3- (1, 3-BENZODI OXOL-5-YL) -S-
(4- CYCLOPROPYLPI PERAZI N-1 -YL) -PYRIDAZINE, |ITS SALTS
WOAND7SRATES AND | TS USE AS HI STAM NE H3 RECERTIORP2007/054940
ANTAGONI ST FI ELD OF THI'S | NVENTI ON The present
3- (1, B D¥EIEbD Bdkok. 5 ale Ss 1 @ - BeM RPrREBAP OLHIE ST IE)-BY) NHivREBAVING, ITS SALTS
anp sbiBvaresemimtranisagoninstmure HherwreowfaMrhesersconpounds
i n pharmaceutical conpositions, to pharmaceuti cal
conposi tions conprising the conpounds, and to mnet hods
of treatnent enploying these conpounds or
FIELDCORPER INVENSIONThe present conpounds show a hi gh and

The prrseg{e:rg gr{\/%ﬁr/t%n Pér%%?gc{]gt%f)\%g E%nﬁﬁga@ﬁds&%%ﬁg%E%nprléeélé%{ggéb?or 'alf?ftagonists, to the use
of the%smoa@emdétin Rharmapgelicgecoggesiicss.i te Pharmagpyiidasedmpogiiqnis wpmprising the

compMd@tahﬁﬁilhéthodsBetrééﬂﬁ@ﬁ L‘!Mglﬁylﬁj ﬁeéésc%fﬂpbburfd@ lor &dﬂﬁ)osmons The present
at.nmen

s, .rel at to th
compiyn S SR S PR R P EA BRGNS e Sie B rigdekiretng hite-
mine %@cwmrw@gerest@fm\teh@ dgpwttmmr pgonisBe acdivigphon rasals theeempounds are
usefulfBaNErdBhert BV RdcBbe IR @fs@rdé“r@ %Iét@@toﬁl@fﬁﬁ&lﬂlﬁe H8 rbpteur I ent
interest for the devel opnent of new nedi canents (see,
for exanple, Drugs Fut 1996; 21 : 507- 20; Progress in
BACKOR@YNReGE AHISHNYBRBIONAS: 107-65). The human hi st am ne

The e;%teﬁc%cb?m%%stm I@?r%@eé)gér(ﬁgggeen%ﬂowﬁm %Q%Wears an?_léhe receptor is of

Phar macol o I stam n
Cu”eflié%?ﬁt&“ﬁe GW'WW%‘V|"t?d”&9ﬁ‘?ﬂi%@é?)tf%ex?r6‘d%t%’é93r’fé’? H9§: 21: 507-
20; ProtredVe De@irdsahrc EIIB0AES 16A/68) ETHe hR@ae ﬁ‘rstaemaderrs@ptor has been

cloneds %9 %?ecgl I!’)%;mgcp)%%ykqgéf 5&%96?5 'I%h %}é%rd |Pet ré r%ééﬁ)?dr isa presynaptlc

QUTOVE(CF?P'[@V located m%m)a'@tthev@nirai neNeUSHysiem cRecgnt egﬁerg@@ng@lsts ttgaé@e H3 re-
ceptoféhbw@?ﬁ&ml: &ondnakive &tla@o@ vitrd Q8 well 868 vAD (i.eCRMRANELS the absence of

L hi bit thi t
on sois B8 BEep AL B 20, 0 SER, LB ot o Bl o o
inhibitrtiig adtigitye Thenbstarine H§ eecgptohias beemianeonairaiechip segutate the tedaase of his-

tamm@gwéﬁorcﬁ’aﬁlm ﬁetuﬁﬁrﬁnsw@é?s &Rh 26EQbBRK Qn@%ty%@ltn)él £ higtainMe-H3 recep-
hi st am ne rece@xtt or ant aegonl st or |1 nverse

tor a”%@?ﬂ'ﬂ Of Hie ?ﬂoé's“d’}éo RHEPEPe BRI R N3RS Feéqaé‘ggféh??F neuro-
transrbiliers @ theelbrpin. A hiatasimetHt3gesepionagdnet, lon diercontfan ilesatisitvl anénhifition of the
blosertﬁt%%Fbtf RI taﬁ%@%‘ng’ n ing Bm&rh@f tlﬁé)rgkgéer&fh {amsanﬁ leé‘Bf other neurotransmit-

tiron of |OS§ Is of |Samnean
ters syGhIFS I5PROIoAR aHf af%"hlot—*f]ee e fpdings suggestiBat fisipminedd? rgfseptor agonists,
inverse tab@isthandraptagansiatduld ey i;pstibhmadiats @ lodhundnal sfidty. Accordingly, the
: et I : ' t hat hi stam ne
h'Stanﬁée T'%Legﬁe%y'geg‘g'gﬁpﬁﬁfﬂeﬁ% 'Feg\éthgrldg&l sts and ant agoni sts
COlﬂeﬁerﬁlé’uplﬁaﬂmﬁ diselosedr @f?@ﬁr%t'oﬁfan% W%hﬁ‘a"ﬁ@tﬁg\ﬁgpwsm and antago-

nists. ésm@ bthéx@laye imlida€ol8 bsrvaied BeklSor XeRPE qyru@;s%ﬁamggsnma 5bADPS: Expert

t £
oot oSl 2Rl LT ERE SR, CEUSE PR e v o
the higigroing 5if secapidr &rafegesaibed See, Buerarafle, tAes@hagn Ehdrm Mez@hegr 1999;
332: ﬁ@fgevﬁ%a@ﬁen( 5609; 43 95622002 ARN Pharky pHaem Wt ch898 9982‘!31 395-404; I

rarmag 1560 SRS iRl b, P MIFERP S bR TR Gafile wo

01/66534g @G0!/ 6810, WO Al /44 @rti \WO OHIF 4865 @8 @1774733,AVQ 01/d4358r\WDed /748 14
and V\(éﬁ@é%z@@r Tr?e?@eﬂplaﬁhe ﬁ‘f f%%|s5’*ﬂc§ﬁeWeE"i’rﬁL‘5r% N%Qo@}ﬁmdéﬁ’%@os $$3613-17;
9- 98; 43: 2362-70; Arch Pharm
Nat R 3 AR éﬂ%ﬂ%sﬁnd?w D@@%em%ﬁpﬁ 67/ 6{p80p Ry eers ghe art's interest
in histarhine 6B84e@4tor MYonRB/ M ZtEBagohikts An®ABadohdts, l\MDeIQ:anﬂﬂlBﬂ5wh|HSmteract

win L o g N s el A Rl 081 0 o

02/ WORS/063604, 3(4e¥slopfopylpieragin-1 V643 d@imeiirrgnherypyidazine hydro-
chioridd i heRiche@Mahmdieday, 2005; K): 1613-17; Nat Rev Drug

D scov, 2005; 4 : 107, and Drug Dev Res, 2006, 67:

651-665. In view of the art's interest in histam ne H3

receptor agonists, inverse agoni sts and antagoni sts,

novel compounds whi ch interact
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with the histam ne H3 receptor would be a highly

desirable contribution to the art. I n WO 03/ 066604,
w@2{0448%68 opr opyl pi perazi n-1-yl)-6- (3, 4-di net hBX/PP2AY54940

) pyri dazine hydro chloride is nmentioned in Exanpl e

127. OBJECTS OF THI S | NVENTI OR One object of this

invention is to furni sh conpounds having a reduci ng

effect on the intake of food. A further object of this
OBJE@TRREiTHIP INYENGIGNUr ni sh conpounds whi ch can be used

One B&Ectbhtﬁlsﬁrﬁ/@h{f&ﬂls‘:’te fLQiﬁlsH"@anJBBndsAa\fnhﬂ’é Fé%[lchPéﬁ%gttonQ% ihf3keSof food.
|an?t|0n IS to

F or ROHIESE St Faie Pa0 B G GPo GG S e ieg e recuctior

of waggjtect of this invention is to furnish conpounds which
CanAb@‘rtthst%]ﬂect &rthlg mgen%lfﬂ'rpgrt@]%rn%h%ﬁm%un@?@ﬁkﬁ I:e?r‘] b%rusgcﬂror the treatment
sati ety I nduction her obj ect his invention

of ovewveight ¢npPRF¥h conpounds whi ch can be used for the
t r eatrureet otgdct b€ inZerdibised RmishAoipsinbewhiobgamtie vaéd fohihs suppres-

son IEBNL Blol Sulplibiipl sh compounds whi ch ccan be used to

er of the di seases or
phaﬁﬁ‘ﬁ&‘@! ‘H@‘?%%ﬂ’ltm% Meitien BisfuishtcP B tdpwhigheantefused feethe treatment
of tygd} @sethetdf this invention is to furnish conpounds whi ch
f ul TAIlethhfer (ge(oj &3hls mven‘?grlf“%satlo gﬁql% chpounagv%ggh cam?br(]atufsedsto cure or pre-
ventatﬂreecvfé@ dwaemssar alﬁar@ﬁCOMMalmostﬂlvcms m@nthn@d helowns. A

f ur hhlﬁfhep@djé%@éf 1Qf inbdHtign is'?d’ﬁﬂﬁdh%@mb&nﬁ@wﬁi}é@fuﬁlptﬂ@ &eral require-
di Sa van ta

menﬁrtq %peglpetmenilsu?tbasdpagqx&gy élomg]élfag‘em%l ytagq ﬁlésteﬁ%e of adverslgeevents after
admiDEfFatNh Td [ONBnE.N t he structural fornul ae given herein

andAthﬁ}fh%H&Jl&%f thi Qﬁlvé?ﬁlgﬁfg% ov%%%'e lr Qlﬁ&llo% attléégt one of the disadvan-
| ow ng ternms have the indicat ed meani ng: The term

tages %fd\‘ei/%{toéa” Qétoﬁ@’@eﬁdséfuha't??agveconpl ex of defined
stoi chionetry formed by a solute (in casu, a conpound
DEF@\ﬁ‘ﬁ Kding to the present invention) and a sol vent.
vents are those comonly used in the pharnmaceuti cal
In thgptchtuw f%wa@glvw @]d ththg}o’ut the PrgsRyL §pegi@@ettipr@ t@d‘pl@,wing terms
haveahélintiibged |ink;§h|ngThe term" hydr ate" refers to the conpl ex

vvhe t he, spl vent hecu IS f ngg
"t i’get\ tr%"ﬁts"f‘j’%t& el\JsSuesgg’ eer(ralg isa comé)n X0 %eflne sqma ometrty formgd by a solute

(in casar 2cayipogndhaacPiding td e ptepu@t pyepiosiandp selgertiatalvegts are those commonly
useddh %%ﬁ&magétfﬁ@il d@rb way%paambleo\nateﬁ Btﬁartoerae@ﬂc%c.u ndrametafte. The term

reSS|on of the
s e P i SO MBI BoRater] Be ISV aRT evi ati on o
r el iMed tegh “s3atmdntnes wad heremphewattheonmaganeﬁt @nd tére of arpetient for the

purp9§e cﬁlcbmeﬂlﬁé b‘a@eé’sfe ﬁaﬁd&“o?@@l%%on Ghg @anf?é' |nf%ﬁdéaqgmcﬁbé)fhe delaying of
he patie be treated i s preferabl nmal

the pé%ﬂrﬁsemoylhe gls'%%ﬂs%%qrﬁéconﬁwgn t”éer @Hgvmt&n§éé%lgf of symptoms and compli-
catiohs, @ndlbit the Blire andimirditicosfder discase, UBertderl'Iﬂrcaidmoar'BlelpSMt to be treated is

prefargmyﬁmamﬁgfemg;lax.c |9r%m9a' hfokind State of a patient which

|oIo state of man. The term
" medieigentiseass’, u%)é%! '%9@1 H'Sﬁ@afné‘s usef arefert® tigd dgrehangeably to
specipaBaRIdf b pRticALWRi@NS Rothiy noAtlaTpRysidldgthal stdte Bf mdrhe

phaﬁ'ﬁmt%rerﬁjtrhecda !ngnt gst LIJS\(/ag hgrgmpng)eléﬂga %I%)arma(peuaca‘lecomposmon suitable for
administration of the pharmaceutically active compound to a patient.
The term “prodrug” as used herein includes bichydrolyzable amides and bichydrolyzable es-
ters and also encompasses a) compounds in which the biohydrolyzable functionality in such a prodrug
is encompassed in the compound according to the present invention, and b) compounds which may

