Substituted Triazole Derivatives as Oxytocin
Ant agoni sts The present invention relates to a cl ass
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ant agoni sts, uses thereof, processes for the
preparation thereof and conpositions containing said
| nh| b| tors. These inhibitors have utility in a variety

erapeutic areas i.n n u A¢licN . for high
LAy e e S e B BB Lo

|ﬁ‘9§ﬁs BR E)?lgVIp&é: %ofe' conpounds of formula (1):
wherein: mis in the range of 1 to 4 and nis 1 or 2
provided that m+ nis in the range of 2 to 5; Xis
selected fromO NH NCC 6)al kyl, NC(O(C

1-C6) al kyl, N(SO2(Cl-C6)alkyl), S and SO2; Rl is

sel ected from (i) a phenyl or naphthyl ring; (ii) a5
t Fifld o nizehwentmmnomat i ¢ het erocyclic ring contai ni ng 1

to 3 heter i.ndependent sel ected.from N

S and TGSt DR dRGHIon 63 Poplle SGnEGHE A Ed gre Datdcularly,
bi; 9&3 ASHIRmARYE dcdnifiz&Ofthadningg 1 to 4

hélgl ?Aa)élg%?rsﬁgl (teaglgng’%ent ly sel e%tned %rom N, Oﬂ%gnd S and

N- oxi des thereof; and (iv) 2-pyridonyl; each of which

i%gatlon II¥ ubst.ituted with one or nore

s ﬂ_ﬁt}é&ﬁgﬂjﬁ@éﬂﬂently sel ected fromhalo, (Cr

Co) al kﬂiefel(r ’%tgj@l@l Kofﬁé UI(I@TSM@EIM@M)]@EMS System
cyano, H(Cr “C6) al kyl, N((CrC 6)al kyl)

C(IIJ(M’IB)a]bdcybt, ne@@}imlﬁtmt@)rwmgﬁs thmajpm(a(c(l;lmctural elements of

Y R TSRy SR,

0%&@8&%& §tTHelUE Gs Bitercell 1&1HR)@TRAIN 8verRhvanisl (Uu)
(irr) QCr al kyl, which is optionally substituted

bynﬁi@:e ca)ikd thy UTRAN)mNH(a@srtOG&) edTR yetwarkiayenp kyired) Iu
group. being optionally substituted by (Cr C6)al kyl ;

(\}?teRf(af%rC 6)al kyl )2, one or both of said al kyl groups
bei ng opid. @bl sS1b Thithdt RehiRYf MeCardhitéetural iS;Yﬂtlculﬁl\Iy the

a 5to 8 nenbered N-linked saturated or partially
s alﬂ 'l]RAINs dlecV ER ARy imcdepnudtiple Rgdie Neywerky §t1’@ﬂ3’éf8tﬂé B NSs), each

gt SR ot s 2P RAE N Rk Danlo PGy T RAvC may be

O%hﬁé@éd 3 MiRPlePOSRBR Which fe QM TS RGN er @i RUPSSM base
said ring being optionally substituted with one or

ntﬂt&tlogs obpch NedeBemayi b i nadachmﬁ@qt avith wultiplss &is kA the radio

5 GEL P S T g e L by win i

O@I&héﬁé'e)v@n 1@1@0@Tho§(c@mgdm%®1%féd38mlffaﬁﬂ(NNC} For

a5 to 7 nenbered N-linked aromatic hetero@%
cdnstanesi nYE1 in Fig hene bedr 6480 eemiactiwidheyed ﬁtquRNS 1 and

SSUSRIES oF AT Ao o UhEG & BRI pOAe Nodems. oo

S URNUs o gter vt tRN S ¥@a P be ms@meccgﬂq;yam e |11ﬁetfeda \fvhﬁmthNs mobile
hal o, (CrC 6)al kyl, QG-C b)alkyl, NH(Cr. 08)alk

N(UES taosjm ik gompaet “@@Q‘ERN%WMRWWY@P@W-‘KI e cell )éelongmg toa

ottt LS A G ST oot

( GANCE)wal1keK ¥y t6d &) RlgRk Wr; “ cBétrolRbg ™ RN@(SRIRT ar@m@a; Wwhile the
i ndependently selected fromH halo, hydroxy

Copthy il aquak eF arit RNG,(DRNY, ok clsy af Ryfhy Srits R Cé(fenreven be

Coastifitheq AR sl ARG SRGTeliptiils BRGNS cpicaly be

G)ﬁﬁ%MOﬁn eBEin ®@)sahéeythieach Giill bE(R:OIE0] (E(rBighbifiGing cells.
Co) al k and C(ON((Cr C6)al kyl)2; a tautoner thereof

or a pharmaceutically accpNRIRMATEON CORY vate or

pol ynor ph of said conpound or tautoner. Unless

ot herwi se indicated, alkyl and al koxy groups may be

strai ght or branched and contain 1 to 6 carbon atons

and typically 1 to 4 carbon atons. Exanples of alkyl
|nclude nethyl ethyl, n- propyl , isopropyl - n- butyl




ol am ne, potassium sodium trometham ne and zinc
salts. Hem salts of acids and bases may al so be

wo oooaosl19% or exanpl e, hem sul phate and hem cal BCT/IB2006/000241

10

15

20

25

30

salts. For a review on suitable salts, see "Handbook

of Pharmaceutical Salts: Properties, Selection, and

Use" by Stahl and Wernuth (W ey-VCH Wi nhei m

Germany, 2002). Pharmaceutically acceptable salts of

c Q r ﬁ,@% : . .
rmOIIHé% ngébqfehlgésegﬁe og)st:gl‘)(e I%ﬁg?/ H?ég%ti gE‘E'III‘II:aIly IEI%EE%%II“ I)(I‘ e

f ektablish 4 tonneétidn Whk adesi NedtBabéddugr eities éhe odeBshuye connected

renmovi ng an acid- or base-|abil e protectin I from

alte aismgll?é‘l% OBl Ay AT COMIE1ea SO TATORNE Sy ngRj‘II‘?fi jre connected
usj t des] ' : i:d | i :
B

r ekt be addddt dhdatbaadyicd poitkdt eheaUiEdcanral Wwaysemaintaliy atnte@sh ®ne radio
of a suitable ion exchange col um. 'g\I%IIio;hr ee reactions

arlkity phe HITRAN aFhis dcalled spi-hapdaser he resulting

sal t n%eﬁﬁ?&ﬁi%htr@%?esqgﬂhmlb?{)ﬁ% le6E8HoR Partnership Project)
filtrati'on or nmay be recovered by evaporation ofr tI')le
sabpeéfitatiohlts tikeUnderal Mabile Seldcomnumiddtions Sgudrh i(BHYITS)

P OFErTaS T Bao ML B D B AT S O EPC N (o Her Ry B3 Code
! gg&%&mglé’ %tcg&ﬁ ?%EMA?%%@&ICS‘P?E&GW}X&E @ab&% Wecess (HSUPA)

use ereint nol ecul ar
cowipicle Xs apmhancidnplinkdeatorepsedth tie Hrhquanay &ivision Rupdex (FDD)
one or nore pharnmaceutically acce bl e sol vent
monedd Tdus fepgre b5 @ecgﬁﬂaﬁ&? SR apd e i APRP relgase 6.
enpl oyeg éﬂ%?ﬁ{ﬁ‘g'agclﬁ@bfﬁ?atthé aclef &hedie? 4965kt HhORNC and

t he scop I nvention are conpl exes such as
cl tattefat éslimitedi i hosbilityniol adsptan tho mstapta@sowsttealEic nbechese of

drug and host are present. i.n stoi¢chionetrj G .or . .
OGS RIS eh MFoRIS REMFEES | ABTOUBR G Gver signalling
ggi £5E8ebed IR BNE%fRIGRE BIFYHGcE WO REoMR08ate tiEka trfability, the

or 1 norgani c conponents which may be in _
stymickéti soheluter anst ba enpstditivh im aldocatiog apbuinpewerTiedake into

