[ 0494] 10The conpound of the present invention has a potent El pi
receptor antagonism and therefore, it is useful as an agent for
treating or preventing diseases or synptons caused by activation of
an EP' receptor. due to a stimulus of PCGE2. In particular, it is
useful as an agent for treating or preventing |ower urinary tract
synptons (LUTS), particularly overactive bl adder syndrone (OABs). 15

Sequence List Free Text [0495] <Sequence List 1> . ' SEQ I D
NO 1 is a sequence of a fsamerordigmiemer (5 priner) used for
anplification 20 of DNA of SEQ ID NO. 5. <Sequence List 2> SEQ

I D NO. 2 KH0a Hegtiiehceacaftial ceyarse priner (3" priner) used for
anplification of DNA of SEQ ID NO 5. <Sequence List 3> 25SEQ I.D NO
3 is a sequencbif DERIFAIIVE&r QR THE iPAARMACELB'I CALLY i AGEEPJABLESSALTST Or
anplification of DNA of SEQID NO 5. <SEQ ID NO. 4> SEQ I D
NO 4 is &3%edlient®39® a reverse prinmer (3" priner) used for
anplification of DNA of SEQ1D NO 5. <SEQID NO 5> 5SEQID NO. 5 is
.a DNA seqtiébcel f or expressing a rat EP1 receptor which is anplified
using the primers of SEQID NO 1, SEQID NO. 2, SEQID NO 3, and
SEQ | D NOXT7®. PaGnpinnBri@ &l m 1] A conpound represented by
the general formula (1) or a pharmaceutically 5acceptable salt
thereof: fdferh 1] ( 1) NI\ , RR [wherein A represents a
group sel &ted8fromthe group consisting of the following a) to h): 1
O[ Chem 2§212>b)DNA_c;v_\/z ww2 wa r WB pN--- Lr:;, , and w4 'h) 2t+t=i

one of WL B¥d APifiepr esents a nitrogen atom and the other represents
=CH or a nitrogen atonm WB represents an oxygen atom or ‘a sul fur
atom 15WE¥%%epresents --CH or a nitrogen atom X represents a

hydr ogen -S#&m7rPr #€hal ogen atom Y represents a Cl.6 altcyl ene group

or a halo-Cl 6 al kyl ene group; RN represents a hydrogen atomor a
Cl, 6 alky?mgydu . Rl represents a hydrogen atom a Cl..6 al kyl group
or a C7-j " Fﬁ@£9?“ﬁ¥%up; 20R2 represents a group sel ectded fromthe
group consisting of the followwng i) to rn): i) a branched C3_6
al kyl gro N j.) a C3_5 cycl oal kyl group, k) a phenyl group, in
whi ch t he >n§ is unsubstituted or substituted with 1 to 5 groups
i ndepende >yD%Aelected fromthe group consisting of: a hal ogen atom
a CL.6 al ¥yl srtiticial
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group, a halo-Cl-6 al kyl group, a hydroxy-Cl.6 al kyl group, a Cl.-6
al koxy group and a cyano group, 1) a 6-nenbered aromatic heterocyclic
group, in-which the ring is unsubstituted or substituted with 1 to 4
groups i ndependently selected fromthe group consisting of: a
5hal ogen atom a Cl.6 al kyl group, a halo-Cl1_6 al kyl group, a
hydroxy-Cl_6 al kyl group, a C - al koxy group and a cyano group, and
m a 5-nmenbered aromatic heterocyclic group, in which the ring is
‘unsubstit €aled Hbr substituted with 1 to 3 groups independently
sel ected fd@iPmidhe group consisting of: a halogen atom a Cl.6 alkyl
group, a KdPo-D8A 6 al kyl group, a hydroxy-Cl 6 al kyl group, a 10 6
. alkoxy gr UP amtifeeidyano group; R3 represents a hal ogen at om
a CL 6 al kyl group, a halo-Cl1_6 al kyl -group, a hydroxy-Cl 6 al kyl
group, a €20% al koxy group, a hal o-Cl. 6 al koxy group, a G -6
alkylsulféﬁﬁﬂ Yol a G _6 al kyl sul finyl group, a Cl.6 alkyl sul fonyl
group, a C3-6 cycloallcyl group, a cyano group, an am no group or a.
nitro grotf8® R4 represents a hydrogen ‘atom a hal ogen atom a Cl_6
al kyl gr ogpstagettheggsacgttal koxy group; and R5 represents althydrogen
aton1 a halogen atom a Cl1.6 alkyl group or a Cl1_6 al koxy group].
20[Claim 2 The conpound as clained in claiml1l or a
pharnaceuf @hﬂi% acceptabl e salt .thereof, wherein Ais a group
sel ected f§ e group consisting of the following a) to d): [Chem
3] 25[@%? The compound as clainmed in claim2 or a
phar naceufm%?aIRFV“%E‘Eéeétfﬁﬁl e salt thereof, wherein Ais a group
sel ect ed fron1the group conS|st|ng of the following a) to c): [Chem
4] 30WPY 2 nitrogen ato i S and X is a hydrogen atom
[C ai m 4] aaﬁgﬁﬁ"@tﬁ:éﬁ%‘gg it 25iee n}%aﬁ%gﬁtgﬁaﬁ T@F*&FWSaaé?tgca“cbhar %aceuti cally "
accept abl sal% t% £ m?% in R is a rouP selected fromthe
group con |%gf’?gag faaftﬁ a¥°8ﬁ%aﬁﬁa°§f°°t‘iﬁtaé gacg teaatgacge 120 5 pranched
C3-6 allc rou n 5- menber ed
‘aromatic %@a[tggfcg)c gd(?F %ﬂtgffﬁﬁ’%‘? gtgéccg"?ntﬁ@%ﬁ% G l%ﬁ?et erocyclic

