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DESCRIPTION

NOVEL PHENYLPYRROLE DERIVATIVE

TECHNICAL FIELD

The present invention relates to a phenylpyrrole compound,
or a pharmacologically acceptable salt thereof, that has
superior glucokinase activating activity and is useful as a

therapeutic for diabetes and the like.

BACKGROUND ART

Glucokinase (abbreviated as GK in the present
description; EC 2.7.1.1) is one of the four types of hexockinases
(hexokinase IV) found in mammals. Hexokinases are enzymes that
catalyze the conversion of glucose to glucose-6-phosphate in the
first stage of the glycolysis system in cells, and the
expression of GK is localized mainly in the liver and pancreatic
beta cells. In pancreatic beta cells, GK functions as a
detection mechanism of extracellular glucose concentration that
regulates glucose-stimulated insulin secretion, while in the
liver, the enzymatic reaction of GK serves as the rate-limiting
step to regulate subsequent reactions such as glycolysis and
glycogen synthesis. Although GK found in the liver and that
found in pancreatic beta cells differ in the sequence consisting
of 15 amino acids from the N-terminal due to a difference in
splicing, their enzymatic properties are identical. 1In contrast
to the enzymatic activities of the three types of hexokinases
other than GK (types I, II and III) becoming saturated at a
glucose concentration of 1 mM or less, GK exhibits low affinity
for glucose, and the Km value thereof is near that of the
physiological level of glucose in the blood at 8 to 15 mM. Thus,
acceleration of GK-mediated intracellular glucose metabolism
occurs in response to changes in blood glucose levels ranging
from normal blood glucose levels (about 5 mM) to postprandial
blood glucose levels (10 to 15 mM).

The hypothesis that GK functions as a glucose sensor in
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the liver and pancreatic beta cells has long been advocated
(Non-Patent Documents 1 to 3). Recent research findings have
demonstrated that GK actually plays an important role in
maintaining systemic glucose homeostasis, thereby verifying this
hypothesis. For example, mice in which glucokinase gene had
been disrupted exhibited prominent hyperglycemia symptoms and
died soon after birth, while GK hetero-deficient mice were
observed to have defective glucose tolerance and impaired
glucose-stimulated insulin secretion (Non-Patent Document 4).

On the other hand, normal mice excessively expressing GK were
observed to demonstrate decreased blood glucose levels and
increased glycogen content in the liver, and these phenomena
were similar to those in mice in which diabetes was artificially
induced (Non-Patent Document 5).

In addition, GK also functions as a glucose sensor in
humans, and has been demonstrated by recent research to play an
important role in maintaining glucose homeostasis.

Abnormalities have been discovered in the GK genes of family
lineages exhibiting a form of juvenile-onset diabetes referred
to as maturity onset diabetes of the young (MODY2), and a
correlation was clearly observed between these cases and CK
activity (Non-Patent Document 6). On the other hand, family
lineages have also been found that possess a mutation that
increases GK activity, and symptoms of fasting hypoglycemia
accompanied by elevated plasma insulin concentrations have been
observed in such family lineages (Non-Patent Document 7). On
the basis of these reports, GK plays an important role in blood
glucose regulation by functioning as a glucose sensor in mammals,
including humans. Thus, substances having GK activating
activity are considered to be useful as drugs for treatment of
glycometabolic diseases including type II diabetes mellitus.
Since GK activating substances can be expected to simultaneously
demonstrate glucose uptake promoting activity and glucose
release inhibitory activity in the liver as well as insulin
secretion promoting activity in pancreatic beta cells in

particular, they are predicted to be able to demonstrate potent
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therapeutic effects unable to be attained with existing drugs.

Pancreatic beta cell type GK has recently been determined
to be expressed, being localized in the ventromedial
hypothalamus (VMH) of the rat brain. The VMH has been
conventicnally known to be the site of neurons that respond to
glucose concentration. 1In contrast to food intake decreasing
when glucose 1is administered to rat ventricle, food intake is
accelerated when glucose metabolism is inhibited by
administration of the glucose analogue, glucosamine (Non-Patent
Document 8). Electrophysiological experiments have demonstrated
that glucose-responsive neurons are activated by responding to
physiological changes in glucose concentrations (5 to 20 mM),
and glucokinase has been determined to similarly function as a
glucose sensor in peripheral tissue (Non-Patent Document 9).
Thus, substances that give rise to glucokinase activation not
only in the liver and pancreatic beta cells, but also in the VMH
can be expected to demonstrate blood glucose lowering activity
as well as activity that corrects obesity, which is considered
to be a problem associated with numerous patients of type II
diabetes mellitus.

On the basis of the aforementioned descriptions,
substances having GK activating activity are useful as diabetes
therapeutics and preventives, or as therapeutics and preventives
of chronic complications of diabetes, including diabetic
retinopathy, diabetic nephropathy, diabetic neuropathy, ischemic
heart disease and arteriosclerosis.

Furthermore, although a plurality of compounds having GK
activating activity have been reported in the past, all of these
have different structures from that of the compound of the
present invention. For example, although Patent Document 1
describes a compound having an amide structure as an essential
constituent thereof, the compound of the present invention has a
pyrrole structure instead of an amide structure as an essential
constituent thereof. 1In addition, although Patent Document 2
describes a compound having a condensed pyrrole, the compound of

the present invention has a non-condensed pyrrole as an
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essential constituent thereof.

Moreover,

although Patent

Document 3 describes a compound having a 3,5-di-substituted

pyrazole or 1,2,4-triazole moiety,

this differs from the 2,5-di-

substituted pyrrole structure of the present invention.

Although a plurality of compounds having GK activating activity

have been reported in addition to those described in the above

publications,

of the compound of the present invention

(see,

all of these have different structures from that

for example,

Patent Documents 4 to 15 and Non-Patent Documents 10 and 11).
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DISCLOSURE OF THE INVENTION

In one or more aspects the present invention may
advantageously provide a novel phenylpyrrole derivative and a GK
activator that uses this novel phenylpyrrole derivative, and
particularly to provide a therapeutic and preventive of diabetes
and impaired glucose tolerance. As a result of conducting
extensive studies on compounds having GK activating activity, the
inventors of the present invention found that a phenylpyrrole
compound having a specific chemical structure has superior GK
activating activity. 1In addition, the compound of the present
invention has superior GK selectivity, low toxicity and few
adverse side effects. The inventors of the present invention also
found that this phenylpyrrole compound is useful as an active
ingredient of a pharmaceutical for the treatment and/or prevention
of diseases selected from the group consisting of diabetes,
impaired glucose tolerance, gestational diabetes, chronic

complications of diabetes (including diabetic peripheral
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neuropathy, diabetic nephropathy, diabetic retinopathy and

diabetic macroangiopathy) and metabolic syndrome. The present

invention was completed based on the aforementioned findings.
The present invention relates to:

(1) a compound having the general formula (I):

N/

Iz
>

(wherein,

A represents a group represented by the formula =NOR*, an
oxygen atom or a sulfur atom,

R* represents a hydrogen atom or a C,-C¢ alkyl group,

R' represents a C,-C¢ alkyl group, a C,-C¢ alkoxy group, a C,-
Cs halogenated alkyl group, a C,-C¢ halogenated alkoxy group, an
amino group, a mono-C;-C¢ alkylamino group, a mono-C,-Cg
halogenated alkylamino group, a di(C,-C¢ alkyl)amino group or a di-
(C,-C¢ halogenated alkyl)amino group, or

A and R' together with the carbon atom bonded thereto form a
heterocyclic group that may be substituted with 1 to 3 group(s)
independently selected from Substituent Group «a,

R? represents a phenyl group that may be substituted with 1
to 5 group(s) independently selected from Substituent Group a or a
heterocyclic group that may be substituted with 1 to 3 group(s)
independently selected from Substituent Group a,

R® represents a hydroxy group or a C,-C¢ alkoxy group, and

Substituent Group a represents the group of substituents




selected from a halogen atom, a C,-Cg¢ alkyl group, a C,-Cg
halogenated alkyl group, a C,-Ce¢ alkenyl group, a C,-Cg¢ alkynyl
group, a hydroxy group, a C.-C¢ alkyl group substituted with 1 or
2 hydroxy group(s), a C;-C¢ alkoxy group, a C;-C¢ halogenated
alkoxy group, a (C;-C¢ alkoxy)-(C,-C¢ alkyl) group, a (C;-Cq
alkoxy)-{C,-Cs alkoxy) group, a formyl group, a carboxyl group, a
C,-C,; alkylcarbonyl group, a C,-C; alkoxycarbonyl group, a C,-C,
alkylcarbonyloxy group, a C;-C,; alkoxycarbonyloxy group, a nitro
group, an amino group, a mono-C;-C¢ alkylamino group, a di-(C;-Cg
alkyl)amino group, a C,-C¢ alkylthio group, a C;-C¢ alkylsulfonyl
group, a C3-Cg¢ cycloalkylsulfonyl group, a C;-Cg
hydroxyalkylsulfonyl group, a (C;-C¢ alkoxy)-(C,-Cs
alkylsulfonyl) group, a group represented by the formula -V-NR°R®
(wherein V represents a carbonyl group or a sulfonyl group, and
R® and R® may be the same or different and respectively represent
a hydrogen atom or a C;-C¢ alkyl group, or R®> and R® together
with the nitrogen atom bonded thereto form a 4- to 6-membered
saturated heterocycle that may be substituted with 1 or 2
group(s) independently selected from a C,-C¢ alkyl group and a
hydroxy group, and the 4- to 6-membered saturated heterocycle
may further contain one oxygen atom or nitrogen atom), a mono-
C,~Cy alkylcarbonylamino group, a mono-C,-Csg
alkylaminocarbonyloxy group, a di-(C;-Cg alkyl)aminocarbonyloxy
group, a mono-C,-C; alkoxycarbonylamino group, a mcno-C;-Cq
alkylsuifonylamino group, a cyano group, a 1l,3,4-oxadiazol-2-yl
group optionally substituted with a C,-C¢ alkyl group at the 5-
position, a 1,3,4-thiadiazol-2-yl group optionally substituted
with a C;-C¢ alkyl group at the 5-position, and an oxo group]
or a pharmacologically acceptable salt thereof;
(2) the compound or pharmacologically acceptable salt thereof
in (1) above, wherein

Substituent Group a represents the group of substituents
selected from a halogen atom, a C,-Cg¢ alkyl group, a C,-Cg
halogenated alkyl group, a C,-C¢ alkenyl group, a C,-C¢ alkynyl
group, a hydroxy group, a C;-C¢ alkyl group substituted with 1 or
2 hydroxy group(s), a C;-C¢ alkoxy group, a C,-C¢ halogenated
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alkoxy group, a (C;-C¢ alkoxy)-(C.:-C¢ alkyl) group, a (C,-Cq
alkoxy)-(C,-C¢ alkoxy) group, a formyl group, a carboxyl group, a
C,-C; alkylcarbonyl group, a C;-C; alkoxycarbonyl group, a C,-C,
alkylcarbonyloxy group, & C,-C; alkoxycarbonyloxy group, a nitro
group, an amino group, a mono-C;-Ce¢ alkylamino group, a di-(C;-Cs
alkyl)amino group, a C;-C¢ alkylthio group, a C,-C¢ alkylsulfonyl
group, a C3-C¢ cycloalkylsulfonyl group, a C;-Cg
hydroxyalkylsulfonyl group, a (C;-C¢ alkoxy)-{(C,-Cq

alkylsulfonyl) group, a group represented by the formula -V-NR°R®
(wherein V represents a carbonyl group or a sulfonyl group, and
R® and R® may be the same or different and respectively represent
a hydrogen atom or a C,-Cg¢ alkyl group, or R® and R® together
with the nitrogen atom bonded thereto form a 4- to 6-membered
saturated heterocycle that may be substituted with 1 or 2

group (s) independently selected from a C;-Ce¢ alkyl group and a
hydroxy group, and the 4- to 6-membered saturated heterocycle
may further contain one oxygen atom or nitrogen atom), a mono-
C,-C; alkylcarbonylamino group, a mono-C;~Cg
alkylaminocarbonyloxy group, a di-(C,-C¢ alkyl)aminocarbonyloxy
group, a mono-C,;-C,; alkoxycarbonylamino group, a mono-C;-Cg
alkylsulfonylamino group, a cyano group, a 1,3,4-oxadiazol-2-yl
group optionally substituted with a C;-C¢ alkyl group at the 5-
position, and a 1,3,4-thiadiazol-2-yl group optionally
substituted with a C,-C¢ alkyl group at the 5-position;

(3) the compound or pharmacologically acceptable salt thereof
in (1) oxr (2) above, wherein

the general formula (I) is a general formula (Ia);
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(1a)

(4) the compound or pharmacologically acceptable salt thereof in

R2

any one selected from (1) to (3) above, wherein A is an oxygen
atom;
(5) the compound or pharmacologically acceptable salt thereof in
any one selected from (1) to (4) above, wherein R' is a C,-Cg alkyl
group, a C,-C¢ alkoxy group or a mono-C,-C¢ halogenated alkylamino
group;
(6) the compound or pharmacologically acceptable salt thereof in
any one selected from (1) to (4) above, wherein R' is a methyl
group or a 2-chloroethylamino group;
(7) the compound or pharmacologically acceptable salt thereof in
any one selected from (1) to (4) above, wherein the heterocyclic
group formed by A and R' together with the carbon atom bonded
thereto and which may be substituted with 1 to 3 group(s)
independently selected from Substituent Group a is a 2-pyridyl
group, 5,6-dihydro-4H-1,3-oxazin-2-yl group, 1,3-thiazol-2-yl
group, 1l,3-oxazol-2-yl group, 1,3,4-oxadiazol-2-yl group, 1,3,4-
thiadiazol-2-yl group, 4,5-dihydro-1,3-thiazol-2-yl group, 4,5-
dihydro-1,3-oxazol-2-yl group or 1,3-benzothiazol-2-yl group that
may be substituted with 1 to 3 group(s) independently selected
from Substituent Group y, and

