
1 DESCRIPTION [Title of Invention] PHENYLIMIDAZOLE COMPOUNDS [Technical
Field]            The present invention relates to a novel 5
phenylimidazole compound. [Background Art]        Today's society is called
a society of gluttony, and the number of people diagnosed with
hyperlipidemia, obesity, 10 etc., has been sharply rising. Conditions such
as hyperlipidemia, obesity, and the like are extremely dangerous because
these conditions can induce diabetes and cause arteriosclerosis and other
diseases, such as cardiac infarction and cerebral infarction, which are
attributed to 15 arteriosclerosis.        Accordingly, for the purpose of
preventing and treating hyperlipidemia, obesity, etc., a variety of studies
have been conducted on pharmaceutical products, chemotherapy, and the like
for ameliorating these 20 conditions. Chemotherapy used to activate LPL
(lipoprotein lipase) and chemotherapeutic agents therefor are examples of
such studies. LPL activation is considered to be effective in the
prevention and treatment of hyperlipidemia, obesity, etc. (For example,
Non-Patent Documents 1 to 6) 25 [Prior-Art Document] [Non-Patent Documents]
[Non-Patent Document 1] LPL Activation and Arteriosclerosis: J. din.
Invest., 92, 411 (1993) 30[Non-Patent Document 2] LPL Activation and
Cataract: Biol. Pharm. Bull., 19, 1570 (1996)        [Non-Patent Document
3] LPL Activation and Cachexia: Anticancer Research, 19, 4099 (1999)
[Non-Patent Document 4] LPL Activity and Nephrosis: 35 Metabolism, 49, 588
(2000)  2        [Non-Patent Document 5] LPL Activation and Hyperlipidemia:
Diabetes, 44, 414 (1995)        [Non-Patent Document 6] LPL Activation and
Obesity: Diabetologia, 43, 875 (2000) 5 [Summary of the Invention] [Object
to be Achieved by the Invention]       A main object of the present
invention is to provide. a pharmaceutical product (chemotherapeutic agent)
that is 10 effective in the prevention and treatment of hyperlipidemia,
obesity, etc. [Means to Achieve the Object] For the purpose of providing a
pharmaceutical product 15 (chemotherapeutic agent) effective in the
prevention and treatment of hyperlipidemia, obesity, etc., the present
inventors have conducted intensive studies to develop a compound having an
LPL-activation function, particularly an LPL-activation function that is
specific to skeletal muscle. 20 During the course of these studies, the
inventors succeeded in synthesizing a phenylimidazole compound represented
by General Formula (1) shown below and found that the compound has the
desired properties. The present invention was made based on this knowledge.
25The present invention provides the following inventions according to
Items 1 to 30.        Item 1. A phenylimidazole compound represented by the
following General Formula (1): [Chem. 1] 30 R1-0 



(1)  3        wherein R1 represents a hydrogen atom, a phenyl lower alkyl
group or a pyridyl lower alkyl group, and the benzene ring and the pyridine
ring are optionally substituted with 1 or 2 substituents selected from the
group consisting of 5 halogen atoms, cyano group and halogen-substituted
lower alkyl groups One of R2 and R8 represents a hydrogen atom and the
other represents a lower alkoxy group. R4 represents a lower alkyl group, a
furyl group, a thienyl group or a phenyl group optionally substituted with
1 or 2 10 substituents selected from the group consisting of lower alkyl
groups, lower alkoxy groups, halogen atoms, carboxyl group, lower
alkoxycarbonyl groups and halogen-substituted lower alkyl groups. R5 and R5
are the same or different, and represent a hydrogen atom or a lower alkyl
group. R7 15 and R8 are the same or different, and represent a hydrogen
atom or a lower alkoxy group. However, when RI represents an unsubstituted
phenyl lower alkyl group, R2 represents a lower alkoxy group, R8 represents
a hydrogen atom, R4 represents an unsubstituted phenyl group or a phenyl
group 20 having 1 or 2 halogen-substituted lower alkyl groups, and R5
represents a hydrogen atom, R5 is not a hydrogen atom. Item 2. The
phenylimidazole compound according to Item 1, wherein R7 and R8 represent a
hydrogen atom in General Formula (1). 25Item 3. The phenylimidazole
compound according to Item 1 or 2, wherein R4 represents a thienyl group in
General Formula (1).          Item 4. The phenylimidazole compound
according to Item 1 or 2, wherein R4 represents a furyl group in General
30Formula (1).       Item 5. The phenylimidazole compound according to Item
1 or 2, wherein, in General Formula (1), R4 represents a phenyl group
optionally substituted with 1 or 2 substituents selected from the group
consisting of lower 35 alkyl groups, lower alkoxy groups, halogen atoms,
carboxyl  4 group, lower alkoxycarbonyl groups and halogen-substituted
lower alkyl groups.        Item 6. The phenylimidazole compound according
to Item 1 or 2, wherein, in General Formula (1), RI. is an 5 unsubstituted
phenyl lower alkyl group or a phenyl lower alkyl group substituted with 1
or 2 substituents selected from the group consisting of halogen atoms,
cyano group and halogen-substituted lower alkyl groups. Item 7. The
phenylimidazole compound according to 10 Item 6, wherein, in General
Formula (1), R1 is a group selected from the group consisting of benzyl,
4-cyanobenzyl, 3-cyanobenzyl, 2-cyanobenzyl, 4-chlorobenzyl, 4-
trifluoromethylbenzyl, 4-chloro-2-fluorobenzyl and 4-bromo2-fluorobenzyl.
15Item 8. The phenylimidazole compound according to Item 6, wherein, in
General Formula (1), R1 is a group selected from the group consisting of
benzyl, 4-cyanobenzyl, 3-cyanobenzyl, 2-cyanobenzyl, 4-chlorobenzyl and
4-bromo-2- fluorobenzyl. 20Item 9. The phenylimidazole compound according
to Item 1, 2 or 6, wherein, in General Formula (1), R4 is a thienyl group,
a furyl group or a phenyl group optionally substituted with 1 or 2
substituents selected from the group consisting of lower alkyl groups,
lower alkoxy groups, 25 halogen atoms, lower alkoxycarbonyl groups and
halogen-substituted lower alkyl groups.        Item 10. The phenylimidazole
compound according to Item 1, 2 or 6, wherein, in General Formula (1), R4
is a group selected from the group consisting of 2-thienyl, 3- 30 thienyl,
3-furyl, phenyl, 4-fluorophenyl, 3-fluorophenyl, 3-fluoro-4-methylphenyl,
3,4-difluorophenyl, 4- trifluoromethylphenyl, 3-trifluoromethylphenyl, 2-
trifluoromethylphenyl, 4-chlorophenyl, 3-chlorophenyl, 3,4- dichlorophenyl,
3,5-dichlorophenyl, 3-chloro-4-fluorophenyl, 35 3-methoxyphenyl,
4-methoxyphenyl, 3,4-dimethoxyphenyl, 4-  5 methoxycarbonylphenyl,
4-carboxyphenyl, 4-(1,1- dimethylethyl)phenyl, 1-methylethyl and
4-methylphenyl. Item 11. The phenylimidazole compound according to Item 10,
wherein, in General Formula (1), R4 is a group 5 selected from the group
consisting of 2-thienyl, 3-thienyl, 3-furyl, phenyl, 4-fluorophenyl,
3-fluorophenyl, 3,4- difluorophenyl, 4-trifluoromethylphenyl, 3-
trifluoromethylphenyl, 2-trifluoromethylphenyl, 4- chlorophenyl,
3-chlorophenyl, 3,4-dichlorophenyl, 3,5- 



10 dichlorophenyl, 3-chloro-4-fluorophenyl, 3-methoxyphenyl,
4-methoxycarbonylphenyl, 4-(1,1-dimethylethyl)phenyl, 1- methylethyl and
4-methylphenyl.        Item 12. The phenylimidazole compound according to
Item 1 or 2, wherein, in General Formula (1), R1 is a 15 pyridyl lower
alkyl group optionally substituted with 1 or 2 substituents selected from
the group consisting of halogen atoms, cyano group, and halogen-substituted
lower alkyl groups. Item 13. The phenylimidazole compound according to 20
Item 12, wherein, in General Formula (1), R1 is a group selected from the
group consisting of 5-trifluoromethy1-2- pyridylmethyl, 2-pyridylmethyl,
3-pyridylmethyl, 5-chloro2-pyridylmethyl and 5-cyano-2-pyridylmethyl. Item
14. The phenylimidazole compound according to 25 Item 1 or 2, wherein, in
General Formula (1), R1 is a pyridyl lower alkyl group optionally
substituted with a halogen-substituted lower alkyl group. Item 15. The
phenylimidazole compound according to Item 14, wherein, in General Formula
(1), R1 is a group 30 selelcted from the group consisting of
2-pyridylmethyl and 6-trifluoromethy1-3-pyridylmethyl.        Item 16. The
phenylimidazole compound according to Item 1 or 2, wherein, in General
Formula (1), R1 is a group selected from the group consisting of benzyl, 4-
35 chlorobenzyl and 4-bromo-2-fluorobenzyl, and R4 is a group  selected
from the group consisting of 4- trifluoromethylphenyl, 4-fluorophenyl,
3,4-difluorophenyl, 4-chlorophenyl, 3,4-dichlorophenyl and 4-methylphenyl.
Item 17. The phenylimidazole compound according to 5 Item 1, selected from
the following compounds:
.4-[4-(4-bromo-2-fluorobenzyloxy)-3-methoxypheny1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole
4-[4-(4-cyanobenzyloxy)-2-methoxypheny1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole 10
.4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole
4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole
4-(4-benzyloxy-3-methoxypheny1)-2-(3-thieny1)-1H-imidazole 15
.4-(4-benzyloxy-2-methoxypheny1)-2-(4-fluoropheny1)-1Himidazole
.4-(4-benzyloxy-3-methoxypheny1)-2-(4-fluoropheny1)-5- methyl-1H-imidazole
.4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-(4- 20
fluoropheny1)-1H-imidazole .4-[4-(4-chlorobenzyloxy)-3-methoxypheny1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole
.4-[4-(4-cyanobenzyloxy)-2-methoxypheny1]-2-(4- fluoropheny1)-1H-imidazole
25 .4-[4-(4-bromo-2-fluorobenzyloxy)-3-methoxypheny1]-2-(4-
fluoropheny1)-1H-imidazole
.4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-(4-
fluoropheny1)-1H-imidazole
.4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-(4- 30
chloropheny1)-1H-imidazole
4-[4-(4-bromo-2-fluorobenzyloxy)-3-methoxypheny1]-2-(2-
thieny1)-1H-imidazole
.4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-(3-thieny1)- 1H-imidazole  7
.4-[4-(4-cyanobenzyloxy)-2-methoxypheny1]-2-[3-
(trifluoromethyl)pheny1]-1H-imidazole
.4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-(4-
methylpheny1)-1H-imidazole 5
.4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-(3,4-
difluoropheny1)-1H-imidazole
.4-(4-benzyloxy-2-methoxypheny1)-2-(3,4-difluoropheny1)-1Himidazole
.4-(4-benzyloxy-2-methoxypheny1)-2-(3,4-dichloropheny1)-11-10 imidazole.
Item 18. The phenylimidazole compound according to Item 1, selected from
the following compounds:
.4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole 



15.4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole
.4-(4-benzyloxy-2-methoxypheny1)-2-(4-fluoropheny1)-1Himidazole
4-(4-benzyloxy-3-methoxypheny1)-2-(4-fluoropheny1)-5- 20
methyl-1H-imidazole .4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-(4-
fluoropheny1)-1H-imidazole
.4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-(4-
fluoropheny1)-1H-imidazole 25
.4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-(4-
chloropheny1)-1H-imidazole
.4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-(4-
methylpheny1)-1H-imidazole
4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-(3,4- 30
difluoropheny1)-1H-imidazole
4-(4-benzyloxy-2-methoxypheny1)-2-(3,4-difluoropheny1)-1Himidazole
.4-(4-benzyloxy-2-methoxypheny1)-2-(3,4-dichloropheny1)-1Himidazole  8
.4-[4-(4-cyanobenzyloxy)-2-methoxypheny1]-2-(4- fluoropheny1)-1H-imidazole.
Item 19. A pharmaceutical composition containing, as an active ingredient,
the compound according to any one of 5 Items 1 to 18.        Item 20. An
LPL activator containing, as an active ingredient, the compound according
to any one of Items 1 to 18. Item 21. An agent for preventing and treating
10 hyperlipidemia containing, as an active ingredient, the compound
according to any one of Items 1 to 18.        Item 22. An
anti-arteriosclerotic agent containing, as an active ingredient, the
compound according to any one of Items 1 to 18. 15Item 23. An anti-obesity
agent containing, as an active ingredient, the compound according to any
one of Items 1 to 18.          Item 24. A method of activating LPL,
comprising administering an effective amount of the compound according 20
to any one of Items 1 to 18.  Item 25. A method of preventing or treating
hyperlipidemia, comprising administering an effective amount of the
compound according to any one of Items 1 to 18. 25Item 26. A method of
preventing or treating arteriosclerosis, comprising administering an
effective amount of the compound according to any one of Items 1 to 18.
Item 27. A method of preventing or treating obesity, 30 comprising
administering an effective amount of the compound according to any one of
Items 1 to 18.       Item 28. Use of the compound according to any one of
Items 1 to 18 as a medicine.            Item 29. Use of the compound
according to any one of 35 Items 1 to 18 for producing an LPL activator.  9
Item 30. The compound according to any one of Items 1 to 18 for use in
activating LPL. [Effects of the Invention] 5The phenylimidazole compound of
the present invention has a lipoprotein lipase (LPL) activating action, and
is effective as an LPL activator in the prevention and treatment of
hyperlipidemia, arteriosclerosis, obesity, etc. 10 [Best Mode for Carrying
out the Invention]        Hereinbelow, the phenylimidazole compound of the
present invention is described in detail. Each group described in General
Formula (1) and elsewhere in the present specification is described more 15
specifically as follows. In the present specification, the term "lower"
used for each group containing a carbon refers to a group "having 1 to 6
carbons". Examples of lower alkyl groups include straight or 



branched C1-6 alkyl groups such as methyl, ethyl, propyl, 20 1-methylethyl,
butyl, 2-methylpropyl, 1,1-dimethylethyl, pentyl, hexyl, etc.
Examples of lower alkoxy groups include C1-6 alkoxy groups such as methoxy,
ethoxy, propoxy, 1-methylethoxy, butoxy, 2-methylpropoxy,
1,1-dimethylethoxy, pentyloxy, 25 hexyloxy, etc.        Examples of halogen
atoms include fluorine, chlorine, bromine, iodine, etc. Examples of furyl
groups include 2-furyl, 3-furyl, etc. 30Examples of thienyl groups include
2-thienyl, 3- thienyl, etc.        Examples of halogen-substituted lower
alkyl groups include a halogenoalkyl group which has a straight or branched
CI-6 alkyl group substituted with at least one 35 halogen atom selected
from the group consisting of fluorine,  10 chlorine, bromine and iodine
atoms. A preferable example thereof is a perhalogenoalkyl group, and a
particularly preferable example thereof is a perfluoroalkyl group. Specific
examples thereof include trifluoromethyl, 5 pentafluoroethyl,
heptafluoropropyl, nonafluorobutyl, undecafluoropentyl, tridecafluorohexyl,
etc.        Examples of lower alkoxycarbonyl groups include a straight or
branched C1-6 alkoxy carbonyl group such as methoxycarbonyl,
ethoxycarbonyl, propoxycarbonyl, 1- 10 methylethoxycarbonyl,
butoxycarbonyl, 2- methylpropoxycarbonyl, 1,1-dimethylethoxycarbonyl,
pentyloxycarbonyl, hexyloxycarbonyl, etc.        Examples of phenyl lower
alkyl groups optionally substituted with 1 or 2 substituents selected from
the 15 group consisting of halogen atoms, cyano group and
halogen-substituted lower alkyl groups include the following: benzyl,
1-phenylethyl, 2-phenylethyl, 3-phenylpropyl, 4- phenylbutyl,
5-phenylpentyl, 6-phenylhexyl, 2-chlorobenzyl, 3-chlorobenzyl,
4-chlorobenzyl, 2-bromobenzyl, 3- 20 bromobenzyl, 4-bromobenzyl,
2-iodobenzyl, 3-iodobenzyl, 4- iodobenzyl, 2-fluorobenzyl, 3-fluorobenzyl,
4-fluorobenzyl, 2,4-dichlorobenzyl, 2,3-dichlorobenzyl, 3,5-dichlorobenzyl,
3,4-dichlorobenzyl, 2,5-dichlorobenzyl, 2,6-dichlorobenzyl,
2,4-difluorobenzyl, 2,4-dibromobenzyl, 2,4-diiodobenzyl, 4- 25
bromo-2-fluorobenzyl, 2-bromo-4-fluorobenzyl, 4-bromo-2- chlorobenzyl,
4-chloro-2-fluorobenzyl, 2-cyanobenzyl, 3- cyanobenzyl, 4-cyanobenzyl,
2,4-dicyanobenzyl, 3,5- dicyanobenzyl, 4-bromo-2-cyanobenzyl,
2-bromo-4-cyanobenzyl, 4-chloro-2-cyanobenzyl, 2-chloro-4-cyanobenzyl,
4-bromo-2- 30 cyanobenzyl, 2-bromo-4-cyanobenzyl, 4-fluoro-2-cyanobenzyl,
2-fluoro-4-cyanobenzyl, 1-(4-chlorophenyl)ethyl, 2-(4- chlorophenyl)ethyl,
3-(4-chlorophenyl)propyl, 4-(4- chlorophenyl)butyl,
5-(4-chlorophenyl)pentyl, 6-(4- chlorophenyl)hexyl, 1-(4-cyanophenyl)ethyl,
2-(4- 35 cyanophenyl)ethyl, 3-(4-cyanophenyl)propyl, 4-(4-  11
cyanophenyl)butyl, 5-(4-cyanophenyl)pentyl, 6-(4- cyanophenyl)hexyl,
1-(4-bromo-2-fluorophenyl)ethyl, 2-(4- bromo-2-fluorophenyl)ethyl,
3-(4-bromo-2- fluorophenyl)propyl, 4-(4-bromo-2-fluorophenyl)butyl, 5-(4- 5
bromo-2-fluorophenyl)pentyl, 6-(4-bromo-2- fluorophenyl)hexyl,
2-trifluoromethylbenzyl, 3- trifluoromethylbenzyl, 4-trifluoromethylbenzyl,
1-(4- trifluoromethylphenyl)ethyl, 2-(4- trifluoromethylphenyl)ethyl, 3-(4-
10 trifluoromethylphenyl)propyl, 4-(4- trifluoromethylphenyl)butyl, 5-(4-
trifluoromethylphenyl)pentyl, 6-(4- trifluoromethylphenyl)hexyl, 2-bromo-4-
trifluoromethylbenzyl, 2-cyano-4-trifluoromethylbenzyl, etc. 15Examples of
pyridyl lower alkyl groups optionally substituted with 1 or 2 substituents
selected from the group consisting of halogen atoms, cyano group and
halogen- substituted lower alkyl groups include the following: 2-
pyridylmethyl, 3-pyridylmethyl, 4-pyridylmethyl, (3- 20
trifluoromethy1-2-pyridyl)methyl, (4-trifluoromethy1-2- pyridyl)methyl,
(5-trifluoromethy1-2-pyridyl)methyl, (6- trifluoromethy1-2-pyridyl)methyl,
(2-trifluoromethy1-3- pyridyl)methyl, (4-trifluoromethy1-3-pyridyl)methyl,
(5- trifluoromethy1-3-pyridyl)methyl, (6-trifluoromethy1-3- 25
pyridyl)methyl, (2-trifluoromethy1-4-pyridyl)methyl, (3-
trifluoromethy1-4-pyridyl)methyl, (5-pentafluoroethy1-2- pyridyl)methyl,
(5-heptafluoropropy1-2-pyridyl)methyl, (5-
nonafluoro-buty1-2-pyridyl)methyl, (5-undecafluoropenty1-2- pyridyl)methyl,
(5-tridecafluorohexy1-2-pyridyl)methyl, 1-
30(5-trifluoromethy1-2-pyridyl)ethyl, 2-(5-trifluoromethy1-2-
pyridyl)ethyl, 3-(5-trifluoromethy1-2-pyridyl)propyl, 4-(5- 