A OB 25 TR o e O L s
Eg%lgﬂ bhicl? ﬁlr?x? but t %%Iplgﬁsﬁly 1RYricRne Rl BEh Af8eakdidata-rates and

reinafter all referénces to conpounds of
f olony reledsk Yimemolahmes. r ef erences to salts, sol vates and

I t f d t t I
ol Ts. 1 RamdBt mdacbomBblRERAG TR PSRN ThEI e
CORRPHAASIHOE nh®elUldin the RRE 1B8h& NoRER ODRe @eiheiREentralization, the
i ncludi ng "al I pol ynorphs and crystal habits thereof,

pr pabsibility arisksito onare sjuidkdy ot toiavetloal sigpadipns, canbling much more

deAeERea g el e oy e P e Bisoth 6 B FARY ity will aive
(1 nighr Ediiapadifd HSOP Ak @ik faB NodkB!66ntrd¥ed kéteduling are also

conmpounds of "fornula (1) are also within the scope of
t hauppoxtethin soft. hafildagercer t ai n deri vati ves of conpounds

f f I J i ch [itt]
har nacBFautinkitS Sef 1o o i Tesblea Rhor 3R TR 25.896 v6.0.0
adpioni D85 bRl MERaSbilRN 5Rud) s B ced UphRR R UERH FDDO(Release
conpounds of fornmula (1) having the desired acti VISII%‘IQ control

f 06), & steertpine “NoyeB phegiuling tderiogesvthg possthibity foe thebied

[ ef ed t ' ' th ' '
C e e i g e O Rt oS 5B s (1o
NOF 81 Jich YIRS WESHS) EfBvse a Veikabld #FCAGS tidycanest UfHSEIPAG She
(T. H guchi and W" Stella) and "Bioreversible Carriers

in Drug Design", Perganon Press, 1987 (ed. E. B.
Roche, American Pharnmaceuti cal *Associ at i on). Prodrugs
in accordance with the invention can, for exanple, be
produced by replaci ng appropriate functionalities
present in the compounds of formula (I) with certain
noi eti es known to those skilled in the art as

e . o -~



af orenenti oned nodes of adm nistration.
Drug-cycl odextrin conpl exes, for exanple, are found to

wheoogesapral |y useful for nost dosage forns andPCT/IB2006/000241
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adm ni stration routes. Both inclusion and

non-i ncl usi on conpl exes may be used. As an alternative

to direct conplexation with the drug, the cyclodextrin

may be used as an auxiliary additive, i.e. as a

Cfﬁraﬁlblgd' It fogfnhp@d]ﬁbln%orﬁ‘lﬁuﬂt(té)&ﬁ the N@&boﬁ@ﬂ’ﬁﬁﬂféﬂ Yubj&&do the Node
for thesepurposes are al pha-, beta- and

gd@rheduylmigdEeRCH)rese cetxmﬂ@ﬂebs] tb¢ Nﬁldﬂ dﬂwwmﬁ? che gfagy e VR with

I nt ernati onal e icati 1/1.1172,
WS Th bt B Baseiroch SR En Uk e oy o f AnE-
degid ablrrr racpoit Isdrﬁfat @ofm®iatiBAYf is9he &SmBifAtioteof currently valid
conpounds, for exanple, for the purpose of treating a
palirispottdiorniat fagbe & DEBNWith itenapplicabile maiioaim napmber of H-ARQ

scope of the rese nvent L on t hat

oSS 20 BRBUL G po d tfse (8 T TR 20309 for
C‘%@fa?édflﬁﬁﬁnfbﬂgfﬁﬁ&l Reldépih @EOIRAARRSE MRkatd S, tha\aEmk Sdheduling
may conveniently be conbined in the form of a

s uintl abie @ofitpol Itcelddmmihsﬂ?d\ﬁf j bmfmdlngffeﬂb@rfp@@ TRF3s896 study

o dpaba Rk e SR Bs TR Tttt SoBlro TR g otk
WhhehreRaRt Al ﬂb%s@lecﬁﬁﬁﬁ Uicu e, nﬁ?’f f@dﬂll@lﬂ inkrebsedaepadigadice

with the invention, and nmeans for separately retaining
sarrnbrwdpommg@nﬁhe 3&@5 896 1gperd disahssey twaifupdamental approaches to

Ki Sf:lt‘lf]?:(@\h{lg] 1 ? |SF gpg, A e(,:rlé gag ulgﬁn H% ?réag‘H ssel%)rgsf octdf th ﬁlarallel but

PagkagiRdo@dh tAOLRhShataRPSEHIRE ndike riseet tieKeodeBie mbt xceeded,
of the invention is gﬁrtl cularly suitable for

admidr(Rstime |seigedulmg,ew ¢ thposeiirelly oplysa sybset ofsthapibs that have

coROEN rBReFER T i BB, AL EP, Wbl SERTR Fe desied
Ui fbfalhbiBOritO18: HENASRBYs AONBREEdeiOThe MFURYS featite specified is

another. To assist conpliance, the kit typically
ConpEited efiablechath sehefiBlinganareackes.at i on and may be

provi d alle r |

admi ni s eaqre%eﬁl?lnbveﬂﬁ g ntﬁtﬁé{“% *ﬁSUf ﬂﬁlangamﬁnts §f the uplink
of DCPF%@&Hﬁ@IUMérr&f tok zﬁeammw bl pmketSdatamafﬁahh yele:{setéh@f 3GPP as
range

Ong to 100ng depend ourse
ofsrecfvd et bR OB GHIE TR 05 i gy Jor Enhanced

%ﬁ I{k(fOﬁ_ gfg‘@n Fi??y :{ %?eﬁ 49 s Pé ggﬁb sB@élhé/aéﬂﬁsl% 8. 36§ OBDD

adzammnséaevpﬁnk noskmg d?zs@fptwnv—l Slege zl,o’smszamd nayzaaaMZ) As
the physician's discretion, fall outside of th

t ypigeedtedrzhoge, HSUPA prelipasementy e Sufsaly é@ra%@e% by distghuting
an A e&ﬁﬂggﬁfégﬁ&h%ﬁmexe ﬁﬁm{??ﬁ’dh ag)aﬁhw&ﬁﬁ %hl?@@ﬂﬁltsﬁﬁglgr

physicran w bealet

d egcﬁédﬁliiig o Gagsy hon rédl#bljrmt&ff' mﬁnhz&@ombﬁiﬂsnfgaﬂhb dayer 3 in the

outside this range, such as infants and the e
FoRadip deswerkdaprieolisy @H@t The ea iethabwith é&éﬁrﬂlr%&dagtaﬂon it is

"t

arkPeap SR mopertitiifnl Bt BRGERok oRkE RabliEe boficeh Bhiiefdata
geiefa |wHeﬁ fpatieds hdve mﬂ ltlanmmed fronXoandseRthe sch®lat eesource can
as described herein_can be prepare as de crlbe