Substituent Group y indicates the group consisting of a
halogen atom, a C,-C¢ alkyl group, a C;-C¢ halogenated alkyl group,
a C,-C¢ alkyl group substituted with 1 or 2 hydroxy group(s), a C,-
C¢ alkoxy group, a carboxyl group, a mono-C,-C¢ alkylaminocarbonyl

group, a di-(C,-C¢ alkyl)aminocarbonyl group and a hydroxy group;
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(8) the compound or pharmacologically acceptable salt thereof
in any one selected from (1) to (3) above, wherein the
heterocyclic group formed by A and R' together with the carbon

atom bonded thereto and which may be substituted with 1 to 3

group(s) independently selected from Substituent Group a 1is a
1,3-thiazol-2-yl group, a 5-methyl-1,3-thiazol-2-yl group, a 5-
methyl-1,3, 4-oxadiazol-2-yl group, a 4,5-dihydro-1,3-thiazol-2-
yl group, a 4,5-dihydro-1,3-oxazol-2-yl group, a (5S)-5-methyl-
4,5-dihydro-1,3-oxazol-2-yl group, a (5R)-5-methyl-4,5-dihydro-
1,3-0xazol-2-yl group, a 5-hydroxymethyl-4,5-dihydro-1,3-oxazol-
2-yl group, a (5R)-5-hydroxymethyl-4,5-dihydro-1,3-oxazol-2-yl
group, a (4R)-4-methyl-4,5-dihydro-1,3-0xazol-2-yl group, a

(4R) -4-ethyl-4,5-dihydro-1, 3-oxazol-2-yl group, a (4R)-4-
hydroxymethyl-4,5-dihydro-1, 3-oxazol-2-yl group, a (4S)-4-[(1R)-
1-hydroxyetnyl] -4, 5-dihydro-1, 3-oxazol-2-yl group, a (4S)-4-

[ (1S)-1-hydroxyethyl]-4,5-dihydro-1, 3-oxazol-2-yl group, a

(4R, 5S5)-4,5-dimethyl-4, 5-dihydro-1,3-oxazol-2-yl group, a (5S)-
4-hydroxy-5-methyl-4, 5-dihydro-1, 3-oxazol-2-yl group, a (4R,5S)-
4-hydroxymethyl-5-methyl-4, 5-dihydro-1, 3-oxazol-2-yl group, a
(4R, 5R) -5-hydroxymethyl-4-methyl-4, 5-dihydro-1, 3-oxazol-2-yl
group, a 5-carboxyl-1,3-thiazol-2-yl group, a 5-
dimethylaminocarbonyl-1,3-thiazol-2-yl group, a 5-methyl-1,3,4-
thiadiazol-2-yl group or a 5,6-dihydro-4H-1,3-oxazin-2-yl group;
(9) the compound or pharmacologically acceptable salt thereof
in any one selected from (1) to (3) above, wherein the
heterocyclic group formed by A and R' together with the carbon

atom bonded thereto and which may be substituted with 1 to 3

group(s) independently selected from Substituent Group a is a
4,5-dihydro-1,3-oxazol-2-yl group, a (4R)-4-methyl-4,5-dihydro-
1,3-oxazol-2-yl group, a (4R)-4-ethyl-4,5-dihydro-1,3-oxazol-2-
yl group, a (5S)-5-methyl-4,5-dihydro-1,3-oxazol-2-yl group, a
(4R)-4-hydroxymethyl-4, 5-dihydro-1,3-oxazol-2-yl group, a (5SR)-
5-hydroxymethyl-4,5-dihydro-1, 3-oxazol-2-yl group, a (4S)-4-
{(1R)~1-hydroxyethyl]l-4,5-dihydro-1,3-oxazol-2-yl group, a (4S)-
4-((1S)-1-hydroxyethyl)l-4,5-dihydro-1,3-oxazol-2-yl group, a
(4R, 5S)-4,5-dimethyl-4, 5-dihydro-1,3-oxazol-2~-yl group, a
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(4R, 5S8) -4-hydroxymethyl-3-methyl-4, 5-dihydro-1, 3-oxazol-2-yl
group, & (4R,5R)-5-hydroxymethyl-4-methyl-4,5-dihydro-1, 3~
oxazol-2-yl group, a 1,3-thiazol-2-yl group, a 5-carboxyl-1,3-
thiazol-2-yl group, a 5-dimethylaminocarbonyl-1,3-thiazol-2-yl
group, a 5S5-methyl-1,3,4-thiadiazol-2-yl group, a S-methyl-1,3,4-
oxadiazol-2-yl group, a 4,5-dihydro-1,3-thiazol-2-yl group or a
5,6-dihydro-4H-1, 3-oxazin-2-yl group;

(10) the compound or pharmacologically acceptable salt thereof
in any one selected from (1) to (3) above, wherein the
heterocyclic group formed by A and R! together with the carbon
atom bonded thereto and which may be substituted with 1 to 3

group(s) independently selected from Substituent Group @ is a
4,5-dihydro-1,3-oxazol-2-yl group, a (4R)-4-methyl-4,5-dihydro-
1,3-oxazol-2-yl group, a (4R)-4-ethyl-4,5-dihydro-1,3-oxazol-2-
yl group, a (5S)-5-methyl-4,5-dihydro-1, 3-oxazol-2-yl group, a
(4R) -4-hydroxymethyl-4, 5-dihydro-1, 3-oxazol-2-yl group, a (5R)-
5-hydroxymethyl-4,5-dihydro-1, 3-oxazol-2-yl group, a (4S)-4-
[(1R)-1-hydroxyethyl]-4,5-dihydro-1,3-0oxazol-2-yl group, a (4S)-
4-[(1S)-1-hydroxyethyl]-4,5-dihydro-1, 3-oxazol-2-yl group, a
(4R, 5S) -4,5-dimethyl-4, 5-dihydro-1, 3-oxazol-2-yl group, a

(4R, 5S) -4-hydroxymethyl-5-methyl-4,5-dihydro-1, 3-oxazol-2-yl
group or a (4R,5R)-5-hydroxymethyl-4-methyl-4,5-dihydro-1,3-
oxazol-2-yl group:;

(11) the compound or pharmacologically acceptable salt thereof
in any one selected from (1) to (10) above, wherein R? is a
phenyl group that may be substituted with 1 to 5 group(s)
independently selected from Substituent Group & or a 2-pyridyl
group, 3-pyridyl group or 2-pyrazinyl group that may be
substituted with 1 to 3 group(s) independently selected from
Substituent Group &, and

Substituent Group & indicates the group consisting of a
halogen atom, a C;-Cy; alkyl group, a C,-C¢ halogenated alkyl
group, a C;-C¢ alkyl group substituted with 1 or 2 hydroxy
group(s), a C,-C; alkylcarbonyl group, a C,-C,; alkoxycarbonyl
group, a C,-Cg¢ alkylsulfonyl group, a group represented by the

formula -V-NR’R® (wherein V represents a carbonyl group or a
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sulfonyl group, and R® and R® may be the same or different and
respectively represent a hydrogen atom or a C,-Cg¢ alkyl group, or
R® and R® together with the nitrogen atom bonded thereto form a
4- to 6-membered saturated heterocycle that may be substituted
with 1 or 2 group(s) independently selected from a C;-Cs alkyl
group and a hydroxy group, and the 4- to 6-membered saturated
heterocycle may further contain one oxygen atom or nitrogen
atom), a 1,3,4-oxadiazol-2-yl group optionally substituted with
a C,-C¢ alkyl group at the 5-position, and a 1,3,4-thiadiazol-2-
yl group optionally substituted with a C;-C¢ alkyl group at the
5-position;

(12) the compound or pharmacologically acceptable salt thereof
in any one selected from (1) to (10) above, wherein R? is a 4-
methylsulfonylphenyl group, a 4-(l-azetidinyl)carbonyl-2-
fluorophenyl group, a 2-fluoro-4-(l-pyrrolidinyl)carbonylphenyl
group, a 5-(l-azetidinyl)carbonyl-3-chloro-2-pyridyl group, a 2-
methylsulfonyl-5-pyridyl group, a 5-(4-methyl-1-
piperazinyl)carbonyl-2-pyrazinyl group, a 2-methylaminocarbonyl-
5-pyridyl group, a 2-methylaminosulfonyl-5-pyridyl group or a 5-
methylsulfonyl-2-pyrazinyl group:

(13) the compound or pharmacologically acceptable salt thereof
selected from any of (1) to (10) above, wherein R? is a 4-
methylsulfonylphenyl group, a 2-methylsulfonyl-5-pyridyl group,
a 5-methylsulfonyl-2-pyrazinyl group or a 5-(1-
azetidinyl)carbonyl-3-chloro-2-pyridyl group:

(14) the compound or pharmacologically acceptable salt thereof
in any one selected from (1) to (13) above, wherein R® is a
hydroxy group or a methoxy group:

(15) the compound or pharmacologically acceptable salt thereof
in (1) above, wherein the general formula (I) is the general
formula (Ia), A is an oxygen atom, R* is a C;-C¢ alkyl group, a
C;-C¢ alkoxy group or a mono-C;-C¢ halogenated alkylamino group,
R? is a phenyl group that may be substituted with 1 to 5
group(s) independently selected from Substituent Group & or a 2-
pyridyl group, 3-pyridyl group or 2-pyrazinyl group that may be
substituted with 1 to 3 group(s) independently selected from
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Substituent Group &, and R’ is a hydroxy group or a methoxy group;
(16) the compound or pharmacologically acceptable salt thereof in
(1) above, wherein the general formula (I) is the general formula
(Ia), A is an oxygen atom, R' is a methyl group or a 2-
chloroethylamino group, R?> is a 4-methylsulfonylphenyl group, a 4-
(1-azetidinyl) carbonyl-2-fluorophenyl group, a 2-fluoro-4-(1-
pyrrolidinyl)carbonylphenyl group, a 5-(l-azetidinyl)carbonyl-3-
chloro-2-pyridyl group, a 2-methylsulfonyl-5-pyridyl group, a 5-
(4-methyl-l-piperazinyl)carbonyl-2-pyrazinyl group, a 2-
methylaminocarbonyl-5-pyridyl group, a 2-methylaminosulfonyl-5-
pyridyl group or a S5-methylsulfonyl-2-pyrazinyl group, and R’ is a
hydroxy group or a methoxy group;

(17) the compound or pharmacologically acceptable salt thereof in
(1) above, wherein the general formula (I) is the general formula

' is a methyl group or a 2-

(Ia), A is an oxygen atom, R
chloroethylamino group, R® is a 4-methylsulfonylphenyl group, a 2-
methylsulfonyl-5-pyridyl group, a 5-methylsulfonyl-2-pyrazinyl
group or a 5-(l-azetidinyl)carbonyl-3-chloro-2-pyridyl group, and
R’ is a hydroxy group or a methoxy group;

(18) the compound or pharmacologically acceptable salt thereof in
(1) above, wherein the general formula (I) is the general formula
(Ia), the heterocyclic group formed by A and R' together with the
carbon atom bonded thereto and which may be substituted with 1 to
3 group(s) independently selected from Substituent Group a 1s a 2-
pyridyl group, 5,6-dihydro-4H-1,3-oxazin-2-yl group, 1,3-thiazol-
2-yl group, 1,3-oxazol-2-yl group, 1,3,4-oxadiazol-2-yl group,
1,3,4-thiadiazol-2-yl group, 4,5-dihydro-1,3-thiazol-2-yl group,
4,5-dihydro-1,3-oxazol-2-yl group or 1,3-benzothiazol-2-yl group
that may be substituted with 1 to 3 group(s) independently
selected from Substituent Group y, R’ is a phenyl group that may be
substituted with 1 to 5 group(s) independently selected from
Substituent Group & or a 2-pyridyl group, 3-pyridyl group or 2-
pyrazinyl group that may be substituted with 1 to 3 group(s)
independently selected from Substituent Group 8§, and R’ is a

hydroxy group or a methoxy




group;

(19) the compound or pharmacologically acceptable salt thereof
in (1) above, wherein the general formula (I) is the general
formula (Ia), the heterocyclic group formed by A and R' together
with the carbon atom bonded thereto and which may be substituted
with 1 to 3 group(s) independently selected from Substituent
Group & is a 1,3-thiazol-2-yl group, a 5-methyl-1,3-thiazol-2-yl
group, & 5-methyl-1,3,4-oxadiazol-2-yl group, a 4,5-dihydro-1,3-
thiazol-2-yl group, a 4,5-dihydro-1,3-oxazol-2-yl group, a.(SS)-
5-methyl-4,5-dihydro-1, 3-o0xazol-2-yl group, a (5R)-5-methyl-4,5-
dihydro-1, 3-oxazol-2-yl group, a 5-hydroxymethyl-4,5-dihydro-
1,3-oxazol-2-yl group, a (5R)-5-hydroxymethyl-4,5-dihydro-1,3-
oxazol-2-yl group, a (4R)-4-methyl-4,5-dihydro-1,3-oxazol-2-yl
group, a (4R)-4-ethyl-4,5-dihydro-1,3-oxazol-2-yl group, a (4R)-
4-hydroxymethyl-4,5-dihydro-1, 3-oxazol-2-yl group, a (45)-4-
{(1R)~-1-hydroxyethyl)-4,5-dihydro-1, 3-oxazol-2-yl group, a (4S)-
4-[(1S)-1-hydroxyethyl]-4,5-dihydro-1, 3~oxazol-2-yl group, a
(4R, 58)-4,5-dimethyl-4, 5-dihydro-1, 3-oxazol-2-yl group, a (5S)-
4-hydroxy-5-methyl-4,5-dihydro-1, 3~oxazol-2-yl group, a (4R,5S)-
4-hydroxymethyl-5-methyl-4,5-dihydro-1,3-oxazol-2-yl group, a
(4R, 5R) -5-hydroxymethyl-4-methyl-4, 5-dihydro-1, 3-oxazol-2-yl
group, a 5-carboxyl-1,3-thiazol-2-yl group, a 5-
dimethylaminocarbonyl-1,3-thiazol-2-yl group, a 5-methyl-1,3,4-
thiadiazol-2-yl group or a 5,6-dihydro-4H-1,3-oxazin-2-yl group,
R? is a 4-methylsulfonylphenyl group, a 4-(1-
azetidinyl)carbonyl-2-fluorophenyl group, a 2-fluoro-4-(1-
pyrrolidinyl)carbonylphenyl group, a 5-(l-azetidinyl)carbonyl-3-
chloro-2-pyridyl group, a 2-methylsulfonyl-5-pyridyl group, a 5-
(4-methyl-1l-piperazinyl)carbonyl-2-pyrazinyl group, a 2-
methylaminocarbonyl-5-pyridyl group, a 2-methylaminosulfonyl-5-
pyridyl group or a 5-methylsulfonyl-2-pyrazinyl group, and R® is
a hydroxy group or a methoxy group;

