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HISTORICAL

Phenylbutazone (Butazolidin(R)) is a comparatively
new compound which appears to hold exceptional promise
in the treatment of the various types of arthritis and
allied musculoskeletal disorders. Also its experimental
use in a greater variety of diseases has been of great
interest and occasionally fruitful of somewhat astound-
iIng résults,

Phenylbutazone was first synthesized by H. Stenzl
in the laboratories of J. R. Gelgy, Basle, Switzerland,
in 1948. Prior to this time the compound had served
as an excellent solubllizing agent for the relatively
insoluble aminopyrine. Its first clinical application
was in this combination with equal parts of aminopyrine
in a preparation known as Irgapyrin(R) in Europe, and
Butapyrin(R) in this country. (1) There were soon
extenslive clinical reports, prinecipally from Swltzerland
and Germany (Belert, 1949; Wilhelmi,1950; Pulver, 1950;
Kienle, 1950; Fischer, 1951}, which indicated marked
analgesic, anti-pyretic, and anti-inflammatory effects
in various rheunatic diseases particularly following
intravenous or intramuscular administration of Irgapyrin.

When antirheumatic effects were claimed for Irgapyrin
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i1t was suggested that perhaps the blood level of amino-
pyrine when it was injected must have been unusually
high. But Currie (1952) found that the level was the
same in rheumatic patients treated with Irgapyrin,

(who alone claimed relief of pain) as in those treated
with aminopyrine. He then investigated this new
substance, supposedly inert, which the pharmaceutical
firm of Gelgy had synthesized merely as a solvent for
the aminopyrine. (2)

It was soon demonstrated that phenylbutazone by
itself ralsed the paln threshold to electrical stimula-
tion of nerve endings in rabbits, that it had an anti-
pyretic effect in rabbits infected with Escherichia coli,
and that it delayed the development of erythema on the
skin of rabbits exposed to ultraviolet radiation (anté-
inflammatory action). In the latter case phenylbutazone
was found to be more effective than aminopyrine or the
combination of the two. (3)

Because of occasional serious hazards of amino-
pyrine therapy and because some of the clinlical results
obtained with the combination of aminopyrine and phenyl-
butazone, or the latter alone, were superior to those
obtalned with amihopyrine alone, clinical investigations

ofphenylbutazone were undertaken with diligence. Here
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