be oxidized or reduced biologically at a given functional group to yield drug substances according to
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The term "prodrug" as used herein includes
bi ohydr ol yzabl e am des and bi ohydrol yzable es ters and
W@k®o/ 1816 npasses a) conpounds in which the  PCI/EP2007/054940
bi ohydrol yzabl e functionality in such a prodrug is
enconpassed in the conpound éccording to the present
nventlon i dized o
e Ry R P P e o (o A el Bl i R e e oo
carbgrivel .4 diwdrgrysidibe tlahevsloheradienal itanghutyvbtahe theriks ent
' nV@ﬁ‘é AR bidRY @Ik Rfertdess ﬁe%iﬁfs'aﬂ @é‘tbr SLQAARSsubSEAMR TR this in-

ventloQL aociowédr O ?’f'ﬂlﬂﬂg whfhl-&q—bey% %%%Q%M%/Péﬁée WIlttbtpf blslaglﬁil activity of the
pareairsdbdtéree Ibuﬂwnfeﬂéhae thag swhstabcaodmydntadeppabibpertstieriVo ash as édtation of
actlon eJn@étQ)f béloﬁ‘%nﬁ%%f(e %t ?)‘3}? fSiiEIU&ca?I&J %Etﬁ/@ ‘B@t |£ h@dﬁyt&bﬁ\/e;rtgd in VIVO by the

vent | on, a conp ound o
subjgghio theypi %IPQ'@\I%""%IV? Rrinciple- -]b—heoq'dd@”t%% IS g'@t fo\/ RENLEi ﬂ*lerll‘)é)hydrolyzable es-
ter isa4ilig AbsoshHaSioantE€gl dhd BaahEstheo o ()raplasuth Staaneamples of such are

knovﬁqk{ ﬁ% ﬂ%ﬁ&’ H]%Iu@g We(e/tdf g)%‘arﬁprle Ié\!\/é(r%lk?re%%rs%or%y{)r?ﬁlé 0611 4%Ikyl esters),

loweb@Cdloas@l"tyberSFeys vt alkaeadisaie qsteadliplk et estied. Ayl yipgino alky
estel@yarddit@oimlitect to the blologlcally actlve principl e.
The_ advant age | o
bi Oﬁgﬁ/‘dﬁ’eo a%ﬁlrglszeatsbhetaér}lde as i eg%npeln |%gr(1)? |<ej(a ofra drng? §th8taa%ei (in this in-
ventigc qompwr@rvéﬁenemé@rmlda () Which mithsir a)sdms novEmgfes withpthe Biolggical activity
of th& Hé’r@nt%ﬁ@st%@@% cbﬁfertsr&ﬁ ik Eub@f&ﬁ‘cé Méﬂéb%o@é’pr\é\@%le@ﬁn VIVO such as dura-

tion %@P@'s‘i"se o%\eﬁgpnaaééltw@%q( ggl;)g F%Iyrﬂ%\&/\/&but Is readllyconverted in vivo
by thalskigeoy &ctird biglggibdly lactelsbmczm,le adh&kadvgsteyd io¥hat, &3 erangple, #ekbjdhydrolyz-
able Qﬁ)@emrgﬁ a@Léﬁ’Uéd fﬁ)ﬂ tﬁé ﬁut aﬂﬁ‘g tr%hg’fbrln{é@ t@&)tlﬁf)@smér%@ @)('Jfﬂples of such

bi ohydr ol yzabl e am de" as used herein is an amd
are kpowp {idhesqibRdapriude by way Plfl exampie \puRt plpthamides, SI?ﬂB“LPrﬂf'dcﬁ“'deS
amog@mﬂamheéahmmkwamomamwmsmommﬁmﬂésa) does not interfere
mnt y )
ut i A iy Sl oY o Mlsch R RRERL o UBRL AR pharmaceu
tical PFPP"W“O%S SRl inggisel irnetadueisotveriein rfentdaiSet of acti on,

andThGh@mh teiBctive BmBnti 8 uBbdhRGh ﬁ@bﬁsya do3agd whieh @Lﬂfﬂdleﬁht in order for
the ubeafa CO” ent%fb eﬁgct}{,e\ﬁ/gmga?g the subject to the

Sl van{age is that,
for T@(@rmlt@eranehﬁcaby @‘fwtﬂ/le@lmznta@‘laecompld@ gsgisest fwqu!"ymeans an amount

sufr.@ém wda&daﬁemafa dr B@mﬂwtarraa%el Sinikdl AAGFRLIBE &89 gMer) dibdhse and its com-
ex
picafory Aam i st F Blacaraie® i“m‘?eﬂa?@t@ﬁqWémpa%@a'@ﬁfs%amou"t

Effeclice a)‘namtscfersgaclablkrgospaulydepamd afetBe savadly of the disease or injury as well as the

welgl"ghI e‘ﬁ}ﬂ lg@ﬁ@ré] %?a'té‘éfltrfeasful%@&)/& wi‘ﬂme qgo%rst%@hét @&mmlnlng an approprlate dosage
harmaceutical ly acceptabl e” as used herein

may Qﬁ penigyed B?'"%@FW&IGXW'H]BH*&E‘EU b¥ PRSI UCHRH? MatEK Pfo"ﬁ’éles F‘"detes“”g differ-
ent pgints im @ermasm( vaichnie aludiirent e oelrent skills bf gpiedined phgsicdnr vdtbenary .
ter )
wn e % 30t SR b B8 85 ORI TERAT: RoHBRAA metabo
“““patlent to be effective conpared with no treatnent.
The Theter “ridigtordae s ius@d Heyeiefefar € thy BioBdBfsfthatiod bf #drug substance (in
ound as used herei ung suff|C|ent to
this mve[.rP(?n a c?m oun fdgoeneragftlgrtmulimlfadsrrgrr]l?te ?? %%at Ftl ni cal - |
man Fh%@p@swﬁwe e*anwlegumﬁ@hor@d sbavs@rexgngcifie emiagiments of this invention.
plications. An anount adequate to acconplish this is
f] "t eutically effective anmount”
SUN@P%%@S?@@%AN¥Eﬁf§ﬂfor each purpose w || depend on the
The eandion telatasfto tdmepodndsgpasgornmd in e laimsa®loweT e @spblrets of this invention
d.ffer"!%'u&manﬁwln BERREM corbpBifsOf the subject. 1t will be
under stood that determ ning an appropriate dosage may
be achi eved using routine experinentation, by
constructing a matri x of values and testing different
points in the matrix, which is all wthin the ordinary
skills of a trained physician or veterinary. The term

"metabolite” as used herein is any internedi ate or
product resulting fromnetabo |ism
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The term "netabolisni as used herein refer to the
bi otransformati on of a drug substance (in this
WO paoensioeh, a conpound of general fornula 1) PCTI/EP2007/054940
adm nistered to a patient. The representative exanpl es
ment i oned above are specifi c4enbodi ments of this
Irg?/ EJ(%F%r 'E%S'}?ﬁbﬁr\“ﬂt t}%ﬁt?srgll Ng er?e[E r ;:rognepg: I quh"ls |Wentlon are use-
ful inThﬁetrQ?dmm afrrgide fangé pfonditican e ddisaidrs iwwhichao dtteraciibh yith the hista-

mlnefl-q@rgbéplﬂfr‘ |skﬂéﬂ¥m.:la¢ GRRO Hﬁ%m&{ﬁ%dg Rha¥ hﬁ)‘ se]) fBrt&BFﬁGI@ iR theWebtthent of
of this invention

diseasag of b TP ERov B S B AT LS PRSI (IR SIS of
condh¢ ingamoraaish eiags talibe gs4a of saldicapaunds inthesrapyt andrin partidolar to
phar@g@eumﬁ&@na&.ﬂ&]sh@mgﬁ%&wcomomgef' cial. Thus, the

ounds ma use, for exanple, in the treatnent
%‘éﬁ\‘%"é“tt?fjmteﬁb thedieptign rﬁ@?@@d@“%‘%ﬂé?@fﬁaﬁ?ﬁiﬂ ithe efaod compris-
ing aﬂﬁhl‘rils}tdﬂlag &l a S1BJeviOnl Becdi)ibdrédNan Efetiveanadiini @ cainsmmﬂ elatied@herein.
to ‘nhaestM‘ﬁﬁthglfenﬁhlﬁeﬁpm%grqﬁn r&atgﬁg r{"eq}/se onJ‘&J onnds clalmed herein in
pa cul ar armaceuti ca nposi t1 ons cor?p ng
the '&%‘lufﬁ’cwtﬁﬁﬁmﬁ’ﬁ@@“eﬂt% anot her errbodl ment, the i nventl on
relates to nethods of treatnent, the mat hod conpris
| ' ' 'n need t hereof an
DESEE%T?&T%)E %ﬁr%gﬂin g%%g%co o@%h”%l aimed herein. In a
Due #x th¢it inferactidneyithéiiebiglamipa ti3 rechetol, eeampeomds ef this wgention aheefined in
the c’{ﬁﬁs SflovE SHIRMARHSre G this @E&lfﬂﬁroﬁ laf dsBruf |h@nerfﬁaf~r'rfe%%flérvﬁd@rfange of
condBG6s 1 GARISEFs 17 HITER 8 PIEGAFIGN ¥IR 1985 T GE ATofeP = Penelca. Thus, the

compaioéphay findtuke foerpopladsthetredtmest of divenses ofthea@enti@hened system and

in thé Berbh@ralqeﬁ)o@sﬂ%hpw and el sewhere in this
specl fication are useful in the treatnment of a w de

r an&@e AMPOURiOf ihg RECSEHINVATTOR IR With thgyhistamingH3 receptor and are ac-
cordingity 6d§r&@j]arI9 nseftltirhthé hreathistoaaarietyhd3 dis@sepbdratonditons in which histamine

3 iMsa&kh &ér@lbene}-ﬁgls t he conpounds may find use, for
exa treatment of di seases of the central

n’p
ner oW aéf%@f d1f IMeBtianPreviies gierse Riet @MPAWIN\AS FIMSAdeERt in @ pharma-
ceut@@ %orﬁ@dml@hl s pﬁﬁrmbblﬁjtl&ﬂ GtﬁﬁfbtsltleMQﬁhiaﬁtﬁthér%ﬁcﬁ@ﬂthé%\téﬁtlon com-
tor _and

prlse as ?n ac%A e mgPregenteeF feiast netc%mp({und a Saln d ﬁef\reln t(%;]%lh)ér \fllth onfe or more

par reat ne
pharmﬁwa@&s a@ﬁpté@ﬁ gartiers asexcinieniai le lanethesaapach éeiBention prowdes such a

pharh@&e@:fl@aq:&dn%%m&f 8 uRiedabiom, cohpns%eroam@@tto 05trﬂ§to abaut 1000 mg, for
r
exanPPéer,g Bﬁ tﬁ 1&@%0%2@9 pgaﬁuct&%%%g%ugﬁg mﬁﬁ(éabout 58% mg of a com-

pourndieiimeaiderin.cal conposition may in another aspect of

the InI Jﬁ\ﬂfﬁ@! ésﬁ@ctQQénnpé'nln&?prO\ﬂées%b @s%to'f M@om&%@e\blﬁ%& her@tn for the
| east one conpound al ned herein together wth one

Prep@iAtigheA @ pbwaxaﬁ%%wwsw BEeFEABPY o dpraset dghsorders in which an
inhib@ise bith€H8 Ristamineaseploehasasypdeficjal éffeet. | nvent i on provi des

sucl, & oRRAIBBGGHE Iy L\‘/‘e@ﬁ.org&gﬁé’e%' thd 6’5% o‘f B¢ (?H.‘;S gagaé.ﬂgs Pgr%rn%r the

conpr ng
Prep@ﬁ%leph%‘rﬁ’@ﬁ%%% anWPSTO’h@th”@ h&E?@U"Ee @Q)@t@g@nlsgqﬁ,cﬁwtg@r histamine H3
inverbé agonalesttivit). 5 rrg to about 200 ng of a com pound

cl aj ned., her ei anot her a ect the inventio
pr oi/n aéueatget ehsgecg the |nvfent|on rowdes ?h% 2 gfl an%aaﬁpﬁtér}d:claﬁm?cpher? IiI]fOF the

preppatqRat ariemEeutee mmmﬁ@rei@t ihe sgduetiompbusigiton for t he
tr egidreihkr é%ﬁ)e@“ tﬁ@ﬁf#&ﬁorﬁﬁgw@gsaﬁé GRr8a btﬂ"ﬂMﬁh@ Baifdd herein for the

prep BNy & PRFare e o e iRt B TakBEaRY Sl Susheryn
pr o\ ahethet dspecishe bfentiorcpnydasrk ceaf avenprenétlaimed hereindor the

preparation of a pharmaceutical composition for the suppression of appetite or for satiety induction.
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preparati on of a pharmaceutical conposition having
hi st am ne H3 antagoni stic activity or histamne H3
WO posengm®esagoni stic activity. I n anot her aspectPCHEP2007/054940
i nvention provides the use of a conpound cl ai nred
herein for the preparation of a phar maceuti cal
conposi |on r. the reducti on n_ano r.
o pBarohpop eSSt a tse o dhasen L BER ikl or e
prepaiatidnmé d Pharmetevti¢ad coropsitipn epthe atavenion Aindiorjisaimenice disprdears and dis-

ease@@élﬁ@@iotdv%efgﬁtrorbb&lﬁ rs@éhtMgllp@faelﬁ‘éeJoYlﬁ'aS'hfear@Hlsease gallbladder
I ovi