(20) the compound or pharmacologically acceptable salt thereof
in (1) above, wherein the general formula (I) is the general
formula (Ia), the heterocyclic group formed by A and R' together

with the carbon atom bonded thereto and which may be substituted
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with 1 to 3 group(s) independently selected from Substituent
Group @ is a 4,5-dihydro-1,3-oxazol-2-yl group, a (4R)-4-methyl-
4,5-dihycdro-1,3-oxazol-2-yl group, a (4R)-4-ethyl-4,5-dihydro-
1,3-oxazol-2-yl group, a (5S8)-5-methyl-4,5-dihydro-1,3-oxazol-2-
yl group, a (4R)-4-hydroxymethyl-4,5-dihydro-1,3-oxazol-2-yl
group, a (5R)-5-hydroxymethyl-4,5-dihydro-1,3-oxazol-2-yl group,
a (4S)-4-[(1R)-1-hydroxyethyl]}-4,5-dihydro-1,3-oxazol-2-yl group,
a (4S)-4-[(1S)-1-hydroxyethyl)-4,5-dihydro-1,3-oxazol-2-yl group,
a (4R, 5S)-4,5-dimethyl-4,5-dihydro-1, 3-oxazol-2-yl group, a

(4R, 55)-4-hydroxymethyl-5-methyl-4,5-dihydro-1, 3-oxazol-2-yl
group, a (4R, 5R) -5-hydroxymethyl-4-methyl-4, 5-dihydro-1, 3-
oxazol-2-yl group, a 1,3-thiazol-2-yl group, a 5-carboxyl-1,3-
thiazol-2-yl group, a 5-dimethylaminocarbonyl-1,3-thiazol-2-yl
group, a 5-methyl-1,3,4-thiadiazol-2-yl group, a S5-methyl-1,3,4-
oxadiazol-2-yl group, a 4,5-dihydro-1,3-thiazol-2-yl group or a
5,6-dihydro-4H-1,3-oxazin-2-yl group, R? is a 4-
methylsulfonylphenyl group, a 2-methylsulfonyl-5-pyridyl group,

a 5-methylsulfonyl-2-pyrazinyl group or a 5-(1-
azetidinyl)carbonyl-3-chloro-2-pyridyl group, and R® is a

hydroxy group or a methoxy group;

(21) the compound or pharmacologically acceptable salt thereof
in (1) above, wherein the general formula (I) is the general
formula (Ia), the heterocyclic group formed by A and R' together
with the carbon atom bonded thereto and which may be substituted
with 1 to 3 group(s) independently selected from Substituent
Group o is a 4,5-dihydro-1,3-oxazol-2-yl group, a (4R)-4-methyl-
4,5-dihydro-1,3-oxazol-2-yl group, a (4R)-4-ethyl-4,5-dihydro-
1,3-oxazol-2-yl group, a (5S)-5-methyl-4,5-dihydro-1,3-oxazol-2-
yl group, a (4R)-4-hydroxymethyl-4,5-dihydro-1,3-oxazol-2-yl
group, a (5R)-5-hydroxymethyl-4,5-dihydro-1,3-oxazol-2-yl group,
a (4S)-4-[(1R)-1-hydroxyethyl]-4,5-dihydro-1,3-oxazol-2-yl group,
a (4S)-4-[(1S)-1-hydroxyethyl]-4, 5-dihydro-1,3-oxazol-2-yl group,
a (4R,5S)-4,5-dimethyl-4,5-dihydro-1, 3-oxazol-2-yl group, a

(4R, 5S) -4-hydroxymethyl-5-methyl-4, 5-dihydro-1, 3-oxazol-2-yl
group or a (4R,5R)-5-hydroxymethyl-4-methyl-4,5-dihydro-1, 3-
oxazol-2-yl group, R? is a 4-methylsulfonylphenyl group, a 2-
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methylsulfonyl-5-pyridyl group, a S-methylsulfonyl-2-pyrazinyl
group or a 5-(l-azetidinyl)carbonyl-3-chloro-2-pyridyl group, and
R’ is a hydroxy group or a methoxy group;

(22) the compound or pharmacologically acceptable salt thereof
described in (1) above, wherein the compound represented by the
general formula (I) is:
2-(5-{3-[(18)-2-methoxy-1-methylethoxy] -5- [4-
(methylsulfonyl) phenoxy] phenyl}-1H-pyrrol-2-yl)-1,3-thiazole,
(28)-2-{3-[4-(methylsulfonyl)phenoxy]-5-[5-(1,3-thiazol-2-yl)-1H-
pyrrol-2-yl]phenoxy}propan-1-ol,
2-(5-{3-[(1S)-2-methoxy-1-methylethoxy] -5- [4-
(methylsulfonyl)phenoxy]phenyl}-1H-pyrrol-2-yl)-1,3-thiazole-5-
carboxylic acid,

2-(5-{3-[(1S)-2-methoxy-1-methylethoxy] -5- [4-
(methylsulfonyl)phenoxy)] phenyl}-1H-pyrrol-2-yl)-N,N-dimethyl-1,3-
thiazole-5-carboxamide,
1-(5-{3-[(1S)-2-methoxy-1-methylethoxy]-5- [4-

(methylsul fonyl) phenoxy] phenyl}-1H-pyrrol-2-yl)ethanone,
(28)-2-{3-[5-(4,5-dihydro-1,3-oxazol-2-yl)-1H-pyrrol-2-yl] -5-[4-
(methylsulfonyl)phenoxy] phenoxy }propan-1-ol,

2-(5-{3-[(1S) -2-methoxy-1-methylethoxy] -5- [4-

(methylsul fonyl)phenoxy] phenyl}-1H-pyrrol-2-yl)-5-methyl-1,3,4-
thiadiazole, .

2-(5-{3-[(1S)-2-methoxy-1-methylethoxy] -5- [4-
(methylsulfonyl)phenoxy] phenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1,3-
thiazole,

(28) -2-{3-[5-(4,5-dihydro-1,3-thiazol-2-yl) -1H-pyrrol-2-yl) -5-[4-
(methylsul fonyl) phenoxy] phenoxy }propan-1-ol,
(28)-2-(3-{5-[(58)-5-methyl-4,5-dihydro-1,3-oxazol-2-yl] -1H-
pyrrol-2-yl}-5-[4- (methylsulfonyl)phenoxy)phenoxy)propan-1-ol,
2-(5-{3-[(1S)-2-methoxy-1-methylethoxy] -5- [4-

(methylsul fonyl) phenoxy] phenyl}-1H-pyrrol-2-yl)-5,6-dihydro-4H-
1,3-oxazine,

(28) -2-(3-{[5-(azetidin-1-ylcarbonyl) -3-chloropyridin-2-yl]oxy}-5-
[5-(5-methyl-1,3,4-oxadiazol-2-yl)-1H-pyrrol-2-yl]phenoxy)propan-

1-01,
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(28)-2-(3-{[5-(azetidin-1-ylcarbonyl)-3-chloropyridin-2-yl]oxy}-
5-{5-[(5S8)-5-methyl-4, 5-dihydro-1, 3-oxazol-2-yl]~1H-pyrrol-2-
yl}lphenoxy)propan-1-ol,

(28)-2-(3-{5-[ (5S)-5-methyl-4,5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[6- (methylsulfonyl)pyridin-3-
yl]loxy}phenoxy)propan-1-ol,

(25)-2-(3-[5-{5-methyl-1, 3,4-oxadiazol-2-yl)-1H-pyrrol-2-yl]-5-
{[{6- (methylsulfonyl)pyridin-3-yl]oxy}phenoxy)propan-1-ol,

{ (5R) -2~[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl)oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1,3-oxazol-5-yl}methanol,

(2S)-2-(3-{5~[ (4R)-4-methyl-4,5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[6- (methylsulfonyl)pyridin-3-
ylloxy}phenoxy)propan-1-ol,

(2S)-2-(3-{5~[ (4R)-4-ethyl-4,5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[6-(methylsulfonyl)pyridin-3-
ylloxy}phenoxy)propan-1-ol,
{(4R)-2-[5-(3-[(1S)-2-methoxy-1l-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1,3-oxazol-4-yl}methanol,

(28)-2-(3-{5~[ (4R, 5S)-4,5-dimethyl-4, 5-dihydro-1,3-oxazol-2-yl]-
1H-pyrrol-2-yl}-5-{[6- (methylsulfonyl)pyridin-3-
yl]oxy}phenoxy)propan-1-ol,

{ (4R, 5R)-2-[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl)-4-
methyl-4,5-dihydro-1,3-oxazol-5-yl}methanol,

{ (4R, 5S)-2-[5-(3-[(1S)~-2-methoxy-1l-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-5-
methyl-4,5-dihydro-1,3-oxazol-4-yl}methanol,
(1S8)-1-{(4S)-2-[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yljoxy}phenyl)-1H-pyrrol-2-yl]-4, 5-
dihydro-1, 3-oxazol-4-yl}ethanol,
(1R)-1-{(4S)-2-(5-(3-[(1S)-2-methoxy-l-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4, 5-
dihydro-1, 3-oxazol-4-yl}ethanol,

(28)-2-(3-[{5-(5-methyl-1, 3,4-oxadiazol-2-yl)-1H-pyrrol-2-yl]-5-
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{(5- (methylsulfonyl)pyrazin-2-yl]oxy}phenoxy)propan-1-ol,
(2S)-2-(3-{5-[(58)-5-methyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[5-(methylsulfonyl)pyrazin-2-
ylloxy}phenoxy)propan-1-ol,

{ (5R) -2-[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[5-
(methylsulfonyl)pyrazin-2-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1,3~-o0oxazol-5-yl}lmethanol,

(28)-2-(3-{5-[ (4R) -4-methyl-4,5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{{5-(methylsulfonyl)pyrazin-2-
ylloxy}phenoxy)propan-1-ol,

(2S8)-2-(3-{5-[ (4R) -4-ethyl-4,5-dihydro-1, 3-oxazol-2-yl)-1H-
pyrrol-2-yl}-5-{[5-(methylsulfonyl)pyrazin-2-
yl]oxy}phenoxy)propan-1l-ol,

(28)-2-(3-{5-[ (4R, 5S)-4,5-dimethyl-4, 5-dihydro-1, 3-oxazol-2-yl]-
1H-pyrrol-2-yl}-5-{[5-(methylsulfonyl)pyrazin-2-
yl]oxy}phenoxy)propan-1-ol,

{ (4R, 5S8)-2-[5-(3-{[(2S)-1-methoxypropan-2-yl]oxy}-5-{[5-
(methylsulfonyl)pyrazin-2-yl)oxy}phenyl)-1H-pyrrol-2-yl]-5-
methyl-4,5-dihydro-1, 3-oxazol-4-yl}methanol,
(18)-1-{(4S)-2-[5-(3-{[(2S)-1-methoxypropan-2-yl]loxy}-5-{[5-
(methylsulfonyl)pyrazin-2-yljoxy}phenyl)-1H-pyrrol-2-yl}-4,5-
dihydro-1,3-oxazol-4-yl}ethanol, or

(1R)-1-{ (4S)-2-[5-(3-{[(2S)-1-methoxypropan-2-ylloxy}-5-{[5-
(methylsulfonyl)pyrazin~2-yl)oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1, 3-oxazol-4-yl}ethanol.

