
DESCRIPTION Title of the Invention INDOLE DERIVATIVE OR
PHARMACEUTICALLY ACCEPTABLE SALT THEREOF 5 Technical Field [0001] The
present invention relates to an indole derivative having an EPI
receptor      antagonism, which is useful as a pharmaceutical, or a
pharmaceutically acceptable salt 10 thereof, a pharmaceutical
composition comprising the same, and a pharmaceutical use thereof
Background Art [0002] 15With an increasingly aging and stressed
society, the number of patients with lower urinary tract dysfunction
(LUTD) has increased. LUTD is a generic term for urine collection
disorder and dysuria, and the symptoms derived from LUTD are lower
urinary tract symptoms (LUTS). One of the LUTS is an overactive
bladder syndrome (0AB5). OABs may be generally called overactive
bladder (OAB) in some cases. In any case, it is 20 a disease defined
as "a symptom syndrome which essentially has urinary urgency and
which is usually accompanied by urinary frequency and nocturia. Urge
urinary incontinence is not necessary". The symptoms associated with
OABs interfere with general life such as work, daily life, mental
activity, and the like, and thus lower the quality of life (QOL).
Currently, a first choice drug as an agent for treating OABs is an
25anticholinergic agent. However, it is necessary for the
anticholinergic agent to be used also in due consideration of an
anti-muscarinic effect such as thirst and residual urine, and thus,
is not always effective for all patients (see, for example,
Non-patent literature 1). Under these circumstances, there is a
demand for development of a therapeutic agent which has a different
mechanism from that of the anticholinergic agent (see, for example,
30Non-patent literature 1). [0003]        Recently, in LUTS,
particularly in OABs, the role of urothelium has attracted attention.
In LUTS, it has become clear that various chemical mediators are
released in the urothelial cells, which cause a micturition reflex
through the receptors of bladder  sensory nerve terminals. Among
them, one of the chemical mediators, prostaglandin E2 (PGE2), binds
with a prostaglandin E receptor 1 (EPI receptor) in the afferent
nerves (especially C fibers) in the urothelium to increase the
micturition reflex. In addition, PGE2 binds with the BPI receptors
present in the bladder smooth muscle to contract the 5 bladder. In
fact, it has been reported that the EP1 receptor antagonists inhibit
both of the increase in the micturition reflex and the increase in
the afferent nerve activities by PGE2 (see, for example, Non-patent
literature 2 and Non-patent literature 3). From these, it is
suggested that PGE2 is involved in contraction of the bladder smooth
muscle and increase in the bladder sensory nerves through the &Pi
receptors. Furthermore, it is reported that 10Elpi receptor
antagonists do not increase the amount of the residual urine, but
increase the bladder capacity (see, for example, Non-patent
literature 4). [0004]       There exist four subtypes, E132, EP3, and
EP4 as well as EPI, of the PGE2 receptor. The EP1 receptor exists in
the lungs as well as the bladder and the urothelium, the skeletal
15muscle, the renal collecting duct, and the like (see, for example,
Non-patent literature 2).  Therefore, it is expected that by changing
the selectivity of the subtypes of the PGE2 receptor, the target
organs of the drugs, or the target tissues, a therapeutic agent for
desired diseases can be developed. [0005] 20Meanwhile, a compound
represented by the general formula (A) is disclosed as a traditional
complement pathway inhibitor (see, for example, Patent literature I).
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Objects to Be Solved by the Invention [0012]      The present
invention is to provide a compound having an EP' receptor antagonism
or 5a pharmaceutically acceptable salt thereof, a pharmaceutical
composition comprising the same, and a pharmaceutical use thereof.
Means for Solving the Objects [0013] 10The present inventors have
conducted extensive studies on a compound having an EP' receptor
antagonism, and as a result, they have found that the compounds (I)
of the present invention or a pharmaceutically acceptable salt
thereof exhibit a potent BPI receptor antagonism, thereby completing
the present invention. [0014] 15That is, the means for solving the
above described objects are presented below. [1]A compound
represented by the general formula (I) or a pharmaceutically
acceptable salt thereof: [Chem. 3] 02R1 H CI) R- 2 0[wherein A
represents a group selected from the group consisting of the
following a) to h): [Chem. 4]                  one of WI and W2
represents a nitrogen atom and the other represents =CH- or a 25
nitrogen atom; W3 represents an oxygen atom or a sulfur atom;  W4
represents =CH- or a nitrogen atom; X represents a hydrogen atom or a
halogen atom; Y represents a C1_6 alkylene group or a halo-C1_6
allcylene group', RN represents a hydrogen atom or a C1-6 alkyl
group; 5RI represents a hydrogen atom, a C1.6 alkyl group or a C7.10
arallcyl group; R2 represents a group selected from the group
consisting of the following i) to in): i) a branched C3-6 alkyl
group, .0 a C3-6 oycloalkyl group, k) a phenyl group, in which the
ring is unsubstituted or substituted with 1 to 5 10groups
independently selected from the group consisting of: a halogen atom,
a C1_6 alkyl group, a halo-C1_6 alkyl group, a hydroxy-C1_6 alkyl
group, a C1_6 alkoxy group and a cyano group, 1) a 6-membered
aromatic heterocyclic group, in which the ring is unsubstituted or
substituted with 1 to 4 groups independently selected from the group
consisting of: a 15halogen atom, a C1.6 alkyl group, a halo-C1_6
alkyl group, a hydroxy-C1.6 alkY1 group, a Ci- alkoxy group and a
cyano group, and       m) a 5-membered aromatic heterocyclic group,
in which the ring is unsubstituted or substituted with 1 to 3 groups
independently selected from the group consisting of: a halogen atom,
a C1.6 alkyl group, a halo-C1_6 alkyl group, a hydroxy-C1_6 alkyl
group, a C1- 



2 0 6 alkoxy group and a cyano group;       R3 represents a halogen
atom, a C1.6 alkyl group, a halo-C1_6 alkyl group, a hydroxy-C1_6
alkyl group, a C1_6 alkoxy group, a halo-C1_6 alkoxy group, a C1-6
alkylsulfanyl group, a C1.6 alkylsulfinyl group, a C1_6
allcylsulfonyl group, a C3_6 cycloalkyl group, a cyano group, an
amino group or a nitro group; 25R4 represents a hydrogen atom, a
halogen atom, a C1_6 alkyl group or a C1_6 alkoxy group; and R3
represents a hydrogen atom, a halogen atom, a C1_6 alkyl group, or a
C1.6 alkoxy group;            with the proviso that the bonds with
(*) represent binding to Y; and the bonds with 30(**) represent
binding to CO2R1.]. [2]The compound as set forth in (1) or a
pharmaceutically acceptable salt thereof, wherein A is a group
selected from the group consisting of the following a) to d): [Chem.
5]  [3]The compound as set forth in (2) or a pharmaceutically
acceptable salt thereof,     wherein A is a group selected from the
group consisting of the following a) to c): 5[Chem. 6]    W1 is a
nitrogen atom; W2 is =CH-; and X is a hydrogen atom. 10[4]The
compound as set forth in (3) or a pharmaceutically acceptable salt
thereof, wherein R2 is a group selected from the group consisting of
the following a) to c):            a) a branched C3-6 alkyl group, b)
a phenyl group, and            c) a 5-membered aromatic heterocyclic
group or a 6-membered aromatic 15heterocyclic group;       R3 is a
halogen atom, a C1.6 alkyl group, a halo-C1.6 alkyl group, a C1_6
alkoxy group, a halo-C1_6 alkoxy group or a cyano group; R4 is a
hydrogen atom; and R5 is a hydrogen atom. 20[5]The compound as set
forth in (4) or a pharmaceutically acceptable salt thereof, wherein
RI is a hydrogen atom.  [6] The compound as set forth in (5) or a
pharmaceutically acceptable salt thereof, wherein Y is a methylene
group and RN is a hydrogen atom.    [7] The compound as set forth in
(6) or a pharmaceutically acceptable salt thereof, 25 wherein R2 is a
phenyl group, a 5-membered aromatic heterocyclic group or a
6-membered aromatic heterocycle.  [8] The compound as set forth in
(7) or a pharmaceutically acceptable salt thereof, wherein R3 is a
halogen atom or a C1_6 alkoxy group.   [9] The compound as set forth
in (6) or a pharmaceutically acceptable salt thereof, wherein R2 is
an isopropyl group, an isobutyl group, a sec-butyl group or a
tert-butyl group.     [10] The compound as set forth in (9) or a
pharmaceutically acceptable salt thereof, 5 wherein R3 is a halogen
atom or a C1.6 alkoxy group.  [11] The compound as set forth in (2)
or a pharmaceutically acceptable salt thereof, wherein A is a group
represented by the following formula: [Chem. 7]  10  [12] The
compound as set forth in (11) or a pharmaceutically acceptable salt
thereof, wherein R1 is a hydrogen atom.    [13] The compound as set
forth in (3) or a pharmaceutically acceptable salt thereof, wherein
R2 is a group selected from the group consisting of the following a)
to d): 15[Chem. 8] R6a R7a R6b R7bR9. b) RfcI R"R"NR7`, and W5 is a
nitrogen atom or -CR9e--; and Rba, R61', R6c, R6d, Roe, R7a, R7b,
R7c, R7d, R8a, R81, R8c, R9a, n91 K and R9` are each
independently a hydrogen atom, a halogen atom, a C1.6 alkyl group, a
halo-C1.6 alkyl 20group, a hydroxy-Ci_6 alkyl group, a C1-6 alkoxy
group or a cyano group.  [14] The compound as set forth in (13) or a
pharmaceutically acceptable salt thereof, wherein RI is a hydrogen
atom.  [15] A pharmaceutical composition comprising the compound as
set forth in any one of (1) to (14) or a pharmaceutically acceptable
salt thereof as an active ingredient. 25[16]An BPI receptor



[17]An agent for treating or preventing lower urinary tract symptoms,
comprising the compound as set forth in any one of (1) to (14) or a
pharmaceutically acceptable salt thereof as an active ingredient.
[18]A method for preventing or treating lower urinary tract symptoms,
comprising administering an effective amount of the compound as set
forth in any one of (1) to (14) or a pharmaceutically acceptable salt
thereof [19]A use of the compound as set forth in any one of (1) to
(14) or a pharmaceutically 5 acceptable salt thereof for the
manufacture of a pharmaceutical composition for preventing or
treating lower urinary tract symptoms. Effects of the Invention
[0015] 10The compound (I) of the present invention or a
pharmaceutically acceptable salt thereof exhibits a potent EPI
receptor antagonism, for example, in a test for confirmation of an
EPI receptor antagonism. Therefore, the compound (I) of the present
invention or a pharmaceutically acceptable salt thereof is useful as
an agent for treating or preventing lower urinary tract symptoms
(LUTS), in particular, overactive bladder syndrome (0ABs) 15or the
like, based on its EPI receptor antagonism. Embodiments for Carrying
Out the Invention [0016] The terms in the specification are defined.
20[0017] The "halogen atom" means a fluorine atom, a chlorine atom, a
bromine atom, or an iodine atom. It is preferably a fluorine atom or
a chlorine atom. [0018] The "C1-6 alkyl group" means an alkyl group
having 1 to 6 carbon atoms, which 25 may be branched. Examples
thereof include a methyl group, an ethyl group, an n-propyl group, an
isopropyl group, an n-butyl group, an isobutyl group, a sec-butyl
group, a ten-butyl group, an n-pentyl group, an isopentyl group, a
neopentyl group, a tert-pentyl group, a 1-methylbutyl group, a
2-methylbutyl group, a 1,2-dimethylpropyl group, an n-hexyl group, an
isohexyl group and the like. In R3, a methyl group, an ethyl group or
a propyl 30 group is preferable, a methyl group or an ethyl group is
more preferable, and a methyl group is further preferable. In RN, a
methyl group is preferred. [0019] The "branched CM alkyl group" means
a branched alkyl group having 3 to 6 carbon atoms. Examples thereof
include an isopropyl group, an isobutyl group, a sec-  butyl group, a
tert-butyl group, an isopentyl group, a neopentyl group, a
tert-pentyl group, a 1-methylbutyl group, a 2-methylbutyl group, a
1,2-dimethylpropyl group, a 1-ethylpropyl group, an isohexyl group
and the like. It is preferably an isopropyl group, an isobutyl group,
a sec-butyl group, a tert-butyl group or a 1-ethylpropyl group. It is
more 5preferably an isopropyl group, an isobutyl group, a sec-butyl
group or a tert-butyl group. It is further preferably a tert-butyl
group. [0020]       The "C1.6 alkoxy group" means an alkoxy group
having 1 to 6 carbon atoms, which may be branched. Examples thereof
include a methoxy group, an ethoxy group, a 10 propoxy group, an
isopropoxy group, a butoxy group, an isobutoxy group, a sec-butoxy
group, a tert-butoxy group, a pentyloxy group, a hexyloxy group and
the like. In R3, a methoxy group or an ethoxy group is preferable,
and a methoxy group is more preferable. [0021] The "halo-C1.6 alkyl
group" means a C1.6 allcyl group substituted with the same or
15different 1 to 5 halogen atoms. Examples thereof include a
monofluoromethyl group, a difluoromethyl group, a trifluoromethyl
group, a 2-chloroethyl group, a 2-fluoroethyl group, a
2,2-difluoroethyl group, a 1,1-difluoroethyl group, a
1,2-difluoroethyl group, a 2,2,2-trifluoroethyl group, a
2,2,2,5,5-pentafluoroethyl group, a 2,2,2-trichloroethyl group, a



cyclopropyl group or a cyclopentyl group. In R3, it is more
preferably a cyclopropyl group. [0027] 20The "halo-C1_6 alkoxy group"
means a C1.6 alkoxy group substituted with the same or different 1 to
5 halogen atoms. Examples thereof include a monofluoromethoxy group,
a difluoromethoxy group, a trifluoromethoxy group, a 2-chloroethoxy
group, a 2- fluoroethoxy group, a 2,2-difluoroethoxy group, a
1,1-difluoroethoxy group, a 1,2- difluoroethoxy group, a
2,2,2-trifluoroethoxy group, a 2,2,2,5,5-pentafluoroethoxy group, a
252,2,2-trichloroethoxy group, a 3-fluoropropoxy group, a
2-fluoropropoxy group, a 1- fluoropropoxy group, a
3,3-difluoropropoxy group, a 2,2-difluoropropoxy group, a 1,1-
difluoropropoxy group, a 4-fluorobutoxy group, a 5-fluoropentyloxy
group, a 6- fluorohexyloxy group and the like. It is preferably a
monofluoromethoxy group, a difluoromethoxy group, a trifluoromethoxy
group, a 2-fluoroethoxy group, a 2,2- 3 0difluoroethoxy group, a
1,1-difluoroethoxy group, a 1,2-difluoroethoxy group or a 2,2,2-
trifluoroethoxy group. It is more preferably a monofluoromethoxy
group, a difluoromethoxy group, a trifluoromethoxy group, a
2-fluoroethoxy group, a 1,1- difluoroethoxy group, a
1,2-difluoroethoxy group or a 2,2,2-trifluoroethoxy group. It is
further preferably a difluoromethoxy group or a trifluoromethoxy
group.  [0028]       The "C7_161arallcyl group" means an alkyl group
having 1 to 4 carbon atoms, which is substituted with an aryl group.
Examples thereof include a benzyl group, a phenethyl group, a
1-phenylethyl group, a 3-phenylpropyl group, a 4-phenylbutyl group
and the like. 5[0029]       The "5- or 6-membered aromatic
heterocyclic group" means a 5- or 6-membered ring group containing 1
to 4 hetero atoms selected from an oxygen atom, a nitrogen atom, and
a sulfur atom in the ring. Examples thereof include a pyridyl group,
a pyrimidinyl group, a pyrazinyl group, a pyridazinyl group, a furyl
group, a pyrrolyl group, a thienyl 10group, an imidazolyl group, a
pyrazolyl group, a 1,2,4-triazoly1 group, an isothiazolyl group, an
isoxazolyl group, an oxazolyl group, a thiazolyl group, a
1,3,4-oxadiazoly1 group, a 1,2,4-oxadiazoly1 group and the like. It
is preferably a 5-membered aromatic heterocyclic group, and more
preferably a 2-furyl group, a 3-furyl group, a 2-thienyl group or a
3-thienyl group. It is further preferably a 3-furyl group or a
3-thienyl group. 15[0030]       The "5-membered aromatic heterocyclic
group" means a 5-membered ring group containing 1 to 4 hetero atoms
selected from an oxygen atom, a nitrogen atom, and a sulfur atom in
the ring. Examples thereof include a furyl group, pyrrolyl group, a
thienyl group, an imidazolyl group, a pyrazolyl group, a
1,2,4-triazoly1 group, an isothiazolyl group, an 20isoxazolyl group,
an oxazolyl group, a thiazolyl group, a 1,3,4-oxadiazoly1 group, a
1,2,4- oxadiazolyl group and the like, preferably a 2-furyl group, a
3-furyl group, a 2-thienyl group or a 3-thienyl group, and more
preferably a 3-furyl group or a 3-thienyl group. [0031] The
"6-membered aromatic heterocyclic group" means a 6-membered ring
group 25 containing 1 to 4 nitrogen atoms in the ring. Examples
thereof include a pyridyl group, a pyrimidinyl group, a pyrazinyl
group, a pyridazinyl group and the like. It is preferably a pyridyl
group, and more preferably a 3-pyridyl group. [0032] The "C1.6
allcylene group" means a divalent linear or molecular-chained
saturated 30 hydrocarbon chain having 1 to 6 carbon atoms. Examples
thereof include -CH2-, - CH2CH2-, -CH(CH3)-, -(CH2)3-, -CH(CH3)CH2-,



1 (EPI receptor).            The EPI receptor antagonism reduces the
influx amount of calcium into cells and 15thus decreased or
suppressed the intracellular calcium concentration. As the result,
the EPI receptor antagonism exhibits an action of relaxation of
smooth muscles, inhibition of sensory nerve stimulation or the like.
Particularly, the EP1 receptor antagonist acts on the bladder, the
urothelium or the like, whereby it is useful as an agent for treating
or preventing LUTS, in particular, the symptoms of OABs or the like.
20Furthermore, the EPI receptor antagonism can be evaluated based on
the efficacy of inhibiting the influx amount of calcium into cells by
a PGE2. This efficacy can be evaluated by an in vitro test or an in
vivo test in accordance with "Pharmacological Test Examples"
described in JP2008-214224A. [0042] 25Examples of the preferable
substituents for the compound (I) of the present invention or a
pharmaceutically acceptable salt thereof are as follows. [0043]
(I-1) A is preferably a benzene ring, a pyridine ring, or a thiazole
ring. (I-2) Y is preferably a methylene group, -CH(CH3)- or
-C(CH3)2-, and more 30 preferably a methylene group.        (I-3) RI
is preferably a hydrogen atom or a C1..6 alkyl group, and more
preferably a hydrogen atom.        (I-4) R2 is preferably a
tert-butyl group, a phenyl group, or a 5-membered aromatic
heterocyclic group, or a 6-membered aromatic heterocyclic group, a
phenyl group, in  which the ring is substituted with 1 to 3 groups
independently selected from the group consisting of: a halogen atom,
a C1_6 alkyl group, a halo-C1_6 alkyl group, a hydroxy-C1-6 alkyl
group, a C1 6 alkoxy group and a cyano group, a 6-membered aromatic
heterocyclic group, in which the ring is substituted with 1 to 2
groups independently selected from the 5group consisting of: a
halogen atom, a C1.6 alkyl group, a halo-C1_6 allcyl group, a
hydroxy- Ci.6 allcyl group, a C1.6 alkoxy group and a cyano group, or
a 5-membered aromatic heterocyclic group, in which the ring is
substituted with 1 to 2 groups independently selected from the group
consisting of: a halogen atom, a C1_6 alkyl group, a halo-C1_6 alkyl
group, a hydroxy-C1_6 allcyl group, a C1.6 alkoxy group and a cyano
group. It is more 10preferably a tert-butyl group, a phenyl group, a
3-furyl group, a 3-thienyl group or a group selected from the group
consisting of the following a) to d): [0044] [Chem. 9] Rta R7aR8a 3
b) R Cc, 6e Rtr--.R7c, and 15(wherein         R6a, R6b, R6c, R6d and
R6e are each a group selected from the group consisting of the
following e) to g): e          e) one group of R6a, R6b, Rse, Rsd and
ais a halogen atom, a C1.6 alkyl group, a halo-C1_6 alkyl group, a
hydroxy-C1_6 alkyl group, a C1 6 alkoxy group or a cyano group, 20
and the other four groups are hydrogen atoms, , , R6c - tc6d,
f) two groups of R6a, R6band R6e are each independently a halogen
atom, a C1_6 alkyl group, a halo-C1_6 alkyl group, a hydroxy-C1.6
alkyl group, a C1_6 alkoxy group or a cyano group, and the other
three groups are hydrogen atoms, and          g) three groups of R6a,
R6b, R6c, we and a 6e are each independently a halogen 25atom, a C1_6
alkyl group, a halo-C1_6 alkyl group, a hydroxy-C1_6 alkyl group, a
C1 6 alkoxy group or a cyano group, and the other two groups are
hydrogen atoms;       Rm, R7b, R" and R" are each a group selected
from the group consisting of the following h) and i):          h) one
group of Rm, R", R" and R." is a halogen atom, a C1_6 alkyl group, a
halo-30C1_6 alkyl group, a hydroxy-C1.6 alkyl group, a C1_6 alkoxy
group or a cyano group, and the other three groups are hydrogen



more preferably a chlorine atom, a fluorine atom, a methyl group, a
methoxy group, an ethoxy group or a trifluoromethoxy group, further
preferably a chlorine atom or a methoxy group, and particularly
preferably a methoxy group.             (I-6) RN is preferably a
hydrogen atom or a methyl group, and more preferably a 25 hydrogen
atom. [0045]        A preferable embodiment of the compound (1) of
the present invention or a pharmaceutically acceptable salt thereof
is a compound formed by combinations of preferable substituents
described in (1-1) to (1-6). 30[0046] Embodiment 1 A preferable
embodiment of the present invention is as follows: Y is a methylene
group; A is a benzene ring or a pyridine ring;  RI is a hydrogen
atom; R2 is a phenyl group or a 5-membered aromatic heterocyclic
group; R3 is a methoxy group or an ethoxy group; and RN is a hydrogen
atom. 5[0047]       Examples of the concrete compound included in the
present embodiment include the following compounds:
6-(6-methoxy-2-phenyl-1H-indo1-3-ylmethyppyridine-2-carboxylic acid
(Example 4-1), 3-(6-methoxy-2-phenyl-1H-indo1-3-ylmethypbenzoic acid
(Example 4-2), 3-(6- 1 0
methoxy-2-thiophen-3-y1-1H-indo1-3-ylmethyl)benzoic acid (Example
4-12), 6-(6-ethoxy2-pheny1-1H-indo1-3-ylmethyl)pyridine-2-carboxylic
acid (Example 4-34),
6-(6-methoxy2-thiophen-3-y1-1H-indo1-3-ylmethyppyridine-2-carboxylic
acid (Example 11-1), 64243-
fluoropheny1)-6-methoxy-1H-indol-3-ylmethyl]pyridine-2-carboxylic
acid (Example 11-5),
6-(2-furan-3-y1-6-methoxy-1H-indo1-3-ylmethyppyridine-2-carboxylic
acid (Example Il- 1 510),
612-(4-fluoropheny1)-6-methoxy-1H-indo1-3-ylmethyl]pyridine-2-carboxy
lic acid (Example 11-13),
3-(2-furan-3-y1-6-methoxy-1H-indo1-3-ylmethyl)benzoic acid (Example
11-15),
6-(6-methoxy-2-thiophen-2-y1-1H-indo1-3-ylmethyl)pyridine-2-carboxyli
c acid (Example 11-17),
616-methoxy-2-(5-methylthiophen-3-y1)-1H-indo1-3-ylmethyl]pyridine2-c
arboxylic acid (Example 11-20),
642-(3-chloropheny1)-6-methoxy-1H-indo1-3- 2
0ylmethyl]pyridine-2-carboxylic acid (Example 11-21),
6-(6-methoxy-2-thiazol-5-y1-1H-
indo1-3-ylmethyl)pyridine-2-carboxylic acid (Example 11-24),
646-methoxy-2-(3-
methoxypheny1)-1H-indo1-3-ylmethyl]pyridine-2-carboxylic acid
(Example 11-34), 6-[2-
(3,4-difluoropheny1)-6-methoxy-1H-indo1-3-ylmethyl]pyridine-2-carboxy
lic acid (Example 16-2),
6[6-methoxy-2-(3,4,5-trifluoropheny1)-1H-indo1-3-ylmethyl]pyridine-2-
2 5carboxylic acid (Example 16-6),
2-fluoro-3-(6-methoxy-2-phenyl-1H-indo1-3- ylinethypbenzoic acid
(Example 16-9), 6-(6-methoxy-5-methyl-2-phenyl-1H-indo1-3-
ylmethyl)pyridine-2-carboxylic acid (Example 16-12),
6-(5-chloro-6-methoxy-2-pheny1-
1H-indo1-3-ylmethyppyridine-2-carboxylic acid (Example 16-13),
6-(5-fluoro-6-methoxy2-pheny1-1H-indo1-3-ylmethyppyridine-2-carboxyli
c acid (Example 16-16), 2-fluoro-5-(6- 3
0methoxy-2-phenyl-1H-indo1-3-ylmethypbenzoic acid (Example 16-18),
6-(6-methoxy-5-



[0051] Examples of the concrete compound included in the present
embodiment include 5 the following compounds:
612-(3-fluoropheny1)-6-methoxy-1H-indo1-3-ylmethyl]pyridine-2-carboxy
lic acid (Example 11-5),
642-(4-fluoropheny1)-6-methoxy-1H-indo1-3-ylmethyl]pyridine-2-
carboxylic acid (Example 11-13),
612-(3-chloropheny1)-6-methoxy-1H-indo1-3-
ylmethyl]pyridine-2-carboxylic acid (Example 11-21),
6-[6-methoxy-2-(3- 1
0methoxypheny1)-1H-indo1-3-ylmethyl]pyridine-2-carboxylic acid
(Example 11-34), 642-
(3,4-difluoropheny1)-6-methoxy-1H-indo1-3-ylmethyl]pyridine-2-carboxy
lic acid (Example 16-2),
646-methoxy-2-(3,4,5-trifluoropheny1)-1H-indo1-3-ylmethyl]pyridine-2-
carboxylic acid (Example 16-6),
642-(5-fluoropyridin-3-y1)-6-methoxy-1H-indo1-3-
ylmethyl]pyridine-2-carboxylic acid (Example 16-11),
642-(4-fluoropheny1)-6-methoxy-5-
15methyl-1H-indo1-3-ylmethyl]pyridine-2-carboxylic acid (Example
16-85). [0052] Embodiment 4 Another preferable embodiment of the
present invention is as follows: Y is a methylene group; 20A is a
benzene ring or a pyridine ring; RI is a hydrogen atom; R2 is a
5-membered aromatic heterocyclic group which may have a substituent;
R3 is a methoxy group; and RN is a hydrogen atom. 25[0053]
Examples of the concrete compound included in the present embodiment
include the following compounds:
3-(6-methoxy-2-thiophen-3-y1-1H-indo1-3-ylmethyl)benzoic acid
(Example 4-12),
6-(6-methoxy-2-thiophen-3-y1-1H-indo1-3-ylmethyl)pyridine-2-carboxyli
c acid (Example 3011-1),
6-(2-furan-3-y1-6-methoxy-1H-indo1-3-ylmethyl)pyridine-2-carboxylic
acid (Example 11-10),
3-(2-furan-3-y1-6-methoxy-1H-indo1-3-ylmethyl)benzoic acid (Example
11-15),
6-(6-methoxy-2-thiophen-2-y1-1H-indo1-3-ylmethyppyridine-2-carboxylic
acid (Example 11-17),
616-methoxy-2-(5-methylthiophen-3-y1)-1H-indol-3-ylmethyl]pyridine2-c
arboxylic acid (Example 11-20),
6-(6-methoxy-5-methy1-2-thiophen-3-y1-1H-indo1-3-
ylmethyl)pyridine-2-carboxylic acid (Example 16-24),
6-(5-fluoro-6-methoxy-2-thiophen3-y1-1H-indo1-3-ylmethyflpyridine-2-c
arboxylic acid (Example 16-28), and 6-(5-chloro-6-
methoxy-2-thiophen-3-y1-1H-indo1-3-ylmethyl)pyridine-2-carboxylic
acid (Example 16- 29). 5[0054] Embodiment 5 Another preferable
embodiment of the present invention is as follows: Y is a methylene
group; A is a benzene ring or a pyridine ring; 10RI is a hydrogen
atom; R2 is a 6-membered aromatic heterocyclic group which may have a
substituent; R3 is a methoxy group; and RN is a hydrogen atom. [0055]
15Examples of the concrete compound included in the present
embodiment include the following compounds:
6-(6-methoxy-2-pyridin-3-y1-1H-indo1-3-ylmethyl)pyridine-2-carboxylic
acid (Example 11-11),
642-(5-fluoropyridin-3-y1)-6-methoxy-1H-indo1-3-ylmethyl]pyridine-2-
carboxylic acid (Example 16-11), and
6-(6-methoxy-5-methyl-2-pyridin-3-y1-1H-indo1-3- 2







[0073] Step 1-3       A compound (4) can be obtained by reacting the
compound (1) with a compound (3) in a solvent in the presence of a
base. Examples of the solvent to be used include 5
N,N-dimethylformamide, N,N-dimethylacetamide,
N,N-dimethylimidazolidinone, 1- methy1-2-pyrrolidone,
tetrahydrofuran, a mixed solvent thereof and the like. Examples of
the base include sodium hydride, cesium carbonate, potassium
carbonate, potassium tertbutoxide, lithium bis(trimethylsilyl)amide
and the like. The reaction temperature usually ranges from -20C to a
solvent reflux temperature, and the reaction time varies depending
10on a starting material to be used, a solvent to be used, a reaction
temperature or the like, but it is usually 30 minutes to 3 days.
Further, in the present step, an additive such as sodium iodide and
the like may be used, if necessary.          Furthermore, the
compound (3) used in the present step may be commercially available
or can be prepared according to a method described in other
literature or a similar 15method thereto. [0074] Step 1-4      In the
same manner as in Step 1-3, a compound (Ic) can be obtained from the
compound (Ia) and the compound (3). 20[0075] Step 1-5       In the
same manner as in Step 1-1, the compound (Ic) can be obtained from
the compound (4) and the compound (2). [0076] 25Step 1-6       In the
same manner as in Step 1-2, a compound (Id) can be obtained by
hydrolyzing the compound (Ic). [0077]            Further, the
compound (1) can be obtained according to the method shown in the 30
following Scheme 3.  [0078]      [Chem. 11] Scheme 2 [0079] 5(wherein
R2, R3, R4, R5, Ric, A and Y have the same meanings as defined above;
and X2 represents a leaving group such as a chlorine atom, a bromine
atom, an iodine atom, ap-toluenesulfonyloxy group, a
methanesulfonyloxy group and the like.) [0080] Step 2-1 10A compound
(7) can be obtained by reacting a compound (5) with a compound (6) in
a solvent in the presence of a base. Examples of the solvent to be
used include N,Ndimethylformamide, N,N-dimethylacetamide,
N,N-dimethylimidazolidinone, 1-methy1-2- pyrrolidone, tetrahydrofuran
and the like, and examples of the base include sodium hydride, cesium
carbonate, potassium carbonate, potassium tert-butoxide, 1,8- 1
5diazabicycloundec[5.4.0]-7-ene (DBU), lithium
bis(trimethylsilyl)amide and the like. The reaction temperature
usually ranges from -20C to a solvent reflux temperature, and the
reaction time varies depending on a starting material to be used, a
solvent to be used, a reaction temperature or the like, but it is
usually 30 minutes to 3 days. Further, in the present step, an
additive such as sodium iodide and the like may be used, if
necessary. 20[0081] Step 2-2       The compound (1a) can be obtained
by reacting the compound (7) under acidic conditions in a solvent or
without a solvent. Examples of the solvent to be used include
methylene chloride, tetrahydrofuran and the like, and examples of the
acid include 25trifluoroacetic acid, acetic acid, hydrogen chloride,
sulfuric acid and the like. The  reaction temperature usually ranges
from 0C to a solvent reflux temperature, and the reaction time varies
depending on a starting material to be used, a solvent to be used, a
reaction temperature or the like, but it is usually 30 minutes to 24
hours. [0082] 5Step 2-3 In the same manner as in Step 1-2, the
compound (Ib) can be obtained by hydrolyzing the compound (Ia).
[0083] Further, the compound (5) can be obtained by the Steps 3-6 to
3-8 shown in the 10 following Scheme 3. [0084] [B] Synthesis of



ekOke Fp Step 3-1    [0087]       (wherein R2, R3, R4 and R5 have the
same meanings as defined above; X3 represents a leaving group such as
a chlorine atom, a bromine atom, an iodine atom, a
trifluoromethanesulfonyloxy group and the like; and X4 and X5
represent a halogen atom such as a chlorine atom, a bromine atom and
the like.) 10[0088] Step 3-1       A compound (9) can be obtained by
acylating the compound (8) using trifluoroacetic anhydride. Such an
acylation reaction is well-known to a skilled person in the art, and
can also be carried out according to the method described in
"Greene's  Protective Groups in Organic Synthesis", edited by Theodra
W., Greene & Peter G. M. Wuts, fourth edition, Wiley-Interscience,
2006.        Furthermore, the compound (8) used in the present step
may be commercially available or can be prepared according to a
method described in other literature or a similar 5method thereto.
[0089] Step 3-2 The compound (1) can be obtained by reacting the
compound (9) with a compound (10) in a solvent in the presence of a
base, a copper catalyst, and a palladium catalyst. 10Examples of the
solvent to be used include tetrahydrofuran, acetonitrile, N,N-
dimethylformamide and the like. Examples of the base include
triethylamine, N,Ndiisopropylethylamine, potassium carbonate,
potassium phosphate and the like.  Examples of the palladium catalyst
include dichlorobis(triphenylphosphine)palladium (II),
tetralds(triphenylphosphine)palladium (0) and the like, and examples
of the copper catalyst 15include copper (I) iodide and the like. The
reaction temperature usually ranges from room temperature to a
solvent reflux temperature, and the reaction time varies depending on
a starting material to be used, a solvent to be used, a reaction
temperature or the like, but it is usually 30 minutes to 3 days.
Further, the present step can be carried even in the absence of a
palladium catalyst, and in this case, an amino acid derivative such
as N,N- 2 0dimethylglycine, L-proline and the like as an additive may
be used. [0090] Step 3-3 A compound (12) can be obtained by reacting
the compound (11) with a halomethane in a solvent in the presence of
a base, and triphenylphosphine. Examples of 25the solvent to be used
include methylene chloride, tetrahydrofitran and the like. Examples
of the halomethane to be used include carbon tetrabromide, carbon
tetrachloride, chloroform and the like. Examples of the base include
potassium tert-butoxide and the like. The reaction temperature
usually ranges from room temperature to a solvent reflux temperature,
and the reaction time varies depending on a starting material to be
used, a 30solvent to be used, a reaction temperature or the like, but
it is usually 30 minutes to 24 hours. Further, the present step can
be carried out in the absence of a base when carbon tetrabromide is
used as the halomethane.          Furthermore, the compound (11) used
in the present step may be commercially available or can be prepared
according to a method described in other literature or a similar
method thereto. [0091] 5Step 3-4        A compound (13) can be
obtained by reducing the compound (12) by a general catalytic
reduction method, a reduction method using a metal or a metal salt or
the like.        1) The catalytic reduction method can be carried out
with the compound (12) using a catalyst in a solvent under a hydrogen
atmosphere. Examples of the solvent to be used 10include methanol,
ethanol, ethyl acetate, tetrahydrofuran, acetic acid and the like.
Examples of the catalyst include palladium carbon powders, rhodium
carbon powders, platinum carbon powders, vanadium-doped platinum



(0), palladium (II) acetate, tris(dibenzylideneacetone)dipalladium
(0) and the like. The reaction temperature usually ranges from room
temperature to a solvent reflux temperature, and the reaction time
varies depending on a starting material to be used, a solvent to be
used, a reaction temperature or the like, but it is usually 30
minutes to 3 days. Further, 5the present step may be carried out by
addition of a ligand such as 2-
dicyclohexylphosphino-2',6'-dimethoxybiphenyl,
bis(diphenylphosphino)ferrocene and the like, as necessary. [0093]
Step 3-6 10A compound (16) can be obtained by reacting a compound
(15) with N,0- dimethylhydroxylamine hydrochloride in a solvent under
basic conditions. Examples of the solvent to be used include
tetrahydrofuran, methylene chloride and the like, and examples of the
base include triethylamine, pyridine, N,N-diisopropylethylamine and
the like. The reaction temperature usually ranges from -20C to room
temperature, and the 15reaction time varies depending on a starting
material to be used, a solvent to be used, a reaction temperature or
the like, but it is usually 30 minutes to 24 hours.
Furthermore, the compound (15) used in the present step may be
commercially available or can be prepared according to a method
described in other literature or a similar method thereto. 20[0094]
Step 3-7        A compound (18) can be obtained by
tert-butoxycarbonylating a compound (17) using di-tert-butyl
dicarbonate. This reaction is well-known to a skilled person in the
art and can also be carried out according to the method described in
"Greene's Protective 25 Groups in Organic Synthesis" edited by
Theodra W. Greene & Peter G. M. Wuts, fourth edition,
Wiley-Interscience, 2006.        Furthermore, the compound (17) used
in the present step may be commercially available or can be prepared
according to a method described in other literature or a similar
method thereto. 30[0095] Step 3-8        The compound (5) can be
obtained by lithiating the compound (18) in a solvent using
alkyllithium and then adding the compound (16) thereto. Examples of
the solvent to be used include tetrahydrofuran, 1,4-dioxane, diethyl
ether and the like, and examples of  the allcyllithium include
n-butyllithium, sec-butyllithium, tert-butyllithium and the like, and
preferably sec-butyllithium. The reaction temperature usually ranges
from -78C to room temperature, and the reaction time varies depending
on a starting material to be used, a solvent to be used, a reaction
temperature or the like, but it is usually 30 minutes to 6 5hours.
[0096] Step 3-9        In the same manner as in Step 2-2, the
compound (1) can be obtained from the compound (5). 10[0097]
Further, the compound (Ia) can also be obtained by the method shown
in the following Scheme 4. [0098] [Chem. 13]  15 Scheme 4   ,CO,RK
OHO A (2) Step 4-1  [0099] (wherein R2,122, R4, R5, A, RK, Y, and Y1
have the same meanings as defined above). 20[0100] Step 4-1        A
compound (19) can be obtained by reacting the compound (1) with the
compound (2) in a solvent in the presence of a base. Examples of the
solvent to be used include methylene chloride, tetrahydrofuran,
acetonitrile and the like. Examples of the 25base include
1,8-diazabicycloundec[5.4.0]-7-ene (DBU), sodium hydroxide, sodium
methoxide, sodium ethoxide and the like. The reaction temperature is
usually -20C to 50C, and the reaction time varies depending on a
starting material to be used, a solvent to be used, or a reaction
temperature, but it is usually 30 minutes to 3 days.



like. Examples of the reducing agent include triethylsilane and the
like, and examples of the acid include trifluoroacetic acid, acetic
acid, trimethylsilyl trifluoromethanesulfonate, a borontrifluoride
ethyl ether complex and the like. The reaction temperature is usually
- 70C to 50C, and the reaction time varies depending on a starting
material to be used, a 20solvent to be used, or a reaction
temperature, but it is usually 30 minutes to 3 days. [0102] These
schemes shown above are exemplification of the method for preparing
the compound (I) of the present invention or an intermediate for
preparation. These are allowed to be modified to such a scheme that
can be readily understood by a person skilled 25in the art. [0103]
Also, in the case that there is a need of a protective group
according to die kind of the functional group, combinations of
introduction and cleavage can be appropriately carried out according
to a usual method. The type, introduction, and cleavage of the
30protective group can be illustrated in reference to the method
described in, for example, "Greene's Protective Groups in Organic
Synthesis", edited by Theodra W. Greene & Peter G M. Wuts, fourth
edition, Wiley-Interscience, 2006.  [0104]        The intermediates
used for preparation of the compound (I) of the present invention or
a pharmaceutically acceptable salt thereof can be isolated/purified,
as necessary, by solvent extraction, crystallization,
recrystallization, chromatography, 5preparative high performance
liquid chromatography or the like, that is an isolation/purification
means well-known to a skilled person in the art. [0105]
Pharmaceutical Composition Comprising Compound (I) of the Present
Invention or Pharmaceutically Acceptable Salt thereof 10' [0106]
The pharmaceutical composition comprising the compound (I) of the
present invention or a pharmaceutically acceptable salt thereof as an
active ingredient is used in various dosage forms according to the
usages. Examples of the dosage forms include powders, granules, fine
granules, dry syrups, tablets, capsules, injections, liquids,
15ointments, suppositories, plasters, sublinguals and the like, which
are administered orally or parenterally. [0107]        These
pharmaceutical compositions can be prepared by appropriately admixing
or diluting/dissolving with pharmaceutical additives such as an
excipient, a disintegrant, a 20binder, a lubricant, a diluent, a
buffering agent, a tonicity agent, a preservative, a wetting agent,
an emulsifier, a dispersant, a stabilizer, a solubilizing aid and the
like by a well-known method according to the dosage forms. In
addition, when used in combination with agents other than the EPI
receptor antagonist, the pharmaceutical compositions can be prepared
by formulating the respective active ingredients simultaneously or
separately as 25described above. [0108]        Pharmaceutical Use of
Compound (I) of the Present Invention or Pharmaceutically Acceptable
Salt thereof [0109] 30The compound (I) of the present invention or a
pharmaceutically acceptable salt thereof exhibits a potent EPI
receptor antagonism in a test for confirmation of an EPI receptor
antagonism. Therefore, the compound (I) of the present invention can
suppress or decrease the intracellular calcium concentration.
Accordingly, a pharmaceutical composition comprising the compound (I)
of the present invention or a pharmaceutically acceptable salt
thereof as an active ingredient can be used as an agent for treating
or preventing diseases or symptoms caused by activation of the EPI
receptor due to stimulus of a PGE2. [0110] 5In addition, examples of



Examples of the agent that can be used in combination with the
compound (I) of 10 the present invention or a pharmaceutically
acceptable salt thereof include agents for the treatment of
overactive bladder (OAB), benign prostatic hyperplasia (BPH),
cystitis such as interstitial cystitis and the like, prostatitis, and
the like, which have different action mechanisms from that of the EPI
receptor antagonist. Examples of the agent include an anticholinergic
agent, an ai antagonist, a 13 agonist, a 5a-reductase inhibitor, a
PDE 15inhibitor, an acetylcholine esterase inhibitor, an
anti-androgen, a progesterone-based hormone, an LH-RH analog, a
neurolcinin inhibitor, an antidiuretic, a calcium channel blocker, a
direct smooth muscle agonist, a tricyclic antidepressant, a K channel
modulator, a sodium channel blocker, an H1 blocker, a serotonin
reuptake inhibitor, a norepinephrine reuptake inhibitor, a dopamine
reuptake inhibitor, a GABA agonist, a TRPV1 modulator, 20an
endothelin antagonist, a 5-HTIA antagonist, an al agonist, an opioid
agonist, a P2X antagonist, a COX inhibitor, a a agonist, a muscarinic
agonist and the like. It is preferably an anticholinergic agent, an
al antagonist, a p agonist, a 5a-reductase inhibitor, a PDE
inhibitor, a progesterone-based hormone, an anti-diuretic, a direct
smooth muscle agonist or a tricyclic antidepressant. 25[0117]
Furthermore, concrete examples of the agent that is used in
combination are illustrated as below, but the context of the present
invention is not limited thereto. Further, examples of the concrete
compound include a free form thereof, and other pharmaceutically
acceptable salts. 30[0118] Examples of the "anticholinergic agent"
include oxybutynin, propiverine, solifenacin, tolterodine,
imidafenacin, temiberin, darifenacin, fesoterodine, trospium,
propantheline and the like.  [0119] Examples of the "ai antagonist"
include urapidil, naphthopidil, tamsulosin, silodosin, prazosin,
terazosin, alfuzosin, doxazosin, CR-2991, fiduxosin and the like.
[0120] 5Examples of the "p agonist" include YM-178, KUC-7483,
KRP-204, SM-3503 00, TRK-380, amibegron, clenbuterol, SAR-150640,
solabegron and the like. [0121]       Examples of the "5a-reductase
inhibitor" include dutasteride, TF-505, finasteride, izonsteride and
the like. 10[0122]       Examples of the "PDE inhibitor" include
tadalafil, vardenafil, sildenafil, avanafil, UK-369003, T-0156,
AKP-002, etazolate and the like. [0123] Examples of the
"acetylcholine esterase inhibitor" include distigmine, donepezil,
15Z-338, rivastigmine, ganstigrnine, BGC-20-1259, galantamine,
itopride, NP-61, SPH-1286, tolserine, ZT-1 and the like. [0124]
Examples of the "anti-androgen" include gestonorone, oxendolone,
bicalutamide, BMS-641988, CB-03-01, CH-4892789, flutainide, MDV-3100,
nilutamide, TAK-700, YM- 2 0580 and the like. [0125] Examples of the
"progesterone-based hormone" include chlormadinone, allylestrenol and
the like. [0126] 25Examples of the "LH-RH analog" include AEZS-108,
buserelin, deslorelin, goserelin, histrelin, leuprorelin, lutropin,
nafarelin, triptorelin, AEZS-019, cetrorelix, degarelix, elagolix,
ganirelix, ozarelix, PTD-634, TAK-385, teverelix, TAK-448, TAK-683
and the like. [0127] 30Examples of the "neurolcinin inhibitor"
include KRP-103, aprepitant, AV-608, casopitant, CP-122721, DNK-333,
fosaprepitant, LY-686017, netupitant, orvepitant, rolapitant,
TA-5538, T-2328, vestipitant, AZD-2624, Z-501, 1144814, MEN-15596,
MEN-11420, SAR-102779, SAR-102279, saredutant, SSR-241586 and the
like.  [0128] Examples of the "anti-diuretic" include desmopressin,



Examples of the "Hl blocker" include acrivastine, alcaftadine,
bepotastine, bilastine, cetirizine, desloratadine, ebastine,
efletirizine, epinastine, fexofenadine, GSK835726, levocabastine,
levocetirizine, loratadine, mequitazine, mizolastine, NBI-75043, 30
ReN-1869, terfenadine, UCB-35440, vapitazine, YM-344484,
diphenhydramine, chlorpheniramine and the like. [0135]       Examples
of the "serotonin reuptalce inhibitor" include UCB-46331, 424887,
AD-337, BGC-20-1259, BMS-505130, citalopram, dapoxetine,
desvenlafaxine, DOV-102677,  DOV-216303, DOV-21947, duloxetine,
escitalopram, F-2695, F-98214-TA, fluoxetine, fluvoxamine, IDN-5491,
milnacipran, minaprine, NS-2359, NSD-644, paroxetine, PF- 184298,
SD-726, SEP-225289, SEP-227162, SEP-228425, SEP-228432, sertraline,
sibutramine, tesofensine, tramadol, trazodone, UCB-46331,
venlafaxine, vilazodone, WAY- S426, WF-516 and the like. [0136]
Examples of the "norepinephrine reuptake inhibitor" include AD-337,
desvenlafaxine, DOV-102677, DOV-216303, DOV-21947, duloxetine,
F-2695, F-98214- TA, milnacipran, NS-2359, NSD-644, PF-184298,
SD-726, SEP-225289, SEP-227162, 10SEP-228425, SEP-228432,
sibutramine, tesofensine, tramadol, venlafaxine, bupropion,
radafaxine, atomoxetine, DDP-225, LY-2216684, neboglamine, NRI-193,
reboxetine, tapentadol, WAY-256805, WAY-260022 and the like. [0137]
Examples of the "dopamine reuptake inhibitor" include DOV-102677,
DOV- 1 5 216303, DOV-21947, 1DN-5491, NS-2359, NSD-644, SEP-225289,
SEP-228425, SEP- 228432, sibutramine, tesofensine, tramadol,
brasofensine, bupropion, NS-27100, radafaxine, safmamide and the
like. [0138] Examples of the "GABA agonist" include retigabine,
eszopiclone, indiplon, 20 pagoclone, SEP-225441, acamprosate,
baclofen, AZD-7325, BL-1020, brotizolam, DP- VPA, progabide,
propofol, topiramate, zopiclone, EVT-201, AZD-3043, ganaxolone, NS-
11394, arbaclofen, AZD-3355, GS-39783, ADX-71441, ADX-71943 and the
like. [0139]            Examples of the "TRPV1 modulator" include
capsaicin, resiniferatoxin, DE-096, 25 GRC-6211, AMG-8562, JTS-653,
SB-705498, A-425619, A-784168, ABT-102, AMG-628, AZD-1386,
JNJ-17203212, NGD-8243, PF-3864086, SAR-115740, SB-782443 and the
like. [0140] Examples of the "endothelin antagonist" include
SB-234551, ACT-064992, 30ambrisentan, atrasentan, bosentan,
clazosentan, darusentan, fandosentan, S-0139, TA-0201, TBC-3711,
zibotentan, BMS-509701, P5-433540 and the like. [0141]
Examples of the "5-HTIA antagonist" include espindolol, lecozotan,
lurasidone, E2110, REC-0206, SB-649915, WAY-426, WF-516 and the like.
[0142]       Examples of the "ai agonist" include CM-2236,
annodafunl, midodrine, modafinil and the like. [0143] 5Examples of
the "opioid agonist" include morphine, TRK-13 0, DPI-125, DPI- 3290,
fentanyl, LIF-301, loperamide, loperamide oxide, remifentanil,
tapentadol, WY-16225, oxycodone, PTI-202, PTI-721, ADL-5747,
ADL-5859, DPI-221, DPI-353, IPP102199, SN-11, ADL-10-0101,
ADL-10-0116, asimadoline, buprenorphine, CR-665, CR845, eptazocine,
nalbuphine, nalfurafme, pentazocine, XEN-0548, W-212393, ZP-120, 10
nalmefene and the like. [0144]       Examples of the "P2X antagonist"
include A-740003, AZ-11657312, AZD-905 6, GSK-1482160, GSK-31481A and
the like. [0145] 15Examples of the "COX inhibitor" include
aceclofenac, ST-679, aspirin, bromfenac, dexketoprofen, flurbiprofen,
FYO-750, ibuprofen, ketoprofen, ketorolac, licofelone, lomoxicam,
loxoprofen, LT-NS001, diclofenac, mofezolac, nabumetone, naproxen,
oxaprozin, piroxicam, pranoprofen, suprofen, tenoxicam, tiaprofenic



