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Fig. 1 Serum levels of S26],
TESPA and TEPA in rafs

o—0 S26] 100™¢/kg lp
o——s TESPA 50M%/kg Ip
&a—n TEPA 50T /kg lp

49/01ml serum

10 50 80 Hrs.

Fig. 2 Urinary excretion of S26l,
TESPA and TERA in rafs
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Table 1 Tissue distribution of S 261 and TESPA
in rabbits bearing Brown-Pearce carcinoma
(50 mg/kg iv)

1hr 2 brs.

Tissue

S 261 ’ TESPA | S 261 l TESPA

(mcg/g or ml) (mcg/g or ml)
Brain — 3.5 — -
Testis 3.5 7.75 - -
Spleen- — 15.0 — 9.75
Kidney 34.5 49.0 - 32.5
Liver 6.0 12.25 - —
Tumor 12.25 —_ — —
Serum 8.6 14.6 - —
Urine 946* 495** 990*** 595****

Total urine
* 26 ml, ** 24ml, **¥ 108 ml, **** 56 ml
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STUDIES ON ANTI-TUMOR AGENTS. II

The Physiological Disposition of N-N’-diethylene-N"-(5-methyl 1,3, 4-thiadiazole-2-yl)

phosphoramide(S 261) in Experimental Animals

CHIHARU SA1To & SHIGEHO INABA

Research Department, Pharmaceuticals Division, Sumitomo Chemical Co., Ltd.

Serum level, tissue distribution and urinary excretion of N, N’-diethylene-N”-(5-methyl 1,3,4-
thiadiazole-2-yl) phosphoramide (S 261) were investigated. When S 261 was administered intraperi-
toneally in doses of 100 mg/kg on rats, peak serum levels one hour after administration were 60 pg/
ml, and in the first three hours about 60% of the total amounts of S 261 administered were excreted
in urine with unchanged form, indicating the rapid absorption and the subsequent excretion.

In rabbits bearing Brown-Pearce carcinoma received 50 mg/kg of S 261 intravenously, the drug
concentrations in both the kidney and tumor after one hour exceeded serum levels. These drug levels
in blood and tissues of rabbits disappeared completely without any positive reaction with NBP test

five hours after drug administration.

It was suggested that S 261 had a remarkable tumor affinity.





