
a cyano group or a nitro group. However, -NH- in the formula 

does not constitute a part of the amide structure. 

[7-1] The liquid preparation of the above-mentioned [5], 

wherein the nonpeptidic compound is a compound 

represented by the formula (III) 

[0013] 

wherein Rla is 
-f±-)—a pyridyl group optionally substituted by 1 to 3 

substituents selected from (i) Ci_6 alkyl optionally substituted 

by 1 - 5 halogen atoms and (ii) Ci_6alkoxy optionally 

substituted by 1 - 5 halogen atoms, 

R2 a is 

(1) a phenyl group optionally substituted by 1 to 5 

substituents selected from (i) a halogen atom and (ii) Ci_6 

alkyl optionally substituted by 1-5 halogen atoms, or 

(2) a pyridyl group optionally substituted by 1 to 4 

substituents selected from (i) a halogen atom and (ii) lower 

alkyl optionally substituted by 1-5 halogen atoms, R3a and 

R4a are each a hydrogen atom, and R5a is methyl. [8] The 

liquid preparation of the above-mentioned [5], wherein the 

nonpeptidic compound is 1-{5-(2-fluorophenyl)-1-[(6-

methylpyridin-3-yl)sulfonyl]-lH-pyrrol-3-yl}-N-

methylmethanamine, 1-[4-fluoro-5-phenyl-l-(pyridin-3-

ylsulfonyl)-lH-pyrrol-3-yl]-N-methylmethanamine, N-methyl-1-

[5-(4-methyl-3-thienyl)-1-(pyridin-3-ylsulfonyl)-lH-pyrrol-3-

[0012] 

R5a 

(III) 

R1a 
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to about 1.38-fold, at % ratio. 

When the pharmaceutically active ingredient is compound A, 

and fumaric acid is further added in addition to the fumarate 

compound of compound A as the material, the content of the 

reaction product in the liquid preparation of the present 

invention after treatment at 123°C in an autoclave is 

preferably not more than 1%, more preferably not more than 

0.80% (e.g., not less than 0.02% and not more than 0.80%), 

further preferably not more than 0.70% (e.g., not less than 

0.02% and not more than 0.70%), by the measurement at Rt:0.79 

(Rt is a relative retention time when the elution time of 

compound A is 1). The increase ratio of the reaction product 

is preferably not more than about 6-fold, more preferably not 

more than about 5-fold, still more preferably not more than 

about 4.5-fold. 

The percentage of the content (%) of the reaction product 

is the ratio e^thereof to the total peak area of the 

pharmaceutically active ingredient compound or and an analog 

thereof (reaction product) , ^te—with the area on the 

chromatograph as 100%, which is detected by the HPLC method 

(high performance liquid chromatography method), and the 

increase rate is obtained by dividing the content (%) of the 

reaction product in the liquid preparation calculated after 

preservation by the content (%) of the reaction product in the 

liquid preparation calculated before preservation (content (%) 

of reaction product after preservation/content (%) of 

reaction product before preservation). 

The content of the reaction product can be measured 

according to Experimental Examples 1-5, 8 and 10 to be 

mentioned later under the following HPLC test conditions. 

[HPLC test conditions] 

system: Waters 2690 Separation Module 

detector: ultraviolet absorption spectrophotometer 

(measurement wavelength: 230 nm) (waters 2487 Dual X 

Absorbance Detector) 
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5 mol/L aqueous sodium hydroxide solution q.s. (pH was 

adjusted to 4.0) 

water measured up to 60 mL 

[0097] 

Example 1 

Fumarate of compound A (80 mg) and sodium chloride 

(reagent special grade, Wako Pure Chemical Industries, Ltd.) 

(540 mg) were measured in a glass beaker, ultrapure water 

(produced by "ultrapure water production system WRX10 

manufactured by YAMATO SCIENTIFIC CO., LTD.", resistance value 

not less than 15.0 MQcm) (50 mL) was added and they were 

dissolved by stirring the mixture with a stirrer. A 5 mol/L 

aqueous sodium hydroxide solution (for volumetric analysis, 

Wako Pure Chemical Industries, Ltd.) was added, and the mixture 

was adjusted to pH 4.0 using HORIBA pH METER F-52 and ultrapure 

water was added to measure up to the total amount of 60 mL, 

whereby a drug solution having the following composition was 

obtained. 

[0098] 

fumarate of compound A 8 0 mg 

sodium chloride 540 mg 

5 mol/L aqueous sodium hydroxide solution q.s. (pH 

was adjusted to 4.0) 

water measured up to 60 mL 

[ 0 0 9 9 ] 

Example 2. 

