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DESCRI PTI ON | - HETEROCYCLYLSULFONYL, 2- AM NOVETHYL, 5-
(HETERO-) ARYL SUBSTI TUTED 1- H PYRROLE DERI VATI VES AS
WAEIDORRARETI ON | NHI Bl TORS Techni cal Field Thepqr/aeot322417
“invention relates to pyrrole conpounds having 5 an
aci d secretion suppressive ?ct|V|ty Background Art
Proton punp inhibitors represented by oneprazol e,
whi ch suppress secretion of gastric acid for the
treatment of peptic ul OESCRAIETION esophagitis and the
1ike, ﬁ%ﬁ’ﬁﬁf‘ NesietyatEad henigTroR t@boStE LR i ons.
However, e existing proton punp inhibitors are
" associated with problenms in terns of effect and side
effects To be speci friecyNSCACE FiTRgDEXi Sting proton

PATD AT BL L1 L MRLULS SISF o261 16, QT Mg
plwhedbtcaggre5a$ewerahhhbutsrarecmequtyednuéb@re platelet
ad%)ég %%Sir?ﬁ‘lﬁ’{téﬂga%fc %C_‘Ltt |<5'r %%%hﬁ’@ce&ﬁf&?l theposition,

I'Sting proton punp inh |tor OW I nconsi sten
e. lgr ead PRTCAPLerd ST Rt 1N ABRABAILIOE YeraiRRs bl §r6PPRIES Fi N )

an@ @Qp%lé% eldn b%a%rto n r@lcbhlbahahr&a@eutype@h iaee r,1t whs unh is
as |azegan1an t h

l rﬁr bys O 3 q’. e as an
X 8 IB%YBP% %%Frb%%n%% ARG i Yé%?p
acitiliebicoapynaati.on, EP- A-0259085 descrlbes a conpound

represen t and

coﬁpgﬁgdé§g QXt PSV% g?(%ne f;ﬁe(%gg% anta oni geptlde
hagdnigor” @n@dan@XA@léyﬁWhé§eCpnﬁﬁﬁﬁpmrQraétP@ﬁrmaCGUtlcal
co Boélgl%%ggérﬁp9§§fﬁé) Q@x% ﬁo@9ggﬁﬂﬂge rePeaseat 8ek Rymbbeent .

or mul a: wherei'n Tl i s car g rotected carbo

car béR¢ PFS@éPF &PR§REipPOREEPe e&3F55x§o(PoW€F$°é Eor
sc&lelé)‘ﬂlngCéf@@Xp’oﬁﬂl@V\ﬁar J)g .3 kenghont spi otlettled aabrlidates the

o RIS sl Byt DS 995N UPL e i ve component

'1namhnopmamma@eumnaaécpemp@ﬁnm@pnlnoFUhEherocyh¢|Eresent

| 1n,$]zj g“ﬁ% %‘is'ﬂ)éh tBr?hﬁé@éP?’&iyﬁeﬁ@f&@r}}é{vu{@ the platelet

I ower IS ac r5 is hydroge é

ag@:riegal 19hk9|“éﬁé¥ %ﬁrdt\zcw &ng 6rp<Nwmb?Jcﬁﬁfdlé%f nﬁé?ﬁ ing
thiel siamecar boxy or protected carboxy, then Z o is NH

Moreover, as a therapeutic drug for neoplastic

di'seases or autoi mmune di seases, W02004/ 103968

descri bes a conpound Bk@K@R@%ﬁBdAEQ t he formul a:

wher le I [ I

o netarsaest Adiped e HL P ing B gtk opldr hairloian
cedptsi aingl Iof heubFRirieLed famtRgset h‘yhen ®i §@F6§@|Fl§ BESEREr 2

celrfdyenli ¢ sReablems e ApnSelavedclyeing sl Beenuided By this

phar.maceut i cal ent that eff tlvel ess
pl@éﬁ%%tctaena Bus oGk be’\én %ﬁ%b 2finfarction

ox GMﬂmnth&rﬂdﬁyﬂmbsirmmmn@medslmammeﬁabmbsppcmndedy
aci caen 5 S

o35k O ShS VBB, QPS8 G0 RULBR S s ivarion
swmmliatame pfo@g@mg@tfqumbm phet Dhabeh@tulmﬁlb%d%naﬁerlal

sd1% rBHRect 84 dhemIRoWeTFRLS a3 URGITaY- th beat MBkh eﬁlflfce ch@Qiac
peptic ul cer, reflux esq hag|t|s and the |iKke.

digiepsfs dRCIUAHAY, mﬁ%ﬁé@@n’*a alﬁbf%}c”%l%rﬁﬁ rﬂﬂ%”tacr C%ronlc
arﬁ@&@mdbsg:frusdt;ﬁdncldaemlt Ivyenmtslheﬂm)t}on@otsliese requi renents
as npot..been foun is_therefore.a e
pres@ﬁ? CRVSRESON 18 %ngﬁ elgncg ouﬁ %v?he élg@glet
agguegraitdonagird seaxt @isi pne'selppreesimsefbecxschemlc diseases
(hayticukarl n f
P e TR o e feare oF ey 2™
the Probl ens The present inventors have conducted
various studies and found that a conpound represented
by the formula (1) : wher Rl is a nonocyclic
ni t rogen- cont ai ni ng heterocyclic group optionally
condensed with a benzene ring or a heterocycle, the
nmonocyclic nitrogen-containing heterocyclic group
optlonally condensed mnth a benzene r|ng or a

o, o o . - s R " g,
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1,3, 4-thiadiazole ring, a1 ,2 ,3-triazole ring, a
1,2,4- triazole ring, tetrazole rlng pyridine ring,
WwWEOr/dsBine ring, pyrimdine ring, pyrazine riPgL/JP2006/322417
triazine ring and the |ike and, for exanple, 8- to
12-menbered aromatic fused,@eterocycles such as a
benzofuran ring, an isobenzofuran ring, a benzo [D]
t hi ophene ring, an indole ring, an isoindole ring,
as| preveRtove MG féPrbEﬁ‘z'Pﬁéla%Félr??f@dl‘lal%ﬁz%%&?ﬁﬂ‘)@nt to

hybb@@enélbnvZpDQﬁéQb&gxﬁyprtéhB@ona berzbirAilaialfarction,

ool DO A o o DR SO 220 0,

thesabawaohedecamegtsaa¢ennebdnéor|pgevanQWonamdltheombus-
r

foﬂnggtlﬁﬂ 3@+ﬂ?&?{d#gr{%nae'ogu%rFﬁgﬁg?ﬁfghﬁgi Q%elﬁrgﬂhyegngloplasty

(Pgﬁﬁbazﬁﬂesﬁﬁﬁg phachnrgardd i s iufgd Eiiso-p@@lwtllﬂé agents

ofrkggteﬁoglsCQEQ@E'B@a&hﬁg tAB §Qéhd|89 éh@gldﬁng such a
phenoxazi ne ring henoth|a2|nﬁ h BE na |ne
mePEE@me&tpﬁéﬁayatﬁP?n CERRB, t4 tANAREAr ERE PLAGSLR |
agptegantibhi Biyneappnging plhepbanblr embetidiigg 4ab in the stent
lt|nq%I|2|ne ring, a pyrrolo[l,2-b] pyridazine ring, a

Syrazolo [1, 5-a] pyridine ring, an-imdazo [1, 2-3]
pyri¥Yeapwhihg, amosauddzopfnctired eim wilsd rtaghaap oral

. nebau@a@&&& I?eatahetyrth@agwfpmépgl tﬁrbdorm@@éelmh@n alt sucks

yrimdine ring 2 ,4-triazolo [4, ] pyri di ne
blPPﬁg a%d]fr%HUQP§¥Yz£ﬁHQ§tF4a QUBTEVF?dhﬂl%RQIWQHf RRRavior

refbe rebkio (al@f;ﬁf@nb:arbcb yL,n arhet Qfooﬁyﬁdi&)d/bhehelpréﬁﬂﬂieral blood -
tion 6; nenb%ggd aro

f
Vel onbhoty T ELT TR T A Conte dRET S BRHG ROy
seoreashetéiveychbetatibivignat kebsaapcer tdi fheiénatatao

anSH?&Q‘EXShe%o%aertﬁé Qf Bt § ghed 5c“ne°ﬁo1% (?T%%%rgggdeasy

et eronnnocyc IC ring.are condense

- Dupried drhehpporehpt @b b cl thavperaphernd hiepdreisohds gften

dafkgBd & HRIRER abﬁaegtédmwy@ﬂalqwewwcwél&lcgfcpvessel

I's_cond nsed benzene r prefe
isi ?ﬁlaHE‘agyr?ﬂ} ‘f'ﬁ?ﬂl Je‘Ec = i ‘F‘ﬁ%ﬁ | L?écéla‘rﬁrbénd“hellum is
exppBatdpnadends sné hei Pinosp e oeratARP hdteredpelsed, firom broken
ce?ignpéﬁd c%agt\ﬁa%lo%‘e???{ggs%eu%@i:%;ag dupgéftol‘frnﬂ:ﬁgombln
téro OoXI'ran
Tha@@bnduﬁérpngéy aﬁtQXétaﬁethEnglaQeﬂﬁtetanendUﬂg péatelet

adR¥EE8hi dipe biagelétt§5§§Q¥QEQEHV§HerPQnu@etPé@éé@e, and
peridine ri a tetrahydrogyran rin

eVﬁBFBﬁ&EVnéoFWﬁg 51Fﬁ|gh69 BFi Ry Pingd ﬁoﬁgbeggi?ﬂerth
flbrmg farﬁagEﬁﬁhydémcychepenmecbenlemrrolftrhag;bétn known
P ne [i Rerazi.ne ting

enf KRR DS Ch b Ty o RN, P e et oBRE e al G wnicn
1nb@hdssoﬂxﬂheh&m@ﬁewemﬂnwnnﬁmw@wdseeNun1nanﬂnt¢ytereture
1)ring or aromatic fused heterocycle are partly or

entirely saturated such as a di hydropyridine ring

di hy@rﬁ?dy]f‘farﬁwgﬁénfjl Iﬁ{jotglri 1r2 thegmosquito, whlch has been

stuéléﬁtlrnaﬂ}yéifr@%ltlcﬂ?@tléﬁBl@era’ﬂsel 2T8dis enzyme is a Elatelet

st PhE LR oLk ERE bR A B A A 5 (EerlEilin ene
sahi va ofye nAaxded aagym:g:mnﬁnmcyhél £ihet eriowy.cl Rpygreepinhibits
thgogggPéfg ég €Eéﬁ”?eéhi‘918g fnhgégﬁéﬂg‘%giﬁg EPLm aDP

contalnlng aronmati c

reﬁeeee@é@%vnea@a@aﬁémeﬁaﬂiﬁéeedOFbe15ahéwﬁé#bderythrocytes
anf @& &F @bl e 1t sl 2o ARPDRIRNC JliHd AGRB-HBBERhALBYand to
aromatic bicyclic fused heterocyclic groups such as 2-
or 3-indolyl, 1- or 3- isoindolyl, |Hindazol-3-yl,
2-benzinidazo|y|, 2- benzoxazol yl , 3-benzoisoxazo|y|,
2- benzot hi azol yl , 3-benzoi sot hiazolyl, 2-, 3- or
4-quinolyl, 1-, 3- or 4-isoquinolyl, 3- or
4-cinnolinyl, 2- or 4-quinazolinyl, 2- or
3-qui noxalinyl, 1- or 4- phthal azi nyl, naphthyridinyl,
purinyl, pteridinyl, 1,7-phenanthrolin-2-, 3- or 4-yl,
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napht hyl sul f onyl am no etc.), (40) C1-
al kyl - carbonyl oxy (e.g., acetoxy, propionyloxy etc.),
w@ 2by/ 02841 aryl - carbonyl oxy (e.g., benzoyl oxy, PCT/JP2006/322417
- napht hyl car bonyl oxy etc.), (42) Cl-6 al koxycarbonyl oxy
(e.g., nethoxycarbonyloxy,,gthoxycarbonyloxy,
propoxycar bonyl oxy, butoxycarbonyl oxy etc.), (43)
- mono-C 1-6 al kyl - car banoyl oxy (e.g.
exhﬁbhylearhanmyhemystethylaatbanDyHBXyeaniqat<4MJVQNPIIG
begaéggerk SQEQBPBbemngS Qnsegtgese%bﬁarQﬁgvmbeﬁulto,.lt
car banoyl oxy etc 5) car bano
se@mytyeb@ espeehitEdrhans Véﬁﬁj“héﬁﬁpﬁﬁpéa?%éﬂﬁbe§9l1vary
subb€ahceb46) a 5- to 7-nmenbered saturated cyclic amno -

car bOMETAR OF HheoSRHAReTY TORSTaGChel et PAADce co be

1nseheéﬂednf&ﬁhnalnnbnogénthéopﬂa&esatfaggaegatand,aﬂnd for

o REE, F SRR 8 UL, (el RS K%y nas peen
repexahﬁdf@azép¢mmpcwlneﬂer}veé4ﬁ;0®.Erlq%mWOJnﬁkwﬁ@W@u (see

pa@@ggagbguﬁghggoqyghaczgroup cont ai ni ng, besides carbon
kinds of 1 to 4 hetero a}ﬁ el ect

fronﬁ@OHGtFﬁﬁeﬁrﬁF%h?s adeuived SE9H BhE &R b&?ﬁ%ng%T%ﬂwln
Anb@h@lesZStteblh@hyshv Bhbhpebybanhpynng‘yb b3epyr Cdybulatlon

RO i B Bl A Mg SR RSty vin

thé- pSaQaﬂaolybgrEga$@q0|mohybthIY|ﬁé@ﬂyﬂtYZhﬁﬁdbE9P
1dgnkBEOLY %ebgﬂ%@FE'EBEhMEntZB ybenzo[b] thienyl,

benzo é hi en benzo| furanyl, 3- benzo h
furah)l 2a@detion( 4 3 ravel A3k q%ﬂﬁﬂ @@ reported from

c16ﬁ&Pgl?Ee@DﬂAy11@&Bybe6$dtaéysau@vhrya@daﬁdgincanapheles
Cl Oa opro

stehbegain bp. BELEARLLOT NGy LPE BEES R 1L abuxsgatign

 inhilke toay hethnedtiyoneddefheibedbén thet hepsubst Bndehhs

fun%t%o'h%aw rﬁna’%f?khgber@(ﬁé aglﬁgutpo bfeov\ﬂB?fOQﬁ e ﬁenaﬁ)ﬁ'tent.

rod car I's derived
lltﬁ@ﬁﬁ@ﬁgaﬁlc car boxylic aC|d can b e nentloned For

examphe. pElsdngl kaveiltogtoppey{Susly Fﬂytédca-ﬁrotein‘
carbonyl such

| k tvrvl. |
A 8§UP§W§P9 6eﬁﬁaﬁ8}w Gﬁ85a¥&§b ﬁ%ﬁ ﬁSyFRSH§&¥ﬁéom the
saﬂhh@ryﬁb&ahdhfﬁ Pﬁo@hﬁﬂe@&@hepﬁbngnoupse(Eog parent
enz a n I.DO
20880 e SO AR ISSRRORIL & opep Challipg prame (0RE) of
81@th@xgsanbbny|th@nnpuxycapﬁoa@lS1dkséﬁd@g@ﬁyégﬁbbﬁymposed
obeEQX%ﬁﬁﬁQ%mhd_fégﬁ&&ﬁyyC@BQOQy&te§ﬁqhﬂ;Q%Mﬁﬁkﬁ&@w found

tert-Dbutoxycarbon etc 3 yl%%%farb%é%e551on No.
tOgbeuﬁémeéag tOpﬁ%n%&y%%?%dﬁ9|‘bﬁﬁﬁb
AY@Q%MFthaﬁbegwbegr@upﬁoﬁep@Tenpthwératdgé.2 but there is

yl car ba enz a ‘o0
N RERSERPE b orgI Sohieh| B LEaTRany! (@RELVAEY); RS, the
privaglinhyin- Gob—paskkyl datkboagrescd asd 3.
[pB%%%Qy%%£b§%5g ax'opna@@%hzblgbhyh $abhgeuk18nd the
{ car bonyl groups (e.g.,
[P@ﬁéﬁwldeCPmeéﬁkﬁﬂoﬂ?cgpﬁéﬁQQ 986nPagubdaseteePcar bonyl
[P%Q‘éntth @ioldulfn%ntetgq P S0081h6sEBbar @’dlb(]j.lcatlon
et eroc car bon or. condepse

INeraraeyel S EArRonsF Bf GRetiy dor Ve g: Exe. Biol., 108,

1-pyrreslaylycar bonyl such as 2- or 3- pyrrolylcarbonyl and
el i p 3o SPC or

[N%% FE%EF ¥%g§ %%@ ééﬂdOXEeﬁFﬁElQ |n1dd28Fyl%%rbgﬁ$ﬂorlng

such as 2-, 4- or 5- imdazolylcarbonyl and the |ike;

triazolylcarbonyl such as 1, 2 ,3-triazol-

4-yl carbonyl, 1, 2 ,4-triazol-3-ylcarbonyl and the

i ke; tetrazolyl carbonyl such as IH or 2Htetrazol -5-

yl carbonyl and the |ike; furylcarbonyl such as 2- or

3- furylcarbonyl and the |ike; thienylcarbonyl such as

2- or 3- thlenylcarbonyl and the I|ke

I e 1 - ~ = I e 1
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chlorine, bromne, iodine), (ii) cyano, (iii) C-6
al kyl (e.g., nethyl, ethyl, propyl, isopropyl, butyl,
WO sobos2ght, sec-butyl, tert-butyl, pentyl, hexyPCEIR2006/322417
optionally substituted by 1 to 5 (preferably 1 to 3 )
hal ogen (e.g., fluorine, anorine, brom ne, iodine),
(iv) Cl-6 al koxy (e.g., 'nmethoxy, ethoxy propoxy
i sopropoxy, butoxy, |sobutoxy sec-
theera )i gy BdrydokyarseriPepne g P§°§@B§1?| ehittbe %90?316165
stéﬁhéné@rﬁggﬁébkM" tAsSct Babewemiéerg., fluorine,

pronosy BLOM e, 100 S0 aRES o83l 3] Beaican

" EnSohslbgyeahd zebeeggdsSrSﬂppl) apbal pgkd 4206%[e. g.

fluorine, chlorine, bromne, iodine), (ii) cyano,

(iii) lower (specifically Cl1-6 ) alkyl (e.g., nethyl,
ethyl, propyl, iB&BEBPFVRELQAFYINVENGEONY] , ‘sec- but yl ,
tef&Tﬁgt%L?s ?tyhv?n€faﬁ ﬁ%&v)d@@té0@@$éy §N§§ﬁéééﬁ@&bal

era al oge
Compeéith@nrcHPéFFﬁBlaE}Bnﬁn@la%%é?ﬁegggfég?gﬁﬁn618Pk8k§°r |

anfifo¥. a ﬁEbB@l&t @ah@xyonpnﬁn@hytorsopropoxy but oxy,

but ut t
opti heI FheSant rbiete 8 SN VLAY 8 ovel 5 3 )
phhaihagentfead. compbabt ioe, carg 0t $ iteg &nnnﬂﬁﬂ;nrlw@ﬂﬁ@) as a
blg&. QCXEllgﬁt% tanSFL ?en Vé% Qht %etﬁog (:anbam@m:no i's
rabl'e. Parficu group
opt|3h%IPye§%@§t%@E?@Hl%9 ql%% Br?ﬁ% ?%r%ﬁm%tHO@of%r

sc?}égﬁihﬁut?@tfbsst@r&fé gdchrHnal Qig@nhél:leﬁrlﬂe a&lc®eld.ng method -
uor.i ne

unsphy pefergineReenbhaCerny SERFeRsroreoRPbbyForbusgrivity
antigobubyplasetebubyghestent ibbiplitopgnagtivheyybfethe)
uﬁE% gnglly substituted by 1 to 5 (preferably 1 to 3)
s ogen (e.g., fluorine, chlorine, bromne, iodine),"

[ 2] &Sthlé@§¢l©rQﬁuﬁ(ﬁﬂﬁﬁhﬁﬂI?%t§@§§ﬁet@ﬁé@YbS?Pﬁrﬁéerrom

théugéhayusﬂt%héeb§6E@§nfr@ﬂpéb)paebabegﬁp Qé@ﬁkﬁ@dgby the

fluorine, chlorine rom ne, iodine) and

| PIEFRPF %@V@ntoﬁéth§be QFﬁﬁﬁntpFBﬁ?Pt°F§oB?%ﬁy%°uBﬂt9Inovel

prbsebit yhvisgCcabpligkelber khytgbatpent yhhibexygkyetctivity
anbEoBabe iR Y] phlbEoRY 1ini Bk B SEELRRLY, fnt aFibary
glend[ 8 anpphiedgls gteppeopu»oaattyssﬁbéiytmse@abeg angdo
1déP§Eﬂ?§Eth¥§E{AOH o F£eni50MHd heRl aﬂcﬁﬁﬁﬁtﬁﬁ@{’ﬁﬂ@pgoteln

uori ne romne, |odine) and (i
hagspBei PLasPLytCagByearkyPn( éngiPiRBERyRCtEVAYY, and/or a
plREeP¥k, absepieAYinhkBi¥bryi sebutyty.sec-butyl,

tert-but ent, € eLc. ) opi ubstituted,

R Ao B o 8L AP 4 SRS e
fothbeingeitbmeninep ilddine) is preferable. O those

ment I ;e

R R R I R R i
on§u§§ﬂyp9@ﬁﬂ§eséieéhédfpﬂéﬁweny ad2haregéd) aton1and (..)

<)31a & Al ptaRid eBablrY ssHBSthé Wreithduchdt 8e§ubategen SEQ ID

a ons, [2] a pyridyl group optionally substituted by 1
Otd74 substituents selected from | over (C1- ) alkyl, a

bi)laé ngﬂlypﬁpll'ﬂdeabbmpyléﬁé aralakldny))acld)eazm;erawaomprlslng
on% %% nioraechtan?J a@iérd%l%@q.o%@ n?ﬁ’lsgpglégg lééhaestl’%uscl%s or

enyl™ group uorophén

addet:hyohphnawhegarwpo agizg $¢@@¢@@§/ rolfdthe 2haveyfal@nchgving
a £h39é98¥réS@PeéayioSrfﬂﬁ&bf&é&§”ﬂd¥ﬁ¥%ﬂy‘@da%%xyb platelet

group, a 6 oropyridin-3-yl” group, a

4- et hyl pyridin-3-yl group, a 2- methyl pyridin-3-yl

group, a 3-nethyl pyridin-2-yl group, a 2-

trifluoronethyl pyridin-3-yl group and a 6 '-chloro-2,

3 '- bipyridin-5-yl group are particularly preferable.

Preferably R3 and R4 are each a hydrogen atom or one

of R3 and R4 is a hydrogen atomand the other is a

Cl1_6 al kyl group (e.g., nethyl, ethyl, n-propyl,
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nol, preferably about 1 - about 5 nol, per 1 nol of

conpound (Il) . Wiile the reaction tine varies
walzpenstisng on the reagents and solvent to be uBErlJP2046/322417

is generally about 30 mn - about 24 hr, preferably

about 30 min - about 8 hr. The reaction tenperature is

general ly about OC - about 100C, preferably about 10C

- about 50C. Compound (V) (each synbol in the fornula
adhssagndéhhﬁédtabaveptéaﬁtwe produced according to a

e FON: R TcotBr 1559 ge¥REM i nd Re i 'EHEEQ dénce of SEQ ID
(c éeé ribedin Tefﬁa g&ﬁongLetterau? vol 13 e ? 5337

- NO¢3972nd Heterocycles , 'vol. 7., p . 77 (1977) Chem

d?h@rﬁvly@éﬂtlde \t@inprig;mg anlgglgfr’lo(é.efa)seqhenc@’ gomprising
Onfeot R e ATBB A Rh Pt O hAA ) [ A sons oF

 addn ttibesf m mhﬂeaamsnagcdeif sﬂ@@eacb@\pef) tharmbsrep Gdlﬁ}'éijhbylng

kgg‘e&hee sggg %&&%g{@%@bﬁ@@eﬁ%w 'Ergﬁ/o(r'\lﬁsblatelet

ronosuc I's preferably “used i n about
adpge ieguiphibatogvoart iVétdri ve to conpound (V) , and

ast Be 5@agbboaom@oﬁ@gterably carried out under an'inert
gas tnDS? gen

oo B R ok o pB i e AR Ry kan e hnpls PF LaR ol hBE Ry an

expakgert pmediicto Whecheaxpreﬁseuhbyeathéesatvene IS

: polglkuggr tblt?.ﬁl anley th'emfbﬁ(ioaﬁnlboreg tgﬁ )k eaCt' on

S, solvents such as e .
et)ec'! eetyyavustlecin. dedFerRy i s epe dih e RN AL IRAVERES Ofaﬁ?@@ NO:2

or( & gompmemﬁghn%hgygggrnanlde N , Ndi et hyl acet am de
e) an

and n1xed sol vent thereaq .
(£3n8 RO M %frjedepr‘”’@fléﬁhagb’grl MPPS Yheh ri oL Er ﬁsotlde.
ofVahé%cd\we(nadl ngdem ahhﬁ:n':eramni soand tionvend i® depable of

it ner 0 u
i E0eikl b pRIYBLRL YenPaY pd0aTER 28R UL R B on
inhébetalrlyy aglbdut ty7 8Gdt/ eraBopiazstetpadhepibry iabshitory -
actﬁ%@t?o about O0C. Addition of a base is sonetines
f ive for the reaction. Wiile the base to b e é%

(g s2 malynuskest ke coRgTisirdet re VA §ﬁqbli3888e}a§"l%91
moRedidhEl H@s € oStitd pas yhyicil done depd £ ahiernghovat(iedli aved angable

he 1ike,, b ) Co
of\ REPGPGRITY hee PPl YBERieas e aRIuE B80T LS CaBagEoegEton
indgbiitalrenest ipri¢ferabl/prabpopilabedet adahpsdrn0inhibitory

ad qg&%alent per 1 mol of conpound (V) . Conpound (V1)
geach symbol in the formula'is as defined abofﬁ%gcan

ea doinvesd satoifiec 6APBLAE 1Y Dhe DNy Bp e e £ IneERodP NO: 4
orsbnbbablgﬁehﬁetmg&ggq ;for produci ng conpound (IV) from

(1§ o it doe SRR LB of €281, MR Bhab MGt ot ide

ofreaetangveoﬁppundMQVthp mtrhngeonpoumdltegmesahueﬂcbpable

Vi | t for LR sk
of, SRpFBs TSR, i, i peesdds, fhudho B PIRGR G Mg pat ion
inhhbiferiyo@cddyditivbead/arsgnpheted etopfinis 108t ioRdbitory
ac%9%1t%1 aBd 513 (1981), or a nethod analogous thereto

ound (I each synho
(5ef RS s, DR AaageHhE PN SOEMAG CeoRBELAg 80% oF
mo(rle\/f)ormldﬂgﬁ tioetlue Ipry&@@rlteoﬂidb @b thiet dibowe ghynamdicapable

ride, .dii obut u i adi ;
°fh§F85y8?%88 calte &g%bro ghb%g aﬁﬁ%té?(ﬁéﬂgt éggregﬁtlon
inhg i diony aag:e:nmtdn |a@dt5@try|a alafvedem aybeisden §nhibitory
ikqul arly preferable. The ampunt of the reducing
aéﬁ%ﬁ%ﬁ@?o be used is about 0.75 - about 10 equival ents,
preferably about 1 - about 5 eqU|vaIents, per 1 rao
of conpound (1V) . This reaction is advantageously
carried out using a solvent inert to the reaction.
Wil e the solvent is not particularly limted as | ong
as the reaction proceeds, solvents such as
hydr ocar bons (e.g., benzene, toluene and the |like) and
ethers (e.g., tetrahydrofuran, diethyl et her and the

T . r
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inflammatory agents etc.); Zollinger-Ellison syndromne;
gastritis; erosive esophagitis; reflux esophagitis
wa amhoses4er osi ve refl ux esophagitis and the I|k@$ﬂPﬂM632mu7
synptomati ¢ gastroesophageal reflux di sease
(synptomati c GERD) such as pon-erosive reflux di sease
or gastroesophageal reflux disease free of esophagitis
and the like; functional dyspepsia; gastric cancer
as(anchotiimg gespehentancer associ ated wi th pronoted
e odycthon 8f el ;Blli@frhae&éﬂhﬁ&alb c@meotsetqeﬂea@@&ymmlosﬂtem

of interleu In-1) ; staomach MALT |

1 b B S bt e PACE SR o O PGS uaGt LB Y

 anBEBLi & §ﬂ§€éle@CHHBeQ&bﬁSSthbEtorpeaDtihagy01s the

PR LS o VOLShUCR B 805858, s GhE SRR CEHRHoRYec by

' coirhaggenmentl/cantheeisbibibstyl actiivibyden, theadlaralfh,

adﬂgggbg|googg§@aéghlure and extensive burn, each

requiring rntensive treatnent) and the I|ke ai_rway
di sofgenst - I5ehmka BRCEREL ¢34 k €OMpOSi4Aest AeEpEding to item

1 &6 pheteahi o0 d PradineridAn @fl Hehpesbatbarhgytdid bonding
eradi cation_assi stance and the like, in mamuals (e.qg.,

abﬁ&ﬁﬁﬁ tei fPdha9€Reep, cattle, horse, dog, cat, rabbit,
rat, Itemse Atglatelets algs_;ac@giaerlanm.nhhlel’abo\ﬁmm pbatdlet

adkglfsllux Sl'?l%‘f‘t%:%' SndRd cc‘é{m % t g}% rHaéyﬁék:crlbed

I'sease ('synptonat i tlnes
incékkamcili &l gheefspredsed §Fﬁ§P9tasWGERD exﬁéeééﬁﬂeﬁy the

po@%n@c‘i%%@ﬁ@ddggc&tﬂ%e@r @ﬁemtemnyentl on in the

armaceut i cal conposition of the present entio
P oUECOngh: FomeEDaTDLO R B EPVESoD: Phet Gned paatelet

ag@@&@@&hbhomnﬁﬂbmgbryubpe&bltg ehdrge depéademgtoadhhelon
trat t
infiBuReBY AR a4t DaherBEN, 0 30081 B8 FRY' BratBIGE ),

* agoygkdayiopr éhbibblprabestisity 280/ay/ daplabasded éﬁheﬁéoﬁ
_ infiG bl \ESanQ&?g{f?@ JoPeR e F%%mbedegbelseapwmoténsl is

ora dmnistered as an anti-ul cer a nt to an adul t d
meﬁentﬁﬁd( 80 0y PrepRECCORPARREHIE Hedp? nGiE an
a fBYshecAdAtni st geedn ofise ghaddehay dMm tZleorsuEJJ(dalc\tl debbstance

ortion er, The co nd_of the S
1o ROBRer e S o BRAEUEERERy SAACEaATbE AP SERCS: Fy e
su&dﬁbmlShbsednceatbyseﬂeparEhEeBabD?CFeSngtﬁOpECthCh
ikl chil SAKTROUS UULDI sl 3Ll ofs andntbe | ke) as
or as a preépardtion containing harmaceuti ca
conpdsemi bn A peticd gréwmla@gﬁaamt?ta%%a RppEelet

agg@blia®h cRdNinke #2659 dicRgvieyaanaybedakpowieper a@hesion
such as tabl ets (including i % r- %gS#ed tJB%etsraacthlt

inPiPhtegat 2 Hab wf*ereﬁam FYegranihe 1 ekpatr ey y

of(tthi@ lebt@Irlegs&@lf;br@deUJ elhl,choemztgssde@ byt By @p|l|yglucleot1de

aek30 or al Le/md%3|smln I E'e%glk' L brouigee eagée%e of
§ﬁ§6 ory; ~Sust aine ease prepar ation, plaster

a aubljene $ukket arreg tam:maanwsuwee%mdﬂm1@ftlwmepresence of

thl § Sgéctny%étépﬁcé Slﬁrc%fn@'a%@cﬁ/wigm Q'rﬁé@é’@ﬂerﬁ@n@ﬂ/alue in
ora reparat|0n I n

th@aﬁ@@ﬁécﬁn@ftﬁ@elFW@JeﬁﬁesﬁgéFﬁEESI56lé§&?§ta3§8pF58PSCt |
subiiain@le hhat:h?augﬂaenuse%é @ Jprtosuste atdgi*e{?ymmcd dnhiibaltory
Siti of_t resen Y i.n
2SR b PRt BIRTE e F i LR B pade Y B R D e
aganipttar maceutical materials, including excipients,
| ubrireanpts, é%é%&fog'&r‘ge‘?ﬂr@é%an\éﬁtcﬁﬁ:esé’uﬁ'ﬂ@nce which
pol ynmers an asic 1norganic salts for solid
preparations; and sol vents, dissolution aids,
suspendi ng agents, isotonizing agents, buffers and
soot hing agents for liquid preparations and the |ike.
O her ordinary pharnaceutical additives such as
preservatives, anti-oxidants, coloring agents,
sweet eni ng agents, souring agents, bubbling agents and
flavorlngs my also be used as necessary. Such

-
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-cuﬂswge.veglue ge, t

suppositories, sustained-rel ease preparations, etc.]

according to a nethod known per se for conbi ned use,
wmeoomay28al so b e prepared as separate preparat PONsP2a00322417

adm ni stered to the sane subject sinultaneously or in

a staggered manner. The conpound of the present

i nvention may be used in conbination with the

follow ng drugs. (i) proton punp inhibitors, e.g.
agoneptazelelaeebﬁepnababetOpﬁn@meazbyeandéeépaaEbPeelet
adBSQ?BHp{ﬁ‘ﬁ?EftoHIa&’é@f@i%éw t'h%n% rﬁ‘)%?)lt"i/de( Hle)chﬁﬁled in

antacid m xtures . Al"ud rox(r)
item} @éow(le)exp(nqss)edaaéegapt ;sﬂreoicerclttr% 18gkhemR 2 recamprlsmg
thgok@mggahﬂg seggbeq1$odbumu feban1p|de t epr enone, :

t t :
(15 8uRBEBI DE( PorDaREPSqacrFT b apeRpdlon GORBELSTRY a ce11
trAanogmsdrwmthaanlaspressughuwedeoandWZ1GBOeXPv?Ss e
po%y%QEQQSQ'agécrgbgd jfHokasgptiog, RalLonesgbmBPising the

tron azaset ron, ranDsetron n1trazap|ne
exgrafssdmmiuctogeseribad i 35om 2 BAEMSHGIGT dnich plasma; )

bng'§€EbOBf GMBing- EnpﬂaEGQQtSéggr@ggtlnﬁeggéﬁtodnto the
nosapri de, C|n|ta$F and
[

e5p%t . T EbogRrers thengprEpyet
angégetﬁ.bh ifRegid presinceedevdcenceand eN@rumwt( sybstance;

VIII b
R N S
thexpreaencammWé:m%icebIOéCREﬁssuleJgct ST N GH A the above
(2h acthplne f al odi pi ne, azel nidi pine, cI|n|d|p|ne :
lomerizine, diltiazem. gallqpain.i efonidipine, .
(4% 3 AR PReSSARFBHNS| The ChN ar FE%“CBE% gpndidate
suBb@éh@SPWﬁ@n agmaasptemenbemaMup;me therppaﬁghpe of the
L.t rendi pi ne ar. ni ine p n -
sugés dFP SﬁFPSSubFni 8.3 Seggﬁrgﬂgﬂk bgigg_ln the

FV& I'piLne, nino

' abﬁasudlbf @he)sdbpantneuantaQGﬁlsts e.g., netoclopr

am d r VA | T BbR;
ol o el s g st g ot

degmragedi shsitemg Ornébsd%aﬁ?sse%w%’i eXRfisRAShLy the
po(L?ﬁBc/leQB)LdeBes[é’rlh%cbhﬁ 1(tterni $) comeartlyli)ycddnz ybhtaifing

I t di et hyl.
P1apRLeET EAEH BLEETA01S {1%h T 5] Tip RIHIE e Qebbr ibed
1nb118mdloaﬁd(ﬁ’}#é( &37)es Sed ;El(cﬁmciss)esczflk{e(d R)rL litep3d2, and

?&QF?&%%L% gATpRTERE) abelEPaL boREORYNES)
-di ﬁygmolgH.An gsohatem ggéypgpgh@e(wpggg}ng the amino

aClan%ek;h@ﬁtce @%DBE@NID&N@ 3-[[2- nethoxy-5-
(trlfluoronethoxgﬁgghen

| bRERPI pipefial nelnatsty IYPspHH JEnPoPPE: skpgethe amino
aciyinskasenicehiolfi S@0Qs IDeNg: 3.GW 274150, tilargi nine,
P54, hyl
P2, SOl OB ULk UL U5, AR PLLEOLL A 1AL i
acand seur05498f @ﬁ@)l@hN@Iﬁn agoni sts, e.g.
capr ogpfe 3 N ;apdi1y g&ch@otléévdc)mSpﬁcfﬁrﬁ't%@S@NA sequence of

stinmulants, e.g
SE@bé@eN@e@tPénédcﬁﬂﬁé§m€Pf EREEFOEnd compound (1) or a
sal t Ii:BIé’xfE@f PDf)oﬂ.pﬁuQ%esemﬁeld‘btﬁnltiﬁhg‘r&y‘nebBNm s[ea;hence of
repa s asin phar ma [ conposition [e.g
SE@ag% &? %pgﬁdgrg g}gﬁﬁpes%%§58§gles (i ncluding soft
capsiites) 15| ilgppdynuchpetti fernsompippiosd ttdvei BNA sequence of
e a F t tc.] according to a
Eﬁ%?ﬁgngg%ﬁﬁj%eﬁ%ggl%@%hgoﬁggﬁgg%use or may al so be
prepared as separate preparations and adninistered to
the sane subject sinultaneously or in a staggered
manner. Exanpl es The present invention is explained in
detail in the followng by referring to Reference
Exanpl es, Exanpl es and Experinmental Exanples, which
are not to b e construed as limtative. In the
follomnng Reference Exanples and Exanpl es, the "room

e s s s o s o g, A MNP~ 1 I N~
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1H-NVR (CDC 3)d @ 2.40 (3H, s ) , 3.82 (3H, s ) ,

7.12-7.33 (3H, m), 7.42-7.49 (2H, m), 8.67 (IH
whe@y/nsRef erence Exanple 12 et hyl 5- PCT/JP2006/322417

[(2-trifluoronmethyl) phenyl] -1H pyrrole-3-carboxylate

By a simlar operation as |§ Ref erence Exanples 7 and

9 and using ethyl 2-cyano-4-oxo-4- [(2-

trifluoronethyl) phenyl ]butanoate, the title conpound

was Bbthéasd erze qud ypemsids y@qreﬂt@mvbpef &hecpbrrgl I(g) to

t ' fil
CRITHRESE B Rt [T o
I gaeBove

| exz?ﬁegﬁiedepé@wﬂ;t et ée§§Fu?P%rP?]1WQPL§OWa%e &

(el 600N tiyRemtUiR sf eeféBrba. tdhes HERCeap reisskdr product
was concentr at ed under reduced pressure, andthe

of EBPJRESRER L pd PV EPEACBY “sil i ca gel col umm _
chromat ogr aphy (eluent: hexane-ethyl acetate=10: 1-"3:

1) to ol vepRiBYl pgscRRbATBNODF! £RE! bRAWYREMRLYI) -

phenyl ] -| Hpyrro carboxytrate as a pbrownl sol i

(yi eFaGe 13ghgws tgxg%vlaterlﬁ% agigs egrEdOnvieth il et haasrivity

of(é?OOm)pro&Qc@@alxka@wﬁw@rlbom (150%neRrica BiyngtWALGELion
was added, and the n1xture was stirred under a

g
-WlﬁVdFBé A9&Nfosphere at room tenperature for 24 hr. The

reackFion nsxoéwms e hapslite et edgragdtube frilibiterywastivity

rate un er redu re |d
orpir PPbPh AP clo B BRI R e AT el o
wihbxanéleghyl acetate=9:1_" I) to give the title

Co”pﬁyadc%éjsﬁo\ggl@ﬁé l%i?élétd a@He%'ﬁ')nZ1%%1%1to§3_',r%act1v1ty
1H NVR( 1-36 (3

of Sy=§03 nydueeslilpl ﬁxagl))le? thal?dei (Q%%cm )1“%8 685 ‘g'he
plél:bﬁleb.r)adheBQBﬁr QBCQOEXaqahelﬂJSExample 5; and

(5-phenyl - I noI 0
of efhgr % Sﬁ‘r?péyr?yfl;g?ﬁsp%// (% gr@ uggpboxy(}'ll aua{n{é%(ef(i 9%5”)—3) has
thenbtietid abydbaflatgntwasoddebed tto Ex8@pland.a 1.5 nol/L -

solution (24 nL) of diisobutyl alum numhydride in

tol uene was -added dropwi se over 10 min. _The m xture

was fur BESE MPDESedORt CARREINGy OYThTHEZANMENTION) ) was

addeﬂeﬁf@ﬁ@hféﬁt%ﬁfh@r@m b@%ﬁmlratxltdﬂse S ot beﬁdé, -
stirred at room tenper at The react i

PeRiiPae VRS PROPERER S/ G EAP EE TP ANRGHRBLE LUPAC-1UB

Com&gnEQBMHbaubhaB&plagdca@nNembnaﬁadumadeEuredJceBlochem ’

13%re 3%"9?>§|t)gldglf\1{%§%h%yt 'IS%%CCQ?EEU?% ?%ﬁg&g@ %g?dpregarlng
spesz1Qat1@ﬂ5 GoMpPY is4ng0berH, sgque95554aﬂg)amgn@5a5146 :
se%h@nc@s)" (5a€é‘n£|d'ff1kli@5) ané: éémﬂoﬂ-ﬁy(dééd Abkes in the art.

H, 11.05 (|
Reﬁep@hzéu@%weelw% mczlfcﬁ o?ﬁ?pﬁ%ﬁy obipls 29 not
onl4- aeubyle- lsidrpydr ONA3 byit] a&ebhamﬂlngysaranm DA including
eration_as_in f e h
+<BU8, Sh-9: 25T 1 SLETE SORAP o, A0 LTR b 1
noatalbmdwcatte 4 1e68ty Yhaarebla sa“h@trueénrmStMPOéwnmCéeotlde
engg'd/l 'g'YS-@I@lit Y by @ur@n@y%w@el Brt-ah4enRa tlhelhatlhg

was obt ai ne white crystals (y|eId 1.

genogie Dr;mmk epaigpde strapd(PRE fsensggh aslmuz)mcl%dlng

. cDgIA25n63|ﬁheS singl4. &trGAd, DHA, éﬁ%lgehg)a cha8h)( hHvidg, the

segug@C(el omgﬁgnenzﬁé*fye&&]ggeEfgﬁéFgélj}é1r510a{f1dH’synt}'1et1c DNA
fragpleanyl thiereptr and<3scatbairdelsgdaehoiansdl-uti on (45
m‘) ‘fﬁe(}g ?fﬁnéﬁe&yic@é” Qﬂf %lol3é|c).ll@t ﬂ@PQ!Ln(f-s b9 d)eflned
in aceto T Were ad tetra-n-,' propyl amoni um
perrut henate (0.46 g ) , N—nethylnnrphollne Noxi de
(2.36 g ) and nol ecul ar sieves 4A powder (4.5 g ) ,
and the m xture was stirred at roomtenperature for
1.5 hr. The reaction mxture was filtered through
celite, and the filtrate was concentrated under
reduced pressure. The residue was purified by silica
gel colunn chronatography (eluent hexaneethyl

. 1. 4" 4
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aqueous solution (12.5 nL) o f sodiumnitrite (2.88 g
) was added dropwi se whil e keeping the inside

wa ewwpesaiure at not hi gher than 5C, and the m RCTIRRNGER2417
further stirred for 15 min.  The reaction m xture was '
gradual |y added at 5C to th; above-nenti oned sul fur
di oxi de- cont ai ni ng sol uti on” added wi t hcuprous chl ori de
(70 mg) . Under ice-cooling, the mxture was further

bysei furdtional0raphonThengr eenpinal edaadt cbepekt epepyf an

exE) EEE?EhOQupﬁggsgﬁéHegel&.Eh wat §5d§ g Eé@ﬂ@ﬁl 0lgadeér,
e title conpound (yield , 1H NWVR .

