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iiial cells is mentioned b_v Settleship ct aLD 
in urethane treated mice. Paterson ct  al.“ 
reported fibrosis in the bone marrow, liver and 
spleen of urethane treated leukemia patients 
and the authors have noted excess fibroplasia 
in excised sections of urethane treated wounds. 

I t  is conceivable that the induction of a 
degree of vascular dilation and excess iihro- 
blastic proliferation would be beneficial in the 
treatment of healing wounds. 

Although the evidence is insuficient to ex- 
clude a direct action of urethane on liver cells, 
i t  was productive of comparatively slight 
hepatic and renal damage even when given in 
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lethal doses. These changes are apparently 
causally dependent upon vascular injury 
which is reversible. 

Conclusions. ( 1 ) Doses of urethane simulat- 
ing those used in the topical treatment of in- 
fected wounds in man are not productive of 
toxic parenchymal changes in the organs of 
guinea pigs subjected to prolonged dlaily sub- 
cutaneous injections. The animals remained 
heal thy and gained weight. 

( 2 ) A marked me-enchymal cell reaction 
was consistently seen in the lungs and’ to a 
lesser extent in the liver and myocardium of 
urethane treated animals. 
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17159. Anticonvulsan t Action of 2-Subs ti tuted-1,3-PropanedioIs. 

3- (o-Toloxy) -1,2-propanediol. called nixan- 
esin, possesses two important pharmacological 
properties: i t  causes transient paralysis of 
skeletal muscles and has an anticonvulsant 
acti0n.l The pharmacological esamination of 
numerous related ethers oi glycerol has shown 
that thlere was no simple relationship between 
their paralysing and anticonvulsant activities. 
The observation that nuclear substitution of 
3-phenoxy- 1,2-propanediol markedly affected 
paralysing activity but did not have an>- in- 
fluence on anticonvulsant action2 suggested 
the examination of the anticonvulsant prop- 
er ties of 2 -substituted- 1.3 -propanediols. + 

The anticonvulsant action of the compounds 
was determined in male, white mice, weighing 
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18 to 2 2  g. Jletrazol 100 mg per kg, which 
caused convulsions and deaths in 99% of 
the animals, was injected intraperitoneally 
together with prad,ed doses of the compound 
under test. Ten mice were used at  each dose 
level. The animals were observed for 90 
minutes following the injsection and the in- 
cidence of convulsions and deaths noted. ?“he 
relative efficacy of the substances was evalu- 
ated by finding graphically the dose protect- 
ing one half of the animals from convulsions 
and deaths. This mean protective dose of 13 
experimental compounlds and of phenobarbital 
aiid myanesin is given in Table I. Several 
of the investigated substances had anticon- 
vulsant properties of a similar order as myan- 
esin (KO. 3: 6? 7? 9) .  Compounds containing 
butyl radicals (3-0. 4 and 8) were inactive. 
Khen a phenyl or phenoxy group was a sub- 
stituent, activity was decreased or lost (No, 
11. 12, 13). 2,2-Diethyl-l,3-pro~pa.ndiol, 
called DEP, possessed outstanding anticonvul- 
sant properties. -4 short description of its 
pharmacological properties appears to be of 
interest. 
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TASLE 1. 
Antagonistic action of d-sub~ti tuted-1~3-pro~a1i~di~ls  to the Lethal Effects of Metrazol 100 iiig 
per kg. Metrazol and one of the otlicr drugs were given siinultaneousl-~- by intraperitoneal 

injection to white miee, 
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DEP resembled myanesin in causing trans- 
ient paralysis of skeletal muscles. The par- 
alysing activity uf DEP was, holwever, of a 
lower order than that of myanesin, the doses 
causing loss of Ithe righting reflex in 50% 
of mice after intraperitoneal administration 
being 390 mg per kg and 180 mg per kg, re- 
spectively. In small doses not causing paraly- 
sis DEP somewhat increased the spontaneous 
activity of Ithe animals whereas rnyanesin had 
a sedative efiect. The acute toxicity of DEP 
w7as very low. The mean lethal dose in mice 
on intraperitoneal administration was 1400 
rng per kg. Doses as high as 30 mg per kg 
given intravenously to anesthetized cats did> 
not affect b l d  pressure and respiration. 
Similar dbses did not alter norma1 electroen- 
cephalographic patterns in cats a d  did not 
influence spinal reflexes. On a, weight for 
weight basis DEP was as active as phenobar- 
bital in preventing the occurrence of convul- 
sions and deaths from lethal doses of metra- 
201. I t  was rnme effective than myanesin, 
phenobarbital or other drugs in antagonizing 
the lethal and convulsant efftxts of strych- 
nine. 

DEP was more effective against convulsions 

induced by chemical agents than against those 
induced by electric current. I t  abolished the 
tonic extensor component of supramaximal 
electroshock seizures in mice and rab'its but 
was in this respect about 6 times weaker than 
phenobarbital. The duration sf the effect was 
also much shorter with DEP than with pheno- 
barbital. 

Myanesin is known to. abolish abnmmal 
electroenmphdographic patterns in cases uf 
true petit ma1.3 Because of th'e qualitatively 
similar anticonvulsant effect of DEP and 
myanesin, the stronger aniticonvulsant action 
of DEP ma.y be of value in the treatment olf 
petit m d  and of other disorders in which 
myanesin has been tried. 

Szmmary. 2,2 -Diethyl-l,3-propanediol and 
certain other substituted 1,3-propanediols 
possess qualitatively similar pharmacological 
properties as myanesin. These compounds 
differ from myanesin in having a weaker 
paralysing action and a more powerful anti- 
convulsant action. 
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