(23) the compound or pharmacologically acceptable salt thereof
described in (1) above, wherein the compound represented by the
general formula (I) is:
(28)-2-{3-[5-(4,5-dihydro-1,3-0oxazol-2-yl)-1H-pyrrol-2~yl]-5-[4-
(methylsulfonyl)phenoxy]phenoxy}propan-1-ol,

(28) -2-(3-{5-[(5S8)-5-methyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-[4-(methylsulfonyl)phenoxy]phenoxy)propan-1-ol,
(25)-2-(3-{5-((5S)-5-methyl-4,5-dihydro-1, 3-0xazol-2-yl]-1H-
pyrrol-2-yl}-5-{[{6-(methylsulfonyl)pyridin-3-
yl]oxy}phenoxy)propan-1-ol,

{ (5R)-2-[5-(3-[(1S)-2-methoxy-1-methylethoxyl-5-{[6-
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(methylsulfonyl)pyridin-3-yl)oxy}phenyl)-1H-pyrrol-2-yl)-4,5-
dihydro-1,3-oxazol-5-yl}methanol,

(28)-2-(3-{5-[ (4R) -4-methyl-4,5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[6-(methylsulfonyl)pyridin-3-
yl]oxy}phenoxy)propan-1-ol,

(25)-2-(3-{5-[ (4R) -4-ethyl-4,5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[6-(methylsulfonyl)pyridin-3-
yl]oxy}phenoxy)propan-1-01l,

{ (4R) -2-[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1,3-oxazol-4-yl}methanol,

(28)-2-(3-{5-[ (4R, 5S)-4,5-dimethyl-4,5-dihydro-1, 3-oxazol-2-yl]-
1H-pyrrol-2-yl}-5-{[6-(methylsulfonyl)pyridin-3-
yl]loxy}pnenoxy)propan-1-ol,

{ (4R, 5R) -2-[5-(3-[(1S) -2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4-
methyl-4,5-dihydro-1, 3-oxazol-5-yl}methanol,

{ (4R, 58)-2-[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-5-
methyl-4,5-dihydro-1, 3-oxazol-4-yl}methanol,
(15)-1-{(4S)-2-[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-ylj-4,5-
dihydro-1,3-oxazol-4-yl}ethanol,

(1R)-1-{ (4S)-2-[5-(3-[(1S)-2-methoxy-1l-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1, 3-oxazol-4-yl}ethanol,
(28)-2-(3-{5-[(55)-5-methyl-4,5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[5- (methylsulfonyl)pyrazin-2-
yl)loxy}phenoxy)propan-1-ol,

{ (5R)-2-[5-(3~[(1S)-2-methoxy-1-methylethoxy]-5-{[5-
(methylsulfonyl)pyrazin-2-yl]oxylphenyl)-1H-pyrrol-2-yl)-4,5-
dihydro-1,3-oxazol-5-yl}methanol,

(25)-2-(3-{5-[ (4R) -4-methyl-4, 5-dihydro-1, 3-oxazol-2-yl}-1H-
pyrrol-2-yl}-5-{[5- (methylsulfonyl)pyrazin-2-
yl)oxy}phenoxy)propan-1-ol,

(28)-2-(3-{5-[ (4R) -4-ethyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-
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pyrrol-2-yl}-5-{[5-(methylsulfonyl)pyrazin-2-
yl]oxy}plenoxy)propan-1-o0l,

(25) -2~ (3-{5-[ (4R, 5S)-4,5-dimethyl-4,5-dihydro-1,3-oxazol-2-yl]-
l1H-pyrrol-2-yl}-5-{[5-(methylsulfonyl)pyrazin-2-
ylloxy}phenoxy)propan-1-ol,

{ (4R, 58)-2-[5-(3-{[(2S)-1-methoxypropan-2-yl]oxy}-5-{[5-
(methylsulfonyl)pyrazin-2-ylloxy}phenyl)-1H-pyrrol-2-yl]-5-
methyl-4,5-dihydro-1, 3-oxazol-4-yl}methanol,
(15)-1~{(4S)-2-[5-(3-{[(2S)-1-methoxypropan-2-yl]oxy}-5-{[5-
(methylsulfonyl)pyrazin-2-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1, 3-oxazol-4-yl}ethanol, or
(IR)-1-{(4S)-2-[5-(3-{[(2S)-1-methoxypropan-2-yl]oxy}-5-{[5-
(methylsulfonyl)pyrazin-2-yl]oxy}phenyl)-1H-pyrrol-2-yl)-4, 5-
dihydro-1,3-oxazol-4-yl}ethanol.

(24) the compound described in (1) above, wherein the compound
represented by the general formula (I) is:
(25)-2-{3-(5-(4,5-dihydro-1,3-0oxazol-2-yl)-1H-pyrrol-2-yl]-5-[4-
(methylsulfonyl)phenoxy]phenoxyl}propan-1-ol,
(25)-2-(3-{5-[(5S)-5-methyl-4, 5-dihydro-1,3-oxazol-2-yl]-1H-
pyrrol-z-yl}-5-[4- (methylsulfonyl)phenoxylphenoxy)propan-1-ol,
(25)-2-(3-{5-((5S)-5-methyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[6- (methylsulfonyl)pyridin-3-
yl)oxy}phenoxy)propan-1-ol,
{(5R)-2-{5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl])-4,5-
dihydro-1, 3-oxazol-5-yl}methanol,

(2S)-2-(3-{5-[ (4R)-4-methyl-4, 5-dihydro-1,3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[6- (methylsulfonyl)pyridin-3-
yl]oxy}phenoxy)propan-1-ol,
(28)-2-(3-{5-[(4R)-4-ethyl-4,5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[6-(methylsulfonyl)pyridin-3-
yl]oxy}phenoxy)propan-1-ol,

{ (4R)-2-{5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl}oxy}phenyl)-1H-pyrrol-2-yl)-4, 5-
dihydro-1, 3-oxazol-4-yl}methanol,
(28)-2-(3-{5-[(4R,5S)-4,5-dimethyl-4,5-dihydro-1, 3-oxazol-2-yl] -
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1H-pyrrol-2-yl}-5-{[6-(methylsulfonyl)pyridin-3-
yl]oxyl}phenoxy)propan-1-ol,

{ (4R, B5R) -2-[5-(3-[(1S)-2-methoxy-1l-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl)oxyl}phenyl)-1H-pyrrol-2-yl]-4-
methyl-4, 5~dihydro-1,3-oxazol-5-yl}methanol,

{ (4R, 55)-2~[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxyl}phenyl)-1H-pyrrol-2-yl]-5-
methyl-4, 5-dihydro-1,3-oxazol-4-yl}methanol,

(1S)-1-{ (4S)-2~[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4, 5-
dihydro-1,3-oxazol-4-yl}ethanol,

(1R)-1-{ (4S)-2-[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl)oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1, 3-oxazol-4-yl}ethanol,
(25)-2-(3-{5-[(5S8)-5-methyl-4, 5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[5- (methylsulfonyl)pyrazin-2-
yl)oxy}phenoxy)propan-1-ol,
{(5R)-2-[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[5-
(methylsulfonyl)pyrazin-2-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1,3-o0xazol-5-yl}methanol,

(2S5)-2-(3-{5-[(4R) -4-methyl-4,5-dihydro-1, 3-0xazol-2-yl]-1H-
pyrrol-2-yl}-5-{[5- (methylsulfonyl)pyrazin-2-
yl]loxy}phenoxy)propan-1-o1,

(28)-2-(3-{5-[ (4R)-4-ethyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[5- (methylsulfonyl)pyrazin-2-
yl]oxy}phenoxy)propan-1-0l,

(2S)-2-(3-{5-[ (4R, 5S) ~4,5-dimethyl-4, 5-dihydro-1, 3-oxazol-2-yl] -
1H-pyrrol-2-yl}-5-{ [5- (methylsulfonyl)pyrazin-2-
yl]oxy}phenoxy)propan-1-ol,

{ (4R, 5S8)-2-(5-(3-{[(2S) -1-methoxypropan-2-yljoxy}-5-{(5-
(methylsulfonyl)pyrazin-2-yl]oxy}phenyl)-1H-pyrrol-2-yl]-5-
methyl-4,5-dihydro-1, 3-oxazol-4-yl}methanol,
(1S)-1-{(4S)-2-[5-(3-{[(2S)-1-methoxypropan-2-ylloxy}-5-{[5-
(methylsulfonyl)pyrazin-2-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4, 5-
dihydro-1,3-oxazol-4-yl}ethanol, or
(1R)-1-{(4S)-2-[{5-(3-{[(2S)-1-methoxypropan-2-yl]loxy}-5-{[5-
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(methylsulfonyl)pyrazin-2-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1,3-oxazol-4-yl}ethanol.

(25) the compound or pharmacologically acceptable salt thereof
described in (1) above, wherein the compound represented by the
general formula (I) is:
1-(4-{3-[(1S)-2-methoxy-1l-methylethoxy]-5-[5-(1,3-thiazol-2-yl)-
1H-pyrrol-2-yl]phenoxy}phenyl)ethanone,
1-(4-{3-[(1S)-2-methoxy-l-methylethoxy]-5-(5-(1,3-thiazol-2-yl)-
1H-pyrrol-2-yl]lphenoxy}phenyl)ethanol,
1-(5-{3-((1S)-2-methoxy-1l-methylethoxy]-5-[4-
(methylsulfonyl)phenoxylphenyl}-1H-pyrrol-2-yl)ethanone,
N-(2-chloroethyl)-5-{3-[(1S)-2-methoxy-1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxy]lphenyl}-1H-pyrrol-2-carboxamide,
6-(5-{3-[(1S)-2-methoxy-1l-methylethoxy]-5-[4-
(methylsulfonyl)phenoxy]phenyl}-1H-pyrrol-2-yl)nicotinic acid,
2-(5-{3-[(1S)-2-methoxy-1l-methylethoxy]-5-[4-
(methylsulfonyl)phenoxylphenyl}-1H-pyrrol-2-yl)-5, 6~dihydro-4H-
1,3-oxazine,

2-(5-{3-[(1S)-2-methoxy-1l-methylethoxy}-5-[4-
(methylsulfonyl)phenoxylphenyl}-1H-pyrrol-2-yl)-1,3-thiazole,
2-(5-{3-[(1S)-2-methoxy-l-methylethoxy]-5-[4-
(methylsulfonyl)phenoxy]phenyl}-1H-pyrrol-2-yl)-5-methyl-1, 3-
thiazole,

[2-(5-{3-[(1S)-2-methoxy-1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxylphenyl}-1H-pyrrol-2-yl)-1,3~thiazol-5-
yl]lmethanol,

2-(5-{3-[(1S)-2-methoxy-1l-methylethoxy]-5-[4-
(methylsulfonyl)phenoxylphenyl}-1H-pyrrol-2-yl)-1,3~thiazole-5-
carboxylic acid,

2-(5-{3~[(1S)-2-methoxy-1-methylethoxy]-5-(4-
(methylsulfonyl)phenoxy]phenyl}-1H-pyrrol-2-yl)-N,N-dimethyl-
1,3-thiazol-5-carboxamide,
2-(5-{3-[(1S)-2-methoxy-1l-methylethoxy]-5-[4-
(methylsulfonyl)phenoxylphenyl}-1H-pyrrol-2-yl)-1,3-oxazole,
S-methoxy-2-(5-{3-[(1S)-2-methoxy-1-methylethoxy]-5-{4-
(methylsulfonyl)phenoxylphenyl}-1H-pyrrol-2-yl)-1,3-oxazole,
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2-(5-{3-[(18)-2-methoxy-1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxylphenyl}-1H-pyrrol-2-yl)-5-methyl-1,3,4-
oxadiazole,

2-(5-{3-[(1S)-2-methoxy-1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxylphenyl}-1H-pyrrol-2-yl)-5-methyl-1, 3,4-
thiadiazcle,

2-(5-{3-[(1S)-2-methoxy-1l-methylethoxy]-5-[4-
(methylsulfonyl)phenoxy)phenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1, 3-
thiazole,

2-(5-{3-[(1S)-2-methoxy-1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxy]phenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1, 3-
oxazole,

(538)-2-(5-{3-[(1S)-2-methoxy-1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxy)phenyl}-1H-pyrrol-2-yl)-5-methyl-4, 5-
dihydro-1,3~oxazole,

(5R) -2-(5-{3-[(1S)-2-methoxy-1l-methylethoxy)-5-[4-
(methylsulfonyl)phenoxylphenyl}-1H-pyrrol-2-yl)-5-methyl-4, 5~
dihydro-1,3~oxazole,
2-(5-{3-[(1S)-2-methoxy-1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxylphenyl}-1H-pyrrol-2-yl)-5,5-dimethyl-
4,5-dihydro-1, 3-oxazole,
[2-(5-{3-[(1S)-2-methoxy-1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxy]lphenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1, 3-
oxazol-5-yllmethanol,
2-(5-{3-[(1S)-2-methoxy~1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxy)phenyl}-1B-pyrrol-2-yl)-1,3-
benzothiazole,
2-(5-{3-[4-(azetidin-1-ylsulfonyl)phenoxy]l-5-[(1S)-2-methoxy-1-
methylethoxy]lphenyl}-1H-pyrrol-2-yl)-1,3-thiazole,

Methyl 3-fluoro—-4-{3-[(1lS)-2-methoxy-l-methylethoxy]-5-[5-(1,3-
thiazol-2-yl)-1H-pyrrol-2-yl]lphenoxyl}benzoate,
3-fluoro-4-{3-[(1S)-2-methoxy-l-methylethoxy]l-5-[5-(1,3-thiazol-
2-yl)-1H-pyrrol-2-yl]lphenoxy}benzamide,
3-fluoro-4-{3-[(1S)-2-methoxy~-l-methylethoxy)-5-[5-(1,3-thiazol-
2-yl)-1H-pyrrol-2-yl]phenoxy}-N-methylbenzamide,
3-fluoro-4-{3-[(1S)-2-methoxy-l-methylethoxy]-5-[5-(1,3-thiazol-
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2-yl)-1H-pyrrol-2-yl]) phenoxy}-N,N-dimethylbenzamide,

2-(5-{3-[4- (azetidin-1-ylcarbonyl) -2-fluorophenoxy]-5-[(1S)-2-
methoxy-1-methylethoxylphenyl}-1H-pyrrol-2-yl)-1,3-thiazole,
2-(5—{3-[4—(azetidin—l—ylcarbonyl)—2—fluorophenoxy]—5—[(1S)-2—
methoxy-1-methylethoxy]phenyl}-1H-pyrrol-2-yl)-5-methyl-1,3,4-
oxadiazole,

2-(5-{3-[4-(azetidin-1-ylcarbonyl) -2-fluorophenoxy] -5- [(1S) -2-
methoxy-1-methylethoxy) phenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1,3-
oxazole,

(58) -2-(5-{3- [4—(azetidin-1-ylcarbonyl) -2-fluorophenoxy] -5-[(1S) -
2-methoxy-1-methylethoxy] phenyl}-1H-pyrrol-2-yl)-5-methyl-4,5-
dihydro-1, 3-oxazole,

