
4 18 4cc 7.5 1wk. ( 2 )  Negative 

4 20 2 cc 60.0 
2 wks. ( 2 )  
I wk. ( 2 )  

" 

" 

4 25 4 cc 15.0 
2 wks. ( 2 )  
1wk. ( 2 )  
2 wks. (2)  

" 

" 
" 

4 32 $cc 7.5 1wk. ( 2 )  " 

2 wks. ( 2 )  Corpora lutea 
present. 

4 33 4 cc 120.0 1wk. (4)  Corpora lutea 
present. 

4 35 1 cc 30.0 1wk. (4)  Rpermatogenesis. 
Corpora lutea. 

2 42 1 cc 30.0 1wk. ( 2 )  Spermatogenesis. 
Corpora lutea. 

*Corpora lutea were present in none of the control 
animals. At the 42-day stage, however, a small per- 
centage of the tubules of the controls contained a few 
spermatozoa. 

pituitary gland also showed considerable hypertrophy 
in some of the youngest animals examined. 

It is concluded that- extracts of the adrenal cortex, 
which contain according to recent observations the 
hormone of the cortical tissues, produce precocious 
sexual maturity in the albino rat. The effect is most 
pronounced and first produced in the female. 

ANTIENZYMES,such as antirennin, antipepsin, anti- 
trypsin, anticatalase, antiemulsin, antiamylase and 
others, have been described in enzyme literature, but 
there always has been considerable doubt of their 
existence. I n  some cases, as with anticatalase, the 
substance is nothing more than an inhibitor occurring 
naturally in animal tissues. The production of anti- 
pepsin by injecting pepsin into animals is very im- 
probable since pepsin is rapidly destroyed a t  the p H  
of the blood. 

We believed that crystalline urease would be espe- 
cially suitable for the production of an antiurease 
in animals for the following reasons: It is extraordi- 

1 From the Department of Physiology and Biochem- 
istry, Medical College, Cornell University, Ithaca. 
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narily active; it is stabilized by blood serum and it 
poisons animals even in small doses by converting the 
animal's urea to ammonium carbonate. 

Urease, recrystallized from 30 per cent. alcohol and 
of the highest obtainable activity, was injected into 
young rabbits of from 2 to 24 kilograms in weight. 
When given by ear vein as little as 0.3 mg caused con- 
vulsions after a few minutes and death after 1or 2 
hours. When the urease was injected intraperi-
toneally the rabbit was usually found dead in 10 to 
12 hours. Subcutaneous injection caused death 
within 36 to 48 hours. It 'has been possible to iq-
munize rabbits by starting with subcutaneous, or 
intraperitoneal injections of 0.02 to 0.04 mg and 
increasing the dose gradually. The amount of urease 
has been increased as high as 4 or 5 mg of crystalline 
urease at a single injection without causing any loss 
in weight and any visible symptoms other than slight 
swellings a t  the sites of injection. Serum from these 
immunized rabbits, when incubated with crystalline 
urease, greatly inhibits the ability of the urease to 
hydrolyze urea. Even as little as 0.015 cc of the im- 
mune serum has an unmistakable effect. When nor- 
mal rabbits are given protective doses of immune 
serum intraperitoneally, they have been shown to be 
unaffected by twice the lethal dose of crystalline 
urease. 

Since antiurease can be determined easily by chemi- 
cal means and, unlike toxin-antitoxin, is independent 
of animal experimentation for its demonstration and 
estimation, we expect this work to lead eventually to 
a more complete understanding of the phenomena of 
immunological reactions. 
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