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1 3-(1, 3-BENZODIOXOL-5-YL) -6-

(4-CYCLOPROPYLPIPERAZIN-1-YL) -PYRIDAZINE, ITS SALTS AND

SOLVATES AND ITS USE AS HISTAMINE H3 RECEPTOR

ANTAGONIST 5 FIELD OF THIS INVENTION The present invention
3- (I SRBESZ0MOVE]-6ofbpE (6 WHiOE RERNARIRERB B &Nb) -ANRIGSHTRE, t6S SALTS
ANDROUSRTES RRBAROTNONS fagnAMNAEMAC B I TORRRTHICOSIST

pharmaceutical compositions comprising the compounds, and to methods

of treatment employing these compounds or compositions. The present
F'E%ﬁfpydﬁdg“éﬁﬁ&} high and selective binding affinity for the histamine H3
The reesgptony enticatizatehistactd mineckBisberptbistanigdtiisticsriiwardegonists, to the use

of th@g@mﬁ{&&mg@ﬁﬂ@%ﬁ@m@c&ﬁ@m%t ttheh sorapabss e ousetslcimprising the

the treatm nt of di ea es or disor t Eﬁ Th
com 8830] A@?&f I% %g) %Wégﬁﬁg%x%ﬁzpe o10ns @ present

ComH%ﬁ‘i@% W@Eéﬁ?o%%%"ﬁé’éﬁ RS tOPSEGrsiaRaTd A ker iR retdipRgpe Mste-
minéd-BfretBptumeatimieiest forstrydestslopagenistd acitynédiesgadhtivgsempounds are

usefPFRXRMRIBNBIHGSELHEY 96 i2d iR felddd REags @Sl MG Research
1995; 45: 107-65). The human histamine H3 receptor has been cloned,

cf. Molecular Pharmacology, 1999; 55: 1101-7. The histamine H3 receptor
BAqg%ﬁQH@%%ﬁﬂ@%dW@& r located mainly in the central nervous
Thesystente REbemistidenide soggeststhasthedd fe- septervshovesdridnsieptor is of
cur:@mﬁt@w%;aﬁéiuayeu@mﬁﬁ@@aéwau@&mn\ém@ (&, tirisxastive imdherut 1996; 21; 507-

20; %%%ﬁﬁ&%emcé,z § @nggrgp IT%%S%% %l’? ?@R&%L’N‘EWH% 919% Iglpf?éc%%grﬁas been

oun cting as inverse agonists can Ibit this aCtIVIt

C'Oﬂﬁ%ﬁnﬁ}ﬂ%@% 8@@&6?9’%’ Hegh é%r%%ﬁa‘iaﬁ ATV Eﬁ@?&bé&@&sy”am
autdnisepiomioretan chalgp intlethentreueowansyniter Reoot addsereterioeaisdhat the H3 re-

cepRESRIRDAINGIA RISRIIREEISIKE 1 CRPSQiWERGO N SHOI(IRVEr 8&aagenishe absence of
an a\m%gng E@%r?gp 5%8@8’99%?8‘3(??0‘%@%%% ?edmﬁﬁogfataﬁ‘r?%gﬁlderse agonisis can

ransmitters in the brain istamine receptor agonis

Inhigih ogFe M d Bt SATHIS BT OFF Y 2 B BB STRAGYIGIEF H<eae dmip anee of s
taminhidelsofthteeteasy afshiserminehasdaisonst atHeretzarolineandintamine H3 re-

cepBHERtag-RRIGIaNIBranshasetyeholing=bhese dindingsts iggesktihatrelease of these neu-
rotrhll(gﬁiﬂy@?n% rt%g%pkoﬁls%pé% r@:\é%(greaagrgg‘fséﬁ %@%&R@rgqg% tB%nglhlbitiOH of

e important mediators of neuronal actl\%,\;y] ccord- e histamine
fié

the piasYSRISSIHPT S SATAP BPERT PIHGAPRe i ?&%nﬁ (g is0 of other neuro-
trarpuuitmatsgﬁsailsetgtgelmw@qaeéﬁam@nﬁaﬁanér@m%@aww Pr8 higlonisgs H3 receptor
agoRRe aniage agohristanSatagftBeseai@re imidazeledestsalivos(sgeal tafivity. Accord-

ingl )iﬁg‘l%?ar&%g% Eét’:%{!‘t%?g a%%ﬁ@gaﬁﬂaéé%ﬂné%ﬂﬁg%&mc@hefapeUtIC

atents 2000; 1 However, a variety of imidazole-free li

of thé‘?’{@"ﬂﬁﬁﬁﬁcﬁ@%@éﬁ%? Qea‘Pé%Daré‘QEPlﬁga &e8! ?&?Faé%ﬁ{ﬁeag mﬁjls nd antego-
nistPIme PHheas MedrCaeeis 19091ves Beggrggan Nreduaehy!2960; 43507-20; Expert
OpRia 2 PheipbuRhasranRizaom Medo@hes LOQ8y&34 vafhydb4niddzole-free ligands of

the h%‘EQPrﬂTQQI—?&gl%%eéér %%45%5%1 9@% é%g‘]‘éﬁe@?n @ﬁ&cﬁ%a)ﬂ@f@ﬂ%ﬁﬂéé@hem 1999,
475, WO 3 /66534, WO 01/7481 WO 01/44191, WO

—?ef?%%ﬁé Wﬁiﬁﬁ%%%@ﬁ’fﬁ RS9 48 Y5 i S S 831 395-404. 1
FargBLe2te98; Fnéstdts VIQIRe/ 44438, é&&r@iﬁéﬂr’éd"(@ BrigBmssoved] F66ayVO
01/86%; 1 4612317 ;Wdal RevddrugoDisces; 2005;04/74073 and DrugeDawvo 01/74814

and RS 067 THE LA63: i ew g thealisdMesrs! PRiRgMie HRoos; 10: 1613-17;
o N TR BT S LA, ROV R s o
in higanibitidnees e 200056 | INAIer 08roBbHaY antagonists, novel compounds whxch interact
witBtké-Oyclopropylpiperazinddmt a8 dydinsetatxyphdnyihpysidazirte hydro-

iIn WO 03/086604, 3-(4-cyclopropylpiperazin-1-yl}-6-{3,4-dimethoxyphenyl)pyridazine hydro-
chioride is mentioned in Example 127.
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chloride is mentioned in Example 127.2 OBJECTS OF THIS INVENTION

One object of this invention is to furnish compounds having a reducing

effect on the intake of food. A further object of this invention is to furnish

compounds which can be used for the reduction 5 of weight. A further

object of this invention is to furnish compounds which can be used for the
osJreatrEnt ot overweight or obesity. A further object of this invention is to

HE!%'@JBFB!PR%'{{%% %’?HQM@E‘JB%H&%& e SYBRIER; 2Rk, %@Qﬁ%ﬁ%"c{f food.

for'satiety induction. 10 A further object of thiS mventlon Is to furnis

ool GHRCHPELTR (RVTTLER foP HEGR AAFBAETGY KT SThapeReS i the recuction
of whigtier object of this invention is to furnish compounds which can be used

to curenomprenj¥en; ethenehibe idivaasas ebphainacREEA! 6ODHIBSNE treatment

f r@ﬁm@'ﬁﬂ%@cﬂ%& A further object of this invention is to furnish
° O\cf:ompounds Wk?gl\jcvh fulfil the general require 15 ments to a medicament,

such’ 58 HHH R oRYHTEGR AT SR UPRERES YiducT S8 RRRSHRS the suppres-
siongft@ppatiminictreaiisty todnoinans. A further object of this invention is to ’

overgome & g livkatemtieastionawrhihe disadvanwingesRbhes By 8 reatment
of t E@o‘?ﬁ@é’t@se a useful alternative. 20 DEFINITIONS In the structural

ormulae ggfen herein and throughout the present specification, the

folloigBermEeHAl & thEvHdRAtRER FHESH ﬁ@m?ﬂ@?érm'“‘@&%f? g8 iSeyre or pre-
Venhé}’@rrpféha dieraptexuftdefinetogtciC oty forntietebpacsolute (in casu,

a comw@u@d@msﬂm L%Hﬁﬁolﬁ@?l@mrﬁwmiﬁﬁﬁaﬁeéﬂ%%ﬁ'ﬂ%ﬁ&h@@@ﬁ%@ﬁequire—
ca W
merfl&otd ed%%’ﬂ‘e’ﬁoﬂémo?i r%%:%et%%ﬁ‘y f}‘% rﬁaﬁ%‘é‘ﬁﬁ‘iy £hd ot reéca HY Fiverse events afier

example water, et acetic aci
admyBiR fﬁ‘fﬁ@‘ﬁ&‘?‘ﬁﬁlex where the solvent molecule is water. The term
"treathferttasesed thereivenieaissdheamanage aresioaid aazesobee patrentisadvan-

tagdObihR: MEHese-af srMaating.a digeas@v4lisorder or condition. The term is
intended to include the delaying of the progression of the disease,

disorder or condition, the alleviation or relief of symptoms and compli 30
DE%filﬂl-Bf?é\iSand/or the cure or elimination of the disease, disorder or
In troostdition! e yietignttdden@atduasgipreftwbiysanrepeniicd]ion, partididang terms
nava dﬂ@fﬂ@@a@d%aﬂﬂg terms "disease", "condition" and "disorder" as used
hore Y B4 RIS EbO00eAl R SPECliLA SR Of BOAEILAIENIS by - coute
not the normal physiological state of man. The term me

