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Corporate, do hereby declare the invention,
for which we pray that a patent may be

- granted to us, and the method by which it is

to be performed, to be particularly described
in and by the following statement: —

This invention relates to a2 new sulphon-
amide compound, ie. 3 - sulphanilamido - 5-
methylisoxazole and to the method for its pre-
paration.

5 - sulphanilamido moxazoles and methods

- for the preparation thereof are known (c.f.

13

British Patent Specification No. 595,775).
However, the synthesis of 3 - sulphanilamido
isoxazoles in which the sulphanilamido residue
is bonded to the third position at the nucleus
of isoxazole has not to our knowledge hereto-
fore been reported in any literature.
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The object of the present invention is to
obtain one of these new 3 - sulphanilamido
isoxazoles, namely, 3 - sulphanilamido - 5-
methylisoxazole, and to provide it for medi-
cinal use as a new sulpha drug.

During a systematic search for the synthesis
of new sulphonamide compounds structurally
related to sulphisoxazole and to the evaluation
of their anti-bacterial activity, we succeeded in
synthesizing 3 - sulphanilamido - 5 - methyl-
isoxazole and found that this new compound
showed a high activity in both the in witro
and in vivo tests, That is, the anti-bacterial
.activity of the compound iz vitro is similar
to that of sulphisoxazole, but the anti-tuber-
culous activity én vitro of the new compound
_is ‘higher than sulphisoxazole. The in wvitro

data compared with sulphisoxazole is as

follows:
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. Hewever, in wivo test, a clear dﬁereno_e
could be seen with both compounds. Namely,
by administering orally the compound of the

- invention to groups consisting of ten mice

weighing each 17 to 18 g. at 2, 24, 48, 72

~and 96 hours respectively after mtrapentoneal

injection of 100 MLD of Diplococcus. pneu-
moniae, type 1, 80 and 10 survival percent-
ages by the dose of 1 and 0.5 mg. per gram

~ known sulphisoxazole only gave 50 and 0 per

2

cent by the dose of 2 and 1 mg. in analogous

E experiments., The infections were fatal to-all
-untreated animals, the ST 100 being two

days. In this experiment, by oral administra-
tion the compound of the invention' was shown
to be more than twice as effective as sulph-
isoxazole.

3 - Sulphanilamido ~ 5 - methylisoxazole

has the followmg formula:

Hjc —- O\)

This compound may be synthesized by con-
densing 3 ~ amino - § - methylisoxazole with

a p - substituted benzene sulphonyl halide or -

ester in whlch the p - substituent is an amino
group or a group convertible to an amino

group by reduction or hydrolysis and chang-
ing, when' the p - substituent is not an amino - - - ° .
30: B

group, the p - substituent of the benzene sul-
phonamide derivatives thus produced into an

amno - _
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N 14 33.

o

5 -
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Substituent of the
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amino group. These reactions are illustrated - - =

" by the following equations:
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kind of substituent RZ, Namely, ‘when R‘l is in 5 cc. of pyridine was allowed to react with
an acylamino radical such as an acetamino -_2.00 g. of acetylsulphanﬂyl chloride accom- 2.0
group or a carbalkoxyammo radical such as a - panied with the generation of heat. After K
-35 carbethoxy amino group, the intermediate " about one hour, water was added to the re- 80
should be saponified, while when R? is a nitro  action mixture and the crystal precipitated
group, the intermediate should be reduced. out was recrystallized from alcohol to give 2.5
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a new compound, This compound is obtained medium.
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-condensing 3.-- amino - :5' - methylisoxazole -
with a para - substituted benzene sulphonyl
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- is a-group convertible to an amino group by
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-am1do - 5 - methylisoxazole. substantially as
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hahde or ester in which the para-substituent
is a group convertible to an amino group by
reduction or hydrolysis.and changing the para-
substituent of the benzene sulphonamide deri-
vative thus produced into an amino group.

4, A method of preparing 3 - sulphanil-
amido - 5 - methylisoxazole which comprises
condensing 3 ~ amino - 5 - methylisoxazole
with a para - substituted benzene sulphonyl
halide or ester in which the para-substituent

amido - 5 - methylisoxazole substantially as
described with reference to the Example here-
inbefore set forth.

12. 3 - Sulphanilamido - 5 - methyhsox—

azole whenever prepared by the method .

claimed in claim 11.
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