trifluoromethy1-2.7pyridyl)butyl, 5-(5-trifluoromethy1-2- pyridyl)pentyl,
6-(5-trifluoromethy1-2-pyridyl)hexyl, (3- bromo-2-pyridyl)methyl,
(4-bromo-2-pyridyl)methyl, (5- 35 bromo-2-pyridyl)methyl,
(6-bromo-2-pyridyl)methyl, (2-  12 bromo-3-pyridyl)methyl,
(4-bromo-3-pyridyl)methyl, (5- bromo-3-pyridyl)methyl,
(6-bromo-3-pyridyl)methyl, (2- bromo-4-pyridyl)methyl,
(3-bromo-4-pyridyl)methyl, (5- chloro-2-pyridyl)methyl,
(6-chloro-3-pyridyl)methyl, (5- 5 fluoro-2-pyridyl)methyl,
(6-fluoro-3-pyridyl)methyl, (3- cyano-2-pyridyl)methyl,
(4-cyano-2-pyridyl)methyl, (5- cyano-2-pyridyl)methyl,
(6-cyano-2-pyridyl)methyl, (2- cyano-3-pyridyl)methyl,
(4-cyano-3-pyridy1)methyl, (5- cyano-3-pyridyl)methyl,
(6-cyano-3-pyridyl)methyl, (2- 10 cyano-4-pyridyl)methyl,
(3-cyano-4-pyridyl)methyl, 1-(5- chloro-2-pyridyl)ethyl,
2-(5-chloro-2-pyridyl)ethyl, 3-(5- chloro-2-pyridyl)propyl,
4-(5-chloro-2-pyridyl)butyl, 5-(5- chloro-2-pyridyl)pentyl,
6-(5-chloro-2-pyridy)hexyl, etc. Examples of phenyl groups optionally
substituted with 15 1 or 2 substituents selected from the group consisting
of lower alkyl groups, lower alkoxy groups, halogen atoms, carboxyl group,
lower alkoxycarbonyl groups and halogen-substituted lower alkyl groups
include the following in addition to the phenyl group: 2-chlorophenyl, 3-
20 chlorophenyl, 4-chlorophenyl, 2-bromophenyl, 3-bromophenyl,
4-bromophenyl, 2-iodophenyl, 3-iodophenyl,.4-iodophenyl, 2- fluorophenyl,
3-fluorophenyl, 4-fluorophenyl, 3,4- difluorophenyl, 2,4-dichlorophenyl,
2,3-dichlorophenyl, 3,5-dichlorophenyl, 3,4-dichlorophenyl,
2,5-dichlorophenyl, 25 2,6-dichlorophenyl, 2,4-difluorophenyl,
2,4-dibromophenyl, 3,4-dibromophenyl, 2,4-diiodophenyl,
4-bromo-2-fluorophenyl, 2-bromo-4-fluorophenyl, 4-bromo-2-chlorophenyl,
3-chloro-4- fluorophenyl, 2-methylphenyl, 3-methylphenyl, 4- methylphenyl,
4-ethylphenyl, 4-propylphenyl, 4-(1- 30 methylethyl)phenyl, 4-butylphenyl,
4-(2-methylpropyl)phenyl, 4-(1,1-dimethylethyl)phenyl, 4-pentylphenyl,
4-hexylphenyl, 2,4-dimethylphenyl, 2,3-dimethylphenyl, 3,5-dimethylphenyl,
3,4-dimethylphenyl, 2,5-dimethylphenyl, 2,6-dimethylphenyl,
2-methoxyphenyl, 3-methoxyphenyl, 4-methoxyphenyl, 4- 35 ethoxyphenyl,
4-propoxyphenyl, 4-(1-methylethoxy)phenyl, 4-  13 butoxyphenyl,
4-(2-methylpropoxy)phenyl, 4-(1,1- dimethylethoxy)phenyl,
4-pentyloxyphenyl, 4-hexyloxyphenyl, 2,4-dimethoxyphenyl,
2,3-dimethoxyphenyl, 3,5- dimethoxyphenyl, 3,4-dimethoxyphenyl,
2,5-dimethoxyphenyl, 5 2,6-dimethoxyphenyl, 2-trifluoromethylphenyl, 3-
trifluoromethylphenyl, 4-trifluoromethylphenyl, 4- pentafluoroethylphenyl,
4-heptafluoropropylphenyl, 4- nonafluorobutylphenyl,
4-undecafluoropentylphenyl, 4- tridecafluorohexylphenyl,
2,4-bistrifluoromethylphenyl, 10 2,3-bistrifluoromethylphenyl,
3,5-bistrifluoromethylphenyl, 3,4-bistrifluoromethylphenyl,
2,5-bistrifluoromethylphenyl, 2,6-bistrifluoromethylphenyl,
4-methoxy-2-methylphenyl, 4- methoxy-3-methylphenyl,
3-methoxy-5-methylphenyl, 4-chloro2-methylphenyl, 4-chloro-3-methylphenyl,
3-chloro-5- 15 methylphenyl, 3-fluoro-5-methylphenyl, 3-fluoro-4-
methylphenyl, 3-bromo-5-methylphenyl, 3-iodo-5-methylphenyl,
2-methyl-4-trifluoromethylphenyl, 3-methy1-4- trifluoromethylphenyl,
3-methyl-5-trifluoromethylphenyl, 2- chloro-4-methoxyphenyl,
3-chloro-4-methoxyphenyl, 3-chloro- 20 5-methoxyphenyl,
4-methoxy-2-trifluoromethylphenyl, 4- methoxy-3-trifluoromethylphenyl,
3-methoxy-5- trifluoromethylphenyl, 4-chloro-2-trifluoromethylphenyl, 4-
chloro-3-trifluoromethylphenyl, 3-chloro-5- trifluoromethylphenyl,
2-carboxyphenyl, 3-carboxyphenyl, 4- 25 carboxyphenyl,
2-methoxycarbonylphenyl, 3- methoxycarbonylphenyl, 4-methoxycarbonylphenyl,
4- ethoxycarbonylphenyl, 4-propoxycarbonylphenyl, 4- butoxycarbonylphenyl,
4-pentyloxycarbonylphenyl, 4- hexyloxycarbonylphenyl, etc. 30In General
Formula (1), preferable Rl is an unsubstituted phenyl lower alkyl group or
a phenyl lower alkyl group substituted with 1 or 2 substituents selected
from the group consisting of halogen atoms, cyano group and
halogen-substituted lower alkyl groups. Specific examples 35 of preferable
Rl include benzyl, 4-cyanobenzyl, 3-  14 cyanobenzyl, 2-cyanobenzyl,
4-chlorobenzyl, 4- trifluoromethylbenzyl, 4-chloro-2-fluorobenzyl and
4-bromo2-fluorobenzyl, etc. Specific examples of more preferable Rl include
benzyl, 4-cyanobenzyl, 3-cyanobenzyl, 2- 5 cyanobenzyl, 4-chlorobenzyl,
4-bromo-2-fluorobenzyl, etc. Another preferable R1 is a pyridyl lower alkyl
group optionally substituted with 1 or 2 substituents selectd from the
group consisting of halogen atoms, cyano group, and halogen-substituted
lower alkyl groups. Specific 10 examples of preferable Rl include
5-trifluoromethy1-2- pyridylmethyl, 2-pyridylmethyl, 3-pyridylmethyl,
5-chloro2-pyridylmethyl, 5-cyano-2-pyridylmethyl, etc. Another preferable
R1 is a pyridyl lower alkyl group optionally substituted with a
halogen-substituted lower 15 alkyl group. Specific examples of preferable
R1 include 2- pyridylmethyl, 6-trifluoromethy1-3-pyridylmethyl, etc.
In General Formula (1), preferable R4 is a furyl group, a thienyl group or
a phenyl group optionally substituted with 1 or 2 substituents selected
from the 20 group consisting of lower alkyl groups, lower alkoxy groups,
halogen atoms, carboxyl group, lower alkoxycarbonyl groups and
halogen-substituted lower alkyl groups. More preferable R4 is a furyl
group, a thienyl group or a phenyl group optionally substituted with 1 or 2
substituents 



25 selected from the group consisting of lower alkyl groups, lower alkoxy
groups, halogen atoms, lower alkoxycarbonyl groups and halogen-substituted
lower alkyl groups.        Specific examples of preferable R4 include
2-thienyl, 3-thienyl, 3-furyl, phenyl, 4-fluorophenyl, 3-fluorophenyl, 30
3-fluoro-4-methylphenyl 3,4-difluorophenyl, 4- trifluoromethylphenyl,
3-trifluoromethylphenyl, 2- trifluoromethylphenyl, 4-chlorophenyl,
3-chlorophenyl, 3,4- dichlorophenyl, 3,5-dichlorophenyl,
3-chloro-4-fluorophenyl, 3-methoxyphenyl, 4-methoxyphenyl,
3,4-dimethoxyphenyl 4- 35 methoxycarbonylphenyl, 4-carboxyphenyl, 4-(1,1-
15 dimethylethyl)phenyl, 1-methylethyl, 4-methylphenyl, etc. Specific
examples of more preferable R4 include 2-thienyl, 3-thienyl, 3-furyl,
phenyl, 4-fluorophenyl, 3-fluorophenyl, 3,4-difluorophenyl,
4-trifluoromethylphenyl, 3- 5 trifluoromethylphenyl,
2-trifluoromethylphenyl, 4- chlorophenyl, 3-chlorophenyl,
3,4-dichlorophenyl, 3,5- dichlorophenyl, 3-chloro-4-fluorophenyl,
3-methoxyphenyl, 4-methoxycarbonylphenyl, 4-(1,1-dimethylethyl)phenyl, 1-
methylethyl, 4-methylphenyl, etc. 10In General Formula (1), preferable R4
and R8 are hydrogen atoms.        In General Formula (1), preferable R7 and
R8 are hydrogen atoms. A preferable phenylimidazole compound represented by
15 General Formula (1) is a compound wherein R1 is a group selected from
the group consisting of benzyl, 4- chlorobenzyl and 4-bromo-2-fluorobenzyl;
and R4 is a group selected from the group consisting of 4-
trifluoromethylphenyl, 4-fluorophenyl, 3,4-difluorophenyl, 20
4-chlorophenyl, 3,4-dichlorophenyl and 4-methylphenyl.        Specific
examples of a more preferable phenylimidazole compound represented by
General Formula (1) include the following compounds:
.4-[4-(4-bromo-2-fluorobenzyloxy)-3-methoxypheny1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole
.4-[4-(4-cyanobenzyloxy)-2-methoxypheny1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole
.4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole 30
.4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole
.4-(4-benzyloxy-3-methoxypheny1)-2-(3-thieny1)-1H-imidazole
.4-(4-benzyloxy-2-methoxypheny1)-2-(4-fluoropheny1)-1Himidazole  16
-4-(4-benzyloxy-3-methoxypheny1)-2-(4-fluoropheny1)-5- methyl-1H-imidazole
-4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-(4- fluoropheny1)-1H-imidazole
5 -4-[4-(4-chlorobenzyloxy)-3-methoxypheny1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole
-4-[4-(4-cyanobenzyloxy)-2-methoxypheny1]-2-(4-
fluoropheny1)-11-1-imidazole
-4-[4-(4-bromo-2-fluorobenzyloxy)-3-methoxypheny1]-2-(4- 10
fluoropheny1)-1H-imidazole
-4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-(4-
fluoropheny1)-1H-imidazole
-4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-(4-
chloropheny1)-1H-imidazole 15
-4-[4-(4-bromo-2-fluorobenzyloxy)-3-methoxypheny1]-2-(2-
thieny1)-1H-imidazole
-4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-(3-thieny1)- 1H-imidazole
-4-[4-(4-cyanobenzyloxy)-2-methoxypheny1]-2-[3-
20(trifluoromethyl)phenyl]-1H-imidazole
-4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-(4-
methylpheny1)-1H-imidazole
-4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-(3,4-
difluoropheny1)-1H-imidazole 25
-4-(4-benzyloxy-2-methoxypheny1)-2-(3,4-difluoropheny1)-1Himidazole
-4-(4-benzyloxy-2-methoxypheny1)-2-(3,4-dichloropheny1)-1Himidazole.
Specific examples of a particularly preferable 30 phenylimidazole compound
represented by General Formula (1) include the following compounds:
-4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole
-4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-[4-
35(trifluoromethyl)pheny1]-1H-imidazole 



17  4-(4-benzyloxy-2-methoxypheny1)-2-(4-fluoropheny1)-1Himidazole
.4-(4-benzyloxy-3-methoxypheny1)-2-(4-fluoropheny1)-5- methyl-1H-imidazole
5 .4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-(4-
fluoropheny1)-1H-imidazole
.4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-(4-
fluoropheny1)-1H-imidazole
.4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-(4- 10
chloropheny1)-1H-imidazole
4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-(4-
methylpheny1)-1H-imidazole
.4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-(3,4-
difluoropheny1)-1H-imidazole 15
.4-(4-benzyloxy-2-methoxypheny1)-2-(3,4-difluoropheny1)-1Himidazole
4-(4-benzyloxy-2-methoxypheny1)-2-(3,4-dichloropheny1)-1Himidazole
4-[4-(4-cyanobenzyloxy)-2-methoxypheny1]-2-(4- 20
fluoropheny1)-1H-imidazole.       Method of Producing Compound (1) of the
Present  Invention              The phenylimidazole compound of the present
invention 25 can be produced by various methods. A preferable example
thereof is as follows. [Reaction Scheme-1] [Chem. 2]  Re 0NRe CH-X1 HNR4
R2R3 h5 GO(3)  18        wherein, R1, R2, PO, R4, R6, R6, R7 and R6 are as
defined above. X' represents a halogen atom.       As shown in Reaction
Scheme-1 described above, compound (1) of the present invention can be
produced 5 through cyclization of compound (2) and compound (3).        The
cyclization reaction is carried out by reacting substantially equimolar
amounts of compound (2) and compound (3) in an inert solvent such as
tetrahydrofuran (THF), 1,4-dioxane, water, or a mixture of these, in the 10
presence of an alkali such as sodium hydrogen carbonate, potassium hydrogen
carbonate, sodium carbonate, etc., at room temperature to 100C for 0.5 to
10 hours. 1 to 5 moles of alkali are used per mole of compound (2).
Compound (2), which is used as a starting material in 15 Reaction Scheme-1,
can be obtained by the halogenation reaction shown in Reaction Scheme-2
below. [Reaction Scheme-2] [Chem. 3]  R1-0+ PhIsT(CH3)3pC13 oH2CD R2R2I (4)
20wherein, Rl, R2, R6, R6, R7, R6 and X1 are as defined above. 



