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2. An Overview of Cancer Chemotherapy in Japan

Makoto Ogawa' Tetsuo Taguchi’

1Tokushukai Group Oncology Center 2 Osaka University

The first anticancer drug originally developed in Japan was nitrogen mustard N-oxide and thereafter more
than 20 drugs were approved in Japan. Among them, five drugs have been used for the systemic cancer chem-
otherapy in the world.

Bleomycin (BLM), an anticancer antibiotic is included in both PVB ( CDDP/VLB/BLM) and PEB
(CDDP/VP/BLM) in the first line chemotherapy for advanced testicular cancer and in ABVD (ADM/BLM/
VLB/DTIC) as a standard regimen to treat advanced Hodgkin’s lymphoma.

Mitomycin (MMC), an anticancer antibiotic was included in FAM (FU/ADM/MMC) and the combi-
nation once used widely as the first line chemotherapy for advanced gastric cancer.

Irinotecan ( CPT), a semisynthetic derivative of camptothecin is included in various combinations such
as FOLFIRI (FU/LV/CPT) and IFL (CPT/FU/LV) for metastatic colorectal cancer (mCRC).

Oxaliplatin (1-OHP), an analog of cisplatin ( CDDP) is included in FOLFOX (FU/LV/I-OHP) and
XELOX (Cap/1-OHP) for mCRC.

A recent prospective randomized study'"! compared gemcitabine versus FOLFIRI plus 1-OHP in metastatic
pancreatic cancer. The median survival time was 6. 8 months in gemcitabine group versus 11. 1 months (P <
0.001) in FOLFIRI +1-OHP group.

Capecitabine (Cap), an orally administered systemic prodrug of 5’-deoxy-5-fluorouridine is included in
various combinations such as XELOX and others for both m CRC and advanced gastric cancer.

Eight fluoropyrimidines including tegafur, UFT (uracil + tegafur), TS-1 (tegafur + 5-chroro-2, 4-di-
hydroxypyrimidine + potassium oxonate) and Cap were developed. Characteristically, all the compounds are
masked compounds and the administrative method used clinical trials has been by the oral route. This trend
influenced by the success of oral tegafur at a commercial level.

Oral chemotherapy employed these drugs is a convenient method for an outpatient clinic and beneficial to
maintain QOL. Thus oral chemotherapy has been commonly used for the treatment of patients with both ad-
vanced disease and adjuvant setting after surgical resection.

A prospective randomized trial®! of adjuvant chemotherapy compared UFT versus no treatment in patho-
logical stage 1 adenocarcinoma of the lung. The five year survival rate was 88 % in the UFT group and 85%
in the control group (P =0.047).

A prospective randomized trial’®! compared UFT plus oral leucovorin (LV) versus bolus 5-fluorouracil
(FU) plus intravenous LV in stage Il and stage Il carcinoma of the colon demonstrated that the usefulness of
two regimens were equivalent.

A prospective randomized trial' *! compared adjuvant UFT versus surgery alone for serosa-negative, locally
advanced gastric cancer. At a median follow-up of 6. 2 years, the five year relapse free survival rate was 85
% versus 60% (P =0.005) and the five year overall survival rate was 86% for UFT group versus 73 % (P

=0.017) for the control group.
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Summarizing three phase [I studies, TS-1 obtained response rates ranging from 40% to 53. 6% and me-
dian survival times ranging from 207 days to 298 days for advanced gastric cancer'®’ | therefore, TS-1 alone is
considered to be one of the first choice of chemotherapy for advanced gastric cancer. However, in order to ob-
tain better survival benefits, combination chemotherapies consisting of TS-1 plus other anticancer drugs are
underway.

A Japanese phase Illtrial compared TS-1 plus CDDP versus TS-1 alone for the first line treatment of ad-
vanced gastric cancer. The median over all survival was 13 months for the combination group versus 11months
for TS-1 alone group (P =0.04).

Introduction of molecular targeted drugs has been remarkably changed current selection of the first line
chemotherapy for gastrointestinal tumors and non small cell lung cancer (NSCLC).

A prospectve randomized trial"”! compared IFL plus bevacizumab versus IFL plus placebo in previously
untreated mCRC. The median survival iime was 20. 3 months in the former group and 15. 6 months in the lat-
ter group (P <0.001).

A Japanese randomized trial ®! compared gefitinib versus carboplatin plus paclitaxel in patients with meta-
static NSCLC and EGFR mutations for the first line treatment. The response rate was 73. 7% versus 30. 7%
(P <0.001) and the median progression free survival was 10. 8 months versus 5.4 months (P <0.001).
But the median overall survival was 30. 5 months versus 23. 6 months (P =0.31).

An international randomized phase Il study'® compared trastuzumab plus chemotherapy ( Cap + CDDP or
FU + CDDP) versus the same chemotherapy alone in patients with HER2 positive advanced gastric or gastro-e-
sophageal junction cancer. The median overall survival time was 13. 8 months for trastuzumab plus chemother-

apy and 11. 1 months for the chemotherapy group (P =0.0046).
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