3) simultaneous administration by a different administration pathway
as a separate formulation, 54) administration at different times by
the same administration pathway as a separate formulation, or
5) administration at different times by a different administration
pathway as a separate formulation. Further, in the case of
administration at different times as a separate formulation as in 4)
or 5), the order of administration of the compound (I) of the present
10invention and the above-described agents is not particularly
limited. [0149]       Furthermore, the compound (I) of the present
invention or a pharmaceutically acceptable salt thereof can be used
appropriately in combination of one or more of the above-described
agents to attain an advantageous effect that is equal to or more than
an 15additive effect in the prevention or treatment of the
above-described diseases.  Alternatively, as compared with a case of
being used alone, the amount used can be reduced, the side effects of
the agent used together can be reduced, or the side effects of the
agent used together can be avoided or mitigated. [0150] 20Usage/Dose
of Compound (I) of the Present Invention [0151]       The
pharmaceutical of the present invention can be administered
systematically or locally, orally or parenterally (nasal, pulmonary,
intravenous, rectal, subcutaneous, intramuscular, transdermal and the
like). 25[0152]       When the pharmaceutical composition of the
present invention is used for practical treatments, the dose of the
compound (I) of the present invention or a pharmaceutically
acceptable salt thereof that is the active ingredient is
appropriately determined by taking the patient's age, gender, weight,
medical condition, degree of the treatment and the like 30into
consideration. For example, in case of oral administration,
administration can be conducted appropriately at a daily dose in the
range from about 0.01 to 1000 mg for an adult (as a body weight of 60
kg), and in case of parenteral administration, administration can be
conducted appropriately at a daily dose in the range from about 0.001
to 300 mg for an adult in one portion or in several divided portions.
In addition, the dose of the  compound (I) of the present invention
or a pharmaceutically acceptable salt thereof can be reduced
according to the amount of the agent other than an EPI receptor
antagonist. [0153] Hereinbelow, the present invention is illustrated
in detail with reference to 5 Examples, Reference Examples, and Test
Examples, but the scope of the present invention is not limited
thereto. Examples [0154] 10In the symbols used in each of Reference
Examples, Examples, and Tables, Ref No. means Reference Example No.,
Ex. No. means Example No., Strc means a chemical structural formula,
Physical data means physical property values, 1H-NMR means a proton
nuclear magnetic resonance spectrum, CDC13 means chloroform-d, and
DMSO-d6 means dimethylsulfoxide-d6. Further, MS means mass
spectroscopy, and ESI means 15 measurement by an electrospray
ionization method. [0155] (Reference Example 1-1)
N-(2-Bromo-5-trifluoromethoxypheny1)-2,2,2-trifluoroacetamide [0156]
20[Chem. 14] Br NH 0 F F [0157] Under ice-cooling, to a solution of
2-bromo-5-trifluoromethoxyaniline (0 98 g) in tetrahydrofuran (10 mL)
were added trifluoroacetic anhydride (0 79 mL) and pyridine 25(0.61
mL). The solution was stirred at room temperature for 16 hours. The
reaction mixture was concentrated under reduced pressure. To the
residue was added ethyl acetate, and the organic layer was washed
with 10% aqueous citric acid solution, a saturated aqueous sodium



1H-NMR (CDCI3) 6 ppm:8.45-8.25 (1H, br), 8.15-8.10 (1H, m), 7.85-7.75
(1H, m), 6.85-6.75 (1H, m) 1 -3 1101 CINH 1H-NMR (CDCI3) 6
ppm:8.40-8.15 (2H, m), 7.75 (1H, d, J=8.5Hz), 7.00 (1H, dd, J=8.5,
2.4Hz)  [0161] (Reference Example 2-1)
2-Phenyl-6-trifluoromethoxy-1H-indole [0162] 15[Chem. 15]  [0163] To
a solution of
N-(2-bromo-5-trifluoromethoxypheny1)-2,2,2-trifluoroacetamide
(0.513 g) in acetonitrile (10 niL) were added
bis(triphenylphosphine)palladium (II) 20dichloride (30.7 mg), copper
iodide (16.6 mg), and triethylatnine (0 51 mL), and the mixture was
stirred at 120C for 10 minutes under microwave irradiation. After
cooling  to room temperature, to the reaction mixture was added
potassium carbonate (0.503 g), and the mixture was stirred at 120C
for 10 minutes under microwave irradiation. The reaction mixture was
filtered through Celite (registered trademark) to remove the
insoluble materials. To the filtrate were added ethyl acetate and
saturated brine. The organic layer 5 was separated, dried over
anhydrous sodium sulfate, and concentrated under reduced pressure.
The obtained crude product was purified by aminopropylated silica gel
column chromatography (eluting solvent: hexane-ethyl acetate) to
obtain the title compound (0.233 g). [0164] 101H-NMR (CDC13) 8 ppm:
8.50-8.35 (1H, br), 7.70-7.55 (311, m),7.50-7.30 (3H, m), 7.05-6.95
(111, m), 6.85-6.80 (1H, m) [0165] In the same manner as in Reference
Example 2-1 using the corresponding trifluoroacetanilide derivatives,
Reference Examples 2-2 to 2-3 below were obtained. 15 The structural
formulae and the physical property values thereof were shown in Table
2. [0166] [Table 2] Ref. No. Strc Physical data 2-2 lb 1H-NMR (CDCI3)
8 ppm:8.05-7.80 (1H, br), 7.45-7.35 (1H, m), 7.05-6.95 (1H, m),
6.90-6.75 (1F1, m), 6.25-6.20 (1H, m), 1.38  H    (9H, s)   1H-NMR
(CDCI3) 8 ppm:9.00-8.90 (1H,  C I 0m), 8.65-8.40 (21-I, m), 8.00-7.85
(1F1, m), 2-3 / 7.55(1K, d, J=8.5Hz), 7.50-7.30 (2H, m),  H 



7.12 (1H, dd, J=8.5, 1.8Hz), 6.90-6.80 (1H,  /    m)     N-
MS(ESI, m/z) = 229 (M+H)+  [0167] 20(Reference Example 3-1)
tert-Butyl (5-methoxy-2-methylphenyl)carbamate  [0168] [Chem. 16] NH
Cr*LO [0169] 5At room temperature, to a solution of
5-methoxy-2-methylaniline (2.74 g) in tetrahydrofuran (80 nil) was
added di-tert-butyl dicarbonate (4.80 g), and the solution was heated
to reflux at 75C overnight. After being left to be cooled, the
solution was concentrated under reduced pressure. The residue was
purified by aminopropylated silica gel column chromatography (eluting
solvent: hexane-ethyl acetate) to obtain the title 10 compound (4.00
g). [0170]       1H-NMR (CDC13) 8 ppm: 7.65-7.45 (1H, m), 7.02 (1H,
d, J=8.4Hz), 6.55 (1H, dd, J=8.4, 2.7Hz), 6.27(1H, br s), 3.80 (3H,
s), 2.17 (3H, s), 1.53 (9H, s) [0171] 15In the same manner as in
Reference Example 3-1 using the corresponding 2- methylaniline
derivatives, Reference Examples 3-2 to 3-6 below were obtained. The
structural formulae and the physical property values thereof were
shown in Table 3.  [0172] [Table 3] Ref. No. Strc Physical data 3-2
SO7.05 NH A 0 0 1H-NMR (CDCI3) 8 ppm:7.75-7.65 (1H, m), (1H, d,
3=7.7Hz), 6.83 (1H, dd, J=7.7, 1.7Hz), 6.23 (1H, br s), 2.61 (2H, q,
3=7.6Hz),    2.21 (3H, s), 1.53(9H, s), 1.22 (3H, t,    J=7.6Hz)  IP 



CI NH 1H-NMR (CDC13) 8 ppm:8.05-7.85 (1H, m), 7.04 (1F1, d, J=8.1Hz),
6.94 (1H, dd, J=8.1, 3-3 ..--L-    00 2.1 Hz), 6.26 (1H, br s), 2.20
(3H, s), 1.53 (9H,    s)  110 1H-NMR (CDCI3) 8 ppm:7.75-7.60 (1H, m),
NH 7.05-6.95 (1H, m), 6.85-6.75 (1H, m), 6.23 3-4 0...--L-0     (1H,
br s), 2.31 (3H, s), 2.20 (3H, s), 1.52 (9H,    s)    1H-NMR (CDC13)8
ppm:7.65-7.45 (11-1, m),  SI NH 7.00(11-I, d, J=8.3Hz), 6.54 (1H, dd,
3=8.3, 3-5 0"-CO 2.6Hz), 6.25 (1H, br s), 4.02 (2H, q, J=-7.0Hz),
2.16 (31-1, s), 1.52 (9H, s), 138 (3H, t,    J=7.0Hz)    1H-NMR
(CDC13) 8 ppm:7.80-7.60 (1H, m),  I 



Z --4 7.06 (1H, d, J=7.81-1z), 6.87 (1H, dd, 3=7.8, 3-6      1.8Hz),
6.23 (1H, s), 2.95-2.80 (1H, m), 2.21    (3H, s), 1.53 (9H, s), 1.24
(6H, d, J=6.9Hz)  [0173] (Reference Example 4-1) tert-Butyl
[5-methoxy-2-(2-oxo-2-phenylethyl)phenyl]carbamate  [0174] [Chem. 17]
[0175] 5Under an argon gas atmosphere, to a solution of tert-butyl
(5-methoxy-2- methylphenypearbamate (3.87 g) in tetrahydrofuran (70
mL) was added dropwise a sec-butyl lithium solution (1.04 mol/L
n-hexane-eyelohexane solution, 31.36 mL) over 19 minutes while
keeping the inner temperature at -50C or lower. The solution was
stirred for 20 minutes while keeping the inner temperature at -48C.
And a solution of N- 10 methoxy-N-methylbenzamide (2.69 g) in
tetrahydrofuran (32 mL) was added thereto over 15 minutes while
keeping the inner temperature at -40C or lower. The solution was
stirred for 20 minutes while keeping the inner temperature at -40C or
lower, and further stirred at room temperature for 1 hour and 20
minutes. Under ice-cooling, 2 mol/L hydrochloric acid was added to
the reaction mixture, and the mixture was stirred at room 15
temperature for 5 minutes, followed by addition of ethyl acetate. The
organic layer was separated, washed with water and saturated brine
successively, and dried over anhydrous magnesium sulfate. The solvent
was evaporated under reduced pressure. The obtained crude product was
purified by silica gel column chromatography (eluting solvent:
hexane-ethyl acetate), and then by aminopropylated silica gel column
chromatography (eluting 20solvent: hexane-ethyl acetate) to obtain
the title compound (2.49 g). [0176]       1H-NMR (CDC13) 5 ppm:
8.10-8.00 (2H, m), 7.90-7.70 (1H, br), 7.65-7.40 (4H, m), 7.09 (1H,
d, J=8.5Hz), 6.59 (1H, dd, J=8.5, 2.6Hz), 4.19 (2H, s), 3.79 (3H, s),
1.53 (9H, s) 25[0177]      In the same manner as in Reference Example
4-1 using the corresponding ten-butyl (2-methylphenyl)carbamate
derivatives, Reference Examples 4-2 to 4-11 below were obtained. The
structural formulae and the physical property values thereof were
shown in Tables 4 and 5.  [0178] [Table 4] Ref. No. . Strc Physical
data 4-2 o 110 ilm .o'...o + 1H-NMR (CDCI3) a ppm:7.65-7.50 (2H, m),
7.02 (1H, d, J=8.4Hz), 6.60 (1H, dd, J=8.4, 2.7Hz), 3.80 (3H, s),
3.58 (2H, s), 2.41 (2H, d, J=6.9Hz), 2.25-2.05 (1H, m), 1.52 (9H, s),
0.88 (6H, d, J=6.6Hz) 4-3 0 olio --+` 1H-NMR (CDCI3) 6 ppm:7.78 (1H,
br s), 7.55-7.40 (1H, m), 7.01 (1H, d, J=8.4Hz), 6.59 (1H, dd, J=8.4,
2.7Hz), 3.80 (3H, s), 3.65 (2H, s), 2.70-2.55 (1H, m), 1.80-1.35
(11H, m), 1.09 (3H, d, J=7.0Hz), 0.82 (3H, t, J=7.5Hz). 4-4 (1101 oxo
1H-NMR (CDCI3) 6 ppm:7.72 (1H, br s), 7.55-7.40 (1H, m), 7.02 (1H, d,
J=8.4Hz), 6.59 (1H, dd, J=8.4, 2.7Hz), 3.80 (3H, s), 3.66 (2H, s),
2.85-2.70 (1H, m), 1.52 (9H, s), 1.13 (6H, d, J=7.0Hz) 4-5 o 0 IP
Niiii 1H-NMR (CDCI3) 6pm:8.23 (1H, dd, 



J=2.9, 1.2Hz), 7.96 (1H, br s), 7.56 (1H, dd, J=5.2,-1.2Hz),
7.55-7.45 (1H, m), 7.35 (1H, dd, J=5.2, 2.9Hz), 7.08 (1H, d,
J=8.5Hz), 6.59 (1H, dd, J=8.5, 2.7Hz), 4.08 (2H, s), 3.79 (3H, s),
1.53 (9H, s) 4-6 o IP r o'AO 1H-NMR (CDCI3) 6 ppm:8.06 (1H, br s),
7.60-7.30 (1H, m), 6.98 (1H, d, J=8.5Hz), 6.57 (1H, dd, J=8.5,
2.7Hz), 3.80 (3H, s), 3.72 (2H, s), 1.52 (9H, s), 1.22 (9H,$)  [0179]
[Table 5] Ref. No. Strc Physical data  0 1H-NMR (CDC13) 6
ppm:8.15-8.00 (2H, m), 4-7  7.75-7.45 (5H, m), 7.15-7.05 (1H, m),
o-kb 6.95-6.85 (1H, m), 4.24 (2H, s), 2.62 (21-I, q,  -+ J=7.6Hz),
1.52 (9H, s), 1.21 (3H, t, J=7.6Hz)   1H-NMR (CDCI3) 6 ppm:8.05-7.45
(21-I, m), 4-8 SO 7.10-6.75 (2H, m), 3.76 (2H, s), 2.70-2.50 (2H,
olio m), 1.60-1.10 (21H, m)   1H-NMR (CDCI3) 6 ppm:8.20-7.80 (2H, m),
4-9 .,  7.10-6.95 (2H, m), 3.76 (2H, s), 1.52 (9H, s),  oxio 1.23
(9H, s)  -+"    1H-NMR (CDCI3) 6 ppm:7.88 (1H, br s), 4-10 tit
7.65-7.50 (1H, m), 7.00-6.95 (1H, m),  oo 6.90-6.80 (1H, m), 3.76
(2H, s), 2.32 (3H, s),  4--- 1.52 (9H, s), 1.23 (9H, s) 



o10 rr 1H-NMR (CDCI3) 8 ppi:8.10-8.00 (2H, m), 7.77 (1H, br s),
7.65-7.40 (4H, m), 7.08 (1H, d, 4- 11 IS ini J=8.5Hz), 6.58 (1H, dd,
J=8.5, 2.6Hz), 4.18  oo (2H, s), 4.02(2K1 q, J=7.0Hz), 1.52 (9H, s),
+ 1.37 (3H, t, J=7.0Hz)  [0180] (Reference Example 5-1)
6-Methoxy-2-phenyl-1H-indole  [0181] [Chem. 18]  5[0182]       A
solution of tert-butyl
[5-methoxy-2-(2-oxo-2-phenylethyl)phenyl]carbamate (170 mg) in
trifluoroacetic acid (0.80 mL)-methylene chloride (2.0 mL) was
stirred at room temperature overnight. The solvent was evaporated
under reduced pressure. To the residue was added methylene chloride,
and to the solution was added a saturated 10 aqueous sodium hydrogen
carbonate solution. The organic layer was separated and concentrated
under reduced pressure. The obtained crude product was purified by
aminopropylated silica gel column chromatography (eluting solvent:
hexane-ethyl acetate) to obtain the title compound (80.1 mg). [0183]
151H-NMR (CDC13) 5 ppm: 8.30-8.10 (1H, br), 7.65-7.35 (5H, m), 6.91
(1H, d, J=2.0Hz), 6.85-6.70 (2H, m), 3.87 (311, s) [0184] In the same
manner as in Reference Example 5-1 using the corresponding ketones,
Reference Examples 5-2 to 5-10 below were obtained. The structural
formulae and the 20 physical property values thereof were shown in
Tables 6 and 7.  [0185] [Table 6] Ref. No. Strc Physical data 5 - 2
It 1 N H 1H-NMR (CDCI3) 8 ppm: 7.80-7.60 (1H, br), 7.39 (1H, d,
J=8.6Hz), 6.83 (1H, d, J=2.3Hz), 6.74 (1H, dd, J=8.6, 2.3Hz), 6.15
(1H, s), 3.84 (31-I, s), 2.58 (2H, d, J=7.2Hz), 1.95 (1H, m), 0.97
(6F-I, d, J=6.6Hz) 5-3  * i N H 1H-NNIR (CDC13)a ppm:7.90-7.65 (1H,
br), 7.40 (1H, d, J=8.6Hz), 6.83 (1H, d, J.=2.3Hz), 6.74 (11-1, dd,
'1=8.6, 2.3Hz), 6.20-6.10 (1H, m), 3.83 (3H, s), 3.10-2.95 (1H, m),
1.34 (6H, d, J=7.0Hz)  II I H 1H-NAAR (cow) a ppm:7.85-7.65 (1H, br),
7.40 (1H, d, J=8.6Hz), 6.84 (1FI, d, J=2.2Hz), 6.74 (1H, dd, J=8.6,
2.2Hz), 6.20-6.10 (1H, m), 3.84 (3H, s), 2.90-2.70 (1H, m),
1.80-1.55(2N, m), 1.32(3H, d, J=7.0Hz), 0.91 (3H, t, J=7.4Hz) 5 - 5 *
I N 



H 1H-NMR (CDCI3) a ppm:8.00-7.65 (1H, br), 7.40 (1H, d, J=8.6Hz),
6.84(1H, d, J=2.2Hz), 6.74 (1H, dd, J=8.6, 2.2Hz), 6.20-6.10 (1H, m),
3.83 (3H, s), 1.37 (9H, s) 5 - 6 1110 N HIfil 1H-NMR (CDCI3) a
ppm:8.40-8.10 (1H, br), 7.70-7.40 (5H, m), 7.35-7.20 (2H, m),
7.05-6.95 (1H, m), 6.85-6.75 (1H, m), 2.77 (2H, q, J=7.6Hz), 1.30
(3F-I, t, J=7.6Hz)  [0186] [Table 7] Ref. No.   Strc  Physical data
5-7  It N H  i S 1H-NMR (CDCI3) 6 ppm:8.20-7.95 (1H, br), 7.47 (1H,
d, J=8.6Hz), 7.45-7.30 (3H, m), 6.88 (1H, d, J=2.3Hz), 6.79 (1H, dd,
J=8.6, 2.3Hz), 6.65-6.60 (1H, m), 3.86 (3H, s) 5 - 8 CI     1H-NMR
(CDCI3) 6 ppm:8.10-7.80 (1H, br), 7.45-7.25 (2H, m), 7.03 (1H, dd,
J=8.4, 1.8Hz), 6.25-6.20 (1H, m), 1.38(9H, s) , 5 - 9  0 H    1H-NMR
(CDCI3) 8 ppm:7.81 (1H, br s), 7.41 (1H, d, J=8.0Hz), 7.15-6.85 (2H,
m), 6.25-6.15 (1H, m), 2.44 (3H, s), 1.38.(9H, s) 510  11.1 H /
1H-NMR (CDCI3) 8 ppm:7.43 (1H, d, J=8.0Hz), 7.20-6.85(2H, m),
6.25-6.15 (1H, m), 2.73 (2H, q, 4=7.6Hz), 1.38 (9H, s), 1.27 (3H, t,
J=7.6Hz)  [0187] 5(Reference Example 6-1)       Methyl
642-(2-tert-butoxycarbonylamino-4-methoxypheny1)-3-oxo-3-
phenylpropyl]pyridine-2-carboxylate [0188] [Chem. 19] 10  



[0189]       Under ice-cooling, to a solution of tert-butyl
[5-methoxy-2-(2-oxo-2- phenylethyl)phenyl]carbamate (2.39 g) in
N,N-dimethylformamide (50 mL) were added sodium hydride (content of
about 55%, 321 mg) under an argon gas atmosphere. The 5 suspension
was stirred at room temperature for 30 minutes under an argon gas
atmosphere. At room temperature, a solution of methyl
6-chloromethylpyridine-2-carboxylic acid (1.37 g) in
N,N-dimethylformamide (15 mL) was added thereto over 5 minutes under
an argon gas atmosphere, and the mixture was stirred at room
temperature for 3 hours under an argon gas atmosphere. To the
reaction mixture was added water, followed by addition of 10ethyl
acetate, and the organic layer was separated. The aqueous layer was
extracted with ethyl acetate and the organic layer was combined. The
combined organic layer was washed with water and saturated brine
successively, then dried over anhydrous magnesium sulfate, and
concentrated under reduced pressure. The obtained crude product was
purified by aminopropylated silica gel column chromatography (eluting
solvent: hexane- . 15ethyl acetate) to obtain the title compound
(3.27 g). [0190] MS (ESI, rn/z): 491(M+H)+ [0191]         In the same
manner as in Reference Example 6-1 using the corresponding ketones,
20 Reference Examples 6-2 to 6-6 below were obtained. The structural
formulae and the physical property values thereof were shown in Table
8.  [0192] [Table 8] 'Ref. No. .Strc Physical data 6 - 2 OS 0 *N
CINH-0 --f- MS(ESI, m/z) :495 (M+H)+ 6 - 3 40 o /10N0 NH". 0-.L0
MS(ESI, m/z) :489 (M+H)+ MS(ESI, m/z) :487 (M-H)- 6-4 41 gliN ,...0
ro --f- MS(ESI, m/z) : 505 (M+H)+ 6-5 I. N 11,0 NH". 0.-LO 1H-NMR
(CDCI3) a ppm:8.05-7.15 (10H, m), 7.10-7.00 (1H, m), 6.80-6.75 (1H,
m), 5.59 (1H, dd, ..1=10.0, 5.1Hz), 4.03 (3H, s), 3.72 (1H, dd,
..1=15.8, 5.1Hz), 3.58 (1H, dd, ..I=15.8, 10.1Hz), 2.19 (3H, s), 1.61
(9H, s) 6-6 NHN A 0 oAo -+- 1H-NMR (CDCI3) a ppm:8.20-6.75 (7H, m),
5.20-5.10 (1H, m), 4.05 (3H, s), 3.50-3.35 (2H, m), 2.23 (3H, s),
1.54 (9H, s), 1.03 (9H, s)  [0193] (Reference Example 7)
2,2,2-Trifluoro-N-(5-methoxy-2-trimethylsilanylethynylphenypacetamide
[0195] 5At room temperature, to a solution of
2,2,2-trifluoro-N-(2-iodo-5- methoxyphenyDacetamide (500 mg),
ethynyltrimethylsilane (157 mg), and triethylamine (0.403 mL) in
acetonitrile (8.0 mL) were added bis(triphenylphosphine)palladium
(II) dichloride (25 mg) and copper iodide (14 mg), and the mixture
was stirred for 4 hours under an argon gas atmosphere. To the
reaction mixture was added saturated brine, 



10 followed by extraction with ethyl acetate. The organic layer was
dried over anhydrous magnesium sulfate and then concentrated under
reduced pressure. The obtained crude product was purified by silica
gel column chromatography (eluting solvent: hexane-ethyl acetate) to
obtain the title compound (361 mg). [0196] 151H-NMR (CDC13) 8 ppm:
9.00-8.80 (1H, br), 8.00 (1H, d, J=2.5Hz), 7.39 (1H, d, J=8.7Hz),
6.70 (1H, dd, J=8.7, 2.5Hz), 3.85 (3H, s), 0.28 (9H, s) [0197]
(Reference Example 8)
N-(2-ethyny1-5-methoxypheny0-2,2,2-trifluoroacetamide 20[0198] [Chem.
21] [0199] At room temperature, to a solution of
2,2,2-trifluoro-N-(5-methoxy-2- 25
trimethylsilanylethynylphenyDacetarnide (360 mg) in tetrahydrofuran
(2.0 mL) was added tetrabutylammonium fluoride (1.0 mol/L
tetrahydrofuran solution, 1.37 mL), and the mixture was stirred for
30 minutes. The reaction mixture was concentrated under reduced
pressure. The obtained crude product was purified by silica gel
column chromatography (eluting solvent: hexane-ethyl acetate) to
obtain the title compound (210 mg). [0200]           1H-NMR (CDC13) 8
ppm: 8.90-8.65 (1H, br), 8.01 (1H, d, J=2.5Hz), 7.43 (1H, d,
5J=8.7Hz), 6.73 (1H, dd, J=8.7, 2.5Hz), 3.85 (3H, s), 3.53 (1H, s)
[0201] (Reference Example 9-1) 6-Methoxy-2-thiazol-4-y1-1H-indole
[0202] 10To a solution of
N-(2-ethyny1-5-methoxypheny1)-2,2,2-trifluoroacetamide (209 mg),
4-bromothiazole (0.115 mL) and triethylamine (0.298 mL) in
acetonitrile (5.0 mL) were added bis(triphenylphosphine)palladium
(II) dichloride (18 mg) and copper iodide (10 mg), and the mixture
was stirred at 120C for 10 minutes under microwave irradiation. After
cooling to room temperature, to the mixture was added potassium
carbonate (297 15mg), and the mixture was stirred at 120C for 10
minutes under microwave irradiation. To the reaction mixture was
added saturated brine, followed by extraction with ethyl acetate. The
organic layer was dried over anhydrous magnesium sulfate and then
concentrated under reduced pressure. The obtained crude product was
purified by silica gel column chromatography (eluting solvent:
hexane-ethyl acetate) to obtain the title 20 compound (60.0 mg).
Further, the structural formula and the spectral data of the title
compound were shown in Table 9. [0203]         In the same marmer as
in Reference Example 9-1 using the corresponding starting 25
material, Reference Example 9-2 below was obtained. The structural
formula and the spectral data thereof were shown in Table 9.  [0204]
[Table 9] Ref. No. Strc  Physical data 9-1 011 H NS  1H-NMR (CDCI3) 8
ppm:9.05-8.85 (1H, br), 8.83(11-I, d, J=2.0Hz), 7.55-7.45 (2H,m),
6.89 (1H, d, J=2.0Hz), 6.85-6.75 (2H, m), 3.87 (3H, s) MS(ESI, m/z) =
231 (M+H)+ 9 - 2 H  IP(114, 1H-NMR (CDCI3) 8 ppm:8.72     s),
8.35-8.15 (1H, br), 8.00 (1H, s), 7.48 (1H, d, J=8.7Hz), 6.95-6.85
(1H, m), 6.81 (1H, dd, J=8.7, 2.2Hz), 6.75-6.65 (1H, ni), 3.86(3H, s)
MS(ESI, m/z) = 231 (M+H)+  [0205] 5(Reference Example 10-1)
Ethyl 6-[(6-chloro-2-pyridin-3-y1-1H-indo1-3-y1)
hydroxymethyl]pyridine-2- carboxylate [0206] At room temperature, to
a suspension of 6-chloro-2-pyridin-3-y1-1H-indole (62.6 10 mg) and
ethyl 6-formylpyridine-2-carboxylate (49.2 mg) in methylene chloride
(2.7 rnL) was added 1,8-diazabicycloundec[5.4.0]-7-ene (0.004 mL),
and the mixture was stirred 



overnight. The reaction mixture was purified by aminopropylated
silica gel column chromatography (eluting solvent: hexane-ethyl
acetate-methanol) to obtain the title compound (84.1 mg). 15Further,
the structural formula and the spectral data of the title compound
were shown in Table 10. [0207]         In the same manner as in
Reference Example 10-1 using the corresponding starting material,
Reference Examples 10-2 to 10-3 below were obtained. The structural
formulae 20and the spectral data thereof were shown in Table 10.
[0208] [Table 10] Ref. No.  Strc   Physical Data  CI 0  0  1H-NMR
(CDCI3) 6 ppm:9.00-8.90 (1H, m), 8.70-8.60(1K, m), 8.47  HO N   (1H,
s), 8.20-8.00 (2H, m), 7.80-7.65   1   (1F1, m), 7.45-7.30 (3H, m),
7.09 10-1  H          (1H, d, J=8.5Hz), 6.93 (1H, dd,  N    J=8.5,
1.8Hz), 6.08 (1H, s), 4.50      (2H, q, J=7.2Hz), 1.47 (3H, t, 



J=7.2Hz)      1H-NMR (CDCI3) a ppm:8.86 (1H,    0  s), 8.24 (1H, s),
8.15 (1H, s),  al HO    8.10-8.00 (1H, m), 7.80-7.65 (1H, 10-2 N / \
/  m), 7.40-7.30(1H, m), 7.13 (1H, d,  H    J=8.8Hz), 6.83 (1H, d,
J=2.2Hz),  ."....-.N    6.64 (1H, dd, J=8.8, 2.2Hz), 6.22      (1H,
s), 4.50 (2H, q, J=7.2Hz), 3.80      (3H, s), 1.48 (3H, t, J=7.2Hz)



1H-NMR (CDCI3) a ppm:8.18 (1H,  leOH N  0 br s), 8.13 (1H, s),
7.70-7.60 (2H, m), 7.55-7.35 (4H, m), 6.86 (1H, d,      J=2.3Hz),
6.72 (1H, dd, J=8.7, 10-3 H         a2.3Hz), 6.34 (1H, d, J=2.9Hz),
4.40      (2H, q, J=7.2Hz), 3.83 (3H, s), 3.41      (1H, d, J=2.9Hz),
1.39 (3H, t,      J=7.2Hz)  [0209] 5(Reference Example 11-1)
5-Methylthiophene-3-carboxylic acid methoxymethylamide [0210]
At room temperature, to a solution of 5-methylthiophene-3-carboxylic
acid (0.500 g) in tetrahydrofuran (10 mL) were added 2-chloro-4,
6-dimethoxy-1, 3,5-triazine (0.738 10 g) and N-methyhnorpholine (1.20
mL) The mixture was stirred for 1 hour, and then /V,0-
dimethylhydroxylamine hydrochloride (0.376 g) was added thereto. The
mixture was  stirred for 23 hours. To the reaction mixture were added
water and diethyl ether, and the organic layer was separated. The
aqueous layer was extracted with diethyl ether, and the organic layer
was combined. The combined organic layer was washed with saturated
brine, then dried over anhydrous sodium sulfate, and evaporated under
reduced pressure. 



5 The obtained crude product was purified by aminopropylated silica
gel column chromatography (eluting solvent: hexane-ethyl acetate) to
obtain the title compound (0.626 g).       Further, the structural
formula and the spectral data of the title compound were shown in
Table 11. 10[0211]      In the same manner as in Reference Example
11-1 using the corresponding starting material, Reference Example
11-2 below was obtained. The structural formula and the spectral data
thereof were shown in Table 11. [0212] 15[Table 11] Ref. No. Strc
Physical data 11-1  / 0,N I 111-NMR (CDC.13)6 ppm:7.81 (1H, d,
J=1.41-1z); 7.25-7.15 (1H, m), 3.66 (3H, s), 3.34 (3H, s), 2.48 (3H,
d, J=1.1Hz)    11 -2 \ N /  11-1-NMR (CDCI3)6ppm:8.22 (11-1, d,
J=0.81-lz), 7.93 (1H, d, J=0.8Hz), 3.78 (31-1, s);3.40 (311, s)  0
\0, N   [0213] (Reference Example 12) 5-Methylfuran-2-carboxylic acid
methoxymethylamide 20[0214] [Chem. 22] 0 0 -Irico,  [0215]
Under ice-cooling, to a suspension of 5-methylfuran-2-carbonyl
chloride (0.573 g) and N,0-dimethylhydroxylamine hydrochloride (0.426
g) in methylene chloride (15 mL) was added pyridine (0.670 mL), and
the solution was stirred at room temperature 5 overnight. To the
reaction mixture was added water, followed by extraction with ethyl
acetate. The organic layer was washed with saturated brine and then
dried over anhydrous magnesium sulfate. The solvent was evaporated
under reduced pressure to obtain the title compound (0.670 g). [0216]
101H-NMR (CDCI3) S ppm: 7.05 (1H, d, J=3.4Hz), 6.15-6.05 (1H, m),
3.75 (3H, s), 3.34 (3H, s), 2.39 (3H, s) [0217] (Reference Example
13-1)            tert-Butyl
[5-methoxy-2-(2-oxo-2-thiophen-3-yl-ethyl)phenyl]carbamate 15[0218]
Under an argon gas atmosphere, to a solution of tert-butyl
(5-methoxy-2- methylphenyl)carbamate (0.596 g) in tetrahydrofuran
(6.0 mL) was added dropwise a secbutyllithium solution (1.07 mol/L
n-hexane-cyclohexane solution, 4.7 mL) at -43C over 5 minutes. At the
same temperature, the mixture was stirred for 30 minutes, and to the
20 mixture was added dropwise a solution of
5-methylthiophene-3-carboxylic acid methoxymethylamide (0.430 g) in
tetrahydrofuran (4.0 mL). The mixture was stirred at - 45C for 30
minutes and at room temperature for 1 hour. Under ice-cooling, to the
reaction mixture was added 1 mol/L hydrochloric acid, followed by
extraction with diethyl ether. The aqueous layer was extracted with
diethyl ether, and the organic layer was 25 combined. The combined
organic layer was washed with saturated brine, then dried over
anhydrous sodium sulfate, and concentrated under reduced pressure.
The obtained crude product was purified by aminopropylated silica gel
column chromatography (eluting solvent: hexane-ethyl acetate) to
obtain the title compound (0.424 g).            Further, the
structural formula and the spectral data of the title compound were
30 shown in Table 12. [0219] 



In the same manner as in Reference Example 13-1 using the
corresponding starting materials, Reference Examples 13-2 to 13-23
below were obtained. The structural formulae and the spectral data
thereof were shown in Tables 12 to 16.  [0220] [Table 12] Ref. No.
She Physical data 13-1   o  a 0 N0 H 1H-NMR (CDCI3) 6 ppm:8.22 (1H,
dd, J=2.7, 1.1Hz), 8.00-7.80 (1H, br), 7.65-7.40 (2H, m), 7.35 (1H,
dd, J=5.2, 2.7Hz), 7.08 (1H, d, J=8.5Hz), 6.59 (1H, dd, J=8.5,
2.7Hz), 4.08 (2H, s), 3.79 (3H, s), 1.53 (9H, s) 13-2 411 *0L.,
Nrds.' H 1H-NMR (CDC13) 6 ppm:7.95-7.20 (6H, m), 7.08 (1H, d,
J=8.5Hz), 6.61 (1H,  4.17 pH, s), 3.79 (3H, 13-3 o40 ai0 N0 H 1H-NMR
(CDCI3) 6 ppm:7.80-7.70 (1H, m), 7.65-7.20 (5H, m), 6.99 (1H, d,
J=8.5Hz), 6.58 (1H, dd, J=8.5, 2.7Hz), 4.13 (2H, s), 3.80 (3H, s),
2.42 (3H, s), 1.52 (9H, s) 13-4 o * 0 IPNA07 H 1H-NMR (CDC13) 6
ppm:7.95-7.70 (3H, m), 7.55-7.30 (3H, m), 7.08 (1H, d, J=8.5Hz), 6.59
(1H, dd, J=8.5, 2.7Hz), 4.18(2H, s), 3.79 (3H, s), 2.42 (3H, s), 1.53
(9H, s) 13-5 140 0 110 H 1H-NMR (CDC13) 6 ppm:8.05-7.80 (3H, m),
7.55-7.40 (1H, m), 7.35-7.20 (2H, m), 7.08 (1H, d, Jr-8.5Hz), 6.58
(1H, dd, J=8.5, 2.7Hz), 4.16 (2H, s), 3.79 (3H, s), 2.42 (3H, s),
1.53 (9H, s)  [0221] [Table 13] Ref. No. Stro Physical data 13-6 N
400 II0 11 1H-NMR (CDC13) a ppm:9.35-9.25 (1H, m), 8.85-8.75 (1H, m),
8.35-8.25 (1H, m), 7.60-7.35 (3H, m), 7.10 (1H, d, J=8.5Hz), 6.62
(1H, dd, J=8.5, 2.7Hz), 4.21 (2H, s), 3.79 (3H, s), 1.52 (9H, s)
13-7 o 0 011,..... H 1H-NMR (CDC13) a ppm:8.15-8.00 (2H, m),
7.80-7.60 (1H, m), 7.55-7.40 (1H, m), 7.20-7.10(2H, m), 7.07 (1H, d,
J=8.5Hz), 6.60 (1H, dd, J=8.5, 2.7Hz), 4.16 (2H, s), 3.79 (3H, s),
1.52 (9H,'s) 13-8 1101 F sil0[7 



H 1H-NMR (CDC13) a ppm:7.90-7.75 (1H, m), 7.65-7.50 (2H, m),7.43 (1H,
br s), 7.30-7.15 (2H, m), 7.09 (1H, d, J=8.5Hz), 6.59 (1H, dd, J=8.5,
2.7Hz), 4.25-4.20(2H, m), 3.79 (3H, s), 1.52 (9H, s) 13-9  0 NS N0 H
1H-NMR (CDC13) a ppm:8.20-8.10 (1H, m), 8.10-7.90 (1H, br), 7.55-7.40
(2H, m), 7.05 (1H, d, J=8.5Hz), 6.85-6.75 (1H, m), 6.59(1H, dd,
J=8.5, 2.7Hz), 3.93 (2H, s), 3.79 (3H, s), 1.53 (9H, s) 1 3 - 1 0
00L..... N0"-s"- H 1H-NMR (CDC13) a ppm:8.05-7.40 (2H, m), 7.28 (1H,
d, J=2.1Hz), 7.04 (1H, d, J=8.5Hz), 6.76 (1H, d, J=2.1Hz), 6.59 '(1H,
dd, J=8.5, 2.7Hz), 3.92 (2H, s), 3.79 (3H, s), 2.59 (3H, s), 1.53
(9H, s)  [0222] [Table 14] Ref. No. Strc Physical data  \ 1H-NMR
(CDC13) a ppm:8.20-8.00  S (1H, br), 7.90 (1H, dd, J=3.9, 1.1Hz),
7.71 1 3 - 1 1 0  (1H, dd, J=5.0, 1.1Hz), 7.55-7.45 (1H,  -.11r-  N0
m), 7:18 (1H, dd, J=5.0, 3.9Hz), 7.11 (1H,  1-1 d, J=8.5Hz), 6.59
(1H, dd, J=8.5, 2.7Hz),   4.09 (2H, s), 3.79 (3H, s), 1.53 (9H, s)
40 1H-NMR (CDC13) a ppm:7.60-7.20 13-1 2 CI (6H, m), 6.97 (1H, d,
J=8.5Hz), 6.58 (1H,   dd, J=8.5, 2.7Hz), 4.18 (2H, s), 3.80 (3H,  o H
s), 1.52 (9H, s)   1H-NMR (CDC13) a ppm:8.10-7.90 



(2H, m), 7.55-7.45 (1H, m), 7.30-7.20 13 - 1 3  (1H, m), 7.07(1H, d,
J=8.5Hz), 6.58(1H,  0N1:1"As-- it,1...", dd, J=8.5, 2.7Hz), 4.02 (2H,
s), 3.79 (3H,  H s), 2.48 (3H, d, J=1.1Hz), 1.53 (9H, s)  001 1H-NMR
(CDC13) a ppm:8.10-7.95  C 1 (2H, m), 7.70-7.35(4K, m), 7.08 (1H, d,
1 3 - 14 so11...",   H J=8.5Hz), 6.61 (1H, dd, J=8.5, 2.7Hz), 4.17
(2H, s), 3.79 (3H, s), 1.52 (9H, s)  40 CI 1H-NMR (CDC13) a
ppm:8.05-7.95 (2H, m), 7.75-7.55(1H, br), 7.50-7.40 13 - 15  .(3H,
m), 7.07 (1H, d, J=8.5Hz), 6.60 (1H,  a N10 "..-- dd, J=8.5, 2.7Hz),
4.16 (2H, s), 3.79(3K1   H s), 1.52 (9H, s)   [0223] [Table 15] Ref.
No. Sire Physical data 1 3 -1 6 o0 a 0 N0 H 1H-NMR (CDC13) a
ppm:8.40-8.10 (1H, br), 7.60-7.20 (2H, m), 7.11 (1H, d, J=8.5Hz),
6.57 (1H, dd, J=8.5, 2.7Hz), 6.25-6.15 (1H, m), 3.96 (2H, s),
3.79(3H, s), 2.42 (3H, s), 1.53 (9H, s) 1 3 - 1 7 N , 0 0 a ..  N 0 H
1H-NMR (CDC13) a ppm:8:06 (1H, s), 7.89 (1H, s), 7.65-7.40 (2H, m),
7.12 (lH, d, J=8.5Hz), 6.61 (1H,.dd, J=8.5, 2.7Hz), 4.04 (2H, s),
3.80 (3H, s), 1.53 (9H, s) 



1 3 - 18 le o is0 L, N 0"C-- Fr 1H-NMR (CDC13) a ppm:8.15-8.00 (2H,
m), 7.80-7.40 (5H, m), 7.12 (1H, d, J=8.0Hz), 6.91 (1H, dd, J=8.0,
1.7Hz), 4.24 (2H, s), 3.00-2.80 (1H, m), 1.52 (9H, s), 1.23 (6H, d,
J=6.9Hz)- 1 3 - 1 9 I\ S a 0 H 1H-NMR (CDC13) a ppm:8.26 (1H, s),
7.80-7.45 (2H, m), 7.09 (1H, d, J=8.5Hz), 6.90-6.80 (1H, m), 6.57
(1H, dd, J=8.5, 2.7Hz), 4.02 (2H, s), 3.79 (3H, s), 2.55 (3H, s),
1.53 (9H, s) 1 3 -20 o1. so01..", N0 --s-- H  1H-NMR (CDC13) a
ppm:7.95-7.75 (1H, br), 7.70-7.65 (1H, m), 7.60-7.35 (3H, m),
7.20-7.10 OH, m), 7.09 (1H, d, J=8.5Hz), 6.59 (1H, dd, J=8.5, 2.7Hz),
4.17 (2H, s), 3.85 (3H, s), 3.79 (3H, s), 1.53 (9H, s)  [0224] [Table
16] Ref. No. Strc Physical data 13-21 0 a . a NH1 ).."0".\-- 0
1FI-NMR (CDC13) a ppm:8.25-7.80 (2F-I, m), 7.75-6.90 (4H, m), 6.61
(1H, dd, J=8.5, 2.7Hz), 4.15 (2H, s), 3.80 (3H, s), 1.52 (9H, s) 1 3
- 2 2 ,N I,-- oS 0  0 N01 --ir H 1FI-NMR (CDC13) 6ppm:8.36 (1H, s),
8.O0-7.40(2H, m), 7.10 (1FI, d, J=8.5Hz), 6.60 (1H, dd, J=8.5,
2.7Hz), 4.06 (2FI, s), 3.79 (3FI, s), 2.76 (3H, s), 1.53 (9FI, s) 1 3
- 2 3 o4111F F F 100 1 k N0 H 1H-NMR (CDC13) a ppm:8.35-8.15 (2FI,
m), 7.90-7.80 (1H, m), 7.70-7.35 (3FI, m), 7.09 (1H, d, J=8.5Hz),
6.62 (1H, dd, J=8.5, 2.7Hz), 4.22 (2H, s), 3.80 (3FI, s), 1.52 (91-1,
s)  [0225] 5(Reference Example 14-1)       Ethyl
642-(2-tert-butoxycarbonylamino-4-methoxypheny1)-3-oxo-3-thiophen-3-
ylpropyl]pyridine-2-carboxylate [0226] Under ice-cooling, to a
solution of tert-butyl [5-methoxy-2-(2-oxo-2-thiophen-3- 1 0
yl-ethyl)phenyl]carbamate (0.387 g) in N,N-dimethylformamide (5 5 mL)
was added sodium hydride (content 55%, 49.0 mg) under an argon gas
atmosphere, and the mixture was stirred for 30 minutes under the same
condition. Under ice-cooling, to the mixture was added ethyl
6-chloromethylpyridine (0.222 g), and the mixture was stirred for 20
minutes under the same condition and then at room temperature for 6
hours. The reaction 15 mixture was poured into a cold saturated
aqueous ammonium chloride solution, followed 



by extraction with ethyl acetate. The aqueous layer was extracted
with ethyl acetate, and the organic layer was combined. The combined
organic layer was washed with saturated brine, then dried over
anhydrous sodium sulfate, and concentrated under reduced pressure.
The obtained crude product was purified by silica gel column
chromatography (eluting 5solvent: hexane-ethyl acetate) to obtain the
title compound (0.425 g).       Further, the structural formula and
the spectral data of the title compound were shown in Table 17.
[0227]          In the same manner as in Reference Example 14-1 using
the corresponding starting 10 materials, Reference Examples 14-2 to
14-24 below were obtained. The structural formulae and the spectral
data thereof were shown in Tables 17 to 22.  [0228] [Table 17] Ref.
No. Strc   Physical data 14-1  0 / 0 1H-NMR (CDCI3) 6 ppm:8.19 (1H,
s), 8.10(1H, dd, J=2.9, 1.1Hz), 7.95-7.85 (1H, m), 7.70-7.55 (11-I,
m), 7.49(1H, dd, J=5.1, 1.1Hz), 7.25-7.20 (1H, m), 7.18 (1H, dd,
J=5.1, 2.9Hz), 7.15-7.05(2H, m), 6.55 (1H, dd, J=8.7, 2.7Hz, 1H),
5.41 (1H, dd, J=9.6, 5.5Hz), 4.60-4.40 (2H, m), 3.80-3.60 (4H, m),
3.49 (dd, J=15.8, 9.6Hz, 1H), 1.58 (9H, s), 1.44 (3H, t, J=7.2Hz)
MS(ESI, m/z) = 511 (M+H)+ 14-2 40 SiN NH ---L- 0 0 ---f- 0 0 ..---
MS(ESI, m/z) = 523 (M+H)+ . 14-3 4110 1014   H NL 0-Th ---f- _.0
MS(ESI, m/z) = 505 (M+H)+ 14-4 40 Ili NHN  ..-L. 00 0 0 MS(ESI, m/z)
= 505 (M+H)+  [0229] [Table 18] Ref. No. St-c Physical data 14-5 110 



411 N0 NH ..-L-. 00 MS(ESI, m/z) = 505 (M+H)+ 14-6 0       --....."0
NHN  ..-L 00 MS(ESI, m/z) = 495 (M+H)+ 14-7 1110 NHN  .--L 00 MS(ESI,
m/z) = 492 (M+H)+ 14-8 o lail 0 40      / \ NHN0 --L. 0 1H-NIMR
(CDCI3) 8 ppm:8.25-6.80 (10H, m), 6.53 (1H, dd, J=8.7, 2.7Hz), 5.51
(1H, dd, J=10.1, 5.3Hz), 4.03(3H, s), 3.75-3.60 (4H, m), 3.54 (1H,
dd, J=15.9, 10.1Hz), 1.65-1.55 (9H, m) MS(ESI, m/z) = 509 (M+H)+
[0230] [Table 19] Ref. No. Strc Physical data  0  14-9  101 NHN0
MS(ESI, m/)= 509 (M+H)+    ..-L- 00  1 4-1 0 0* NH MS(ESI, m/z) = 478
(M-H)-   .-L. 00   +   



0  14-11 N0 SO/ NH MS(ESI, rp/z) =495 (M+H)+  --0    00   0 / ?z co /
a 2 0 0 1H-NMR (CDCI3) a ppm:8.09 (1H, s), 7.95-7.85 (1H, m), 7.72
(1H, dd, J=3.9, 1.1Hz), 7.70-7.60 (1H, m), 7.54   (1H, dd, J=4.9,
1.1Hz), 7.25-7.05 (3H, m), 7.00 (1H, dd, J=4.9, 3.9Hz), 6.55 14-12
(1H, dd, J=8.7, 2.7Hz), 5.43 (1H, dd, J=10.0, 5.4Hz), 4.03 (3H, s),
3.75-3.65    (4H, m), 3.54 (1H, dd, J=15.8, 10.0Hz), 1.65-1.55 (9H,
m)   MS(ESI, m/z) = 497 (M+H)+  [0231] [Table 20] Ref. No. Strc
Physical data 14 - 13 0 CI 0 0 N-0 NH  A 00 MS(ESI, m/z) = 525 (M+H)+
14-14 1 



0 0 / co     0 z  1H-NMR (CDCI3) 8 ppm:8.08 (1H, s), 7.95-7.80 (2H,
m), 7.70-7.55 (1H, m), 7.25-7.00 (4H, m), 6.54 (1H, dd, 3=8.8,
2.7Hz), 5.34 11H, dd, J=10.0, 5.4Hz), 4.04 (3H, s), 3.70 (3H, s),
3.65 (1H, dd, 3=15.7, 5.4Hz), 3.50 (1H, dd, J=15.7, 10.0Hz),
2.45-2.35 (3H, m), 1.58 (9H, s) MS(ESI, m/z) = 511 (M+H)+ 1 4 - 1 5
101 CI 140 / NHN A-0 00 . MS(ESI, m/z) = 525 (M+H) 14-16 Si o 0 Cl No
NH4\/ ,-o 0 1H-NMR (CDCI3) 8 ppm:8.20-6.90 (10H, m), 6.53 (1H, dd,
J=8.7, 2.7Hz), 5.51 (1H, dd, 3=9.9, 5.3Hz), 4.10 (31-1, s), 3.75-3.65
(4H, m), 3.50 (1H, dd, 3=15.7, 9.9Hz), 1.59 (9H, s) MS(ESI, m/z) r--
525 (M+H)+  [0232] [Table 21] Ref. No. Stro Physical data   1H-NMR
(CDCI3)a ppm:8.11 (1H, s),   0 7.95-7.85 (11-1, m), 7.70-7.55 (1H,
m),-  0----.    7.25-7.16(4H, m), 6.55 (1H, dd, J=8.7, 14 - 1 7 SO\N0
NH 2.8Hz), 6.15-6.00 (1H, m), 5.24 (1H, dd,  --L0 J=9.9, 5.8Hz),
4.023.75-3.45 (3H, s),(5H, m),  0 +0 



2.33 (3H, s), 1.57 (9H, s)   MS(ESI, m/z) = 496 (M+H)+  N 11-1-NMR
(CDCI3)a ppm:8.10-7.85 (3H, m),   I 0 7.76 (1H, s), 7.70-7.60 (1H,
m), 7.30-720   / (1H, m), 7.15-7.00 (2H, m), 6.58 (1H, dd, 14-1 8 40
N-ci 0 J=8.7, 2.8Hz), 5.38 (1H, dd, J=10.2, 5.2Hz),  1H 00 4.03 (3H,
s), 3.85-3.65 (4H, m), 3.54 (1H, dd,    J=16.4, 10.2Hz), 1.59 (9H, s)
MS(ESI, m/z) = 482 (M+H)+   1H-NMR (C0013) a ppm:8.00-7.85 (4H, m),
7.70-7.55 (1H, m), 7.50-7.20 (5H, m), 7.09   (1H, d, J=8.1Hi), 6.84
(1H, dd, J=8.1, 1.8Hz),   5.60 (11-1, dd, J=9.6, 5.5Hz), 4.02 (3H,
s), 3.73 14-19     (11-1, dd, J=15.8, 5.5Hz), 3.55 (1H, dd, J=15.8,
9.6Hz), 2.85-2.70 (1H, m), 1.59 (9H, s), 1.13   



(6H, d, J=6.9Hz)   MS(ESI, m/z) = 503 (M+H)+  0 / 1z w        Z0 a 0-
11-1-NMR (CDCI3)a ppm:8.09 (1H, s),   7.95-7.85 (1H, m), 7.70-7.50
(2H, m),   7.25-7.15 (1H, m), 7.13 (1H, d, J=8.7Hz),   7.10-7.00 (1H,
m), 6.75-6.60 (1H, m), 6.54 14-20  (1H, dd, J=8.7, 2.2Hz), 5.37 (1H,
dd, J=10.3, ,    5.3Hz), 4.05 (3H, s), 3.70 (3H, s), 3.66 (1H,    dd,
J=15.9, 5.3Hz), 3.56 (1H, dd, J=15.9,   10.3Hz), 2.45 (3H, s), 1.59
(9H, s)   MS(ESI, m/z) = 511 (M+H)+  [0233] [Table 22] Ref. No. Strc
Physical data 1 4 - 21 1 0 \ 00 /\\ ..? 0 t z--, i - i MS(ESI, m/z) =
519 (M+H)+ 



