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uteri showed movements of the same type in spite of the different 
periods of pregnancy and why in 3 cases only the fall of blood pres- 
sure occurred. 

We suggest that inside of the pregnant uterus (in the placenta) 
of the cat a rhythmic production of histamine occurs, which provokes 
the contractions of the uterus, and that a certain amount of hista- 
mine may escape the destruction by the histaminase, come into the 
general circulation and cause the short, but distinct fall of blood 
pressure. This hypothesis would agree with the hypothesis of Dan- 
forth mentioned above. 
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Further Observations of Phenothiazine in Experimental 
Trichinosis.* 
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A variety of therapeutic agents have been tried in experimental 
Trichivlelln spirnlis infestations with but limited success.1 A recent 
preliminary experiment indicated that 6 weeks’ continuous use of a 
diet containing 0.25 % phenothiazine reduced the severity of trichin- 
ous infection in rats 74%.2 Further observations of the actions of 
this drug have been made and are herewith reported. 

Methods. Adult white rats of the Wistar strain were used through- 
out. The general methods of drug administration, infection and 
muscle larvae counts were the same as before2 except as noted in the 
individual experiments. Each experiment ran for 6 weeks. The 
results were evaluated by calculating the standard error of the mean 
for the larvae counts of the 4 animals in each group, and by calcu- 
lating “t”, according to Fisher’s  method^.^ Variations with a chance 
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probability greater than 1 in 100, as indicated by the “t” table. 
were not considered significant. 

Notable, though incomplete, protection with phenothia- 
zine had been previously reported2 and it is here considered as Ex- 
perinient 1 (Table I). ExPeriiirciit 2 was performed in order to as- 
certain the time when the adinitlistration of phenothiazine was most 
effective and whether a larger (lose of the drug would further dimin- 
ish the muscle-infestation. 

Twenty-four female rats were segregated into 6 groups of 4 each. 
Each rat was infected with a quantity of rat meat containing 1535 
encysted larvae. One group on the standard rat diet served as con- 
trols. The remaining 5 grot~ps were placed, during consecutive 
weeks, on the same diet containing 0.5 % phenothiazine. When 
these groups were not receiving medicated diet, they were on control 
diet. The results obtained and other pertinent details are presented in 
Table I. The total number o f  larvae recovered from each of the 
treated groups surpassed the number obtained from the control group. 
This result, namely that dou1)le the close of phenothiazine given the 
first, second, third or fourth weeks, or continuously for 6 weeks, after 
infestation caused no reductioii in muscle larvae seemed incompatible 
with our previous results.2 However, the experiments differed in the 
following respects : (1)  The concentration of phenothiazine in the 
diet o f  the animals of Experinient 2 was double that of Experiment 1 ; 
(2) The animals of Experinient 1 received the drug for 2 days prior 
to infection, while medication began after infection in Experiment 2 ; 
(3)  The rats of Experiment 1 were infected by doses of 2350 en- 
cysted larvae while those of Kxperiment 2 received only 1535; (4) 
Older and heavier animals, showing a 20% gain in weight in 6 weeks, 
were used in Experiment 1. while the younger animals of Experi- 
ment 2 averaged a gain of -E@, except for those receiving continuous 
medication, which showed only a 20% gain ; ( 5 )  Due to a temporary 
shortage of animals at the time of Experiment 1, male rats were used 
for the controls and female rats for phenothiazine administration. 
Only females were used in Experiment 2. Experiment 3 was de- 
signed to aid in clarifying the apparent discrepancy. 

Twenty-four rats of practically the same weight 
were segregated into 6 groups of 4 each. One group of males and 
one group of females served as controls and 4 groups of females 
received medication either before or after infection as shown in 
Table I. It is seen that, when female controls and female test animals 
were used, there was no protective action from phenothiazine, as in 
Experiment 2. The final yield of larvae in animals receiving pheno- 

Results. 

Experiment 3. 
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thiazine prophylactically (previous to and concurrent with infection j 
in concentrations of 0.25 % (Group 3)  and 0.5 % (Group 4) was not 
significantly lowered. Prophylaxis and continuous therapy with a 
phenothiazine concentration of 0.25 % (Group 5 ) ,  and continuous 
use of 0.5% phenothiazine in the diet after infection (Group 6), 
doubled the yield of larvae. The females were older and heavier 
than those used previously so that the gain in weight by the controls 
and those receiving light prophylaxis was only 2 to 476, while the 
heavier medicated rats lost 4% in weight. That this mild weight loss 
probably was not due to the heavier infestation is indicated by the fact 
that the male controls containing twice the number of muscle larvae 
gained 20% during the same period. The males were not as old as 
the females but were comparable in weight. It has been shown pre- 
viously4 that the continuous administration of phenothiazine in the 
heavier dosage range caused some toxicity in rats as indicated by 
diminished rate of growth. It may well be that this toxicity lowered 
the resistance of the animals to the parasitic infestation. 

In comparing the male controls of Group 2 with the female test 
animals, it was found that there was an apparent reduction in infesta- 
tion of from 48 to 77%. These conditions also held in Experiment 1, 
where there was a reduction of 74%. Clearly, the apparent reduction 
in the 2 experiments was due to the fact that the females had much 
lighter infestations than the males fed the same number of larvae. 

These results show conclusively that phenothiazine is ineffective 
in experimental trichinosis. The carefully controlled experiments 
made indicate a new field for study of the differences in yield of 
muscle larvae in male and female rats of various ages when infected 
with similar doses of T.  spiralis. Campbell5 recently reported that 
female rats infected by eggs of Taenia taeniafowzis yielded only 
67% as many liver cysts as did the niales. Our observations indicate 
a similar situation in Trichinella infections. 

Contrary to our previously published observations, 
no evidence was found that phenothiazine administered prior to, con- 
current with, or after infestation, has any appreciable value in ex- 
perimental trichinosis in rats. There is strong evidence of a sex 
variation in the susceptibility of rats to Trichinella infection, females 
having higher resistance as indicated by the number of encysted 
Trichinella found after feeding standard doses of larvae. 

Conclacsioizs. 

4 Eddy, C. W., Cox, A. J., and DeEds: I?., J .  Ind. Hyg.  and Toxic., 1937, 19, 574. 
BCampbell, D. H., Science, 1939, 89, 415. 


