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Abstract

A phase II study was performed to evaluate 1-(2-tetrahydrofuryl)-5-fluorouracil and uracil (UFT) and leucovorin as first-line
chemotherapy in European patients with advanced gastric cancer. From 38 patients, 25 were evaluable for response and 36 for
toxicity. Patients received UFT at 300 mg/m?/day for 28 days, every 35 days and leucovorin at 90 mg/day on an identical schedule.
Overall response rate was 10.5% (95% confidence interval (CI): 3.7-22.5%) in intent-to-treat analysis and 16% (95% CI: 5.7-33%)
in evaluable patients. Grade 3—4 common toxicity criteria (CTC) toxicities were diarrhoea (28%; 10/36), nausea (11%; 4/36),
vomiting (8%; 3/36) and asthenia (11%; 4/36). 23 patients in 44% (42/96) of the courses had to skip days of treatment due to
toxicity or to non-compliance. In conclusion, UFT +leucovorin has a definitive, but low, efficacy in advanced gastric cancer
patients. Toxicities were mainly gastrointestinal and treatment needs to be withheld if grade 2 diarrhoea occurs. © 2001 Elsevier

Science Ltd. All rights reserved.
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1. Introduction

Adenocarcinoma of the stomach is one of the leading
causes of cancer-related deaths in Japan, Eastern Eur-
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ope and South America, with a significant decrease of
incidence in the United States and Western Europe
[1,2]. The prognosis remains extremely poor with a 5-
year survival rate ranging from 5 to 15%.

In spite of great surgical efforts, results after resection
of gastric carcinoma in a ‘curative’ approach are dismal
and at least 80% of patients develop recurrent and/or
metastatic disease. Single drugs with reported response
rates between 20 and 36% were S-fluorouracil (5-FU)
[3,4], mitomycin C, doxorubicin and cisplatin. Never-
theless, complete responses were uncommon and
responses were generally of brief duration without a
significant impact on survival.
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To improve the response rate and increase survival,
combinations of these different drugs were developed.
Thus, successive polychemotherapy regimens were initi-
ated: FAM (5-FU, doxorubicin, mitomycin C) [4], FAP
(5-FU, doxorubicin, cisplatin) [5], CDDP-5-FU (cispla-
tin, 5-FU) [6], EAP (etoposide, doxorubicin, cisplatin)
[7,8], ELF (etoposide, leucovorin, 5-FU) [9], FAMTX
(5-FU, doxorubicin, methotrexate) [8,10] and ECF
(5-FU, doxorubicin, cisplatin) [11]. In initial phase II
studies, an increase in response rate (40-60%) and in
complete response rate (2-15%) has been reported, with
no trend of improvement in the median duration of
survival, which lasts from 6 to 10 months. At this time,
only protocols with FAM or FAM associated with 1,3-
bis(2-chloroethyl)-1-nitrosourea (BCNU) have been
compared with single agent 5-FU chemotherapy with
no significant increase in the response rate [12,13] or in
survival [4,12,13]. Other phase III trials have been con-
ducted to compare polychemotherapy regimens; none
has clearly shown a reproducible significant advantage
[8,10,11].

Moreover, some of these protocols were associated
with a significant increase of toxicity. EAP, and to a
lesser extent FAMTX, induced severe toxicity, such as
myelotoxicity [7,8,10,11].

The UFT regimen is composed of 1-(2-tetra-
hydrofuryl)-5 fluorouracil (Ftorafur (FT)) and uracil in
a molar ratio of 1:4. FT is converted to 5-FU in vivo
[14]. The co-administration of uracil enhances the con-
centration of 5-FU in tumours and the resulting anti-
tumour activity of FT [15]. From in vivo studies, UFT
resulted in a 5-10 times greater distribution of 5-FU in
tumours. UFT is the first agent of the second generation
of 5-FU prodrugs that has already been extensively
evaluated in metastatic gastric carcinoma in Japan [16].
Given in doses ranging from 300 to 600 mg/day, UFT
produced an overall response of 27.7% among 188 eva-
luable patients with advanced gastric cancer [16].

From these preclinical data and clinical results estab-
lishing a shared efficacy with 5-FU, UFT was logically
used in combination either with molecules that can
modulate the metabolism of UFT such as leucovorin or
with other cytotoxic drugs that have already been
associated with 5-FU and shown activity in metastatic
gastric cancer (doxorubicin, cisplatin, etoposide, mito-
mycin C) [17-20].

