
1,021,011                                      5       stirring for 1[err]
hours under anhydrous condi-  in dry methanol (20 ml.) followed by the
tions in an atmosphere of dry nitrogen, the  addition of guanidine
hydrochloride (3.84 g., 40       yellow  solid that separates is removed by
0.04 mole) and the sodium chloride formed       filtration and dried to
give 2.2 g. (61%) of  is removed by filtration in an atmosphere of   5
(3-aminopyrazinoylguanidine m.p. 193-4[err] C.  anhydrous nitrogen and then
the methanol is       (dec.). Recrystallization from isopropyl alcohol
removed from the filtrate by distillation in       gives material melting
at 200-202[err] C. (dec.).  vacuo. Methyl 3-aminopyrazinoate (3.06 g., 45
Analysis calculated for C[err]H[err]ON[err]:        0.02 mole) is added to
the residual guanidine               C, 40.00; H, 4.48; N, 46.65;      and
the mixture warmed on a steam bath for  10  Found: C, 40.24; H, 4.59; N,
46.70.       3 to 5 minutes. After cooling the reaction
mixture, triturating with water and purifying                        STEP B
as described in Example 5, Step A, there is 50
Preparation of                obtained 1.6 g. (44%) of (3-aminopyrazinoyl)-
(3-Amino-6-bromopyrazinoyl)guanidine   guanidine, m.p. 200-202[err] C.
(3-Aminopyrazinoyl)guanidine  (1.6  g.,                     STEP B  15
0.0089 mole) is placed in a 100 ml., 3-necked           Preparation of
flask fitted with a thermometer, mechanical
(3-Amino-6-bromopyrazinoyl)guanidine  55      stirrer and dropping funnel.
The solid      is  suspended  in  water  (50  ml.), the
(3-Aminopyrazinoyl)guanidine    1.6   g.      stirrer  started  and  2.5N
hydrobromic  (0.0089 mole) is brominated by the method  20  acid  added
dropwise  until  the  solid  described in Example 5, Step B, yielding pure
dissolves. Bromine  (1.6  g., 0.01  mole),  (3 - amino - 6 -
bromopyrazinoyl)guanidine,      dissolved in glacial acetic acid (5 ml.),
is  m.p. 234-234.5[err] C. (dec.).              60      added dropwise to
the stirring solution over      a 15 minute period while the temperature is
EXAMPLE 7 25  maintained at 25[err] C. After stirring another      15
minutes, the solution is adjusted to pH 8  (3 - Amino - 6 -
bromopyrazinoyl)guanidine      with 10N sodium hydroxide and the crude
hydrochloride      product is reprecipitated as described in Ex-      ample
3 to give pure (3-amino-6-bromo-    (3-Amino - 6 -
bromopyrazinoyl)guanidine 30  pyrazinoyl)guanidine, m.p. 234-234.5[err] C.
(500 mg., 0.0019 mole) is suspended in water 65      (dec.), yield 1.5 g.
(65%).                  (20 ml.) and a few drops of 6N hydrochloric
acid added. The suspension then is warmed                      EXAMPLE 6
to 50[err] C. with stirring to effect solution, the
(3-Amino-6-bromopyrazinoyl)guanidine   solution then filtered and the
filtrate treated                        STEP A                     with
more 6N hydrochloric acid (1 ml.) and  70 35                 Preparation of
cooled to 5[err] C. (3-Amino-6-bromopyrazinoyl)-
(3-Aminopyrazinoyl)guanidine       guanidine hydrochloride separates as
yellow        Dry guanidine (0.04 mole) is prepared by  needles, yield 500
mg., m.p. 265[err] C. (dec.).      dissolving clean sodium (0.92 g., 0.04
mole)                              Analysis calculated for
C[err]H[err]BrClN[err]O: 75                                C, 24.38; H,
2.73; Br, 27.03; Cl, 12.00;                             Found: C, 24.01; H,
3.13; Br, 26.73; Cl, 11.67. 