(in GRSHPHROBRR PR AT Ph e P RS M B B A 5@&%@%@@%&% those commonly
useddmibeistrattivofite=phar maceisically aotive compoluattto apatientdlie. The term

“hydediaT reRd g %%zhlﬁ@ﬁiM@immmﬁs@geygr@%@me amides and
biohy. I hl s, I ncompasses a) comp ound in w
the bﬁ?% ?e &ncﬁouﬁael t%%l?lgigurg a %r%ed?rTl]J )Ia%eengg%;?acééeé in 518 fent for the

p“r%?‘ﬁ666?@3%?0‘?ﬁﬁ%ﬁ?tl’?@‘ﬁif’@é@h?‘i’ﬁ%‘ﬁﬂoﬁ%ﬁ@b)ﬁé’Hﬁﬁ‘ﬁ@ FR:I@%HI%H‘@ defaying of

the rragression of the disease, disorder or condition, the alieviation or refief of symptoms and compli-
cations, and/or the cure or elimination of the disease, disorder or condition. The patient to be treated is
preferably a mammal, in particuiar a human being.

The terms “disease”, "condition” and “disorder” as used herain are used interchangeably fo
specify a state of a patient which is not the normat physiological state of man.

The term "medicament” as used herein mzans a pharmaceutical composition suitable for
administraiion of the pharmaceufically active compound {o & patient.

The term “prodrug” as used herein includes biohydrolyzzbie amides and biohydrolyzable es-
ters and also encompasses a) compounds in which the biohydrolyzabie 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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be oxidized or reduced biologically at a given functional group to yield

drug substances according to 3 the present invention. Examples of these

functional groups include 1,4-dihydropgridine, N-alkyl-

carbonyl-1,4-dihydro yrldlne 1,4-cyclohexadiene, tert-buty I and the like.
the ‘ﬂ‘ﬁ%ﬁ?éﬂﬁenﬂ?c?h%%] zal3 é”&§?§?“&? TREHPHERENS S 3 %Qt@f degry i N2y
carbonistariey¢inahidiin- Wémtiophexatenpdeand i icmddig ikevhich either a)

doestnetdntetiergdwitiribe biejogicadachvityinot thesdeparetsihisiancs Dbtnis in-
ventg%rr‘éiéoérq%JH@L%%E%?%@&V%@%‘%%%soﬁBPﬁ{ék?eﬁé Mr'uvﬁesbﬂ%gﬁ‘éai acijvity of the

action, onse action, and the like, orb) is bio glca y inactive
Parghl e YN |?/J&6?{\‘P%fﬁ88 R%%%%P?ﬁ@dgﬁﬁﬁ%%?%stﬂapﬁﬂﬁ?dﬂﬂw $itns duration of
actigrinciplef Tieradvatitadeisthas forlagehpradive bidlyydediyzabiersd ireyivo by the
subliscOtaly Bbsaiked from thecgut ansdasanstormed, tor@kirplasmeaidianyyzable es-

ter i X%mﬁﬁéo eé%‘ﬂn & 'ﬁPQA’M'?s'{?a%‘?o% %’?8' ('P%l%‘s’aesRX ¥, ﬁ%%@{!:‘? such are

owe ester@ or exam le,, C"-alkyl esters), 10 lower ac m
KNOWR{B &€ e dik ﬁé’éﬁ&%%ﬁ&&ﬂ%@?&%’”@élﬁ‘éﬁé&&%@r D" yl esters),
lowaGHaPRInEOA P B Stees, myehmn@!éﬁtemr?%wmybmgz@mlﬁab@ylammo alkyl
estemNIAR cRSiASeddRerein is an amide of a drug substance (in this in- vention,

a coppouind of ogf 81@'?%%%!8‘@1)3‘4"&%'& Rither g)agg%?fier%? H‘é‘?ﬁ&eﬁowme in this in-

the bI0|0 ical activit arent substance but confers on t
Ve”%‘ﬁlbét&%@"é%ﬁ?ﬂ%%ﬁgr BRI AT GERS IS UTHRETES YR 1BF SofRsal activity
of trerrsetwisattion;eand thefdiken Ore) Ssobiatogiealisningativerbueidasadilp such as dura-
tion@@&%ﬁe&wﬂét\ﬁy&tm mmwaod;he ti?dﬂi@@@@'hﬂa%ﬁ&e/&,@&%&i@ cBR@eried in vivo

by tgd\s/o %o tlhs tQa ogi a!ﬁ%&ﬁ?\gl [‘lrﬁ g 9ﬂ¥%?)é{ﬁx ﬁg Ilg t%'? I a%aleythe tilohydroiyz

from egut an ran orme to asma. any exam

abigypTaidens RNERTRIRGR TRE it SHdTHARUER B Was T6‘|‘ @%H‘ﬁﬁ@%%@?yeﬁmp‘@s of such

are @ncide ), thcaam ol acidcarnydes, ohtikexye dveemidie! sinagrk, a-amino acid amides,

alkadodaminealledearbpmlaenides:H3hy Thaidesm "pharmaceutically
acce abtlerma,shused hehr{ea!pymea 8§u1ted for normal pharmaceu- tical

armgaceU acte g as used Ql(_rzorma! harmaceu-
ppllcatlons l. e giing rise to n verse events in patlents etc. he ter

tioah gRRICAUR Srifo HIPNAEST B A MRS ARYERS ¥ F5eYR hhich is sufficient in
orderTiur tahe e&ativieanofinti epatidritcieibeefect veegasirddswithiamat in order for
the%ﬁ?ﬂéﬂf‘@f %Hbeéﬁimtatbe@eewm%efm}m amediteqf a compound as

used e erar[?]am g@%%gctl\% %%ff]%'ed?t t%o%urgdn%l (%V lIJaS & %r r%%an%I s an amount

arrest nlcal Ions O Iiven disease and ItS com
S”ﬁﬁﬂ'ir,%fﬁ%ﬁ%feﬁﬁ%'ea’fﬁmﬁtpéﬁk@&h%@%@ég@fﬁ%liEﬁ“tFﬁ%‘?fgoaéﬁﬁé&“é@‘ disease and its com-
plictiverape atically affqutivdaencumiishEffe ctivefinpceritesfepadchlipefisose amount”.

eravilldenendan: terseventy afitas diseaseOsdointy aswalbashe eiohtvel as the
weitht aﬁaegner{é‘r% slale of fes 9&‘?9%& :‘Q@'J%%a‘f'&%&% od that de eéﬂ‘é”ﬁ@g%‘te dosage

gprop late dosa e ma e achieved using routine experiment atio
may ﬁéﬁﬂ@fﬁfﬂgua%é?ﬁ&kﬂswam@ge%ﬁ@%&ﬂn@f&ﬁ@n@%ﬁ%.ﬂftgaw%and sing difer-
entrprantsdinwisioreis<attwitheethetordiraeydskitissefia ¢f aired qehysisieam or veterinary.

vetering Yerhhedermiiinetaheliteeras 4sad hesairdsany Bﬁ@%’c&@@ﬁﬁ@ﬁom metabo-
Snproduct resulting from metabo- lism. The term "metabolism" as used

herein refer to the biotransformation of a drug substance (in this

invenfiBh SEORRERSEIRT o fg ErRet AP TORRIEL 19 g‘&ﬁiﬁéﬂ&f@ﬁ”ﬁ A FaficHte sPstance {in
thisTherépresentativedexarples imenidhetrabaesdte speicfit embodiments

of thisripueptieBn:aldMMARYs RnTbHs RSN @Ncific embodiments of this invention.

