
842,494                                        3          R is as defined
above, with an alkanoic acid  sulfanilamido - 6 - methoxypyridazine pre-
anhydride or alkanoyl chloride and subse-  pared immediately above (9 g.,
0.02 mole) is          quently hydrogenating the reaction product.
dissolved in 100 cc. dioxane. 3.0 g. of 10% Another method according to the
invention  palladium on carbon catalyst is added and the      comprises
reacting a compound having the  mixture is reduced under low pressure
hydro- 65          general formula:                              gen for 40
minutes. The mixture is filtered and
the clear filtrate is treated with 200 cc. water
and seeded to crystallize the product
as fine white crystals, melting point 178-
179[err] C. dec. (melting point varies consider-  70
ably with rate of heating).
EXAMPLE 2          in which Y is hydrogen or an alkali metal and  N[err] -
Acetyl - 3 - Sulfanilamido - 6-          R is as defined above, with an
alkanoic acid                Chloropyridazine     10  anhydride.
5.0 g. (0.0175 mole) 3 - sulfanilamido - 6-  75            The compounds of
the present invention can  chloropyridazine are dissolved in 35 cc. acetone
be used in the form of tablets, pills, powders,  and 1.35 cc. (0.0175 mole)
dry pyridine at          etc., which may also contain starch, excip-  room
temperature.  1.62 cc. (0.0175 mole)          ients, and other ingredients
necessary to the  acetic anhydride are added slowly with stirring.     15
compounding of such dosage forms. They may  The solution is stirred for one
hour, during  80         also be used singly or in combination with  which
time some solid formed. The reaction         other sulfa drugs or with
antibiotics in liquid  slurry is treated with 50 cc. of water and
preparations to which they are especially suited  evaporated in the air to
leave a yellow solid.         because of their comparative tastelessness.
For  This is washed with 1M  ammonium hydrox-     20  use in animals they
can be mixed in food or  ide, and the insoluble solid is filtered, washed,
85         drinking water.                               and dried. The
product is in the form of white            In order that the preparation of
the N[err]-  crystals, melting at 221-223 C. (corr.) after         acylated
sulfapyridazines in accordance with recrystallization from cold
acetone-water.         the invention may be fully understood, it will
EXAMPLE 3     25  now be described with reference to the follow-  N[err] -
Acetyl - 3 - Sulfanilamido - 6 - Methyl- 90         ing specific examples.
pyridazine                          EXAMPLE 1                       1.0 g.
(0.0035 mole) sodium - 3 - sulfanil-             N[err] - Acetyl - 3 -
Sulfanilamido - 6 -  amido - 6 - methylpyridazine is slurried with
Methoxypyridazine                7.0 cc. of NN - dimethyl-acetamide. 0.33
cc. 



.30    56 g. (0.2 mole) 3 - sulfanilamido - 6 -  (0.0035 mole) acetic
anhydride is added drop-  95         methoxypyridazine is dissolved in 100
cc. H[err]O  wise with stirring at 25[err] C. The bright yellow         and
21.5 cc. of 10 N sodium hydroxide. 47.25  solution is stirred for one hour.
The mixture is         g. (025 real equivalents) of carbobenzyloxy-  then
chilled in an ice-alcohol bath and water         chloride (95%) and 52 cc.
of 5N  sodium  is added to crystallize out a pale yellow solid.     35
hydroxide are then added dropwise and simul-  This solid is filtered,
washed with 1M ammon- 100         taneously over a period of twenty
minutes. The  ium hydroxide, then with water and dried. The
temperature is kept at 35 - 40[err] C. Stirring of  product is a colorless
crystalline solid, melting         the mixture  is vigorous throughout the
addi-  at 121[err]-122[err] C. (corr.) after recrystallization         tion
and is continued for one hour,  during  from cold acetone-water.     40
which time a solid is formed. The solid is dis-           EXAMPLE 4
105         solved with alkali and warm water, and the   N[err] - Acetyl -
3 - Sulfanilamido Pyridazine         resulting clear solution is added to
dilute    Using the procedure described in Example         hydrochloric
acid solution at below 20[err] C. to  2, N[err] - acetyl - 3 -
sulfanilamido pyridazine      precipitate the product. The product is a
fine is prepared from 3 - sulfanilamido - pyridazine    45  white powder;
melting point 186[err]-187[err] C.  and acetic anhydride and isolated in
the same 110         (with decomposition; corr.) after a second pre-
manner. This product is pale yellow crystals         cipitation.
