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Chemoth'eraf‘py for Advanced
Unresectable Gastric Cancer

ATsusHI OHTSU

lntroduct}on

Gastric cancer is a major health problem in many regions of the world. Despite
remarkable improvement in survival as a result of early detection and curative
surgery, approximately 50 000 deaths were observed in Japan in 2001 [1]. Unresectable
advanced or recurrent gastric cancer still has a poor prognosis, with a median
survival of less than 9 months. Randomized trials have demonstrated that the 5-
fluorouracil (5-FU)-based regimen provides superior survival and quality of life in
patients with advanced gastric cancer when compared to best supportive care [2-4].
However, this survival advantage appears to be marginal, and no standard regimens
worldwide have yet been established, although various challenges have been
conducted. - '

Recently developed new agents, such as irinotecan, S-1, and taxanes, may have
potential to break through this status. Newer-generation regimens with these agents
are being investigated in randomized trials worldwide. A molecular targeting agent is
another new topic in the field of chemotherapy and is also under development for
gastric cancer. This review focuses on the results of newer-generation regimens, par-
ticularly in Japan, after a brief summary of older-generation regimens.

Overview of the Older-Generation Regimens

Results from Randomized Controlled Trials

During the past two decades, various randomized trials (Table 1) have been carried
out. In Europe, a combination of flurorouracil, doxorubicin, and high-dose methotrex-
ate (FAMTX) used to be a standard regimen based on the European Organization for
Research and Treatment of Cancer (EORTC) trials [5]. However, this regimen failed
to demonstrate any superiority to other combination regimens, 5-FU plus cisplatin

or etoposide plus 5-FU/leucovorin, in the subsequent EORTC randomized study [6].
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TABLE 1. Results of randomized trials ﬁsing,older—generation regimens
’ No.of  Response = Median survival

Study © Treatment patients  rate (%) . (months) P value
Wils et al. 5-FU.+ ADM + MMC 103 7. 6.7 . 0.004
- (1991) [5] 5-FU + ADM + MTX 105 33 9.6
Kim et al. 5-FU 94 26 6.9 ns
(1993) {9] 5-FU + ADM + MMC 98 25 6.6
5-FU + CDDP . 103 51 8.5 .
" Webb et al. 5-FU + ADM + MTX 130 21 . 5.7 0.0009
(1997) (7] Epirubicin + CDDP + 126 45 8.9
, 5-FU
Vanhoefer et al. 5-FU + CDDP 134 20 - 7.2 ns
(2000) [6] Etoposide + LV/5-FU 132 9 ' 7.2
5-FU + ADM + MTX 133 12 67
Ohtsu et al. 5-FU 106 11 ~ 7.1 ns
(2003) [10] 5-FU + CDDP 104 34 7.3
. UFT +MMC 70 9 6.0

5-FU, 5-fluorouracil; ADM, adriamycin; MMC, mitomycin C; MTX, methotrexate; CDDP,
cisplatin; LV, leucovorin; UFT, ftorafur and uracil

Another randomized study in the United Kingdom revealed the superiority of a com-
bination of epirubicin, cisplatin (CDDP), and 5-FU (ECF) to FAMTX in terms of
survival [7], although survival results of these studies were limited, with a median sur-
vival time (MST) ranging from 6 to 8 months. Other trials including 5-FU alone as a
control arm and in comparision with FU-based regimens also failed to demonstrate
survival prolongation of combination regimens [8,9].

The Japan Clinical Oncology Group (JCOG) has carried out a randomized con-
trolled trial comparing 5-FU alone with UFT (ftorafur and uraeil) + mitomycin C
- (UFTM) and with 5-FU + CDDP (FP) for advanced gastric cancer (JCOG 9205) [10].
A total of 280 patients with advanced gastric cancer were randomly allocated and
analyzed for survival, response, and toxicity. At the interim analysis, the UFTM arm
showed a significantly inferior survival with higher incidences of hematological tox-
icities than control arm 5-FU alone, and the registration to UFTM was terminated.
Both investigational regimens, FP and UFTM, had a significantly higher incidence of
hematological toxicities than 5-FU alone, although they were feasible. The overall
response rates of 5-FU alone, FP, and UFTM arms were 11%, 34%, and 9%, respec-
tively. The median progression-free survival was 1.9 months with 5-FU alone, 3.9
months with FP, and 2.4 months with UFTM, respectively. Although FP demonstrated
a higher response rate (P < 0.001) and longer progression-free survival than 5-FU
alone (P < 0.001), no differences in overall survival were observed between the arms;
the median survival times and 1-year survival rates were 7.1 months and 28% with 5-
FU, 7.3 months and 29% with FP, and 6.0 months and 16% with UFTM, respectively.
This study concluded that both investigational regimens, FP and UFTM, showed no
survival advantages as compared to 5-FU alone, and 5-FU alone still remains a refer-
ence arm in future trials for advanced gastric cancer.

Based on the results of these randomized trials, no regimens have exceeded 5-FU
alone, and there still remain limitations on efficacy results in older-generation regi-