SUMMARY OF THIS INVENTION

The invention relates to compounds mentioned in the claims below. The compounds of this invention

differ structuraliy from the known compounds.
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The invention relates to compounds mentioned in the claims below. The
compounds of this invention differ structurally from the known
compounds. 4 Due to their interactionawith the histamine H3 receptor,
compounds of this invention are use ful in the treatment of a v%/id,e range of
conditid R Hd PREBREY TR IWRIEHAMNR i ARHBHitR PR A -tﬂﬁﬁré"??é"’” are use-
ful inrbedprimin e refidhatairue, araliteonh potings ey fimdicsen faeecdenpie) he hista-
mincthe eatmentefcslictages ahdheremntnat Reivans BysiesxangdiénithBe treatment of
aiseRZUBNRLANGL QU YIFLe» % AR AR dSlaleg [ he use of said

compounds In therapy, and in particular to pharmaceutical compositions

compiRIRG LRI RMPBLTIAS M ERTRAEnBBam R, Hee v artishPratares o
phartoepsethe dsroptsdiatrment)itermetodropriptis- ing administering to a

su bjﬁﬁéﬂ@tﬁb@%ﬂ&@fﬁ@ﬁ@ﬂ\@fﬁ@_@ﬁm mnb%@ﬁ@m%%@iﬁim@%ewod COMmpris-
ing AR ost"'sﬁgfetg% %@;%%@8@#6@%&%annt;%f@%mébﬁd WUSE herein

compounds claimed herein in 10 the manufacture of medicaments. o

DESCRETHIREGIMICPRETERKED RSO BINARRTE BRIy imed herin in
the meteractionoivitkdibentestamine H3 receptor, the compounds of this

invention as defined in the claims below and elsewhere in this

DES%%%]B%?P Ale Bﬁ%ﬁg%@ LealpRRL Q@ wide range of 15 conditions

and disorders in w an interaction with the histamine H3 receptor is ‘
Duepp Reficnsrariris Wilene SRBBUT IS REE fifd D8 SO TRCHRAMHIBS I Hgion as defined in
the tt@atehtvandisBasbsrefittiescantifdationaas syisténthandgaimehicoperpleceabe of
conﬂs‘dwgékﬁi%h{%@ms Trhﬁm{%ﬁ%é\@a@ﬁ e pre s inve At eacipter act B /IEThus, the

istamine H3 receptor and are ac- icular

o o T e e e et 405 gt ane
in e REFIREREHECAYRUBENEREIAl. In one aspect, the invention provides the use of

a compoumtbasctainibe fresem ivaiphanmeceetital tompositidneCEhier and are ac-

cordMATMAGEMICAl RAMRAGSipmay B A0BOTAIREEEAT SheRMRAYANERM histamine

prise,.as an ebctivg i.ngredient, at least one compound as claimed herein
H2 interaciions are benenclal

ogether With one or more pharmaceutically acceptable carriersor
excigiepits 2RPerdtifdM PR P HEIRIVRRHBh ProtREES Elicdr §98ed hersin in a pharma-
ceufilshromasiitical topipositicniralmitdosagenferir, aemprisinecfiditabetrtion com-
oris9: 99 MR ARGHIERO QMG TRRaxAPRlRs HORARUN Dt TBg8:AAHLROBr more
hamT%bgllﬂngia%c]:ront]aggoc%trrcl)é? gr" )2[8 Z!iebn é’l tI rg grcz)oépgr %%;%&O{Ne‘ RS)el%\rlllgnC;L%Uﬁecg such a
P erein. In (y;\no%ﬁ%_r‘ aspect, the invention provides the use of a compound’
PhagRARREtF A CRETRTYHIIRE PrEParasd PO SPTRITHECERI BEP Edh P S8k i A fgyt 1000 ma. for
exathgldreatmaenttdfl Uisgasebanttdisurdecs i3 twbrichbant (BY ihibitiont @08y of a com-
poubtPhistagipeireceptor has a beneficial effect. In another aspect, the
invenltriiog%g;/ ia%esctthgwg tsn%e%fﬁg‘ncqm%lsj rtlndﬂ %lsa irg@ a(lj cgrenreoigngoélatinﬁ‘s herein for the
preparéation of app()ehar_maceutlcal_%omposnTon havin hfjstamine Zg o
PrepHEAgDATStRACTHHH BT A FtRRAREOR BT Wéﬁ@é%@%ﬁ%&ﬁeaﬁw HEaAGtHEyhich an
inhiagpeof tieHBwetdonprenddes theausedfcaicgfmpound claimed herein for
the 3R praparationofir PRERMRAGRLIIE GRMBOSIHORIRLING ERfHELIABEH for the
pre\é\%g%%é&! aeareﬁ%h%%%%g%?éb%‘ﬁo'sﬂ}é%r%%%’%é’ﬁ%‘(é%é&ﬂ% 436,30 R EUNRA N ristarmine H3
inverse agonistic activity.

in another aspeact the invention provides the use of a compound ciaimed herein for the
preparation of a pharmaceutica!l composition for the reduction of weight.

in another aspect, tha invention provides the use of 2 compound claimed herein for the
preparation of a pharmaceutical composition for the treatment of overweight or obesity.

In anothar aspect, the invention provides the use of 2 compound claimed herein for tha

preparation of & pharmaceutical composition for the suppression of appetite or for satiety induction.
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preparation of a pharmaceutical composition for the treatment of

overweight or obesity. In another aspect, the invention provides the use of

a compound claimed herein for the preparation of a pharmaceutical

composition for the suppression of appetite or for satiety induction. 5 In

anott P RYRE G IGENFBIPPRIGIESS the tR&CHF STRRFBLTRINesSifisegn for the
prefeeatin fOr tieprespatiationob@iptaivnicauteahicompd siticrafoethef disorders and dis-
casfd QYSBHES ABHOEIRANBAN Of diseidrtsMubAis; Rrses/lateddBase, gallbladder
disegggéfé%!ggﬁh?éig Ql%s {%/r‘io%lé(fy g%&)ﬁ%lﬁ@gj %%QP]I%S%%E%Q%% J fl]‘%%tag!sgg Sfg‘[’e and colon

gallbladder disease, oste arthritis and various types of cancer suchas
“argndometrial, breast, prostate and colon 5 cancers. In another aspect, the

inventiengpreedestHecuse uica coipetitd etainiedbrepeimdaratired herein for the
prefPieRsH atigRRFARbRTIRCAIcAIAamPASHIORiRLINS AreveBRtiaN AR, disorders,
sucﬁrggéml%é 8{ tg,;f'%ltlenga%IIHS(;rders, such as bulimia or binge egtlng. In ar_lother

aspect, the invéntion rovides the use of a compound claimed herein for

the 10PAPAEREA-dhaPIERMRBYIESITD ifGATMBP AR TRYaRHapfEErTor the
prefj@atiehmepaireeighseosatoterarrt@n fin thadtwmaspddh tHenparedtibirose tolerance).

provigamiieuspaf asomeRind Paliae s haEeip OEIhBoHERRIRHINSER for the
oreBhBIMacS YAl compositian for e realmenof ypg 2 digbstes. I

another aspect, the mventlopn provides the use o% a c\{gmpoun Claimed

hereil! fOHHE 35PEPalatioN R A AAFATRSIBRHESIEGRIBRABA FEintRe herein for the
premetiying epprevertitre ofdheopitogres sterifiepmgks pG&Tetdidypé tRedialyeteson from
IGTIR apethemsspect, the invention provides the use of a compound claimed

hereip for,the Rreparation.ofia pharmaceutical somposition for e ». o, ortre

delaying or révention of the pr(?gressmn%rom noR-mMsulin requiring {ype
PrepAREIrEtEs REATHEIH IR ERMRG PR for distsistaxnPaRGIREH S PIEEE RFRgression from
nonHmesinicryprovitdes 2hebsesdb inedimpountielaraedibesein for the 20

Preparaliemef A RhaimaseiHical SOMRBSHIAN L0 e ealmealipkdiReases: e
pre aanrgtid%xsgfr deésarmawgd%la O%glégélil(%t,lﬂn fe} r%r%a'@'r%emscg? dr{g.lg esere%§9 %?goh’%lesisam which a2

eneticial effect. In another aspect, the TNvention provides the use of a

simuRiIbefeEcTRi ARt sRseiPthes prgsfiatid s 6ch pharmaceutical
compositighshaspad. Histanving HEradgors stic .eetvitycdmanothesiaspectsthéor the
preRYARHAN PEAMIdBsIRR M s6-AiRIEHMBGHR disiaimed betrinder 4hfigS

pr?".’%aéh%% o3 é’a@?ﬁﬂ‘ﬁ%@”&%&%’ %O\Wo%%%ﬁ'eoé‘sfoéf%‘ g reatment of AleaiC ;e
rhinitis, u Efn ang ﬁer aspect, ﬁ"l S ?he

_ cer or anorexia. 1( e invention provide ,
PrepRIEIRN & CorhpdiaTa-dralreanTean RotiRd ?ﬁ@%‘%&‘ﬁéﬁﬁfﬁ'%ﬁ%ﬁﬂé@é@ﬁéﬁ?mma
compositioth«orstivetttbatnvenicof Adziieinier's ctistaserpanoolepisydaterein for the
pretRfiR gefisiiserders: QB&%@Q@@Q MQK@%Q%‘{% Irdhe £egulation Qfrcoiepsy, at-
; tsle%% In another aspect Cghe invention relates to the,.use,oﬁacompound
enfion. gefic)t disorders of re 8 WakelHiness, c%r of ﬁwe regquiation orse%p. .
C almed herein for the L\;::Q preparatlon or a pnharm ceutical pr %g%atlon fQI’
the triSeRRREIY GFRERVAY (4Bt ESlREHHERLERITE SeMrRG afbRegMerein for the
pregastivo atidbsaoretiniicanfopdretamienteftamirmoes divapdthredaspect; thesthma, for
regliMRAtIOR Y idesamethog for fastreatpreni-efdisorders or diseases
relatelq 5?15 h%r'é's:'; chz L g]frqve rﬁﬁgﬁgto\ﬁ tehsearpw%rtpgéj fgotglp t?tesai\prgﬂﬁg mé[ﬂs'gFgé'r”%r diseases
toa subject In need'thereof an I[Pec?lve amount OIC' a“compoﬁna C almed;

reie}ﬁ%}&ﬁf}%F{5{15%%1%%%9@3{[05]%@%%%ggﬁgméstering tc a subject in need thereof

an effective amount of & compound claimed herein, or of a pharmaceutical composition comprising
such a compound,

in another aspect, the invention provides a methcd as described above, wherein the effec-
tive amount of a compound claimed herein is in the range of from about 0.05 mg to about 2000 mg,
preferably from about &.1 mg to about 1000 myg, and more preferably from about 0.5 mg to about 500
mg per day.
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35 such a compound. In another aspect, the invention provides a method

as described above, wherein the effec- tive amount of a compound

claimed herein is in the range of from &bout 0.05 mg to about 2000 mg,

preferably from about 0.1 mg to about 1000 Crinthagd p{%elggwg rf{g((:){_ranman_

abouf 6 #itFto UESUERHY TG el Gy R I onE AP EH" HRanY g
tagoret&tesﬂdmmp@@@é@%ﬁt@tﬁ@mwﬁ|%H%|H@W%€@@%P%Fﬁﬁiﬂdh Eﬁéfeatme“’f of
a wx@@tﬁﬂ@é of JNVRISE agPBisiicactivityiandisdnchemayeagsordingtydeesuseftiicial.

