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ANIMAL models have shown a possible action syn- 
ergism between DDP and FU [ 11, particularly with 
5-FU prior to DDP administration [2]. 

Very impressive results have been obtained by 
the Wayne State University Group employing 
DDP plus continuous FU infusion both in prc- 
viously untreated patients with locally advanced 
squamous cell carcinoma of the head and neck [3] 
and in patients with recurrent or mctastatic discasc 
[4]. The aim of the present study was to evaluate 
the antitumor activity and toxicity of a combina- 
tion of low dose cisplatin and bolus FU, suitable for 
out-patient administration, particularly in patients 
with disease progression after first line combina- 
tion chemotherapy (regimen ABO) consisting of 
methotrexate, blcomycin and vincristinc [5]. Only 
patients with histologically or cytologically con- 
firmed squamous cell carcinoma of the head and 
neck, were considered eligible for this trial. 
Measurable or evaluable lesions were required to 
enter into this study. Patients of more than 75 years 
of age or with a performance status of 3 or more on 
the ECOG scale or patients previously treated with 
FU or DDP were cxcludcd. The patients could not 
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have received prior radio- or chemotherapy during 
the last 4 weeks and all major toxic reactions of 
prior treatment had to have been resolved. All 
patients were required to have normal renal 
(serum creatinine < 1.5 mg/dl), hepatic (bilirubin 
< 1.5 mg/dl) and hematologic (WBC 2 4OOO/mm” 
and platelet count 5 1 00,000/mm3) functions. 

Treatment consisted of: FU 500 mg/m2 i.v. push 
days 1,2 and 3; DDP 50 mg/m’ i.v. day 4; 1 litrc of 
5% dextrose in 0.45% NaCl + 20 mEq KC1 was 
given before and after DDP administration (2 hr 
each); furosemide 40 mg i.v. was given immediate- 
ly prior to DDP. The courses were repeated every 3 
weeks. 

An adequate trial required completion of at least 
two courses of therapy except in the case of clear 
disease progression after one full course. Responses 
wcrc defined according to the WHO criteria [6]. 
Treatment was continued until disease progres- 
sion. Duration of response was calculated from the 
time of beginning the treatment to the time of 
relapse or death. 

Forty-one eligible patients from seven different 
institutions were entered into this study. Of these, 
35 patients were evaluable in terms of response and 
toxicity and two for treatment toxicity because of 
inadequate documentation and early death, re- 
spectively. Four of thcsc patients could not bc 
evaluated, having been lost to follow-up. 
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Table 1. Characteristics of the 35 evaluable patients 

Sex: M/F = 31/4 Age: Median 57 (range 34-75) 

PS: Median 1 Extension: Locoregional = 24 
range O-2 Metastatic = 11 

Site of primary: 

larynx = II 
oralcavity = 7 
tongue = 5 
oropharynx = 4 
hypopharynx 4 
lip = 2 
nasopharynx = I 
salivary glands 

= 1 

Prior treatment: 

no prior therapy = 1 
prior surgery = 26 
prior radiotherapy = 28 
prior chemotherapy = 28 

Table 1 reports the characteristics of the 35 fully 
evaluable patients. A median number of three 
courses was administered (range l-10). Eight pa- 
tients achieved an objective response (three com- 
plete, five partial) with an overall response rate of 
23%. Overall response rates decreased from 53% 
for primary tumor to 23% for regional lymph 
nodes and to 18% for lung mctastases. Rcsponsc 
rates were lower in patients with previously irradi- 
ated lesions (28%) than in those non-irradiated 
(56%) and in patients who had rcccivcd prior 
chemotherapy (18%) as compared to those who 
had not. One previously untrcatcd patient with 
locally advanced cancer of the oral cavity received 
four courses of this regimen, achieving a complctc 
response before definitive radiotherapy. 

The median duration of the responses observed 

was 12 weeks (rang? 6+-31+). The three patients 
who obtained a complctc response arc still disease- 
free 6, 10 and 31 weeks from beginning treatment. 

Hematological toxicity was substantial in the 37 
evaluable patients. Twenty-seven patients pre- 
sented lcukopenia (< 4000/mm3), nine severe and 
two life threatening. Ten patients prescntcd throm- 
bocytopenia (< 100,000/m3) which was always 
mild to moderate. One case of treatment-related 
infection was observed. Eighty-nine per cent of the 
patients had some dcgrce of nausea and vomiting 
but only 8% presented grade III toxicity. Twenty- 
four per cent developed diarrhea, 19% fever, 16% 
mild ncuropathy, 8% moderate stomatitis and 3% 
bilirubine increases or constipation. 

The response rates obtained with this low dose 
cisplatin and bolus 5-fluorouracil regimen were low 
in this series of heavily pretreated patients, espe- 
cially in those who had received prior chemothcr- 
apy and for whom the trial had been mainly 
designed. 

The data reported confirm the lack of an active 
second-line chemotherapy regimen for patients 
affcctcd with this disease. The activity of the 
regimen appears to be higher in patients who had 
never been submitted to chemotherapy. In this 
regard, however, a comparison cannot be made 
with the results obtained by the Wayne State 
University Group, that employ DDP plus a con- 
tinuous infusion of FU. 

Myelosupprcssion was found to be modcratc to 
sevcrc confirming the higher hcmatologic toxicity 
of schedules which include the administration in 
push of 5-FU as opposed to continuous infusion. 
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