The desired compound (2) can be obtained by reacting compound (4) and
trimethylphenylammonium trihalide (5), for example, in an inert solvent
such as tetrahydrofuran (THF), 25 1,4-dioxane, etc., at 0C to 50C for 5 to
20 hours. 1 to 1.3 moles of trimethylphenylammonium trihalide (5) are used
per mole of compound (4).          Further, in Reaction Scheme-2, compound
(4a) included in compound (4) used as a starting material is a compound 30
wherein R1 is a phenyl lower alkyl group optionally  19 substituted with 1
or 2 substituents selected from the group consisting of halogen atoms,
cyano group and halogen-substituted lower alkyl groups; and compound (4b)
included in compound (4) is a compound wherein R1 is a pyridyl lower 5
alkyl group optionally substituted with 1 or 2 substituents selected from
the group consisting of halogen atoms, cyano group and halogen-substituted
lower alkyl groups. These compounds (4a) and (4b) can be produced by the
methods shown in Reaction Scheme-3 and Reaction Scheme-4 below, 10
respectively. [Reaction Scheme-3] [Chem. 4]  R8 0 HO/Ria_x2    wherein, Ra
phenyl lower alkyl group 15 optionally substituted with 1 or 2 substituents
selected from the group consisting of halogen atoms, cyano group and
halogen-substituted lower alkyl groups, or a pyridyl lower alkyl group
optionally substituted with 1 or 2 substituents selected from the group
consisting of halogen atoms, cyano 20 group and halogen-substituted lower
alkyl groups; and R2, R5, R5, R and R5 are as defined above. X2 represents
a halogen atom. The above-mentioned known compound (6) can be converted to
compound (4a) by reacting it with halide (7). 25 The reaction is carried
out in an inert solvent such as N,N-dimethylformamide (DMF),
N,N-dimethylacetamide (DMA), dimethyl sulfoxide (DMS0), etc., in the
presence of an alkali such as potassium carbonate, sodium carbonate, etc.,
and is completed at room temperature to 100C in about 5 to 30 about 30
hours. 1 to 2 moles of halide (7) are used per  20 mole of compound (6),
and 1 to 3 moles of alkali are used per mole of compound (6). [Reaction
Scheme-4] [Chem. 5] RmRftRia_x2RmR8aR7 R8 0(7)00 HOR12-0 Ru-o cH2cH2cH2 OH
45OH 45R R5 3b I (6000 



wherein, R21 represents a lower alkoxy group, R74 and Rea are the same or
different and represent a hydrogen atom or a hydroxy group, and R14, R2,
R2, R8, R7, R8 and X2 are as defined above. 10The above-mentioned known
compound (6a) is reacted with halide (7), converted into compound (8), and
then alkylated. Thereby, compound (4b) can be induced from compound (6a).
The reaction of compound (6a) with halide (7) is carried out under the same
reaction conditions as 15 the reaction shown in the above Reaction
Scheme-3.        The alkylation reaction of the resulting compound (8) is
carried out in an inert solvent such as N,Ndimethylformamide (DMF),
N,N-dimethylacetamide (DMA), dimethyl sulfoxide (DMSO), etc., in the
presence of an 20 alkali such as potassium carbonate, sodium carbonate,
etc., using a lower alkyl halide such as iodomethane, iodoethane,
1-iodopropane, 1-iodobutane, 1-iodopentane, 1-iodohexane, etc., and is
completed at 0C to 50C in about 10 to about 100 hours. 1 to 3 equivalents
of alkali are used per mole 25 of compound (8), and 1 to 2 equivalents of
lower alkyl halide are used per mole of compound (8).        Some of the
compounds of the present invention are capable of forming pharmacologically
acceptable acid addition salts, for example, hydrochloride, nitrate, 30
sulfate, hydrobromide, phosphate, carbonate, acetate, lactate, citrate,
etc. These acid addition salts can also  21 be produced according to known
methods. The present invention also includes these acid addition salts.
Note that some of the compounds of the present invention may include
optical isomers having a carbon atom 5 as an asymmetric center. The present
invention includes all racemates that are mixtures of such optical isomers,
and optically active forms (i.e., optical isomers). The above-mentioned
optical isomers can be separated using various known separation methods.
10The desired compound in each process shown in each Reaction Scheme
described above and the compound of the present invention can be easily
isolated and purified by conventional separation means. Examples of such
separation means include adsorption chromatography, preparative thin- 15
layer chromatography, recrystallization, solvent extraction, etc. The
compound of the present invention (including a salt thereof; the same
applies below) has a lipoprotein lipase (LPL) activating action, and is
effective as an LPL 20 activator in the prevention and treatment of
hyperlipidemia, arteriosclerosis, obesity, etc. Accordingly, the present
invention also provides an agent for preventing and treating
hyperlipidemia, an anti-arteriosclerotic agent, an anti-obesity agent, and
the like. 25The present invention also provides a pharmaceutical
composition containing the compound of the present invention. Such a
pharmaceutical composition is usually used in the form of a general
pharmaceutical preparation. Examples of pharmaceutically acceptable
carriers used for 30 the pharmaceutical preparation of the present
invention include fillers, extenders, binders, wetting agents,
disintegrants, surfactants, lubricants, and like diluents and excipients
that are usually used according to the usage of the pharmaceutical
preparations. These carriers are  22 suitably selected according to the
unit dosage form of the resulting pharmaceutical preparations.        A
variety of unit dosage forms can be suitably selected for the
above-mentioned pharmaceutical preparation, 5 depending on the therapeutic
purpose. Typical examples are tablets, pills, powders, solutions,
suspensions, emulsions, granules, capsules, suppositories, injections
(solutions, suspensions, etc.), ointments, etc. To form tablets, the
following, for example, may be 10 used as the above-mentioned
pharmaceutically acceptable carriers: lactose, sucrose, sodium chloride,
glucose, urea, starch, calcium carbonate, kaolin, crystalline cellulose,
silicic acid, potassium phosphate and other excipients; water, ethanol,
propanol, simple syrup, glucose solutions, 15 starch solutions, gelatin
solutions, carboxymethylcellulose, hydroxypropylcellulose, methylcellulose,
polyvinylpyrrolidone and other binders; carboxymethylcellulose sodium ,
carboxymethylcellulose calcium, low-substituted hydroxypropyl cellulose,
dry 20 starch, sodium alginate, agar powder, laminarin powder, sodium
hydrogen carbonate, calcium carbonate and other disintegrators; fatty acid
esters of polyoxyethylene sorbitan, sodium lauryl sulfate, stearic acid
monoglycerides and other surfactants; sucrose, stearin, 25 cacao butter,
hydrogenated oils and other disintegration inhibitors; quaternary ammonium
bases, sodium lauryl sulfate and other absorption promoters; glycerole,
starch and other wetting agents; starch, lactose, kaolin, bentonite,
colloidal silicic acid and other adsorbents; 



30 purified talc, stearate, boric acid powder, polyethylene glycol and
other lubricants, etc. Further, such tablets may be coated with typical
coating materials as required, to prepare, for example, sugar-coated
tablets, gelatin-coated tablets, enteric-coated tablets, film-coated
tablets, 35 double- or multi-layered tablets, etc.  23        To form
pills, the following, for example, may be used as the pharmaceutically
acceptable carriers: glucose, lactose, starch, cacao butter, hydrogenated
vegetable oils, kaolin, talc and other excipients; gum arabic powder, 5
tragacanth powder, gelatin, ethanol and other binders; laminarin, agar and
other disintegrators, etc.        To form suppositories, the following, for
example, may be used as the pharmaceutically acceptable carriers:
polyethylene glycol, cacao butter, higher alcohols, esters 10 of higher
alcohols, gelatin, semi synthetic glycerides, etc.        Capsules are
prepared according to known methods, typically by mixing the compounds of
the present invention with the above-mentioned pharmaceutically acceptable
carriers and loading the mixture into a hard gelatin 15 capsule, soft
gelatin capsule or the like.        To prepare injections such as
solutions, emulsions, suspensions, etc., the injections are sterilized and
preferably made isotonic to blood. To form such injections, the following,
for example, may be used as diluents: water, 20 ethanol, macrogol,
propylene glycol, ethoxylated isostearyl alcohol, polyoxylated isostearyl
alcohol, fatty acid esters of polyoxyethylene sorbitan, etc. In this case,
the pharmaceutical preparation may contain sodium chloride, glucose or
glycerol in an amount sufficient to prepare an 25 isotonic solution, and
may also contain typical solubilizers, buffers, soothing agents, etc.
To form ointments such as pastes, creams, gels, etc., the following, for
example, may be used as diluents: white petrolatum, paraffin, glycerol,
cellulose derivatives, 30 polyethylene glycol, silicone, bentonite, etc.
Further, the preparation of the present invention may contain, if
necessary, coloring agents, preservatives, fragrances, flavors, sweetening
agents, etc., and/or other medicines and be prepared as a pharmaceutical
preparation.  24        The amount of the compounds (active ingredient
compounds) of the present invention to be contained in the preparation of
the present invention is not particularly limited, and is suitably selected
from a wide range. 5 Generally, the proportion thereof in the
pharmaceutical preparation is about 0.5 to about 90 wt.%, preferably about
1 to about 85 wt.%.        The route of administration of the
pharmaceutical preparation described above is not particularly limited, 10
and is determined by the form of the preparation, the patient's age, gender
and other conditions, the severity of the disease, etc. For example,
tablets, pills, solutions, suspensions, emulsions, granules and capsules
are administered orally. Injections are administered 15 intravenously,
intramuscularly, intracutaneously, subcutaneously or intraperitoneally,
alone or in combination with typical injection transfusions such as glucose
solutions, amino acid solutions or the like. Suppositories are administered
intrarectally. 20The dosage of the pharmaceutical preparation described
above is suitably selected according to the method of use, the patient's
age, gender and other conditions, the severity of the disease, etc. The
amount of the compounds of the present invention, i.e., the active 25
ingredients, is usually about 0.5 to about 20 mg, preferably about 1 to
about 10 mg per kg body weight per human adult per day. The preparation can
be administered once a day, or 2 to 4 times a day in separate doses.
Further, the present invention is a method of 30 activating LPL in patients
in need of LPL activation treatment, the method including administering an
effective amount of at least one compound of the present invention to the
patients.            Additionally, the present invention provides a method
35 of preventing or treating hyperlipidemia in patients in  25 need of
prevention or treatment of hyperlipidemia, the method including
administering an effective amount of at least one compound of the present
invention to the patients. Additionally, the present invention provides a
method 5 of preventing or treating arteriosclerosis for patients in need of
prevention or treatment of arteriosclerosis, the method including
administering an effective amount of at least one compound of the present
invention to the patients. Further, the present invention provides a method
of 10 preventing or treating obesity for patients in need of obesity
treatment, the method including administering an effective amount of at
least one compound of the present invention to the patients. 



Furthermore, the present invention provides the use 15 of the compounds of
the present invention for producing an LPL-activating composition; the use
of the compounds of the present invention for producing a compsition for
preventing or treating hyperlipidemia; and the use of the compounds of the
present invention for producing an anti-obesity 20 composition. [Example]
Hereinafter, the present invention is described in more detail with
reference to reference examples, examples, etc. However, the present
invention is not limited thereto. 25[Reference Example 1]        Production
of 2-bromo-1-[4-(4-bromo-2- fluorobenzyloxy)-3-methoxyphenyl]ethanone
1-(4-hydroxy-3-methoxyphenyl)ethanone (25.0 g, 0.15 mol) and potassium
carbonate (15.4 g, 0.11 mol) were added 30 to DMF (80 mL).
4-bromo-1-(bromomethyl)-2-fluorobenzene (50.2 g, 0.19 mol) was added to the
mixture, and the mixture was stirred at room temperature for 2 hours and
then stirred at 60C for 16 hours. Methanol (40 mL) was added to this
reaction solution, which was stirred at 60C 35 for 1 hour and then blended
with water (200 mL). The  26 precipitated crystals were filtered and washed
with water and hexane. The crystals were vacuum-dried at 60C for 3 hours,
yielding 1-[4-(4-bromo-2-fluorobenzyloxy)-3- methoxyphenyl]ethanone (52.7
g). 5Next, the above-obtained compound (52.0 g) was dissolved in THF (170
mL), and trimethylphenylammonium tribromide (57.2 g, 0.15 mol) was added
thereto under ice- cooled conditions. The mixture was stirred under
ice-cooled conditions for 1 hour and further stirred at room 10 temperature
for 14 hours. Water (200 mL) was added to this solution, and precipitated
crystals were filtered and washed with methanol, yielding the desired
compounds (59.7 g). Table 1 below shows the structure and melting point of
the obtained compound. 15[Reference Examples 2 to 7]       Each of the
compounds listed in Table 1 was produced in the same manner as in Reference
Example 1.  27 [Table 1] Ref= Example No. St ructure Melting Point (C) 1 F
Br_flyMe0 0 -6-C. Br 139-141 2 04e0 101-103  "_Br  3 Cl_o_ Me0 0
-b--(3...Br 



112-114 4 _ EL)FIMe0 NC 0-0--e Br 109-111 5 CN  0 cigille_Ota) Br 127-129 6
NC M 0 122-124  Br  7 00 <D4Reb_s_ Br Me 86-87  [Reference Example 8]
5Production of 2-bromo-1-[4-(4-bromo-2-
fluorobenzyloxy)-2-methoxyphenyl]ethanone
1-(2,4-dihydroxyphenyl)ethanone (25.3 g, 0.17 mol) and
4-bromo-l-bromomethy1-2-fluorobenzene (44.6 g, 0.17 mol) were dissolved in
DMF (150 mL). Potassium carbonate 10(11.8g, 0.09 mol) was added to the
solution under ice- cooled conditions, and the mixture was stirred under
ice-cooled conditions and further stirred at room temperature for 12 hours.
Again, potassium carbonate (11.8 g, 0.09 mol) was added to the mixture
under ice-cooled conditions, 15 and the mixture was stirred under
ice-cooled conditions for 30 minutes and further stirred at room
temperature for 12  28 hours. Methanol (100 mL) was added to this reaction
solution, and the mixture was stirred at 80C for 1 hour. Thereafter, water
(150 mL) was added to the mixture, and precipitated crystals were filtered
and washed with 5 methanol. The crystals were vacuum-dried at 60C for 2
hours, yielding 1-[4-(4-bromo-2-fluorobenzyloxy)-2- hydroxyphenyl]ethanone
(43.5 g, yield: 75%).       Next, the above-obtained compound (43.5 g, 0.13
mol) and potassium carbonate (21.6 g, 0.16 mol) were added to 10 DMF (100
mL), iodomethane (27.3 g, 0.19 mol) was added dropwise to the mixture under
ice-cooled conditions, and the mixture was stirred under ice-cooled
conditions for 1 hour and then stirred at room temperature for 48 hours.
Methanol (100 mL) was added to this reaction solution, and 



15 the mixture was stirred at 80C for 2 hour. Thereafter, water (150 mL)
was added to the mixture, and the precipitated crystals were filtered and
washed with methanol. The crystals were vacuum-dried at 60C for 1 hour,
giving 1-[4-(4-bromo-2-fluorobenzyloxy)-2- 20 methoxyphenyl]ethanone (42.1
g, yield: 92%).       The obtained compound (42.0 g) was dissolved in THF
(100 mL), and trimethylphenylammonium tribromide (44.7 g, 0.12 mol) was
added to the mixture under ice-cooled conditions. The mixture was stirred
for 1 hour under ice- 25 cooled conditions and further stirred at room
temperature for 13 hours. Water (100 mL) and methanol (100 mL) were added
to this solution, and the precipitated crystals were filtered and
recrystallized from ethyl acetate (100 mL) and methanol (200 mL), yielding
the desired compound (46.8 g). 30 Table 2 below shows the structure and
melting point of the obtained compound. [Reference Examples 9 to 12]
Each of the compounds listed in Table 2 was produced in the same manner as
in Reference Example 8.  29 [Table 2] Reference Exarcle No. St ructure
Melting Point ("C) 8 F Br-05--\OMe 0_04) Br 122-123 9 0Me C}Th0 r 94-96 1 0
cfrd_{.011/le Cl_ o_Th Br 113-115  1 1  0Me 0 167-170  Br  12 CIMe0 121-124



Br   [Reference Examples 13 to 27] 5Each of the compounds listed in Table 3
was produced in the same manner as in Reference Example 1 or 8, using the
appropriate starting materials. Table 3 shows the structures of the
obtained compounds.  30 [Table 3] Reference Example No. Structure Melting
point (C) 13 . Me0  0 0 0` CNBr _ 1 4  \Me00 F3C-C -  -N 0 4/Br  15 Me0 F3C
.0 0 40Br 102-104  '  16 



Me0 (-)0 , it \---N0 Br 203-206 17 0 M\ e0 \' _  N-0 Br  1 8
0i_cyAileb_e_ti 0 ....  r  19 Me0 C0 OS _  -N  Br  20 OMe -  41 o5 0 CN  Br
21 OMe F C / \- \0 _  



-N` 0 Br  22 OMe F3C 0. 0 Br 125-128  31 [Table 3-continued] 23 / \OMe   Br
2 4 e)OMe \0 _  N-  iiBr  25 OMe NC / \--\0 isBr _   -N` 0  26 OMe
CI--(7)-Th1' 0  _  -N 



