
836,150                                       3           The infrared
absorption curves of these two  water to the methanol solution with
stirring          samples were identical.                      yielded a
white, flocculent, precipitate which            A total of 0.32 g. (1.0
mol) of 3-(N[er]-  was filtered off, washed, and dried in an oven
acetylsulfanilamido)-6 -methoxypyridazine was  at 85 C. yielding a product
having a melting      5  dissolved in 8 g. of a 10% solution of sodium
point of 164.5[err]-165.5 C. The infrared ab- 70          hydroxide. The
solution was refluxed 45  sorption curve was consistent with the structure
minutes then cooled and buffered to pH 5.5  3-(N[err] - acetylsulfanilamido
- 6 - n - hexoxy-          by addition to a solution of acetic acid and
pyridazine).          ammonium  acetate in water. The resulting
Analysis: Calc'd. for C[err]H[err]N[err]0[err]S: %N,      10 white,
crystalline precipitate was filtered off,  14.28, Found: %N, 14.53.
75          washed and dried; its weight was 0.22 g. Its   The hydrolysis
of this product to 3-sulfanil-          melting point, 182.5[err] to
183.5[err] C., remained  amido-6-n-hexoxypyridazine proceeds in  a
undepressed  on admixture with a known  manner similar to the  hydrolysis
of  the          sample  of 3-sulfanilamido-6-methoxypyrida-
methoxy derivative.      15 zine. A comparison of an infrared absorption
EXAMPLE 3.                       80           curve of this product with
that of a known    A solution of 3.9 g. (0.03 mol) of 3-amino-
sample of 3-sulfanilamido-6-methoxypyrida-  6-chloropyridazine in 50 g. of
phenol was           zine indicated the product to consist essentially
treated with 3.5 g. (0.03 mol)  of sodium           of the same compound.
phenolate and heated in an oil bath  with EXAMPLE 2.
stirring at 150[err] C. for 24 hours. The cooled  85 A total of 3.95 g.
(0.0305 mol) of 3-amino-  reaction mixture was poured into dilute sodium
6-chloropyridazine was added to a solution of  hydroxide to dissolve the
excess phenol. The           1.22 g. (0.0305 mol) of clean sodium metal
insoluble residue thereby produced was re-           in 50 ml. of freshly
distilled n-hexanol, and  crystallized from ether to obtain 3-amino-6-
25  the mixture was refluxed for 24 hours. The  phenoxypyridazine. This new
compound  is 90           sodium chloride was filtered off, and the excess
then converted to the corresponding 3-sulfanil-           hexanol was
stripped from the filtrate under  amido-6-phenoxypyridazine in
substantially the           vacuum. The dark residue was subjected to  same
manner as in the foregoing examples.           a vacuum sublimation
(100[err]-125[err] C. at about          EXAMPLE 4.       30  0.3 mm. of
Hg.) which yielded 3.1 g. of a    To a solution of 0.03 mol of sodium
benzy-  95            light orange-brown waxy solid melting at 25-  late in
benzyl alcohol (prepared by dissolving 



30[err] C. Analysis and infrared spectrum in-  0.7 g. of clean sodium metal
in 50 cc. of            dicated it to be 3-amino-6-n-hexoxypyridazine.
benzyl alcohol) was added 3.9 g. (0.03 mol)              A total of 0.90 g.
(0.0046 mol) of 3-amino-  of 3-amino-6-chloropyridazine.
The mixture        35  6  n-hexoxypyridazine. was dissolved in 4 ml. was
heated with stirring at 150[er] C. for 24 100            of pyridine in a
tube surrounded by a bath at hours. Most of the benzyl alcohol was then
50[err] C. To this solution was added during 10  distilled off at reduced
pressure. The residue            minutes with stirring a solution of 1.23
g. was treated with an excess of dilute hydro-            (0.0052 mol) of
p-acetylsulfanilyl chloride, the  chloric acid. The acid solution was
extracted        40  temperature being maintained at 50[err] to 55[err]
with ether and the extracts discarded. The 105            C. On completion
of the addition, the reddish-  aqueous solution was then made alkaline with
brown solution was maintained at 60[err]-65[err]  sodium  hydroxide and the
precipitated 3-            C. with intermittent stirring for 4 hours. The
amino-6-benzyloxypyridazine  was separated            solution was cooled
and neutralized with 0.2  and purified by recrystallization from ether.
45  N  sodium hydroxide solution. The volatiles  This new compound was then
converted to the  110             were removed under vacuum  to leave an
corresponding   3-sulfanilamido-6-benzyloxy-             amorphous,  brown,
somewhat gummy residue;  pyridazine in substantially the same manner as
this residue was partially dissolved with 20  in the foregoing examples.