Schremade availpblgdmmediztely o ég%h%rsussr 1§ gt glff& variability of
gr C t

rrelgé/ip aflée#’ %@n @%&%ﬂgtrgtepﬁre Bé?%%%?%%%ﬁq%h%% $ gg%lggaﬁlﬁsw high

f odavaHrate ppljcatioms.be prepared as described in WO

97/ 25322 at p64. Conpounds of general forrmula (I11)

can be prepared from conpounds ,of general formula (I1)

by process step (i), wherein thiourea formation is

achi eved by reaction of conpound (Il) with a suitable

am nopyridine in the presence of a suitable

t hi ocar bonyl transfer agent such

1 1-thi ocarbonyl d| 2(1H) pyhdone (J Org Chem 1986

NS A SN\ o o s



failure all playing a role. E aculation is dependent
on the synpathetic and parasynpat heti c nervous

WO YEbesH92 Ef f erent i nmpul ses via the synpat het i BCTE2@U®0241
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systemto the vas deferens and the epididym s produce
snoot h nuscl e contraction, noving sperminto the
posterior urethra. Simlar contractions of the sem nal
vesi cles, prostatic glands and the bul bouret heral

gl ands AdgE@RsguenbEo ket m&cbaf:kalsdhddﬁl&t élliﬁCthflaIStQ mavnng been
Expul si on of senmen is _nedi ated a/ efferent jnpuls
q

0'{13@“9@?‘1 it ter NadeB 196 FNGH: B¢ NedaB sehedulerdnkes: ¢ a’ﬁiﬂkocatmg
T
<Shlf o HOBBERI Bk A (A8 5.8 et e

Pajos YEpab et NedeBr Yhe BlogdyB tiesn @akeh @wsﬁchbdulmg‘l guich that the
contractions of the bul bocavernous, ischiocavernous

ariefaedisg Bisq leyek caisse br D Cidsndi KA He siays belowror on the target level.

ot @ B s lebeigy PROSlRE ARG ot ERAaehaPoldfugis
nL{PJx G . ¢ ki es gpgieal 1Rferenceas TBetu@ecbﬁl NodeB S(ﬁédﬂllmg Prx noise
ej acul ation. Ejacul ation conprises two separ

c sap ettt by measyredsindhe NadeR duecines whby e %E’Cowaul‘iodpﬁe
d S&)%ﬁl&gtll(%p Pgrft éﬁﬁg'l?? ?flgngl i h g el%@g%r%ﬁgﬁe gﬂférﬁl%oh tﬁgogf SkRbrement

pPragies 3k bé fdundtih ecmposs 351463uiVetsIMrﬁ6 4$um)equemt “UBRAN Iub
this deposition is the forcible expulsion of

sdierfare dEATe¥galitdmSeRdoP &t hildl VREEE yle\anaéeﬁ@flpwan be
[ [ oy ek I
eI REED TS PR Aol 3LED QORI AR
pUMeBuemaxy tFEEDN” i n peri pheral serum acconpani es
ejaculation in mamual s. I n man oxytocin but not
vasopressin plasma concentrations are significantly

r ad t 2. ej acul ati on. Oxytocin does not

arg:of th 4 tself; this process is 100% under

ner vousDgentlingl onvthe oeéral delesintiag toatt gy imadyt et battenér vider

72 AT e RS BB TSGR i
pe(gérf)ﬂf\{r %Jt) ﬁlgdl Yl Qﬁlﬁjﬂlﬁlcﬁﬁ&? ?lg%efor Hs | \hiek %HSWE the NodeB to
modul ate theé 0

ontraction uct's and gl andul ar
| ahedser, tahd eetghe dtermhiigplombackgeninti aloise et (Prt_httﬁ;, and at the same

influengin thefl | unme of dlfferent ej
cdﬁf&%w %tﬁﬁ?{ﬁ(? @(Wg(\yrﬁe the| VenE same, pq: g’aitgpused in

[ nN@de%hQ(ﬁ coul d i nfluence sexual behaviour,
subjective ap reci ati on of arousal (orgasm and

| at encyintthisSuvegtigu erwnnmmnwtmnlfmw Baropaedgwitichatiews NodeB
aspect .of the inventi provi des fo h se,of a .

c RBGAmaE P CRasriE Mo Py Etasiie ip e PSR SR, By gignaled by
PrgRar atnens foall%lglﬁmo&qm NbatB Eﬁ\%e@fh@‘fﬁﬁeﬂ%ﬁeé&ﬁred quantity to
t reat nent o sex dysfunction, preferably male
s ebeunler eiyititn irc Niode sahoduling. ef er abl y pr emat ur e

ejaculation. It ha dermnstrat

sci ent |aI1t E‘P‘?‘Y‘bfhﬁf @F &%F qcﬁgtcapﬁgeaﬁ% thgfmﬂgy%lazil%ground noise.
I e gPhsy Enwn tHae (Ha BN O ah REX BB Ble dbﬁt'tﬁ@nﬁ&l%'i’s?ﬁ Bt the NodeB
nost markedly before the onset of |abour (G

Fahessntesland tROBNC imywicowritg thelmdaewied walue &y a@Qgher value is new in
629 68 W .bei n ound by any theory it is
afﬂéﬂ f‘frhlggﬁﬁé lglpfq atSf oxytocin can assist in

prevent reter ur. an

Conpl 1 oot AL PR naBE ot e gr b Bisiop oysp hgprior art.
of TRJ3E all P ftilies PCTRTCONEXGSIELy,, 3h tHa q;etmwm dn®eEeou suckfthat the
formula (1), without the proviso, in the preparation

of a nedicanment for the preventjon or treatnent of
preterm | abour and conplications in |abour. Oxytocin

has a role in feeding; it reduces the desire to eat

(Arletti et al., Peptides, 1989, I1Q 89). By

i nhibiting oxytocin it is possible to increase the

desire to eat. Accordlngly oxyt00|n |nh|b|tors are

Y Y | g o, a o




tenperature and concentrated in vacuo to afford the
title conpound as a white solid in quantitative yield,
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2H), 4.31 (m 2H), 5.34(m 1H) Preparation 2:

1-{r (6- Met hoxypyri di n-3-yl ) am nol car bonot hi oyl }azeti di
n-3-yl nethanesui fonate A solution of

5- am no- 2- net hoxypyridine (6.4g, 51.5mmol) in

direlhar ﬁ?bﬁ@dgﬁ)lﬁla%is)e v veetlath federaficd MEN O@EH ﬁﬁedulmg can
sol ution of 1-t hi ocar bonyl di - é @ pyrido

( eizheysy, m@alsuadnmﬂ)e Nodel .ol ssgnshed ha 1@‘@1{9(1“&?1@1 fdi@ntage is

g}}é E’tY &ﬁo&se&éﬁrzog’ fn%Nén%%Nenan%%f 1?%5?(% ff a known reference

(s A¢a:s usedlin 26AEB schi®tuéing hefardlegasdt tﬁ@dlehhﬁemmtoupzebﬂlty of the
was stirred for 18 hours. The reaction m xture was

t NodeB{s)t ered and the filtrate was washed with 10%
citric acid, sodium hydr %gen car bonat e sol ut.i on

nd
br i ne. AfHwUEh GrrescBbIRRCHEAUOB JISEIPRS e FBENtiRy MEBF Gaptext of an
S %ﬁﬁ)&%ﬁxegpﬁ%ﬂﬁgﬁpﬁ%lﬂu%&? GH&hoRfbd f&%hf&lsﬂhgpﬁe VB concept is
purtfie col'umm chr omat dgraphy on silTica gel
ehplblhdagle\lvbtdthaﬂlsﬂiﬁtmne il Wlicehas it ianoknd 200HMittdABSHPA and
to afford the title conpound as a pink solid in 29%
yfet Hmitgd 1@ the pplink RISz, DVMSO- a ) d: 2.48(s, 3H),

3.82

©182 (5 oA g B il

36mldtiAd abyvepan alsode sBmoddrizey las follows, for example. At a Node B,

I V- ( h d 3- 3- hyl f

d.ary@@”c?ftcrg?%¥ i ISR TP P b A DGR RN Thgienals the
amlr}c ?%pgl?det @aéﬁ éﬁﬁler b QRoRndnBeRURMNAE vahe

preparation I'n tetrahydrofuran
( 10fonmti@neletmbd, froxt thleé\IMB m a radag network comtroller. A Node B

t(énl%slgﬂti et s Shrereiusiiom sl bt RO o o%kE seheduting
&ﬁr%ﬂs f Hiest %IMHafB%eél@&ra ESEPRIAE HoBy thEREdiD %e&tdrﬁn

mx ure was then ut ed wat er and brine and
exbnlac]ﬂﬁdnwestpbnm totthe bigeslhiag, HAXIEANT)se thtBlode Boisaethat noise
n|c sol u s .then rledo um .

