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Key Words : Hypoxic cell sensitizer, Misonidazole,
Radiosensitizing effect, Radioresistant tumor

Gunma Misonidazole Study Group has conducted an open clinical study to evaluate the radiosen-
sitizing effects of misonidazole. Among the patients entered in this study, there were 119 patients with
various local advanced or local recurrent radioresistant tumors. Of these, 29 patients had pulmonary
cancer, 19 patients had glioblastoma, 10 patients had metastatic brain tumor, 31 patients had head and
neck tumor, 16 patients had esophageal cancer and 14 patients had various other tumors. They were
analyzed as to safety, effects on general condition besides radiosensitizing effects of misonidazole.

The fractionation most often used was 1000 rad a week (5 fractions of 200 rad per week) and a small
dose of misonidazole (0.3~0.5 g/m2) was given orally 4 hours before irradiation on treatment days. The
maximum total dose of misonidazole was 10 g/mz=.

The plasma concentration of misonidazole was measured immediately before treatment. The mean
value of plasma levels was 20.05 ug/ml. Accumulation of misonidazole in plasma was observed after its
continuous administration.

No severe irreversible neurotoxicites of misonidazole were observed, though 2 patients developed
central nervous disorders and another 2 developed peripheral neuropathies.

Radiosensitizing effect of misonidazole was not observed in 28% of the patients. But in the
remaining 72%, there was a possibility of positive radiosensitizing effects of misonidazole.

Prognosis was favarable in the patients with head and neck tumors on whom radiosensitizing effects
of misonidazole were observed.

Misonidazole had effects on initial tumor response to the treatment of pulmonary cancer, esophageal
cancer and glioblastoma, but did not have any effects on survival.

Misonidazole is considered to be useful clinically, if it is combined with radiotherapy in the treat-
ment of tumors that histologically have a great deal of anoxic components. But it should be emphasized

that the development of more effective and less toxic radiosensitizer is necessary in clinical use.
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Fig. 1 Plasma concentration of misonidazole ad-
ministered 0.5g/m? orally 5 times a week

Table 1 Adverse reaction caused by misonidazole

Incidence

Kind of side effects No. of case(%)

Central Nervous

System Disorder 2%(1.6%)
Fmnopathy 2 (1.6%)
e 6 (5.0%)
Ototoxicity 1 (0.8%)
S Dermatitis 140.8%)
Headache 1 {0.8%)

13(10.9%)

*Cases administered 7 times a week
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Fig. 2 Change of Performance Status (PS) in
patients treated by radiotherapy with misonid-
azole
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tumor according to radiation effect
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Fig. 5 Prognosis in patients with head and neck
tumor in which complete response was obtained
according to sensitizing effect of misonidazole
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