2-(5-{3-[2-fluoro-4- (pyrrolidin-1-ylcarbonyl)phenoxyl]-5-[(1S)-2-
methoxy-1-methylethoxy]phenyl}-1H-pyrrol-2-yl)-1,3-thiazole,
4-(3-fluoro-4-{3-[(1S)-2-methoxy-1-methylethoxy] -5-[5-(1,3-
thiazol-2-yl)-1H-pyrrol-2-yl)phenoxy}benzoyl)morpholine,
3-fluoro-4-{3-[(1S)-2-methoxy-1-methylethoxy)-5-[5-(1,3-thiazol-2-
yl) -1H-pyrrol-2-yl] phenoxy}-N-methylbenzenesulfonamide,
2-(5-{3-[4-(azetidin-1-ylsulfonyl) -2-fluorophenoxy]-5-[(1S)-2-
methoxy-1-methylethoxy] phenyl}-1H-pyrrol-2-yl)-1,3-thiazole,
2-(3-fluoro-4-{3-[(1S)-2-methoxy-1-methylethoxy]-5-[5-(1,3-

" thiazol-2-yl) -1H-pyrrol-2-yl]phenoxy}phenyl) -5-methyl-1,3,4-

oxadiazole,
2-(3-fluoro-4-{3-[(1S)-2-methoxy-1-methylethoxy]-5-[5-(1,3-
thiazol-2-yl) -1H-pyrrol-2-yl]phenoxy}phenyl) -5-methyl-1,3,4-
thiadiazole,

2-(5-{3-[4- (azetidin-1-ylcarbonyl) -2-methylphenoxy]-5-[(1S) -2-
metho#y—l-methylethoxy]phenyl}-lH—pyrrol—z—yl)—1,3—thiazole,
2-(5-{3-[4- (azetidin-1-ylcarbonyl)-2- (trifluoromethyl)phenoxy] -5-
[(1S)-2-methoxy-1-methylethoxy] phenyl}-1H-pyrrol-2-yl)-1,3-
thiazole,

5- (azetidin-1-ylcarbonyl)-2-{3-[(1S)-2-methoxy-1-methylethoxy] -5-
[5-(1,3-thiazol-2-yl)-1H-pyrrol-2-yl]phenoxy}pyridine,
5-(azetidin-1-ylcarbonyl)-3-chloro-2-{3-[(1S)-2-methoxy-1-
methylethoxy] -5- [5-(1,3-thiazol-2-yl) -1H-pyrrol-2-
yllphenoxy}pyridine,
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5-(azetidin-1-ylcarbonyl) -3-chloro-2-{3-[(13)-2-methoxy-1-
methylethoxy] -5- [5- (5-methyl-1,3,4-oxadiazol-2-yl)-1H-pyrrol-2-
yl]l phenoxy}pyridine,

5- (azetidin-1-ylcarbonyl) -3-chloro-2-{3-(5-(4,5-dihydro-1,3-
oxazol-2-yl)-1H-pyrrol-2-yl]-5-[(1S)-2-methoxy-1-

methylethoxy] phenoxy}pyridine,
5-(azetidin-1-ylcarbonyl)-3-chloro-2-(3-[(1S)-2-methoxy-1-
methylethoxy] -5-{5- [(5S) -5-methyl-4,5-dihydro-1,3-oxazol-2-yl] -1H-
pyrrol-2-yl}phenoxy)pyridine,

S5- (azetidin-1-ylcarbonyl)-2-{3-[(1S)-2-methoxy-1-methylethoxy] -5-
[5-(1,3-thiazol-2-yl)-1H-pyrrol-2-yl]phenoxy}-3-methylpyridine,
5-{3-[(1S)-2-methoxy-1-methylethoxy] -5-[5-(1,3-thiazol-2-yl)-1H-
pyrrol-2-yllphenoxy}-2- (methylsulfonyl)pyridine,

5-(3-[(18) -2-methoxy-1-methylethoxy] -5-{5~[(5S)-5-methyl-4,5-
dihydro-1,3-oxazol-2-yl] -1H-pyrrol-2-yl}phenoxy) -2-
(methylsulfonyl)pyridine,
2-{3-[(1S)-2-methoxy-1-methylethoxy]-5-[5-(1,3-thiazol-2-yl)-1H-
pyrrol-2-yl]lphenoxy}-5-[(4-methylpiperazin-1-yl)carbonyl]pyrazine,
5- (fluoromethyl) -2- (5-{3-[(1S) -2-methoxy-1-methylethoxy] -5-[4-
(methylsulfonyl)phenoxy] phenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1,3-
oxazole,

(5R)-2-(5-{3-[(1S)-2-methoxy-1-methylethoxy] -5- [4-
(methylsulfonyl)phenoxy] phenyl}-1H-pyrrol-2-yl)-5-
(trifluoromethyl) -4,5-dihydro-1, 3-oxazole,
[(S5R)-2-(5-{3-[(1S)-2-methoxy-1-methylethoxy]-5-(4-
(methylsulfonyl)phenoxy]phenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1,3-
oxazol-5-yl]lmethanol,
2-(5-{3-[(1S)-2-methoxy-1-methylethoxy]-5- [4-
(methylsulfonyl)phenoxy]phenyl}-1H-pyrrol-2-yl)-N,N-dimethyl-4,5-
dihydro-1,3-oxazole-5-carboxamide,

N- (2-chloroethyl) -5-{3-[(1S)-2-hydroxy-1l-methylethoxy] -5- [4-
(methylsul fonyl) phenoxy] phenyl}-1H-pyrrole-2-carboxamide,
(2S)-2-{3-[4-(methylsulfonyl)phenoxy]-5-[5-(1,3-thiazol-2-yl)-1H-
pyrrol-2-yl]phenoxy}propan-1-ol,

(28) -2-{3-[5-(4,5-dihydro-1,3-thiazol-2-yl)-1H-pyrrol-2-yl]-5-
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[4- (methylsulfonyl)phenoxy]phenoxy}propan-1-ol,

(2S8)-2-{3-[5-(4, 5-dihydro-1, 3-oxazol-2-yl)-1B-pyrrol-2-yl]-5-(4-
(methylsulfonyl)phenoxy]phenoxy}propan-1-ol,
(25)-2-(3-{5-{(58)-5-methyl-4,5-dihydro-1,3-0xazol-2-yl]-1H-
pyrrol-2-yl}-5-(4- (methylsulfonyl)phenoxy]phenoxy)propan-1-ol,
(2S)-2-{3-[4—(azetidin-1-ylcarbonyl)-2-fluorophenoxyl]-5-[5-(5-
methyl-1,3,4-oxadiazol-2-yl)-1H-pyrrol-2-yl]lphenoxy}propan-1-ol,
(28)-2-(3-[4—(azetidin-1-ylcarbonyl)-2-fluorophenoxy]-5-{5-
[(5S)-5-methyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-pyrrol-2-
yl}phenoxy)propan-1-ol,
(25)-2-(3-{[5-(azetidin-1-ylcarbonyl)-3-chloropyridin-2-yl]oxy}-
5-[5-(5-methyl-1,3,4-oxadiazol-2-yl)-1H-pyrrol-2-
yllphenoxy)propan-1-ol,
(28)-2-(3-{[5-(azetidin-1-ylcarbonyl)-3-chloropyridin-2-yl]oxy}-
5-{5-[(55)-5-methyl-4,5-dihydro-1, 3-oxazol-2-yl]~1H-pyrrol-2-
yl}phenoxy)propan-1-0l, or

(28)-2-(3-{5-[(58) -5-methyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{(6- (methylsulfonyl)pyridin-3-
yl]oxy}phenoxy)propan-1-ol.

(26) th.e compound or pharmacologically acceptable salt thereof
described in (1) above, wherein the compound represented by the
general formula (I) is:
1-(5-{3-{(1S)-2-methoxy-1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxylphenyl}-1H-pyrrol-2-yl)ethanone,
2-(5-{3-[(1S)-2-methoxy-1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxy]phenyl}-1H-pyrrol-2-yl)-1,3-thiazole,
2-(5-{3-[(1S)-2-methoxy-1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxy]phenyl}-1H-pyrrol-2-yl)-5-methyl-1, 3-
thiazole,

2-(5-{3-[(1S)-2-methoxy-1l-methylethoxy]-5-[4-
(methylsulfonyl)phenoxy)phenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1, 3-
thiazole,

2-({5-{3-[(1S)-2-methoxy-1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxy]phenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1, 3-
oxazole,

(58)-2-(5-{3-[(1S)-2-methoxy-1l-methylethoxy]-5-[4-
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(methylsulfonyl)phenoxy] phenyl}-1H-pyrrol-2-yl)-5-methyl-4,5-
dihydro-1, 3-oxazole,

(5R) -2-(5-{3-[(18)-2-methoxy-1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxy] phenyl}-1H-pyrrol-2-yl)-5-methyl-4,5-
dihydro-1, 3-oxazole,

[2-(5-{3-[(1S) -2-methoxy-1-methylethoxy] -5- [4-

(methylsul fonyl)phenoxy] phenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1,3-
oxazol-5-yl]lmethanol,

2-(5-{3-[4- (azetidin-1-ylcarbonyl) -2-fluorophenoxy] -5- [(1S)-2-
methoxy-1-methylethoxy]phenyl}-1H-pyrrol-2-yl)-1,3-thiazole,
2-(5-{3-[4- (azetidin-1-ylcarbonyl) -2-fluorophenoxy] -5- [(1S) -2-
methoxy-1-methylethoxy] phenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1,3-
oxazole, |
(58)-2-(5-{3-[4- (azetidin-1-ylcarbonyl) -2-fluorophenoxy] -5- [ (1S) -
2-methoxy-1-methylethoxy] phenyl}-1H-pyrrol-2-yl)-5-methyl-4,5-
dihydro-1, 3-oxazole,

2-(5-{3-[2-fluoro-4- (pyrrolidin-1-ylcarbonyl)phenoxy]-5-[(1S)-2-
methoxy-1-methylethoxy] phenyl}-1H-pyrrol-2-yl)-1,3-thiazole,

5- (azetidin-1-ylcarbonyl)-3-chloro-2-{3-[(1S)-2-methoxy-1-
methylethoxy] -5-[5-(1,3-thiazol-2-yl)-1H-pyrrol-2-
yl]lphenoxy}pyridine,

5- (azetidin-1-ylcarbonyl) -3-chloro-2-{3-[5-(4,5-dihydro-1,3-
oxazol-2-yl)-1H-pyrrol-2-yl]-5-[(1S)-2-methoxy-1-

methylethoxy] phenoxy}pyridine,

5- (azetidin-1l-ylcarbonyl) -3-chloro-2-(3-[(1S)-2-methoxy-1-
methylethoxy) -5-{5- [ (5S) -5-methyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-
pyrrol-2-yl}phenoxy)pyridine,
5-{3-[(1S)-2-methoxy-1-methylethoxy]-5-(5-(1,3-thiazol-2-yl) -1H-
pyrrol-2-yl]phenoxy}-2-(methylsulfonyl)pyridine,
5-(3-[(1S)-2-methoxy-1-methylethoxy] -5-{5-[(5S)-5-methyl-4,5-
dihydro-1,3-oxazol-2-yl] -1H-pyrrol-2-yl}phenoxy) -2-
(methylsulfonyl)pyridine,
2-{3-[(1S)-2-methoxy-1-methylethoxy]-5-(5-(1,3-thiazol-2-yl)-1H-
pyrrol-2-yl)phenoxy}-5-((4-methylpiperazin-1-yl)carbonyl]pyrazine,
[(5R)-2-(5-{3-[(1S)-2-methoxy-1-methylethoxy)-5-[4-
(methylsulfonyl) phenoxylphenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1,3-
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oxazol-5-yl]methanol,

(28) -2-{3-[4—(methylsulfonyl)phenoxy]-5-[5-(1,3-thiazol-2-yl)-1H-
pyrrol-2-yl]phenoxy}propan-1-ol,

(28) -2-{3-(5-(4,5-dihydro-1,3-thiazol-2-yl) -1H-pyrrol-2-yl]-5-[4-
(methylsulfonyl)phenoxy] phenoxy}propan-1-ol,
(28)-2-{3-[5-(4,5-dihydro-1,3-oxazol-2-yl) -1H-pyrrol-2-yl] -5- [4-
(methylsulfonyl)phenoxy] phenoxy}propan-1-ol,

(28) -2-(3-{5-[(5S) -5-methyl-4,5-dihydro-1,3-0oxazol-2-yl]-1H-
pyrrol-2-yl}-5-[4- (methylsulfonyl)phenoxy] phenoxy)propan-1-ol,
(28) -2-{3-[4-(azetidin-1-ylcarbonyl) -2-fluorophenoxy] -5- (5- (5-
methyl-1,3,4-oxadiazol-2-yl)-1H-pyrrol-2-yl]phenoxy}propan-1-ol,
(28) -2-(3-[4—(azetidin-1-ylcarbonyl) -2-fluorophenoxy] -5-{5- [ (5S) -
5-methyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-pyrrol-2-

vyl }phenoxy) propan-1-o01l,

(28)-2-(3-{[5- (azetidin-1-ylcarbonyl) -3-chloropyridin-2-yl)oxy}-5-
{5-((55)-5-methyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-pyrrol-2-
yl}phenoxy)propan-1-ol, or

(28)-2-(3-{5-[(58) -5-methyl-4,5-dihydro-1, 3-oxazol-2-yl] -1H-
pyrrol-2-yl}-5-{[6- (methylsulfonyl)pyridin-3-

ylloxy}phenoxy) propan-1-ol.