~ SegEprrs) dak ¢x8p- #nE3ap | Fr?ﬁl 8 24- 8. 27 (IH, m) ,

9. 03thé. l%lfzﬂutbldaa;hld?]feiedsenﬁelﬁxwpmmsﬁd DNA. The
n n r
poixgeegbaﬁnﬁ%{gﬁ%%hes gﬁo‘é%raglr(‘ofﬁlg]j Q@QS se%u%nce and th

poilyopui set bder comhrisdngathe GinDawn)D&hdsﬁﬁ@eﬂF%tHE@lUde_
frwgiﬁ?ﬁtcbr r ﬁgmgﬁoggonategﬂpSEﬁré'EeaBQrm&@aHEst @hSkéSfa

ur - di oxi ontalnlng sol ution r at el

i ce- BRI MHEANSS i the Lgendhergng Pipleintiude
na@dggﬂlﬁ/ooé@ﬁﬁﬁﬂh@aélﬁﬁeiw@rnmﬂdrﬁfs C nac da(c&(i}aml){ andurring

B Tt e T

inkeepiiog. th@utnsumhseemqﬂanﬂanemqndenahehpghypépﬁadGSEaV;ng
sugsga[’xgga'ﬂ. tupg wagef yhhes ﬁt bgrg felindPiBhNor ThEe

xt'ure was gradua at 5Cto the -
podbpertbdei oreered Wu?hdumém’émémt&ﬂm h@f QBf th}eoﬁutatlo“

adde’ﬂhe\é\" rﬁ@t&’t’?&ﬁt@f GO d A& da)( moqlﬂlfd@atlon of amino
i ce-coolin he m xture was

% grther stbrrgﬁ u all
achflnsegHENERS ﬁFeBPﬁlpﬁFSSﬁé§yc P1 8EFBY By FtPgF 6A-~Y
ocandrmaghedewnbhgwatmntahdoatbanpbstbrgnséathenaﬂtIe '

mogog‘g hyl elg ﬁiy%fgﬁgoégé%r%}ﬁbw/ﬁl§%§)o@ utlllzlng

' thelHatnrpllyReﬁ@u@meengaﬁﬁBénsée g., .8Y-001). The above
| mu@agx 5059 éﬁé'g) JYepiien€nd1 a8k Nl REOite & ril0it o, 788mologs

to an agueous sol |on 2
angrR L E‘Hltéflfcéeh?‘llrzgfafj ea% ﬁhéﬂ‘rﬁf&%%ﬁé’ and more
prétfbﬁ:éadyagg% BoMvl egRer @ theed Dypdpttide bAfsmletheDmu(caa@lon

ot hBHBIM B dsd TiopR-SEeberell R PR Ry e can

benartliyeedasy smnéasedemend0G ing EFETH progdam (SAGstad 1V..,

| Metﬁo@i;rl\@&ﬂ %E?t hherpg efabtixg%f%%)'}“ Adeneaasit PReferable

{ ered rough celite, and celite
angla Sheg 1 mﬁth@sﬂhéﬁa homtlﬁaﬁoﬁnh/éysex«ﬁst Er éﬁo%&%éle to

ex%@@q__e;@tyr@ﬁé e tiiddes n heduwtethPrRsfildme a8d tsaddd ahedmedium

(<o nERETH B Rat it O Ed i 0 LI e Ao X Ta1 dise

dréxkr,acvDyasteashedpable shtheiat@ddrd ey cdmperteavgmd then
kn%n gy dr, gﬂ% nilad rc‘i%%la%!%]s%u llfsatsga r2Rdgcenc S?EB?‘HQ?{ chn Q?c'f:h
pressure he residue was puri ['ica

wegél—k@@wvdnﬁe@mc@nc@tgo@pfaﬁwuerél ueAng ﬁéﬁaﬁé@éﬁﬁyﬁequeme
Sp%%%tf@bee;{gmpl'e§7o§)tﬁ@ Bhowen theqddide sy iaglade the

solid (yield 280 ng, 429 . 1HNWR (CDC3)d : 3.62
fodinvipEp:, 6. 88 6.89 (IH m), 7.70-7.71 (IH, m)
- DiNgf @@Q@@%s@(@rfpwep% DDBJ) (http://www.ddbj.nig.ac.jp/);

6-chl oro-5- I N sul fonyl chlori de Under
‘(;.68&?’88&09‘135, W’&ﬁ% e (0.6 i) was added
nidr@pmﬂ%@hﬁﬁanebamh/ﬂn@@Xw@ﬁém ¢(3apdml) . The mixture
- t‘P@S F%@oye%% Mo 1R RNy €abshald i Nue1glivenaid

oxi de-contai ning solution. Separately, under

|ce cool i ng, 6- chl oro-5-nethyl pyridi ne-3-am ne (278

ng) was added to concentrated hydrochloric acid (6 niL)

and the m xture was stirred. An aqueous solution (2

m.) of sodiumnitrite (148 ng) was added dropw se

whi |l e keeping the inside tenperature at not higher

than 5C, and the m xture was further stirred for 15

n1n The reactlon n1xture was gradually added at 5C to

o o o o o e



10

15

20

25

30

35

m), 7.44-7.45 (IH, m), 7.51-7.57 (2H, m), 7.62-7.68
(I1H, m), 7.93-7.97 (2H m) . Reference Exanple 47
WQ Mmomesdsyl -1 - (phenyl sul fonyl) -1 H pyrrol - 3-yP¢T/IP2006/322417
nmet hanol By a simlar operation as in Reference
Exanpl e 13 and usi ng ethyl f nmet hyl -1 - (phenyl
sul fonyl) -1H pyrrole-3- car%oxylate (8.05 g ) and 1.5
mol / L di i sobutyl al umi num hydri de tol uene solution (55
Sequpncet Betabase e@ff@)r@xm@m /oftytvind -reded. - Wi el docs/embl
doChyshals (yield 6.61 g, 96%. 1HNWR (CDA3)d : 1- 37

IH Dbrs 2.29 2H, brs 6..29 (I
(e BES) 220 3 g e i Blh P10 bbb

: ark,avabfapld4ofllthode kki1lé8-ih Blhe(a%th nD)me eﬂﬁﬁ;ﬂ@lﬂhereof

. le_48 5-b -1- |

GRS, P ob B BAr ol ey b T kar Al PERITED: niShegie 22 5
BLB@pr@ﬁBeburéphénythmbfpnybiamlthhr&ﬂ (E-ASTN.MBLA&AE and
TB&..KS%XQ Iamoﬂga%ﬁtefhnhtarv'el %e‘é’ﬁr ?e@qg'ﬁgdt ?BEﬁl_Ehecklng the

["amMmmonium perrut ena e
nupﬁyepﬁésiﬁhéenpﬁ@CN - Rpadnipdrhre fcqwz Re§n afgsigned for
cheelkeedl e §!r@’ti@$n4¥éq3ﬁmﬁ’ (€Bubs@n) Treand imeisikxtunelogy,

b el S ﬁazf%.e%?»&gfenmyﬂ%ﬁeaﬁ' o

1:6aBe€H0r(avdd)under reduced pressure. \Water was added

to t a sextracted wiLf

O 18 SE0LEEn 200 BT Y HESQUERSE XL 801 o, Wihce
albgm@ntdpr@qr@meanférﬁmerpsagmséaruafﬁl%rmlr%!@g e Sequences

mo@:@r‘(@fﬂ i P}d slé@)@@atre%ﬁélﬁé%vféﬁqmreelnm Besi e awasyzing
ilica gel colum chromat ogr aphy (el uent:

i fi
thﬁe%éﬁétéﬁﬁ§ﬁ SEQFSP €4:1) to give the title conpound
- as aThel muteas BNAI ds(ygikkdt4(fogchadd®)in dan alviRno a01d

vy tpeypizoda By o ybas ol e i) pelu>felySlaer ey

consszﬂativaz;orgtrw gnio f0id eRepdrdnk Exbdml &xggples of

_ co%sk% FAR 1 daMBIAYL b iGPReBEkI¥LE9BY hre shown below

H pyrrol e-3-car bal dehydeB y a S|n1lar reaction a

|n Ref erence Exanple 17 and usi ng“RBERyIVative SUbStltuted
5- br og® 4nHEtBMhnb acpbepgksahigonyl) -IhhpybrabEdBre51due
carboxy?ate gltle conpound was obtajiped a s a

col orl ess solld%? 78 g, 54% . 1HN fEDG 3)d’
2.14 (3H, s ) , Ar%0-7.62 (3H, m), 7. 9Ly¥. 96 (2H, m
), 8.04 (IH, s )agn9.77 (IH s ) . RefeéggcgrEﬁggple
50 4-nethyl - 5- phenyl -1 H pyrrol e- 3- car bal dehyde A
suspension o f 5#P ono- 4- net hyl - | - (pheﬁ}PsquonyI)

_ -IprrroIe- 3 catpal dehyde (1.78 g ), pbenyl boronic

~acid (1.37 ichloro [bis (trlphen IRhosphlne)
]palladlun1(0 1§3 ) and sodi um car bonat'& (1.72 g ) in
1 ,2-dinethoxye Ghvane (30 nL) -water (1Bsptil) was
stirred at 100C fpr 1 hr. 8 nol /L aqueogs,sodi um

hydr oxi de solutlo (15 nm.) was added, and the m xture
was stirred at 90 for 3 hr. After cool PR, OFhgLN

m xture was extracded with ethyl acetategeyThe exiract
was washed with saturated brine, dried er angégrous
magnesi um sul f at®Yand concentrated under®r88u
pressure. The resyslue was purified b y By} cAsgebr Glu
col umm chromat o hy (eluent: hexane-e c t e=9:
1>1:1) , and 9%290btalned solid was £Qﬁe 2 %gg
hexane t o give theetitle conpound a s aMphtelgal PEWIYT
solid (yield 8154p, 69% . 1H NWR (CDCprp3 )d : 2.47
(3H, s ) , 7.34-7.48 (6H, m), 8.58 (IH br), 9.91
(IH s ) . Reference Exanple 51 2-nethyl-1I-
(phenyl sul fonyl) -1 H pyrrol e-3-carbal dehyde To a

m xture o f [2-methyl-1- (phenylsul fonyl)

-l Hpyrrol-3- yljnmethanol (6.35 g ) , dinethyl

sul foxide (50 nL) and triethylamne (25 nL) was added
sul fur trioxide-pyridine conplex (4.57 g ) , and the
mxtmevmsshrraim Hmmtamaauneforlzhr
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acetate=7:3- "2:3) and crystallized fromdiisopropyl
et her-ethyl acetate (4:1) to give the title conpound
w@soocosmsul ess crystals (yield 680 ng, 82% . 1peDIR006/322417
(cbA3)d : 6.68 (IH d, J=l. 8 Hz), 6.99-7.05 (IH m
), 7.16-7.19 (2H, m), 7.35.39 (IH m), 7.45-7.51
(IH m), 7.69- 7.73 (IH, nw% 8.14 (IH d, J=I .8
Hz), 8.58-8.59 (IH, m), 8.81- 8.83 (IH, m, 9.91 (IH,
s ) . Reference Tyanple 64 1- (pyridin- %eylsulfonyl)
-5- [2- (trlfluqﬁgpethyl) phenyl ] -1 Hpyrysel e-
3- car bal dehyde To a solution (36 nL) of_5- %2-
(trifluoronmethylTYphenyl 1- |H pyrrole- BER 4 ]E)alf)ta%hyde
(240 ng).in tetratlydrofuran was added sbﬂeuarhyGM|de

609 201 t
(SO ReGat 2030y oL OBABREL AL ng f 8 pesicue
affiestaddedidnépiidseband ofiethexpartiaasast pe Eaepéidso

m n. Tﬁ’grégbgglgu‘@HbﬁOBfl tR8! ohids bydy Oﬁé"%@&u@egél%”l?ally
m xture was further stlrrﬁd f or

thguaht Thea fFlart Chr hRckehie ties af| e PRAtH S qoeg the

fo@nbmgnggnd t he n1xture was extracted with ethyI
The e hed with satu o
) dite g ugset Syt 5.6 TEaROant STt dhgh ¢ nfukBBniLic
reeadaents af ed thedsubs etucetoprodsken . Il'ﬁqu]n@éiiad.ugr\ﬁalsa with
Se UEEfTﬁg by silica gel colunn chr omat ography (el uent:
exane- efhyl acetate=4:1- "2:3) and crystallized from
b)dtheoprbpyltether o6 ghe et 3%k eephitn@tasr than Cys

angobggl@gghctygt@&ngbleld 380 ny, about 1009@ . 1H NWR
CDOl 3

8 (I
§ )) the, Eﬁb?t&guﬁlﬁg R th? éfsa*dégk%'%ﬁlnﬁ] £n §§ 8(° PFFT%Y
posidike. 8id)chalngbe(4H, ks, 3%3.d¢r H—lz.)s wBtBar( Ie&lecmr)].cally

lnegaﬁét%yfégldﬁeﬁyRefer?%§§|géaggb IsuFfonyI)

d)- Iﬂ-bqayspblselgutggnba:}fdeﬁl}geamlno acid residue hav1ng an

| ex%r@ﬁ%w 12rRfenyviad HeRyin ol e- §- caphal ctgmmeu(ewémmb acid

di Ssolved in tetrahydrofuran (18 , sodium-
reﬁﬁéPPanFGQQ)Pﬁ §itfle 68°dY) Gaf-added- and the mxture
(1wagysboionr ed at roon1tenperature for 15 mn. 15-Crown-5

(0.3 was_added the m xtur.e t her "
stlrggg%ég ?ﬂ%pghﬁ%sﬁgﬁﬁerarﬁ}gcﬁd S§§§e£85 8€'seq 10 no:1
or33Pyrichaesulfomdidseguetdeehdrontl one der (MZE r@g\)ln\@ag(:ld
deﬁ%‘é%@n@ndlﬁgggtﬁ,f@ﬁ% %b@t)ittlﬁrﬁdﬂ%sogdd&ﬁ:('icﬁ{s LA Re amino

tenperature ter was and_ the n1x&ure
acjgs seaueacee @ twSER éPh§p ‘adcetaPe. a?ﬁehéitFQEtp&é§e o

‘@%%'@%@ﬂylnt ﬂnﬂ@b@to@pdaéﬂlviﬂy eshdf dnechddpiled eQwar adhesion

ro and nc ntrat.e
l“%é&’&&@&lf’zﬁé JuFEy TR PRl Gy ShEs B ARy fEsdon wo
cog&bg@@Iamﬂ/eﬁrmh&tbgmdphm @elidenty: tbenadéaeehyl
t t
col obt L8 LBV aREy Fhr PR dyBEpt M, phb e RRRRR R e s Srein
expre®si’®H, system PsOng7 E@,gph(egﬂchma) c01129r7 a55r@§ﬂ1nm
xgre%sqz)n(lsl]'stém)usu% $oddidvibys, (RcKPvS. I8owh Hn Exhmples

ef er ence
dQ?Qﬁ%H%ﬂ létﬁﬁéhﬁ ﬂene(ﬁfFPgéﬁn?tﬁpguFF8H§P}°gy or the
pollyidepitiidel @baicedbalydehede cByY 1y sgathiesn zinder

sim ar condi ti ag fere

usi ng>4° n%tﬁ?chgiﬁe Fﬂp5§p8?r2ﬁ8 5%§carg ?g %Bguence of
SY-D®3 ,ngX 1sspdsambhydtod@><€169%fh oi¢  oBFEER)ID NPsl or 3.
Th%f ané é@l@%éﬁg)erﬁf@ & BYLDENES W10y kni¢alOt bdsnd 231 SEQ

I nst ead of pyri di nesul fonyl chloride

hydrochlorlde the title conmpound was obtai ned as an

anor phous form (yield 262 ng, 80% . 1H NWR (CDC 3)d :

2.03 (3H, s ) , 6.92-6.95 (2H, m), 7.21-7.49 (5H m

), 7.65-7.69 (IH m), 8.14 (IH s ) , 8.64-8.65 (IH

m),9.98 (IH s ) . Reference Exanple 67 1- [(1,

2-di net hyl -1 Hi m dazol -4-yl) sul fonyl

]-4- nethyl 5 phenyIIH- pyrrole 3- carbaldehyde By a
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3-yl ]nmethyl }carbamate Under an argon atnosphere, a
suspension o f tert-butyl { [5-brono-I-
w@ poprioshisme 3- yl sul fonyl) -1 H pyrrol-3- yl] met hgdJrmoe/322417
et hyl carbamate (232 ng) , 3-thienyl boronic acid (138
ng) , tetrakis (triphenylphg%phlne) pal I adi um (31. 3
nmg) and sodi um carbonate (1 nmg) in 1
, 2-di met hoxyet hane (10 iaL ) and water (5 nL) was
IDNG 7T ed 3 &nd05M bertHodw (hFmelpgassianedi Rauisgwasertain
I d |t Epssat MRS added
ho? h?ﬁg Fé%g%?gnlg%%fﬁéﬁéand t%éﬂﬁgifﬁ$geabs ef?racted
PORYPRPELHGE @emRhieinTHA®AMAC 2GAS SREMRRCHINGYIng one or

mo§@tHﬁ@hsdaagae@é§e§@6hgnlmﬁgé@g@eﬁ@;bgﬁagelﬁatubngnor

er and saturated brin dried ov S ,sadi
2agaFEaPS, LanEIE GNP (AT Y RS e Sy b Aid: SFnd nd
haveﬁgdu&awaatpumﬁag@r@gqtsomummuyﬂtqnyemh1v1tyand/orthe
tQ X I t 0
o1GE 0T, Q95880 SPHER roRO ANEELEY, PRSLRL Syt sbocne
plagelay, asm¢@10n1HONleA€9en anﬁdor tha7be9¢png yblllty to
coglgi 3H brs) , 4. 22 (2H, brs) 6 17 (IH brs)
(IH, ra) 16-7. 17 %V 2h
(3H, Th?)pl¢t§%ev @ig(?GPth?? hs%l%? actlﬁlEYr4W ich
syHpD1l Ba€lin8lude(dttichg to Rafteiteine & Evdrylke t&e COI’ldlthl’l

but h
i 54 UL, LB CEORINL o pagenes assresation
inpmetbkygkcanbamate Byoadswnsbaﬂ dperaupuﬁaaéYImn coronary. .
i .
angEg %?FEX%‘HB %J?eqbz.aé] ﬁ%yﬁf at?lu%)élgrr‘;eglatlgpyfilllty
Ofn@ﬂﬁyﬁﬂeﬁétﬁﬁlféé#%&ﬁﬁ?é (3B0thg) blood bessel, or'the

-co(uﬂllfth@ﬁrﬂﬂhﬂﬁ}dl‘) BOEOALBa§E I th < b%fizuffgr)ed, ihethakilmod vessel

anfeF bt £05F s 5! pEGEGRSa NG e SRS ite

as aThakepyetebdetobbgfyggetiloR9Bnmpbivdey actiHviAMR can be.

de(:(ejggeé) gilZ glfxé'glq:g'ﬁ'? S(%u8§ ggaéﬁpg Qﬁé) agérgﬁa(:ggln of the

pl(amqleﬁqs) indused bye@hel glaﬁ/}aleg ggggeggtepg agﬁpt in the

pl%tgie% Z@cﬁlﬂﬂaﬁha (prRef %&eﬁ&@lﬁﬁm(ﬁ)18ln't©rth@qil)dsma in
nethyl phenyl) - (pyridin-3- ylsulf

thSn?W%FrPH§B§rﬂ8IV§t§P ‘] met hyl }carbanate By a sinilar
oper atgrenpastmumfeysnme E)aamdleatmlga_;rr@gmm inhibitory
ert - but r Qo+

acﬁ:ﬁHlﬁyu?%lsél(?O ]can tbﬁe Fg?ggtnghﬁdg’% b‘%lrrrgat eﬁ%gowd].se ethod

Th@2- uret hij/iph*enytﬂ)ebd’rﬁi’ml@ EéﬁQaFQQOf?@I}l hunan pdig lood by

- cehltls gﬁ¥|18ROSp§ul)9§éq@§ﬂ1{P§“ ueh { 40p FEY 2 PEE “SRE n

car b ny he title conpound yas obt ai ned,
Pr§§n§u8§¢§dy@PFBM@0§P1P§FQPd £1§-ny PBE8GPL! t&BPecon aining
syspeai, f agaldne padaseipensggneghtiegtadurityh s{ forbhenadded to

. 3- I l]
th% FﬁgPQ&gpﬁﬁﬁaﬁggféaﬁtﬁgtﬂép%gggelgtg hen£$§%or00f the
p latied et120gmgpatingt rgking (nicilphlenPPghd gphnng} ne
dlpghggg@%%@ 140 2 o §%% S@@@uwbeanag@at%eﬁg%adggbptmdé
hoxye 't m) wat er
CO@WUﬂ%é@,aER£@5¢théme8nhFeC?RéOFeéeﬁﬂaﬁ ﬁFxPGPélﬂﬁ%

p@lrl'e?\rf]ﬁq neQ f@&’d:h 18K DO @ctlamf 866112, (thababowaseakzliatia l og,
e_reaction e n1x ure. was, ex
TX RRGRRg 266, Aod B indcaltr Al LRACERRERLA iR o LerEE
aggatghatiecd aqmeouf sbdi veshl/di ngenclarticonaties selasuired using
I, ur, ri over rarhydr. [
e e R et i
residue was purified by silica gel colum
chr omat ogr aphy (el uent: hexane-ethyl acetate=7: 1 >3:
1) togive the title conpound as a pal e-yell ow oi l
(yield 210 ng, 68% . 1HNWR (CDC 3)d : 1.47 (9H, s)
, 1.92 (3H, s ), 2.84 (3H, brs) , 4.26 (2H7 brs), 6.07
(IH, d, J=I. 2 Hz), 6.87-6.89 (IH m), 7.09-7.19
(2H, m), 7.26-7.35 (3H, _m), 7.58-7.62 (IH m),
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added dropwi se a solution of 2-brono-1- (2, 6-

di fl uor ophenyl) ethanone (15.16 g ) in tetrahydrofuran
w@ aB7/08284t  10- 15C. The m xture was stirred atPCDIRI06/322417

tenperature for 12 hr. The reaction mxture was

filtered, and the obtalned Itrate was concentrated

under reduced pressure. esi due was dissolved in

et hyl acetate, washed succeSS|ver with water, 1 nol/L
(MOMAEMANTRACER &1l IM :andpp i ad dinsdh BE iMesli adrli) Jedang@platelet
agsE1 ég£ggﬁ %998§£8%395£Qt gf 3pdo6onegnts 8L6dati8defrom an

ressure e residue was purified by silica

| obgehnedlmmsehﬁmﬂﬁto'g@h%yb%%ﬁ%ém th?e%éﬁéleetlﬁyrﬂhe control

coftt8i Al Bg4nolsy3081t 0 BhYE, thee thaltﬁél

1ng?|@$§9§:§gglcglf.v1£ Iglf §YF|95 §é24E1>' ggt%ﬁpw (CDCI 3)d
3. 63TRe R ddddl et ra)dheéhler 4nh8b@tbl;:ymc)t1*41’3§1 c(QISY—@Ol can

beR@iS?eﬁ%—%é&mgg ByORpE28e i ind Adckodt (TH m)

(4 C?BBoh@kWp@@rmr)tamm@tﬁﬁ taé given concentrations
&&h qhexyl @gfiogi’fﬂ‘é’%a(t& Qi€n) c&\@ﬁéa%éﬁss%l\/tﬁﬁldrﬂ and is

or of orm and di et hyl ether

-lnsrlbmtﬁé (fsr7é0 mjmwagsSPswryoada@aparé}ab\fée ’%&*iee? the

1n@Q6§h§thntﬁE phetdrepwsaepaddibhohs tbdedeaotwehl and is

d, at t
ingboted &?fhﬁwéﬁus%‘a a5 PReFonehBerhERrSl Folhr The
inexbeat¢bnyasheashedbattihnwapéntidni éd sempvadhydibupipette
frgﬂgagﬁhughaukkét%e1§”§sCQB§ﬁer@E€H ppder reduced

pressure to give crude 2
(5- cyaﬁmkwwmucmrwaznaﬂg) éﬁh%lﬂ%rile‘-‘ efgled foywekl ypnd the
weQillis dbi 8quat i ssalreed tie bBbkahydirf thams izt ing. Then,

creR g Ot GRULES L 8Rgl o1 e O B DL SV ANeRsEAS 1

eatatwamydﬁefmeaeu¢§a nk)ing Zhecr paotEon aegabr 81wadBIO-RAD

rr te 0; I '
Lol B S P SR LBt o0 el e
o EcBhrett i atasd Ardered EHgEEd w@%sw%meﬁﬁérﬁ@@rlau‘@%based
ongﬁﬁé‘}la\ig@ il tﬁ%rﬁ’én@?@I @bﬁta‘ﬂ@ih@%d\/strhOS@taLHdit:aGiculatlng
rrne ri ed over. an [LOUS nagnhes] um su
theoRdaher steddiREEP Je%*&t%ﬂt%ég% Jéfl%&ﬁ 3?&&3 %&&m its
pl@ﬂil'ellfeltedﬁlbl)ésibhl cargel. C’Dhunsérg cie opbd ogll @p hydifes Lemt
. exaneet acet at ex t
lRAOEHY RCR b0 hyrdl Q0Ta, YrroHR s pppiatelet
ad@@@@o&) do: cbl2egenstapsHe fefecte®n-1.90 (5H, m),
2.51- 64(IH m), 347373(IH m), 3.58-3.88
IH, m), 3.85 (3H, 4.09-4.19 (I H . 7.32 (2
é , @hs) CQlF-Eyewbegge-m a8111§¥8°% ﬁﬁy%lﬁﬁaréﬁgamo-
deEé&mﬁh%d9Ey€thE|f%lQerhq %etb?d 6- dlEIuorophenyI)
(0),¢ al e SQl U
2- cygyééﬁ‘fkgl 18g¥?% Y opheny %HSng%%ggk%ng%9ﬁthblate
with3oB3vigHoun aechyla@e@tqiaémaddeus dinopiiadedt 604 1 hour.
Af'{%'rfL;emgsgigge@&g hirrﬂédtsjaec 018881t eroRl 85ERNed 100 100 p1

m Xture was sti rred at room
oft shgepalutéonoronpahping gy cOMt et (HvEd Grasentdideqs is

adlc@sed e’ ch el If Qﬁdcilekelﬂ\@le@tJédi ffioedl RoMr sitl t&6m gehlperature .

col umm chromato el uent hexan -eth cet
Afiteggromoyng; %g H@ qg??%?Qxﬁﬁ&ﬂh+ & OWe%?%a/crysTa
of( yhel 8% 18udrgse HTBUheril ldddeR (:@De]th welll andBa g 3chbated

ror S hubyfiel gt Tohtderenalnen, Htyel Rpdrifacthe

Exanpl e 98 net hyl 2-chl oro-5- (4-cycl ohexyl phenyl)

-1 H pyrrol e-3- carboxyl ate 14% Hydrogen chl ori de -

1, 4-di oxane solution (50 nL) was added to nethyl
2-cyano-4- (4-cycl ohexyl phenyl) -4-oxobutanoate (12.1
g ) and the m xture was stirred at roomtenperature
for 8 h r and concentrated under reduced pressure. The
resi due was dlssolved |n ethyl acetate, washed wth
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concentrated under reduced pressure. The residue was
purified by basic silica gel columm chromat ography
w@ mlomesesd1 hexane) to give the title conmpound aBCEJIP2006/322417
yellow oil (yield 2.6 g, 46% . IIl1HNWR (CDO 3)d :
2.51 (3H, s ) , 7.26-7.35 (2H, m), 7.46-7.51 (IH, n)
7.91-7.94 (IH m) . Reference Exanple 110 2
, 2-di fl uoro-4-iodo-I- (2-methyl phenyl)
1nc4batnn‘et$’@/115t£i<yrh Baoaneadh oitd WanErthe mietldsgape dried, 100
L fsotietridhl BKpp: Kirke & Perr
pl?c%ff?%ﬁ ﬁ%% tﬁt‘@ Y ﬁRPsol%ttl%kl gk gaard y

pal I adi um

and
Lappm\ppﬂ rﬂg’gqi]y] Sllq afeledito qﬁc5 \}dﬁ‘sllaéagd S 1ncubated for 30
mindtdkf 4 Hofdbr tiegfierat . mep iy kpheayh Jngtuhiantoma sh2btf fer,

Lobgia SHpbE BLALLE 85, SRS, Bhel S TAAAA G cacn

wehilxt and, thhe96nwellbpeatmt &é5i gentdy shkkened of f, and

the Rklcégakfn}(‘@ﬁlﬁ?% tdf%&@glé&{‘defod ‘?pﬁu%%d IREESHEL added

The residue was pu asic silica gel colum
toceremateddraphel e wedtl 1ﬁe‘§<1a‘5r*1‘é)m@té'@Ugjfe\‘i’eutsF'=|8‘57t‘7l ffigro Plate p
Re(a‘eaﬁoua@haénaa@@bebbﬁaé @hlan(gw gtd4856490nm74%

3 70T es§ %ﬂf)?ePn ?lnél‘ié '%_%ii % HO%n'?? @T 38 z-‘é‘ée?zH

cofitknt?ad20hs48s(talculated. BSm ar®dhtaHdned JOD. value based

' onR%hgr %Q.C[ Sxﬁnphg %?ﬁglt’l{o&l ?g%gm% céﬁtgﬁhhxbpﬁsnxklom and

0 a solution
calzudatnugrbhe coddapen( pingdnaypphéayy) of SY-001 from its

co14abehMei Ayl $d lod e, anThuQnecr(éZc%lga)gelnnblndlng ability of
t et rahydr of uran was ad é8@6aqueous amoni a sol uti on

SYr804 pan Hﬁddﬁﬁ@cﬁﬁﬁture was stirred at room
- tenprhaint e-postdhetiractihei t wadiicn SH->A0Ur hhasasan also be

de ’é{rﬁf'i‘gltgﬁﬂpg"'t%%e eftorlylowalgﬁe aLeyn e "fﬁégaﬂ Vit %Spg%aared

brine over an rous magnes

- froul fleg ghoddd bmt ehtraned hinged lEGd&cha pressiranmpghesing

a mg% ﬂag Was dbﬁSQh%%éohauﬁsﬁtogkbﬁlgeheaﬁtﬁy)daﬂer by

pot assi umf i uor |
Ceﬁ@éééug¥ﬁéoﬁeacTh%%rn?&?tﬁ%@ﬁ%%@%t???eﬂsd?l%@i;@cﬁl%p an
apbfrop @&@lt@%@@ﬁbt@t@dgundpyré@@lque@rejswrnm NHwa, 0.34 mM

Napi B0 e KL ol Sl il 2838 ke d 'S 6 b3Gkose,

1 mm@@g@nq&r loﬁat eamblsut—m@rl av\mlezrerandnsanm:atednbrushédded
todEh§g gmeuénnagee§&QQhéuh5@Ea and

concen ra e er reduced ressure The resi due wa
Flp@ﬁﬁﬁﬁ@dcﬁylébﬁﬂéé gewéoﬁuﬁﬁl@ﬁﬁéﬁaﬁagﬁaﬁﬁy (éPuéHFlbOdY

sﬁ%@@%detfméln @%@E@heﬁagklﬂisbnﬁowﬁlﬂtﬂ EE@obhﬁlzés PAC-1

ound as a pal e- ) low oil (yield 7 ded
SPLRRACT EiEn o Ted) 50 i ingders and 5 sk loarg agde
to( tHismspluGi6h, 6a6d ELbsemupntlyl®hg. BRatéMetmepgrégdting

H hbrs) feren Exa 2.
2l 453 i R orSigSast bgpdgﬁ%% 1% 28fgd 5p gopivate the
pliaiepptisol eTBusar ﬁhu@e@s;/@@nz 1:9n11ergs;~ty nof e‘f%h@@i brarem
pl(a%g(ielt'g‘.l-:l)s YP@%SG?%H% E@ow@@o@&ﬁt@@v%ﬁlu%%eotﬁe act1v1ty

(R0 BEY) SOBV AHHICER R oTAs o6 SETP o7 W Phaeelet

ac&@%ttlamfperahyg eifiRibltbry dbeivikyuse was phasebet o

Qver .2 r.and. furth e

acﬁdﬁ@Flﬁﬁslgdaeglﬁgegﬁ reacyggn hlgpkggl%g g]gCtkggt

m xt net hasakalteowed hod, mfnflmrwem@rﬁmhﬁde aaﬁelbodles
wh?.’é%?%% gni‘&éhclr?é L +20@kakRd THE 19UKRGH MaseVesbed it is

Y6 aqueous Citric acid solution, 6% aqueous

sodlun1hydrogencarbonate sol ution and saturated brine,

dried over anhydrous sodium sul fate, and concentrated

under reduced pressure. The crystals obtained as a

resi due were washed with diisopropyl ether to give the

title conpound as colorless crystals (yield 17.7 g ,

51%9. 1H-NMR (CDCO 3)d : 6.65-6.66 (IH m), 7.37-7.38

(IH n1) 8. 80 (IH br) 9.70 (IH, s ) . Reference

o A A SN
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8.80 (IH m), 9.91 (IH, s ) . Reference Exanple 127

5-phenyl -1 - {[5- (trifluoronethyl) pyridin-3-yl]
waalof/oseght } - | Hoyrrol e- 3-car bal dehyde By a si mPdEIP2006/322417
‘reaction as i n Reference Exanple 62 and using ethyl

5-phenyl -1 - {] (5-trif|uorog§thyl) pyridin-3- yl]

sul fonyl }-1H pyrrol e-3-carboxylate (190 ngy) , the

title conpound was obtained as a colorless solid
aleypi pbdsib8engo e3eduateHLNFRECEDEN3Pd thegcoppopnd og an
1n#)e!ract§ohlzbf tﬁe ﬂa@azele%Saftach@ %euigz?(@lezl -n;38 (éH
(piatelpt- éle%‘OFytesaﬁE)eSlOQ) 76 (IH d, J=2 . 1 Hz) ,

9. 0Bof!dktdild=dbf.tie I'rliéthocg fcﬁ:Zn(eIa}slur&n)g thRefiphéhteory

acgévgﬁgn9%2$¥+ngr%qugng%¥ qﬂehé@%%éf oﬁ¥&h121ng the

turbadtinenras lngﬂ@férensmlE&@mpéepkﬁleﬂﬂilﬁﬁ9ﬁ§9§mﬁﬂerl the
pr%g%nrgef rplé’f&?tngkésyféfec‘f’er{é@ifu, £¥ Eﬁﬁﬁ\iéhd HRYE OGev . R.

carboxyl ate , the title conpoun
"AgraoatdonscanP bpaf gel 3t ot § Rk lafenes de%aosphate and

1t§|lz'%élb/§rééi)®é&%éitmf% 41796(23;|1931 )798169%1-1@%@ T.J=kt. 81.
’ . N . o . I m . - .
epshnt S eors gt Aase] PR by acg1sh qffredigory cHolidhice

an8163u8s5dn (tétombinavt Iy qllid mucleotRefeepbpsphbElaspterase

;s%%%gnéi oxFPtj‘" plﬁﬁ%lhglnh ERYELSLOT 3; 32'0%‘0' f88Y1947-56. " For

‘carpal de Under a' nit rogen
that m@gneﬁeena 88| @hleoﬁlétteﬁ@tlh?FtAf’PGéPBJ ShEhEﬁWePt
m(zeylrtll%naf:sdtnantlefswtarert&é R, rﬁtlee&am atebomt,aae (e?mal
“ ng intetra grofuran é tgk g 78C,
Calessagsi Er% ¢tPoR1eEe8S5 Fu Peutrsoh F;FFstﬁPnuPh |
supyaeis@d onn otfobuane lwas aatded twohlf, sPLatehgtsif 2604, 15,
29§t rrlng atthe sanme tenperature for 15 mn, the
ture was raised to OC over 1.5 hr. Water (20 m.)
was ZHdedfozmd $¥ed@i Mawimaadesinhibitarytaet kahey on the

_ pl%%gﬁ%rta'a\%ngtg%rt1%nmaﬂd/‘6frt @heSthhibAgoret B)é'tl@@@&/abﬁ the

, and the m xture was, Stirred, for:
Plﬁttﬁleén@dtlﬁ%h"%tl'}arsr 8dPaES+bht tR MRt T EAPONE 5D %ﬂer?t for
oc-Elﬁere@t@@t o@n p&le)('bhl’c(io‘ﬁa&ff blbededel hredghicekbisks, aadd

h ethyl t | .

oGS AR TROCEN LY SLDYhGALEIA e THBdd AR MES coa

vewisefl smimamatedd aor anéna tis ited iohébianhy preusnidgredogmation
ofSQBI% a%q %%ggqﬂgrated under reduced pressure. .The

resi due was dissolved in tetrahydrofuran (10 nl)
nmangaRessddngxde Y715k Bﬁ‘éhﬂ@dlh%/lt’?e%%%%irb@G&&Htltylo@the

p1G tk1Was a@@ﬁ‘%?;at@@ﬂ Hhe /Birx tuee m_aabittbrrlyedcattvliegrrbn the

oobemgiatlne (G e N TS 89601 00 K e et oo

thet hylerapetatie. ageatf ot thee pneyensnventgensd fondéhe
pat%]%li%gqc%rle%%wdqtag st Ig%b %%ll.lggt% f@s tRur WhikedsBY and Ithe

['umm chromat ograp el uent: hexane- et hy
compdtaesaons thereof, . @rvénYCPfeaJt 3% oGP s cgrebral

em‘b%ll‘irslmei%hi%lnh@ %Et%'ﬂalz%b%ﬁmu@z%bn, L NVRa(Coe3)dsis,

ischemi cg cgFED rgl56n§)a5¢ft(1lo|q, ﬁpﬁl&gqgegogé é:?\ﬁog‘liﬁo)SlS,
hype32 eflsHons) puRaloemec & ypeatenes ib3) Terebrab- dnfarction,

fluoro (pyri di. l; Ifonl
nﬁfpr&P§g§Ct§§PbaI3§%y§e élgﬁsor e%hrl 1§ Snal
faihﬂrefbudrepheﬂybynohétb9m©brbage c@ﬁ@ﬁ@@éﬂWd@“{i@@matlon
of“@hf&h&ﬁ¥%ﬁh¥§&%ﬁ%fan (42 nL) was added sodium
hydride (60%in oil, 244 ng) at room tenperature and
the nmixture was stirred for 30 min. 15-Crown-5 (1.34 ¢
) was added dropw se and the m xture was stirred for
30 mn. 3- Pyridylsulfonyl chloride hydrochloride (565
ng) was added, and the mixture was further stirred for
1 hr. The reaction m xture was diluted with saturated
brine, and the m xture was extracted with ethyl
acetate The obtalned extract was mashed mnth mater

T Y, |
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'acﬂﬁlF?ﬁ@@uﬁéslﬁo%%e%Q}aﬁ%&F?ﬁﬁRﬁe

met hanol (6 nmL) , and the m xture was stirred at the

sane tenperature for 5 mn. di-tert-Butyl bicarbonate
W@ 300365234) was added, and water (15 nlL) and SORPETINR2006/322417

hydr ogencarbonate (1.26 g ) were added 5 mn |ater.