Fumarate of compound A (80 mg) and calcium chloride 

dehydrate dihydrate (reagent special grade, Wako Pure Chemical 

Industries, Ltd.) (1360 mg) were measured in a glass beaker, 

ultrapure water (produced by "ultrapure water production system 

WRX10 manufactured by YAMATO SCIENTIFIC CO., LTD.", resistance 

value not less than 15.0 MQcm) (50 mL) was added and they were 

dissolved by stirring with a stirrer. A 5 mol/L aqueous sodium 

hydroxide solution (for volumetric analysis, Wako Pure Chemical 

Industries, Ltd.) was added, and the mixture was adjusted to 
pH 
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[0140] 

Table 11 

Reaction product after storage at 60°C for 1 week 

sample additive concentration 
of additive 

before 
storage 

after 
storage 

sample additive concentration 
of additive 

reaction 
product 
(Rt: about 
0.38) (%) 

reaction 
product 
(Rt: about 
0.38) (%) 

Comp. 
Ex. 3 none - 0.06 0.12 

Ex. 10 
sodium 
chloride 154 mmol/L 0. 07 0.09 

[0141; 

Comparative Example 4 

1-[4-Fluoro--5-phcnyL5j(2-fluoropyridin-3-yl)-1-(pyridin-

3-ylsulfonyl)-lH-pyrrol-3-yl]-N-methylmethanamine 0.5 fumarate 

(hereinafter to be indicated as 0.5 fumarate of compound C) 

(106 mg) was measured in a glass beaker, ultrapure water 

(produced by "ultrapure water production system WRX10 

manufactured by YAMATO SCIENTIFIC CO., LTD.", resistance 

value not less than 15.0 MQm) (50 mL) was added and the 0.5 

fumarate was dissolved by stirring the mixture with a 

stirrer, whereby a drug solution having the following 

composition was obtained. 

[0142] 

0.5 fumarate of compound C 106 mg 

water 50 mL 

[0143] 

Example ll 

0.5 Fumarate of compound C (106 mg) was measured in a 

glass beaker, OTSUKA NORMAL SALINE (Otsuka Pharmaceutical 

Factory, Inc.) (50 mL) was added and the 0.5 fumarate was 

dissolved by stirring the mixture with a stirrer, whereby a 

drug solution having the following composition was 

obtained. 

[0144] 

0.5 fumarate of compound C 106 mg 

sodium chloride 450 mg 
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water 50 mL 

[0145] 

Experimental Example 5 (measurement method of reaction product) 

The drug solutions of Comparative Example 4 and Example 11 

were each placed by about 5 mL in a glass vial (VIAL 17PC 

TOKAN, DAIWA SPECIAL GLASS Co., Ltd.), and the vial was tightly 

sealed, and preserved at 60°C (TABAI PERFECT OVEN-ORIGINAL 

PV-220, ESPEC CORP.) for 2 weeks. 

Using the drug solutions of Comparative Example 4 and 

Example 11 before and after storage, production of the 

reaction product of compound C (relative retention time when 

elution time of compound C is 1, (Rt): about 0.8) was 

examined. The reaction product was measured by the HPLC method 

and using the drug solutions diluted with a 0.02 mol/L sodium 

phosphate buffer (pH 7.0)/acetonitrile (for high-performance 

liquid chromatography, Wako Pure Chemical Industries, Ltd.) 

mixed solution (2:1). The test conditions of HPLC were as 

follows. 

system: Waters 2690 Separation Module 

detector: ultraviolet absorption spectrophotometer 

(measurement wavelength: 230 nm) (waters 24 87 Dual X 

Absorbance Detector) 

column: Zorbax Eclipse XDB-C18, 5 pm, 4.6 mm i.d.xl50 

mm (manufactured by Agilent) 

column temperature: constant temperature near 25°C 

mobile phase A: 0.02 mol/L sodium phosphate buffer (pH 

7.0)/acetonitrile mixed solution (19:1) 

mobile phase B: acetonitrile/0.02 mol/L sodium 

phosphate buffer (pH 7.0) mixed solution (3:2) 

[0146] 

[Preparation method of 0.02 mol/L sodium phosphate buffer 

(pH 7.0)] 

Sodium dihydrogen phosphate dehydrate dihydrate 

(reagent special grade, Wako Pure Chemical Industries, Ltd.) 