AR S50 bIRPR OB SIORS ACRRGSOTeH P ATy, St dfthe s will also

IO b QSRARRARIBYCr R Sh ke applicati
Lﬁ&lhl&lﬁgﬂ\c}ﬁﬂﬁq cl)lgorret hane: et hcz;nol 10 :8 toa%ps%cg,lonmay
toncaﬁcﬂ@esﬂlmdmmltl e conmpound the title conpound as a
red oil in 82%yield, 3.76g. 1H NVR(400MHz, CDCl 3) d:
2.20(s, 3H), 3.05(s, 3H), 3.90(s, 3H), 4.1 8(m 2H),
4&%@65@# tiorPof4Ré Mrawhdes 6. 65(d, 1H), 7.20(dd, 1H),
7.775(d, 1H)S z 332 [ MtH + Preparation 4j
1- 1 4- ( EIkketlheeypyid pickenepivprksarphitasiure 4ox the Anjversal M@bﬂe

- azeti.din-3: sulf onate A mi xture of the
mqnlﬁaﬁlgﬂ%\ﬁgﬁﬁbgﬁ 59, 4.5mml),
aC et hy drrez idg 068 ZamBGureRFRtis Mehd SVekAILOIcEREG e Al UMTS.
(3 drops, cat) in tetrahydrofuran (501.) was heated

under Q. Bxisfacimplifiesufiew chians showing gtaps ereasryiegout{be present
di.l ut ed vmtf}ﬁaﬁlglxture of water and brine, 30:70, and
e%PY 842 & thyl acetate (3x50mL). The conbi ned

or gani cRRPI 4 iaQiinY@Gedifld6® Ehay @hoﬁi\hg Respk YoB Edthfidd Sut the present
concentrated in vacuo and the residue was purified by
cohmmoohn@rmdwNamk&OmOHIbt@lﬁ@) eluting with

di chl orone t hano afford
t he titllgg' %dﬁ‘ﬁga 8a£¥3‘8“‘p%ﬁcg%69 %Pfeserﬁ‘ gB‘BPt‘?Pel d,
720mg. 1H NVR(400MHz, CDCI 3) d: 2 24(s, 3H), 3.04(s,
3H), 4.02(s, 3H), 4.1 4(m 2H), 4.37(m 2H), 5.30(m
1H), 6.91 (d, 1H), 7.72(dd, 1Hs 7.1 8(d, 1H); LRMVB
APCI mz 340 [ MtH] + Preparation 5: 2-Methoxyacetyl hvd
razi de Hydrazi ne nonohydrate (9.85nL, 202mml) was
added to a solution of nethyl nethoxyacetate (10,
101 mmol ) in nmethanol (50m.) and the m xture was

heat ed at 7(I)C for 18 hours The react| on mxture was

o o N o, o T e 1




Preparation 38: Methyl
LM6- met hoxypyri di n-3-vO - 4-r(3-nmet hyl pyri di n-2-yl)oxyip

WO p@eiogilpe- 1- car bi m dot hi oat ePot assi um t er f - bRCKB2065/000241
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(160ng, 1.43mmol) was added to a solution of the
product of preparation 33 (465ng, 1.30mmol) in
tetrahydrofuran (5m ) and the m xture was stirred at
roomtenperature for 1 hour. Methyl p-tol uenesul fonate

( Detaill DekcARIRLD thvadsvenign added and the nixture was
st hours at room tenperature. The reaction

M Xt ur e V@b ANERIITAE ?ﬂ:séxﬂ inaguen anshdwein' kgl 3lua ceasiing to
partitioned between with water and di chl oronet hane.

Thigt digyeamitke llnagmromm)p@@p shexfollawingdforgseaiionin hededeRy After

hydr ogen carb ution.an

CHFtER e Re ThEROR R hORw e DEal T sp 10fad A0 Noden
CORGSITES deQRerhial ﬂﬁ%ck?oﬂﬁd asige bhéhow inea e P@IEheaSodeB can
ayellowoil in 93% 450ng. 1H NVR(CDCI 3,

A00Bion epmmang0f1he opbpsed zmcsgmz intesgahCritsipn.

2.20(s, 3H), 3.59-3.65(m 2H), 3.72- 3.79(m 2H),

3.95(s Aﬁdd)ernﬁnezl&n& stepz 396, ]Iha NoﬁeB%@' ®1&d(tlms valpg to the RNC

6 pghlnzfegé(sﬁfl oy ﬂ)ﬁ a p_ 0( dd 1 er[rrﬁmn}:_ﬁ &o}_ggpg gl}gxgt(:%ﬁemem,

t(mﬁ tep 308 shown This measurement can, for example, be a
yV— %/E lﬁcl&?/rs)fpl 8| nasé vO- 4- ( 2- net hyl phenoxy) pi perlpdl n

-r&celmlrﬂotahwattﬁtlrandaioeveTNBTWR)L eigoaligsovia@ ceaEnqsy meastieginent
fromt oduct of aration 35 and net hyl
t&ab’@r\(@ﬁ}g @g‘gf’@tmﬂ?ﬁ)ﬂ‘g\the same nethod as t hat
described for 38, as an oil _in uantlt t|v ﬂ
LRV ESTherBNCzam desslpifo Pravidsain a& ‘Hé |f01ft e thermal plus

& oAU BINT hofsd RVORD VKRN b ngefenxé }d}' I@@&éBdé cputing dhiltbad of
m do Ie conpoun prepared from
prepelgehsi@éd yalenariat NodeBl 9an etk of smhha asabre e bbodseas as shown in
that of preparation 38. The crude conpound was
pur §ten %b‘Pby col um chr omat ogr aphy on silica gel,
el uting with dichl oronethane: net hanol, 95:5, to afford
the titUporcisagnsioncfassignatiingmessagecatying thespeys yalag fom RNC,

NGRS B N et Ay dfhencpd i yoggﬁ (Reuting 3

2|§}mw§1§%s %3em 4H), 4.00-4.09(m 2H), 6.65(d, 1H),
, 7.71 (s, 1H); LRVB APCI niz 282

[ MFH] + deB
21 (2 igpai) D s 1o M e A
3-schahilingris dtha:e tHe measubédhvalet oii thatose Fignalled beR $hewn in a
S pé]refgar ed fromthe product of preparation 36, using
nmet hod as that of preparation 38, as a

colourless oil in gquantitative yield. 1HN;¢§
400|sz)F1@ 4 15 gsimplyisdHoveahprt Bustratipg $tsPp s Ouémlaz&dlo

3 ngﬁtz’é’& %ﬁf’“’@@é&lﬁ(% 8%%0{(11%%)@) ﬂgf_ }g’g eglt %gxfﬁg{horf' '7% Seztermmatlon is