The m xture was further sti %ed at roomtenperature

for 30 mn, water was adde o the reaction m xture,

and the m xture was extracted with ethyl acetate. The

ext raE{-OO\BSha\mish@dth\ﬂat tnsivitaredadtinety den ethevelatelet
aggg é ggﬁ ORgNES! qhsyhﬁ§ﬁgto§9da8999§9§réheghénﬁﬁételet

pressure. e residue was purif y S|

. adpebkieolham achperibbgi Bphis eéﬁee\?ﬂi@u%&atr?e sthgpful for the

pr@@@h@&@njogf the’ tl‘rro}nﬂu:s @@ﬁniﬁ?@lﬁ ugos sitmeRd Sferaplesing
of 0.63, 0.30 and 0.075 § b ent exan
S

angdcafatBe3PFFVEPLTVE afsh ﬁEFEeE8FF§c?%g¥5nalaClng the
stéﬁﬁcbpteaEeddmndethéedadedamenssqoetaihengeSVdOélmbs,
di ssolved in tetr r Ot L) n
apaﬁgipge g78&)cﬁenﬁgégﬁgggrggtég pg%dﬁEeﬁg 98§8§? was
‘added, da@ueeh@n@1atnns;umnnsgﬁ ﬁm@dmﬁﬁlﬁé§ﬁ¢ﬂ@@pe#a?uvethe

"dfaﬁ?lét%ohr, 1§Q§r‘6§§ﬁt ' Q@bﬂfﬁ@ffor\f\ﬂﬁ fddde‘leﬂl't hul'fOlﬁﬂE amino
celit celite was washed chsh eth cetatg} g

ISyt
arbhﬁoteﬁbQUchaarmyrﬂﬁmedebyaSIﬂbﬁg gelthelpnmypeptlde

h L;hexs t.
(<50 PR, REN LD o Sl M S fRe 3 eatenee
habysebsit #8381 at] y 48%) sameHadMY {iDABFHat af £he ppilygeptide

cor}lp%i&g% é%_lz%'_?ﬂlms %C%_% (s% uem:)e <)3§ dio (I'[H%\Ios)l or 3. It is’

)
Prﬁéﬁéﬁbﬁ@etk§bﬁﬁﬁéap@gpemp bé@?ﬁt{OP5lS(qyplCally performed
atdadbiet Bukphenykyerdi GRYAbARBid- Yesubhesyl) -

oper 4P BReaBYPRERET b EREEY BAANEIE J4CuRb HLP ng hCk ELons,

* substtthutphs{ ofSatdbibehs ¢Hymildiiple dsinld @pilds" refer to

rophenyl boronic aci tetrakis : .
i ngeripHengUpADE phEAG) 0 added urﬁfb@om%t;l@%%l apipAcids are

pr%@%QQBQPGZ ((%.2%16@ andt he 4+ tl'e%sCOHTBQ@nﬁré\@ér@]blﬁl Ned more | |

| d 60
andcher 3pss and@iign, mets BrafdinGn2 85 ylose 359 3ir dess-
This, m3d88iédHmbo aki2b sedenkeshas, 6f OB8-dxOup X d Habmut, 70%

5.
oxC g ByoorslT 4iolE)pof 2y Gdfe Bokeelally about
958. &6 n®rE7and it ihl) moge TR e lHabant 98 Refrgr@FR aomology
toEgg}r'glp gﬁu% 4aE‘i t sgkﬁ&ﬁélncfe Bgysglghtegr -§$I pﬁ%g)ﬁﬁill br 3.
Jnet ﬁ??@éﬁbﬁnﬁi‘émPé?F Bht e P BRERIglg -(5Y=001) which-is

th\(]epéif:tr:lﬂ’lvé cgobryﬂ@r;ﬂérﬁ@rb/ﬂ hel bhaymaeéut&:al]cmdmlyitlon of the
me car bamat e i
preﬁfftylgﬂgn%H€HWI fufé u%P|C|en ﬁ%s ﬁeE%rﬂggﬁ 14er.
Di cySIYebéXylha:é Zhe 6nhdicrpE DXy bE phbRIG DA S odphihé tory
ac%g,srl?%) ol el gﬁ RAV: deReaqehongh i diRa) hfag'c‘ﬁmvlty

were a at roomterrperature

i xt §¥e0fds adepr had Fop HRTRTE \/ﬁqwﬁﬂ&jh%qﬁjglngaﬁ&l&lty

2 rmlrhbr@qe%UStrs@ghurfm@@@b@n@ta@ S&thppth & D §rl oZ td present
and (2-for hen

b Cld 180 added.
g oy POREP LR SHEO0E 4% 178 Sy AR e
aﬁlmheﬂbﬂénapamtichagbad toar Ih@pregentlhe agedtf dorhéhe
i r.re r r ol
o B P R SR T s T RS e s
extracted with ethyl acetate. The extract was washed
with saturated brine, dried over anhydrous sodi um
sul fate, and concentrated under reduced pressure. The
residue was purified b y silica gel colum
chromat ogr aphy (el uent: hexane-ethyl acetate=4 :1-"1
1) to give the title conmpound as a yellow oil (yield
218 ny, 48%. . 1H—NNR (CDCl 3)5 1 47 (9H s ), 2.86

A~ — ~ NS — N = oA oA

th(‘;IE:H??(%l].[ En%lre §né§|§% '5‘?:1 EXESJ&Pt Ig[ﬁl %aégilggtﬁa&g’%é}g)ieleted
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' thec@oéaoupﬁgotaﬁe wWhéc

Pyridin-3-ylsul fonyl chloride (340 ng) was added, and

the m xture was further stirred for 1 hr. The reaction
worzoorsas4mas diluted with saturated brine and REEIP2006/322417

m xture was extracted with ethyl acetate. The extract

was washed with saturated by4ne, dried over anhydrous

magnesi um sul fate, and concentrated under reduced

pressure. The residue was purified by silica
comgﬂuﬁﬁtéﬁnénﬁbegﬁaﬁhye(@IueﬁFutﬁeﬁaﬁ%néFMyFYa E?%?e 3

myogarélal)lﬁﬁgrét¥§h¢|Eé%@ﬂrﬁloémﬂblsem;OpMkoﬁiheﬁrtérlal

. obiaog 10305 =C HT N LCaRR gy o 7o BT 1S 7 (e i pEefetion,

angihd; 7véroGbHthebhbogigd3- h?péStéhH}om)puImGﬁafy4l

hyE}Fﬁtens}bn,Ségﬁgglﬁgi %Flﬁamcljmz 68§Em§§|§lﬂzHén%}ct§ogl

cardsapzfajilorgs pephrétys, Rrepatehadlexanpnd isbasaCbQOld

heﬁogﬁrﬁgbgylc@@% by the £O¥hdO1dh 3'fyd}§1t8nfl:9ﬂ§’b} embolus. The
yrrol e- 3- carbal dehy dE H%xture

pherPSﬁBtPHaéyFPBP@S%t&QPba dBr?6e§§ gnyention is also
us@£diLned byt 1 g9t ey driraircenio€ ahedtt@x-‘lorﬁi@uag flormeseisirumpon PTCA

'an§ SQFE?EP& cBQﬁzyPEdSﬁe% ne)gHE %Eagégﬁk? (%8;g§g0815

afreandlaesng ytlene {200 bivt applwasgsthw&n itten Sﬁ@@ttl h‘gself
25'”@%5. Bﬁf:hléétﬁ% QDMA mg\ﬁtaéﬁl\é@seﬁeg@‘zﬂnbos?hgoEeaCt| on

m xtu he m xture was extracted with g %
acet GRe. SPRE1ELEr aBPMRAS RhshRE RPLKNYGLEPRiGT ??ﬂ%lng
Sdede(QMﬁét@ﬁBﬁdféﬂérﬁ@dltwnéﬁﬂéEHUNAiﬁ@iébﬁﬂ@ebﬁraUedOI")

under _ r educed ssur due .was : _
cagi FPEAUEE) Chpl B Qﬁﬁf%&&%@ﬁaﬁ%?*@%ﬂﬁ%ﬁ?' h&?&%% ﬁ€|the
DNacequenﬁelbftSEQgE@eN@ Br owndobk ¢DedBogp)ememy ahereof

sol ugh | L e %Qrg}lgﬂae iﬁ ;wgtlﬁ\ﬁb?ﬁﬁfl(gd{ﬁ@ 2@yl @'G)l WReludes

adde in o g under
rédias withr EheapolyBhrleotide.

coh?‘?ﬁ%rlﬁtgufﬁef 86mP18mBht fosehatpan seduekhre foO\SlEQrJ ID NO 2
in tetrahydrofuran

oryd GG B 17 1SR GPPALERAD T I REBIDFSAT BRYFSSing

_ th@hb@ﬂy@ep¢6d64hgvﬁn@ashad@&dtamderaggeegaohonglnmhbltory :

reac M Xt ut e r
oK A R LAl s RO SROC B Bl
sol ufhen"wasindded, Candlth@nﬁ1RﬁaﬁénmﬁéneXPﬁéE@@dtﬂFth

cotldl oﬂc g'i‘la'bvﬁ i chhgnex nyﬁcftl Mescwashedcwrkh isabukated
rine, dried over anhydrous sodiumsulfate, and

copsadanngal ed® UPRIRIA tr SAUE RN Prids 80teSerpEatedi Riaskdng in
1 &U@BEI%@n@aﬁn&hbl@algebDQOEQWBOGGronatography (el uent:

L BaFE inieo, S FarchRall o b BRI

(p® lythucléofb dedHofs SY-0048. ﬁzc@pplesdthejpglymugi)eotgd¢o

=l. 5 Hz
orHppregand -G qu.ferrﬁk)ly @ ) t( |9ﬁ|f gr)mor@é}cgqrcblr&%y to the
mo@tam%gei Orglﬁm afndnl trerahgiydleotlides comprising

cr DU LTt o] Y} LRy 15 S L BN Prreor

and Hapublel ef &xgmmlmbeltyl@ep(zwpepg)dwalsam@@djhﬁe@lamelet
N, N di h i de 1 :
S A = R e e TR
infhgbiZomy. amd viddgaction mixture was allowed to cool, a
sat upat-eth AEORS 1 8edl U (Yshoaaneagratre Sebuld addified
was added, and the m xture was extracted with ethyl
acetate. The extract was washed with saturated bri ne,
dried over anhydrous sodium sul fate, and concentrated
under reduced pressure. The residue was purified by
silica gel colum chromatography (el uent: hexane-ethyl
acetate=7:3) and crystallized fromdiisopropyl ether
to give the title conpound as colorless crystals
(yield 270 Ny, 669@ . 1H NWR (CDG 3)d : 6 70 (IH, s)

-_— A PN =~ ) ‘a _— =~

.co 'Ellsgn¥9€l?%}_r|§\]]—{_@e'quén%% }za\?‘fh&zé'ég @(r)m02e5§3r7e@)ra(ﬂl@ 95%
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Ref erence Exanple 172 1H NWR (CDC 3)d : 1-47 (9H, s ),
2.81 (3H, s), 4.23 (2H, s), 6.24 (IH s ) , 7.23-7.38
W@ 3id7/ose831, 7.59-7.63 (IH, m), 7.72 (IH dd, Je@r/E20&/R2417
Hz), 8.14 (IH d, J=2 .3 Hz), 8.64 (IH d, J=2.3
Hz), 8.78 (IH dd, J=4.7 { Hz). Reference Exanple
173 1HNWR (CDA 3)d : 1- 4711(%H s), 2.82 (3H, s), 4.24
(2H, s), 6.29 (IH, s ) , 7.31-7.37 (2H, m), 7.47 (IH,
DNA mo Ve Be 44z capabi4- Ff G&kdddsimg thé. g6k yp&6t (@5 smopn as

th%?%s éi\ %fd(ﬁmSng }jaglgg@§ §§§J}1}é%Hﬁ géon, it_ 9s an

, eS$eﬁtF-Iz} req@nrementdthat;—@e PHHPerRefde @rf-céhaa%p@ acid

7%&@@ Qeéaéd(%ﬁ th@n&hulaasp@amglég& -dMpresk the platelet
ag§6?96‘ﬁ§/PP wgbw:%ry3a<§/¢J}We*imr)dr(é?twh@apﬂxaﬁﬁtlstsedaesmn

- inBhi Bl kakyopet ki on @&ﬂtﬁdﬂ&fa&fl@ncehExﬂﬂpimﬂQrﬁmttlmutg/ on

engoPRARSLEY bgRRaTan, thaleRE) DRXYRY I Qéﬁaﬁﬁ?éb%4%§e

inhgpifoff-ddtuioriopyr di trhengltlaybbebmc&ﬂm@ terpldggen) . In
ot?gg' c?%r Pﬁ@%ﬁ&@@lé@ iandhdieh ks formant transformed

tri osp adium (176 ng) thetltle

-Wlébnﬁoaﬁeo énéBFa?ﬁE6e§§lﬁan?§ 96|PBMWBFF (YN8l d 293

po@nu&@%tld@‘ﬂhwlfm Syal molll_|ec4ﬂé ;9|'1'|xa§ been 2n83rE3H, can
e xBERESES P(rpfqelﬁﬁ ?a%%n%%f éé%%iﬁgrﬁ%@’reﬂ b é§h%Pht°ry
aclfm)rlty7ar'zf5/<'b’r8’0héIp—Latm:l)et Sdeg.d8 ifhHbimory activity as

th?{ égp?ﬁg%ie Frog’hk ggggggnce Exanpl e 175 tert- butyl

roxymet hyl ). phenyl ]-1-
( pyr TAenabgvy | med b molecule includes DNA molecules

1ncllh|‘d@%[;r QheSDNA}&?&MIHQEtJWéM@@iee af@nd Selidt Eefuence

of( R, aPnNS- 1 bl BonpPF CLFRLATLYoF 28, SPETOnBEng) poauences

maehlﬂybaaaxbaﬁataacicB%q@nders )t evahygdooéuwamd:® mimino acid
¢ ?Sﬁ%dﬁg? ”Qé%o%gerﬁ_%f&ge q}g{tlso%% b QQ&QPXQﬁ%dfnci Z’t:l'reSDNA

ano tirring at e sane

Setqenpeeat aneofibng3thei eompbemen hatsheriiel. t Fhehaodified DNA

mageﬁgttl‘?@s@dﬂfgﬁ ahd dehe EﬁérﬁNM’E}ﬁoFé@dP&tcﬁd tWet Bresent
t acetate. The extract was wash wéth saturat ed '

lnHPPﬁéondPﬁ§6’r8vépeaﬁ‘ﬁ§’&lf68§té88l 8 Eﬁll £&N9ang-
ConCﬁnﬁdSIaé sl N A @@u@edlmr essthie. pdhmucEisd shiedeVvaONA of

fied | h t
SYRBPaehE. RasRRBEenErebEas B mSRdl SIAEAN ablkoure of
S Y00 eamd meowrd. sdsgat be|GVA esguente(gf SEQ PR, oB1daneans

. a ie%gl‘ %\"\% (z%a%t?@dj DgAlgé@e&gbesshaw.gg %’é}é@é‘i‘xcé Homology to

the PRA7sq@uenee Gf SEQ7IBNG: %891( AHang) reqo‘Elil%"e@SBE( oge DNA
moTekulé. E%leZIGbM Hheftr) st@udu8adlchbidache)is8iés; 8and

IH I.H det ect ed. . Ref Ex
oAy 1 SRe(3 FRA5Ea40n EoRYAFBRy StRy D ERyFY i7
thelr bpyliodiikal3fynstlibasyl )

- | H'E rf‘;ocjzl h%n%ll} g%@bhﬁ%é&@@%%tﬁ ssé Ié‘ﬂrlt%'ﬁflcz.ally

opera Ion as 1 n rence u3|ng
madgubgbed[ on QﬁﬁzﬂﬁﬂﬂﬂalééfPG@PéEhéEyDNA-WQl%QH#Q |quar DNA
frlégﬁ'nlélnfto'&fl By- |OU19W r@kamdpyés Gﬁt iyl s } &Bt byl ccar bgpet€dure

, the title conp was obt |ned

ing 3 iele, SRR RAINERGISSr SPRIOYALEY S¥8ongS Fibpo specific

mul:H-gNMBs('L@D([:MB):ﬂods11147Eni9ﬁhoﬁo<jy,, 12460 3(5$)H 367-33261987) ;

ibv'?r'id)s’ g% 4%??}8%23l N%%l%%@ A%é_a% Eﬁé(gﬁ EquH?4911(1984))
7.34-7. 38 (2H, m), 7. 59 7.64 (IH m), 7.72-7.76 (IH,
m), 8.40 (IH d, J=2 .4 Hz), 8.75-8.78 (IH, m), IH
not detected. Reference Exanple 177 tert-butyl {[5-
(2-fl uoro-3-net hoxyphenyl) -1- (pyridin-3- ylsulf onyl
)-1Hpyrrol-3-yl ]Jmethyl }nethylcarbamate tert-Butyl
{[5-bromo-1- (pyridin-3-ylsulfonyl) -IHpyrrol- 3-yl]
rrethyl }rrethyl carbamate (431 ny) (2 fluoro 3

~Nr— e~
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41% .. 1HNWR (CDA 3 )OO 1-46 (9H, s ) , 2.62 (3H m
), 2.82 (3H, s ) , 4.23 (2H, brs), 6.29 (IH s),
wQ@ 20080728217 (2H, m), 7.33 (IH s ) ,7. 54-7 . B{AT/{H2b)6/322417
m , 7. 72-7 . 75 (IH, m , 8. 26-8 . 27 (IH nm , 8.
53 (I'H s). Reference Exanp 189 5- (2-f
| uoropyridin-3-yl) -1- (phenylsulfonyl) -IH pyrrole-3-
carb al dehyde 5-Brono-1- (phenyl sul fonyl)
"ZokH- pyi kagak3-Tik i domeael('3. 15dgnghi Kenkyuho II" edited
by'Eg%oB&Eéﬂb%o3BXbLFQﬁEeBuCsé&hét?Z §§09 X 198894}, UBhemical

rogencar nat e

| sypthﬁﬁhényweﬁééaﬁﬁﬁefﬁﬁa|PadPHﬁ§?§9érhﬁftﬁér@eaaagdaPS

ph8s ﬁgaﬁéaﬁt@ﬁ(éwcﬁd oJt le Cﬂemdls&theﬁymﬂdﬂatﬂ@Q”B)O- ibid.

(L3 3 kb ., B9, 1 0507) KUEs RS v

1859a¢980m nupudrezmasza5uaaea ﬂoaodobomhlsatmpaﬁeﬁhereof
Mog%3§§§§iﬁ?§%g h%@%ﬁﬁ%?&@ﬁ& c%cH a&gew@sjrﬁc%%qzed by

was extracted wt hyl acetate . The
ph@féphaéﬁmmgtm@w%qrhp}é%%m%’fJéhe%\??ﬁ@etd}qdedaaqé%an also

beaepﬁqheﬁizaagngihgnhsubﬁﬁb@c1amdycaagembbabeduuadet1c

oifsauced pressune, e, test due g putt Lhed B slli 3 ve

obgaéhatieb¢: sfnth@sidingtad qinvel dienttd tyt ehedmpemdd aansading

| th‘éo'go” ‘fssﬁﬁkarﬁzyéﬁ%%g‘a%% fn%in/*) a}é{@' %t@a%@cﬂze% Ldhgle

st7an@- zhagn( gHdem pn ZppZOPréstel rslonml)tlom ?0- 2ddgng] Hhe ,
co[ﬁbﬁem(%n%ﬁrgllchl\aﬂi totHe cﬁeﬂ&alf’y %%m&h%%l(z'e'd sidle strand -

. Reference
ChRBr 88y PEIPNASPORYSF Ay M bhoBBOERPBARRENGALTSTS
( 2- Fraermyy siedjuendeyd SED IOy bsud fwdiiydh) is one specific

erpb U3, ey ST SBAES (Re7 3138 BrectLag Lion

- exapble ajueodsnsoencrdiingr exiide sclidt remifResnbf was

po@?ﬁ%ﬁtgﬁg @ﬁﬁ?glﬁﬁoﬁ'ﬁé eRE ALY S §€@u%h@e%ft$ﬁ@ MARO: 1

e reaction m xture was, di

orydt-h Ehe uP%eraobthe b dSYne0hi k¢ upet m?a%me&%?‘ aE? e%lhe DNA '
moethiet Rk iagetate. aTﬂS‘@rﬁi@lﬁP&f NM-S seftecte) tahd can have

e T CaRr ORI RO RAB e 60 1S eL iR sequence
folrt keglchacetiabe awdsl addédueo tHee resdduecamdbe nselebdted in
ac%o%?ﬂ%%lc% WeLe ‘t“.?ll ! %‘Etaflgagdym@tﬂaﬁat | R ’E}‘i’afi' t‘_’fméhea codon

€ conpound rown crystals(yield
usAQ®) freqwml(rms(@%t gped: cEn &F FPPISléereg-ﬁNu%leHzc) Acids
Reg4397 4,@(1I9I5i1 , 788(IH s), 8.12-8.15 (IH m),

H, , .28 (IH, brs) .
3ﬁe?éP€H€§ %ﬁaﬁﬁl@k§9To E§h8r8§5éY_O%%
(2-firuer opgr mdiiecdigl p£- BE-PYir obhe- Becanbalgehydduded and

ob%)l.'r:llelcjio'i)gp %g/rﬁt/m%g% zBiln?% R_a?‘e YL h(ﬂtﬁgr R&%l "_iLl dggxgeﬁgéagnce
inNormeltlionoodc hei @pd@npsAfoﬁg)iemz&§CQddéa §ﬁd0@Hedlsclosed
hePeX hUs £ d@%cﬁ:tl'&f 5§gtﬁés§9§n§q{hé'rDQArHl@leéﬁI@%o&%'slpﬂﬂdlng

wat er was ad o the reactiaon mxture nd t
tOnFQ?ulﬁ‘éC%\%kcé&%daéﬁéﬂl%%eéFﬁanch}t‘%taénl%é‘céﬂ ggapence

ba\é%gi m&h@ﬁmﬁ@a&agw@@hdy ine%rxdﬁia e6in ®\f8$Ya(D1®1ydbhe811cal
odi um,su and concentrat ed under re
DNy B e T SEPaREL WA s 9 BB bo ST e oan be
ap@du@mhtohﬂunapm@uaphyo@e[eegt,:hganée@uﬂpt Gtendng=3l Ed,
Y he I QuUR S €398 kken
C°1%V\EE’”2‘)% é—lltagb%éroﬁa'b’ E%'%Esq 1@@|§RH</R 9 oy S@l‘fcgg%‘kh
7.49-7.54 (IH m), 7.86 (IH d, J= 2 3 Hz) ,
8.12-8.19 (IH, m, 8.30-8.32 (IH m), 9.80 (IH, s ) ,
12.48 (I H, brs) . Reference Exanple 192 4-chl oro-5-
(2-fluoropyridin-3-yl) -1- (pyridin-3-ylsulfonyl)
-1 Hpyrrol e- 3-carbal dehyde To a solution (20 itilL) o f
4-chloro-5- (2-f luoropyridin-3- yl)
-IF#pyrroIe 3 carbaldehyde (270 ng) in tetrahydrofuran

~ N7 "



1- (2-Chloropyridin-3-ylsul fonyl)

-5-phenyl -1 H pyrrol e-3- carbal dehyde (173 ng) was
wale@sos2sed i n tetrahydrofuran (10 niL ) , a 2 ned7/kP2006/322417

solution (1.25 nL) of nethylamne in tetrahydrofuran

was added, and the m xture yas stirred at room

tenperature for 12 hr. The feaction m xture was added

to a solution (2 nL) of sodi um borohydride (76 ng) in
Kopgehalel | IdadshheKankyvuhe WhS sdifeddbit theodppanese

BibeRBRE ALY §oEQEtJ0 (Tbhe) A saturat ed aqueous sodi um
hydr ogencar bonate& sol uti on_ was a and- t he

dded, i Xt .
" was %it?a%?%ﬂlﬁﬁ%hD%%hﬁYngg%?gfem?ghﬂ% %&tV%ﬁ?gbgggrSNA

" moweshed & tdy s uriat ed recitdg, sgntrds bred, anhyidr possible to
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magnesi um sul f at nd centrat r P
XBRELERY ot T F i e TS g syl 5 ERYEpfloanidite
metbbdmm Aheotemegispyn el uicgr cenlpg usedtaretet Rynthesis
me@fiflat e-methanol =l: 4 ) to give a free salt of the

title compound. To a solution (3 nL) of the $btain?9
- freeTBAIRTOMEIRMAL (As WA e LrpPf ShydP bdeh the gene
enghheeirdaget Byhn 8geé adan s@iret kpaciiioh)ly Bhecantmahiout by

' d d . and th i.due.
PERESTF BRI S<t AT SR T brk BThANbIAThY e e Lo Lr Hhieh

thedyomodetyilel af $2600d, hd&x0bgen epNVRDIVBE @ rdpcsgith

ool fhson o] sgigtyy g oshi S5 25y, e

Liprpry Uysimg pr18pRBePr ke le Prope. or antifqdynppeciyiggor the
DNl Hol18chle 8£28y-8027 [bkbc.MNat®. 18chdH, sbi) , . uBxapphe,

S Nnethyl-I-{I- [2- énEthglaq% o{ '
66p3K AP - SC§FREFF ongF] 158 ph fﬁ%/ L K pyrrol - 3-yl .
-} met banané nebdwelr achlttiel deuByeao§i thé arDNZeadtti ais pesesable

coSPE R, U L Bt e s g o

- ofc&¥bAPHehy dexprevsad)and taid tyndc cedafodsd ivgs therefrom.

1n0Bheted1 ¥ el e 54 B s ST9c AR (BASGH Gkty: 9280 of
(3H 5 ), £80-2.82 (3H s ) 398 (2H s ) 6 47 |
AnppRielep, shephenssaiith i pn aps35sin e sthe fgurce. ALl
of Tt R6-edt Bdcf1bh dAd 1BAGtLoAH7of| thtal )RNB.firbr8.th2 EbHrce,
8 AT ke Py G, w8 Scutort o
anfipyl puling 35| AN eayl pe- CRpyied] cuB-ii JansdrgRnAqmeith the

Stgkgggao&gkgghgq By asimlar reaction as in Exanple 2
an using -me. thy 1- S-Ehen.l-l- : -
(pyr TEEnDEAYPSLPEBAGI PE- ¥F8§Fr6?%-Q?CBFBQPBEHyﬁé???SBhe
sal8larya§l ShAINA (1beguiyved emopnad@ucttephehbe ditdimed by
onpound was_obt ai ne

exft::r GEARE (BRREF 4 }n‘ada}nadlsl’)(ﬁ%i?%lili,n%t £¥Ie§s|:a(;l%\}$ﬁ£%la?f1%) RNA.

In22434i2i60 6Hthis), tBedDNA2Molddpla=04. $Y-P02 Hap, also be

913 94 (2H 147 Al v
oeh G i SALY Betled st o
sahiyarg, eand RN, agldgnogPoly(BBHo Fhe, R¥Ay fdyen collecting
theehec edh gofRl roddigybNAuslihy reverse transcriptase,

2-nmeth - 5- onyl) -5- - -

an(§_ §gﬁ§sgﬁslégﬁg:]1g]n$%€ugg yl,ﬁlgoqsL{orrlf&oml%y&!;?rbg?lfgrqgngitleypy{ rb%lth ends
of[ EReMeDivpl, - whiyhi Hisdiineprpolrbtedylih a phage.

-5- phenyl - ydrole- 3- %ﬁﬁd 5

dissgﬁ$éﬁe?£ggggﬁﬁﬁ ée§8§?§E§%€o urgﬁﬁ%%glgg%f¥@f gg%zfrom
theplcDNAs dlibragy (5. 25ti PREficulamdyhyiadtad,i and can be
pelr@lhaudnof wean ascaddedn and thanAbXHURBtWBSsSt | A% eehe

overni ght at roomtenperature. The reaction mxture

was added t o a solution o f sodi um borohydride (95

ng) in nethanol (3.0 nL) , and the m xture was stirred

at the same tenperature for 2 0 mn. The reaction

m xture was diluted with ethyl acetate, washed with

saturated brine, dried over anhydrous magnesi um

sul fate, and the sol vent was evaporated under reduced

pressure. The residue was dissolved in tetrahydrofuran

~ N N a e ~ - -
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reaction m xture was concentrated under reduced

pressure, and the residue was recrystallized from
w@edoangds4t 0 gi ve the title conpound as white cPUBIRIDEG/322417

(yield 197 ny, 46% . 1IH-NWR (DVMSO-de) d : 1-76 (3H, s

), 2.59 (3H, t , J=5 .4 Hz% 4.01 (2H, t , J=5.4 Hz),

7.03-7.08 (IH, m) : 7217]28(2H m), 7.51- 7.64.

(2H, m), 7.82-7.86 (2H, m), 8.53 (IH d, J=2 .4
spez)ifis. r@@thcgi,g@t(%pogs}blea;@ﬁpp@pll fy- tl'[qmethod in which
a Qércf@ EB?BXBbd'cBNﬁ Y;%%Hlef Q@ygialected btyhlmmunologlcal .

H pyrr ol

y
| Scﬁ?eﬁé@ﬁlﬁﬁﬂéé 78 an§éP99woﬁe(s wL?néerPQP e&ﬁﬁyﬁtﬁphenSl

saﬁ.lva(ér’n@f'ﬂ)@cﬂ@)' %pel@)irfll@l fes WHeopyblein produced by the cDNA,

a Pi@qh‘ﬁ) %Vﬁréfiﬁ%fatéggt g‘?éh ugé}égd}cg\gt I5¥oh%a(qﬁ"i‘gﬁogen

setkkaivedyebbyhndatet ahe sbhieticome( DNALpeguenget ha colony
hy%‘r’ih‘i(z%t‘é’%% Sk hbad agdre Hﬁo&ﬁ ebakukfek@be3 -hr. The

nt Was evaporate uce pressure, and the
re3|§b§ mﬂgb@ry§€dlFﬂz@échrbﬁ?é%ﬁaﬁéFl@?hWPtaegt%?%V?ols

geﬂ'e\f@ltlg'etltlétdl\ﬁ% QQE@QHH@ &yl &h 20y @gf,nt‘ﬂa%%lzedl}bh%@ on the =

_1n%|o|r|ma§1?n g%r e7D§é s(eépller?.ﬁe) o%7tlé%(\?§1’%%o %ﬁhl c)tSSY 001.

Thé. BBA7med eCllle f) SY7083 (ahld the, f8a§@e8t62h(e|rle|ofrra)lready

tlﬁle%i]z @aélb %)ﬁe 2 ﬁ@éﬁ% %O%l% (:Fﬁ}l é%(imfitsh)é?\@maﬂgbe probe.

yrro
Fu)rpyueurmoaneneazsansﬁepmraea %rml lﬁn mt(lzsqrraa_prdnferlpbtalned
ba%%dcBhofﬂgylﬁmméjécﬂle%cey|1§1lfbfrﬁlﬁ}‘_|1)3n for the DNA molecule of
phe H pyrrol e- S-carbal d o%) %139
SYt‘@prlaﬁ?Hri‘ﬁ%ﬁé?? #&s dadtdd s PFORSFol PE Qﬁtﬂﬁ%vedlsg%gﬁélmg
SO| utrhenpfid nhhcledfi@sptused ngs athe qomtdeenpetatupertial

A

anelt byhpatetatat 1Eaestekb ramtsamst iwes PEA V\Prﬁfgéﬁhlmaéd least
obEbHSeCQENg n@inllﬂéfgé QS FERGISS) 4R §é‘£§’é‘t§0 c@ﬂ@ecutlve

concentrated under reduced pressure. The resid .
DN@i.ssBho &P s i e 6L PRRyH¢R afﬁr(%hmboveapgoﬁﬂprgon “of the

Dﬂ%@légﬂééQaf75h@|-@r@sénﬂﬁtd%r&fﬂd?ﬁchﬁdbeeﬁfs@dydsth.ﬂ’ aobe .
was adde sti.cred overn
roon{’qggﬁpgr‘ﬁt gf\]é‘ m?ﬁ% Scf’ﬁaﬁY b?ﬁu%é FRS%4 aag ?
ampdlidftiican ie2 nk)hodf oﬁodNMRh@rbﬁ]yﬁﬁR dee t(1881 rﬁ})cuemce, 230,

' 13%&2@%%' P %%g Bges{ﬁ%giﬁ%\? Yesgstiy gﬁﬁlcﬁﬂoﬂ_‘ when it is

saturat e ueous sodi-um

diffdicodéndar Iobratia doildt leRgk@s C@éﬂé}eé rog the rdReeirgn RACE

SSSFRS, otLEh bl SEL S AR et gt gL

Proicaatnat adadndseit eduskd, p8,es8s9ﬂ£b(191883 ]remm}dllc@ wmployed
p(g:ér f| ed by HPLC (ODS, 0.1%trifl uoroacetic
&1 dont ai ni ng water-0.1%trifl uoroacetic
aci dTbenpaiimengusedt dnirt EhPeBGR: metpodigan be optionally
cletsr 'gfﬂeléoﬁgggatér? 2 degQBhAL rﬂﬂ‘ﬂbﬁﬁe@éﬂm U LB MR odecule

uoroacetate o f the title conp oung) H talned
Oft rSYf-IOler SERONStE akes AduERaMPLEd ARSCE 1288 &F&Fed
y&{t%%%lﬁespdlnu&bla»&aageacanbnnahe §’Oia1hl<ﬂaﬁd3] mexhodct & this

w th ethyl tate ed sucges veI
pr§*3’tetfr'atl§d 5qﬁ§%%spdsos%% Pcs)ﬁenc onaméérg%ofs  Hyomoter
pimtear aandT % atenmairedt: dor memeandaddeéobbmtfaﬁhylér @f;lscDNA of
a RYALY WIA{ALG (HenS Aheehinmis ceugnandt ed sundan
re uced pressure an crystallized crystals were washed
with diisopropyl ether to give the title conpound a s
a colorless solid (yield 2 3 ng, 179 . 1H NWR (DVBO-d
6)d '- 2.27 (3H, s ) , 3.52 (2H, s ) , 6.31 (IH, s ) ,
7.26-7.40 (6H, m), 7.94 (2H, br) , 800 (2H, s ) , IH
not detected. Exanple 191- [(im dazo [1,
2-a] pyrimdin-6-ylsul fonyl) -5-phenyl-IHpyrrol- 3-yl]
N- rret hyI rret hanam ne d| hydr ochI or| de Under a nitrogen

o o o,
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' Coﬁlﬂérﬁﬂi‘tlﬂrh’eam%

chl oride-ethyl acetate solution (1 nL) was added, and

the m xture was concentrated under reduced pressure.
wabm7osesidue was recrystallized from et hyl PCT/JP2006/322417
- acetate-ethanol to give the title conmpound as

colorless crystals (yleld ié? , 40% . 1H NWR

(DMBO-de) d : 2.47-2.51(3 m), 3.97 (2H, t , J=6.0

Hz), 6.52-6.53 (IH, n1) 7.15-7.26 (4H, m), 7.57-7.61
1n¢prowayed7a398h¢w85102ExamPlGSdeeC€Lb@ddl§t§f2.4 Hz) ,

8. SSTEGSENZUPHQA gn?er?t[z a(n%'ﬂlfﬁe%%dhb Lﬁgﬁﬁ%ﬂ%&q{@jcan be
1se|é9fcﬁé| c‘r‘p@,mrsnﬂlfe&nw)acq e Wik hyth %ﬁﬁ%ﬁ%@ethodsr

§6hyeg@@mleueeer8 h@rébﬁb'ﬁétﬁ@@ratlon as in Exanple
an

h 2-meth
oS e BRI T a Y B By b ds o AT ST RER P s dments
theacbdnmabeaidaa ag)thetipretdan(hmnaagu¢mmaﬁ abt acpeddance
wﬂ?ﬁ £R Oééﬁ afcﬁXr?éttQL (3é' %Ed 874 20 Q%l()@et c'M)r[Q’roc Natl

Specifica h 2- et hyl
Acad- ( i di Hsaaw §ébféﬁ§ﬁ) 19|7FL|3/ﬂ)yfaroﬁ Haypp- ﬁéi’-EWP method |

[M@%h@égaﬁﬁ E%%Qmambg9686elSagbVstom]dbehEQmpmyth@mﬁg(a
trifluoro S&IC aci was added at OC, and

?réSqHFnébaﬁ1%é frperature for 2 hr.
(4Theereatta Dhy Ssaiglin csravh p rivalsicftiiet by exdolfegsett gpuidket of
thto a gg aqueous.sq i um hydr ogencar bonate sol ution,  and
PhB Xt Ur 8" Was extracted with ethyl acetate. The
or gafihé dxpymsseaspraghet (Hedombananit 84 B hef s pgesent
inQ¥EE 18RN¥ R OYS Sadi uM-sid E%E%lyaﬁgogﬂi{:‘é&niﬂi Qat q(ir'd_]%dﬁﬁount

reduced pressure. THe residue was E E ? ¥ S
assﬁhﬁcQxﬁéﬁséﬁﬂuEﬁOQHF6nﬁFo§P§pR§A( PhEREIChEXak e?ﬁ?Feln
coaeatiatiagl thls" bsifg) the gewqaeacfar gafsahbtabnt bé thel eNA

mojaRudEaas P Th i Ao odtabhp. {HF AL e Bfpifitbring

tebpdiages €l orj dsisnnd, aéébal@3bbl%$ﬂbr|RIDthmlwﬁSOPhYS
Reéddégmmandlr%@e d@ﬂ W MAP GRNCRALf at gda yNdRL; 1 etﬂ}s@ed 80,

ressure e resi ue mas recrystallized frometh

59§@ét1§18§ét1 handPr e P tACHbF kYt rt@ecaﬁasaﬁaeasp%%%ﬂ &fsthe
pr%rs)é%ftah.ﬁvéﬁtﬁbﬁ 84n"Be &ﬂi%lned%yNwe(pﬁm% &) decohbdBant
DN%Z ex%r%%s%?g'vqftor§ %apﬁb?ﬁ)df §x§)§e Islgl’ngdtheﬂDI\% egcodlng

thHZ&iesYré.a pr@2{(12Hn mhost.c@3-17. B9ahbprmihg Théhostegell

w1&é‘;H’thg1 geg‘tgg Z:I%H%Er% %ﬁ S”E%az%ﬁ%@g%ﬂé gultﬁr%ngdfthe

tr@@tsé@m@ntn@md. 5§ 1aeicki ngoheook] Eseaﬁrﬁpepzstfm[ grom the:

| re%ﬁl&h%%f%u&tﬁ%hhy|pheny') -1- (pyridin-3-ylsul fonyl)

¥rro - % | met hanam e di rog ori de ‘

By al8ithe eroéiblé’rtéﬂno‘ﬁ a%‘ ﬁx@iﬁﬁﬁ? I‘\Hbe presen

1ntv%hltb.g>hy| a{n[ySofl( Afﬂ)-rblkbi(my@-tlﬂ.crmlrt;yhrlbmsy:ahd gukaryotic
i.n-3-ylsul faony Hy r y

R h N e S R S T

profieaiyoeed casr gt bsih @sst lve Y@tsal may Peednly 81 Hychapighia coli,

B ]c'_l'lI}Mgo(ng@qu%) a‘fild tiaeSQﬂ(%ngﬁe):a&'lg ﬂ%ea glstﬁ%bmr,

Esgh@p@hg@ COHL, ma)rtl@us}@rlw Ifécf(*gﬂlcm? 00#1651? %fsrgln can
be( bdedM ) The . 8dst!. 88112 £ rahe e&k&llry(dthl,c drgahizmé hinklude

ILH notdet e
ce%}gn{ﬂ?%m f@&ﬁe%ﬁﬁﬁs alnc? P’§SSE4 t% lorgxetrh?xarw§é§%lntably
1n@ﬂyﬁed€083cyﬂéalfonmlmonk¢y+b9&kkﬂ ZByMHWﬁﬂHﬂ@dadhnevarlan
: hLob i . oy -
cegé@g%ggﬁlsfsﬁ%hggre%ﬁlﬁi %%{i{léj?i[ﬁé‘g}dﬂﬁoﬁ%d n PR ctase
(4-nmethyl -3-thienyl) -1- (pyridin-3-ylsulfonyl) -
| H pyrrol-3-yl] nethyl} carbamate (200 ng) , the title
conpound was obtained as colorless crystals (yield 125
ng, 67% . More specifically, tert-butyl nethyl {[5-
(4-nmethyl -3-thienyl) -1- (pyridin-3-ylsulfonyl)
-l Hpyrrol-3-yl] nmethyl} carbamate (200 ng) was
dlssolved |n dlchloronethane (1 nL) , trifluoroacetic

o o o o, ~ o~
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-preyanobévah9§$FaeaPOUEQt§e§m oana

- thefRava BaChghe S llYnFlPﬁ/E 858

hydr ogencar bonat e sol ution and ethyl acetate. The

extract was washed with saturated brine, dried over
wanhydssus magnesi um sul fate, and concentr at edP@naR2006/322417

reduced pressure. The residue was purified b y basic

si.lica gel colum chronato%ggphy (el uent: ethyl

acetate) , dissolved in-et (5 nm) , and a

solution of fumaric acid (84 nmg) in ethanol (5 nL) was
deﬂé@ledntplﬁélemeﬁwst abtbzatiianlt oAghde Sbe.[iUSR., 77:

a2 R oo R AL Phe 55 e Fay L b YL LY £39) s 06T M yeast

. ceI.JZHbeslc)nglﬁicﬁ’io(gemusdS,acg:b{aromyp@); ThehpsteceDls ake not

f)c g %é ; ?@téakt Srdeo7 81 (|H ’_J ' 7 I'|Z)
8 JTEEIRL (IH,
(| H,Whien ghe), pzrolqala/qirzl)c C:ﬂ-Uﬂd{S &é@@o?édthexaﬁﬁFe uging a -

veéto[:Q:a;ﬁé‘bfé/@fobéiﬂhéﬁﬁmﬁb)ln the pyetkdiet By yitsulsf poysible

to-lsdnép ryg{lpsﬁa\% %{pgeSfﬁm&)yp %Et ha aln%:lWEIqSQLBEfQElng

a ppymbten- andyseulSbayh)andkpgygaoanB saghandehyoé an _
' a i erggdd initiati £
1n§.9€.%§ign cgaaﬁs&ﬁrg A’?%a fé&&\lﬁ@gngégogﬁ%mlnltlatlon o
eheSAe xPhir EnGaRresent

inSEhti 88 $b tnaR0FhE JEIRY 2hHISe fedprb<Bdd inTitel § @aciioen As
m xture was concentT at.ed und r reguced res

Er%‘b |danT 32,
pBRA22AGEERI32 D, tHEC T2 aindupUCaBdid hived mmﬂmerlchla coli

eXt%taCz%eudse thW?Lttﬁ%lut Sg.f’iléellrﬂ]@ef)g}{ td"’aﬁn\@@aﬁh€grlou5' |

Saturat ed "'bri ne, r|e over anhydrous nagne5|um
vestbfat eanahd ubméeﬁedatéﬁxﬁmﬁkﬁsrQihRﬁﬁi?ﬁmﬂﬁiﬁ%ﬁ Hhe

av5§§hg§@ W@ét@?rhgb@dfgryaﬁaékﬁrebbhéﬁ Q?btéﬁ'ﬁﬁmng
romat ogr aphy (el uent: exane eth%p? tat e=3: 2-

Esyherg Céll@ec%.hl dquClPGieS@G%X)"lT HpRr rRHasIS 9é8teﬁh
MﬁLhMb B (bBemE)ug;LaadéBﬂmIdlds hydEOgea, pET 32, pET-21,

oufh0/ASERTI R S5SLALC 8 HEABRLL Bo TR BB, g0

pres@heeexprqs$£¢m|W§anﬁ1Mhﬁ@nﬁn%@hbﬁbrat@t%%lla@%ﬂéﬁé as

' th%g'%esg ?EI— %Ik/gle%Dﬁ/)%ggy?gca?‘l §%‘P1'é¥75itng| ©hd b‘r%ln@t@r‘”a &J}_léglng

sitsHOENRNA, 2a4solza§9n(>'|1@|tlﬁp) siseqg ?3fi| t§aj‘screpéai°“
tekdinad i onlsdqdeid lo@a‘t%d(ehH the) upEtQéa{nZdrf tthe, gdm=8.clf the

5
pres)e§t719,§e§1§Honnt<§ be8 ejr<§>r(e| ﬁ)ed '?%egegga)g fﬂl *{ﬁe)r j‘la e an
origibzdf r@pld ca2ions) f niddeasstanyst espeqlexaﬁr#;Ve ep@mples of.

thLeA' { gggrg g 9??98%@&%&%{% @nff:} std1oMa11. Biol., 1:

anani ne_di hydrochj ori de
853 99§1§|]whaanngea@t fORlH Br@lho'@%m"bf SV40 and nugdg t4on to

thfeI é‘19c5\9e5 dﬂ?r@rfb)&lc'la'll(ypﬁﬁrlaﬁﬂ.abge)’ﬂ:ﬁékhf Q'lawlbus vectors can be
rrol e-3 bal deh

15O HIRASS bk ARCHOIS Gt Ebf bAVBLL 208 HeE P Ep roed for
th%(’egpﬂgssﬂ@f%sysl‘meusmgm‘hecahhmal4:e‘111umno;5dph@wwepxors

ridi I k- r
SN AP (LRI Sy et oo
pomNALL 196t bnv(’OrQQem_)fqﬁ th@teny;m%\lnqeél,snand the vectors
sutc%t #@*a%ft%%n HIRS G%‘E‘)@%@RL@” d R‘A'&@H@I‘Xt (BhE rwaagehl rred

F00 erat ure
PkeﬁdNéﬁﬁﬂénoﬁyg/N eHG§8aH&)pﬂﬁ/ﬁépﬁgﬁoplﬁaéI&Hdéaoﬁsn for

inlshetr e@qtlisqn m xture, and the m xture was stirred at

erature f q S di,
hyd?éﬁegESrBSEﬁpe §8Fut|ongaggcgdggg?’a§g P%gbﬁfitﬁ%g ko
was extracted with ethyl acetate. The extract was
washed with saturated brine, dried over anhydrous
sodi um sul fate, and concentrated under reduced
pressure. The residue was purified by silica ge
col um chronatography (el uent: ethyl acetate-nethyl
acetate-nethanol=l: 4 ) to give a free salt of the
t|tIe conpound To a solutlon (2 nL) of the obtalned



aqueous sodi um hydr ogencar bonate sol uti on and et hyl

acetate. The extract was washed with saturated brine,
walziogdssyer anhydr ous magnesi um sul fate, and  PCT/JP2006/322417

concentrated under reduced pressure. The residue was

purified by silica gel coI chronatography (el uent:

et hyl acet at e- net hanol = ->7 :3 ) and dlssolved |n

et hanol (2 nlL) and a sol ution of fumaric acid
exempli fy @ hasslloyirus)vertomddasara) yist APAChaE P Offr BT 001

hakhRdH EBHB%pgﬂi%eHhe éﬂ)ééf‘fmﬁ@héseﬁ@f@éé@@%roduct of
crystals (yreld ng, 14%

. the, EBGE%IPF ényenté%sc@me O?tal%egmzwt?‘i‘u&%g 75he
ba(:htbvsius 7e>aare7ss'&aor( M ctor) in WHEEel cBFA(GH,S¥0Q1 has been

Codola ol Lo e Byt () 8B (UM o vworn

(Bdebest edriFxasphe sacleaf 2pehybedresis 2V¥¥‘E|@r 6BRERY )Of
sil wogﬂy{ﬁ) )!hféé’é sy foo'iﬁlo)ia’cll %yff&ln ?Ciﬂﬂure medium or a

anam ne funmarate To a sol utio
Slﬂvﬁt’ﬁiﬂ“d?ﬁ‘?ﬁé Hytho bl 6P ERa F235ARRY - i ﬁ%?ﬁ&ﬁ&lss(ei’opﬁfﬁlu“ )
ofV‘@$e padeen?- Qh{r@f1315n cﬁé’n -aﬁ.|sld>0156pftelm/ir)ed by incorporating

ol Gl o b LA g s (e

oft Auaograpyborely doirdécg218xpyesabsgatitetnadfidt pells of
r hL.yTheske r§iyegnd

R e S e S R
likgviaet pHriifyhng S560r at éalgaa@oagp%a%ﬁ?t by '
Chgggggggggghponate solutlon and et hyl acetate. The

extrac was washe aturated brine, drleglen e east

anhy%P%%% hagiedt sﬁ A S*BR° 2R T At GHde >y
cenedi@exd;erair essthe hoBlteinebudeAME? HErpti St by. ﬁdadoaSCl ’

¢
US%Cét efﬂ?ﬁgzgﬁt\ﬁgﬁa%%p %nlé%% %cl?fsgghdepdncisnphea%ase gene.
'ExameﬂaEe0€1Ohﬁigomm%WQﬂQﬂ%XHQHa%%ﬁQ#e1&%&%@%?%&& HeG%QI for
thggge'agtrr@éﬁ@nQHchad@-%P‘ﬂ@% addedt rGH¥a) ahhiizpbronaf rom
' m xture gave the title conpound as col orl ess
(Ipry6Faps§™yiel d 97 my, 29% . 1HNWVR (DMSO-d )d : 2 .
23 (Bhk prdmotdr.i6lné2Hpasticulérly5SlifPteds )Wherb.a

baﬁ%,eg:ll?\fn b%gop}glng c{lqsnurﬁ g’izscéle[plé:ﬁz é isﬁg &%c? l_alss%h(gzﬁgst
it.i8@oEkskblersy preFera®l y( g tryptiphan gtrp) prpneher, lpp
prﬁ?’g@gk dﬂ@?ﬁ:gﬂot@a%& ?gémééer and PL/PR promoter. When

: rono,
theﬂlqﬂfeh?ﬂ%msm %Pusl%ﬁc}l Lt PO} RECRRASRT P 02 promoter,

_ pehPF?@@lhb@é}:d@ncﬂ Q’[He Butkd atklprbferhbdevpWlich rehd Wepst is
Su

us38 2 R PRER S S, RESAYP} ReihgidArBANa S PHRP REPTOTET.
PGRAp romsselry e GAPn pebhatelr, (3DHLpromahdraaadnbhgelLlike. The

prla%g'}:%g;et%f ?pgﬁgkgﬁgt@ﬂén% a8 rsal Wb eni §1,4d9 a\’@sthe host

er strrring at roomtenperature for_4
2 rehEh erbXONOE STede ETRrRTCR U4 findate Péame*éarpﬂfe§§6|r8"lrusr

me?Rd 1608 ibasi AU rems te@r hehel khaed ﬁ:@ﬂibetelﬂanm to
give the title conpound as a solid

cyAowEga loMinNR PENECF 8E) SR p.@osletemni ?‘ % 168- iﬁ‘e“mthe
inkect. 5210l Hs 8sdd ds16RF.HIsE 2H t ms poksiBle 50 (93Ielrnpﬂqlfy

plPZHacHZL)o(\urblsog)r()rnﬁée§*4 % l%l?%}i’rllﬁ éi &nl)? ﬁ Eandgtﬁ% like.

