
814,276   [err]                           wherein
carbamate succeeding to the Curtius' degrada-                R = an alkoxy
grow or a halogen atom.    tion of 5 - methylisoxazole - 3 - carboxylic
R[err] = a group changeable to an amino group.  acid according to Freri's
method (c.f. C.A. 26, 50          5    In the above reaction, the
condensation steps  5953(1932)) and forms prismatic crystals melt-
A and A[err] may be carried out without solvents,  ing at 61-2[err] C.
however, the employment of an inert solvent                 EXAMPLE.
whereby the uniformity of reaction may be  (a) Preparation of 3 - amino - 5
- methyl-              attained generally, gives a good result.
isoxazole.                  55         10    In the present process, the
kind of solvent    1.7 g. of ethyl 5 - methylisoxazole - 3 -
used is decided by the non-reactivity thereof,  carbamate was heated on a
boiling water-bath        however, when p-substituted benzene sulphonyl
with 5 cc. of a 10% aqueous sodium hydrox-             halides are
condensed with 3 - amino - 5-  ide solution for 8 hours, then the reaction
mix-   methylisoxazole, basic or basified solvents such  ture was extracted
several times with  ether or 60              as pyridine, picoline or
acetone with sodium   benzene and the extract was cooled after the
bicarbonate are preferably used. Also, as the  removal of the solvent and
drying. The resi- easily reactive derivatives of p-substituted ben- due was
solidified after a while and gave pris-             zene sulphonic acids, p
- substituted benzene  matic crystals, melting point 61 to 62 C., of 



sulphonyl halides, especially the chlorides, are  3 - amino - 5 -
methylisoxazole by recrystal-  65         20  ordinarily used.  However,
other functional  lization from benzene.             derivatives of benzene
sulphonic acids such as    Elemental analysis for empirical formula
the ester may  also be employed. Step B suc-  C[err]H[err]ON[err].
Calculated: C, 48.97; H, 6.16; N,             ceeds step A[err] in which 5
- methyl - 3 - benz-  28.57. Found: C,  49.42; H, 6.50; N, 28.28.
ene sulphonamido isoxazole, having a substi-    This substance  is a new
compound and  is 70         25  tuent changeable to an amino group at the
also obtained by  a similar hydrolysis of benzyl             fourth
position of the benzene nucleus, is pro-  5 - methylisoxazole - 3 -
carbamate, melting             duced. It is meant  to include a nitro,
acyl-  point 80-81[err] C.             amino or carbalkoxyamino group as
the substi-             tuent at the 4-position of the reactive benzene
(b) Preparation of 3 - acetylsulphanilamido-        30  sulphonic acid
derivatives. The type of re-              5 - methylisoxazole.
action in step B is defined according to the    0.9 g. of 3 - amino - 5 -
methylisoxazole             kind of substituent R[err]. Namely, when R[err]
is  in 5 cc. of pyridine was allowed to react with             an acylamino
radical such as an acetamino  2.0 g. of acetylsulphanilyl chloride accom-
group or a carbalkoxyamino radical such as a  panied with the generation of
heat.  After         35  carbethoxy  amino  group, the intermediate  about
one hour, water was added to the re-  80             should be saponified,
while when R[err] is a nitro  action mixture and the crystal precipitated
group, the intermediate should be reduced.  out was recrystallized from
alcohol to give 2.5             Such reactions may be performed according
g. of 3 - acetylsulphanilamido - 5 - methyl-             to the usual
chemical manner, such as for  isoxazole,  melting  point  (decomposition)
40  example, heating with aqueous sodium hydrox-  220-221[err] C.
85             ide solution for the hydrolysis or treating with
Elemental analysis for empirical formula             zinc dust and
hydrochloric acid for the reduc-  C[err]H[err]ON[err]S. Calculated: C,
48.81; H, 4.40;             tion.                            N, 14.33.
Found: C, 49.08; H, 4.63; N, 14.05.               3 - Amino - 5 -
methylisoxazole, the start-    A similar result was obtained by the con-
45  ing material in the present invention, is also  densation in a sodium
bicarbonate - acetone 90             a new compound. This compound is
obtained  medium.             by hydrolysis of ethyl 5 - methylisoxazole-3-
4                                      814,276     (c) Preparation of 3 -
sulphapilamido - 5-  is an acylamino or a carbalkoxyamino group
methylisoxazole.           and saponifying the para - substituent of the 