(3.1 g) was dissolved in ultrapure water (produced by 

"ultrapure water production system WRX10 manufactured by 

YAMATO SCIENTIFIC CO., 
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manufactured by YAMATO SCIENTIFIC CO., LTD.", resistance value 

not less than 15.0 MQcm) to give a total volume of 1000 mL, and 

the solution was diluted 2-fold. It was confirmed that the pH 

after the dilution was 6.8. When it was not 6.8, phosphoric 

acid (reagent special grade, Wako Pure Chemical Industries, 

Ltd.) or 0.1 mol/L sodium hydroxide solution (for volumetric 

analysis, Wako Pure Chemical Industries, Ltd.) was added to 

adjust the pH to 6.8. 

The concentration gradient of the feed for the mobile lo 

phase was controlled by changing the mixing ratio of the mobile 

phase as follows. 

[0171] 

Table 17 

time (min) mobile phase A (%) mobile phase B (%) 
0 (injection) 100 0 
10 100 0 
30 50 50 
40 0 100 
45 0 100 
45.1 100 0 
55 (injection) 100 0 

[0172] 

In Comparative Example 7 and Example 13, the reaction 

product was measured before and 3 hr and 6 hr after the 

autoclave treatment for 3 hr and 6 hr. The results are shown in 

Table 18. An increase of the reaction product that increases by 

the addition of fumaric acid was suppressed by the addition of 

sodium chloride. 
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CLAIMS 

1. A liquid preparation comprising a pharmaceutically active 

ingredient having a prima-ey——geeoadary amino -group-;—w-her-cin 

the amino- group -docs- not eonot-ituto -a part of an amide 

-structure, an organic acid and a salt, 

which is substantially free of a reaction product of the 

pharmaceutically active ingredient and the organic acid, 

wherein the pharmaceutically active ingredient is l-{5-(2-

fluorophenyl)-1-[(6-methylpyridin-3-yl)sulfonyl]-lH-pyrrol-3-

yl}-N-methylmethanamine, 1-[4-fluoro-5-phenyl-l-(pyridin-3-

ylsulfonyl)-lH-pyrrol-3-yl]-N-methylmethanamine, N-methyl-1-[5-

(4-methyl-3-t.hienyl) -1- (pyridin-3-ylsulfonyl) -lH-pyrroi-3-

yl]methanamine, 1-[5- (2-fluorophenyl)-1-(pyridin-3-ylsulfonyl)-

lH-pyrrol-3-yl]-N-methylmethanamine, N-methyl-1-[5-(2-

methylphenyl)-1-(pyridin-3-ylsulfonyl)-lH-pyrrol-3-

yl]methanamine, _1-{4-fluoro-5-(2-fluoropyridin-3-yl)-1-[(4-

methylpyridin-2-yl)sulfonyl^-lH-pyrrol-3-yl}-N-

methylmethanamine, or 1-[4-fluoro-5-(2-fluoropyridin-3-yl)-1-

(pyridin-3-ylsulfony1) -lH-pyrrol-3-yi] -N-methylmethanamine,_ 

wherein the organic acid is a compound represented by the 

formula (IV): 

wherein R11 and R12 are the same or different and each is a 

hydrogen atom, an optionally substituted hydrocarbon group, a_ 

carboxyl group, a halogen atom, a Ci-6 alkoxy-carbonyl group or 

a Ci-6 alkoxy group, or R11 and R12_jointly form an optionally 

substituted ring, or ascorbic acid, and 

wherein the salt is one_or more kindsselected from the group 

o 

(IV) 
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consisting of sodium chloride, calcium chloride, magnesium 

chloride, sodium bromide and calcium bromide. 

2. The liquid preparation according to claim 1, which is a 

5 solution for injection. 

3. The liquid preparation according to claim 1, comprising a 

reaction product of the pharmaceutically active ingredient and 

the organic acid at not more than 1.8-fold % after storage at 

10 70°C for 1 week than before the storage. 

4. The liquid preparation according to claim 1, comprising a 

reaction product of the pharmaceutically active ingredient and 

the organic acid at not more than 1.3-fold % after storage at 

15 60°C for 1 week than before the storage. 