R A ALY RGP R U SO A L P it nd coon
cancefs. a pharmaceuti cal conposition for the suppression of

appﬁltelntaﬁlepéspga lthe ﬂ@énﬁ&ﬁ’prb\ﬂgjéé%é &% olf A cﬁﬂ%uh@[:laﬁl%@ ﬁgrtern for the

t he 1 nventi on pr ovid use of a COfT'pOUI’l cl ai med
Prepg/afiqs 4h aPpFrmMapRutige! é‘iﬁl‘é‘e‘loél“l"bl‘?r §e PEevRHiaR AR ifepiEgnt of eating disorders,
suchcBIbpisia bi myefdating he preventi on and/ or treatnment of

dlbzglreql%{hﬁr e?sggctqhé @ e%ﬁér?&rav@és%eeﬁjse o‘Pa gé/rﬁ[goWﬁél le“negllerem for the
prep@ﬁag@agg phﬁﬁlal:%l“ﬁ?ﬂl g@ppogﬂlgréfgg@e trg@ttn@@,ta),f tq]r(llr[lpagre(aglldcose tolerance).

var lrml@thbymgct Qhe BAdHGET prS‘ldél‘éé tRSusRIMIS BB Fduad claile asrkin for the

prepgrapon (}?a gp]armageu?%aegor?p??g?gnr f%r th]e tregtme%?fyﬁ E@\agété%ghe

her é] amolheraspﬁfé the ppratien proyidesfiheusstedn pereraynd elaimed herein for the
prepQr@ﬂﬁQﬁ btphﬁﬂ'laf:&mcell B&n&fs@&?ﬁl {h@ ReBNFY &'prdveMRhBBRAE pRbression from
% |sor ers, such as bulima or binge eating. In
'GTQ%’F pa ﬁgeﬁect the invention provides the use of a
conpaamthecdspecteble ineangomprbddesttieuseroép asragduod claifmed herein for the
prep&?%nrlﬁg %Hérhﬁ@éuh@eﬁ’ E&Qﬁdshbr@ﬂr lchQ Gel‘é\\hﬁ‘g (Sr p?é%te%ﬂtof tﬂg pllo?gssion from

nmpai red gl ucose tol erance). |In another aspect he

non-insk)ia KGUBIAY BPS ¢ idFBStet lRdnsyWrepyinng tsritiRhsiscl ai med

her @i amofher aspbe, the ipatiat providesftheuseloda oaogubd claimed herein for the
prepgrgmooﬁ La\tphgrnlagé?ﬁmell E(ﬁnﬂorsfr‘la]l %ng trggtmteXt%?digee%b@%to%% deHln which a

t her nventi on prov a

S“mlﬂﬁil?ﬁebth%l Hé |ht§lamw rRGAPEY hasf%*l’e”?l*l‘é?" piespar ati on of a

pharmaxesui as@a&t tROMRRGOR broviddsQkie G f 8 ebrayduR@ci@ifned herein for the
prepg aa%le({l?eggarrnaceu&lceﬁ ﬁgrrq&ogégriceiv%gthas amlrhevle%rl; qonﬁ{'c}?cgwgydes

t he Ingnethgf asae@dh@ujgmﬁortprgwa@dhqq@e@r a c¢r@mout1ql1@la|med herein for the

prep%ﬁcnﬁcrf atphmaeéun@al eaﬂﬁdgmsrelél ihe @batﬁl@ﬁ‘ﬁb@&letrdl@rrﬁlnftl@ ruldeP6r anorexia.
essi on r

revent
non 80T FrePicic PG §pues o LBt &P ERe herein for he
preparenpmcrﬂamgartrylwt@aldq;mdgmtngsforllha tresoeher Aakgiperts, disehge, narcolepsy, at-
tent.éma/e%at a.gmdd% &\léall%éd WSS, %l foiné %yaau&ﬂofele@l med

herein for reparati on p ar naceut 1 cal
Corrﬁ‘cf’é‘iolhleb"l‘?p?‘art % 'l‘llée”lt'?'éré'{al;?éﬁ? tthJs‘?j?fféﬁg‘@%”rgr?@'med herein for the
prepalatiar o @ ipBarmacadicat bre&arﬁﬁdnl‘fbﬂ tied freammett ot dvevayidisdriat anthas asthma, for

regu[e\ '&eﬁﬁggtrlchéacﬁj s%crg%heg t atn?efnl afrrhla&\ anot her aspect,
use O

venti on provi ound cl ai ned
her & anothet aspp@. tbq @]fﬁﬂ“&'t prgﬁdqﬁa rgetbchja{prﬁﬁ% gatenyof disorders or diseases
relat€DIIRIRSHI lh|ﬁlmiﬁal/elc8@orhth§trra§fﬂoﬂQoﬂnﬁrls’ﬂg(bﬂhﬁﬁsﬁé}mg‘lﬁial QUbIe)tt in h&ed thereof
t her ect ntion pr.ovides the use of
an eﬁlec?ve amo ?x{?glc%|owglp,g|mne%fhoef.elr}, H of alplharénrag?ultlgarl COI’FIpOSItlon comprlsmg
SUdbﬁ@ﬂW@@@utlcal conposi tion for the treat nent of

al | ﬁlre?ﬂo@lefé%'péléttthcsmvéh'tl@reﬁro@dleséy lﬁéttﬁdﬂ R deb&ib8NMWHRE wherein the effec-

aspec Vv rovides the use o
B T R S T PO
prefegaiiypiosn abooh0.f owg t¢ Glwut 1088 Mmyeand rodre Afefdraninfieam abodi & & ageo about 500

mg paRELO! epsy, at tention deficit disorders or reduced
wakef ul ness, or for the regul ation of sleep.
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I n anot her aspect, the invention relates to the use of

a conpound clainmed herein for the preparation of a
WEbarismoetit i cal preparation for the treatment BPET/EPIMEY54940

di sorders, such as asthma, for regulation of gastric

acid secretion, or for treat®ent of diarrhoea. In

h th et hod f
© hente 2R hevefiFe PAEr ' PeRiOE kEEE FuEissins % rgoptor an-
tagopigticackuity af ln\@rqe@gelpst@ractlwth endmmﬁuﬂamﬂihgly hg useful in the treatment of

a wuﬁdrmrdé'oﬁshﬁ{ditleﬁh 4 dRorMdRIi®which RstaRRd I-F3h§‘(,re @f‘ blé‘@(ade is beneﬂmal
e anou conp

ctl
© P Aeer oat o RSt DB Grps e g ceion o Veighh 58 eshod com-
prisingradanirgstérang t@s pubidct intnbed thereefianiefectipe avouwhésf secompbiraictlaised herein.
desﬁrrénkaﬁlgr é"s*BQéf erhe .‘M]@ﬁ.&% &0\9 !ﬂe% aerfrétﬁ& fBr' tYe%tn?éﬁPMerQ/telgﬁt or obesity,

oun clainmed herein is In range

the ”@P”GPS’ REPIIAIBIRISTBO P FrfLigst '@f‘%ﬁ’datB?r?Offar‘@ﬁ?féb%ﬂPm@t qf %F@mpound
clainfed hafzout 1000 ng, and nore preferably from about 0.5

mgvgln%n%glgpésgggsggﬂ}/%ﬁé% &Wdésg rﬂr\g/\{ﬁooafﬁrps%gﬁs]re%sq&eqf] appetlte or for satiety
indugdfgn rﬂ@ﬁ:l@ﬁt{l@:’- co&rmrfsmgi@qiwplgtprlqg ta@aspRieqt | i need hﬁryz@fg@eﬁectlve amount ofa
com@;@:ﬁ@bmﬁea haetnl vity and Whl ch may accordingly be useful

d Son angﬁ—rer aslpl)g%ﬁﬁe II[]]V%H?%[{ prﬁ\]n% &Poedgfgﬁoorgv%n{ﬁnoarr]]algatreatment of disor-
ders jpediedases ralated ltmoveneidgie pr cheptyctuch ahdysiividasntd, ceroparplgattakisease, gall-

blad@erﬂﬁgé‘é@dosﬁébﬁrtﬁrﬁgblﬁ& \re\(PiBusoff/péé%'f éﬂ?rt’;er kh&(aﬂﬁfeh@r@ometrlal breast prostate

In a ni sterin
or e B P SR St Bt BSRBRG et Ao GPEPIEn 31 feive amoun
of a enmgohmet claimpedreint he i nventi on provi des a nethod for
t r eﬁrtemémter &Be&%ﬁé W@énﬂ&# pr9wdégbaer§étﬁ&d’ fortd?&/emn%g/or treatment of eating

nprising administering to a subject in need thereof

d'soraﬁrseﬁ“f:'ééﬁ buylimiagpd binge gpting, tE%Wﬁ@%&o”&ﬂ”é'”%%l“'ﬂ'ére@”%to ajsybject in need
theredhat dfiective@p@aiit,of & bempoaue@cbimed hpeiavi des a net hod f or

SuDﬁra%%ﬁrlerogglpgét tﬁ‘&ﬂ% lt&r?prgw%é;soatr‘]mg‘[ﬁtgd fgrtt}{e L&%&‘it O]O|%’T (ﬁ'ﬂ)%lred glu-
cosetipl@iaRgs). t%mm@thrcb%qmpr»@ngamwﬁe@ﬁg t‘aaé%%lﬂ‘ﬁ'ﬁe‘éihaieﬁ%ﬁi‘ effective amount
of a EFRUM cldifedR®tiher aspect, the invention pr ovi des a

gft P Sgggre%sp(ra%l gnltélv Orl{a%r?rgrg\ér(al‘\ﬁee\trﬁqﬁtmﬂh PeatmenstFtMpehi Ecl“abetes the
methgg §®m|?rlsma@ﬁ1malste¢m @rﬁeﬁuweﬁelar\eteddh%@ég@ effqgtiel anmuafcrtﬂer:ompound
claindd$8@%€, Oosteoarthritis and various types of cancer

for exanpl e onetr.i al r east ro te or

ot By Shrd R v Epurtsg eihad P aRs fotas Bveton of the pro-
gresgiorbranc tGTi tn type @diabhbtes, aleef methodeddmposing adnzimgientty toh sebject in need

there%@émé#é@ﬂ/e%r%hﬁ?%% B&ﬁ&iuﬂd cléuﬂmeéﬂé’r{efﬂer aspect, the
I nvention provides revention and/o

L T IR ARREr BPotits RUETIPLDIPARSS MebRATOSR® BRI o e ton of the pro-
gres&iomigen eat-insuln rdghieindriypdd dialbaaed nrfsulrmgeqwmg ype Reatidbaigs ttke @ethod

com&rg%gﬁhgis riﬂ?%da\dstuﬁjggtqr?ﬁee@rﬂhe%off Sr?% e\éﬁve%ldnltofg orﬂpound claimed
oun erein. I'n another aspect,
herefinvent i on provides a method for the treat rrent of | GT

(1 Mpednb@er Fpbdt, thOBGention @rawaa@bomﬁobmsrmﬁdn@dhusuomaammbnlg receptor
agonl$? aalt\lr ytaenr I rrlr%h:1rr?ayaé\]g:csolrJ cqoyctt>e usg%rnn (ﬁ% tFeg%ewPof a. W|de r[e\rﬁge of conditions