Br  27 F3C-e \Me'  N-0 . /, Br 138-142  [Example 1] Production of
4-[4-(4-bromo-2-fluorobenzyloxy)-3- 5
methoxypheny1]-2-[4-(trifluoromethyl)pheny1]-1H-imidazole hydrochloride
Potassium hydrogen carbonate (2.8 g, 28.0 mmol), the compound (3.0 g, 6.9
mmol) of Reference Example 1, and ptrifluoromethylbenzamidine hydrochloride
dihydrate (1.6 g, 10 6.9 mmol) were added to a mixture solution of water (4
ml) and THE (12 ml), and the mixture solution was stirred at 60C for 16
hours. The reaction solution was cooled to room temperature, ethyl acetate
(70 ml) was added to the solution, and the solution was stirred for 30
minutes. 15 This solution was sequentially washed with water and saturated
saline, and dried with anhydrous magnesium sulfate. After the solvent was
distilled away under reduced pressure, diethyl ether was added, and the
precipitated crystals were filtered. The crystals were 20 vacuum-dried at
70C for 1 hour, yielding the desired  32 compound (3.0 g). Table 4 shows
the structure and properties of the obtained compound. [Examples 2 to 101]
The compound of the present invention was produced in 5 the same manner as
in Example 1, using the compounds of Reference Examples 1 to 12, known
2-bromo-1-(4-hydroxy-3- methoxyphenyl)ethanone or the like, as raw
materials. Table 4 shows the structures and properties of the obtained
compounds.  33 [Table 4) Example No. Structural Formula Melting Point (t)
1H-NMR (Unless otherwise noted, DMSo-dG solvent was used)  Me0  9.910H, 50,
7.87(2H. 3 .1.).9). 7.65(28.4. J=72). 722-  BrN11  7.50(6R m). 6.910H, d.
J=8.3). 5.16(214. a). 3.94(3)4. 4 1 



174-175   CF3      (C0C13)7.85-7,88 (211, an). 7.18-7.42 (1 041. m). 616
Olt  0N  3 Ja8t2H0 5.1108, 0,3,92 011, 0 2  87-89   Me0  8.20-3.33(2)4.
nil. 824 OH. 0. 7.75 OH. d, J=1.784.    7.47-1.86(114, m). 723 (141. 4,
4=37)40 5,17 UK 0 3.90  3 o_ty_eNH 224-226 (314, 0  HCI Me0
8.34-833(2)4. m). 823(111, .1 372-7.76 (311. ra). 7.57  



(114, dd. 4M2.1, 8.3E10 7.32-7.48 (94, m). 718 OH, d,  NH  Ja13114 5.16
(111, 0,3.92 OH, 0 4  228-229   Cl    Me0  8.18-820 (38. m). 7.71 OH. el,
Lk2.1Hz1 7.5$ Olt cld,  NH  .1.2.1, 8.3110, 7.45-7.37 (71t m), 7.19 Olt el,
J=8.3Hz),    5.16 (2H, 0,3.90 (38, 0 2,42 (311. 0   244-245   HCI
(C4703)7.213 (211, bd. J03.7Hz), 733(281, bd. ,Y-41.780.  (7)---rearMe 



0  1.44-7.48(314, m). 727-7.38 (311, nil, 722 Olt dd. Jb21. 8,23H0 721
(111. a). 610 OH 4, J-13.382). 5.18(28 0 6  138-139 3.97 (311, 0. 3.79
(311, 0  F3      8,17-810 (21t. (0 7.90 (111, d, J4,782). 717 OR ha/  Ma
0-ThNH  7.84-7.65 (3H. en). 7.33-7.50 (511, rn). 0.86 (111, bs), 621
(1)4, dd...P2.5, 8.7Hz), 621 (211. 0, 313 (38, a) 7  229-230   HCI
7,72-7.75(211. an). 7.67 OH, 0 7.38-743(811, m), 7.31-    7.35 OH m), 719
(IR del. J82.1,8.3144 7.03 OH, 3  



Jr.21T10, 5,08 (28, 0. 383 (381, IA 3,76 (art a) 8  146-147     (CD013)7.83
(211, d, Ja8.3110, 7.74 (2)4, d, 4=331107.30-    7.48 ($11. in), 7.18 OH.
0. 6.96-6.89(211, n0,6.92 (111, dd.    441.8387). 522(28. 0. 315 (31t 0.
3.68 (311. 0 9  146-147   CF3      821-824 (211, m), 7.94 (1H, d. .1a8.3),
7.m7014. a). 7.63- 10 ci>1 NH N ;CLIO 244-246  7.67 (31t la 7.46-7,53(4)4,
m7. 6.86 (1)4, d, ..F2.5873. 6.80 OR.5 dd, J_. 8.3114, 5.22 (2R a), 3.93
(321, a)    



Me  319-812 (211. m). 7.94 (I It 4.44,3112), 7.89 Olt 0    7.62-7.65 (4)4,
nil. 7.58 Olt t, J=7.8H0. 7.49 OH, dd,  NH  4=1.7, 7.980. 6.87 OH, d,
Ja2.1112), 6.84 OH, del. 4=2.1. 11  239-240 8.3110. 523 (2H. a). 994 (3H, 0
HCI      8.09 OH, 4, ,4IFIS, 728-8.04(28, n), 7.88 (211, 3  Me NH 0
4=8.3110 7.68 (211. d, J-13.3110. 7.32-7.52 (4R m), 6.68- 6.79 (211. m),
518 (2R sk 3.91 (3F1 a) 12  99-103   34 [Table 4-contiuned] 13 OMe
CS__crinc4H 



F3 231-232 8.43 (211. d, 4=8.3Hz). 8.03 (211, el, J=8.3Hz). 7.96 (111, d.
4=8.711z). 7.92 (1H. a). 7.33-720 (5H, m). 6.85 OH, d, 4=2.1Hz), 6.81 (1H,
dd, J=2.1. 8.7Hz), 5.21 (2H, a), 3.94 (3H, a) 14 0_1\140_ety_ce01.40 H
178-181 12.590H, bra), 7.64(1 H. d. 4=1.6), 7.51-7.54(2H, m). 7.45-
7.47(2H, in), 7.38-7.42(3H. in). 7.30-7.35(2H, m). 7.12(111. dd. J=4.0,
52). 7.03(111, d. 4=8.4). 5.08(211. a). 3.84(3H. a) 15 Me0 NH 0 I 250-251
8.35(211, d, 4=1.6). 8.19(1H, a). 7.88011. dd, 4=1.8, 1.6). 7.83011, d,
4=1.6), 7.51(111. dd, 4=1.6,8.4), 7.46-748(211, m), 7.39-7.43(211. in),
7.34-7.36(111, m), 7.190.1 H, d,3.4). 5.16(211, a), 3.89(3H. s) 16 NH HCI
Me 236-237 8.20(1H. a). 8.10011. dd. 4=2.0.10.8). 8.05(1H, dd, 4=2.0. 8.4).
7.71(1H, d, 4=2.0), 7.58(111, dd. 4=7.6,6.4), 7.54(1H, dd. 4=2.0.8.4).
7.49-748(211. m). 7.41(211, dd, 4=6.4, 8.4), 7.32-7.37(111. 01), 7.18011,
d, 4=8.4), 5.16(211. a), 3.90(311. a), 224(311, a) 17 Me CF3 182-184
12.75(111. bra). 8.21(2H. d. J=82114). 8.07(114, bra). 7.87(211, <I,
4=83Hz). 7.82(211. d, 4=8.3Hz). 7.67(214. d, J--8.3Hz.). 7.58011, bra).
8.750/7, s),6.71011. dd...k2.3. 8.5Hz.). 526(2H, a), 3.90(314. a)  Me
Br--CtmoNH CF3 167-170 12.74(111. bra). 8.22(211. d, J=8.311z). 8.05(1 H.
bra). 7.83(2H, d, J3.3Hz). 7.83(111, dd, 4=1.9. 9.7Hz), 7.53- 7.60(211, m),
7.49011. dd. J=1.7. 8.3Hz). 6.725.8.72-6.75(2H. ml 5.17(2)1, a). 3.92(3H,
a) 19  Me CI-0--\NH 158-162 12.70(1H. bra). 8.20(2H, d. 4=7.5). 8.09(111.
d. J=7.9Hz). 7.82(214. d. 4=7.911), 7.44-7.59(5H. m). 6.69-6.72(211, m),
5.14(2H. s). 320(311. s) 



20 C3M-d-721) HCI 139-142 8.18011, dd. 4=1.2. 3.8Hz), 7.98(1H, dd,
4=1.2.5.004, 7.900H. d. J=8.8Hz). 7.790 H. s). 7.48-7.51(211. in). 7.40-
7.44(211. m) 732-7.38(2H. m), 6.84(1H, d, J=2.0Hz). 6.80(1H, dd, J=2.3.
82Hz). 5.20(211. s), 3.93(311, a) 21 NC ,s;LisDNH R 193-196 7.90(1/1, bra),
7.88(211. dd. J=1.8, 6.71.14. 7.68(2H, d, J=3.5Hz). 7.457.58(311. H.
7.130H. dd. J=3.8, 5.0Hz). 9- 8.65.74(211, m). 526(2H. s), 3.90(311, a) 22
Me NH  107-109 7.98(114. bra), 7.95-7.56(7H. m). 7.13(111. dd. 4=3.8.
5.0Hz). 6.69-6.72(211, m). 5.14(2H, s). 3.90(311, a) 23 Me BrNH HCI 249-253
8.13(111, d, 4=3.8Hz), 738(111, d. 4=3.0Hz). 7.89011. el. 4=8.5Hz).
7.80(1H, s), 7.630 H, dd. 4=1.8. 8.7Hr), 7.58(1H. del. 4=8.0. 8.0Hz), 7.580
Fr, dd, 4=1.8. 82Hz). 7.34(11-1, dd. J=42, 4.2Hz). 6.84011. dd, 4=22,
6.6Hz). 6.310H. d, 4=2.0Hz). 6.22(211, a). 3.93(314. a) 24 oTho_o_crOMe NH
NA1--s S 188-192 8.03(1H, d, 4=8.7Hz). 7.82(1 FI, a), 7.58-7.71(211. m).
7.44- 7.58(3H, m), 7.41(211. dd. J=7.6. 7.5Hz), 7.34011. d, 4=7.2Hz).
6.65-5.78(211, m). 5.13(211..). 3.89(314, a) 25 MNH Moela_cetn (D S 132-135
7.91011, bra), 7.56-729(3K m), 7.46(211, d, 4=7.0Hz). 7.40(311, dd. J=7.5,
7.5Hz), 7.34(2H, <I, J=7.3Hz). 7.040H, d, 4=6.7Hz). 5.09(211. a). 3.85(311.
5) 26 44 00 eThs_cNH Ain 0 



177-179  12.34(1H, bra), 8.14011.5), 7.750H, s). 7.590H, 0, 723- 7.47(7H.
m). 7.02(111. d. J=6.611z). 5.950H. 5). 5.08(211. s). 3.84(3H. s)  35
[Table 4-contiuned]  27 Moe_b_crcio...0 Me 146-148 12.380 H. bra).
7.84-8.02(211, m), 7.81(111, s). 72E7.47(7H, m), 7.03011, d, J=7.9Hz).
5.08(211, a). 3.85(3[1. a). 3.80(3H. s) 28 Me0 NH 138-141 12.49(111, bra),
7.84-8.02(211. m), 7.64014. s). 7.24- 7.55(9H, m), 7.03011. d. J=7.9H4.
5.09(214, a). 3.85(311.5). 1.31(911. a) 29 0- \0NH Me_b_cy 148-152
11.67(111. bra), 7.42-7.48(211, m), 7.39(2H, dd. J=7.5. 7.5Hz),
7.29-7.36(2H, m). 7.230H, d, ..7.9114. 7.01- 7.15011, m). 6.97(1H, d,
J=8.7Hz), 5.05(2K a). 3.81(3H. a).  2.94-3.010K m), 1260311, d. J=7.1H4 30
OMe O'Tho_CS,__(3ILir 154-156 11.57(1 bl, bra), 7.94(1H, d. J=8.7Hz).
7.47(2H, 4..1.5Hz). 7.39(2[4, dd. 4=7.5. 7.5Hz.), 7.33(111. de. J=7.I,
7.1Hz), 726(111. a), 5.58-6.76(211, an). 5.10(211.0). 3.85(311, 4.
28o-3.050H, m). 9.26(611.4, J=7.1114 31 CI - CDMNH ii.481:)_cr) 197-200
12.58(111. brs), 7.64(1 H. bra), 7.43-7.60(811, m). 7.39(111. bra). 7.31
(111, 4. &MHO, 7.130H, 44, J,44.4, 4.4Hz), ' 8.97-7.09(1K m), 5.09(214, s).
3.33(3H. a)  32 '41:>CF3 CI _0481e0 158-159 W0009.88(1 II, bra), 7.96(211.
d. J=7.9H4 7.85(2H. d. 4=82Hz). 7.48(1[1, bra). 7.28-7.39(5H, m), 7.25(1H,
s). 8.88011. al. J3.7Hz), 5.12(211.0). 3.94(311. s) 33 Fc,_1113e0 



CNH CI 142-145 12.79011, bra). 8.03(2[1. d, J=12Hz). 7.58(111, dd, J=1.9,
1.9Hz). 7.42-7.54(6[1, m.). 7260 H, d. J=8.3H4, 7.050111.4. J=7.5Hz),
5.11(2H, a), 3.86(3H. a) 34 o_Me0M NH 0 CF3 160-165 12.61(11-1, bra),
8.16(211. cl...1=7.1Hz). 7.86(211. 4. J=8.3Hz), 7.47(211. d. J=7.5Hz.).
7.40(2H, dd...1=7.5, 7.5Hz). 729- 7.37(2H. m). 7.04-720(2K m). 5.11(2H. 4.
3.85(311, a), 2.48-2.50(311.8) 35 Mebcy. 126-128 11.69(1H, bra).
8.85-7.71(811, m). 5.04(2H. 4 3.7903H. a), 2.90-3.05(1 H. m). 1.24(6H, d,
J=6.6Hz)  36 04.7eb_e_ NH 214-216 15./00 FL bra). 8.35-8.44(2H, ro),
8.20014. a). 7.730[1, 4, 7.50-7.60<311. ml 7.44-7.50(2H, m), 7.41(2H.
dd...1=7.3. 7.3Hz). 7.36011, d. J=7.5Hz), 7.190H, d, J=8.3H4, 5,15(211, a),
3.90(3H. s) 37 Me    NH HCI CO2Et 211-213 8.43(214, d. J=8.3Hz), 8.240K a).
8.15(211, d, J3.7Hz), 7.72(114, d, 4=1.7Hz). 7.56(1H. old. 3=2.1, 82Hz).
7.47(2H, d, Jr1.1[14. 7.45(211. dd. J=7.3. 7.3Hz), 7.35(1H. al, J=7.1H4,
7.18(1H. d. J=8.3H4. 5.16(2H. O. 4.37(2H, cl, 4=7.1H4, 3.90(3H. 4,
1.39(311, t, J=7.1H4 38 Me0 0NH HC1 CO2Me 222-227 8.45011, 4. J=2594,
8.430H. d. J=2.5H4, 8.24(1H, a). 8.16(214, dd, J=1.9. 13.511z), 7.730H, dd.
J=2.7, 2.7[14 7.53-7.59(111. m). 7.46-7.48(211, m). 7.39-7.43(211, m),
721-7.37(1H, m), 7.16(111, d, .fl.3Hz). 5.16(211. a). 3.91(311. a).
3.91(311, a) 39 Me NH 0 HCI 02H 241-243 8.42(2[4, d, J=8.3[1z), 825(1H.
a).8.15(214. d. JI.31-14. 7.730H. d, J=1.7H4, 7.57011. old. J=1.9, 8.5H4
7.47(211. d, 4=7.114%). 7.41(2H, old, J=7.5. 7.5H4. 7.350H, cl. J=7.5Hz).
7.180H, d. &8.7Hz.). 5.15(2H, 4 3.91(311, a) 40 



Me_b_crti 0-Th01H m.Me 159-163 11.89(911. bra), 7.44(241. d. J=7.5Hz).
7.38(2H, old. J=72. 7.31-14. 7.32(3[4, old, J=7.1, 7.111z), 7.10-7.21(2H,
m), 6.98011. d, J87.9H4. 5.081(214, a). 3.81(3H. 4. 2.29(3H. a)  36 [Table
4-contiuned] 41  Me0 HO--b--(1-MI W&t:), CF3 197-198 14.40(1H, bit).
9.54(1H. bra). 8.31(2H. d, J=13.3H4, 8210H, s), 8.08(2H. d. )=8.3Hz),
7.490H, d, J=1.7Hz), 7360 H. dd. J=1.9. 8.1Hz). 6.93014, d, J1.3Hz).
3.89(3H, s) 42 C)-0-0--c1" "H HCI 217-220 8.18(2H, dd, J65.0, 9.1Hz).
7.82-7.84(2H. m). 7.44-7.54(4H, m), 7.40(2H, dd. J=7.3. 72Hz). 730-7.360H,
m), 6.820H, d, J=1.1Hz), 6.78(1H, dd, J=2.1, 8.7Hz), 5.18(211, s),
3.90(311. s) 43 OMe cEcymNH 174-176 1249(1H, bit). 8.01-8.08(214. m),
7.43-7.50(5H, 0, 7.23(2H, dd, J=8.7. 8.7Hz), 6.62-5.78(211, m), 5.11(2H.
s),  3.87(3H, s) 44  Me0 Ho_o_ThrNH retF 116-123 (0D0W11.70(1H, has).
7.96-8.03(2R it), 7.33(1H, a), 7.24(1 H. s). 7.21(1H. d. J=7.9HR
7.04-7.13(2H. m), 6.900H. d. J=8.3Hz.). 3.94(3H. 3) 45 Me NCNH HCI F
189-191 12.490K. bra). 8.04-8.10(3H, m). 7.89(2H, cl. J=8.3Hz), 7.68(211.
el. J=7.9Hz.), 7.520H, s). 7.31(211, dd. J=8.9. 8.9Hz). 8.75(1H. s). 6.700
H. d, J=7.9114, 5.26(214. s).  3.91(311. s) 46 OThMo_b_ceNH F H'CI-110- 