—The liquid preparation according to claim 1,—wherein the 

p-harmaccutlcally active ingredient Is a nonpept id-lc-eompearid •:— 

20 •€-.——liquid prcpara-t4^>R—a-eeerding to claim 5,—wherein the 

nonpeptidic -compound is a compound represented by the formula 

-m-
•R4 X HH' R5 

wfee^ein R4" is an organic residue,—Rs is a hydrogen atom or an 

25 organic residue,—and X is a bond or a spacer having 1 to 20 

atoms in the main chain,—p-rovided that—-N-H-—jrH the formula does 

not constitute a part ef the amide structure.— 

:7-=—The liquid preparation according to claim 5,—wherein the 
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:idic compound—ia a compound, represented by the—f-ermuia-

-fiif 

R bl 

wherein and Y are—t-hc GQITIC or different and eaeh -is- a bond 

5 or a opaecr having 1 to- -29—a-tems—in the main chain,—Rbl is a 

hyd^e^en—atom or an—opti-ana-l-l-y—sH-tes-t-itutcd hydrocarbon greapT— 

R3 io an optioaajrly substituted hydroea-rbon group or an 

ept-ionally substituted heterocyclic group,—a«d—R47—R& -and R4 arc 

tfee—same -or different—aftd—each—±-s—a hydrogen atom,—aft— 

io optionally substituted hydrocarbon—g-r-cHip,—an optionally 

•oubst itute-d" -foefee-r-ocyclic group,—an acyl group,—a halogen atom, • 

a cyano group or a nitro group,—provided t-ha-t—WH—in th-c • 

formula docs not const itute^-a- -part of the amide atrue^tHPe-:— 

15 —The 1-i-quid preparation according to claim 5,—wherein the • 

nonpeptidic •oomp-euftd—i-s—1- { 5- (2—f luorephcnyl)—1—[ ( 6-

methylpyridin-3-yl)-e-Hli-^enyl ]—lH-pyrrol-3-yl-)—W— 

mothylmethanamine,—It—H—f luoro-5-phcnyl-l—{-pyrl-din-3-

yjr-sulfonyl) -lH-pyrrol-3-yl ]—K-mcthylmcthanamine7—N-mcthyl-1— 

20 (4-mcfh-yl-3-thicnyl) -1—(pyridin-3-ylsulfonyl)—lH-pyrrol-3-

y1]motha-naminc,—1—[ 5-(2—fluorophenyl)—1—(pyridin-3-ylsulfonyl )— 

lH-pyrrol-3-yl]—N-methylmcthanamine,—N-mcthyl-1-[5-(2-

methylphonyl) -1- (-pyridin-3-ylsulfonyl) -1H—pyrrol-3-

yl]methanamine,—1-[4-fluoro-5—(2-fluoropyridin-3-yl)—1—[ (4-

25 mcthylpyridin-2-yl)oulfonyl]-lH-pyrrol-3-yl}-N— 

mcthylmcthanamine,—e-r l-[4—fluoro-5- (2-fluoropyridin-3-yl)—1— 

(pyridin-3-yloulfonyl)—lH-pyrrol-3-yl]-N-methylmcthanaminc. 

1 QO 
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-95. A method of producing the liquid preparation according to 

claim 1, comprising a step of dissolving or suspending an 

organic acid salt of the pharmaceutically active ingredient, 

and the salt in a solvent. 

—T-h-e -M-epj-id preparation according to claim 1,—wherein the 

organic acid is a compound represented by the-^ejemul-a ••{iv-) :-

io wfeerein R44-—a-a^—R43' ore th-e -same- -O-E—different and each is a 

hydrogen a-feem-^—an optionally substituted hydrocarbon group,—a— 

carboxyl group,—a halogen atom,—a—alkox-y-ea-i-benyl greup o-r • 

a—Gt-ns alkoxy group,—or R44 and j-oi-nt-1-y—f-ea-Q'ft optionally— 

substituted- ring-— 

15 er a-s-eeffeic acid. 

-Hr6. The liquid preparation according to claim 1, wherein the 

organic acid is one or more kinds selected from the group 

consisting of ascorbic acid, benzoic acid, sorbic acid, fumaric 

20 acid and maleic acid. 

i—The liquid preparation according to claim 1,—wherein the 

salt i-B one or more kinds Delected from the group consisting of 

chloride and bromide salts.— 

-3r3-:—The liquid preparation according to claim 1,—wherein the 

salt io a metal halidc.— 

5 

o 

-M-:—The liquid preparation according to claim 1?—wherein the 

30 nalt io one or more kinds selected from the group consisting of 
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sodium chloride,—calcium chloride,—magnesium chloride,—sodium 

bromide and calcium bromide.— 

i&7. The liquid preparation according to claim 1, wherein the 

5 pH is a physiologically acceptable pH. 

-1-68. The liquid preparation according to claim 1, wherein the 

pH is about 3.0 to about 5.0. 