h I al k hal o- Cl1. 6
2yl gr i e %é?gtr%&%t%ﬁﬁaags%c X%Tﬂ%%"“pgz@u Sora
cyano gr O&Egcgﬁéa }ia%cg%ttt%;gctg gggs%ttﬁ{;gaa%g ccacccc mg ggdb at om 15

[ Cl ai m 5] I A
phar mceﬁggg%ﬂtt% AEGERL Aol dhec kR Sy c@ccgc | 3g02 _Nydrogen

atom 20 oun inclairm5 or a

phar maceut:i. 6ally ca@ﬁ%%% Q'ngﬁ:g&@lagggf%ﬁfg.eﬁgt? Vé%%cﬁéagct& | s,4 methylene

group and RNi's a hydrogen atom e conmpound as cl ai ned

in clai chFgQEaa?t 5&3@%&@&%&9&& ytt%&%patt?agtg aS&LJGt}thEfe% wherein R2

is a phenyl group, a 5- rmenber ed_ar ongt| ¢ erocyclic group, or a 6-

menber ed QLA0RLd fordhelaet OL¥Gh At aEcgag%{ég‘g]glcca?gQ%h&tﬁg EROUNghpas claimed in

claim?7 or a pharmaceutically acceptable salt thereof, wherein R3 is
a hal ogen Ao Okccticdado @ta@dckﬁé %ciﬂét@k&@ gadgbdaPdaMeBdtataac 600 THE

conpound as clainmed in claim6 or a pharnaceutically acceptable salt
thereof , Ah@ERtdccRdtdcst 84xtdeSRP RRRNg8 R thRozzd bk AR VI 6e@" OUP, @

sec- butyI group, or a tert-butyl group. 5[ C aim 10 The
conpound g@tzcelafd fteticdthe 64cBdefied tgtrgtoaaaawceﬁﬁ@umog@dgw aggept abl e salt
t hereof, wherein R3 is a hal ogen atomor a 6 al koxy group. [C aim
11] 10TheeomReUReseaact RkdtRds cbotkat rEcc%c&fccatgpﬁa@tfcﬁac ewpi cal |y
acceptabl e salt thereof, wherein Ais a group represented by the

f ol | oW n@efcagdatyl @teccatog acctageage coatgtgate coppgcgect tggtacttcg 840

cctgtafact geaggacgtg cgecogoteg cggggcotat catttectgg goggotatat 900



[ Chem 5] [Claim12] 15The compound as clained in claim1ll or a
pharmaceutically acceptable salt thereof, wherein R is a hydrogen
“atom [C aim 13] The conpound as clainmed in claim3 or a
pharmaceutically acceptable salt thereof, 20wherein R2 is a group
selected fromthe group consisting of the following a) to d): [Chem
6] RTh RrR* Wb is a nitrogen atom or -CR9c=; and R6a, R6b, R6c, R6d,
R6e, R7a,lee, R7d, R8a, R8b, R8c, R9a; .K and R9c .are each