2 g. of 3 -acetylsulphanilamido - 5 - methyl-  benzene sulphonamide
derivative thus pro-     isoxazole was heated with 10 cc. of an aqueous
duced to an amino group.            45 5  sodium hydroxide solution on a
water- bath    5. A method of preparing  3 - sulphanil-     for one hour
and after cooling the reactant  amido - 5 - methylisoxazole which comprises
was acidified by addition of acetic acid. The  condensing 3 - amino - 5 -
methylisoxazole     precipitate thus formed was recrystallized  with a
para-nitrobenzene sulphonyl halide or     from dilute alcohol to give 15 g.
of colourless  ester and reducing the para-substituent of the  50 10 prisms
of 3 - sulphanilamido - 5 - methyl-  benzene sulphonamide derivative thus
pro-     isoxazole, melting point 167[err] C. Elemental  duced to an amino
group.     analysis for empirical formula C[err]H[err]O[err]N[err]S.    6.
A method  of preparing 3 - sulphanil-     Calculated: C, 47.43; H, 4.35; N,
16.60.  amido - 5 - methylisoxazole as claimed in any     Found: C, 47.96;
H, 4.49; N, 16.52.       one of claims 2, 3, 4 or 5, in which the con-  55
15   This compound is bitter and by acetylation  densation is carried out
in an inert solvent.     in pyridine base gives the corresponding N[err],
7. A method of preparing 3  - sulphanil-     N[err] - diacetyl compound,
melting point 209-  amido - 5 - methylisoxazole as claimed in any
210[err] C.                                 one of claims 2, 3, 4 or 5
wherein a para-       WHAT WE CLAIM IS:-                        substituted
benzene sulphonyl halide is con- 60 20    1. 3 - Sulphanilamido -  5 -
methylisox-  densed with 3 - amino - 5 - methylisoxazole.     azole having
the formula.                     8. A method of preparing  3 - sulphanil-
amido - 5 - methylisoxazole as claimed in
claim 7, wherein the para - substituted benz-                [err]
ene sulphonyl halide is a para - substituted  65                benzene
sulphonyl chloride.       9. A method of preparing 3-. sulphanil-
amido -5 - methylisoxazole as claimed in any
one of claims 2, 3, 4 or 5, wherein a para-       2. A method of preparing
3 - sulphanil-  substituted benzene sulphonyl  ester is con- 70    amido -
5 - methylisoxazole which comprises  densed with 3 - amino - 5 -
methylisoxazole. 25  condensing 3 - amino - 5 - methylisoxazole    10. A
method of preparing 3 - sulphanil-   with a para - amino - benzene
sulphonyl halide  amido - 5 - methylisoxazole according to any     or
ester.                                   one of claims 2, 3, 4 or 5, in
which the con-       3. A method of preparing 3 - sulphanil-  densation is
carried out in a solvent compris-  75     amido - 5 - methylisoxazole which
comprises  ing pyridine, picoline or acetone with sodium 30  condensing 3
- amino - 5 - methylisoxazole  bicarbonate.     with a para - substituted
benzene sulphonyl   11. A method of preparing 3 - sulphanil-     halide or
ester in which the para-substituent amido - 5 - methylisoxazole
substantially as     is a group convertible to an amino group by  described
with reference to the Example here-  80     reduction or hydrolysis and
changing the para-  inbefore set forth. 35  substituent of the benzene
sulphonamide deri-    12. 3 - Sulphanilamido - 5 - methylisox- 



vative thus  produced into an amino group.    azole whenever prepared by
the method       4. A method of preparing 3 - sulphanil-  claimed in claim
11.     amido  -  5 - methylisoxazole which comprises   SHIONOGI AND
COMPANY LIMITED.     condensing 3 - amino - 5 - methylisoxazole   Per:
BOULT, WADE & TENNANT, 40  with a para - substituted benzene sulphonyl
111/112 Hatton Garden, London, E.C.1.     halide or ester in which the
para-substituent       Chartered Patent Agents.            Leamington Spa:
Printed for Her Majesty's Stationery Office, by the Courier Press.-1959.
Published by The Patent Office, 25, Southampton Buildings, London, W.C.2,
from which                                       copies may be obtained.
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