10 —The liquid • preparation according to claim 6,—wherein the 

product- of—1the-phar-ma-ee^ically active— 

having a primary or secondary amino group and the organic acid 

is o compound represented by the formula—(V) or—(Vf): 

*-V%H 

fV-) e£ tVM-

whorcin and arc the same or different and each is a 

hydrogen atom,—an- -optionally substituted hydrocarbon group-,—a— 

ea^beayl group-;—a-halogen at-om,—a—al koxy-ca-rbonyl group or 

20 a—G-i-fr-a-lkoxy group-,—or R44 and R4^ jointly form an optionally 

gabstiturtcd ring,—which is—obtained by reacting a compound 

represented by the fermula—f-R—w-i-th a compound represented by 

the formula—(IV-} : 

25 
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•wherein each-symbe-lr-^r-s—ae-dofinod above,—or ascorbic acid.— 

•3-&9. The liquid preparation according to claim 1, wherein the 

pharmaceutically active ingredient and the organic acid are 

5 contained at a molar ratio of 1:0.001 - 1:1000. 

49-10.. The liquid preparation according to claim 1, wherein the 

pharmaceutically active ingredient and the salt are contained 

at a molar ratio of 1:0.001 - 1:10000. 

241X. The liquid preparation according to claim 1, wherein the 

pharmaceutically active ingredient has a concentration of 0.1 -

100 mg/mL. 

15 3412. The liquid preparation according to claim -3-1, which is an 

agent for the prophylaxis or treatment of gastric ulcer 

accompanied by bleeding, duodenal ulcer, acute stress ulcer or 

acute stomach mucosal lesion. 

20 -25-13. A freeze-dried preparation obtained by freeze-drying the 

liquid preparation according to claim 1. 

3-3-14. An injection kit comprising the solution for injection 

according to claim 2 and an infusion in combination. 

2-41_5. An injection kit comprising the freeze-dry preparation 

according to claim -22-13 and an infusion in combination. 

2-516. A method of stabilizing a liquid preparation, comprising 

30 adding a salt to a composition containing a pharmaceutically 

active ingredient having a primary or secondary amino group,— 

wherein the amino group does not constitute a part of an amide 

structure, and an organic acid, 

wherein the pharmaceutically active _ingredient is 1-{5-(2-

35 fluorophenyl)-1-[(6-methylpyridin-3-yl)sulfonyl]-lH-pyrrol-3-
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yl}-N-methylmethanamine, 1-[4-fluoro-5-phenyl-l-(pyridin-3-

ylsulfonyl)-lH-pyrrol-3-yl]-N-methylmethanamine, N-methyl-1-[5-

(4-methyl-3-thienyl) -~L- (pyridin-3-ylsulfonyl)^lH-pyrrol-3-

yjL] methanamine, 1- [5- (2-ifluorophenyl) -1- (pyridin-3-ylsulfonyl) -

5 IH-pyr r ol - 3 -vl I ^-N -me thy Ime than amine, N-methyl-1-[5-(2-

methylphenyl)-1-(pyridin-3-ylsulfonyl)-lH-pyrrol-3-

yl]methanamine, 1-{_4-f luoro-5- (2-fluoropyridin-3-yl) -1- [ (4-

methylpyridin-2-yl)sulfonyl]-lH-pyrrol-3-yl}-N-

methylmethanamine, or 1-[4-fluoro-5-(2-fluoropyridin-3-yl)-1-

10 (pyridin-3-ylsulfonyl)_-lH-pyrrol-3-yl] -N-methylmethanamine, 

wherein the organic acid is a compound represented by the 

formula (IV): 

25 wherein R1: and R12 are the same or different and each is a 

hydrogen atom, an optionally substituted hydrocarbon group, a 

carboxyl group, a halogen atom, a Ci-6 alkoxy-carbonyl group or 

a Ci-6 alkoxy group, or R11 and R12 jointly form an optionally 

substitute^ ring, or ascorbic acid, and 

20 wherein the salt is one or more kinds selected from the group 

consisting of sodium chloride, calcium chloride, magnesium 

chloride, sodiurn bromide and ca1cium bromide. 