25i ndepengantistt aghySER0AR oM ssits Rl 2GRN aL AMeodoeL. Biggl Kyl group,
a halo-C1_6 al kyl group, a hydroxy-Cl.6 alkyl group, a Cl.6 al koxy
group Or @ectytadt® cgicdéPsa {ckdeekd deddetetoe gragoccecy cddg@tg@npaund as cl ai med
in claim13 or a pharmaceutically acceptable salt 30 thereof, wherein
R is a hycangap caieeddca frkdtetzd deddecddtd BRENBGE Hhda€adkee COMROSI tion
conprising the conmpound as claimed in any one of clainms 1 to 14 or a
- phar maceutdactkday camegpicadtbeacity itcttha@re efccitBezaRtatizigge imgredient. 5
[A ai m 16] An BPI receptor antagonist conprising the conpound
as cl ai medtgeqrcan gcgretiafoggdoctictibegtogb@ttl deotizeds pRatcrBEeutzoal | y
acceptabl e salt thereof as an active ingredient. 10[C aim 17]

An agent fmrcthgtedttiangertcpeavanigotttcckO v Ecctlict RedEyteice act26By Mpt ons,
conprising the conpound as claimed in any one of clains 1 to 14 or a
phar maceutdeciztdey calttrop sbdagscsgl tecdehiznie efccasecBmzaagttécge i3pgredient. 1
SEQUENCE LI STI NG <110> Ki ssel Pharmaceutical Co., Ltd. <120> | NDOLE
DERI VATI VESact@iRe THiEcabb4aRMASEELEE| LAdtbortACRCERAABLECSAITS BIBO>

PCT- A1013-00 <160> 5 <170> Patentln version 3.1 <210> 1 <211> 18
<212> DNAccepapRst AgaesgaEfceisatccecRi0cagaePR > sdcqoEacbecasaliff@> M4d t ggccact g
atatgagol8 <210> 2 <211> 18 <212> DNA <213> Artificial <220> <223> 3'
pri mer <4Eﬂ3$a@tg€ta€@gtj@ctagtéﬁttccﬁmmgkmwccgc &xigeratpQ KR0L2> DNA <213>

Artificial <220> <223> 5' "pri mer
getgetette geoatoggee gotggaacte taactecctg cageggcege tetttetgege 1560

tgtacecctc gogtogtegga accagatcot ggacccateg gtetacatee tzetzogecca 1620
gectategctg cgccaacttc ttcgcctect accoctgage ghtagtgcca ageggtggtec 1680
aacggagetg agcctaacca agagtgocte geaggocagt tcactécgta gotcccggea 1746
lcagtggcttc agecacttet gaatgtgccc aaagctagge aagggtcaag acaattctsc 1800
agatatccag cacagtggeg gocgetogag teotagaggee cogogetteg aaggtaagce 1860
tatccectaac cotctoctcg gtetcgattc tacgeetace getcatcate accatcacca 1920
ttgagtitaa acccgotegat cagectogzac tgtgccttdt agttegccage catctgttgt 1980
ttgeccotee cecgtacott cottgaceet gzaagetgce actcocactg tccttﬁccta 2040
ataaaatgag gaaattgc;t cgecattgtet gagtaggtet cattotattc tegggestzg 2100
) ggtggggcag gacagcaagg gggaggattg_ggéagacaat agcaggcatg ctgegggatge 2160
geteggctet atgecttotg aggeggaaag aaccagetge gectetagge getatecoca 222ﬁ
cgegecctet ageggogeat taagegegse ggetgtesty gttacgcgea gegtgacege 2280

tacacttgce agcgccctag cgcccgctee tttogettte tteccttoot ttotcgccac 2340



<400> 3 caccactgat atgagcccct20 2 <210>4 <211> 19 <212> DNA <213>
<220> <223> 3' prinmer <400> 4 gcctagcttt gggcacatt19 <210>
5 <211> 2414 <212> DNA <213> Rattus norvegi cus <400> 5 aacgccaata
gggactttcc attgacgtca atgggtggag tatttacggt aaactgccoa60 cttggcagta
cat.caagt gt atcatatgcc aagtacgccc cctattgacg tcaatgacggl20
gcptggcatt atgcccagta catgaccttastgggactttc ptacttggcal80
gtattagtca tcgctattac catggtgatg cggttttggc agtacat caa240