EXAMPLE 8                    mole) of iodine in 250 cc. of warm dioxane
(3-Amino-6-Iodopyrazinoyl)guanidine   is rapidly added. The reaction
mixture is                                                   stirred and
heated for 40 minutes and then                       STEP A
cooled and poured into 600 cc. of a 15%   90 80                 Preparation
of                solution of potassium  iodide in water. The
Methyl 3-Amino-6-iodopyrazinoate      solid product which precipitates is
collected                                                  and
recrystallized from 150 cc. of acetic acid       Methyl 3-aminopyrazinoate
(30.6 g., 0.2  to give 13.5 g. of methyl 3-amino-6-iodo-     mole) is
suspended in 500 cc. of water. Mer-  pyrazinoate, m.p. 199-201.5[err] C. A
small 95     curic acetate (39.8 g., 0.125 mole) is added,  sample
recrystallized for analysis had m.p. 85  and the mixture stirred and heated
on the  200-202[err] C.     steam bath while a solution of 50.8 g. (0.2
6                                        1,021,011
Analysis calculated for C[err]H[err]IN[err]0[err]:
C, 25.82; H, 2.17; N, 15.06; I, 45.48;                          Found: C,
26.18; H, 2.14; N, 14.81; I, 44.89.                        STEP B
Ice water is then added and the insoluble  15 5
Preparation of                product collected and dissolved in a mixture
of 20 cc. of 5% hydrochloric acid and 60 cc.
(3-Amino-6-iodopyrazinoyl)guanidine   of water. The solution is filtered,
treated with       Guanidine hydrochloride (5.0 g., 0.052  5 cc. of
concentrated hydrochloric acid and     mole) is added to a solution of 1.0
g. (0.044  chilled to precipitate the hydrochloride salt of 20     mole) of
sodium in 20 cc. of methanol. The  the product. This salt is collected and
dis- 10  methanol is removed by vacuum distillation  solved in 60 cc. of
warm water, filtered and     and 2.8 g. (0.01 mole) of methyl 3-amino-6-
made basic with 5% sodium hydroxide solu-     iodopyrazinoate added. The
thick mixture is  tion, whereupon (3-amino-6-iodopyrazinoyl)-     stirred
for 30 minutes at room temperature  guanidine separates in pure condition,
m.p. 25     during which time it sets to a heavy paste.  226-227[err] C.
(dec.).                               Analysis calculated for
C[err]H[err]IN[err]0:                                     C, 23.54; H,
2.31; N, 27.46;                            Found: C, 23.68; H, 2.27; N,
27.19.  30                  EXAMPLE 9                     reaction vessel
where nitrogen atmosphere is        (3 - Amino - 6 (or 5) -
trifluoromethyl-   maintained. The pH of the reaction mixture
pyrazinoyl)guanidine           is immediately adjusted to 8-9 by the addi-
50                        STEP A                     tion of about 140 ml.
of concentrated am-                    Preparation of
monium hydroxide. During the next 30 min- 35   3-Amino-6 (or 5) -
trifluoromethylpyrazin-   utes while stirring at 5-10 C., additional
amide                     concentrated ammonium hydroxide is added 



to maintain pH 8-9. The mixture is removed  55        A mixture of
1,1,1-trifluoro-3,3-dibromo-  from the cooling bath and stirred at room
propanone (97.83 g.; 0.363 mole), sodium  temperature for 20 hours while
maintaining      acetate trihydrate (98.60 g.; 0.725 mole) and  a nitrogen
atmosphere. The resulting yellow 40  water (305 ml.) is heated, with
stirring, to  solid is extracted with boiling acetonitrile to      1000 C.
over a period of 20 minutes. After  remove an insoluble material, and the
aceto- 60      maintaining the temperature at 100[err] C. for  nitrile
extracts are concentrated to dryness      an additional 5 minutes, the
reaction solution  under reduced pressure. After two recrystal-      is
immediately chilled to 0[err] C. in an ice bath.  lizations from acetic
acid, there is obtained 45  This solution is added to a solution of amino-
20 g. (27%) of 3-amino-6 (or 5)-trifluoro-      malonamidamidine
dihydrochloride (68.51 g.;  methylpyrazinamide, in the form of a yellow  65
0.363 mole) in water (720 ml.) at 0[err] C. in a  solid, m.p. 195-196[err]
C.                               Analysis calculated for
C[err]H[err]F[err]N[err]O:                                    C, 34.96; H,
2.44; F, 27.65; N, 27.18;                            Found: C, 35.39; H,
2.71; F, 27.53; N, 27.19.   70                    STEP B
form of a yellow solid, m.p. 185-186[err] C. 85
Preparation of                 (dec.).         3 - Amino - 6 (or 5) -
trifluoromethyl-   This solid  can be recrystallized  from
pyrazinoic acid                toluene.          Finely ground 3-amino-6
(or 5)-trifluoro-    Analysis calculated for
C[err]H[err]F[err]N[err]O[err]:  75  methylpyrazinamide (18.55 g.; 0.09
mole)          C, 34.79; H, 1.95; N, 20.29;      90      and 5% aqueous
sodium hydroxide (740 ml.)  Found: C, 35.10; H, 1.95; N, 20.23.      are
mixed and heated on a steam bath with      stirring for 10 minutes. The
resulting yellow             STEP C      solution is immediately chilled in
an ice bath         Preparation of  80  and made acid to Congo red test
paper by    Methyl 3-amino-6 (or 5)-trifluoromethyl-       the addition of
6N hydrochloric acid. After              pyrazinoate                95
thoroughly washing with water and drying,       there is obtained 17.78 g.