1 4 -2 2 I 0 N 40 0 siThia oJr Nip MS(ESI, rn/z) = 543 (M+H)+ 14 - 23
o  Illi +0 N I--- S 1H-NMR (CDCI3) a ppm:8.21 (1H, s), 8.00-7.85 (2H,
m), 7.70-7.60 (1H, m), 7.25-7.05 (3H, m), 6.56 (1H, dd, J=8.7,
2.7Hz), 5.32 (1H, dd, J=10.0, 5.4Hz), 4.03 (3H, s), 3.80-3.65 (4H,
m), 3.51 (1H, dd, J=15.7, 10.0Hz), 2.67 (3H, s) MS(ESI, m/z) = 512
(M+H)+   \    N NH0 A-0 0  1 4 - 2 4 0 FF F 40 MS(ESI, rn/z) = 559
(M+H)-E   NHN0 ....L.-0 00   [0234] (Reference Example 15) Ethyl
3-(6-methoxy-2-pyridin-3-y1-1H-indole-3-carbonyDbenzoate [0235]
5[Chem 23] I-1 N- [0236]       At room temperature, to a solution of
2,2,2-trifluoro-N-(2-iodo-5- methoxyphenyl)acetamide (200 mg),
3-ethynylpyridine (65.2 mg) and triethylamine (0.161 10 InL) in
acetonitrile (8.0 mL) were added bis(triphenylphosphine)palladium (H)
dichloride (12 mg) and copper iodide (7 mg), and the mixture was
stirred overnight under an argon gas atmosphere. To the reaction
mixture were added potassium carbonate (240 mg) and ethyl
3-iodobenzoate (0.106 mL), and the mixture was stirred at 50C
overnight under a carbon monooxide gas atmosphere. After cooling to
room temperature, to the reaction 15 mixture was added saturated
brine, followed by extraction with ethyl acetate. The organic layer
was dried over anhydrous magnesium sulfate and then concentrated
under reduced pressure. The obtained crude product was purified by
silica gel column chromatography (eluting solvent: hexane-ethyl
acetate) to obtain the title compound (128 mg). [0237] 201H-NMR
(CDC13) 5 ppm: 9.00-6.70 (12H, m), 4.32 (2H, q, J=7.2Hz), 3.89 (3H,
s), 1.36 (3H, t, J=7.2Hz) MS (ESI, m/z) = 401 (M+H)+ 



[0238] (Reference Example 16) 25(2-Phenyl-1H-indo1-6-yl)methanol
[0239] [Chem. 24]    [0240] 5Under ice-cooling, to a suspension of
aluminum lithium hydride (content 80%, 96.0 mg) in tetrahydrofuran (5
0 mL) was added a solution of 2-pheny1-1H-indole-6- carboxylic acid
in tetrahydrofuran (5.0 mL), and the mixture was stirred for 5
minutes under the same condition and then at room temperature for 2
hours. Under ice-cooling, to the reaction mixture was added aluminum
lithium hydride (content 80%, 48.0 mg), and the 10 mixture was
stirred at room temperature for 2 hours and then at 50C for 5 hours,
and further at room temperature overnight. After cooling to room
temperature, the reaction mixture was poured into 1 mol/L cooled
hydrochloric acid, followed by extraction with ethyl acetate. The
aqueous layer was extracted with ethyl acetate and the organic layer
was combined. The combined organic layer was washed with 5% aqueous
sodium 15hydrogen carbonate solution and saturated brine
successively, then dried over anhydrous magnesium sulfate, and
concentrated under reduced pressure. The obtained crude product was
purified by silica gel column chromatography (eluting solvent:
hexane-ethyl acetate) to obtain the title compound (121 mg). [0241]
201H-NMR (CDC13) 8 ppm: 8.45-8.25 (1H, br), 7.75-7.55 (3H, m),
7.50-7.30 (4H, m), 7.13 (1H, dd, J=8.2, 1.4Hz), 6.85-6.80 (1H, m),
4.80 (2H, s) [0242] (Reference Example 17)
2-Phenyl-1H-indo1-6-ylmethyl acetate 25[0243] [Chem. 25]  At room
temperature, to a solution of (2-phenyl-1H-indo1-6-yemethanol (20.0
mg)  and pyridine (0.058 mL) in methylene chloride (0.5 mL) was added
acetic anhydride (0.034 mL), and the mixture was stirred for 2 hours.
To the reaction mixture was added 0.5 mon hydrochloric acid, followed
by extraction with ethyl acetate. The organic layer 5 was washed with
5% aqueous sodium hydrogen carbonate solution and saturated brine,
then dried over anhydrous magnesium sulfate, and concentrated under
reduced pressure. The obtained crude product was purified by silica
gel column chromatography (eluting solvent: hexane-ethyl acetate) to
obtain the title compound (18.7 mg). [0245] 101H-NMR (CDC13) 8 ppm:
8.39 (1H, s), 7.75-7.55 (3H, m), 7.55-7.30 (4H, m), 7.13 (1H, dd,
J=8.1, 1.3Hz), 6.85-6.80 (1H, m), 5.22 (2H, s), 2.11 (3H, s) MS (ESL
in/z) = 266 (M+H)+ [0246] (Reference Example 18) 15Ethyl
6-(6-acetoxymethy1-2-phenyl-1H-indo1-3-ylmethyl)pyridine-2-carboxylat
e [0247] [Chem. 26]  [0248] 20Under ice-cooling, to a suspension of
2-phenyl-1H-indo1-6-ylmethyl acetate (87.0 mg) and ethyl
6-formylpyridine-2-carboxylate (64.8 mg) in methylene chloride (3.3
inL) were added triethylsilane (0.157 mL) and trifluoroacetic acid
(0.038 mL) successively, and the mixture was stirred for 2 hours
under the same condition and at room temperature for 4 hours. The
reaction mixture was purified by aminopropylated silica gel cohunn
25chromatography (eluting solvent: hexane-ethyl acetate) to obtain
the title compound (66.9 mg). [0249]           1H-NMR (CDC13) 8 ppm:
8.24 (1H, s), 8.00-7.85 (1H, m), 7.70-7.55 (3H, m), 7.50-7.30 (514,
m), 7.20-7.10 (1H, m), 7.08 (1H, dd, J=8.2, 1.4Hz), 5.21 (2H, s),
4.57 (2H, s), 4.51 (2H, q, J=7.1Hz), 2.10 (3H, s), 1.47 (3H, t,
J=7.1Hz) MS (ESL m/z) = 429 (M+H)+ 5[0250] (Reference Example 19)
4-Cyclopropy1-1-iodo-2-nitro benzene [0251] Under ice-cooling, to a
suspension of 4-cyclopropy1-2-nitroaniline (1.23 g) in 10concentrated
hydrochloric acid (5.0 mL) was added slowly a solution of sodium
nitrite (522 mg) in water (5.0 mL) Under the same condition, the
mixture was stirred for 30 minutes. To the mixture was added dropwise



(Reference Example 20) 5-Cyclopropy1-2-iodoaniline 25[0253]       At
room temperature, to a suspension of
4-cyclopropy1-1-iodo-2-nitrobenzene (1.65 g), iron (III) chloride
hexahydrate (77.2 mg), and activated carbon (27.4 mg, wet) in
methanol (20 mL) was added hydrazine monohydrate (0.83 mL). The
mixture was stirred at 70C overnight. After cooling to room
temperature, to the mixture was added 30 hydrazine monohydrate (0.28
mL) The mixture was stirred at 70C for 2 hours. After cooling to room
temperature, the reaction mixture was filtered through Celite
(registered trademark) to remove the insoluble materials. The
filtrate was concentrated under reduced pressure. To the residue was
added water, followed by extraction with ethyl acetate. The organic
layer was washed with saturated brine, dried over anhydrous
magnesium sulfate, and then concentrated under reduced pressure to
obtain the title compound (1.41 g).        Further, the structural
formula and the spectral data of the title compound were shown in
Table 58. 5[0254] (Reference Example 21) 3-Ethoxy-4-fluoroaniline
[0255] Under ice-cooling, to a solution of
2-ethoxy-1-fluoro-4-nitrobenzene (2.25 g) in 10 tetrahydrofuran (25
mL)-ethanol (25 mL) was added 10% palladium-carbon (675 mg, wet), and
the suspension was stirred at room temperature overnight under a
hydrogen gas atmosphere. The suspension was filtered through Celite
(registered trademark) to remove the insoluble materials. The
filtrate was concentrated under reduced pressure to obtain the title
compound (2.01 g). 15Further, the structural formula and the spectral
data of the title compound were shown in Table 58. [0256] (Reference
Example 22-1) 2-Bromo-4-methyl-5-trifluoromethylaniline 20[0257]
Under ice-cooling, to a solution of 4-methyl-3-trifluoromethylaniline
(701 mg) in methylene chloride (13 mL) was added
tetra-n-butylammonium tribromide (1.93 g), and the suspension was
stirred at room temperature for 1.5 hours. To the reaction mixture
was added a saturated aqueous sodium hydrogen carbonate solution, and
the organic layer 25was separated. The layer was concentrated under
reduced pressure to obtain the title compound (2.19 g).
Further, the structural formula and the spectral data of the title
compound were shown in Table 58. [0258] 30In the same manner as in
Reference Example 22-1 using the corresponding starting materials,
Reference Examples 22-2 to 22-4 below were obtained. The structural
formulae and the physical property values thereof were shown in Table
58.  [0259] (Reference Example 23) In the same manner as in Reference
Example 1-1 using the corresponding aniline derivatives, Reference
Examples 23-1 to 23-18 below were obtained. The structural 5 formulae
and the physical property values thereof were shown in Tables 59 to
61. [0260] (Reference Example 24) In the same manner as in Reference
Example 2-1 using the corresponding trifluoroacetanilide derivatives,
Reference Examples 24-1 to 24-49 below were obtained. 10 The
structural formulae and the physical property values thereof were
shown in Tables 61 to 68. [0261] (Reference Example 25-1)
5-Methyl-2-phenyl-1H-indo1-6-ol 15[0262]       Under ice-cooling, to
a suspension of 6-methoxy-5-methyl-2-phenyl-1H-indole (197 mg) in
methylene chloride (4 2 mL) was added dropwise boron tribromide (1
mol/L methylene chloride solution, 3.3 mL) The mixture was stirred
for 20 minutes under ice-cooling and then at room temperature for 1
hour. The reaction mixture was poured slowly 20 into ice. To the
mixture were added a saturated aqueous sodium hydrogen carbonate



5(0.085 mL), and the suspension was stirred overnight. To the
reaction mixture were added water and ethyl acetate, and the organic
layer was separated. The aqueous layer was extracted with ethyl
acetate, and the organic layer was combined. The layer was washed
with water and saturated brine successively, dried over anhydrous
magnesium sulfate, and then the solvent was evaporated under reduced
pressure. The obtained crude 10product was purified by silica gel
column chromatography (eluting solvent: hexane-ethyl acetate) to
obtain the title compound (74.5 mg).       Further, the structural
formula and the spectral data of the title compound were shown in
Table 69. [0266] 15In the same manner as in Reference Example 26-1
using the corresponding starting materials, Reference Examples 26-2
to 26-4 below were obtained. The structural formulae and the physical
property values thereof were shown in Table 69. [0267] (Reference
Example 27) 206-Difluoromethoxy-2-phenyl-1H-indole [0268]       At
room temperature, to a solution of 2-phenyl-1H-indo1-6-ol (250 mg) in
N,Ndimethylformamide (2.0 mL) were added sodium chlorodifluoroacetate
(182 mg), sodium hydroxide (47.8 mg), and water (0.024 mL), and the
mixture was stirred at 125C for 6.5 25 hours. After leaving to be
cooled, to the mixture were added sodium chlorodifluoroacetate (364
mg), sodium hydroxide (95.6 mg), and water (0.047 mL), and the
mixture was stirred at 125C overnight. After cooling to room
temperature, to reaction mixture were added water and ethyl acetate,
and the organic layer was separated and concentrated under reduced
pressure. The obtained crude product was purified by 30silica gel
column chromatography (eluting solvent: hexane-ethyl acetate) to
obtain the title compound (7.2 mg).       Further, the structural
formula and the spectral data of the title compound were shown in
Table 70. [0269]  (Reference Example 28)
3-(6-Methoxy-1H-indo1-2-yl)benzamide [0270] At room temperature, to a
suspension of 6-methoxy-1H-indole (500 mg), 5palladium (II) acetate
(76.1 mg) and cesium acetate (1.76 g) in N,N-dimethylacetamide (1.7
mL) was added 3-iodobenzamide (1.05 g), and the mixture was stirred
at 130C for 20 hours under an argon gas atmosphere. After cooling to
room temperature, the reaction mixture was diluted with ethyl
acetate. The mixture was filtered through Celite (registered
trademark) to remove the insoluble materials. The filtrate was
concentrated 10 under reduced pressure. The residue was purified by
silica gel column chromatography (eluting solvent: hexane-ethyl
acetate-methanol). To the obtained crude product was added a mixed
solvent of hexane-diisopropyl ether, and the suspension was stirred
at room temperature for 15 minutes. The precipitate was collected by
filtration, washed with the same mixed solvent, and then dried under
reduced pressure to obtain the title compound 15(169 mg).
Further, the structural formula and the spectral data of the title
compound were shown in Table 70. [0271] (Reference Example 29)
203-(6-Methoxy-1H-indo1-2-yObenzonitrile [0272]        Under
ice-cooling, to a suspension of 3-(6-methoxy-1H-indo1-2-yObenzamide
(100 mg) in methylene chloride (1 0 mL)-tetrahydrofuran (1.0 mL) were
added trifluoroacetic anhydride (0.068 mL) and triethylamine (0.117
mL) successively under an 25argon gas atmosphere. The suspension was
stirred at room temperature for 5.5 hours. At room temperature, to
the suspension was added trifluoroacetic anhydride (0.016 mL),  and
the mixture was stirred for 1.5 hours. To the reaction mixture were
added ethyl acetate and 2 mol/L hydrochloric acid, and the organic



(Reference Example 32)       In the same manner as in Reference
Example 11-1 using the corresponding starting materials, Reference
Examples 32-1 to 32-2 below were obtained. The structural formulae
and the physical property values thereof were shown in Table 79.
30[0278] (Reference Example 33)       In the same manner as in
Reference Example 12-1 using the corresponding starting materials,
Reference Examples 33-1 to 33-3 below were obtained. The structural
formulae and the physical property values thereof were shown in Table
79.  [0279] (Reference Example 34)
N-methoxy-N-methyl-3-propylbenzamide [0280] 5At room temperature, to
a solution of 3-allyl-N-methoxy-N-methylbenzamide (340 mg) in
tetrahydrofuran (10.5 mL) was added 10% palladium-carbon (55.3 mg,
wet), and the suspension was stirred overnight under a hydrogen gas
atmosphere. The suspension was filtered through Celite (registered
trademark) to remove the insoluble materials. The filtrate was
concentrated under reduced pressure. The obtained crude product was
10purified by silica gel column chromatography (eluting solvent:
hexane-ethyl acetate) to obtain the title compound (355 mg).
Further, the structural formula and the spectral data of the title
compound were shown in Table 79. [0281] 15(Reference Example 35)
5-Cyclopropy1-2-methylaniline [0282]       At room temperature, to a
suspension of 5-bromo-2-methylaniline (372 mg), cyclopropylboronic
acid monohydrate (270 mg), tricyclohexylphosphine (56.0 mg), and 20
potassium phosphate (1.49 g) in toluene (8.0 mL)-water (0.4 mL) was
added palladium (II) acetate (22.4 mg), and the mixture was stirred
under an argon gas atmosphere at 100C for 6 hours. To the reaction
mixture were added water and ethyl acetate, and the organic layer was
separated. The aqueous layer was extracted with ethyl acetate and the
organic layer was combined. The layer was washed with saturated
brine, dried over anhydrous 25 magnesium sulfate, and then
concentrated under reduced pressure. The obtained crude product was
purified by silica gel column chromatography (eluting solvent:
hexane-ethyl acetate) to obtain the title compound (256 mg).
Further, the structural formula and the spectral data of the title
compound were shown in Table 79. 30[0283] (Reference Example 36)
In the same manner as in Reference Example 3-1 using the
corresponding 2- methylaniline derivatives, Reference Examples 36-1
to 36-4 below were obtained. The structural formulae and the physical
property values thereof were shown in Table 80.  [0284] (Reference
Example 37) tert-Butyl
[5-cyclopropy1-2-(2-hydroxy-3,3-dimethylbutyl)phenyl]carbamate [0285]
5Under an argon gas atmosphere, to a solution of tert-butyl
(5-cyclopropy1-2- methylphenyl)carbamate (495 mg) in tetrahydrofuran
(7.0 mL) was added slowly a secbutyllithium solution (1.03 mol/L
n-hexane-cyclohexane solution, 4.70 mL) at -40C. The mixture was
stirred at -40C for 15 minutes. To the mixture was added dropwise a
solution of trimethylacetaldehyde (purity 90%, 0.32 mL) in
tetrahydrofuran (1.0 mL). 10 The mixture was stirred at -40C for 15
minutes and at room temperature for 1 hour. To the reaction mixture
were added water, then 1 mol/L hydrochloric acid and ethyl acetate,
and the organic layer was separated. The layer was washed with water
and saturated brine successively, dried over anhydrous magnesium
sulfate, and then concentrated under reduced pressure. The obtained
crude product was purified by silica gel column 15chromatography
(eluting solvent: hexane-ethyl acetate) to obtain the title compound



and ethyl acetate, and the organic layer was separated. The layer was
washed with saturated brine, dried over anhydrous magnesium sulfate,
and then concentrated under reduced pressure. The obtained crude
product was purified by silica gel column 10chromatography (eluting
solvent: hexane-ethyl acetate) to obtain the title compound (286 mg).
Further, the structural formula and the spectral data of the title
compound were shown in Table 80. [0290] 15(Reference Example 40)
In the same manner as in Reference Example 4-1 using the
corresponding tertbutyl (2-methylphenyl)carbamate derivatives,
Reference Examples 40-1 to 40-31 below were obtained. The structural
formulae and the physical property values thereof were shown in
Tables 81 to 85. 20[0291] (Reference Example 41)       In the same
manner as in Reference Example 5-1 using the corresponding ketones,
Reference Examples 41-1 to 41-5 below were obtained. The structural
formulae and the physical property values thereof were shown in Table
86. 25[0292] (Reference Example 42) Ethyl 2-chloro-3-methylbenzoate
[0293] Under ice-cooling, to a solution of 2-chloro-3-methylbenzoic
acid (147 mg) in 30 ethanol (4 3 mL) was added concentrated sulfuric
acid (0.43 mL) under an argon gas atmosphere. The mixture was
refluxed for 6 hours. The reaction mixture was concentrated under
reduced pressure, to the residue were added ethyl acetate and a
saturated aqueous sodium hydrogen carbonate solution, and the organic
layer was separated. The aqueous layer was extracted with ethyl
acetate and the organic layer was   combined. The layer was washed
with saturated brine, dried over anhydrous sodium sulfate, and then
evaporated under reduced pressure. The obtained crude product was
purified by silica gel column chromatography (eluting solvent:
hexane-ethyl acetate) to obtain the title compound (182 mg).
5Further, the structural formula and the spectral data of the title
compound were shown in Table 86. [0294] (Reference Example 43) Ethyl
3-bromomethy1-2-chlorobenzoate 10[0295] At room temperature, to a
solution of ethyl 2-chloro-3-methylbenzoate (166 mg) in
tetrachloromethane (4.2 mL) were added N-bromosuccinimide (149 mg)
and benzoyl peroxide (content 75%, 13.0 mg), and the mixture was
refluxed for 3 hours. After cooling to room temperature, the reaction
mixture was concentrated under reduced 15 pressure. The obtained
crude product was purified by silica gel column chromatography
(eluting solvent: hexane-ethyl acetate) to obtain the title compound
(153 mg).       Further, the structural formula and the spectral data
of the title compound were shown in Table 86. [0296] 20(Reference
Example 44)       In the same manner as in Reference Example 6-1
using the corresponding ketones, Reference Examples 44-1 to 44-20
below were obtained. The structural formulae and the physical
property values thereof were shown in Tables 87 to 90. [0297]
25(Reference Example 45)       In the same manner as in Reference
Example 6-1 using the corresponding ketones and also using the
corresponding bromides as an alkylating agent, Reference Examples 45-
1 to 45-9 below were obtained. The structural formulae and the
physical property values thereof were shown in Tables 91 to 92.
30[0298] (Reference Example 46) In the same manner as in Reference
Example 6-1 using the corresponding ketones, also using the
corresponding bromides as an alkylating agent, and further using
sodium  iodide as an additive, Reference Examples 46-1 to 46-5 below
were obtained. The structural formulae and the physical property
values thereof were shown in Table 93. [0299] (Reference Example



[0305] (Example 1-1) Methyl
6-(6-methoxy-2-phenyl-1H-indo1-3-ylmethyl)pyridine-2-carboxylate
[0306] 25[Chem. 27] 0 [0307] A solution of methyl
612-(2-tert-butoxycarbonylamino-4-methoxypheny1)-3-oxo3-phenylpropyl]
pyridine-2-carboxylate (3.27 g) in trifluoroacetic acid (10
mL)-methylene 30 chloride (25 mL) was stirred at room temperature
overnight. The solvent was evaporated  under reduced pressure. The
residue was diluted with ethyl acetate, and to the mixture was added
a saturated aqueous sodium hydrogen carbonate solution. The organic
layer was separated, washed with water and saturated brine, then
dried over anhydrous magnesium sulfate, and concentrated under
reduced pressure. The obtained crude 5product was purified by silica
gel column chromatography (eluting solvent: hexane-ethyl acetate) to
obtain the title compound (1.49 g). [0308]          1H-NMR (CDC13) 8
ppm: 8.10 (1H, br s), 8.00-7.90 (1H, m) 7.65-7.15 (8H, in), 6.92 (1H,
d, J=2.2Hz), 6.74 (1H, dd, J=8.7, 2.2Hz), 4.56 (2H, s), 4.04 (3H, s),
3.86 (3H, s) 10[0309]       In the same manner as in Example 1-1
using the corresponding ketones, Examples 1-2 to 1-6 below were
obtained. The structural formulae and the physical property values
thereof were shown in Table 23.  [0310] [Table 23] Ex. No. Strc
Physical data 1-2 CI   H a W)  0  0 / 1H-NMR (CDCI3) a ppm:8.25 (1H,
br s),  8.00-7.90 (1H, m), 7.70-7.25 (8H, m), 7.10-7.00 (1H, m), 7.03
(1H, dd, J=8.5, 1.8Hz), 4.54 (2H, s), 4.04(3H, s) 1-3 40 H a It 0 o I
1H-NMR (CDCI3) a ppm:8.10 (1H, br s), 8.00-7.90 (1H, m), 7.65-7.15
(9H, m), 7.00-6.90 (1H, m), 4.57 (2H, s), 4.05 (3H, s), 2.76 (2H, q,
J=7.6Hz), 1.29 (3H, t, J=7.6Hz) 1-4  H a W)  o / 1H-NMR (CDCI3) a
ppm:8.15 (1H, br s), 8.00-7.90 (1H, m), 7.65-7.10 (8H, m), 6.89 (1H,
d, J=2.1Hz), 6.73 (1H, dd, J=8.7, 2.1Hz), 4.54 (2H, s), 4.15-3.95
(5H, m), 1.43 (3H, t, J=7.0Hz) 1-5 NO H is e?  0 ? 1H-NMR (CDCI3) a
ppm:8.09 (1H, br s), 8.00-7.90 (1H, m), 7.65-7.50 (3H, m), 7.45-7.15
(6H, m), 6.95-6.85 (1H, m), 4.57 (2H, s), 4.04 (3H, s), 2.47 (3H, s),
1-6 IS 



H R-- 0 0 I  1H-NMR (CDCI3) 8 ppm:7.95-7.85 (2H, m), 7.60-7.50 (1H,
m), 7.20-7.00 (3H, m), 6.90-6.80 (1H, m), 4.58 (2H, s), 4.04 (3H, s),
2.44 (3H, s), 1.40 (9H, s)  [0311] (Example 2-1) Methyl
3-(6-methoxy-2-pheny1-1H-indo1-3-ylmethyDbenzoate  [0312] [Chem. 28]
[0313] 5Under ice-cooling, to a solution of triethylsilane (0.204 mL)
and trifluoroacetic acid (0.049 mL) in methylene chloride (1.5 inL)
was added a solution of 6-methoxy-2- pheny1-1H-indole (95.0 mg) and
methyl m-formylbenzoate (76.9 mg) in methylene chloride (1.8 mL). The
solution was stirred for 0.5 hour under the same condition and then
at room temperature overnight. To the solution were added 2 mol/L
aqueous sodium 10 hydroxide solution and then water. The organic
layer was separated and concentrated under reduced pressure. The
obtained crude product was purified by aminopropylated silica gel
column chromatography (eluting solvent: hexane-ethyl acetate) to
obtain the title compound (111 mg). [0314] 151H-NMR (CDC13) 8 ppm:
8.05-7.80 (3H, m), 7.55-7.15 (8H, m), 6.90 (1H, d, J=2.2Hz), 6.72
(1H, dd, J=8.7, 2.2Hz), 4.28 (2H, s), 3.88 (3H, s), 3.85 (3H, s)
[0315]       In the same manner as in Example 2-1 using the
corresponding indole derivatives, Examples 2-2 to 2-26 below were
obtained. The structural formulae and the physical 20 property values
thereof were shown in Tables 24 to 28.  [0316] Table 24] Ex. No. Strc
Physical data 2 - 2 CI 0 * 0 / H a.\ e) 1H-NMR (CDCI3) a ppm:8.19
(1H, br s), 7.95-7.80 (2H, m), 7.55-7.20 (9H, m), 7.01 (1H, dd,
J=8.5, 1.8Hz), 4.28 (2H, s), 3.88 (3H, s) 2-3 0 fik 0 H a -e- 1H-NMR
(CDCI3) a ppm:8.16 (1H, br s), 8.00-7.80 (2H, m) 7.55-7.20 (8H, m),
7.15-7.05 (1H, m), 6.85-6.75 (1H, m), 4.29 (2H, s), 3.88 2-4 0 0* ' a
1H-NMR (CDCI3) a ppm:8.10-7.80 (3H, m), 7.55-7.15 (8H, m), 6.95-6.85
(1H, m), 6.72 (1H, dd, J=8.6, 2.1Hz), 4.28 (2H, s), 4.07 (2H, q,
J=7.0Hz), 3.88 (3H, s), 1.44 (2H, t, J=7.0Hz) 2-5 Ili00 //0 I H .
1H-NMR (CDCI3) a ppm:8.08 (1H, br s), 7.55-7.30 (6H, m), 7.07 (1H, d,
J=3.5Hz), 6.91 (1H, d, J=2.2Hz), 6.79 (1H, dd, J=8.7, 2.2Hz),
6.05-5.95 (1H, m), 4.24 (2H, s), 3.89 (3H, s), 3.86 (3H, s) 2-6 0 a 0
H a 



1H-NMR (CDCI3) a ppm:8.06 (1H, 8.00-7.80 (2H, m), 7.55-7.15 (9H, m),
6.95-6.85 (1H, m), 4.29 (2H, s), 3.87 (3H, s), 2.45 (3H, s)  [0317]
[Table 25] Ex. No.  Strc  Physical data 2-7 110 H . 0- 1H-NMR (CDCI3)
8 ppm:8.00-7.60 (311, m), 7.40-7.05 (3H, m), 6.85-6.75 (1H, m), 6.65
(1H, dd, J=8.6, 2.2Hz), 4.07 (2H, s), 3.88 (3H, s), 3.81 (3H, s),
2.70-2.45 (2H, m), 2.00-1.85 (1H, m), 0.93 (6H, d, J=6.6Hz) 2-8 1101
H     o IIIP  1H-NMR (CDCI3) 8 ppm:8.00-7.75 (3H, m), 7.40-7.10 (3H,
m), 6.90-6.60 (211, m), 4.09 (211, s), 3.88 (3H, s), 3.82 (3H, s),
3.05-2.85 (1H, m), 1.75-1.50 (2H, m), 1.27 (3H, d, J=7.1Hz), 0.83
(3H, t, J=7.4Hz) 2-9 ois H * 0- 1H-NMR (CDCI3) 8 ppm: ppm:8.00-7.65
(3H, m), 7.40-7.10 (3H, m), 6.90-6.80(111, m), 6.75-6.60 (1H, m),
4.10 (21-1, s), 3.88 (3H, s), 3.82 (3H, s), 3.35-3.15 (1H, m), 1.29
(6H, d, J=7.0Hz) 2-10 so NI H it 0 1H-NMR (CDCI3) 8 ppm:8.00-7.75
(311, m), 7.45-6.60(511, m), 4.30 (21-1, s), 3.88 (3H, s), 3.82 (3H,
s), 1.41 (9H, s) 2-11 .  / H S it 0 / 1H-NMR (CDCI3) 8 ppm:8.03 (1H,
8.00-7.80(211, m) 7.45-7.20 (61-1, m), 6.89 (1H, d, J=2.2Hz), 6.73
(1H, dd, J=8.7, 2.2Hz), 4.29 (2H, s), 3.88 (311, s), 3.85 (3H, s)
[0318] [Table 26] Ex. No. Strc Physical data 2-12 IP0 0 0 H 4 1H-NMR
(CDCI3) appm:8.06 (11-I, br s), 7.55-7.40 (6H, m), 7.25-6.90 (3H, m),
6.05-5.90 (1H, m), 4.25 (2H, s), 3.89 (3H, s), 2.47 (3H, s) 2-13  



ci is41,P H .1H-NMR (CDCI3) a ppm:8.05-7.80 (3H, m),  7.45-7.20 (3H,
m), 7.13 (1H, d, J=8.511z), 6.95 (1H, dd, J=8.5, 1.8Hz), 4.31 (211,
s), 3.88 (3H, s), 1.42 (9H, s) 2-14  0  /0 4 1H-NMR (CDCI3) a
ppm:7.90-7.75 (2H, m), 7.50-7.20 (8H, m), 6.82 (1H, d, J=2.2Hz), 6.73
(1H, dd, J=8.6, 2.2Hz), 4.07 (2H, s), 3.88 (3H, s), 3.87 (3H, s),
3.59 (3H, s) 2-15 C'S  00 /0  1 H a III r 1H-NMR (CDCI3) a ppm:8.14
(1H, br s), 7.55-7.35 (7H, m), 7.15-7.00 (2H, m), 5.98 (1H, d,
J=3.3Hz), 4.24 (2H, s), 3.89 (3H, s) 2-16 CI is00 H 1H-NMR (CDCI3) a
ppm:7.97 (1H, br s), 7.35-7.20 (2H, m), 7.05-6.95 (2H, m), 5.81 (1H,
d, J=3.4Hz), 4.28 (2H, s), 3.88 (3H, s), 1.44 (9H, s)  [0319] [Table
27] Ex. No. Strc Physical data  2-17    10410 H a 0 ar 1H-NMR (CDCI3)
a ppm:8.10-7.80 (3H, m), 7.55-7.20 (9H, m), 6.95-6.90 (1H, m), 4.29
(2H, s), 3.88 (3H, s), 2.76 (2H, q, J=7.6Hz), 1.29 (3H, t, J=7.6Hz)
2-18 F F F400  H a a 1H-NMR (CDCI3) a ppm:8.37 (1H, br s), 8.00-7.65
(3H, m), 7.55-7.20 (9H, m), 4.32 (2H, s), 3.88 (3H, s) 2-19 Fxo tho
FFIIIP N1110o  S. H 1H-NMR (CDCI3) a ppm:8.24 (1H, br s), 8.00-7.80
(2H, m), 7.55-7.20 (9H, m), 7.00-6.90 (1 H, m), 4.29 (2H, s), 3.88
(3H, s) 2-20 0 01 0 /0 H 1H-NMR (CDCI3) a ppm:8.05-7.90 (2H, m),
7.65-7.50 (1H, m), 7.33 (1H, d, J=1.7Hz), 7.16 (1H, d, J=8.5Hz),
7.05-6.90 (2H, m), 4.57 (2H, s), 4.04 (3H, s), 1.14 (9H ,$) 2-21    H
MS(ESI, m/z) :350 (M+H)+ 



[0320] [Table 28] Ex. No.  Strc  Physical data 2-22 IP H NI, o o I
1H-NMR (CDCI3) a ppm:8.00-7.85 (2H, m), 7.60-7.50 (1H, m), 7.20-7.15
(2H, m), 7.10-7.00 (1H, m), 6.95-6.85 (1H, m), 4.59 (2H, s), 4.04
(3H, s), 2.73 (2H, q, J=7.6Hz), 1.40 (9H, s), 1.27 (3H, t, J=7.6Hz)
2-23 IP H IP   1H-NMR (CDCI3) a ppm:7.90-7.75 (3H, m), 7.35-7.20 (1H,
m), 7.15-7.10 (2H, m), 6.85-6.80 (1H, m), 4.32 (2H, s), 3.88 (3H, s),
2.43 (3H, s), 1.41 (9H, s) 2-24 1110 i H o o o i 1H-NMR (CDCI3)
appm:7.83 (1H, br s), 7.30-7.20 (1H, m), 7.15-6.85 (3H, m), 5.82 (1H,
d, J=3.5Hz), 4.29 (2H, s), 3.88 (3H, s), 2.44 (3H, s), 1.43 (9H, s)
2-25 NO H  0  1H-NMR (CDCI3) a ppm:8.05-7.75 (3H, m), 7.15-7.10(1H,
m), 7.05-6.95 (1H, m), 6.80-6.70 (1 H, m), 4.32 (211, s), 3.88 (3)-I,
s), 1.42 (9H, s) 2-26 140 . H 0   1H-NMR (CDCI3) a ppm:8.44 (1H, br
s), 7.95-7.70 (3H, m), 7.55-7.20 (9H, m), 4.31 (2H, s), 3.88 (3H, s)
[0321] (Example 3-1) Methyl
3-(6-chloro-l-methyl-2-phenyl-1H-indo1-3-ylmethypbenzoate  [0323] 5At
room temperature, to a solution of methyl
3-(6-chloro-2-pheny1-1H-indo1-3- 



ylmethypbenzoate (112 mg) in N,N-dimethylformamide (15 inL) was added
sodium hydride (content 55%, 13.6 mg) under an argon gas atmosphere,
and the mixture was stirred at room temperature for 0.5 hour under an
argon gas atmosphere. At room temperature, to the mixture was added
methyl iodide (0.030 mL), and the mixture was 10 stirred at room
temperature overnight under an argon gas atmosphere. To the reaction
mixture were added water and ethyl acetate, and the organic layer was
separated, washed with water and saturated brine successively, then
dried over anhydrous magnesium sulfate, and the solvent was
evaporated under reduced pressure. The obtained crude product was
purified by aminopropylated silica gel column chromatography (eluting
solvent: hexane- 15ethyl acetate) to obtain the title compound (41.2
mg). [0324]       1H-NMR (CDC13) 8 ppm: 7.85-7.75 (21I, m), 7.50-7.20
(91I, m), 7.03 (11I, dd, J=8.4, 1.8Hz), 4.07 (2H, s), 3.87 (3H, s),
3.59 (31I, s) [0325] 20In the same manner as in Example 3-1 using the
corresponding indole derivatives, Examples 3-2 to 3-12 below were
obtained. The structural formulae and the physical property values
thereof were shown in Tables 29 to 31.  [0326] [Table 29] Ex. No.
Strc  Physical data 3 - 2 Si 410. 0 1H-NMR (CDCI3) a ppm:7.95-7.85
(1H, m), 7.65-7.55 (1H, m), 7.50-7.25 (6H, m), 7.20-7.15 (1H, m),
6.83 (1H, d, J=2.2Hz), 6.74 (1H, d, J=8.6, 2.2Hz), 4.35 (2H, s), 4.01
(3H, s), 3.89 (3H, s), 3.60 (3H, s) 3 - 3 CI 0 410 o , 0 1H-NMR
(CDCI3) a ppm:7.95-7.85 (1H, m),  7.65-7.55 (1H, m), 7.50-7.30 (7H,
m), 7.15-7.05 (1H, m),7.03 (1H, dd, J=8.5, 1.8Hz), 4.33 (2H, s), 4.01
(3H, s), 3.61 (3H, s) 3 -4 CI 104. / 1H-NMR (CDCI3) a ppm:7.85-7.75
(2H, m), 7.30-7.15 (4H, m), 6.98 (1H, dd, J=8.4, 1.8Hz), 4.39 (2H,
s), 3.89 (3H, s), 3.87 (3H, s), 1.50 (9H, s) 3 - 5 01 00 \/ 41 0
1H-NMR (CDCI3) a ppm:7.55-7.30 (7H, m), 7.09 (1H, dd, J=8.5, 1.6Hz),
7.03 (1H, d, J=3.4Hz), 5.94 (1H, d, J=3.4Hz), 4.04 (2H, s), 3.86 (3H,
s), 3.59 (3H, s)  [0327] [Table 30] Ex. No.    Stro Physical data 3-6
GI *  00 I 0 1H-NMR (CDCI3) a ppm:7.35-7.20 (1H, m), 7.05-6.95 (2H,
m), 5.76 (1H, d, J=3.3Hz), 4.35 (2H, s), 3.88 (3H, s), 3.87 (3H, s),
1.53 (9H, s)   



o 1H-NMR (CDCI3) a ppm:7.90-7.75 (2H, m),    a   7.50-7.15 (9H, m),
7.00-6.90 (1H, m), 4.10-4.05 3 - 7    MO        (2H, m), 3.87 (3H,
s), 3.62(3H, s), 2.79 (2H, q,     a  J=7.6Hz), 1.31 (3H, t, J=7.6Hz)
1H-NMR (CDCI3) a ppm:7.95-7.85 (1H, m),    IS  0 o 7.65-7.55 (1H, m),
7.50-7.30 (6H, m), 7.20-7.10 3 - 8    I (2H, m), 7.00-6.90 (1H, m),
4.36 (2H, s), 4.02  



a  (3H, s), 3.63 (3H, s), 2.80 (2H, q, J=7.6Hz),       1.31 (3H, t,
J=7.6Hz)    FE      F is  a 1H-NMR (CDCI3) a ppm:7.90-7.60 (3H, m), 3
- 9    a 7.55-7.20 (9H, m), 4.15-4.05 (2H, s), 3.87 (3H,     a  s),
3.68 (3H, s)  [0328] [Table 31] Ex. No. Strc Physical data 3-10 F lb
IP 9  1H-NMR (CDCI3) a ppm:7.90-7.75 (2H, m), 7.55-7.15 (9H, M),
7.00-6.90 (1H, m), 4.08 (2H, s), 3.86 (3H, s), 3.62 (3H, s) 3-11 IS0
o 1 4 



1 H-NMR (CDCI3) a ppm:7.95-7.85 (1H, m), 7.65-7.55 (1H, m), 7.50-7.25
(6H, m), 7.20-7.10 (2H, m), 6.95-6.85 (1H, m), 4.36 (2H, s), 4.02
(3H, s), 3.62 (3H, s), 2.51 (3H, s) 3-12 0 10N / . 1H-NMR (CDCI3) a
ppm:7.95-7.85 (1H, m), 7.65-7.55 (1H, m), 7.50-7.10 (7H, m), 6.84
(1H, d, J=2.2Hz), 6.74 (1H, dd, J=8.7, 2.2Hz), 4.35 (2H, s), 4.11
(2H, q, J=7.0Hz), 4.01 (3H, s), 3.59 (3H, s), 1.45 (3H, t, =7.0Hz)
[0329] 5(Example 4-1)
6-(6-Methoxy-2-phenyl-1H-indo1-3-ylmethyl)pyridine-2-carboxylic acid
[0330] [Chem. 30] 0 OH 10[0331]       At room temperature, to a
solution of methyl 6-(6-methoxy-2-phenyl-1H-indo1-3-
ylmethyl)pyridine-2-carboxylate (0.427 g) in methanol (3.0
mL)-tetrahydrofuran (1 5 mL) was added 2 mol/L aqueous sodium
hydroxide solution (1.43 mL), and the solution was stirred at 65C for
1 hour. After cooling to room temperature, to the mixture was added 2
15 mol/L hydrochloric acid. The mixture was concentrated under
reduced pressure. To the  residue was added water, and the mixture
was pulverized with ultrasonic wave and then stirred for 15 minutes.
The precipitate was collected by filtration to obtain the title
compound (0.405 g). [0332] 51H-NMR (DMSO-d6) 8 ppm: 11.18 (1H, br s),
7.90-7.70 (4H, m), 7.50-7.25 (5H, m), 6.87 (1H, d, J=2.1Hz), 6.62
(1H, dd, J=8.7, 2.1Hz), 4.38 (2H, s), 3.77 (3H, s) MS (ESL rn/z): 359
(M+H)-E [0333]          In the same manner as in Example 4-1 using
the corresponding esters, Examples 4- 102 to 4-44 below were
obtained. The structural formulae and the physical property values
thereof were shown in Tables 32 to 40.  [0334] [Table 32] Ex. No.
Strc Physical data 4-2 0 0 .. OH H a.' WP 1H-NMR (DMSO-d6) 6
ppm:13.00-12.70 (1H, br), 11.19 (1H, s), 7.80-7.70 (2H, m), 7.60-7.25
(7H, m), 7.21 (1H, d, J=8.7Hz), 6.89 (1H, d, J=2.2Hz), 6.62 (1H, dd,
J=8.7, 2.2Hz), 4.26 (2H, s), 3.78 (3H, s) 4-3 0 Cl  ft OH H a W
1H-NMR (DMSO-d6) a ppm:12.86 (1H, s), 11.57 (1H, s), 7.80-7.30 (11H,
m), 6.98 (1H, dd, J=8.5, 1.9Hz), 4.30 (2H, s) 4-4  *0 OH H a W 1H-NMR
(DMSO-d6) a ppm:12.95-12.80 (1H, br), 11.50 (1H, br s), 7.80-7.20
(10H, m), 7.14 (1H, dd, J=10.0, 2.3Hz), 6.90-6.75 (1H, m), 4.29 (2H,
s) 4-5 0 Up * OH N H a W' 



1H-NMR (DMSO-d6) 6 ppm: 12.82 (1H, s), 11.15 (1H, s), 7.80-7.70 (2H,
m), 7.60-7.25 (7H, m), 7.19 (1H, d, J=8.6Hz), 6.90-6.85 (1H, m),
6.65-6.55 (1H, m), 4.26 (2H, s), 4.03 (2H, q, J=7.0Hz), 1.35 (3H, t,
J=7.0Hz) 4-6 So 0 NOH H a In 1H-NMR (CDCI3) 6 ppm: 8.08 (1H, br s),
7.55-7.30 (6H, m), 7.21(1H, d, J=3.5Hz), 6.91 (1H, d, J=2.2Hz), 6.80
(1H, dd, J=8.7, 2.2Hz), 6.05 (1H, d, J=3.5Hz), 4.27 (21-I, s), 3.87
(3H, s)  [0335] [Table 33] Ex. No. Strc Physical data 4-7 0 * * OH H
a 111F 1H-NMR (DMSO-d6) a ppm:12.85 (1H, br s), 11.20 (1H, s),
7.80-7.65 (2H, m), 7.60-7.30 (7H, m), 7.25-7.15 (2H, m), 6.79 (1H,
dd, J=8.1, 1.1Hz), 4.27 (2H, s), 2.39 (3H, .$) 4-8 0 0 * OH N H 1H-N
MR (CDCI3) a ppm:8.05-7.85 (2H, m), 7.70 (1H, br s), 7.45-7.25 (2H,
m), 7.16 (1H, d, J=8.6Hz), 6.83 (1H, d, J=2.2Hz), 6.68 (1H, dd,
J=8.6, 2.2Hz), 4.09 (2H, s), 3.82 (3H, s), 2.60 (2H, d, J=7.4Hz),
2.00-1.85 (1H, m), 0.94 (6H, d, J=6.7Hz) 4-9 0 * * OH H 1H-NMR
(CDCI3) a ppm:8.05-7.85 (2H, m), 7.70 (1H, br s), 7.45-7.25 (2H, m),
7.19 (1H, d, J=8.7Hz), 6.85 (1H, d, J=2.2Hz), 6.69 (1H, dd, J=8.7,
2.2Hz), 4.11 (2H, s), 3.83 (3H, s), 3.05-2.90 (1H, m), 1.80-1.50 (2H,
m), 1.28 (3H, d, J=7.0Hz), 0.83 (3H, t, J=7.4Hz) 4-10 0  ft OH H
1H-NMR (CDCI3) a ppm:8.05-7.85 (2H, m), 7.76 (1H, br s), 7.45-7.25
(2H, m), 7.20 (1H, d, J=8.6Hz), 6.85 (1H, d, J=2.2Hz), 6.69 (1H, dd,
J=8.6, 2.2Hz), 4.11 (2H, s), 3.82 (3H, s), 330-3.15 (1H, m), 1.30
(6H, d, J=7.0Hz) 4-11 0  it OH H 1H-NMR (DMSO-d6) a ppm:13.00-12.60
(1H, br), 10.44 (1H, s), 7.75-7.60 (2H, m), 7.40-7.30 (2H, m), 7.07
(1H, d, J=8.6Hz), 6.84 (1H, d, J=2.3Hz), 6.53 (1H, dd, J=8.6, 2.3Hz),
4.24 (2H, s), 3.73 (3H, s), 1.35 (9H, s)  [0336] [Table 34] Ex. No.
Strc Physical data 4-12 0 0 ft OH N / 1 S 1H-NMR (DMSO-d6) a
ppm:12.84 (1H, s), 11.14 (1H, s), 7.75-7.55(4H, m), 7.50-7.30(3H, m),
7.25(1H, d, J=8.6Hz), 6.86 (1H, d, J=2.2Hz), 6.62 (1H, dd, J=8.6,
2.2Hz), 4.30 (2H, s), 3.78 (3H, s) 4-13 1101oo 



N/OH H a IW 1H-NMR (CDCI3) a ppm:8.04 (1H, br s), 7.55-7.30 (6H, m),
7.25-7.15 (2H, m), 7.00-6.90(1H, m), 6.04 (1H, d, J=3.5Hz), 4.28 (2H,
s), 2.48 (3H, s) 4-14 0 40OH II 1H-NMR (DMSO-d6) a ppm:7.85-7.75 (2H,
m), 7.65-7.40 (5H, m), 7.35-7.20 (2H, m), 7.02 (1H, d, J=2.2Hz), 6.64
(1H, dd, J=8.6, 2.2Hz), 4.13 (2H, s), 3.80 (3H, s), MS(ESI, m/z) :
373 (M+H)+ 4-15 CI0 0 . OH H 1H-NMR (DMSO-d6) a ppm:12.81 (1H, s),
10.78 (1H, s), 7.75-7.60 (2H, m), 7.45-7.25 (3H, m), 7.20 (1H, d,
J=8.4Hz), 6.87 (1H, dd, J=8.4, 1.9Hz), 4.28 (21-1, s), 1.36(9H, s)
4-16 0 io 4. OH Ilk 1H-NMR (CDCI3) a ppm:7.95-7.80 (2H, m), 7.50-7.20
(8H, m), 6.83 (1H, d, J=2.2Hz), 6.74 (1H, dd, J=8.7, 2.2Hz), 4.09
(2H, s), 3.89 (3H, s), 3.59 (3H, s)  [0337] [Table 35] Ex. No. Strc
Physical data 4-17 0 Cl 0 \OH H Ilfr 1H-NMR (DMSO-d6) a
ppm:13.30-12.90 (1H, br), 11.54 (1H, s), 7.90-7.75 (4H, m), 7.55-7.30
(6H, M), 6.98 (11-1, dd, J=8.5, 1.9Hz), 4.38 (2H, s) MS(ESI, m/z) :
363 (M+H)+ 4-1 8 0 CI  * OH 410 1H-NMR (DMSO-d6) a ppm:12.82 (1H, s),
7.75-7.25 (11H, m), 7.02 (1H, dd, J=8.5, 1.8Hz), 4.05 (2H, s), 3.61
(3H, s) 4-19 0 CI si allOH / 4 1H-NMR (DMSO-d6) a ppm:13.40-12.70
(1H, br), 7.90-7.75 (2H, m), 7.70-7.40 (7H, m), 7.35-7.25 (1H, m),
7.01 (1H, dd, J=8.4, 1.8Hz), 4.15 (2H, s), 3.60 (3H, s) MS(ESI, m/z)
: 377 (M+H)+ 4-20 0 CI 04itOH 1H-NMR (CDCI3) a ppm:7.95-7.80 (2H, m),
7.35-7.20 (41-I, m), 6.99 (1H, dd, J=8.4, 1.8Hz), 4.40 (2H, s), 3.90
(3H, s), 1.50 (9H, s) 4-21 cl ah UPI00 OH a 



1H-NMR 1H-d6) a ppm:12.86 (1H, s), 11.57 (1H, s), 7.70-7.35 (7H, m),
7.09 (1H, d, J=3.3Hz), 7.02 (1H, dd, J=8.5, 1.8Hz), 6.23 (1H, d,
J=3.3Hz), 4.24 (2H, s)  [0338] [Table 36] Ex. No.  Strc  Physical
data 4-22 CI a IPo \ / H 0 OH 1H-NMR (DMSO-d6) a ppm:12.90-12.70 (1H,
br), 10.78 (1H, s), 7.37 (1H, d, J=8.5Hz), 7.35-7.25 (1H, m), 7.05
(1H, d, J=3.3Hz), 6.95-6.85 (1H, m), 6.06 (1H, d, J=3.3Hz), 4.24 (2H,
s), 1.41 (9H, s) 4-23  IP 40 H a la 0 OH 1H-NMR (DMSO-d6) a ppm:12.82
(1H, br s), 11.19 (1H, s), 7.80-7.70 (2H, m), 7.60-7.15 (9H, m),
6.85-6.75 (1H, m), 4.27 (2H, s), 2.68 (2H, q, J=7.6Hz), 1.22 (3H, t,
J=7.6Hz) 4-24 CI is0 41 0 OH 1H-NMR (DMSO-d6) a ppm:12.82 (1H, br s),
7.70-7.45 (7H, m), 7.15-7.00 (2H, m), 6.18 (1H, d, J=3.3Hz), 4.02
(2H, s), 3.60 (3H, s) 4-25 01 sh 41P0 / 0 OH 1H-NMR (DMSO-d6) a
ppm:13.00-12.70 (1H, br), 7.51 (1H, d, J=1.8Hz), 7.48 (1H, d,
J=8.5Hz), 7.04 (1H, d, J=3.4Hz), 6.99 (1H, dd, J=8.5, 1.8Hz), 5.99
(1H, d, J=3.4Hz), 4.32 (2H, s), 3.87 (3H, s), 1.52 (9H, s) 4-26   * a
0 OH 1H-NMR (DMSO-d6) a ppm:13.05-12.70 (1H, br), 7.75-7.20 (11H, m),
6.90-6.80 (1H, m), 4.03 (2H, s), 3.59 (3H, s), 2.80-2.65 (2H, m),
1.30-1.20 (3H, m) MS(ESI, m/z) : 370 (M+H)+  [0339] [Table 37] Ex.
No. Strc Physical data 



4-27 1110N0 OH ....-- 4 1H-NMR (DMSO-d6) 8 ppm:11.20 (1H, s),
7.90-7.70 (4H, m), 7.55-7.15 (6H, m), 6.90-6.80 (1H, m), 4.36 (2H,
s), 2.68 (2H, q, J=7.6Hz), 1.21 (3H, t, J=7.6Hz) MS(ESI, m/z) : 357
(M+H)+ 4-28 IPN 0 /OH a 1H-NMR (DMSO-d6) 8 ppm:7.90-7.20 (10H, m),
6.90-6.80 (1H, m), 4.14 (2H, s), 3.59 (3H, s), 2.75-2.65 (2H, m),
1.23 (3H, t, J=7.6Hz) MS(ESI, m/z) : 371 (M+H)+ 4-29 F F F 00 0 OH H
a W. 1H-NMR (DMSO-d6) 8 ppm:13.00-12.70 (1H, br), 11.87 (1H, s),
7.85-7.20 (12H, m), 4.34 (2H, s), 4-30 FE Fso0 AOOH 4 1H-NMR
(DMSO-d6) 8 ppm:13.00-12.70 (1H, br), 7.95-7.20(12H, m), 4.10 (2H,
s), 3.70 (3H, s) 4-31 F 0 a Fr lp0 N0 OH H a a 1H-NMR (CDC13) 8
ppm:8.25 (1H, br s), 8.05-7.85 (2H, m), 7.60-7.20 (9H, m), 7.00-6.90
(1H, m), 4.31 (2H, s)  [0340] [Table 38] Ex. No.  Strc  Physical data
4-32  F 0 0 1 o OH  1H-NMR (CDCI3) 5 ppm:7.95-7.85 (2H, m), 7.55-7.15
(9H, m), 7.00-6.90 (1H, m), 4.09 (2H, s), 3.62 (3H, s) 4-33 C is ir H
0 



