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thiazole. I t  would also appear useful in the treatment of staphylo- 
coccal infections of the meninges inasmuch as sulfadiazine diffuses 
readily into the spinal fluid. 

Sulfadiazine increases the bactericidal action of 
normal blood when added in vitro or when exhibited orally. Com- 
parative tests show that sulfathiazole is somewhat superior to 
sulfadiazine in its effect on Staphylococcus aweus. 

Conclusiom. 
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Absorption and Metabolism of Estrogens. I. Estrogen Assay 
by Intrasplenic Injection. 

ALBERT SEGALOFF AND W. 0. NELSON. 
From the Department of Anatomy, Wayne Umiversity, College of Nedicine, 

Detroit, Mich. 

I t  has been stated that estrogens are metabolized by the liver of 
the rat and completely inactivated. The best evidence for this is the 
excellent' work of Heller' on tissue slices incubated with various 
estrogens. Methods of indirect attack in vizio have consisted in 
attempting to study effects of endogenous or exogenous estrogens in 
animals in whom the liver had been poisoned.'? There have also 
been attempts to recover estrogens by hashing the whole animal 
after inje~t ion.~ These h a w  also led to the belief that estrogens are 
completely inactivated by the liver. 

The present study of which this is a preliminary report was 
undertaken with the view of direct attack on this problem. 

The estrogen in question was injected directly into the spleen 
in 0.05 cc of oil solution. The spleen was exposed through a mid- 
ventral incision and delivered to the outside; the site of entrance 
of the needle into the spleen was tied with an encircling silk ligature to 
prevent leakage of the oil. The injections were made into castrate 
females primed 14 days previously with 50 y of estrone. Vaginal 
smears were taken with a moist, cotton tipped toothpick at 48, 60, 
and 72 hours after injection, and a fully cornified smear in any one or 
more of the three periods was considered as positive. These pro- 

1 HeUer, C.  G., Endocrinology, 1940, 26, 619. 
2 Pincus, G., and Martin, D. W., Endocrinology, 1940, 27, 838. 
3 Talbot, N. A., Endocrimlogy, 1939, 25, 601. 
4 Zondek, B., and Sklow, J., Pmo. S0.c. EXP. BIOL. AND MED., 1941, 46, 276. 



cedures were follo~--ed throughout escellt for a grouy of 10 aninials 
on 100 y of estrone, where it was iiecessary to use 0.1 cc of oil owing- 
to the relative insolubility of the material. 

The intrasplenic unit is defined as that amount of estrogen re- 
quired to produce positive smears in 30% of at least 10 rats 
treated as described. On the basis of this standard procedure the 
intrasplenic unit of alpha-estradiol* has been 30 y, estroile about 
70 y, estradiol benzoate 24 y, and estradiol dipropioilate 5 '1. This 
study is being continued on these estrogens as well as stilboestrol, 
estriol, estradiol benzoate-butyrate, and estroiie benzoate under 
various conditions. 

These preliminary results lead to the following possible conch- 
sioiis : ( 1 ) A large proportion (about 98% ) of intrasplenicalty 
injected free estrogen is destroyed either in the liver or spleen. 
( 2 , )  The point of attack on estradiol is probably at the hydroxyl 
groups since partial protection of this estrogen is afforded by 
covering one hydroxyl group and greater protection by covering 
both hydroxyl groups. (3 )  The esters of estradiol are at least 
partially absorbed from the spleen as esters since the esterificatiori 
afforded protection from destruction. 
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Ineffectiveness of Thiamin Hydrochloride in Treating Late 
Weaning Paralysis of Vitamin E Deficient Rats. 
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From the Department of Anatomy, University of Rochester, School of Me&k?ine 

and Dentistry, Rochester, N .  P. 

It has recently been reported by Holmes and Pigottl that orally 
administered thiamin hydrochloride is effective in curing the neuro- 
muscular disorder which appears during late lactation in the offspring 
of rats receiving a restricted intake of vitamin E. These observa- 
tions were based upon 3 litters in which paralysis appeared lxtween 
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