(95%) of 3-amino-   To a solution of dry hydrogen chloride gas       6 (or
5)-trifluoromethylpyrazinoic acid, in the  (495 g.) dissolved in anhydrous
methanol                                                     1,021,011
7      (1650 ml), is added finely ground 3-amino-  saturated sodium
bicarbonate solution. After     6 (or 5)-trifluoromlethylpyrazinoic acid
(16.57  thoroughly washing with water and drying,  10     g.; 0.08 mole)
and the resulting yellow solu-  there is obtained 17.12 g. (97%) of methyl
tion is stirred at room temperature for 19  3-amino-6  (or
5)-trifluoromethylpyrazinoate 5  hours. The reaction solution is
concentrated  in  the  form  of  a  yellow  solid, m.p.     to dryness
under pressure and the residue  l94.5-196[err] C. One recrystallization
from     treated with water (150 ml.) and while cool-  methanol gives the
product in the form  of  15     ing, made basic by the addition of excess
yellow needles, m.p. 1955-196.5 C. 



Analysis calculated for C[err]H[err]F[err]N[err]O,:
C, 38.02; H, 2.73; F, 25.77; N, 19.00;                           Found: C,
38.30; H, 2.64; F, 25.84; N, 18.91.  20                     STEP D
with water. The solid free base is suspended                    Preparation
of                 in water (15 ml.), the pH adjusted to 3.0 by       (3 -
Amino - 6 (or 5) - trifluoromethyl-   the addition of 6N  hydrochloric
acid, and                 pyrazinoyl)guanidine              the mixture
filtered to remove some insoluble  40
material. The filtrate is treated with concen-       To a solution of
sodium (0.24 g.; 0.0105  trated hydrochloric acid (2 ml.) and, after 25
mole) dissolved in anhydrous methanol (50  chilling in an ice bath, the
solid hydrochloride     ml.) is added finely ground guanidine hydro-  that
separates is collected by filtration. The     chloride (1.05 g.; 0.011
mole). The mixture  yellow  hydrochloride is dissolved in warm  45     is
stirred for 10 minutes to complete the re-  water (20 -ml.) and the free
base is pre-     action and methyl 3-amino-6(or 5)-trifluoro-  cipitated by
the addition of sufficient 5% 30  methylpyrazinoate  (2.21  g.;  0.01
mole)  aqueous sodium hydroxide to give a pH 10.0     added. The reaction
mixture is stirred at  to the supernatant solution. After thoroughly
room  temperature for 30 minutes and then  washing with water and drying,
there is ob-  50     heated under reflux for 15 minutes.  The  tained 0.65
g. (26%) of 3-amino-6 (or 5)-     resulting solution is concentrated to a
syrup  trifluoromethylpyrazinoyl)guanidine  in  the 35  under reduced
pressure and the residue sus-  form of a light yellow solid, m.p.
222-223[err]     pended in water, filtered and the solid washed  C. (dec.).
55                          Analysis calculated for
C[err]H[err]F[err]N[err]O:                                    C, 33.88; H,
2.84; F, 22.97; N, 33.87;                           Found: C, 34.20; H,
3.07; F, 22.73; N, 33.43.        The novel compounds of this invention can
containing for example from 25, 50, 100, 150,     be compounded in any of
the usual oral or  200, 250, or more or less active ingredient 60
parenteral dosage forms for use in therapy in  can be made available for
the symptomatic     the treatment of conditions resulting from an
adjustment of the dosage to the individual     abnormal electrolyte
excretion pattern of an  patient. As each of the compounds of this  75
animal organism. It will be appreciated that  invention can be incorporated
in a dosage     the dosage of each individual compound will  form similar
to those described in the follow- 65  vary over a wide range depending upon
the  ing examples, or any other of the usual dosage     relative potency of
the selected compound and  forms suitable for oral or parenteral adminis-
also depending upon the age and weight of  tration, which can be prepared
by well known  80     the particular patient to be treated and upon
methods, only a few examples are included     the particular ailment to be
treated. For these  herein to illustrate the preparation of repre- 70
reasons, tablets, pills, capsules and the like  sentative dosage forms.