Leucovorin (5,10-CHO-THF) is a potent inhibitor of
thymidylate synthase via fluorodeoxyuridine monopho-
sphate through the formation of a covalent ternary
complex. Several preclinical and clinical models have
indicated that the cytotoxicity of 5-FU could be
enhanced by exogenously administered reduced folate.
In two consecutive monocentric phase II trials, 16 and
39 patients with metastatic gastric carcinoma have been
treated in Korea with UFT (480 or 360 mg/m?/day)
[21,22] in conjunction with ‘low-dose’ leucovorin (25

mg/m?/day for 21 days, every 28 days). Objective
response rates were 28.5% (95% confidence interval
(CI): 4.9-52.3%) and 27% (95% CI: 15.4-42.9%),
respectively. Reported World Health Organization
(WHO) grade 3 or 4 toxicities were mainly diarrhoea
(43.8%), oral mucositis (12.5%) and nausea and vomit-
ing (12.5%) in the first trial with the higher dose of UFT
[21], while severe diarrhoea was significantly reduced to
18% in the second trial with UFT at 360 mg/m? [22].
Moreover, UFT (300 mg/m?/day) has already been used
in metatastatic colorectal carcinoma with ‘high-dose’
leucovorin (150 mg/day for 28 days, every 35 days)
[23,24] or with ‘low-dose’ leucovorin (75 to 90 mg/days
for 28 days, every 35 days) [25,26]. The optimal dosage
of leucovorin to produce optimal modulation remains
controversial, but the lower dosage allows complete
absorption and has been well tolerated. In those trials
with ‘low-dose’ leucovorin, 21 and 13% of patients
experienced common toxicity criteria (CTC) grade 3—4
diarrhoea and nausea/vomiting, respectively [25,26].

Based upon the effectiveness of single agent 5-FU in
gastric cancer and the results of the abovementioned
studies in colorectal cancer, we initiated a multicentric
phase II trial with UFT given orally for 28 days in
combination with oral ‘low-dose’ leucovorin in patients
with metastatic gastric cancer.

2. Patients and methods
2.1. Patients

Adults patients were eligible if they had histologically-
confirmed gastric cancer with distant metastatic disease
that could be measured in two dimensions. Patients had
an Eastern Cooperative Oncology Group (ECOG) per-
formance status <2 and a life expectancy > 3 months.
No prior chemotherapy was allowed and they were
excluded if they had received radiotherapy in the pre-
vious 4 weeks. Biological inclusion criteria were abso-
lute neutrophil count >2x10%1, platelet count
>100x10°/1, creatinine concentration and bilirubin
level less than 1.5 the upper limit of normal for institu-
tions. Written informed consent was obtained from all
patients before entry into the trial.

2.2. Pretreatment evaluation

Clinical history and physical examination were recor-
ded for all patients. Before inclusion, patients had a
staging including an abdominal computed tomographic
(CT) scan and if applicable, other CT scans depending
on the metastatic sites. A full blood count and differ-
ential, electrolytes, renal and liver functions were
checked. All patients had a baseline electrocardiogram
(ECQG).
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2.3. Treatment

UFT (Bristol-Myers Squibb, Belgium) was given
orally at 300 mg/m? for 28 consecutive days. The total
daily dose was divided into three doses, given every 8 h.
The total daily dose of UFT was rounded to the nearest
100 mg. Leucovorin was given orally at 90 mg, divided
into three doses, given every 8 h with each dose of UFT
for 28 consecutive days. UFT and leucovorin were given
daily for 28 days, followed by a 7-day rest. The follow-
ing cycle was scheduled on day 36.

2.4. Dose modification

Due to the toxicity seen during or between cycles, the
dose could be modified. Toxicity was graded using the
CTC.

During a cycle of treatment, if a grade 3 CTC toxicity
for granulocytes or platelets was noted, UFT and leu-
covorin treatment was withheld until the granulocyte
level returned to >1.5x10%1 and the platelet count
returned to >100x10°/1. Following recovery, UFT was
reduced by 50 mg/m?/day. If any non-haematological
toxicity =>CTC grade 2 occurred, except untreated
anaemia, inadequately treated nausea or vomiting, alo-
pecia and asthenia, UFT therapy was withheld until the
toxic event had completely resolved or returned to
baseline. Therapy was started again at the same dose
level if the toxicity was no more than CTC grade 2. In
case of toxicities of CTC grade 3 or 4, therapy was
resumed at a reduced UFT dosage of —50 or —100 mg/
m?/day, respectively. When therapy was withheld due to
toxicity during a cycle, those days were counted as
treatment days, as UFT was stopped on day 28 of each
cycle, irrespective of prior temporary interruptions.

