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of the capillaries makes the blood-brain barrier permeable to some 
extent for the antibodies and if these can attack the virus early in 
the incubation period they may neutralize the virus. Once the virus 
has had a chance to multiply and produce a reaction in the body in 
form of fever no results were obtained from hyperpyrexia if large 
infective doses were injected. Experiments not yet concluded on 
monkeys infected with small doses indicate that the size of initial 
dose is of great importance. 
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Schwenk and Hildebrandt' described the isolation from the urine 
of pregnant mares of a new compound of high estrogenic potency. 
This substance, designated by them 6-f ollicular hormone, melted at 
209", gave a characteristic purple color when coupled with p-nitro- 
diazoknzene and showed a gold yellow fluorescence in concentrated 
sulfuric acid solution. Analysis of the compound itself and of its 
mono-benzoate indicated the compmition C,,H,,O,. Treatment 
with ketone reagents failed to give characteristic derivatives. 

Another batch of pregnant mare's urine has now been worked up 
in the laboratories of the Schering Corporation (Bloomfield, N. J.). 
The compound present in largest amount in the crude fraction con- 
taining the phenol-alcohols is the above 6-f ollicular hormone. An- 
alysis of the present preparation gave figures agreeing better with 
C18H2,0, than with Cl,H2,0,. The preparation of a di-p-nitro- 
benzoate (m.p. 260" uncorr.) leaves no doubt that both oxygen 
atoms are present in the form of hydroxyl groups. 

A second substance isolated is apparently identical with the lower 
melting member (m.p. 174" uncorr.) of the pair of isomeric hy- 
droxyphenols ( "a-dihydrof ollicular hormone") which Schwenk and 
Hildebrandt2 obtained by reduction of theelin. It shows the same 
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characteristic blue fluorescence in sulfuric acid solution as the dihy- 
drofollicular hormone and gives no depression of melting point 
when mixed with the latter. Furthermore, a small amount of a 
compound melting at  236" (uncorr,) which is more difficultly solu- 
ble in absolute methyl alcohol than the &hormone could be sepa- 
rated from the top fractions of the latter. The amount of the 2 
last-named substances isolated was not sufficient for analysis and 
the preparation of derivatives. 

The above findings establish for the first time the occurrence of 
estrogenic dihydroxy compounds in the urine of pregnant mares. 
Schwenk and Hildebrandt2 have suggested that, the dihydro-follicu- 
lar hormone, which is about 6 times as active as theelin, may be the 
estrogenic substance actually circulating in the body fluids.* In this 
connection it may be pointed out that the only estrogenic substance 
which has been isolated in pure form from a mammalian organ, 
the emmenin obtained by Collip and his collaborators3 from the pla- 
centa, has been shown by Butenandt and Browne' to be identical 
with theelol, the non-ketonic trihydroxy compound also present in 
human pregnancy urine. I t  is also conceivable that the very high 
degree of estrogenic potency reported by Zondek5 for stallion's urine 
is at least partly due to the presence of substances of purely alco- 
holic character. 
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In previous work' on the tissues of laboratory animals we have 
* The recent announcement of MacCorquodale, Thayer and Doisy at the 29th 

Annual Meeting of the American Society of Biological Ghemista in Detroit, April 
13, 1935, of the isolation from follicular fluid of dihydrotheelin (m.p. 173O, corr.) 
furni8he.s additional evidence for the correctness of this viewpoint. 
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Can. J .  lies., 1933, 8, 180. 
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