(et hylamr@)pmmn]v@tmemﬂ thﬂwf«rrmler%le of SY-001,
an}é*%nﬁg é/ién We‘é@o‘rnP@i* tr £h 81 by drecRliord£e A it &tek £ Df used.
ut yl - [ (5-bronopyridin-3- yl) sulfonyl]

- 5- phenyl - 3 yI IFprrroI 3- yl }methyl) et hyl car bamat e
(112 ng) , zinc cyanide (50 ng) and N

, N-di met hyl formam de (4 nlL) was degassed with argon

gas. Tetrakis (triphenyl phosphine) pall adium (46 ng)
was added, and the m xture was stirred at 100C for 1.5
hr. After cooling the reaction mxture to room
tenperature a saturated ~aqueous sodlum

o o, o o o I T e
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1H NVR (OVMBO-db)d ' 2.11 (3H, s ), 2.43 (3H, s ) ,

3.86 (2H, s ) , 6.38 (IH d, J=I. 8 Hz), 6.46 (2H, s
WO 2007/6587+ 7. 20 (3H, m), 7.41- 7.46 (IH m, 7PGBIPR0GR322417

(IH m), 7.68 (IH d, J=I. 8 Hz), 7.79- 7.83 (IH, m

), 8.43 (IH d, J=2 .4 Hz),:8.82-8.84 (IH m), 3H

not detected. Exanple 64 NTethyl-I|-{5- [2-

(et hyl sul fonyl) phenyl] -1- (pyrldln 3- yIsquonyIL
SpetHE pyrextmples ) obt bamaneeecn. B¢ livde REEBy (Brameyaartor

AR tWsg D@t 2ehid £
ex%)ngﬁ +§%ﬁ%§%@&?§;§ﬁ§§i (rtJ:yr?dl n- ylr;ulsf%]rf/rll? erése
GSTl—l-pyrrole 3- carbal dehyde (72.0 ng) , the title

COW&%e@&l?Bh@ﬂ.é@dlaé sm;[uydc@ssm:tyspahsl(lglm d coding

segu%@c%‘gw ?g )mat%r%fw%%0£ glqhtih%']%ps( e éﬁ%reSSlon

and |the Gecritlionbolfzihe hAlArpRtAdd Iﬂrom }the7h<6it CElgs it is

po%ggélgt(% )%rﬁﬁlffig e{B]%_Y sgqgénZeg‘a?nc{ la;ieagﬂ@sn s%q\éegnce .

The$ @), SeUYESNOSF NigHC eeértaer&erEﬁ&ﬂﬁle@C% éh{aﬁahlstldlne tag,
hléﬁ?&bbﬂeaﬁb&% @ebh){' ]hembgg(ll&}ilihdhn-t&-gyhswtfmsnyd:ése of the

anbpRRyPPOh: at SRR ERAmiTE 3V R ST (WS 1 B eure

pol pyepdiae3iyl sbéfbaytaarihl-l- pystol e- 2-yl ] benzonitrile

(129,m) étﬁ&gtﬂ%}l ?11&9{%1%&_8% %%Sgggﬁ'r@@drééomblnant DNA

colorless cr
(ekDNBSs Heh deZtI@g (3Mtos Yhe 1308'2 GQF—I and the grekheqd for

trﬁngforﬁlgé (vh'i'h dthlg Iare8 141'81) g&:%ﬁcﬁlgﬁlgﬂ Him@ted, and
7.59-7.76 % 853(IHd,'

VaH*QUSMPE?raé BetRogds fFPI b?n“/’ pg?—Vﬁgt det ect ed.
Exanphe &l iorg (:Zanﬁfdrm'ehh)daphbeyd:&ltlired in accordance

d 3- | f I
ng%}/ﬁé?lh%:%%{ # ot o% $ s acf%g %he ?&[H\Jre tpe obE%ctlve
préedinet(kybphesgd) pr_’odu(qtyrledlwd@d Y5 Ut N4 mOleCUie of

tetrah uran c2){9\/\/;13 added og)\(/]vl se a solu E:L T 1
agﬁu@uletf@ﬁeqrw}nse&meﬁ@ %%ﬁ%?e%%‘il{rﬂ QOEHBLFCF iHIar LY
ort 8hr ahydn of MéﬁBréﬂiefTﬁ:}] undetraﬁefsmhnﬂg and the '

m xture was, stirre omt eratur

e e "ot el SR L ERER S VA S 0L e common1y
uskdr tderbes biptiedadtl yr sehetembami wsedf depenﬁitngsvdltuhm host
ceR?rQP\%ggggg (OFJQJ cg.ll)tu%s cdhagdualbl ye added; ARt under the

he mxture was stirred at_room
conémpepatauetﬁbﬂelfﬁﬁ g¥REtheqét £BR APREuFBlhas

CONCERELT alk@d uRdRY gmshm@cd pf@@@mma@tsptrummd' of the
aqueous ‘sodi um hy g encarbo e sol uti on, was ad ?% %ioand

Prﬁﬁ@“Fe%PHGé‘tlSHd ﬁ‘?g‘( ElPe § ¥RYr SePeBCWSERYE
puat€tiatepy $helemtsr@épaMMamhadp\aﬂah1sasuisﬂ@61bphﬁalstry

Da %h:l? %Séganh %&Ejs 1519‘%I E@S%m f & eéﬁ‘élé‘;ﬁ”cﬂ‘é rg‘i:.eigtlng

éd pressure. e résidue was purif
pubasisbedi by @ kyel Keat kmPahimosatbyaghy ¥ QJ’EIB{lOChemlStrYI

25n§é§ne@émllmakﬁrl 3l Bf@&l’?éﬁ'ﬂ aQ%t3at3?]:ITPI§ij m®illzing
|veafree salt of the tit 0 as a
ltﬁapéyﬁllﬁ\ﬂn% gne. chemicad) BFFBﬁeSf atshéegg Hned free
sal tsuahehﬁxho@@et@e&:ﬁﬁd@lmﬂd@ dsoplv seeatment of

sol uti on of r| aci.d ( | th | (2 .
reﬁﬁ&@lngeglgn&oll FAF T he ?ng.fﬁ‘?ré%wag |rr d a% r?rl)tem
prieertperatring f omgeStni n. CEnérprfelglapillpabe wasmeslicect 880ck,
so@icaltllto%at 'Lﬁr{:rﬁafl {Leaocrz}’oﬂ alyd zedhd r QE'h@lBaG:Wr'oYi@tt%@raphy

ive thetitle corrpoun as white crystals (yield

018g, 50%9. 1H-NWR (DVMBQD 6)d : 1.62 (6H, s)-, 2.45

(3H, s ), 3.88 (2H, s ) , 6.25 (IH, d, J=I. 5Hz),

6.45 (2H, s ) , 7.02 (2H, d , J=7.5 Hz), 7.24 (IH d ,

J=7.5 Hz), 7.58-7.62 (IH m), 7.71 (IH, s ) , 7.81-

7.85 (IH m), 8.44 (IH d, J=2.7 Hz), 8.89 (IH dd,

J=4.8, 1.5 Hz) , 3H not detected. Exanple 67 N ne

,thyl-1-{5- [2- (nmethylsulfinyl) phenyl] -1-

T T

sY- bbﬁpyaéghgnéaca%galQ@Engd(o 142 Qxﬁrégsed and produced
: ydro
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| emEigve

stirred at 70C for 30 m n. The reaction m xture was
concentrated under reduced pressure, a saturated
w@zpeoiss4sodi um hydr ogencar bonat e sol uti on wasP@EOIR006/322417
~and the m xture was extracted with ethyl acetate. The
extract was washed wth satyrated brine, and
concentrated under reduced pressure. The residue was
purified by basic silica gel colum chromatography |
su¢kl went modehylancetidve nebhahate9oaphy" 1@el] pf%rgw@n
ab@ofz%@?oﬁal tch‘}fomtat%%glr'ablh% COWClﬂﬁg@bt é‘hB&Qafé@ﬁaphy,

di ssol ved 7i n" et hyI acetate (8

affpnityon GIEIRRAIEREY d 6286 IR n r?é"tr &’f&an(cf njtauid

chy\@ﬁaasg,esphgwdmﬂm omameds @rn)cs&@hlslmtﬁom:@ltlhea‘bedf byThe

on to e c Q n ol es
paEH@Pi §-¥yi & a:?& Sia/ﬁghogrljl-pﬁf}ﬁ ﬁé 3ffinity
ch2odat63khpby)using 88 dPyms Yo wha.chp t@gHanglpodyﬁsggc1 fic

57-7.63 (2H, 775778

ro -l MaLglafilon 77 00,2 )
Hz) , WgeB kg Holcrnucuiegtl@‘erﬁyCOSlss %¥FP03ddls 5’EEl§nedr it
is o'sss":l@l,e ﬂb'lﬂﬁi tHetmat gdqugﬁagﬂifﬁtHB oA hS1ecule of SY-001 °
i din

hl 2
OF( SR i R07 sul PO SSTRAT 0l L5, JFy 2150 possible to

optmbﬁeumylsm]tetm,amhaeg@ &nd urser hhe ¢adan Botysadl @m(n@ acid
i pyridin-5-yl) -1-
reflngdlgﬁ-g- R4y fonyl) -1Hpyrrol-3-yl] nethyl
Jmet kgt @maeldosml)lemg i $Y6100dd Wheét%d??oqt €§ the
amThb ac?d“ré@id&eg‘ﬂr Q%%nﬁfr\h.ﬁﬁl Q@l@@@d{ueﬂ&ﬁé atsemodlfled by

solution (2 nL g g] &ure was .St i gh g
SuRETIOELF BN, AN L TneCPLRLE PBIP P RLAF Eofag frious hEPnods
su@ﬁnCﬁlté@tédspéd&fltedmxte@ep:reesssur@escarsmwrabede can be

a ueoas sodi um hydr ogencar bonat e sol uti on was added,

¢ mxture was extracted with ethyl acetate. The

(SexExpres ved pwashedt oft the sngsenddipvepeioamhich is active

coﬁlggﬁgmzr a%fd ;B‘tﬁ‘éiﬁﬁaé&%i?@m Pressis it e S due WBsesent
I ed by basic silica gel colum chrormt ography ,

ln(’érl@éﬁﬂ et hyl acetate-nethanol=99: 1 "19:. 1) to give .
a fr?BesékbrégsébepkbahetcwaﬁdUBde Thaeobkpirasdefir peoduct

was di ssolved in at e

us§d boF G oFCREREINE BEF ALIYD ) LR RRERURA T RS the
pr%énaddﬂdvemmrbm hevhdlethai hed Ty siagits eer ecnpdhert edDﬂoythe

fi I o]
phar taI lg%?aﬁ. c%lmga%stltyio %fe %%@WO dG){fc.?ﬁ' c%ré be
ob(camnegl by, tf@ egn(ezwgsn&;erl@g feqhraues shgwaglin té’@ above

lH m), 7.57-7.62 (1H m), 7.66-7:70 (2H m),

(| |8_|3TBZ 113h3r52{|1'90£1&gact81\{517t§% :OE’ tge’ eggge%g’?_él)zgrocgucscz of the

pr&s@ﬂ-tS:Lﬁﬂzeﬁth:lonme tBe 8fl{tél et aggirelgatdidir )is ThEg same as

I.LH_d d. 7
civebipp ity Wb BRI R B o
SYS@IOﬂodyeIS}:rlllslepyP-noths gpver fbt hy | Treitsh éory act1v1ty

cal?xygéo&é‘é@frhgﬁe@)irﬁ aSlcdirlianh cepRl 8hi O 38l dtk IRtaaBheeddtion
using tert utyI ({5- gﬂ-fluoropyrlbdln -yl) -1- N
tepts- ﬁ\?ﬁﬁ@i@yp?ﬂb&ﬂﬁ 3- W‘)o the’ aggregation

de%@'rﬁﬁ%'t]lohl'h@}thb& o8- yhé el diye Jeret hiydic gy leesmet & FRPS9 using

th&g‘,g{rgllglflﬁ glla ghéﬁgoungarg%ﬁ/éggérﬁﬁ%%ﬁa%&% rlg%%%ometer

2. 52Mp3H, pa¥tiGuddar{gH, tke)platzzloer (agqreg)atl@nagnpp.hltory
ac)‘%rv#:#30§ %lgg) :jﬁegsq%g %Qro(du'b't 6"f) thé- ﬁ]?égerﬂg 1(rl)\)éntmon on

.27-8.28 (IH m), 8. 34 8 36 (IH n1) 9 10 (2H, brs)
. Exanple 80 (2-fluoro-3-{4- [(nethylam no) nethyl]
-1- (pyridin-3-ylsulfonyl) - | Hpyrrol-2-yl}phenyl)
nmet hanol fumarate By a sim |l ar operation as in Exanple
70 and using tertbutyl ({5- [2-fluoro-3-
(hydroxymet hyl ) phenyl] -1- (pyridin-3-ylsulfon g
I)-Ik+pyrrol 3 yl}nethyl)nethylcarbanate (238 ng) ,
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receptor antagoni st activity and it is effective
fortreatnent of schizophrenia and other central
woenvoses4syst em di sorders) . However, there i SPEIDIP2006/322417
“description in WR2004/026864A1 that carbostyri
derivatives described in thg, docunent -have D2 receptor
partial agonist activity, b5- A receptor antagoni st . .
cactivity, al receptor antagoni st activity and
thsepéabﬁﬂatupgakegahhpblFénybacﬁﬁtﬁfylﬂeéeﬁhére&ﬁéuﬁEQG by

meg ? ttfl'?@ Reah §P%@1terﬁﬂétmg%%r@3§%%l%npby the addltlon
I scl oSes t e conpounds represented q¥ th%ﬁigfpo ran
offtdrnulatel sher I TP RGN pERDY iBHRY mGh4 he
b1bble; if itthan g rl’éats%ﬁge obrg &]tslsénc:eDoiS I$Y,- 00 lor utshagd the
n enden [
curpifinfe PG P RE- LSRR ¢ lacq el gSlrgBphehles ana
caﬂndépEmdgmﬂkyp@atemearag@2e¢a¢a;w1a@@lbh@ogohgab@gmkgﬁ 001
fr?&aggg Fét?lé&:nggSrgﬁaQQUﬁl @u?@@d Rl is hydrogen,

grou R4, R5, R6 and R7 each '
repr’é%%n%fshww%@b@ctﬁwy @lfoEBeoﬁ’xl?lh%S??‘Ré’r%tGOf the
pré@@ﬁ@sqrﬂltv%rﬁlgfno% Otf_héfoﬁﬂ?syéleﬁ g@Hhbikeyeal iiG Ctﬂ{momdé as

aeKieRCAeRobnendl “SRAB CONBBBAIS. AMGLPOLERY( REFAI A RalE o

inhfbacttivé il aas@tt adheagonitsd sodfl aBene¢ cehtSar-< 0dr daﬁcrlbed

inag}%\i gcyvgs asnt a@'ﬁ?' SE. h?{) Pg ﬁ@fzop cﬂ?‘fjb@ e@@rmlned

|ve f ' th rea eni a an her

lncemmacliamee?w@ syt eﬁﬁtmﬁé\ﬁéﬂr of 2@@%@2‘1@%651% to

cogggﬁeﬁ%uﬁpfélfﬂ%dny d scl, 080 Ell‘ﬂ@ déHHlQMﬁCE&len & hod of -
reSent i nvention. DI SCL SURE™ OF THE | NVE

thgbpaateeLs RANBF B3RO | Ih 451D P Cughein assay

kiantBpoyehot Labdrugontiesh.has a wi der treatnent

spectrum S si.de effe '] ol er abi.l: .t
I&Igf&)}) s 1cularl &11% %g%t%)i%% a%%ﬁeg é %Hgllbg.¥ory

and conpar

- acatiyptyadf arhe @sm:mtsa:d oroguctThé memsanﬁ/e@ﬁf@@lon on

av, si 0 e d
thg O@G%I bggb@&%ﬁ V& %Eﬁg'a@én nedhepe determined an

| em and consegﬁlntly S ccee

evg}ﬁeﬁeeu Ewn@easvaéfveg ERerpb &5 gﬁeﬁlon to
co&@@@@hobyp@ﬁél@&dﬁ@ﬂ@msdfaﬂki¥ﬂb&eﬂ@& eee@pheﬁonaptephred

t t 5- t
£ ERS Ml B PR FE R SR PRCE o AoR R S Y001 using
thach¢ pirtyje ianals saly &ridl,i andcialradeptiory dheayorisliet adhesion
infiEbl¥bLY, J0 1P BRLAE- G0 39BR! s BIbLYNEY)adHEbion curve.

has ‘'serat oni n up In |tor effect (or _
ser oifbﬁlW#b@ﬂﬂf&lbemdﬁﬁllgbﬁbeiytléqueé@)e ?@%?ﬁ%?dlpr’FOduCt of

th@dgkébeﬁtt angﬁﬁfoﬁgéﬁcit_}?eh chll]?lﬁé%s&iﬂn_lghlﬁﬂﬁrﬂs @heh@dame as
C e on | S 1. N ere.l. s
aedinortar i et ager B kot e v ot (1" EarsY 001 dinds to

corleprgeaenbedsmo Gheekaribed {d)theraboeeRPl )y epridsientoldagen

bl rerF i‘ltlg &n abe Qe ﬂﬂ{llﬁ)éld gflo{@coffdéﬁ@é eS8 %h% test
[ower ark e group or a enyl ene group; and

meRnoriepvfesc,@m s0a lageno b&Bddsgaprpll ighgupnodn  afefati BY the

deQre%thgrtl%nhﬁE%BQQVSk' Ehgr@é‘Pl&fér?Odﬁﬂjlfrfg)rQlelQ@ Q$Ang a

consi sti ng._of
MigRy Pt GuReACEr) Vi harSnaPre gRBhE SBrBbEeat AR 410
phenmbrgr pHpt isubaphyhythgrewil agerdibiydiioigdériyili tyr e@fpthe

a tetrah dron I 0 ag ur d .an
exﬁﬁ?&?&fjatperé’dﬁ‘ mg é éjrptr o%%é’%‘)é‘%/?%‘? &H %g cBllagen
binetiagocat dves deeleemlle@df amh Gt\tfel uprtsh byonseser hgd gtheg level
ofmtg})teoesgl bem bgﬁd%ggg&ﬂ@w@f%ﬁm fdy fomda@rdon of

(I a benZene fused " heterocyclic group that has 1 to
4 hetero atons selected fromthe group consisting of a
nitrogen atom an oxygen atom and a sul fur atom and
that is selected fromthe group consisting of (1) a

t et rahydr oqui noxal i nyl group, (2) a

t et rahydr oqui nazol i nyl group, (3) a

di hydr oqui nazol i nyl group, (4) an indolinyl group, (5)
an |ndonI group, (6) an |30|ndoI|nyI group, (7) a
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e iRyt bR GroGp e AR S bR

group and a | ower al koxycarbonyl group as a

substituent) , (Ixi) a lower alkynyl group, (Ixii) an
wa@eophioeg41 ower al kyl group (that may have as aPCT/JP2006/322417

substituent on the aryl group a group (s) sel ected

fromthe group consisting ofga | ower al koxygroup; a

carbanoyl group that may have a group (s) selected -

fromthe group consisting of a |ower alkoxy group and
SYaOPdwet @l wken %ﬂﬁﬁﬁﬁtEﬁﬁﬂ%P%fFf&hqmﬁ&ﬁse@Fﬁuﬁrtﬁgﬁeﬁﬁ9 of
coh@!@eﬁ%% @h‘éurﬂi§}<}>pl£{:é'ﬂda)dea:nwﬂtﬁoa(raé@sdilb@yice change

V) aﬁlbl&\hécy of

syabbkyl fgepupts(ts¥ipgant eindhydr opyvanyl group (1 xvii)

an aget e AP WAle BRLSOALS A GO (8 uSELEETRItne

onS|st|ng O ower a grou

‘thendpentarcodenr @mpthélpqur)tla@ agéﬂltdeItheoRéFhQEchal

COQBQEEOBQaEuB§¥qG@H€ QOQEHHpdi§éa§8%eﬁhﬁdtﬁéoﬂbhﬁflcat1ons
group consistin I

ower al kanoyl group. a
thgreap, e(|9<1rx§lca%t3é%qré>ﬂﬂlgbf S¥re aﬁme(lf‘iégf) aaﬁ%%aﬁdbflﬁﬁ%tlon' |
cetieBYp1t r&tbdﬁ}/&:nhaV@hﬁ@nﬁéO agtteup alls)ohstftuetijors, arterial

Swer- 4l
thirombpsakky hyipiea tgmstipn, Up@denqny|hygggb¢g$1gmougerebral

1n§€g§¥:tg8?€ &?\%up %12){ qﬂ%ﬂctg_ro%u%:éﬁﬁlaélf@&ldr)e Afephritis,

0Xazo have a [ower yl group

re(llﬁ)leﬁéllaWﬁ sebdi ma;na%vmﬁ ﬁﬁ%a%%wecéulsﬁﬁergy the
foelnbxhoar eypummb&gwy)e@ml m;ﬁa;h@ Mhhgoatprl xsviyity

a d dr ob enzo i az r t hat na have an .0xo
DTS oXPEPHULE Hiorge gPoaRet it e vk &7 the

lyl - h | d
SchPBfFLRe of SohoBbal ST T 4N eyt SEeRTR angeqous

plb@%&étab@@xwgamh@mybq@ﬂmq)dﬁ@ plaﬂmﬂetxadh$$;oanbased on

cog)é%zlgl{xg) kg%ﬁ% §£§¥£e§ Py dat {mcl%éq%oup rJhOVi%Rreﬁltlﬁﬁln as

n anln OMBF a at nma

" thkaat tvgcoupopshtsel Bee eaMppsiting ¢k §8F RO ilﬁ{:ieaFlon

1saai%%e%luliyfoﬂ%ﬁ%%r@véﬂf&?@f%ﬁ:hﬁ:@h@ds' oyveia @l oy pon

: | k b '
PIGPGIS SRS =GB RAP AFIPT SN S kOBoDFdtps caRrosLs

af@fe@y%:lgwu@ e saelnanbpmmﬁmmiﬂ@ttedsabyy amp oyind ttdts on
wer .a [ a substituent on

OrtﬁébgﬁéﬁgggF§&5)18nt¥ﬁeg5%¥gogg%gé% (30) a | ower

(6al Rizbmicalips patise $ 1 sitaftl SH—O0R lawbaebab® i Cclgrtusapanent of

ph@%a'&%\ﬁ% J.Qag.r QBBPQ>§)J.t§%|ne%EthEr B@ets@ﬁtg 'iﬁ'#@ntlon

consi sti.ng ower roup ana a nal o

subth?uP@élYlP%Wé%d%I k§Y- %@lbhmh%@l)lsa s agg%ggngyfnponent

alﬁgv ¥ ‘B% %1%% gagr(% r{‘nedrrllln%aazo ﬁq%t m@@fmod in

acbb&ﬁam&p have thes Wositrid werid eeﬁueebecteﬂorm@h1@hepf SEQ ID

NOgro%Q %onsd)‘l’?e'rﬁ]@t}?é alﬂq%fﬁéﬁ (oﬂié%ﬂ% %§Jnct\?'f°er51%| k¥thods by
3 nyl gr

a pyrro t hat may have an oxo

a gm@b l(lsa)ulot BBRSaMe k2 §PLEH @5}98@(@# hgdt ;g pgptide

y%ﬁ:‘?ﬂéﬁls( Q@trﬁfﬁé SO%AZRLY! a0rsuHGalB) ateppese dyé|longatlon
roup ave a subst.ituent %y%laigected fro

net 1B 1 COnSPERI T S8V E g Yo Vi e and
bodinkaneyé gryoupneantar pllsugbary| tieouwhaian erd gr odgagaent

roxy .droy t

é‘%’% ) “s"é thc?é]gnf ro?néq E?a &%ggsc%n I'stl rg;aé/%véral amino
admaearalswth@rsw;@d and shen B¢ KReeyi vefeagmer tisowee coupled.
syaldeax year RRNYlyr@helun 2200 1y leqwele raldhaneyladiorq | ower

al kanoyl” group, (40) a piperidyl carbonyl group that

may have a substituent (s) selected fromthe group

consisting of a | ower al kyl group, a hydroxy group, a

hydroxy | ower al kyl group, a |ower al kanoyl group, a

carboxy | ower al kyl group, a | ower al kyl carbanoyl

| ower al kyl group, a carbanoyl group, a |ower al koxy

group, a carboxy group, a |lower al koxycarbonyl group,

an an1no group (on mhlch 1 to 2 groups selected from

e .
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(i) a lower alkyl group, (ii) a |lower al koxy group,

(iii1) a hydroxy |lower al kyl group, (iv) a | ower al koxy
wo owensaikyl group, (v) an phenoxy | ower al kyl PQr/arepo6/322417
(vi) a halogen substituted |ower alkyl group, (vii) an

am no | ower al kyl group that may have 1 to 2 groups

sel ected fromthe group coﬁg?stlng of a | ower alkyl.

group, a |ower al kanoyl group, a benzoyl group and a

car b]&my‘lddjfs@ltﬂ,or( MethpdaenpledyedCoCt nd peptdueupyhbiaesis
cag %]Ss{hoapenae ?ormgr ourpsa %%lr%l%%%% &i?ﬁ”x{]ﬂke s$5RYR rd methods

ydroxy group,

| Exawéesmﬁd»m@rtmmrdgm@ubodﬁdcan presyide @\NeﬁzaPlEofﬂ?thOd

a 19{ R Qél@dactmféﬁ@%et{l’@d d IDEc Mekhodo &3- Q&tiﬂvg)’éster

stitute ower al kyl group a | ower enyl
meeh@Gp @H ) &1 Gaitonl k)‘?‘lndg oﬁﬁfstﬁga Sy 17Eh ﬁﬁé a DPEA
(d@ﬁh@ﬂwyhogpﬁdp§lébaﬂemﬂy heteod, t 0 &2 gomaps as aadditive

ted f th
SHyaﬁg§y§FR§§§g}8agfcaepheL§F1grgugrﬁ a¥898§§§5&99n9&1de,
N-Biydgbrytbweorbhbkypengrdup-dhdaabpkgbpidgr oup mﬁghoﬁay and )

Woggwgrg ﬁégggg | ower al koxy group, (xii) a |ower alkyl
havi ng to 2 | ower al koxy, carbonyl grou

(XI |&?0%1%?POV%\E@P%%FY@F}éﬁﬁlﬁtWW h‘ék}g apipp gcid
no{:q\&ﬁfola)é@’ing:;}‘féuﬁfa?ﬁlan Sbli'bthIﬁé bﬁ@bbx@&)glfﬁu;f he Hhe peptide
ou a_ tetrahydrof ur r.a r ,
cafhip bhotet Bedasbpar P Hotter ko LB o oY ethyl
estekrahgdrepyrlanyyl | @seer aldnd agradihyl @stier) sacpyrsobghzyl
Quer t v
es U A IR O Uk e DaLRLs ot iRl herany
by(gﬂter}faCBﬁmeﬁ al kyl group substituted with a

di hy@'ﬁgpﬂpéfakyi @f@&'ﬁ@ that h&Bymbay ea @i §i @@J:l@ @Qiotyr051ne
group, . (xi X razo | ower aIkyL grou H MY e
reﬁégéethBlgglBME%HEFRQFaérgﬁﬁgpaena BEbst u% #EsTeon

- prbiecpydazot il ageoph)groupX pearz vilngdanol, ybehowdoxgtkybonyl
rou XX r r i
- gr§VP gF é?r#%Q%FB%IiQ¥U%Toup (é%ﬁ%ét %l%% ve%%éeSE§§y to be

prépeetedablvuntbetmmmﬂrafkyle§ﬁmﬁkﬁ;eﬁ#%ﬁ%ﬁﬂﬁﬂ|Q¥Rﬂﬂ in
arﬁﬁ%lﬁe FggﬁﬁﬁéaéhHYBegF?HEEcté&XWht% anP¥ppebbdibye
OWer a rou have 1 to 2 groups '
pregreEing. EFQHPtﬁéC réﬁpn65ﬁ§rsFPﬁ§ of an oxo group and
p-Ack8¥Ribahk¥heg0ipngs, ameubylehéeltsﬁsfonylthe

beg%@&gk%ghg¥lﬁg§ E%Qb%éﬁgxéxﬁfoégs eIechgE;rgerLe

adgmanpg@nsysambgngﬂ ‘grbepzoyl group and a | ower - :
al kapoy p(r%%&lao% eeéub%ht&p%egé)pmééﬁr@ 8§6h§¥|1n the

group) erazin | ower

oup.
amppgp v £heopep é@lérar‘a”é ls %]SX%W &t 1 Jé}ﬁactlve

co#ﬁbn@ﬂtf%@ @h@eé@éhﬂﬁblgyo@Eiaané&xphhraaﬁéﬁﬁheb&nyI
ower, a

[ k
COTPRAL traj) "ReveE Pa%e%méf“’sr‘gfz?%r 883@"@%5% &/b:8t8HRing
groubstan bentaxs)edouthen dkicemdbngeoujh thexpetiidds gommonly
us&g yﬁ?%%gesnggﬁrac%l #%%?£g#ﬁﬁe(%?r8§(u%na 1;1&1;_( ods using liquid

anbenieggraim, |@m@roa¢mﬂlug>rr@l§%§ (bm@roaap W%ﬁrsm&rr@gen

ch%Ql%OUEriiSﬂ%oFr%la%te#ttl@eatclan tbechenzepy! anyhmgeodp)d,

(xxxi ). a henzi m dazol r al kyl group, (xxxii)
mefhanRESFPILGnECis Rid ék&ugwgﬁat may have 1 to 3

| owepyabhoxarearrony i nginispsa pn whiehl dsvthead &yl vegcomppnent
s XXX az [l I Qﬂﬁ

of; Bl% pg'l?or qcied‘le%]tcsadlseﬁmﬁfjggwg &% Eé g %%%Q%%nm??"su ngcsln can
of a carbanoyl group and a | ower al koxycarbonyl group,
on the | ower al kyl group, (xxxiv) a pyridyl group that
may have 1 to 3 groups selected fromthe group
consisting of a | ower alkyl group, a | ower al koxy
group and a |lower alkylthio |lower alkyl group as a
substituent (s) , (xxxv) a pyrrolidinyl group that may
have 1 to 3 groups selected fron1the group conS|st|ng
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. ch{ewaeﬁgm@hw% @?m@uﬁslrofﬁ bﬁgélé? Wi 79%e? arRITe

to 3 hal ogen substituted | ower al koxy groups on the
phenyl group) and a tetrahydroqui nolyl group (on which
W@200oRE8gr oup nmay be present) , (42) a PCT/JP2006/322417
* pi perazi nyl carbonyl group that may have 1 to 3 groups
as a substituent (s) selectgf fromthe group
consisting of a |ower alkyl group, a cyclo C3-C8 al kyl
group, a |ower al kanoyl group, a hydrox¥llomer alhg
be rRikRNal } oW idflilesk 1| aGRPLARRGE WirduFnea VRGeS methods

suehk%yﬁefﬁeayl ugiﬂég'panaﬂoﬁ%ﬂ@hé@g‘@fr@i;kryl géﬁupticbﬂilat
have S as_a subst|t€
%{Jﬁent
di bt habuthynhayehddt co@mboierusédyin grtibapsiasdaot peptlde .
hsubsf;ltuent (s) on the piperidyl group), a norpholinyl
Fone grkyl group, a pyrrolidinyl |ower alkyl group, a
(71 PBadm@xeuanyalleqmpoaiky©ng©6ubheapresent invention

tet r?@}i@% HE ¥ L oweto rad ky lp kﬁr&%e&ﬂ:\éﬂl 8¥hpbO¥Eion of the
al k roup (that nay have t grou

O]
Pr§§B§F|%%%ﬁ@t%%§ Eﬁ1QQR$%%ﬂm§Y?QQQyP 5 prg 88 produet |
ofl Hheapeégéntomefzeﬁtkyh g50tipe actuwl cbmpeneatklehe ~

g GaP BN BRI LSRR NS o) B BEplrcusicas

cogporpsias, paubstiltarciy acsi glatealqjyra;g@weg@lte@@ {phipitor

- foMnHAYE ihd r?b%ﬂg%}% %Enlee&gﬁ&ll’é{&mltnhﬁhgéﬁ%e substance

conS|st|ng 0 rou a cyano grogf
L'I

whhahdg@lv%qﬁo*éhﬁtﬁhaetcﬁhmggaﬁﬂﬁl@?m%ﬁ%%aﬁ H?"Od '
Ve§§ElomphB€1§MihQY§ gﬁoé@}onaryhhﬁﬂ@rQZ a8rbh pydi dytebral -

o= BEOUP 2 AT S0 (90 URLCT 4 6,3 s, Sl P

inl onerbBbdyIvegrsmip aythe poedénidnaimerziati tgreodpmage has

OCEHE¥| C?ébgﬂglbgggapvegs%g ?Xh kﬂ@eﬁl§£59é¥§a5988¥§1vely

an o0xo

' agbegahyéﬁoatephﬁyde@ﬁgeﬁyﬁl@?oup (44) a hexahydro-1,

4-di @Es%nxkﬁ%@@ﬂy&agr@@t@pwﬂtlmylgaaesd t8eBul,

: substituents select fro t he onS|st|ng 0
pap:b:g\éplglrp\‘% aar% a ﬁ\}h qb pr}% fgr 1nglglt1ng

ordjlmcdm@thelgzuammmwh@smm tbimlbsmg/nd:mae 4n eggBegating
ar 4. 6 A L nyl n

agapgﬁpsufﬁﬁs %gf%%er( ln@l%ha?cbont%ﬁ%w%qlgg%an%)é GaL Eﬂ thuces

thé amuesgmmupscrsplleteédtf:rrohumﬁ@ gt oup v&%ﬁlst(pﬁgteﬁuéarly

?yér’gé% acfktd BEH géﬂfebQH\@raﬁHﬁ/ HPOWR aaﬂeglve
a thiazaolidinyl carb roug g or‘the

abﬁﬁytbracv pﬂatt@ @tﬁhbﬁ;ﬁa%loh}:&t% ap %%/ & {esde
cogaeu@anseh egtieth themishegg i oecensireld mg ti‘ﬁe o lcoevessel

andt RS TR Tt ooy, SbBor oaheB 2l Ay e shee-

.1 ]mh&yphzumnngut;paiu@deﬂs1¢apnhaﬁethﬁtRfG?qmﬂ ggEAantion
lsS&?éf uﬁtsth%rtH??H?éE’cRHta‘?%rPJ‘%kaﬁéYpﬂé@é&P@wé Sher@Nfor

car bony % oup
thteepa‘ghy egqgahoq:cw Jeﬁwhﬁub@,e&y@nt( gg) the diseases and the

co %ﬁ&%ﬁ&fQBﬂByﬁ:héQeB% lékgl i pdakyl earbaayl gyadpoméH4)
a norp a r erazin
oyPongH R LONEh, 2L YL 5B (eLe? RYBENAE OVl orsar

obglt@ups ion, tdilﬁteprm.‘[ a;z:lre;dosg.rsoupscbéﬁ)ca:erebral infarction,
norpholl a r
R A T e o S
hyperSeMQm@ﬁ,abbybbgﬁéuegféﬁcﬁh@nplBé#@@ﬁﬁyv gﬂééﬁCt€98)
caRi R0 FAL ¥R, (%%bhe@te@ nechaweraahkoxy agHo8RbeBBhnoid
may have 1 to 2 lower alkyl groups on the am no group)
(60) a | ower al koxy | ower al koxy group, (61) a
pi perazinyl group that may have 1 to 3 groups sel ected
fromthe group consisting of an oxo group, a |ower
al kyl group, a | ower al kanoyl group and a | ower
al koxycar bonyl group, (62) a norpholinyl group, (63) a
1,3 ,8-triazaspiro [4 .5 ]decanyl carbonyl group that
nay have 1 to 3 groups. selected fron1the group

e . o~ AN
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group and a single piperazyl group having a single

| ower al koxycar bonyl group on the piperazyl group; or
w@2phesegil gr oup havi ng, on the phenyl group, aPGI/IRI@/322417

l-ower al koxy group, a single hydroxy |ower al kyl group

and a single piperazyl groqglhaving a-single | ower

al koxycarbonyl group on the piperazyl group.The

present invention provides a conpound represented by
hemperheaeratused my &helformpbienno RIthegmuse prsegbolus, by

taﬁﬁhaféaegneég@néﬁtyﬁétﬁﬂhbsieéggna@@yeity sﬁOﬂ@ehpyaﬂglet
nltrogen at ons seleited %onla pi peridyl group,

aggype2bign anre(prahbet Rtarst§t 3rBEPLCAnd, on the
het eTRe yshi Em@EOUPi €£Dr €sEpd £t Dyn Rils ds¢HuB fyoupse

pr%s?%? tl%%@ff’ QF%%?n%o?rgpo%pf%%%%fr%rgggo?lf%;lgﬁ a?é}gter%tl§§ac1ng,

an@36he p8&yentbon afdreéspyndeisnefiten elarimg wag peent b
en@Bféggéséﬁlg 5 bsé%é$§¥ﬁ g (®is 6““%rp%%®%ﬁﬁlh@V€HEboﬂn the

provi ound represented general fornul a

stenj itsghkkeid tRISKRPFEERADY FPP)I%étgéﬁ’Lﬁ%‘iJe‘ﬂlw of 5Y2001 )
nuﬁﬁétﬂlatéﬂehehgﬁfagﬁag&?|aﬁdgbﬁuphhaplﬂgeletoaahe51on
nitr sel ecte rom a pi.peri
pyr a T@@ edﬁﬁpfﬁ?%&?n%ﬁ°%§%t I éﬁ%j e%ﬁ invention
whli]eharsotyelacrt:gxeoupmpepee!sem the tghd?lnaqbuta@lgﬂgmpssﬁlon

Ofsgb? éﬁgsgﬁgn}BOSng58Eph59n§h§tiﬁglﬁit&%} a&ﬂf%l@?don the

ow na resent St1tuent S
pletylat| ageread kipn @rrzﬁ/mr tI®) PaAtaAPhA PRI ha ATy R be
usbe %ogreHBSp§6Eeahea broghthaigeayp 6986Esht8g wothathe

p1eRBLPE Ao n AN PoEhePLAFBARGYIV TR EAat rhpeoct

cehaver kilsud bg\/\eakﬁhgyddxgm:um;e ofheh ps esEniton mreattmmty
EXET? E%ﬁé;: Oungtrggﬁfsggkggtgx BP sHERekH 5t£9é€“'a

resen razol group aV|n

- aggragbelbomendébkythgrB@ptahétaaéhﬁgﬂénl@ﬁérlHPkHﬁéyPlOOd
_ cei‘F‘Enz?ncg qléf%’el%t@’raﬁQJaMleEQi‘ﬂ)thévtﬂgs@eti'd&{;ﬁﬂsq\f@ these

oup and a single -1 ower. al Kyl % q 1
Ceélléu%an apilpeds &)?Iroﬁjlla&ypaﬁ{éﬁFH@ T LT e RIRPAoREFeT 12
ve@b%i' @é&baﬁﬁy|agtéumalOWeesémLaaotyklgloupshaWLngeaous '

N-dilo al kyl. ¢ Y. T I es '
VeFﬁ@Znt?%%ﬁ?ﬁ%ﬁﬁ eﬁfter &rﬁ%oeu cé?ﬁgéﬁgkalI%%ﬁ%u%'gggsel’
reaaippirsengad hesseécyoﬂlbepenpguﬁdtetlﬁhevgéﬁ@la

fornH%@o£&ln rt8 §ﬁét€19€é99£ Q&&?égé@goﬁolﬁﬁfbpf§§§nt

I nventi on, an active |ngre I ent

acphaificandl edl tye Rt emsicn lnhﬁ?ﬁﬁqayéﬁﬁt1V1tY or

thbﬂ%ﬂﬂ&h@ﬁoﬁﬁﬂﬁlﬁﬂﬁtﬁe@h@ﬁﬁﬁ@ﬁﬂ&g@ﬁégﬁﬂﬂnoShﬁVOﬂtﬂmaactlon
|nvent| an be, us

accor dj ni a
toph%?hg%%ﬂi Rﬁ g&ﬁﬁ%s?aﬁ%ﬁl?%rlq éﬁi ﬁﬁggF %ﬁevbﬁ?gﬁﬁlthe
pheemhtabtmeauousmpgsiEmmmhqiothergresémmelpwegénpn has, it is
posg{%ﬁ% QE%%%d8§ grQOQBQHEﬁEtFgekoﬁegggéitbeﬂdltlons

ing t sent inventfon can~be used as
suplseawaosLUt? thk cémm@%efi 26 e coppatragiepsprsianing-9--

my%%ﬁ&ﬁ@bln§h¥9¥%t§b§te@beﬁQédeé&b§Qh§ﬁ$e@h&bﬁﬂbtBeterlal
roup consi stin

S hreni a; refract
ObRSEHRES 2B b B S Bt bifi S RuphP CHPAEC ERASHA inEazction,
an@u&hurbaﬁ©es m&y@hbbsdsd|39péetenamod dpsdmdeary

ty sqQrd r
hyggﬁgg n, %%aoggﬁ%ugk a@ ﬁ bhl&gggrgegggggﬁtlon,
caudnancﬁauyuand n@phaat@sy @@paés§a@ﬁuréy§nﬁyﬁuéarachHOld
he&p%gﬁgg% skt Bymy ¢ dirsmd@l onP8R enabhBk: oRaBhBolus.
I sord agor aphobi a; soci al phobi a;

obsessi ve- conpul si ve di sorder; post-traunatic stress

di sorder; generalized anxiety disorder; acute stress

di sorder; hysteria; somatization disorder; conversion

di sorder; pain disorder; hypochondriasis; factitious

di sorder; dissociative disorder; sexual dysfunction;

sexual desire disorder; sexual arousal disorder;

erectile dysfunctlon anoreX|a nervosa; buI|n1a

........... s o . o I
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2 ,3-dinethyl -1-naphthyl group, 3
, 4-di met hyl -1 - napht hyl group, 3 ,5 ,7-triethyl napht hyl
wQ@emap;288, 4, 5, 7- tetramet hyl - 1- napht hyl group, PRI/JRR00#A322417

, 5

, 7- pent anet hyl -1 napht hyl "group, 2 ,3, 4 ,5, 6

, 7-hexaet hyl -1 - napht hyl groyp, heptanethyl-l-naphthyl
group, 2 , 3- dlan1nophenyl group, 2 ,4 ,

6-triam nophen

and

grou
2- |n%@%?IdBD%hgérBhﬁan%?%%?tg@%%ﬁeg¥&bﬂ%lé%hb?lT%%y
ac@&iﬁ@?)’aﬂﬁpé‘@ €| e &1 N IHeNOrg oA L 1SSt Btutiedty of

e e e P e

1tnﬂ@iﬁdné1®<1)e gboppevaxarmie%hmbmblme fohsétiaenipdroPT&A and

step¥

I egu %aO%E%pre era ndﬁ K3’/lafq:requ%l"f‘:l‘tciln the stent

|near or bran

byabnﬁblgnOthhavphgrmapeuﬁl@a b@ﬁmapéht}on afhahegEﬁeSent
m%ﬁﬂfh@ﬁ Ky, Qéfﬂ?&ﬁg 30N &r éﬁlge@@lr%nllﬁolrgltﬂléf:btéﬁt iheelf.

aryl
pr ef

, preferahly

B A TR 9 L D SEMBO S OB o5 1 SESenE {ppention

foef thé%ﬁeﬁ&ytb@np&ﬁSﬁﬁterﬁim fd it eax @iplisiofthehetent can -

| d h |
.be2r¥ %X%ﬁg%§E§ g r%n?i? gB¥ ?Xy gf éfﬁ?Céﬁ%iégl
com@os1319nopf4thﬁephybphénthﬂytg@bupan(2 sogbe éﬁed by
apﬁ&thgh?E g%§ Bg@gl spr991§g) on a. blodegradable

reglpnﬁmqh bﬁe‘h?r’@% n@t&; <2r en@eddélngArlr} the stent itself.

n- pest¥bomeaylex§ Qk@ﬂ@sséa préducOrwhi¢h is the active
n- hexyl phen
COMR8RG §|bﬁe¥b §9g§p8§8u£&§al gbmngltlon of the present
1n¢ehtebhbaﬂybphenyhd£y ghaupaceat;callysacceptagle salts

th%iebf E}égmpJGeQrof suc%glastah}fl 1gcpu@c9%@ﬁl Q’é&l@ré’}@all metal

- saltpneuely|as SecghEny PekgS g 8lp, l{@hlumy C@iClueh magnesium,
_ ba§1um zﬁld anﬁohéuﬁr aG_Lka'])ﬂ'@éf*Vlh Iré‘tﬁllp%ﬁﬁ/é @XM HrdPium salts.