As the start of a new cycle of treatment, dose adjust-
ment was based on the highest toxicity observed during
the previous cycle of treatment. The initiation of a new
cycle of treatment with UFT plus leucovorin was
delayed until absolute neutrophil count >1.5x10°%/1 and
platelet count >100x10%/I. Non-haematological toxi-
cities had to return to CTC grade 1 or to baseline.

2.5. Evaluation of treatment

Response was assessed every 10 weeks. Work-up was
identical to the initial pretreatment evaluation.

Complete response (CR) was defined as the complete
disappearance of all measurable and assessable tumour
sites for at least 4 weeks. Partial response (PR) was
considered to be a >50% decrease in the sum of pro-
ducts of the greatest perpendicular diameters that lasted
at least 4 weeks with no increase in known lesions and
without the appearance of any new lesions. The dura-
tion of CR and PR was calculated from the first day of
treatment. When the evaluation showed a decrease in

lesions less than 50% and an increase less than
25%, patients were considered to have stable disease
(SD). Progressive disease (PD) was defined as any
lesion increasing by greater than 25% or the appearance
of a new lesion. When the progression was observed
between the completion of the first and the second
cycles after entry into the study, patients were con-
sidered as an early progression. Patients documented to
have a progression prior to 5 weeks after entry into the
study were considered non-evaluable for tumour
response.

3. Results
3.1. Patients’ characteristics

From July 1997 to December 1997, 38 patients with
metastatic gastric carcinoma were entered into the
study. 36 patients were assessable for toxicity, while 2
patients died before starting treatment. 13 patients were
considered non-evaluable for tumour response: 1 had
no measurable lesion, 2 died before treatment, 6 never
received a full first cycle or were progressive within the
first 5 week cycle and 4 never had an evaluation [lost to
follow-up (1), clinical PD (1), death (1), no evaluation
(1)]. Median age was 64 years (range 43—76 years). 24
males and 14 females entered the study. Most patients
had an ambulatory performance status: 14 patients
(37%) had an ECOG performance status of 0, while 19
(50%) had a status of 1 and 5 (13%) had a performance
status of 2. All tumours were adenocarcinoma including
3 patients with signet ring-cell carcinoma. 24 patients
(63%) underwent prior surgery. 17 patients (45%) had
liver metastases, while 14 (37%) had lymph nodes local-
isation and 9 (24%), 7 (18%) and 3 (8%) patients had a
primary recurrence, soft tissue and lung metastatic sites,
respectively.

3.2. Administration of treatment

The 36 treated patients received a total of 96 courses
of treatment. The median number of cycles delivered
was 2 (1-12). While 78 (81%) courses were given at a
full dose of UFT, 18 (19%) had to be decreased to 250
mg/m?/day for 5 patients (14%), due to CTC grade 3
diarrhoea (3 patients), grade 3 vomiting (1 patient) and
grade 3 neutropenia (1 patient). Moreover, 23 patients
for a total of 42 courses (44%) interrupted the daily
planned schedule because of toxicity (18 courses, 14
patients) including diarrhoea (10 patients), vomiting (3
patients) and asthenia/anorexia/constipation (1 patient).
9 patients were reported not to have taken all the
pills planned for a 28 days cycle for less than 5 days
during 24 courses, due to missing or for unknown
reasons.



A. Ravaud et al. | European Journal of Cancer 37 (2001) 1642—1647 1645

3.3. Toxicity

Toxicities encountered were evaluated according to
the CTC grading system (Table 1). The main toxicities
were diarrhoea (21 patients), nausea (20 patients),
vomiting (11 patients), asthenia/malaise (8 patients) and
stomatitis (6 patients). During 96 courses, 30 grade 3
(grade 3) and 4 (grade 4) events were reported for 36
patients. There were predominantly diarrhoea (grade 3:
7 courses; grade 4: 3 courses), nausea (grade 3: 4 cour-
ses), vomiting (grade 4: 3 courses), asthenia (grade 3: 2
courses; grade 4: 2 courses). No skin toxicity and no
stomatitis grade 3 or 4 were seen. No toxic death was
observed. Despite at least CTC grade 2 haematological
or non-haematological toxicities, UFT/leucovorin was
not withheld in 15 patients as early as previously plan-
ned in the protocol. Toxicities that were not taken into
account to withhold drugs were mainly diarrhoea in 11
patients (worse CTC grade 4: 2 patients, grade 3: 5
patients, grade 2: 4 patients). Other toxicities involved
were vomiting (CTC grade 4: 1 patient), stomatitis
(CTC grade 2: 1 patient), infection (CTC grade 2: 1
patient), infection (CTC grade 2: 1 patient) and
dyspnoea (CTC grade 2: 1 patient). 3 of these patients
who presented diarrhoea were taken off study due to the
toxic events. 4 other patients had a reduced dose on the
following courses.

