琉球大学学術リポジトリ
[原著］A pilot study of docetaxel and TS-1
combination chemotherapy for advanced gastric
cancer
メタデータ

言語:
出版者: 琉球医学会
公開日: 2010-07-02
キーワード (Ja):
キーワード (En): docetaxel, TS-1, chemotherapy, gastric
cancer
作成者:
メールアドレス:
所属:

URL

http://hdl.handle.net/20.500.12000/0002016131

Ryukyu Med. J., 23( 1, 2) 21‑24, 2004

・2¥

A pilot study of docetaxel and TS 1
combination chemotherapy for advanced gastric cancer
Hideaki Shimoji, Tadasm Nishimaki, Hiroki Sunagawa
Kouicm Kuninaka and Hirotaka Matsubara
Division of Digestive and General Surgery, Unit of Organ‑oriented
Medicine, Faculty of Medicine, University of the Ryukyus,
Okinawa 903‑0215, Japan

(Received on September

4, 2003, accepted on February 19, 2004)

ABSTRACT
PURPOSE: The aim of this study was to assess the efficacy and safety of combi‑
nation chemotherapy with docetaxel and TS‑1. PATIENTS AND METHODS: Five pa‑
tients with advanced gastric cancer were treated with a combination chemotherapy
regimen consisting of docetaxel and TS‑1. All patients had undergone prior chemother‑
apy. Docetaxel at a dose of 30 mg/m was intravenously administered on Day 1 and 8,
and TS‑1 at a dose of 80mg/m /day was orally administered for 2 weeks followed by 1
drug‑free week. RESULTS: Three of the 5 patients showed a partial response, of a re‑
sponse rate of 60%. Two of the 5 patients had stable diseases. One patient experienced
grade 3 leukocytopema, grade 2 diarrhea and grade 2 alopecia. In the other patients,
only low grade toxicities ( grade 1 or 2 leukocytopenia, neutrocytopenia and anemia) were
seen. CONCLUSION: The combination chemotherapy of docetaxel and TS‑1 was found
to be effective and well tolerable by advanced gastric cancer patients. This combination

may be useful as a second‑line chemotherapy. Ryukyu Med. J., 23{1, 2)21‑‑24, 2004
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INTRODUCTION

which acts as mitotic spmdle poison and induces a
mitotic block. The toxicity profile of docetaxel in

Gastric cancer is a major intestinal health

gastric cancer is closely comparable to that seen

problem, with a particularly high incidence in Asia,

in other types of tumor. TS‑1 is a novel combma‑

Eastern Europe and tropical South America . Ad‑

tion of the 5‑FU prodrug tegafur with new modulat‑

vanced gastric cancer continues to demonstrate a

mg agents, namely 5‑chlor0‑2,4‑dihydropyrimidme

poor prognosis and remains a leading cause of death

(gimeracil, is an inhibitor of the catabolic enzyme

from malignant neoplasms in these countries and

dihydropyrimidine dehydrogenase) and potassium

also in Japan . Advanced gastric cancer is consid‑

oxonate ( oteracil, inhibits 5‑FU phosphorylation in

ered to be poorly chemosensitive over a long period,

the gastrointestinal tract) at a molar ratio of

although for patients with recurrent or unresectable

1:0.4:1. This drug has recently been approved for

gastric cancer, palliative chemotherapy is often the

treatment of gastric cancer in Japan, based on the

only therapeutic option

encouraging response rates in Japanese trials7

. In recent years, how‑

ever, high response rates have often been achieved in

The combination of taxanes with CDDP and/‑

gastric cancer chemotherapy using newly developed

or 5‑fluorouracil (or an oral substitute) has become

anticancer drugs or combination regimens6

very popular in the United States, where it is associ‑

Docetaxel is a tubulm‑mhibitmg agent of the
taxane family with a broad anti‑tumor activity,

ated with good response rates and an effective pal‑
liation of symptoms . Docetaxel and TS‑1 are both
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Table 1 Patient characteristics

‑‑iiaPerform
Caseno.GenderAgestatu芸neeDisease‑.,‑..Prior
siteofdisease‑,,.
statuschemotherapy