212-215 14.90(111. bra). 828(IH, d, J=10.4H4, 8220K. s). 8.15011, d.
J=7.9HR 707-7.73(2H, m), 756(1 Ft, dd, J=1.9. 8.6Hz). 7.46-7.51(311, m),
7.41(2H, dd, J=7.5, 7.5Hz), 7.31-7.37(1H. m), 7.19(111, d, J=8.3Hz),
5.16(2H, s), 3.90(3H, s) 47 CD40NH F HCI a F 226-227 14.95(1H, bra),
8.54(1H. dcl...k8.9, 8.911z). 8.15-8.25(2H, m), 7.770 K. dd, ..11.1, 9.1
Hz). 7.70-7.73(1H, m), 7.540H,     ==7.5, d, J8.3Hz). 7.46(2H, d, J=7.5Hz).
7.40(211. dd. J 7.5Hz), 7.34(111, dd, J=7.1. MHz), 7,180K, d. J4.7114),
5.15(214. s). 3.90(3H, s) 48 ci_040fielp_e_. NH N HCI 243-245 15.01(1H.
bra). 8.36(214, dd, J=52. 8.9HR 8.20(111, s). 7.71(111. d. J=2.1 Hz),
7.46-7.56(711. m). 7.180H. d. J=8.3Hz). 5.I7(2H. s). 3.90(314. s) 49 0NH
04/lebilietst F 214-218 12.310K. bra). 7.93-8.04(21R m). 7.46(211. d,
J=7.1Hz), 7.39(211, del. J=7.3, 73Hz), 7.23-7.38(411, m), 7.00-7.20(2R m).
5.09(2H, s), 3.83(3H, s) 2.43(3H, s) 50 e CN 204-206 (01301,)11.67(1H.
bra). 8.02(2H, dd. 51=5.2, 8.5Hz), 7.760K. d, J=7.9Hz), 7,690K, d,
J=7.9Hz), 7.63(114. dd. J=7.7. 7.7H3). 7.43(211. dd, J=73, 7.7114),
7.23-7.31(2H, n). 7.113(2H. dd. J=8.7, 8.7Hz), 8.95(1H, d, J=8.3Hz),
5.34(2H. s). 3.98(3H. a) 51 Me_b_c_ BrThoNHcF3 173-174 12.86011. 3)821(2K,
d. J=8.3Hz), 7.84(214. d, J=8.3Hz). 7.75(11-1. bit). 7.6201-1, dd, J=1,9,
9.7Hz). 7.47-7.55(3R m). 7.390 H. d. J=7.9Hz). 7.09(111. d. J=7.9Hz.).
5.12(2H. a), 3.85(3H, s) 52 Meh_cr NH 0 N HCI 228-233 829-8.36(2H, m),
8.19(1H. s). 7.880 K. d. J=2.1Hz). 7.620H, dd, J=I.9. 9.7Hz).
7.46-7.55(511. m). 721(11-1. el. J=8.7Hz). 5.15(2H, a), 3.87(3H. s) 53
1\1fioe  BrNH 



F HCI 244-247 8.16-820(214. m), 8.090K, d. J=7.9Hz.). 7.67-7.72(2H, m).
7.62(114, dd, J0d              =1.7, 10.0Hz). 7.48-7.55(4H. m). 722H.,
,8.7Hz), 5.18(2H, a). 3.87(3H. a) 54 Me NH N NCI 231-235 6.113011, d,
J=10.0Hz.). 8.090H. d. J3.3Hz),. 7.98(1 H. el. J=8.7Hz). 7.680K, s).
715-7.740 H. m), 7.45-7.52(311. rn). 7.38-7.45(2H, m), 7.32-7.38(214, it),
6.850K. d, J=2.5Hz). 6.810K. dd, J=2.5, 8.7114. 521(214. a), 3.93(3H. s)
37 [Table 4-contiuned]  55 et) r 0 F3 231-233 12_870H, bra). 821(214, d,
4=7.9Hz). 7.80-7.89(511 m). 7.88(21-1. d. 4=8.3). 7.490H. bra), 7.38(111 d,
4=7.9Hz). 7.05(1H, d. 4=7.9Hz), 5.23(211 a). 3.89(3H. a) 56 NC_04e0
0_Lye-NH 224-226 12.58(1H, bra), 7.97-8.11(21-1, m), 7.89(21-1. d.
.3=8.3Hz). 7.62-7.72(311 m). 7.49(111 a), 7.29-7.37(311. m), 7.02(111,
d...7.9Hz). 5.22(211. a). 3.88(311 a) 57 Br-Ch_dliceer_ NH F HCI >250
14.44(611, bra) 8.21-825(2H. m), 7.930H. d, 4=8.3Hz). 7.81(11-1, s).
7.83011, dd. J.1.9. 8.31-14. 7.57(111. dd, J=7-9, 7.9Hz). 7.45-7.53m).
5.79-6.84(211 m), 5.20(21-1, 8). 011 3.92(3H. a) 58 OMe 



Br -Q-0NHF3 F HCI >250 8.64(111. a), 8.54(111 d, 4=7.9Hz). 7.99(2H, dd,
4=8.1, 8.1Ha). 7.91011 e). 7.87(111 dd, 4=7.9. 7.9Hz), 7.630H. dd, 4=1.7.
9.51-14. 7.570H, dd, 'fl.l. 8.1Hz). 7.49(1H, dd. 4=1.9, 8.1Hz).
8.82-6.86(211 m). 5.210H. s). 3.93(311 a) 59 NC -040eb--CNH ...1-0...F
205-209 12.71(111, bra), 7.82-7.95(3H, m), 7.71-7.82(2H. m), 7.66(241, d,
4=8.7Hz). 7.49-7,54(2H. S. 7.31-7.4101-I. m). 08 7.14-7.23(1H, m),
7.00-7.050K. ml 5.22(2H. a). 3.68(311 s) 60 NC -0-'0Me NH F 257-260 8.18011
d, 4=10.0Hz). 8.10011, el, J=7.6144. 7.98(111, d. 4=8.7Hz). 7.87-7.89(3H,
m). 7.64-7.71(314. m) 7.47 ,0H, ddd, 4=2.2, 8.5, 8.5110, 6.86(1H. d.
4=2.1Hz), 6.790H. dd. 4=2.1, 83Hz). 5.32(211=). 3.92(311. s)  61 '12-013b
NH NC- HCISF 242-244 8.33-8.37(211, 5. 610(11-1, s), 7.93011, a),
7.81-7.84(211 m), 7.72(111. d. 4=2.1Hz), 7.640H, dd. 4=7.9. 7.9Hz), 7.50-
7.59(311, m). 7.20011, d, 4=8,3HzX 523(211. a). 3.92(311 a) 62 Me NH HCI
240-245 8.150H, d, 4=8.7Hz). 8.07011 d, 4=5.6Hz), 7.96011 d, .3=5.81*).
7.89(111, s), 7.55-7.72(3H, m), 7.45-7.50(2H. m). 881-6.85(2H, m), 5.21(2H.
a). 3.93(311. a) 63 NCe_1\091e_b_c.NH 193-196 7.87(211 d. 4=7.1Hz),
7.69(2H. el, 4=8.0Hz). 7.54(211, d. ..i.o8z). 7.32-7.41(311, m), 728(1K.
a). 7.21(111 d. 41 4=7.9Hz). 6.830H, d,.3Hz). 5.19(2H. s). 3.91(311 a) 



64 NC _040elycNH '410 192-193 7.81(211. d. 4.8.7Hz), 7.65(2H. d, 4:1.7Hz),
7.550H, dd, 4=1.0, 3.5Hz), 7.41-7.47(3H. m). 7.30011 dd. J=1.7. 88Hz).
7.110H. dd. 3,5, 3,511z), 7.03(1H. d. 4=8.314z), 520(111, a). 3.88(3H. a)
65 NC-0-Tho_cckleNH -.11115 S  183-186  12.340H, bra). 8.060K, d,
..1.8.3Hz), 7.87-7.91(311, m)X, 7.61-7.73(411. m), 7.460H, a). 6.720H, d.
4=1.9Hz 6.60011, 44. 4=1.9, 8.0Hz). 5.27(211, a), 3.92(311. a) 66
NC_GThMoe_h_e_ NH S 1 76-1 80 12.46011. bra), 7.910 H. dd. 14..1. 2.1144.
7.88(2H, d. 4=8.3Hz), 7.63-7.67(51-1, in). 7.450H. 4 4=13Hz), 7.35011 dd,
4=1.9, 8.1Hz). 7.01(1H, d, 4=8.7Hz). 521(211, a), 3.87(311, 0 67 MeNH Br
177-179 12.55(111 bra). 7.600E1, dd, 4=1.7. 8.0Hz). 7.45-7.56(5H, m),
7.38(1H, a), 7.31011. d, 4=7.5Hz), 7.1201i, dd, 4=3.5. 5.2Hz). 7.0501-1.
d...1=7.91.1z). 5.09(2H. a), 3.82(3H, s) 68 Me rNH HCI 247-249 8.62(111 d.
4.1.7Hz), 7.97(1H. d. 4=8.0Hz), 7.95(1H, dd, J=1.7, 8.0Hz). 7.810K. dd.
4=2.9. 5.0Hz), 7.750K. a). 7.620H, dd, 4=1.7, 9.5Hz). 7.560H, dd, 4=8.1.
8.1Hz), 7.480H, dd, J=3.7. 11.1HzX 8.78-5.82(2H m). 5.09(211 a), 3.92(3H, 0
38 [Table 4-contiuned] 69 Me0 MCI o S 251-252 8.83(11. dd. 4=1.2. 2.9Hz),
8.14011.5). 8.040H, dd, 4=12, 5.0Hz). 7,850H, dd, 4=2.9, 5.4Hz). 7.720H, d,
4=2.1Hz), 7.61(1H, dd. 4=1.9, 9.7Hz). 7.46-7.55(3H, m). 720(1H. d.
4=8.3Hz), 5.15(2H, s). 3.88(3H. s)  70 



cl-C)-'fpMe NH HQ I,,S 238-241 8.680 H. dd, J=1-2, 2.9Hz), 7.950H. dd.
J=12. 5.0Hz). 7.920H. d, 4=83Hz), 7.840H. dd.J=2.9. 5.0Hz). 7.790H, a).
7.51(2H. d.4=8.0Hz). 7.46(2H. d, 4=8.0Hz). 6.82(1H, d, 4=2.1 Hz). 8.780H,
dcl...2.3. 8.5114 6.19(211, a), 3.91(3, a) 71 NH CI-0Th 1461-.)--rickre 1
197-201 12.42(111. bra), 7.91(1H. s). 7.30-7.63(8H, m), 7.01(1H, d,
4=7.9Hz). 5.08(211, s), 3.84(311. s)  72   c)-ZL)-(-NH NC H;LITle 224-227
8.780H, d, 4=1,7Hz). 8.09(1 H, a). 8.01(1 14, dd, 4=12. 5.0Hz). 7.80(1H,
s). 7.79-7.84(3H. m). 7.70(11-1, d, 4=1.7Hz). 7.620H, dd, J=7.7. 7.7Hz),
7.52(1H, dd, 4=2.1, 8.3Hz). 7.160R d, 4=83Hz). 5.20(2H, s). 3.90(3H. s) 73
MeCt 4;El-0-Cr 4\is HCI S 236-237 838(1H, dd. &1.2, 2.9Hz). 8.14(1H, a),
8.00(1H, dd. 1=12.  5.0Hz), 7.910H. d. 4=7.9Hz). 7.850H, dd, 4=2.9, 5.0Hz),
7.69-7.78(3H, m), 7.52-7.60(2H. m). 7230H. d.,13.7Hz). 527(2H. a). 3.88(3H.
a) 74 Me NCNH 0 F3 HCI 248-250 8.56(1 F1, a), 8.450 H, d, 4=7.9Hz).
7.96(111, d, 4=72Hz). 7.84-7.90(5H. m). 7.67(2H, d. 4=7.9Hz). 6.850H, s).
6.790H, cl, ..132Hz), 5.31(2H, s), 3.92(3H, s) 75 NCNH -0-731)----cCF3 HCI
231-232 8.72(1H, a), 8.64(1H. cl. 4=7.9112), 824(1H s), 7.97(IR d,
..K7.9F1z). 7.80-7.90(3H, m). 7.740H. s), 7.65(2H. d, 4=7.9Hz), 7.55(1H, d,
4=7.9Hz). 7.180H. d. 4=8.7Hz), 5.28(2H. s). 3.93(3H, s) 76 NC-0ThMe NH I
186-187 1257(I H. bra). 8.00-8.06(3H. in), 7,87(2H. d, 4=7.6H4, 7.67(2H,
cl. 4=7.9Hz). 7.45-7.55(2H, m). 6,740 H. a). 8.89(1H, s), 5.25(2H. s).
3.89(3H. s) 77 



NC _cye_064,_ 0NH N CI 231-232 12.67(1H. bra). 8.01(2H. d, 4=7.9Hz),
7,89(2H, d, 4=82Hz). 7.60-7.72(3H. m), 7.35-7.60(4H, m). 7.040H. d. 7.5Hz).
5.22(2H, a). 3.88(314. a)   78 OMe CI 0 HCIF 231-232 14.92(1H. bra).
8.13(1H, d, 4=7.9Hz). 8.09(1H, d. 4=8.0Hz). 7.960H, d, 4=8.3Hz), 7.880H,
s), 7.69(1H, d. 4.13.2Hz),  7.40-7.68(5H. m). 6.840 H. s). 6.790H, d,
4=7.9Hz). 5.200H, a), 3.92(3H. a) 79 Cl_o_.\0Me.:)_21,10:ii F HCI 235-237
15.11(1H. bra). 820-8.300H, in), 8.150H, d, 4=7.1Hz). 7.72(2H. s), 7.55(1H,
d, 4=7.9Hz). 7.40-7.55(5H, m), 7.18(1H. d. 4=8.3Hz.). 5.17(2H, s). 3.91(3H.
a) 80 Me NH Br .1 191-195 12.550 H. bra), 8.07(1H, d. 4=8.0Hz). 8.000H, d,
4=83Hz). 7.61(111, dd. 4=1.9. 9.7Hz), 7.46-7.57(5H. m). 6.70-6.80(2H. m).
5.14(2H, s). 3.89(3H, 8) 81 'Me BrNH CF3 HCI 224-228 14,89(1K. bra).
7.93-8.06(5H. m). 7.80(IH. d. 4=8.7Hz). 7.63011. dd. 4=1.9. 9.7Hz), 7.560H,
dd, 4=8.1, 13.1Hz), 7.H. 480dd. 4=1.9, 8.1Hz). 8.1360H, d, 4=2.5Hz),
6.81(1H, dd. 4.5. 8.7Hz). 520(2H. s), 3.93(3H. s) 82 OMe CI-Omo_ck-NH
A1C1C1 181-184 12.51(1H. bra). 8.03(111, s), 8.09(211. d. 4=8.3Hz), 7.44-
7.52(7H, S. 6.67-6.72(2H,m ). 5.13(2H. s). 3.69(3H, a) 



39 [Table 4-contiuned] 83 CI-CHMe NH CF3 158-161 122901-1. bra). 7.980H,
bra), 7.88011, d, 4=7.91-1z). 7.70- 7.78(2H, m), 7.6501-1, dd, 4=7.5,
7.5Hz). 7.44-7.51(51-1. m), 6.72(1H, s), 6.660H, dd, 4=2.3, 8.5Hz),
5.13(2)4, s), 3.89(3)4. s) 84 Me NH 160-162 12390H, bra). 8.08(IH, d,
4=7.9Hz), 7.88(2)1, d, 3=7.511z). 7.61(1)4. dd. 4=2.0, 8.0Hz), 7.55(1)4,
dd, J=8.0, 8.0Hz), 7.46-7.48(2)4, m). 7.25(2)4, d, 4=7.9Hz). 6.61-6.79(2H.
m), 5.14(211. a), 3.89(2H, s), 2.33(3H. a) 85 NCeThoMe NH Me 195-198
12380H, bra), 8.07(111. d, 4=8.3Hz). 7.87(4H. d. 3=8.3Hz). 7.67(2)4, d,
4=8.3Hz), 7.480H, a), 726(211, d, J=7.9Hz). 6.67-6.73(2)4, m). 525(2)4, a),
3.89(3H, a), 2.33(3)4. s) 86 OMe rNH HCIn >250 8.17(2)4. d, 4=13.7Hz),
7.93(1)1, d. J=8.7Hz), 7.780H. a), 7.620H. dd. 4=1.9, 8.7Hz), 7.57(1H. dd.
J=8.1, 8.1 Hz). 7.48(11-1, dd, 4=1.9, 8.1HzX 7.19(2)4, d, J=8.7Hz). 6.80-
8.84(2K m). 5.21(2K s), 3.92(3H. O. 3.86(3)4, s) 87 Me NCH HCI OMe 183-186
14.570H. bs). 821(2H, d, 4=8.7Hz). 7.9501-1, 11. 471.7Hz), 7.88(21-1, d,
4=8.3Hz), 7.79(1H, a), 7.87(2)4, d, J=8.3Hz), 7.19(2H. at 4=9.7Hz),
6.86(1H, d, J=2.1), 6.79011. dd. 4=2.1,8.7). 5.32(2)4, s), 3.92(3)4. a).
3.86(3)4. s) 88 OMe NH HCI 231-286 8.35-8.38(1)4, m), 8.19(1H, ddd, 4=2.4.
2.4, 4.5). 7.98(114, cf. 3=8.7Hz), 7.880 H.5), 7.54-7.69(411, m). 7.480K
dd. 4=1.9, 8.1Hz), 6.80-6.84(2)4, mX 5.21(211. a), 3.92(3)4, s) 89 Me NH 