OH 1H-NMR (DMSO-d6) 15 ppm:13.50-12.60 (1H, br), 10.80 (1H, s),
7.90-7.70 (2H, m), 7.40-7.25 (2H, m), 7.10-7.00 (1H, m), 6.90 (11-I,
dd, J=8.4, 1.8Hz), 4.41 (2H, s), 1.38 (9H, s) MS(ESI, m/z) : 343
(M+H)+ 4-34  0N H a e 0 OH 11-I-NMR (DMSO-d6) 5 ppm:13.30-12.90 (1H,
br), 11.15 (1H, s), 7.90-7.70 (4H, m), 7.50-7.25 (5H, m), 6.86 (1H,
d, J=2.1Hz), 6.61 (1H, dd, J=8.7, 2.1Hz), 4.35 (2H, s), 4.02 (2H, q,
J=6.9Hz), 1.34 (3H, t, J=6.9Hz) MS(ESI, m/z) : 373 (M+H)+ 4-35  100N
H 41 0 OH 1H-NMR (DMSO-d6) cippm:11.19 (11-I, s), 7.90-7.70 (4H, m),
7.55-7.15 (6H, m), 6.85-6.75 (1H, m), 4.36 (2H, s), 2.38 (3H, s)
MS(ESI, m/z) : 343 (M+H)+ 4-36  40o N.-- a OH 1H-NMR (DMSO-d6) a
ppm:7.85-7.70 (2H, m), 7.65-7.40 (5H, m), 7.35-7.20 (3H, m),
6.90-6.80 (1H, m), 4.14 (2H, s), 3.58 (31-I, s), 2.42 (3H, s) MS(ESI,
m/z) : 357 (M+H)+  [0341] [Table 39] Ex. No.   Strc  Physical data
4-37   ISo is OH  1H-NMR (DMSO-d6) a ppm:12.79 (1H, s), 10.44 (1H,
s), 7.75-7.65 (2H, m), 7.45-7.30 (2H, m), 7.20-7.05 (2H, m),
6.80-6.70 (1H, m), 4.25 (2H, s), 2.64 (2H, q, J=7.6Hz), 1.36 (9H, s),
1.19 (3H, t, J=7.6 Hz) 4-38 O  4 N 0 OH 1H-NMR (DMSO-d6) a
ppm:7.85-7.75 (2H, m), 7.65-7.40 (5H, m), 7.35-7.20 (2H, m), 7.00
(1H, d, J=1.9Hz), 6.64(1K, dd, J=8.6, 1.9Hz), 4.13 (2H, s), 4.07 (2H,
q, J=7.0Hz), 3.56 (3H, s), 1.35 (3H, t, J=7.0Hz) 



MS(ESI, m/z) : 387 (M+H)+ 4-39 0110 H I N I OH 0  1H-NMR (DMSO-d6) a
ppm:10.46 (1H, s), 7.85-7.70 (2H, m), 7.20-7.00 (3H, m), 6.80-6.70
(1H, m), 4.38 (2H, s), 2.64 (2H, q, J=7.6Hz), 1.37 (9H, s), 1.19 (3H,
t, J=7.6 Hz) MS(ESI, m/z) : 337 (M+H)+ 4-40  ii  0 is OH 1H-NMR
(DMSO-d6) a ppm:13.00-12.50 (1H, br), 10.42 (1H, s), 7.75-7.60 (2H,
m), 7.40-7.30 (21-I, m), 7.15-7.05 (2H, m), 6.75-6.65 (1H, m), 4.25
(2H, s), 2.35 (3H, s), 1.35 (9H, s). 4-41 H ISN  0 OH 1H-NMR
(DMSO-d6) a ppm:10.45 (1H, s), 7.85-7.70 (2H, m), 7.20-7.00 (3H, m),
6.75-6.65 (1H, m), 4.38 (2H, s), 2.35 (3H, s), 1.36 (9H, s) MS(ESI,
m/z) : 323 (M+H)+  [0342] [Table 40] Ex. No. Strc Physical data  it0
0 0H 1H-NMR (DMSO-d6) 8 ppm:12.90-12.60 (1H, br), 10.43 (1H, s), 4-42
\ H 7.22 (1H, d, J=8.1Hz), 7.15-6.95 (2H, m),   6.80-6.70 (1H, m),
6.02 (1H, d, J=3.4Hz),   4.21 (2H, s), 2.35 (3H, s), 1.40 (9H, s)
1H-NMR (DMSO-d6) a ppm:12.81 (1H,  * OH br s), 10.71 (1H, s),
7.80-7.60 (2H, m), 4-43 



H0 7.45-7.30 (2H, m), 7.25-7.00 (2H, m),   6.80-6.65 (1H, m), 4.27
(2H, s), 1.36 (9H,   s)  0   0 IA. OH 1H-NMR (DMSO-d6) a . 4-44
ppm:12.95-12.75 (1H, br), 12.01 (1H, s),  H a 7.90-7.25 (12H, m),
4.34 (2H, s)  W.   [0343] 5(Example 5-1) Ethyl
6-(6-methoxy-2-thiophen-3-y1-1H-indo1-3-ylmethyl)pyridine-2-carboxyla
te [0344]       At room temperature, to a solution of ethyl
612-(2-tert-butoxycarbonylamino-4-
methoxypheny1)-3-oxo-3-thiophen-3-ylpropyllpyridine-2-carboxylate
(0.411 g) in 10methylene chloride (4.0 inL) was added trifluoroacetic
acid (0.80 mL), and the solution was stirred for 1 hour. Under
ice-cooling, to the reaction mixture was added 1 mol/L aqueous sodium
hydroxide solution, and the mixture was stirred. The organic layer
was separated, dried over anhydrous sodium sulfate, and then
concentrated under reduced pressure. The obtained crude product was
purified by aminopropylated silica gel column 15chromatography
(eluting solvent: hexane-ethyl acetate) to obtain the title compound
(0.189g).       Further, the structural formula and the spectral data
of the title compound were shown in Table 41.  [0345]       In the
same manner as in Example 5-1 using the corresponding ketones,
Examples 5-2 to 5-24 below were obtained. The structural formulae and
the spectral data thereof were shown in Tables 41 to 46. 5[0346]
[Table 41] Ex. No.  Strc   Physical data 5-1 11101 H I s    1H-NMR
(CDCI3) 8 ppm:8.05 (1H, s), 7.90-7.85 (1H, m), 7.70-7.55 (2H, m),
7.45-7.20 (4H, m), 6.89 (1H, d, J=2.2Hz), 6.76 (1H, dd, J=8.8,
2.2Hz), 4.52 (2H, s), 4.51 (2H, q, 3=7.1Hz), 3.85 (3H, s), 1.48 (3H,
t, J=7.1Hz) 



5 - 2 SOo . \ o  1H-NMR (CDCI3) a ppm:8.06 (1H, s), 8.00-7.90 (1H,
m), 7.70-7.55 (1H, m), 7.45-7.15(511, m), 7.10-6.95 (1H, m), 6.91
(1H, d, J=2.2Hz), 6.76 (1H, dd, J=8.7, 2.2Hz), 4.53 (211, s), 4.51
(2H, q, J=7.2Hz), 3.86 (3H, s), 1.46 (3H, t, J=7.2Hz) 5 - 3 IINI .
N._ / 0 0 \ 1H-NMR (CDCI3) a ppm:8.00-7.80 (2H, m), 7.65-7.50 (1H,
m), 7.40-7.05 (6H, m), 6.89 (1H, d, J=2.2Hz), 6.73 (1H, dd, J=8.7,
2.2Hz), 4.29 (2H, s), 4.01 (3H, s), 3.85 (3H, s), 2.26 (3H, s) 5 -4
1110 110 N--. / o c'x 1H-NMR (CDCI3) a ppm:8.07 (1H, s), 8.00-7.90
(1H, m), 7.70-7.55 (1H, m), 7.45-7.05 (6H, m), 6.91 (1H, d, J=2.2Hz),
6.73 (1H, dd, J=8.7, 2.2Hz), 4.56 (2H, s), 4.04 (3H, s), 3.85 (3H,
s), 2.37 (3H, s)  [0347] [Table 42] Ex. No.   Strc   Physical data
IP  Ft_ o 0 1H-NMR (CDCI3) 6 ppm:8.05 (1H, s), 8.00-7.90 (1H, m),
7.70-7.55 (1H, m), 5 - 5      7.50-7.10 (6H, m), 6.91 (1H, d,
J=2.2Hz),   410    



6.73 (1H, dd, J=8.7, 2.2Hz), 4.54 (2H, s),       4.04 (3H, s), 3.85
(3H, s), 2.38 (3H, s)       1H7NMR (CDCI3) a ppm:8.15-7.85 (3H,     o
m), 7.70-7.45 (2H, m), 7.37 (1H, d,  lill  N__.  0 J=8.7Hz),
7.30-7.20 (1H, m), 6.87 (1H, d, 5 - 6 H     J=2.2Hz), 6.76 (1H, dd,
J=8.7, 2.2Hz),   0    6.70-6.65 (1H, m), 4.50 (2H, q, J=7.1Hz),
4.45 (2H, s), 3.84 (3H, s), 1.47 (3H, t,       



J=7.1Hz)       1H-NMR (CDCI3) a ppm:8.90-8.75 (1H,     0  m),
8.60-8.50 (1H, m), 8.34 (1H, s),    R.-  0 ' 8.05-7.85 (2H, m),
7.70-7.55 (iH, m), 5-7  / \          7.40-7.15 (3H, m), 6.92 (1H, d,
J=2.2Hz),   / \ N    6.77 (1H, dd, J=8.7, 2.2Hz), 4.51 (2H, s),
4.03 (3H, s), 3.86 (3H, s)     0 



1H-NMR (CDCI3) a ppm:8.03 (iH, s),   ISN   0 8.00-7.90 (1H, m),
7.70-7.45 (3H, m), 5 - 8 H  ,/   7.35-7.05 (4H, m), 6.91 (1H, d,
J=2.2Hz),   a    6.75 (1H, dd, J=8.7, 2.2Hz), 4.50 (2H, s),
4.04 (3H, s), 3.86 (3H, s)  [0348] [Table 43] Ex. No. Strc Physical
data 5 - 9 o *N0 F a 1H-NMR (CDCI3) 8 ppm:8.34 (1H, s), 8.00-7.90
(1H, m), 7.70-7.45 (3H, m), 7.40-7.05 (4H, m), 6.92 (1H, d, J=2.2Hz),
6.73 (1H, dd, J=8.7, 2.2Hz), 4.50 (2H, s), 4.04 (3H, s), 3.86 (3H, s)
5-10 oo IPo IP H o 1H-NMR (CDCI3) 8 ppm:8.00-7.80 (3H, m), 7.65-7.45
(2H, m), 7.40-7.20 (3H, m), 6.88 (1H, d, J=2.2Hz), 6.72 (1H, dd,
J=8.7, 2.2Hz), 6.65-6.55 (1H, m), 4.23 (2H, s), 3.88 (3H, s), 3.84
(3H, s) 5-11 o IPo  H o 1H-NMR (CDCI3) 8 ppm:8.00-7.80 (2H, m),
7.65-7.55(111, m), 7.33 (1H, d,. J=1.9Hz), 7.21 (1H, d, J=8.7Hz),
7.20-7.10 (111, m), 6.88 (1H, d, J=2.2Hz), 6.71 (1H, dd, J=8.7,
2.3Hz), 6.44 (1H, d, J=1.9Hz), 4.37 (2H, s), 4.03 (3H, s), 3.84 (3H,
s), 2.33 (3H, s) 5-12 



o  0N.....0 \ S 1H-NMR (CDCI3) 8 ppm:8.09 (111, s), 8.00-7.90 (1H,
m), 7.70-7.55(111, m), 7.35-7.05 (5H, m), 6.89 (1H, d, J=2.211z),
6.74 (1H, dd, J=8.7, 2.2Hz), 4.61 (211, s), 4.05 (3H, s), 3.85 (3H,
s)  [0349] [Table 44] Ex. No.   Strc  Physical data 5-13 IP CI  0 ft_
/ 0 1H-NMR (CDCI3) a ppm:8.16 (1H, s), 7.95-7.85 (1H, m), 7.65-7.40
(3H, m), 7.35-7.15(4H, m), 6.91 (1H, d, J=2.2Hz), 6.74 (1H, dd,
J=8.7, 2.2Hz), 4.38 (2H, s), 4.02 (3H, s), 3.85 (3H, s)   a    5-14
IP H 1 s o N 1 0 1H-NMR (CDCI3) a ppm:8.03 (1H, s), 8.00-7.90 (1H,
m), 7.70-7.55 (1H, m), 7.35-7.15 (3H, m), 7.05-6.95 (1H, m), 6.88
(1H, d, J=2.2Hz), 6.74 (1H, dd, J=8.7, 2.2Hz), 4.54 (2H, s), 4.05
(3H, s), 3.85 (3H, s), 2.50 (3H, d, J=0.9Hz) 5-15 .  o N 0 1H-NMR
(CDCI3) a ppm:8.10 (1H, s), 8.00-7.90 (1H, m), 7.70-7.50 (211, m),
7.45-7.10 (5H, m), 6.90 (1H, d, J=2.2Hz), 6.75 (1H, dd, J=8.7,
2.2Hz), 4.53 (2H, s), 4.04 (3H, s), 3.86 (3H, s) 5-16  4 CI o N, / 0
1H-NMR (CDCI3) a ppm:8.08 (1H, s), 8.00-7.90 (1H, m), 7.70-7.35 (5H,
m), 7.29 (1H, d, J=8.8Hz), 7.25-7.15 (1H, m), 6.90 (1H, d, J=2.2Hz),
6.75 (1H, dd, J=8.8, 2.2Hz), 4.51 (2H, s), 4.04 (3H, s), 3.85 (3H, s)



[0350] [Table 45] Ex. No. Strc Physical data  0 1H-NMR (CDCI3) a
ppm:8.39 (1H, s),  / 8.00-7.90 (1H, m), 7.65-7.50 (1H, m),  1101N/
7.34(1H, d, J=8.7Hz), 7.20-7.10 (1H, m), 5-17  6.88 (1H, d, J=2.2Hz),
6.75 (1H, dd, J=8.7,  H 0 2.2Hz), 6.39 (1H, d, J=3.3Hz), 6.03 (1H,
dd, J=3.3, 1.0Hz), 4.57 (211, s), 4.05 (3H,   s), 3.85 (3H, s), 2.34
(3H, s)  0 \ 1H-NMR (CDCI3) a ppm:8.32 (1H, s),
8.00-7.857.70-7.557.42 (2H, m),(1H, m),  ISN p (1H, d, J=8.8Hz), 7.34
(1H, s), 7.20-7.10 5-18    H (1H, m), 6.90 (1H, d, J=2.2Hz), 6.80
(1H,   dd, J=8.8, 2.2Hz), 4.57 (2H, s), 4.06 (3H,   s), 3.87 (3H, s)
0 / \ 11-I-NMR (CDCI3)appm:8.12 (1H, s),  ISN/ 8.00-7.90 (1H, in),
7.70-7.15 (9H, m), 6.98 5-19  (1H, dd, J=8.2, 1.3Hz), 4.57 (2H, s),
4.05  



(3H, s), 3.10-2.90(111, m), 1.31 (6H, d,  S J=6.9Hz)   1H-NMR (CDCI3)
a ppm:8.03 (1H, s),  0 8.00-7.90 (1H, m), 7.65-7.55 (1H, m),  11101N
0 7.35-7.10 (2H, m), 6.97 (1H, d, J=3.4Hz), 5-20 I    6.87 (1H, d,
J=2.2Hz), 6.85-6.65 (2H, m),  S,.... 4.59 (2H, s), 4.05 (311, s),
3.85 (3H, s),   2.49 (3H, s)  [0351] [Table 46] Ex. No.   Strc
Physical data 5-21 11110 H -0 N a2.2Hz), 0 0 I 1H-NMR (CDCI3) a
ppm:8.10 (1H, s), 8.00-7.90 (1H, m), 7.70-7.55 (1H, m), 7.40-7.00
(5H, m), 6.92 (1H, d, J=2.2Hz), 6.90-6.80 (1H, m), 6.74 (1H, dd,
J=8.7,        4.56 (2H, s), 4.04 (3H, s), 3.86 (3H, s), 3.77 (3H, s)
5-22 1110  a F N I 0 0 I 



1H-NMR (CDCI3) a ppm:8.01 (1H, s), 8.00-7.90 (1H, m), 7.75-7.60 (2H,
m), 7.50-7.40 (1H, m), 7.31 (1H, d, J=8.7Hz), 7.25-7.15 (2H, m), 6.95
(1H, d, J=2.2Hz), 6.76 (1H, dd, J=8.7, 2.2Hz), 4.48 (2H, s), 4.04
(3H, s), 3.86 (3H, s) 5-23 SO H SrN N 0 / 1H-NMR (CDCI3) a ppm:8.28
(1H, s), 8.00-7.90 (1H, m), 7.74 (1H, s), 7.65-7.55 (1H, m), 7.30
(1H, d, J=8.7Hz), 7.15-7.05 (1H, m), 6.86 (1H, d, J=2.2Hz), 6.74 (1H,
dd, J=8.7, 2.2Hz), 4.53 (2H, s), 4.04 (3H, s), 3.84 (3H, s), 2.71
(3H, s) 5-24  10 H . \ N F 0 / 1H-NMR (CDCI3) a ppm:8.23 (1H, s),
8.00-7.90 (1H, m), 7.85-7.45 (5H, m), 7.31 (1H, d, J=8.7Hz),
7.25-7.15 (1H, m), 6.91 (1H, d, J=2.2Hz), 6.76 (1H, dd, J=8.7,
2.2Hz), 4.52 (2H, s), 4.03 (3H, s), 3.85 (3H, s)    F F    [0352]
5(Example 6-1) Methyl
6-(6-fluoro-2-phenyl-1H-indo1-3-ylmethyl)pyridine-2-carboxylate
[0353]       Under ice-cooling, to a solution of
6-fluoro-2-phenyl-1H-indole (88.9 mg), methyl
6-formylpyridine-2-carboxylate (76.5 mg), and triethylsilane (0.200
mL) in methylene 10chloride (2.0 mL) was added dropwise
trifluoroacetic acid (0.049 InL) The mixture was stirred at the same
temperature for 5 minutes and then at room temperature for 14 hours.
Under ice-cooling, to the reaction mixture was added 1 mol/L aqueous
sodium hydroxide solution, and the mixture was stirred. The organic
layer was separated, dried over anhydrous sodium sulfate, and then
concentrated under reduced pressure. The obtained crude product was
purified by aminopropylated silica gel column chromatography (eluting
5solvent: hexane-ethyl acetate) to obtain the title compound (73.8
mg).       Further, the structural formula and the spectral data of
the title compound were shown in Table 47. [0354]         In the same
manner as in Example 6-1 using the corresponding indole derivatives,
10 Examples 6-2 to 6-10 below were obtained. The structural formulae
and the spectral data thereof were shown in Tables 47 and 48.  [0355]
[Table 47] Ex. No. Strc Physical data 6-1 0 0/ H a(2H, 1H-NMR (CDC13)
a ppm:8.20 (1H, s), 8.00-7.90 (1H, m), 7.70-7.25 (7H, m), 7.20-7.05
(2H, m), 6.90-6.75 (1H, m), 4.55 s), 4.04 (3H, s) 6-2 FE0 Fit H a(3H,



1H-NMR (CDC13) a ppm:8.41 (1H, s), 8.00-7.90 (1H, m), 7.75-7.10 (10H,
m), 4.57 (2H, s), 4.51 (2H, q, J=7.2Hz), 1.47 t, J=7.2Hz) 6-3 -0 lb \
j H a(3H, 1H-NMR (CDC13) 5 ppm:8.49 (1H, s), 8.00-7.90 (1H, m),
7.80-7.10 (10H, m), 4.54 (2H, s), 4.50 (2H, q, J=7.2Hz), 1.46 t,
J=7.2Hz) 6-4 o Fi40, / 410 1H-NMR (CDC13) 5 ppm:8.28 (1H, s),
8.00-7.90 (1H, m), 7.70-7.55 (3H, m), 7.50-7.25 (5H, m), 7.20-7.10
(1H, m), 7.00-6.90 (1H, m), 4.55 (2H, s), 4.51 (2H, q, J=7.2Hz), 1.47
(3H, t, J=7.2Hz) 6 -5  0 1101,0 H 1H-NMR (CDCI3) 5 ppm:8.00-7.85 (2H,
m), 7.65-7.50 (1H, m), 7.15 (1H, d, J=8.7Hz), 7.10-7.00 (1H, m), 6.86
(1H, d, J=2.2Hz), 6.68 (1H, dd, J=8.7, 2.2Hz), 4.57 (2H, s), 4.51
(2H, q, J=7.2Hz), 3.83 (3H, s), 1.46 (3H, t J=7.2Hz), 1.40 (9H, s)
[0356] [Table 48] Ex. No. Strc Physical data 6-6 o 1    zt -o 1H-NMR
(CDCI3) a ppm:9.08 (1H, s), 8.83 (1H, d, J=1.9Hz), 8.04 (1H, d,
J=1.9Hz), 8.00-7.90(111, m), 7.70-7.55 (1H, m), 7.52 (11-I, d,
J=8.7Hz), 7.40-7.25   (1H, m), 6.90 (1H, d, J=2.2Hz), 6.82(1K,   dd,
J=8.7, 2.2Hz), 4.61 (2H, s), 4.51 (2H, q,   J=7.2Hz), 3.87 (3H, s),
1.48 (3H, t,   J=7.2Hz)  CI qt, 0 so/ 1H-NMR (CDCI3) a ppm:8.19 (1H,
s),   7.95-7.80(211, m), 7.42 (1H, dd, J=5.0, 6-7  2.9Hz), 7.36 (1H,
d, J=1.811z), 7.35-7.20  H 



(5H, m), 7.02 (11-I, dd, J=8.5, 1.8Hz), 4.29  1   S (21-I, s), 3.88
(3H, s)  0 1H-NMR (CDCI3) a ppm:8.30 (1H, s),  CI s 8.00-7.90 (1H,
m), 7.73 (1H, dd, J=3.0,  \ Illr 1.4Hz), 7.70-7.55 (1H, m), 7.42 (1H,
dd, 6-8     J=5.1, 3.0Hz), 7.45-7.30 (3H, m), 7.25-7.15  H   1 (11-I,
m), 7.05(11-f, dd, J=8.4, 1.8Hz),  S 4.55-4.45 (4H, m), 1.47 (3H, t,
J=7.1Hz)  0 1H-NMR (CDCI3) a ppm:8.26 (1H, s),  CI 8.00-7.90 (1H, m),
7.70-7.50 (3H, m), 7.34  * \ j    (1H, d, J=1.8Hz), 7.34 (1H, d,
J=8.5Hz), 6-9 /   H 7.25-7.05 (3H, m), 7.04 (1H, dd, J=8.5,  .
1.8Hz), 4.55-4.40 (4H, m), 1.46 (3H, t,   



J=7.1Hz)  a * 0 1H-NMR (0D013) a ppm:8.18 (1H, s),  0/ 7.95-7.80 (2H,
m), 7.50-7.40(2K, m), 7.37 6-10  (1H, d, J=1.8Hz), 7.35-7.05(5H, m),
7.02  41 (1H, dd, J=8.5, 1.8Hz), 4.23 (2H, s), 3.88 (3H, s)  [0357]
(Example 7) Ethyl
3-(6-methoxy-2-pyridin-3-y1-1H-indo1-3-ylmethyDbenzoate [0358]
5[Chem. 31] [0359]        Under ice-cooling, to a solution of ethyl
3-(6-methoxy-2-pyridin-3-y1-1H-indole3-carbonyl)benzoate (0.12 g) in
tetrahydrofuran (1.5 mL)-ethanol (1.5 rilL) was added 10% 10
palladium-carbon (125 mg, wet), and the mixture was stirred overnight
at room temperature under a hydrogen atmosphere, and then at 40C for
8 hours. The reaction mixture was filtered through Celite (registered
trademark) to remove the insoluble materials. The filtrate was
concentrated under reduced pressure. To the residue was added a
solution of methylene chloride (3 mL), then under ice-cooling,
triethylsilane 15(0.105 mL) and trifluoroacetic acid (0.277 mL) were
added successively thereto, and the mixture was stirred at room
temperature overnight. The reaction mixture was purified by
anainopropylated silica gel column chromatography (eluting solvent:
hexane-ethyl acetate) to obtain the title compound (41.8 mg). [0360]
201H-NMR (CDC13) 8 ppm: 8.85-8.70 (1H, m), 8.65-8.50 (1H, m), 8.10
(1H, s), 8.00-7.70 (3H, m), 7.40-7.20 (4H, m), 6.93 (1H, d, J=2.2Hz),
6.75 (1H, dd, J=8.7, 2.2Hz), 4.35 (2H, q, J=7.1Hz), 4.28 (2H, s),
3.86 (3H, s), 1.37 (3H, t, J=7.1Hz) MS (ES1, m/z)=387 (M+H)+ [0361]
25(Example 8-1) Ethyl
6-(6-chloro-2-pyridin-3-y1-1H-indo1-3-ylmethyDpyridine-2-carboxylate
[0362] At room temperature, to a solution of ethyl
6-[(6-chloro-2-pyridin-3-y1-1H-indo1-
3-yDhydroxymethyl]pyridine-2-carboxylate (72.0 mg) in methylene
chloride (1.5 mL) 30were added triethylsilane (0.034 mL) and
trifluoroacetic acid (0.163 mL) successively, and the mixture was
stirred for 7 hours. The reaction mixture was purified by
aminopropylated silica gel column chromatography (eluting solvent:
hexane-ethyl acetate) to obtain the title compound (49.5 mg).
Further, the structural formula and the spectral data of the title
compound were 5 shown in Table 49. [0363]       In the same manner as
in Example 8-1 using the corresponding alcohol, Example 8-2 below was
obtained. The structural formula and the spectral data thereof were
shown in Table 49. 10[0364] [Table 49] Ex. No.   Strc  Physical data
1H-NMR (DMSO-d6) 5 ppm:11.68 (1H, s), 9.10-9.00 (1H, m), 8.65-8.55
(1H, m),  ci ah 



0   IP  N  8.50-8.40 (1H, m), 7.95-7.80 (2H, m), 8-1 11 /   7.65-7.50
(3H, m), 7.41 (1H, d, J=1.9Hz),   \   7.02 (1H, dd, J=8.6, 1.9Hz),
4.40-4.25   N -   (4H, m), 1.33 (3H, t, J=7.1Hz)      MS(ESI, m/z) =
392 (M+H)+  / co  == 1H-NMR (CDCI3) a ppm:8.78 (1H, s),   8.14 (1H,
s), 8.11 (1H, s), 8.00-7.90 (1H,   m), 7.70-7.55 (1H, m), 7.38 (1H,
d, 8 - 2  J=8.7Hz), 7.20-7.10 (1H, m), 6.88 (1H, d,   J=2.2Hz), 6.77
(1H, dd, J=8.7, 2.2Hz),   4.54 (21-1, s), 4.51 (2H, q, J=7.1Hz), 3.85



(3H, s), 1.47 (3H, t, J=7.1Hz)   MS(ESI, m/z) = 394 (M+H)+  [0365]
(Example 9) 15Ethyl
2-(6-methoxy-2-pheny1-1H-indo1-3-ylmethypthiazole-4-carboxylate
[0366] [Chem. 32]  [0367] 5At room temperature, to a solution of
ethyl 2-[hydroxy-(6-methoxy-2-pheny1-1H-
indo1-3-yemethyl]thiazole-4-carboxylate (69.0 mg) in methylene
chloride (1.7 inL) was added triethylsilane (0.135 mL) under an argon
gas atmosphere. Under ice-cooling, to the mixture was added dropwise
slowly a borontrifluoride ethyl ether complex (0.107 mL). The mixture
was stirred for 10 minutes under the same condition and at room
temperature 10 for 15 minutes. To the reaction mixture was added a
saturated aqueous sodium hydrogen carbonate solution. The organic
layer was separated, and the layer was dried over anhydrous sodium
sulfate and then concentrated under reduced pressure. The obtained
crude product was purified by aminopropylated silica gel column
chromatography (eluting solvent: hexane-ethyl acetate) to obtain the
title compound (17.0 mg). 15[03 68]       1H-NMR (CDC13) ppm: 8.13
(1H, br s), 7.99 (1H, s), 7.60-7.30 (6H, m), 6.93 (1H, d, J=2.111z),
6.79 (11-1, dd, J=8.7, 2.1Hz), 4.61 (211, s), 4.45 (2H, q, J=7.2Hz),
3.87 (311, s), 1.43 (3H, t, J=7.2Hz) MS (ESI, m/z)=393 (M+H)+ 20[03
69] (Example 10)
6-(6-Hydroxymethy1-2-phenyl-1H-indo1-3-ylmethyl)pyridine-2-carboxylic
acid [0370] [Chem. 33] OH 25  OH  [0371]       At room temperature,
to a solution of ethyl
6-(6-acetoxymethy1-2-pheny1-1Hindo1-3-ylmethyl)pyridine-2-carboxylate
(66.0 mg) in tetrahydrofuran (1 mL)-ethanol (0.5 mL) was added 2
mol/L aqueous sodium hydroxide solution (0.31 mL), and the mixture 5
was stirred at 30C overnight. The reaction mixture was concentrated
under reduced pressure. To the residue was added water, followed by
dropwise addition of 2 mol/L hydrochloric acid (0.31 mL), and the
mixture was stirred for 20 minutes. The precipitate was collected by
filtration to obtain the title compound (41.4 mg). [0372] 101H-NMR
(CDC13) 8 ppm: 11.29 (1H, s), 7.90-7.70 (4H, m), 7.55-7.25 (6H, m),
6.95-6.85 (1H, m), 5.15-5.10 (1H, m), 4.60-4.50 (2H, m), 4.38 (2H, s)
MS (ESI, m/z)=359(M411)+ [0373] (Example 11-1)
156-(6-Methoxy-2-thiophen-3-y1-1H-indo1-3-ylmethyppyridine-2-carboxyl
ic acid [0374]       To a solution of ethyl
6-(6-methoxy-2-thiophen-3-y1-1H-indo1-3-
ylmethyppyridine-2-carboxylate (0.187 g) in tetrahydrofuran (3.6
mL)-ethanol (1 8 mL) was added 1 mol/L aqueous sodium hydroxide
solution (1 4 irtL), and the mixture was 20stirred at 60C for 2
hours. After cooling to room temperature, the reaction mixture was
evaporated under reduced pressure. The residue was diluted with
water, and then under ice-cooling, to the mixture was added 1 mol/L
hydrochloric acid (1.4 mL) The precipitate was collected by
filtration to obtain the title compound (0.171 g). Further, the
structural formula and the spectral data of the title compound were
25 shown in Table 50. [0375]       In the same manner as in Example
11-1 using the corresponding esters, Examples 11-2 to 11-38 below
were obtained. The structural formulae and the spectral data thereof
were shown in Tables 50 to 57.  [0376] [Table 50] Ex. No.   Strc
Physical data 11-1 / \ I / n 



-0 11-I-NMR (DMSO-d6) a ppm:13.40-12.80 (1H, br), 11.12 (1H, s), 8.08
(1H, dd, J=2.9, 1.1Hz), 7.90-7.75 (2H, m), 7.66 (1H, dd, J=5.0,
2.9Hz), 7.57 (1H, dd, J=5.0, 1.1Hz), 7.41 (1H, d, J=8.6Hz), 7.40-7.30
(1H, m), 6.85 (1H, d, J=2.2Hz), 6.64 (1H, dd, J=8.6, 2.2Hz), 4.37
(2H, s), 3.77 (3H, s) MS (ESI, m/z) = 365 (M+H)+ 11-2   IS0 a I\L OH
1H-NMR (DMSO-d6) a ppm:13.50-12.50 (1H, br), 11.47 (1H, s), 7.90-7.75
(4H, m), 7.55-7.30 (5H, m), 7.12 (1H, dd, J=10.0, 2.2Hz), 6.90-6.75
(1H, m), 4.38 (2H, s) MS (ESI, m/z) = 347 (M+H)+ 11-3 F F F so 410. N
0 OH 1H-NMR (DMSO-d6) a ppm:11.86 (1H, s), 7.95-7.30 (10H, m), 7.26
(1H, dd, J=8.5, 1.2Hz), 4.42 (2H, s) MS(ESI, m/z) = 397 (M+H)+ 11-4 N
le 4 .- 0 OH 1H-NMR (DMSO-d6) a ppm:11.99 (1H, s), 7.95-7.75 (5H, m),
7.64 (1H, d, J=8.3Hz), 7.60-7.35 (4H, m), 7.31 (1H, dd, J=8.3,
1.2Hz), 4.41 (2H, s) MS(ESI, m/z) = 354 (M+H)+ 11-5  0 a N ...- 0 OH
1H-NMR (DMSO-d6) a ppm:11.26 (1H, s), 7.90-7.30 (7H, m), 7.25-7.10
(1H, m), 6.86 (1H, d, J=2.2Hz), 6.65 (1H, dd, J=8.7, 2.2Hz), 4.36
(2H, s), 3.77 (3H, s) MS (ESI, m/z) = 377 (M+H)+  [0377] [Table 51]
Ex. No.   Strc   Physical data  11-6 0 



? . OH 1H-NMR (DMSO-d6) a ppm:10.99 (1H, s), 7.90-7.70 (2H, m),
7.50-7.10 (6H, m), 6.82 (1H, d, J=2.2Hz), 6.59 (1H, dd, J=8.7,
2.2Hz), 4.07 (2H, s), 3.75 (3H, s), 2.22 .(3H, s) MS(ESI, m/z) = 373
(M+H)+    a      11-7 SI a N --.. ---- 0 OH 1H-NMR (DMSO-d6) a
ppm:11.15 (1H, s), 7.90-7.75 (2H, m), 7.70-7.60 (1H, m), 7.55-7.45
(1H, m), 7.40-7.25 (311, m), 7.20-7.10 (1H, m), 6.86 (1H, d,
J=2.2Hz), 6.63 (1H, dd, J=8.6, 2.2Hz) 4.35 (2H, s); 3.77 (3H, s),
2.36 (3H, s) MS(ESI, m/z) = 373(M+H)+  11-8 10 4/ N 0 OH 1H-NMR
(DMSO-d6) a ppm:11.13 (1H, s), 7.90-7.75 (2H, m), 7.70-7.60 (2H, m),
7.35-7.20 (4H, m), 6.86 (1H, d, J=2.2Hz), 6.61 (1H, dd, J=8.8,
2.2Hz), 4.34 (2H, s), 3.76 (3H, s), 2.34 (3H, s) MS(ESI, m/z) =
373(M+H)+  11 -9 F '(-F IP a N ...-- 0 OH 1H-NMR (DMSO-d6) a
ppm:14.00-12.50 (1H, br), 11.66 (1H, s),  7.90-7.75 (4H, m),
7.60-7.30 (6H, m), 7.00-6.90 (1H, m), 4.39 (2H, s) MS (ESI, m/z) =
413 (M+H)+ 1 1 -10 1110 ' H \ o  o 



OH 1H-NMR (DMSO-d6) a ppm:11.04 (1H, s), 8.45-8.35 (1H, m), 7.90-7.70
(3H, m), 7.50-7.35 (2H, m), 7.05-6.90 (1H, m), 6.83 (1H, d, J=2.2Hz),
6.65(1H, dd, J=8.7, 2.2Hz), 4.32 (2H, s), 3.77 (3H, s) MS(ESI, m/z) =
349(M+H)+  [0378] [Table 52] Ex. No.   Strc   Physical data 1 1 - 1 1
40 ? N \ o OH 1H-NMR (DMSO-d6) a ppm:11.34 (1H, s), 9.05-8.25 (3H,
m), 7.90-7.80 (2H, m), 7.55-7.35 (3H, m), 6.88 (1H, d, J=2.2Hz), 6.65
(1H, dd, J=8.7, 2.2Hz), 4.35 (2H, s), 3.78 (3H, s) MS(ESI, m/z) = 360
(M+H)+        1 1 - 12    o OR 110 1H-NMR (DMSO-d6) a ppm:10.45 (1H,
s), 7.90-7.70 (2H, m), 7.15 (1H, d, J=8.7Hz), 7.10-7.00 (1H, m), 6.83
(1H, d, J=2.2Hz), 6.55 (1H, dd, J=8.7, 2.2Hz), 4.37 (2H, s), 3.73
(3H, s), 1.36 (9H, s) MS(ESI, m/z)= 339 (M+H)+ 11-13 o IP 4  I OR
1H-NMR (DMSO-d6) a ppm:11.18 (1H, s), 7.90-7.75 (4H, m), 7.40-7.25
(4H, m), 6.86 (1H, d, J=2.2Hz), 6.62 (1H, dd, J=8.7, 2.2Hz), 4.31
(2H, s), 3.76 (3H, s) MS (ESI, m/z)= 377 (M+H)+ 11-14 401 N ---. 0
a2.2Hz), OH 1H-NMR (DMSO-d6) a ppm:11.15 (1H, s), 7.85-7.75 (3H, m),
7.50-7.20 (5H, m), 6.87 OH, d, J=2.2Hz), 6.61 (1H, dd, J=8.7, 4.20
(2H, s), 3.76 (3H, s) MS (ESI, m/z) = 377 (M+H)+ 1 1 - 1 5 



0 if 0 OR 110 1H-NMR (DMSO-d6) 6 ppm:13.00-12.60 (1H, br), 11.03 (1H,
s), 8.00-7.90 (1H, m), 7.80-7.65 (3H, m), 7.50-7.30 (2H, m), 7.25
(1H, d, J=8.7Hz), 6.90-6.85 (1H, m), 6.84 (1H, d, J=2.2Hz), 6.61 (1H,
dd, J=8.7, 2.2Hz), 4.24 (2H, s), 3.77 (3H, s) MS(ESI, m/z) = 348
(M+H)+  [0379] [Table 53] Ex. No.   Strc   Physical data 1 1 - 16 O
ISOH 1 0 1 0  1H-NMR (DMSO-d6) 5 ppm:10.85 (1H, s), 7.95-7.75 (2H,
m), 7.61 (1H, d, J=1.9Hz), 7.35-7.25 (1H, m), 7.21 (1H, d, J=8.7Hz),
6.84 (1H, d, J=2.2Hz), 6.77 (1H, d, J=1.9Hz), 6.58 (1H, dd, J=8.7,
2.2Hz), 4.18 (2H, s), 3.75 (3H, s), 2.34 (31-I, s) MS(ESI, m/z) = 36
11-17 IS $ ".. N 0 OH  1H-NMR (DMSO-d6) 8 ppm:11.24 (1H, s),
7.85-7.70 (2H, m), 7.60-7.50 (2H, m), 7.32 (1H, d, J=8.7Hz),
7.25-7.10 (2H, m), 6.86 (1H, d, J=2.2Hz), 6.63 (1H, dd, J=8.7,
2.2Hz), 4.43 (2H, s), 3.77 (3H, s) MS (ESI, rn/z) = 365 (M+H)+  1 1 -
1 8  IS I 4 N N. 0 OH 1H-NMR (DMSO-d6) 6 ppm:11.11 (1H, s), 7.85-7.70
(3H, m), 7.65-7.55 (1H, m), 7.50-7.35 (2H, m), 7.30-7.15 (2H, m),
6.84 (1H, d, J=2.2Hz), 6.61 (1H, dd, J=8.7, 2.2Hz), 4.10 (2H, s),
3.75 (3H, s) MS(ESI, m/z) = 393(M+H)+ 11 - 1 9  SO. 1)   OH 1H-NMR
(DMSO-d6) 6 ppm:11.28 (1H, s), 925 (1H, d, J=1.9Hz), 8.26 (1H, d,
J=1.9Hz), 7.85-7.70 (2H, m), 7.43 (1H, d, J=8.6Hz), 7.40-7.30 (1H,
m), 6.89 (1H, d, J=2.2Hz), 6.64 (1H, dd, J=8.6, 2.2Hz), 4.63 (2H, s),
3.77 (3H, s) MS(ESI, m/z) = 366(M+H)+ 11 - 20 



110 /I sl  o OH 1H-NMR (DMSO-d6) 6 ppm:11.04 (1H, s), 7.90-7.70 (3H,
m), 7.41 (1H, d, J=8.7Hz), 7.40-7.30 (2H, m), 6.83 (1H, d, J=2.2Hz),
6.64 (1H, dd, J=8.7, 2.2Hz), 4.35 (2H, s), 3.76 (3H, s) MS (ESI, mu)
= 379 (M+H)+  [0380] [Table 54] Ex. No. Strc  Physical data 11-21 lb
a  o OH 1H-NMR (DMSO-d6) a ppm:11.27 (1H, s), 7.90-7.75 (4H, m),
7.55-7.30 (4H, m), 6.86 (1H, d, J=2.2Hz), 6.65 (1H, dd, J=8.7,
2.2Hz), 4.35 (2H, s), 3.77 (3H, s) MS (ES!, m/z) = 393 (M+H)+ 11-22
'? 4 CI  o OH 1H-NMR (DMSO-d6) a ppm:11.25 (1H, s), 7.95-7.80 (4H,
m), 7.60-7.30 (4H, m), 6.87 (1H, d, J=2.2Hz), 6.64 (1H, dd, J=8.7,
2.2Hz), 4.35 (2H, s), 3.77 (3H, s) MS(ESI, rn/z) = 393 (M+H)+ 1 1 -23
401 I \  o OH 1H-NMR (DMSO-d6) a ppm:11.69 (1H, s), 9.05-8.95 (1H,
m), 8.65-8.55 (1H, m), 8.45-8.30 (1H, m), 7.90-7.80 (2H, m),
7.60-7.35 (411, m), 7.01 (1H, dd, J=8.5, 1.9Hz), 4.37 (2H, s) MS(ESI,
m/z) = 364(M+H)+ 11-24 IS H sN \.....  0 0)-1 1H-NMR (DMSO-d6) a
ppm:11.39 (1H, s), 9.09 (1H, d, J=0.6Hz), 8.40 (1H, d, J=0.6Hz),
7.90-7.75 (2H, m), 7.41 (1H, d, J=8.7Hz), 7.35-7.20 (1H, m), 6.86
(1H, d, J=2.2Hz), 6.66 (1H, dd, J=8.7, 2.2Hz), 4.39 (2H, s), 3.78
(3H, s) MS(ESI, m/z) = 366(M+H)+ 11-25 la o N  



OH 1H-NMR (DMSO-d6) a ppm:11.15 (1H, s), 7.90-7.70 (2H, m), 7.36 (1H,
d, J=8.7Hz), 7.30-7.20 (1H, m), 6.84 (1H, d, J=2.2Hz), 6.71 (1H, d,
J=3.3Hz), 6.62 (111, dd, J=8.7, 2.2Hz), 6.20 (1H, dd, J=3.3, 1.0Hz),
4.43 (2H, s), 3.76 (3H, s), 2.33 (3H, s) MS(ESI, m/z) = 363 (M+H)+
[03 81] [Table 55] Ex. No.   Strc Physical data 1 1-2 6 0 0 z * -0
1H-NMR (DMSO-d6) a ppm: 12.86 (1H, s), 11.35 (1H, s), 8.80-8.70 (1H,
m), 8.55-8.45 (1H, m), 8.00-7.85 (1H, m), 7.80-7.65 (2H, m),
7.55-7.30 (3H, m), 7.28 (1H, d, J=8.8H1), 6.90 (1H, d, J=2.2H1), 6.65
(1H, dd, J=8.8, 2.2Hz), 4.29 (211, s), 3.79 (3H, s) MS(ESI, m/z) =
359(M+H)+ 1 1 -2 7  40 H 0N ..#  N0 OH 1H-NMR (DMSO-d6) 6 ppm: 11.43
(1H, s), 8.49 (1H, s), 7.90-7.75 (2H, m), 7.72 (1H, s), 7.45 (1H, d,
J=8.6Hz), 7.40-7.25 (1H, m), 6.95-6.60 (2H, m), 4.42 (2H, s), 3.77
(3H, s) MS (ESI, m/z) = 350 (M+H)+ 11-28 a it 4.1 1 S 0 OH * 1H-NMR
(DM50-d6) 6 ppm:12.85 (1H, s), 11.51 (1H, s), 7.80-7.65(4H, m),
7.50-7.30 (5H, m), 6.97 (1H, dd, J=8.5, 1.9Hz), 4.34 (2H, s) MS(ESI,
m/z) = 366 (M-H)- 1 1 -2 9  le / / \ S o ryOH 1H-NMR (DMSO-d6) 6
ppm:11.50 (1H, s), 8.23 (1H, dd, J=3.0, 1.3Hz), 7.95-7.75 (2H, m),
7.71 (1H, dd, J=5.0, 3.0Hz), 7.61 (1H, dd, J=5.0, 1.3Hz), 7.57 (1H,
d, J=8.5Hz), 7.45-7.30 (2H, m), 7.00 (1H, dd, J=8.5, 1.9Hz)1 4.40
(2H, s) MS(ESI, m/z) = 369 (M+H)+ 1 1 -30 CI TIL IPA . 