ﬁ’i I'ﬁlade7mlz|[‘3(t€{|jl_i|]40211'ﬂ)a , M&asABddPr_ Jmlml)valus hﬁQbaﬂan rebdived iR aANGIeB. If

z 387 [MtH| + Preparation_42:

1-505 askap Hdhiy peaemiad) wAe(esmeeww‘dRWW iNpdgBshquld usg the measured

t

TR T odnty TR namwntion o

S adeeisi@i Rahdasn hhwdp 4(R’ﬁwh¢thﬁdofsend pﬂﬁ}ﬁaenﬁ lvzflne P ndis value or
55% vyield, 1H NVR(CDCl 3, 400MHz q] , 1 .
1. upt- {hssiepisionp step 4pp. i3 a@s(f?ﬁdezﬁﬁ erezWSﬁn 85(‘\;2‘1 yyljte received
3.28- 3.35(m 5H), 3.73-4.01 (m 1H), 3. 98(s, 3H),

4.30(s, 2H), 6.82(d, 1H), 7.62(m 1H), 8.22(m 1H);

LRVS APCI nfz 320 [ M+tH] + Preparati on 43:

1- Benzyl - 4- ( 2- chl or ophenoxy) pi peri di ne

Tri phenyl phosphine (1.91g, 7.31 nmmol) was added to an

i ce-cool ed solution of diisopropylazodi carboxyl ate

(1.48g, 7.31 mmol) in dichloromethane (15nmL) and the

m xture was stirred for 10 mnutes. A solution of

2-chl or ophenol (806ng, 6 27nnDI) and

NSNS




1500C for 4 hours. The reaction mxture was then
concentrated in vacuo and the residue was purified by

wo e@essapnl distillation (90C/ 10mm Hg) to af f oPCT/IBRE06/000241
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title conpound as a colourless liquid in 58%yield,

3.229. LRVs APCl mz 137 [MH - Preparation 78:

3-(2-Chl oro-4-f

| uor ophenoxy) - 1- (di phenyl net hyl )azeti di ne A m xture of
1~f£&h PRENYAIBEL [0 Pr 3ncis b belkétyt] surhtidoesil f aepues, (336Bown.

8 1. 15n0l) ot assi um car bonate (330Cg, 2.38nol) and

2 \Whetberopraot |adgrf ophepdlt, ¢ 1@y, is made ipR)stepd10.

acetonitrile (2.5L) was heated under reflux for 4.5

hours. Fige5 slowled sysan) acnrdmgtouthe pressntt inegntion. A scheduler 500

o 3F Tcais 3t AyodbB RS ORtol. AYiarid eI np A BTG B9 he set of
OrBaRiort at (RSBIERANAVEECs) Fdif WIRMES UTOSh6 ks uhé&%%

concentr at in vacuo and the residue was triturated
Wi stiitatsie ﬂFIC ath¢ AtodtP emtkasn elcaiuctrhents ok theaheradd@ ineface, (Uu)

e Bl paCiaraped ng &E‘f? N S0P oy syeefjer §13, and a
9(d9vzc% 4 Xl@ggﬁll‘ln%:ﬁm noi M&dﬂé‘% thé FE&ERD 1n‘1éi°tbon( trlrlle measured

, 7.18-7
10«H)ueledbaﬂat i onstd@d in a memory and may be sent as a signal on a line 518

iR it e SRR AN A A DR O o device
1%ﬁ%@ét}rn%§iﬂlglwﬁetﬁé%d§eﬂ@h sl nﬁsmvﬁﬁl)ertﬁﬂ&’éﬂtaﬁr&ﬁ%é mefdured

in dichl oroethane (501.) was treated
wi waluec Mlepembing ph ¢l strasegyr ¢repleyqdiby0thg, Rlﬁ@ 5194rrar§1g)1alaama line 526
xture S then for 2 u

th
ity bt e 8 BB b R o LSy e rNC
di g Ut I%Qel‘y\értﬂ?ocﬂfctﬁé No@@BtS'OQn The 6¢3deB. mh\?ﬁﬁﬁﬂew dica832 for using

hydrochl oric acid (2x30nm.), dried over sodium sulfate
artue Poncevalnatasdivied fram die. RIFGdoroysiviute thameasieed value stored in

otro ed tol.u Ioro t hane
e s s Aty Shheft s e M aatisy vaegtored by the
USiRike 18R TROPRGK. Ldlid sifpbBed ¥ ttlﬁal"RN@ lél‘épéiﬂug éhthe strategy
wat er/acetonitrile/trifluoroacetic acid (5:9
) : caeployad iy theRNG5: 5 t o 5 95, to afford the titl e
conmpound in 52%vyield, 1.699. 1H NVR(400VHz, CDCl 3
4 22( m Abhgughghe g(VﬁfltlgH)laS bsen showa an escgbgbmﬁh rgq.l:vsct to a best
Pr epar P mgxgt t%gx(e?; E@ln bk %Flﬁﬁg rﬂgép e(ﬁ g‘%‘, 1%1‘]& 4rt that various
L/ othér- dwtchs) xn{cpytrdttdjd@ <3n Yk peéddddibroarry- mtmmeMemMe present
N- net hyl nor phol i ne (16, 6nl, 150. 8mo] %
5- in¥entignadiitendibla yn]rgew}ﬁgl)@);bg,g;qvgrqgg qft @a;g)gnded claims. It is to be

) ed

poCEET eyl & (e o Bl aghttidha deaecSmp Ry B
of dipfusgiansad i et KDAE @ﬁﬁoﬂi&g&ntsl 26 nétrpmipprtito be completely rigorous

tetrahydrofuran (1501L), and the m xture was
fot.reaimﬁ%p e Tutrtovorer SLSISraRe 4 Bgiehy SRR i et will

L RIS At s
fi d:atueﬂs adi—ef\fm hélagonshipsubit dei o excltée imerthediatet in;dractlons of

ether, and dried _under vacuum 50C,. for 18
i i Birtsr patprtian (at G Yaop epipnd giugrures

(%:5 ﬁ%ﬂﬁr ﬁﬁ? PPL i&atida&ah %"%'@eﬁfeﬁféﬁrtﬁx 4 PtieBl of Mefeloft sequences

or ophenox
L/ ax(dGedﬁﬁgmm;zw rusitignvaBiopk Yeffeetiitdbmbirations of hardware and software
carbjm d The title conpound was prepared from
t hwhis Pé‘d f‘Ot %‘F@ﬁ’éﬁ"éﬂlweéggand pot assi um

ferf-butoxide, using the same nethod as that described
for preparation 3, in quantitative yield. LRVS APCI
mz 382 [ MtH] + Preparati on 82:

1-r4-(6- Met hoxypyridi n-3-yl)-5-nethyl -4H 1
,2,4-triazol -3-vpazetidin-3-ol A mxture of the
product of preparatl on 4 (1g, 2 95rm0|) and 2M sodi um

o o A P~ 1 N~ I |



conprises the pharmaceutically acceptabl e sol vates of
5-1(2f?,5S)-5-net hyl - 4- propyl nor phol i n-

WQ@ 2006483192 di n- 2- am ne di - S-cansyl ate and PCT/IB2006/000241
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5-[(2f?,5S)-5-net hyl - 4- propyl nor phol i n-2-yl ] pyri di n- 2-

am ne di-S-cansyl ate nonohydrate. A currently accepted

classification systemfor organic hydrates is one that

defines isolated site, channel, or netal-ion

coordi nated hydrates - see Pol ynorphismin

Phar maceutical Solids by K R Mrris (Ed. H G

Brittain, Marcel Dekker, 1995). Isolated site hydrates

a3§ﬁ%§ﬁ§%§i¢ﬁ@@@@é§he wat er nmol ecul es are i sol at ed

fr i "with each other by intervening

organi ¢ nol ecul es. I n channel hydrates, the water

nmol ecules lie in lattice channels where they are next

t d.ot hévlelhad eeharpiterdzgddy: | n netal -i on coordi nat ed

hydrates,. .the wa ecu e .