3.4. Response to treatment and survival

Among 25 evaluable patients, one CR and three PRs
were achieved. 6 patients had stable disease. In intent-
to-treat analysis, the objective response rate was 10.5%

Table 1
Toxicity of treated patients (z=36): maximum common toxicity cri-
teria (CTC) grade

Toxicity Grade 1 Grade 2 Grade 3 Grade 4

7 3
4

Diarrhoea
Nausea
Vomiting
Asthenia/malaise
Pain

Alopecia
Dyspnoea 1 1
Infection 1 1

Skin 1

Constipation 1

Thrombosis 1

Oedema 1

Headache

Neurosensory

Anaemia 2
Neutropenia
Thrombocytopenia
Other

3
2 2

W N Wk v
—_— A = W

[UCRN QI \

(95% CI: 3.7-22.5%) and was 16% (95% CI: 5.7-33%)
for the evaluable patients. Efficacy was seen on the liver,
retroperitoneal lymph nodes, soft tissue and para-oeso-
phageal mass. The median duration of objective
response and stabilisation was 187 days (98-4197 days),
with a duration of complete response for 358 days. The
median time to progression was 69 days (7-358).

4. Discussion

The regimen of UFT +leucovorin used in this study
showed a definitive efficacy in metastatic gastric cancer,
but lower than was expected from previous trials. A
large number of phase II studies with UFT alone con-
ducted in Japan have shown an overall response rate of
27.7% [16]. Only two studies [27,28] in this pooled ana-
lysis [16] showed a response rate lower than 20% for 41
treated patients, while the response rate varied from 23
to 50% in nine other studies including 147 patients [16].
A single study was performed in Europe with UFT
alone in advanced gastric cancer and showed a 6%
response rate (95% CI: 0.27-30.2%) in 16 patients [29].

More recently, two consecutive monocentric studies
performed in Korea showed efficacy in advanced gastric
cancer when UFT was associated with leucovorin with a
similar response rate of 27 and 28.5% [21,22].

Moreover, studies of UFT in combination with
known active drugs in metastatic gastric carcinoma
where UFT replaced 5-FU showed the expected activity
of the polychemotherapy was maintained, when con-
sidering objective response rate. UFT in association
with cisplatin showed a response rate of 42.9% in 14
evaluable patients [17], while the combination of UFT,
cisplatin with mitomycin C and etoposide [18] or with
doxorubicin and etoposide [19] gave response rates of
54.8 and 40%, respectively. In one trial, where leuco-
vorin was added to UFT in combination with etoposide,
the response rate was 35% with four CRs in 46 treated
patients [20].

Nevertheless, our study and the other European study
are consistent with a definitive, but lower, activity of
UFT in patients included in Europe with an advanced
gastric cancer [29]. The population of patients entered in
the European and the Korean studies were different
especially for the sites of metastases and the presence of
measurable disease, and that could have affected the
response rate. The population profile of patients entered
in the two European studies was identical with patients
mainly having an ECOG performance status of 0 or 1
and metastases located in the liver (61%, 44.7%) or in
the abdomen. In the two consecutive trials carried out in
Korea, 31% in the first trial and 35.6% in the second
trial had locoregional recurrence without distant metas-
tasis, respectively [21,22]. Moreover, only 28.6 and
28.2% of the evaluable patients had liver metastases,
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respectively [21,22]. In the latter study, only 51.3% of
the patients had a measurable disease. As most of stud-
ies had different dosages and schedules of UFT [16—
22,29], it is unlikely that the dosage and schedule of
UFT in this trial affected the response rate.

A major concern in this study was the number of
patients that could not be evaluated for response. A
part of the answer was that patients with metastatic
gastric carcinoma may have extremely rapid evolution,
at least in the 5 weeks of the first cycle with UFT + leu-
covorin, while patients were not considered in the
design of the protocol to be evaluable. The other point
is that the evaluation of response was initially planned
at 10 weeks, while it could be necessary in this disease at
a metastatic stage to perform an earlier evaluation (at 5
weeks) to handle progression status if present.