I"'ve anou
and gispyddrin vepinh distaminenad ren@réqﬂapwmlqw@w@é@ala et hod f or

t heCbhﬁ&lnﬁ?ﬂftthé)ﬁreie‘xﬁplﬁve%tlé“’dt rﬁ@ﬁél&ﬁbe Js@@foﬂﬁl%'?@gtanetnthof alrwe%y disorders
rlrsin a 0 a ereo
(suol i B B ARBIE R ot o B SR enBa R eron
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I n anot her aspect, the invention provides a nmethod for
the del aying or prevention of the pro gression from

WO a71a7968/ pe 2 di abetes, the nethod conpri si ngPCT/EP2007/054940
adm nistering to a subject in need thereof an
effective anmount of a conpourd cl ai med herein. In

anot.h as ect vention pr.ovi des a t hod for ,
ho bR SlsposE ol FarerS e pERs BedFniRihegfient or diseases
assopigied il tJﬂIequ!gUi’aéQ{UOerIeﬁg and/pekeliingsslord osthe tredtmsuti of parcolepsy and at-

tent,(g,e&lﬂb,{d,g;gdetrglpe di abetes, the nethod conpri si ng
ect in eed th

sterin ubj ec
o £ MBISDYE. DaiEs 3 T MR U S FSich A8 G NS Bp s o as secatves,
anof hepresespenipoutdsendyralse bt iuesd foethatresmend otcompibensdssociated with

eplleYiév ﬁg&jﬁﬁfﬁalﬁ)})bémd&hﬁs@h@%vgﬁloﬁ %@ FBE ggeoqufﬂé ﬁ‘edtrﬁerﬁg lhé(ﬂomélckness

accordi ngly be usSef t reat ment
and Yﬁ”'gé Wr@%r%ﬁeyﬁpyé%ﬁﬂ?ﬂﬂ'|36ff‘§“@ﬁ’65 Qflh!ﬂ&”@@mé’ NYRORpFE@hsecretion, as
antidepreésafis N rhidiula@tLfricorebacdtiiciaionPandiirs the eeafrieat dlrtitable bowel syn-
Jrongonpounds of the present invention may al so be used
or the treatnment of airway disorders ésuch as _
ast e camperes ofdnerresepbiayestiondnay feoised foe thedi@aiment @ dementia and
Alzh8fefB&$dab& aci d secretion. Furt hernore, conpounds of
grgggmggu% L #g@?’:?éea?mve{rﬁgr{ rﬁeéy eﬁsegtb S{etrulff%r e reeﬁmen oPaII&%fic rhinitis,
Ulcef\/veilaetfra*lmess and for the treatnment of narcol epsy and
at tembbéMBs gﬁiﬁé Srbdentihetistemay uMRIFRONBE us SRR ML tREnt of migraine

en

(see f&b%‘?'i“{%'ss}h@rﬁ%’”ﬂﬁég’éﬁwa@z‘}%BG%S"GH’QW% SraB“é”’ﬁ%ﬁgf%@Z 43-50)
and fohide tregtaenten tnyofardiz intirttion (ree &3gartOitietonvh tdstigohat Paigs 2000; 9:
o537Agi tional Iy, conpounds of the invention may be used

for the treatnent of nption sickness and verti

Fur ek s 8sPectRlfherripning. Fragpen! Ofa%p%t'eamﬂaeapepwd of the present in-
ventibly pebinaihahwitthygaplvysealcissecr et i on, as anti depressants,

as moéileﬂ?etrg%p%cPJf th%%\feptr %l or%'oﬁ‘%ld eaet éo ’ou%;ga |lnﬁd M?&n is/are adminis-

treatment o owel
teredtip ApyBRipRISN With ?W?é’rmoé%féﬁlﬂerlaﬁ\yé ﬁ@bs@ﬂcﬁ’ﬁdy Q@esud%%raf'@ﬁ) By further
activk bESHTRAY, foP bxAMRNE BE béledditiroM Fiehd¥RY agent ﬁﬁia@&atlcs antidyslipidemic
agen&jO m%ﬁperfép%\éetaﬁgntf a:‘g]gr‘? gﬁr éhler%r\ee rpneﬂlp oﬁlc?méllcéa\t olns resultlng frofmutlar associated
with gdinleatesy prd agepiges diredreatyfient W@oppl@g’@m@ anchdiegidery resnlﬁryg from or associated
with B[ggstt)her nore be useful for the treatnment of mgraine

e DDt o R S R o8 comaasd UReg bErel i g pcministered

in cotﬂbaatlcmeamrmemr rofre @ytipbeasitiagénts orfappgite reguldting egeip Sopth agents may,

for e%[ﬂ% QQ s&&teonfyo@r?%le?%h? 9(5}@|stlrgd¥gf¢\R%Q&Qamg amFMné"%bulated tran-

further aspec t he I nvention, trea of
Scr'pﬁé‘ﬂ?'eﬁ? NﬁYt(ﬁeLﬁoR?BWﬁa@ Rptaginisis Mcﬁr(@'g'éf‘ﬂcoft'ﬂ A RNStENMES (melano-
cortiic B dgbnigtd, onexirhantkgehista MNFOtunex esadsifactbriagonfstst CRE (corticotropin releas-

ing f?ﬁ?&fééfga@% (tJ’IQI—eBIb 'E]:\{) matlro%m Jelggsqrgqgctw d]%mg pFo%J@%Hﬂ\gomsts urocortin ago-

erenls are a tere
nistsyp FeirensedicAagonipie sudhiastthed 683 86§ G¥\-Gfifd elsY 3P AB84NlyY 377267 or AZ-

401 @UMSI@%&aﬁﬁptb@ﬁlﬁﬂlatl lh@hnd‘nle'fégltaﬁiéts a\ﬁ(tJH-l Yrﬁeléiﬁ;@ﬁeféorﬂ;@?{tratlﬁ@ﬁormone)
m ant 1.obesli

t
anta%wsir%) I()ggé%ﬁotegystoz agl@lls? F%‘i%tﬂ‘i‘ R reatéoée%ér%goltors suich as fluoxetine, seroxat

or cnampnahypfeotbmmemd/@rag@mﬂ@ reqigake Bhibitars, nvedisee®himent nobdrenergic

com&ﬁlﬁm "Sﬁ@t(éemlr{) 85dHiskd, B&ngés%@ggﬁlsté%%%ﬁm%H%goﬁﬁétg Browth hormone,
di a eteS %%ents he "t r eat nent

GroW AP G IS RS AEFEotEBIPY HETIOR 3 compounds, TR
(thyrast®pinireléasthg hormone) agonists, UCP 2 or 3 (uncoupling protein 2 or 3) modulators, leptin

agonists, DA agonists (bromocriptin, doprexin), lipase/amylase inhibitors, PPAR (peroxisome prolifera-
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with obesity. Thus, in a further aspect of this
i nvention, a conpound clainmed herein may be

wa@eawrng®ser ed i n conbi nation with one or nore PCT/EP2007/054940
antiobesity agents or appetite regul ating agents. Such
agents may, for exanpl e, be $elected fromthe group

consi stin ail ne t am requl ated t
oraf A Sy MedAb e &0 KR TP p ey HH Fhgdiists, acre
(Agoai tefedraimirsttis) lnrMi%rs( ppbia Ante@Mists(sukh aagaliexsns), exdadin-4, GLP-1 and

ciliary FEIr&RPRQFctR 3) agoni sts, orexin ant agoni sts, TNF
tunor necrosis factor) agonists, (corticotropin

r el Bdeieqgodineqtof ﬁ‘eﬁbjéﬂi"gt%‘ Q”WS'BWQF@@PF‘I"@W ?ddbP‘H“b'”a“O” with
one ¢reh@@ songhuhdsCdf Gie ibientdinngleptinot ei n) ant agoni st s,

o Ol St Sl BSOS AN sFpgamine
401 h@notvsenihedimenb eyahan SniiqbasitA0nY e vam)e dgererdivgmine.
IVCHm(gﬂ'ﬂsbm }éhBodﬁﬁé\ﬁ QLN & Arfighdamy é‘@éﬁﬁé siBitiaageNi st s,

CCK(C t In), agoni Ln re- uptake
| nhlr'ba P@r}esr ééc men ?:rb%xer{t'o essfya eP{(;'x fo 8t cital opr am

ser ttapathar %mmdmﬂntaam@malanmewtyagmtmaamhi dyiphenteymine.

m Xﬁﬁshﬁ@rﬁdﬂe‘?@hﬂocﬁ\ﬂ%t@E@%%@E&ltfe&ﬁﬁpﬁﬁ%@%etr% diethylpropion,
serotonin) agonists, bonbesin agonists, galanin

fluox W{ea@t?ﬁ‘?pﬁ”s op! o hABhe, growth factors such as
pr olraet a furtber appart efteaihvdnat, e gempougd oirrted thereimomay be administered in
comlglﬁeltlgﬁl§1|tm&1ecd? %%Jm&abe-ﬁggbérﬁé"ﬁ%%%nq Qrﬂfdl&bétﬁ;laﬁéﬁé mgludezlnsulln insulin

hor none onists, UCP 2 uncou protein
anaI%ue egy |p/%s supléﬁst ﬁhﬂs%sgq g P[9A79§§}891K vg Nordisk A/S), for exam-
ple, r\(sfﬁ? @rrmarmjl des(B30yHueah Msulinl, EpaszeA apPe/ArAER 0 70 276 {1068 Nordisk A/S),

one - at ed [.EGaRE BT p2o -
for examapei g’-\gor S)fjln%&ﬁsw%eﬁgé 555 ?éé?ﬁ'g"ﬁ I %ér 3X3W8&UII' t&orsso)’ Jﬁ!{n%n insulin,
EP Oa?@éﬁﬁétﬁyentﬁmpeﬁmﬂ-ﬁntu@ at efd'vfmh@tr%unmrpqrﬁhd herein by reference, GLP-

1 de%t.@sds@%@megu B FosbSH GO 885/08ErH (A Ndfdisk A@g)emeéraoréted herein by
|ar|§ Feurotro hi c factor In one

refer%’ﬁ?&o%ﬁ "ﬁ“@' °Eﬁ'”y BHEe MYRPENEACBIT, 298N ant i obesi ty agent
adnmilne srblbrastive hyp@gmmrnlatagems wefetablgicempise roid @z oimspoiliorgBireas, bi-
guan%estrnéagllﬂrm/eg n&x%&’igzdh&inéo%gé rl]hlaﬂond @J&%‘]E@Ensﬁlmgﬁé ﬁ{@gt a-glucosidase
such an anti obesit agent is dexanp et am ne or
inhiberptpgerRiprpeiag op WeMBtW‘g@nd@ﬁmmsmphar@glcﬁthgrﬁi -cells, for example, potas-

smm&:ﬂbr’lr@b&%hér}! s@ﬁ%ﬁa&hdsé} dufsaéh‘elj me Jd126965, AEXOREHsk U ERIMVO0/37474

o ot R B e B S B P B oL A chmnes
bloclgentsucihas tSy6 7282 mateginider §lucagan antdgonigisosusk ps e those ditglosed in WO
99/0?4%%'%@&/@63/39@@%\!0‘\/8 Néﬂi%ﬂ‘A/S %d%%hr%ﬁ*@har%cm&m ﬁ{crﬁ Hb% of which

In still another enbadi nent, such an antiob eS|t)(N g
are IP@rpﬁF?é?Pd?eﬁ%ff pyarffelr]e@ce &L&:h@go&sﬁp&?%‘ﬁ as ihp%q{yqs%m 0O 0/42026 (Novo
Nordixi pv O doAyo uitoo [Pharaiaed gicad, IreQpipcopsunated ergie by efdrarck HERP-I1V (dipeptidyl
pept@é&gginnmgltotréq ?gg&\éﬁ%{eﬁﬁ rogné:&{gg@j'éﬁge)qﬂﬁﬂ) t'ESPsdehBﬁo% o hrgﬁ%c en-
Zym%ﬁd'ﬁ‘l"&?%\b‘é@'mé'awé’rﬁ9'§C°"R%99@9%iﬁ?“déﬁﬂ|y6‘?géb‘é¥ﬁ'%g'a%ﬁﬁgtake modulators,
GSKLEYI(Qbe@@n syidse Rinadelsy Whibﬂorarbahﬁ@uﬁs maBielind etid Ik’)&ltrﬁétﬁﬁa_lism such as
antl|lBﬁChIC a en sh (c):grr?po%ln sclhﬁér%géo ake Pg,glgge oxgé N%\ér%bfl\lr%kr—:g}cgtﬁ/ated recep-