3-617. A method of suppressing the production of a reaction 

o 

R12 

(IV) 

25 

30 
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product of a pharmaceutically active ingredient having a 

or oe-eonda^y—amino group,—-th-e—aml-ae—g-roap- dees— 

•set—constitute a part—of an amide atructafe- and an organic 

acid, comprising adding a salt to a composition containing the 

5 pharmaceutically active ingredient and the organic acid, 

wherein the pharmaceutically active ingredient is 1—{5 — (2 — 

f luorophenV 1)_-1^[ ( 6-methy 1 j|yridin-3-v 1 )_su 1 fony XI -IH-foyrro 1-3-

yl}-N-methylmethanamine, 1-[4-fluoro-5-phenyl-l-(pyridin-3-

ylsulfonyl)-lH-pyrrol-3-yl]-N-methylmethanamine, N-methyl-1-[5-

10 (4-methyl-3-thienyl)-1-(pyridin-3-ylsulfonyl)-lH-pyrrol-3-

yl]methanamine, 1-[5-(2-fluorophenyl)-1-(pyridin-3-ylsulfonyl)-

lH-pyrrol-3-yl]-N-methylmethanamine, N-methyl-1-L5-(2-

methylphenyl)-1-(pyridin-3-ylsulfonyl)-lH-pyrrol-3-

yl]methanamine, 1-{4-fluoro-5- (2-fluoropyridin-3-yl) -1- [4-

15 methylpyridin-2-yl)sulfonyl]-lH-pyrrol-3-yl}-N-

methylmethanamine, or 1-[ 4-f luoro-5- (2_-fluoropyridin-3-yl)-1-

(pyridin-3-ylsulfonyl)-lH^pyrrol-S-yl]-N-methylmethanamine^ 

wherein the organic acid is a compound represented by the 

formula (IV): 

wherein R11 and R12 are the same or different and each is a 

hydrogen atom^ an optionally substituted hydrocarbon group, a 

carboxyl group, a halogen atom, a Ci-6 alkoxy-carbonyl group or 

25 a Ci-6 alkoxy group, or R11 and R12 jointly form an optionally 

substituted ring, or ascorbic acid, and 

wherein the salt is one or more Jcinds select.ed_ f rom the group 

consisting of sodium chloride, calcium chloride, magnesium 

chloride, sodium bromide and calcium bromide. 

o 

*12 

20 (IV) 

30 
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•2-7-18. A liquid preparation comprising a pharmaceutically active 

ingredient having a primary—o-f—s-eeeRda-ry—ami-ao g-Ff>ef>7— 

the amino group docs not constitute a part of an amide 

otructurc, and an organic acid, and a salt as a stabilizer, 

5 which is substantially free of a reaction product of the 

pharmaceutically active ingredient and the organic acid, 

wherein the pharmaceutically active ingredient is 1-{5- (2-

fluorophenyl)-1-[(6-methylpyridin-3-yl)sulfonyl]-lH-pyrrol-3-

yl}-N-methylmethanamine, 1-[4-fluoro-5-phenyl-l-(pyridin-3-

10 ylsulfonyl)-lH-pyrrol-3-yl]-N-methylmethanamine, N-methyl-1-[5-

(4-methyl-3-thienyl)-1-(pyridin-3-ylsulfonyl)-lH-pyrrol-3-

yl]methanamine, 1-[5-(2-fluorophenyl)-1-(pyridin-3-ylsulfonyl)-

lH-pyrrol-3-yl ] -N-methylmethanamine, N-methyl-1- [5-J_2-

methylpheny.1) -1- (pyridin-3-ylsulfonyl) -lH-pyrrol-3-

15 yl]methanamine^, l-{ 4-fluoro-5- (2-fluoropyridin-3-yl) -1- [ (4-

methylpyridin-2-yl)sulfonyl]-lH-pyrrol-3-yl}-N-

methylmethanamine, or 1-[4-fluoro-5-(2-f luoropyr idin-3-yl)^l-

(pyridin-3-ylsulfonyl)-lH-pyrrol-3-yl]-N-methylmethanamine, 

wherein the organic acid is a compound represented by the 

20 formula (IV): 

wherein R1^and R12 are the same or different and each is a 

hydrogen atom, an optionally substituted hydrocarbon group, a 

25 carboxyl group, a halogen atom, a Ci-6 alkoxy^carbonyl group or 

a Ci-6 alkoxy group, or R11 and R12 jointly form an optionally 

substituted ring, or ascorbic acid, and 

wherein the salt is one or more kinds selected from the group 

consisting of sodium chloride, calcium chloride, magnesium 

30 chloride, sodium bromide and calcium bromide. 