Side-effects encountered in this study were mainly
digestive, with approximately 58.3% of patients having
experienced diarrhoea and approximately 27.8% having
a CTC grade 3 or 4 diarrhoea, while in other studies
with oral UFT and ‘low-dose’ leucovorin, either in
metastatic gastric or colorectal cancer, 17.9, 18 and 21%
of patients had WHO grade 3 or 4 diarrhoea [22,25,26].
The increase of severe diarrhoea seen in this trial should
be weighted by the fact that eleven of 21 patients who
reported diarrhoea did not have a prompt discontinua-
tion of UFT at the onset of grade 2 diarrhoea, as plan-
ned in the guidelines of the protocol. With regard to
other toxicities as nausea, vomiting, asthenia and neu-
tropenia, these were present in identical frequency as in
recent trials [22,25,26].

In our study, 64% (23/36) of patients in 44% (42/96)
of courses had skipped treatment days, in part due to
toxicity (39% (14/36) of patients, 19% (18/96) of cour-
ses) or to non-compliance mainly for less than 5 days,
while in a similar phase II study done in Korea, the
interruption of treatment due to toxicity was less fre-
quent (21.6% of patients) [22].

5. Conclusion

In this study, UFT and leucovorin showed a defini-
tive, but a low, efficacy in patients with metastatic
gastric cancer. The more frequent toxicities were diar-
rhoea, nausea, vomiting and asthenia, while the main
grade 3 and 4 CTC toxicities were diarrhoea, nausea
and vomiting. The results showed that UFT at 300 mg/
m?/day for 28 days in combination with leucovorin,
followed by 1 week rest is a safe schedule for most
patients with advanced gastric cancer, but needs to be
withheld when at least CTC grade 2 gastrointestinal
toxicity occurs. The efficacy of UFT provides a ration-
ale to continue UFT and folinic acid development
in association with other drugs in advanced gastric
cancer.

References

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

Boring C, Squires T, Tong J. Cancer statistics. Ca Cancer J Clin
1991, 41, 19-36.

Mettlin C. Epidemiologic studies in gastric adenocarcinoma. In
Douglass HO Jr, ed. Gastric Cancer. New York, Churchill
Livingstone, 1988, 1-25.

Cocconi G, De Lisi V, Di Blasio B. Randomized comparison of
5-FU alone or combined with mitomycin and cytarabine (MFC)
in the treatment of advanced gastric cancer. Cancer Treat Rep
1982, 66, 1263-1266.

Cullinan SA, Moertel CG, Fleming TR, et al. A comparison of
three chemotherapeutic regimens in the treatment of advanced
pancreatic and gastric carcinoma. JAMA 1985, 253, 2061-2067.
Epelbaum R, Haim N, Stein M, et al. Treatment of advanced
gastric cancer with DDP, (cisplatin), adriamycin, and S5-fluoro-
uracil (DAF). Oncology 1987, 44, 201-206.

Rougier P, Ducreux M, Mahjoubi M, e al. Efficacy of combined
S-fluorouracil and cisplatinum in advanced gastric carcinomas. A
phase II trial with prognostic factor analysis. Eur J Cancer 1994,
39A, 1263-1269.

Preusser P, Wilke H, Achterrath W, et al. Phase II study with the
combination etoposide, doxorubicin, and cisplatin in advanced
measurable gastric cancer. J Clin Oncol 1989, 7, 1310-1317.

. Kelsen D, Atiq O, Saltz L, et al. FAMTX (fluorouracil, metho-

trexate, adriamycin) is as effective and less toxic than EAP (eto-
poside, adriamycin, cisplatin): a random assignment trial in
gastric cancer. Proc Am Soc Clin Oncol 1991, 137 (abstract 413).
Wilke H, Preusser P, Fink U, er al. New developments in the
treatment of gastric carcinoma. Semin Oncol 1990, 17, 61-70.
Wils JA, Klein HO, Wagener DJT, et al. Sequential high dose
methotrexate and fluorouracil combined with doxorubicin — a
step ahead in the treatment of advanced gastric cancer: a trial of
the European Organization for Research and Treatment of Can-
cer Gastrointestinal Tract Cooperative Group. J Clin Oncol 1991,
9, 827-831.

Webb A, Cunningham D, Scarffe JH, er al. Randomized trial
comparing epirubicin, cisplatinum, and fluorouracil versus
fluorouracil, doxorubicin, and methotrexate in advanced esopha-
gogastric cancer. J Clin Oncol 1997, 15, 261-267.