0 OH 1H-NMR (DM50-d6) a ppm:13.30-12.70 (1H,130, 11.55 (111, s),
8.00-7.75 (4H, m), 7.55-7.25 (5H, m), 6.98 (1H, dd, J=8.5, 1.9Hz),
4.34 (2H, s) MS(ESI, m/z) = 381 (M+H)+  [0382] [Table 56] Ex. No.
Strc Physical data 1 1 -3 1 cio is * OH 41 1H-NMR (DMSO-d6) a
ppm:12.86 (1H, m), 11.58 (1H, m), 7.80-7.55 (4H, m), 7.50-7.25 (6H,
m), 7.05-6.95 (1H, m), 4.27 (2H, s) MS(ESI, m/z) = 378 (M-H)- 1 1 -3
2 IP OH 411 1H-NMR (DMSO-d6) a ppm: 11.21 (1H, s), 7.90-7.70 (4H, m),
7.55-7.15 (6H, m), 6.88 (1H, dd, J=8.4, 1.4Hz), 4.36 (2H, s),
3.05-2.85 (1H, m), 1.24 (6H, d, J=6.9Hz) MS(ESI, m/z) = 371(M+H)+ 1 1
-3 3  = 0 0 z/ \ _ I \ -.CO / \ zs 1H-NMR (DMSO-d6) a ppm:
13.50-12.50 (1H, br), 11.16 (1H, s), 7.90-7.75 (2H, m), 7.31 (1H, d,
J=3.6Hz), 7.28 (1H, d, J=8.7Hz), 7.25-7.15 (1H, m), 6.90-6.80 (2H,
m), 6.61 (1H, dd, J=8.7, 2.2Hz,), 4.41 (2H, s), 376 (3H, s), 2.45
(3H, s) MS (ESI, m/z) = 379 (M+H)+ 1 1 -34 *o INC-OH    II -o 1H-NMR
(DMSO-d6) 8 ppm: 11.19 (1H, s), 7.90-7.75(2H, m), 7.40-7.25 (5H, m),
6.95-6.85 (2H, m), 6.63 (1H, dd, J=8.7, 2.2Hz), 4.37 (2H, s), 3.77
(3H, s), 3.76 (3H, s) MS (ESI, m/z) = 389 (M+H)+ 1 1 -3 5 = 0 0 Z1 \
_ * U_ --, C.) 1 a ZS 1H-NMR (DMSO-d6) a ppm:13.50-12.50 (1H, br),
11.27 (1H, s), 8.15 (1H, dd, J=2.2, 7.0Hz), 7.90-7.80 (3H, m),
7.55-7.45 (2H, m), 7.40 (1H, d, J=8.6Hz), 6.85 (1H, d, J=2.2Hz), 6.65
(1H, dd, J=2.2, 8.6Hz), 4.31 (2H, s), 3.77 (3H, s) MS(ESI, m/z) = 411
(M+H)+  [0383] [Table 57] 



Ex. No.   Strc  Physical data      0 1H-NMR (DMSO-d6) a ppm:11.32
(1H,   O  N OH s), 8.12 (1H, s), 7.90-7.70 (2H, m), 7.37   I*    (1H,
d, J=8.8Hz), 7.30-7.20 (1H, m), 6.84 1 1 -36 H    (1H, d, J=2.2Hz),
6.64 (1H, dd, J=8.8, 2.2Hz), 4.37 (2H, s), 3.77 (3H, s), 2.67
(3H, s)       MS(ESI, rrt/z) = 380 (M+H)+ 11 -3 7 0 N a  . OH 



1H-NMR (DMSO-d6) a ppm:13.20-12.80 (1H, br), 11.32 (1H, s), 8.16 (1H,
s), 7.65-7.55 (2H, m), 7.55-7.45 (2H, m), 7.40-7.30 (2H, m), 6.90
(1H, d, J=2.2Hz), 6.68 (1H, dd, J=2.2, 8.8Hz), 4.51 (2H, s), 3.79
(3H, s)       MS(ESI, m/z) = 365 (M+H)+   IP  N 0 OH 1H-NMR (DMSO-d6)
a ppm:11.39 (1H, s), 8.25-8.05 (2H, m), 7.90-7.80 (2H, m), 7.75-7.60
(2H, m), 7.50-7.35 (2H, m), 6.89 11-38        H a F  (1H, d,
J=2.2Hz), 6.67 (1H, dd, J=8.7,       2.2Hz), 4.37 (2H, s), 3.78 (3H,
s)          W F F  MS(ESI, m/z) .-- 427 (M+H)+  [0384] 5(Example 12)
In the same manner as in Example 1-1 using the corresponding ketones,
Examples 12-1 to 12-34 below were obtained. The structural formulae
and the physical property values thereof were shown in Tables 94 to
99. [0385] 10(Example 13) 



In the same manner as in Example 2-1 using the corresponding indole
derivatives, Examples 13-1 to 13-35 below were obtained. The
structural formulae and the physical property values thereof were
shown in Tables 100 to 106.  [0386] (Example 14-1)       Ethyl
6-(5-fluoro-6-methoxy-2-pyridin-3-y1-1H-indo1-3-ylmethyppyridine-2-
carboxylate 5[0387]       Under ice-cooling, to a solution of ethyl
6-[(5-fluoro-6-methoxy-2-pyridin-3-y1-
1H-indo1-3-yphydroxymethyl]pyridine-2-carboxylate (81.0 mg) and
triethylsilane (0.120 mL) in methylene chloride (1 9 mL) was added
slowly trifluoroacetic acid (0.059 mL). The mixture was stirred at
room temperature for 14 hours. To the reaction mixture was 10 added a
saturated aqueous sodium hydrogen carbonate solution, and the organic
layer was separated. The layer was dried over anhydrous sodium
sulfate and then concentrated under reduced pressure. The crude
product was purified by aminopropylated silica gel column
chromatography (eluting solvent: methylene chloride-methanol) to
obtain the title compound (70.5 mg). 15Further, the structural
formula and the spectral data of the title compound were shown in
Table 106. [0388]          In the same manner as in Example 14-1
using the corresponding starting materials, Examples 14-2 to 14-15
below were obtained. The structural formulae and the physical 20
property values thereof were shown in Tables 106 to 108. [0389]
(Example 15-1)       Methyl
6-(6-methoxy-5-methy1-2-pheny1-1H-indo1-3-ylmethyppyridine-2-
carboxylate 25[0390] Under ice-cooling, to a suspension of sodium
iodide in acetonitrile (0 30 mL) was added triethylsilane (0.063 mL)
under an argon gas atmosphere, and the mixture was stirred for 5
minutes under the same condition. To the mixture was added a
suspension of methyl
6-[hydroxy-(6-methoxy-5-methy1-2-phenyl-1H-indo1-3-yOmethyl]pyridine-
2- 30carboxylate (50.0 mg) in acetonitrile (1 mL), and the mixture
was stirred for 1 hour under the same condition. Under ice-cooling,
to the mixture were added ethyl acetate and water, then sodium
hydrogen carbonate. The organic layer was separated and the layer was
washed with 9% aqueous sodium thiosulfate solution and saturated
brine successively, dried over anhydrous magnesium sulfate, and then
concentrated under reduced pressure.  The obtained crude product was
purified by silica gel column chromatography (eluting solvent:
hexane-ethyl acetate) to obtain the title compound (40.9 mg).
Further, the structural formula and the spectral data of the title
compound were shown in Table 109. 5[03 91]       In the same manner
as in Example 15-1 using the corresponding starting materials,
Examples 15-2 to 15-25 below were obtained. The structural formulae
and the physical property values thereof were shown in Tables 109 to
113. [0392] 10(Example 16)       In the same manner as in Example 4-1
using the corresponding esters, Examples 16-1 to 16-109 below were
obtained. The structural formulae and the physical property values
thereof were shown in Tables 114 to 135. [0393] 15(Example 17)
In the same manner as in Example 2-1 using the corresponding starting
materials, Examples 17-1 to 17-2 below were obtained. The structural
formulae and the physical property values thereof were shown in Table
136. [0394] 20(Example 18)       In the same manner as in Example 4-1
using the corresponding starting materials, Examples 18-1 to 18-2
below were obtained. The structural formulae and the physical
property values thereof were shown in Table 136.  [0395] [Table 58]



1H-NMR (CDCI3) 5 ppm:6.85 (1H, dd, J=11.5, 8.6Hz), 6.31 (1H, dd,
J=7.1, 2.7Hz), 6.25-6.10 (1H, m), 4.05 (2H, q, J=7.0Hz), 3.75-3.30
(2H, br), 1.43 (3H, t, J=7.0Hz) 22-1 F110 H2 1H-NMR (CDCI3) 5
ppm:7.33 (1H, s), 7.01 (1H, s), 4.60-3.80 (2H, br), 2.48 (3H, d,
J=1.5Hz) 22- 2 FBr 0 1H-NMR (CDC13)5 ppm: 7.08 (1H, d, J = 9.4Hz),
6.28 (1H, d, J = 7.0Hz), 4.40-3.20 (2H, br), 2.05-1.90 (1H, m),
1.00-0.90 (2H, m), 0.70-0.60 (2H, m)  H V  22-3 FBr 110 H2 1H-NMR
(CDCI3) 6 ppm: 7.14 (1H, d, J = 10.6Hz), 6.39 (1H, d, J = 7.7Hz),
4.03 (2H, q, J = 7.0Hz), 4.10-3.65 (2H, br), 1.43 (3H, t, J = 7.0Hz)
22-4 Br 101 1H-NMR (CDCI3) 6 ppm:7.17 (1H, d, J=0.5Hz), 6.41 (1H, s),
4.00-3.90 (2H, br), 2.28 (3H, s), 1.85-1.70 (1H, m), 0.95-0.80 (2H,
m), 0.60-0.50 (2H, m)  NH2    [0396] [Table 59] Ref.No.  Strc
physical data' 23-1  0 N H F 11-I-NMR (CDCI3) 6 ppm:8.45-8.25 (1H,
br), 8.10 (1H, d, J=8.3Hz), 7.34 (1H, d, J=10.0Hz), 3.93 (3H, s) 23
-2 CI  110 Br0. N(H F 1H-NMR (CDCI3) 5 ppm:8.33 (1H, s), 8.25-8.10
(1H, br), 7.14 (1H, s), 3.92 (3H, s) 23-3  0 N F 1H-NMR (CDCI3) 6
ppm:8.50-8.30 (1H, br), 7.91 (1H, s), 7.32 (1H, d, J=0.7Hz), 3.86
(3H, s), 2.19 (3H, s) 



23-4  IP  F 1H-NMR (CDCI3) 6 ppm:8.40-8.20 (1H, br), 8.15 (1H, d,
J=12.5Hz), 7.18 (1H, d, J=8.2Hz), 3.90 (3H, s) 23-5  1101 N F 1H-NMR
(CDCI3) 6 ppm:8.58 (1H, s), 8.45-8.30 (1H, br), 7.57 (1H, s), 2.48
(3H, d, J=1.5Hz) 23-6 F 0  F F 1H-NMR (CDCI3) 6 ppm:8.62 (1H, d,
J=6.8Hz), 8.50-8.25 (1H, br), 7.54 (1H, d, J=9.0Hz) 23-7 CI   F F
11-I-NMR (CDCI3) 6 ppm:8.72 (1H, s), 8.50-8.35 (1H, br), 7.81 (1H, d,
J=0.5Hz) 23-8 CI 1101  F 11-I-NMR (CDCI3) 6 ppm:8.46 (1H, d,
J=7.1Hz), 8.40-8.20 (1H, br), 7.45 (1H, d, J=7.9Hz)  [0397] [Table
60] Ref.No.  Strc  physical data 23-9     01 FF1 F 1H-NMR (CDCI3) 6
ppm:8.66 (1H, dd, J=1.6Hz), 8.60-8.40 (1H, br), 7.76 (1H, d,
J=8.4Hz), 7.39 (11-1, dd, J=8.4, 1.6Hz) 2 3 - 10  SO F 1H-NMR (CDCI3)
6 ppm:8.25-8.05 (1H, br), 7.95 (1H, s), 7.59 (1H, s), 2.26 (3H, s),
2.22 (3H, s) 2 3 - 1 1  SO F 1H-NMR (CDCI3) 6 ppm:8.40-8.20 (1H, br),
8.14 (i Ft, d, J=7.3Hz), 7.29 (1H, d, J=8.6Hz), 2.28 (3H, d, J=2.0Hz)
2 3 - 1 2 



ci Si F 1H-NMR (CDCI3) 6 ppm:8.45-8.25 (2H, m), 7.48 (1H, s), 2.36
(3H, s) 2 3 - 1 3  MO N H F 1H-NMR (CDC13) 5 ppm: 8.35-8.15 (11-1,
br), 7.91 (1H, d, J = 2.9Hz), 7.66 (1H, d, J = 8.8Hz), 6.59 (1H, dd,
J = 8.8, 2.9Hz), 4.05 (2H, q, ,j = 7.0Hz), 1.42 (3H, t, J = 7.0Hz) 2
3 - 14  110 F F F 1H-NMR (CDCI3) 6 ppm: 8.35-8.10 (11-I, br), 7.95
(1H, d, J = 2.1Hz), 7.67 (1H, d, J = 8.3Hz), 6.69 (1H, dd, J = 8.3,
2.1Hz), 1.95-1.80 (1H, m), 1.10-0.95 (2H, m), 0.80-0.65 (2H, m)  V H
2 3 -1 5  SO F 1H-NMR (CDCI3) 5 ppm: 8.40-8.10 (1H, br), 7.84 (1H, d,
J = 7.2Hz), 7.28 (1H, d, J = 9.1Hz), 2.15-2.00 (1H, m), 1.10-0.95
(2H, m), 0.85-0.70 (2H, m)  V N    [0398] [Table 61] Ref.No. Strc
physical data 2 3 - 16 0 Br o F 1H-NMR (CDCI3) 6 ppm: 8.45-8.20 (1H,
br), 8.07 (1H, d, J = 8.2Hz), 7.33 (1H, d, J = 10.0Hz), 4.14 (2H, q,
J = 7.0Hz), 1.47 (3H, t, J = 7.0Hz) 2 3 - 1 7 0F 1H-NMR (CDCI3) 6
ppm:8.50-8.30 (1H, br), 8.10 (1H, d, J=11.0Hz), 7.43 (1H, d,
J=7.4Hz), 2.27 (1H, d, J=1.8Hz) 2 3 - 1 8       Br 1110F 1H-NMR
(CDCI3) 6 ppm:8.40-8.25 (1H, br), 7.89 (1H, s), 7.36 (1H, d,
J=0.5Hz), 2.39 (3H, s), 1.90-1.75 (1H, m), 1.05-0.90(2K, m),
0.75-0.60 (2H, m)  N VHF F  24-1  1H-NMR (CDCI3) 6 ppm:8.30-8.15 (1H,
br), 7.65-7.55 (2H, m), 7.50-7.40 (2H, m), 7.35-7.20 (2H, m), 6.97
(1H, d, J=7.3Hz), 6.73 (1H, dd, J=2.1, 0.7Hz), 3.94 (3H, s) 



is \ oN .      H  24-2 4111 H 1H-NMR (CDCI3) 6 ppm:8.45-8.25 (1H,,
br), 7.47 (1H, d, J=8.7Hz), 7.44(1H, d, J=1.8, 0.5Hz), 6.87 (1H, d,
J=2.2Hz), 6.77 (1H, dd, J=8.7, 2.2Hz), 6.67 (1H, dd, J=2.1, 0.8Hz),
6.56 (1H, dd, J=3.4, 0.5Hz), 6.49 (1H, dd, J=3.4, 1.8Hz), 3.86 (3H,
s) 24-3 OP H 1H-NMR (CDCI3) 6 ppm:8.35-8.15 (1H, br), 7.70-7.60(2K,
m), 7.50-7.25 (4H, m), 7.12 (1H, s), 6.74(1K, dd, J=2.0, 0.8Hz), 3.94
(3H, s) 24-4 IS 1H-NMR (CDCI3) 6 ppm:8.15-7.95 (1H, br), 7.45-7.25
(4H, m), 6.83 (1H, s), 6.57 (1H, d,J=1.8Hz), 3.87 (3H, s), 2.30 (3H,
s)  0M   [0399] [Table 62] Ref.No. Stre physical data 24-5 Si\ NS H
1H-NMR (CDCI3) 6 ppm:8.25-8.05 (1H, br), 7.45-7.30 (3H, m), 7.28 (1H,
d, J=11.4Hz), 6.94 (1H, d, J=7.0Hz), 6.60 (1H, d, J=1.9Hz), 3.93 (3H,
s) 24-6  1H-NMR (CDC13) 6 ppm:8.35-8.15 (1H, br), 7.70-7.55 (2H, m),
7.50-7.25 (3H, m), 7.20-7.10 (2H, m), 6.74 (1H, dd, J=2.1, 0.6Hz),
3.94 (3H, s)   .   ril  24-7  1H-NMR (CDC13) 6 ppm:8.95-8.90 (1H, m),
8.60-8.50 (1H, m), 8.45-8.30 (1H, br), 7.95-7.85 (1 H , m), 7.40-7.25
(2H, m), 6.99 (1H, d, J=7.1Hz), 6.80 (1H, dd, J=2.2, 0.7Hz), 3.95
(3H, s)  01 \-   N HN  24-8 



1H-NMR (CDC13) 6 ppm:8.90-8.60 (1H, br), 7.85-7.70 (1H, m), 7.45 (1H,
d, J=0.7Hz), 7.35-7.10 (4H, m), 6.86 (1H, d, J=2.1Hz), 3.95 (3H, s)
it   CI.     24-9 40 \ 1 H-NMR (CDC13) 6 ppm:8.55-8.30 (1H, br),
7.75-7.60 (3H, m), 7.55-7.30 (4H, m), 6.80 (1H, d, J=2.1, 0.8Hz),
2.56 (3H, d, J=0.9Hz)  * N H  24-10 a F MI* H 1H-NMR (CDCI3) 6
ppm:8.70-8.45 (1H, br), 7.80-6.75 (8H, m) 24- 1 1 ciair, W\ * N H
1H-NMR (CDC13) 6 ppm:8.80-8.45 (1H, br), 7.75-7.60 (4H, m), 7.55-7.35
(3H, m), 6.86(1H, dd, J=2.1, 0.8Hz) 24 - 1 2  1H-NMR (CDCI3) 6
ppm:8.40-8.20 (1H, br), 7.70-7.60 (2H, m), 7.50-7.30 (5H, m), 6.76
(1H, dd, J=2.2, 0.9Hz)     4111 N * CI   H   [0400] [Table 63] Ref
No.  Strc  physical data 24-13  411 N H  



1H-NMR (CDCI3) 6 ppm:8.60-8.40 (1H, br), 7.70-7.60 (2H, m), 7.51 (1H,
dd, J=2.8, 1.5Hz), 7.50-7.40 (2H, m), 7.34 (1H, dd, J=8.4, 1.2Hz),
6.75 (1H, dd, J=2.1, 0.8Hz)      24-14  101 \  1H-NMR (CDCI3) 6
ppm:8.10-7.90 (1H, br), 7.45-7.30 (4H, m), 7.15 (1H, s), 6.59 (1H,
dd, J=2.1, 0.8Hz), 2.36 (3H, s), 2.34 (3H, s)   N s  24-15 CI IP N H
1H-NMR (CDCI3) 6 ppm:8.30-8.10 (1H, br), 7.50-7.35 (4H, m), 7.32 (1H,
d, J=9.6Hz), 6.64 (1H, dd, J=2.1, 0.9Hz)    s  24- 1 6    1H-NMR
(CDCI3) 6 ppm: 8.35-8.05 (1H, br), 7.70-7.60 (2H, m), 7.50-7.40 (2H,
m), 7.35-7.25 (1H, m), 7.21 (1H, d, J=10.3Hz), 7.16 (1H, d, J=6.3Hz),
6.74 (1H, dd, J=2.1, 0.8Hz), 2.38(3N, d, J=2.1 Hz)        la N H
24- 1 7  N 40 \ H * 1H-NMR (CDCI3) 6 ppm: 8.25-8.00 (1H, br),
7.65-7.55(2N, m), 7.25-7.05(4H, m), 6.67(1H, dd, J=2.1, 0.7Hz), 2.38
(3H, d, J=2.0Hz) 24-18 



_ 1H-NMR (CDCI3) 6 ppm:9.10-8.75 (2H, m), 8.70-8.55 (1H, m),
8.05-7.90 (1H, m), 7.80-7.65 (2H, m), 7.50-7.35 (2H, m), 6.95 (1H,
dd, J=2.2, 0.8Hz)        0 N H N,       24- 1 9    1H-NMR (CDCI3) 6
ppm: 8.25-7.90 (1H, br), 7.45-7.35 (3H, m), 7.19 (1H, d, J=10.5Hz),
7.13 (1H, d, J=6.3Hz), 6.62 (1H, dd, J=2.2, 0.8Hz), 2.38 (3H, d,
J=1.9Hz)   140N H    [0401] [Table 64] Ref.No.   Strc  physical data
24-20  SI   1H-NMR (CDC13) 6 ppm: 8.85-8.90 (1H, m), 8.60-8.50 (1H,
m), 8.45-8.20 (1H, br), 7.95-7.85 (1H, m), 7.40-7.30 (1H, m), 7.24
(1H, d,  J=10.2Hz), 7.19 (1H, d, J=6.4Hz), 6.81 (1H, dd, J=2.1,
0.7Hz), 2.39 (3H, d, J=2.0HZ)          



N       N  24-21 Cl    1H-NMR (CDCI3) 6 ppm:8.30-8.15 (1H, br),
7.70-7.60 (2H, m), 7.50-7.30 (5H, m), 6.73 (1H, dd, J=2.1, 0.9Hz),
2.45 (3H, s)          \ N H *  24-22  411   1H-NMR (CDCI3) 6 ppm:
8.20-8.00 (1H, br), 7.65-7.50 (2H, m), 7.48 (1H, d, J=8.7Hz),
7.20-7.15 (2H, m), 6.89 (1H, d, J=2.2Hz), 6.79 (1H, dd, J=8.7,
2.2Hz), 6.68 (1H, d, J=2.0Hz), 4.08 (2H, q, J=7.0Hz), 1.45 (3H, t,
J=7.0Hz)    H *  24-23  0   1H-NMR (CDCI3) 6 ppm: 8.20-7.95 (1H, br),
7.50-7.30 (4H, m), 6.87 (1H, d, J=2.2Hz), 6.78 (1H, dd, J=8.8,
2.2Hz), 6.62 (1H, dd, J=2.0, 0.9Hz), 4.08 (2H, q, J=7.0Hz), 1.45 (3H,
t, J=7.0Hz)    \ N H S  24-24  



4   1H-NMR (CDCI3) 6 ppm: 8.25-8.00 (1H, br), 7.65-7.55 (2H, m), 7.49
(1H, d, J=8.2Hz), 7.20-7.05(3H, m), 6.88 (1H, dd, J=8.2, 1.5Hz), 6.69
(1H, dd, J=2.1, 0.9Hz), 2.10-1.95 (1H, m), 1.05-0.90 (2H, m),
0.80-0.65 (2H, m)    \ *  24-25 0 C .- , I \  1H-NMR (CDCI3) 6 ppm:
8.95-8.85 (1H, m), 8.60-8.45 (1H, m), 8.40-8.20 (1H, br), 7.95-7.85
(1H, m), 7.51 (1H, d, J=8.7Hz), 7.40-7.30 (11-1, m), 6.91 (1H, d,
J=2.1Hz), 6.85-6.75 (2H, m), 4.09 (2H, q, J=7.0Hz), 1.46 (3H, t,
J=7.0Hz)     -     N H    [0402] [Table 65] Ref.No. Strc  physical
data 24-26   1H-NMR (CDCI3) 5 ppm: 8.20-7.95 (1H, br),             =
7.48 (1H, d, J8.2Hz), 7.45-7.30 (3H, m), 7.15-7.05 (1H, m), 6.87(1H,
dd, J=8.2, 1.5Hz),  0 N s    H      6.70-6.60 (1H, m), 2.10-1.95 (1H,
m), 1.05-0.90   



(2H, m), 0.80-0.65 (2H, m)    1H-NMR (CDCI3) 5 ppm:8.95-8.85 (1H, m),
8.55-8.45 (1H, m), 8.30-8.15 (1H, br), 7.95-7.85 24-27  N/ (1H, m),
7.40-7.30 (2H, m), 6.87 (1H, s), 6.77  140 N      (1H, dd, J=2.1,
0.8Hz), 3.89 (3H, s), 2.31 (3H, d,    J=0.5Hz)    1H-NMR (CDCI3) 5
ppm: 9.00-8.90(1K, m),    8.60-8.55 (1H, m), 8.45-8.25 (1H, br),
7.95-7.85 24-28 411 \  (1H, m), 7.53 (1H, d, J=8.3Hz), 7.40-7.30 (1H,
m), 7.20-7.10 (1H, m), 6.91 (1H, dd, J=8.3,  N    V H N     1.5Hz),
6.84 (1H, dd, J=2.1, 0.8Hz), 2.10-1.95    (1H, m), 1.05-0.90 (2H, m),
1H-NMR (CDCI3) 5 ppm: 8.30-8.10 (1H, br), 



7.70-7.55 (2H, m), 7.50-7.25(3H, m), 7.22 (1H, d,     24-29 yH
J=10.9Hz), 6.94 (1H, d, J=6.3Hz), 6.74 (1H, dd,    J=2.2, 0.9Hz),
2.25-2.10 (1H, m), 1.05-0.90 (2H,    m), 0.80-0.65 (2H, m)    1H-NMR
(CDCI3) 5 ppm:9.00-8.90 (1H, m), 24-30 . - i 8.60-8.50 (1H, m),
8.40-8.30 (1H, br), 8.00-7.85  CIN  (1H, m), 7.55-7.35(3K, m),
6.85-6.75 (1H, m),   N     2.46 (3H, s)    1H-NMR (CDCI3) 5 ppm:
8.25-8.00(1K, br),  10 . 7.65-7.50 (2H, m), 7.25-7.05 (3H, m), 6.93
(1H,     24-31  ii  



d, J=6.2Hz), 6.63 (1H, d, J=2.2, 0.8Hz),    2.25-2.10 (1H, m),
1.05-0.90 (2H, m), 0.80-0.65    (2H, m)  [0403] [Table 66] Ref.No.
Strc physical data 24-32 140 1H-NMR (CDCI3) 5 ppm: 8.20-7.95 (1H,
br), 7.45-7.35 (3H, m), 7.20 (1H, d, J=10.8Hz), 6.91 (1H, d,
J=6.2Hz), 6.65-6.55 (1H, m), 2.25-2.10 (1H, m), 1.05-0.90 (2H, m),
0.80-0.65 (2H, m)  vH   N  24-33  1H-NMR (CDCI3) 5 ppm: 8.95-8.90
(1H, m), 8.60-8.50(1H, m), 8.45-8.25 (1H, br), 7.95-7.85 (1H, m),
7.40-7.30 (1H, m), 7.24 (1H, d, J=10.7Hz), 6.96 (1H, d, J=6.2Hz),
6.81 (1H, dd, J=2.2, 0.8Hz), 2.25-2.10 (1H, m), 1.10-0.90 (2H, m),
0.80-0.65 (2H, m)  4101   _N   VHN  24-34  1H-NMR (CDCI3) 5 ppm:
8.35-8.10 (1H, br), 7.65-7.55 (2H, m), 7.50-7.40 (2H, m), 7.35-7.25
(2H, m), 6.97 (1H, d, J=7.0Hz), 6.72 (1H, dd, J=2.2, 0.7Hz), 4.14
(2H, q, J=7.0Hz), 1.50 (3H, t, J=7.0Hz)     N r     24-35 010 1H-NMR
(CDCI3) 5 ppm: 8.20-8.00 (1H, br), 7.45-7.30(3H, m), 7.26(1H, d,
J=11.6Hz), 6.94 (1H, d, J=7.1Hz), 6.60 (1H, d, J=2.1Hz), 4.13 (2H, q,
J=7.0Hz), 1.49 (3H, t, J=7.0Hz)    24-36  



1H-NMR (CDCI3) 5 ppm: 8.25-8.05 (1H, br), 7.65-7.50 (2H, m),
7.35-7.25 (1H, m), 7.20-7.05  (2H, m), 6.95 (1H, d, J=7.11-1z), 6.65
(1H, d, J=2.2Hz), 4.13 (2H, q, J=7.0Hz), 1.49 (3H, t, J=7.0Hz)     F
H  24-37  1H-NMR (CDCI3) 5 ppm: 8.95-8.85 (1H, m), 8.60-8.50 (1H, m),
8.45-8.30 (1H, br), 7.95-7.85 (1H, m), 7.40-7.25 (2H, m), 6.98 (1H,
d, J=7.0Hz), 6.79 (1H, d, J=2.2Hz), 4.14 (2H, q, J=7.0Hz), 1.50 (3H,
t, J=7.0Hz)  IP \   N HN   [0404] [Table 67] Ref.No. Strc physical
data 24-38  1H-NMR (CDCI3) 6 ppm:8.35-8.15 (1H, br), 7.70-7.55 (2H,
m), 7.50-7.40 (2H, m), 7.37 (1H, d, J=7.6Hz), 7.35-7.25 OH, m), 7.05
(1H, d, J=10.5Hz), 6.73 (1H, dd, J=2.3, 0.9Hz), 2.36 (3H, dd, J=2.2,
0.6Hz)     N/11   F H  24-39  1H-NMR (CDCI3) 6 ppm:8.20-8.00 (1H,
br), 7.65-7.50 (2H, m), 7.34 (1H, s), 7.20-7.05 (2H, M), 6.84 (1H,
s), 6.63 (1H, d, J=2.0Hz), 3.88 (3H, s), 2.30 (3H, s)  It 01 N H
24-40 40 ' 1H-NMR (CDCI3) 6 ppm:8.20-8.05 (1H, br), 7.45-7.35 (4H,
m), 7.10 (1H, s), 6.62 (1H, dd, J=2.2, 0.9Hz), 3.94 (3H, s)  CIN H
24-41  MS(ESI, m/z)= 259 (M+H)+ 



\-i   40N   CIN H  24-42  1H-NMR (CDCI3) 6 ppm:8.30-8.10 OH, br),
7.55-7.45 (1H, m), 7.40-7.30 (1H, m), 7.25-7.15 (2H, m), 7.12 (1H,
s), 6.95-6.80 (2H, m), 6.77 (1H, dd, J=2.2, 0.9Hz), 3.88 (3H, s),
2.10-1.95 (1H, m), 1.05-0.90 (2H, m), 0.80-0.75 (2H, m)  4111 N41),
VH  24-43  1H-NMR (CDCI3) 6 ppm:8.20-8.05 (1H, br), 7.50-7.30 (4H,
m), 7.03 (1H, d, J=10.2Hz), 6.60 (1H, dd, J=2.2, 0.9Hz), 2.35 (3H,
dd, J=2.2, 0.6Hz)  0 N H  24-44  1H-NMR (CDCI3) 6 ppm:8.95-8.90 (1H,
m), 8.60-8.50 (1H, m), 8.45-8.25 (1H, br), 7.95-7.85 (1H, m),
7.45-7.30(2H, m), 7.08 (1H, d, J=10.1Hz), 6.80 (1H, dd, J=2.2,
0.9Hz), 2.37 (3H, dd, J=2.2, 0.7Hz)  40 N\N   [0405] [Table 68]
Ref.No.  Strc  physical data 24-45 CI   1H-NMR (CDCI3) 6
ppm:8.20-8.05 (1H, br), 7.45-7.35 (5H, m), 6.60 (1H, dd, J=2.1,
0.8,Hz), 2.45 (3H, d, J=0.5Hz)   41 N H   24-46 1 N H  1H-NMR (CDCI3)
6 ppm:8.95 (1H, s), 8.65-8.40 (2H, m), 8.00-7.85 (1H, m), 7.50-7.30
(3H, m), 6.84 (1H, d, J=1.6Hz) 



N  24-47  \  1H-NMR (CDCI3) 6 ppm:8.25-8.05 (1H, br), 7.70-7.55 (2H,
m), 7.50-7.20 (4H, m), 7.08 (1H, s), 6.72 (1H, dd, J=2.1, 0.9Hz),
2.51 (3H, s), 2.05-1.90 (1H, m), 1.05-0.90 (2H, m), 0.75-0.60 (2H, m)
411 N H 411,       24-48    1H-NMR (CDCI3) 6 ppm:8.95-8.85 (1H, m),
8.60-8.45 (1H, m), 8.30-8.15 (1H, br), 7.95-7.85 (1H, m), 7.41 (1H,
s), 7.40-7.30 (1H, m), 7.10 (1H, s), 6.79 (1H, dd, J=2.1, 0.9Hz),
2.52 (3H, dd, J=0.5Hz), 2.05-1.90 (1H, m), 1.05-0.90 (2H, m),
0.75-0.60 (2H, m)        le N H    ? v    24-49 



1H-NMR (CDCI3) 6 ppm:8.20-8.05 (1H, br), 7.45-7.30 (4H, m), 7.06 (1H,
s), 6.59 (1H, dd,  J=2.1, 0.9Hz), 2.50 (3H, d, J=0.5Hz), 2.05-1.90
(1H, m), 1.00-0.90 (2H, m), 0.70-0.60 (2H, m)   0 N H S        [0406]
[Table 69] Ref.No. Strc physical data 25-1 * 1H-NMR (CDCI3) 6
ppm:8.12 (1H, s), 7.65-7.50 (2H, m), 7.50-7.20 (4H, m), 6.84 (1H, s),
6.70 (1H, dd, J=2.1, 0.8Hz), 4.61 (1H, s), 2.35 (3H, s)     HON Fl
25-2 \ 1H-NMR (CDC13) 6 ppm:8.05-7.95 (1H, br), 7.45-7.25(4N, m),
6.82(11-!, s), 6.57 (1H, dd, J=2.0, 0.8Hz), 4.60 (1H, s), 2.34 (3H,
s)  40 N HOH  25-3  1H-NMR (CDCI3) 6 ppm:8.10-8.00 (1H, s), 7.65-7.50
(2H, m), 7.33 (1H, s), 7.20-7.05 (2H, m), 6.84 (1H, s), 6.62 (1H, dd,
J=2.1, 0.7Hz), 4.63 (1H, s), 2.35 (3H, s)      140N * HOH      25-4
HO 1110N H 1H-NMR (CDCI3) 6 ppm:7.90-7.70 (111, br), 736 (1H, d,
J=8.4Hz), 6.79 (1H, d, J=2.2Hz), 6.62 (1H, dd, J=8.4, 2.2Hz), 6.16
(1H, dd, J=23, 0.9Hz), 4.54 (1H, s), 1.37(9H, s) 26-1 401 1H-NMR
(CDC13) 6 ppm:7.81 (1H, s), 7.39 (1H, d, J=8.6Hz), 6.84 (1H, d,
J=2.2Hz), 6.74 (1H, dd, J=8.6, 2.2Hz), 6.16(1H, dd, J=2.2, 0.9Hz),
4.06 (2H, q, J=7.0Hz), 1.43 (3H, t, J=7.0Hz), 1.37 (9H, s) 26-2
1H-NMR (CDCI3) 6 ppm:8.14 (1H, s), 7.65-7.55 (2H, m), 7.45-7.20 (4H,
m), 6.84 (1H, s), 6.70 (1H, dd, J=2.1, 0.8Hz), 4.07 (2H, q, J=7.0Hz),
2.31 (3H, s), 1.47 (3H, t, J=7.0Hz) 



4\   ON *   H  26-3  1H-NMR (CDCI3) 6 ppm:8.03 (1H, s), 7.45-7.20(4N,
m), 6.81 (1H, s), 6.56 (1H, dd, J=2.1, 0.6Hz), 4.06 (2H, q, J=7.0Hz),
2.30 (3H, d, J=0.7Hz), 1.47 (3H, t, J=7.0Hz)  10 NS H  26-4 00 1H-NMR
(CDCI3) 6 ppm:8.06 (1H, s), 7.60-7.50 (2H, m), 7.34 (1H, s),
7.15-7.10 (2H, m), 6.83 (1H, s), 6.62 (1H, d, J=2.0Hz), 4.06 (2H, q,
J=7.0Hz), 2.30 (3H, d, J=0.511z), 1.47 (3H, t, J=7.0Hz)  N . H
[0407] [Table 70] Ref.No.  Strc  physical data 27 F 40:1 \ N H F
1H-NMR (CDCI3) 6 ppm:8.37 (1H, s), 7.70-7.60 (2H, m), 7.57 (1H, d,
J=8.5Hz), 7.50-7.30 (3H, m), 7.25-7.15 (1H, m), 6.94 (1H, dd, J=8.5,
2.1Hz), 6.81 (1H, dd, J=2.2, 0.9Hz), 6.52 (1H, t, J=74.8Hz)
28  0,1 \ N H 



1H-NMR (DMSO-d6) a ppm:11.46 (1H, s), 8.35-8.25 (1H, m), 8.04 (1H,
s), 7.95-7.90 (1H, m), 7.80-7.70 (1H, m), 7.55-7.35 (3H, m),
6.95-6.85 (2H, m), 6.67 (1H, dd, J=8.7, 2.3Hz), 3.79 (3H, s)    ill
H2N  29  * \ N H  N 0 1H-NMR (DMSO-d6) a ppm:11.51 (1H, s), 8.30-8.05
(2H, m), 7.75-7.55 (2H, m), 7.44 (1H, d, J=8.7Hz), 7.02 (1H, d,
J=2.0Hz), 6.88 (1H, d, J=2.2Hz), 6.69 (1H, dd, J=8.7, 2.2Hz), 3.80
(3H, s)    .       30-1    1H-NMR (CDCI3) 6 ppm:7.74 (1H, s), 7.28
(1H, s), 7.09 (1H, s), 6.13 (1H, dd, J=2.2, 0.9Hz), 2.34 (3H, s),
2.32 (3H, s), 1.36 (9H, s)   * N H   30-2  40 `  1H-NMR (CDCI3) 6
ppm:7.84 (1H, s), 7.20 (1H, == d, J11.8Hz), 6.90 (1H, d, J7.2Hz),
6.15 (1H, dd, J=2.2, 0.7Hz), 3.90 (3H, s), 1.37 (9H, s)   N   30-3   



1H-NMR (CDCI3) 6 ppm:7.77 (1H, s), 7.25 (1H, s), 6.79 (1H, s), 6.10
(1H, d, J=2.1Hz), 3.84(3H, s), 2.28 (3H, s), 1.36 (9H, s)   IP N H
[0408] [Table 71] Ref.No. Strc physical data 31-1 I0 40N/0 OH 1H-NMR
(CDCI3) 6 ppm:8.12 (1H, s), 8.05-7.95 (1H, m), 7.75-7.60 (3H, m),
7.50-7.20 (4H, m), 6.87 (1H, s), 6.78 (1H, s), 6.15 (1H, d, J=2.6Hz),
H 5.27 (1H, d, J=2.6Hz), 4.04 (3H, s), 3.81 (3H, s),  a2.15-2.05 (3H,
d, J=0.5Hz)   1H-NMR (CDCI3) 6 ppm:8.34 (1H, s), 8.10-7.90 31-2 ill//
OH (3H, m), 7.80-7.35 (4H, m), 7.02 (1H, d, J=8.8Hz), 6.81 (1H, d,
J=2.2Hz), 6.62 (1H, dd,  H J=8.8, 2.2Hz), 6.10 (1H, d, J=2.5Hz), 5.00
(1H,  ad, J=2.5Hz), 4.04 (3H, s), 3.80 (3H, s)      1H-NMR (000I3) 6
ppm:8.22 (1H, s), 8.10-7.95  I  31-3 OH0 o soN (1H, m), 7.75-7.65
(3H, m), 7.55-7.35 (3H, m), 7.30-7.20 (1H, m), 6.89 (1H, d, J=7.0Hz),
6.82   (1H, d, J=11.8Hz), 6.12 (1H, d, J=2.6Hz), 5.34  



H   . (1H, d, J=2.6Hz), 4.50 (2H, q, J=7.1Hz), 3.86 (3H, s), 1.48
(3H, t, J=7.1Hz)  0 e, o \ - 1H-NMR (CDCI3) 6 ppm:8.45 (1H, s),
8.10-7.95   (1H, m), 7.75-7.65 (1H, m), 7.49 (1H, dd, J=1.8,
0.7Hz), 7.40-7.30 (1H, m), 7.13 (1H, d, J=8.8Hz), 31 -4  6.79 (1H, d,
J=2.3Hz), 6.73 (1H, dd, J=3.5,   0.7Hz), 6.61 (1H, dd, J=8.8, 2.3Hz),
6.51 (1H,   dd, J=3.5, 1.8Hz), 6.44 (1H, d, J=2.8Hz), 5.30   (1H, d,
J=2.8Hz), 4.05 (3H, s), 3.79 (3H, s)  I0 1H-NMR (0D0I3) 6 ppm:8.35
(1H, s), 8.05-7.95  0 aio el// (1H, m), 7.75-7.60 (3H, m), 7.50-7.20
(4H, m), 31-5 OH 6.80 (1H, s), 6.59 (1H, s), 6.16 (1H, d, J=3.0Hz),
H 5.37 (1H, d, J=3.0Hz), 4.02 (3H, s), 3.81 (3H, s),  a3.64 (3H, s)
[0409] [Table 72] Ref.No. Strc    physical data 31-6    .o 0 Is 



ON H / 4I4.04 0 0 /  1H-NMR (CDCI3) 6 ppm:8.12 (1H, s), 8.05-7.95
(1H, m), 7.80-7.65 (3H, m), 7.55-7.45 (3H, m), 7.37 (1H, s),
7.25-7.20 (1H, m), 6.68 (1H, s), 6.16 (1H, d, J=3.1Hz), 5.36 (1H, d,
J=3.1Hz), (3H, s), 3.67 (3H, s) 31 -7 40 /OH H s , o  1H-NMR (CDCI3)
6 ppm:8.12 (1H, s), 8.05-7.95 (1H, m), 7.75-7.65 (2H, m), 7.45-7.35
(3H, m), 6.92 (1H, s), 6.73 (1H, s), 6.21 (1H, d, J=2.6Hz), 4.99 (1H,
d, J=2.6Hz), 4.03 (3H, s), 3.79 (3H, s), 2.13 (3H, d, J=0.8Hz) 31-8 o
0OH H/ s N 0  1H-NMR (CDCI3) 6 ppm:8.15-8.00 (2H, m), 7.82 (1H, dd,
J=3.0, 1.2Hz), 7.80-7.70 (1H, m), 7.50-7.35 (3H, m), 6.95-6.85 (2H,
m), 6.20 (111, d, J=2.8Hz), 4.98 (1H, d, J=2.8Hz), 4.50 (2H, q,
J=7.3Hz), 3.88 (3H, s), 1.48 (3H, t, J=7.3Hz) 31-9 401OH / H . N 0 o
1H-NMR (DMSO-d6) 6 ppm:11.27 (1H, s), 8.25-8.00 (4H, m), 7.95-7.85
(1H, m), 7.60-7.35 (3H, m), 7.12 (1H, d, J=11.6Hz), 7.08 (1H, d,
J=8.6Hz), 6.10-6.00 (2H, m), 3.83 (3H, s), 3.71 (3H, s), 31 - 10 o
ioOH H N / II3.22  1H-NMR (CDCI3) 6 ppm:8.70 (1H, s), 8.19 (1H, s),
7.55-7.45 (2H, m), 7.40-7.25 (3H, m), 7.05 (1H, d, J=11.7Hz), 6.62
(1H, d, J=7.3Hz), 6.31 (1H, d, J=3.0Hz), 4.45-4.30 (2H, m), 3.79 (3H,
s), (1H, d, J=3.0Hz), 1.34 (3H, t, J=7.3Hz)  [0410] [Table 73]
Ref.No. Strc physical data -1 3 11 O isOH N0 /  



H \ N 1H-NMR (CDCI3) 6 ppm:8.95-8.85 (1H, m), 8.65-8.55 (1H, m), 8.32
(1H, s), 8.20-8.00 (2H, m), 7.80-7.70 (1H, m), 7.45-7.30 (2H, in),
6.95-6.80 (2H, m), 6.06 (1H, s), 5.50-4.90 (1H, br), 4.50 (2H, q,
J=7.1Hz), 3.88 (3H, s), 1.47(3H, t, J=7.1Hz) 3 1 - 1 2 0 OH0 0, .0N0
II H 1H-NMR (CDCI3) 6 ppm:8.28 (1H, s), 8.05-7.95 (1H, m), 7.85-7.65
(2H, m), 7.50-7.15 (5H, m), 6.70 (1H, s), 6.05 (1H, d, J=3.0Hz),
5.36(1H, d, J=3.0Hz), 4.04 (3H, s), 3.68 (3H, s),  .  3 1 - 1 3 0,0 /
OH H 1H-NMR (CDCI3) 6 ppm:9.17 (1H, s), 8.20-8.00 (2H, m), 7.85-7.60
(4H, m), 7.45-7.30 (4H, m), 7.12 (1H, d, J=8.9Hz), 6.20 (1H, s),
5.45-5.05 (1H, br), 4.05 (3H, s)  41  31-14  1H-NMR (CDCI3) 6
ppm:8.10-7.95 (2H, m), 7.80-7.60 (3H, m), 7.55-7.35 (3H, m),
7.35-7.25 (1H, m), 7.14 (1H, s), 6.91 (1H, s), 6.15 (1H, s),
5.35-5.20 (1H, br), 4.51 (2H, q, J=7.2Hz), 2.30 s), 2.17 (3H, s),
1.48 (3H, t, J=7.2Hz)     / 10N0 -/   OH H   a(3H,     3 1-1 5 0-
11_1 z I _ 0 -, a zx 1H-NMR (CDCI3) 6 ppm:9.00-8.90 (1H, m), 8.63
(1H, dd, J=4.9, 1.6Hz), 8.30-8.10 (2H, m), 8.05-7.95 (1H, m),
7.75-7.65 (1H, m), 7.45-7.30 (2H, m), 7.20-7.15 (1H, m), 7.02 (1H, d,
J=8.1Hz), 6.80 (1H, dd, J=8.1, 1.0Hz), 6.15-6.05 (1H, m), 5.23 (1H,
d, J=2.4 Hz), 4.04 (3H, s), 2.41 (3H, s)  



[0411] [Table 74] Ref.No.  Strc  physical data 3 1 - 1 6 F F F /
is,,, OH, H 0 10 1H-NMR (CDCI3) 6 ppm:9.04 (1H, s), 8.95-8.85 1H
m8.65-8.55 1H m8.20-8.00 2H m), (,),(,),(,  7.85-7.70 (1H, m),
7.60-7.20 (4H, m), 7.16 (1H, dd, J=8.5, 1.3Hz), 6.12 (1H, s),
5.40-5.00 (1H, br), 4.03 (3H, s)    N-   3 1 - 1 7  40OH N I H \ N 0
o 1 1H-NMR (CDCI3) 6 ppm:8.95-8.90 (1H, m), 8. 70-8* 60 (1H, m), 8.28
(1H, s), 8.20-8.00 (2H, m), 7.80-7.70 (1H, m), 7.45-7.30 (2H, m),
7.20-7.10 (1H, m), 6.77(1H, d, J=10.5Hz), 6.06 (1H, s), 5.30-5.05
(1H, br), 4.04 (3H, s), 2.32 (3H, d, J=1.8Hz) 3 1 - 1 8    1H-NMR
(CDCI3) 6 ppm:9.05-8.95 (1H, m), 8.65-8.55 (1H, m), 8.18 (1H, s),
8.15-8.10 (1H, m), 8.05-7.95 (1H, m), 7.75-7.65 (1H, m), 7.45-7.30
(2H, m), 7.17 (1H, s), 6.96 (1H, s), 6.09 (1H, s), 5.40-4.90 (1H,
br), 4.04 (3H, s), 2.31 (3H, s), 2.19 (3H, s)    /\ 



*N  0 /      OH H \ _ N   3 1 - 1 9  isOH0 N H a  o 1H-NMR (CDCI3) 6
ppm:8.10-7.95 (2H, m), 7.80-7.65 (3H, m), 7.35-7.10 (3H, m), 6.95
(1H, d, J=8.7Hz), 6.84 (1H, d, J=2.2Hz), 6.60 (1H, dd, J=8.7, 2.2Hz),
6.08 (1H, s), 5.30-5.15 (1H, br), 4.10-3.95 (5H, m), 1.40 (3H, t,
J=7.0Hz) 3 1 -20  400H /N H I S 0 0 I 1H-NMR (CDCI3) 6 ppm:8.10-7.95
(21-1, m), 7.76 (1H, dd, J=2.8, 1.6Hz), 7.75-7.65 (1H, m), 7.50-7.35
(3H, m), 7.00 (1H, d, J=8.7Hz), 6.82 (1H, d, J=2.3Hz), 6.60 (1H, dd,
J=8.7, 2.3Hz), 6.22 (1H, d, J=2.7Hz), 5.05 (1H, d, J=2.7Hz),
4.10-3.95 (5H, m), 1.40 (3H, t, J=7.0Hz)  [0412] [Table 75] Ref.No.
Strc  physical data    1H-NMR (CDCI3) 6 ppm:8.95-8.90 (1H, m),
8.65-8.60 (1H, m), 8.20-8.10(211, m), 8.05-7.95    (1H, m), 7.75-7.65
(1H, m), 7.45-7.30(2H, m), 3 1 - 2 1 .zr  7.01 (1H, d, J=8.8Hz), 6.86
(1H, d, J=2.2Hz),   



6.63 (1H, dd, J=8.8, 2.2Hz), 6.08 (1H, s),    5.35-5.10 (1H, br),
4.10-3.95(511, m), 1.41 (3H, t,    J=7.0Hz)    1H-NMR (CDCI3) 6
ppm:8.95-8.85 (1H, m),  itOH 0 8.65-8.55 (1H, m), 8.17 (1H, s),
8.15-8.05 (1H,  N 0 m), 8.05-8.00 (1H, m), 7.75-7.65 (1H, m), 3 1 - 2
2     H  7.45-7.30(211, m), 6.93 (1H, s), 6.81 (1H, s),  / \  6.08
(1H, s), 5.60-4.80 (1H, br), 4.05 (3H, s),  N-      3.84 (3H, s),
2.14 (31-I, d, J=0.5Hz)  - o ?  * Z   1H-NMR (CDCI3) 6 ppm:8.95-8.90
(1H, m),    8.70-8.60 (1H, m), 8.22 (11-I, s), 8.20-8.10 (1H,   



m), 8.05-7.95 (1H, m), 7.75-7.65 (1H, m),    7.45-7.35(111, m), 7.34
(1H, d, J=8.3Hz), 3 1- 2 3       7.15-7.05 (1H, m), 7.01 (1H, d,
J=8.3Hz), 6.71    (1H, dd, J=8.3, 1.4Hz), 6.09 (1H, s), 5.35-5.15
(1H, br), 4.04(3H, s), 2.00-1.90 (1H, m),    1.00-0.85 (2H, m),
0.75-0.60(211, m)    1H-NMR (CDCI3) 6 ppm:8.90-8.85 (1H, m),  el soOH
0 8.65-8.50 (211, m), 8.15-8.00 (2H, m), 7.80-7.70  N   3 1 - 24  0
(1H, m), 7.40-7.30 (311, m), 7.04 (1H, s), 6.07  H  (1H, s),
5.60-4.70 (1H, br), 4.04 (3H, s), 2.28  N  (3H, s)   o 1H-NMR (CDCI3)
6 ppm:8.40-8.25 (1H, s),  FyO 



N F1101 / 8.10-7.95 (111, m), 7.80-7.65 (3H, m), 7.55-7.35    (3H,
m), 7.30-7.20 (1H, m), 7.13 (1H, d, 31-25 OH    Ha  J=2.1Hz), 7.05
(1H, d, J=8.6Hz), 6.73 (1H, dd,  Ill  J=8.6, 2.1Hz), 6.44 (1H, t,
J=74.8112), 6.16 (1H,    d, J=2.611z), 5.39 (1H, d, J=2.6Hz), 4.05
(3H, s)  [0413] [Table 76] Ref.No. Strc   physical data 31 - 26 A 0
OH N / I H/ \ 0 o I 1H-NMR (CDCI3) 6 ppm:9.00-8.85 (1H, m), 8.70-8.60
(1H, m), 8.30-8.00 (3H, m), 7.80-7.70  (1H, m), 7.45-7.30 (2H, m),
6.90 (1H, d, J=6.2Hz), 6.77 (1H, d, J=10.9Hz), 6.05 (1H, s),
5.30-5.05 (1H, br), 4.05 (3H, s), 2.15-2.05 (1H, m), 1.05-0.90 (2H,
m), 0.75-0.60 (2H, m)  N-    31 - 27 101OH N H 410. 0 



0 1H-NMR (CDCI3) 6 ppm:8.15-8.00 (2H, m), 7.75-7.65 (3H, m),
7.55-7.35 (3H, m), 7.30-7.25 (1H, m), 6.92 (1H, d, J=7.0Hz), 6.80(1K,
d, J=11.8Hz), 6.13 (1H, d, J=2.5Hz), 5.32 (1H, d, J=2.5Hz), 4.15-4.00
(5H, m), 1.45 (3H, t, J7.1 Hz) 31 -28 isOH N H s  0 0 1H-NMR (CDCI3)
6 ppm:8.15-8.00 (2H, m), 7.80-7.70 (2H, m), 7.47 (1H, dd, J=5.1,
3.0Hz),  7.43 (1H, dd, J=5.0, 1.3Hz), 7.40-7.35 (1H, m), 6.89 (1H, d,
J=7.1Hz), 6.84 (1H, d, J=11.8Hz), 6.19 (1H, d, J=2.6Hz), 5.03 (1H, d,
J=2.6Hz), 4.15-4.00 (5H, m), 1.44 (3H, t, J=7.0Hz) 31 - 29 F isOH N I
H a 0 o 1H-NMR (CDCI3) 6 ppm:8.10-8.00 (2H, m), 7.75-7.65 (3H, m),
7.35-7.10 (3H, m), 6.91 (1H, d, J=7.1Hz), 6.80 (1H, d, J=11.8Hz),
6.06 (1H, d, J=2.5Hz), 5.21 (1H, d, J=2.5Hz), 4.15-4.00 (5H, m), 1.48
(3H, t, J=7.0Hz) 31-30 OH N / NI H./ N- o o I 1H-NMR (CDCI3) 6
ppm:8.95-8.85 (1H, m), 8.65-8.60 (1H, m), 8.28 (1H, s), 8.15-8.00
(2H, m), 7.80-7.70(9], m), 7.45-7.30 (2H, m), 6.91 (1H, d, J=7.0Hz),
6.85 (1H, d, J=11.7Hz), 6.06 (1H, s), 5.35-5.05 (1H, br), 4.15-4.00
(5H, m), 1.46 (3H, t, J=7.0Hz)  [0414] [Table 77] Ref.N o.  Strc
physical data 3 1 - 3 1 ON H 41 N 0 , _. u is 1H-NMR (CDCI3) 5
ppm:8.05-7.95 (2H, m), 7.75-7.60 (3H, m), 7.55-7.25 (4H, m), 6.86
(1H, s), 6.79 (1H, s), 6.15 (1H, s), 5.35-5.15 (1H, br), 4.10-3.95
(5H, m), 2.12 (3H, s), 1.43 (3H, t, J=7.0Hz) 3 1 - 3 2 



40 H OH 41   1 0 1H-NMR (CDCI3) 5 ppm:8.05-7.95 (2H, m), 7.75-7.60
(3H, m), 7.35-7.25 (1H, m), 7.20-7.10 (2H, m), 6.88 (1H, s), 6.79
(1H, s), 6.08 (1H, s), 5.16 (1H, s), 4.05 (3H, s), 3.83 (3H, s), 2.12
(3H, s) 3 1 - 3 3 CI is H OH /1 SI  0 0 1H-NMR (CDCI3) 5 ppm:8.14
(1H, s), 8.05-8.00 (1H, m), 7.80-7.65 (2H, m), 7.46 (1H, dd, J=5.0,
3.0Hz), 7.42 (1H, dd, J=5.0, 1.3Hz), 7.40-7.30 (2H, m), 6.68 (1H, s),
6.22 (1H, s), 5.13 (1H, s), 4.04 (3H, s), 3.68 (3H, s) 3 1 - 34 Cl is
H N- K. 0  1H-NMR (CDCI3) 5 ppm:8.90-8.85 (1H, m), 8.70-8.50 (2H, m),
8.15-8.00 (2H, m), 7.80-7.70 (1H, (1H, m), 7.45-7.30 (3H, m), 6.69
(1H, s), 6.08 (1H, s), 5.70-5.00 (1H, br), 4.03 (3H, s), 3.68 (3H, s)
3 1 -3 5 * Fl \ N OH  0 i  1H-NMR (CDCI3) 5 ppm:8.90-8.70 (2H, m),
8.60-8.50 (1H, m), 8.15-7.95 (2H, m), 7.80-7.70 (1H, m), 7.39 (1H, d,
J=7.8Hz), 7.35-7.25 (1H, m), 7.00-6.90 (2H, m), 6.07 (1H, s),
5.50-5.10 (1H, br), 4.03 (3H, s), 2.18 (3H, d, J=1.9Hz)    N-
[0415] [Table 78] Ref.No. Strc  



physical data 31-36 \ 101_N 0 / 1H-NMR (CDCI3) 6 ppm:8.05-7.95 (2H,
m), 7.75-7.65 (2H, m), 7.50-7.35 (3H, m), 6.92 (1H, s), 6.75 (1H, s),
6.21 (1H, s), 5.10-4.90 (1H, br), 4.10-3.90 (5H, m), 2.14(3H, s),
1.42 (3H, t, J=7.0Hz)  OH H s   31-37 CI isOH /I H 0 o 1 1H-NMR
(CDCI3) 6 ppm:8.99 (1H, s), 8.90-8.80 (1H, m), 8.65-8.50 (1H, m),
8.10-8.00 (2H, m), 7.85-7.75 (1H, m), 7.50-7.40 (1H, m), 7.35-7.25
(2H, m), 6.90 (1H, d, J=9.8Hz), 6.05 (1H, s), 5.80-4.60 (1H, br),
4.03 (3H, s)  N-   31-38 A 0i OH H N - o / 1H-NMR (CDCI3) 6
ppm:8.95-8.85 (1H, m), 8.65-8.55 (1H, m), 8.20-7.95 (3H, m),
7.75-7.65 (1H, m), 7.45-7.30(2H, m), 7.06 (1H, s), 6.98 (1H, s), 6.09
(1H, d, J=2.5Hz), 5.12 (1H, d, J=2.5Hz), 4.51 (2H, s), 4.05 (3H, s),
2.35 (3H, s), 2.00-1.85 (1H, m), 1.00-0.85 (2H, m), 0.70-0.50 (2H, m)
31-39 40 OH 4110.  i 1H-NMR (CDCI3) 6 ppm:8.10-7.90 (2H, m),
7.75-7.60 (3H, m), 7.35-7.25 (1H, m), 7.20-7.10 (2H, m), 6.87 (1H,
s), 6.78 (1H, s), 6.08 (1H, s), 5.16(1H, s), 4.10-3.95 (5H, m), 2.13
(3H, s), 1.43 (3H, t, J=7.0Hz) 31-40 itOH N /I H I s o o I 1H-NMR
(CDCI3) 6 ppm:8.05-7.90 (2H, m), 7.80-7.65 (2H, m), 7.50-7.30 (3H,
m), 7.09 (1H, s), 6.56 (1H, s), 6.23 (1H, d, J=3.1Hz), 5.08 (1H, d,
J=3.1Hz), 4.03 (3H, s), 3.62 (3H, s), 2.25 (3H, s) 