8                                      1,021,011 



EXAMPLE 10                    Compressed Tablet containing 150 mg. of
active ingredient
Per tablet                 (3-Amino-6-bromopyrazinoyl)guanidine
150 mg.                 Calcium Phosphate Dibasic
100 mg.                 Ethyl Cellulose (as 5% solution in Ethanol)
5 mg.                 Unmixed granulation
255 mg.                 Add: Starch, Corn
14 mg.                       Magnesium Stearate
1 mg.
270 mg.        Directions:                              granulation through
a No. 10 screen. Dry the      Mix  the  (3-amino-6-bromopyrazinoyl)-
granulation at 110[err] F. for 12-18 hours. Dry    guanidine and calcium
phosphate and reduce  grind to a No. 20 mesh. Incorporate the other 5  to a
No. 60 mesh powder. Granulate with  additives and compress into tablets
each  10    ethyl cellulose in alcohol and pass the wet  weighing 270 mg.
EXAMPLE 1 1                      Dry filled capsule containing 150 mg. of
active ingredient
Per capsule                 (3-Amino-6-bromopyrazinoyl)guanidine
150 mg.                 Lactose
173 mg.                 Magnesium Stearate
2 mg.                 Mixed powders
325 mg.         Mix  the  (3-amino-6-bromopyrazinoyl)-  capsulate, filling
325 mg. in each No. 2 cap-     guanidine, lactose, and magnesium stearate
sule. 15 and reduce to a No. 60 mesh powder. En-    
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EXAMPLE 12                      Compressed tablet containing 150 mg. of
active ingredient
Per tablet                 (3-Amino-6-chloropyrazinoyl)guanidine
150 mg.                  Calcium Phosphate Dibasic
100 mg.                  Ethyl Cellulose (as 5% solution in Ethanol)
5 mg.
255 mg.                  Add:                    Starch, Corn
14 mg.                    Magnesium Stearate
1 mg.
270 mg.         Directions:                              granulation
through a No. 10 screen. Dry the       Mix  the
(3-amino-6-chloropyrazinoyl)-  granulation at 110[err] F. for 12-18 hours.
guanidine and calcium phosphate and reduce  Dry grind to a No. 20 mesh.
Incorporate the 5  to a No. 60 mesh powder. Granulate with  other additives
and compress into tablets each  10     ethyl cellulose in alcohol and pass
the wet  weighing 270 mg.                                          EXAMPLE
13                      Dry filled capsule containing 150 mg. of active
ingredient
Per capsule                  Magnesium Stearate
2 mg.                  (3-Amino-6-chloropyrazinoyl)guanidine
150 mg.                  Lactose
173 mg.                  Mixed powders
325 mg.  



Mix  the  (3-amino-6-chloropyrazinoyl)-  capsulate, filling 325 mg. in each
No. 2 cap-     guanidine, lactose, and magnesium  stearate  sule. 15 and
reduce to a No. 60 mesh powder. En-            10
1,021,011                                         EXAMPLE 14
Combination Dosage Form in Dry Filled Capsule
Per Capsule                 (3-Amino-6-chloropyrazinoyl)guanidine
150 mg.                 Hydrochlorothiazide
50 mg.                 Magnesium Stearate
2 mg.                 Lactose                                           123
mg.                 Mixed powders                                     325
mg.         Mix all of the above ingredients, reduce to a No. 60 mesh
powder and encapsulate,     filling 325 mg. in each No. 2 capsule.
EXAMPLE 15                         Combination Dosage Form in Dry Filled
Capsule
Per capsule                 (3-Amino-6-chloropyrazinoyl)guanidine
150 mg.                 41-Methyl-6-chloro-7-sulphamoylspiro-
[1,2,4-benzothiadiazine-3(4H),1[err]-cyclohexane]-
1,1-dioxide                                       5 mg.
Magnesium Stearate                                  2 mg.
Lactose                                           168 mg.  