De Lisi V, Cocconi G, Tonato M, et al. Randomized comparison
of 5-FU alone or combined with carmustine, doxorubicin and
mitomycin (BAFMi) in the treatment of advanced gastric cancer.
A phase III trial of the Italian clinical research oncology group
(GOIRC). Cancer Treat Rep 1986, 70, 481-485.

Beretta G, Anoldi E, Beretta GD, et al. Fluorouracil versus FAM
polychemotherapy in gastric cancer. A randomized study. Proc
ECCO 1989, 706 (abstract).

Hiller SA, Zhuk RA, Lidak MY. Analogs of pyrimidine nucleo-
sides. Dokl Adad Nauk SSSR 1967, 176, 332-335.

Fujii S, Kitano S, Ikenaka K, et al. Studies of co-administration
of uracil or cytosine on antitumor activity of FT-207 or 5-FU
derivates. Jpn J Cancer Chemother 1979, 6, 377-384.

Ota K, Taguchi T, Kimura K. Report of nationwide pooled data
and cohort investigation in UFT phase II studies. Cancer Chemo-
ther Pharmacol 1988, 22, 333-338.

Sato A, Hasegawa K, Kurihara M, et al. Combination chemo-
therapy with tegafur-uracil (UFT) and cisplatin (CDDP) for
advanced gastric cancer. Jpn J Cancer Chemother 1995, 22, 1355—
1362.

Sawa T, Kinoshita K, Takekawa S, er al. Effect of PMUE
(CDDP, MMC, UFT, etoposide) for terminal gastric cancer. Jpn
J Cancer Chemother 1990, 17, 2381-2386.

Hayakawa M, Morise K, Sakai T, et al. Combination chemo-
therapy with UFT, etoposide, CDDP, adriamycin (FEPA) in
advanced gastric cancer. Jpn J Cancer Chemother 1989, 16, 3393—
3398.



20.

21.

22.

23.

24.

A. Ravaud et al. | European Journal of Cancer 37 (2001) 1642—1647

Feliu J, Baron MG, Garcia-Giron C, et al. Treatment of patients
with advanced gastric carcinoma with the combination of etoposide
plus oral tegafur modulated by uracil and leucovorin. A phase II
study of ONCOPAZ cooperative group. Cancer 1996, 78, 211-216.
Kim YH, Cheong SK, Lee JD, et al. Phase II trial of Oral UFT
and leucovorin in advanced gastric carcinoma. Am J Clin Oncol
1996, 19, 212-216.

Kim YH, Shin SW, Kim BS, e al. A phase II trial. Oral UFT and
leucovorin in patients with advanced gastric carcinoma. Oncology
1997, 11, 119-123.

Pazdur R, Lassere Y, Rhodes V, et al. Phase II trial of uracil and
tegafur plus oral leucovorin: an effective oral regimen in the
treatment of metastatic colorectal carcinoma. J Clin Oncol 1994,
12, 2296-2300.

Aranda E, Anton-Torres A, Sastre J, et al. UFT plus leucovorin
(LV) in advanced colorectal cancer (CCR). A phase II trial. Proc
Am Soc Clin Oncol 1999, 18, 940 (abstr 1940).

25.

26.

27.

28.

29.

1647

Carmichael J, Popiela T, Radstone D, et a/l. Randomized com-
parative study of orzel (oral uracil/tegafur (UFT)) plus leuco-
vorin (LV) versus parenteral S-fluorouracil (5-FU) plus LV in
patients with metastatic colorectal cancer. Proc Am Soc Clin
Oncol 1999, 18, 264a (abstr 1015).

Pazdur R, Douillard JY, Skillings JR, et al. Multicenter phase I11
study of 5-fluorouracil (5-FU) or UFT in combination with leu-
covorin (LV) in patients with metastatic colorectal cancer. Proc
Am Soc Clin Oncol 1999, 18, 236a (abstr 1009).

Nakano Y, Taguchi T, Sakai K, et al. Clinical phase II study of
UFT by cooperative study group. Jpn J Cancer Chemother 1980,
7, 1569-1578.

Shirakawa S, Uehara N, Kita K, e al. Clinical trial on the effect
of UFT. Jpn J Cancer Chemother 1981, 8, 101-105.

Malik STA, Talbot D, Clarke PI, et al. Phase II trial of UFT in
advanced colorectal cancer and gastric cancer. Br J Cancer 1990,
62, 1023-1025.