[0416] [Table 79] Ref.No. Strc physical data 32-1 a - 1H-NMR (CDCI3)
6 ppm:7.50 (1H, s), 7.40-7.10 (2H, m), 3.56 (3H, s), 3.37 (3H, s)
32-2 o N.--- .... 1H-NMR (CDCI3) 6 ppm:7.37 (1H, dd, J=8.2, 2.0Hz),
7.35-7.25 (1H, m), 7.09 (1H, dd, J=10.9, 8.0Hz), 3.92 (3H, s), 3.56
(3H, s), 3.37 (3H, s) 33-1 o s i_..-o c 1H-NMR (CDCI3) 6 ppm:7.85
(1H, d, J=1.6Hz), 7.39 (1H, d, J=1.6Hz), 3.67 (3H, s), 3.35 (3H, s)
33-2 o 1H-NMR (CDCI3) 6 ppm:7.65-7.45 (2H, m), 10-6.95 (1H, m), 3.55
(3H, s), 3.36 (3H, s), 2.30 7.H, s) (3   It /NEck  33-3 o rr o 0
...-- 1H-NMR (CDCI3) 6 ppm:7.60-7.40 (2H, m),  7.35-7.25 (2H, m),
3.58 (3H, s), 3.35 (3H, s), 2.69 (2H, q, J=7.6Hz), 1.25 (3H, t,
J=7.6Hz) 34  1H-NMR (CDCI3) a ppm:7.50-7.40 (2H, m), 7.35-7.20 (2H,
m), 3.57 (3H, s), 3.35 (3H, s), 2.62 (2H, t, J=7.6Hz), 1.75-1.55 (2H,
m), 0.94 (2H, t, J=7.4Hz)        . o     35 



4011 VH 1H-NMR (CDCI3) a ppm:6.93 (1H, d, J=7.5Hz), 6.44 (1H, dd,
J=7.5, 1.5Hz), 6.41 (1H, d, J=1.5Hz), 3.70-3.40(2H, br), 2.12 (3H,
s), 1.85-1.70(1H, m), 0.95-0.80 (2H, m), 0.70-0.55 (2H, m)  [0417]
[Table 80] Ref.No. Ste physical data 36-1 . N 0 1H-NMR (CDCI3) 6
ppm:7.70-7.50 (1H, br), 7.01 (1H, d, J=7.8Hz), 6.69 (1H, dd, J=7.8,
1.7Hz),    H 6.30-6.10 (1H, br), 2.19 (3H, s), 1.95-1.80 (1H, m),
1.52 (9H, s), 0.95-0.85 (2H, m), 0.75-0.60 (2H, m)  c is 1H-NMR
(CDCI3) 6 ppm:7.80-7.60 (1H, br), 7.11 36-2 WI (1H, s), 6.35-6.15
(1F1, br), 3.91 (3H, s), 2.16 (3H,   s), 1.53 (9H, s)   1H-NMR
(CDCI3) 6 ppm:7.50-7.20 (1H, br), 6.62 36-3  (1H, s), 6.15-5.85 (1H,
br), 3.79 (3H, s), 2.22 (3H,   s), 2.17 (3H, s), 1.51 (9H, s)
1H-NMR (CDCI3) 6 ppm:7.90-7.60 (1H, br), 6.72 36-4  N0 (1H, s),
6.20-5.90 (1H, br), 3.86 (3H, s), 1.51 (9H,  H S)  HO 1H-NMR (CDCI3)
6 ppm:7.72 (1H, s), 7.48 (1H, s),   7.00 (1H, d, J=7.9Hz), 6.74 (1H,
dd, J=7.9, 1.8Hz), 37 00 3.45-3.30 (1H, m), 2.63 (2H, d, J=6.3Hz),
1.99 (1H,  



VN d, J=3.8Hz), 1.95-1.80 (1H, m), 1.51 (9H, s), 1.00   (9H, s),
0.95-0.85 (2H, m), 0.75-0.60 (2H, m)  HO 1H-NMR (CDCI3) 6 ppm:6.92
(1H, d, J=7.8Hz),   6.49 (1H, dd, J=7.8, 1.8Hz), 6.43 (1H, d,
J=1.8Hz), 38  3.43 (1H, dd, J=10.2, 2.2Hz), 2.64 (1H, dd, J=14.3,  TH
2.2Hz), 2.55 (1H, dd, J=14.3, 10.2Hz), 1.85-1.70   (1H, m), 1.00 (9H,
s), 0.95-0.80 (2H, m), 0.70-0.55   (2H, m)  \ 0 1H-NMR (CDCI3)8
ppm:7.81 (1H, s), 7.40(1H,  Nd, J=8.1Hz), 7.10-7.00 (1H, m), 6.84
(1H, dd, J=8.1, 39 VH 1.5Hz), 6.18 (1H, dd, J=2.3, 0.9Hz), 2.05-1.95
(1H,   m), 1.37 (9H, s), 1.00-0.85 (2H, m), 0.75-0.65 (2H,   m)
[0418] [Table 81] Ref.No. Strc physical data 40-1 CI 0 N 0 H 1H-NMR
(CDCI3) 6 ppm:7.97 (1H, d, J=1.7Hz), 7.80-7.65 (1H, br), 7.50-7.40
(1H, m), 7.39 (1H, d, J=1.7Hz), 7.05 (1H, d, J=8.5Hz), 6.60(1H, dd,
J=8.5, 2.7Hz), 4.01 (2H, s), 3.79 (3H, s), 1.53 (9H, s) 40-2 SF 01
1H-NMR (CDCI3) 6 ppm:7.95-7.80 (2H, m), 7.60-7.20 (3H, m), 7.07 (1H,
d, J=8.6Hz), 6.61 (1H, dd, J=8.6, 2.7Hz), 4.14 (2H, s), 3.79 (3H, s),
1.52 (9H, s) 40-3 o140 IP 



N H 1H-NMR (CDCI3) 6 ppm:8.20-7.65 (3H, m), 7.55-7.40 (1H, s),
7.20-7.00 (2H, m), 6.59 (1H, dd, J=8.5, 2.6Hz), 4.15 (2H, s), 3.79
(3H, s), 2.33 (3H,  s), 1.53 (9H, s) 40-4 CI la 40 N H MS(ESI, m/z)=
394 (M+H)+ 40-5 aF '.1 o 1 40N 0 H 1H-NMR (CDCI3) 6 ppm:7.90-7.60
(3H, m), 7.48 (1H, s), 7.18 (1H, dd, J=10.5, 8.5Hz), 7.07 (11-I, d,
J=8.5Hz), 6.59 (1H, dd, J=8.5, 2.7Hz), 4.15 (2H, s), 3.93 (3H, s),
3.79 (3H, s), 1.53 (9H, s) 40-6 SO IPdd, N H 1H-NMR (CDCI3) 6
ppm:7.75-7.60 (2H, m), 7.45-7.25 (2H, m), 7.06 (1H, d, J=8.5Hz), 6.63
(1H,    J=8.5, 2.7Hz), 4.12 (2H, s), 3.80 (3H, s), 1.52 (9H, s)
[0419] [Table 82] Ref.No. Strc physical data 40-7 0 10 N H 1 H-NMR
(CDCI3) 5 ppm:8.00-7.35 (5H, m), 7.20-7.05 (2H, m), 7.00 (1H, dd,
J=8.3, 2.2Hz), 4.21 (2H, s), 3.86 (3H, s), 1.53 (9H, s)  40-8 140 0
1H-NMR (CDCI3) 5 ppm: 8.10-8.00 (2H, m), 7.80-7.45 (5H, m), 7.08 (1H,
d, J=7.9Hz), 6.73 (1H, dd, J=7.9, 1.6Hz), 4.22 (2H, s), 1.95-1.80
(1H, m), 1.52 (9H, s), 1.00-0.85 (2H, m), 0.75-0.60 (2H, m)    40-9
o140 0NAo H 1H-NMR (CDCI3) 5 ppm:8.00-7.70 (3H, m), 7.55-7.35 (3H,
m), 7.09 (1H, d, J=8.4Hz), 6.59 (1H, dd, J=8.4, 2.7Hz), 4.19 (2H, s),
3.79 (3H, s), 2.72 (2H, q, J=7.6Hz), 1.53 (9H, s), 1.27 (3H, t,
J=7.6Hz) 40 - 10 o--... * N MS(ESI, m/z) = 359 (M-H)- 40- 1 1 o40 ci
rN H 1H-NMR (CDCI3) 5 ppm: 8.10-8.00 (2H, m), 7.95-7.45 (5H, m), 7.18
(1H, s), 4.17 (2H, s), 3.91 (3H, s), 1.53 (9H, s) 40- 1 2 o 



40o N H 1H-NMR (CDCI3) 5 ppm:9.00-8.90 (1H, m), 8.55-8.45 (1H, m),
7.80-7.70 (1H, m), 7.65-7.40 (2H, m), 7.11 (1H, d, J=8.5Hz), 6.61
(1H, dd, J=8.5, 2.7Hz), 4.20 (2H, s), 3.90 (3H, s), 3.79 (3H, s),
1.53(9H, s)  [0420] [Table 83] Ref.No. Sire physical data  le o
1H-NMR (CDCI3) 6 ppm:7.95-7.70 (3H, m), 7.55-7.35 (3H, m), 7.09 (1H,
d, J=8.5Hz), 6.59 (1H, 40 - 1 3 IS dd, J=8.5, 2.6Hz), 4.18 (2H, s),
3.79 (3H, s), 2.66  (2H, t, J=7.7Hz), 1.75-1.60 (2H, m), 1.53 (9H,
s),   0.95 (3H, t, J=7.4Hz)   1H-NMR (CDCI3) 6 ppm:8.23 (1H, dd,
J=2.9,   1.2Hz), 7.95-7.75 (1H, br), 7.70-7.50 (2H, m), 7.35 40 - 14
(1H, dd, J=5.1, 2.9Hz), 7.08 (1H, d, J=7.7Hz), 6.85  0 N 0 (1H, dd,
J=7.7, 1.2Hz), 4.12 (2H, s), 2.32 (3H, s),  H 1.53 (9H, s)  -Y 0 0
n 0 .  0 / 1H-NMR (CDCI3) 6 ppm:7.80-7.65 (1H, m),   7.55-7.40 (1H,
br), 7.01 (1H, d, J=8.5Hz), 6.59 (1H,   dd, J=8.5, 2.7Hz), 3.80 (3H,
s), 3.65 (2H, s), 40 - 1 5     2.70-2.55 (1H, m), 1.80-1.65 (1H, m),
1.52 (9H, s),   



1.50-1.30 (1H, m), 1.09 (3H, d, J=7.0Hz), 0.82 (3H,   t, J=7.5Hz)
1H-NMR (CDCI3) 6 ppm:7.90-7.65 (1H, br),   7.55-7.40 (1H, m), 7.02
(1H, d, J=8.5Hz), 6.59 (1H, 40 - 1 6 0 0 dd, J=8.5, 2.7Hz), 3.80 (3H,
s), 3.66 (2H, s),  NAO H 2.90-2.70(1H, m),1.52 (9H, s), 1.13 (6H, d,
J=7.0Hz)  o 1H-NMR (CDCI3) 6 ppm:7.70-7.40 (2H, m), 7.01   (1H, d,
J=8.5Hz), 6.59 (1H, dd, J=8.5, 2.7Hz), 3.80 40 - 1 7 0 (3H, s), 3.58
(2H, s), 2.40 (2H, d, J=6.9Hz),   2.25-2.05 (1H, m), 1.52 (9H, s),
0.88 (6H, d,   J=6.7Hz)   1H-NMR (CDCI3) 6 ppm:7.75-7.60 (1H, br),
7.55-7.40 (1H, br), 7.00 (1H, d, J=8.4Hz), 6.59 (1H, 40 - 1 8  dd,
J=8.4, 2.7Hz), 3.80 (3H, s), 3.63 (2H, s),  SO 2.60-2.45 (1H, m),
1.75-1.40 (13H, m), 0.78 (6H, t,   J=7.4Hz)  [04211 [Table 84]
Ref.No. Strc physical data 40 - 19  



11110 N H 1H-NMR (CDCI3) 6 ppm:7.90-7.65 (1H, br), 7.55-7.40 (1H,
br), 7.02 (1H, d, J=8.5HZ), 6.58 (1H, dd, J=8.5, 2.6Hz), 3.80 (3H,
s), 3.66 (2H, s), 3.15-2.95 (1H, m), 2.00-1.40 (17H, m) 40-20 o  N0 H
1H-NMR (CDCI3) 6 ppm:8.20-7.90 (1H, br), 7.55-7.30 (1H, br), 6.97
(1H, d, J=8.5Hz), 6.57 (1H, dd, J=8.5, 2.7Hz), 3.80 (3H, s), 3.69
(2H, s), 1.67 (2H, q, J=7.6Hz), 1.52 (9H, s), 1.17 (6H, s), 0.78 (3H,
t, J=7.6Hz) 40-21      o 01 ThNO H 1H-NMR (CDCI3) 6 ppm:7.90-7.75
(1H, br), 7.55-7.40 (1H, br), 7.02 (1H, d, J=8.4Hz), 6.56 (1H, dd,
J=8.4, 2.7Hz), 3.80 (3H, s), 3.64 (2H, s), 2.60-2.45 (1H, m),
1.95-1.10 (19H, m) 40-22  0 1H-NMR (CDCI3) 6 ppm:7.65-7.40 (2H, m),
7.08 (1H, d, J=8.4Hz), 6.61 (1H, dd, J=8.4, 2.7Hz), 3.81 (3H, s),
3.73 (2H, s), 2.10-2.00 (1H, m), 1.52 (9H, s), 1.15-0.85 (4H, m)
40-23 o011e 1011 N H 1H-NMR (CDCI3) 6 ppm:8.10-8.00 (2H, m),
7.70-7.30 (4H, m), 7.10-6.85 (1H, br), 6.61 (1H, s), 4.27 (2H, s),
3.76 (3H, s), 2.18 (3H, s), 1.48 (9H, s) 40-24 o  N0 1H-NMR (CDCI3) 6
ppm:7.60-7.40 (2H, m), 7.00 (1H, d, J=8.4Hz), 6.60 (1H, dd, J=8.4,
2.7Hz), 3.80 (3H, s), 3.59 (2H, s), 2.42 (2H, s), 1.52 (9H, s), 1.01
(9H, s) 40-25 c, is N0 H MS(ESI, m/z) = 354 (M-H)-  [0422] [Table 85]
Ref.No. Strc  physical data 40-26 a is   MS (ESI, m/z) = 368 (M-H)-
WI N  0   I-1       



1H-NMR (CDCI3) 6 ppm:8.20-8.15 (1H, m),     7.80-7.60 (1H, br), 7.49
(1H, dd, J=2.0, 1.5Hz), 40 - 27    7.40-7.20 (1H, br), 6.81 (1H, dd,
J=2.0, 0.8Hz),  CI    6.70 (1H, s), 4.01 (2H, s), 3.85 (3H, s), 1.50
(9H,     s)  o   1H-NMR (CDCI3) 6 ppm:7.80-7.50 (2H, m), 7.11 40-28
CI it 0  (1H, s), 3.92 (3H, s), 3.56 (2H, s), 2.43 (2H, d,  41111129N
0 J=6.9Hz), 2.25-2.05 (1H, m), 1.52 (9H, s), 0.90  H        (6H, d,
J=6.7Hz)     1H-NMR (CDCI3) 6 ppm:7.90-7.70 (1H, br),    



7.65-7.50 (1H, br), 7.11 (1H, s), 3.92 (3H, s), 40-29 CI s Ur N0
3.62 (2H, s), 2.75-2.55 (1H, m), 1.80-1.60 (1H,  H   m), 1.52 (9H,
s), 1.50-1.35 (1H, m), 1.10 (3H, d,     J=7.0Hz), 0.84 (3H, t,
J=7.4Hz)  o   1H-NMR (CDCI3) 6 ppm:7.95-7.70 (1H, br), 40-30 CI
7.65-7.50 (1H, br), 7.11 (1H, s), 3.91 (3H, s),    N VIC 3.63 (2H,
s), 2.90-2.70 (1H, m), 1.52 (9H, s),  H   1.14 (6H, d, J=7.0Hz)
1H-NMR (CDCI3) 6 ppm:8.20 (1H, dd, J=2.9,     1.2Hz), 7.60 (1H, dd,
J=5.1, 1.2Hz), 7.45-7.30 40-31      SO N 



0 (2H, m), 7.25-7.00 (1H, br), 6.61 (1H, s), 4.15  (2H, s), 3.77 (3H,
s), 2.18 (3H, s), 1.49 (9H, s)  H     [0423] [Table 86] Ref.No.  Strc
physical data 41-1   N  1H-NMR (CDCI3) 5 ppm:7.90-7.75 (1H, br), 7.40
(1H, d, J=8.6Hz), 6.84 (1H, d, J=2.2Hz), 6.74 (1H, dd, J=8.6, 2.2Hz),
6.16 (1H, d, J=2.1Hz), 3.84(3H, s), 2.90-2.70(1H, m), 1.80-1.55 (2H,
m), 1.32 (3H, d, J=7.0Hz), 0.91 (3H, t, J=7.4Hz)      41-2  \  1H-NMR
(CDCI3) 5 ppm:7.90-7.70 (1H, br), 7.40 (1H, d, J=8.6Hz), 6.84 (1H, d,
J=2.2Hz), 6.74 (1H, dd, J=8.6, 2.2Hz), 6.16 (1H, dd, J=2.3, 0.8Hz),
3.84 (3H, s), 1.65 (2H, q, J=7.5Hz), 1.33 (6H, s), 0.78 (3H, t,
J=7.5Hz)   41 N Fl   41 -3 CI 40 \ N  1H-NMR (CDC13) 5 ppm:8.00-7.80
(1H, br), 7.50 (1H, s), 6.89 (1H, s), 6.12 (1H, dd, J=2.3, 0.8Hz),
3.90(3H, s), 1.37 (9H, s) 41-4 CI \ 0  1H-NMR (CDCI3) 5 ppm:7.95-7.75
(1H, br), 7.50 (1H, s), 6.89 (1H, s), 6.12 (11-1, dd, J=2.3, 0.7Hz),
3.91 (3H, s), 1.64 (2H, q, J=7.4Hz), 1.32 (6H, s), 0.77 (3H, t,
J=7.4Hz) 41-5  \ \-- 1H-NMR (CDCI3) 5 ppm:8.15-7.95 (1H, br),
7.45-7.30 (3H, m), 7.13 (1H, s), 7.00 (1H, s), 6.61 (1H, dd, J=2.2,
0.8Hz), 3.88 (3H, s), 2.33 (3H, d, J=0.5Hz)   



40   42  CI0   1 H-NMR (CDCI3) 5 ppm:7.60-7.50 (1H, m), 7.40-7.30
(1H, m), 7.25-7.15 (1H, m), 4.40 (2H, q, J=7.2Hz), 2.43 (3H, s), 1.40
(3H, t, J=7.2Hz) 43  BrCI0 40  1 H-NMR (CDCI3) 5 ppm:7.70 (1H, dd,
J=7.8, 1.6Hz), 7.57 (1H, dd, J=7.7, 1.6Hz), 7.35-7.25 (1H, m), 4.64
(2H, s), 4.41 (2H, q, J=7.2Hz), 1.41 (3H, t, J=7.2Hz)  [0424] [Table
87] Ref.No. Strc  physical data 44-1   T_P   MS(ESI, m/z)= 531 (M+H)+
44-2     MS(ESI, m/z) = 527 (M+H)+         



44-3 101 Nil o 40 -o o MS(ESI, m/z) = 523 (M+H)+ 44-4  )   MS(ESI,
m/z) = 543 (M+H)+ 44-5  74 I  1H-NMR (CDCI3) 6 ppm:8.00-7.85 (1H, m),
7.80 (1H, s), 7.70-7.55 (3H, m), 7.25-6.90 (4H, m), 6.54 (1H, dd,
J=8.8, 2.6Hz), 5.46 (1H, dd, J=10.1, 5.2Hz), 4.03 (3H, s), 3.87 (3H,
s), 3.75-3.60 (4H, m), 3.52(1H, dd, J=15.5, 10.1Hz), 1.58 (9H, s)
[0425] [Table 88] Ref.No.  Strc   physical data 44-6  . 0 NH + F / 0
MS(ESI, m/z) = 545 (M+H)+ 44-7      MS(ESI, m/z)= 525 (M+H)+    =4 



,  44-8 V * + olio 40 -o   MS(ESI, m/z) = 501 (M-FH)-F 44-9
MS(ESI, m/z) = 506 (M-H)-    LLT           44 - 1 0    MS(ESI, m/z) =
519 (M+H)+        T __  



[0426] [Table 89] Ref.No. Strc physical data 44- 1 1 * N MS(ESI, m/z)
= 510 (M+H)+           NH0   -0   0 0    00   CI sN  44 - 1 2 lir NH0
MS(ESI, m/z) = 525 (M+H)+   A -o 00   +    1H-NMR (CDCI3) 6
ppm:8.80-8.70 (1H, m),  



8.40-8.30 (1H, m), 8.00-7.90 (1H, m), 7.70-7.60    (3H, m), 7.25-7.15
(2H, m), 7.03 (1H, d, 44-13   J=8.5Hz), 6.54 (1H, dd, J=8.5, 2.8Hz),
5.43 (1H,   dd, J=9.3, 5.8Hz), 3.98 (3H, s), 3.82 (3H, s), 3.77
(1H, dd, J=15.1, 5.8Hz), 3.71 (3H, s), 3.48 (1H,    dd, J=15.1,
9.3Hz), 1.56 (9H; s)  o 0 1H-NMR (CDCI3) 6 ppm:8.00-6.90 (10H, m),
44-14 N0 401.. 6.50 (1H, dd, J=8.6, 2.7Hz), 5.46 (1H, dd, J=10.2,
5.3Hz), 4.01 (3H, s), 3.80-3.40 (6H, m),   2.57 (2H, t, J=7.6Hz),
1.70-1.55 (10H, m), 0.88  0A0   + (3H, t, J=7.4Hz)  . , - 1 0 ? ,..
'I . ._ 0 is 1H-NMR (CDCI3) 6 ppm:8.09 (1H, dd, J=2.9,   1.2Hz), 8.04
(1H, s), 7.95-7.85 (1H, m),   7.70-7.55 (1H, m), 7.50(1H, dd, J=5.2,
1.2Hz),   7.25-7.20 (1H, m), 7.18(1H, dd, J=5.2, 2.9Hz), 44 - 1 5 



7.08 (1H, d, J=8.0Hz), 6.81 (1H, dd, J=8.0,    1.3Hz), 5.46 (1H, dd,
J=10.2, 5.1Hz), 4.05 (3H,   s), 3.69 (1H, dd, J=16.0, 5.1Hz), 3.56
(1H, dd,   J=16.0, 10.2Hz), 2.21 (3H, s), 1.59 (9H, s)  [0427] [Table
90] Ref.No. Strc physical data 44-16 CO \ CI * 1H-NMR (CDCI3) 6
ppm:8.23 (1H, s), 8.10 (1H, dd, J=2.9, 1.1Hz), 8.00-7.85 (1H, m),
7.70-7.60 (1H, m), 7.51 (1H, dd, J=5.1, 1.1Hz), 7.30-7.10 (3H, m),
7.12 (1H, s), 5.43 (1H, dd, J=10.5,   5.0Hz), 4.06 (3H, s), 3.81 (3H,
s), 3.66 (1H, dd,   J=16.3, 5.0Hz), 3.55 (1H, d, J=16.3, 10.5Hz),
1.60(9H, s)  I*  44-17 110 MS(ESI, m/z) = 505 (M+H)+  NH   --f- CIAO
r    1H-NMR (CDCI3) 6 ppm:7.95-7.85 (2H, m),   7.65-7.55 (1H, m),
7.50-7.30 (4H, m), 7.16 (1H, 



s), 7.06 (1H, s), 7.01 (1H, d, J=8.7Hz), 5.34 (1H, 44-18 Lc dd,
J=10.3, 5.0Hz), 4.51 (2H, q, J=7.2Hz), 3.71    (3H, s), 3.64 (1H, dd,
J=15.0, 5.0Hz), 3.44 (1H,    dd, J=15.0, 10.3Hz), 1.59 (9H, s), 1.45
(3H, t,   J=7.2Hz)  00 1H-NMR (CDCI3) 6 ppm:8.00-7.85 (311, m), 7.76
44-19 i oN ....0 o NH i  (1H, s), 7.70-7.55 (1H, m), 7.50-7.20 (4H,
m), (1H, s), 6.58 (1H, s), 5.66 (1H, dd, J=10.0,  o---() 5.1 Hz),
4.05 (3H, s), 3.75-3.55 (5H, m), 2.05 (3H,  + s), 1.60 (9H, s),
1H-NMR (CDCI3) 6 ppm:8.15-7.90 (3H, m),    7.75-7.60 (1H, m),
7.45-7.20 (3H, m), 6.73 (2H, 44-20 r ) z--< s), 5.39 (1H, dd, J=10.7,
4.8Hz), 4.07 (3H, s),   3.79 (3H, s), 3.68 (1H, dd, J=16.3, 4.8Hz),
3.57    (1H, dd, J=16.3, 10.7Hz), 1.65-1.50 (9H, m)  [0428] [Table
91] Ref.No.  Strc  



physical data 45-1  oSi 04Ik 0 NH cAo + 1H-NMR (CDCI3) 6
ppm:8.00-6.90 (11H, m), 6.59 (1H, dd,=              J=8.6, 2.6Hz),
4.74 (1H, dd, J8.1, 6.7Hz), 3.90 (3H, s), 3.75 (3H, s), 3.48 (1H, dd,
J=13.7, 6.7Hz), 3.11 (1H, dd, J=13.7, 8.1Hz), 1.52 (9H, s) 45-2  401
40* NH CIAO +  MS(ESI, m/z) = 506 (M-H)- 45-3  o140 40Ft NH oAo +
1H-NMR (CDCI3) 6 ppm:8.00-6.80 (11H, m), 6.55 (1H, dd, J=8.5, 2.6Hz),
4.95-4.80 (1H, m), 4.45-4.25 (2H, m), 3.75 (3H, s), 3.53 (1H, dd,
J=13.9 7.7Hz), 3.14 (1H, dd, J=13.9, 6.6Hz), 1.60-1.50 (9H, m),
1.45-1.30 (3H, m) 45 -4  o40 It isel NH 10 or-1-o  0 1H-NMR (CDCI3) 6
ppm:7.90-6.90 (11H, m), 6.53 (1H, dd, J=8.7, 2.6Hz), 5.05-4.90 (1H,
m), 4.40 (2H, q, J=7.1Hz), 3.76 (3H, s), 3.66 (1H, dd, J=14.0,
8.1Hz), 3.18 (1H, dd, J=14.0, 6.5Hz), 1.65-1.50 (9H, m), 1.40 (3H, t,
J=7.1Hz) 45-5  110 o N1 NH 1--0 orc:0  1H-NMR (CDCI3) 6 ppm:8.00-7.85
(2H, m), 7.70-7.55 (1H, m), 7.25-7.15 (1H, m), 7.05 (1H, s), 6.94
(1H, d, J=8.6Hz), 6.60 (1H, dd, J=8.6, 2.7Hz), 4.95 (1H, dd, J=10.5,
4.9Hz), 4.06 (3H, s), 3.74 (3H, s), 3.58 (1H, dd, J=16.3, 4.9Hz),
3.36 (1H, dd, J=16.3, 10.5Hz),2.75-2.60 (1H, m), 1.55 (9H, s),
1.10-0.80 (6H, m)  [0429] [Table 92] Ref.No. Strc  



physical data 45-6 * NH 0A0 + N 0 0 1H-NMR (CDCI3) 6 ppm:7.95-7.80
(2H, m), 7.70-7.55 (1H, m), 7.25-7.15 (1H, m), 7.06 (1H, s), 6.96
(1H, d, J=8.7Hz), 6.60 (1H, dd, J=8.7, 2.7Hz), 4.85-4.70 (1H, m),
4.06 (3H, s), 3.74(3K, s), 3.61 (1H, dd, J=16.4, 5.0Hz), 3.35 (1H,
dd, J=16.4, 10.4Hz), 2.32 (1H, dd, J=16.5, 6.5Hz), 2.21 (1H, dd,
J=16.5, 7.3Hz), 2.15-2.00 (1H, m), 1.56 (9H, s), 0.83 (3H, d,
J=6.7Hz), 0.71 (3H, d, J=6.7Hz) 45-7  0 /  1H-NMR (CDCI3) 6 ppm:8.02
(11-I, s), 7.95-7.85 (1H, m), 7.70-7.55 (1H, m), 7.30-7.20 (1H, m),
7.10-6.90 (2H, m), 6.59 (1H, dd, J=8.7, 2.7Hz), 5.05-4.90 (1H, in),
4.06 (3H, s), 3.73 (3H, s), 3.54(1H, dd, J=16.5, 4.9Hz), 3.43 (1H,
dd, J=16.5, 10.6Hz), 2.45-2.30 (1H, m), 1.70-1.35 (13H, m), 0.82 (3H,
t, J=7.5Hz), 0.45 (3H, t, J=7.5Hz) 45-8 CI iss NH \ N 0  1H-NMR
(CDCI3) 6 ppm:8.05 (1H, s), 8.05-7.95 (1H, m), 7.75-7.60 (1H, m),
7.30-7.00 (3H, m), 4.85-4.70 (1H, m), 4.06 (3H, s), 3.85 (3H, s),
3.60 (1H, dd, J=16.7, 4.8Hz), 3.34 (1H, dd, J=16.7, 10.4Hz), 2.32
(1H, dd, J=16.5, 6.4Hz), 2.21 (1H, dd, J=16.5, 7.3Hz), 2.15-2.00 (1H,
m), 1.57 (9H, s), 0.84 (3H, d, J=6.6Hz), 0.73 (3H, d, J=6.7Hz) 45-9
CI 0 NH \ N / --0  1H-NMR (CDCI3) 6 ppm:8.12 (11-I, s), 7.95-7.85
(1H, m), 7.70-7.60 (1H, m), 7.30-7.20 (1H, m), 7.13 (1H, s), 7.07
(1H, d, J=2.2Hz), 5.05-4.90 (1H, m), 4.06 (3H, s), 3.85 (3H, s), 3.56
(1H, dd, J=16.5, 6.3Hz), 3.45-3.25 (1H, m), 2.75-2.55 (1H, m), 1.56
(9H, s), 1.07 (3H, d, J=7.1Hz), 0.90 (3H, d, J=7.1 Hz)  [0430] [Table
93] Ref.No. Strc  physical data     1H-N MR (CDCI3) 5 ppm:8.00-7.75
(2H, m), 7.70-7.55 (1H, m), 7.25-7.15 (1H, m), 7.04 (1H, s), 6.95
(1H, d, J=8.7Hz), 6.60 (1H, dd, J=8.7, 2.7Hz), 46-1 o-   4.90 (1H,
dd, J=10.6, 4.8Hz), 4.06(3H, s), 3.74 (3H,     



s), 3.60 (1H, dd, J=16.2, 4.8Hz), 3.36 (1H, dd,      J=16.2, 10.6Hz),
2.95-2.75 (1H, m), 2.00-1.30 (17H,     m)  ,   1H-NMR (CDCI3) 6
ppm:8.00-7.85 (2H, m),     7.70-7.55 (1H, m), 7.25-7.15 (1H, m), 7.03
(1H, s),     6.94 (1H, d, J=8.6Hz), 6.59 (1H, dd, J=8.6, 2.7Hz), 46-2
4.91 (1H, dd, J=10.7, 4.9Hz), 4.06 (3H, s), 3.74 (3H,     s), 3.55
(1H, dd, J=16.3, 4.9Hz), 3.36 (1H, dd,      J=16.3, 10.7Hz),
2.50-2.30 (1H, m), 2.00-1.30 (19H,     m)     1H-NMR (CDCI3) 6
ppm:7.00-7.75 (2H, m),   



7.65-7.55 (1H, m), 7.20-7.10 (1H, m), 7.09 (1H, s),     6.95 (1H, d,
J=8.6Hz), 6.62 (1H, dd, J=8.6, 2.7Hz), 46-3 I 2   4.91 (1H, dd,
J=10.7, 4.5Hz), 4.06 (3H, s), 3.74 (3H,     s), 3.66 (1H, dd, J=16.1,
4.5Hz), 3.31 (1H, dd,      J=16.1, 10.7Hz), 1.95-1.80 (1H, m),
1.05-0.60 (4H,     m)  zx-fr- o o-  1H-NMR (CDCI3) 5 ppm:7.95-7.80
(2H, m),    7.70-7.55 (1H, m), 7.25-7.15 (11-I, m), 7.04 (11-I, s),
6.95 (1H, dd, J=8.6Hz), 6.60 (1H, dd, J=8.6, 2.7Hz), 46-4   4.77 (1H,
dd, J=10.7, 4.7Hz), 4.06 (3H, s), 3.74 (3H,    s), 3.56 (1H, dd,
J=16.5, 4.7Hz), 3.35 (1H, dd,     



J=16.5, 10.7Hz), 2.36 (1H, d, J=15.7Hz), 2.18 (1H, d,    J=15.7Hz),
1.57 (9H, s), 0.92 (9H, s)  0    46-5 o 10 ism N 0 ? MS(ESI, m/z) =
505 (M+H)+  I o     [0431] [Table 94] Ex. No. Strc Physical data 12-1
o *N /  / H I $cl 1 H-NMR (CDCI3) 6 ppm:8.07 (1H, s), 8.00-7.90 (1H,
m), 7.70-7.60 (1H, m), 7.40-7.20 (4H, m), 6.85 (1H, d, J=2.2Hz), 6.76
(1H, dd, J=8.7, 2.2Hz), 4.48 (2H, s), 4.04 (31-I, s), 3.84 (3H, s)
12-2 o \ 1101N/ H 4 1H-NMR (DMSO-d6) 6 ppm:11.23 (1H, s), 8.35-8.20
(1H, m), 7.95-7.85 (21-I, m), 7.75-7.50 (3H, m), 7.44 (1H, d,
J=8.7Hz), 6.85 (1H, d, J=2.2Hz), 6.65 (1H, dd, J=8.7, 2.2Hz), 4.31
(2H, s), 3.89 (3H, s), 3.76 (3H, s) 12-3 o \ 40m0 ", 41 1H-NMR
(CDCI3) 6 ppm:8.06 (1H, s), 8.00-7.90 (1H, m), 7.70-7.55 (1H, m),
7.45-7.15 (4H, m), 7.10-7.00 (1H, m), 6.90 (1H, d, J=2.2Hz), 6.74
(1H, dd, J=8.6, 2.2Hz), 4.50 (2H, s), 4.04 (3H, s), 3.85 (3H, s),
2.29 (3H, d, J=1.8Hz)    12-4  0N 0 o 1 a 



ci 1H-NMR (CDCI3) 6 ppm:8.06 (1H, s), 8.00-7.91 (1H, m),
7.70-7.60(1H, m), 7.45-7.20 (4H, m), 7.10-7.00 (1H, m), 6.88 (1H, d,
J=2.2Hz), 6.77 (1H, dd, J=8.8, 2.2Hz), 4.50 (2H, s), 4.04 (3H, s),
3.85 (3H, s) 12-5 *o N0  --. 41 -0F 1H-NMR (CDCI3) 6 ppm:8.07 (111,
s), 8.00-7.90 (1H, m), 7.70-7.60 (1H, m), 7.31 (1H, d, J=8.8Hz),
7.30-7.00 (4H, m), 6.91 (1H, d, J=2.2Hz), 6.77 (111, dd, J=8.8,
2.2Hz), 4.51 (2H, s), 4.03 (3H, s), 3.86 (3H, s), 3.81 (3H, s) 12-6
o H as), 1H-NMR (CDCI3) 6 ppm:8.12 (1H, s), 8.05-7.90 (1H, m),
7.75-7.65 (1H, m), 7.50-7.25 (4H, m), 6.83 (1H, d, J=2.2Hz), 6.76
(1H, dd, J=8.7, 2.2Hz), 4.43 (2H, 4.02 (3H, s), 3.83 (3H, s)  [0432]
[Table 95] Ex. No. Strc   Physical data a  12-7  So a -o N N 0 I
1H-NMR (CDCI3) 6 ppm:8.26 (1H, s), 8.00-7.90 (1H, m), 7.70-7.60 (1H,
m), 7.45-7.25 (3H, m), 7.20-7.00 (4H, m), 6.95-6.85 (1H, m), 4.55
(2H, s), 4.03 (3H, s), 3.78 (3H, s) 12-8 A S a N o 0 I 1H-NMR (CDCI3)
6 ppm: 8.09 (1H, s), 8.00-7.90 (1H, m), 7.65-7.10 (9H, m), 6.83 (1H,
dd, J=8.2, 1.4Hz), 4.56 (2H, s), 4.05 (3H, s), 2.10-1.95 (1H, m),
1.05-0.90 (2H, m), 0.80-0.65 (2H, m)  12-9   0 S F a 0  0 1H-NMR
(CDCI3) 6 ppm:8.08 (1H, s), 7.80-7.70 (1H, m), 7.50-7.30 (5H, m),
7.23 (1H, d, J=8.7Hz), 7.20-7.10 (1H, m), 7.05-6.90 (1H, m), 6.92
(1H, d, J=2.2Hz), 6.75 (1H, dd, J=8.7, 2.2Hz), 4.27 (2H, s), 3.95
(3H, s), 3.86 (3H, s) 1 2 - 1 0  H  SJ=7.6Hz), 0 



/0 1H-NMR (CDCI3) 6 ppm:8.14 (1H, s), 8.00-7.90 (1H, m), 7.65-7.55
(1H, m), 7.40-7.10 (6H, m), 6.92 (1H, d, J=2.2Hz), 6.73 (1H, dd,
J=8.7, 2.2Hz), 4.56 (2H, s), 4.04 (3H, s), 3.85 (3H, s), 2.66 (2H, q,
1.22 (3H, t, J=7.6Hz)      1 2 - 1 1 0 N-  o o I 1H-NMR (CDCI3) 6
ppm:8.70-8.60 (1H, m), 8.50-8.40 (1H, m), 8.11 (1H, s), 8.10-7.95
(2H, m), 7.75-7.60 (1H, m), 7.39 (1H, d, J=8.7Hz), 7.35-7.20 (1H, m),
6.92 (1H, d, J=2.2Hz), 6.80 (1H, dd, J=8.7, 2.2Hz), 4.48 (2H, s),
4.04 (3H, s), 3.86 (3H, s) 12-12 a o ai IP a N --- 0 o I 1H-NMR
(CDCI3) 6 ppm: 8.15 (1H, s), 8.05-7.90 (1H, m), 7.70-7.60 (1H, m),
7.55-7.30 (6H, m), 7.20-7.10 (1H, m), 6.96 (1H, s), 4.50 (2H, s),
4.05 (3H, s), 3.94 (3H, s)  [0433] [Table 96]  Ex. No.  Strc
Physical data 1 2 - 13  zi \ c --.. ......   1H-NMR (CDCI3) 6
ppm:8.45-8.35 (1H, m), 8.30-8.25 (1H, m), 8.17 (1H, s), 8.00-7.90
(1H, m), 7.75-7.60(1H, m), 7.50-7.45 (1H, m), 7.35 (1H, d, J=8.8Hz),
7.30-7.20 (1H, m), 6.92 (1H, d,       J=2.2Hz), 6.78 (1H, dd, J=8.8,
2.2Hz), 4.52 (2H,    



s), 4.03 (3H, s), 3.87 (3H, s), 3.84 (3H, s)    --- ---z I"..........
....,......  1H-NMR (CDCI3) 6 ppm:8.13 (1H, s), 8.00-7.90      (1H,
m), 7.65-7.55 (1H, m), 7.35-7.10 (6H, m),      6.91 (1H, d, J=2.2Hz),
6.73 (1H, dd, J=8.7, 1 2 - 14          2.2Hz), 4.56 (2H, s), 4.04
(3H, s), 3.85 (3H, s),      2.59 (2H, t, J=7.6Hz), 1.70-1.55 (2H, m),
0.92            (3H, t, J=7.3Hz)  



1H-NMR (CDCI3) 6 ppm:8.06 (1H, s), 7.85-7.75   0    (1H, m),
7.50-7.25 (6H, m), 7.21 (1H, d, 1 2 - 15  *  ? J=8.7Hz), 6.98 (1H,
dd, J=10.5, 8.5Hz), 6.91     F      *   (1H, d, J=2.3Hz), 6.73 (1H,
dd, J=8.7, 2.3Hz),       4.23 (2H, s), 3.89 (3H, s), 3.86 (3H, s)
1H-NMR (CDCI3) 6 ppm:8.07 (1H, s), 7.77 (1H,   0    s), 7.55-7.30
(6H, m), 7.21 (1H, d, J=8.7Hz), 1 



2 - 16  1.1   7.10-7.00 (1H, m), 6.92 (1H, d, J=2.2Hz), 6.74   H
II   (1H, dd, J=8.7, 2.2Hz), 4.27 (2H, s), 3.89 (3H, s), 3.86 (3H, s)
0  1H-NMR (CDCI3) 6 ppm:8.06 (1H, s), 8.00-7.90   [10 N  o (1H, m),
7.65-7.50 (2H, m), 7.41 (1H, dd, J=5.1, 1 2 - 17  .-  i 2.9Hz),
7.40-7.30 (2H, m), 7.25-7.15 (2H, m),    s   6.93 OH, dd, J=8.2,
1.0Hz), 4.56 (2H, s), 4.05       (3H, s), 2.47 (3H, s)  



o 1H-NMR (CDCI3) 6 ppm:8.05 (1H, s), 7.90-7.70   0    (2H, m),
7.55-7.30 (5H, m), 7.30-7.20 (1H, m), 1 2 - 1 8     7.15-7.00 (1H,
m), 6.90 (1H, d, J=2.2Hz), 6.73    *   (1H, dd, J=8.7, 2.2Hz),
4.30-4.15 (4H, m), 3.85 (3H, s), 1.28 (3H, t, J=7.1Hz)  [0434] [Table
97] Ex. No. Strc Physical data 1 2 - 1 9 40a 0 H 4* 1H-NMR (CDCI3) 6
ppm:8.11 (1H, s), 7.60-7.50(1H, m), 7.45-7.29 (5H, m), 7.20 (1H, d,
J=8.7H1), 7.16-7.05 (2H, m), 6.94 (1H, d, J=2.2Hz), 6.75 (1H, dd,
J=8.7, 2.2Hz), 4.44 (2H, q, J=7.0Hz), 4.32 (2H, s), 3.87 (3H, s),
1.43 (3H, t, J=7.0Hz) 1 2 - 20 CI o ah ir N0 /0 1 I S 1H-NMR (CDCI3)
6 ppm: 8.11 (1H, s), 8.00-7.90 (1H, m), 7.70-7.55 (2H, m), 7.48 (1H,
s), 7.42 (1H, dd, J=5.1, 3.0Hz), 7.31 (1H, dd, J=5.1, 1.2Hz),
7.25-7.15 (1H, m), 6.94 (1H, s), 4.49 (2H, s), 4.05 (3H, s), 3.94
(3H, s) 1 2 - 2 1  o/ \ 40N/ H 1H-NMR (CDCI3) 6 ppm:8.00-7.90 (1H,
m), 7.83 (1H, s), 7.65-7.55 (1H, m), 7.22 (1H, d, J=8.6Hz), 7.20-7.05
(1H, m), 6.86 (1H, d, J=2.2Hz), 6.70 (1H, dd, J=8.6, 2.2Hz), 4.36
(2H, s), 4.04 (3H, s), 3.82 (3H, s), 3.35-3.15 (1H, m), 1.27 (6H, d,
J=7.1Hz) 1 2 - 2 2 0 \ 



401N/ H 1H-NMR (CDCI3) 5 ppm:8.00-7.90 (1H, m), 7.80 (1H, s),
7.65-7.50(1H, m), 7.18(1H, d, J=8.6Hz), 7.15-7.05 (1H, m), 6.84 (1H,
d, J=2.2Hz), 6.69 (1H, dd, J=8.6, 2.2Hz), 4.35 (2H, s), 4.04 (3H, s),
3.82 (3H, s), 2.59 (2H, d, J=7.4Hz), 2.00-1.80 (1H, m), 0.90 (6H, d,
J=6.6Hz) 1 2 - 2 3  1H-NMR (CDCI3) 6 ppm:9.10-9.00 (1H, m), 8.70-8.60
(1H, m), 8.20-8.05 (2H, m), 7.50-7.30 (5H, m), 7.21 (1H, d, J=8.7Hz),
6.90 (1H, d, J=2.2Hz), 6.74 (1H, dd, J=8.7, 2.2Hz), 4.35 (2H, q,
J=7.2Hz), 4.28 (2H, s), 3.85 (3H, s), 1.36 (3H, t, J=7.2Hz)  40"-   -
H 41  1 2 - 24 400 Hj 41 1H-NMR (CDCI3) 6 ppm:8.08 (1H, s), 7.55-7;
25(6H, m), 7.00-6.95 (1H, m), 6.93(1H, d, J=2.2Hz), 6.77 (1H, dd,
J=8.7, 2.2Hz), 4.51 (2H, q, J=7.2Hz), 4.50 (2H, s), 3.87 (3H, s),
1.46 (3H, t, J=7.2Hz)  [0435] [Table 98] Ex. No.  Strc   Physical
data 1 2 - 2 5     1H-NMR (CDCI3) 6 ppm:8.00-7.90 (1H, m), 7.70 (1H,
s), 7.65-7.50 (1H, m), 7.25-7.10 (2H, m), 6.86 (1H, d, J=2.2Hz), 6.70
(1H, dd, J=8.6, 2.2Hz), 4.37 (2H, s), 4.04 (3H, s), 3.83 (3H, s),
2.80-2.65 (1H, m), 1.80-1.40 (4H, m), 0.75 (6H, t,      J=7.4Hz)
1H-NMR (CDCI3) 6 ppm:8.00-7.90 (1H, m), 7.85   



(1H, s), 7.65-7.50 (1H, m), 7.22 (1H, d,'      J=8.6Hz), 7.20-7.05
(1H, m), 6.84 (1H, d, 1 2 - 26  scr         J=2.2Hz), 6.70 (1H, dd,
J=8.6, 2.2Hz), 4.37 (2H,      s), 4.04 (3H, s), 3.82 (3H, s),
3.40-3.20 (1H, m),      2.10-1.50 (8H, m)  0 0--- /Z I 110 410, ZI -0
1H-NMR (CDCI3) 6 ppm:8.00-7.80 (2H, m),   7.65-7.55 (1H, m), 7.21
(1H, d, J=8.7Hz),   7.15-7.05 (1H, m), 6.84 (1H, d, J=2.2Hz), 6.70
12-27     (1H, dd, J=8.7, 2.2Hz), 4.37 (2H, s), 4.04 (3H, s),  



3.82 (3H, s), 2.95-2.75 (1H, m), 1.95-1.15 (10H,   m)     0 1H-NMR
(CDCI3) 6 ppm:8.00-7.90 (1H, m), 12- 2 8 0  N o 7.75-7.55 (2H, m),
7.25-7.05 (2H, m), 6.80 (1H, d, J=2.2Hz), 6.69 (1H, dd, J=8.6,
2.2Hz), 4.48  H    (2H, s), 4.04 (3H, s), 3.81 (3H, s), 2.05-1.90
(1H,      m), 1.05-0.85 (2H, m), 0.75-0.60 (2H, m)     o   0  N i
1H-NMR (CDCI3) 6 ppm:8.10-7.90 (2H, m), 12-29     7.70-7.10 (8H, m),
6.78 (1H, s), 4.57 (2H, s),  H a   4.05 (3H, s), 3.74 (3H, s), 2.33
(3H, s)  [0436] [Table 99] Ex. No. 