F 263-265 8.36-8.44(1H, m). 8.06-8.140H, m), 7.95(111. d. 3=83Hz).
7.87(114, a), 7.60-7.70(1H, m). 7.62(1)4, dd, 4=1.9, 8.0Hz), 7.56(1H, dd.
4=8.0. 8.0Hz), 7.48(1H, dd, 4=1.9, 8.1Hz), 6.77-6.87(2)4, m). 520(2H, s),
3.82(3H. s) 90  Me rH 177-180 12.40(I71. bra). 8.080H, d, 4=8.7Hz).
7.80(2H, d, 4=8.3Hz). 7.38-7.74(6)4, m), 6.63-6.81(2H, m). 5.14(2H, a),
3.89(3)4.  s). 1.30(9)4, a) 91 OMe NH CI 260-265 8.30(2H, cl. J=1.7Hz),
7.94(1)4. d. 4=8.3Hz), 7.890H. a). 7.83-7.88(1)1. m), 7.63(1H, d, J=1.7,
8.0Hz), 7.570H, dd. J=8.0, 8.0Hz), 7.480 H. dd, 4=1.7, 8.3Hz),
6.78-6.88(2H. m), 521(2H, a), 3.93(3)4. a) 92 FI OMe Er-dmo_o__C-NH
.41-0O2M0 158-159 8.13(2H, cl. J=8.3Hz). 7.98-8.07(3H. m). 7.610K dd,
4=1.7, 9.5Hz), 7.51-7.58(2H, a). 7.470H, dd, 4=1.7. 8,3Hz). 6.60-6.76(2)4,
m), 5.15(2)4, a), 3.90(311. s). 3.86(3)4, a) 93 OMe rNH OMe MCI OMe 255-256
7.93(1)4. d, J=8.3Hz). 7.890H, d, 4=2.1Hz). 7.79-7.82(2)4, m), 7.62(1H, dd.
J=1.9. 8.0Hz);7.56(1H, dd. J=8.0, 8.0Hz), 7.480 H. dd, 4=1.9. 8.1Hz),
7.20(1)4. d. 4=8.7Hz), 6.84(1H. d. 4=2.1Hz), 6.81(1H. dd, 4=2.3, 8.5Hz),
5.21(2H. a).  3.92(3H, a). 3.89(3)1, s), 3.85(311. s) 94 Me BrNH HCI CO2H
>250 826(2H. d, 4=8.3Hz). 8.07(2H, d, 4=8.7Hz). 7.99(1)4. d, 4=8.3Hz),
7.76(1)4, s), 7.58(IH, dd, 4=1.7, 92Hz), 7.54(1H, d, 4=8.0Hz), 7460H, dd,
4=1.7, 8.3Hz), 6.72-5.81(2H. m). 5.17(2)4, a), 3.90(3H, s) 95
Br_iccmo_<p_te   NH recciMe 



120-123 12.44(1)4, bra). 8.07011. d, 4=9.1Hz), 7.81(1)4, s), 7.76(1H, d.
J=7.1Hz), 7.40-7.64(4H, m), 7.32(1K dd. 3=7.7, 7.7Hz). 7.150H, d, J=7.5Hz).
6.70(211, a). 5.13(2)-1, a). 3.88(3)4. a). 2.38(3H. a)  40 [Table
4-contiuned] 96 Me NH 0 F F 173-176 12.59(111. bra). 7.80-8.09(5H. m).
7.65(2H, d. 4=8.08z),  7.45-7.55(2H, m), 6.72(11-1, a/ 8.88(1H, d.
4=7.9Hz). 523(214. a). 3.87(311. a)  97 NH NC-0Tho_cri_ 154-157 12.64(1H.
bin). 7.95-8.10(2H. in). 7.93(111, d. 4=7.2Hz), 7.84(211. d, 4=8.0Hz),
7.135(2H. <1. 4=8.0Hz). 7.53(1H. a), 7.47(1H, dd, 4=8.0. 8.0Hz), 7.38(11-1.
d. 4=72Hz), 6.72(111. a). 8.68(111, d, 4=8.7Hz). 5.23(214, a). 3.87(31-1.
a) 98 Me CI NH HCI e 241-244 7.94(21-1 d. 4=7.9Hz), 7.74-7.82(2H, m),
7.39-7.54(6H, m), 6.80(1H. a/ 6.78(111, d, 4=8.7Hz), 5.17(211. s).
3.89(311. a), 2.39(39. a) 99 Br-Cc-'0__Cci,-NH OMe itlor 255-258 7.82(1H,
a). 7.80(1H. d. 4=8.3Hz). 7.43-7.70(611. m), 7.18(211, d, 4=8.3Hz.).
8.75-6.87(2H. m), 5.19(2H. a). 3.90(3H, a). 3.85(3H. s) 100
NC-0Tho_ccill<-8 NH --ccrOMe 139-142 12.49(114" bra), 8.09(111. d.
4=8.011z). 7.88(2H. d. 4=8.3Hz). 7.68(2H, d, 4.132Hz). 7.58-7.85(2H, m).
7.52(111. a). 727(1H. dd. J=8.0. 8.0Hz), 6.92(111, d, 2.5Hz). 8.74(114. d,
4=2.5Hz). 6.70(111. dd, 4=22, 8.5Hz). 5.26(2H, a). 3.91(311. a), 3.83(3H.
a) 101 me NH e 



HCI 256-258 7.90(1H, d, 4=7.9Hz), 7.134(1H, a). 7.80(1H, a), 7.73(1H, d.
4=7.9Hz), 7.48-7.59(514. in). 7.19(I11, d. 4=8.2Hz). 8.85(1H. cl. 2.111z).
6.80(111, dd, 4=2.3, 8.5Hz). 521(2H, a), 3.83(311, s), 3.88(3H, a)
[Examples 102 to 139] The compound of the present invention was produced in
5 the same manner as in Example 1, using the compounds of reference
examples or appropriate starting materials. Table 5 shows the structures
and properties of the obtained compounds.  41 [Table 5] Example No.
StructuralFormula Melt ing f Or. II Point% '-'.' 1H-NMR(DMSO-c15) 102 Me H
C1 HO) I 260-262 8.630H. d, 3=1.7Ha 8.27(1H, dd, 4=1.7, 83Hz), 8.04(1H, d,
3*.5Hz). 7.92(1H. d, J=8.7Hz), 7.870H, a 7.640H, dd. 3=1.7, 8.7Hz),
7.58(1H, dd, J41.7, 8.7Hz), 7500 H, dd, J=1.7. 97Hz), 6.85011, d, 4=2.3Hz),
6.82(1H, dd, J=2,3, 8.5Hz), 5.22(2H, s), 3.94(311. s) 103 OMe HCi HCI F
237-243 8.55(1H, dd, J=2.3, 6.8Hz), 8.23-8.30(1H, m), 7.98(1H, d, 3=8.3Hz),
7.860 H, s). 7.72(IH, dd, J=9.1, 9,1Hz), 7.62(1H, dd, 3=1.7, 9,5Hz).
7.560H, dd. 4=7.9, 9.5Hz), 7.48(1H, dd, 3=)3, 7.9Hz), 6.77-6.87(2H, m),
5.20(211, s), 3.93(3H, s) 104 C7-0-H 170_173 12.30(1H, brs), 8.08(1H, d,
J=8.3Hz). 7.93(2H, 4,J.S.3Hz1 7.41-7.56(5H' in), 7.03(2H, d, J=8.3Hz),
6.65- 6.78(2H iii). 5.14(2H, s), 3.90(3H, a 3.80(3H, a 105 e NH HO NCI 



232-235 14.77(1H. brs), 10.12(1H, brs), 8.18-8.30(2H, m), 7.75- 7.87(211,
m), 7.58-7.72(3E1 in),6.62(1H, s), 6.56(1H, d. 3=8.7Hz), 3.8908, a 106 Me
NH >250 12.7308, bra 9.44(1H, brs), 8.20(211, d, 3=8.3Ha 7.98(1H, d
J=8.7Hz), 7.83(2H, di J=8.3Hz), 7.540 a s). 6.48(1H, s), 6.45(1H, d.
J=8.7Hz), 3.87(3H, s) 107 e NH HCI >250 14.7808, rs). 10.1208, bra),
827-8,39(28. m). 7220 li, d. J=8.7Hz), 7.800H, a 7A9-7.59(2H, m). 6.62(1 H,
d, J=2.1Hz), 6.55(1H, dd, J=2.1, 8.7Hz), 3.88(311, s) 108 Me HOiH HCI Me
260-262 14.64(1H, brs), 10.11(1H, s), 8.1 1(211, d, 3=8.3Hz), 7.780H, 4,
J=8.3Hz), 737(1H. s), 7.46(2H, d, .141,311z). 662(1 H, 6). 6.56(1H, d,
J=8.3Hz), 3.88(3H, a 2.42(311, s) 109 NH 219-222 14.68(114, bra), 8.12(2H,
d, 3=7.5Hz). 7.94(1H, d, J=8.3Hz), 7.83(11-1, s). 7.21-7.62(78, m), 6.850H,
s), 6.81(1H, d, J41.3Hz), 5.21(28, a 3.93(311.;). 2.42(314, s)  110 Me CI I
145-148 12.68(111, brs), 8.23(1H, brs), 8.09(1H, d, J=8.3Hz), 7.99(1H, d,
J4i.3Hz), 7.73(1H" d, J=8.8Hz), 7.5808, s). 7.52(28, d, J 414Hz), 7.47(28,
d, J=.8.8Hz), 6330 H, s). 6.700H, d, J=8.8Hz), 5.15(214. s), 3.91(38, a)
111 NCOMe NH 'Aci'CI Cl 131-140 12.66(111, bra), 824(18, s), 8.07(1H, m),
8.00(18, dd, 3=2.0, 8.3Ha 7.89(2H, d, J1.3Hz). 7.73(1H, d,  3=8.3Hz),
7.68(2H, d. 3=8.3Hz), 7.56(1H, bra 636(11-1. a). 6.71(1H, d, 31.8Hz).
5.27(2H, s), 3.91(3H, s) 112 CI-0-%Me NH 252-257 



8.47-8.56(111, ea 8.15-8.22(1H, m), 8.02(1H, d, 3=8.8Hz), 7.86(1H s),
7.70-7.80(1H, m), 7.51(2H, d, 4=8.3Ha, 7.46(211, d, J=8.3Hz), 6.82(1H, d,
4=2.4Hz). 6.770H, dd, 3=2.4, 8.8Hz), 5.19(28, s), 3.92(3H, s)  42 [Table
5-contiuned] 113 C 1-0,-( HCI I 223-226 7.89(1H, s), 7.63-7.72(211, m),
7.53(28.45(1H, s), 8.26-8.30(1H, m), 8.03(111, d, J=8.8Hz), = H, d,
J8.3Hz), 7.48(211, d, J=8.3Hz), 6.84(1H, d, J=2AHz), 6.80(1H, dd, J=2.4,
8.8Hz), 5.21(2H, s), 3.94(311, s) 114 Me NH HC Me 217-220 8.14(1H, s).
8.08(1H, d, J=8.3Hz), 8.01(111, d, J=8.5Hz), 7.81(1H, s), 7.40-7.55(6H, m),
6.820 H, d, J=2.2H4, 6.770H, dd, J=2.2, 8.5Hz), 5.19(2H, s), 3.92(3H, s),
2.40(3H, s) 115 CI-0-ThoMe NH t-Bu 154-157 12.41(1H, brs), 8.090H, d,
J=8.8Hz), 7.92(211, d, J=8.311z), 7.42-7.56(711, m), 6.710H, s), 6.69(111,
d, J=8.8Hz), 5.14(211, s), 3.90(3H, s), 1.31(911, s) 116 Nc-0-Tho_ccm_iINa
tau 177-184 12.41(1H, brs), 8.10(1H, d, J=8.8Hz), 7.93(211, d, J=7.8Hz)'
7.88(2H, d, J=8.3Hz), 7.68(211, d, J=8.3Hz), 7.44-7.53(311, m), 6.740H, s),
6.700 H, d, J=8.8Hz), 5.26(211, s), 3.91(3H, s), 1.31(9H, s) 117 OMe NCNH
Me HC I 243-246 8.35(1H, s), 8.15(1H, s), 8.09(1H, d, J=7.5Hz), 8.02(1H, a
J=8.5Hz), 7.90(211, d, J=8.311z), 7.85(111, s), 7.69(211, d, J=8.3Hz),
7.53(1H, dd, J=7.5, 7.5Hz), 7.46(111, d, J=7.5Hz), 6.87(1H, d, J=2.2Hz),
6.800H, d, ..1=2.2, 8.5Hz), 5.33(2H, s), 3.94(311, s), 2.42(3H, s) 118 CMe
NH i 



HCI 233-241 8.46(2H, d, J=1.9Hz), 8.04(111, d, J=8.7Hz), 7.870H, s),
7.83(111, dd, J=1.9Hz), 7.50(211, d, J=8.8Hz), 7.46(211, 4 J=8.8Hz),
6.81(1H, do J=2.4Hz), 6.76(1H, dd, J=2.4, 8.7Hz), 5.19(211, s), 3.92(3H, s)
119 OMe C1-0-'NH 0 HCI F3 231-236 8.73011, s), 8.64(1H, d, J=8.1Hz),
8.05(1H, d, J=8.6Hz), 7.99(111, do J=8.1Hz), 7.92(1H, s), 7.88(1 H, dd,
J=7,8, 8.1Hz), 7.53(211, d, J=8.6Hz), 7.48(211, d, J=8.611z), 6.860H, d,
J=2.2114, 6.81(1H, dd, J=2.2, 8.6Hz), 5.22(211, s), 3.95(3H, s) 120
NC-40-Tho_dMmerNH N--I lijO5 I >250 8.420H, d, J=1.8Hz), 8.33011, s),
8.02011, d, J=8.6Hz), 7.88-7.92(311, m), 7.69(211, d, J=8.3Hz), 6.860 H. d,
J=2.2Hz), 6.80(1H, dd, J=2.2, 8.6Hz), 5.33(2H, s), 3.94(31-1, s)  121 om
_cc?, 0NH HC 247-249 8.47-8.56(111, m), 8.15-8.220 H, m), 8.020H, d,
J=8.5Hz), 7.88(1H, s), 7.77(1H, dd, J=8.6, 19.0Hz), 7.50(211, d, J=7.2Hz),
7.42(2H, dd, J=7.2, 7.2Hz), 7.36(1H, dd, J=7.2, 7.2Hz), 6.84(1H, d,
J=2.1Hz), 6.80(1H, d, J=8.5Hz), 5.21(211, s), 3.93(311, s) 122 am
...cceThrie 0NH leCc1) 142-145 12.64(1H, brs), 7.93-8.18(3H, m), 7.56(1H,
s), 7.30- 7.54(7H, m), 6.67-6.81(2H, m), 5.14(211, a 3.91(311, s)  123 0_
\OMe CI 160-163 12.580H, brs), 7.98-8.12(3H, m), 7.46-7.57(511, m),
7.31-7.45(311, m), 6.66-6.79(2H, m), 5.14(2H, s), 3.90(311, s)  43 [Table
5-contiuned] 124 



/-'_ _cploi \--/ )3 19.CI 242-245 8.6204=8      H, s), 8.26(1H, d, 44.6Hz),
7.99(1H, d,.6HA 7.91(1H, d, 4=8.6Hz), 7.87(1H, A 7.48(2H, d, 4=7.3HA
7.40(2H, dd, 44.3, 7.3Hz), 7.34(1H, d, 4=7.3HA 6.82(1H, A 6.780 H, d,
44.6Hz), 5.19(2H, A 3.92(3H, s) 125 oTh_cr_er NH priNcira 161-163 12.75(1H,
brs), 7.99-8.17(3H, m), 7.30-7.67(7H, m), 6.68-6.78(2H, m), 5.15(2H, s),
3.91(3H, A 126 yd,.... CF3 159-162 12.750H, brs), 8.26-8.47(2H, m),
8.11(1H, d, 4.64-7.78(2H, in), 7.60=7.3HA 70 H, brs), 7.50(2H, d, 4=7.3Hz),
7.41(2H, dd, 44.3, 7.3Hz), 7.35(1H, d, 4=7.3Hz), 6.68- 6.79(2H, m),
5.15(2H, s), 3.91(3H, A 127 me NH HC11011 Me 194-196 8.15(1H, A 8.090H, d,
4=7.9Hz), 8.010K, d, 4=8.7HA, 7.84(1H, s), 7.32-7.58(7K m), 6.850H, d,
J=2.4HA, 6.80(1H, dd, J=2.4, 8.7Hz), 5.21(2H, s), 3.94(3H, s), 2.43(3H, s)
128 &Th _d_Me rmi 0 - NOMe HCI 154-165 J=9. 8.24(2H, d,2H4, 7.96(1H, d,
J=8.6HA, 7.79(1H. s), 4 7.50(2H, d,=7.3Hz), 7.42(2H, dd, 4=7.3, 7.3Hz),
7.370 H, d, =7.3Hz), 7.20(2H, d, 4=9.2HA, 6.850H, d, 4=2.2HA, 6.80(1H, dd,
44.2, 8.6Hz), 5.21(2H, s), 3.93(3H, s), 3.88(3H, s) 129 0Me 0-ThNH t-Bu 