Tt adecan
tor) anﬁﬁa‘lﬁ (fﬁtlntEqiDX@e@mT&Pr)@Q@"%ﬁGUCEDSG\LRGQGW-@ {298 oL BdPEA- sk

A S)n,onfe‘éhb@d‘iﬁ%bﬁheﬁﬁ@nthh‘ rﬁiﬁ)rﬂp@&#&i' didimed-2rém Ehgfrbél-gcﬂmmstered in

Eli Lill for exa s Pro human inpsuli
com @egloaglfh |(1 'gﬁf ?%TSU“FB I%&'ﬁﬁé’e‘é‘vatt’ﬁrﬁ’ﬁ%ﬁ'w éqtrfad%ﬂanoyl des(B30)
hummhlhﬁlhin s mewmpasuad, egs"Her€T Thubian irsliRl Eane?, doialmix-freparation com-
deriv uch as those disclosed in WO 98/ 08871
pr's"tgl\%]e O?‘it{lgre §thl?g)A/ S), incorporated herein by reference,
as well as orally active hypogl ycaem c agents. The
oral ly active hypoglycaem c agents preferably conprise
i m dazol i nes, sul fonyl ureas, biguanides,
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meglitini des, oxadi azoli di nedi ones,
t hi azol i di nedi ones, insulin sensitizers, a-glucosidase
WO piw7h31968 s, agents acting on the ATP- dependenkCT/EP2007/054940
pot assi um channel of the b-cells, for exanple, potas
si um channel openers such as® hose disclosed in WO

97/ 262 VWO, 99/ 038 and WD 00/ 37474 0 di sk .
A S e CRpatna of Be AT o8s &1 fabpophy SRS fray be acmin-

istereﬂ it cerhbiratide withha sglfopytras $ergnaraianeiedtarie ckleprorgmih, talgzamide,
gllbeﬁa_&m@g%‘ﬂﬁﬂd@@ﬁ@@lﬁd@' |€aZ|&|%§Q§?Beant agoni sts, such as

one of R%' ose lsct Hig' an? WO 00/ a? tered i

(NoU‘cf‘” PTegedR)e8 %Wlf '%‘681&“0?&0‘?5?1%’#’ gRer BSPE M3y pg agiministered in
comipdtinn ofth ahigednidey fer exacplepoetétrma. her ei n by ref erence,

G-PTnlyemEHeﬁglﬁbodﬁwoﬁ% Hﬂe@ﬁ@n q'c§ﬁb&§1@®aln{éd\ﬁge91q{1éb2t%2a@minis—

q(Novo Nordi sk A/'S a gour on Pharmaceutical s
tere 'HE@T‘B'@)‘%‘“&E‘ wih ﬁé\e%'it'ﬁ'dﬁ)forreéF'@P'%ﬁ%‘é”‘g"’lﬁi'ﬁj’rlnvtee'ﬂﬁ'dﬁept i dyl
peptn sﬁﬂlsr&ﬁﬂe\/)smbdid‘m&tbﬂhsmv&’lTBﬂSn&:o@pﬁLmHQIannddyfem &y be adminis-

’[ereoD P%ér%]ﬁ‘ét.%ﬁ ﬁ/}th 5 mHzQI'idﬁn%E%Te |ln£lhh Qér%sﬁ)&(?r egﬁggt t'rc%llt%zghe ciglitazone,

ploglﬁ@?@nwoiﬁ"%@@eﬁ@@r@n%ﬂ%ra'&%?@nwv@i @On%@@r(&ﬂ@*é%?@sﬁ 134, 0ra
com;ﬁc@:we.@@@aédwwomameow m@r/am VD b7/4 0128, WO@UPA WTCkEhd WO

98/4g9§)qI ||yOfWgI8h are mca a&\%&ereln byf fmr SuﬁPaﬁz agtple pi demi c

( petostill erm‘lih,er pmb¢dlrﬁ@rﬁ attbe ma@ﬁlpm atcemlp@te@@tainnaﬁirfyer@mmamdminis—
tered ih @brhBIRAtidn Kt SERBNIAEInsAFA oS EampRUSIN 88 G Ld3E7@ &81-440, MCC-555,

JTT- #9]\7 éég—?08§542|_%& %_g? %ﬂgﬁ%g? I‘é%) E&gﬁﬁgﬁﬂ'\g Hﬁ{PO%E?YM 0929, MBX-102,

CLX-8840, GiVE-b@15¢6, or A coropdaind discloged i WEB 9949613, W @®0O0/304 14,1V8Q 10D/A3191, WO
00/6@%@' W@L{fé/e@,ﬁgﬁ Wd U@id&? W(§ 66/53@% W@%&s&ﬁt W@@%ﬁ@y IWo 00/23417,

wo @9’%%‘2@ V%49 S8 00 9?/63|_%ﬁ16’\(%0?/?§209 d’P’OzSBO/ﬁ?&gOM @6%30&?%18?1 (Novo
NordsR AV )1 alisif waiclo are irasorpomatel hefeirt hyasferehee.a f urt her
ﬁnbﬂldé fm?ﬁgr EIEOJ lﬂgnt LFNE %érﬂugn aoéaﬁgﬁ%nd%laﬁr%m%mgmgy @é Mnlstered
ereln mn iIstere nation wth
in cog’lmnﬁmﬁry/ylmrag@a glchqsld@,emngr for examuplearedieose, emiglitate, miglitol or acarbose.

chl wmmem&@.meh%f%ameqﬁon gl:mmﬁa amn@@ he@in'nﬂdy%’e@@mlmstered in
Comlgl i mepiride, tgI i cazi de or

. an
PRSI VIR 2450 T 35HRO PR AL T S%DG”SG’E B%WHC'@P%\‘?' ﬁfetBe Fr&pllsi far exam-

ple, tolytalhelepglibtntlagtidy; giibizide, glioadiden BT $-6758210k Fepagliidguani de,

for f L .

In%@ge@khl%gﬁméd rrqgn%@r&enlh%cny (gr? ﬁggaﬁéh?glcﬁmg% Léﬁﬂ%ay% adminis-

tereqdﬂﬁ?fﬁ'i"%a“P@Wé'ﬂi"?t?g“B'é?fbl nation with a meglitinide, for

ex anﬂtlmandtlﬁi@a@bd)d}hﬁﬁ dlfoni’paﬁrﬁigﬂldllﬁédj@reuh Map bé hdmisseied @ combina-
tion wmoan an a/(réterllﬁtfjer%? :%;én[[]grearr“ll aﬂguc agfer%npapgx%{d%fe c%o‘reg/rarrhelnre corfestlpol
CW'QW?&Q@NﬂPVG?'h@d?%'@ praveglatim sisyagipting Er@bucof@ﬂeﬁﬁ@ﬂmx@e

trog sltltl BHAANL emBbdirhét @‘t'Ztﬁ@ Fhverﬁlb@@'doh@&ﬂlﬂ%lalmed herein may be adminis-
azone

| t
erod R TeBR BN s e 585 o P 5T mine gt oo
gemfilirezil| loe@tin, praw@st@in/ dhosatin W@l 41 dexirSthyro¥eD7/ 41 120,
WO %Oln%ﬂﬂeﬂgs%eﬁﬁﬂthmv%éﬁl%%%%po@d cla%edv}‘fé'reqmméi @e admlnlstered in com-

i ncorporated herein by reference. In still anot
binalapyahiMeEnhhan e ¢ e 3\*?9@1?‘?’8‘!%”6%30&9%6'& Aor XPAPIREY C‘H%ti"é”\“ﬂ“ with
metforanh 4 asstiffonylugeatsacteab dglybuddaybisuithylora and dcaehose; mstaylinide and met-

omfERSke gy R B 56 E e, i o
ureaipgtlin agshmetforpiR: il arRyormivand aygyionylugsxinsuliyand regltagongyinsulin and
lovastMihb&d. 516, or a conpound di scl osed in WD 99/19313, WO

00/ 50414, WD 00/63191 , WD 00/ 63192, WO 00/63193, WO

00/ 23425, WD 00/ 23415, WD 00/ 23451 , WD 00/ 23445, WO

00/ 23417, WD 00/23416, WO 00/ 63153, WO 00/63196, WO

00/ 63209, WD 00/63190 or WD 00/ 63189 (Novo Nordi sk

Al'S), all of which are incorporated herein by

ref erence.
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In a further enbodi ment of the invention, a conpound
cl aimed herein may be adm ni stered in conbination with
w@eoodAglds osi dase i nhibitor, for exanple, vogl PGHER2007/054940
emglitate, mglitol or acarbose. In another
enbodi ment of the invention,'& conpound clained herein
adm ni stered in rrbl nat | e

et P B MR Pp G D S S R e Biratgngin one or
morepantieypegensive mg@na Exwhmes df ehtihypaiensies agghts berfeblegkedesych as alprenolol,
aten&!}l' tﬂﬁ(ﬂéld&ndom 'pf:bﬁga'nglgl’an@ﬁfo@?ﬁ%@(aﬁgﬁ&@r&lﬁ J&h@e@hngleﬂz%?et) inhibitors

anot nmbodi ment I nvent | on, a Cor‘r'poun
SUCh(ﬂsé’P%p%é‘\la%qOW" I’F@?Iaﬁré f%%ﬂﬁpﬂlr isinogil yinaRril @FEAMHRLY. jclgium channel
blocksird Suchmas eigdipmi drelodipibe, Sltcblldiplrﬁnlelfahleme afirbaiiine diltiazen and verapamil,

and %%P.Qk%lflsn dUﬁﬁ g% d(ga;(%\?osweu eP FIJ rraaé%srlrr]le%naaergzﬂ sﬁlggur%n reFerence cannbe made to

Remmg@ntThefS@[ene@(@(WgTr@ct/cq;Wdﬁhegnafy a1|9] ﬁ.éltlort; Sleerare, ,E@| Mack Publlshlng Co.,
East6h, @l yogt e, genfibrozil, |ovastatin, pravastatin,

S PR ok L E R LA SL St emen
tion withediet@dd/breaxeicise may obmo@aiihaiasovieanantioned compdyindsiandoaptionally one or
moré/\%;[ﬁé? a@tﬂe%ﬂﬁs‘te‘n'c@é Q’Q H&r{%ld@%@n& be \I/|91rn tﬁé(éégme & the resent invention.

ol estyram ne, colestipol, clofibrate, 8 rozi
| ov&8§ %P("?pi‘?“"dﬁr"é{?ﬁﬂeé?"tr'f“’e%tloﬁﬂ}i‘%tbﬁtc'i“ﬁ' aﬁ‘i’ Bd’H%ﬂdeBFhata"y enanti-
omedead deph et ura@.pattiallygiudfidienadppestor efceinftenixtiree tiefedfgre Mcluded

e herein may be adm nistered in com
w.th.ﬁ%?%gofﬁl fﬁhx@ﬁt%n

nore than one of the above-nenti oned
C onﬁkﬂ'fdﬁﬂ%ore fen é)@ﬁh‘?ﬁ rondjopa {4 yrByi Resttall\bFptukptedh rivgetysiemar more than
one édnhtbr 3f fsymmeny brdl ad SHIE Rsisted Irdyabwutﬁ.e prederfi W thOMpletli€diastereomers

mayﬁefofrr%goaﬁt?solﬁteehded%?a%%y}f dlas(iiereomer% fag s%glaaratgg BUrF 66?rpeﬁlggur%e9dl—

asteliepryeris ionmpxhiesghesedfatsiptludgd vihin thesadreref xednvaetionor mi n;
I NS pkHRmdrBLsbRE 5 t'ﬂe @&ﬂp@n@éﬁfﬁw&@ﬁﬁﬁ\ﬁenh&%y‘ e&.sﬁnd.ﬁerent tauto-

litazon dloata et c. Furt he
menit fogBR A s iR P eHE e P BB T RABH 1 2D 1S form, are
includerivaithirethé eqvpeotthe pregenbinventioe ant i hypert ensi ve agents.
Exampl &éseqat |n@éh‘%|bméﬂ£lﬁér¥c8|ﬂ§és\é§s aaﬁnﬁacéut@aﬁ, ehceg;km‘s%ﬁéof the present

such as renol ol , atenolol, tinolol, 'pindo
com[ﬁpruaf,'sr §H%h %\Fs gﬂaden;&a@ﬂﬁcsptgplly a'&@te(b%f oaldgﬁgq ﬁ:\lts pharmaceutically ac-
ceptadnivietat dang ammbyllml)and aikylbiet amsosiund Balgs Adie addttep salts,include salts of