(3 4 3 th th dard-
Th?é?h§P1§SbF6HeH§IB%QdﬁFGGp H(QCCOEdange Wé She Séa“ ar
meéhods5 -Th@rabove 3£1thyl £3et e phiemyl wikey Igwrm-uipox(Q acid

adéé

P igélph8H§ g?ﬁdgéguthé(§ea8§lgn of éY-OSJ or the

ex@resss'd-pr@du(gt of) hhpropggent @mgﬁ@ﬁy.p@)(ylglpcﬁ;pappgoprlate

oréanlé or 1nog'gan1% acif. "E;@ampl@é &f “the representatlve
propyl - 3- bi'phenyl oxy r up

nog-roxac. acgd. ad@ﬂteon Sy tﬁr6B§ﬁugebpﬁﬂ§ﬁ§b&9§18?oup
hyG%obr@amad@,,s@lfaﬂe, biFulfak'e,, abetateoy <ﬁ<alate, valerate,

)k

§ate’4¥aur§% '§P¥§% g%ggﬁFtF2 1aétaﬁ hypoxy é(oup,

p- Q:@lueﬁe,suﬁ-fone-te 2tosyBate) 4'citmte, (frun@ra.te, succinate,
ta ergl&%yl s%%kf gg%gyl %)iXICQ'iQ'ﬂQ Slgcorﬁate5 befzendsulfonate

n- penty bi phényl oxy group,

an@znap@ylage 6- 2 -, 3 -, 4 -, 5 -, or 6 -)npentyl -

- bi

@H@%Ma@é@@i)cai %omp’ir31t5-o.n 6f,t”e pre¥ent 4nvention

:Lsgpregareg 1n?:§ ghgrma%eugl%ﬂgx%juﬁf%ur) (%r'm %y’ making

SYbIODhenyhexgxgr®$l$)ed(Lﬁ:qdwst of- thé-pr@sent 31‘.m(emt3=on or the
sadt thdreds thd IR0 yed c%&np%g@wcoxxﬁarg Ry alfy Rgnw S

ph@rrg@peuczgcalzly eg_fec@;vezamougft th@reofgtogeépee‘ wlt¥1 an

p?r%?@ita)tl ¥ ha@nﬁ@%@ﬂl@éﬁ @aehier( 3r, d4iueht. 6-, 2'-
-y 4 - -, or 6'- )isobutyl-3-biphenyl oxy group,
(2-, 3-, 5-, 6-, 2°-, 3 -, 4-, 5-, or 6'-

)i sobutyl - 4- bi phenyl oxy group, (3-, 4-, 5-, 6-, 2'-,

3" -,
(2-,

4'-, 5 -, or 6'-) tert-butyl-2-bi phenyl oxy group,
4-, 5-, 6-, 2'-, 3 -, 4 -, 5 -, or 6'-

)tert-butyl - 3-bi phenyl oxy group, (2-, 3-, 5-, 6-, 2'-,

3" -,

Q?iy

4'-, 5 -, or 6'- )tert-butyl-4-bi phenyl oxy group,
3-, 4-, 5-, 6-, 7-, or 8-)nethyl-I-naphthyl oxy

Va2 ~
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a linear or branched al kanoyl group having 1 to 6
carbon atons) ; a | ower al koxycarbonyl group as

wWOo bdoassasat ed above (preferably a |inear or brarchartoos/322417
al koxycar bonyl group having 1 to 6 carbon atons) ; a
| ower al kyl sul f onyl group as il lustrated above
(preferably a linear or “br @hthed al kyl sul fonyl group.
having 1 to 6 carbon atons) ; a carbanmoyl group; a
| owexs atrkeyl e hasoyht feolpcasridt ustedt folr gimoyparing the

onBRSLELERL A SARRSIPYLL 0" UL DAL 00150 B cremoisy,

_ exabpventpr&ﬁdﬂdﬂﬂQﬁnxd snehra%Nflﬁkﬁﬁﬁne@hapkymegﬁoublndefs:

weP@thgaéeB?FSSSJ@E?Hg EEQH%% )suf?‘f‘aé‘@1 Qth@&‘@ér@' Xaaqoyl

trate ove; | ower al kano anrng
lubgweanarskarﬂawsegraé@po%lppﬁaét/r%%%‘amé%%\ﬁé‘ 3569 ?B%?lng
onabka?%ﬁééb@ﬁy{:aﬂbﬁﬁ bQV\@heai:BQﬁDyingr ﬁme‘aSatlon The

[ ed abave. fic exa here hcl ude
pashiitRbL Y BARLERERLE NS aF a7 RBCbrBap, TornaraciBR! 18
préphkddnbyhypambnalgyoup;ngbvayianshongredpents, e.g., a
st%:g)?lggggyl aﬁb?ﬁhgmgﬁﬁaﬂﬁopé%@? nQnglréo’bQJnlzlng agent,

cetyl am no group,
a G\h@batlbqt@&?@%\r b@r@ﬂ é\ﬁmtgﬁ'rouﬁ surfactant and the like,

ustBEBQXMgaa@oPbethOfgrﬂupatbbﬂethylsulfonylanrno
Su on

rouEﬁ@,l\E}e\égeo%yﬁen% %P Ebzgr J%) the above include human
seNuﬂ&tI‘rydel‘it,rTEbhmole]a-meda amiine  gsaophaiides and cellulose
neth car ba r :
de%rgaﬁlv rirmﬁ%y car anqu? an?%gogpgapgagg%hggaeg with
thi- duefhyteatbaanrt’quammblgrdup tINs [eofliaiergn] the
st%@l??ﬁgrQf'pohé\l‘a&t{ﬂ\)‘feoﬁ%#)o%@hlﬂolsaﬁ@fﬁlﬂrer HAH HDUR, some

cetyl ami no] acetyl] ami no group, N

CaFFNﬁethoxyoarbonylanrno] acetyl] amino group, and N

[[ Nt”@hé -1-bati oy earikony | ot pelr tAcetlr]l yahimotgdpumnd any of

: gllysgvg l:?k’g’l eé?%uggéﬁgﬁlg”y 14" 9HR Hl%t lgﬁg Iﬂéyebé used.

gr oup i ncl
aryI@héfeaythgrodpsmhoeenatyPanbLeuyaréyphemyted For
exging?% %pngggékhéklaést%c}ll i ke g@ﬂ_ﬁ:dyé V\,ﬁfa‘f'll?ro]set ongactose '

nore_preferably, 1.to. 2 Iinear ?
an@r5ﬁéﬁ§@sﬁbk§P93Foép§oﬁ8&|ﬁgCT 28 @aBQFESﬁ'aFBHEItO and

xybBeeif i aiexaankesdek &@@haée/lsn&ﬁdm/l ngrlaisd had aytose,

have a_l ower alk ro n_an rou
po&wéﬁreear98ﬁﬁrsg¥5 25080587 BLUGoRLBBRRACLELECR,
ch@hﬁkogtoupsuafateraﬁd)hyaphmbyhsubbodylagdodprlvatlves

r I henyl sul f onyl group (2 3-, or 4-)

th&fﬁﬁ%p eny % gnyl group, (2-, 3-

4- )nphepyupﬁeﬂyaeglis dFFW rg%rdup:ul(ag:ly §=1m1<§,ed and any of
104111:”%9&&%%'&%%'53H'nfdoﬁlbln gbadR, st2fac8ant@l can be used.

4-) npent yl pheny Is&pfon

I
Sp@cyﬁﬁexﬁrﬁweﬁﬁes& SRYE @%&35%6(%01Y§XY683Y&6?6 glycol
soir®akahyh phehsudf bayedgrmiyoxy2thyB-gneorlkyl ether based,
soib)lttearggrr%lfllo%xl pl'ien lt%lfl fo%ré% g&%”?ﬁtcﬁzagﬁighg%%cegﬁge based
sumﬁpbtgm@@p (2 4-, 5-, 6- 4' S -,
);EEhXE1§ulgb@h@@¥E§HEEV@”YE 969“ﬁar€2cul§rly5%;ﬁiged

Me@ﬁmlc&rlé@éoseg etbylgell@losg, h)y§r0x¥12thy?§ qﬁnﬁpse,
hy@ro)x Hayh12e 1hiupkesy | fiyidi-osyplropyamet hf2celduloss- and

Wm é:fa&?roxyz'nf%hy&celéUl%rseGEnd X:%,t h%'l}f% %' grh%%yluéghf
)ethyI 4- b|phenylsulf onyl group, (3-, 4- , 5-,

6 2' 3 4' 5'-, or 6'-)

n- propyl 2- brphenylsulf onyI group, (2-, 4-, 5-, 6-,

2' 4' 5'-, or 6'- )n- propyl 3- blphenylsulf

onyI group (2 3-, 5-, 6- 2' 4' 5'-, or 6

- )n-propyl - brphenylsulf onyI group (3-, 4-, 5-,

6-, 2'-, 3 -, 5 -, or b )n but yl - 2-

1 r R 1 o = ~ ~1 ~1
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~aC§i69pCOQPPTFDt 3-

et hyl group, 2-

[ or 4-) isobutyl phenoxy]
et hyl group, 2- [

[

t

3-
3-, or 4-)tertbutyl phenoxy]
3-, 4-, 5-, 6-, 7-, or PCT/JP2006/322417
vl ethyl group, 2-[(l-, 3-, 4-,
5-, 6- 7-, or 8- yI 2:£Pphthyloxy) ethyl gr oup,
2- [(2-, 3-, 4-, or 8-)ethyl -1 napht hyl oxy]
et hyl group, 2-[(I- 3- 4- 5-, 6-, 7-, or
8-) emﬂn)dmo’hrrtap:lft hhboa&beéhg&cghmpde@ tq @ adgled 4s about
I h
0. éOOl6mg é)r %r gg)ﬂ BﬁQE‘QEéﬂ:l% m@m hy!| (Pj?(}ﬁ]o ?]‘pri}ﬁgpl):/clalaétlve
tonhpig b;EI 'ob(g]acettlhyd cypmpepenz-. [ TRe, ampunm.of the gurfgctant
tookBe aadé‘dbig yalboltrﬁ"ftpmd@dlow ot H%'regéﬁdppréf[?fhbly?:about
-, or 8-) n-butyl-2-napht hyl oxy
0. @9@@,@:0 Q OEL(nzg rej_atlzy_e tg.l pgof ghe 2t B clq]mﬁ Hleélt -1.The .
amﬁaﬁgtci)ﬂfhﬁmyén e$ duythm garlO:bﬁmlalrQ o e, adideddis sbpus(p 001 mg
or n- pent a Xy t gy Qu
orgmorg an er q}Pgﬁs %\ nbﬂgx€¥ (1 {n p(fltrhe atllx% to 1 ng
ofettlrlngllacg:rlowpcozlpopemt 3I‘he pmoumnt of-thg.L- Qﬂurgo)ac1 to be
adg He%yl ‘%{ml'g} %ﬁ)o%.)ﬁyb Sblﬂy£oglr(p Faﬂ:&%e td- ]a ;14_:1 of the

he4 amcgntn)% 6’ nap oXy]se de\tllvatlve to

bel $0ded Vils dbbaphd hwb 0X\g @trhmbrgré)mxp) prkf[e(r%—blyBabo&ht 0.001

2-
2-
W(Mdmy/ioszyunup 2- 2-
8-) met hyl -1 - naph yI 0X
nmet h
6-

(
(
(
h
)
5-

--togpo&pmgzrf%pggvg %o4frhggg£y%he_§ Qfg%héloxgée§£hyl

t er t Theit gthe@anapht by oxgt iee hydmpprermt czom];?\uznedsln ‘@he

ph?r%aggh EQQE6?8§Mkl 985 QEOHHe %re&égt 1§ven@ioﬂ is
uorophenoxy group 3-, or _ -
opnipbﬁégw rﬁy] thedere a qﬂgge 3It is suigablg that
ch'am@ﬁn@<9fQﬂkﬁé@tlv@aebﬁﬁah@%w]1§Hﬁ&h&@ﬂﬂ@pab3u&(D 00001

colins by wRigns and e el YR RN WY WLy veigne

-1nftherﬁetmumaphbhyloxy] ethyl group, 2-[(l-, 3-, 4-

I
2_ [?irlglés a%rjil%l)v %&ﬁa% ﬂ?@fglgé/ QéXLoﬁEQthgicférfpos and
chbiehbng- paphtRyFarypeettgedgiatp, th qurmaseutacals
fo?mulgtnoﬁr 8} DO ®s 25 F n@@%\)’f%ﬁ]lrﬁii\y&e BOML Zeid,
(2 3-, or 4- an1nophenox .ethyl gro
phgsphgric &:id,gacefic agidg. §:1 ﬁ@cl.ldna“fﬂﬁ“ﬁl)ff%@%r%]t%ﬁFld
glgtétd@c 3cﬁ.(i|and30r éalts Shefeqf 7re.qor, &lkali metal salts

ht h h
sug diaﬁetsﬁ’y? ﬁlénéx tlﬁ}n yc?gchB %g ﬁggne51um salts and
aldmiet &gt phemta) S@tﬂwb‘l -gr BHpmpr’Ee(SZOﬂ -thi ﬁ@pﬁwnaﬁé@@xwent.

1n§ﬁ?§g ngyﬁm %hl(&r?deg'ﬂ@éiﬁ@;ﬁﬁ?@m@rlwyga@bﬁﬁﬁrldes and

enox ) et hyl group, (2,4,6
glvp?ﬁéﬂﬁy|dﬁ@w8% { r%ﬁ&#a%Pn?z?qﬁ%ﬁ include sodium

edbtbﬂ@tahhpheﬁelﬁ)ae&byl group, 2- (2, 3,4,5-

tetr henox y oxy)
ot hyPi6r BigErasc b Eal Y FaBrRbRe 1 B RER oL bR ReR oY)
so@uadpn Zormalasldnneah¢|admatmaphﬂhylgny)betm9ﬁegﬁ699 a
1ybi hé%izéﬁ P%?BE%'fb?ﬁpBbﬁxhﬁéﬁ)b9thyprEQEElna thd, 5
7 y [47) gr ou
pharmeeensieeh onmuﬁﬁﬁ %Y }c%ﬁ%ypr@p@gyia aqup§0pglate
concént?é@@@ha@t Ryk- bgaﬁfibhbtlﬁ?iﬁ)g ehhyhegbQfifer2cofiZzaiiing
- hexaet | napht hyl oxy) ethyl group, 2-
Sa@ﬁ@ﬁtanethyl - naphthyloxy) et hyl group, 2- (2,
3-di ahendph&gexm)retfmfm grioughe phaghacéutical formulation

copphA B RLOTEE LA 08 25 {3perapeneic purpose.

3- phenoxypropyl group, 2 ,3-diphenoxypro ryl group,
4- phenoxybutyl group, 3 ,4-di phenoxybutyl group, 1
, | -di met hyl - 2- phenoxyet hyl group, 5-phenoxypentyl
group, 6-phenoxyhexyl group, 3

, 3-di met hyl - 3- phenoxypropyl group, 2-nethyl-3-
phenoxypropyl group, and 2 ,3 ,4-triphenoxybutyl
group, 3-[(l- or 2-) naphthyl oxy] propyl group,
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pregehf ot

pyrazol yl) hexyl group, 2-methyl- 3- (1-pyrazolyl)

propyl group, 1 ,1-dinethyl-2- (3-pyrazolyl) ethyl
w@eomap;284t net hyl - 3- pyrazol yl met hyl group, | - eedmysr2806/322417

pyrazol yl met hyl group, |-n-propyl-3-pyrazolyl net hyl

group, . | -n-butyl -3-pyrazol y| met hyl group,

| -n-pentyl -3- pyrazolyl netft gr oup,

| - met hyl - 4- pyrazol yl net hyl group, '
Reﬁr%éhyhtﬁvewm@l}dsnﬂﬁéwéoglimtmldle w1 hid désage forms such
asp¥ S‘ES%%‘ ”B%E%(L 9§8H8er£d”a$ Lapy Pé‘w8¥£§2%¥51€'§1@¥' and,

pyrazol

_ capsnlhexyand byqazdlgbﬁ@gﬁyfogmgupuch as solutlons,

sugpgﬁgtﬂ¥hsl é?rYLflaszl@rVé nEk?Mbs@Hr?&'@llers These are further
yr azol gl rou

cageﬁ0595§9pxﬂﬁyp5§ '%ﬁy agpgﬁﬁral agents nasal agénts,
va§1ﬁabtﬁc}/énﬁs,pysﬁ.l@)ﬁds)iltmhh)sl gublpngual agents and ointment

net Y t.hyl
A
mofdedpand p8edamedhyh- chyrémtylmethyisorgm@npmeghods If
neiésgéﬁghyE ho?%ﬁ§29?¥hﬁgth¥£e95999t13e§ dbe PPERABY] -

£1340HE D ftfmms |a¢3¢r §2’8P§?ﬁ€trﬁy?“"g‘r%&?r phagmaceuticals can
a155 bé'ﬂBhBMhnéd pyr egel yhaehhybugiodp, f8rmélatlon of the
nethﬁL yrazol yl net hyl group, 3 ,4
FOByrazonlnethyl group, 3 ,4
, 5- tAn- mdmxmpgtratpgmamatw¢@e®ﬁyth@rDM®rmacewtlcal _
foréu&gk bg%yh k XEEEBPZEPEghXLmQEQHP ahdnﬁéh¥km§ned
ﬂypne P I

pyrazo oup pyrazol yl net hy
degendpnglornsrp\.r@gys kool g FOERFl: ¥R s, a gender, other
cohdﬂt?kﬂ'ﬁélarfd d@)é%@é@'é’é\F@E ﬁr@@ﬁtlzmt(3 praamimﬁDe, the

taP gyr%ﬁ)ﬂ}ll)l bgé%ﬁéﬁxg@; tYlgg %%%ﬁsd%bo;??e eé[hl{]ﬁlon, the

- grghQlp,arfd tba -psard yke drexylly gdoipjisfer¢éd. An injectable
_ag%ﬁtcg%gr efg%érefefkg%gg&yb% ﬁlgyur ﬁ%%h égcommon fluid

pyFazo pr opyl group, .
repyraeneyk) spebpys ghetpse Fng BHchcigl WMEHWP)JSW: if
neEFQEXE gE?HEamﬁscﬁiar§yd'@h@EQMhtgnEMﬁ§19|YEthﬁQEMéously

oup, "~ 3- fazo ropyl, group
or(rtnﬁrapeﬁwoeeabwa%g% #%ﬁupwm% 1
1n(:|raEfeblblb)ltLy3 Wkﬁ@Z\fﬂg/ir)a]pracmdt groupimidistered in vagina,

cns. BISAS A9 bk FETPOapch B TR ootS SUhiPaer pent

1sbadmhngs©eppd4an(brnlbqayhtsvpynézﬁh?lPlbum?Ptgﬁgapt is

S admlnlstered

_ pegcgﬁ nggh§§§ JaRyh §QE¥EE QSBEMBlQQOUp

yrazo % penty roug g - -¥ - 3-
pyraéoﬁ9ﬁ?p@ﬁt9hegp ﬁﬁmaSeu%Fcﬁlb ?§mu§ &?%szy §t
paEQEltc)b'lagll UpimPted |a-1'1rdSE§ BYd pt3t dryd Brp syl e clrexiy £ rgn aiye broad

h h I
raporasePOPIRG DT Brgube aratnt TpTaBeytil cReBEOPthe®
admyhasmlryalt]lohaxeythcgaiowptréxampheSp@ledbe tihei dagolie gender
ando\é’%r %lg?ﬁég araup ¢4 pekude gfl)%:oggﬁ:l@'nlﬁyl GERUPa BBy, it is

above (prefera 't near or branched
pra|fre>r|abg|eoupaﬁawﬁg aseols depEmnedm9 WK f¢el apeuat of
th(ep %ft%%b'cxsm%gaew %Z%)Zsllcgn@.ypgbﬁee@l bic @xeephesmg,

hereof i ncl I m dazo %
prﬁéteﬁy‘«ﬂolgr elaeutzomug to I MY RHT K9 Oﬁana%wm%h BfA day-
The! ddgmulaft@ibn, can, bé- admlﬁl)stlemedabgl glijidtihgl igtoupne to

3-[ (-, :2-,. 4- _or, _5- F pyI group,

SeX?f%ﬂ-Fl??F Eprogag_%r az§ﬁ¥k%an group, 1
I -dimethyl-2- [(1-, 2-, 4- or 5-) |n1dazolyl] et hyl
roup, 5-[(l-, 2-, 4- or 5-) i m dazolyl] pentyl group,
[(I-, 2-, 4- or 5-) imdazolyl] hexyl group, 1-[(1-,

4- or 5-) imdazolyl] isopropyl group, and
2- nethyl-s- [(1-, 2-, 4- or 5-) imdazolyl] propyl
group. Exanples of the pyridyl |ower alkyl group
|nclude a Iomer aIkyI ‘group as illustrated above

Y T T - I T 1 I D 1 o T A

9
b-
2-
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3-) thienyl] methyl group, (3, 4 ,5-trinethyl-2-
thienyl) nethyl group, 2- [3-nethyl- (2-, 4-, or 5-)-
wao biognyaskt et hyl group, 1- [4-n-pentyl- (2- or Be/JP2006/322417
thienyl] ethyl group, 3- [3-hexyl-2-thienyl] propyl
group, 4- [4, 5-dinethyl- (2 or 3-) thienyl] butyl
group, 5- (2, 4 ,5-trinethyl-3-thienyl) pentyl group,
and 6- [5- ethyl-(2-, 3-, or 4-) thienyl] hexyl group.
( 8 X3 agsi rof otfh@mmm@égxl agoodgti) ned feeid itate anhppitory
acéﬁle9'8£°£Mé FggeleEXQaakséaeioﬁhsnahbﬁzeﬁalpigw@Iet

group | oner "al kyl. group as illustrated

_ adbbévén(preferably a linear or branched al kyl group

ha;/' ?ﬁel if’s@n@a;[ﬁ@é‘nﬂi@ﬁsélmvpf@vﬂdé@ 2nd pﬁ@tﬂecscabfyr
| aZzo

SCERENGBE Gap 1adhe" gwpggﬁg #825?9% fRot gﬁ%ubnhébltory

'actiaity4on Ohesplatbnazohgg)egahybngaodporItpeZplaﬂelet

r_5- % t hi azol yl] ethyl group, 3- [(2 -, or.-5-)
ﬁlazolyl] propyl group, 4- [(2-, 4-, L@
~ thi aZb yidthog ¥ grousterifgeby fmeaSlbrflrsg Fhentayel yaf) the
p1hpenty! a@éj?é‘@at§On[:(r%ubﬂtor}9rac'3:3)vﬂﬂ'y azel/Wr) theeyyhtelet -

adg;g;png} t';ﬁnfgg F?tl?ﬁ%lt&y?f téle ?gypeg}lé% qgn_p)r.yls]lng the
am&hbaé@hd|keﬁﬁ§ﬁ¢b gEOBRQ EEaNpFESonBth the polypeptide

: cogd);ipg %588&%20%1%5}’1' ag:rocygeﬂ{z] kl q‘]a%l%o%gngé}yrqgﬁesa(n%fno acid

detuaeldnhydxmtzmmnr,y|suﬂo@mrcuauk>yrsg%@|§ldalﬁc}mn@elﬁ ghspamino
acéhkékg ﬂeg af sbbU§brﬁbe@ a?ogeaﬁarﬁéeiﬁglyhé blﬁ@élet

on

group aVI n qj car 21
AqHE9ERG 127t 621 bYFeFEr AbH Y ALY RXHH GBEPARGEYFL Sehesion

.1n5&9ﬂBérysﬁéﬁh%h@yeiﬁnph@SpEBEéﬁeé bﬁChbdén&eZof a subject

. di hyd I h
SuBPparE: FILASOPEEITY BiRgPodrgog ety S indipaftecy che
- plherzetusybrepavpyh imioiip]tdey (a&;tJBFJdJ}hdeICUM the platelet
_ adBSQE%UEX }b?gg}.‘g 959&‘91t§> aé 2l:he?’ a%'aﬁ)ﬁ%rto‘b@ comparing the

mebgnz@fagpw\)&h]g.;@pngt]@g‘prezsence of the sugj ect substance with
t he3ndh BYHE R B henzef 4hyt Hetdhde r@icobE, tRe sibject substance. -

' g,ﬁ;gggf&%ﬁ%g&%{;&%F%Lﬁ{ %?%?ngf)é%or‘( %’nhl%ltory action

cad- dbhwdtaiﬁedbbgzoharpﬂhtbmeylaggoegation inhibition rate
r of r .

cayZyl Pt B0 SREO UK TR 9E8UB: Zochdneg using the

tudbhﬁdm@tslbeﬁzghmrympnpm@pyangeogéatgleraggregometer

Mo% dFﬁifg58u§ar?9n29f18rﬂuﬁa@%ﬂéo&r%léis( 2o0llected using

thegsm%y??hb@?égpa&%kﬁgyﬁgﬁi %‘ffgtgﬁ human platelet-rich
pla%mﬁthQPQ zsbgmé@%u@mle&bmltgeoupllactea wBolk blood by

b
Gkt b T L ch i b AR LElPid st previousiy
di3sdilledr @n7PBBehgodddey |t RBE wWivislp is Ehemppssiprubated

att 5% genZé)lﬁys ad;yejzn%lg\et u%c;(lyl r?ggr]qe l(Jt.Jl%tn IT(B_:){I \ﬁ.%da rom

O group enzopyran oIp
NYE@UEGdea%‘ﬂBM@ﬂaéﬁQ$F FIBLPIASLIRY Az at EP Y %@ hereto to

ag(g&%gfaQ%agh¥ ﬁlété‘f—‘é‘t CHndetdhféCﬁﬁduBlakybngi@LtEbrfta:md@j ¥or a
carbon at havi

ng .1 to 2 (

ng@HZGﬁVFaﬁﬁFlﬁgouﬁgh%%’W% 6”6?66%p§éf gelution is
meplsesed uasna tswastnrbmdmmetSpecl :fgrctev@m@&ttmcebplatelet

i ncl ( ). I OEh ;
ag@fﬁgﬁg%g%zogyran %1§Poug§b§¥%ﬁéklben%%%&?gﬁFal)

2-yl) propyl group, 4 (4FLI benzopyran-2- yl) butyl

group, 5- (4H 1| -benzopyran-2-yl) pentyl group, 6-

(4H | - benzopyran-2-yl ) hexyl group, (4H | -benzopyran-

3-yl) nmethyl group, 2- (4H1-benzopyran-3-yl) ethyl

group, 3- (4H 1| -benzopyran-3-yl) propyl group,

4- (4H | benzopyran- 3-yl) butyl group, 5-

(4H—I benzopyran 3 yI) pentyl ~group, 6-
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an aroyl group that may have 1 to 3 groups (preferably

1 group) selected fromthe group consisting of a | ower
wabdoybsuoup as illustrated above and a hal ogerCEIRO6ZR2417

i-llustrated above (preferably a benzoyl group)

Speci fic exanpl es thereof |§¢Iude a 1-piperidyl group,

2-pi peridyl group, 3-piperidyl group, 4-piperidyl

group, |-nmethyl-4-piperidyl group, 2-ethyl-4- plperldyl
togmakp, tBenppabpybL4apipesatiyPn gretps - 4-Howmatel

agQtB E\tg%h :Qrﬁ}Qﬂpltioﬁ‘ M){:Lahdfb@'élﬁiélﬂyétéﬂ GWdm this curve
gg ﬁ I peridyl

_ 1n|e%}1m£tg§r¥y—|004 Blrp\%}ll 59} Jg qﬂﬁgect substance. As the

abbv@tHQ§Y§§ébQﬁg|aéeﬁtpeitdyk go@upble to use ADP, CRP,

erld
cofe RRSRIERE OB pLRE! | A CRIBRsc acic, v-dsens,
AzBleéranUutbgyEakbomyladdptpenldylcglbagen

1-fo | ot
grou%f:}g %Lé’ f?f_tj"_y e%:éget a@%%tsllon 1Hh9§&‘t@%‘& act1v1ty

roup, .| -but
capjberdlga o@t@l}@edzbm Qgg_ WOI‘Q.&.BH&bl@lOH rate
ca@HhYéYEd4beﬁeEhéIYIhe%L%@merﬂt Imbiasybydtaéifwdoe:rsu@hy_;l the Dc

group, |-n-pentanoyl -4.piperjdyl-grou
'Per?éPtB§F§Vc§FBON§Per %@Fba§|[ Wﬁ@g,

0. 8tnamexangyb146ﬂemerudyL 269951 F b@1ooRAMALpbpeatdylies) .

: Mog%ou 1cu9§?§9yl t1§e Hﬁlﬂt?&%/lqylo&f %lépripll (1% go:ilec@'eddfusnlg

enzoy eri
thel agroheazegkh thepapénpaygugaaup and(Qhe Bumaarphatelet

sugﬁég)ré:;gﬁnfé)ﬂr)epadre@ PE6hBRP 8H@HRNe] bﬁtdieﬂ@bhiklﬁugatlon'

rou -trimet i roup
otbuhole Bloduy Bt sarbihyn- 2l pPRetPush GRohpL HivIbdsty
dlgsgléeé ﬁnEﬁﬁﬂtéﬁﬁkﬁyﬂo&-96p&ﬂﬂdpﬂageou@atédanmﬂesoéﬂagen

t.he t.etrahyd h
anfit UGG R4S Eot VAP GRarS P o S SetSePaID, P fer che

: 1ngubap;087OXDGZPﬂetEéhydsgﬁgﬁyElgﬁomp added to well and is

1néu8§9 gf%yﬁ#&ﬁh%x' a9 PHBm PeRXOriture. After the

fetran rou 2-oxo-3-tetrahydrofur gg E
1n4u5i@lsntethahyaﬁébaﬁypngﬁeaatlaﬁdlé 6§8°Hed wifhp pette

frbﬁt&émldéﬁﬁuﬁﬁ|w§%ﬁ@§ iExamphesBef the

hexah I n oup t ha have an 0xQ arpup
i ncl Bég aﬁ‘é’g ?1% tldn%%% ls3aﬁ@xa %Sgr oaiz)%plar?y the
we@ﬂmupdrﬂebemﬂhydtnaiépmmyhaghahpngandtﬂuastlrrlng Then,
th% gf%tié’lf'&i(%Bégr O%%@d@d tgr\n%li@. E‘ ozteln amount of each
roazepi nyl  group, 4-oxo-2- roazeglny
We@ﬂoup mgagrEeg- Hé%éﬁyér@ﬁz@ﬁpﬁ?ﬂngﬁéﬁﬁy kih8 6BERGRAD

LaB%%ahxéagageahﬁybpméﬂaleéganaéﬁénthhb@t@wyﬁxﬂawltyrate

ot DL B oL PEL BT LODL G L OB e
rﬁ%?dbagn@unua&ardmﬁmmltuenhlnﬁnbudesa pYiazud ¢gblgrdaping
t ha a

thgug ?Xep_ X%h% §.8n 1r(lﬁ{k§:[t%€\2 é’ctglx;dlocf}? c)f YOLbQ)Sl fFdnits

uent are rom:t group,
ple@néestadgegﬁ@nl@W@Nealk?heg@b®beh%t|¢d@%$¥%@eﬁn9&kﬁﬁﬁon

rakefeéﬁf 'abftdié%%ﬁ ﬂybnb&ﬁ&%hedrabkyh éﬁéﬂﬂbdﬁéﬂdﬁgsi 001

n_atons) ; an aryl gro S |I

Ora%%v%01'héuQJﬁGFyFuB?B%%CeSpéﬁiFﬁ@ ikﬁ gfhesion
indiekwde iz 1s pbBQAQUEItgrosa,caimyganolyl group,

4- pyrazol yl group, |-nethyl-5-pyrazolyl group,

| - et hyl -5-pyrazol yl group, 3-n-propy|-5-pyrazo|¥

gr oufhedpnebahyl i5vpytaenl glsgrpupvides the method for
sclrebf tngblﬂkgl énﬁX&QEQlé(ubQ‘E&%’e dniEPeRiderft the platelet

pyrazo yl group, 3-n-hexyl-4-pyrazolyl group,

3- phenyl - 5-pyrazolyl group, 1- (2-naphthyl)

- 3-pyrazolyl group, 4- (2-nmethylphenyl) -3-pyrazolyl

group, 5- (3-ethylphenyl) - 3-pyrazolyl group, 1-

(4-n-propyl phenyl) -4-pyrazolyl group, 3-

(2-n-butyl phenyl) -4-pyrazolyl group,

5- (3-npentyl phenyl) -4-pyrazolyl group, 1-

(4-n-hexy|pheny|) -5 pyrazolyl group, 3-
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1- napht hyl group, (2-,

3-, or 4-) (3-bronopropoxy)
phenyl group, (2-, 3-, o

(

t

r 4 ) (4-chl orobut oxy) phenyl
w@eoap;28§2-, 3-, or 4-) (5-fluoropentyl oxy) phetysP2006/322417
group, (2-, 3-, or 4-) r|f | uor onet hoxyphenyl group,
4- (6- bronohexyl oxy) thyl group, (2-, 3-, or
4-) (1,1- dinethyl-2- chlor hoxy) phenyl group, 7-
(2- et hyl - 3- quoropropoxy) - 2- napht hyl group,
agdr¥gayiphebyhilgi bopy actblltyredaflySYvﬁ)@lyl )cahenysing the
1- pr P e I - naphthyl group, (2-, 3-, or
fogingﬁgnﬁ¥%§F I'p Qén&? "phenyl group, 3-
(1{ 2 melwalpmmenw )thelcnépmrﬁyme@wmp:on(pzzlslslg the cell
tr %%f&}mQ&oQgﬂMlih@h§§¥£e§§95§ vé@tor3of 9Y-60) and the
Ero en E roup 4- (2- butenyl) -1-naphthyl
plgEapt- EQCh B- as@? AEREUA- butenyl) phenyl group, 5-
(2 3a yany) 1nau&§ﬁbt hbﬂa O Dol e f kggrﬁbgatcmrorﬂ-b)y addlng the

pléF‘Bg £ e%é/lg%é) %/ &%Cepéhlt g’ﬁ%?n&%enyﬁ% group, 9f the

ab()#epeh)t emyl:)le dresphtdydr gbsapce(Qf tie subyefr) substance; |
]a %tkélhbt g'lﬁé‘é@&rpﬁﬁr{:ﬂe g;re%é@s §f (ﬂh(e?‘_plﬁ%gtl%@ §§¥}:é<|;atlon '

% enten-4 %lnc}/ h
-lnbhbm;llogrmﬁ eiprezeﬁéﬁe%lf)he zu}?aﬁﬁFh?/‘Pb@F%%e in the

abéén@@XSEykhepgﬁﬁébcﬁrQUBstanae (- brxeapbye- 22); and

TPDN o 28Pocl ki sBbadh (B DEAFEY s 950 rcece

suHBﬂEhhglwﬁeprOhenméﬁsphemyhthQMpe 5n the presence of the

suggeﬁ]&:hg bsP&Q?%nﬂ%)lar%e'}aEWaRy%hgrnﬁé@su% méﬂt v%lue .1n the

exatrieny enyl® grou exadi enyl)
absennaphfhyhegsbhpectzsubgtan@ﬁ 4-) (1, 4-hexadienyl)

phen’!’fﬂeg%Pé‘Qenézlmv@ntlgﬁ él%o(;b\['@'&ﬂé{és afmléloﬁle@lh@@yfor '
ten ! cetyl LP enr}/t %quou latelet
sceﬁueaéétsy*F%%%dl@%§®ﬁ§ﬁnﬁﬁoﬁ lC‘Ef gmernt s, E

' ag(;blegéembﬁnyﬂuk&lﬂbﬂ’odrphﬂfmlorgroCEupheSexpélbéfst@mﬁca:luq‘to))f the

b |
prﬁsfnﬁhm%m—g?%@zpca‘paa@ln&ttﬁaoy Lihanarteny B |
(1grawten <, pBepaning-Hhg quémr@umyﬁeammwmﬁm t e cell
co?gsg}%{lgrgﬂ#@fﬁré%&? AR R0 he or AT ¥y Bt Qe and

) ' : hUlfornKIan1no) phenyl group, 4-
thenphalipaesryis ﬁé?sm§ (RBBht hyl group, (2-, 3-,. or

(24-2 sﬁtNa NeH ARl ey ﬁﬁ)a phgﬂyleﬂrm@reiﬁloﬁ By (aldd4-n); the

 oalppoE ool Bherhl SR (2 ot O ey of che

abpze, (B} ,irothé- pneshytefmophl@wllcegpﬁu@e subject substance,
(3 gt&y‘%ﬁ Ia'foméﬁg Fﬂé tl'gg q.léRI’el(’SZOf e pqrat‘él)et aﬁgregatlon

thio I sopr opyl thio-|- g
ingdbdpiop2in ﬁﬁe péﬁs$nFen05Lﬁ%ﬁtﬂ%hﬂﬁﬁén?PbﬁFBDﬁe and in the
ab8zhekt tBULKkt Bhﬁjleclﬂaﬁﬂbmthn@éobiﬁ thé- ab3dve QQ 4 )and

tylthi h 2-
(gr bupek 2 STECEind ShY iorEIRFE FUBPERRP RS RO BRERJFACS
su@r‘stﬁunce( th,enStheomeés)]rémemyl phéngl igr bbp, pE@senBe, ofr the
- | l.
sugljlec%c QQ?Q% ngrloa%etx{]%haélr 888%?%§%P%§%(ﬁ%r%lﬁgy in the
abpeopeonﬁlﬁh@nywbgﬁgﬁpsubsﬁéﬂyﬁyl 2- napht hyl group,

(2-, rRe: Qéséni hsobHtYhM! BheBYbret98Ps the method for
5- entano I - 2- napht hy

Scéﬁﬁ&ﬁéﬁlﬁem capeasatefub%talf%ﬁ‘g
adbesiBhhaxyndaikoryl phedylitgr ofp SYEROL,3comprrising the

)tertbu Icar p yl group,

foglﬁg%gﬁofl égﬁtﬁﬁlnﬁ ? Sup, (2-, 3-, or 4-)
ethoxycarbonylphenyl group, 7-
et hoxycar bonyl - 2- napht hyl group, (2-, 3-, or
4-) npr opoxycar bonyl phenyl group,
8-1sopropoxycar bonyl - 2- napht hyl group, (2-, 3-, or
4-) n-but oxycar bonyl phenyl group,
2-i sobut oxycar bonyl -1 - napht hyl group, (2-, 3-, or 4-)
tert-but oxycarbonyl phenyl group, 3-secbutoxycarbonyl -

1ch%leterm1£1‘51e)s the platelet
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trifluoronethyl phenyl) am no group, N
(4-trifluoronmethyl phenyl) amino group, N (2-
wa@ bdoonseset hyl phenyl ) am no group, N [3- - PCT/JP2006/322417
(2-fluoroethyl) -1- naphthyl] amino group, N [4-
(3-bronopropyl) phenyl] an1g§1group, N[ 2-
(4-chl orobutyl) -1-phenyl] no group, N [3-
(5-fluoropentyl) phenyl] am no group, N [4- (6-
(1brosmeexyt prebarpty hitk]|cwtiume gedipm en [W2ll)1¢omprising

th
enp S R e AT Qgﬁﬁ%%%tﬁﬁ”f@a%ﬁo‘b‘fgfﬁsm 2nd
tharwedl phioe orred g pHahy Pl agriled gﬂ §ping spRStEpFe (i-e.
Cohygg@ﬁethoxyphenyl) am no group N- (3- (2-

fl th -

(251 SR e B riEnoB, A ho 08, hqHRs 500 B abfing tne
plééembtosobpéﬂxy¢n idtphetry | dulsm e ngrdiup of- the- absve (1)
1nb& oroggn §L8§¥}18E§Qﬁ%k $E1gﬁ$g%88 ec%* kﬁs %ﬁc
(3d|ﬂeshyp chmaescﬁuhgxypep engls 9 hbegpéaﬁelﬁﬁ f¢h6510n

lnﬁ%b g%her a 3Hd F:Q'é%@h%@oéf)thez sﬁ%e%mygﬂ;baﬁhﬁ@egarrwan the
orone am no

-ab€2nﬁﬁueﬁoébﬁo§yyjec pﬁgsﬁFﬁppf éﬁ]ﬁ gggaﬁe kﬁ ) f 420¢3.