(27) the compound described in (1) above, wherein the compound
represented by the general formula (I) is:
1-(5-{3-[(1S)-2-methoxy-1-methylethoxy] -5-(4-
(methylsulfonyl) phenoxy) phenyl}-1H-pyrrol-2-yl)ethanone,
2-(5-{3-[(1S)-2-methoxy-1-methylethoxy]-5-[4-

(methylsul fonyl) phenoxy] phenyl}-1H-pyrrol-2-yl)-1,3-thiazole,
2-(5-{3-[(18) -2-methoxy-1-methylethoxy] -5- [4-
(methylsulfonyl)phenoxy] phenyl}-1H-pyrrol-2-yl)-5-methyl-1,3-
thiazole,

2-(5-{3-[(1S)-2-methoxy-1-methylethoxy] -5-(4-
(methylsulfonyl)phenoxy] phenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1,3-
thiazole,

2-(5-{3-[(1S) -2-methoxy-1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxy] phenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1,3-
oxazole,

(58)-2-(5-{3-[(1S) -2-methoxy-1-methylethoxy] -5- [4-
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(methylsulfonyl)phenoxy] phenyl}-1H-pyrrol-2-yl)-5-methyl-4,5-
dihydro-1,3-oxazole,

(5R) -2-(5-{3-[(18) -2-methoxy-1-methylethoxy] -5- [4-

(methylsul fonyl)phenoxy] phenyl}-1H-pyrrol-2-yl) -5-methyl-4,5-
dihydro-1,3-oxazole,
(2-(5-{3-[(18)-2-methoxy-1-methylethoxy]-5-[4-
(methylsulfonyl)phenoxy] phenyl}-1H-pyrrol-2-yl) -4,5-dihydro-1, 3-
oxazol-5-yllmethanol,

2-(5-{3-[4- (azetidin-1-ylcarbonyl) -2-fluorophenoxy] -5- [(1S) -2-
methoxy-1-methylethoxy) phenyl}-1H-pyrrol-2-yl)-1,3-thiazole,
2-(5-{3-[4-(azetidin-1-ylcarbonyl) -2-fluorophenoxy] -5-[(1S)-2-
methoxy-1-methylethoxy] phenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1,3-
oxazole,
(58)-2-(5-{3-[4-(azetidin-1-ylcarbonyl) -2-fluorophenoxy] -5- [(1S) -
2-methoxy-1-methylethoxy] phenyl}-1H-pyrrol-2-yl)-5-methyl-4,5-
dihydro-1,3-oxazole,

2-(5-{3-[2-fluoro-4- (pyrrolidin-1-ylcarbonyl)phenoxy] -5-[(1S) -2-
methoxy-1-methylethoxy] phenyl}-1H-pyrrol-2-yl)-1,3-thiazole,

5- (azetidin-1-ylcarbonyl) -3-chloro-2-{3-[(1S)-2-methoxy-1-
methyiethoxy]—5—[5—(1,3-thiazol—2—yl)—1H—pyrrol-2—
yllphenoxy}pyridine,

5- (azetidin-1-ylcarbonyl) -3-chloro-2-{3-[5-(4,5-dihydro-1,3-
oxazol-2-yl) -1H-pyrrol-2-y1l]-5-[(1S)-2-methoxy-1-

methylethoxy] phenoxy}pyridine,

5- (azetidin-1l-ylcarbonyl) -3-chloro-2-(3-[(1S)-2-methoxy-1-
methylethoxy]-5-{5-[(5S) -5-methyl-4,5-dihydro-1,3-oxazol-2-yl] -1H-
pyrrol-2-yl}phenoxy)pyridine,
5-{3-[(1S)-2-methoxy-1-methylethoxy] -5-[5-(1,3-thiazol-2-yl)-1H-
pyrrol-2-yl]lphenoxy}-2- (methylsulfonyl)pyridine,
5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{5-[(5S)-5-methyl-4,5-
dihydro-1,3-oxazol-2-yl]-1H-pyrrol-2-yl}phenoxy)-2-
(methylsulfonyl)pyridine,
2-{3-[(18)-2-methoxy-1-methylethoxy]-5-[5-(1,3-thiazol-2-yl) -1H-
pyrrol-2-yl]phenoxy}-5-[(4-methylpiperazin-1-yl)carbonyl]pyrazine,
[(5R)-2-(5-{3-[(1S) -2-methoxy-1-methylethoxy] -5- [4-
(methylsulfonyl)phenoxy] phenyl}-1H-pyrrol-2-yl)-4,5-dihydro-1, 3-
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oxazol-5-yl]lmethanol,
(28)-2-{3-[4—(methylsulfonyl)phenoxy]-5-[5-(1,3-thiazol-2-yl)-1H-
pyrrol-2-yl]phenoxy}propan-1-ol,

(28) -2-{3-[5-(4,5-dihydro-1,3-thiazol-2-yl) -1H-pyrrol-2-yl]-5- (4-
(methylsulfonyl)phenoxy] phenoxy}propan-=1-ol,
(2S8)-2-{3-[5-(4,5-dihydro-1,3-0oxazol-2-yl)-1H-pyrrol-2-yl]-5-(4-
(methylsulfonyl)phenoxy] phenoxy}propan-1-ol,

(2S) -2-(3-{5-[(58) -5-methyl-4,5-dihydro-1,3-oxazol-2-yl] -1H-
pyrrol-2-yl}-5-[4- (methylsulfonyl)phenoxy]phenoxy)propan-1-ol,
(2S)-2-{3-[4-(azetidin-1-ylcarbonyl) -2-fluorophenoxy] -5- [5- (5-
methyl-1,3,4-oxadiazol-2-yl)-1H-pyrrol-2-yl]phenoxy}propan-1-ol,
(2S) -2- (3-[4-(azetidin-1-ylcarbonyl) -2-fluorophenoxy] -5-{5- [ (5S) -
5-methyl-4,5-dihydro-1,3-0xazol-2-yl] -1H-pyrrol-2-

vyl }phenoxy)propan-1-ol,

(28)-2-(3-{[5-(azetidin-1-ylcarbonyl) -3-chloropyridin-2-yl)oxy}-5-
{5-((5S8)-5-methyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-pyrrol-2-
yl}phenoxy)propan-1-o0l, or

(2S)-2-(3-{5-((5S8) -5-methyl-4,5-dihydro-1,3-oxazol-2-yl] -1H-
pyrrol-2-yl}-5-{[6- (methylsulfonyl)pyridin-3-

yl] oxy}phenoxy) propan-1-ol.

(28) a compound or pharmacologically acceptable salt thereof
described in (1) above, wherein the compound represented by the
general formula (I) is:

(2S8) -2-(3-[5-(5-methyl-1,3,4-oxadiazol-2-yl)-1H-pyrrol-2-yl]-5-
{(6- (methylsulfonyl)pyridin-3-yl]oxy}phenoxy)propan-1-ol,
{(5R)-2-[5-(3-[(1S)-2-methoxy-1-methylethoxy)-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1,3-oxazol-5-yl}methanol,

(2S) -2-(3-{5-[(4R) -4-methyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[6- (methylsulfonyl)pyridin-3-

y1l] oxy}phenoxy) propan-1-ol,

(28)-2-(3-{5-[(4R) -4-ethyl-4,5-dihydro-1, 3-oxazol-2-yl]-1H-pyrrol-

2-yl}-5-{[6- (methylsulfonyl)pyridin-3-yl]oxy}phenoxy)propan-1-ol,
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{ (4R)-2-[5-(3-[(1S)-2-methoxy-1l-methylethoxy)-5-{ [6-
(methylsulfonyl)pyridin-3-yl)oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1,3-oxazol-4-yl}methanol,

(28)-2-(3-{5-[ (4R, 5S)-4,5-dimethyl-4,5-dihydro-1, 3-oxazol-2-yl]-
1H-pyrrol-2-yl}-5-{[6-(methylsulfonyl)pyridin-3-
yl)loxylphenoxy)propan-1-ol,

{ (4R, 5R) -2-[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl)oxy}phenyl)-1H-pyrrol-2-yl]-4-
methyl-4,5-dihydro-1, 3-oxazol-5-yl}methanol,

{ (4R, 58)-2-[5-(3-[(1S)-2-methoxy-1l-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-5-
methyl-4, 5-dihydro-1, 3-oxazol-4-yl}methanol,
(1S)-1-{(4S)-2-[5-(3-[(1S)-2-methoxy-1-methylethoxy)-5-{[6-
(methylsulfonyl)pyridin-3-yl])oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1,3-oxazol-4-yl}ethanol,

(1R)-1-{ (4S)-2-[5-(3-[(1S)-2-methoxy-l-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1,3-oxazol-4-yl}ethanol,
(28)-2-(3-[5-(5-methyl-1, 3, 4-oxadiazol-2-yl)-1H-pyrrol-2-yl]-5-
{[5- (methylsulfonyl)pyrazin-2-yl]oxy}phenoxy)propan-1-ol,
(28)-2-(3-{5-[(5S)-5-methyl-4,5-dihydro-1, 3-oxazol-2-yl)-1H-
pyrrol-2-yl}-5-{[5- (methylsulfonyl)pyrazin-2-
yl]oxy}phenoxy)propan-1-ol,
{(5R)-2-[5-(3-[(1S)-2-methoxy-1-methylethoxy])-5-{[5-
(methylsulfonyl)pyrazin-2-yl)oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydre-1,3-oxazol-5-yl}methanol,
(58)-2-(5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[5-
(methylsulfonyl)pyrazin-2-yl)oxy}phenyl)-1H-pyrrol-2-yl]-5-
methyl-4, 5-dihydro-1, 3-oxazol-4-01,

(2S8)-2-(3-{5-[ (4R) ~4-methyl-4, 5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[5- (methylsulfonyl)pyrazin-2-
yl)oxy}phenoxy)propan-1-ol,

(2S)-2-(3-{5-( (4R) -4-ethyl-4, 5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[5- (methylsulfonyl)pyrazin-2-
yl]oxy}phenoxy)propan-1-ol,

(28)-2-(3-{5-[ (4R, 5S)-4,5-dimethyl-4,5-dihydro-1,3-0oxazol-2-yl] -

FP0906s.doc ACF/PN792607/FP0906 English translation of PCT spec
2474722-1-administrator




32

1H-pyrrol-2-yl}-5-{(5- (methylsulfonyl)pyrazin-2-
yl]oxyl}phenoxy)propan-1l-ol,

{ (4R, 58)-2-[5-(3-{[(2S)-1-methoxypropan-2-ylloxy}-5-{[5-
(methylsulfonyl)pyrazin-2-yl]oxy}phenyl)-1H-pyrrol-2-yl]-5-
methyl-4,5-dihydro-1,3-oxazol-4-yl}methanol,
(1S)-1-{(4S)-2-[5-(3-{[(2S)-1-methoxypropan-2-yl]loxy}-5-{[5-
(methylsulfonyl)pyrazin-2-yljoxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1,3-oxazol-4-yl}ethanol,
(1R)-1-{(4S)-2-1[5-(3-{[(2S)-1-methoxypropan-2-yljoxy}-5-{[5-
(methylsulfonyl)pyrazin-2-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1, 3-oxazol-4-yl}ethanol,
5-(3-[(1S)-2-Hydroxy-l-methylethoxy]-5-{5-[ (5S)~-5-methyl-4, 5-
dihydro-1,3-oxazol-2-yl])-1H-pyrrol-2-yl}phenoxy)-N-
methylpyridin-2-sulfonamide,
5—(3—[(lS)—2—hydroxy—l—ﬁethylethoxy]—5—{5—[(58)—5—methyl—4,5—
dihydro-1,3-0oxazol-2-yl]-1H-pyrrol-2-yl}phenoxy) -N-
methylpyridine-2-carboxamide,

5-(3-{5-[(5R)-5- (hydroxymethyl) -4, 5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-[(1S)-2-methoxy-l-methylethoxy]phenoxy) -N-
methylpyridin-2-carboxamide, or

5-(3-{5-[ (5R)-5- (hydroxymethyl) -4, 5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-[(1S)-2-methoxy-1-methylethoxy]phenoxy) -N-
methylpyridin-2-sulfonamide.

(29) a compound or pharmacologically acceptable salt thereof
described in (1) above, wherein the compound represented by the
general formula (I) is:

{ (5R) =2-[5-(3-[(1S)-2-methoxy-1-methylethoxy] -5-{[6-
(methylsulfonyl)pyridin-3-yl)oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1,3-oxazol-5-yl}methanol,
(2S)-2-(3-{5-[(4R)-4-methyl-4, 5-dihydro-1,3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[6-(methylsulfonyl)pyridin-3-
yl]oxy}phenoxy)propan-1-ol,
(2S)-2-(3-{5-[(4R)-4-ethyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[6-(methylsulfonyl)pyridin-3-
ylloxy}phenoxy)propan-1-ol,

{ (4R) -2-15-(3-[(1S)-2-methoxy-1l-methylethoxy]-5-{[6-
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(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4, 5-
dihydro-1, 3-o0xazol-4-yl}methanol,

(25)-2-(3-{5-[ (4R, 5S) -4, 5-dimethyl-4,5-dihydro-1, 3-oxazol-2-yl]-
lH-pyrrol-2-yl}-5-{[6- (methylsulfonyl)pyridin-3-
yl]oxy}phenoxy)propan-1-ol,

{ (4R, 5R)-2~[5-(3-[(1S)-2-methoxy-1-methylethoxy]l-5-{[6-
(methylsulfonyl)pyridin-3-yl]loxylphenyl)-1H-pyrrol-2-yl]-4-
methyl-4, 5-dihydro-1, 3-oxazol-5-yl}methanol,

{ (4R, 5S8)-2-[5-(3-[(1S)-2-methoxy-1l-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxyl}phenyl)-1H-pyrrol-2-yl]-5-
methyl-4, 5-dihydro-1, 3-oxazol-4-yl}methanol,
(18)-1-{(4S)-2-[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1, 3-oxazol-4-yl}ethanol,
(1R)-1-{(4S)-2-[5-(3-[(1S)-2-methoxy-1l-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4, 5-
dihydro-1, 3-oxazol-4-yl}ethanol,
(25)-2-(3-{5-[(5S)-5-methyl-4,5-dihydro-1, 3-oxazol-2~yl]-1H-
pyrrol-2-yl1}-5-{[5- (methylsulfonyl)pyrazin-2-
yl]oxy}pnenoxy)propan-1-ol,
{(5R)-2-[5-(3-[(1S)~-2-methoxy-1-methylethoxy]-5-{[5-
(methylsulfonyl)pyrazin-2-yl)oxy}phenyl)-1H-pyrrol-2-yl}-4,5-
dihydro-1, 3-oxazol-5-yl}methanol,

(28)-2-(3-{5-[(4R) ~4-methyl-4,5-dihydro-1,3-0xazol-2-yl]-1H-
pyrrol-2-yl}-5-{[5- (methylsulfonyl)pyrazin-2-
yl]oxy}phenoxy)propan-1-ol,
(25)-2-(3-{5-[(4R)-4-ethyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-
pyrrol-2-yl1}-5-{[5- (methylsulfonyl)pyrazin-2-
ylloxylphenoxy)propan-1-0l,
(28)-2-(3-{5-[(4R,5S)-4,5-dimethyl-4, 5-dihydro-1, 3-oxazol-2-yl] -
1H-pyrrol-2-yl}-5-{[5- (methylsulfonyl)pyrazin-2-
yl]loxyl}phenoxy)propan-1-ol,

{ (4R, 58)-2-[5-(3-{[(25)-1-methoxypropan-2-yl]oxy}-5-{[5-
(methylsulfonyl)pyrazin-2-yl]oxy}phenyl)-1H-pyrrol-2-yl]-5-
methyl-4,5-dihydro-1,3-oxazol-4-yl}methanol,
(1S)-1-{(4S)-2-[5-(3-{[(2S)-1-methoxypropan-2-yl]loxy}-5-{[5-
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(methylsulfonyl)pyrazin-2-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1,3-oxazol-4-yl}ethanol, or

(1R)-1-{ (4S)-2~-[5-(3-{[(2S)-1-methoxypropan-2-yl)oxy}-5-{[5-
(methylsulfonyl)pyrazin-2-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1,3-oxazol-4-yl}ethanol.