morg%ﬂletaag{ H Welledg% g%nl alsldT fR%@ P&Rg’u\/é )halrﬂﬁn S%Pﬁ.l]tbﬂﬂ morgamc a%ds include

cirumc
nyorgigloAE FRUPRIPFE; MOET PHSEoriai<HBi i T R 85103 2P 42 s fRepresentative
exanhp|d¥0 s tabIe orgdhlbbblaezlﬁﬂmmdrm(ceéaéha,mldhlortﬁaétlcaﬁlfnldﬂﬁé@trﬁproplon|c

such as.da a 0si n razo nd ter.azosi .
ben IC, cinnamic; Cl umarlc’ | C (glam ael m ma I ma | xaP ICrIC, ru-
PErTHEMs eférende” B4R % % ecmnOC n?ﬁco I, pictic, py

vic, s@bc;y@(h@@cmmdmpﬁhar@spl@glcoqsthmaqlfﬁggyarta_[lgtqsccgbjpmamnlc bismethylene sali-
cyllc@maﬁl%lfoﬁg gJucMﬂ@ KitBedMd, 8dpanig, S&ric, pgﬁﬁﬁcOEDT/P @yc&%g@ammobenzmc

rstoqd . th
susgye, B RBBH AL oA B PO R 5T QKT F ORGP ERIeG Phermacauticaly
acceatadbémor%merocorser}lc anicbadglitionrsalte ingfudé e phroaesutieally mcaseble salts listed

in J ﬁ%%ﬂ@?? %Edz leﬂch %nﬁc!olrﬁéré?ébene%m Wr%%réﬁ(:@ @xalﬂﬁlgé Eff@netal salts include
subst ances are considered to be thin the scope of

lithiug, oA SRASSIY M AP BT Saﬁﬁé”%@ﬁﬁ'&uﬁ&“%@ o ﬁ'@mﬁ?'@ﬁ é‘H? alkylated am-
moniumsaltd indudlersaymdn@in Irietrglammanidmi, dimiethylamtre nide dtrithbiayla@mynium, ethyl-
t r I i fa -

o B DOl SRR BERor UL, Bl BB Th el orim sane
and etk n t he scope of the invention. Furthernore, when a

doublse intsnaed a4 prarrhadeliticalfacpaptdblerdcldyadgiBbrusait e thd M@rates which the

siem o more han one center of asymetry or a bond

preser¥ AP e Sr?r?:?eagorfgt "t abi | | ty is present in the

nDIecuIe di astereoners may be formed. It is intended

that any di astereoners, as separated, pure or

partially purified d i
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astereomers or mxtures thereof are included within

the scope of the invention. Furthernore, sone of the
W@opasnees of the present invention may exi st PEI/EP2007/054940

different tautonmeric fornms and it is intended that any

tautorreri c forms, which the tbnpounds are able to

d wi.thin th f ot

| o The fikaddlin S8 frallkt bpents B I8 Souiebi BAERERS synesis. Ar
temnaiely, thedeetbresaniybextisselyedib lasuitable solvefit cohteinipg deenpropriate acid, and
the sl [R1Iaidd @? eva%Hl%hngstﬁé L Svenn6 o%ﬁm%p%ﬁrﬁﬁﬁé &ﬂt' an solvent.

c o pERBPRITIR AP WAL T APL AT SRb Aoy SPBtH g er weiant
solvesi dsig mikthods aveliblkrtowoto abersori skilbditiehesat. Sschodolviates gpeatsodo be un-
dersf364 stli)efi\% Wl th@scbogé SR Gre@hnt fSentidfEPT €Sent at ' ve

exa sul tabl e 1 norgani ¢ acids includ
hyd T 'HY%‘F'?%Q'S%%P'BBﬁ‘Sé‘?ﬁ RderPﬁPd%f Bepasent CBWB%%'H%YVI"E“ following ad-
ministatidriumidergo Bihdnticat c@vedisn ay thetab&lic lprdcesseRpgiore becrndilg ablive pharmacol-

ogicaﬁé%ngg‘s %fgeﬁ lalt leh ro%hj%g‘ullillcb]g%cﬁi&d (ﬂ%?ll/éfqgs éf?r{erﬂrgsent compounds

of oa
Wh'Cbéﬁ*zreMy CQf‘iVﬁrH%{?ri”d”VOdﬁt? Wﬁéeqwrwpéuncmf}‘t@dmw'a I| %@Wpfﬁlona' proce-
duregrwr BleGeleth bhd prapér@tmncaf suKBlEl plotitig deatiies areetribed, féhexample, in

ucci ni c, t hanesul f oni c,
DeSI%rz %lylirodru Sf %dnCi-Y BluPdaq,ata\rd EI (’awears@g?bl c. parmi c.

bi siieis y¢rdine alsabmoesmbmes @Qtlhgmetab@msméﬂﬂb@resgmt@gromwjds
cit C@lﬁ@iﬁ‘lh&(aneaﬁ %Fetdf fhe |t§lf\/@@5l 'eﬁ;lbodﬂﬁérﬁ@ desGibedheldhn, optlonally also with

O e G RS DL B egton ro-

latesdd alfpossieacabinatat bisagicodpdiabdteandrtaingani ¢ or or gani c
acid addition salts include the pharmaceutically
pHAﬁm@EbamA@ coMid@sirionsed in J Pharm Sci 1977, 66: 2,
is incorporated herein by reference. Exanples of
The mmun@»aif the invaetion deay Ibe A isteresicdiingrer inpomaivationith pharmaceutically

acceﬁﬁGI@%§r‘nb’r@10$é‘;lctp%n%niq et sinb K 8r mENAORIRS. TOE pREFREDWHEAI 88Hbositions

amoni ym sal ts 1 ncl ude a
accof#&%&} ﬁﬁrﬁ%’ﬁﬂ?oﬂrﬂayg’eﬁ%{’ﬂ&?ia&% H'E‘?EW?C%”F?"\%?WP%W%?{ [iffypr diluents as
well gg dnylodtrenionmowe rag] uindl andyeatipightsimaocdrdamce dite¢dmyérainmad tecmques, such
as thgég o é@d@@lﬂ'ﬂé‘r‘ﬂmg‘t&t ﬁ'ﬁé@é/@%b QHHTPr@thBbﬁﬁAa*ﬂﬁacgnfb‘htéaﬁ.oh Id&inaro, Ed.,

so I ntended )g ar maceut i cal y accepta l e acid
Mac'é'%"?'?'%c%aﬁﬁs?“ap ¥ hydrates which the present

c onphaptsmadeeticabdommpbtidne friay bl epeatically el ulbied for aahinistratay by any
SUItaBI% (?.E(—I‘ %hcl:he'g orta\lhr%ctg{ E%s%f pmhgﬁﬂyﬁtéplc%f (bn%%HﬂgraH&g and sublingual),
tran%p@r@b||r\pr@gstpwalaln§@nep@maeé vgg}pgx) @hpar@rﬁﬁpla“nﬁlpqﬂ@g s@qlq)éutaneous intramuscu-

lar, IR0 r.htaetv@n@@ lafld mﬁtaﬁuérm&prostal the biapbak @dm@yrewaw ofval bgppreciated
that Fne lpre?erre}j/ r%e WI“ d?ﬁfngr r:aN{hFﬂenerQ con ton%né a etosf:fhe Sﬁ@?g]‘to be treated, the

r esen | nve
natusecsllf thatceryﬂltwmtmbesfmitﬁ&\nd themﬁlwomgé@clﬁwhqm ght sol vents

usi pgarABtdQes cMﬁdds.tmqmr&gdﬁqm@tr%hmmé kénhldsgiagbrrorﬁ]l:;lsuch as
are als

Cc

CapSB'rSF ﬁ@b%ii {&Fﬁgﬁescﬁ S SEOPFES W gﬁré aBC?%@%LH?S %@r@rﬂpf’@ﬂr'a%erﬁé‘*‘y can be
prepanay @ittt taatings, Soh @n euAra®swy)s o dey uarsbaofrmiutredogosasdnmprovide controlled
relea%Q Emﬂélaéi.%e %ﬂe@.@ntf QJch gg\’!s&%lr%q o%r@'oﬁéé'dqglb% é&&q&ﬁ@t‘a methods well

chem cal conversion by netabolic processes before
knowpde Bi8i8flg acti ve pharnacol ogical substances. In

geneinaitl dosige Forms fod bragsimmidtiatidraindluieGbiuona| ersedionsadusp@sions, syr-
ups A dillg. present conpounds which are readily convertible

in vivo into the required conpound of the fornmula I .

ConVBapesidsal prrercsitiefseiParasierdl pamigisiraiion inglyde pgrile aqueous and non-
aquedli€RE@bIE 66lutdhs, Hithbdidhe sipeakidhg ofl@hilviais aéasIl ag Sterile powders to be

descri bed, for exanple, in Design of Prodrugs, ed.: H.

Bundgaard, Elsevier, 1985. This invention also

enconpasses active netabolites of the present

conpounds. Conbi ning one or nore of the individual

enbodi ments descri bed herein, optionally also with
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one or nore of the individual clains below, results in

further enbodi nents and the present invention re |ates
W0 200a/1879pRssi bl e conmbi nati ons of said enbodi "TEPCHER2007/054940

clai ms. PHARVACEUTI CAL COMPOSI TI ONS The conpounds of

the invention may be adnini st2red al one or in

t ph t | | t
recof AT e R il AR {TR o et 5% 6 APt iElabie rfuatons
are gidode hewigtstapdlas beinpuiin theasoractibe dieagntingenthe i nventi on
may Olfh%r Etﬁtbﬂgb%lﬁgtréﬂ'ﬁoﬁ RO REIBRCSIPbbREHids sp@&j@%ﬂtﬁ@ﬁt? cremes, gels,

| uents as well as any ot known

'"ha'a@fd? Qatﬁri‘?ﬁ BREMSi®¥nts in accordance WI th
C on¥éyriidabaralldosageimnin theggngesli tdm about DO8ttochbew 108 md/kp hody weight per

day, @%’f@ré&}ﬂﬂn atﬂﬂﬁo ﬂfo%ﬁ&ﬁ 5@%((@%@%3{ W&%—lt Bgr JD D ae\rnmiﬁtb\’e prl:I%FatBIy from

aboqbQ\OS !_tfggzgut 1'?H@/WWE'€WtWeE%ﬁy mggretj F"tﬁﬁ@ ohﬁu?rebj@ses such as from 1
to 3 &ees.iThe edct yoshgy willbedead uiﬁ@l‘th@tﬂéﬁuﬁh@taﬁdltﬂo@@ofmydnﬁ’syratlon the sex,
age, %Igh%ldﬁeﬁ&éﬁtcgndétg)ﬁ%Pthgg?ﬁj%?trgeﬁ%d the') n ’d sggﬁ%ﬂ) of the ondltlon
treateci G Pmm't@rmﬂ'ﬁ%ﬁispwaeﬁrﬁpte iang PH‘S@fPFtP@ﬁ*é'ﬂP”t tq @ﬁerﬁéﬂ"ed in the
art. or parenteral (including subcut aneous i ntramuscu | ar,

