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units per milligram as  determined by the turbidimetrie 
assay procedure of Eass  and Seastone ( 3 ) .  A turbidity 
value of 40 scale divisions on the Elet t  Summerson pho- 
toelectric colorimeter (red filter No. 66) was produced by 
the interaction of 0.5 mg of polysaccharide and acidified 
horse serum. The depolymerixation of polysaccharide by 
hyaluronidase was determined by a turbidimetric assay 
method described in a previous publication (8). 

The effect of several dilutions of purified testieular hy- 
aluronidase on the depolymerization of the polysaecharide 
is shown in Fig. 1. This curve is typical of those ob- 
tained with the polysaecharide and is readily reprorlucible 
with every batch of materhl. The heat-inactivated en-
zyme (60" C for 30 min) does not attack the substrate. 

I n  summary, a polysaccl~aride has been isolated from 
a mucoid, capsulated strainof A. aerogenes which is at-  
tacked by bovine testicular hyaluronidase. The polysac- 
charide lends itsolf to* purification- procedures ernploycd 
for the preparation of streptococcal l~yaluronic acid, but 
requires mucl~ larger amounts of hyaluronidase to  ac-
complish the degree of depolymerization comparable with 
hyaluronic acid. 
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On the Mechanism of Action 
of Aureomycin' 

Departwzent of Biology, Massachusetts I ~ z s t i t u t e  o f  

Techaology ,  Cambr idge  

During a series of experiments on the specific inhibi- 
tion of phospl~orylation by dinitrophenol (fi), i t  was ob- 
served that low concentrations of aureomycin" consistently 
demonstrated similar inhibitory activity. Thus, in six 

1 Supported in past by a griu~t from the American Cancer 
Society, recommended by the National Research Council, 
Cornmittce on Growth. 

a I'r~sent address : The Rockefeller @'o~indation, 49 W. 49th 
St., New York 20, N. Y. 
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experiments i t  was found without exception that aureomy- 
cin specifically depressed phosphorylation without inhibit- 
ing respiration (Pig. 1 ) .  I n  this action, aureomycin re- 
sembles dinitrophenol and other substituted phenols (1, 
5 ) ,  as well as Atabrine (6),  gramicidin ( I ) ,  axide, and 
methylene blue (7) .  Penicillin, ehloromycetin, and sul- 
fadiaxine were inactive when tested in a similar fashion. 

AUREOMYCIN CONCENTRATION IN m g l K g  ( y /m l )  

I .  1 Specific inhibition of pliosphorylation with aureo- 
mgcin. 

Since the test system employed for these studies4 is 
based on the enzymatic activity of normal mitocl~ondria 
(2, 4, 8) ,  these results suggested that aureomycin in simi- 
lar concentrations should be toxic to animals. Harned 
et nl. (3) studied the acute fGoxicity of this antibiotic 
when injected intravenously in mice, and found that con- 
centrations of 130 mg/kg resulted in a mortality rate of 
SO%, while levels of 170 mg/kg resulted in a nlortality 
rate of 90%. 

These results suggest, therefore, that the toxicity of 
aureomycin is derived from its ability to inhibit aerobic 
phosphorylation. Whether or not tlre specific therapeutic 
activity of this antibiotic is related to these findings can- 
not of course be determined a t  present. I t  is not incon- 
ceivable that 3 .  tively multiplying, invading microorgan- 
isms might be differentially susceptible to any lowering 
of the level of pl~ospl~ate bond energy beyond that of the 
niature and undividing host cells. 

4 Details of this method will be described shortly in anothcxr 
:ournal. 
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