in th? tfﬁaﬁggea@{s&t w%xm&&mmﬂéﬁmg&ﬁ%@am @mi% method com-

histamine rece tOI’ lockade is beneficial. In another asgo

prs BB B ES BRTBR 68T FEa bR Y We P the G eges heren
prisinyaadirnistedng eorasiojeptdrides eoTHEpI PP EMERt 0ECHRRBRIAR ST g0esitY,
the GRIMROLHM HalnahRising 1 an0lberaspecththainventiolvpeidesaa compound
%tpod for treatment of overweight or obesity, the method comprlsmg
clalm ETEIm,
administering to a subject in need thereof an effective amount

comibaRI TS HErBIEMOHEF 2BEEAe RS hHoaLser forsetety

industiethde: fostsoppression ef apprtieolofe s fety @%H@I@ﬁb@ﬁ tHecHYERiBEHnt of
conGRIMRIsIRG:. AdERiRistering to a subject in need thereof an effective amount

of a ﬁ% e‘t«%%g'%'rﬂ%ba 21 EJM&QQ%%%%F pnfa@amargmpmmag of disor-

ame or prevention and/or treatment of disor- ders or |seaseh + disease. qafl
cers ARSI AP BBEL P 440 OIS B OIRLR) Reseese o
bladlisedisesgatbidslativits diseasioUe dtpernpltaatissarier FARDRIS tHRSrGirehhceist. prostate

or fREEXARM|aRslarmeiab-bERASIrINERIAE b2 GLEION sanCeisrteametiotle amount
com r|5|5]g admls;nsterlng to a subject in need thereof an effective amount
ofa oun
of &' ompoundcalmed herein. In another aspect, the invention Erowt N
methSeEToHFevRARiRCARUIBI TRERHETR DGR REDRIBRS Wl Lgaiment of eating
disdytitimiavamdshivigesemting, dheatiethidd mmmusmmumévw@ if§ & a subject in need
therdpigCiAn:AREsh dharaaf anvpliesdiveimmongtnf a compound claimed

here'n 20.4n l,}“%‘ﬁ%%‘?ﬁr?asﬁec%ﬁe HV‘EQ&'%Q{%(?&%% %%qtfg{ I@\ef {impaired glu-

treatmenrt mpaire qu ose tolerance), the method comprisi fg
cosgdRtiFABEETAY PR BIER e NNEREPdn %ﬁébé‘tﬁté”e{t?ﬁﬂ}ﬂtf 37 cfecive amount

of acommpoumtceiaipdédrhierein. In another aspect, the invention provides a
methq’ﬁj Jﬂtﬁgﬁagp%@{m@h@éﬁb@ep?odimeﬁem fnethod-0BNpHsiNg: 2 diabetss, the
me%o t%'r%t%‘?ggg 1o b % 864 hereehanaliecte MU QkRor 2 compound

ompou Claimed herein. In another aspect, the invention provides a
C‘améﬁﬂfdef&r the delaylng or prevention of the pro- gression from IGT to

type 2rctabibtessithe. thethwentonmpeigitg adminstiinyg teaysiubpe erMeAiRPe! the pro-
gr%@@gﬁn@ﬁ@%@%@éﬁﬁ ofha sempoththelaimedhheseind anatbiet: in need

therﬁ ecté@o mvenOtb% rovi ep%&m?mo&fogrm@ delaying or preventlon of

gression om non nsulin requirin ﬁl e 2 diabetes to insul tn fh
requwfﬁg?”t?/‘ﬁ%rE%?&Bé’?@é“‘fﬁ%“ﬁ%?ﬁﬁfﬂjnéﬁﬂbﬁ S PL U RGN fyeyention of the pro-
gresshjesbin meeadstherepfitny éffecliv@ameintreh it corwpo g chtabetes, the method

cobl8FRIRy administering fo a subject in need thereof an effective amount of 2 compound claimed
harsin,

in another aspect, the invention relates to compounds which exhibit histamine H3 receptor
agenistic activity and which may accordingly be useful in the freatment of a wide range of conditions
and disorders in which histamine H3 receptor activation is beneficial.

Compounds of the present invention may also be used for the treatment of airway discrders

(such as asthma), as anti-diarrhoeats, and for the modulation of gastric acid secration.
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In another aspect, the invention relates to compounds which exhibit

histamine H3 receptor agonistic activity and which may accordingly be

useful in the treatment of a wide rangef conditions 35 and disorders in

which histamine H3 receptar activation is beneficial. Compounds of the ~

prese‘%m%%%‘ﬁo??WP&;V%%%%E&%S&%F’W?S%&P&%% SPHi AP Sty diseases
assoERienh W Axhinsalplies amedirtoeiunassianthieniedisiitiontof garsaizpsy and at-
tentigCtdBeanetaars/ Furthermore, compounds of the present invention may

be u%%égértb:%rq ;?cﬁ‘ﬁ'?ﬂ?m 8@: %§§rﬂ§)%rsﬂ?a?/% @t%da\évgﬁ Igl% r%%galﬁ?q)?gsogedatives.

sleep and wakefulness, and for the treatment of narcolepsy and at- tention

deficil BRGFERECIRSHBTEPL Bl BT S HHE FRATRABIPHIE) BRTfsgcited with
eplleEN S StitRiNt SO RE séERtve S VS Theprebeneebivioe Mesimeay disotioe sickness
and u&ﬁgbfmum%ﬁf%m&ﬂl@5@@@d§@m&@@a@@@$mboﬁﬁlﬁﬁﬁswpophyseal secretion, as
antidRfiditionally compainds; of theinyentian, may, R%%?edmgéh% rlrrﬂeém%%&fsyﬂn

motion sickness and vertigo. Furthermore, they may be useful as
droMiggulators of hypothalamo-hypophyseal secretion, as antidepressants, as
modbletiors siuerdlsiabicire ukston. anatinnthetreatisrtobhitifechovesmentia and
Alzrsyherdr@gaessl0 Further, compounds of the present invention may be used
for the: aiment pl-qsmen'ia, e Alheimers disease, CoTRRUNAS ALIDE s,
present invention may also be useful for the treatment of allergic rhinitis,
uice, i EPYPAAorexia. Compounds of the present invention may furthermore
be uSefupdordbeftiapraesnt ofvaritpainey 16 iseeofobexeaivple, Fhedouentd! migraine
(secOfdP BRIAASOIRg YRRt xpaEmardaly herapeidies 180mhe2e A 200 angt: 43.50)

) gnriealt A )
ana 10 Mé%r’é&ﬂ%ﬂﬁ&?rﬁy%ﬁ%@f%%{éﬂg%% 9 x&%??O%ﬁ%%rEPB@QB?Q{%@ Drugs 2000; 8:

Investigational Drugs 2000; 9: -42). In a further aspect 0
3Tr‘fﬂ‘v?éntion,- treatment of a patient with a compound of the present in-

ventiore it omniined ofitke dieediod/ dreekescisé a20tknavidrtherraspedt dtitheresent in-
Venﬂ;evmmiwﬁ Merer/erBIpRiyad claimed herein is/ar(_e adminis_— tered in

COF“?A’L%% Wgé})é’&%ﬂﬁé%f&%ﬁho Laglve substances inany, sulable.. . iminis-

ratio(s). _SU_C?I urther active agents may, for examgfe, be sérfecte | from
’fereaﬁﬁ%‘é%i@ﬁ%é“mb?%ﬂﬂ%@f@%ﬁﬁiﬂ%ﬁb‘?&&ﬁ?ﬁ&s w@lﬂxtabie ratic(s). Such further
actigmitepsertendive agarits bagelattefoirtmeatiadenbneeinto aplicstitns antidyslipidemic
ageh@SUlingEamHr-anreeiaiod with daheies.and agenisiordnadreaimentbolssociated
Wlth_ﬁ%@éﬁ%\%&?&%ﬁg %'rsf?]'édt?égtlr:;jee%tcl BFE% rq ;9@5’95 n%sa%%cgi%&ergergée\égr‘&8l?r%%tg I associated

us, in a further aspect of this invention, a compound claimed hetein
Wmhrﬁ%?f'lgve administered in combination with one or more antiobesity agents
or appetitenre futhtinespeptnidhiSiehntigertsonppuridrieksEnplecibense lectdhinistered
in cHrapmiben IR ARSISIN grablaAl Edsosainepanrhetaming segulatadiiaint may,
for SEHRAL AAONIRIS. M (REWRRSRLAE - ApBARR RIS C 4 SIBRRED Ao tran

