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Synopsis It is already known that Misonidazole as a radiosensitizer is not so effective with the small doses
of radiation that we generally use to treat human uterine cervical carcinoma by fractionated irradiation.

Using nude mice in which human uterine cervical carcinoma was transplanted, we examined DNA
distribution by Flow-Microfluorometry, nuclear area and growth curves with 1,000 rads single dose irradia-
tion, equally fractionated irradiation (250 rads/day for 4 days) and unequally fractionated irradiation (250
rads/day for 4 days, 500 rads for 1 day) after administration of Misonidazole.

It was recognized that repopulation was delayed with 1,000 rads single dose irradiation with Misonidazole
1mg/g.b.w. since a reduction in the rate of increase in G,-M cells and an increase in debris lasted a long time
in DNA distribution, and the tumor regrowth time was delayed when compared to the only irradiation
group. These changes were not observed with equally fractionated irradiation with Misonidazole 0.25mg/
gb.w./day administration, but were significantly observed with unequally fractionated irradiation with
Misonidazole 1mg/g.b.w. at 500 rads irradiation where the nuclear area was also reduced.

As mentioned above, it can be considered that the clinical effect of Misonidazole can be expected as in
the case of unequally fractionated irradiation.
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X1 . Materials and Methods

Human uterine cervical carcinoma in nude mice

Single dose irradiation at 1000 rad

Misonidazole 1 mg/g.b.w. injection before irradiation

Equally fractionated irradiation at 250 rad 4 days

Irradiation

Misonidazole 0.25 mg/g.b.w. injection before irradiation.
Total dose 1 mg/g.b.w. :

Unequally fractionated irradiation at 250 rad 4 dyas and 500 rad 1 day

Misonidazole 1 mg/g.b.w. injection before 500 rad irradiation

' I
Growth curve
measurement

I

Single cell suspension from
tumors by trypsinization

1

Histological
findings

Nuclear area

Stained DNA with propidium iodide

The F.M.F. analysis with cytofluolograph
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3 Changes of growth curves in realtive tumor volume following equally
fractionated irradiation and unequally fractionated irradiation (R : irradiation)
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(250rads, 4days) {250 rads 4days, 500 radsiday)
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X8 DNA distributions by F.M.F. at 24h after
equally and unequally fractionated irradiation
with and without Misonidazole treatments
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