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In a more recent publication Long and Bliss” also found that the
unsubstituted thiazol derivative was equal to, or slightly superior
to, sulfanilamide and to sulfapyridine in its bacteriostatic action upon
cultures of E. coli and B. proteus in broth.

Conclusions. On the basis of in vitro studies sulfathiazol and
sulfamethylthiazol have been found to be somewhat more effective
than sulfapyridine, sulfaphenylthiazol and sulfanilamide in their in
vitro effects upon bacteria representative of the colon-typhoid-
dysentery group. In general, the unsubstituted thiazol derivative
appears to be the most active compound, being followed in decreasing
order of effectiveness by sulfamethylthiazol, sulfapyridine, sulfa-
phenyl thiazol and sulfanilamide.
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Kuhlmann, et al.,' found recently that dogs chronically treated
with very high doses of desoxycorticosterone acetate show definite
signs of damage and reveal blood chemical changes which appear to
be the opposite of what is seen in adrenal insufficiency. Thus they
noted “ . . .. a striking decrease in serum potassium, a slight in-
crease in serum sodium, ‘a slight decrease in serum protein and non-
protein nitrogen . . .. ”. In this connection it appears of interest to
mention our experiments in the rat which indicate that treatment
with as high a dose as 10 mg of desoxycorticosterone acetate daily
given for 20 days fails to produce any externally visible signs of
damage and that, contrary to expectations, the blood chlorides
prove to be consistently low. Meanwhile we have no explanation
for the fact that although desoxycorticosterone prevents hypochlo-
remia in the adrenalectomized rat, chronic overdosage with this

7 Long, P. H., and Bliss, E. A., Proc. Soc. Exe. BioL. AND MED., 1940, 48, 324.

* The expenses of this investigation have been defrayed in part from a grant
in aid received from the Schering Corporation of Bloomfield, N. J. The desoxy-
corticosterone acetate used in our experiments has been kindly supplied by Drs.
G. Stragnell and E. Schwenk of the Schering Corporation.

1 Kuhlmann, D., Ragan, C., Ferrebee, J. W., Atchley, D. W., and Loeb, R. F.,
Science, 1939, 90, 496.
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compound decreases the blood chloride concentration in normal ani-
mals. Our experiments clearly indicate, however, that this is the
case. The blood chlorides were determined by the Van Slyke
method and are expressed in mg of NaCl/100 cc of blood. Blood
sugars (Hartmann-Shafer-Somogyi’s method) are expressed in
mg of glucose/100 cc and the adrenal weight in mg. White Wistar
rats were used for all experiments. Desoxycorticosterone was ad-
ministered once daily by subcutaneous injections in peanut oil, the
last injection being given 24 hours before autopsy. All animals were
fasted for 24 hours before the determinations. In Table I, which
summarizes our findings, the average values are given with the range
of variations in brackets.

As the table indicates, the blood chlorides are significantly de-
creased in each case while the blood sugar does not appear to be
affected. The absence of hypoglycemia indicates that overdosage
with desoxycorticosterone acetate does not elicit all the symptoms
of adrenal insufficiency. Gross estimations of the blood volume of
our animals show that a decrease in the amount of the circulating
blood—also characteristic of adrenal deprivation—likewise fails to
occur in case of desoxycorticosterone overdosage. We mention this
particularly because, contrary to the statement of Kendall,* who
claimed that desoxycorticosterone and its acetate cause no signifi-
cant adrenal atrophy—and thereby differ from corticosterone and
compound E—we noted in agreement with our previous findings®
that the adrenals became very atrophic. It should be stated, how-
ever, that Kendall used relatively small doses of desoxycortico-
sterone and that from his findings, it appears that corticosterone
and his compound E are even more active in causing adrenal involu-
tion.

Summary. Experiments on the rat indicate that chronic treat-
ment with desoxycorticosterone acetate in daily doses of up to 10 mg
does not lead to any significant external signs of damage but causes
marked hypochloremia and adrenal atrophy. Since the blood sugar
and blood volume is not significantly influenced by this treatment,
the hypochloremia cannot merely be regarded as a sign of general
adrenal insufficiency resulting from the atrophy of the adrenal
cortex unless one assumes that the compound interferes specifically
with the chloride regulating function of these glands. It should be
emphasized, however, that even such doses of desoxycorticosterone
acetate which do not suffice to cause significant adrenal atrophy pro-
duce definite hypochloremia.

2 Kendall, Edward C., Proc. Am. Soc. Biol. Chem., New Orleans, 1940.
8 Selye, Hans, Canad. Med. 4ssn. J., 1940, 42, 113.