melting at 200[err]-201[err] C. after recrystalliza-           The N[err] -
carbobenzyloxy - 3 - sulfanil-  tion from acetonitrile.    amido - 6 -
methoxy - pyridazine prepared                     EXAMPLE 5    50  above
(75.6 g.; 0.132 mole) is dissolved in 52.2  N[err] - Acetyl - 3 -
Sulfanilamido, - 6 - Meth- 115         cc. acetic anhydride and 133 cc. dry
pyridine.           oxypyridazine         The solution is heated to 90-95
C. for 45    5.0 g. (0.018 mole) 3 - sulfanilamido - 6-         minutes.
The reaction mixture is cooled and  methoxy - pyridazine is dissolved in
100 ml         water and 80 cc. of 5N sodium hydroxide are  (1.24 mole)
pyridine. This solution is cooled to    55  added with stirring to
precipitate the product.  0[err] and with stirring 2 ml. (0.021 mole)
acetic 120         The product is filtered, washed with 1M   anhydride is
added dropwise. The temperature         ammonium hydroxide, then with
water, and  is maintained at 0-10 C. with stirring for 1         dried.
Recrystallization from methanol gives  hour. The solution is then
concentrated to 1/3         material melting at 195[err]-196[err] C. corr.
its volume and the product is precipitated by    60    The N[err] -
carbobenzyloxy - N[err] - acetyl - 3-  addition of an equal volume of both
water and  125                   4                                  842,494



1M  ammonium hydroxide. After filtering and          drying, the white
solid melts at  176.5- 178           [err]          C. The infrared
spectrum of the product is                              .
identical-with the product in Example 1 and       5  is analytically pure.
EXAMPLE 6                 in which X is a nitro or carbobenzyloxyamino
N[err] - Acetyl -3 - Sulfanilamido -  6 - Meth-  radical, Y is hydrogen or
an alkali metal and                        oxypyridazine              R is
as defined above, with an alkanoic acid             In a reaction carried
out in a manner simi- anhydride or alkanoyl chloride and subse-       10
lar to Example 3, N[err]   - acetyl - 3 - sulfanil-  quently hydrogenating
the reaction product.  45           amido - 6 - methoxypyridazine  is
prepared    7. A method of preparing . N[err] - acylated           from the
reaction of sodium 3 - sulfanilamido-  sulfapyridazines  having the general
formula:           6 -  methoxypyridazine and acetic anhydride
and isolated in the same manner.      15    WHAT WE CLAIM  IS:-
-           ated sulfapyridazines having the  general for-          mula:
in which R is hydrogen halogen or a lower
alkyl  or  lower alkoxy radical having  up to 6  50        [err]
carbon atoms in each of said radicals, and R[err]
is an alkanoyl radical, which comprises react-
ing a compound having  the general formula:       20  in  which  R is
hydrogen, halogen, or a lower          alkyl or lower alkoxy radical having
up to 6            [err]          carbon atoms in each of said radicals
and R[err]          is an alkanoyl radical.            2.  The compound
N[err] - acetyl - 3 - sulfanil-      25  amido - 6 -  methoxy - pyridazine.
3. The compound N[err] - acetyl - 3 - sulfanil-  in   which Y is hydrogen
or an alkali metal and                     R is as defined above, with an
alkanoic acid          amido - 6 - chloropyridazine.            4. The
compound N[err] - acetyl- 3 - sulfanil-  anhydride.          amido - 6 -
methyl- pyridazine.            8. A method according to claim 6 or 7 in
30    5. The compound N[err] -  acetyl- 3 -sulfanil-     which said
anhydride is acetic  anhydride.          amidopyridazine.
9  A method of preparing N[err] - acylated  60              6. A method of
preparing N[err] - acylated  sulfapyridazines having the general formula I
sulfapyridazines  having the general formula:   herein substantially
hereinbefore  described  with
reference to claim 6                                                   10.