o 

R12 

(IV) 
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3-8-19. Use of a salt as a stabilizer in a liquid preparation 

comprising a pharmaceutically active ingredient having a 

primary or secondary amino —wherein the am-i-R-o group docs 

not constitute' a part of an amide structure,• and an_ organic 

acid, which is substantially free of a reaction product of the 

pharmaceutically active ingredient and the organic acid, 

wherein the pharmaceutically active ingredient is l-{5-(2-

fluorophenyl)-1-[(6-methylpyridin-3-yl)sulfonyl]-lH-pyrrol-3-

yl}-N-methylmethanamine, 1-[ 4-fluoro-5-phenyl-l-(pyridin-3-

ylsulfonyl)-lH-pyrrol-3-yl]-N-methylmethanamine, N-methyl-1-[5-

(4-methyl^3-1hienv 1) -1 - (pyridin-3 - y 1 su 1 f ony 1 ]_r 111-pyrro 1 -3-

yl]methanamine, l-[5-(2-fluorophenyl)-1-(pyridin-3-ylsulfonyl)-

lH-pyrrol-3-yl]-N-methylmethanamine, N-methyl-1-[5-(2-

methylphenyl)-1-(pyridin-3-ylsulfonyl)-lH-pyrrol-3-

yl]methanamine, l-{4-fluoro-5-(2-fluoropyridin-3-yl)-1-[(4-

methylpyridin-2-yl)sulfonyl]-lH-pyrrol-3-yl}-N-

methylmethanamine, or l-[4-fluoro-5-(2-fluoropyridin-3-yl)-1-

(pyridin-3-ylsulfonyl)-lH-pyrrol-3-yl]-N-methylmethanamine, 

wherein the organic acid is a compound represented by the 

formula (IV): 

wherein R11 and R12 are the same or different and each is a 

hydrogen atom, an optionally substituted hydrocarbon group, a 

carboxyl group, a halogen atom, a Ci-6 alkoxy-carbonyl group or 

a Ci-6_ alkoxy group, or R11 a.nd R12 jointly form an optionally 

substituted ring, or ascorbic acid, and 

wherein the salt is one or more kinds s_elected from the group 

consisting of sodium chloride, calcium chloride, magnesium 

o 

R12 

(IV) 
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chloride, sodium bromide and calcium bromide. 

3-9-20. A salt for use as a stabilizer in a liquid preparation 

comprising a pharmaceutically active ingredient having a— 

5 ooeondary amino group,—wherein the amino-group does 

wet—BeS;G:ti-tutc a pa-rt—afir-3S&€te—sfc^-uot-uror- and an organic 

acid, which is substantially free of a reaction product of the 

pharmaceutically active ingredient and the organic acid, 

wherein the pharmaceutically active ingredient is 1—{5— (2 — 

io fluorophenyl)-1-[(6-methylpyridin-3-yl)sulfonyl]-lH-pyrrol-3-

yl}-N-methylmethanamine, 1-[4-fluoro-5-phenyl-l-(pyridin-3-

ylsulfonyl)-lH-pyrrol-3-yl]-N-methylmethanamine, N-methyl-1-[5-

(4-methyl-3-thienyl)-1-(pyridin-3-ylsulfonyl)-lH-pyrrol-3-

yl]methanamine, 1-[5-(2-fluorophenyl)-1-(pyridin-3-ylsulfonyl)-

15 lH-pyrrol-3-yl]-N-methylmethanamine, N-methyl-1-[5^(2-

methylphenyl)-1-(pyridin-3-ylsulfonyl)-lH-pyrrol-3-

yl]methanamine, 1-{4-fluoro-5-(2-fluoropyridin-3-yl)-1-[(4-

methylpyridin-2-yl)sulfonyl]-lH-pyrrol-3-yl}-N-

methylmethanamine, or 1-[4-fluoro-5-(2-fluoropyridin-3-yl)-1-

20 (pyridin-3-y 1 sulfon .,-1) - 1H-pyrro 1 -3-y 1 ] -N-methylmethanamine, 

wherein^ the organic acid is a compound represented by the 

formula (IV?: 

o 
R11 

R12 
(IV) 

25 wherein R11 aj}d R12 are the same or different and each is a 

hydrogen atom, an optionally substituted hydrocarbon group, a 

carboxyl group, a halogen atom, a Ci-6 alkoxy-carbonyl group or 

a Ci-6 _alkoxy _g_roup, or R11 and R12 jointly^ form an optionally 

substituted ring, or ascorbic acid, and 

30 wherein the salt is one or more kinds selected from the group 

106c 



consisting of sodium chloride, calcium chloride, magnesium 

chloride, sodium bromide and calcium bromide. 