ml. of 0.5 N sodium hydroxide. The aqueous    WHAT WE CLAIM IS: -
50  fraction was separated from  a lower, dark    1. A method of preparing
3-amino-6-sub- 115             brown oily layer by centrifuging. The
aqueous  stituted pyridazines having the formula:             layer was
buffered to pH 5 by addition to an             acetic acid-ammonium acetate
solution. After             the resulting light brown, gummy precipitate
55 was separated, it was dissolved in methanol,              treated with
activated charcoal and clarified. wherein R is an alkyl, aryl or aralkyl
radical,              The methanol solution was diluted by the  which
comprises heating a 3-amino-6-halo-              dropwise addition of water
with stirring. The  pyridazine having the formula:       120
resulting pale yellow precipitate was filtered,         60  washed and
dried; it had a melting point of       [err]
152[err]-159.5[err] C. The product was redis-              solved in sodium
hydroxide, filtered and re-              precipitated at pH 5. The
precipitate was dis-  with the reaction product of an alkali metal
solved in methanol, treated with  activated  with the corresponding alcohol
having  the          65  charcoal and clarified. Dropwise addition of
formula:       
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sodium benzy- 95           light orange-brown waxy solid melting at 25-
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(0.0052 mol) of p-acetylsulfanilyl chloride, the  chloric acid. The acid
solution was extracted       40 temperature being maintained at 50[err] to
55[err]  with ether and the extracts discarded. The 105           C. On
completion of the addition, the reddish-  aqueous solution was then made
alkaline with           brown solution was maintained at 60[err]-65  sodium
hydroxide and the precipitated 3-           C. with intermittent stirring
for 4 hours. The  amino-6-benzyloxypyridazine was separated
solution was cooled and neutralized with 0.2  and purified by
recrystallization from ether.       45 N sodium hydroxide solution. The
volatiles  This new compound was then converted to the 110           were
removed under vacuum  to leave an  corresponding
3-sulfanilamido-6-benzyloxy.           amorphous, brown, somewhat gummy
residue; pyridazine in substantially the same manner as           this
residue was partially dissolved with 20  in the foregoing examples.
ml. of 0.5 N sodium hydroxide. The aqueous    WHAT WE CLAIM IS: -       50
fraction  was separated from  a lower, dark    1. A method of preparing
3-amino-6-sub- 115           brown oily layer by centrifuging. The aqueous
stituted pyridazines having the formula:           layer-was  buffered to
pH 5 by addition to an           acetic acid-ammonium acetate solution.
After           the resulting light brown, gummy precipitate       [err]
55 was separated, it was dissolved in methanol,           treated  with
activated charcoal and clarified. wherein R is an alkyl, aryl or aralkyl
radical,           The methanol solution was diluted by the  which
comprises heating a 3-amino-6-halo-           dropwise addition of water
with stirring. The  pyridazine having the formula:      120
resulting pale yellow precipitate was filtered,       60 washed and dried;
it had a melting point of       [err]            152-l59.5[err] C. The
product was  redis-            solved in sodium hydroxide, filtered and re-
precipitated at pH 5. The precipitate was dis-  with the reaction product
of an alkali metal            solved in methanol, treated with  activated
with the corresponding alcohol having  the       65  charcoal and
clarified. Dropwise addition of  formula:             4
836,150                         ROH                III    4, in which said
alcohol or phenol is methanol,
n-hexanol, phenol or benzyl alcohol.        2. A method according to claim
1, in which   6. A method according to  any of claims  1 



the reaction is carried out at  a temperature  to 5, in which said alkali
metal is sodium.  15     of 50[err] C. to 200[err] C.                    7.
A method of preparing 3-amino-6-sub- 5    3. A  method according to claims
1 or 2,  stituted pyridazines having the formula I sub-     in which the
reaction is carried out  in an  stantially as hereinbefore described.
excess of one or more of said alcohols.     .8. 3-Amino-6-substituted
pyridazines when-       4. A  method according to claims 1 or 2,  ever
prepared by the method according to any  20     in which the reaction is
carried out in an inert  of the preceding claims. 10  organic solvent.
.9. A  method of  preparing sulfanilamido-     5. A method according to any
of claims 1 to  pyridazines having the formula:    25   wherein R is an
alkyl, aryl or aralky radical,     13. A method  of preparing
sulfanilamido-     which comprises reacting a p-acetylsulfanilyl
pyridazines having the formula IV substanti-     halide with a
3-amino-6-substituted pyridazine  ally as hereinbefore described
45     having the formula:                             14.
Sulfanilamidopyridazines having  the
formula IV whenever prepared by the method
according to any of claims 9 to 13.                                    15.
New compounds comprising  3-amino-6-
substituted pyridazines having the formula:    50  30  in an organic
solvent, which is unreactive with     the starting materials under the
conditions of     the reaction and deacetylating the resulting pro-
duct.       10. A method according to claim 9, in which  wherein R is an
alkyl, aryl or aralkyl radical       said first step is carried out at
temperatures of         16 3-Amino-6-methoxypyridazine         20C to
100[err] C .                        17. 3-Amino-6-n-hexoxypyridazine.
11. A method according to claims 9 and 10,   18. 3-Amino-6
-phenoxypyridazine.     55     in which the solvent is a tertiary amine.
19. 3-Amino-6-benzyloxypyridazine.       12. A method according to any of
claims      STEVENS, LANGNER  PARRY 40  9 to 11, in which said second step
is carried           &  ROLLINSON,     out by hydrolyzing said reaction
product in a       Chartered Patent Agents,     strong base.
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