o - wittabh g S PeRLR LERE e ARIE, SEadiREorE ko

CafRt B WethleeNay® cuipidnt gief ta@dirs tn@tlv&fdik @ledtieny,

i ndependent of humidity. Wen, however, the solvent or

wat er issngiaglel ryeasumnt seporisignd AReng 3 snagaitade yiacative of said

hygrosco

b ég%?ébrgﬁge@ﬁ f)f gfo{é, pag% \gﬁ%ﬁfeévg’&k\é dcn? %‘5 %Q&on\ﬁ‘ He{work

SUWgdm&Rsasd non- st0|ch|onEtry MA|| be the norn1 Also

i ncluded within the scope of the invention ar

nul ti - Gisifeosfet measipnented spigmedse i sehedyling éecaﬂens made by said
n the drug and at |east one other

gﬁﬁoﬁ%ﬁ%ﬂgrgﬁgrgsent in stoichionetric or

non- st oi chi onmetri c anounts. Conpl exes of this type

i nclude cl at hrates_ (drughost inclusion conpl exes) and

cc-cryskhg glethpﬁé)flcé?{lmelr are typically defined as

conet | tHRRPE R ROt b IFEEAL Noge B, and the second

naetwerkadiement i8leakdtat aadio bi&tw@tkttbﬁitr@lllao be a co rrpl ex
of a neutral nolecule with a salt. Co-crystals may

pr epar eWherpiiEmeasyemany ofdiseols useshioabidip apvalue %fafF‘feéYFd total
fr or by physically grinding the
cdﬁg%§§h§§8§%gether - see Chem Commun, t7, 1889-1896,

by O Avhakeissid sspdriMignhl usworontrken mﬂﬁlﬂkﬂémelﬁo;laha: information
general review of nulti-conponent conplexes, see J
Prﬁdelﬁﬁ:rscan 64 (8) 1269- 1288, by Hal eblian (August

1979) . TG kB A£Gl 58 s O FERA by Sode B

prsepydul@r tohmhkenschedulingydetidions 2urdess mhr NbdSBoaosyésat soise value
and 5-[(2ft,5 %NS met hyl - 4- . . .

prigomut r%h% petosk W}tb%)}qram FESPORF IR dheffending gy (1 fHich case the
NGV BNRESsaid Fxsls@ VEREM sdifVaiARk ddGdes al

phar maceut1 ca accepta e Isotopically-1labelled

conmpounds of

5 (2f? 58) t hyl pr [ mo hoI|n 2- ridin-

e dThe re%men@ Dbt v P DA et RS i 0 40r
orscﬁ%ﬁl ﬁg {)% Joﬁﬂbﬁ?@s%uf-ﬁé Aoeionh 8Y b&%e&lh@n éﬁﬁfﬁl decisions
atomc n ut  an atom c nass or mass nunb
di mﬁmwsalﬂmmmh&t\mmmlmMSs or mass nunber vvh| ch
predom nates in nature. Exanples of isotopes suitable
for inclusion in the conmpound of the invention include

top d in
aory T e 3l £ PR 0R A AR O M oo sed
oxschedulinguidoisiens Ihdde by 7@idahcst hé®orkasldmsnt wiless, sashfmt agwork
35S. Certain isotopically-labelled compounds of the
invention, for exanple, those ipicorporating a
radi oactive isotope, are useful in drug and/or
substrate tissue distribution studies. The radi oactive
i sotopes tritium i.e. 3H and carbon-14, i.e. 14C,
are particularly useful for this purpose in view of
their ease of |ncorporat|on and ready nmeans of

I T 1 . " g . o I T o



Activity at the dopam ne D3 receptor nay be determ ned
usi ng the nethods described in WD 2004/ 052372, which

WO 2006/0831ppor at ed herein by reference. Using thPGT/ER966/000241
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15

5-[(2f?,5S)-5-

met hyl - 4- pr opyl nor phol i n- 2-yl ] pyri di n- 2- am ne

di - S-cansyl ate nonohydrate has a functional potency at

D3 receptor expressed as an EC50, of 2 1nM and 476

f oy SR e&hve¥iat nbidetfaltBscqVEY sdif secomliartworkteYerhént to said first
cal culated as the D2 EC50 val ue divided by the D3 EC50

v aletneorBue ¢radrit e innwbiah safeosaiddtse petivieirk glemeat pges |spidyreegived value

the ct f the i ti ' ' ' .
conane Ehcipe Shekebfs bR BLpill RO AriBldnes of sai
aGhbduimf ofsf@MBREND in the treatment of neuropathic

paln may be neasured according to the follow ng test
protocol. Aninmals: Male Sprague Dawl ey rats are housed

i . Al i mal kept. 12h | [ k
cyii'e (PR metog T sl n s S bt e AL
|T R e xeBhtiorEHPE NOTBBIo? aWadi6 a6&dsk neEvaak! by an

observer blind to the treatnents and i n accor dance
with the Home O fice Animals (Scientific Procedures)

Act 1986. Chropic constrjcti injury (CC) rat nodel
ofé'neurgﬁtﬂoﬁﬁg eﬁ‘?ﬁ“ﬁ C‘Fﬁ’éaC%EFecg?y'sci atic nerve was
per f or nReaRSoP iR RUSI¥asdRSEmt BE oy oBanaebtin@nfdcob@ween user

(Bennett GJ Xie YK~ A peripheral nononeuropathy in rat
t hequipmend aoé saidinsbveréredenggint,pai n sensation |i ke those

seen in _man.. Pai n.33: 87-107 i .

Saost NEEREgT St BEa0eSpert 3 eBh TRy el Ehigpiae

ri gldtcahi &8 dalid alraeemehay egld antkeSyahked nstwbrklddement to a radio
iodine. Animals were then transferred to a
honsswotleeontoller,camdet for the duration of the procedure

and anaest hesi a _.nai nt.ai j ' . <

e "SRR SR sty il cfidht OFLaRHROSE 1y sehBalin AReisions made

t hlaﬁ bhaRetwolk @leeianiesCdant hwo ek viemeoasreexpesedoiad vilhe sent by
m ddl e of the thigh by blunt dissection thrqugh bice

) ps
f eseid radio ABIOTk Pemiralier e pajd DROTK clemrenbr ig g c3ss spidgnctwork

sciatic trifurcation, Ny riq for :

meripieiire: il R el ) SR EORDRURARE b U6d network
SutefeniVagstdad! dfedingdRY médsarenwhy of sid mgistor ceps and

tied in a sinple knot until slight resistance was felt

20 and then doubl e knotted. The procedure was repeated

il 4%&3@%}6&%@6@“@}1{)&?&5@6,were tied | oosely around

un
t he” ner proxX 1nm spaci ng. The incision was

cl osed ivhetedy thiehetmétkt diemano inidcatee at @WNodetH) t opi cal
antibiotics., Streptozocin (STZ)-induced dj abetles ) 1
neur opatgreiththerraeasarensnhefcRQse ifdised HypRial aNplue &f Tigeiged tota
i ngJ. A | injection of streptozotocin (50ng/kg)
fré’éﬁiﬂ ipgg% Ved in 0.9% steril e saline.