(30) a compound described in (1) above, wherein the compound
represented by the general formula (I) is:

{(5R)-2-[5-(3-[(1S)-2-methoxy-1l-methylethoxy]-5-{[6-

(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1,3-oxazol-5-yl}methanol,

(28)-2~-(3-{5-[ (4R) -4-methyl-4, 5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[6- (methylsulfonyl)pyridin-3-
ylloxy}phenoxy)propan-1-o0l,

(2S)-2-(3-{5-[(4R) -4-ethyl-4,5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[6- (methylsulfonyl)pyridin-3-
yl]loxy}phenoxy)propan-1-o0l,

{ (4R) -2-[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4, 5-
dihydro-1,3-oxazol-4-yl}methanol,

(25)-2-(3-{5-[ (4R, 5S)-4,5-dimethyl-4,5-dihydro-1, 3-oxazol-2-yl]-
1H-pyrrol-2-yl}-5-{[6- (methylsulfonyl)pyridin-3-
yl]oxy}phenoxy)propan-1-ol,

{ (4R, 5R) -2-[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-

(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4-
methyl-4,5-dihydro-1,3-oxazol-5-yl}methanol,

{ (4R, 55)-2-[5-(3-[(1S)-2-methoxy-1l-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-5-
methyl-4,5-dihydro-1,3-oxazol-4-yl}methanol,

(18)-1-{ (4S)-2-[5-(3-[(1S)-2-methoxy-1-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1, 3-oxazol-4-yl}ethanol,
(1R)-1-{(4S)-2-[5-(3-[(18)-2-methoxy-1l-methylethoxy]-5-{[6-
(methylsulfonyl)pyridin-3-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4, 5-
dihydro-1, 3-oxazol-4-yl}ethanol,
(2S)-2-(3-{5-[(5S)-5-methyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[5- (methylsulfonyl)pyrazin-2-
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yl]oxy}phenoxy)propan-1-o0l,

{ (5R)=-2-[5-(3-[(1S)-2-methoxy-1l-methylethoxy]-5-{[5-
(methylsulfonyl)pyrazin-2-yl]oxy}phenyl)-1H-pyrrol-2-yl]-4,5-
dihydro-1, 3-oxazol-5-yl}methanol,

(28)-2-(3-{5-[ (4R) -4-methyl-4,5-dihydro-1, 3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[5-(methylsulfonyl)pyrazin-2-
yl]oxy}phenoxy)propan-1-o01l,

(2S5)-2-(3-{5-[(4R) -4-ethyl-4,5-dihydro-1,3-oxazol-2-yl]-1H-
pyrrol-2-yl}-5-{[5-(methylsulfonyl)pyrazin-2-

yl]oxy}phenoxy)pﬁopan—l—ol,
(25)-2-(3-{5-[(4R,5S) -4, 5-dimethyl-4, 5-dihydro-1, 3-oxazol-2-yl]-
1H-pyrrol-2-yl}-5-{[5- (methylsulfonyl)pyrazin-2-
yvl]loxy}phenoxy)propan-1-o01l,

{ (4R, 58) -2-[5-(3-{[(2S)-1-methoxypropan-2-yl]loxy}-5-{[5-
(methylsulfonyl)pyrazin-2-yl]oxyl}phenyl)-1H-pyrrol-2-yl]-5-
methyl-4, 5-dihydro-1, 3-oxazol-4-yl}methanol,
(18)-1-{(4S)-2-[5-(3-{[(2S)-1-methoxypropan-2-yl]oxy}-5-{[5-
(methylsulfonyl)pyrazin-2-yl]Joxy}phenyl)-1H-pyrrol-2-yl}-4,5-
dihydro-1,3-oxazol-4-yl}lethanol, or
(1R)-1-{(4S)~-2-(5-(3-{[(2S)-1-methoxypropan-2-yl]oxy}-5-{[5-
(methylsulfonyl)pyrazin-2-ylloxy}phenyl)-1H-pyrrol-2-yl]-4, 5-
dihydro-1,3-oxazol-4-yl}ethanol.

(31) a glucokinase activator containing as an active
ingredient thereof a compound or pharmacologically acceptable
salt thereof described in any one selected from (1) to (30)
above;

(32) a pharmaceutical composition containing as an active
ingredient thereof a compound or pharmacologically acceptable
salt thereof described in any one selected from (1) to (30)
above;

(33) the pharmaceutical composition described in (32) above,
wherein the pharmaceutical composition has glucokinase
activating activity;

(34) the pharmaceutical composition described in (32) above,
wherein the pharmaceutical composition is for treating and/or

preventing a disease that is treatable and/or preventable by
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glucokinase activating activity;

(35) the pharmaceutical composition described in (32) above,
wherein the pharmaceutical composition is for treating and/or
preventing a disease for which the symptoms thereof are treated,
improved, diminished and/or prevented by activation of
glucokinase and maintenance of glucose homeostasis or regulation
of blood glucose level;

(36) the pharmaceutical composition described in (32) above,
wherein the pharmaceutical composition is for treating and/or
preventing diabetes, impaired glucose tolerance, gestational
diabetes, chronic complications of diabetes (including diabetic
peripheral neuropathy, diabetic nephropathy, diabetic
retinopathy and diabetic macroangiopathy) or metabclic syndrome;
(37) the pharmaceutical composition described in (32) above,
wherein the pharmaceutical composition is for treating and/or
preventing diabetes or impaired glucose tolerance;

(38) a use of a compound, or pharmacologically acceptable salt
thereof, described in any one selected from (1) to (30) above,
for producing a pharmaceutical composition;

(39) the use described in (38) above, wherein the
pharmaceutical composition is a composition for activating
glucokinase;

(40) the use described in (38) above, wherein the
pharmaceutical composition is a composition for treating and/or
preventing diabetes, impaired glucose tolerance, gestational
diabetes, chronic complications of diabetes (including diabetic
peripheral neuropathy, diabetic nephropathy, diabetic
retinopathy and diabetic macroangiopathy) or metabolic syndrome;
(41) the use described in (38) above, wherein the
pharmaceutical composition is a composition for treating and/or
preventing diabetes or impaired glucose tolerance;

(42) a glucokinase activation method, comprising administering
a pharmacologically effective amount of a compound or
pharmacologically acceptable salt thereof described in any one
selected from (1) to (30) above to a warm-blooded animal;

(43) a method for treating and/or preventing a disease,
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comprising administering a pharmacologically effective amount of
a compound or pharmacologically acceptable salt thereof
described in any one selected from (1) to (30) above to a warm-
blooded animal;
(44) the method described in (43) above, wherein the disease
is diabetes, impaired glucose tolerance, gestational diabetes,
chronic complications of diabetes (including diabetic peripheral
neuropathy, diabetic nephropathy, diabetic retinopathy and
diabetic macroangiopathy) or metabolic syndrome;
(45) the method described in (43) above, wherein the disease
is diabetes or impaired glucose tolerance; and,
(46) the method described in any one selected from (42) to
(45) above, wherein the warm-blooded animal is a human.
In the present invention, a "halogen atom" refers to a
fluorine atom, a chlorine atom, a bromine atom or an iodine atom.
The halogen atom is preferably a fluorine atom or a chlorine
atom, and more preferably a chlorine atom.
In the present invention, a "C;-Cgs alkyl group" refers to
a linear or branched alkyl group having 1 to 6 carbon atom(s).
| Examples of the C;-Cs alkyl group include a methyl group, an
ethyl group, a propyl group, an isopropyl group, a butyl group,
an isobutyl group, an s-butyl group, a t-butyl group, a pentyl
group, an isopentyl group, a 2-methylbutyl group, a neopentyl
group, a l-ethylpropyl group, a hexyl group, an isohexyl group,
a 4-methylpentyl group, a 3-methylpentyl group, a 2-methylpentyl
group, a l-methylpentyl group, a 3,3-dimethylbutyl group, a 2,2-
dimethylbutyl group, a 1,l1-dimethylbutyl group and a 1,2-
dimethylbutyl group, and the C,-Cgs alkyl group is preferably a
linear or branched alkyl group having 1 to 4 carbon atom(s) (C;-
C, alkyl group), more preferably a methyl group or an ethyl
group (C,-C, alkyl group), and even more preferably a methyl
group.
In the present invention, a "C;-C¢ halogenated alkyl
group" refers to a group in which 1 to 5 of the same or
different above-mentioned "halogen atom" are bonded to the

above-mentioned "C,-Cg¢ alkyl group". Examples of C,-Cg
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halogenated alkyl groups include a trifluoromethyl group, a
trichlorcmethyl group, a difluoromethyl group, a dichloromethyl
group, a dibromomethyl group, a fluoromethyl group, a 2,2,2-
trifluoroethyl group, a 2,2,2-trichloroethyl group, a 2-
bromoethyl group, a 2-chloroethyl group and a 2-fluoroethyl
group, and the C,-C¢ halogenated alkyl group is preferably a
group in which 1 to 5 of the same or different above-mentioned
"halogen atom" are bonded to the above-mentioned "C,-C, alkyl
group" (C;-C4 halogenated alkyl group), more preferably a group
in which 1 to 5 of the same or different above-mentioned
"halogen atom" are bonded to the above-mentioned "C,-C, alkyl
group" (C,-C, halogenated alkyl group), and even more preferably
a trifluoromethyl group or a fluoromethyl group.

In the present invention, a "C,-C¢ alkenyl group" refers
to a group among above-mentioned "C,-C¢ alkyl group" having one
double bond and 2 to 6 carbon atoms. Examples of the C,-Cg
alkenyl group include an ethenyl group, a l-propenyl group, a 2-
propenyl group, a l-methyl-2-propenyl group, a l-methyl-1-
propenyl group, a 2-methyl-l-propenyl group, a 2-methyl-2-
propenyl group, a l-butenyl group, a 2-butenyl group, a 3-
butenyl group, a l-pentenyl group, a 4-pentenyl group, a 1l-
methyl-4-pentenyl group and a 5-hexenyl group, and the C;-Cg
alkenyl group is preferably an alkenyl group having 2 to 4
carbon atoms (C,-C4 alkenyl group), and more preferably a 2-
propenyl group.

In the present invention, a "C,-Cg¢ alkynyl group" refers
to a group among above-mentioned "C,-Cg¢ alkyl group" having one
triple bond and 2 to 6 carbon atoms. Examples of the C,-Cg
alkynyl group include an ethynyl group, a l-propynyl group, a 2-
propynyl group, a l-methyl-2-propynyl group, a l-butynyl group,
a 2-butynyl group, a l-methyl-2-butynyl group, a 3-butynyl group,
a 2-pentynyl group and a 5-hexynyl group, and the C,-C¢ alkynyl
group is preferably an alkynyl group having 2 to 4 carbon atoms
(C,-C, alkynyl group), and more preferably a 2-propynyl group or
a 2-butynyl group.

In the present invention, a "C,-C¢ alkyl group substituted
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with 1 or 2 hydroxy group(s)" refers to a group in which 1 or 2
hydroxy group(s) are bonded to the above-mentioned "C,-C¢ alkyl
group". Examples of the C;-C¢ alkyl group substituted with 1 or
2 hydroxy group(s) include a hydroxymethyl group, a 2-
hydroxyethyl group, a l-hydroxyethyl group, a 3-hydroxypropyl
group, a 1,2-dihydroxyethyl group and a 2,3-dihydroxypropyl
group, and the C,-C¢ alkyl group substituted with 1 or 2 hydroxy
group (s) is preferably a group in which 1 or 2 hydroxy group(s)
are bonded to the above-mentioned "C,-C4 alkyl group", more
preferably a group in which 1 or 2 hydroxy group(s) are bonded
to the above-mentioned "C,-C; alkyl group", and even more
preferably a hydroxymethyl group or a hydroxyethyl group.