Case 1 Male

recurrence

Case 2

Male

67

inoperable

Case 3

Male

75

inoperable

Case 4

Male

76

inoperable

Lymph node

TS‑1

Peritoneum

Primary
Peritoneum

docetaxel+5‑FU+CDDP

Primary

TS‑1+CDDP

Peritoneum

Primary
Liver

TS‑1+CDDP

Lymph node
Primary

Case

5

Male

inoperable

Lymph node
Liver

TS‑1,TS‑1+CDDP

Lung

active agents against gastric cancer and they have

mg/m by 2 hours intravenous infusion on Days 1

different mechanisms of action. It was thus hy‑

and 8, and TS‑1 was orally administered at a dose of

pothesized that this combination may provide an ad‑

80 mg/m /day daily for 2 weeks followed by 1 drug‑

ditive or synergistic effect against gastric cancer.

free week. The combination therapy was repeated if

The aim of this study was to assess the efficacy

no disease progression was observed. Three out of

and safety of a combination chemotherapy regimen

the 5 patients underwent the docetaxel and TS‑1

using docetaxel and TS‑1 m patients with advanced

combination chemotherapy as outpatients.
The measurement and evaluation of lesions

gastric cancer.

were repeated by X‑ray, computed tomography

PATIENTS AND METHODS

(CT) , and ultrasonography. During the admini‑

Five male patients were recruited for this

stration period, hematological tests such as WBC
counts, biochemical tests such as liver and renal

have locally advanced and/or metastatic gastric

function tests and urmalysis were repeatedly con‑
ducted.

cancer with measurable or evaluable lesions. One pa‑

The major endpomts of this study were the re‑

tient had a recurrent gastric cancer and four pa‑
tients had inoperable gastric cancer. All patients

sponse rate and the incidence of adverse reactions.
The antitumor effects and adverse reactions were

( Cases 1‑5) had undergone prior chemotherapy: case

evaluated in accordance with the criteria of the

1 had received TS‑1 chemotherapy, case 2 had re‑

Japanese Gastric Cancer Association8.

study. All patients were histologically proven to

ceived docetaxel十5‑FU+CDDP chemotherapy, cases 3

RESULTS

and 4 had received TS‑1+CDDP chemotherapy, and
case 5 had received TS‑1 and TS‑1+CDDP chemo‑
therapy. The patient's age ranged between 64 and 82

years (median, 72 years). Their World Health Or‑

Response rate
Cases 1, 3

and

4

showed responses to the

ganization (WHO) performance statuses (PS) were
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0‑2 with adequate organ functions. All the patients

There was a complete response (CR) in no patients,

gave their informed consent before entering the

a partial response (PR) in 3 patients, stable disease

study (Table 1).
Docetaxel was administered at a dose of

(no change; NC) in 2 patients, and progressive dis‑

30

ease (PD) in no patients. The response rate was
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Table 2

Treatment response and adverse reactions

Adverse reaction

Caseno.siteo
iseas':Response
Case 1

Case

2

Items

Lymph node Stable disease

leukocytopema

Peritoneum Not evaluable

alopecia

Primary Stable disease

Primary Partial response
Peritoneum Not evaluable

Grade

Treatment

leukocytopema

G‑CSF

diarrhea

Fluid therapy

Peritoneum Partial response

Case 3

23

alopecia

leukocytopenia

Primary Partial response
Case 4

anemia

Liver Complete response

2

Blood transfusion

Lymph node Stable disease
Primary Stable disease

Case

5

Lymph node Stable disease

leukocytopenia

Liver Stable disease

anemia

Lung Stable disease

G‑CSF, granulocyte colony stimulating factor
anemia occurred due to bleeding from the tumor

(Table 2). Especially in case 4, the primary tumor

Cases 2 and 3 were administered the combma‑

decreased m size and liver metastasis vanished after

tion chemotherapy as a neoadjuvant chemotherapy
on admission and thereafter underwent a total

2 courses of combination chemotherapy.

gastrectomy after two courses of this combination
Toxicity
Almost all of the patients experienced only low
grade toxicities (grade 1 or 2) of leukocytopenia,

chemotherapy.
Case 4 continued to undergo this combination
chemotherapy as an outpatient for 6 months.

neutrocytopema, anemia, and alopecia. No serious

Case 5 continued to undergo the combination

toxicities of the renal function, liver function, or

chemotherapy as an outpatient, but after 3 months

febrile neutropema, were observed. The toxicities of

his disease progressed. The chemotherapy was thus

leukocytopema, neutrocytopema, and anemia mi‑

discontinued and palliative care was instead given.

proved after 1 or 2 drug‑free weeks. Only one pa‑

Unfortunately, he died of the disease one month later.

tient, case 2, experienced grade 3 leukocytopema,

DISCUSSION

grade 2 diarrhea and grade 2 alopecia (Table 2).
This patient also suffered more severe side effects
than those he experienced when he received

For patients with advanced gastric cancer,

docetaxel十5‑FU+CDDP chemotherapy. He was ad‑

palliative chemotherapy is usually the only thera‑

ministered human granulocyte colony stimulating

peutic option, since chemotherapy has been reported

factor. None of the patients died from the toxicities

to have some survival benefits when compared with

of docetaxel and TS‑1 combination chemotherapy.

the best available supportive care . Several new
drugs, such as taxanes, TS‑1, and CPT‑ll, have re‑

Outcome
Case 1 continued to undergo combination che‑
motherapy as an outpatient for 4 months, but his
disease progressed and thus was submitted to other
chemotherapy regimen.

cently emerged as potential new options for gastric
cancer7蝣'

.