227-229  12.39(1H, s), 8.08(1H, d, 4=7.9Hz), 7.91(2H, d, 4=8.3Hz),
7.26-7.53(8H, m), 6.65-6.78(2H, m), 5.12(211, s), 3.89(3H, s), 1.30(91-1, A
130 OTho_dricle NH H-LCII? Me 236-238 7.99(1H, d, 4=8.6HA 7.91-7.96(1H, m),
7.85(114, s), 7.50(2H, d, J=7.3HA, 7.42(2H, dd, J=7.3, 7.3Hz), 6.85(1H, d,
J=2.2HA, 6.80(1H, dd, 4=2.2, 8.6Hz), 7.840K. d, 44.1HA 7.55(1H, dd, 44.1,
8.1Hz), 7.37(11-1, d, 4=7.3Hz), 7.20(1H, dd, J=2.2, 8.1Hz), 5.21(2H, s),
3.93(3H, s), 3.90(3H, s) 131 F 0NH cEoTh _dl "ittl 191-194 12.590H, brs),
8.090H, d, J=8.3HA, 8.01014, d, 4=8.3Hz), 7.640H, dd, 44.3, 8.3Hz),
7.47-7.58(4H, m), 7.36(1H, d, 4=8.3Hz), 6.68-6.79(2H, m), 5.17(211, s),
3.91(3H, s) 132 OMe iNH CF3 165-166 12.79(1H, brs), 8.22(2H, d, 4=7.8Hz),
8.10(1H, s), 7.83(2H, d, 4=7.8Hz), 7.64011, dd, 44.3, 8.3Hz), 7.580H, brs),
7.520H, dd, 4=2.1, 10.0Hz), 7.360 H, d. 4=8.3Hz), 6.67-6.81(211, m),
5.18(2H, s), 3.92(3H, s) 133  Me NH I HCIF 259-260 8.25-8.32(2H, in),
1.950K, d, 4=8.3Hz), 7.880H, s), 7.65(1H, dd, J=8.3, 8.3Hz), 7.50-7.58(3H,
m), 7.38(1H, dd, 44.0, 8.3Hz), 6.82-6.89(2H, m), 5.24(2H, s), 3.94(3H, s)
134 CI-Cim 0 -CC-CILI.191PlieMs HCI 245-249 7.95011, d, 4=8.3Hz), 7.880H,
s), 7.84-7.87(1H, m), 7.78(1H, d, 443.3Hz), 7.65(1H, dd, J=8.3, 8.3Hz),
7.50- 7.59(2H, 4, 7.38(1H, dd, J=2.4, 8.3H4, 7.20(1H, dd, = 4=2.4, 8.3Hz),
6.870K, d, 4=2.4Hz), 6.840 H, dd, 42.4, 8.3Hz), 5.24(2H, s), 3.94(311, s),
3.89(3H, s)  



44 [Table 5-contiuned] 135 Me CI-CcmNH c) Me 115-120 12.450H, bit), 8.030H,
d, J=7.8Hz), 7.85(1H, s), 7.80(1H, d, J=7.8Hz), 7.640H, dd, J=8.3, 8.3Hz),
7.51(1H, dd, J=2.0, 10.2Hz), 7.48(1H, s), 7.31-7.38(2H, in), 7.170H, d,
J=7.8Hz), 6.74(1 H, s), 6.71(1H, d, J=2.4Hz), 5.17(2H, s), 3.91(3H, s),
2.38(3H, s) 136 OMeNH I Me 152-155 12.37(1H, bit), 8.02(1 H, bit), 7.90(2H,
d, J=8.3Hz), 7.640 H, dd, J=8.0, 8.0Hz), 7.51(1H, dd, J=2.0, 9.8Hz),
7.46(1H, s), 7.36(1H, dd, J=2.0, 8.0Hz), 7.27(2H, d, J=8.3Hz), 6.730H, s),
6.710H, d, J=2AHz), 5.17(2H, s), 3.90(3H, s), 2.34(3H, s) 137
cHccmo_cch_cie  NH HCI  251-255 = 8.37(1H, re), 8.08-8.17(1H, m), 7.98(1H,
d, J8.3Hz), 7.90(1H, s), 7.72-7.830H, m), 7.65(1H, d, J=8.3Hz), 7.530H, dd,
J=2.0. 10.2Hz), 7.380H, d, J=8.3Hz). 6.81- 6.89(2H, m), 5.24(2H, s),
3.94(3H, s)  , 138 .  Me NH HCI I CI 254-258 8.57(1H, d, J=2.2Hz), 8.220H,
dd, J=2.2, 8.5Hz), 7.980 H, d, J=8.3Hz), 7.940H, d, J=8.5Hz), 7.900H, s),
7.650H, d, J=8.3H0, 7.53(1H, dd, J=2.0, 9.8Hz), 7.38(1H, d, J=8.3Hz),
6.81-6.87(2H, m), 5.23(2H, s), 3.94(3H, s) 139 me NH HCI  249-251 8.25(2H,
dd, J=2.9, 6.3Hz), 7.99(1H, d, J=8.5Hz), 7.880H, s), 7.62-7.70(4H, m),
7.53011, dd, J=2.0, 10.2Hz), 7.370 H, dd, J=2.0, 8.0Hz), 6.870H, d,
J=2.2Hz), 6.84(1H, dd, J=2.2, 8.5Hz), 5.24(2H, z), 3.95(3H, s)   [Examples
140 to 188] The compound of the present invention was produced in 



5 the same manner as in Example 1, using appropriate starting materials.
Table 6 shows the structures of the obtained compounds.  45 [Table 6]
Example No.  Structural Formula 140  CN OMe 11NH N 0 141  CN OMe ilNH 40
142  CN OMe  0 NH NSo 143 Br CN 'Me  NH 'CI 144  CN 'Me  NH 'Me 145  CN OMe



NH 40 CF3 146  CN Me0  0NH W 0 147  CN Me0 NH 40 148 Br CN . Me0 0 0NH N40
46 [Table 6-contiuned] 149 CN   Me0o_r Br0NH tr is 150 CNm Br a efo_c N- 0
151 CN * Me0 0_01-NH N- it W. CF3 152 Me F3C-0--\NH 



-N0 1 53 OMe F3c-0-\ _d_ -N0/ NH c N- 10 154 OMe F30- 0--\ -N 0_04-NH N- 0
155 OMe F3C-Q-\0_04-NH N 0 i 156 F3c-0-\ce -N 0_cH 40 Me 157 OMe
F3C-Ch_ck,NH N CF3 158 j-Me0 F3C \=r4, '0 ./ NH 0  47 [Table 6-contiuned]
159 F3C-0-ThiVie -N0/ NH  N- 40 160 Me0 F3C 



-0_ 04-NH N- 40 161 F3C-0Me0 -\NH -N 0  N Ai 41111" CI 162
F3C-0-\Mel\>)4--NH  nr 40Mc 1 63 Moe\NH N- et 411P  CF3  48 [Table
6-contiuned] 164 F3C . Me0 NH  0 ip N HCI . 242-245  8.40(2H, dd, J=5.1,
9.0Hz), 8.21(1H, s), 7.76-7.80(3H, m), 7.69(2H, d, J=8.3Hz), 7.51-7.58(3H,
m), 7.180 H, d, J=8.3Hz), 5.19(2H, s), 3.93(3H, s) 165 F3C ii Me0 NH  0
130-132 12.89(1H, s), 8.20(2H, d, J=7.8Hz), 7.84(2H, = d, J7.8Hz), 7.81(1H,
s), 7.78(2H, d, J=7.8Hz), 7.69(2H, d, J=7.8Hz), 7.510 H, s), 7.40(1H, d,
J=8.3Hz), 7.060 H, d, J=8.3Hz), 5.23(2H, s), 3.88(3H, s)   N  0E3   166 F3C
.OMe NH 



0 176-179 12.49(1H, s), 8.090 H, d, J=8.5Hz), 8.04(2H, dd, J=5.6, 8.8Hz),
7.78(2H, d, J=8.3Hz), 7.71(2H, d, J=8.3Hz), 7.52(1H, s), 7.31(2H, dd,
J=8.8, 8.8Hz), 6.750 H, d, J=2.2Hz), 6.71(1 H, dd, J=2.2, 8.5Hz), 5.27(2H,
s), 3.91(3H, s) 167 OMe F3C 50NH 177-179 12.78(IH, s), 8.22(2H, d,
J=8.3Hz), 8.11(IH, d, J=7.8Hz), 7.83(2H, d, J=8.3Hz), 7.78(2H, d, J=7.8Hz),
7.72(2H, d, J=7.8Hz), 7.61(1H, s), 6.77(1H, s), 6.73(1H, d, J=7.8Hz),
5.28(2H, s), 3.92(3H, s)   N 0 0F3   168 0 M\ e0 \---NI5'NH 164-167
12.59(1H, s), 8.580H, d, J=4.1Hz), 7.98- 8.11(2H, m), 7.85(1H, ddd, J=1.7,
7.5, 7.5Hz), 7.690 H, s), 7.550 H, d, J=7.5Hz), 7.490 H, s), 7.25-7.42(4H,
m). 7.030H, d, = J7.9Hz), 5.18(2H, s), 3.88(3H, s)   0  N .   169 C s M\ e0
41NH 226-227 8.58-8.60(1 H, m), 8.21(2H, d, J=7.9Hz), 7.82-7.88(3H, m),
7.740 H, brs), 7.560 H, d, J=7.9Hz), 7.490 H, s), 7.34-7.39(2H, m), 7.070
H, d, J=7.9Hz), 5.19(2H, s), 3.89(3H, 5)   --N 0  N40 0F3   170 e--,OMe
\---NNH 



254-257 8.780 H, d, J=4.6Hz), 8.40(2H, dd, J=5.2, 8.9Hz), 8.230 H, dd,
J=6.4, 7.9Hz), 8.060 H, d, J=8.5Hz), 7.880 H, s), 7.860 H, d, J=7.9Hz),
7.69(1H, dd, J=4.6, 64Hz), 7.54(2H, dd, J=8.9, 8.9Hz), 6.94(IH, d,
J=2.5Hz), 6.850 H, dd, J=2.5, 8.5Hz), 5.47(2H, s), 3.95(3H, s)  0 it N HCI
0   171 / \OMe \NH 255-258 8.82(1H, d, J=5.0Hz), 8.55(1 H, d, J=8.3Hz),
8.31H, dd, J=7.5, 7.5Hz), 8.12(1H, d, 0 =  J=8.3Hz), 8.05(2H, d, J8.3Hz),
7.970 H, s), 7.930 H, d, J=7.5Hz), 7.770 H, dd, J=5.0, 7.5Hz), 6.950 H, d,
J2.1 Hz). 6.870 H, dd, J=2.1, 8.3Hz), 5.52(2H, s), 3.97(3H, s)  -NJ 0 0 N
HCI . 0F3    49 [Table 6-contiuned] 172 Me_b_cr , \N---70NH N- to 173 \Me0
(1)-Tho_b_emi Nis r CF3 174 OMe Q-\0_64--Is1H N- 40 175 OMe 



)-\0-0--e- (1NH N- Is 411IPP c F3 176 CINH _rv_Me_b_c \---Ni'0/  N- leo 177
_rt_Me0 CINH \-ni'0 40 CF3 178 Me a -n--,NH 'Mil0 N40 179 OMe a-OM-a-CNN N
si "lir CF3 180 j---v_Me NCNH 'N'0 N40 181 Meb....e NC-0-\NH -N0 NIS lir
CF3 182 OMe NC-0ThNH i-N 0-o--C/ N- 40 183 OMe 



\ NC-0_64-NH -1,C)--\ W is r cF3  50 [Table 6-contiuned] 184 FaC _oMe0
_ThNH N_0  248-252 HCI  8.85(1H, s), 8.46(2H, d, 3=8.3Hz), 8.24(1H, s),
8.15(1H, d, 3=7.8Hz), 8.01(2H, d, 3=8.3Hz), 7.95(1H, d, 3=7.8Hz), 7.71(1H,
s), 7.55(1H, d, 3=8.3Hz), 7.21(1H, d, 3=8.3Hz), 5.32(2H, s), 3.90(3H, s)
N-   185  Me0 F3 c 4 NH _ 252-254  8.88(1H, s), 8.40(2H, dd, 3=5.1, 9.0Hz),
8.23(1H, s), 8.17(1H, d, 3=7.8Hz), 7.98(1H, d, 3=7.8Hz), 737(1H, d,
J=2.0Hz), 7.580 H, dd, 3=2.0, 8.3Hz), 7.54(2H, ad, 3=9.0, 9.0Hz), 7.24(1H,
d, 3=8.3Hz), 5.35(2H, s), 3.92(3H, s)  N-0 4, N HCI 10 CF   186 F3C
4110,Me0  0 iiNH  N- HCI el F 252-254 8.550 H, ddd, 3=2.1, 7.5, 11.6Hz),
8.19- 8.23(2H, m), 7.74-7.81(4H, m), 7.69(2H, d, 3=7.9Hz), 7.56(1H, dd,
3=2.1, 8.3Hz), 7.18(1H, d, 3=8.3Hz), 5.29(2H, s), 



3.92(3H, s) 187 OMe F3C 11 o 41,NH  IC it S CI 180-182 12.58(1H, s),
8.09(1H, d, 3=8.5Hz), 8.02(2H, d, 3=8.3Hz), 7.78(2H, d, 3=8.3Hz), 7.71(2H,
d, 3=8.3Hz), 7.52- 7.55(3H, m), 6.75(1H, d, 3=2.2Hz), 6.71(1H, dd, 3=2.2,
8.5Hz), 5.27(2H, s), 3.91(3H, s) 188 OMe F3C 4111NH  N HCI 101 F >250 8.500
H, ddd, 3=1.8, 7.7, 11.6Hz), 8.17- 8.20(1H, m), 8.02(1H, d, 3=8.5Hz).
7.89(1H, s), 7.71-7.80(5H, m), 6.87(1H, d, 3=2.0Hz), 6.81(1H, dd, 3=2.0,
8.5Hz), 5.34(2H, s), 3.94(3H. s)  [Test Example 1] Confirmation Test of LPL
Activation Effect in Human 5 Skeletal Muscle Cells and Mouse Skeletal
Muscle Cells       Human skeletal muscle cells (human skeletal muscle
myoblasts) or mouse skeletal muscle cells (C2C12 cells) that were seeded
onto plates, cultured, and differentiated were exposed to a 0.3% dimethyl
sulfoxide-containing 10 culture medium in which the compound of the present
invention was dissolved (concentration: 10 pM or 30 pM). The medium was
removed 8 hours after exposure, 10 mM of Tris-HC1 buffer (150 mM NaCl, 10
p/mL; containing heparin sodium) was added to the cells, and the cells were
15 incubated at 37C in the presence of 5% CO2 for 10 minutes.  51 LPL
activity in the supernatant was measured using an LPL activity assay kit
(made by Roar Biomedical Inc.). LPL activity was evaluated based on the
increase in fluorescence intensity 10 to 70 minutes after mixing the 5
supernatant with the LPL substrate. The mean value of the increase in
fluorescence intensity of the cells exposed to a 0.3% dimethyl
sulfoxide-containing culture medium of the present invention was used as
mean value of the control group. Note that the compounds of Examples 18,
19, 32, 45 10 and 57 were tested using human skeletal muscle cells, and
other compounds were tested using mouse skeletal muscle cells.       The
rate of increase (%) was calculated from the measured values of LPL
activity in the control group and 15 the experimental group, according to
the following formula. Rate of increase in LPL activity (%) = [(mean value
of the experimental group)-(mean value of the control group)]/(mean value
of the control group)x100 20Table 7 shows the results. [Table 7] Example
No. Amount of Addition  10 pM 30 pM 



1 64 360 2 13 38 3 43 62 4 31 45 5 14 42 7 69 197 10 46 275 11 96 231 13 46
234 15 79 97 16 54 119  52 [Table 7-contiuned] 17 81 143 18 23 



23 19 24 28 23 40 95 24 59 77 26 31 51 28 30 53 30 11 47 31 10 38 32 22 57
33 60 84 36 6 113 38 35 100 42 47 131 43 64 157 45 



23 32 46 49 88 47 38 120 48 18 96 49 47 147 SO 20 70 51 16 115 54 18 87 55
49 94 56 38 62 57 19 40 58 45 150 59 22 73 61 53 92 



65 24 46 66 24 32 67 22 34 68 10 289  53 [Table 7-contiuned] 69 52 142 70
22 87 71 42 114 72 70 123 73 55 108 74 10 55 75 43 89 76 115 263 77 54 



133 78 14 60 79 16 64 80 21 302 81 32 89 82 27 86 83 29 100 84 53 97 85 10
99 86 40 375 87 23 144 88 12 98 90 18 130 91 28 95 92 



42 123 93 36 174 94 9 15 96 27 96 97 27 63 99 14 90 100 12 43 102 44 88 103
30 92 104 74 365  54 [Table 7-contiuned] 109 12 77 110 37 106 111 61 81 



112 58 199 113 4 123 115 62 88 116 36 84 118 80 102 119 67 174 121 113 270
123 11 42 124 93 113 126 99 297 128 49 208 130 9 170 132 35 213 133 63 