&It  Physical data 1 2-30 o 1110 H  / \ N 0 0 i 1H-NMR (CDCI3) 6
ppm:8.00-7.90 (1H, m), 7.78 (1H, s), 7.65-7.50 (1H, m), 7.20-7.05
(2H, m), 6.85 (1H, dd, J=2.2Hz), 6.68 (1H, dd, J=8.6, 2.2Hz), 4.37
(2H, s), 4.04 (3H, s), 3.83 (3H, s), 2.62 (2H, s), 0.96 (9H, s)
1H-NMR (CDCI3) 6 ppm:8.01 (1H, s),  40  --- 0 0 8.00-7.90 (1H, m),
7.79 (1H, dd, J=1.5, 1.0Hz), 7.70-7.60 (1H, m), 7.55-7.45 (11-I, 1 2
- 3 1 H    m), 7.39 (1H, s), 7.20-7.10 (1H, m), 6.98   /\
(1H, s), 6.65 (1H, dd, J=1.9, 1.0Hz), 4.48      (2H, s), 4.05 (3H,
s), 3.86 (3H, s)  1ci o  



/ o 1H-NMR (CDCI3) 6 ppm:8.00-7.80 (11-I, m), 7.79 (1H, s), 7.70-7.55
(1H, m), 7.36 (1H,      s), 7.15-7.05 (1H, m), 6.88 (1H, s), 4.31 1
2-3 2       H    (2H, s), 4.05 (3H, s), 3.91 (3H, s), 2.59 (2H,
d, J=7.4Hz), 2.00-1.80 (1H, m), 0.90 (6H, d,      J=6.6Hz)  Ici o
siii I W  \ N o i 1H-NMR (CDCI3) 5 ppm:8.00-7.90 (1H, m), 7.79 (1H,
s), 7.70-7.55 (1H, m), 7.39 (1H, s), 7.15-7.05 (1H, m), 6.90 (1H, s),
4.32 1 2 - 33       H    (2H, s), 4.04 (3H, s), 3.91 (3H, s),
3.10-2.90  



(1H, m), 1.75-1.50 (2H, m), 1.25 (3H, d,      J=7.0Hz), 0.79 (3H, t,
J=7.4Hz)  a   0 1H-NMR (CDCI3) 6 ppm:8.00-7.85 (2H, m),  o   N
7.70-7.55 (1H, m), 7.39 (1H, s), 7.15-7.05 12-34 I r   / (1H, m),
6.89 (1H, s), 4.31 (2H, s), 4.04 (3H,  H    s), 3.89 (3H, s),
3.35-3.15 (1H, m), 1.27      (6H, d, J=6.8Hz)  [0437] [Table 100] Ex.
No. Strc   Physical data    o 1H-NMR (CDCI3) 6 ppm:8.01 (1H, s),  SO 



/ / 8.00-7.85 (1H, m), 7.75-7.30 (8H, m), 6.90 13-1    (1H, d,
J=2.2Hz), 6.73 (1H, dd, d=8.8, 2.2Hz),     4.90-4.75 (1H, m), 4.01
(3H, s), 3.85 (3H, s), 1.92 (3H, d, J=6.7Hz)     1H-NMR (CDCI3) 6
ppm:8.05 (1H, s), 7.89  SO0   (1H, d, J=1.3Hz), 7.55-7.30 (6H, m),
7.25 (1H, 13-2    d, J=1.3Hz), 6.91 (1H, d, J=2.3Hz), 6.78 (1H,   /
add, J=8.8, 2.3Hz), 4.33 (2H, d, J=0.8Hz), 3.86     (3H, s), 3.81
(3H, s)  0 --- ---z 1 ".. -0 1H-NMR (CDCI3) 6 ppm:7.90-7.80 (1H, m),
7.75 (1H, s), 7.65-7.55 (1H, m), 7.22 (1H, d,   J=8.6Hz), 7.20-7.10
(1H, m), 6.86 (1H, d, 13-3 



J=2.2Hz),.6.70 (1H, dd, J=8.6, 2.2Hz), 4.36   (2H, s), 4.04 (3H, s),
3.83 (3H, s), 3.05-2.90   (1H, m), 1.75-1.50 (2H, m), 1.25 (3H, d,
J=7.0Hz), 0.79 (3H, t, J=7.4Hz)    o   Br   / 1H-NMR (CDCI3) 6
ppm:8.28 (1H, s), 13-4    8.00-7.90 (1H, m), 7.70-7.10 (10H, m), 4.54
a   (2H, s), 4.04 (3H, s)  FE  0   F   1H-NMR (CDCI3) 6 ppm:8.33 (1H,
s),  0./   8.05-7.95 (1H, m), 7.75-7.35 (7H, m), 7.31 13-5 /   (1H,
s), 7.20-7.10 (1H, m), 4.55 (2H, s), 4.05  a   (3H, s), 2.49 (3H, d,
J=1.1Hz) 



F E F F is , 0     , 1H-NMR (CDCI3) 6 ppm:8.40 (1H, s), 13-6
8.05-7.95 (1H, m), 7.75-7.35 (7H, m),  a   7.30-7.10 (2H, m), 4.50
(2H, s), 4.04 (3H, s)  [0438] [Table 101] Ex. No.  Strc  Physical
data  13-7  F FF ci 40, H a o I 1H-NMR (CDCI3) 6 ppm:8.43 (1H, s),
8.05-7.95 (1H, m), 7.76 (1H, s), 7.75-7.35 (7H, m), 7.20-7.10 (1H,
m), 4.51 (2H, s), 4.05 13-8 ci   1H-NMR (CDCI3) 6 ppm:8.17 (1H, s),
7.97 (1H, m), 7.75-7.35 (7H, m), 7.25-7.10 (2H, m), (2H, s), 4.04
(3H, s)   0-1?1 0 / a4.49      



13-9  ISN 4 o o 1H-NMR (CDC13) 6 ppm:8.03 (1H, s), 8.00-7.90 (1H, m),
7.70-7.45 (3H, m), 7.29 (1H, d, J=8.1Hz), 7.25-7.05 (4H, m), 6.92
(1H, dd, J=8.1, 1.0Hz), 4.51 (2H, s), 4.04 (3H, s), 2.47 (3H, s) 1 3
- 10 F FF so/ H s I 0 1H-NMR (CDC)3) 6 ppm:8.41 (1H, s), 8.05-7.95
(1H, m), 7.72 (1H, dd, J=2.9, 1.3Hz), 7.70-7.50 (3H, m), 7A6 (1H, dd,
J=5.1, 2.9Hz), 7.37 (1H, dd, J=5.1, 1.3Hz), 7.35-7.30 (1H, m),
7.25-7.15 (1H, m), 4.57 (2H, s), 4.04 (3H, s) 1 3 - 1 1    1H-NMR
(CDC13) 6 ppm:8.05-7.90 (2H, m), 7.65-7.55 (1H, m), 7.51 (1H, dd,
J=3.0, 1.3Hz), 7.40 (1H, dd, J=5.1, 3.0Hz), 7.31 (1H, dd, J=5.1,
1.3Hz), 7.25-7.15 (3H, m), 4.54 (2H, s), 4.05 (3H, s), 2.37 (3H, s),
2.30 (3H, s)   /\ N 0 /    El S   1 3 - 1 2 CI F -N so 7 1H-NMR
(CDCI3) 6 ppm:8.13 (1H, s), 8.05-7.90 (1H, m), 7.70-7.60 (2H, m),
7.50-7.35 (2H, m), 7.34 (1H, dd, J=5.0, 1.3Hz), 7.5-7.15(2H, m), 4.48
(2H, s), 4.04 (3H, s)   H s    [0439] [Table 102] Ex. No. Strc  



Physical data 1 3 - 1 3 F 1110 H 41 N 0 o 1H-NMR (CDCI3) 6 ppm:8.06
(1H, m), 8.00-7.90 (1H, m), 7.70-7.30 (6H, m), 7.20-7.10 (2H, m),
7.01 (1H, d, J=10.3Hz), 4.51 (2H, s), 4.05 (3H, s), 2.37 (3H, d,
J=2.0Hz) 1 3 - 14 40 * N 0 o 1H-NMR (CDCI3) 6 ppm:8.10-7.90 (2H, m),
7.70-7.50(3H, m), 7.25-7.10 (4H, m), 7.03 (1H, d, J=10.3Hz), 4.45
(2H, s), 4.04 (3H, s), 2.37 (3H, d, J=2.0Hz) 1 3-1 5 F * /I s N 0 o
1H-NMR (CDCI3) 6 ppm:8.10-7.90 (2H, m), 7.70-7.55 (2H, m), 7.42 (H,
dd, J=5.1, 2.9Hz), 7.33 (1H, dd, J=5.1, 1.3Hz), 7.25-7.10 (2H, m),
7.06 (1H, d, J=10.3 Hz), 4.50 (2H, s), 4.05 (3H, s), 2.37 (3H, d,
J=1.9Hz) 1 3- 1 6 ci 400   1H-NMR (CDCI3) 6 ppm:8.09 (1H, s),
8.05-7.90(1H, m), 7.70-7.10 (9H, m), 4.53 (2H, s), 4.05 (3H, s), 2.38
(3H, s)   N 0 i   H a    1 3-1 7  40 a N 0 0 1H-NMR (CDCI3) 6
ppm:8.02 (1H, s), 8.00-7.90 (1H, m), 7.70-7.45 (3H, m), 7.29 (1H, d,
J=8.3Hz), 7.25-7.65 (4H, m), 6.84 (1H, dd, J=8.3, 1.4Hz), 4.50 (2H,
s), 4.04 (311, s), 2.10-1.95 (1H, m), 1.05-0.90 (2H, m), 0.85-0.65
(2H, m) 1 3 - 1 8  



40 / H I S N 1 0  1H-NMR (CDCI3) 6 ppm:8.05 (1H, s), 8.00-7.90 (1H,
m), 7.65-7.55 (1H, m), 7.54 (11-I, dd, J=3.0, 1.3Hz), 7.41 (1H, dd,
J=5.1, 3.0Hz), 7.35-7.05 (4H, m), 6.85 (1H, dd, J=8.2, 1.5Hz), 4.55
(2H, s), 4.05 (3H, s), 2.10-1.95 (1H, m), 1.05-0.90 (2H, m),
0.80-0.65 (2H, m)  [0440] [Table 103] Ex. No. Strc   Physical data
1H-NMR (CDCI3) 5 ppm:8.06 (1H, s),       *  0 8.00-7.90 (1H, m),
7.70-7.30 (6H, m),   N o 7.20-7.10 (1H, m), 7.02 (1H, d, J=10.8Hz), 1
3 -1 9      4   6.95 (1H, d, J=6.2Hz), 4.51 (2H, s), 4.05 (3H,
s), 2.25-2.10 (1H, m), 1.05-0.90 (2H, m),     



0.80-0.65 (2H, m)    o 1H-NMR (CDCI3) 5 ppm:8.00-7.90 (1H, m),  / \
7.87 (1H, s), 7.65-7.50 (1H, m), 7.14(1H, d,  401 N / J=8.6Hz),
7.10-7.00 (1H, m), 6.87 (1H, d, 1 3 -20 /     H   J=2.3Hz), 6.69 (1H,
dd, J=8.6, 2.3Hz), 4.55     (2H, s), 4.05 (3H, s), 3.84 (3H, s), 1.69
(2H, q,     J=7.5Hz), 1.36 (6H, s), 0.71 (3H, t, J=7.5Hz)  s   1H-NMR
(CDCI3) 5 ppm:8.10-7.90 (2H, m),  * N o 7.70-7.45 (3H, m), 7.25-7.05
(3H, m), 7.03 1 3-2 1   0 (1H, d, J=10.8Hz), 6.94 (1H, d, J=6.2Hz),
4.45  41   (2H, s), 4.04 (3H, s), 2.25-2.10 (1H, m), 



1.05-0.90 (2H, m), 0.75-0.65 (2H, m)  0- 0 z/ \ _ co U- 4 zi A 1H-NMR
(CDCI3) 5 ppm:8.03 (1H, s),   8.00-7.90 (1H, m), 7.70-7.60 (1H, m),
7.59   (1H, dd, J=3.0, 1.3Hz), 7.42 (1H, dd, J=5.1, 13-22  3.0Hz),
7.31 (1H, dd, J=5.0, 1.3Hz), 7.25-7.15   (1H, m), 7.07 (1H, d,
J=10.7Hz), 6.92 (1H, d,   J=6.1Hz), 4.49 (2H, s), 4.05 (3H, s),
2.25-2.10   (1H, m), 1.05-0.90 (2H, m), 0.80-0.65 (2H, m)   /  1H-NMR
(CDCI3) 5 ppm:8.16 (1H, s),  0  p 8.00-7.90 (1H, m), 7.70-7.25 (6H,
m), 13-23 /   7.20-7.10 (2H, m), 7.06 (1H, d, J=10.7Hz),  H   4.53
(2H, s), 4.05 (3H, s), 2.29 (3H, d,  410   



J=1.9Hz)  [0441] [Table 104] Ex. No.  Strc   Physical data 13-24 0 -
0 z/ \ cr 0 . ZS II 1H-NMR (CDCI3) 5 ppm:8.08 (1H, s), 8.00-7.90 (1H,
m), 7.65-7.55 (1H, m), 7.40-7.30 (1H, m), 7.28 (1H, d, J=8.2Hz),
7.25-7.00 (4H, m), 6.95-6.85 (1H, m), 6.83   (1H, dd, J=8.2, 1.4Hz),
4.57 (2H, s), 4.04   (3H, s), 3.77 (3H, s), 2.10-1.95 (1H, m),
1.05-0.90 (2H, m), 0.80-0.65 (2H, m)  a 1   0       1H-NMR (CDCI3) 6
ppm:8.00-7.90 (2H, m),  0 rs  N 0  1 3-2 5 IV   / 7.65-7.55 (1H, m),
7.28 (1H, s), 7.05-6.95  H    



(1H, m), 6.92 (1H, s), 4.52 (2H, s), 4.05 (3H,      s), 3.91 (3H, s),
1.39 (9H, s)     o 1H-NMR (CDCI3) 5 ppm:8.09 (1H, s),  IP   /
8.00-7.90 (1H, m), 7.70-7.60 (1H, m), 7.53      (1H, dd, J=3.0,
1.3Hz), 7.41 (1H, dd, J=5.0, 1 3 -2 6  I   3.0Hz), 7.40 (1H, dd,
J=5.0, 1.3Hz),   S   7.25-7.15(2H, m), 7.04 (1H, d, J=10.2Hz),
4.52 (2H, s), 4.05 (3H, s), 2.31 (3H, d,      J=2.0Hz)  CI    1H-NMR
(CDCI3) 6 ppm:8.11 (1H, s),  



N 0 8.00-7.90 (1H, m), 7.70-7.60 (1H, m), 7.57     / (1H, dd, J=3.0,
1.3 Hz), 7.42 (1H, dd, J=5.1,       1 3 -2 7           3.0Hz), 7.40
(1H, s), 7.31 (1H, d, J=5.1,   S   1.3Hz), 7.29 (1H, s), 7.25-7.15
(1H, m),      4.52 (2H, s), 4.05 (3H, s), 2.40 (3H, s)  Ici   o
1H-NMR (CDCI3) 6 ppm:8.00-7.85 (2H, m),  o is  /  7.65-7.55 (1H, m),
7.28 (1H, s), 7.05-6.95 1 3-2 8 tir  



/ (1H, m), 6.92 (1H, s), 4.50 (2H, s), 4.05 (3H,  H    s), 3.92 (3H,
s),1.69 (2H, q, J=7.4Hz), 1.36      (6H, s), 0.70 (3H, t, J=7.4Hz)
[0442] [Table 105] Ex. No. Strc  Physical data   o , 1H-NMR (CDCI3) 6
ppm:8.00-7.90 (1H, m), 7.85 1 3 - 2 9 0 , (1H, s), 7.65-7.50 (1H, m),
7.13 (1H, s), 7.10-7.00  / H  (2H, m), 4.57 (2H, s), 4.05 (3H, s),
2.34 (31-1, s),    2.25 (31-1, s), 1.38 (9H, s)  1F 0 1H-NMR (CDCI3)
6 ppm:8.00-7.85 (2H, m), 1 3 - 30 0 aL r /0 / 7.65-7.55 (1H, m),
7.05-6.95 (1H, m), 6.94 (1H, d,  H  J=11.6Hz), 6.93 (1H, d, J=7.1Hz),
4.52 (2H, s), 4.05 (31-1, s), 3.90 (3H, s), 1.40 (9H, s)   o 



1H-NMR (CDCI3) 6 ppm:8.00-7.90 (1H, m), 7.85  0 \ /p (1H, s),
7.65-7.50 (1H, m), 7.10-6.95 (2H, m), 6.82 1 3 - 3 1     H  (1H, s),
4.55 (2H, s), 4.05 (3H, s), 3.85 (3H, s),    2.20 (31-1, s), 1.38
(9H, s)  A o 1H-NMR (CDCI3) 6 ppm:8.00-7.80 (2H, m),  fil / 7.60-7.50
(11-1, m), 7.14 (1H, d, J=8.2Hz), 1 3 - 3 2   7.10-7.00 (21-1, m),
6.79 (1H, dd, J=8.2, 1.5Hz),    4.57 (2H, s), 4.04 (3H, s), 2.05-1.90
(1H, m), 1.39        (9H, s), 1.00-0.85 (21-1, m), 0.75-0.65 (2H, m)
o     1H-NMR (CDCI3) 6 ppm:8.03 (1H, s), 8.00-7.90  (101\ / (1H, m),
7.70-7.15 (8H, m), 7.10 (1H, s), 4.55 (2H, 1 3 - 3 3   



s), 4.05 (3H, s), 2.44 (3H, s), 2.05-1.90 (1H, m),  410  1.00-0.90
(211, m), 0.70-0.60 (21-1, m)  0 --z co -, --. * zz 111 1H-NMR
(CDCI3) 6 ppm:8.01 (1H, s), 8.00-7.90   (1H, m), 7.65-7.55 (1H, m),
7.51 (1H, dd, J=2.9,   1.3Hz), 7.40 (1H, dd, J=5.1, 2.9Hz), 7.30 (1H,
dd, 1 3 - 34     J=5.1, 1.3Hz), 7.25-7.15 (2H, m), 7.07 (1H, s),
4.54 (2H, s), 4.05 (3H, s), 2.46 (3H, s), 2.05-1.90   (1H, m),
1.00-0.90 (2H, m), 0.70-0.60 (21-1, m)  [0443] [Table 106] Ex. No.
Strc  Physical data  / 0 , 1H-NMR (CDCI3) 6 ppm:8.00-7.80 (2H, m),
7.65-7.50 13- 35 0  (1H, m), 7.12 (1H, d, J=8.6Hz), 7.10-7.00 (1H,
m), 6.86    (1H, d, J=2.2Hz), 6.68 (1H, dd, J=8.6, 2.2Hz), 4.56 (2H,



H  s), 4.10-4.00 (5H, m), 1.42 (3H, t, J=7.1Hz), 1.39 (9H, s)      IF
o as a 1H-NMR (CDCI3) 6 ppm:8.90-8.80 (1H, m), 8.65-8.55- (1H, m),
8.22 (1H, s), 8.10-7.907.75-7.60  IP  (2H, m),(1H, 14-1 /I  m),
7.40-7.30 (1H, m), 7.30-7.15 (2H, m), 7.00-6.90 (1H,  H / \  m), 4.49
(2H, q, J=7.2Hz), 4.43 (2H, s), 3.93 (3H, s),  N -  1.46 (3H, t,
J=7.2Hz)  So  1H-NMR (CDCI3) 6 ppm:8.85-8.75 (1H, m), 8.65-8.55  N 0
(1H, m), 8.16 (1H, s), 8.00-7.90 (2H, m), 7.70-7.55 (1H, 14-2 iI
H...--      m), 7.40-7.15 (4H, m), 6.95 (1H, dd, J=8.1, 1.1Hz), 4.52
N    -  (2H, s), 4.04 (3H, s), 2.48 (3H, s)   



0   F F    F40N / 1H-NMR (CDCI3) 6 ppm:8.95-8.85 (1H, m), 8.78 (1H,
s), 14-3   8.70-8.55 (1H, m), 8.10-7.90 (2H, m), 7.75-7.50 (3H, m),
\  7.45-7.15 (3H, m), 4.51 (2H, s), 4.02 (3H, s)  N      1H-NMR
(CDCI3) 6 ppm:8.85-8.80 (1H, m), 8.65-8.55  IPN 0 (1H, m), 8.20 (1H,
s), 8.05-7.90 (2H, m), 7.70-7.60 (1H, 14-4  ) m), 7.40-7.30 (1H, m),
7.25-7.15 (2H, m), 7.07 (1H, d,  N -  J=10.2Hz), 4.46 (2H, s), 4.04
(3H, s), 2.38 (3H, d, J=1.8Hz)      11101N\ 0  111-1-NMR (DMSO-d6) 6
ppm:11.22 (1H, s), 8.95-8.90 (H,8.60-8.50 (1H, m), 8.35-8.25 (1H, m),
7.90-7.80 ,O 14-5     /    



(2H, m), 7.55-7.40 (2H, m), 7.29 (1H, s), 7.18 (1H, s),  "  4.33 (2H,
s), 3.89 (3H, s), 2.30 (3H, s), 2.25 (3H, s)      [0444] [Table 107]
Ex. No.  Strc    Physical data       1H-NMR (CDC13) 6 ppm:8.85-8.75
(1H, m),       8.60-8.50 (1H, m), 8.15 (1H, s), 8.00-7.85       (2H,
m), 7.70-7.60 (1H, m), 7.40-7.15(3H, 14-6      m), 6.92(1K, d,
J=2.2Hz), 6.77 (1H, dd,       J=8.7, 2.2Hz), 4.51 (2H, s), 4.08 (2H,
q,  



3=7.0Hz), 4.04 (3H, s), 1.45 (3H, t,       J=7.0Hz)       1H-NMR
(CDCI3) 6 ppm:8.85-8.75 (1H, m),  0  N 0  8.60-8.50 (1H, m), 8.12
(1H, s), 8.00-7.85 14-7  1 ...._   (2H, m), 7.70-7.60 (1H, m),
7.40-7.30 (1H,   \    m), 7.25-7.15 (2H, m), 6.88 (1H, s), 4.50   N -
(2H, s), 4.05 (3H, s), 3.89 (3H, s), 2.25 (3H,       s)  



1H-NMR (CDCI3) 6 ppm:8.85-8.75 (1H, m),       8.65-8.50 (1H, m), 8.17
(1H, s), 8.00-7.90       (2H, m), 7.70-7.60 (1H, m), 7.40-7.30 (2H,
14-8      m), 7.25-7.10 (2H, m), 6.86 (1H, dd, J=8.3,       1.4Hz),
4.52 (2H, s), 4.04 (3H, s), 2.10-1.95       (1H, m), 1.05-0.90 (2H,
m), 0.80-0.65 (2H,       m)       1H-NMR (DMSO-d6) 6 ppm:11.56 (1H,
s), 14-9 



H CI 0o N  , " 9.00-8.90 (1H, m), 8.65-8.55 (1H, m), 8.45-8.30 (1H,
m), 7.95-7.80 (2H, m),       7.60-7.45 (3H, m), 7.42 (1H, s), 4.35
(2H,       s), 3.89 (3H, s), 2.36 (3H, s)   - N      0- 0 Z/ Z Ii-ZI
1H-NMR (CDCI3) 6 ppm:8.85-8.75 (1H, m),   8.65-8.55 (1H, m), 8.14
(1H, s), 8.05-7.90   (2H, m), 7.70-7.60 (1H, m), 7.45-7.30 (1H, 14-10
m), 7.25-7.15 (1H, m), 7.08 (1H, d,   J=10.7Hz), 6.97(1H, d, 36.1
Hz), 4.46 (2H,   s), 4.04 (3H, s), 2.25-2.10 (1H, m),   1.05-0.95
(2H, m), 0.80-0.65 (2H, m)  



[0445] [Table 108] Ex. No. Strc   Physical data   N 0 o 1H-NMR
(CDCI3) 6 ppm:8.85-8.75 (1H, m), 8.65-8.55 (1H, m), 8.17 (1H, s),
8.05-7.90 (2H, m), 7.75-7.60(1H, m), 7.40-7.30 (1H, m),  \
7.25-7.10 (2H, m), 6.98 (1H, d, J=6.9Hz), 4.45     (2H, s), 4.13 (2H,
q, J=7.0Hz), 4.04 (3H, s),  N        1.49 (3H, t, J=7.0Hz)  o.
1H-NMR (CDCI3) 6 ppm:8.90-8.75 (1H, m),  CIa WI o  8.65-8.55 (1H, m),
8.31 (1H, s), 8.05-7.85 (2H, 14-12 N /1 o 1  in), 7.75-7.60 (1H, m),
7.50-7.30 (2H, m),     7.20-7.15 (1H, m), 6.97 (1H, s), 4.50 (2H, s),



N   4.03 (3H, s), 3.84 (3H, s)   o  1H-NMR (CDCI3) 6 ppm:8.85-8.75
(1H, m),  0N /  8.75-8.55 (2H, m), 8.15-7.95 (2H, m), 7.75-7.60 (1H,
m), 7.40-7.30 (1H, m), 14-13         7.25-7.15 (2H, m), 7.05 (1H, d,
J=10.1Hz),  N-   4.48 (2H, s), 4.03 (3H, s), 2.30 (3H, d,
J=2.0Hz)     1H-NMR (DMSO-d6) 6 ppm:11.78 (1H, s),  CI is0 N
9.05-8.95 (1H, m), 8.65-8.55 (1H, m),  14-14 1  1? 8.50-8.40 (1H, m),
7.95-7.85 (2H, m), 7.63  H    



(1H, d, J=10.3Hz), 7.60-7.50 (3H, m), 4.34  N -   (2H, s), 3.88 (3H,
s)   o  1H-NMR (CDCI3) 6 ppm:8.85-8.75 (1H, m),   "N i  11011
8.60-8.50 (1H, m), 8.09 (1H, s), 8.00-7.85 (2H, m), 7.70-7.60 (1H,
m), 7.40-7.30 (1H, m), 14- 1 5      H   7.25-7.05 (3H, m), 4.51 (2H,
s), 4.05 (3H, s),  N -   2.46 (3H, s), 2.05-1.90 (1H, m), 1.05-0.90
(2H,     m), 0.75-0.60 (2H, in)  [0446] [Table 109] Ex. No. Strc
Physical data 15-1 10 /  o / 1H-NMR (CDCI3) 6 ppm:8.06 (1H, s),
8.00-7.90 (1H, m), 7.70-7.15 (7H, m), 7.13  



(1H, s), 6.87 (1H, s), 4.54 (2H, s), 4.05 (3H,  a   s), 3.88 (3H, s),
2.23 (3H, s)    0 1H-NMR (CDCI3) 5 ppm:8.21 (1H, s),  0 ,  10
8.05-7.95 (2H, m), 7.90-7.80 (1H, m), 15-2  H   7.75-7.45 (3H, m),
7.33 (1H, d, J=8.7Hz),    L7.30-7.20 (1H, m), 6.88 (1H, d, J=2.2Hz),
6.77 (1H, dd, J=8.7, 2.2Hz), 4.48 (2H, s),     4.04 (3H, s), 3.85
(3H, s)  1F o s   1H-NMR (CDCI3) 6 ppm:8.10 (1H, s),  ir N o
8.00-7.90(111, m), 7.70-7.30(6N, m), 15-3 /I H   7.25-7.10 (2H, m),
6.97 (1H, d, J=7.0Hz), 



a   4.51 (2H, q, J=7.1Hz), 4.49 (2H, s), 3.93     (3H, s), 1.47 (3H,
t, J=7.1Hz)  o a- --z \ ...., ....., * zx -o , 1H-NMR (CDCI3) 6
ppm:8.43 (1H, s),   8.00-7.90 (1H, m), 7.65-7.55 (1H, m), 7.44   (1H,
d, J=1.7Hz), 7.36 (1H, d, J=8.7Hz), 15-4  7.20-7.10 (1H, m), 6.89
(1H, d, J=2.2Hz),   6.76 (1H, dd, J=8.7, 2.2Hz), 6.52 (1H, d,
J=3.4Hz), 6.46 (1H, dd, J=3.4, 1.7Hz), 4.59   (2H, s), 4.05 (3H, s),
3.86 (3H, s)  o".  o   o ii&   1H-NMR (CDCI3) 5 ppm:8.08 (1H, s),
lel   8.00-7.90 (1H, m), 7.70-7.10 (7H, m), 6.93  15-5   



(1H, s), 6.86 (1H, s), 4.56 (2H, s), 4.04 (3H,  a   s), 3.93 (3H, s),
3.81 (3H, s)  [0447] [Table 110] Ex. No. Strc   Physical data 15-6 .o
ci it el / a   / 1H-NMR (CDCI3) 6 ppm:8.08 (1H, s),  8.00-7.90(1H,
m), 7.70-7.30 (7H, m), 7.20-7.10 (1H, m), 6.93 (1H, s), 4.54 (2H, s),
4.04 (3H, s), 3.82 (3H, s) 15-7 101 1 S N 0 / 1H-NMR (CDCI3) 6
ppm:8.06 (1H, s), 8.00-7.90 (1H, m), 7.70-7.55 (1H, m), 7.46 (1H, dd,
J=3.0, 1.2Hz), 7.39 (1H, dd, J=5.0, 3.0Hz), 7.29 (1H, dd, J=5.0,
1.2Hz), 7.25-7.15 (2H, m), 6.84 (1H, s), 4.53 (2H, s), 4.05 (3H, s),
3.87 (3H, s), 2.25 (3H, s) 15-8 1F o it Ir /I H 1 S  o o 1H-NMR
(CDCI3) 6 ppm:8.07 (1H, s), 8.00-7.90 (1H, m), 7.75-7.60 (2H, m),
7.43 (1H, d, J=5.0, 3.0Hz), 7.35 (1H, dd, J=5.0, 1.2Hz), 7.30-7.15
(2H, m), 6.94 (1H, d, J=7.0Hz), 4.50 (2H, q, J=7.0Hz), 4.47 (2H, s),
3.92 (3H, s), 1.48 (3H, t, J=7.0Hz) 15-9 jr 10 S N 0 0 



1H-NMR (CDCI3) 6 ppm:8.10 (1H, s), 8.00-7.90 (1H, m), 7.70-7.60 (1H,
m), 7.55-7.30 (5H, m), 7.20-7.10 (2H, m), 6.95 (1H, d, J=8.3Hz), 4.54
(2H, s), 4.04 (3H, s), 3.82 (3H, s) 1 5 - 10 1F 0 40 a / 0    o --/ 1
H-NMR (CDCI3) 6 ppm:8.18 (1H, s), 8.01 (1H, s), 7.55-7.30 (5H, m),
7.14 (1H, d, J=11.3Hz), 6.98 (1H, d, J=7.0Hz), 4.56 (2H, s), 4.45
(2H, q, J=7.1Hz), 3.94 (3H, s), 1.43 (3H, t, J=7.1Hz)  [0448] [Table
ill] Ex. No. Strc Physical data  cl is0 N 1H-NMR (CDCI3) 6 ppm:8.30
(1H, s), 7.90-8.05 (1H, m), 7.70-7.60 (1H, m), 1 5- 1 1 0 7.55-7.30
(3H, m), 7.25-7.10 (3H, m), 6.93  H   F a (1H, s), 4.48 (2H, s), 4.03
(3H, s), 3.81 (3H,   s)  o   SO,/ 1H-NMR (CDCI3) 6 ppm:8.67 (1H, s),
8.40-8.30 (1H, m), 8.05-7.90 (2H, m), 1 5-1 2     7.75-7.40 (7H, m),
7.20-7.10 (1H, m), 4.57  a (2H, s), 4.04 (3H, s)   1H-NMR (CDC13) 6
ppm:8.01 (1H, s),  10 -N 8.00-7.90 (1H, m), 7.65-7.10 (9H, m), 4.55 1
5 - 1 3  (2H, s), 4.52 (2H, q, J=7.2Hz), 2.37 (3H, s),  a 



2.29 (3H, s), 1.47 (3H, t, J=7.2Hz)   1H-NMR (CDCI3) 6 ppm:8.01 (1H,
s),  110110 8.00-7.90 (1H, m), 7.70-7.45 (3H, m), 1 5-14 N 7.30-7.05
(4H, m), 6.89 (1H, d, J=2.2Hz),   6.74 (1H, dd, J=8.7, 2.2Hz), 4.49
(2H, s),   4.15-4.00 (5H, m), 1.44 (3H, t, J=7.1Hz)  0- 0 Z/ ci) zi
V-0 1H-NMR (CDCI3) 6 ppm:8.05 (1H, s),   8.00-7.90 OH, m), 7.70-7.55
(1H, m), 7.52   (1H, dd, J=3.0, 1.3Hz), 7.40 (1H, dd, J=5.1, 1 5-1 5
3.0Hz), 7.35-7.15 (3H, m), 6.88 (1H, d,   J=2.2Hz), 6.75 (1H, dd
J=8.7, 22Hz), 4.53   (2H, s), 4.15-4.00 (5H, m), 1.44 (3H, t,
J=7.0Hz)  [0449] [Table 112] Ex. No. Strc Physical data  0 FyO N 1
1H-NMR (CDCI3) 6 ppm:8.33 (1H, s), 8.05-7.90 (1H, m), 7.70-7.35 (6H,
m), 7.34 (1H, d, 1 5 - 1 6  J=8.6Hz), 7.25-7.10 (2H, m), 6.88 (1H,
dd,  a 



J=8.6, 2.1Hz), 6.50 (1H, t, J=74.8Hz), 4.55 (2H,   s), 4.04 (31-I, s)
1H-NMR (CDCI3) 6 ppm:8.08 (11-I, s), 8.00-7.90  leo (1H, m),
7.70-7.30 (6H, m), 7.20-7.15 (1H, m), 1 5 - 1 7 N0 7.09 (1H, d,
J=11.5Hz), 6.97 (1H, d, J=6.9Hz),  a 4.50(21-], s), 4.13 (2H, q,
J=7.0Hz), 4.05(31-], s),   1.48 (3H, t, J=7.0Hz)  o- o zi \ _ co LL a
zx o \_ 1H-NMR (CDCI3) 6 ppm:8.06 (1H, s), 8.00-7.90   (1H, m),
7.70-7.60 (1H, m), 7.56(11-], dd, J=3.0,   1.3Hz), 7.42 (1H, dd,
J=5.1, 3.0Hz), 7.31 (1H, 1 5 - 1 8  dd, J=5.1, 1.3Hz), 7.25-7.15 (1H,
m), 7.14 (1H,   d, J=11.6Hz), 6.95 (1H, d, J=7.0Hz), 4.48 (21-1,
s), 4.12(2H, q, J=7.0Hz), 4.05(31-], s), 1.48(31-],   t, J=7.0Hz) 1 5
- 1 9 *o N0 1 1H-NMR (CDCI3) 6 ppm:8.02 (1H, s), 8.00-7.90 (1H, m),
7.70-7.45 (3H, m), 7.25-7.05(41-], m),   6.96 (1H, d, J=7.0Hz), 4.44
(2H, s), 4.13 (2H, q,  



a J=7.0Hz), 4.04(31-], s), 1.48 (3H, t, J=7.0Hz)   1H-NMR (CDC13) 6
ppm:8.02 (1H, s), 8.00-7.90  0N 0 (1H, m), 7.65-7.15 (7H, m), 7.13
(1H, s), 6.85 1 5 - 20 o    (1H, s), 4.54 (2H, s), 4.15-4.00 (5H, m),
2.24  a (3H, s), 1.46 (3H, t, J=7.0Hz)  [0450] [Table 113] Ex. No.
Strc   Physical data 1 5 - 21 * a N -- 0 0 1H-NMR (CDCI3) 6
ppm:8.05-7.90 (2H, m), 7.70-7.60 (1H, m), 7.55-7.40 (2H, m),
7.25-7.05 (4H, m), 6.86 (1H, s), 4.49 (2H, s), 4.05 (3H, s), 3.88
(3H, s), 2.24 (3H, s)      1H-NMR (CDCI3) 6 ppm:8.09 (1H, s),
8.05-7.90 (1H, m), 7.70-7.60 (1H, m), 7.51      (1H, dd, J=2.9,
1.3Hz), 7.43 (1H, dd, .J=5.0, 1 5 - 2 2  =1 tr.  



2.9Hz), 7.41 (1H, s), 7.30 (1H, dd, J=5.0,      1.3Hz), 7.20-7.10
(1H, m), 6.95 (1H, s), 4.54      (2H, s), 4.05 (3H, s), 3.84 (3H, s)
1 co    a zx \-o   1H-NMR (CDCI3) 6 ppm:8.05-7.90 (2H, m),
7.70-7.55 (1H, m), 7.46 (1H, dd, .J=3.0, 1.2Hz),          7.39 (1H,
dd, .J=5.0, 3.0Hz), 7.29 (1H, dd, 1 5-2 3         J=5.0, 1.2Hz),
7.25-7.15 (2H, m), 6.83 (1H, s),     



4.53 (2H, s), 4.15-3.95 (5H, m), 2.25 (3H, s),     1.46 (3H, t,
J=7.0Hz)    o  1H-NMR (CDCI3) 6 ppm:8.00-7.90 (2H, m),  1101  /
7.70-7.60 (1H, m), 7.55-7.40 (2H, m), 1 5 -24     7.25-7.05 (4H, m),
6.84 (1H, s), 4.48 (2H, s),   a   4.06 (2H, q, J=7.0Hz), 4.05 (3H,
s), 2.24 (3H,      s), 1.46 (3H, t, J=7.0Hz)      1H-NMR (CDCI3) 6
ppm:7.96 (1H, s), 1 5 -25 0 N 0 o 7.70-7.55 (1H, m), 7.50-7.10 (6H,
m), 6.83  H    (1H, s), 4.56 (2H, s), 4.05 (3H, s), 3.77 (3H, s),   



I   2.32 (3H, s)   S     [0451] [Table 114] Ex. No. Strc   Physical
data    0 1H-NMR (DMSO-d6) 6 ppm:11.17 (1H, s),  o 110 N OH 8.04 (1H,
d, J=1.7Hz), 7.90-7.70 (2H, m), 7.72 16-1 /   (1H, d, J=1.7Hz),
7.55-7.40 (2H, m), 6.83 (1H, d, J=2.3Hz), 6.66 (1H, dd, J=8.7,
2.3Hz), 4.35  I   (2H, s), 3.77 (3H, s)  S CI       MS(ESI, m/z) =
399 (M+H)+  o 0 N 0 OH 1H-NMR (DMSO-d6) 6 ppm:13.90-12.40 (1H, br),
11.24 (1H, s), 8.25-8.10 (1H, m), 7.90-7.80 16-2  



(2H, m), 7.75-7.45 (3H, m), 7.41 (1H, d,  41   J=8.7Hz), 6.85 (1H, d,
J=2.2Hz), 6.65 (1H, dd, J=8.7, 2.2Hz), 4.32 (2H, s), 3.77 (3H, s)
MS(ESI, m/z) = 395 (M+H)+  / \ 0 OH 1H-NMR (DMSO-d6) 6 ppm:11.15 (1H,
s), 7.95-7.75 (3H, m), 7.65-7.55 (1H, m), 16-3 el H N  7.50-7.10 (3H,
m), 6.90-6.80 (1H, m), 6.70-6.55 (1H, m), 4.31 (2H, s), 3.76 (3H, s),
a2.23 (3H, s)          MS(ESI, m/z) = 391 (M+H)+  40 N 0 OH  1H-NMR
(DMSO-d6) 6 ppm:11.33 (1H, s), 7.95-7.70 (4H, m), 7.60-7.35 (3H, m),
6.85 16-4 H  a ci -,  (1H, d, J=2.3Hz), 6.67 (1H, dd, J=8.7, 2.3Hz),
4.35 (2H, s), 3.78 (3H, s) MS(ESI, m/z) = 411 (M+H)+  , z= 



ci   1H-NMR (DMSO-d6) 6 ppm:13.50-12.50 (1H, br), 11.19 (1H, s),
7.90-7.80 (2H, m), 7.75-7.65 16-5   (1H, m), 7.55-7.40 (1H, m), 7.39
(1H,.d, J=8.8Hz), 7.35-7.25(2H, m), 6.86 (1H, d, J=2.3Hz), 6.64 (1H,
dd, J=8.8, 2.3Hz), 4.35        (2H, s), 3.85 (3H, s), 3.77 (3H, s)
MS(ESI, m/z) = 407 (M+H)+  [0452] [Table 115] Ex. No. Strc  Physical
data 16-6 (110 0 / \ NOH / H a2.2Hz), 1H-NMR (DMSO-d6) 6 ppm:11.28
(1H, s), 8.15-8.00 (2H, m), 7.95-7.80 (2H, m), 7.70-7.60 (1H, m),
7.50 (1H, d, J=8.7Hz), 6.84(1H, d, J=2.2Hz), 6.67 (1H, dd, J=8.7,
4.32 (2H, s), 3.77 (3H, s) MS(ESI, m/z) = 413 (M+H)+ 16-7 o CI 401N
H 4 -o OH 1H-NMR (DMSO-d6) 6 ppm:13.60-12.70 (1H, br), 11.56(1H, s),
7.90-7.75 (2H, m), 7.48 (1H, d, J=8.5Hz), 7.45-7.30 (5H, m),
7.05-6.90 (2H, m), 4.40 (2H, s), 3.77 (3H, s) MS(ESI, m/z) = 393
(M+H)+ 16-8 A 0N 0 4 OH 1H-NMR (DMSO-d6) 6 ppm:11.18 (1H, s),
7.90-7.70 (4H, m), 7.55-7.25 (5H, m), 7.15-7.05 (1H, m), 6.70 (1H,
dd, J=8.3, 1.4Hz), 4.35 (2H, s), 2.05-1.90 (1H, m), 1.00-0.85 (2H,
m), 0.70-0.60 (2H, m) MS(ESI, m/z) = 369(M+H)+ 16-9 0F o 0 OH a
1H-NMR (DMSO-d6) 6 ppm:11.19 (1H, s), 7.60-7.25 (6H, m), 7.19 (1H, d,
J=8.6Hz), 7.00-6.85 (3H, m), 6.62 (1H, dd, J=8.6, 2.3Hz), 4.17 (2H,
s), 3.77 (3H, s) 



MS(ESI, m/z) = 376 (M+H)+ 16-10  0  z  1H-NMR (DMSO-d6) 6 ppm:11.16
(1H, s), 7.90-7.75 (2H, m), 7.65-7.45 (2H, m), 7.40-7.30 (3H, m),
7.25-7.15 (1H, m), 6.87 (1H, d, J=2.2Hz), 6.63 (1H, dd, J=87, 2.2Hz),
4.35 (2H, s), 3.77 (3H, s), 2.64 (2H, q, J=7.7Hz), 1.18 (3H, t,
J=7.7Hz) MS(ESI, m/z) = 387 (M+H)+            [0453] [Table 116] Ex.
No. Strc   Physical data 1 6-1 1 IN \ N N 0 OH 1H-NMR (DMSO-d6) 6
ppm:13.30-13.00 (1H, br), 11.39 (1H, s), 8.90-8.80 (1H, m), 8.60-8.50
(2H, m), 790-7.80 _ .80 (2H, m), 7.60-7.52 (1H, m), 7.49 (1H, d,
J=8.7Hz), 6.87 (1H, d, J=2.2Hz), 6.68 (1H, rid, J=8.7, 2.2Hz), 4.35
(2H, s), 3.78 (3H, s) MS(ESI, m/z) = 378 (M+H)+ 1 6-1 2 40 H .  0 OH
1H-NMR (DMSO-d6) 6 ppm:13.50-12.70 (1H, br), 11.10 (1H, s), 7.90-7.65
(4H, m), 7.50-7.25 (4H, m), 7.20 (1H, s), 6.86 (1H, s), 4.34 (2H, s),
3.81 (3H, s), 2.16 (3H, s) MS(ESI, m/z) = 373 (M+H)+ 16-13 ci o th
111P-P a N 0 OH 1H-NMR (DMSO-d6) 6 ppm:11.39 (1H, s), 7.90-7.70 (4H,
m), 7.55-7.30 (5H, m), 7.02 (1H, s), 4.34 (2H, s), 3.86 (3H, s)
MS(ESI, m/z) = 393(M+H)+ 



16-14 10 H / \ N- 1. N 0 OH 1H-NMR (DMSO-d6) 6 ppm:11.34 (1H, s),
8.55-8.50 (1H, m), 8.40-8.20 (1H, m), 8.00-7.95 (1H, m), 7.90-7.80
(2H, m), 7.55-7.45 (1H, m), 7.43 (1H, d, J=8.8Hz), 6.88 (1H, d,
J=2.3Hz), 6.67 (1H, dd, J=8.8, 2.3Hz), 4.37 (2H, s), 3.87 (3H, s),
3.78 (3H, s) MS(ESI, m/z) = 390 (M+H)+ 16-15 I o0 : 1 --z \ \ . zm
1H-NMR (DMSO-d6) 6 ppm:13.30-13.00 (1H, br), 11.33 (1H, s), 8.45-8.35
(1H, m), 8.25-8.15 (1H, m), 7.90-7.75 (3H, m), 7.70-7.60 (1H, m),
7.55-7.45 (1H, m), 7.42 (1H, d, J=8.7Hz), 6.87 (1H, d, J=2.3Hz), 6.66
(1H, dd, J=8.7, 2.3Hz), 4.35 (2H, s), 3.77 (3H, s) MS(ESI, m/z) = 384
(M+H)+     [0454] [Table 117] Ex. No. Strc Physical data 1 6 - 1 6 oI
IL WN 0 OH a 1H-NMR (DMSO-d6) 5 ppm:13.50-12.80 (1H, br), 11.30 (1H,
s), 7.90-7.70 (4H, m), 7.50-7.30 (4H, m), 7.28 (1H, d, J=12.1Hz),
7.02 (1H, d, J=7.3Hz), 4.33 (2H, s), 3.85 (3H, s) MS(ESI, m/z) = 377
(M+H)+ 1 6 - 1 7 0 110/OH / H 4 1H-NMR (DMSO-d6) 6 ppm:11.16 (1H, s),
7.90-7.75 (2H, m), 7.65-7.45 (211, m), 7.40-7.25 (3H, m), 7.20-7.10
(1H, m), 6.87 (1H, d, J=2.2Hz), 6.64 (1H, dd, 3=8.7, 2.2Hz), 4.35
(2H, s), 3.77 (3H, s), 2.58 (2H, t, J=7.6Hz), 1.65-1.50 (2H, m), 0.87
(3H, t, J=7.4Hz) MS(ESI, m/z) = 401 (M+H)+    1 6-1 8  o * is F OH a
1H-NMR (DMSO-d6) 6 ppm:13.20-13.05 (1H, br), 11.17 (1H, s), 7.65-7.10
(9H, m), 6.88 (1H, d, J=2.2Hz), 6.62 (1H, dd, J=8.5, 2.2Hz), 4.21
(2H, s), 3.78 (3H, s) MS(ESI, rn/z) = 376 (M+H)+ 1 6 - 1 9 0o 0 OH 



H 41 1H-NMR (DMSO-d6) 5 ppm:11.19 (111, s), 7.60-7.25 (7H, m), 7.22
(1H, d, J=8.7Hz), 7.15-7.00 (1H, br), 6.89 (1H, d, J=2.1Hz), 6.63
(1H, dd, J=8.7, 2.1Hz), 4.25 (2H, s), 3.78 (3H, s) MS(ESI, m/z) = 376
(M+H)+ 1 6 -20 0 40,OH H / 1H-NMR (DMSO-d6) 5 ppm:11.28 (1H, s),
7.90-7.70 (3H, m), 7.38 (1H, d, J=8.7Hz), 7.30-7.20(1H, m), 6.87 (1H,
dd, J=3.4, 0.5Hz), 6.85 (1H, d, J=2.2Hz), 6.70-6.55 (2H, m), 4.46
(2H, s), 3.77 (3H, s) MS(ESI, m/z) = 349(M+H)+  [0455] [Table 118]
Ex. No. Strc   Physical data 16 - 21 0 0 z/ ZS 1H-NMR (DMSO-d6) 6
ppm:13.35-12.90 (1H, br), 11.14 (11-I, s), 8.14 (1H, dd, J=3.0,
1.3Hz), 7.90-7.75 (21-I, m), 7.68 (1H, dd, J=5.1, 3.0Hz), 7.59(1H,
dd, J=5.1, 1.3Hz), 7.42(1H, d, J=8.1Hz), 7.40-7.30 (1H, m), 7.15 (1H,
s), 6.81 (1H, dd, J=8.1, 1.1Hz), 4.38 (2H, s), 2.39 (3H, s) MS(ESI,
m/z) = 349 (M+H)+ 16 - 22 o-- o th / H 4101  0 OH 1H-NMR (DMSO-d6) 6
ppm:11.06 (1H, s), 7.90-7.65 (4H, m), 7.55-7.25 (4H, m), 7.02 (1H,
s), 6.89 (1H, s), 4.36 (2H, s), 3.78 (3H, s), 3.69 (3H, s) MS(ESI,
m/z) = 389 (M+H)+ 16 - 23     No ci rs WP / H a / o OH 1H-NMR
(DMSO-d6) 6 ppm:11.33 (1H, s), 7.90-7.70 (4H, m), 7.55-7.30 (5H, m),
7.24 (1H, s), 4.38 (2H, s), 3.78 (3H, s) MS(ESI, m/z) = 393 (M+H)+
16-24 o 0 H I S / 0 OH 



1H-NMR (DMSO-d6) 6 ppm:11.04 (1H, s), 8.02 (1H, dd, J=3.0, 1.2Hz),
7.90-7.75 (2H, m), 7.65 (1H, dd, J=5.0, 3.0Hz), 7.54 (11-I, dd,
J=5.0, 1.2Hz), 7.40-7.25 (2H, m), 6.83 (1H, s), 4.35 (2H, s), 3.81
(3H, s), 2.19 (3H, s) MS(ESI, m/z) = 379 (M+H)+ 16 - 25 o H 4  o OH
1H-NMR (DMSO-d6) 6 ppm:13.20-12.90 (1H, s), 11.07(1H, s),
7.90-7.60(4H, m), 7.55-7.30(5K, m), 6.82 (1H, d, J=2.3Hz), 6.54
(11-I, dd, J=8.8, 2.3Hz), 4.62 (1H, q, J=7.3Hz), 3.74(3H, s), 1.78
(3H, d, J=7.3Hz) MS(ESI, m/z) = 373 (M+H)+  [0456] [Table 119] Ex.
No.  Strc  Physical data 1 6 -26 40 H  o 1H-NMR (DMSO-d6) 5
ppm:12.95-12.80 (1H, br), 11.26 (1H, s), 7.85-7.75 (1H, m), 7.60-7.25
(7H, m), 7.21 (1H, d, J=8.7Hz), 6.90 (1H, d, J=2.2Hz), 6.63 (1H, dd,
J=8.7, 2.2Hz), 4.21 (2H, s), 3.78 (3H, s) MS(ESI, m/z) = 376 (M+H)+
F * OH    a   1 6 -27 40 N 01 0 4 0 OH 1H-NMR (DMSO-d6) 5
ppm:13.60-13.20 (1H, br), 11.28 (1H, s), 7.60-7.15 (7H, m), 7.14 (1H,
d, J=8.6Hz), 7.10-6.95 (1H, m), 6.91 (1H, d, J=2.1Hz), 6.62 (1H, dd,
J=8.6, 2.1Hz), 4.25 (2H, s), 3.78 (3H, s) MS(ESI, m/z) = 392 (M+H)+ 1
6 - 2 8 1F ID it, ir H , N i I' s 0 OH 1H-NMR (DMSO-d6) 5
ppm:13.40-12.90 (1H, br), 11.25 (1H, s), 8.20-8.10 (1H, m), 7.90-7.80
(2H, m), 7.68 (1H, dd, J=5.0, 3.0Hz), 7.60-7.55 (1H, m), 7.45-7.35
(2H, m), 6.99 (1H, d, J=7.3Hz), 4.34 (2H, s), 3.85 (3H, s) 



MS(ESI, m/z) = 383 (M+H)+ 1 6 - 2 9 1a o a IW H N S o OH 1H-NMR
(DMSO-d6) 5 ppm:11.33(1H, s), 8.15 (1H, dd, J=2.9, 1.2Hz), 7.90-7.80
(2H, m), 7.69 (1H, dd, J=5.0, 2.9Hz), 7.63 (1H, s), 7.57 (1H, dd,
J=5.0, 1.2Hz), 7.45-7.35 (1H, m), 6.99(1H, s), 4.36 (2H, s), 3.86
(3H, s) MS(ESI, m/z) = 399(M+H)+ 16-30 40 H N a 0 OH 1H-NMR (CDCI3) 5
ppm:13.40-12.70 (1H, br), 11.29 (1H, s), 7.90-7.65 (4H, m), 7.55-7.30
(4H, m), 7.24 (1H, d, J=8.5Hz), 7.16 (1H, d, J=11.6Hz), 4.37 (2H, s),
3.78 (3H, s), MS(ESI, m/z) = 377 (M+H)+  [0457] [Table 120] Ex. No.
Strc   Physical data 16-31 40 N  0 1H-NMR (DMSO-d6) 6 ppm:11.17 (1H,
s), 7.65-7.25 (7H, m), 6.98 (1H, s), 6.88 (1H, d, J=2.2Hz), 6.65 (1H,
dd, J=8.6, 2.2Hz), 4.27 s), 3.78 (3H, s) MS(ESI, m/z) = 364 (M+H)+
/ a(2H, OH  16-32 I it o Ir / H a / o OH 1H-NMR (DMSO-d6) 6
ppm:13.00-12.85  (1H, s), 11.43 (1H, s), 8.19 (1H, s), 7.65-7.25 (6H,
m), 7.05 (1H, d, J=7.4Hz), 4.51 (2H, s), 3.87 (3H, s) MS(ESI, m/z) =
383 (M+H)+ 16-33 * Z2 



