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Zusammenfassung. Vorbehandlung von 3 Tagen mit
Spironolacton verringert die Mortalitdt und die Leber-
degeneration, die durch i.v. Gabe einer toxischen Dosis
Cerium Chlorid verursacht wird.
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Antiandrogenic Potency of Drugs, Evaluated by Urinary Enzyme Excretion Technique

Among the numerous enzymatic activities in urine,
only acid phosphatase is related to male genital secretions
andtoandrogenicactivityinmanandlaboratoryanimals?® 2
Acid phosphatase activity in urine derives partly from
serum and partly from prostatic secretions®. As a con-
sequence, urinary acid phosphatase activity in women
and in female laboratory animals is significantly lower
than in males.

In the following paper, a new antiandrogenic compound,
4’-nitro-3’-trifluoromethyl-isobutyranilide?  (Formula),
was evaluated by studying the changes in urinary enzy-
matic activities in rats. In addition to acid phosphatase,
alkaline phosphatase and ‘leucine aminopeptidase’
activities were determined.

Matevial and methods. 25 male rats of the strain FW 49
Biberach were used, weighing 200 4- 20 g at the start of
the experiments. The animals were kept in metabolic
cages for collecting 24-h urine specimens. At the beginning
of each collection period, 10.0 ml of water were administer-
ed orally to produce maximal diuresis. After determina-

tion of control values (mean of 2 consecutive days),

20 animals were fed daily 0.2 g/kg of the antiandrogenic
compound, suspended in 10.0 ml of water. On the 1st,
8th and 15th day of the experiment, urines were collected.
5 controls received water only over the same period of
time. On the 15th day of the experiment, all animals were
killed and serum was prepared for the determination of
acid phosphatase activity.

Urinary acid phosphatase (SP), alkaline phosphatase (AP), and
‘leucine aminopeptidase’ (LAP) activities in rats following the ad-
ministration of nitro-trifluoromethyl-isobutyranilide

mU SP mU AP mU LAP
Start 93.6 4 14.7 313.0 £ 34.7 96.2 4- 13.3
1st day 53.1 £ 16.4 254.9 4- 54.2 89.1 + 17.4
8th day 37.4 + 10.52 403.8 4- 82.1 94.3 + 16.4
15th day 36.7 4 12.32 286.9 4- 44.3 82.7 + 153

2 P < 0.01 vs. control (start). All values refer to total 24-h excretion.
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The structural formula of 4’-nitro-3’-trifluoromethyl-isobutyranilide.

In the urines, acid phosphatase (SP; EC 3.1.3.2),
alkaline phosphatase (AP; EC 3.1.3.1) and ‘leucine
aminopeptidase’ (LAP; EC 3.4.1.2) activities were
determined according to the methods published previous-
ly®5. All enzymatic activities were calculated on the
total 24-hours urine output.

Results. In the controls, no significant changes in
urinary enzymatic activities were observed. In the rats
under antiandrogenic medication, urinary AP- and LAP-
activities were not altered significantly, whereas SP-
activity revealed a statistically significant decrease.
Details are compiled in the Table. SP-activity of serum
amounted to 9.6 mU in the controls and to 10.2 mU in the
animals under antiandrogenic treatment (P > 0.1).

Discusston. In rats, castration is accompanied by a
marked drop in SP-activity in the prostate®; a similar
effect is exerted by estrogens and antiandrogens® 7. The
decrease in urinary SP-activity in rats under antiandro-
genic medication observed in this study, may be attribut-
ed to a drug-induced drop of prostatic enzyme levels.
Changes in prostatic alkaline phosphatase and amino-
peptidase which were demonstrated under similar con-
ditions® did not take any significant influence on urinary
enzymatic activities.

For screening antiandrogenic properties of new com-
pounds, determinations of urinary SP-activity might be
useful as they provide reliable results with minimal
technical effort. Comparative studies might be suitable
for evaluating the relative efficacy of various antian-
drogens.

Zusammenfassung. Bei Ratten konnte nach der Verab-
reichung von Nitrotrifluoromethylisobutyranilid, einer
neuen antiandrogen wirksamen Substanz, ein signifikan-
ter Abfall der sauren Phosphatase-Aktivitit im Harn
festgestellt werden. Andere Harnenzymaktivititen (alka-
lische Phosphatase, «Leucinaminopeptidase») blieben un-
beeinflusst. Die Aktivitit der sauren Phosphatase im
Serum zeigte nach zweiwo6chiger Verabreichung des Anti-
androgens keine signifikante Verdnderung. Die Bestim-
mung der sauren Phosphatase-Aktivitit im Harn
eignet sich demnach zum einfachen « Screening» antiandro-
gener Wirkungen.
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