236 134 32 308 139 71 128 164 4 228 165 38 476 167 37 104         Table 7
indicates an increase in LPL activity caused by the compound of the present
invention. [Test Example 2] 5Confirmation Test of Lipid-Improving Action
and Body Weight Gain-Inhibiting Effect 8-week-old SD rats (Japan Charles
River: average body weight of about 350 g) were used. 5% aqueous gum arabic
suspension, which was prepared such that the dosage of a 10 compound of the
present invention was 100 mg/kg body weight, was orally administered to the
experimental group in an  55 amount of 5 ml/kg body weight. 5% aqueous gum
arabic suspension (not containing any compounds of the present invention)
was orally administerd to the control group in an amount of 5 ml/kg body
weight. The rats were grouped 5 according to their body weight at 8 weeks
of age such that each group had 5 rats. The test compounds were orally
administered every day at a fixed time for 5 days or 2 weeks, starting when
the rats were 9 weeks old. Body weight was regularly measured during the
period of oral 10 administration, and the body weight gain-inhibiting
effect was observed. 4 hours after the final administration of the test
compound, blood was collected from the vein, plasma was separated from the
collected blood, and blood biochemical examinations (triglyceride,
HDL-cholesterol) 15 were carried out.       The rate of inhibition of body
weight gain (%) was calculated from the measured body weights of rats in
the control group and the experimental group, according to the following
formula. Table 8 shows the results. 20 Rate of inhibition of body weight
gain (%) = [(mean value of the control group)-(mean value of the
experimental group)]/(mean value of the control group) x100 25Blood
biochemical examinations of rats in the control 



group and the experimental group were performed. The rates of change (%)
were claculated according to the following formulae from the messured
values obtained from the blood biochemical examinations. Table 8 shows the
results. 30 Rate of decrease in triglyceride levels (%) = [(mean value of
the control group)-(mean value of the experimental group)]/(mean value of
the control group)x100  56 Rate of increase in HDL-cholesterol levels (%) =
[(mean value of the experimental group)-(mean value of the control
group)]/(mean value of the control group)x100 5[Table 8] Effect on Body
Weight  Example No. Rate of body winel?gi inhibition gain of n(s) 18 13 19
11 32  45 12 52  57 14 67 7 70 14 74 6 84         Table 8 confirmed that
the compound of the present invention has a body weight gain-inhibiting
effect in 10 normal rats.  57 [Table 9]  Example 



No. Rate ofincrease 1fi[id 'n Cera4Z1-8 Rateofincreasein
NOL-cholesterollevels(%) 18 69 171 19 79 99 32 57 16 45 51 27 52 62 36 57
68 184 67 40 15 70 64 34 74 46 64 84 48 187  Table 9 confirmed that the
compound of the present 5 invention has the effect of lowering triglyceride
levels in the blood and the effect of increasing HDL cholesterol (good
cholesterol) levels. An excessive increaed in the triglyceride levels in
the blood can cause hyperlipidemia and arteriosclerosis. On the other hand,
an increase in 10 HDL cholesterol levels can inhibit the onset of
hyperlipidemia and arteriosclerosis. Accordingly, these results suggested
that the compound of the present invention is effective in the prevention
and treatment of hyperlipidemia and arteriosclerosis. 15[Test Example 3] 



Confirmation Test of Anti-Obesity Action in Dietary-Obese Mice       AKR/J
mice were used. These mice were fed a high-fat diet with 60% kcal fat, and
a model of dietary obesity was 20 developed. 5% aqueous gum arabic
suspension, which was prepared such that the dosage of a compound of the
present  58 invention was 20 mg/kg body weight, was orally administered to
the experimental group of obese mice in an amount of 5 ml/kg body weight.
5% aqueous gum arabic suspension that does not contain any of the compounds
of the present 5 invention was administered to the control group in an
amount of 5 ml/kg body weight. The mice were grouped according to body
weight. The test suspension was administered everyday at a fixed time for 4
weeks. Body weight was measured during the period of oral 10
administration, and the body weight gain-inhibiting effect was confirmed.
The rate of body weight reduction (%) was calculated from the measured body
weights of mice in the control group and the experimental group, according
to the following formula. Table 10 shows the results. 15 Rate of body
weight reduction (%) = [(mean value of the control group)-(mean value of
the experimental group)]/(mean value of the control group)x100 20[Table 10]
Effect in Dietary Obese Mice Example No. Rate of body weight reduction(%)
23 13 32 11 45 11 57 17  Table 10 indicates the effect of body weight
reduction was also observed in a model of obese mice.     Accordingly, the
compound of the present invention was 25 confirmed to be effective in
alleviating obesity. [Preparation Example 1] Preparation of Tablets  59
Using the compound obtained in Example 18 as an active ingredient, tablets
(10000 tablets) each containing 300 mg of the compound were prepared
according to the following formulation. Compound obtained in Example 183000
g Lactose (product of Japanese Pharmacopeia)335 g       Cornstarch (product
of Japanese Pharmacopeia) 165 g Carboxymethylcellulose calcium (product of
Japanese 10 Pharmacopeia)125 g Methylcellulose (product of Japanese
Pharmacopeia) 



60 g Magnesium stearate (product of Japanese Pharmacopeia) 15 g 15
According to the above formulation, the compound obtained in Example 18,
lactose, cornstarch and carboxymethylcellulose calcium were sufficiently
mixed. The mixture was granulated using a methylcellulose aqueous 20
solution, screened with a 24-mesh screen, mixed with magnesium stearate,
and pressed into tablets, thereby yielding the desired tablets.
[Preparation Example 2] 25Preparation of Capsules        Using the compound
obtained in Example 57 as an active ingredient, hard gelatin capsules
(10000 capsules) each containing 200 mg of the compound were prepared
according to the following formulation. 30 Compound obtained in Example
572000 g Crystalline cellulose (product of Japanese Pharmacopeia)300 g
Cornstarch (product of Japanese Pharmacopeia) 170 g 35Talc (product of
Japanese Pharmacopeia) 20 g  60 Magnesium stearate (product of Japanese
Pharmacopeia) 10 g Accoxding to the above formulation, each of the 5
components was ground into a fine powder, and the powders were mixed to
form a uniform mixture and loaded into gelatin capsules of a desired size
for oral administration, thereby yielding the desired capsules.  61 CLAIMS
[Claim 1]        A phenylimidazole compound represented by the following
General Formula (1): 5[Chem. 1]          wherein R2 represents a hydrogen
atom, a phenyl lower alkyl group or a pyridyl lower alkyl group, and the
benzene ring and the pyridine ring are optionally substituted with 10 1 or
2 substituents selected from the group consisting of halogen atoms, cyano
group and halogen-substituted lower alkyl groups. One of R2 and
R6represents a hydrogen atom and the other represents a lower alkoxy group.
R4 represents a lower alkyl group, a furyl group, a thienyl 15 group or a
phenyl group optionally substituted with 1 or 2 substituents selected from
the group consisting of lower alkyl groups, lower alkoxy groups, halogen
atoms, carboxyl group, lower alkoxycarbonyl groups and halogen-substituted
lower alkyl groups. R6 and R6 are the same or different, 20 and represent a
hydrogen atom or a lower alkyl group. R7 and R6 are the same or different,
and represent a hydrogen atom or a lower alkoxy group. However, when R2
represents an unsubstituted phenyl lower alkyl group, R2 represents a lower
alkoxy group, R6 represents a hydrogen atom, R4 25 represents an
unsubstituted phenyl group or a phenyl group having 1 or 2
halogen-substituted lower alkyl groups, and Rs represents a hydrogen atom,
R6 is not a hydrogen atom. [Claim 2]  62       The phenylimidazole compound
according to Claim 1, wherein R7 and R8 represent a hydrogen atom in
General Formula (1). 5[Claim 3]       The phenylimidazole compound
according to Claim 1 or 2, wherein R4 represents a thienyl group in General
Formula 



(1). 10'[Claim 4]       The phenylimidazole compound according to Claim 1
or 2, wherein R4 represents a furyl group in General Formula (1). 15[Claim
5]       The phenylimidazole compound according to Claim 1 or 2, wherein,
in General Formula (1), R4 represents a phenyl group optionally substituted
with 1 or 2 substituents selected from the group consisting of lower alkyl
groups, 20 lower alkoxy groups, halogen atoms, carboxyl group, lower
alkoxycarbonyl groups and halogen-substituted lower alkyl groups. [Claim 6]
25The phenylimidazole compound according to Claim 1 or 2, wherein, in
General Formula (1), R1 is an unsubstituted phenyl lower alkyl group or a
phenyl lower alkyl group substituted with 1 or 2 substituents selected from
the group consisting of halogen atoms, cyano group and halogen- 30
substituted lower alkyl groups. [Claim 7] The phenylimidazole compound
according to Claim 6,      wherein, in General Formula (1), R1 is a group
selected 35 from the group consisting of benzyl, 4-cyanobenzyl, 3-  63
cyanobenzyl, 2-cyanobenzyl, 4-chlorobenzyl, 4- trifluoromethylbenzyl,
4-chloro-2-fluorobenzyl and 4-bromo2-fluorobenzyl. 5[Claim 8] The
phenylimidazole compound according to Claim 6, wherein, in General Formula
(1), R1 is a group selected from the group consisting of benzyl,
4-cyanobenzyl, 3- cyanobenzyl, 2-cyanobenzyl, 4-chlorobenzyl and 4-bromo-2-
10 fluorobenzyl. [Claim 9]        The phenylimidazole compound according to
Claim 1, 2 or 6, wherein, in General Formula (1), R4 is a thienyl 15 group,
a furyl group or a phenyl group optionally substituted with 1 or 2
substituents selected from the group consisting of lower alkyl groups,
lower alkoxy groups, halogen atoms, lower alkoxycarbonyl groups and
halogen-substituted lower alkyl groups. 20 [Claim 10]        The
phenylimidazole compound according to Claim 1, 2 or 6, wherein, in General
Formula (1), R4 is a group selected from the group consisting of
2-thienyl,'3-thienyl, 25 3-furyl, phenyl, 4-fluorophenyl, 3-fluorophenyl,
3-fluoro4-methylphenyl, 3,4-difluorophenyl, 4-trifluoromethylphenyl,
3-trifluoromethylphenyl, 2-trifluoromethylphenyl, 4- chlorophenyl,
3-chlorophenyl, 3,4-dichlorophenyl, 3,5- dichlorophenyl,
3-chloro-4-fluorophenyl, 3-methoxyphenyl, 30 4-methoxyphenyl,
3,4-dimethoxyphenyl, 4- methoxycarbonylphenyl, 4-carboxyphenyl, 4-(1,1-
dimethylethyl)phenyl, 1-methylethyl and 4-methylphenyl. [Claim 11]  64 The
phenylimidazole compound according to Claim 10, wherein, in General Formula
(1), R4 is a group selected from the group consisting of 2-thienyl,
3-thienyl, 3-furyl, phenyl, 4-fluorophenyl, 3-fluorophenyl,
3,4-difluorophenyl, 5 4-trifluoromethylphenyl, 3-trifluoromethylphenyl, 2-
trifluoromethylphenyl, 4-chlorophenyl, 3-chlorophenyl, 3,4- dichlorophenyl,
3,5-dichlorophenyl, 3-chloro-4-fluorophenyl, 3-methoxyphenyl,
4-methoxycarbonylphenyl, 4-(1,1- dimethylethyl)phenyl, 1-methylethyl and
4-methylphenyl. 10 [Claim 12] 



The phenylimidazole compound according to Claim 1 or 2, wherein, in General
Formula (1), Rl is a pyridyl lower alkyl group optionally substituted with
1 or 2 substituents 15 selected from the group consisting of halogen atoms,
cyano group, and halogen-substituted lower alkyl groups. [Claim 13] The
phenylimidazole compound according to Claim 12, 20 wherein, in General
Formula (1), R1 is a group selected from the group consisting of
5-trifluoromethy1-2- pyridylmethyl, 2-pyridylmethyl, 3-pyridylmethyl,
5-chloro2-pyridylmethyl and 5-cyano-2-pyridylmethyl. 25[Claim 14]
The phenylimidazole compound according to Claim 1 or 2, wherein, in General
Formula (1), R1 is a pyridyl lower alkyl group optionally substituted with
a halogen-substituted lower alkyl group. 30 [Claim 15]        The
phenylimidazole compound according to Claim 14, wherein, in General Formula
(1), R1 is a group selelcted from the group consisting of 2-pyridylmethyl
and 35 6-trifluoromethy1-3-pyridylmethyl.  65 [Claim 16]        The
phenylimidazole compound according to Claim 1 or 2, wherein, in General
Formula (1), R1 is a group selected 5 from the group consisting of benzyl,
4-chlorobenzyl and 4- bromo-2-fluorobenzyl, and R4 is a group selected from
the group consisting of 4-trifluoromethylphenyl, 4-fluorophenyl,
3,4-difluorophenyl, 4-chlorophenyl, 3,4-dichlorophenyl and 4-methylphenyl.
10 [Claim 17]       The phenylimidazole compound according to Claim 1,
selected from the following compounds:
.4-[4-(4-bromo-2-fluorobenzyloxy)-3-methoxYpheny1]-2-[4- 15
(trifluoromethyl)pheny1]-1H-imidazole
.4-[4-(4-cyanobenzyloxy)-2-methoxYpheny1]-2-[4-
(trifluoromethyl)phenyl]-1H-imidazole
.4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxyphenY1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole 20
.4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-[4-
(trifluoromethyl)phenyl]-1H-imidazole
.4-(4-benzyloxy-3-methoxyphenY1)-2-(3-thienY1)-1H-imidazole
.4-(4-benzyloxy-2-methoxypheny1)-2-(4-fluoropheny1)-1Himidazole 25
.4-(4-benzyloxy-3-methoxypheny1)-2-(4-fluorophenY1)-5- methyl-1H-imidazole
.4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-(4- fluoropheny1)-1H-imidazole
.4-[4-(4-chlorobenzyloxy)-3-methoxypheny1]-2-[4- 30
(trifluoromethyl)pheny1]-1H-imidazole
.4-[4-(4-cyanobenzyloxy)-2-methoxYpheny1]-2-(4- fluoropheny1)-1H-imidazole
.4-[4-(4-bromo-2-fluorobenzyloxy)-3-methoxYphenY1]-2-(4-
fluoropheny1)-1H-imidazole  66
.4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxyphenY1]-2-(4-
fluoropheny1)-1H-imidazole
.4-[4-(4-bromo-2-fluorobenzYloxY)-2-methoxYphenY1]-2-(4-
chloropheny1)-1H-imidazole 5
.4-[4-(4-bromo-2-fluorobenzyloxy)-3-methoxypheny1]-2-(2-
thieny1)-1H-imidazole
.4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-(3-thieny1)- 1H-imidazole
.4-[4-(4-cyanobenzyloxy)-2-methoxYpheny1]-2-[3-
10(trifluoromethyl)pheny1]-1H-imidazole
-4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxyphenY1]-2-(4-
methylpheny1)-1H-imidazole
-4-[4-(4-chlorobenzyloxy)-2-methoxyphenY1]-2-(3,4-
difluoropheny1)-1H-imidazole 15
.4-(4-benzyloxy-2-methoxypheny1)-2-(3,4-difluoropheny1)-1Himidazole
.4-(4-benzyloxy-2-methoxypheny1)-2-(3,4-dichlorophenY1)-1Himidazole.
20[Claim 18]        The phenylimidazole compound according to Claim 1,
selected from the following compounds:
4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole 



25.4-[4-(4-chlorobenzyloxy)-2-methoxYpheny1]-2-[4-
(trifluoromethyl)pheny1]-1H-imidazole
4-(4-benzyloxy-2-methoxypheny1)-2-(4-fluorophenY1)-1Himidazole
.4-(4-benzyloxy-3-methoxypheny1)-2-(4-fluoropheny1)-5- 30
methyl-1H-imidazole  4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-(4-
fluoropheny1)-1H-imidazole
.4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxYpheny1]-2-(4-
fluoropheny1)-1H-imidazole  67
.4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-(4-
chloropheny1)-1H-imidazole
4-[4-(4-bromo-2-fluorobenzyloxy)-2-methoxypheny1]-2-(4-
methylpheny1)-1H-imidazole 5
.4-[4-(4-chlorobenzyloxy)-2-methoxypheny1]-2-(3,4-
difluoropheny1)-1H-imidazole
4-(4-benzyloxy-2-methoxypheny1)-2-(3,4-difluorophenY1)-1Himidazole
.4-(4-benzyloxy-2-methoxypheny1)-2-(3,4-dichloropheny1)-1H- 10 imidazole
.4-[4-(4-cyanobenzyloxy)-2-methoxypheny1]-2-(4- fluoropheny1)-1H-imidazole.
[Claim 19] 15A pharmaceutical composition containing, as an active
ingredient, the compound according to any one of Claims 1 to 18. [Claim 20]
20An LPL activator containing, as an active ingredient, the compound
according to any one of Claims 1 to 18. [Claim 21]          An agent for
preventing and treating hyperlipidemia 25 containing, as an active
ingredient, the compound according to any one of Claims 1 to 18. [Claim 22]
An anti-arteriosclerotic agent containing, as an 30 active ingredient, the
compound according to any one of Claims 1 to 18. [Claim 23]  68 An
anti-obesity agent containing, as an active ingredient, the compound
according to any one of Claims 1 to 18. 5[Claim 24]       The compound
according to any one of Claims 1 to 18 for use in activating LPL. 


