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ORIGINAL ARTICLE

Systemic Chemotherapy for Pancreatic Cancer

Takuji Okusake, MD* and Tomoo Kosuge, MDt

Abstract: Surgical resection offers the only curative strategy for
pancreatic cancer. Yet, because early detection of pancreatic cancer is
so difficult and diagnosis is delayed, pancreatic cancer in most pa-
tients is surgically unresectable. Even in patients with resectable dis-
ease, the long-term outcomie remains unsatisfactory due fo early re-
currence after resection. Farly appearance of distant metastasis sug-
gests that systemic treatment, such as chemotherapy, should play a
major role in improving patient sarvival, Although the recently de-
veloped gemcitabine has renewed interest in clinical research for pan-
creatic cancer, other currently available chemotherapeutic agents
have little impact on survival. Studies to identify more effective
agents or ireatment regimens must have the highest priority. The ex-
panding understanding of molecular and genetic biology should fa-
cilitate research to develop novel molecule-targeted agents and to es-
tablish individualized therapy regimens for this disease.

Key Words: pancreatic cancer, chemotherapy, gemcitabine, S-1,
thymidylate synthase inhibitor 5-fluorouracil

(Pancreay 2004:28:301 -304)

Pancrealic cancer is a virulent disease with an extremely
poor prognosis. Of all the treatment modalities for pancre-
alic cancer, only resection offers the opportunity for cure.
However, because of local extension and/or metastatic disease,
only a small minority of pancreatic cancer patients are candi-
dates for rescction with curative intenl. Moreover, even for
selected patients, prognosis remains unsatisfactofy because of
postoperative recurrence, indicating that resection alone has
only limited value in treating pancreatic cancer, Accordingly,
to improve {he overall survival of patients with pancrealic can-
cer, there is an urgent need to develop effective nonsurgical
treatments, including chemotherapy, for this discase. In this
article, chemotherapies for pancreatic cancer in Japan are dis-
cussed. This review focuses on pancrealic ductal adenocarci-
noma because it is the most common form of pancreatic cancer
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in Japan, accounting for approximately 90% of pancrealic can-
cer cases.'

RESULTS IN PATIENTS WITH UNRESECTABLE
AND RECURRENT DISEASE.

Although a variety of chemotherapeutic regimens have
been tried and evaluated in advanced pancreatic cancer in Ja-
pan, most studies demonstrated little objective evidence of sig-
nificant activity againsi this disease. Few agents repeatedly
documented high response rates and meaningful impact on pa-
tient survival or quality of life. However, the recent develop-
ment of gemeitabine has renewed an interest in clinical re-
search for pancreatic cancer due to its significant clinical ben-
efil and survival improvement,

Fluoropyrimidine-Based Chemotherapy ,

Of all chemotherapeutic drugs, the thymidylate synthase
inhibitor 5-flucrouracil (5-FU) has been the most extensively
evaluated and most widely used agent for pancreatic cancer in
Japan. However, despile numerous trials of 5-FU, the optimal
dose and administration schedule have yet 1o be defined.
Moreover, resulis with this agent, regardless of schedule, re-
main dismal, with reported response rates ranging up to 20%.%
Based on accumulated clinical evidence suggesting that pro-
tracted venous infusion of 5-FU may induce greater antitumor
activity than bolus infusion, continuous venous infusion of
5.F1J was investigated in a small phase 2 study for advanved
pancreatic cancer patients.” A dose of 500 mg/m” of 5-FU was
given for 7 days by continuous venous infusion over a 24-hour
period and then followed by a dose of 170 mg/m? for more than
28 days. The administration schedule of 5-FU in this study was
feasible, but the result of this regimen was disappointing; none
of the palients achieved objective response.

There have been various attempts at biochemical modu-
lation of 5-FU through differen! agents to enhance antitumor
activity, We examined sequential administration of methotrex-
ate and 5-FU for metastatic pancreatic cancer patients (hal
showed high response rates in several malignant diseases."
Methotrexate (100 mg/m?) was given, followed by a 600-
my/m? infusion of 5-FU. Partial responses were achicved in 4
of the 31 patients {12.9%), with a median survival time of 4.0
months. The antitumor activity of this regimen, therefore,
seemed marginal.
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