In the present invention, a "C;-C¢ alkoxy group" refers to
a group in which the above-mentioned "C:-Cg¢ alkyl group" is
bonded to an oxygen atom, and is a linear or branched alkoxy
group having 1 to 6 carbon atom(s). Examples of the C;-Cg alkoxy
group include a methoxy group, an ethoxy group, a propoxy group,
an isopropoXxy group, a butoxy group, an isobutoxy group, an s-
butoxy group, a t-butoxy group, a pentoxy group, a 2-
methylbutoxy group, a 3-ethylpropoxy group, a neopentoxy group,
a hexyloxy group and a 2,3-dimethylbutoxy group, and the C,-Cg
alkoxy group is preferably a linear or branched alkoxy group
having 1 to 4 carbon atom(s) (C;-C, alkoxy group), more
preferably a methoxy group, an ethoxy group, a propoxy group oOr
an isopropoxy group (C,-C; alkoxy group), even more preferably a
methoxy group or an ethoxy group (C;-C; alkoxy group), and
particularly preferably a methoxy group.

In the present invention, a "C;-C¢ halogenated alkoxy
group" refers to a group in which 1 to 5 of the same or
different above-mentioned "halogen atom" are bonded to the
above-mentioned "C,-C¢ alkoxy group". Examples of the C,-Cg
halogenzated alkoxy group include a trifluoromethoxy group, a
trichloromethoxy group, a difluoromethoxy group, a
dichloromethoxy group, a dibromomethoxy group, a fluoromethoxy
group, a 2,2,2-trifluoroethoxy group, a 2,2,2-trichloroethoxy

group, a 2-chloroethoxy group, a 2-fluoroethoxy group, and a
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pentaflucroethoxy group, and the C,-C¢ halogenated alkoxy group
is preferably a group in which 1 to 5 of the same or different
above-mentioned "halogen atom" are bonded to the above-mentioned
"C,-C, alkoxy group" (C;-C, halogenated alkoxy group), more
preferably a group in which 1 to 5 of the same or different
above-mentioned "halogen atom" are bonded to the above-mentioned
"C,-C, alkoxy group" (C;-C, halogenated alkoxy group), and even
more preierably a trifluoromethoxy group.

In the present invention, a " (C;-C¢ alkoxy)-(C;-C¢ alkyl)
group" refers to a group in which one above-mentioned "C,-Cg
alkoxy group" is bonded to the above-mentioned "C,-Cg¢ alkyl
group"”. Examples of the (C,-Cg¢ alkoxy)-(C,-C¢ alkyl) group
include a methoxymethyl group, an ethoxymethyl group, a
propoxymethyl group, an isopropoxymethyl group, a butoxymethyl
group, an s-butoxymethyl group, a t-butoxymethyl group, a 2-
methoxyethyl group and a 3-isopropoxypropyl group, and the (C,-Cg
alkoxy)-(C,-Cg¢ alkyl) group is preferably a group in which one
above-mentioned "C,-C, alkoxy group" is bonded to the above-
mentioned "C,-C, alkyl group" ((C;-C; alkoxy)-(C,-C; alkyl) group),
more preferably a group in which one above-mentioned "C,;-C;
alkoxy group" is bonded to the above-mentioned "C,-C, alkyl
group" ((C;-C, alkoxy)-(C;-C, alkyl) group), and even more
preferably a methoxymethyl group.

In the present invention, a " (C;-C¢ alkoxy)-(C;-C¢ alkoxy)
group" refers to a group in which one above-mentioned "C,-Cg
alkoxy group" is bonded to the above-mentioned "C,-Cg¢ alkoxy
group". Examples of the (C;-Cg¢ alkoxy)-(Cy-C¢ alkoxy) group
include a methoxymethyloxy group, an ethoxymethyloxy group, a
propoxymethyloxy group, a butoxymethyloxy group, a 2-
methoxyethyloxy group and a 3-isopropoxypropyloxy group, and the
(C;-C¢ alkoxy)-(C;-Cg¢ alkoxy) group is preferably a group in
which one above-mentioned "C,-C, alkoxy group" group is bonded to
the above-mentioned "C,-C; alkoxy group" ((C;-Cq alkoxy)-(Ci-Cq
alkoxy) group), more preferably a group in which one above-
mentioned "C;-C, alkoxy group" is bonded to the above-mentioned

"C,-C, alkoxy group" ((C;-C; alkoxy)-(C,-C, alkoxy) group), and
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even more preferably a methoxymethyloxy group.

In the present invention, a "C,-C; alkylcarbonyl group"
refers to a group in which one above-mentioned "C,-Cg¢ alkyl
group" is bonded to a carbonyl group. Examples of the C,-C,
alkylcarbonyl group include an acetyl group, a propionyl group,
a butyryl group, an isobutyryl group, a pentanoyl group, a
pivaloyl group and a valeryl group, and the C,-C; alkylcarbonyl
group is preferably a group in which one above-mentioned "C,-C,
alkyl group” is bonded to a carbonyl group (C,-Cs alkylcarbonyl
group), more preferably an acetyl group or a propionyl group
(C,-C3 alkylcarbonyl group), and even more preferably an acetyl
group.

In the present invention, a "C,-C; alkoxycarbonyl group"
refers to a group in which one above-mentioned "C,;-Cy alkoxy
group"” 1is bonded to a carbonyl group. Examples of the C,-C,
alkoxycarbonyl group include a methoxycarbonyl group, an
ethoxycarbonyl group, a propoxycarbonyl group, an
isopropoxycarbonyl group, a butoxycarbonyl group, an
isobutoxycarbonyl group, an s-butoxycarbonyl group and a t-
butoxycarbonyl group, and the C,-C; alkoxycarbonyl group is
preferably a group in which one above-mentioned "C;-C; alkoxy
group" is bonded to a carbonyl group (C,-Cs alkoxycarbonyl group),
more preferably a methoxycarbonyl group or an ethoxycarbonyl
group (C,-C3; alkoxycarbonyl group), and even more preferably a
methoxycarbonyl group.

In the present invention, a "C,-C; alkylcarbonyloxy group"”
refers to a group in which a carbonyl group to which is bonded
one above-mentioned "C;-C¢ alkyl group" is bonded to an oxygen
atom. Examples of the C,-C; alkylcarbonyloxy group include an
acetoxy group, a propionyloxy group, a butyryloxy group, an
isobutyryloxy group, a pentanoyloxy group, a pivaloyloxy group,
a valeryloxy group and an isovaleryloxy group, and the C,-C,
alkylcarbonyloxy group is preferably a group in which a carbonyl
group to which is bonded one above-mentioned "C;-C, alkyl group"”
is bonded to an oxygen atom (C,-Cs alkylcarbonyloxy group), more

preferably an acetoxy group or a propionyloxy group (C,-C;
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alkylcarbonyloxy group), and even more preferably an acetoxy
group.

In the present invention, a "C,-C;, alkoxycarbonyloxy
group" refers to a group in which a carbonyl group to which is
bonded one above-mentioned "C,-C¢ alkoxy group" is bonded to an
oxygen atom. Examples of the C,-C; alkoxycarbonyloxy group
include a methoxycarbonyloxy group, an ethoxycarbonyloxy group,
a propoxycarbonyloxy group, an isopropoxycarbonyloxy group, a

butoxycarbonyloxy group, an s-butoxycarbonyloxy group and a t-

butoxycarbonyloxy group, and the C,-C, alkoxycarbonyloxy group is
preferably a group in which a carbonyl group to.which is bonded
one above-mentioned "C;-C;, alkoxy group" is bonded to an oxygen
atom (C,-Cs alkoxycarbonyloxy group), more preferably a
methoxycarbonyloxy group or an ethoxycarbonyloxy group (C;-Cs
alkoxycarbonyloxy group), and even more preferably a
methoxycarbonyloxy group.

In the present invention, a "mono-C,-Cs alkylamino group"
refers to a group in which one above-mentioned "C,~-Cq alkyl
group" is bonded to an amino group. Examples of the mono-C;-Cg ‘
alkylamino group include a methylamino group, an ethylamino }
group, a propylamino group, an isopropylamino group, a
butylamino group, an isobutylamino group, an s-butylamino group,
a t-butylamino group, a pentylamino group, an isopentylamino
group, a 2-methylbutylamino group, a neopentylamino group, a 1-
ethylpropylamino group, a hexylamino group and an isohexylamino
group, and the mono-C;-C¢ alkylamino group is preferably a group
in which one above-mentioned "C;-Cq alkyl group" is bonded to an
amino group (mono-C;-C, alkylamino group), more preferably a
methylamino group or an ethylamino group (mono-C;-C, alkylamino
group), and even more preferably a methylaminc group.

In the present invention, a "mono-C;-C¢ halogenated
alkylamino group" refers to a group in which one above-mentioned
"C,-C¢ halogenated alkyl group" is bonded to an amino group.
Examples of the mono-C,-Cg halogenated alkylamino group include a
trifluoromethylamino group, a trichloromethylamino group, a

difluoromethylamino group, a dichloromethylamino group, a
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dibromomethylamino group, a fluoromethylamino group, a 2,2,2-
trifluoroethylamino group, a 2,2,2-trichloroethylamino group, a
2-bromoethylamino group, a 2-chloroethylamino group and a 2-
fluorcethylamino group, and the mono-C,-C¢ halogenated alkylamino
group is preferably a group in which one above-mentioned "C;-C,
halogenated alkyl group" is bonded to an amino group (mono-C,-C,
halogenated alkylamino group), more preferably a group in which
one above-mentioned "C;-C, halogenated alkyl group" is bonded to
an amino group (mono-C;-C, halogenated alkylamino group), and
even more preferably a 2-chloroethylamino group.

In the present invention, a "di-(C,-Cg¢ alkyl)amino group"”
refers to a group in which two of the same or different above-
mentioned "C;-C¢ alkyl group" is bonded to an amino group.
Examples of the di-(C,~C¢ alkyl)amino group include a
dimethylamino group, a diethylamino group, a dipropylamino group,
a diisopropylamino group, a dibutylamino group, a
diisobutylamino group, a dipentylamino group, a diisopentylamino
group, a dineopentylamino group, a dihexylamino group, an N-
ethyl-N-methylamino group, an N-methyl-N-propyl amino group, an
N-isopropyl-N-methylamino group, an N-butyl-N-methylamino group,
an N-isobutyl-N-methylamino group, an N-methyl-N-pentylamino
group, an N-isopentyl-N-methylamino group, an N-ethyl-N-
propylamino group, an N-ethyl-N-isopropylamino group, an N-
butyl-N-ethylamino group and an N-ethyl-N-isopentylamino group,
and the di- (C;-Cg¢ alkyl)amino group is preferably a group in
which two of the same or different above-mentioned "C;~C; alkyl
group" is bonded to an amino group (di-(C,-C, alkyl)amino group),
more preferably a dimethylamino group, a diethylamino group or
an N-ethyl-N-methylamino group (di-(C;-C, alkyl)amino group), and
even more preferably a dimethylamino group.

In the present invention, a "di-(C,-C¢ halogenated
alkyl)amino group" refers to a group in which two of the same or
different above-mentioned "C;-C¢ halogenated alkyl group" is
bonded to an amino group. Examples of the "di-(C,-C¢ halogenated
alkyl)amino group include a di-(trifluoromethyl)amino group, a

di- (fluoromethyl)amino group, a di-(2,2,2-trichloroethyl)amino
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group, a di-(2-chloroethyl)amino group and an N—(2—chlorpethyl)—
N- (2-fluoroethyl)amino group, and the di-(C,;-C¢ halogenated
alkyl)amino group is preferably a group in which two of the same
or different above-mentioned "C,-C, halogenated alkyl group" is
bonded to an amino group (di-(C;-C, halogenated alkyl)amino
group), and more preferably a di-(2-chloroethyl)amino group.

In the present invention, a "C,-C¢ alkylthio group" refers
to a group in which one above-mentioned "C,-Cg alkyl group" is
bonded toc a sulfur atom, and is a linear or branched alkylthio
group having 1 to 6 carbon atom(s). Examples of the C;-Cg
alkylthio group include a methylthio group, an ethylthio group,
a propylthio group, an isopropylthio group, a butylthio group,
an isobutylthio group, an s-butylthio group, a pentylthio group,
a l-ethylpropylthio group and a hexylthio group, and the C,-Cg
alkylthio group is preferably a linear or branched alkylthio
group having 1 to 4 carbon atom(s) (C;-C, alkylthio group), more
preferably a methylthio group or an ethylthio group (C;-C;
alkylthio group), and even more preferably a methylthio group.

In the present invention, a "C,-C¢ alkylsulfonyl group"
refers to a group in which one above-mentioned "C,-Cg¢ alkyl
group" is bonded to a sulfonyl group, and is a linear or
branched alkylsulfonyl group having 1 to 6 carbon atom(s).
Examples of the C,-C¢ alkylsulfonyl group include a
methylsulfonyl group, an ethylsulfonyl group, a propylsulfonyl
group, an isopropylsulfonyl group, a butylsulfonyl group, an
isobutylsulfonyl group, an s-butylsulfonyl group and a
pentylsulfonyl group, and the C;-C¢ alkylsulfonyl group is
preferably a linear or branched alkylsulfonyl group having 1 to
4 carbon atom(s) (Ci-Cy alkylsulfonyl group), more preferably a
methylsulfonyl group or an ethylsulfonyl group (C;-C;
alkylsulfonyl group), and even more preferably a methylsulfonyl
group.

In the present invention, a "C;3-C¢ cycloalkylsulfonyl
group"”" refers to a cyclopropylsulfonyl group, a
cyclobutylsulfonyl group, a cyclopentylsulfonyl group or a
cyclohexylsulfonyl group. The C3-C¢ cycloalkylsulfonyl group is
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preferably a cyclopropylsulfonyl group.

In the present invention, a "C;-C¢ hydroxyalkylsulfonyl
group" refers to a group in which one above-mentioned "C,-Cg
alkyl group" to which is bonded one hydroxy group is bonded to a
sulfonyl group, and is a linear or branched hydroxyalkylsulfonyl
group having 1 to 6 carbon atom(s). Examples of the C;-Cg
hydroxyaikylsulfonyl group include a hydroxymethylsulf<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>