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with large quantities of 21-AOP but not with 
3-AP. There was only a slight and scarcely 
significant preventive action against the 
increase of the uterine weight when large 
quantities of 21-AOP were given; but with 
antifibromatogenic quantisties of 3-AP the 
uterine weight dropped considerably. 

With 3-AP growth of the mammary glands 
was rather enhanced, as in former work with 
3-ceto-steroids.12J3J4 There was some an- 
drogenic action with 1040 to 1670 pg of 
3-AP per day as evidenced by the slight en- 
largement, of ,the clitoris in 4 out of 9 animals. 

The antifibromatogenic action of large 
quantities of 3-AP was as unexpected as was 
the estrogenic action of large quantities of 
andr0gens.l” It would be idle to speculate now 
about the mechanism of similar paradoxical 
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14 Von Wattenwyl, H., FollikelhorntolzappliEa- 

tion und die hormonube Tumorenturiclclung, 
Schwabe, Basel, 1944, pp. 177 a. f.  
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statements. We wish only to mention that 
pregnenolone has been tentatively assumed 
to play a role in the biogenesis of steroid hor- 
mones16 and has been subsequently found in 
the testicle of the pig.17 

Summary. With quantities of 3-acetate- 
pregnenolone about 30 to 50 times those of 
the antifibromatogenic minimum of proges- 
terone, estrogen-induced abdominal fibroids 
can be prevented in the guinea pig to a 
very considerable degree. This is the first 
statement of an antifibromatogenic activity 
of a steroid with an hydroxyl group a t  Ca. 
There was only a slight diminution of the 
fibromatogenic effect when quantities of 21- 
acetoxy-pregnenolone as large as 50 to 80 
,times those of progesterone were given. 

Our thanks are due to Dr. Carl Miescher, Ciba, 
Basel, who suggested work with 3-acetate preg- 
nenolone, for the generous supply of this steroid, 
and to Dr. E. Oppenheimer, Ciba Pharmaceutical 
Products, Summit, N. J., for 21-acetoxypregncn- 
olone. Thanks are due to Dr. F. Fuenzalida for 
the determination of M.P. of the steroids used. 
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Failure of Oral Saccharine to Influence Blood Sugar. 

CARL A. BUNDE AND ROBERT W. LACKEY. 
From the Department of Physiology and Pharmacology, Southwestern Medical College, 

Dallas, Texas. 

A number of investigators have employed 
saccharine in examining the possibility that 
a sweet taste results in an alteration in blood 
sugar level. Various authors have claimed 
that an increase, l t 2  a decrease: or no signifi- 
cant ~ h a n g e ~ ~ ~  in blood sugar followed 
~~ ~ 
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drinking a saccharine solution. The most 
recent report by Kun and Horvath: and the 
only one presenting statistically significant 
data, shows a drop in blood sugar. We 
were interested in employing this technique 
as a means of maintaining a low blood sugar 
but in the face of earlier conflicting evidence, 
it was planned first to repeat the work under 
conditions duplicating as nearly as possible 
those described by Kun and Horvath. 

6 Fischer, F., and Bchroter, A., Dtsch. Med. 
Wschr., 1935, 61, 1354 
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TABLE I. 
Blood Sugar Values a t  10-Minute Intervals After 
Oral Administration of Saccharine t o  Fasting 

Subiects. 

Subject 10 min. 20 min. 30 min. 40 min. 50 min. 

1 
2 
3 
4 
5 
6 
7 
8 
9 

10 

Mean 

110" 
9 1  

110 
97 

107 
105 
105 
101 
95 

103 

102.4 
- 

98 
98 

107 
95 

108 
102 
106 
97 
96 

101 

100.8 
- 

105 
98 
99 
9 1  

108 
104 
105 

98 
94 

100 

100.2 
-. 

104 102 
93 97 
95 101 
99 97 
98 104 

102 99 
107 109 
105 106 
98 95 
Y8 95 

99.9 100.5 
-- - 

*Blood sugar values expressed as % of control 
level. 

Methods. The 10 subjects used were 
departmental personnel who were familiar 
with the purpose of the experiment and had 
no apprehension concerning the procedure. 
All were in good health. On the morning of 
the test, each subject appeared at th,e labora- 
tory without breakfast and was made to lie 
quietly on a cot for 20 to 30 minutes before 
the first blood sample was taken. Two control 
blood samples were taken 10 minutes apart 
and after the second, 50 mg of saccharine 
in 80 ml of water was dsunk over a period 
of 5 minutes. Ten minutes after the sub- 
ject began drinking the saccharine solution, 
the third blood sample was drawn and 4 
additional samples were taken at  10 minute 

intervals. Duplicate determinations of blood 
sugar were made on each sample by the micro 
method of Hagedorn and Jensen? 

Results and Discussion. In  the accom- 
panying table, the average of the 4 determin- 
ations on the first 2 blood samples is taken 
as the control value. All other values on 
each subject are then expressed as per cent of 
his own control. The greatest single varia- 
tion from a control is 10% and the greatest 
mean variation for all subjects at  any one 
time period after saccharine is 2.4%. 

Why Kun and Horvath obtained consk- 
tent and significant lowering of blood sugar 
and all others, including ourselves, did not, 
we are unable to explain. The mean con- 
trol value of all subjects was 97.8 mg%, 
which is a usual fasting value for the blood 
sugar as determined by the method used. 
Therefore, one could not say that other fac- 
tors raised the blood sugar in our experi- 
ments and thus obscured a lowering due to 
the sweet taste, nor could one account for 
the absence of a hypoglycemic response in 
terms of an abnormally low initial blood 
sugar level. 

Summary. Oral administration of sac- 
charine to 10 normal subjects, fasted and 
at  rest, did not influence the blood sugar 
during the subsequent 50 minutes. 

~ ~~ 

eHagedorn, H. C., and Jensen, B. N., Biochem. 
Z., 1923, 137, 92. 
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Enzymatic Inactivation of Serum Vasoconstrictor.* 

MAURICE M. RAPPORT, ARDA ALDEN GREEN, AND IRVINE H. PAGE. 
From the Research Division of the Cleveland Clinic Foundation, Cleveland, Ohio. 

I t  has been the practice for many years mechanism of this action is not known. 
to abolish the vasoconstrictor properties of Our studies on the identification of the 
serum or defibrinated blood to be used in substance which causes the vasoconstriction 
the perfusion of isolated organs, by passing led us to investigate the action of cell-free 
the blood through oxygenated lungs. The protein extracts from lung ,tissue on highly 

purified preparations of serum vasoconstric- 
* A  preliminary report of this paper was pub- tor. The results of this study, which are 

lished in Federation Proceedings, 1948, 7,  180. reported in this paper, indicate that the 