Mixed powders                                     325 mg.   5    Mix all of
the above ingredients, reduce to a No. 60 mesh powder and encapsulate,
filling 325 mg. in each No. 2 capsule.
EXAMPLE 16                         Combination Dosage Form in Dry Filled
Capsule
Per capsule                 (3-Amino-6-chloropyrazinoyl)guanidine
150 mg.                 Trichloromethiazide
5 mg.                 Magnesium Stearate                                  2
mg.                 Lactose                                           168
mg.                 Mixed powders                                     325
mg.         Mix all of the above ingredients, reduce to a No. 60 mesh
powder and encapsulate,     filling 325 mg. in each No. 2 capsule.
EXAMPLE 17                        Combination Dosage Form in Dry Filled
Capsule
Per capsule                 (3-Amino-6-chloropyrazinoyl)guanidine
150 mg.                3-Cyclopentylmethyl-6-chloro-7-sulphamoyl
3,4-dihydro-1,2,4-bnezothiadiazine-1,1-dioxide  0.5 mg.
Magnesium Stearate                                 2 mg.
Lactose                                           172.5 mg.  



Mixed Powders                                    325 mg.        Mix all of
the above ingredients, reduce to a No. 60 mesh powder and encapsulate,
filling 325 mg. in each No. 2 capsule.
EXAMPLE 18                        Combination Dosage Form in Dry Filled
Capsule
Per capsule                 (3-Amino-6-chloropyrazinoyl)guanidine
hydrochloride   175.5 mg.
4-(2-Methylenebutyryl)-2,3-dichlorophenoxyacetic acid  100 mg.
Magnesium stearate                                 2 mg.
Lactose                                           73.5 mg.
Mixed Powders                                    351 mg.   5    Mix all of
the above ingredients, reduce to a No. 60 mesh powder and encapsulate,
filling 351 mg. in each No. 2 capsule.
EXAMPLE 19                        Combination Dosage Form in Dry Filled
Capsule
Per capsule                 (3-Amino-6-chloropyrazinoyl)guanidine
150 mg.                 Acetazolamide
250 mg.                 Magnesium Stearate
2 mg.                 Mixed powders                                    402
mg.        Mix all of the above ingredients, reduce to a No. 60 mesh powder
and encapsulate,    filling 402 mg. in each No. 0 capsule.        
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EXAMPLE 20                        Combination Dosage Form in Dry Filled
Capsule
Per capsule                 (3-Amino-6-chloropyrazinoyl)guanidine
150 mg.                 Chlormerodrin
18.3 mg.                 Magnesium Stearate
2 mg.                 Lactose
154.7 mg.                 Mixed powders
325 mg.        Mix all of the above ingredients, reduce to a No. 60 mesh
powder and encapsulate,    filling 325 mg. in each No. 2 capsule.
EXAMPLE 21                         Combination Dosage Form in Dry Filled
Capsule
Per capsule                 (3-Amino-6-chloropyrazinoyl)guanidine
150 mg.                 Dichlorphenamide
100 mg.                 Lactose
73 mg.                 Magnesium Stearate
2 mg.                 Mixed Powders                                     325
mg.   5    Mix all of the above ingredients, reduce to a No. 60 mesh powder
and encapsulate,    filling 325 mg. in each No. 2 capsule.
EXAMPLE 22                         Combination Dosage Form in Dry Filled
Capsule
Per capsule  



(3-Amino-6-chloropyrazinoyl)guanidine             150 mg.
Chlorthalidone                                    100 mg.
Lactose                                            73 mg.
Magnesium Stearate                                  2 mg.
Mixed powders                                     325 mg.        Mix all of
the above ingredients, reduce to a No. 60 mesh powder and encapsulate,
filling 325 mg. in each No. 2 capsule.
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EXAMPLE 23                         Combination Dosage Form in Dry Filled
Capsule                                                                 Per
capsule                 (3-Amino-6-chloropyrazinoyl)guanidine
150 mg.                 Magnesium Stearate
2 mg.                 Chlorazinil                                      300
mg.                 Mixed powders                                    452
mg.         Mix all of the above ingredients, reduce to a No. 60 mesh
powder and encapsulate, filling     452 mg. in each No. 0 capsule.
EXAMPLE 24                        Combination Dosage Form in Dry Filled
Capsule                                                                 Per
capsule                 (3-Amino-6-chloropyrazinoyl)guanidine hydrochloride
175.5 mg.  