A method of  preparing  N[err] - acylated 



sulfapyridazines  having the  general formula I  65         herein
substantially as hereinbefore  described                            with
reference  to claim  7.                        11. N[err] - acylated
sulfapyridazines whenever                          prepared by the method
according to any of   35  in   which R is hydrogen  halogen, or a lower
claims 6 to 10.          alkyl, or lower alkoxy radical having up to 6
STEVENS, LANGNER, PARRY &          carbon  atoms in each of  said radicals,
and R[err]           ROLLINSON , is an alkanoyl  radical  which comprises
react-       Chartered Patent Agents.          ing a compound having the
general formula:          Agents for the Applicants.
Leamington Spa. Printed for Her Majesty's Stationery Office, by the Courier
Press.-1960               Published by The Patent Office, 25, Southampton
Buildings, London, W.C.2, from which
copies may be obtained.             4
842,494   1M ammonium hydroxide. After filtering and   drying, the white
solid melts at 176.5[err]-178                    [err]   C. The infrared
spectrum of the  product is   identical with the product in Example 1 and 5
is analytically pure.                  EXAMPLE 6                in which X
is a nitro or carbobenzyloxyamino    N[err] - Acetyl - 3 - Sulfanilamido -
6 -Meth-  radical, Y is hydrogen or an alkali metal and
oxypyridazine             R is as defined above, with an alkanoic acid
In a reaction carried out in a manner simi-  anhydride or alkanoyl chloride
and subse- 10  lar to Example 3, N[err] - acetyl - 3 - sulfanil-  quently
hydrogenating the reaction product.   45    amido - 6 - methoxypyridazine
is prepared    7. A method of preparing N[err] - acylated    from the
reaction of sodium 3 - sulfanilamido-  sulfapyridazines having the general
formula:-    6 -  methoxypyridazine and acetic anhydride    and isolated in
the same manner. 15  WHAT WE CLAIM IS:-      1. New compounds comprising
N[err] - acyl- 



ated sulfapyridazines having the general for-    mula:
in which R is hydrogen, halogen or a lower                     alkyl or
lower alkoxy radical having up to 6  50  carbon atoms in each of said
radicals, and R[err]                                            is an
alkanoyl radical, which comprises react-                 ing a compound
having the general formula:  20  in which R is hydrogen, halogen, or a
lower    alkyl or lower alkoxy radical having up to 6    carbon atoms in
each of said radicals and R[err]    is an alkanoyl radical.      2. The
compound N[err] - acetyl - 3 - sulfanil- 25  amido - 6 - methoxy -
pyridazine.          in which Y is hydrogen or an alkali metal and  55
3. The compound N[err]  - acetyl - 3 - sulfanil-  R is as defined above,
with an alkanoic acid    amido - 6 - chloropyridazine.          anhydride.
4. The compound N[err] - acetyl - 3 - sulfanil-               amido- 6
-methy - pyridazine.        8. A method according to claim 6 or 7 in 30
5. The compound N[err] - acetyl - 3 - sulfanil-  which said anyhdride is
acetic anhydride.     amidopyridazine.                         9. A method
of preparing N[err]-  acylated   60     6. A method of preparing N[err]-
acylated  sulfapyridazines having the general formula I          6. A methd
of preparing N[err] -  acylated  herein substantially hereinbefore
described with     sulfapyridazines having the general formula:   reference
to claim 6.                                              10. A method of
preparing N[err] - acylated
sulfapyridazines having the general formula I  65   herein substantially as
hereinbefore described                 with reference to claim 7.
11. N[err] - acylated sulfapyridazines whenever
prepared by the method according to any of 35  in which R is hydrogen,
halogen, or a lower  claims 6 to 10.                  70     alkyl, or
lower alkoxy radical having up to 6  STEVENS, LANGNER, PARRY &     carbon
atoms in each of said radicals, and R[err]            ROLLINSON,     is an
alkanoyl radical which comprises react-       Chartered Patent Agents.
ing a compound having the general formula:         Agents for the
Applicants.           Leamington Spa: Printed for Her Majesty's Stationery
Office, by the Courier Press.-1960.          Published by The Patent
Office, 25, Southampton Buildings, London, W.C.2, from which
copies may be obtained.    


