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Experiments on Sensitization of Guinea Pigs with Simple Chemical
Compounds.

K. LANDSTEINER axp JOHN JACOBS.

From the Laboratories of the Rockefeller Institute for Medical Research, New
York City.

The sensitization of guinea pigs with simple compounds such as
primulin,’ salvarsan,® and p-phenylene diamine® has been studied by
several authors, but the development of the subject has been some-
what hindered by difficuities encountered in reproducing some of
these experiments.*

As already observed by Mayer, we found that guinea pigs rubbed
repeatedly with salve containing p-phenylene diamine showed in-
creased redness and scaling, in comparison to controls. Further-
more, increased sensitivity was obtained by the administration of a
salve containing p-nitroso-dimethylaniline and by repeated intra-
cutaneous injections of a saline solution of p-phenylene diamine,
and some such effects were noticed, also, after injecting p-nitroso-
dimethylaniline and p-amino-phenol, using approximately 1 mg. of
the substances per injection.

Following this, smaller doses of 0.02 mg. were injected on the
back twice a week over a longer period, a method similar to that
advocated by Kolle® for the production of hypersensitiveness to
salvarsan, in animals. With this method definite sensitization
effects were obtained, besides salvarsan, with other compounds such
as p-phenylene-diamine and p-nitroso-dimethylaniline. Thus, on
reinjection on the sides about 7 days after the last injection of a
course consisting of up to 20 injections at one or 3 day intervals,
a number of the guinea pigs showed pinkish, more or less
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elevated areas within 24 hours, averaging 34-1 cm. in diameter.
Likewise, with 1:2:4 dinitro-chlorbenzene* distinctly increased
reactions, noticeable even after less than 10 injections, were ob-
served in most of the guinea pigs after daily intracutaneous injec-
tions of the substance. In a preliminary experiment with suberan-
ilic-resorcine dye,® 2 out of 6 animals treated in the manner de-
scribed showed definite reactions, so that one may assume that
sensitization is possible with this substance, also. White guinea
pigs were used throughout. Intracutaneous injections of 1/50 mg.
of the compounds in 0.1 cc. saline were used for the tests as well as
for sensitization except in the case of dinitro-chlorbenzene, where
doses of 1/400 mg. were injected. Normal animals used as controls
showed no definite or much weaker reactions than those described.

In a limited number of specificity tests with the substances named,
in animals that gave marked homologous reactions there was, as
a rule, no difficulty in recognizing reactions with the homologous
compound by their greater intensity. The guinea pigs sensitive to
p-phenylene diamine, in addition to the homologous reaction, gave a
smaller but distinct reaction with nitroso-dimethylaniline.

Injections of aminoazobenzene, aminoazobenzene disulphonic
acid, and the carbohydrate dextran have, so far, yielded negative
results.
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From the Depariment of Surgery, Fifth Avenue Hospital, New York City.

Bordet was the first to recognize a relationship between thrombin
and complement. Fuchs® has recently claimed that the mid-piece of
complement is identical with prothrombin. Since the complement
content of plasma and serum are apparently the same, the change
of prothrombin to thrombin does not seem to influence complement.
A close association of prothrombin and thrombin with complement
is indicated by :
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