Magnesium Stearate                                2 mg.
Lactose                                          147.5 mg.
Mixed powders                                    325 mg.   5    Mix all of
the above ingredients, reduce to a No. 60 mesh powder and encapsulate,
filling 325 mg. in each No. 2 capsule.        The above formulations can be
used to  with other desired therapeutic agents in     prepare compressed
tablets of the other novel  dosage unit form.     compounds of this
invention hereinbefore 10  described.                                  WHAT
WE CLAIM  IS:-       It is also contemplated to combine two or    1.
(3-Aminopyrazinoyl)guanidines having a     more of the compounds of this
invention in a  halogen or trihalomethyl substituent attached  20     unit
dosage form or to combine one or more  to the pyrazine nucleus.     of the
compounds with other known diuretic    2. A  nuclearly  halogenated
(3-amino- 15  agents or hypotensive agents or steroids or
pyrazinoyl)guanidine of the formula: [err]         25  where R is a halogen
atom or a trihalomethyl  guanidines.     radical.
6. (3 - Amino - 6 - bromopyrazinoyl)-       3. A non-toxic pharmaceutically
acceptable  guanidine.     salt of a compound as claimed in claim 1.   7.
(3 - Amino - 6 - chloropyrazinoyl)- 35       4. (3 - Amino - 5 -
halogenopyrazinoyl)-  guanidine. 30  guanidines.
8. (3-Amino-6-iodopyrazinoyl)guanidine.       5. (3 - Amino - 6 -
halogenopyrazinoyl)-    9. (3 - Amino - 6 (or 5) - trifluoromethyl-
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EXAMPLE 23                         Combination Dosage Form in Dry Filled
Capsule                                                                Per
capsule 



(3-Amino-6-chloropyrazinoyl)guanidine           150 mg.
Magnesium Stearate                               2 mg.
Chlorazinil                                     300 mg.
Mixed powders                                   452 mg.         Mix all of
the above ingredients, reduce to a No. 60 mesh powder and encapsulate,
filling     452 mg. in each No. 0 capsule.
EXAMPLE 24                        Combination Dosage Form in Dry Filled
Capsule                                                                Per
capsule                 (3-Amino-6-chloropyrazinoyl)guanidine hydrochloride
175.5 mg.                 Magnesium Stearate
2 mg.                 Lactose                                         147.5
mg.                 Mixed powders                                   325 mg.
5    Mix all of the above ingredients, reduce to a No. 60 mesh powder and
encapsulate,     filling 325 mg. in each No. 2 capsule.        The above
formulations can be used to  with other desired therapeutic agents in
prepare compressed tablets of the other novel  dosage unit form.
compounds of this invention hereinbefore 10  described.
WHAT WE CLAIM  IS:-       It is also contemplated to combine two or    1.
(3-Aminopyrazinoyl)guanidines having a     more of the compounds of this
invention in a  halogen or trihalomethyl substituent attached  20     unit
dosage form or to combine one or more  to the pyrazine nucleus.     of the
compounds with other known diuretic    2. A  nuclearly  halogenated
(3-amino- 15  agents or hypotensive agents or steroids or
pyrazinoyl)guanidine of the formula:    [err]       



25  where R is a halogen atom or a trihalomethyl  guanidines.     radical.
6. (3 - Amino - 6 - bromopyrazinoyl)-       3. A non-toxic pharmaceutically
acceptable  guanidine.     salt of a compound as claimed in claim 1.  7. (3
- Amino - 6 - chloropyrazinoyl)- 35       4. (3 - Amino - 5 -
halogenopyrazinoyl)-  guanidine. 30  guanidines.
8. (3-Amino-6-iodopyrazinoyl)guanidine.       5. (3 - Amino - 6 -
halogenopyrazinoyl)-    9. (3 - Amino - 6 (or 5) - trifluoromethyl-
14                                      1,021,011      pyrazinoyl)guanidine
melting at 222-223[err]C.  position comprising as active  ingredient a
10. The process that comprises halogenat-  compound as claimed in claim  1
or a non-     ing a C[err] alkyl ester of 3-aminopyrazinoic  toxic
pharmaceutically acceptable acid-addi-     acid and reacting the nuclearly
hologenated  tion salt thereof together with an inert non-  50 5  product
obtained with guanidine to produce  toxic pharmaceutical or veterinary
diluent or     a nuclearly halogenated (3-aminopyrazinoyl)-  carrier.