4br@ﬂﬁﬂﬁﬂquyél@benub]thﬂﬂsmbjgtmusubbkaﬁae as the candidate
Ioro ut ox

5
oS SRGRUE) kA DERLLE, SELDE SR00Re BcbdckSor cne
subriembhenybsbayge - Is naptaeyithaanthe . rgeem}pren\pntE zfa](u_'e in the
abg%HBEhXE h%h%HBgéEﬁoéﬁksEQﬁE¥|] ani no group N- [7

r opr opoxy napht hyl ] am no g
and Rh¢+ar9ﬁeﬂ9|aﬁVﬁetg@6u urE&%ﬁpP%%Vb@G%hEh%r§ thod for

sckeéﬁ&nghhﬁﬁ&bngiaaﬂe@mﬁsﬂahdéwmmemd@t&emﬁhegnauppastelet

strat

h I
2abgn prBtBLaBEY AckiNBaPToF “Br SHERBACRPkBRY té?éﬁg the

: prbaenmglﬂvemtﬁoarydompmmgxngMMMelfb@léwaagbahemsohk» to (4):

ropenyl ~group .

thﬁagﬁﬂﬁyppntglpp@geﬁ E gggggssgd PFQ uc ofophe present

1n4eh@§5hyhﬂee@ﬁE]we21b5186¥|CGEQﬂﬁg Qlth(giatéietoédﬂeilng
et hyl phenyl ] uteny group, 4- [(2-, 3-, or 4-)

suﬁsﬁﬁaﬁﬁﬁﬁhgnyFPl #9€8/put adi enyl group, 5- [(2-, 3-,

(20r adskep- bit yhahedyk] th#, pRarbibexathesnyh gyoapdlﬁg the

plé&g&&t ghsFe5512>§ 1R€Qt%"111§ @@J#Jre%% cf'iuptf)ﬁ%dt above (1).

ingtbepprésehee- or3absencs- Pfl§b§u§ygpﬁ§ﬁyEPbSQapﬁ@penyl
(39 Qu@te§ ol ( %eas%r&ngr the) lte%éﬁsbHEY‘:HQGBS{ELeQEQnMHhes1on

1n%ép|ar§|1911 hladm%)ﬂr]ese@c& BBe‘iﬁﬁ séllbdl?ﬁt ﬁut:)(si:ancg anql 1n the

ab@enc@ of7the0@u&j)amtt Bybs2angaplihhyhk aBobut ¢ayl; and

u 4- I-

L RyReoR RERERGFT LIS it SHD 5o RRDoSEpEF 25 e gandidate
suﬁstaﬁce %henothg- meeshykenentaphibgl Ln- Ihe3pbaﬁadpényﬁ the
su%‘j%‘él% ﬁb Eégce £3 J] rAger %‘hanGthe mea@irénént value in the

ropy I % 1 5-hexatrienyl group,

abgepge of31:he4sub5ect6sub¢tan5f3 8-)

n propyl - 2- napht hyl] -2, 4- hexadlenyl group, 5- [(2-,

napht
3 pih?eﬁﬁFeﬁPbﬂﬁ mgtF?P o% Qhe4p¥es%nt &b ve9¥1L8 c%n be
carrihetybu- bnamiﬁdqtll]ca-lz.ypappémyhggmm thizoygput Bcreenlng
n h Y

te%hho?.o’gg [(fxgcogging 1)_0 tﬂégéé’éq}élé‘é‘f’ %&%i:]hc%ltégi@@ bt thlS

naphthyl] - 2- propenyl group, 4- [(2-, 3-, 4-, 5-, 6-,

7-, or 8-) n-hexyl-1-naphthyl] -2-butenyl group,

4-1(1-, 3-,4- , 5-, 6-, 1-, or 8-)n-hexyl-2-naphthyl]

gpae%'tfe'pgo%ﬁ:@lr%ﬁa%;l& ‘Eﬁgoéu ﬂﬁléjgn%d@m?rt g?ﬁ elﬁhéeiﬁbrlslng

-3-butenyl group, -4- [(2-, 3-, 4- 5-, 6-, 7-, or
8-) isobutyl-1- naphthyl] -1, 3- butadlenyl group,
5-[(!-, 3-, 4-, 5-, 6-, 7-, or 8-)

i sobutyl - 2- napht hyl ] -1, 3 5 hexatrlenyl group, 5-

o N a
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- aggfregh&iami mohnbmmral RyB-gr éestvﬂaéﬁlﬁrﬁy

(2-, 3- or 4-) oxazolyl group and a 4-nethyl- (2- or
3-) oxazolyl group. Exanples of the isothiazolyl group
wao bav/oseeyl have a | ower al kyl group include an PCT/JP2006/322417
“isothiazolyl group that may have 1 to 2 (preferably 1
) lower alkyl groups as illpstrated above. Specific
exanpl es thereof include algg 4- or 5-) isothiazolyl _
group and a (3- or 4-)nethyl-2-isothiazolyl group
teEhnapbey, ofOT exaMplelr oberist MCEeeNindg£6EpanneFaadesator

of(the plételét a@gre?azlbg §nhﬂbhyd£9beazpbbtyz@hayor the
he di hy drobenéothlaZOIS ggou
a prepar

| pl?ha%eﬁa9dha§éoan18§bb@Faag RRELUHEY

(idehudingesiz-ot di axnl wab@a@uipm;andrmg/ ey @od ypepglidedxeith
ang }:Jp %%%Igl;tll% )%%mgé%s {%Egﬁggehzot#é‘ldlef% (cl:ronz a b ood

i azol Y] group
fracﬁa@(o -€l1g., platelet7zrigh gglgsr;ga or platelet suspen31on 1s

1ncﬁbgtg {Hb&{g?}ﬂ@s%@eybrgéﬁé'@nc@@ﬁwr@ s@bjthe substance

I en group that may have al ower al koxycarbon

tOgP@uECi’-’ﬁépaée M%Wltfg@ otHPiefEt RS 139{%112265 the
actpbafeyr ablyol or hawegonl kexyrss hepybngroaps0as is detected

‘byl("*li‘leuatleégggg??ﬂbfgﬁseb uce;fﬁpi kafed Rl ehd henflad e 4981 8vel

ofn®Y hoXY carbbrydieRethé@rigyt agrepprt &x asys team off chéorimetric

: 1a8é%zgi§/%otoi‘%ﬁ1§é&¥éo gfx p thad 1mr?%\f%t§olno<¥\§ra E‘H%kter

ncl ude an oxazo [ ower "a rou

geDEIU%ﬁ?@m%ﬁbh%dvethﬁhé§¥l§PRYIC@?%%% t@ﬁ|8§%¥ﬁ?%&e°tlde
ordbR¥epohpMépEide} 008 4 r@frﬁi:ﬁ{ffa%s%@ yubltiel% knbewetin the

al kyl ~groups as |IIustrated ove on the oxazol e ring.
ar8pecific exanpl es thereof include a (2-, 4- or 5-)

oxazpl cyémttwttlm agsaR-in( @hich- SHr061 )onxEwolopheet hykant

Ggrou 1 (4 0 0 y.

eghe o 1T go | sy2boTi b 22830 %F‘é‘a&y‘%&r Rarestet
havacadgr oup,

c1QBs'tB§{)‘1“5n Q?egEBHB’ln%' QEthStﬁ@ @6¥n Guﬁﬁoﬁhlhﬁ §50BPund
consistin

| oner al k rou en substit ted
ChEGREP GFRPE YFRTON SREPCHREXE P&&%} B SPIEAT the
ac@lelié&@}tbrgbﬂuﬁhed épﬂyét@augs,gcﬁf@datlmmerlnalllby_ltoglyoaptlv1ty
ar oyl grou nd am no su t
am nég %tJo Y Re Hiho s Stclﬂt g? gb +< gcrhoéj%t(h%r} h€ant
elgmerS%H&@d fr ottt Ney Se 0P d2ane 683 | &NghﬁbﬁﬂﬁUEﬁﬁPlatelet
ad?@%' me@fr al&kyd gﬁqmo«'ﬁ& 1 qussr_»ataeﬁs@%mmed with
pre era I near” or branched al ky éﬁg)hav %
theocemeauaénWQ&@ﬁn%Slﬂﬁﬂnﬁb heggts Caﬁr%ﬁé% &of pgrgening.
th@DE@n@ﬁ@&@éabbmpbundaabn@hgraupelemetertbatthenpnheelet
dgwn 8# % gbstltuents may be present which
FélQQIé SBPGM £ t58p consisting of a | ower
aIkyThgrsmmUeet|duhﬁnann&uicabduda@pre@epabh9 Ja ddnesayed by

th%r EQFQQRMQ ngel‘%?ycld %rfot'f? @é%é— ihQeftEBNDPH W) likely

ogen tuted group as |IIustrated
th&b@@@neﬁﬁepér§ﬁt@0é piSn&&E G€CE gﬁéﬁ@a 8¢k§hegP685e et

aglaﬁ'\é%ﬁgllant Qnﬁﬂé@t@@ é‘&@ﬂf'lﬂ\%tihd/é@ ths gllaefacabbyhtsion
nore preferably 1 to hal ogen atons) ; a | ower

1n§P@6%VrdaPEGﬁVP Jroup as illustrated above (preferably
a | i maaragun hstarelhede aﬂHeoxybatbnogltcganapelaamtrtge plegelet
carbon atoms r
agg|F§§t%§Pea“ %&Eo?ﬁr gtgagﬁt*%gégﬂg q%ﬁfﬁgt gdheSlon
indlikdroyly gucctuprlma'vm@spred bycihsoprasensp thgxegfyfin the
s Hnﬁs rylslt*éﬁt b3t @fheaRP¥RendN idkkhtligner al kyl group
as | strated above; an aroyl group as illustrated
above; and a | ower alkyl group as illustrated above
(preferably a |inear or branched al kyl group having 1
to 6 carbon atonms) having 1 to 5 preferably 1 to 3
nore preferably 1 , amno groups (1 to 2 | ower alKkyl
groups as illustrated above (preferably a |inear or
branched al kyl group having 1 to 6 carbon atons) may
be present on the an1no group, as a substituent (s) ).

~ r o o o o o e
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| noﬂr@ﬁpﬁ:ﬁé‘egpﬁﬂ‘ﬁ%@%l é?ﬁﬁ& §F15 FERBPURFRYY

di met hyl phenyl sul fonyl group, 3,5, 7-
tri et hyl napht hyl sul fonyl group, 3,4,5,7-
wa zwresmsihyl napht hyl sul fonyl group, 2,3, 4,5, 7-PCT/JP2006/322417
pent anet hyl napht hyl sul f onyl group, 2,3,4,5,6,7-
hexaet hyl napht hyl sul f onyl g?9up
hept anet hyl napht hyl sul f “onyl “gr oup, 2, 3-
di am nophenyl sul f onyl group, 2,4, 6- '
tr|aﬁpﬁgpﬁeﬂyesampéﬁ§IOgrbbﬁseaﬁdbzeﬁﬁtﬁybsgances include
olealog(eggae@shyb%%m%l Qh@%BodEéngk@ﬁ RblthAles, siRNA,

yl “group that nmay avea substltuent gelecte

paﬁsnted
prb@w&rtsf;ll KaNDYd x O DS (@ﬂ)alntubfcoﬂybtgr oaxplma)l(@@mm;s) and

o400 0 B0 TR0 0P AL [ PR BEAUR woun

- subpsaapcelsower al kanoyl group, | ower al koxycarbonyl

gr Oug Qﬂgllagws% ng sgxlc@meang%@ajﬁehlsﬁn%lswapy

inclu pI peri roup t ave
Subﬁéﬁ@ﬁ&bﬁvdfoﬁotge ﬁ@lﬁﬁeﬁéP§§P9n11§DB§9F?E¥n§ubStance .
1n§:@.lu@%tﬁ§jor.f<{&mﬂé Be c&g}&iﬁ&@@ﬁ imtlicR@ 1efr GohPIeidd) kukturally
%rou as i Iustrate ggrefe aﬁgg a Ilnearrre tides
OCBMERARGAOI TGRS tip HRRHIS BN 4t o) PeR

andoy &) yd tkaidyd pgepapeddoy thas;tem@t E@Iccahimmmat(mxefcecabloyogy,

wndch B88heBE fﬂén&@@% aéygaofgo -Poaup hz?%%cﬁ‘ﬂné ffeRoto. " The
seinisleu SNPamed egvdee £oan thro D@ﬁompleéuﬁw ﬁ@%?dgfléuﬁY 4Aa.

ad En@@t@‘fe@r QUR clhat, nRy Vll%e ok E@m@ngrs%!@éds eheehed form

romthe roup conSi stin
SRt Sh LA CabRNI Rt YRk aacht Soeg oS B e agove
pl&l@@\l@t h@@@ég&’ck@ﬂﬁlﬁhbﬂmdr}gtsnbfstaﬂclel angfontte plavelet

| ower a nQ | ower "al kanoyl group as
d%@ﬁ&??rép d°a %8§§.s§ SEPPFE exanpl es t hereof include a

(1 TRe, c8ndidatd- Jubspenceyhagromg;he activity to augment

thg Eﬁtataéll et %g\%‘i’r 'é;%é'low %ldﬁlb%t%Eg'y bed 19'1E§r ' g)ﬁ'd/ 8kOWRe

group, |soprop§ g rlqg
pl@rt@l}'gt Qg/khemr},p.npgpﬁgp[ruﬁctgafw scree 1r1 alcérdande with
thd- bé@@éh!hg' m@tlﬁ’@alcﬂﬁ"tl&r ph‘@seﬁtt envéut yon is pivedluabdd as

EogIGHR -2 FBEm 1 e BERLA LGP ERRtaaee (R AT hIISEAAS® ©F
fac2lipiapers dyle gladelet- aggrpgatyon2iphpeditdyly gcsipity

h o
an%/ol}egﬂgnﬁ%/%tglg\lzpﬂk}érj%lt 181?52.8)}%0'}y S%?%grgltg kﬂ?rdrﬁg%}lt 20%
oromorg, rrafiqndtliypbauyl 30 @rpmﬁ@éwad’;ﬂ merewe%‘% 21y about-
508t BY IQHI:é!'&omﬁ’aPécﬂ’thﬂWth@r @Bﬁtréil sabexyte T PitRY istpect

su%[s&aﬁﬂe_). §¢ B' B@ﬁ%@fent%{]ﬁgsr |tH E?Q}Pgﬂggrl d?’éaﬁlf{%te the

plagreupt ngﬁ:@ga@ﬁlybh dnhipetodyl agtoupty and/or the platelet
but r [ 4-1i sobutyryl - 4-pi peri dyl
d%r ug¥l pe%ﬁ§%§§l%%Llpé?&§yl group,
3- teﬁhebgpmp@anﬂoﬁylfacpﬂpéatéythgrﬁéptelet aggregation

i n‘fﬁ iREXRR]Y |a|ét 1RIIREH 'a%d/ ogr Q%@ pla@'%@.@)t' s4hE@A¥n- inhibitory

eri ro enyl s Qn
acxggﬁﬁgéﬂﬁéypggggﬁpt03be(gs%g%ht%g éhﬁ y%peutlc agent or
th'ezpﬁéﬁéﬁtﬂVé agj@ltt?fol tkt@@yalthélplgmeglldrydmcgﬁoimn sébsequent
on erl rou

yl phenyl - .
tof Eh?\ J;}rséa‘ﬁ\?l %Iﬁ R ?%‘H%HcaEPO pr Egr CAT 7 oF o mB/ocardlal
1mﬁan¢tb@mylpheaytsdlémbnyL$m7Zch¥wmmﬂ|&QﬂeqyainbS$ructlon,
ar(t%rrlaﬁe%tcﬁle[}%% l‘ll fch%‘?rbilc) ce¥ebRiaRehind¥l L eMD, afyina,

exyl pheny suI onyl) -3- plperldyl group, 3-

(3 i sobutyl phenyl sul fonyl) -3- piperidyl group, 4-
(4-tert-butyl phenyl sulf onyl) -3- piperidyl group, 5-
(2-chl orophenyl sul f onyl) -3-piperidyl group, 6-
(4-fl uorophenyl sul f onyl) -3-piperidyl group, 1-
(3-bronmophenyl sul f onyl) -4-piperidyl group, 2- (2-
am nophenyl sul fonyl) -4-piperidyl group, 3-(2,3-

di i net hyl phenyl sul f onyl) -4-piperidyl group, 4-
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pi peridyl carbonyl group, (1-, 2-, or 4-)
[1-(4-nmethyl pi perazinyl) ]-3-piperidylcarbonyl group,
w@ 1007/02841 or 3-) [1- (4 -nmethyl pi perazinyl) PCT/JP2006/322417
] - 4- pi peridyl car bonyl group, (2-, 3-, or 4-) [(2-, 3-,
or 4-)norpholinyl] -1- plpe%%dylcarbonyl group, (1-,
3-, or 4-) [(2-, 3-, or ‘4-)nhorpholinyl] _
- 2- plperldylcarbonyl group, (1-, 2-, 4-, 5-, or 6- )
veh6ids, tBrpmbbs4s)nhypbmtenyhpn13pupmpeardyhgpebbayslon,

cegigggl Q%gaF%ti %ulmgggry %nfaQEtlo% ngﬁ?ﬁggbnfbllure,

car ohy

| nephritysqmmhﬁa—lﬁ@mh@w @qbamcdin@zl@phﬁypyrhage caused by

thi- BoRRELI¥hCBEDORYbmBLSUB: éhbolds,. 3-, 4-, 5-, or 6-)
4- exa 4-di a

élpePWBQBCEPBoﬁépsb?BGﬁS Q- %gg TYggte4the591aB?l%t

' ag(;%egﬁlthbyﬂ 1hBXBhydf9 dctﬂvﬂt;azaarpi/m/ﬂ Jthe platelet adhe81on

1np&bﬁ§gﬁ§/: dﬁgcar g”yé Loy kgé the2 sﬁr%en;&rg 4dchod of the

fo
preﬁepmpenwdyt@anbomyl1gr@bpugb2 that tperg- plso is the ’
suggt%nggoﬁesé @ZH§91ﬁ8[€h§]§&ﬁ@lﬁ/}l’ )td ]rnhlbslt the glatelet '

eri car group

-agezegarapaxanguaﬁas%yr%hfzPl%$ﬂ%ﬁﬁ:%ﬂ%{%gaﬁéng hstahce in

v1|i)'|opeéha)’b@atgoﬂryﬂulgi@ut!he (;i]:atéZl:et %dheﬁbLorB—LndDrceﬁi- by the
a- 8- azas

: plé%ﬁééﬁcgiﬁgggrr&BﬁyIsugrqgasvr( in vo gngi %uc?t 5:1 substance is

thbmghtdtoxae 8safadprsoth4. Epadedeg yggregatlon 1nh1b1th
and§ E' ﬁrl Eﬁiggng?gggggﬁyﬁfglbl%or oh éaklbﬁg fléid

I OXO0 - plperldylcar onyl
lngﬁ@dpng(zhe pharpacguripaj. §iglde1- | 3-, , 5-, 6-,

(97- Ki@' £871) stl”eealné 4-tetrahydroqui nol yl ] -1-
p|per|dylcarbon

. FheResEnt 1h Vgntégn4c?%£‘°F£P{3}éjlﬁo%ﬁilnt ?;C;F]scri%emong the
aganlﬁetmwk)S¥}0pﬂpechdybcaebmayh pyoopmpt2sing- ther 4-) .

_ pl%%ele% r1%51 l%gl%(% cg‘l}-]é)O'll th?{_\ﬁq}ﬁl C@ﬁ?%rﬁs@@product

of- thpi peesdytcammyiorg omfi Yhe pls:tte lstt aggregating. agent

asO%h% LoR¥%ki @ylkpgihoxy] - 1-piperidylcarbonyl group,
or 4- fluorobenz

-1- pFB@r‘FJdS/If@é)rBi[ﬁi%Wn@PgL&)f ths t rgsengrlrhvei t[l(()zy]coglprlses |
1QFS‘14—OOIJh!leOTgObe:nie/bexyﬂ:epﬂ.idélkmxﬂr@tl@arabumpl agidspguence

' _of( %EBI Egr Ngyilcg\%b r gtﬁ'béupe%;p(rzes?s%{ %'I%%J}Ztglloffx%]ne gresent

1naen¢1pmethybbenzyboﬂypr6§se§|p@pduytcaﬁbﬁh?lDgﬁomsleCU1e
enQ:%dfl " 5Y960 )o%(t%e DRA s@&uén%e of SEQ ID NO: 2 or 4), (2)

or omet enzyl oxy] - peri_dyl car bony { IE
th@zcel.‘g_culé;prg ryec%gum g;_oawqums&pgbtg?ﬁﬂ §>y;§ etIrlch ;9 asma and
39' e |t‘é§¥al®_0ék}’<§r@g£@lm (‘:I%Ent%s thle éss)erﬁﬁlaﬂl ingredients.

| 0X p erld car.b Qy9up,
Slglq%5 Q%% %ﬁ#gng?r ¥]k‘?eﬁzy]c‘)%‘gxy) pey e kit can
comb—rpls;eevadybuarﬂﬁagdntgsr euph 4Q-ce]3. cudbtuge)mgqiza, rgaction
fluaqr. n ieperidylecarhan

dl?éle%tg, sLE% H.)I;ll% %@é]ntﬁ bﬁfﬁ%rs f‘i%rlg% éhé}%ﬁ:@%ﬂs and
wasrapgp@ml@wu@@ﬁb@ﬁypt@ﬁéuﬁptegnalslngéﬁdABPtF(2 3-,

Or 4sbee1§@eDEQea Yks- éfptaerkgzl6@rbaeybregeaﬁ if@ention

enoxy

- - 0X
1nflﬁd§eﬁh&§|ecmﬁ)}|31&goﬁﬁe %g)th y){%gof:o&s]tlf:(‘lfntss 1l to 3:
COmxrstéit)uermt byl @é&l@x@ﬂY—ODlpepptredysllugr behys, grudamre(czcells
corrx_{>r3.51ngr )Ea[:fueri %la (%l c,)eltl(é E)Irugﬁggg{ "hoé(lyl@%'}%)ﬁ%]formed

yl'car onyI
4- )phenyl Iplperldylcarbonyl group, 4-hydroxy- (2-,
3-, or 4-)phenyl-I-piperidyl carbonyl group, (2-, 3-,
or 4-) [(2-, 3-, or 4-) chlorophenyl]
- 1- pi peridyl carbonyl group, (2-, 3-, or 4-) [(2-, 3-,
or 4-)met hoxyphenyl] -1-piperidylcarbonyl group, (2-,
3-, or 4-) [(2-, 3-, or 4-)hydroxyphenoxy]
- 1- pi peridyl car bonyl group, 4- hydroxy- (2-, 3-, or
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and hal ogen substituted | ower al kyl group as

illustrated above (preferably a |linear or branched
watdoyhs2g410up having 1 to 6 carbon atons substirai/aEto06/322417
~with 1 to 7 hal ogen atons) nay be present on the

pyridyl group); a tieno [2, ghc]pyridyl group; aryl

group as illustrated above'f ich may have on the aryl

group 1 to 3 (preferably 1 ) groups selected fromthe
wighotpec pBliysicigonfida NaNegmnlatcmﬁananOHngrSéhQQﬂ

ou ,_aro 0 |I rate 1Y f °

Cuglt p)g'r‘-Bu ﬁbﬂ\;ﬁfﬁ é‘jg d tt ) Si i‘? cgesll Foyd 11 QT390

omer I Iustra te

 ungdbové3? §Oy|U$Dm9rM©Pﬁo&va%¥b%%@?ab¢b®% AMgan aryl

cO?{%t‘?xtt%eﬁ@dz' OYRE @mk@&%{n@@r hony!; reyatagers, iADsStoataduce
above and oxo group. Specific exanples t hereof include

thg piatgle PIFrEER&IPRY| €8Fbonyl group, (2-, 3-, or_.
Coﬁskﬁ&hﬁhk 31- puaeﬁaétnyhcarbmayma?roup (l 2-,
ZP Eﬁe %i:%e/enil){%lme@hgg %’btgﬁe;ﬁ&ncy £ %%%ee%;m’g of

perazi ny
th@ prelsenﬁinventﬁop siﬁwplatele*perg@mgﬂte@rnbmly1b:g¢mrate |
isl %ete%tegoﬂndftplg ﬁlg'@é(let Pl PRISZd S G bl @nQ¥Pwisual

- flﬁlﬁlr@wmﬂ%lbépa‘zhhw 6&%%?@‘? syPstpncealsullecFupsfance,

me@w_l%%ﬁélntlc@h@&ﬁ@z;leméh@@rtaamél gaeuUpeehladd@d,. 3Thed;,the

ongreadh SopeBaRth EopRLBELBS! DULET L, Ry (Bt wen:

ingwbilph fHe tedt, sBbstdncehgs aotébgef (alddgchy| Smbsequenrly,
r%e 23 gh@%r r%ékf‘eyh‘i?%B?BXl: gigutpes'%gd begcweé}{ Te foréner rate-

ropy pI perazi ny car Ony group
angk ths labtes-jatsopdhepe @easpﬁémsﬁfcnwféa?wtb%ﬁﬁn be
calrdiedd outo i n4 'a)ccfo%tan*é@t Wlt:h tﬂ'ep gtaadaylc achasyls . '
grou

 Dert Shatgrésin ABFAEERIREATANTP SRS ¢t or sgreening

' th@- )aglibnli@tylfo]: [SiYp@0dzi mplacachenylzegr byp co@:ta,l ni2ng 3he

o1y 3y a8 Pl B 25010 B CSEURO | BEOHRing che
exgremsed brodact 8f the peesent J@‘J ention) and the platelet
su@b‘eln%q(%'?lt 3é| %‘h@ Q%rn%%'l'%le‘?@rsbonw group, (2-, 3-, or
cl ohep -1- plpera2|nylcarbon¥
, &he kit f&rr GCFeepEngrepiyle Breg BEH&Y%“&% t_‘fmarlses
wrwpooiae g3 L1 péi}lpéptybelrm\pﬁfgazhe)dnﬁardom@ydi sequence

ofglsﬁbg’ID( %O 120r g oa Uté@gre%s%cplppreroauzé@yof (‘t%r b?)'})élsent

i naeettyilon?- (@ [ger,azumlwmwgdzd gpoo@uct 20f ghe @NA4m)olecule

r&f%dlgq%r ggx%gy' Of" t"h@'mr azhlxhear bemo qroougfz(ar 1), (2)
hydroxyethyl)

thsi pdedsilef @&fwﬁwg gﬁumi nee. (ize. &Pléa)ge(né and the

pl@&@l@i‘y%ﬁl@ﬂe}ls-lbnplagetﬁélkaéﬁtD@Dyianéxﬂment(é. samllarly

to $hg Kitas FRE SorBoRINOoPbuE LE st ipd, the kif can comprise

varf3-owt hexypnop\duch ds qeldecartnyé mrob@nyregqcbupn difluents,

stzai.nl%g' % 'en%s(5 ngkeg EDQ%MQr o@cyldtlons and washing
ar gfou 4-)

pi rera |nyI ony
sqlartritrisorash tyier oRtFioReda ﬂwe@éﬁ@&wl group (1-,

2-, 3 ec‘}.'flc5‘exa91'pl@s) off4tnet kaxybit ¥hy pZesent invention
plpera2|nylcarbon

GRSl G TR ARy BSOS Goass L tepnesd to 3:
Co3rst14:‘uerﬁ: NEH Od’:eﬁlas (SY-001 expressing cells, cultured cells
et hax car 2-pi.pe u
LT P cléefoxc@é%%%‘%Pcy%ﬁa%?%%é;?%%%%%%%ntyra%smed
group, (1-, 2-, 3-, 4-, 5-, or 6-)
tert-butoxycarbonyl 2- pi perazi nyl carbonyl group, (2-,
3-, or 4-)nmethoxycarbonyl -1-pi perazi nyl carbonyl group,
(-, 2-, 3-, 4-, 5-, or 6-)nethoxycarbonyl -2-
pi per azi nyl car bonyl group, (2-, 3-, or 4-) [3- (N
Ndi net hyl am no) propyl] -1-piperazinylcarbonyl group,
(1-, 2-, 3-, 4-, 5-, or 6-) [3- (N, N-dinethyl am no)

~ L e 1
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u%y
: penfmepwounhplvw@dngwl%m y‘}h?ﬂ"@é

group, 2- (3-isobutyl-2-piperazinyl) ethyl group, and

3- (4-tert-butyl-2-piperazinyl) propyl group. Exanples
wmboovhssmor phol i nyl car bonyl | ower al kyl group PCDIRde/322417

~mor phol i nyl carbonyl | ower alkyl group whose | ower

alkyl noiety is a | owner alk%% group as illustrated

above (preferably a |inear branched al kyl group

having 1 to 6 carbon atons) .. Specific exanples
w1thetﬁ@fpbmghudeeatideonpNﬁlmnybcanbbnyhneﬁhyg g¥o0p1)

cuiﬁpﬁﬁgr?hLQZéﬁar b;}f%%}mt mblg.rSgr 0“8 105 c_:ellls/well at 3.7,°C.

~ un@2rnbRphok i wylcar byRybyLeehy| - group, 2- (3-

Coﬁg'ﬁﬁtﬂgleh'ﬂyiC@EQWAQeF&@XBhQ&QHE’suﬂjst(fnce (e.qg., collagen,
phol 1 nyl car bony
ADﬁﬂrEﬁoﬂpﬁyFEaFBGn?ﬂ?téﬂﬁglagkﬁﬁgonk |
cOﬁat@bQFhﬂyFcapgan¢Uktegbybegsmup, I-(?- :
nor pho car bon
ror bRg1 FAvI SaFeenvd TR YRy cfie Wiy for screening of
theoppheknhyicaebongh) ¢hengmaqﬁkﬁggadpequpn inhibition rate

is"QEP 8|:é8y §ad'lﬁé)rl5éjl\9e B‘Epﬂhe%f’éj@eh@t a%ﬁne51on to collagen -
e A 4 oug 1n4x;zh%grh the test substance

(si®fRrke! bﬁMEEéﬁE@nyﬂledl@éﬂlé’ﬂlt Houpiddee (Rrbstance) has been

-ad%rdpﬂg"lpl%l% %ﬂ%{% \g ﬁ1d¥71 gr o%ﬁmgm(tgllon rate is detected

1nrrmhah®zlellnyh.mamhdnyll theeneplt gubspanée has not been added.

Su%%r %El%#\ltli | C@ﬁ ﬁn; ﬂ%t Qiffgreﬁc (1% tested between the

I"car roup,
fomeprh(rlaltﬁy Bogl E@ﬁyll}’ltﬁ@%y wageoupTh%swwﬁur%mew and

ev@‘iﬁ@%‘i'ohn¥hﬁak5@%’3’ﬂﬁlem QR 18l 9dBo rdan®é hyi tBtHe3standard
r phol i nyl car bonyl ) propyl group, 3 nethyl 3- (4-

meﬁﬁpﬁﬁollnylcarbonyl) propyl group, 1 ,1-dinethyl-

(2- norpholinylcarbonyl) ethyl group, 1 ;I-dinethyl- -
(3- norphol i nyl car bonyl) %h%y roup, and .1
, | -di methyl -2- (4- nnrp#g“ Esgrbonyl) et hyl group.
Exanfhespoéseht pipertromywtht demyded vidredhi iy mogicodgtail
w1tt|f‘1a§:e@§¥eﬁé¥et@ ﬂ%ol@lo&ﬁlnggEQHRerst heTIPésP@rEﬁgdrr@MJes are

I nclude a per azi nyl car bon k
ondpoRer ﬁé@@plarfwlatﬁ«ﬁpé%ﬂ fg neY %h%%t 51%?5 %%%t &gven'%lon
<HAJMpa@rabed above (preferably a-linear or branched

ﬁfg,‘éépa% gn OaprEgé]]d‘;qo %bgnsaaltrrlo‘?ae pgﬁlg er anr? 'lm eles

sdqmﬂsnsﬂ kyI groups as |IIustrated above (preferably a :
"ne%«f ndieP ﬁagﬂsﬁegl KYLDRLAUR 1SWASED 1od 0o fn C2f O 7 days

azin peci fic exawawéi
aftthﬂér @@flqsmmuaéSameg!e wChgb)l%%e% fyrain
pudcPidRe 2 £i-bh- COEA 273 p4th mfcazw nyW@ﬁt’;bonféét etdn)ﬁeagf @kbﬁttlon

ordy b B, B 281 S8 L PSRRI L 2B B4 o

afer Bm&&n&glmybchnbodyl¢n6u¢wlygﬁ(hngasi[gdrtxmn 4dngcluding

| 2- o
ol B8 38Ry SERE A Sﬁé% O@‘?LI‘JLSQ?““G THETogE ) 25519 Fime

whem 2h} by s tapombicasbefyd( @mpwegemhlﬁctged RNA
wa[s( %xt%rac%e)i B's@.%ba?lNEXE?aMQQEYkltp(@PB(d;EI@I OURR library was

4- met hyl -1 pi per aZi nyl car rou
nagis. Fut oL ey Ry PEaPROI) Mediip BPYgising reverse
tr(aerQiﬂl)ﬁt—aJslw P%rcmﬁjﬂgy!rtéaslthmt%tll)onlpmgmegrsam@,s AEcoRI and
yl - erazi nyl carbon utyl .grou - _
l%éwﬁ FSked R S S B P opBRES L fRotiBtodt scRemN-1
- n- pentyl - 2- plperazinylcarbohyl) hexyl group,
2 n- hexyl - 2- plperazinylcarbonylnethyl group, 2-
(3-isobutyl -2- piperazinyl carbonyl) ethyl group, and
3- (4-tert-butyl-2- piperazinylcarbonyl) propyl group.
Exanpl es of the ami no | ower al koxy group (on the am no
group, a lower alkyl group may be present) include a
Iomer alkoxy group as |Ilustrated above(preferably a

o o o a ~ o
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A heterocyclic conpound (hereinafter referredto as a

conpound (1) ) represented by the general fornula (1)
w@207b&8pr oduced by vari ous ki nds of nethods, POF/JIP2006/322417

exanpl e, a nethod shown in the follomtng reaction

formula-1 or reaction fornué . [Formula 4 ] wherein-

Rl, R2 and A are the same defi ned above; and X1 is

a hal ogen atomor a group nedi ating the sane
ClsubsgiKmtBomNpeagEnwn as in a halogen atom Exanples

o&mbﬂ%s%%@# H‘ﬁ%@t gagltggysatrsnauemt wjepryeaction

as in a om i nc ower- al kanesu

¢
ony! BﬁyhgréeglaW%Qﬁ?oh?t%x?%@ﬁ wamdndeat R Wil edch

| phaaélcpwhera%&fe ﬁllb@é@ﬁ?%n@t@@ié@i@é@&%ﬂh@chrbyni(i -BRopheles

hl orj,ne at om

| f t
StBPBATAG APSAVERY FABPACIRFOROOKpBR, Fi - ERANDI TR of ¢ he

'ank@w@mOphbaeesstépbeybmxgagrmmpyr@bm3$enﬂedxxnywxs made by

l.ud lf
1mﬁ§%1%1%9:a§ Egcar i a?%%%%n%ﬁcléagf%ﬂ AL RXYe 95@UPhens i

Sa&evhaﬁegéaﬁdnypgﬁyhgﬁouaébh§ﬁé§0¢fén?ﬁ@%VaQFeup

| SOPROpaRESINd &%ﬂé”&bt&ﬁ%‘é@l by~ PROPANasaH fraNWa@XYnfected
grou n- but anesul f onyl ox

toy Eﬁﬁgsatsﬁééuw% RoxhP 4 %’1&%’ aWBBéﬁ%SHestﬁ%rﬁheoWage was

refboea; aaﬂdfaﬁ ha)samesul lf:o@ﬁybﬁxylagr olipne8pénibi 8 plasmid
t t

poBXBIRLER e, 20Ul SULL 00V xK gy 0UB.T 89LEREA! B on

(Noaphehyl. suAflamyet: oxgdgencd ¢hatheminsewieed porgion was.

seaﬁgﬁfcbh%@%fl §§lh& dmg JJI‘%TJA%G <§t@u19rs@a§é§tpﬂgné¥ @EQ ID-

I near oOr ranc roup avili n l1to rbo
Noat18rrns?r%d‘ll¢ﬁ%d%ﬁobr%%%%%@ al%a}faggéﬁp %@lTﬂgtfr{“bnétor
prﬁ@t’éh’t@nsﬂbom N@: D1} rerefest, cadel Mo halvagen aloeegean added

) PO ORF Dy G HA Ty mit B2 18868, AR From

-~ ABiIncl ude a phenyl sul fonyl oxy. group, 4- nethyl phenyl sul f

- onyl 0 r
A ¥| g?g%%reen Sul%F()%i?%f%&PH?%ﬂpé%laFe E¥g§$%ﬁgn§#@ was found

thefysa wtprg&cbgﬁnezfrﬂgmeegmfyt%m%mrsésey SRR, buatnéieéeted
anCBBQ’EQQ@?BMl&&HJn ONYNO¥¥d8k Ot o&ﬁﬁ(ﬂ the expepd@S 'ofkegion

Of:tggﬁgﬁ?ht }t'o#y &%I OX%EB § ghb&l’f%l ﬁ@l éu}'f%thﬁ o>(yPNASC

8, g|8(9l9l84—9@®§"m|568 )9f whilse pél.‘ralokmleSIUqus1&ka0)§§trgéﬁuphage DNA
n 1 e r

AR P A ELUGE LA BRI o congiace

am;iubsmq préohewist hSBE pﬁ@m@rtegrmmerartéw TP Head Oprand pAnS-1

pr@.ﬁ%@cgﬁ%ﬂi ky) /ol ﬁ?nﬁ@ Q:)ﬂ)bngar QUIB’[\IZK‘G.M'J&Ielttt @fGaIS@tﬁtDQWO bp.

t d substi t ut t
g BRP EPIRIRTE 19F 6 VE ARG Hohl o R PUBL ERASTT PREaLned

ingtBEPaBOnai Stragndhga dndefuridie branhecten kyle gnatnpation

avi ng en_ato n br an
CO%PRoxy é?ogﬁthV|n 391G Hgscar%é fféagéd %&n??ggrmlne the
endnidea blaal€o gequanor oén thike DpRempllecung. essédnlﬂgt: SY 00 R.

exaﬂﬁheé l?ffcftﬁ‘?d alnk%zhéUééwz@@ﬂd&@éogé@gpaxﬁm@taaﬁ edsidues

enyl group as nentioned above incl ude

ofbénrzytggweommwyngt b#d - 2kDgnang ePhyR e ofH%/T $Rr This
praft@up, wés Mi@&@&'t@béoﬂyé PYoFIUBecreted as the saliva

net hyl benzyl s on t hox benzy su
be&ﬁ;}’isﬁxgtg‘?’%ﬁﬁr%&l%%& %ﬁg)ﬁgu?ﬂ?%ﬁy% ]d%/oﬁp A qg‘-ence
thall ehabepzytsih fwamdmoeyr igicuproSpéni Wlth@@ﬁ)t%,s Zdt amino
acH*aeré‘EEéihgngto%' eON Ve ss%%te' Bgfi? bhcaerhbivh ted
roup 1nc e an a-nap nethyls oxy group and

b naphthylnethylsulf onyloxy group . The compound (1)

can be produced by reacting a conpound (hereinafter

referred to as a conmpound (2)) represented by the

general fornmula (2) and a conpound (hereinafter

referred to as a conmpound (3) ) represented by the

general formula (3) . This reaction is generally

perforned in a conventlonal solvent that may not

. - Y e a1 . .
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oot RagpERgRa

conmpound (5) .A s a preferable nmethod of the reaction,
a conventional reaction such as hydrolysis nay be
worenvosesed. The hydrol ysis reacti on nay be prefer/atogs/322417
performed in the presence of a base or an acid
including Lewi s acid. Exanp %gs of the preferable base
i nclude inorganic salts such’as an alkali netal (e.g.,
sodi um and potassiun) , an al-kaline netal hydrogen
a eaghamapeptedg -liket hegoehydr agéntbar Gohatrminsedhash no

dr.aogen rho and potassi um hydrogen carbonate)
mem%ragg Ea%g 9 ?gFERydrOX|de (e.g., lithium hydroxide,

sod mmﬁﬂﬁmqﬂeampapaeet@mw 48 ShAHR dBsPhenID NO:S.

Thgygégé' seduedde A Kahie DRAGho LaERDEM ECdEilyy tHd BRiiMd acid
car bonat e; sodluntcarbonate ot assi um car bonate, and _

segBeNGH dar 5BAYPe}", SER APKAPF enetal 1 ower al koxi de .