tagcggt t t gitaptRacggggsat diteaagtcsftrtactteaet tgaagtLaaRod

Artificial

ttttggcacc

aaaat caacg

caaat gggctectittaggegicgt

agagaaccca
gct ggct agt
ccct acgggce
cccaat acat
ttctccatga
gcaggcagac
cttgccatcg
gcaggacgtg
ggtcttettt

gggt gt cacg

aaggt aagcc
ggtcatcatc
tgtgccttct
ccttgaccct
gaaat t gcat

ggt ggggcag

ggt at occca 2220 cgcgccctgt agcggcgcat taagcgcggc gggtgtggtg

ctgcttactg
t aagct t ggt
tt aacct gag
ct gt ggt gct
cgct gggt gc
t gcggcgcecg
acct agcagg
cgcccgcet gg
ggcct gt gcc
cagccgct ga

ggactttcca
acggtgggag
gettat cgaa
accgaget cg
cct agt ggat
gccaacaggc
t gt gt ccaac
ccgct cgact
ccatgtgatc
cggggcct gt
cacttttgct
t ccacgcgge

aaatgtcgta
gtctat at aa
att aat acga
gat ccagt ac
gaggcaacaa
ggt aacggca
gtgctggcgce
gccaccttcc
ccgggcegcct
catttcctgg
t ggct gt ggc
gcgcegtgtcc

acaact ccgc360
gcagagact 4294
ct cact at ag480
cettcaccacb540
cgt gt gt aac600
cat caccagc660
t ggcgctgct 720
tgttgttcgt 780
t ggt gct t cg840
goggct gt at 900

t aaat ggccc
gt acat ctac
tgggcgt gga
tgggagtttg -
cccattgacg
ct ggct aact
ggagacccaa
t gat at gagc
acccagggtc
gctgcctatc

ggcccaggt t
cgccagcectg

cctgtat' act

3

at ggccgt gg agcgct gcgt 960
gt agcccgecg cacgcect ggce
1020 actagccctg ctggccgcca tggcectttgge agtggcgctg ctgccact ag
tgcacgtggg 1080 tcactacgag ctacagtacc ctggcacttg gtgtttcatt
agccttgggc ctcctggagg 1140 ttggcgccag gecgttgottg cgggcectcett
cgccggcectt ggectggetg cgetccttge 1200 cgcactagtg tgtaatacgce

t cagcggcct ggcgcetcctt cgtgcccget ggaggcggcg 1260 tcgctotcga
cgtttccgag agaacgcagg tcccgatgat cgccggcgct gggggtcccg 1320
“tggactccgce ttggectccg cctegtctge gtcatccatc acttcaacca cagctgecct
1380 ccgcagctct cggggaggcg gctccgcgcg cagggttcac gcacacgacg

t ggaaat ggt 1440 gggccagctc gtgggcatca tggtggtttc gtgcatctge

t ggagccccc tgctggtatt 1500 ggtggtgttg gccatcgggg gctggaactc
taactccctg cagcggccge tctttctgge 1560 tgtacgcctc gcgtcgtgga
accagat cct ggacccatgg gtgtacatcc tgctgcgcca 1620 ggctatgctg
cgccaacttc ttcgcctcct acccctgagg gttagtgcca agggtggtcc 1680
aacggagct g agcctaacca agagtgcctg ggaggccagt tcactgcgta gctcccggca
1740 cagtggcttc agccacttgt gaatgtocc aaagctaggc aagggt caag- acaattctgc
1800 agat at ccag cacagt ggcg gccgctcgag tctagagggc ccgcggttcg

1860 tatccctaac cctctcctcg gtctcgattc tacgcgtacc

accat cacca 1920 ttgagtttaa acccgctgat cagcctcgac
agttgccagc catctgttgt 1980 ttgcccctcc cccgtgectt
ggaaggt gcc actcccactg tcctttccta 2040 at aaaat gag
cgcattgtct gagtaggtgt cattctattc tggggggtgg 2100 ~

gacagcaagg gggaggattg ggaagacaat agcaggcatg ctggggatgc
2160 ggtgggctct atggcttctg aggcggaaag aaccagctgg ggctctaggg

gttacgcgca gcgtgaccgc 2280 tacacttgcc agcgccctag cgcccgcetcc
tttcgctttc ttccecttect ttctcgeccac 2340
4 gttcgcogge tttecccgto aagetetaaa tegggggetc catttagggt tocgatttag
2400 tgetttacgg cacc2414 '