‘agonists, MC3 (melano 30 cortin 3) agonists, orexin antagonists,
SR FHBR HeCHB I T PAGBR RS R e A OPSITTP OIS GBS (metano-
coragBstsisE RIB P {Teioitro BINFréleaming:fastolebintlFy PestalRy (corticotropin releas-
ing RRIGYaRiStSIsUIBGORIN gfcdiists, SR amke RIGIGRERRISISISHCA&Sonists, urocortin ago-
nistg IBé3a]dﬁreazﬂ%§gicAg§%r§igt7s’ GW-2604, +6¥§§,2/§.§§6%7,Y%6\7—%gg49{\é§§884, LYA77267 or AZ-
45140, MSH (melanocyte-stimuiating hormone} agonists, MCH (melanocyig-concentrating hormone)
antagonists, CCK (cholecystokinin) agonists, serofonin re-uptake inhibitors such as fluoxstine, seroxat
or citaiopram, serofonin and noradrenaline re-uptake inhibitors, mixed serotonin and noradrenergic
compounds, SHT {(serctonin) agonists, bombesin agonists, galanin antagonistg, growth hormone,
growth factors such as prolactin or placenta! iactogen, growth hormone releasing compounds, TRH
{thyreotropin releasing hormone) agonists, UCP 2 or 3 (uncoupling protein 2 or 3) modulators, leptin

agonists, DA agonists {bromocriptin, doprexin), lipase/amyiase inhibitors, PPAR (peroxisome proiifera-
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40140, MSH (melanocyte-stimulating hormone) agonists, MCH

(melanocyte-concentrating hormone) antagonists, CCK (cholecystokinin)

agonists, serotonin re-uptake inhibitorsgsuch as fluoxetine, seroxat 35 or

citalopram, serotonin and noradrenaline re- uptake inhibitors, mixed
tor-2gU{RIRSHIRF R HBPALIASHEIBIt CEHISEUAREHT (RSHTHm) BGoTagRsts ACRP
{Agcob mlesi pagomistshigatanimErsgorists, (eroivel talraxone, eyrowthifdetors and
Cma@%n{%ﬁ@%ﬂ& or placental lactogen, growth hormone releasing

compoynds, TR &gcxrtﬁotfog P R INRNALONE 20RRIES el ReR Bh o win

(uncOupling protein ) modulators, leptin agonists, DA agonists
one [ FBROERRRH B BF S VST ARRse inhibitors, PPAR (peroxisome
proliferan&htoe@otiviated, iece ptoe) fnbesilatws;t RXR:{ratirsich Xerecepthptamine.

modylatofisieddR-Boags i cAGRR SOyt delate e proteime BhiRk R FIuramine.
op|0|d atr?I qﬁeletesm%suocrmﬁ%e naltr exonegb %ﬂd'gnﬁg%h %d ciliary

neuro rop forIn one embodiment of the invention, an antiobesity
agerif &dHAERITBEFI EBM G VERRSY BARTbE ATFE compounds of the
inveniiancisdegtinodimanotiven emfrdidirasintz sechs arezntio e sitgrégyentss
dex@m&him%%mtﬁumm& Aianetheiemodisienicsaeh-afethyipropion,

f argtlobeusut %ept |salfrear&f uramine or dexfenfluramine. In still another

WO "5308 r‘% ¢han an?loei)egfJ agent is sibutramine. in a further

embcbfzdwf@n‘vr%@eﬁ%ﬁ%ﬁ&%ﬁ@wtweﬁpmgﬁe%% heRtHaRY be administered in

comeinttodimeninsuchan antichesity @genRisawariadolae phegrermmdeddnnstilin, insulin

ana@%ﬁ?%ﬁw@%99&\?%@@3&%“?%&@&%?%( agentds MQN@U@QU%RWS for exam-
di ropion uoxe upro n | |
ple. i éi%gfﬁ%g%ﬁﬁ%aﬁ@{ upropion. Lopiramate Gai%g 9@%@7@6940\:0 Nordisk A'S),

on, a com pound claimac
for exnitdstersd minoBnitsiviEion ﬁ;ﬁ%ﬁf@ 6Firhiie &ﬁﬁd@ﬁﬁéﬁld—ﬁgerﬁéo human insulin,
e Retevant antidiabetie-agens inglide dnstlimidnadincdb amsatogeres anckference, GLP-
1d Rf'é!%(\%é"% ﬁ%%hh%ﬁéﬁ%é%@éﬂ%%@?o%ﬁ P(K%%%&Qd@ﬂ@ﬁd@ N%Qr@gfﬁég)\erem by

or exam p 629-tetradecanoyl des BSQ? human insulin, EP 0 214 826
refeéﬁ&%@d”%ﬁ%%ﬁ%ws NISPEIERERTE 298¥ 8 xample, AspB2B human .
insulifih&)sa8y501ve B8rEll taRy) clevasiaprpiRsably 678 PeaBIE9 R itpasulfonylureas, bi-

guéﬂge%i%e@ﬁ’rﬁh@@%x&%ﬁﬁ&)ﬁ@ﬁﬁﬁ)ﬁ@ﬁﬁé@éﬂ@l%cﬁcﬁ:@ws@’& alobndueh aticosidase
ncorporate erein nce P- 1der|v

G tives (o)
o G SR s SE D001 (o K A e R SRS e poms
SiUEFERE AR PRSI s STy VR Fo Yt aE 59‘@&@9%%6&%&8/\%{&%37”4
(Nypaghicaes)ivsgeats ipreferabiy tomiprisedimidazoinpiigsnitferylamsassdim channel
bio&é@@gﬁﬁam'@ﬁ@?%ﬁ%‘@é%Qgﬁégmﬁﬁh‘i@@@ﬂﬁmﬁg%@%zﬂﬂﬁlhﬁciosed in WO

t t { the ATP-
o ISR UETRTESE ROBIESS MOS8 A UL AT SO0

arepRaRISSE TS Wd§89iﬁ?&ﬂo‘§el %WS@W/%@E@S KRS Yepies86 T At Wigr 026 (Nove
NoRYBEAY 4nd B dlovo NardisiewitS)swhich iarerincarpdwatadyesdireye, DPP-IV (dipeptidyl

e6§é§§§“9 in@bERi ghﬂt%%e %ré‘t@ﬁ’%ﬁ@pﬁbmsgl%lﬂﬁtroéuﬁﬂxiﬁt%rs of hepatic en-

BTS-67 8 nat inide on anta nists, such as one o
T AA O BT AW D0 I0D0R B Nl AT B o,
G%@d@ﬂﬁ@ﬂﬁﬁéﬁﬁﬁ@&ﬁﬁaﬁ Ihiehybieh %stﬁéquéf&%%ﬂ‘i%mh as
anffpfeteficeg&tPebragonist syvaicty s thoseed BERTS Getin M@ OOIROE-activaied recep-

tor 'M/RXN é?éﬁéﬁd“»(%@é&ﬁ%ksmspmm@@@lﬁm@ IR )24BGRIROrAIRI

erei reference [prph (’dlﬂe tldyl 30 rPt' ase(}b nhlblto

S
d claim rein E admm!stered in
PTPa roteln yrosme p osp apase3 |tors inhibitors of hepatic en-

combma‘non WIth insulin or an insulin anatogue or derlvat ve, such as N .tetradecanoy! des(B30)

B28 B28 B2g

human insulin, Asp™ human insuiin, Lys™" Pro™" human insulin, Lantus®, or a mix-preparation com-

prising ong of more of these.
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zymes involved in stimulation of gluconeogenesis and/or glycogenolysis,
glucose uptake modulators, GSK-3 (glycogen synthase kinase-3)
inhibitors, compounds modifying the ligid metabolism such as
antilipidemic a ent com%o‘unds Iower food intake, PEAR ( eroxiso

prolife? &f‘%c? H”F@f:g ?oP)"%”‘fﬁ’h HetigP X VR ESREH HoBRISE % admin-
isteres| i Iee8bAEIRT- @@83 EE1268 8P GrR06LE: 35‘ﬁﬁ%ﬁéeeﬁﬁl§’ﬁﬂmﬁﬁéffﬂﬁ@am'de}

glibetiuemtion;ipigeamponkriclimedibereigymayibe administered in
Com;*H'QﬁrB'rﬂQr‘é’z‘ﬁ@d&]ﬁléh@c&?%ﬂd%‘ﬂalﬁﬂ @@Hﬁ%ﬁn‘a %ﬁﬁ@@ﬂé&%mﬁ%‘&@ #Sadministered in