3.(express@dnusrneihorideyandcendinanet DVRI defl puanfication

thhﬁdgides (e.g., sodium hydride and potassi um hydri de);
rgani c bases such as a trialkylantne (e.g.,

(10 r Pmethgitanpinnef SKi-@0Ryl(2ATFA€2) and 'N-et hyl

d"SRPbﬁRYkéagﬂskt eﬁaéaﬁhﬁethguaﬁQLbn§c1alpegtauee at
i mdazo oli ne di net

[ am n ridi ne
. pogii kBORYI ARi Pn%69rpfm§¥r 3H£¥“ vgaRE®PLAfded Py

PCRBU THe Ss Al I £ Llahinel agNral slﬁf@mﬁl]ﬂn tmabevﬁaﬂede&f used as

d h as f
B O £ o W BFABRT GPORGETY £ (SERED RE T Tubr sAdad oot

sigei (ICAMEG) rdr Yuaite &th ds tesuthomd Hey Bf cotd.oprnd g grimer
pAmég %lir lei‘.gn§E| ﬁl@ fbjg fl&%%ﬁ% d q]ogﬁy(yi%gaerkc@@@dd& at 2nd-

drog e renova reacti on usi ng a
t ol & §15@Sdf§9mrtree, 54 end halTbgdet Foe JAyfragment was cloned

ink®- QEN&PV®hb@@@aQth§teegen&neotebﬁbueue@ceheCpaesdtd
pref er ab ﬁer orned in the presence of a
é t (e.g., anisole and phenol). This
reacBubeeqeegemerahhyspeoﬁbrnﬁﬂ fnagmenhvéabpohal 60 bp)

] - |
ob %lﬁ% %ﬁe$@%1 %EﬁﬁgéwiﬂﬂﬂLé§4e§¢4tQ§t %@?t%ﬁmiNotI

cohol "based vent suc _
wawenhanamedeuna@oNcoﬂdbptépaﬁee ofi- pET3Rob,(+) (Novagen) to

cohlsk b%%fQ%%haﬁ%%mlengaebbyben@oquﬁeh 1a4ketone based
sol vent such as acetone_an et one;

et heESEhg&dcloryErl isBERLa éDggtréﬂ9H?é?U$ HanFBQHﬁgormed
wihethyd petrber-syaod 1dEgbyie; 4 asn@sher réaskedisgltvents formant

w380y e SEEELS G AL (APRLSy, AR BHEsBhins

50odrani, de, amptcdi bt idrsibfhaxislet 37%al oGerat ebhe cultured
memgﬁno% 'S bQHdEéﬁFHtéokU@%LS&PfLB% B ene eeer icde tured

Iene chl oride; or other organic solvents
wifhr tshekm:ge4 howrs @dc 8700 Frly- bSubseasendd vi A IaL ‘of 100 mM

1P9@ WhisoRdaiedt Une cofthehese teery aetiiong! whokhents. fGkther
them ethanol is preferable. The re L'ong%enperaﬂﬁr
cuylduged Wty emaérlw foRi AedoRRg Ay 3e er ing
cupemfmrmedlumdms ceolt rdrf ugeat ahgb coddixd dog, létmdlnutes, and
r |y .perfor near
o BB ANk DSLOCRA B TR OO LATPRETLPE A2 D9 by
adwen@o@@sn&r@fpwaMeg@ﬁnade@ﬁpbwﬁaoebéprlde §§e¢eép t hd

re%%ERQ%@ﬂbééQérﬂat Q@l@@ﬁ@nvﬁe;eee&eﬁemgbbeaeatm @moekg for
conpound (1 the same salt as Shofﬂ %QP%% 1.8

25(@%nﬁﬁfsbeaﬁQnFPSnEHPeFH?FﬂEFnb?% G %ﬂﬁ% nd 1Sy

mL( BEr el matA erQ I2efrN)r @disoadded, oanpoiume s( Ba)m) stwhered Aor 15

of th Q d (5 re resents
ége gp %% t eﬁgﬂﬁ?HUEQ%ﬁrl %B@@ u%&jfor 3

by a met hod represented by the followi ng reaction
formula-6. [Fornula 9 ] Reaction formnmula-6 wherein R2
Is the sane as defined above; and R3 is a | ower al koxy
group. A" represents a d to C5 al kyl ene group. The

| ower al koxy group represented by R3 in the genera
formula (11) is the sane as defined above. Exanpl es of
the G to C5 al kyl ene group represented by A" in the
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preparation conposition. A nmethod of adm nistrating a

phar maceuti cal preparation according to the present
WO envensasen is not |imted and adm ni stered by eCTEt2h@dB322417
~in accordance with the formof a preparation, the age,

gender and ot herconditions ?§ a patient, and severity

of a disease. For exanple, In the case of a tablet,

pill, liquid agent, suspension, enulsion, granule and
mmapsul ethetsupﬁrp@rt@rw Wgs ackman e eadedi- NPA athli coddected.
A bthJl%aCﬁISB% b mlow %tm Uhed ! 1159 mﬂtﬁg@fn%m Tris-HC

mnistered by itself or By mxing a gener a
[pﬁépﬁéﬁl§ﬁ@¢a§@éﬁ9a§Ogmﬁcé§éd§ﬁﬂl§nWﬁ§ ééﬁﬁg t8n8°1ﬂFCted

. NiRREASSaTNe ﬁésuﬁtﬁﬁg-mhxta&el@a§nﬁgmntuﬂug@anuscyjem@xxg for

|ntracutaneou , Subcut aneously or _intraperitoneally.
3 IPERE e a880f F SUBREOPLany. TP FETRURTAL TeF oty bt bing
NitNeAr eetsupackee dase ef calpharnmaceutical preparation
accorflngyl 8ol NexBh CRENTL LAWEN AL 1 AR %?ré;n@tt%'eycolumn
sel ected depending upon R osage fegl nmen Irection
asf 6pligey ., TRt igenddrl &id oYt weea thhrlitqlotsigys gontaining

20PAM, €Bb, mﬂnd1§@vﬁ’i|éﬂd oo rill SEASRzALS. re@@\é%\tQRfelE/thre .

<o 9000) 201G LU SOOI Ik e G0

wepercsByectddi s Adestt hbh e ft dth draattiioneva ngleditenphoresed

: onC?EEQSBg ngEoné Jtin“ca’l?eljl nséi&%é’c?%echw o gn%létsfle ts%a%?ﬁng to

osage’ uhi preepar at'1-on. g
dethemhneeﬁheoﬁFaAtG@npUhﬂ@hac@otd#ngdt@hﬁhéYpﬁ defkon 1-4.

pr'orﬁ\é?.ﬂt I oy, hase . 92 deGaRt @{ap?féél 3elga339{§1:' shsefbfds hours.
HT2A receptor antagoni st effect and serotonin uptake

Thﬁrﬁiﬂ‘b‘ﬂ@‘bﬁ’y“ te1e BEPteTRES ABRBLLOL CFati 1Rl Bagoritein Assay
kief f(eeERCE) r antoaapiacti aaswBi.ochndecel er at es

enhahCBa= igr Eabdc CERRP AT BeCliopdm FErgie {pA Protetn

- obmednedr ansitthssi saywhas as $B0W@memeﬁEQ|1DtNQEﬂ4naﬁh@ramlno

achifies %éﬁ&%%‘t"%ggi‘ﬂbﬂ% ?Q@%@F %%h@saﬁlge%H@gequence

syst whi ch sta i zes
atnéeﬁét#9ﬁ§nﬂé§|6ﬁ ﬁ%ﬁcﬁ%ﬁrﬁﬂQnﬂm%RQnﬁ9lQa§aﬂU@P&@Seﬂerlved

frbhi & ﬁff&@doﬁlhfv‘ @%Qﬂnﬂn@fpﬂm-ﬂf@Se&bntﬁ‘iﬁfihgo“ﬁl His tag

produces an exce i ni cal venent effec
seBRBEGnr SAREBH B9 Bbn iR DR e S FATERCELP Y001 (22
to(aéeelefathenprmsehmxﬂmyentxmﬁ va tlhmstedewd ppisngisngel62
eﬁp@cts A s the excellent clinical inprovenent ,
éct, nention may be made of, effects of inproving
ZQOQWPdVQta@@ ﬁégéﬂr@@lsjﬁﬂﬁoﬁ§9 cognitive inpairnment .
3n|d @lggr@f‘@h\&s@wﬁ 86&10%18%%0M1%mt 9@95%8%&0@@%3@% (1)
0 e et suro Kj kuchi
a5 PBsEoTRaon e BRRE O TGt he 25 Litige PTG UsES (SEQ
ID( ROG4p) and Panscsen, (FEQ $D. Nand4Per ryhe Gsulriigs DNA
64. 171 6,, 2004 g
fr&gfngg ?3%%% tgagn %% ?Cgrrll-%v\h §ﬁﬁ'ﬂ<?5 @8}58 %\?‘1trogen to
copstrapyr &hiedall asindd 9EN§Bt§Yaﬁﬁld§veho§s4a sTiperpbrsmid

pEﬁII"RmSQalo ONCBRONSE AR sNPI LavREG) L RLLY /RERECES WA in the
for |ngrOV|ng negati ve synptons dﬁﬁ?ltlv
DNAnﬁaagweﬁf ehte 8 ve TRy ApY e LRI 9 oiifi % theeNCodiNot I
sikeBi g®o ET@Qd (Ken l(Radagedapanesendounnal the plihbincal
E§¥ gg colo 4 vol. 4 , page 1653-1664 (2001);
PEfP?S Fﬁga Japanese Journal of Cinica
PschspharmabmbogyllvBLz11(DE@ageN5va@eQ1998$ taadsformed

I
ngﬁ %Eggﬁa?ﬁaggﬁ E%%S? syc |atrﬁegggfllégxﬁf$§ resulting

2003). The serotonin uptake inhibitory effect is,for
exanpl e, effective in inproving depressive synptons
(see M tsukuni Mirasaki: Japanese Journal of Cinica
Psychophar macol ogy, vol. 1 , page 5-22 (1998)). The
conmpound of the present invention is excellent in al
these three effects or significantly excellent in one
or tmo effects of then1 In addltlon sone of the

o s o N a e o o .



10

15

20

25

30

35

positive and negative synptons, inproving effect on

cognitive inpairnent, inproving effect on depressive
waEyuphsasyl et c. are devel oped wi t hout devel opi NBCEIRPE06/322417

effects (See M chio Toru: Seishin-Igaku (Psychiatry),

Vol ." 46, pp. 855-864 (2004),,Tetsuro Ki kuchi and

Tsuyoshi Hirose: hbu-n04Kag%§u (Brain Science), Vol.

25, pp. 579-583 (2003) and Harrison, T .S . and Perry,
tréMsfobmags vexds ct7tExr2@36,t2ebaking M@mu@ﬁé@trmdium (LBA)

antagoni st ~ef f a (Y dect

coagalﬁ n ég )Ierrgﬁr f%ﬁ?éﬁﬂﬁl P%!Eal"% %g)ur% 9? gz cfve%gn
thewulw%@mwbwaﬁw&tq%%yn%ﬁ%m@ of hRfovEhdRRk wis then

cugggl%'eh' ¥€th"PRk Kk PEG £0f MPHRNE TRk Qﬁggrepgsﬁﬁé?f‘uently 6 mL

t t
R A S TR R A R G
fu&&ﬁ@&ne&@t&@wnahtw sGhikihgalfolPsychephar aacalégy) The

re%lgllt cBRtu}gsﬁfgﬁgﬁ g{ggog:)ent% 58”5t'\’%r @§@kk for 15 _
RIS shi - Yakur i apanese of Oinic g
mipgyelopied ﬁh@cﬁlﬁ@%nawt was rqsr;pvesl 2Eh(9119€9%31t1ng pellet

wagqué?é'd b ad§010n§ﬁ gﬁtldL ?\)/g %buaﬁldlﬁgﬁf@zﬁé&hlorlde thereto.

- Thﬂea%ulbgw%wawa%ﬁolsﬁt&on rsgﬁcﬁ?lawy?%@/ed 230,000 xg

foll3§- axiaateaoosmd e o8 W M atpdretk evd i ddli teartyedef f @ot this,

% %Sﬁgg | ﬂgﬂdgﬁjlgss' I nhég{iégryw féhe%t)?)s {:Iﬁegfggelcztrlevdefor
15Mhbaurkuat Mdar.asdke: menehe \sms steme: rYakuged (ala@ar@é)é)exg for =
3 A Phe dg@&@étai’r&y@ggmd%@ow@m NTXObas £ol1BBted. -

5- 22 (1998 The npounds of the present jnvention
Thgr 8M a1&d ! spﬁUéPPnoﬁ%%éav h%%%nﬁ%ﬁéetls SGmM Tris-HCL

pnemqkaabyit@m@hbemb mM emedatolwowat bHese ebf eellsected

iR e SO o BAGEEF WY AGOSC GRDEE 1000 %9 for

3 addutiesn aodthheabuperdesentbwdsetémoVsd ThBh&€Qtesulting.
Nlrﬁ‘%i%% gmggnm e“tﬁ%%oiﬁmﬁffec“ve for inprovi ng

positive Sy ons o i zophreni a (See Svensson
. H. : The oY &Ehr%xm, yEhbpheatiidolvas Bilaitedpdyen éinneycolumn
aSZEolléézé 1198: 29032 mL Theredorey &f@aomm%@pl@tpcﬁns

t he prese i nve |on h a wd a rum =
CopaﬁlgﬁagegbeWMen cWangéﬁ @Mféea %hS @HE285 éﬁ &’ and
reepbetloemyrabreesequensyaney1dusotdeosghAtberdomgmy, and

retsEE ey Qét?ﬁe‘shﬁe@ eéS?&ecE&S”“ZQ“p@f@uﬁﬂéF”@é h

treatnen réventi on centra
frﬁ@m@uswggﬁl@ﬂtdqosémwd ﬂ@lju?cﬁ B§StRAGHr oapd then stained

w1EHn§b§hb§91@fs%SEhiﬁBhE@naétekﬁﬁﬁéckﬁéyfrbetﬁéﬁtﬂﬁh@h
or ch ronlc sch |zoE réni a; enDtlonaI di st ur bance;

cop§peRsei Ehai S8rd8r: EXBBd3afsBFAEFiNhi pobLs 3okt was
dléﬂgﬁegxa@@ﬁdﬁst bIPlES)I@:j’r l48t yiperdi. (SjOI‘lﬁi@rarﬁﬂﬂlﬂ)quﬁ)lt&re plotein
tder ssion 0 r on;
vl BSpRLEELIET )AL SN FUSBRIOLS, JBHERRY)Miana ene
yigépr @ssi dnB mysthyn1c di sorder; cycl othym cdi sorder;
anmﬂag ShSREUSE &lf Qéq§é§8@| f Pﬁ@'feé&&@?%an@aﬁkgteln

di sor agorap ob la, SOCIa
obpBiBedi ¥BCoNHE I AN & S6r éépwnpbgt SE@ APAG 8 sanek fad the

am@h&owﬂ se@@@@b@l el B @B St 506 deid A6t 8usEl eSH this
sorder, %ﬁﬁ{ ggﬂﬁownmsrdm for xm@eq 1+t

amﬁi}gt 1R, Gat e BB SEGHTEFSi Bh R Sortits * t°
16paamd ctlhzaoanienp dnc\;/p@cdﬁmmncmas pesttions B3 tbodB3 are the
amdh80LAGH: od ﬁeg L e JLAOkASH a5 EXYALoHLIShIBEQLLOR and

exanpl e unction, sexual desire rder

sexual arousal dlsorder erectile dysfunction, etc.);

eating disorder (for exanple, anor exi a nervosa,

bulim a nervosa, etc.); sleep disorder; adjustnent

di sorder; substance-rel ated di sorder (for exanple,

al cohol abuse, al cohol intoxication, drug addiction,

stimul ant intoxication, narcotism etc.); anhedonia

(for exanple |atrogen|c anhedonla anhedonla of a

. S o S -
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(xxvii) a thienyl |ower alkyl group (that nmay have 1
to 3 (preferably 1 ) lower alkyl group as a
waabsnisuent (s) on the thienyl group), (XxviiPQT/&#2006/322417
~thiazolyl |ower alkyl group, (xxix) a
di.hydr obenzof uryl | ower alk%% group, (xxx) a
benzopyranyl | ower alkyl (that may have a single
OX0 group as a substituent on the benzopyranyl group) '
pETeszl})acbemaunudgzalyistbmgrseqwahcqycnqﬁpqoeéaéby -anThe
ol_yl. u h h 0
am(lrrltg fa}eér gb%\é%% ﬁcley fg@'} Boh ! Zt‘tl4§a¥.o %%@&ults l%cated at’

pre r “al koxycar bonyl ps on

. poﬁomepnélﬂﬁﬂ GoodBR -, (xxxiii) an |n1dazolyl Iomer

al kyl -group that has 1 to 3 substituents (preferably 1

substituent) selected fromthe group consisting of a:
Ex@gPd&ndyl group and a | ower al koxycarbonyl group on .
pricdeclaeer o&l kelcogbaupnt( $xXx00)L g2pyricdy| ugiagpbikaflovirus
ox F% que 103 3 groups (preferably 1 group) selected

Prom e §Foup consisting of a | ower alkyl group, a
(lDOWEDdabk@py gfobpcandvaruewsi -Q0RyI(ER-86Pdwer al Kyl

gr oug Aaf Sbad lé‘%r&to theXxsY pep@yaéoéﬁ (ﬂicﬁ‘yi'tlons 21

h
-toséggc?§d5¥r% thgﬁgﬂéhﬂocéhs;ggl%@pg¥%hg$3%éy %f?u%)the

salfiQuRy §14eaeDNal &awﬁairbmhnpgreomp 1 asl omertaﬂpqmwl ‘The

P SRuPRARLcATGKE, BB, 26 U el U008 bichnco

at(priefter ablth digesupjomsehect eenfd andtawél@ﬁoapquence at 12th
G Q?nﬂsc'ﬁ 'Ang Of rq\ﬁ%rr gkhgh gLO Q%El RWeR 4) used had NotI

koxycar bon roup, ower al kanoy roup
Slﬁéni@?ﬁGgﬁﬁﬁg 2hatndelio dfe sites §r@WoEg§ ?pr%ﬁ%raﬁmf DNA
frag%%%ssetteﬁtegctﬁtr&mnm/gm@po qamSAi%tHod@nyf t & coaveruct

0 Ao o PEO RaRy aRBROEgP gnlp that hay bave o @

Si ngbeberqugnolip, (&xx8YDYlafhegmbntir 6ag2epbpyl| ogtauped by

cl%g@angaﬁE oot ~2bakgoAX9-ar QURy %éﬁﬁ w¥hoRT pmaézghxgrted
at ma groups (preferab gr-oup)

1n§@| @@tnéld /Npéﬁ] sA&egr @épP@6ﬁ§P§t‘|1ndNQtva§ePéV\éP ﬁpl%;?rtruct a

ba@QBRi r&sPReayk r g OvPc e H ;ﬁlafsﬁﬁ:yd A@ghsafsyaom ~Exon 1-4.
substituent, (xl azoly grou

th|aB?S?8P§Pa FOEBCPhaYlﬁH§ iE! emig?osgl? r@fe?SBWVl&ant
baﬁuﬂ@W&Eu&|hﬁklg@0Mﬁ$ (Bekiveytam-2s0Razehys fgraupnt Kat,
Nov § ngve 1 to h%rfgf 1%%' ¥>If% Egljzt ) E%Werthgl légo e
gr ¢x i it rndaz Y RAo|
bagpé@glr@ﬁlvraaSﬁeﬁrahydp@beﬁzemhdapahygugréupOOGXEVPp 1-4-
an@ ﬁgé‘f/é@t'gfoﬂ@d)@%b)ﬂ 9rQRPp 084 r S8V St ih 4t Baculovirus

(preferably - groups selected frontthe gr oup
Wa§0ﬁ§§§ﬂpﬁ§e6fa§ V-8r9PLgESap, 1a%rower al koxy
groupha@d he) agensgbose ans memmgme@ as Bx 1o7 cells per

bstit t I 1
15308 oot el i, o gl od i r T S 1h e e
anbemﬁedtmmnyjlumderczadykylf raup 5.(xRERPrad pkvehyia}g?r,oapout
25%f%ﬂ%ﬂP%mﬂ gteueet ePﬁ¥t$ﬁ%§$%%E81§S%E%prr&ﬁZR)of 150

sti1tuent ect ed consistin

mmggetar heis5en / aﬁrts#ri amloaéﬁﬂlle?ﬁ (QF afalsme%hemtor

thEzlﬁuQasath@hogg'ﬂr§HQS§fb§:Ui§dth¥‘§ra@l 53@ g:'l‘g\k;}\g}né§ture was

ha en subst r ,al kox I
cegtoasitnn an hOGf ot HHad TAYCHGO RS e SPErge tant vas
disehedeed fmbﬁNT$NWQﬁ(mqihamtadstang 60 mL|ofver T&8Skandykion

I f 0
180D ST RS BN sl e S R 10T dazore
al kylthio group; a | ower alkanoyl group; a | ower

al koxycar bonyl group; a pyrrolyl group; a |ower

al kynyl group; a cyano group; a nitro group; a

phenyl oxy group; a phenyl |ower al koxy group; a

hydroxy group; a hydroxy |ower -al kyl group; a

car banoyl group that may have a group selected from

the group conS|st|ng of a Iomer aIkyI ~group and a
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group, a phenyl group (on which 1 to 3 groups (nore
preferably 1 group) selected fromthe group consisting
wmboookmibgen atom and a | ower al kyl group mayP@BEIP2006/322417
-~ present) , a benzoyl group, a furyl carbonyl group, a
phenyl | ower al koxycar bonyl @roup and .an oxo group,
(43) a hexahydroazepinylcar% nyl group, (44) a
hexahydro-1, 4-di azepi nyl carbonyl group that may have
wak bddddsubstietoent Bhé noesubt ofiermbkyune subst fexieht]
ceﬁ%lrg%hgggf 59”3 t@@o Q,[QO%IC @Wﬁiﬁsﬁt@g Hd ORI Rlatant was

rou group

| dlépﬁyéreépyr?wy@létaab@wNbr% Yamtpaekehale he cQlumn.

(or @hergfeo@bluxéntpﬂ préoel wal 1 el Fon( 4he Fodumn

2srrep DR B I G 2ol ﬁi‘"ﬁ%ﬁ 1Y sl ipns, congAdaing 20

'mMQnﬁoemmueﬂeoamMyaﬁdeOOpmMsemedaedlévonespecgnaaby were

l | ions
se‘éﬁ%ﬁﬁg'ﬁgp?m ?I{P&ﬁin?h%%:gggﬂfip agx’)?'d Q‘e%ﬁ{éé:j%ivé %@Et o
Weéarmﬁﬂc’@ﬁf@upﬁmﬁftm OffaRchL ftfécglpﬁm‘%s Sﬁ@FéFQB%?rfsed ,

on) IQQeQME QAQHPSaﬁ@aEhéWYSﬂh’:\M%dL Wi n3 (Earo@dé%%l(el’f@‘télnlng to

acpherabln o) selected Tcam he group cagsieting o

prazabincyclioi § Frattidn waeydix:aljam@lawm; PES0fomrt8 hours.
8- bi I

Th aaréalilfg%% tqténg)‘r%‘te?[n]v? éé}"gﬂ&Q?gégI%le ggﬁ‘{‘ﬂ% Assay

K1Mn§BB§R€vaeanphéhylaxylgr@apso g5my - an

' ndoﬁ‘h@#r&@ﬁb@@){h éﬁcﬁ%cé 8f)tHk recomblnant protein SY- 001 |
r ahydr oqui nol yl car bonyl gro

(262E R P SRIRFRcT ShiA HEY: RaCH A bSER TPAIR: O (5dp the
seQu@’ﬁbEhCﬂhé’l)ﬁbqhQWEé = byblgwup 1 {590 Bs phperBRE Bghuence,

| ower al ro that have 1 .t re
thﬁr%?%?%bﬁ%lql%) = SFk%)/ sb?lcﬁl%ss ontf)héggl per a{]e Seﬁuence

- ofgBBupO1( 58} - a6ﬁbrphmi|wy¢&mcbmy¢e Iaﬂ/\mO%J‘dasﬂnSng&tho 270

1s( PHe &@ﬁ&g&%%éyﬂ\% oayl Fbgéﬁﬁsah KYbn @5 P¥Pnd Nale TBY tag

have nore preferab | ower alkyl groups on
SefnengePper azi nyl group, (58) an oxo group, (59) an

an1no | ower al koxy group . (that may have 1 to 2 (nore

g §bly 2 ) lower alkyl groups on_the am no group)

am? §) a | ower al koxy | ower al koxy group, (61) a -

p|peTh2|myhlgmbupythatlnnyoﬁaSE Q01 008 gheuplatebet
agg é ?héﬂ%ﬁ Egﬁggggggﬁ)mégégfb\?\g tﬁ‘n% {@Jf%ta%ljeregatlon
lnl@ﬁéﬁeéﬁkaﬁé?h gﬂ@amaaﬁBR Iéﬁéﬁgaﬁkéky aﬁb@ﬁyFlgroup '

i £ 8, DR oo Rot e pe S9bERRe azi THAT griousi ¢

a sldrsd shmped WMSI boal stgd & Hoowe heallkagoydbngr aspngaa syringe
Wl%p% 2giouly 8‘&'0 EH?SEhE“FEQtMEP @ 8h”gh858§0 Eﬁﬁvaas
nd a-si ng Pe kano nd
prgp@updsbmspenm:eéuwmh ahgu ﬁgﬂ-éeGkgdgwaﬂ;eahéIOQdm ngre
prleB%EdaéF@)%XS%rM‘é(ﬁd?Jr‘éuﬁ)ncub(aQ%)d v@li@%ﬁ@ﬂm solution

ou % rlazasplro
[PPgezahyt earnonyh b 10t N Rader 3RS grégpseaquence
of (smp & ppR6t erpdd yaded QnZEgéilﬁpiDé)l ,Sekeach egadl @B Beéssolved]

g p_consistin rou hen Q
or BB 2% EhraroRrERye | ayRearBsRaRefPup: PRapY rad  Rkpevere
aggweaacﬁdrbypadﬁengbbypla;epytldggrggQUpBg éesytan As the
- r
L ey P O e B LY e s A LBt S
group . In the general forrmula (1) , RL is preferably
a cycl ohexyl group, phenyl group, pyrrolidinyl group,
pi peridyl group, pyrazolyl group, pyridyl group,
pyrim di nyl group, or thiazolyl group. The ring of
each groups is preferably substituted with 1 to 3
groups selected fromthe group consisting of; (1) a
| ower al kyl group, (4) a |lower al koxy group, (10) a
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added to a solution of 7.76 g (23.3 mol) of 4- (4-
benzo [b] thiophen-4-yl-piperazin-1-yl) butyl acetate

wo 20090%28met hanol sol ution (150 m) . The sol ut P@NIP2006/322417
m xture was stirred at roomtenperature for 2 hours.
Wat er was added to the reacgion sol uti-on, which was
t hen extracted wi t h di chl oronet hane. The extraction.

solution "was dried over sodium sul fate and
(suppdéatr Ared NIHRMED)ed GREd (preBsUee. f oM Rapdiigiee IRgsitute

In?ur' fbeﬁvexxéaskguﬁpii@@ g@émqﬂoiém )chreomt Q@i ed from

hexane : ethyl acetate =

5 SaUéﬁé&n?ﬁﬁpéeleﬁﬁeporédu@@énBP€§§H?e FQPBBFSPnfiom Daiichi

Phb4mbeszeikbll thi.ophea-4,yhpapridshiic dcyl) (Buppliddofrom

si4Ra0: 1045 %’iﬁ%#%'ﬁ%ﬁsﬁmf geyznaﬁw%é %99}5%@%%1 isfifrom
Sigmp) 8aB0u3ed) f4bpent)ye3y60-3.63 (2H, m), 6.2 (IH,

br S) 8?&6 9&;§éﬁa]%let] aég@'é'ﬁ)atlgnZZaQEHnagqnea]sgr&:{'%ver 5

Hz )
mlReﬁeﬁeﬁéenExmlteJ@lM%% léﬂhr-ﬁéﬁilén[lﬁ]tance platelet )

aghhReBhene4 yicM HE(N@X TRhl:@Romswylsh @Imeﬁazwﬁ MG B8dgcal),
%ﬁ}g itimol) of 3- benzoik¥; E § e
Bﬁﬁéma?.%qr%ﬂatwbﬁaﬁe ohERTRY 58&&@%@6%6%6“
folr 6f milhahksr orMmetidanies t edrect @@jdl@gattetdmalnﬂmmmteo(ﬂ@amb)
ang_tKhLp yl ine:(4 )
o724 1SR L 2BERELRE 1205 90zps Bibh! L) MBS eing
fOtmnlalhours The reaction sol ution was cooled to room
tenppiatdigt S?&BeﬁEED@rﬂ‘oin}@{@l@i&ﬁ”fHﬁle@ﬂanﬁ (WeLeans/Ac) -
added thereto o honogeni ze the mixture. Silica ge
% @@@ g ) was added to the solution, and the solvent was
AsevaeaﬁﬁhadpmadeuetedggedgptesaureteThe ehpPawhed SY-001
resi due wa on S|I|ca 0 300 ).
nog o atfal BT EoE Se oAt el Tk S B gpnerol
acet Beeatlg: ¢f The ehovecmmnp\sbamoenamesas ShOWﬂ in the

_foFg?geﬂbrqged BnQ@r reduced pressure to obtain 1- benzo

hén- 4- 3- chloro ro i perazin 2.36
s B it of Tarauns, ot aPsBhag the Redleny
doﬂaogalglrl@ thHs yii hge2w H6h (62in|L df.,3 ~B‘—%758dt|21h1 c2t 65t 2.abthe

copSRaaPEH SRRy RGPS fefjfrﬁfiige&dat ;100

rpo=f®1bminkstes Sakid)g hdmd8 lddeldkt-Jit pBabp, (PRAM11layer

_ as(gﬁergﬁ ‘]ggez Ja_g%ot% %eﬂé%dg#nto] %?&é_{z)test tube. A

remahyan@xy@wx)ﬁm poﬁp@amw@rﬂrwe%ﬁtoﬁ Q@0 xpmpfor

1on1nlnweésad@lﬁd dr QE\Mﬁ@‘iﬁgauBEéBaBQEa‘éOL/é!L[L@W 189em)
4- h drox¥t££o hene- 2- aci
|

(ohfbF} hrger o1 (P THE Sbf WP LR RS dgtnEr test
tubef | umel md tthuheatn nhifdr thehowmberTld peackilens had been
ocSEbULLOR: 5, SOOI 25 00R bOTRELPLY! g DML 90 DbCaines
abexer agnfonsed| un i Yre iubrsequsit e‘ir@@tsatreenwast -dr TedsoméKrture
is"RgResL M Sl fatkerang rﬁ@é@@f‘érﬁé‘ﬁ@%é&ﬁkﬂﬂ" rﬁﬂ%%%dfollowmg

pressure. The residue was purified by silica gel
meg§HGRASERr omat ogr aphy (nhexane : ethyl acetate = 4:1)
and tnecpnhtaled/d@gedg@ﬂﬂ@m tetkicetl piessuaeeleot

obtain th Xyt £ carbox lLat e
208 P BollRT B Wi SRR PEBO D) GEBRETS (g FBEas
10965950t66691etmlebr?ggregsnlénkkade agdl the Heyht7, 43

; Reke

tré%lﬁk/nllg%?ﬁ%gr%J?()?Ppﬁl)wrﬁsd?neégn%g? oxyl z}t%etl%?g%@gg%ggﬁ Phte.

conmpound was obtai ned using 6-

hydr oxypyri m di ne-4-carboxylic acid in the same nmanner

as in Reference Exanple 10. 1H NWR (CDd 3) dppm 1.29

(3H, t , J=7.0Hz), 4.29 (2H, q , J=7.0Hz), 6.87 (IH d

, J=LOHz), 8.27 (IH d, J=LOHz), 10.54 (IH, br)

Ref erence Exanple 12 Synthesis of nethyl

5- hydroxy-1| -net hyl -1 H pyrazol e-3- carboxylate A
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Synt hesi s of 3-net hoxy- 2- net hoxynet hoxy- 5-
(2- oxooxazolidin- 3-yl) benzal dehyde 2-oxazoli di none
W@ 2003851341 4.36 nmol ), dipalladiumtris PCT/JP2006/322417
- (di benzyl i deneacetone) (0.17 g, 0.18 mvol) , 9
, 9-dinethyl -4, 5-bis (diphnﬁ%lphosphlno) xant hene
(XANTPHOS) (0.32 g, 0.55 | ) and cesium carbonat e

(1.66 g, 5.1 mmol) were added to a di oxane sol ution
(20ni(p) oPetermination of collagen concentration and

mes g %mén% ARt EQ%Xe%eIEE%g?)J%%UﬂB%yQﬁﬁ;{ﬁllg%m{/dgc(:lvgtg

i1 ol uré was stirred
24 haurgtun@l@racmr%qagtowrapnﬁgﬁﬁ@r &n Winieclr 90t pbref the PRP

| meS@uiehen tWasms 08| @sh i i Bambesperat e a@éneidikyéd was set

thereto

R TR Ued LGRS T A 0 ' AT es

S 376ver gmgHwpiantisyl 2@t.e ando € cacesitreagead smldﬁnorredsupplled

fre(nleﬁ pﬁEDTEﬁBﬁbt@be f§§ﬂz<gy§evwass pateraé e%t%lla% the

umm chrofrat ogr aphy xane acetate =
platgletlagprevﬁélp@r |rﬁ|thwalsoet@@ttl\w,aguééﬁc@ﬁ?ﬁatréé over 5
mllﬂﬂqgr %dgge@l pr Wl%he@th)ﬁlaq:(‘eq t%g@%g@'t‘l%@lprr%@él in 5

her were to th The |ns%]uble

I du
RiHGS AT RS WIS TOBHAITERL BoS FEF R it G7[Ba L the
colbbaien 3oMBthexy-eheuidimenmidnondat 5 to 20 pg/mL (final

.CO\{I'\IA%: O)t(:%a%xa %l I% ﬁﬁRP%ED&lg%%Egsg%méggg%;g%gl_lge}ea% 5 to 2

ugImad.3: x(léﬂa emp)loyeﬁ 86-subrix (1) concent régions4at 24iqh 70%
of) 'th% %éx(l%ldm %l)atel@tggg(ﬁ@ga@AonJrgtéHKr)as §na§céHH d

% ef erence, Exa
synt RéaFBehr §) (5T nBORokg2a2 el neRgHaTHoRhesanine acid
seRbRYepBEBRQ IOXROONI s dpdraddn Example 1, 3-(1)] prepared

TN Ry A FOUS Y By R TNG dealoTye ] § hE-269)

: [hsahmgnthﬁlmmun@ atldceequeaced0€5539)IQnUOeﬁhQﬁ@paFQd in.

ExTib1and 1%, Eé‘f] ?%g@r%@f ben168. Af 93))0Wﬁ§1 aﬁéeﬁooo i,

t reto’to %tlc reductfion at at m at

reﬁé’ﬁchlNG&b’sor Théip 2RI i(837m4Naré was/ @%&Céd fol F%WZHPOM

1.5eapekates s ad thd tdaited 1bwageriddedThethi khkat eu\a@tte in
concentrated under_reduced pressure, The reSI%ﬁf Fach |

wharEseh Qe 9 h tREPRR MEASHEEIE TH Famhke 15w BaFe
miganenwd s@f gn)theapladdedt tampymtgortet quar Aodmncubated for
catal ytic, redu at_ 1 atm 0G far urs.
2 Bgpy 5%? wgs%Se(f‘:rovcegg}J urenrtecz‘P’uceZg2 gr é‘ssﬁ%ell?lo Oﬂl?"%en
sogutegnnéth@xcymemmmf@mw Sietrﬁart“ﬁy}%@f%ﬂ‘oe was added
tn@¥azel,i dha- 2nens1 @6e Pe €T AIEr S5 LSS WY Gl BB asured over
subjected to the next react on a% it was. 1H NWR
6

5 pepetsy dppm theszaddifion: F €rgosg (3H, s ), 3.85 (3H, '
S), Bh88rdsQbt(3H, the) plétéBeﬂ 88gtebhton, ibhO5i {3kl

aca)i]’yé é’ngéf(ég 061 %g g%@'? néh%gfi( by tge s'gll%ug‘ig'Q.On with

coldapgdr @ﬁySBOWBt hOxFI& det hiheheestlt oxbzohe dvhatte e
agJ;Q%;ax%ﬁCm}Q{b&@g%%évmt)y &@%ya%qd 1932288 haflced by

sol ation % ﬁ nmet hoxy
thﬁe?ﬁéﬁy%é HS?yWStﬁeFHQ BﬁéﬁyFF B}EEOFPBWH ?“oﬁéG(0248
g , inEaonmiguasgd & herMkshtd b avds séprdeshted aSimd eburse

(-fnChonge PAREFRE1 AR ROotRy L ARcPRE L CTRECoHEHAEPBY ©F

cofdbgenal andsadvieet iordr amagnespupassntbatbe phdtelet
r cepgtrated to dryness under reduced
agg? gg?éﬁtggg% glg 3- (4-hydroxy- 3- net hoxy- 5-
nmet hyl phenyl ) oxazoli di n-2-one (434 ng) as a |light
yel | ow powder. 1H NVR (CDO 3) dppm 2.26 (3H, s ) ,
3.90 (3H, s ) , 4.02 (2H, dd, J=7.0Hz, J=8.5Hz), 4.46
(2H, dd, J=7.0Hz, J=8.5Hz), 5.55 (IH, br) , 6.56 (IH
d, J=2.5Hz), 7.31(IH d, J=2 . 5Hz) . Reference
Exanpl e 27 Synthesis of 1- (8-nethoxy-2,
2- dlnethyl 4Hbenzo [1 3] d|0X|n 6 yI) pyrrolldln 2-one

—r 4" o I
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3.71 (3H, S), 3.75(4H, t, J=6.3Hz), 4.09(2H, t ,
J=5.8Hz), 6.83-6.86(2H, n), 7.10-7.14(2H, m 53 -H -H
WO @3RN CH3) CO2C(CH3) -H -H 1H- NVR (CDCl 3 ) BQpIR2006/322417
- 1. 42(9H,s), 2.17- 2 27 (2H, m) , 2.67-2.86(5H, n,
3.35-3.41 ( 2H, , 3. 74(2%%3 : ' J=6. 3Hz), 4.09( 2H, t
, J=5.8Hz ), 6. 83(2H d 5Hz), 7.00-7.16(2H, m 54
H H-NH2 -H-F 1H NWR (CDCl 3 ) dppn1 2.15-2.25 (2H,
Bn5BIG2HL, btise,c3rvé ( 2ows theb.resdd)t, i @hedchSe of

ada;* Bagh i RADIE gl gl i obf iy forve

Hshﬁwﬁmmgme,o 2690 a(tzﬂOqT)nM,g the curve
gzﬂqo‘?s thi Qe@u'ﬂ%)of%ﬂjodl3ﬁl223)2694 élQ 34) ﬁg (2hH. tAe curve
1H, brs), 6. .30 (1H, m.
4368hHW§cheH;§e®Eé§H9f ItlheF ?Pﬁcm (CDCI 3 ) dppm
1.2643Hr1d. I-7tREZGurve 21-shds gﬂfé magult Arb382HcaSE of

adgige 9 2‘3213#4% 28978 ayrotgte o oB90 e the curve

(2() CBEb8s) thippresul 3(BIEYE001=T10Bz§692. 27-0BNM,2hepcurve
3ﬁ %% v%%(:%'é' résul]t @f?’é'!?)@off 2%@2@69t at ‘105 rﬁhz)and t(hlechrve )

4ddshs>wzot|fle 8e§Hz1)t Oé zéelcﬂntaola 2 OHz) 58 H H
Gﬁs%Befoéﬁl: NeForh G rdslipfynshdwid-id 3hec2Hfigures,

' 1tJhgs é{f%(nzgé‘logt@( %I:igl”c?’%{?)go;éo%lk&gu’gH%ré%?rléﬁ%Q%érélc}d reduces

thé=plake) 8. Apregdt8dbhl iHdced=By3Hh}, sl@mﬁ@@l&lom gith

coi%ilf(ag}_‘ystl%g%ﬁgﬁ%@n %%Léﬂ'g %NFE(:QQI’%E Qm SY—OOl has - |

the pEetslef, aqgggg@tmmmnhninwrysesmlvatya 8 8Hz) _
S e D B S O S et psigrpeg eins
CHEORPGEIPLERATEBFRIGAR FYEDBLTAE pPedanb=PHVERE OR the

~ bakellaeFuko eappelkypent |s@etbmvungx~:aampaée|2et Rygt egasubn,
nh|b|tor R [ [
_ su}oﬁﬁlaglttlsry agb %Xle g Sit% gé aéﬁé{ sé}T i FIG 1 were

P ar maceu CONposi t
obgagned.a @baﬁ@QQenhggregaﬂﬁbnbvnﬁwﬁltbﬁ9 thﬁqﬁ%nQan@f the

reggﬁE'§h@gn%@o%XB %S%%@ BﬁQ@E@Et(é%@QE@bB@BB inhibitory
ol ypeptide), which is expressed by a pol ynucl eoti de

ac&ﬁ&é&ﬁng t he pol ypepti de as an actlve conmponent .. The
pr eseﬁtth@wﬁéﬁménﬁs hﬁrln@etaéeébcb@easmqape(m—@m the

bi ndi bi
plsﬁséﬁgc%aa#%gﬁtgsﬁpksFF ohesEnsheathsahy shrnging: e
coaseamrattione cbrporEht .(2TheofneSeon 3 menti bOOGID Then, .
1o§eh65§% B%ﬁﬁggﬁ%h?@ f Qs E&S%@&@Q ] Qgegeaen(ﬁnglbleery

acilitates the pl at @ et aggr egat | on

aCtPrHllle’t dﬂ?sdctQﬁust%roé%l at lad6 Ve Wasnmpaidarmesd afeng SAS

sofRaaracests @ﬂlst(iQmﬂ@S,elJé;SHh E@nbagéstiﬂ)e DIA%Se@l”ﬂesult ICso

ofpPCPec B0GPEa%t FBR CANPHIEGR) HBLPDi og B o

poIyEnohebhed&b&meoﬂém@atme Samms BAEKCROINDIAREd that an
epﬁltggg cf J[aoqgéﬁggggt lﬁeFﬁgd{Uzﬂﬁ:Yné)i \i@%%aswn ﬁOSltlonS

S an er varil ous act ors
148ornnatP Vasthe aminersidabequenet of S¥ P&l phefER ID NO:5

m1§ﬁ§3%bnt§lﬁﬁﬁéuggdtﬁﬁ b@b%e@E@tSb@%ebﬁf@ﬁhuinhlbltory
myocardi al infarction, cerebral infarction or chronic

acéFFéFy 8bs B 0P oRTi EheaBEEdeFedPREREYRNY. Exanpl es
of thronbotic di seases foll owi ng such an activation

EX%St nulatlon of aggregation) of the platelet include
Ppeﬁlal sclerosis, ischemc cerebral infarction,
i scheni ¢ cardiac di seases i ncl udi ng myocardi a
infarction and angi na, chronic artery obstruction and
venous thronbosis. Medicanments with the action to
inhibit the platelet aggregation are used as
preventive drugs for ischenmc diseases carrying with
t he above various di seases as conplications, andas
preventlve drugs for pathologlcal condltlons

g a oy s o e e
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SEQ ID NO 6 or a conplenent thereof. At |east one

pol ypepti de (protein) of the above (a) to (d) is
waowenises referred to as "SY-OO " herei naf t erPCVIR2006/322417
- expressed product by at |east one pol ynucl eoti de of

the ‘above (e) to (j) is SOHEEIHES referred to' as the

"expressed product of the present invention" . BRI EF

DESCRI PTI ON OF THE DRAWNGS FIG 1 shows the pl atel et
Syagyeegat o6nS¥RADBI motgngctivity of SY-001 produced in

= G”EgeO%l i§(%gntﬁggﬁggdbﬂeﬂ)\bny%l%b?ﬂd%h@Sé%&ﬁﬂl@é‘Sls

ows t atelet a ion inhibit
meabpﬁvpﬁyn@fFevcod? 6#6868@@ éﬁﬁveaibong%é)method
I Pdugfgyﬁyréﬁttmbatyﬁegmae n@{rtﬂ@eﬂhe FilgsiBe&housbéheof
at el et adhesi on i bitor act|V|
amﬁPBdaEéS FﬁsEéﬁﬁﬁlt§o% %) |ﬁh§glfgmﬁﬁus of the
amﬁthat etibd sathesion ofoSEQI Ilagi:ﬁt § naﬁxherml’et&nedirbd’ Fegctlng
S S 1 d [ anples 1 and 3 has
lntﬁ Q% BG%BS ¥F89 m888 H%?g eEBE§ Exanple 6 . BEST
[ZNmEeBeeROt;ARRWNe-@UYlTHE ﬂN@E&TF@NfR@ﬁFé%HFaPPBﬁ

te'a%%ttﬂo%beleete\tl ahd 0SB 13M e AGIHEhz ReAlHAdaS hhasate]
sequences. and nucl ei ¢ aci ds accedes to | UPAC-| UB .

