi, M., Inoue, H., Toge, T.: Current status of the molecular mechanisms of
anticancer drug-induced apoptosis -The contribution of molecular-level analysis to cancer chemotherapy-. Cancer

Chemother. Parmacol., 50, 342-352, 2002.

Yano, Y., Yoshida, K., Osaki, A., Toge, T., Tahara, H., Ide, T., Yasui, W. Expression and distribution of human
telomerase catalytic component, hTERT, in human breast tissue. Anticancer Res, 22, 4101-4108, 2002.

Ohta, K., Yamaguchi, Y., Shimizu, K., Miyahara, E., Toge, T.: Novel system for generating cytotoxic effector
lymphocytes using carcinoembryonic antigen (CEA) peptide and cultured dendritic cells. -Induction of peptide-

pulsed dendritic cell-activated killer (PDAK) cells, Anticancer Res. 22: 2597-606, 2002.

Shimizu, K., Yamaguchi, Y., Ohta, K., Miyahara, E., Toge, T.: Analysis of T cell receptors reactive with squamous
cell carcinoma antigen SART-1 presented by the HLA-AZ24 molecule. Oncology Report, 9, 599-605, 2002.

Shimizu, K., Yamashita Y., Hihara, J., Seto Y., Toge, T.: Carveous Hemangioma of the Rib. Ann Thorac Surg, 74,
932-934, 2002.

Todo, Y., Akagi, M., Chikamatsu, S., Miura, T., Watanabe, T., Haruma, K., Shimamoto, F., Yoshida, K., Toge, T.:
A case of multiple gastric carcinoid tumor with type A gastrisis treated by distal gastrectomy. Nihon Shokaki-Byo

Gakkaisi, 99, 396-390, 2002. (in Jap.)

Toge, T.: Molecular diagnosis of cancer-The progress of its applications for diagnosis and treatment of cancer-.

Nihon Geka kaishi, 103, 455-456, 2002. (in Jap.)

Toge, T.: Neoadjuvant Therapy. Cancer Therapy & Host, 14, 255, 2002. (in Jap.)

Toge, T.: Anticipation of newly-devaloping antibody therapies of cancer. Surgery Frontier, 9, 191-193, 2002. (in
Jap.)

Toge, T., Kim, R., Yoshida, K., Hirata, K.: Postoperative adjuvant therapy for gastric cancer and colon cancer,
Clinical practice guideline for the use of anticancerous drugs (a ground plan). Jpn. J. Cancer Chemother, 29, 1015-

1024, 2002.

Hirai, T., Yoshida, K., Inoue, H., Toge, T.: Operative procedures obviating thoracotomy for gastric cancer involving
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