25 St r ept ondked Faid RepEet sigml npgucasmaon eprasdanein wlue information

30

mechani cal _allodynia within 3 weeks, lasting for at

| eglgment, g8éks (Chen SR and Pan HL. Hypersensitivity of

Spi not hal Atk e ¥ i &2 iDudRly £Node B
Nour opatHEEENARle QERIEART (RERCHEN IR IPVARSY FNode
27 2éredil BB 1o MARY $chedslfrsduriiting plinlsdsathe Neala® rbygeiaps £ noise value

al l odvni aStatic allodvnia. Aninmals V\rgre habi t uat.ed .t.

wi frenyiherradip Mty ork £9BEolsT; i respgnse e the seRdpg:§ieP.dn which case the
al ' at | b by
apgﬁ):agalﬂt?sg%%?tn\?gsﬁaﬂuggxﬁglarss ?ggi‘j{-ﬂ%@?&mod Dal e,
Illinois, USA ) in ascending order of force (0.6, 1,
1.4, 2, 4, 6, 8, 10, 15 and 26 grans) to the plantar
surface of hind paws. Each von §rey hair was applied
to the paw for a maxi mumof 6 sec, or until a

W t hdrawal response occurred. Once a w thdrawal
response to a von Frey hair was established, the paw
was re-tested, starting with the filanent bel ow the
one that produced a withdrawal, and subsequently wth

. o o o



PDE5 i nhi bitor and nost preferably a PDE5 inhibitor
(see hereinafter), said inhibitors preferably having

w@roob@8A9ngai nst the respective enzynme of | essPCTEBR006/000241
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100nM (with theproviso that PDE 3 and 4 inhibitors are
only adm nistered topically or by injection to the

penis); 22) Vasoactive intestinal protein (VIP), VIP

m nmetic, VIP anal ogue, nore particularly nedi ated by

one or nore of the VIP receptor subtypes VPACL. VPAC or
PACAP (pituitory adenyl ate cycl ase activating i
p&pt i ddlhe meiveorkirelarnens offcladm\i, Wheeein seidrmalg b serdipg. @pd using

VI P anal ogue (e. Ro- 125-1553) or VIP fragnent, one
o gty ANata 8h stTa AveguARe T ¢ VI B
conbination (e.g. Invicorp, Aviptadil); 23) A

nmel anocortin receptor (particularly of the MC3 or M4
s¥bt ypesysegnrhatacterizebbyrl at or or nel anocortin

enhancer uch as Fe&anotan I1,.PT-14, PT-141 or
conpour(é%aiif%inﬁ@%f’f SRS HSEAIES 8 WO 00074679,

WO- 0993361 ’forViQalQQ% a0réRdrendi: BPHSE36d a radi®int@fdce between user
14879, WO 001 131 12, WD 09954358; 24) A serotonin

r eqejpnemt agdseid firstanetvagréraleesy nodul at or, nore

particul arly agoni sts, antagoni sts. or dul at o . OF.
SHT1A (PFRASHeR %&HWE‘ 1BSRIIC ?Rff?ifor%ﬂ@”g?]agﬂﬁ HhZerliide
SHIGicLEREM QldSmedshfdndit B9 sdil@oRe d@FL! | bed in
v£>09902159, WO- 00002550 and/ or WO-00028993; 25) A |

t est ostmeandor eph@sadwrasegeent ¢fi sail apisni scheduling decisions

dehydr oandr ast endi ane),,. testosternone (T rell.e).
G OB POS TG SR s HEELRILELPE Mmb ek BldiGhive of a se
EsidiQ0@iue, 88 WhRBedhs@ 54l d RBcddRe/ phagR sised nexid@Ekcheduling decisions

medr oxyprogesterone acetate (MPA) (i.e. as a
c anbeahof smd meaurersentod saidaipdseidhy| t est ost er one

hor mone,,repl acement therapy a . ci al):
promar 1) CEneane s ol AR sihEnfenl Tl FPRREIA Y st
Esidief Rihe Gbhf ShBcaRQf sERltset N@ise zaat t@stad first h&work element.
Eastraderm Matri x, Dernestril, Prenphase, Preenpro,

Prenpak, Prem que, Estratest, Estratest HS, Ti bol one);

27). A npdul at or .of transporters for noradrenaline,

doﬁ%nin 0 %@”%ﬁcﬁﬂﬁ%ﬁf | ﬁy'such as bupr opi on,

GW 32065 %sceR@), réspdikive e dinteac@esiehdfepagp forsirowtdihizer measurement
modul ator; 29) A neurokinin (NK) receptor antagoni st

i nedluelsignalthhuing adeagnituge dndigatingofogmagoeasysmeanmade by a

rtepen P aygar SR SheafEbHp's HhaiRinPRat B REen said network
ag@Binshs ardNisag@fMishetf nodul ator for oxytocin
receptors, preferably a selective oxytocgggggonist or

nodul at adevige for pelvid ot BoigH sighl AgBINE G @ pinsticative of a set
SSA.A QEP,i%Bibitor (SEPi ), for instance a SEPi having
an"ME588E %€ss t han 100 nanonol ar, nore pref erably,

at | essatghasinier, resibivaro skidatenciid signdl hfor SaRsmitting same to

i nhi bitors according to the present invention have, .
gr esad aetwasl glegnt fr dise fppad Q?WBP%P%F"&SE%E%&%%“‘R of said
50-fal d s ct i Vi r Sk r endopept i dase
e sty S ERlepd, ey e SRS oS e & oD e

(ACE). Preferably the SEPi also has a greater than
100-fol d selectivity over eridothelin converting

entyne UscRquipnontAphasstieidzsdiyt or nodul ator for the

NPY (parti rl . I t

Sox. tor AbASERF apendy SRGn Kchelhy BEkal RERR Rl ork elerfnt

t ha{didafile lof b SrafShissiga thaao@tistic comimagiedsovier emadieling established
bound. 36) An arginase Il inhibitor, 37) An agonist,

ant agoni st or nodul ator for vaqiopressin receptors,
preferably selective for the V'la receptor 38) A PDE5

I nhi bitor. Suitable PDE5 inhibitors include:

5-[ 2- et hoxy-5-(4-nmethyl -1

- pi per azi nyl sul phonyl ) phenyl ] -1 -net hyl -3-n-propyl -1

, 6- di hydro- 7H pyrazol o[ 4, 3-d] pyri m di n-7- one

. LN~




Fi gure 3 Conparison of the water sorption of
5-[ (2R, 5S) - 5- net hyl - 4- pr opyl nor phol i n-2-yl ] pyri di n- 2-
w@nioaeslp2 S- cansyl at e nonohydrate with the freRChER806/000241
di-D-tartrate, and hydrobrom de salt at 300C. Figure 4
Si nul ated PXRD pattern for
5-1 (2R, 5S) - 5- net hyl - 4- propyl nor phol i n-2-yl ] pyri di n-2-a
m ne di - Scansyl ate nonohydrate. Figure 5 Actual PXRD
P d said network element for providing a received
S%ﬁ‘%e% %gusgrﬁ%ulﬁ?}emfnpr opyl nmor phol i n-2-yl | pyri dgl n- 2-
amthmiuﬁmgS@msylhdte nonohydrate. Figure 6 DSC
t hermogr am f give sc uhn signal, for
5- | ( 2R S5SF 0 TRRFRIT: KPPV WoPisHsrsivesieuling sienloor
mﬂft‘ﬁvlqi RYhRkien SRARNsdaat ﬁltelﬁ?ﬁpﬁltf@@m@swn over said radio
erenti al Scanni ng Cal orimetry (DSC): Differential
5 Sdmkmorsgldo:sdtwprmeiemynt\msoqd@tg‘ @r&@éﬁtrwmr@l@ Fhar flkqt?rt istic wherein

in alu L um e
el scRditons: et s g W RaRE R P et Pl said
20{erR6fk LRLESs 4Pbnsdved RGP h ndfe nftadin@faed daby said network
nitrogen gas purge. ThernoGavinetric Analysis (TGA):
I\/ealmﬁantqrrted ItwseT\AluerB@t anchsignalledrhycreid radapnetwork controller to said
oxi.mat el ng of the sanple was held at anal ysis
V@Pﬁtnaf”éle%n an open pan with 0%H nitrogen flow for
0 a m ni mumof 30 min. Results are representative of the
kKinetic stability of the hydrate over the period of

tilke t héomamr ertmemepx@cb@é mvnrbm&ﬁﬂteblvae%ttos&qm gqyuputer
(DVS At d S del DVS-1
ettt tedipraeriing e 408 SRS o eme Lia.