W29-tetradecanoyl des(B30) human insulin, Asp62B human insulin, Lys
Comtﬁgaﬁf??)ﬁﬁ@%tﬂﬁ?ﬁﬂ%sﬁﬁﬁxirﬁﬂﬁqueg?rgjlﬂlx -preparation com- prising one
or mongofrbiesesobedinsfirthtredmiistime et dmrintd hesHesy &e adminis-

teredCOBRMIRgictalmed hefrindn ayr eatinindsteredidveomdgimation with a
SU|fQH¥3Mr§r§U‘J@F &%ﬂééﬂmgmt%tﬂkﬁ%mé‘%%oﬁ @%&%%B@WH'Q%&QAW%;I be adminis-

terecgllbenclamlde %lpm e, glimepiride, glicazide or %yburlde In another

SRR oY tha W@é‘ﬁ'ﬁ?&}‘?d%eo 0 AT SR EPEIR fnigpliazone. ciglitezone,
piogiiienigigtaieldare s, deraliaanio i suiieadigLrisdes s Exainplel; Hhetfermin4, ora
compayRtaamkear iemwoodinmentyohtbe mventonwa compoynciaimedhereino

984508y %ﬁ AAminis; tet &a&&gmwgn{W#étgﬁa@eght'mde for example,

repaglinide or nateglinide. In still another embodiment of the invention, a
comﬁbﬁﬂé‘fﬁﬁl?ﬁéﬁ‘%ﬁ@?ﬁﬁéﬁ/ HEEHIARIS TRIEGIRC SHITR ARG iR Be adminis-
teredhiczohio sddionéh iers insalisersitiiass, for eamisicuroghifalzdiRé; eigartndiCC-555,

JTT-E0pigliHazone, rsiglidazonesisaplitazones eiey olitez onmoenglitazorne MBX-102,

oLXg 49%%&@% T C%Z}%oglrload %%H%é‘éﬂ%%%‘%@o%@ﬁﬂ%OWo )%%3‘%91 WO

1119, WO 97741120, WO 45292, all of
oo é%n\@’é?é’(‘}f%%éoah\é’r%?%&%?e%% SN SRer S G 0023417
WO ip/apritn Ve comis oTm dVlipfeEd e tdin Bedpbel adinibhd-Steieer YO 00/83189 (Novo
Nor&OMPH) K06 WitBrand nedlinbaensiizen fgrexamgle, such as Gl 262570,

M- 449#;4%9 Tgithent b0ty AR um%f%%g nGVir #%%%é‘éum inistered

- CRC-16336 HO49020 LY510929, MBX- 0940, GW
in P RPEBFAGERD distIBRuRRS W@@g@mmm%@%ﬁﬂamwotw@ g1 acarose.
WO i0tG31:92\M0ID64631B3 il 0/ 2 342 WIO:RO28 425 '\W@y be administered in

comgglﬁ%%%h\é/r% Q(tza’ﬁiﬁ OWI% QQ&%‘QJMW@Q%@%%@&WQ&Q@@%@S for exam-
- 00016310, WO 063209 Wi 00163100 0 WO, 0016103 (Novo
PiS, lg?obrlgf'srﬂ*%elﬁ' all 6%\/ ich B orpora‘ite erel y re?e?‘ence 20Ina .
furth&t arsditientorheTriditiBHealiebragourd CIARTEEEAERERT Ay fseadminis-
tere@iministieesdn iniommbyiatien with an a-glucosidase inhibitor, for example,

voglipose, emiglitate,HglitolLor ACARSE R ARothe L RNRodiMA RN combina-

invention, a compound claimed hereln may be dmlnlst q} N,

tioh 88%8‘\1%&? Sﬁp\fﬂfﬁ %eﬁng:gaeogﬁpta%rtﬁ]ngm; ?hrmo ﬁnaeor eeaﬁa HAss] ﬁramme, colestipol,
clofigrpinrsroiisel pméﬁ?tmm@vaﬁﬁatoléwoﬁﬁém@'@b@%éh@%m%fogliﬁizide,
glicazidaij Bin67&82-0rrepagiirides2fich yebvapoihe tembotimenhef theadminis-

termw\ﬁmmﬁ &0 mﬁ%%mﬁ@ﬁl% g&éﬁfnrgpgym%dm%&y@ﬁﬁrq:'onlestlpol clofibrate,

combination with nateéqln e. In still another em odiment, acompound

SRR MR b BRI SRR o AR iR O With A
antihypethfigierareAgeiedrantivpia samPagentiapieearppl@ay be administered in com-
binghelestyrafercalestipel aclofibrate; rgemiibrazit o vasteding ipravastatiagion with
me%%@%@@s@gm% g[lgx%%trgﬁ?&gyﬁgé,i%esulfony}urea and acarbose; nateglinide and met-
formin; acarbose and metformin; a sulfonyiurea, metformin and troglitazone; insulin and a sulfonyl-

urea; insulin and metformin; insulin, metformin and a sulfonylurea; insulin and troglitazone; insulin and
lovastatin; efc.
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30 In still another embodiment of the invention, a compound claimed
herein may be adminis- tered in combination with an antilipidemic agent,
for example, cholestyramine, colestipalp clofibrate, gemfibrozil, lovastatin,
pravastatin, simvastatin, probucol or dextrothyroxine. In another aspect of

the IRYEHIBATa L CIROHIHEARE P 54 SiAVRE T BB MR RERP P LU th one or
mord arditipreveithivneyenthafxemelef thendinmecamentiegreds coarfpouridss foch as atprenolol,

atenSRATRGR, Iammbmé&fanomtgn%m@gt%nW@@n%@wmwéaﬁeaTW%e inhibitors
suciga)é% trwlgz% a]Slé”Oh?/!Uégaa(a rgTacgro 8?%@9“99&@{%? ﬂ ri% capcium channei
harboss ah&r% ormin: 3 surfon ur‘ea n?e%forml and g]il azone;
OCH%%JWP%H%“&%HWWJQ&*?@Q%HQF@% ‘ﬁﬁ@lﬁﬂ%lﬁmﬁ%‘ﬂlﬂ? E&‘F@mﬁﬁda‘f‘?daﬁam“‘

and a-sulfeaykueasd Askiroandutepglitazene)rinsdlisrandin cuastatiafeetacd Ban be made to
Ranllz Frbﬂ‘&eW@%yeﬂc@%@%gc@%ﬁém%ﬁ"ﬂgmé}ﬁt%% @Hﬁ%@t%§di\ﬁgck Publishing Co.,

combination with one or more antihypertensive agents. Examples of
Easﬁ‘ﬁtlﬁ@ Efignsive agents are p-blockers such as alprenolol, atenolol,
timolbkhgifdibiolngrisirethbig] s cyiRtseTBINACE W@t@ﬁéﬁﬁ@éﬁ%@ﬁﬁdﬁe inven-
tion ANRWBEINBIRIeIS:S ULk ashepazeprircapiepribrenalapstyfasiaapsitionaily one or

morésé[ﬁg%én\%%ﬂ@s‘?ﬂc%g‘lr%a&lH%YHer%@'Fd%@\ﬁ%@%' éc}ﬁlg Bk%"e's;ﬁ%%entlon

ine, felodipine, nicardipine, isradipine, nimodipine, diltiazem and
Verap AR ERHTSE BeR SRS 4 (OB R URMGHA, HrAB5eir i o orerts
omdesrascsia Fefthererefopsintes Mﬁl%bemaa@@rft@rswémmgwérmlﬂ“éW@%b@éﬁ&@rﬂ included
withandFuasticent Rharmacy, 19™ Edition, Gennaro, Ed., Mack Publishing

Co., F-%ﬂ%?rﬁof A\Nh%egga gtﬁg%gl‘gj Qpa%ﬂ%§g%%ﬁp§5t@%e%%@@§sterg r?r rg?re than

combination o compoun s according to'the inven- 10 tion wit et

°”eé‘a?éﬁﬁQEB%’HE“SWBPebBP?H@%WéC%%ﬂ%Hycbr?ﬁ%%md“stE\hEi‘%%%%gﬁﬁte{eome“
maopeiomendré otisedactive Bubitalscsare eonsiderad. tollseonmiialtheurified di-

ast@@@.ﬁ@r%ih@m@%@%ﬁmmtimuawam@@wadmfﬂﬁ@ ipvessut invention
may PSrgﬁh %'éf '{P;%egé?ﬁé’om& gp%aegr%ggntqmgﬁaﬁ%ﬁ%ﬁaegﬁerem fauio-

pure or part|a y ur| ied enantiomers_or racemic mixtures théreof are
mefisdRiRIe dMwithil BE St OpEASY (ARSI SL 8 FdHAR ANBra- IR & gbie to form. are
inclddrsbiéitiothd encasfuflihepisariéiiyrediurated ring system or more than one
centerrRfasammesnier adandonifasesitcied Jaiatadiibcis paesantbotiie: present

commOI 8%"%u%haééﬁ’é‘ﬁ%'ﬂﬁé%h%lﬁ)é?&JQM%@cALEb!@@&&’SQdM %ntx pharmaceutlcaiky ac-