Ioptalﬁ—ﬁ‘e {(;eruqatge? ny%\(ﬁ%]n?eur]ﬁ%@e prle%en edllrll u trg%g%gg{f(gr(% bgtmectlhods known to
those sidited irttbe pit. &f tepigad dnitrdpgage foinl for efelpdméhistatianiege gemeredimes per day,
suchGRAdt1 R ’[Iﬁ]@g p@%y Qﬁaytchﬁtaﬁ Waanﬁ(jS th Qb&@ 1 @doeﬁgt %Féferéd]ﬁfrom about 0.1

re of ion to treat ed e acti
to a*%OHtgﬁ%Sé‘igeﬁ'iJ 'E‘P{S%eﬁera*?ﬂhfé%%"é‘b‘?? gyt E*boﬂfb%g’ 9 %fr?scof"BP””d (ora salt or
othendegilvatiael thiersotds set fodimabave), acberdsglte thedtosatge. f or ns such as
Capﬁbl[l p%ﬁantetré?pdu?ésssucg E\leﬁ'%no&' ,n{rﬁheéap%?rglg%ulap%ﬂ%r administra-

and granul es. can pre?are
tion, \‘Mptcﬁ' d@é%tﬁr?]@féhe %rﬂi‘:rr?f a%o%'?ﬂ'fé?ef %"SE S&Pioﬁ‘?j’sfor Qﬁ" atjﬁlé'j? f
be fios campatiedd of hisasvehibnpir@ydndallC aiitgdals| tiedirdeedubasee of as a phar-
macédﬁ?allgggé gg\bllelgglwﬁg e81nbne #x qug‘ar‘?#ccfigddﬂ%gsﬁ{ofﬁr Qkﬁmgqaving a
ccor to net I n
free Easqwrwt'%%@/éh%\rwpﬁw % malforamd il APrYRInSA fresrPase &ngitpaality, such

salts$ed Mteﬂaa%ts.n a%ﬁhﬂeﬁhdﬁ@ﬁnanﬁ@ﬁt@&f&%hr@@ﬁsohﬁ&n br sugsenditflof the free base form

ofa comrﬁoundsct‘lalm?t?ﬁemeaiﬁﬁvcl I%aeml a?n&) |vallen Gg@ b%seaquﬁglgrh} (% aLPharmaceutlcally

accepiaple@t?léb?@r@@mtam@nmplgﬁ té wvghtomganm;é@m@hlg ﬁgd%@re mentioned

aboV@n@Hy&bl@@@alI@%céﬁ%lable@&tsﬁﬁﬁrcbllnﬁodﬂ@‘bﬂﬁé ﬁlvérﬁﬂorll het\vmg a hydroxy group in-
ol u

C|Ud%%g6%lp%?fg§ﬁgj CBF]P%LF]Q{%COUE)&]QF%\%I{S& ﬁuﬁ%@%f%Bﬂ éuch as soglum or ammonium
ion. fornul ati ons are al so to be understood as being within

t he FSCRARGIRS| aliNBisP4RR EdtutibiR\E heinB kI c&m‘aﬁdé&ﬂﬁea&hﬁla lin sterile

adm ni stration forns I nclude suppositories, sp
QUi gHIRE SOUSGUE RESEYISRRINSS! O ARRASIAL BoanyEpiAY b ATBIRged. Such aqueous
solution® bladatdbeatitably/butiyrpd ¢ atcedsary, ackbhadeuid dilubmt fitshendaad)Botoiic with
suﬁl%gn? Q%nﬂ? g.}&}éucgﬁ%? %%e@@ oé&u’u&l% %Eérh&l%ggyta% & I'Htrﬁpe%ous intramus-
culawb@mn%? aruiaytrapsﬁtsn%?cén pstetien IB¢ sieflp BRRBoE IR SpBorY are al
readagmumablb(bylw/nhgd mamqu&elkg&wn tbﬂfos@i’s’@lled adkAd pitSt er ed in

g)r::c@{ag eénharmace |Fal(§§rlrjigrs&1cﬁj
and wnowmarn'@qoivaﬁts di*amphéo@éi@ CanIRES arﬂéﬂc@h@ t%[f?c?'@eﬁé*%? cyclodextrin,
talc, @Q%'et ég@ﬂ p@tﬁ’unt hacis Ll'@égﬂ@élurﬁ El@arta%dsteérla%cﬁ At lever éﬂ@ﬂethers of cellulose.

L

polydxyeibdersk ot Watdr. Blrnlltarifvetmmrrleﬂ'dwlllfeprmu intlideramy mesfained release material
knom%q}?m%ré'rte%h ¥s Q?CSWI ﬁl%%‘fe%%té &t gwabrg/l &i’é?@ﬁ:g@, aflo(%m Pﬁ&ed with a wax. The

hods known

de me{pﬁghd QUents or?ﬁers s’grlle aaueous solution
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those skilled in the art. A typical unit dosage form

for oral admi nistration one or nore tines per day,
weewm1meg rom 1 to 3 tines per day, may cont ai PCT/ER29N7/054940

0.05 to about 1000 ng, preferably fromabout 0.1 to

about 500 nmg, and nore prefei%bly fromabout 0.5 ng to

0 t or

onarfiaiit b P eeEEdgred B St b o iy o et Fharguip pona e
pharmpeejicplle atcepiable p‘@"rlerpareémngﬁgqlly pdoinietereddne karigly of dosage forms suit-

able ‘fdﬂ'irrea]\{s%ﬁ@ébsroutb@&fra@hhﬁ‘s@rﬁ!lon T ARG Ay RRENRENIY E@Uresented in unit
oses are of the order of

dosags it RaeorHEHB SRR AP UPRI TG or al adm ni Strati on.
The Feonfatonsds thefprashntsnvientioe stitable farogal gemivistiditioy maly bk pesehted as
discréfe u'ﬁrhesufcﬁ S@ca%eméé qgo@eté) %a&ﬁcoﬂtaﬁ’]%f r[ﬁéb%\&étrﬁ]ﬂ@& £r¥ount of the active in-

accep ereo One exanp e IS an acC
gredgatd?rtq \@Hctgaqnytlnqy.fdea?\ %Bq%qfﬁlﬁleﬁta Iileﬁ@ f%rlmfllptéaéls By ge in the form of powder

or grhnunst aoanadiutioly or SMbEsmsian haamp@ueds of ndnheué@isiglid ok as an oil-in-water or
wam?%qﬁﬂ?ﬂéeﬁmgBﬁe base functionality, such salts are
a conventional manner by treating a
soI Biself Grries igsprehiel @Al agminisatiqns e PIPR3ElIqNgRaH keftatyetted, placed in a
hard@@muassm ifipBRdkr bEﬂSeﬂiétﬂoﬁM drlt can B NACBIM EGLitokRd &Mdzenge. The
ase equival e ! ceu

amo&né%g% Sr?"a% rrier m ydary&e e eguq Wil sﬁa!\]lgrbn'?rgm aﬁoﬁaéf%rt%?bouy 9 If a liquid

enta
carrigrpysgdrhe pranaiamngrmyub@ iraibe psm af @smemglﬁ@d sathostatine capsule or sterile

mmc%hbéslhl?b QAR dnYaqBERS B(Fjﬁﬁ?ll-ﬁux&}(ﬁjstl@m@gus@er%m@ whtiorf t he
| hventl avi r ou e an
sai %?—EtaﬂﬁtdWF%" B HrarrestvaeRyenore HblSi e Seia B iy n the

coresoghin &9 ngpatialomoosund mitbainvention, 7 .8Fog ofjentasnidthakur., 31.4 mg of cellu-
lose Qﬁ*%&&/sﬁélrr@t(}\\ﬂ&l) §@|n+fjtdf Rﬁlnﬁerﬁtfe(@Ihb@B pQVﬁJ)Ia&ﬂ?iH'BQl’dgEiﬁn ﬂf: tablet disinte-

formula | 1'n steril ueous Ssol ution, aqueous
granbﬁat’yp P@%EQE&P 9%3@@5@%@3&@% ﬁurp%armw aoqo[atlrwﬁ_xf/a%oxmately 9 mg of
hydrexyplopyl etithyBeltvsagutbappsoxiieitalf 0.0 ng of MguhaitDel0sUbtiadbgylated
monS’ngfc ﬁJeeL%ea s @Ss“n‘ééér%rkﬁ ?l gf)he liquid diluent first
ered 1sotonic wt *9cient saline or gl ucose.
The If ez ae RFmRgenlics! %ﬂ@oﬁ%”tqf Bif imtenijonduavtcapPeseftag compound of

the fbrfHulad redb@rbhatidn Withat Sr Bbkeddrthe SpHAEKECBIAGIOAS adtive substances, for exam-
| nLraper t oneal The sterile aqueous

ple, subatan e(%ﬁ'p sen alaoréqrat oseI c{esc‘frlé)gédm?he fgregonl'lgabl e by standard

t ec Brgfly, u@%cqmewﬁs plghis wmorsmnlbp eurarad infaenanner knyi aeapd @ analo-
gousRiB kM Pck&at. carriers include inert solid diluents

or fillers, sterile aqueous solution and vari ous

organic solvents Exanpl es of solid carriers are
All rdfexences,ancludig pabliabtivas, pgtgeo’rapghpatlwcdlrddemtsi gited hexkip ,are hereby incor-

pora%@%??éf&@nce@rgﬂélr elﬁi?eq); érﬂi to ?h%%gﬂn@ extBRad ﬁ%b%@ﬁe@l@é @&%'lndlwdually and
tearic acid or | ower thers of cellu

spec@g%{b‘ﬁ]dggtegfto e |aciﬂr[aprq§%pr by rg%gengq; @dsvgﬁr% ﬁet fcﬁ@é’h'tﬁ enalier herein (to the
maxioluimveatent permigadsypbe). i pi ds, fatty acids, fatty acid
a”Aﬂ?e%d.ngsOé%%é{%JhYA EQ%SUSQ(F %@IL ®r 'cor%leﬁriy]c%rol ana Ffﬁ)uld not be con-
carr € any sustalned relea
S”“ﬂéﬁéWF@QmRﬁUﬁHmPﬁ‘?H@mért such as glyceryl
non@siseamtyem@én @Ja}ﬁb%@,}ﬂr eﬁarﬁmaewaag@ge gbrasxemple, “Bicked’) provided
herelnolﬁ,bntendV\@ I'%oeB(Ia'}%'r" mlna tel’[hcegrllve tfo taﬂ Idt(%s?ngau?ofsg%rr%q%t oiﬂ(])n the
scopp I@éﬂ"ﬁﬁ‘(‘!@lj'ﬁ‘ Q@PSS)DT@O@%Q@’DP@ Nalepdusge indheespepibigatioreshglid pe con-

strue@%mldﬂiicﬁﬁrgraﬂg nbflci@méa EleRbMt a@feséjeﬂﬁélﬂﬁtPé &?\B‘Eﬁze%ﬂﬂhé ind&rtien.
strati,on

ose

fo *}ﬁﬁn%tt"”c?ﬁi'"ﬁ%rﬁorétb%? H?t%rﬁtdf’ii'"i%gﬁ%eg‘éﬁf’%’ﬁ f?rrF"[}\‘ﬁ"tence only and
doesctos @fject finy vievbyf threetalidin spatantaliityi and/dienfarceatdity gilsaghmatent documents.
The rﬁQﬁtﬂHh@ﬁér&ﬁ]& r@breb 26 |S%%§|%B§|0H tﬂé(teﬂﬂe%/ cOinidiphGke for

oral adm nistration may be presenfed as discrete units

such as capsules or tablets, each containing a

predet erm ned anmount of the active in gredient, and

whi ch may include a suitable excipient. These

formul ati ons may be in the form of powder or granul es,

as a solution or suspension in an aqueous or

non- aqueous Iqu|d or as an oi | -in-water or

.
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If a solid carrier is used for oral admnistration,

the preparation may be tabletted, placed in a hard
w@eoati3r9e8 capsul e i n powder or pellet form or PCT/ER200TIES4940

in the formof a troche or | ozenge. The anmount of

solid carrier may vary widel ¥4 but wll usual Iy be

fro abo t.o ar.r.ier

usoP B P et B MR e trone® mspli ey b B com-
prehendtii(visle O O’'s ofiideliged @t i1Ake capsul e or sterile injectable

|1 tHd HvenBidtFifciddes %n n@@ih’c%@bh% AAH BN HEUS MéSsubjbd Watler recited in the
ens

n or so cal tablet, which may be
dm"ﬁf@gﬂW@ﬂﬁﬂﬁméﬁﬁ9@H¥¥gﬁéPm?ﬂ%$%Wt|ng t echni ques, may in
the core contain 5.0 ng of a conpound of the
The fo%%é@ﬁlple@&e%ﬁ%dm;wg tll%§ﬁ%ﬁ>rﬁot tlr:yq{mltatlo?ﬁ 1.4 ng of
[ ose n1crocryst ine (Avice 1.0 ng of
Anberlite (r)I RP88 (i.e., Polacrlllln pot assi um NF,
tabl et disintegrant, Rohm and Haas) and magnesi i
EXABPeB® as Ph. Eur. g.s. with a coating of approximtely