SoI id (10-20ny) is exposed to controlled relative
humdity (9RH) environnment and the wei ght cha

r ethr ded ewamunication mrethod fori JdighySpged Uphiak B é%i“’:f‘ %t?ﬁ?sé (H§UPA)

5 oD Dbl e B efon SR TS b o
beNgaEB ex BRAMTE ahd sdt Rahé&exdl pmﬂbadkgrxbummntblbeldvet fRadxoxs_e) value, and
Wien a sanple is deliquescent I}eéw [ ibrium saor

nott the wayps tiserioe perdnittmg,dBadix- WOtlj €Pm&%1!qf6ﬁg@x%}>fdmg to its
The PXRD erns were obtajn
L fvn e g st gy P e B S oy VKR o Hoise tovel
autBl:) Galiamaihes CAengse by said th(HhathetI&ngtsnd dnredié NodeB for de-
automat i c beam di vergence slits, a secondary
20 roeendtalizechsahedalit®. a scintillation counter. The sanple
was anal ysed as a powder | ayer on a silicon wafer
speci nen nount. The speci nen was rotated whil st being
i radi atmad neividik et oRKelalma wherehy said weeasiremghtweport is used
1. 5406 Angfstroms with the X-ray tube o e at ed at 4% d
kvfarc;chﬁnd e admkFI)B SQNHHRY Cﬁé‘g?%‘PPréan Cisfpns made by sal
ni onet |n conti nuous node set for a5
Eecﬁggélgg“h rﬂ%@t .02 step over a two theta range of 2
5to 55. The peaks obt ai ned for

5-1(2f?,5S)-5-nmet hyl - 4- I i n-2-vyl 2-
m-[.x%e ciComkmsy BB ARG oY ik SRR blegol SEL g f pBRpiter
t i ngl
or §efabtedodiif sl CfAt S0y PRARRE ARSI 2L Pre
I nt ensi mhedSurfigy attdModd Bl \aeﬂwlobmdeed toidt] tvade bawd power,

caI culated fromthe single cry st‘awdsﬁ)ru ture usi n he

" Ref | ex siepabisg thy yalpe ef Tesaiverddefa apd pRYVEL Wl a E6tnm

I\/Ht er I 2 : t k
o KPR e e eRinithe S Rl B0 radi poer
1. Eéﬂm&rAaﬁdJJ Ka) Pol arisation Factor = 0.5

Pseudo- Voi gt Profile (U=0.01, V =-0.001, W=
0.002) As will be appreciated by the skilled person,
the relative intensities of the various peaks wthin
Tabl es gi ven bel ow may vary due to a nunber of factors
such as for exanple orientation effects of crystals in
the X-ray beamor the purity of the material being

anal ysed or the degree of cryst aI I | n|ty of the san‘pl e.

o " o o s




whi ch is an enhanced uplink feature used in the
Frequency Division Duplex (FDD) node. This feature is

wheingsdpeci fied in the 3GPP and targeted to 3EPPRIB2006/000241
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release 6. In the current architecture, the packet
scheduler is located in the RNC and therefore is

limted inits ability to adapt to the instantaneous
traffic, because of bandwi dth constraints on the Radio
Resour GRifgofE Walue (FRREdeitea)6tal $idTBdrdi pdaver BY @rNedeeB scheduler to
bet ween the RNC and the UE. Hence, to acconnodate the )
v amikebich¢dujingtdeeisisas kenless chebore B regeiveseneishEadpe fromy the radio

in allocatjng uplink po to take i . .
BB BB e b A LD SGLE NI B s i
S RN AnRGinRald QBedultgsRbididnen Which turns out to be
spectrally inefficient for high allocated data-rates

and long release tinmer values. Wth the introduction

of UPA .sqonme. of the the k h | .
D oohip s Pare ot R RS BhecRRRE MY Fos ofgen. Due
to the gdecanhf ak ed@hh@ly ataodOB S Rilld dBrecdiveaiE®tdl avide band

nore quickly react to overload situations, enabling
muedweror e aggr essi ve scheduling, e.g., by faster

nodi fications of the hit rate ' i1 gi

hi gher &3 "&%@chia&? o@m%dgﬁgl W%&F%n‘é‘ftﬂo%eg é%g cBmmon

C oRbisRkdnesht Sahedhornatidl deb®0 fdappeNeait B o §oddio network
handover. According to Section 7.1 of the Technica

ReguoiollgGRRA TR 25. 896 v. 0. 0 (2004-03) entitled

e b BB A i NEREY g
posakdidhbdntidgdecisishsNaaless the NuaetB tdceives 4 hoie thlae from the radio

limts set b¥ the RNC, the set of Transport Forg&t .
Congswask ¢antollem FCeesponse i Wi anallime. Uk Whish @poihedNede B uses said

sui t.abl e TEC, . the.co of HSUPA, thetransport

f oP HEY VE@%‘%’& %aéci ?%ﬁgs%@%%nsbf the transport channel
subj ect to the Node B scheduling (E-DCH) are
controll ed by the Node B which can grant the UE with
t he maxi mum anount of uplink resources the given UE is
all owed to use. An ETFC (E-DCH Transport For mat

Conbi nation) is the conbination of currently valid
Transport Format for the E-DCH with the applicable
maxi mum nunber of H ARQ retransni ssions and appli ed
transm ssion power offset (see 3G TS 25.309 for

rel ated definitions and i n-depth explanations). In
Rel ease 5, the uplink scheduling and rate contro
resides in the RNC. According further to the TR 25. 896
study report, by providing the NodeB with this
capability, tighter control of the uplink interference
is possible which, in turn, may result in increased
capacity and i nproved coverage. The TR 25.896 report
di scusses two fundanental approaches to scheduling:
(1) rate scheduling, where all uplink transm ssions
occur in parallel but at a | ow enough rate such that
the desired noise rise at the NodeB is not exceeded,
and (2) tinme scheduling, where theoretically only a
subset of the UEs that have traffic to send are
allowed to transmt at a given tinme, again such that
the desired total noise rise at the NodeB is not
exceeded. The HSUPA feature specified is expected to
enabl e both schedul i ng approaches. The present
invention is related to these HSUPA enhancenents of
the uplink DCH (hereafter referred to as EDCH) for
packet data traffic in release 5 of 3GPP as specified
in the above nentioned 3GPP TR 25.896, "Feasibility
Study for Enhanced Uplinkfor UTRA FDD' as well as in
the 3GPP specification TS 25.309, FDD Enhanced Upli nk
- Overall description - Stage 2, " Version 6.1.0
(2004-12). As suggested above, HSUPA enhancenents are
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