-aSCBHﬁﬁHF05FP8ﬁnBﬁ "Bi ol ogi cal Nonencl ature, Eur. J .

BI ochemeceslsifiy 9t he8rig s ulbt 1 med yioyt hietiRACob Upeptide can be

"Cuideline for i c c n
153909880 0Eneen Ehe En R dBE0-bU Bk B BERR B R cn
acetbneerlénd commonly ‘used notes in the art. A

pol ynucl eoti de (DNA nol ecul €) herein enconpasses not

only doubl e strand DNA but al so single strand DNA -
Forppilading &€A8RLEhdi ns and anti sense chains which

%gan?¢ Thénphaﬁﬂatéuﬂmtallgbmpdstglanlgﬂgghetpeeeeht :
eretror | ge encodli n -
inPREE G800 b 5 ARABRACT et VN GRTbE BRACARAC Chpacding

~ an8li ngk en§tTEN gglhiA QSeSts-eO@:halm)vmg:thdl agi e ighdetinence

ce co enent ar sense chain and

P@}wpﬁ@etayeﬁnef PRy FeRPS teReleBPoLipfBls %ﬂhﬁ%%te 80), 15

mgvfﬁxﬁtb?wtrﬂtﬂp | y nuGlLatr 6@ &P&@eﬂi@éeﬁw e) ohegﬁhn JdfSHSA
not defi nedb ctloga

X m o 1 g cg ﬁlu c:L%rate
(hppga: SghUmMoR 1N é?&réEsuoﬂ 5& EiF CoRCFEg°eR A
bu&déanﬂtegomnfxiﬂﬁﬂnkngSquemmmr&umexm@aammmmanefllter

t p ucI 0 al so_include nd
ot Rl Do bt e S ERBEPLY i Sh b I F G oRE By L i in
a yégqlenod ém@phhélp@ngna@ ecthelef enpraiony e Rerigsd by

dlgeél%queaﬁellmele@esétageeahsuseonotogs derivatives
and nutants thereof. The Eutants of the Lﬁnucleotl
a

(nut 4At BRR) phﬁanaae%aea FPYPBELEI PR NG gl ptesen
infehaibg, imathenahyeakbplectournn gt vt aatssp agda neitl dant adding

h bst it ut dditi d
10558/ 07 hath G o bade e Enor b A G A g ice 3t seo
IDsNDs8 hnt% ald pft hgssahe dchdtdngh langt v Huwart iseruof alkemin
He%' pstﬁ {799 eDﬁO&f&Pylé@%mww et@té ftejeeft%e the11ing

1 oNn. e nutatlon of %@ . .
th(enﬁewlt-:hw S 1or Lan A8 eR$ d”é‘éqlaié tedrtdtonteéés@étajlt-

to occur by the naturally occurrlng one, e.g.,
i cat and nmay be

Ao 68eo0 AREECRE, Py onedB by erI Py 3 ERAIAGEN al Iy

OCCUAhlﬂg—@MDtsqu&fbm)c50§ﬁ£®Cbﬁ 3The0 abdwe af,asd,0f000

ox REQREIRER. kiBeinh e, 9451 yabhan s, hal s

and nore preferably 99% honol ogy to the pol ypeptide
before the nutation. The honol ogy of the polypeptide
or the polynucl eotide can be anal yzed by neasurenent
usi ng FASTA program (Clustal, V., Methods M. Biol. |,
25, 307-318(1994)). As the nost preferable and sinple
met hod for honol ogy analysis, it is possible to
exenpllfy the nethod |n mhlch the sequence |s stored

s P —

fsbﬁgenDShba@‘i' Dbmoﬁaﬁi'/ﬁl%néﬁe%t}@bﬁ) ghaving the
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adhesion has a possibility is also thought to be

useful for the prevention of the thronbus fornmation
wapenoR80A and stent placing and as the prevenedmeEP2006/322417

agent of restenosis after ptacing the stent by

enf ol di ng the nedi canent cog%al ning SY-OA by,

applying it on or enbeddi ng in the stent itself. A

degree and a position of the nodification, i.e., the
of'del Bagen, (NYCOMED GnBH 5ulhsid 1t nloat ed fax:tdBd) mamutefs ahgoom

d d SY-
te(%e”r%;ac'(ed)rgft “e?hﬁg}{l?c%rﬁp{gﬁfnie a§ éf&té‘?@i’e |
suspensdloppest ixdd O éubi val éat vae)addapr ai ﬁaChh@ell and

1 "R fteed RYF NG %ﬁ'n@t%%qlé%n%oh@%eﬁl‘fb*é%ﬁQ%tﬂew | x££ 88 the

. same activity as that of the pol ptide conprisin _
LARB a0 F01% SCINaREe 16r S3ED WBLAOVE SoF S§OVRr g1ng 3

pﬂ?fe@:ft%r akaln%l tthﬁét wehe saheve mRdhkidc atiiten 209 jgp loeaIpIB)ﬁ

erforne bout to severa
SANE seﬁ efgﬁﬁgnco?ﬁﬁmﬂlé‘?aﬁ %ﬁjs.;a iaﬁs%&??g o each
w&dilbswrnuahl aas blnelaobcnntlrm mftmghtalkplng amin@ra@qidlsﬂ air at |

ef er ’bgj 3f %hd%ell
45hgve 1'qeen |nserte su stltute or a dee%

-anmatpﬁ%eam %nca%maga@f%n pref@ealey 1oWas MR S LR ufomg Dc

pr@rtelleﬁ%ss@g;recﬁrqfaqmmm 2 or nore and 7 or.less and
stllb,m)re gferabé rm;ﬁ,z and 5 or less. This
modi FPEd TR NG Sa8F§ E‘aﬂé‘nég §: Por exanple, about
70% as - nimrsehoxpmefrerFeilﬂy%b@@twse%mnmfwdnmaet SY-001 of -
th%bg)fr%r %gb% 1%%%!: 1%%% rklé.%qrt%da%ﬁ g'll It e'I%rte B‘T}%fsg%%b Lt)b

or nore. hOﬂD y m no aCI sequence
codflagierhéh SEQSEDAREendeRt Fnanngiec pid LA €0 brexrbited

-t HRO PRt d.@m(l%\it@@ly) \Mtll@lﬁ s the patkiteaetorpBReAbNOf
t he pharmaceuti cal QSi t| on of the present

PAHIEHEIAEH Yard é’é’sﬁ% i%9 OEXGHPLe S TdBSEEi-bed | at er .
SY-001 has the i nherent platel et aggregation
| Latel et adhesi on
Blmﬂn% C%Ct& vfiiléYa@yl gl%slg %%g the inherent . .
col | agbmobkmdgngoabtllony 3CrheutIe)f ofag admed to each well of

a @@aw@?f%qtalt%am@@@pq%lztols@o eéaééf@wmt%s&@na@a&w 9@6 well
|ng he active conp s usef ul
pltaﬁ@ t(ﬂgwgpe%§@%9%)gé\ﬂt gPatRa; p%%ﬂq%fféeﬁprf BPetwr at
ro@ﬁt Ia@hlpgh:aahr@ondrtﬁé Ch"b]?.l,ﬂih&ﬁquennéat:ﬁ bl diseasesowd) and
t heco catlo t her eoq, e acute_co
109y i 8 ann@%c(g(fjd paqoqefﬁrhrs&l ron, cén&egra ﬁ%%ﬂ 9] or 300
nb’bhaenaddadt‘eqo|@¢cfob~5i‘1r]ucta|ndnlnarlbétedl ferlemodiayr at room
te#r%%l}%,?u%ecerﬁgéaé?iﬂ%r? o@facﬂr\géff'wase?g“@ved 200 uL of

hypertensi o
2%c EHEBPEP Wﬁﬁailfé@%ﬁﬂo ﬁ@l%ﬁé#y ﬁﬁfia%réw%ﬁte%aﬁ%ﬁr aminutes

atf @bl @empepBitutres, TiEdadolddaH e rankhibaiachieg demoved,
hem)rrha e, caused by the formair)b g f thronbus or
0

anghbet we 1l Ware G5R&CTacEYPFeARSRb W offa greonstituted
NipHEPend 1 i ni/emt (Ecmp ries slese ctroef Nil c Kok - IﬂRﬂé sppgvesti HromKPL)
wash8ahORBUS LAY HBY L 0N, RO ETCH: A0 e oY il RRIY AN oom
as the preventlve agent of restenosis after acl ng
tenipe rstteurie .byA&ppkywaghing vish aheash émffiasellf0 gh)of ABTS

Peﬁ’:%lxmwsleeghbgeré%g@laefdé@)toeea@ﬁl WELEY-4Xd At ly mixed
specific exaggge of the pol ynuc] eoti de encodi ng SY- QA

Wl(t§0ﬁ§1a|kﬁ=@§ rehEERBALRD fa%rralnﬁwwfe&hee SR aEgp 100 kL
ofcar EDS|wale atdteecp,olayiwaheabsdebéﬁ)blé aol®cudwlength of 405
rsing_t e e_o r. 4 or

o] Ra O BT B A EhB S TRYoPh i CEVRABEE SFOCRE DA

nol ecul e of SY- 001 [ ncI udes the pol ynucl eoti de V\,hl ch
hybri di ze with the pol ynucl eoti de conprising the
conpl enment to the DNA sequence of SEQID NO 2 or 4
under the stringent condition and is capable of
expressi ng the pol ypepti de having the platel et
aggregation inhibitory activity and/or the platel et
adhe3| on | nh| b| tory act | VI ty. The st r| ngent
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has been incorporated. Specifically, the expressed

product of the present invention can be obtai ned by
“Kbmmwmﬂmclng t he bacul ovi rus expressi on vect orPCTIIR206CI22417

-cDNA of SY-OO has been incorporated into cul tured

cells B4 or |arvae of S|I%§orn1(Bonbyx nori) using

nucl ear pol yhedrosis virus MPV) of silkwormto

express, and isolating froma culture nediumor a

S|Ikmbenr©©@¥t$limei&hpwﬂwn@nﬁﬁ@gréphyfrﬂan9k§QNn§§ﬁ§$ent a

t S [ obg ai
rei%:f?%%o?lg%\rr% F)lefn Ehghgr{?%%)é%&tdroﬁs G@[b %'o%Q r%g_ 0 ui\é fedhown

Ghédrigsras x@&%@ﬂ@a6§¥m%Qkﬁ%$ﬁ&%ﬁﬂn¢b@%FéQaCltY
oe&gqgggFﬁg %tTln ﬁfglcells of Spodoptera fruglpsrda or .
Tn5 S 0 ri1choplusia e N

front'd tOIthe a%%%%?nﬁ?éﬁfq%§k¥h36%hﬁﬁéiaﬁk 52901 of
th8pere $emct @rmmitesarnhadheatewprle's‘shl@nrhle-@tlctlor\mentnhe on the
plﬁggl‘i'étcgggreéalﬂﬁgg %é,&t qugo%}le' Eﬁi:}%%t%&/séckpeﬁcon the

havi
plptersterdiayicria HiasR- asétgéWel a ERa ks wb%eféﬁlfh%d that

YCQUﬁeb%l%hbyp&%@bh@bh%v%hﬁﬁéﬁshaﬁ vaet Binbehgt Bapyeasy to -
i nclude pPICZ (Invitrogen) and pPICZ a

-cogﬁﬁﬁﬁprogen) The pronoter is not particularly

li m Fedm Yhesearbaalesj uthbepbagnagetivigahusomposition
Escher.i chi used t ossSi
comlpgfléc,r agl )§§ugélt ?))%ptt%% gl}%(s??l%) :Lnkrtenlt?opx 3? *Eh% tagtlve
componenercandwaﬁﬂwn@ﬁ@ﬁulrEbﬁx@a@ﬁﬁte¢aénamﬂm9$¢¢lon as the

th%rr%ﬁgh%'ic a\ﬂ@%‘% bheg hast pQ%k/@ﬂﬂ&Vangéﬂﬁié Bagi lnlybbéardlal
ronot é&r, SP02 pronoter, penP r and

infPREAPE " PPELEPABY. SOREifRe FEREPTRL § Sacdraeiphoand the
lilkest, it is possible to suitably use pHO5 pronoter,

PGK pronoter, GAP pronoter, ADH pronoter and the |ike.

The preferable pronoters when the animal cell is used

- Plageflké hdbesace tihbipiceoiyercdérnveddf coml8yao, bihding

cagﬁgggyegfoge&ghbqﬁbhgsAA@@taIIothloneln pronoter, heat

onot er t onegal ovi rus pronote SRa pr.onot er
FI§nd3tthPPkénhwﬁé¥Stﬁée|ﬁéé&?l€é|Pdh§sa§8dtasCPHéage“
FIBQSH,: nhpPShpesshbl eihdieyeanbihty tpl Gobaeulagenus
pronoter, polyhedrin pronoter and the |ike. As the
expression vector of the DNA nolecule of Sy-Od,. an
SeexpnessgobisecFoeef @exa fusion protein can be

pr ef §ggqlﬁé£§3?g)r§g fé% tg)@l@éﬁé Q]ZJmUE%r ;ﬁﬂr? r sequence,

i nclu or_expres |ng as t usi o
SERr b i tIP?quEm%rttrﬁ ShesT T tersr natedeP T O8TF SequaNGee SEQ

IDp@bﬁ2%§g%%?ﬁ?%;&%QHﬁ€g§A§9¢Igﬁ?ﬁggi%@qh@n@e?OQEQQH)NO 13
re@%g?8§§?oﬁh§nHAPﬁ@ EQCPE %E quPﬁECﬁol Egp?bdgofrgﬁ

repliesbast tikl pAnSGFR1ppesimblre skquererpl BEQ aDsEOreﬂéry
d c u e

reBERUERES ERR ProSEUEt BHRL, SralBRSE SRELEREND no: 11
repggpengsgthehpAnggrotOnpnimgyg SQQPﬁéC@ase of the

animal cell, used for the purification of the fused

mat ur e polypept|de |n t he bacterlal host The net hod

for introduci ng 3THE e Y DNA

(eXpAeéér@nngeebothelpt@séhe h@sén@ebh apntl ibepoeshote to
prfslvllnd{aet nsaﬁé@wgg?8u§caem§n A q%)tn gﬁtéf#i a%'s% OOIGor the
exwhesseguptodgctraﬁstbenameseah beveutugnedS|hhe actlve
co?ﬁ&%ﬁ@g@nc mpldG 1 $1 ARASF € hEELhOdS, ¢ @HQeFNJ.EHe.Ls thought

culture, e o j ctive protein (expressed product)

encoded by the DNA nol ecul e of SY-OO designed as

desired is expressed and produced (accunul ated and

secreted) intracellularly or extracellularly or on a

cell nmenbrane in the transformant. ‘As a nedi um used

for the culture, various nmedia comonly used can be

optionally sel ected and used dependi ng on the host

ceII enployed The culture can also be carrled out

o - o Y T T o a1 1. .




10

15

" 20

25

henorr hage caused by the formation of thronbus or

enbol us. According to the platel et aggregati on
wo nw7hosaser y activity and/ or the platel et adhesPONIP2006/322417

inhibitory activity of SY-OO on the platel et

aggregation and/or the platgfet adhesion, it is

possible to prevent the thronbus formation upon PTCA

and stent_placing and event  restenosis after pIaC|ng
tothe wsehil @S é\nﬁgue&iaﬁgettﬁg BASPFeRE W IRESVips ifges: toT
pa@ﬁoﬂbglﬁégséﬁﬁdiﬂyméisll'fbsbs}que&ﬂpltw mrmu@ruﬁeases, e.g.,

_ thgga,bag?Fga nLh 1on|st %glufs Lac%rﬂz?&sel’cl)tf %m&;olus,

Esent o mven lonyfor
e.pr evmﬂt@nom‘bnaesltm@e}f ngpcprdéiphginfercteon, cgmebral
emB%lH%ﬁd ag rang¥cl 9@@%&51”05E@EUE§EGn,TQ?terlal sclerosis,

arnaéeutlca conp03|t|on of present I nvention .
1se~aﬁmarcs@erséraéeanﬁﬁrasﬁppy n@neeﬁ?ekwnaaa Fhrgmgpsis,
hy%@&@%h@?bn?np@lﬂbﬂﬁegrﬁQ@EEEeh@SbH Wbé@hbk&lalﬁteﬂttlon,

rra or t sel

Puﬂﬁ@“@%ﬁréggéacﬁFBBUCE %ﬁﬁéﬁ FgliHﬁeacPFQ r&gﬁﬁOngﬁPa}n |
faﬁherphandasebaraahnondp@sm@rxhagﬂ tire wirieder®Y-001 and the -

ol QYERLLES SketoyR s aeemsEautcot oy sotmiable oo ore

ingeavedxi ¢ al kal i netal salts such as sodi um

pot apgtHAErihbtBl Whe %@hﬁb@fﬂ:lgﬁ%‘ﬁf’dh%rgééhﬂmrﬂf%tJ.on is

amoni um _ al kal | arth salts and ni sa ts
thou?ﬁéséosgﬁtgs€§ﬁ bé%pr & GCBHeVﬁHE&BBrBSWEB %gh

fostnandandupehhprisA akhe sab:@\tep$al:liﬁgf uahdiefort It(l‘ieudeevention .
non- OXIC acj d additiaon s t CtiAQN

of Feg Bfﬁl%r ’%ﬁ S5 glhpro ? %fdetlﬁé/ lJEen %aYCtOOq by,

apphyenyi' W ~@0ih oan oappmbpdidang Sﬁgaﬁﬂclorthﬁosgantcltself

aci dyg ﬁiﬁ?ﬁﬂ el r £RE SIRNDRRI HE1 8071 & BH L AGHFASY-001
addltYon sa.?%llﬁgﬁﬁgé ﬁ@%rochlorlde hydrobromdegCI

- ProUiAsALY FheuPFapent deuielttd OTox Al at® POFEGLS BO Screen the

ag@ht_eié'tefoi aeabelypepai e dleﬂﬁéaé@rdta%ét@b&odmﬁtabg ,the DNA
- uenesu cltrate
mogﬁgghﬁaéEXPfﬁﬁﬁ?gt%rééﬁ?¥dﬁ%%®é SES lnV&scorngel Ser

scbeanenbsubhbaaaecandanapgytEEeacTh31phatnaéeuuﬂcabte the
ted r
infPERESL |20 0 {enRbes gglfoanﬁ;fgrergnbgﬂaéekﬂseeﬁ &k tfmgeelet
agﬂﬁ@Gé%EP§s§§d/9Fo§DétPéﬁtﬁﬁ@tpﬁ@é@ﬁ%OPnéénghéncéﬁd?ﬁéte
coﬁﬁbhnahereof the active conponent, and containing a
pharmaceutically effective anmount thereof together
wi th an appropriate pharnmaceutical carrier or
di l uent. As the pharmaceutical carrier used for
preparing the pharmaceutical fornmulation, it is
possible to exenplify excipients and diluents such as
fillers, thickeners, binders, wetting agents,
di sintegrants, surface activators and | ubricants.
These are optionally sel ected and used dependi ng on a
-dosage unit formof the resulting formul ation. The
particul arly preferable pharnmaceutical formulation is
prepared by optionally using various ingredients,
e.g., a stabilizer, a germcidal agent, a buffer, an
i sotoni zi ng agent, a chelating agent, a pH adjuster, a
surfactant and the |like, used for usual protein
formul ati ons. Exanples of the stabilizer in the above
i ncl ude human serum al bum n, common L-am no acids,
sacchari des and cel |l ul ose derivatives. These can be
used al one or in conbination with the surfactant.
Particularly, by this conbination, the stability of
the active conmponent is further enhanced in sonme cases
The L-amno acid is not particularly limted, and
any of glycine, cysteine, glutamc acid and the |ike
may be used. The saccharides are not particularly
limted. For exanple, nonosaccharides such as gl ucose,
mannose, galactose and fructose sugar aIcohoI such as

e S o s
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of the platel et aggregation inhibitory activity and/or
the platel et adhesion inhibitory activity, a

weempasasi on (i ncluding SY-OO and | abel ed | i gecmlirho6/322417
~the pol ypeptide) with any of a synthetic reaction
m xture, a cell fraction, glood fraction, e.qg.,
platelet-rich plasnma or pla? | et suspension is _
i ncubated in the presence or absence of the subject
substance to be screened.CMhE{her the subject

SUbSt?n%eﬁﬁggﬂééggg%ESla&&h&g‘sPtfloﬁchgqprquJ.% 29N ZRS one

‘the actio I'S detected by t decr éase of

~ poillipepside Pab&hed fPlgandndTHa) aéfi vy | evel of SY-001

(a§a8 he Hatsotad npt ilseper tBe SyEiemcald sehaehaetsf GEQ 1D
Iabel (i's not limted to this) , the incorporation of

Noalreporter gene responsible to the activity change of
(bt he ppﬁlmpﬂlem tdepot sthg qolaypept aded ssrquertiendongrising
onBSSRRUPLLELE KOO ALBRAT ooy EO0RE! IR B388ns o
8 or- the other ant 001
ad(iiszLozsg:)n theyamiro @Ezidseyuinagad®t A ecﬁ ;ﬁﬁét@debavmg

a ﬁggf:ggéb'9§‘g£88é@i59r11€1¢1191to ed o SAld EMHdY AClalplatelet
| ostazol) ~are conbined with the compound which is

.adhg§§AaTt ABPPStORY BETh¥&GYFor screening the candidate

(cGoasBIngb st ide canpelieriaigot hefarires plcdidesetjuence of SEQ ID

_ Noa%greﬁgtion inhibitory activity. A conpetitive assay .

h SY-001 or the other nmutant [e.g., SY-001 _
(dg 1513026@)613*:1:% 0OMpE23ingPn rdme ahed gtamrensiaacemprising

d | isC| I &5 X0
On@ (!;1 bﬁ\tﬂhg ie %g%l%&ﬁo-ﬁv?hl gﬁégkﬂg%ﬁﬁdei her ettoutcla?r?s °r

adsétasea ¥fbrth§c?lé7e‘hﬁ> ﬁ&lﬂw%e%‘éﬁ’ai:%étfet%r?&ﬁﬂ?d §¢ gnfbhaving

a 9@@@5@&& de @ég&ﬁﬁomﬁrﬁl@il@it@ﬂﬁeﬁd@nflﬂwlﬁd/@rya platelet
.Substance (candi date conpound )

ad§g§é83e§n9§ fﬁgr EEAVH Yfret hod of the present

-aS|ameattmne|sompghbptl|kely t he agoni st of SY-001 as

L0, 553 R DL 2 LSO 0 Bk

praguicti t yhighexpysfisad Pimbe aafd suss@@hx@u%w%b@%é)s%the'
oqﬁgw@h@tqggttgggﬁsgatlon i nhibitory activity and/or '

o e e o UL B AL A SERRUER o

orpaesemplemEEbttherpéclf|c exanpl es of t hese subj ect

fz %%boalgﬂﬁ\%cleﬁﬁ&%iee w%l | H?Bkigﬁlg\espwﬂ;ﬁ' @}% Bolynucleotlde

nDIecu non-
Ofcbhpdunﬁge(synuhéercacﬁﬁ®UUWﬁﬁg Coﬁdﬂﬁéﬁﬂeénﬁrxﬁhﬂﬂﬂﬁble of

exssbgssﬁgr§05319ebee&dsXhaagha aaF&HEEl@%tééékébaémgn

g hese substances may hose pew y devel OE
inbiBRRoRN SGbLVARFesH /E%aﬁpPéstS#thédBﬁﬁﬁepeﬁnhlb tory
ac@ggﬁegatlon i nhi bitory substance and/or the platel et
dheS|on i nhi hi.t substance._jn de inor
o3 E st e e T S RGC AR TR LB 8 Ly B 605 or
moge sy ey ¥ tope“m paéynandepsligpept ttesabare mebtardiasapable
o£aBg E@%ﬁ@ﬁ&tt RB&SB@E%QdQVhéb?ngeﬁepﬁggeﬂgtErﬁbgggatlon

tec nent the activit
mbnha.tﬁgw ﬁéFéf’étYTﬁé é@ﬁsé Bmtﬁéﬁécaﬁeeﬁépnt h@hbmtory
acﬁ@b@@yle encodi ng SY-Od , adn1n|stered directly in
ylvo adm nistered in,the nhg serted in

t_h
&6 Pedeh SPubhl S0te 1 iR o Fne Aty R0 1D NO< 4
OrpbaCOMPﬂemggtegbérenfbnhlbltory subst ance and/or the

(1 u%sp%lﬁf:e‘ﬁﬂlaw ng h@l}{ac?{ ﬁglf)tl(i-/atygégugcﬁ@}] t-i:l@hggilpqhg?%tgtlde

aggregation inhibitory activity, and/or the platelet
adhesion inhibitory activity screed.in accordance with
t he screening nethod of the present invention is

eval uated as follows. That is, the candi date substance
whi ch increases or facilitates the platel et
aggregation inhibitory activity and/or the platel et
adhe3|on |nh|b|tory act|V|ty by about 20960r nor e,

Y T T I NN N 7 o o o Y T T 1 .
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containing 50 nmg/nL of anpicillin for 15 hours at 37C.
Then, the cultured nedi um was added into 600 niL of
waBA7/osdsech was then cul tured with shaki ng f orprdr/iress322417
at 370C . Subsequently 6 niL of 100 mM I PTG was added
into the culture medi um mhégh was further cultured
Wi th shaking for 4 hours at“370C . The resulting
cul ture nmediumwas centrifuged at 6,000 xg for 15
ofnthat aspvantht hmdampeheasaningastrepmyediomtmnd is capable

ofr 8§Ekg§ggnﬁel{dllr§tcpr§’l§§a e RYvadd Mge 40 e 1t BgM¥regation

I ne thereto The. resul tin
ibigiora] a§<t|1tytl|tcyn a\midoeeﬁt PletgdEtapdbesden ighibitosy

' ac@nnq&@g,aa@d t he supernatant was' col | ected. To thrs

|ch .
(39 i st acY 4 BOMRE Lag 08, tARANE 2EGPERRReRaviRg 803 or
moGent smd Lged ta:ttrse @A yxgcfleot3 del olites, albdree dhpezmacapeble

of83pk 0D ?5 19%&% &agtﬁggﬁ @&%a%@rzégtm

m[npmt@]r)y @@ﬁtlar‘lm}’ngmﬂd omVei pilaasdes wasesdead ingibitory
actahliggted Ni-NTA. The resulting mxture was :
centrifuged at 3,000 xg for 3 minutes, and the

a3 @PeARALYSt SREPONERbved. The resul ting Ni - NTA was

packed. i TH® ﬁH&nﬁHdﬁﬁLcaﬁheoﬁiﬁo@Qt1Enoacaeﬁdﬁ)ngtted> rclaim 1

ong pReTenrureacrdsilat eEtegAraltl Aghal Rt a0 ey

antigomil @iat20etnidheisdanoiahibaspayt B¢sLy iiyr és the
in g%li%% Xal |c3(:1rvl:l'%yt l%r oygh E)lfl%t%qle'ﬂ”agg%@@aﬁ:%%ﬂeCitn'dYt%ed by -

ractio wer e col | ected. portion of éach fraction

cqﬂoéagane@nrﬂd@ﬁortéaeanaﬁbﬁ%rSDSCﬁA@EtYaﬁa thenPdesrhéed

adwe@hoGOQ@a&@uqa@@arnrng to determ ne the fraction
mhlch co ed the

Ex 3-4
fractfon e %f ﬁ?ﬁggéét%Srrgécﬁaﬁtgg fpetaim 1

: oraﬂowhEreﬁnthelprphammaa@mmxpaﬂucdmnqslnmqm;HaSAtmﬁobendlng
abA§§a§ QRHE and the yield was ‘1.8 ng. The
: aci d

seq ence of the reconbi nant protein .
obt ai hed?i RlaheiethiagIMESIAGL QR ol Pl aED a1 ARy Blatelet

ada@@l%dutmaoamno whG it Wﬁ@@ﬁb%@p@b@@&@@ﬁ@@cmbed

aci.d |duesh In this a a the a grg h
lnaE@Gl?e uBkc&hgt LS spfo g¢c GOW ﬁ& ﬁgpgﬁﬁﬁs atvgthe
poi@@ueneetaﬁepd&stmdb&dzaa tda2@32are the anmino acid

seque ce d 0 e

andpE Z-S\brgg Béégn é%n%geéﬁwé %g Q%IS:[Q{ fgr a platelet
agg€§|§@t§ﬂp@elly1hl15hé0a‘m n@taa'rlayséqdén@e aoplsvemt @dhgsion

lnhqbaé%)ry 2ckq6ated @hep@sht bomévéﬁlotfot%&pl@earralte 2
Production of recombi nant SY-0d (21-269) usin

ag@&@ﬁ@&@‘iopuén@)}aﬂ'égﬁyoﬁc§§‘§tléﬁﬁ PTF/PFoauB p&R1EF adhesion
inbaeulevhr &JGt BY: 09 o f{ Zhe2p8) ypePiNAdé rdagranibeendade Dgim 1 is

melaBuﬁggl }/R I gbﬁpelastefn%%sb%l O%gg'e oq:' 56%1]855 ?cvsgl%]séq%l':c% and

a mBNAushmmtr waExanphetie, prle%faneheaﬂ éisl sub] eT:Ite substance
139%@5&/6”%%%1% &%’é@uﬁ@mé@c %gtru@sgﬁ bad Baabhcel be the

g at 5th to sites fromthe 1 end and
DAGtsé&GéﬁéécattPZ?ﬁlGCFotﬂfsﬁuRJecthéuEPFﬁéFe Wthh
au@a‘h@ﬁ@smth@SEth.lN@rylé):tu&ﬁdaBaﬂhébhboﬁllbe ( BCEECCEO)
at Zn? ;g E Slt fromthe 5 1 end :ENA fra?neni t
was ¢ pad F?ﬁ%%?l%@l??%@e‘?ﬁ F cORTFLRte
aggiregpltasm dn[bENIRoSY aetiEioy and/oBubspdeériky, adhesion
7 -
RO ey SO et s i AELRE RO pE S ony getivity
into BanHl / Notl sites of pBACgus-1 (Novagen) to
construct a baculovirus transfer vector plasmd
pBACgus- SY- 001- Exon 1-4. Reconbi nant bacul ovi rus was
made using a reconbi nant bacul ovi rus maki ng kit
(BacVect or-2000 Transfection Kit, Novagen) by

co-transf ecting Sf9 cells with the above bacul ovirus
transfer vect or plasntd pBACgus SY-001 Exon 1-4 and

s\ r. _oa NN N SN O PSK LA o R o R
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pl at el et aggregation but also the inhibitory action on
the platel et adhesion to collagen. It could al so be

wo eienoiRited t hat SY-OO of the present inventiBrr/irRedos/322417
"the binding capacity to col lagen. Fromthese results,
t he pharmaceuti cal conp03|tg@n conprising SY-001 of
the present invention as the active conponent can be

t he useful pharnmaceutical conposition as th
oftthe gpeuesseddemdufy Fhé ChrowRiRISRA RYdMS ppéwnucleotlde

deB¥e6akdi 8h ¢IH B ¢t h OMme Psth FBMaITY teabplESEhcEsLhiAlence of
and the |jke. Platel et, ad ‘on i.nhi bitor

;
2 8Eb) B P LA ERCr AR P P75 PBCORBIRe e of

thAAPERb & & éhbsdvﬂﬁé|uﬁﬂcbmpareerpthtehm&asuﬂ&mannwWaiue in
th%O' lloa%% 'fGthé su Egthé pkig Qb”‘é ”% ?%B%C'th)f E@bject.
sgen. equenC|n ISt ree
subepaegenwblﬁheaEEMEmﬁ@nﬁhenp%ﬂﬁqﬁﬁt @@@u@ﬁ@éloseenhebltory
ac%@v1%% éﬁcﬁ’y&?ea”fﬁaﬁ@@eiwadl'?ééﬂcﬂ@tl%'hl%rl'tWy 888URNER.as the
12 represents the pAnS-1 prinmer sequence,
agSEQSFD NO 13 represents the pAnSG F7 prinmer sequence,
SEQ |® NOméﬂhdScemcﬂfs@ﬁﬁedﬁﬂ@&&@nﬂlq@mmmmeqmecehlch '

' h
_aggﬁl&sgéQ I Bl elf res :15% ¢ §9AE%G fggr S{g'ﬂgggfet

adbeguencénhi NDUSTRI aM;tA‘PPLY GABIﬂ_hér‘pqﬂmRﬂRﬂW td@stclﬂrebed in
cl@rﬁsanr'@K%ngkggesbgd'ﬁrgaﬁéka@sEQ1959thecﬁggm 2,

phar maceuti cal osition containin 01 or the’
c0@95#§§§6dtbﬁoé@éﬂowﬂnshétﬁpéséﬁﬁ tﬁvgﬁﬁuon as the

lacblﬁﬁeﬁoﬂﬁoﬁQﬁbathg @0&n@&u&eomeaﬁumheompesemhg a cell

%n Io bv c b guEE%s the

tr&&é PrBF VBt 8Ht?§8r§§8ﬁ9nf8F 58FhoV é P
podgpéptudesdesbse@adnuntcluaml@usrdaseaééscoapglﬁlnhethe
exgngggéﬁsp%BQu%%”HEEQQEbQBS ﬁaH§Qng¥ BHBO Hee®bt-rich

g., acute coronary syndrone, ocardi al -

'plaﬁﬂarctlon cerebral enbolism chronic arteri al

29b§t%@%b'6@’a@H&ﬁ@'é'piﬁkéﬁeﬁléggkééﬁeﬂhg agéabrahto the

' f t nb
cub%p%%ﬁg%%gwps%t hei ROVEadar 2P ARROFEI FOR, Po ﬁ@ﬁary

aggtbaattibanin adredpaesbackus e abseptud bifsa sudrjectf aubstence;

S noi rr 8 SN
32 gyﬁﬁa egfﬁ g5 gb&ﬁ Héggﬂé) eﬁﬁg é%iéﬁiﬁéyy£&g¥%on in
thpopypepncaeonaraéosemqﬂ @édthﬁuﬁﬂhéﬁﬁbr%UbW@%erbéCﬂ% ahove
(29 'thg present invention is thought to be useful for
: the prevention.of the thronbus formation upon PTCA an g
(43t 2ALSN £ ABLeahENT o KabIeSTeREPERaBFer 2 tttifoSpRALdate
sua%ttahcel adengat heasuesiehy eaﬁobdungt8¥-@9esbnce of the

SY-Od on or 9, SY- 001 e.s

suPBBat a5 Valir: SPndoa9o00t anq = NE DA GhEctrte in the
abernoei ng SMeOSMbpeotldQUSbynche present invention, it

i's pogsipl | f; y | ;

or thg é?d?ﬂig% pr o J%?Sggggﬂa%%nl%& %%% Qﬂg B%@&bggtlde
degexpbedstd Cplraddmét%ft%@xar@ﬁmd Pﬁ?@HFFo??}PrEFS%ed by the
poigh@enebReqsubekarebefavhnglbhf aqtbnakﬁct@r&a@ulbyate

i_nherent _for th ess rote

r ctiVvi
cophe B BIc AL kA Cot B edar P EREE Stk BF N BRGIPER T ide
deasrtibedcandicdatia doapdunde Ekpr®Bséd. pAopghatndeeotibald in
Si n.c Ja aLypep e

<1831 g a2 BTE E%Eé‘i ?Qf%gﬁ Pp e e Corsr rarg

t he ah® nAAmcisP rEQS G%rlﬁln(%)thz? amino acid
seaggﬁg@pgfdgE@oqngglmg an am no aci d sequence

conprising one or nore am no acid del etions,

insertions, substitutions or additions in the ami no

aci d sequence of the above (a) and having a pl atel et

aggregation inhibitory activity and/or a platel et

adhesion inhibitory activity; (c) a polypeptide

conprising the am no acid sequence of SEQ I D NO : 3;

and (d) a polypeptide conprising an anmino acid

sequence conpr|3|ng one or nore an1no aC|d deletlons

. " o s o o .
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Ala Gu Gy Gy Gu GQu Ser Pro Val Asn Thr Tyr H s
G n Val H's 145 150 155 160 Asn Leu Leu Lys Asn H e
woki7As284Val Ay Thr Lys Asn Asn Tyr Leul65 17BCTLTER0bsy3R2417
Ser Phe He Leu Ala Arg Leuu G n Qu Arg Leu Met Asn -
Pro Thr 180 185 190 H e Asp6t§u Val Gy Ser lie Ser
Lys Tyr Ser Lys He Lys G 195 200 205 Phe Asp.
Ser Leu Ala Asp Asp Val Lys Ser- Leu Val G u Lys Ser '
210. 285 2261 Jted Serlypept@ide Ganp@yis 19 thes amgpo acid
Hi s Ay 225 230 235 240 Ser Qu
Seélx‘én% ﬁgEQQDN%%pGIuG Leu lie Gu Arg G u '
- A n 243 A0 bsplated m}mp%@é SpFRLising theapjgo acid
se88nhsposesEG qugi@ 265 <210> 6 <211> 807 <212> DNA

<213> hel es stephe <400> 6 at '

ootk B RuR RIS ot T nd R ERh: Sy SE0
ID680cegbecgacgmpldankacgyactreadgaat ca t cgaccgagc

t aagcgpa 0. g

tacat %ég%ip%?%“‘g@%hé%gc (e R aRA0egg oo of seo
IDadiOt 4ggaag scgRéerea§ &Hasepagaa tcttcttcgg aagaaggtca

t gaggft 9 p%é@zn@eq%@ga@gc@rﬁ@ﬁggﬁ%%r&g@aggég@@ence of SEQ
gacgaggcag

.ID8§§g§g§§g§ ?3%%@%@%3 ggﬁgagg?g gagcaggtga agaaggt ggt

360gcaggt gaag aaggcggagc aggt gaagaa ggcggtgcag
acgaagaagg tagtgcaggt 420 gaagaaggcg gtgcagaagg

t ggt gaagag tcccccgtta atacctacca tcaggtgcac 480
aacttgctga agaacatcat gaacgttggc acgaagaaca attacttgaa .
gtcgttcatt 540 ttggcccgec tgcaggaacg tctcatgaac '
cccacgatcg acctggtcgg cagtatctcc 600 aaatattcca
agattaagga atgcttcgac tcgctggccg acgatgtgaa atctctggtg
660 gagaagtccg aaacat cgta cgaagagtgc agcaaggaca '
agaat aaccc tcactgcggc 720 agtgaaggta cacgcgagct

t gacgaggga ctcat cgaac gggaacagaa gctatcggat 780

tgcat cgt cg aaaagcgtga ttcagag 807 <210> 7 <211> 420
<212> PRT <213> Anophel es stephensi <400> 7 Met Ser

Asp Lys He.lie His Leu Thr Asp Asp Ser Phe Asp Thr
Asp 1 5 10 15 Val Leu Lys Ala Asp Gy Ala |ie Leu Val
Asp Phe Trp Ala Gu Trp 20 2530 Cys Gy Pro Cys Lys
Met lie Ala Pro He Leu Asp Gu He Ala Asp 35 40 45
Gu Tyr Adn Ay Lys Leu Thr Val Ala Lys Leu Asn He

Asp @n Asn 50 55 60 Pro Gy Thr Ala Pro Lys Tyr Ay H
e Arg Ay He Pro Thr Leu Leu 65 70 75 80 .Leu Phe Lys
Asn Gy Gu Val Ala Ala Thr 'Lys Val Gy Ala Leu Ser 85
90 95 Lys Gy Gn Leu Lys Gu Phe Leu Asp Ala Asn Leu
Ala Gy Ser Ay 100 105 110 Ser Gy His Met His His

Hs Hs His H's Ser Ser Gy Leu Val Proll5 120 125 Arg
Ay Ser Ay Met Lys Gu Thr Ala Ala Ala Lys Phe Qu

Arg G n 130 135 140 H's Met Asp Ser Pro Asp Leu Gy

Thr Asp Asp Asp Asp Lys Ala Met 145 150 155 160 Al a

Ser Asp Qu Thr Thr Asp G n Gu Ser Ser Thr Gu Leu

Ser Qu 165 170 ' 175 Asp Thr Ser Asp Ser Tyr Hs Gn
Gu Gu Asp Thr Ser GQu Thr Ay 180 185 190 Al a Asp

Ala Gy Thr Ju Asp Ay Asn Ser G u Asp Asp Ser Ser

G u 195 200 205 Leu Qu Ser Ser Ser Qu Gu Gy H's

Gu Asp Ay Ser Gu Asp Ala 210 215 220 Thr Ay Qu

Gu dy Ay Ala Gy Qu Lys Gy Qu Ala Gy GQu Gu

225 230 235 240 Asp Gu Ala Ay Qu Gu Gy Gu A a
Gy Gu u Ay Gu Ala Ay 245 250 255 Gu Gu dy
Gy Ala dy Gu Gu Gy Gy Ala Ay Gu Gu dy
Gu
Gy
An

<

260 265 270 Al a Asp Gu Ay Ser Ala Gy Gu Gu
Gy Ay Ala GQu Gy 275 280 285 Gu Gu Ser Pro
Val Asn Thr Tyr Hi's Val His Asn Leu Leu Lys 290
290 300 Asn lie Met Asn Val Gy Thr Lys Asn Asn Tyr
Leu Lys Ser Phe H e 305 310 315 320 Leu Ala Arg Leu
Gn GQu Arg Leu Met Asn Pro Thr lie Asp Leu Val 325
330 335 Ay Ser lie Ser Lys Tyr Ser Lys He Lys Gu
Cys Phe Asp Ser Leu 340 345 350 Ala Asp Asp Val Lys

~ " N 2 1 ~ ~ o~ 2 0 =y ~ — P~ NI NS