3-0-21. Use of a salt for the production of a stabilized liquid 

5 preparation comprising a pharmaceutically active ingredient— 

having a primary or-seeefidary amino group,—wherein the amino -

does not constitute' a par-t o-f' an -ami-do structure, and an 

organic acid, which is substantially free of a reaction product 

of the pharmaceutically active ingredient and the organic acid, 

10 wherein the pharmaceutically active ingredient is 1 — {5—(2 — 

f luorophenyl) -1- [ ( 6-methylpyri.din-3-yl} sulfonyl] -lH-pyrrol-3-

yl}-N-methylmethanamine, 1-[4-fluoro-5-phenyl~l-(pyridin-3-

ylsulfonyl)-lH-pyrrol-3-yl]-N-methvlmethanamine, N-methyl-1-[5-

(4-methyl-3-thienyl) -1- (pyridin-3-ylsulfonyl)_-lH-pyrrol-3-

15 yl]methanamine, 1-[5-(2-fluorophenyl)-1-(pyridin-3-ylsulfonyl)-

lH-pyrrol-3-yl]-N-methylmethanamine, N-methyl-1-[5-(2-

methylphenyl)-1-(pyridin-3-ylsulfonyl)-lH-pyrrol-3-

yl]methanamine, 1-{4-fluoro-5-(2-fluoropyridin-3-yl)-1-[(4-

methy.lpyridin-2-yl) sulfonyl ] -lH-pyrrol-3-yl} -N-

20 methylmethanamine, or 1-[4-fluoro-5-(2-fluoropyridin-3-yl)-1-

(pyridin-3-ylsulfonyl )^lH-pyrrol-3-yl]-N-methylmethanamine, 

wherein the organic acid is a compound represented by the 

formula (IV): 

wherein R11 and R12 are the same or different and each is a 

hydrogen atom, an optionally substituted hydrocarbon qroup, a 

carboxyl group, a halogen atom, a Ci-e alkoxy-carbonyl group or 

a Ci-6 alkoxy qroup, or R11 and R12 jointly form an optionally 

30 substituted ring, or ascorbic acid, and 

o 

R12 

(IV) 

106d 



wherein the salt is one or more kinds selected from the group 

consisting of _sodium chloride, calcium chloride, magnesium 

chloride, sodium bromide and calei urn bromlde. 

5 -3422. A liquid preparation produced from an organic acid salt 

10 

15 

20 

25 

30 

35 

106e 



compound of a pharmaceutically active ingredient haviftg^-a— 

primary or secondary amino group,—wherein the amino group dee-s­

not "constitute J part of an amide structu-re, and a salt as 

starting materials, wherein the amount of a reaction product of 

5 the pharmaceutically active ingredient and the liberated 

organic acid is suppressed by the salt, 

wherein the pharmaceutically active ingredient is 1—{5— (2 — 

fluorophenyl)-1-[(6-methylpyridin-3-yl)sulfonyl]-lH-pyrrol-3-

yl)-N-meth vlme thanamine, 1-[4-fluoro-5-phenyl-l-(pyridi n - 3 -

io ylsulfonyl)-lH-pyrrol-3-yl]-N-methylmethanamine, N-methyl-1-[5-

(4_jmethvl-3-thienvl j -1- |pyridin-3-ylsulfony 1) -lH-nyrrol-3-

yl]methanamine, 1-[5-(2-fluorophenyl)-1-(pyridin-3-ylsulfonyl)-

IH-pyrrol-3-yl]-N-methylmethanamine, N-methyl-1-[5-(2-

methylphenyl)-1-(pyridin-3-ylsulfonyl)^lH-pyrrol-3-

15 yl]methanamine, l-{4-fluoro-5-(2-fluoropyridin-3-yl)-1-[(4-

methylpyridin-2-yl)sulfonyl]-lH-pyrrol-3-yl}-N-

methylmethanamine, or 1-[4-fluoro-5-(2-fluoropyridin-3-yl)-1-

(pyridin-3-ylsulfonyl)-lH-pyrrol-3~yl]-N-methylmethanamine, 

wherein the organic acid is a compound represented by the 

20 formula (IV) : 

wherein R1] and R12 are the same or different and each is 

hydrogen atom, an optionally substituted hydrocarbon group, a 

25 carboxyl group, a halogen atom, a Ci-6 alkoxy-carbonyl group or 

a Ci-6 alkoxy group, or R11 and R12 jointly form an optionally 

substituted_ring^_ or _ascorbic acid, and 

wherein the salt is one or more kinds selected from the group 

consisting of sodium chloride, calcium chloride, magnesium 

30 chloride, sodium bromide and calcium bromide. 

o 

R12 

(IV) 

107 