lastereomers, as sep arated pure or partla Yy puril fied di- astereomers

CoR AT RO AP TE HE) G083 AT ERESEE SV BTSSR 2= noie sals of
incfgantheriviore Wb recotifethie atinpotmeRs ofthie prerseat piviiition ingageeikigeids include
hydfbcﬂ‘iﬁﬁéﬂﬁ%’?@bﬁﬂn|8&mﬁf&if@rﬂﬂﬁs@ﬁ&sﬁ isulnfen de-thad S U I BlEBresantative

exaiis oWQl%'B Eho‘? camRoynds, 658 %P%‘?ct%éé’tﬁ@‘ tr%ﬁ?or!{%%%{%eguﬂ’é{b%'&mg propicnic,

scope O e pre ent invention. The present iInvention also encompasses

bef}i’ﬁ&rﬁi‘%{@@ﬁiﬁﬁﬂ‘;‘i - SUEEPta B UgiE S he ST JBRIE B GuREE“ Slichalitg ere. pyr-
vicinghage, phannraceitivahy fuie stableadich dditiors . siter iih aamacebitiogtyyiene sali-

cyi;@%tﬁ@%@l%ﬁ'@@h&@l@ FARARILRbaHg alkylated ameEniuIysaliss, Acithinobenzoic,
giuBolien salts ipglyde. ?@&8&%&4&%@@@5&@%@%@%@“@ d&rrgaggc a@uq?»macem

e resentative examples of suitable Inorganic acids inclu droc

ECW%BFB?H%“ ﬁ%?fﬁéa‘i%aﬁﬂégﬁ%?uEa‘%%ﬁﬁ'ﬁéeH?ﬁ@hé%%&%a{ Sifigeable salts fisted
in Re¥presentiives@xamplisohsairalliebrgaicoacidgdnehudesfopipief avddsalts include

iithiGiehiomaceieditioreaceticnPEaRIGNIC thd BINZ Giga G HMBEN G, BRI TURRIR ated am-

NG G IAHIS: TIALRIG PaliC. ) RIARS AR ARLG, QXAHS RIS G ammonium, ethy:-
ammoniumn, hydroxyethylammonium, diethylammenium, butylammonium, tetramethylammonium salis
and the like.

Also intended as pharmaceuiicaily acceptable acid addition salts are the hydrates which the
present ccmpounds are able o form.
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vic, salicylic, succinic, methanesulfonic, ethanesulfonic, tartaric, ascorbic,
pamoic, bismethylene sali 30 cylic, ethanedisulfonic, giuconic, citraconic,
aspartic, stearic, palmitic, EDTA, glycdlic, p-aminobenzoic, glutamic

benzenesul d%'mestaq E%efje'fa%@%&%‘éﬁh%”&’w@? 3'% Rﬁé&(@@{,ﬂ%gs Al

harmaceutlca acceptaple inorganic or organic aci dltlo
%em%*wéetﬁ@ﬁ?éﬁﬁ%e%ﬁ.eeﬁ? &@&%ﬁ‘i@%ﬁé%@w”ﬁ@%ﬂéﬁﬁ?%&?i@%‘?fd and
the s6BisRatwhichagimeetpotated ihatainobereferenpe afxehpiel vfimgtahbalts

: incl%éﬁbh&%ﬁg@ i&%eﬂﬂ?@@ﬁiﬂ%m@&ﬂegmt@mr@%%@d”lﬁ@ molecular waight

solven)t(salEQE% % 7 um ag:)q a"%'rg'éed kalmd3 R trﬁ]eozri]rltu uénalt% Int%'sugr% also o be un-
um, met Xammonlum ammonlum rimethylammonium,

dersipgiias SRR LR ﬁ%?@?ﬁéfh@/fﬁﬁ%ﬁ%ﬁﬂﬁﬂ“%ethylammonlum
buty@ammenitum atetranmstivylapsmodiug sdlts metkthedlikmuAisovintb fdleding ad-
mm.&%Wm%%lxﬁesmew@%@wn&lgnf»bfs@ig%sasefsa@d@mﬁaﬁgwmcamamcm-
ogic llqsu {e%sc%gtl%om er ounds ro %Iest\%[fl er?unc%on %eanc\:fla |\?e%d|£%n Sr%lstgnrtn%}(n ounds
g Be'Obtaifed asthe alrec p s of comp ound synthesis ernat |vT P
WhE%@qﬁée%ﬁg@ﬂﬁﬁwi@mﬁfedmw%tﬁ%ﬂ@%%lv%ﬁf E6rieamtiag: &%ﬂve”‘f*ona' proce-
durcaiproprateiacicpdndeiretsaltisotatés hydevaporatingsthe: sebzebeOrfor example, in

Des@}j‘@w&eﬁgp@{aﬁngm@g%@ angkselvents Compounds of the present
mve%on may form solvates with s an dard Io %cular W

solvents Usin Orﬁwaéfﬁ A4S welt inown% ?qheéabgrs%nos méd in | ucH

so|v§t@§baﬁ@9eﬂ§6 %%@“w dpshiBa %f%%%@%ﬁﬁ?@ﬁ%@%@&ﬁ‘@&%a‘ y also with
one presentitmeentianud hieimyiesitionsalso erfctmpasisesnpmd rugshefothgent invention re-
ateHERERLSORRAMRR MBI Sl aving-adhaiRisiEation undergo chemical

conversion by metabolic processes before becoming active pharmacol-

PH A %gyﬁgg{w%%%ge[n@@ such prodrugs will be functional derivatives

e present compounds 10 which are readily convertible in vivo into the
Ther@qwmddemﬁtbeuwaf@pﬂre%mmam SRV ERIERlIpFeERINglire g BraiRsmaceutically

accSeipaiienrricpepRrationnoiisyitable: prodiligidetivalies prertesasibedcfaposiions
Cc%%@q{alﬁ!eﬂ}lvgﬁﬂgﬂw% Eé (chrwlrlggteg%td?h@r%@%&y%%\é@&é@ﬁ?ergw%|iuents as

Invention also encompasses active metabolites of the present

o S AR CBHABIRIAD HAE 6F PRBPE=0P e NIE A DG gheomiaues. scn
as tm&mmreﬁmm@naTWﬁ@%ﬁﬁniﬁféﬁ%Pﬁ%%%héQn&wma@emm Ed.,
MadK @impsshielove. resedlss ipfurdter embodiments and the present invention re-

lates"ltR %LB%%JQ&%‘P%WB@&M% HEEI ﬁ%ﬂgimﬁ%%@é %l"‘mmlaﬁatlon by any
PHARMACEUTICAL COMPOSITIO

; ecto ﬁ%? ﬁisdoft e |nven |ort13 |
g U S LT GHE b T ETAA S GHER AR AECLEEAIg e
trangdeatablecaiziers viraxeipiees vivieatePairglierd ﬁlﬁﬂ%ﬁl@%@é@ﬂ%@ intramuscu-
lar, pltarpaseuticad e pesilipasr2Q pecardirgstal thetinventior:mray bewil be appreciated

that 9@&%@9&%&!}&%&!@a&&umlévg@fe&%%e%8@%@rggg @&%ega}ae%twsélt@e%ted the

any other known adjuvants and emelents in accordance with
et SR TORA R TGS e 9% SO RSIBERa s Bemington: The
ScierfteardRiaetica vlPhrsiRcy 2 B EHHEH Coiir 60 Ediospgadkms such as
capRubdishingsGRagEastons, RAeiR9ocllderphatmaceidical conmosiians, nhay can be
preDS RGNS lxg‘&réﬂ&@@%ﬁ@h@%&ﬂmb@trm@wﬁ% f&%}é&@bés 59%%@,@@ controlied

such as the oral, rectal, nasal, pulmonar |caI includin cala
G o LA AP LTRSS P AN TGt Pehossvel

knogarentéerait(including subcutaneous, intramuscu-

Liguid dosage forms for oral administration inciude solutions, emuisions, suspensions, syr-
ups and elixirs.