1H-NMR (DMSO-d6) 6 ppm:10.56 (1H, s), 7.85-7.70 (2H, m), 7.30-7.15
(2H, m), 6.78 (1H, d, J=2.3Hz), 6.55 (1H, dd, J=8.6, 2.3Hz), 4.17
(2H, s), 3.73 (3H, s), 3.10-2.95 (1H, m), 1.75-1.50 (2H, m), 1.22
(3H, d, J=7.0Hz), 0.70 (3H, t, J=7.4Hz) MS(ESI, m/z) = 339 (IVI+H)+
16-34 0 , zi .*. Z Li.22 -0 1H-NMR (DMSO-d6) 6 ppm:11.43 (1H, s),
9.00-8.90 (1H, m), 8.60-8.50 (1H, m), 8.40-8.25 (1H, m), 7.95-7.80
(2H, m), 7.60-7.40 (2H, m), 7.37 (1H, d, J=11.8Hz), 7.03 (1H, d,
J=7.3Hz), 4.32 (2H, s), 3.86 (3H, s) MS(ESI, m/z) = 378 (M+H)+ 16-35
li H N o OH 1H-NMR (DMSO-d6) 6 ppm:10.60 (1H, s), 7.85-7.70 (2H, m),
7.30-7.15 (2H, m), 6.78 (1H, d, J=2.3Hz), 6.54 (1H, dd, J=8.6,
2.3Hz), 4.17 (2H, s), 3.72 (3H, s), 3.40-3.20 (1H, m), 1.24 (6H, d,
J=7.0Hz) MS(ESI, m/z)= 325 (M+H)+  [0458] [Table 121] Ex. No. Strc
Physical data     1H-NMR (DMSO-d6) 6 ppm:10.62 (1H, s),
7.90-7.75(2H, m), 7.30-7.20 (1H, m), 7.18     (1H, d, J=8.6Hz), 6.77
(1H, d, J=2.2Hz), 1 6 - 3 6 -Z2   6.54 (1H, dd, J=8.6, 2.2Hz), 4.18
(2H, s),     3.73 (3H, s), 2.59 (2H, d, J=7.3Hz),    



2.05-1.85 (1H, m), 0.84(61-I, d, J=6.6Hz)     MS(ESI, m/z) = 339
(M+H)+  0--     ci   1H-NMR (DMSO-d6) 6 ppm:13.60-12.80 1 6-3 7 S N 0
OH (1H, br), 11.34(1H, s), 7.90-7.70 (3H, m),     7.55-7.20 (6H, m),
4.22 (2H, s), 3.77 (3H, s)  ilfr   MS(ESI, m/z) = 411 (M+H)+    o
Br   1H-NMR (DMSO-d6) 6 ppm:13.70-12.70 1 6-3 8 *  OH (1H, br), 11.56
(1H, s), 7.90-7.75 (4H, m),     7.60-7.30 (6H, m), 7.10 (1H, dd,
J=8.5,  4  



1.8Hz), 4.38 (2H, s)    1H-NMR (DMSO-d6) 6 ppm:11.22 (1H, s),
8.77(1H, s), 8.46(1H, s), 7.82 (1H, s),          7.60-7.50 (2H, m),
7.50-7.40 (2H, m), 1 6-3 9 ....y ....0 -Zr   7.40-7.30(1H, m),
7.23(1H, d, J=8.7Hz),     6.89 (1H, d, J=2.3Hz), 6.62 (1H, dd, J=8.7,
2.3Hz), 4.24 (2H, s), 3.77 (3H, s)     MS(ESI, m/z) = 359 (M+H)+
1H-NMR (DMSO-d6) 6 ppm:14.20-13.70  1101  0 (1H, br), 11.17(1H, s),
7.75-7.65(2N, m), 1 6 -40  S OH 7.55-7.40 (3H, m), 7.40-7.25 (2H, m),
6.87 



a   (1H, d, J=2.2Hz), 6.63 (1H, dd, J=8.5,     2.2Hz), 4.31 (2H, s),
3.77 (31-I, s)  [0459] [Table 122] Ex. No. Strc  Physical data 16-41
2 0 S o OH 1H-NMR (DMSO-d6) 6 ppm:13.50-12.80 (1H, br), 12.21 (1H,
s), 8.30-8.25 (1H, m), 7.95-7.80 (5H, m), 7.75-7.35 (5H, m), 4.44
(2H, s) MS(ESI, rn/z) = 374 (M+H)+ 16-42 F F F1101/ 40  OH 1H-NMR
(DMSO-d6) 6 ppm:13.40-12.70 (1H, br), 11.70 (1H, s), 7.90-7.75 (4H,
m), 7.67 (1H, s), 7.60-7.30 (5H, m), 4.39 (2H, s), 2.45 (3H, d,
J=1.0Hz) MS(ESI, nn/z) = 411 (M+H)+ 16-43 z zr --0 1H-NMR (DMSO-d6) 6
ppm:10.51 (1H, s), 7.90-7.70 (2H, m), 7.30-7.15 (2H, m), 6.78 (1H, d,
J=2.2Hz), 6.56 (1H, dd, J=8.6, 2.2Hz), 4.18 (2H, s), 3.73 (3H, s),
2.85-2.60 (1H, m), 1.75-1.45 (4H, m), 0.65 (6H, t, J=7.4Hz) MS(ESI,
raiz) = 353 (M+H)+ 16-44   1H-NMR (DMSO-d6) 6 ppm:13.50-12.60 (1H,
br), 11.08 (1H1 s), 7.90-7.65 (4H, m), 7.50-7.25 (4H, m), 7.20 (1H,
s), 7.16 (1H,    4.35 (2H, s), 2.29 (3H, s), 2.23 (3H, s) MS(ESI,
rn/z) = 357 (M+H)+  110-N OH as),   H   16-45 F F F F0/ H 4 



0 OH 1H-NMR (DMSO-d6) 6 ppm:13.40-12.70 (1H, br), 11.93 (1H, s),
7.95-7.75 (4H, m), 7.70-7.35 (6H, m), 4.38 (2H, s) MS(ESI, raiz) =
415 (M+H)+  [0460] [Table 123] Ex. No. Strc   Physical data 1 6 -46
FFCI FIS/ H 4  0 OH 1H-NMR (DMSO-d6) 6 ppm:13.40-12.70 (1H, br),
12.03(1H, s), 7.95-7.80 (5H, m), 7.79 (1H, s), 7.60-7.35 (4H, m),
4.40 (2H, s) MS(ESI, m/z)= 431 (M+H)+ 16-47 a, 40 -N  0 OH 1H-NMR
(DMSO-d6) 6 ppm:13.40-12.80 (1H, br), 11.61 (1H, s), 7.90-7.75 (4H,
m), 7.55-7.35 (6H, m), 4.35 (2H, s) MS(ESI, m/z) = 381 (M+H)+       H
a    1 6 -48 40N I III 0 OH 1H-NMR (DMSO-d6) 6 ppm:11.19 (1H, s),
7.95-7.75 (4H, m), 7.45-7.25 (4H, m), 7.16 (1H, s), 6.79 (1H, dd,
J=8.2, 1.0Hz), 4.33 (2H, s), 2.38 (3H, s) MS(ESI, m/z) = 361(M+H)+
16-49 z/ \ _   Z .--1 I N. * Z2   



1H-NMR (DMSO-d6) 6 ppm:11.34 (1H, s), 9.05-8.90 (1H, m), 8.60-8.50
(1H, m), 8.40-8.25 (1H, m), 7.90-7.75 (2H, m), 7.55-7.30 (3H, m),
7.25-7.15 (1H, m), 6.83 (1H, dd, J=8.2, 1.1Hz), 4.35 (2H, s), 2.39
(3H, s) MS(ESI, m/z)= 344(M+H)+ 1 6 -50 2 00 \ "... CO -.... ...., a
ZI U_ Li. U- 1H-NMR (DMSO-d6) 6 ppm:13.50-12.75 (1H, br), 11.80 (1H,
s), 8.32 (1H, dd, J=2.9, 1.3Hz), 7.95-7.80 (2H, m), 7.77 (1H, d,
J=8.4Hz), 7.74 (1H, dd, J=5.1, 2.9Hz), 7.70-7.60 (2H, m), 7.50-7.40
(1H, m), 7.28 (1H, dd, J=8.4, 1.3Hz), 4.45 (2H, s) MS(ESI, m/z) =403
(M+H)+  [0461] [Table 124] Ex. No. Strc  Physical data 1 6 -5 1
1H-NMR (DMSO-d6) 6 ppm:13.50-12.50 (1H, br), 11.02 (1H, s), 8.07 (1H,
dd, J=3.0, 1.2Hz), 7.90-7.75 (2H, m), 7.66 (1H, dd, J=5.0, 3.0Hz),
7.56 (1H, dd, J=5.0, 1.2Hz), 7.40-7.25 (2H, m), 7.13 (1H, s),
4.37(2H, s), 2.29 (3H, s), 2.25 (3H, s) MS(ESI, m/z)= 363 (M+H)+
Y'-./.-'''. (1) --Zi    1 6 - 5 2 F ci 0N  o OH /7.90-7.80 1H-NMR
(DMSO-d6) 6 ppm:13.35-12.95 (1H, br), 11.55 (1H, s), 8.35-8.25 (1H,
m),          (2H, m), 7.71 (1H, dd, J=5.0, 3.1Hz), 7.65-7.55 (2H, m),
7.50-7.40 (2H, m), 4.38 (2H, s) MS(ESI, rn/z) = 387 (M+H)+   H/   



s    16- 5 3 40 N H 4 N 0 OH 1H-NMR (DMSO-d6) 6 ppm:11.29 (1H, s),
7.90-7.70 (4H, m), 7.55-7.30 (4H, m), 7.22 (1H, d, J=6.5 Hz), 7.17
(1H, d, J=10.8Hz), 4.33 (2H, s), 2.31 (3H, d, J=1.4 Hz) MS(ESI, m/z)
= 361(M+H)+ 1.6-54 40 a N 0 OH 1H-NMR (DMSO-d6) 6 ppm:11.29 (1H, s),
7.95-7.75 (4H, m), 7.45-7.15 (5H, m), 4.30 (2H, s), 2.30 (3H, d,
J=1.4Hz) MS(ESI, m/z) = 379(M+H)+ 16-55 F F F is / H N \ 0 OH  1H-NMR
(DMSO-d6) 6 ppm:13.40-12.70 (1H, br), 12.00 (1H, s), 9.10-9.00 (1H,
m), 8.70-8.60 (1H, m), 8.45-8.35 (1H, m), 7.90-7.65 (4H, m),
7.60-7.45 (2H, m), 7.29 (1H, dd, J=8.6, 1.3Hz), 4.41 (2H, s) MS(ESI,
m/z) = 398 (M+H)+  NI     [0462] [Table 125] Ex. No.  Strc   Physical
data 1 6 - 5 6  n   1H-NMR (DMSO-d6) 6 ppm:11.23 (1H, s), 8.19 (1H,
dd, J=3.0, 1.3Hz), 7.90-7.75 (2H, m), 7.68 (1H, dd, J=5.0, 3.0Hz),
7.60 (1H, dd, J=5.0, 1.3Hz), 7.45-7.35(1H, m), 7.29 (1H, d,
J=10.7Hz), 7.19 (1H, d, J=6.6Hz), 4.35 (2H, s), 2.31 (3H, d, J=1.4Hz)
MS(ESI, m/z) = 367(M+H)+ 1 6 -5 7 40 / 



H / \ N 0 OH 1H-NMR (DMSO-d6) 6 ppm:11.44 (1H, s), 9.00-8.95 1H
m8.65-8.501H m), (,),(,  8.40-8.30 (1H, m), 7.90-7.75 (2H, m),
7.55-7.40 (2H, m), 7.30-7.20 (2H, m), 4.32 (2H, s), 2.31 (3H, d,
J=1.5Hz) MS(ESI, m/z) = 362(M+H)+  N     1 6 -5 8    1H-NMR (DMSO-d6)
6 ppm:13.40-12.80 (1H, br), 11.23 (1H, s), 9.00-8.90 (1H, m),
8.60-8.50 (1H, m), 8.35-8.20 (1H, m), 7.90-7.75 (2H, m), 7.55-7.35
(2H, m), 7.28 (1H, s), 7.18 (1H, s), 4.34 (2H, s), 2.30 (3H, s), 2.24
(3H, s) MS(ESI, m/z) = 358 (M+H)+              to         1 6 -5 9 CI
40   o OH 1H-NMR (DMSO-d6) 6 ppm:13.40-12.80 (1H, br), 11.39(1H, s),
7.90-7.70 (4H, m), 7.55-7.25 (6H, m), 4.36 (2H, s), 2.34 (3H, s)
MS(ESI, m/z) = 377 (M+H)+    



N    H a    1 6 -60 40 H .  N 0 OH 1H-NMR (DMSO-d6) 6 ppm:11.15 (1H,
s), 7.90-7.75 (4H, m), 7.45-7.25 (4H, m), 6.84 (1H, d, J=2.2Hz), 6.61
(1H, dd, J=8.7, 2.2Hz), 4.31 (2H, s), 4.02 (2H, q, J=7.0Hz), 1.34
(3H, t, J =7.0 Hz) MS(ESI, m/z) = 391(M+H)+  [0463] [Table 126] Ex.
No.   Strc   Physical data 1 6 - 6 1   (-1   1H-NMR (DMSO-d6) 6
ppm:11.10 (1H, s), 8.08 (1H, dd, J=3.0, 1.2Hz), 7.90-7.75 (2H, m),
7.66 (1H, dd, J=5.1, 3.0Hz), 7.57 (1H, dd, J=5.1, 1.2Hz), 7.45-7.30
(2H, m), 6.83 (1H, d, J=2.2Hz), 6.63 (1H, dd, J=8.8,       2.2Hz),
4.37 (2H, s), 4.02 (2H, q, J=7.0Hz), 1.35 (3H, t, J=7.0Hz)
MS(ESI, m/z) = 379(M+H)+  .4     1H-NMR (DMSO-d6) 6 ppm:11.17 (1H,
s), 7.95-7.75 



SO  N 0 OH (4H, m), 7.40-7.25 (4H, m), 7.07 (1H, s), 6.70 (1H, dd, 1
6 - 6 2  N I   J=8.3, 1.5Hz), 4.32 (2H, s), 2.05-1.90 (1H, m),    41
1.00-0.85 (2H, m), 0.70-0.55 (2H, m)       MS(ESI, m/z) = 387(M+H)+
0 1H-NMR (DMSO-d6) 6 ppm:10.57 (1H, s), 7.90-7.70    /  OH     ISN
(2H, m), 7.30-7.15 (2H, m), 6.77 (1H, d, J=2.2Hz), 6.54 1 6 - 6 3



(1H, dd, J=8.6, 2.2Hz), 4.17 (2H, s), 3.72 (3H, s),    11   2.05-1.55
(8H, m) MS(ESI, m/z) = 351 (M+H)+ 1 6 - 6 4      1H-NMR (DMSO-d6) 6
ppm:13.50-12.80 (1H, br), 11.32 (1H, s), 9.00-8.90 (1H, m), 8.60-8.50
(1H, m), 8.35-8.25 (1H, m), 7.90-7.75 (2H, m), 7.55-7.40 (2H, m),
7.37 (1H, d, J=8.6Hz), 6.86 (1H, d, J=2.2Hz), 6.64       (1H, dd,
J=8.7, 2.2Hz), 4.34 (2H, s), 4.03 (2H, q, J=6.9Hz), 1.35 (3H, t,
J=6.9Hz)       MS(ESI, m/z) = 374(M+H)+  z/ to az 1H-NMR (DMSO-d6) 6
ppm:11.13 (1H, s), 8.13(1H, dd, J=3.0, 1.2Hz), 7.95-7.75 (2H, m),
7.68 (1H, dd, J=5.1, 3.0Hz), 7.58 (1H, dd, J=5.1, 1.2Hz), 7.45-7.30 1
6 - 6 5  (2H, m), 7.05 (1H, s), 6.72 (1H, dd, J=8.4, 1.3Hz), 4.37
(2H, s), 2.05-1.90 (1H, m), 1.00-0.85 (2H, m), 0.70-0.55 (2H, m)
MS(ESI, m/z) = 375(M+H)+  [0464] [Table 127] Ex. No.  Strc
Physical data 1 6 -6 6 *  



N o OH 1H-NMR (DMSO-d6) 6 ppm:13.50-12.80 (1H, br), 11.27 (1H, s),
9.05-8.95 (1H, m), 8.60-8.50 (1H, m), 8.40-8.25 (1H, m), 7.90-7.80
(2H, m), 7.60-7.35 (2H,  H  /   m), 7.30 (1H, s), 6.86 (1H, s), 4.34
(2H, s), 3.82 (3H,   \    s), 2.18 (3H, s)          - N
MS(ESI, m/z) = 374 (M+H)+       1H-NMR (DMSO-d6) 6 ppm:11.33 (1H, s),
9.00-8.90       (1H, m), 8.60-8.50 (1H, m), 8.40-8.25 (1H, m),   



7.90-7.75 (2H, m), 7.55-7.30 (3H, m), 7.15-7.05 (1H, 16-67      m),
6.73 (1H, dd, J=8.3, 1.4Hz), 4.34 (2H, s),       2.05-1.95 (1H, m),
1.00-0.85 (2H, m), 0.70-0.60 (2H,       m)       MS(ESI, m/z) =
370(M+H)+       1H-NMR (DMSO-d6) 6 ppm:13.40-12.90 (1H, br), 1 6 - 6
8 40  N 0 OH 11.27 (1H, s), 7.95-7.70 (4H, m), 7.55-7.30 (4H, m),
7.18 (1H, d, J =11.4Hz), 6.93 (1H, d, J=6.5 Hz), 4.33  H     (2H, s),
2.15-2.00 (1H, m), 1.05-0.90 (2H, m),   



41    0.75-0.60 (2H, m)       MS(ESI, m/z) = 387(M+H)+  = 0 0 / z I
-..." a zi 1H-NMR (DMSO-d6) 6 ppm:13.20-12.70 (1H, br),   10.40 (1H,
s), 7.90-7.70 (2H, m), 7.17 (1H, d,   J=8.6Hz), 7.10-7.00 (1H, m),
6.84 (1H, d, J=2.3Hz), 1 6 - 69  6.56 (1H, dd, J=8.6, 2.3Hz), 4.35
(2H, s), 3.74 (3H,   s), 1.65 (2H, q, J=7.4Hz), 1.32 (6H, s), 0.59
(3H, t,   J=7.4Hz)   MS(ESI, m/z)= 353 (M+H)+       1H-NMR (DMSO-d6)
6 ppm:13.40-12.90 (1H, br),  ci isN     11.56 (1H, s), 9.00-8.95 (1H,
m), 8.65-8.55 (1H, m), 1 6 -70 H  



OH 8.40-8.30 (1H, m), 7.90-7.80 (2H, m), 7.60-7.35 (4H,       m),
4.35 (2H, s), 2.35 (3H, s)   N -    MS(ESI, m/z) = 378 (M+H)+  [0465]
[Table 128] Ex. No.  Strc  Physical data   \ 0 1H-NMR (DMSO-d6) 6
ppm:10.59 (1H, s),   I.N OH 7.85-7.70 (2H, m), 7.30-7.15 (2H, m),
6.76 (1H, d, J=2.2Hz), 6.54 (1H, dd, J=8.6, 2.2Hz), 16-71       H
4.17 (2H, s), 3.72 (3H, s), 3.00-2.85 (1H, m),   .  1.85-1.10 (10H,
m)     MS(ESI, m/z) = 365 (M+H)+ 



\ o 1H-NMR (DMSO-d6) 6 ppm:10.33 (1H, s), 7.90-7.707.30-7.20   40N OH
(2H, m),(1H, m), 7.17 (1H, d, J=8.6Hz), 6.72 (1H, d, J=2.2Hz), 6.53
16-72  /     H  (111, dd, J=8.6, 2.2Hz), 4.25 (2H, s), 3.71 (3H,   l?
s), 2.25-2.05 (1H, m), 1.00-0.70 (4H, m)     MS(ESI, m/z) = 323
(M+H)+  F 0\ o OH 1H-NMR (DMSO-d6) 6 ppm:13.40-12.80 (1H,   isN  br),
11.51 (1H, s), 7.95-7.75 (4H, m), 7.60-6.95 16-73    (7H, m), 6.82
(1H, dd, J=8.6, 2.1Hz), 4.38 (2H,   a  s)    



MS(ESI, m/z) = 395 (M+H)+     1H-NMR (DMSO-d6) 6 ppm:13.50-12.80 (1H,
0 N 0 br), 11.28 (1H, s), 7.95-7.80(411, m), 7.50-7.25 16-74  N--- OH
7.20d, (3H, m),(1H,J=11.3Hz), 6.92 (1H, d,   4i  J=6.5Hz), 4.29 (2H,
s), 2.15-2.00 (1H, m),     1.05-0.90 (2H, m), 0.75-0.60 (211, m)
MS(ESI, m/z) = 405(M+H)+  0 0 L_4= 111 1H-NMR (DMSO-d6) 6
ppm:13.40-12.90 (1H,   br), 11.22(1H, s), 8.20 (1H, dd, J=3.0,
1.2Hz),   7.90-7.75 (2H, m), 7.69 (1H, dd, J=5.1, 3.0Hz), 16-75  7.58
(1H, dd, J=5.1, 1.2Hz), 7.50-7.35 (1H, m),   7.31 (1H, d, J=11.2Hz),
6.90 (1H, d, J=6.4Hz),   4.35 (2H, s), 2.15-2.00 (1H, m), 1.05-0.90
(2H,  



m), 0.75-0.60 (2H, m)   MS(ESI, m/z) = 393(M+H)+  [0466] [Table 129]
Ex. No.  Stro    Physical data       1H-NMR (DMSO-d6) 6
ppm:13.40-12.90 (1H, br), 11.42 (1H, s), 9.00-8.90 (1H, m), 8.60-8.50
1 6 -7 6  Zi    (1H, m), 8.40-8.30 (1H, m), 7.90-7.80 (2H, m),
7.55-7.40 (2H, m), 7.27 (1H, d, J=11.3Hz), 6.95 (1H, d, J=6.5 Hz),
4.32 (2H, s), 2.15-2.00       (1H, m), 1.05-0.90 (2H, m), 0.75-0.60
(2H, m)       MS(ESI, m/z) = 388(M+H)+ 1 6 - 7 7 100 N   0 OH 1H-NMR
(DMSO-d6) 5 ppm:13.50-12.70 (1H, br), 11.27 (1H, s), 7.90-7.70 (4H,
m), 7.55-7.30 (4H, m), 7.27 (1H, d, J=12.0Hz), 7.00 (1H, d,  H ilfr
J=7.4Hz), 4.32 (2H, s), 4.09 (2H, q, J=6.9Hz), 1.38 (3H, t, J=6.9Hz) 



MS(ESI, m/z) = 391(M+H)+    \   1H-NMR (DMSO-d6) 5 ppm:13.50-12.70
(1H, 1 6 -78 40 H  N  OH br), 11.05 (1H, s), 7.90-7.65 (4H, m),
7.55-7.25 (4H, m), 7.14 (1H, s), 6.96 (1H, s), 4.37(2H, s), 3.71 (3H,
s), 2.23 (3H, s)   11    MS(ESI, m/z) = 373 (M+H)+ 1 6-7 9 0 0 / c0
U- 4ZS 0 1H-NMR (DMSO-d6) 6 ppm:13.50-12.80 (1H, br), 11.22 (1H, s),
8.15 (1H, dd, J=3.0, 1.3Hz), 7.90-7.75 (2H, m), 7.68 (1H, dd, J=5.1,
3.0Hz), 7.57 (1H, dd, J=5.1, 1.3Hz), 7.50-7.35 (2H, m), 6.98 (1H, d,
J=7.3Hz), 4.34 (2H, s), 4.09 (2H, q, J=7.0Hz), 1.38 (3H, t, J=7.0Hz)
MS(ESI, m/z) = 397(M+H)+       1H-NMR (DMSO-d6) 6 ppm:11.28 (1H, s),
7.95-7.80 (4H, m), 7.45-7.25 (4H, m), 6.99      OH  1 6 -80 



I 11    (1H, d, J=7.5Hz), 4.28 (2H, s), 4.08 (2H, q, J=7.0Hz), 1.37
(3H, t, J=7.0Hz)       MS(ESI, m/z) = 409(M+H)+  [0467] [Table 13 0]
Ex. No. Strc    Physical data 1 6 - 8 1 N. Z u_ *    1H-NMR (DMSO-d6)
6 ppm:11.43 (1H, s), 9.00-8.90 (1H, m), 8.60-8.50 (1H, m), 8.40-8.30
(1H, m), 7.90-7.80 (2H, m), 7.55-7.40 (2H, m), 7.37 (1H, d,
J=12.0Hz), 7.01 (1H, d, J=7.4Hz), 4.31 (2H, s), 4.10 (2H, q,
J=7.0Hz), 1.38 (3H, t, J=7.0Hz) MS(ESI, m/z) = 392(M+H)+ 1 6-8 2 IP H
N  0 OH 1H-NMR (DMSO-d6) 6 ppm:10.49 (1H, s), 7.90-7.70 (2H, m),
7.25-7.15 (1H, m), 7.08 (1H, d, J=8.6Hz), 6.81 (1H, d, J=2.3Hz), 6.52
(1H, dd, J=8.6, 2.3Hz), 4.18 (2H, s), 3.72 (3H, s), 2.63 (2H, s),
0.93 (9H, s) MS(ESI, m/z) = 353 (M+H)+ 1 6 -8 3 10 H   a4.35 0 OH
1H-NMR (DMSO-d6) 6 ppm:13.40-12.80 (1H, br), 11.35 (1H, s),
7.95-7.70(4H, m), 7.55-7.25 (5H, m), 7.09 (1H, d, J=10.5Hz), (2H, s),
2.25 (3H, d, J=1.6Hz) MS(ESI, m/z) = 361(M+H)+ 1 6 - 84 0 2 \ 2= 0
1H-NMR (DMSO-d6) 6 ppm:13.40-12.90 (1H, br), 11.07(1H, s),
7.90-7.65(4H, m), 7.50-7.40 (2H, m), 7.35-7.25 (2H, m), 7.19 (1H, s),
6.84 (1H, s), 4.33 (2H, s), 4.03 (2H, q, J=7.0Hz), 2.16 (3H, s), 1.38
(3H, t, J=7.0Hz) MS(ESI, m/z) = 387 (M+H)+ 1 6 -8 5 



0N 4  0 OH 1H-NMR (DMSO-d6) 6 ppm13.40-12.90 (1H, br), 11.10(1H, s),
7.40-7.25 (3H, m), 7.21 (1H, s), 6.84 (1H, s), 4.30 (2H, s), 3.80
(3H, s), 2.16 (3H, s) MS(ESI, m/z) = 391 (M+H)+  [0468] [Table 131]
Ex. No. Strc   Physical data 1 6 - 86 o.- CI iso II/ 1 S N OH 1H-NMR
(DMSO-d6) 6 ppm:13.40-13.00 (1H, br), 11.29 (1H, s), 8.14 (1H, dd,
J=2.9, 1.3Hz), 7.90-7.75 (2H, m), 7.70 (1H, dd, J=5.1, 2.9Hz), 7.57
(1H, dd, J=5.1, 1.3Hz), 7.45-7.35(111, m), 7.36 (1H, s), 7.32 (1H,
s), 4.41 (2H, s), 3.83 (3H, s) MS(ESI, m/z) = 399 (M+H)+ 1 6 - 8 7
o-- CI Es IP I N - N 0 OH 1H-NMR (DMSO-d6) 6 ppm:13.50-12.80 (1H,
Ix), 11.54 (1H, s), 9.10-9.00 (1H, m), 8.65-8.55 (1H, m), 8.45-8.30
(1H, m), 7.90-7.80 (2H, m), 7.65-7.45(211, m), 7.43 (1H, s), 7.31
(111, s), 4.38 (2H, s), 3.81 (3H, s) MS(ESI, m/z) = 394 (M+H)+ 1 6-8
8 A IS   11 -o N 0 OH 1H-NMR (DMSO-d6) 6 ppm:13.40-12.80 (111, br),
11.18 (1H, s), 7.90-7.75(211, m), 7.45-7.25 (5H, m), 7.08 (1H, s),
6.95-6.85 (1H, m), 6.71 (11-I, dd, J=8.2, 1.5Hz), 4.37 (2H, s), 3.76
(3H, s), 2.05-1.90 (1H, m), 1.00-0.85 (2H, m), 0.70-0.60(211, m)
MS(ESI, m/z)= 399 (M+H)+- 1 6 - 8 9 ci o s 11,  0 OH 



1H-NMR (DMSO-d6) 6 ppm:13.40-12.80 (111, br), 10.66 (1H, s),
7.90-7.70(211, m), 7.35 (1H, s), 7.10-7.00 (1H, m), 6.98(1H, s), 4.36
(2H, s), 3.82 (3H, s), 1.35 (9H, s) MS(ESI, m/z) = 373 (M+H)+ 1 6 -
90 0 \ / H / ' S  0 OH 1H-NMR (DMSO-d6) 6 ppm:13.40-12.90 (1H, br),
11.29 (1H, s), 8.14 (1H, dd, J=2.9, 1.3Hz), 7.90-7.75 (2H, m), 7.68
(1H, dd, J=5.0, 2.9Hz), 7.57 (1H, dd, J=5.0, 1.3Hz), 7.50-7.35 (2H,
m), 7.06 (1H, d, J=10.6Hz), 4.37 (211, s), 2.27 (3H, d, J=1.5Hz)
MS(ESI, m/z) = 367 (M+H)+  [0469] [Table 132] Ex. No.  Strc  Physical
data 16-91 40 H N / N - 0 OH 1H-NMR (DMSO-d6) 5 ppm:13.40-12.80 (1H,
br), 11.53(1H, s), 9.10-8.95(1H, m), 8.65-8.55 OH, in), 8.45-8.35
(1H, m), 7.90-7.80 (2H, m), 7.60-7.40(3H, m), 7.13 (1FI, d,
J=10.5Hz), 4.35 (2H, s), 2.27 (3H, d, J=1.5Hz) MS(ESI, m/z)= 362
(M+H)+ 1 6 - 9 2 H CI 40\ 0 1H-NMR (DMSO-d6) 5 ppm:13.40-12.90 (1H,
br), 11.35 (1H, s), 8.19 (1H, dd, J=2.9, 1.3Hz),  7.90-7.80 (2H, m),
7.70 (1H, dd, J=5.1, 3.0Hz), 7.58 (1H, dd, J=5.1, 1.3Hz), 7.56 (1H,
s), 7.45-7.35 (2H, m), 4.38 (2H, s), 2.36 (3H, s) MS(ESI, m/z) = 383
(M+H)+    OH    N     1 s   1 6 - 9 3 so H  



1H-NMR (DMSO-d6) 5 ppm:13.40-12.80 (1H, br), 11.01 (1H, s), 8.02 (1H,
dd, J=3.0, 1.2Hz), 7.90-7.75 (2H, m), 7.65 (1H, dd, J=5.1, 3.0Hz),
7.54 (1H, dd, J=5.1, 1.2Hz), 7.40-7.25 (2H, m), 6.81 (1H, s), 4.35
(2H, s), 4.03 (2H, q, J=7.0Hz), 2.19 (3H, s), 1.38 (3H, t, J=7.0Hz)
MS(ESI, m/z) = 393 (M+H)+   -N OH         I s   16-94 . F c, ioN I N-
0 OH 1H-NMR (DMSO-d6) 5 ppm:13.60-12.60 (1H, br), 11.80 (1H, s),
9.10-9.00 (1H, m), 8.70-8.55(1H, m), 8.50-8.35 (1H, m), 7.95-7.80
(2H, m), 7.62 (1H, d, J=10.3Hz), 7.60-7.45 (3H, m), 4.34 (2H, s)
MS(ESI, m/z)=- 382 (M+H)+ 1 6 - 95 1CI all H   OH 1H-NMR (DMSO-d6) 6
ppm:10.61 (1H, s), 7.95-7.85 (2H, m), 7.37 (1H, s), 7.15-7.00 (1H,
m), 6.99 (1H, s), 4.36 (2H, s), 3.83 (3H, s), 1.65 (2H, q, J=7.5Hz),
1.32 (6H, s), 0.58 (3H, t, J=7.5Hz) MS(ESI, m/z) = 387 (M+H)+  [0470]
[Table 133] Ex. No. Strc   Physical data 1 6 -9 6 0 NI H / 0 OH
1H-NMR (DMSO-d6) 6 ppm:13.40-12.80 (1H, br), 10.35 (1H, s), 7.90-7.65
(2H, m), 7.15-6.95 (3H, m), 4.36 (2H, s), 2.26 (3H, s), 2.19 (3H, s),
1.34 (9H, s) MS(ESI, m/z) = 337 (M+H)+ 1 6 - 9 7 1F 0 is 



W H / 0 OH 1H-NMR (DMSO-d6) 6 ppm:10.57 (1H, s), 7.90-7.70 (2H, m),
7.20-7.05 (2H, m), 6.98 (1H, d, J=7.5Hz), 4.36 (2H, s), 3.81 (3H, s),
1.35 (9H, s) MS(ESI, m/z) = 357 (M+H)+ 1 6 - 9 8 0 H  o OH 1H-NMR
(DMSO-d6) 6 ppm:10.36 (1H, s), 7.90-7.70 (2H, m), 7.10-6.95 (2H, m),
6.82 (1H, s), 4.34 (2H, s), 3.77 (3H, s), 2.13 (3H, s), 1.34 (9H, s)
MS(ESI, m/z) = 353 (M+H)+ 1 6 -9 9 I 00 ---z I / a zr 11 1H-NMR
(DMSO-d6) 6 ppm:10.44 (1H, s), 7.85-7.65 (2H, m), 7.14 (1H, d,
J=8.2Hz), 7.05-6.95 (2H, m), 6.64 (1H, dd, J=8.2, 1.5Hz), 4.37 (2H,
s), 2.00-1.85 (1H, m), 1.36 (9H, s), 0.95-0.85 (2H, m), 0.65-0.55
(2H, m) MS(ESI, m/z) = 349 (M+H)+ 1 6 - 100  40 El 4  o OH 1H-NMR
(DMSO-d6) 6 ppm:11.08 (1H, s), 7.90-7.65 (4H, m), 7.55-7.25 (4H, m),
7.21 (1H, s), 7.00 (1H, s), 4.34 (2H, s), 2.39 (3H, s), 2.00-1.85
(1H, m), 1.00-0.85 (2H, m), 0.60-0.50 (2H, m) MS(ESI, m/z) = 383
(M+H)+  [0471] [Table 134] Ex. No.   Strc  Physical data 16-101
-----*"    1H-NMR (DMSO-d6) 5 ppm:11.24 (1H, s), 8.95-8.90 (1H, m),
8.60-8.50 (1H, m), 8.35-8.20 (1H, m), 7.90-7.80 (2H, m), 7.55-7.35
(2H, m), 7.29 (1H, s), 7.01 (1H, s), 4.33 (2H, s), 2.40 (3H, s),
2.05-1.85 (1H, m), 1.00-0.85 (2H, m), 0.65-0.50 (2H, m) MS(ESI, m/z)
= 384 (M+H)+ 16-102 oc) --z ct a zm 



II 1H-NMR (DMSO-d6) 5 ppm:11.03 (1H, s), 8.08 (1H, dd, J=3.0, 1.2Hz),
7.90-7.75 (2H, m), 7.66 (1H, dd, J=5.1, 3.0Hz), 7.55 (1H, dd, J=5.1,
1.2Hz), 7.40-7.25 (2H, m), 6.97 (1H, s), 4.36 (2H, s), 2.41 (3H, s),
2.00-1.85 (1H, m), 1.00-0.85 (2H, m), 0.60-0.50 (2H, m) MS(ESI, m/z)=
389 (M+H)+ 1 6 - 103   S N 0 OR 1H-NMR (DMSO-d6) 5 ppm:13.50-12.70
(1H, br), 11.07 (1H, s), 7.90-7.75 (4H, m), 7.40-7.25 (3H, m), 7.21
(1H, s), 6.83 (1H, s), 4.29 (2H, s), 4.02 (2H, q, J=7.0Hz), 2.16 (3H,
s), 1.38 (3H, t, J=7.0Hz) MS(ESI, m/z) = 405 (M+H)+ 16-104  * H  N 0
OH 1H-NMR (DMSO-d6) 5 ppm:10.43 (1H, s), 7.90-7.70 (2H, m), 7.14 (1H,
d, J=8.6Hz), 7.10-7.00 (1H, m), 6.82 (1H, d, J=2.2Hz), 6.53 (1H, dd,
J=8.6, 2.2Hz), 4.36 (2H, s), 3.98 (2H, q, J=7.0Hz), 1.36 (9H, s),
1.33 (3H, t, J=7.0Hz) MS(ESI, m/z)= 353 (M+H)+ 16-105 CI o it ir / I
I o N 0 OH 1H-NMR (DMSO-d6) 5 ppm:11.21 (1H, s), 8.50-8.40 (1H, m),
7.90-7.75 (3H, m), 7.45-7.30 (3H, m), 6.99 (1H, dd, J=1.9, 0.7Hz),
4.35 (2H, s), 3.84 (3H, s) MS(ESI, m/z)= 383 (M+H)+  [0472] [Table
135] Ex. No.  Strc  Physical data  1CI  0 1H-NMR (DMSO-d6) 5
ppm:10.80 (1H, s),  0 is el  OH 7.90-7.75 (2H, m), 7.42 (1H, s),
7.30-7.20 (1H, m), 6.93 (1H, s), 4.16 (2H, s), 3.81 (3H, 16-106   



H   s), 2.60 (2H, d, J=7.3Hz), 2.05-1.85 (1H,     m), 0.84 (6H, d,
J=6.6Hz)     MS(ESI, m/z) = 373 (M+H)+  1ci \ o. 1H-NMR (DMSO-d6) 5
ppm:10.76 (1H, s),  7.90-7.75m), 7.467.35-7.20 (2H,(1H, s), 16-107 o
is ir N OH  (1H, m), 6.92 (1H, s), 4.17 (2H, s), 3.81 (3F-I,     s),
3.15-2.95 (1H, m), 1.70-1.50 (2H, m),     1.21 (3H, d, J=6.9Hz), 0.69
(3H, t, J=7.4Hz)     MS(ESI, m/z) = 373 (M+H)+  I 0 0 '\2 N - CO
1H-NMR (DMSO-d6) 5 ppm:13.30-12.80   (1H, br), 10.98 (1H, s), 8.03
(1H, dd, J=3.0,  



1.3Hz), 7.90-7.75 (2H, m), 7.66 (1H, dd, 16-108  J=5.0, 3.0Hz), 7.56
(1H, dd, J=5.0, 1.3Hz),   7.45-7.30 (1H, m), 7.11 (1H, s), 7.05 (1H,
s), 4.39 (2H, s), 3.76 (3H, s), 2.23 (3H, s)   MS(ESI, m/z) = 379
(M+H)+  1ci o s  o 1H-NMR (DMSO-d6) 5 ppm:10.81 (1H, s), 7.85-7.75
(2H,7.45s), 7.35-7.25 1 6-109 el  OH m),(1H, (1H, m), 6.92 (1H, s),
4.17 (2H, s), 3.81 (3FI,  /     H   s), 3.40-3.25 (1H, m), 1.24 (6H,
d, J=6.9Hz)     MS(ESI, m/z) = 359 (M+H)+  [0473] [Table 136] Ex. No.
Strc Physical data   1H-NMR (CDCI3) 6 ppm:8.00-7.90   (1H, m), 7.84
(1H, s), 7.70-7.55 (1H,   



m), 7.15-7.00 (2H, m), 6.92 (1H, d, 17-1      J=7.1Hz), 4.32 (2H, s),
4.04 (3H, s),   3.90 (3H, s), 3.35-3.20 (1H, m), 1.27  1 (6H, d,
J=7.0Hz)   1H-NMR (CDCI3) 6 ppm:8.00-7.90   (1H, m), 7.79 (1H, s),
7.65-7.55 (1H,   m), 7.20-7.10(1H, m), 7.09 (1H, s), 17-2      6.81
(1H, s), 4.35 (211, s), 4.04 (311, s),   3.84 (3H, s), 3.30-3.15 (1H,
m), 2.23   (3H, s), 1.25 (6H, d, J=7.0Hz)   1H-N MR (DMSO-d6) 6
ppm:10.72 (1H,   s), 7.90-7.75 (2H, m), 7.35-7.25 (1H,   m), 7.22
(1H, d, J=12.2Hz), 6.91 (1H, 18-1  - L.    d, J=7.4Hz), 4.15 (2H, s),
3.80 (311, s),   1.23 (6H, d, J=7.0Hz)   MS(ESI, m/z) = 343 (M+H)+ 



0 0 / z z= -0 1H-N MR (DMSO-d6) 6 ppm:10.50 (1H,   s), 7.85-7.70 (2H,
m), 7.25-7.15 (1H, 18-2  m), 7.12 (1H, s), 6.76(1H, s), 4.15 (2H,
s), 3.75 (3H, s), 3.35-3.15 (1H, m),   2.13 (3H, s), 1.22 (6H, d,
J=6.9Hz)   MS(ESI, m/z) = 339 (M+H)+  [0474] 5Test Example 1 Test for
Confirmation of EP' Receptor Antagonism [0475] (1) Preparation of Rat
EPI Expression vector Using Rat Kidney BD Marathon-Ready cDNA (Nippon
Becton Dickinson 10 Company, Ltd.) as a template, a forward primer
shown in SEQ ID NO. 1, and a reverse primer shown in SEQ ID NO. 2, a
first run of PCR was carried out using KOD-Plus-Ver  2.0 (Toyobo Co.,
Ltd.). Further, using this amplification product as a template, a
forward primer shown in SEQ ID NO. 3, and a reverse primer shown in
SEQ ID NO. 4, a second run of PCR was carried out in the same manner.
The amplification product obtained by the second run of PCR was
incorporated into a vector (pcDNA3.1 DN5-His-TOPO 5(registered
trademark), Invitrogen Japan K. K.). By a conventional method, the
vector containing this amplification product was introduced to E.
coli (One Shot TOP 10 Competent Cells, Invitrogen Corporation) to
transform. This transformed E. coli was cultured in an LB agar medium
for one day. After the culture, colonies were selected and cultured
in an LB liquid medium containing 50 p.g/mL of ampicillin. After the
culture, 10 the vector was purified using a QIAprep Spin Miniprep Kit
(Qiagen K. K.). The base sequence of the insertion site of this
vector (SEQ ID NO. 5) was compared with the rat EPI base sequence
(Ptgerl) registered as an accession number NM_013100 in well-known
database (NCBI), and as a result, they all matched except for a
single base. Further, the amino acid sequence translated by the base
sequence completely matched the amino acid 15 sequence of the rat BPI
receptor registered as an NCBI accession number NP 037232. Therefore,
it was confirmed that the cloned gene sequence was a base sequence of
the rat BPI receptor and the obtained amino acid sequence was that of
the rat BPI receptor. The pcDNA3.1 DN5-His-TOPO (registered
trademark) to which the nucleic acid shown in SEQ 113 NO. 5 had been
inserted was taken as a rat EPI-expressing vector. 20[0476] (2)
Preparation of Rat BPI Receptor-Expressing Cells [0477] (2-1) COS-1
Cell Culture COS-1 cells (Dainippon Sumitomo Pharma Co., Ltd.) were
cultured until it 25 reached confluence in an incubator at 37C under
a 5% CO2 gas condition, using a DMEM liquid medium (high glucose and
L-glutamine contained, Invitrogen Corporation) to which a
penicillin-streptomycin solution (Invitrogen Corporation, final
concentration: 100 U/mL as benzylpenicillin; 100 p.g/mL as
streptomycin) as an antibiotic, MEM nonessential amino acids
(Invitrogen Corporation, final Concentration: 0.1 mM), and fetal calf
serum 30(Sanko Junyalcu Co., Ltd., final concentration: 10%) were
added. [0478] (2-2) COS-1 Cell Subculture        The cells that had
reached confluence were stripped with 0.05% trypsin/0.53 m1VI EDTA
4Na (Invitrogen Japan K. K.) and resuspended in the above liquid
medium. The  resuspended cells were diluted and cultured in the above
liquid medium at a spread ratio from 1:4 to 1:8. [0479] (2-3)
Preparation of Cells for Introduction of Rat EPI-Expressing Vector
5The cells that had reached confluence were stripped with 0.05%
trypsin/0.53 mNI EDTA4Na, and resuspended in a D-MEM liquid medium
(high glucose and L-glutainine contained, Invitrogen Corporation) to
which an MEM nonessential amino acid (final concentration: 0.1 mM)
and fetal calf serum (final concentration: 10%) were added. In each
well of a Poly D-lysine-coated 96-well microplate (BD BioCoat



[0480] (2-4) Introduction of Rat EPI-Expressing Vector [0481] For
introduction of the rat EPI-expressing vector, Lipofectamine 2000
(Invitrogen 20 Japan K. K.) was used. The rat EPI-expressing vector
was diluted with OPTI-MEM (registered trademark) I Reduced-Serum
Medium (Invitrogen Japan K. K.) to 200 ng/25 iaL/well, and at the
same time, Lipofectamine 2000 (Invitrogen Japan K. K.) was also
diluted with OPTI-MEM (registered trademark) I Reduced-Serum Medium
(Invitrogen Japan K. K.) to 0.5 iaL/25 iaL/well, followed by
incubation at room temperature for 5 25 minutes. After the incubation
for 5 minutes, in order to form a complex of the rat EPI- expressing
vector/Lipofectamine 2000, the diluted rat EPrexpressing vector and
the diluted Lipofectamine 2000 were mixed and incubated at room
temperature for 30 minutes. After the incubation for 30 minutes, the
complex of the rat EPI-expressing vector/Lipofectamine 2000 was
distributed to the above cells for introduction of the rat
30EPI-expressing vector at 50 iaL/well. The cells to which the
complex of the rat EPI- expressing vector/Lipofectamine 2000 had been
distributed were cultured in an incubator at 37C for 20 hours under a
5% CO2 gas condition. After the culture for 20 hours, the cells were
used for measurement of an intracellular calcium concentration as rat
EPI receptor-expressing cells. [0482] (3) Study on Inhibitory Effect
on Increase in Intracellular Calcium Concentration [0483] Using the
rat Elpi receptor-expressing cells, the inhibitory effect of each
test 5compound on the increased intracellular calcium concentration
induced by prostaglandin E2 was studied in Method A or Method B as
shown below. [0484] Method A: A 10 mM solution of each test compound
in dimethyl sulfoxide was diluted with 10 an assay buffer (20 mM
HEPES/Hank's Balanced Salt Solution (HBSS), pH 7.2).       The rat
EPI receptor-expressing cells were washed with the assay buffer. 100
ML Of a fluorescent calcium indicator (Fluo-4 NW Calcium Assay Kit
(Molecular Probes): prepared by the protocol of the same product,
Invitrogen Corporation, 2.5 mM probenecid contained) was added to
each well, followed by incubation in an incubator at 37C for 60 15
minutes. Then, all the cell supernatants were aspirated and washed
with the assay buffer. After the washing, 100 1.11, of an assay
buffer containing 2.5 mM probenecid was added to each well, and the
intracellular calcium concentration was measured immediately.
The intracellular calcium concentration was measured as a fluorescent
signal using FlexStation (registered trademark) (manufactured by
Molecular Devices). 50 ML Of each 20test compound that had been
diluted with the assay buffer (final concentrations: 1 nM to 10 MM)
was added to each well after 20 seconds from initiating the reading
of the fluorescent signal, and the fluorescence signal was measured
for 60 seconds. Then, 50 1.11., of a prostaglandin E2 buffer solution
were added to each well (final concentration 10 nM) and the
fluorescence signal was measured for 60 seconds. 25[0485] Method B:
A 10 mM solution of each test compound in dimethyl sulfoxide was
diluted in an assay buffer (20 mM HEPES/HanIc's Balanced Salt
Solution (HBSS), pH 7.2). The rat Elpi receptor-expressing cells were
washed with the assay buffer. 100 1.11., 30Of a fluorescent calcium
indicator (Calcium kit Ii, Fluo 4 (Dojindo Laboratories): prepared by
the protocol of the same product, Invitrogen Japan K. K., 2.5 mM
probenecid contained) was added to each well, followed by incubation
in an incubator at 37C for 60 minutes. Then, the intracellular
calcium concentration was measured immediately.          The



11-34 36 B 4-2 32 A 11-37 50 B 4-12 40 A 16-2 23 B 4-17 15 A 16-6 44
B 4-27 28 A 16-8 32 B 4-34 44 A 16-9 41 B 4-35 18 A 16-11 27 B 11-1
11 A 16-12 23 B 11-3 42 A 16-13 36 B 11-5 14 B 16-16 25 



B 11-10 15 B 16-18 30 B 11-11 32 B 16-21 24 B 11-13 31 B 16-23 34 B
11-15 48 B 16-24 22 B 11-17 50 B 16-28 30 B 11-20 26 A 16-29 27 B
11-21 23 A 16-38 36 B 11-24 41 B 16-44 11 B  [0488] Table 138 Ex. No
IC50 (nM) Method Ex. No IC50 (nM) 



Method 16-45 26 B 16-76 20 B 16-48 27 B 16-78 24 B 16-51 14 B 16-79
22 B 16-52 43 B 16-84 17 B 16-53 31 B 16-85 18 B 16-54 47 B 16-86 18
B 16-56 39 B 16-89 22 B 16-58 38 B 16-92 30 B 16-59 19 B 16-93 46 B
16-60 



32 B 16-97 32 B 16-61 43 B 16-98 47 B 16-62 27 B 16-100 44 B 16-65 14
B 16-100 26 B 16-66 30 B 16-102 49 B 16-67 22 B 16-105 26 B 16-68 34
B 16-107 40 B 16-73 23 B 16-108 19 B 16-74 47 B 16-109 35 B 16-75 16
B 



18-1 39 B  Comparative Example 476 B  [0489] 5As shown in Tables 137
and 138, it is apparent that the compounds of the present invention
exhibit potent EPI receptor antagonism, as compared with Comparative
Example 1. [0490] Test Example 2 10Inhibitory Effect of Compound on
Sulprostone-Induced Bladder Contraction  [0491] Female SD rats were
used. Under urethane anesthesia (1.25 g/kg, administered
subcutaneously), a tracheal cannula (Size 8, HIBIKI) and a femoral
vein cannula for administration (23G needle-equipped PESO) were
inserted thereinto. The bladder cannula 5 (PESO) was inserted from
the bladder apex. The bladder cannula was connected to a three-way
stopcock, and then, one was connected to a pressure transducer and
the other was connected to a syringe filled with saline. Saline was
injected to the bladder at an injection rate of 3.6 nth/hour and the
bladder contraction pressure was recorded at the time of injection
with a recorder (RECTI-HORITZ-8K, NEC Corporation). After 10 minutes
10 from stabilization of the bladder contraction pressure during
urination, sulprostone was administered subcutaneously (0.3 mg/kg).
Then, at the time point when the bladder contraction pressure became
constant, a test agent was administered intravenously (1.0 mg/kg). An
average bladder contraction pressure during thel 0 minutes period
before administration of sulprostone was taken as a baseline (0%).
Further, an average bladder 15contraction pressure during the 10
minutes period before administration of the test agent was taken as a
maximum bladder contraction pressure (100%). The average bladder
contraction pressures were measured during 5 minutes before and after
at 15 minutes and 60 minutes from administration of the test agent.
The ratio of this measured value to the maximum bladder contraction
pressure was calculated by the following equation and taken 20as an
average bladder contraction rate after administration of the test
agent: (Average Bladder Contraction Rate after Administration of Test
Agent (%))=(Average Bladder Contraction Pressure after Administration
of Test Agent)/(Maximum Bladder Contraction Pressure). In addition,
the difference between the maximum bladder contraction rate (100%)
and the average bladder contraction rate (%) after administration of
the test agent 25was calculated by the following equation and taken
as a bladder contraction inhibition rate of the test agent: (Bladder
Contraction Inhibition Rate) = 100% - (Average Bladder Contraction
Rate after Administration of Test Agent (%)). The results were shown
in Table 139.  [0492] Table 139 Ex No. Bladder Contraction Inhibition
Rate (%)  15 Minutes 30 Minutes 4-1 90.1 94.2 4-2 78.3 80.4 11-1 86.1
76.8 11-5 79.7 81.9 11-20 81.4 82.9  [0493]         From the results
above, it was found that the compounds of the present invention 5had
potent and sustained inhibition of the bladder contraction even when
administered in vivo. Industrial Applicability 