guanidine.                                      17. A pharmaceutical or
veterinary com-       11. The process that comprises reacting a  position
suitable for use in modifying  the     C[err]  alkyl ester of a
halogeno-3-amino-  excretion pattern of electrolytes of an animal 55 10
pyrazinoic  acid  or trihalomethyl-3-amino-  organism  comprising as the
essential in-     pyrazinoic acid with guanidine to produce a  gredients  a
therapeutic  agent known  to     (halogeno-3-aminopyrazinoyl)guanidine   or
abnormally modify the excretion pattern of
(trihalomethyl-3-aminopyrazinoyl)guanidine.    electrolytes of an animal
organism and a (3-       12. The process that comprises reacting a
aminopyrazinoyl)guanidine having a halogen  60 15  C[err] alkyl ester of
3-aminopyrazinoic acid  atom or trihalomethyl substituent attached to
with guanidine to form a (3-aminopyrazinoyl)-  the pyrazine nucleus, or a
non-toxic phrama-     guanidine and halogenating the latter to pro-
ceutically  acceptable  acid-addition   salt     duce  a  nuclearly
halogenated  (3-amino-  thereof, together with  an inert non-toxic
pyrazinoyl)guanidine.                        pharmaceutical  or  veterinary
diluent  or  65 20    13. A method for modifying the excretion  carrier.
pattern of electrolytes of a non-human animal   18. A composition as
claimed in claim 17,     organism  comprising administering to said  and
also containing another known therapeutic     animal a
(3-amino-pyrazinoyl)guanidine hav-  agent.     ing a halogen atom  or
trihalomethyl sub-    19. A composition as claimed in claim 18, 70 25
stituent attached to the pyrazine nucleus, or  in which the other known
therapeutic agent     a non-toxic pharmaceutically acceptable acid-  is a
known diuretic, hypotensive or steroid.     addition salt thereof.
20. A composition as claimed in claim 16,       14. A method for reducing
the amount of  17 or 18, in the form of a tablet, pill, or     drug-induced
excretion  of potassium  ions  capsule.
75 30  from  a non-human animal organism  whose    21. A composition as
claimed in claim 16,     potassium excretion has been abnormally en-
substantially as hereinbefore described with     hanced by the
administration of agents known  reference to any one of Examples 10-24.
to enhance potassium  excretion comprising    22. A process as claimed in
claim  10, 11 



administering to  said  animal a (3-amino-  or 12, substantially as
hereinbefore described  80 35  pyrazinoyl)guanidine having a halogen atom
with reference to any appropriate foregoing     or trihalomethyl
substituent attached to the  Example.     pyrazine nucleus, or a non-toxic
pharmaceutic-    23.  A compound as claimed in claim  1,     ally
acceptable acid-addition salt thereof.  when prepared by a process as
claimed in        15. A method as claimed in claim  13 or  claim  10, 11,
12 or 22, or by an obvious  85 40  14, in which the guanidine compound is
(3-  chemical equivalent of such a process.     amino - 6 -
bromopyrazinoyl)guanidine,  (3-     amino - 6 - chloropyrazinoyl)guanidine,
(3-             For the Applicants,     amino-6-iodopyrazinoyl)guanidine,
or  (3-               D. YOUNG & CO.,     amino - 6 - (or 5) -
trifluoromethylpyraz-            Chartered Patent Agents, 45
inoyl)guanidine.                                            9, Staple Inn,
16. A  pharmaceutical or veterinary com-                London, W.C.1.
Leamington Spa: Printed for Her Majesty's Stationery Office, by the Courier
Press            (Leamington) Ltd.-1966. Published by The Patent Office, 25
Southampton Buildings,                           London, W.C 2, from which
copies may be obtained.                       ERRATA       SPECIFICATION
No. 1,021,011             Amendment No. 1  Page 4, line 101, for "2.0" read
"(2.0" Page 4, line 102, for "(0.021 mole)" read     "0.021 mole)" Page 5,
line 5, for "(3-aminopyrazinoyl-     guanidine" read "(3 - aminopyrazinoyl)
guanidine" Page 7, line 6, before "pressure" insert     "reduced" Page 11,
Example 17, for "bnezothiadiazine"     read "benzethiadiazine" Page 14,
line 4, for "hologenated" read "halo-     genated" Page 14, lines 62 and
63, for "phramaceuti-     cally" read "pharmaceutically" THE PATENT OFFICE
13th April 1966    