Multidrug

combination

chemotherapies

using these drugs have been tried in numerous studies.
Docetaxel and paclitaxel, novel taxoids which
act as mitotic spindle poisons and induce a mitotic
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block, have potent antmeoplastic activities. These

5 ) Sasaki T., Maeda Y., Kobayashi T., Okamoto

taxoids, when combined with cisplatm and/or 5‑FU,

R., Omuro Y. and Takada N∴ Standard chem0‑

showed response rates of more than 50%, and could

therapy for gastrointestinal malignancies based

thus be attractive anticancer agents for advanced

on evidence. Gan To Kagaku Ryoho. 27: 166‑176,

gastric cancer ‑1. They are also associated with an

2000 (in Japanese).

ftorafur (FT) , which is a prodrug of 5‑fluorouracil

6) Mitachi Y., Sakata Y., Ohtsu A., Hyodo L,
Katsu K., Sairenji M., Saitoh S., Suwa T., Sato
T. and Miyata Y.: Docetaxel and cisplatm in pa‑

( 5‑FU) ; 5‑chlor0‑2,4‑dihydropyrimidine ( CDHP) ; and

tients with advanced or recurrent gastric can‑

potassium oxonate (OXO) at a molar ratio of 1:0.4:1.
CDHP inhibits dihydropyrimidme dehydrogenase

cer: a multicenter phase I/II study. Gastric
Cancer. 5: 160‑167, 2002.

(DPD) , an enzyme associated with the degradation

7 ) Schoffski P.: New drugs for treatment of gas‑

effective palliation of symptoms.
TS‑1 is an oral formulation consisting of

of 5‑FU, resulting in sustained concentrations of 5‑
FU in the blood.

trie cancer. Ann Oncol. 13 (Suppl 4) : 13‑22, 2002.
8 ) Japanese Gastric Cancer Association, Japanese

Therefore, the combination of taxanes and TS‑

classification of gastric carcmoma‑2nd English

1 is expected to be superior to the combination of

edition‑response assessment of chemotherapy

taxanes and 5‑FU. Docetaxel and TS‑1 are both ac‑

and radiotherapy for gastric carcinoma: clinical
criteria. Gastric Cancer. 4: 1‑8, 2001.

tive agents against gastric cancer and have different
mechanisms of action. As a result, this combination

9 ) Murad A.M., Sntiago F.F., Petroianu A., Rocha

may provide an additive or synergistic effect against

P.R.S., Rodngues M.A.G. and Rausch M∴ Modi‑

gastric cancer.

hed therapy with 5‑fluorouracil, doxorubicm, and

high response rate in the present study. The combi‑

methotrexate in advanced gastric cancer. Can‑
cer. 72: 37‑41, 1993.

nation chemotherapy of docetaxel and TS‑1 was ef‑

10) Gilimelius B., Hoffman K., Haglund U., Nyren 0.

fective with a low incidence of grade 3‑4 adverse

and Sjoden P.O.: Initial or delayed chemother‑

events in 3 of the 5 patients with advanced gastric
cancer who had undergone prior chemotherapy.

apy with best supportive care m advanced gas‑
trie cancer. Ann. Oncol. 5: 189‑190, 1994.

Furthermore, three patients were administered the

ll) Pyrhonen S., Kuitunen T., Nyandoto P. and

In fact, this combination chemotherapy showed a

docetaxel and TS‑1 combination chemotherapy regi‑

Kouri M.: Randomised comparison of fluorouracil,

men as outpatients.

epidoxorubicin and methotrexate (FEMTX)

In conclusion, the combination chemotherapy

plus supportive care with supportive care alone

with docetaxel and TS‑1 was found to be effective and

m patients with non‑resectable gastric cancer.

well tolerable by advanced gastric cancer patients. It

Br. J. Cancer. 71: 587‑591, 1995.

may be useful as a second‑line chemotherapy.
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