
ATTEMPTED CHEMOTHERAPY IN MOUSE POLIOMYELITIS 371 

person does not inactivate tuberculin whereas 
the tuberculous individual’s blood does paT- 
tially block the subsequent in vitro cytotoxic 
effect of tuberculin. 

Comment. I t  has long been assumed that 
the tuberculin which is placed in the skin’ or 
other tissues and which produces a delayed 
tuberculin reaction is localized in that area. 
The very nature of the tuberculin reaction it- 
self is evidence for this belief. In the experi- 
ments reported here some direct evidence for 
this belief is presented. The leucocytes of 
man which are the classic model of host cells 
of the tissue culture worker are capable of 
reacting with tuberculin in such a way that it 
no longer has cytotoxic effects on sensitized 
white cells from tuberculous subjects. Mouse 
leucocytes, on the other hand, do not react 
with tuberculin. I t  is perhaps not a coinci- 
dence that the tuberculous mouse shows no 
intracutaneous reactions to tuberculin3 as do 
tuberculous rabbits, guinea pigs and humans. 
These findings suggest that there is a primary 
“affinity” for tuberculin of the tissues of some 
species and not for others. This “affinity” 
does not depend on the presence of a tuber- 
culous infection but is present in those species 
capable of developing a tuberculin reaction. 

This phenomenon may be compared to other 
tissue tropisms, for example the neurotropic 
viruses, I t  also helps to explain some od the 
differences in cell damage produced in the 
tuberculin type reaction1 as contrasted to the 
cellular changes in anaphylactic phenomenon. 

Summary. 1. Suspensions of human white 
blood cells in homologous fresh plasma will 
adsorb tuberculin (O.T.) from the plasma. 

2. White blood cells from normal persons 
with a negative intracutaneous reaction to 
tuberculin as well as white cells from persons 
with active tuberculosis show this phenom- 
enon. 

3. Suspensions of mouse white blood cells 
in homologous fresh plasma will not adsorb 
tuberculin from the plasma. 

4. There is no difference in the lack of 
tuberculin adsorption by white blood cells 
from normal or tuberculous mice. 

5. Normal human plasma does not whereas 
plasma from patients with active tuberculosis 
does partially inactivate tuberculin under the 
conditions of thee experiments. 

6. Tuberculin has been assayed by its 
in vitro cytotoxic effect on white blood cells. 
from tuberculous subjects. 
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Failure of Phenosulfazole to Influence the Course of Infection with 
Murine Poliomyelitis Virus in Mice. 

CLAUS W. JUNGEBLUT. 
From the  Departmmt of Bacteriology, Columbia University Col l t ye  of Ph?jsiciana and 

Surgeons, New Pork City. 

Sanders, SubbaRow, and Alexander1 pre- 
sented evidence to show that a new sulfona- 
mide compound (N-( 2-thiazolyl)-phenol sul- 
fonamide, abbreviated as phenosulfazole, 
trade name “Darvisul”) which was synthe- 
sized at the Calco Chemical Division of the 
American Cyanamid Company acted as an 
effective antiviral substance in mice infected 

ISanders, M., Subb&w, Y., and Alexander, 
R. C., Texas Rep. on Biol. and Med., 1948, 6, 385. 

-~ 

with the Col. SK strain of murine poliomye- 
litis virus. Drug treatment instituted 24 
hours following intraperitoneal injection with 
virus at  various levels of potency apparently 
brought about a regular and striking reduc- 
tion in the mortality rate when compared with 
that among untreated controls. As judged 
from the protocols, however, the therapeutic 
effect showed no clear gradations with respect 
to amount of virus used for infection or 
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dosage of drug employed for treatment. Thus, 
the percentage of drug-treated surviving ani- 
mals hovered around 50% irrespective of 
whether the mice had previously been infected 
with approximately lo00 IDfio (1P) or 
1 ID30 ( Again, there was no uniform 
improvement of the survival rate when the 
total amount of drug, administered in frac- 
tional daily doses over a period of 5 consecu- 
tive days, was stepped up from 40 mg to 80 
mg. The following report deals with an un- 
successful attempt to verify the above results. 

The drug (lot 7-8522 and lot 7-8564) was 
obtained through the courtesy of Lederle 
Laboratories, Inc. The drug was adminis- 
tered, 16 to 18 hours after intraperitoneal 
infection, by intraperitoneal injection of 4 
daily divided doses as follows: 5 mg, 4 mg, 
4 mg, 5 mg. The total amount of drug per 
diem was therefore 18 mg. This treatment 
was continued for 4 to 5 days. No symptoms 
of toxicity were observed with this dosage. 
Controls received 0.85% NaCl solution in- 
stead of drug. The mice were Rockland Swiss 
albino mice weighing, with one exception, 
from 14 to 20 g. The age of the animal is 
important because older mice are usually less 
susceptible by peripheral inoculation. Col 
SK murine virus was used in 3 forms: 1) 
mouse brain passage virus, ) 2 guinea pig brain 
virus and virus harvested from first return 
mouse passage, 3 )  tissue culture virus and 
virus harvested from first return mouse pas- 
sage. One reason for choosing as infecting 
agent more than one source of virus was the 
fact that the 3 different strains-and their 
subpassages-represent stabile and unstrubile 
forms of the same virus, with varying degrees 
of peripheral invasi~eness,2-~ which might 
conceivably respond selectively to the drug. 
Another more practical consideration was our 
desire to work under conditions identical with 
those employed by Sanders, SubbaRow, and 

Alexander, who operated with a seed virus 
obtained by passage of tissue culture virus to 
mice. In  all other important details we fol- 
lowed closely the procedure described by 
these investigators. A total of 7 different 
experiments were run which are summarized 
in Table I. 

From the data given in Table I it appears 
that phenosulfazole in adequate dosage had 
no demonstrable chemotherapeutic effect OR 

the course of infection in mice induced with 
graded doses of Col SK virus under a wide 
variety of experimental conditions. I t  wilI 
further be noted that the drug not only failed 
to manifest any direct antiviral effects against 
the stabile forms of the virus (mouse passage 
virus, guinea pig virus, tissue culture virus), 
but likewise failed to display any indirect 
effects on the unstabile forms of the virus 
(first return mouse passage from infected 
guinea pig or tissue culture medium). I n  
other words, there was nothing in our work 
to indicate that the drug has the power to 
cause reversion of the high peripheral infec- 
tivity of such viral forms to the low level of 
peripheral infectivity of their parent viral 
forms, a phenomenon which, if true, might 
have furnished a possible explanation for the 
curious observations reported by Sanders, 
SubbaRow, and Alexander. We are, there- 
fore, a t  a loss to reconcile our own negative 
findings with the positive results reported by 
the earlier investigators. 

Conclusions. Phenosulfazole had no de- 
monstrable effect on the course of infection 
with murine SK poliomyelitis virus in mice. 
.. 
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