In ’[h%ﬁ)@@%f n g?r@%%lgyrgg%naggr%whv{lﬁ@g% l{o E\)/%gue?é]lgw'@p,ﬁneral meanings: h is
hourgsg, \kDag lgidDalon Gy ILy€éen )M isswdarasg isindéidgramisz erin &arindte(b)mmL is millili-
ter(sfgfﬂ fsrﬁglhmolérf mqﬁﬁé h‘ﬁﬂnmé@emeﬂé‘ﬁﬂ@ﬁ?%é ﬁ@rtnap ﬂmm§hﬁdlegpmagnetlc

hi's I nvention ound
reSO'F%‘P?rﬁFPe&"‘PSCPW PYRE) 'ﬁ%dF‘PEB'M'SWOt"He dhé '%ﬁetr?ﬁyP"é’fLF% PH@l@ is deuterio chloro-
form pdramiE® bag heatdueracinatig/issiiddéicances, for exam pl e,
sub '
b BARSE O3 ARS8 SRS kol g rante
gmﬁd@hkw@ww¥%@§ﬁ%d in a nmanner known perse or analogous
Wi t Nmerem@@ REB6:@6d orfh Bruk&300 6NUBMHA dpetitiricny. Shlfts (5) are given

atet appl i cat ent s,
o oo P ) 8P B R BB sl o0 B ERh R

entirety and to the same extent as |f each reference
Mﬁgq i ndividually and specifically indicated to be
corporated by reference and were set forth in its
3-(1 ér’?ﬁi‘%"@%"'ﬁé’})&(ﬁ C(?"EPW%(E"WE”W@&E’?QP& dibydraeniotided by
:gnd sub- headi ngs are used herein
y and shoul d not be con strued as
invention in any way. The use of any and
al | € phes, or exenplary | anguage (for exanple,
"sdgéihs") pridti'ded herein, is intended nmerely to
tt illumnate the |nvention and does not pose a
imtation on the scope of the invention unless
Step &therMAse clalned No | anguage in the specification
3-C d as indicating any non-claimed

Plpe%lzﬁmto gf‘%fﬁﬁﬁ%ﬁfah@é 6'&1%3|B ?yr%ﬁﬁé 1369 gO§32t rﬁ.ﬁow \Wé(r@ Wi&e%vuth 2-

I on _and 1 ncor I.on of patent docume
b”ta'f‘ﬂé‘leé‘f‘ﬁ h‘?%‘ado%ﬁ% "¢ & ®bn ﬁ‘?aéﬁ%“%ery"’aéri’ﬂo'%@sro%femperat”re and the
precibeftédirbduanitered and wfasrteb @ith albudhdng, Theadotdyadxielibdojved in DCM (250 mL),
ﬂltergcr' d%e fﬁﬁt@%\%ﬁ% #h\é sgid \ﬁéécdpletp%tvgak tggglld%?% 81"2';-2—%{1I0r0—6—
onin erences is m SSi t ha

Pme@ﬁéﬂ)@dﬂ%?ﬁ?ute prior art.Herein, the word "conprise"
"H NVR (400 Bz, iaBc) Brret ed 1By, ead| (¥, 1rBaEONE, 4H)NSLUIGE 4H).

"contain" or "com prehend" (vide, EPO s guidelines C

4.13). This invention includes all nodifications and
Stepequi val ents of the subject matter recited in the

3Ch¢dr@b%cv@@9@eﬂ&§eraﬁﬁ %ﬁbvﬂ&zﬁ%rm“ed by appl i cabl e | aw.

of fer ed
S GEPPEE SV PYRSEMB{S 51 rop AT oS ERPIgEt THF (8. and water
(18.Semignt1-eth bebywlupraphiixfloinetwisitey (1 24280, 46@minab) ewetdicidd8.5 mL, 150
have the followi ng, general neanings: his
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hour(s), kDis kiloDalton(s), Lis liter(s), Mis
molar, ng is mlligram's), mnis mnute(s), mM_is
WOorRoo7iigi96g ers), mMis mllinolar, mol is m||PEDERL8)/)54940
nol is nole(s), Nis normal, NVR is nucl ear nagnetic
resonance spect roscopy, DVBO'%s di net hyl sul foxi de, THF
IS tetr drofuran S deuteri oro for
b St B P e O b e PR 8 b B BHlGa etz o
for 16fhéolcemq3r@mnwbﬁ ipfacupiprd thevesraindghstivathwifeDpkd pdrreld apgwater (75 mL).
W@@ijm 108FS&g&tic ;ﬁﬁ@é \QQé)éé%ar\MeH hNésneam.trnw&eaﬂa @fed over
mere record

MHz
mag%eﬁém T e R s 1P S S Az Tybpyrdazine
as a golidlwhiph wap parjysthtivet ffanedabtdnitrderiotyéid theretolydt, 3. 18501 69%s
' NW(@MI@HZ rc%fc‘?)S'?% (fﬁﬂ?‘é%% 1RX 38Rl ( B 3203 (m, 4H). 165, 1), 048

~'Benzodi 0xol cycl opropy plpera2|n- -y1) py
(m, Qﬂda2|ne d|hydrochlor|de Step 1: S-Chloro-
- pi perazin-i-yl pyridazi ne Piperazine (20.0 g, 232
Steprgrml) and 3, 6-di chl oropyridazine (34.6 g , 232 muol)
ver e n1xed Mﬁth 2- butanone and heated at 62 C for
%0l SHClof g < -\hpyidaging dihydgeRtoride

3- Chtcﬁdm@f @Icldabﬁpﬁmerbhemn@ﬁ&mtem e weo,dmeu; abétbiigleqtoahd, 1M so-
d'umlfﬁﬂof'%%ﬁohrjﬂon%&a aI[ q?&a mmnog) atngéls&rlq\ﬁar“?’ya[{hgspleh\lsln‘;égoa}(ad|umdp)chlor|de

(1.17Tthé .6 o) weis md@d el dagassed irovacey yidel itr@en.33.¢-Mettglepedioxybenzene-
bororic 604 @R $50. Q'nﬂﬁ:?%s%déed’éﬁlﬂ Wml%?e'v&% heatbH MMB °*C4@06h. The precipi-

tatedﬂduct\-}y\/ﬁdl ’[%rﬁéj aqﬁ_n/ash%?ggﬁ %?e’[ongnlﬁﬂ V}(%er el\_r?d drled in va(guo The solid was
suspefided\rcinetparmb(HOH mbparaiZ, mequ-lwaléptylof aldéM iHGin dioxane solution was added. The
formg’d gﬂtl@ﬁ Q/agf' If%'réae&f'f‘lééﬂ?rat:l%d Yr; \%Y:[lé éirﬁizdc@t@m{rl% (9@0 lg|g>’ wa’é%dﬁé@ﬂe suspen-

sion s SUBEA . By LPTBA FBLDP SORGTETTHEeRR Wel i1 ¢-Donzagignarbiyiy6-(4-oyclo-
propyiPiPerazimH )jl)pyadﬁine(asa()jletlbv(p&v\ﬂem1 4 918%mol ) and sodi um

H NW&P@HQW&’% 6%437%; 1%)59?35&1 Wﬁhﬁas"{’ﬁrﬁgm § @d 1ﬂ1e, 12 (d, 1H),
6.15i(%1 2k 28 (Rierf ¢ RE) BSRB @ 6:t2-8% (&gl 1 W), 1 R4 (M), 10082 (Pﬁl E')')
Micrédnelysi@torC HA4N, a1 2 X HcThe HBk was adj usted to 10, the

org n S parat ed, washed with water and
Calc gdé%%eg};%ng %SN %@Lﬁ phate. Evaporation in vacuo

Fouryi} epd@um% H, 5. 85% N, 13.57%.
3-chl oro-6-(4-cycl opropyl pi perazi n-1-yl) pyri dazi ne as
No niutsg@hit dctidy 143 beasfolRrLibySt1ad- ﬂ)énZ@:ﬁbxfnl‘-&lm evedyolpropyidigardzin-1-yl)-

pyrid%ﬁI 'Eﬁel %Su)}d?c%}ﬂ@ﬂn?eg Htcj:ril"glj'rﬁor% nSBgt(sgwtﬁ me t%@ cglap?u(négaﬁ_ﬁ red&cl%effect on
the iftake oA fgpd. 1. 65 (m 1H), 0.48 (m 4H). Step 3 : 3-(1
, 3- Benzodi oxol - 5-yl ) -6-(4-cvcl opropyl pi perazi n-1-yl) py
ri dazi ne di hvdrochl ori de S-Chl oro-
-N-cycl opropyl pi perazin-i-yQpyridazine (8.0 g, 33.5
nmol ), acetonitrile (100 mM ), 1M so dium carbonate
solution (100.5 m _, 100,5 nmol) and
bi s(tri phenyl phosphi ne) pal l adi un(ll)chloride ( 1 . 1 7
g, 1.67 mmol) were m xed and degassed i n vacuo under
nitrogen. 3, 4-Methyl enedi oxybenzeneboronic acid (8.34
g, 50.3 mmmol) was added and the m xture was heated to
80 C for 16h. The precipitated product was filtered
and washed with acetonitrile and water, and dried in
vacuo. The solid was
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suspended in nethanol (500 m ) and 2,2 equival ents of

a 4M HCl i n di oxane sol ution was added. The forned
wa@odoatdmss was filtered, concentrated in vacuo BETEP2007/054940

acetonitrile (100 m ) was added. The suspen sion was

stirred for 1h, filtered and'®he solid dried in vacuo
Wha %| eld 3-(1

'§ 09 S oon 5-yl ) -6- (4-cycl opropyl pi per azi n-

1- yl ) pyri dazine as a yellow powder, 11.4 g , 86% 1H

d% Iféh%;h Mokes- ylgjvg(%y%{oér))pﬂp re?zTn { gljpgﬁdﬁzme gn@élté Qnd sla'\'/%tes thereof,

1H), 6.15 (s
wrablipegﬂ%%rrfawc Fibig oty i aes erRoL 6 ) 2. B9 (m
1.24 (m 2H), 0.82 (m 2H). Mcroanalysis for G
06% H, 5.82%
@éﬂ%%%lﬁl @Za% ke ""011“@”%'% gf%%%ﬁ?'sfg'g%%' N, 13.57% No
mut ageni ¢ activity has been found for 3-(1
A bnlpemmtiaditdding to Dlayl ), wherkid t2\salt B fHeQihytipLHeitazi n- 1- yl ) -
pyri dazi ne di hydrochl oride. Furthernore, in tests wth
m ce, this conpound has a reducing effect on the
4. A epmpRendrecqrdesio WaiAT 2. wgerein dlerfwerateds the morphydrate.
, 3- Benzodi oxol - 5 yl)-6-(4- cyclopropylpiperazin-l-yl)py
azi ne an vat es f, preferab
o AR B S T SR VSR B om or e
dittydodtdride monohgdratenpound according to claim 1, wherein
the solvate is a hydrate 3. A conpound accordi ng to
claim1, wherein the i s, the di hydraochl oride.
. %CO&E’HHB’[?H&” (L8P G Q?’ge Brea?dr‘ﬂgi’“’d“%ﬁ'é\“lérf‘ﬁ PheE %’96‘}‘9&‘{"@”
is the rmnohydrate 5. A conpound according to any of

7. A &%p@ﬂr%c‘a%gdrtm tGIa & of %@Sk@é&h%%uﬁ%ﬂelﬁ&@sé m tHeQreIé\lm:ent of any of

orm o rochl or| nono . npound
t%\%@%ﬁaé‘?sﬁ@e"f'%‘egﬁé‘”@ﬁea”df’ftf‘ﬁ%haﬁf‘%ce@a'f?ﬂﬁtaﬁ? aﬁut@ve%rbgr%
for use as a nedicanent. 7. A conpound according to

8. 'Ifﬁ?ég%)ﬁg\ r?tglfn%tﬁdﬁg a&; %&8@%&9 8?% grgrgé e&rec%ljﬁ H&mg g)‘} thgg%gergtlotn%?a phar
aaeputisel CP'H@OSﬁ'H'aiOh’fﬁ@ Beaypers al any pfdhe@sqaéeﬂm%lﬁ@ed abyge 8.
The use of a corrpound according to any one of the

r repar ati of a phar . o
o AgBG eSSyl he it Reft TR e sy PeRoLiyegying spiisterne
telp s@uestis neaskibdrent e thezdpentically 9ffechveramaoich! @ fonnoaieg avgerdingfo any one of
Rpre@bing PRdc 88ases nentioned above, the nethod
conprising admnistering to a subject in need thereof
a therapeutically effective anount of a conpound
10. Ang oovetlfeatgretoocambjnationef htutel deggriledddreing pr oduct cl ai ns.
10. Any novel feature or conbination of features povoNomiskA/S
descri bed herein. Novo Nordisk A/S

N

w