Pharmaceutical compaositions for parenteral administration include sterile agueous and non-

aqueous injectable soluticns, dispersions, suspensions or emulsions as well as sterile powders io be
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lar, intrathecal, intravenous and intradermal) route, the oral route being
preferred. It will be appreciated that the preferred route will depend on the
general condition and age of the subjett to be treated, the nature of the

recoB%ﬂd%t'Q.ns be freatad.an utt.Qne %?tc'r‘réeé? redient ghos

Afaceutical om Ssitions for o MINStration: |n(r:Ef %Ot ! Céaale g atons
are gmie %wrri%rém@a@megg wﬁr@t%ﬁ% tﬁbﬂr@éﬁﬁ‘éwge%f'q@owders and
grandies: Wisere aipprapriate fdheyicandbeuprepared, witlncoatings;tsuchmes, gels,
inhaBSe NieHG r{r&sm%gp@égan be formulated so as to provide controlled

releaie of the D{aﬁlctrve Ny gr;ta sg%lg facewsa stagaeo% 10{% oogp%%d re

accordii B mRethet weII Llguid WS8R GE FOrmE 76 Ody weight per
day grefeaphi gt atiow %’id@lét@ékﬁ%’ﬁ@{“@rﬁ@ﬂér&ﬁ@héﬂ%rﬁﬁﬂsﬂiﬁﬁggﬁpﬁfgabw from
aboayoelixissolR harmgcetitaleompeositignsdfarparedteratadministiaten such as from 1

to 3'9&&99@&%&&%@%,@5&@%u UpoHsqniectable RoMIgRministration, the sex
ersions, susgen? or.emulsi II as sterlle powders

S
age éﬂ%faf]lftgﬁ? fife mrec%a%ﬁe s‘ofﬁr}roi{s %Vr? arSiGhs prio to Oftt%e B8 ion
irea@éﬁag iije rapREfsRTisa RSO AR ERE 10PBe @ﬁhﬁé@i@@cﬁﬂé@éﬁﬁﬁ"&ﬁﬂﬁﬁ“% in the

art. the scope of the present invention. Other suitable administration forms

'nclu%%m&%%mm%&rﬁm@%&%ew%&agarr@rﬁ\rﬁﬁs w%@rrse'gﬂknown to
atche lants etc typical ? osa in the range of from ab

o SO A L0 WG DA TR Bt B BIETEIAB ot B P cer
suc) Tf mb@&@wm@abdﬂ@y\ﬁ@@ﬂ perdLe ﬁ’rﬁ??ﬁb‘r@oﬁr@ﬁeﬁﬁﬁw Fhhirom about 0.1
to a8baUn0.fY, tnabrid ABfeglkgrboadbwegbihpetday, it iniste eebinpoume Or a salt or

othépeéﬁvg&%eﬁne&rgs%%rr&@a ;bcr@e?» 99565nd taet%réﬂraﬁage will depend
upont efrequenc and mode o admlnlstratlon th e SeX,
%7%‘# acgrflgﬁiguiar adminisira-

genef&r CBIRITEH Br fire LR THraN A SHRRIIE R AT
tioncoisiiciesee @Féﬁé@&ﬁ@hﬁf%@hé@ﬁﬁ@@ﬁ%@@ﬁ@g%fBeofFéQ?@H“Eé‘iﬁﬁfon
otherfagtarapuident todhasetiskibeddantheiaitiIdrefann itatianstanay or as a phar-

marﬂ:&ﬁr\églﬂ)%& QS!QEQ§%{E%%”&)HQ E&ﬂﬁfwg BW%IQ%JE@QH%% w&%&%und having &

those skilled in the art. At |caI unit do eform for oraI administration
o AR 500 P AL REIT o SFIBS HRPERG iy s, st
salig@mairereosd 0. esor@f%rﬁ@naimrhgy BrReferaBISPiveen abvpenirsidhasatbase form
of aﬁ&ﬁnmnaﬂﬁrM&dﬁéﬁfefﬁakﬂ)&ﬁmﬁl’mui.ré]&m@:tﬂb&b@uh@%emgcﬁbaaharmaceuzrcaﬂy

acc%%%g QQHQ ?e§§rjﬁeﬁr(le%ﬁ ;ﬁigg 'Mﬁ’é}é‘%éhﬁ F\%?rja"f’r?t sk f&gghfé%}(@are menticned

accord mg to t e invention. For ?arenteral I'OUI S; such as mtrave

<0 APGATIFRIATSEEIAT 3B SIATAP ZaMRin RS DO, Kb A dGel T g
clugsdhergiderot’aaUIoMEe NS Id 63 rAEE: R F iRl '@ eRHRTiSTFATIGA SPHEM or ammonium
ioncompounds of this invention are generally utilized as the free substance or

asa RJ?)? a?e%@?ﬁ%%&’ﬁlﬁ%lhét%ﬁ%&&%m% Eﬂﬁé%@@gogﬂﬁrﬁwmg f@rﬁarma |in sterile

acid addrtron salt ofacom ound avrng%a free base functionali

PGSR D PEE TS RO PR YA S B Bl S TARE IRy ﬂﬁﬁ‘%%ﬁt%m adueos
solgiienpreiaieeeindctbveiRtRshanFaasReer By ieating ddetutitigt gendered isotonic with

sufRtispensienofithest embasetarnontianecmpeiing et meddiereinyuitbraus, intramus-
curshem'&ﬂgﬁ&r%k%% Q&éﬁz&%%%%ve@m orr?e B@ﬂfé‘%%ﬁ%b’&hcﬁr%ra employed are all

acceptable aci resentative exam les of relevant morganlc and
reaé’r'ézfﬁ?é RERY 8‘%‘?3’5 hEGRREHS KIS¥0EC Py SiSFagR AN S ceptable salts of
a compéangd g&ﬁqﬁ@aqwémi@ﬁrh%mﬁglgﬂﬁm)@ylgr@u@ﬁ_orfiiere sterite agueous solution

and various organic solvents. Examples of solid carriers are laciose, terra alba, sucrese, cyciodextrin,
taic, gelatine, agar, pectin, acacia, magnesium stearate, stearic acid or lower alkyi ethers of celluicse.
Examples of liquid carriers are syrup, peanut oll, olive oil, phospholipids, fatly acids, fatly acid amines,
polyoxyethylenes or water. Similarly, the carrier or diluent may include any sustained release material

known in the art, such as glyceryi monostearate or glycery! distearate, alone or mixed with a wax. The
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clude the anion of said compound in combination with a suitable cation,
such as sodium or ammonium ion. For parenteral administration,
solutions of the novel compounds of tHé formula | in sterile aqueous

phar%%'&h?gal%QHﬁé’éﬁ%HJ ORHIERS ag&éﬁﬁiﬂ rﬁﬁ&@n%%@e%%%ﬂhﬁs%’f W@%P&ia | and the

employed. Such aqueous solutions_should be suitably buffered if
Pharﬁ‘é&%@?éw a&??d“ﬁ?éelfﬁdﬁfauﬁj% MfraEn e ?%?Sﬁ”cav\‘?ﬁfhe%iﬁ? dfsRge forms suit-
able éeilihe WisalflsrsDoe!TI9é Ftjurslitisolbtiefieardaensitalacsneeitemie fopresented in unit
dosdfEIRVAIMG UstHBHARALAT Gultak SubGianeeys and intraperitoneal

adminisialian. Theshele.avepus diedia eipplove A8 Bl SN presented as

) availa standar chnigues Known to t ose sk In t
discre Gt RSP HEFRFIREUGE & CRFErSRTRIGERAHE 2HIRFEUBIARS GrifarsT the active in-
gredsterimaybedussohitidna 38iahld vaioey. orozasitogoNasnts. iExarapidkedbrm of powder
or geplidLarieEs @i laciosssriapiialheafleiess. reycigdaxtinuiale: gelathign-water or

wat e@_%_ Lo gézgr%ﬁl %cha magnesium stearate, stearic acid or lower alkyl
ers of cellulose. Examples of liquid carriers are syrup, peanut oil, olive

oil, pheSpIOTHIES ‘Sfﬁﬁﬁdafﬁdﬁaiéﬁv aéféﬁ%‘?ﬁ1ﬁ%%p"i?a%99§%ﬁxzf%@§‘ﬁied placed in 2
harovgatgimeSianiady twevdzsriepdeditrent ey ipelnde &y ststainedacteases. The
armoRERE8kd l@aﬁwnﬂaytb&;awﬂawcmwlu@ﬂw paoRasieanals aielyasim 1 g. If a liquid

carrt Irsliéeu r%tqhg é%%)ar%{ éﬂ)ﬁﬂe Wétﬂ ﬁ\(y;v %ﬁ‘g—gp VQ}? pp gﬁn qg% e E@l{]eia ing ca?s%ée or sterile

comp ositio rme ombining the novel compounds o ormua
'”Jecé?ﬁﬁ@ti‘%l ‘bﬁé‘?ﬁ?&c%h?@éﬁ@%é@éé?Bi‘aaiﬂ%e&éiﬁri'@%dasﬂﬁﬁ%%ofbﬁcﬁwm
admihisteradbired vadetyaf dosagerfdriyssuitnadie faridiadisciosrds, may in the

cord OMHRs & Adpinistationnihe tfrsmnwam@n%ﬂwgc@my@&amlyhbmreﬁ%wof celiu-

loselnmls"c@gcifg% Sl?rgee (\?f;rcrgl b¥ H] etho,fd/§ml%)nq i IIQP art Bf %Crarﬂ[p pao%/ ium NE| tablet disinte-
FOIMUIATIONS of the present invention suita ef0tl oral administration ma ay

grarhRPFESBMEH A ARSTIRABST MRS YGEN At asstIvE ot tapifaEsS @gprp imately & mg of
hydcoptainingehpretetermineeamgmtaf SeragtiiEinagresient, dettodrichied
W@@@Q@@Mm@ﬁxﬁpmtcﬂﬂﬁ§ﬁ formulations may be in the form of

Powder. o granules, a5  solulign, ot susheASion an. agueous ot

se the compound of
non- aqueoué da or as an oil-in-water or water-in- oﬂﬁud“@mu
the faypia %‘BIF&‘EQFﬁéﬁ”ié"’ﬂIEé’&?&F HP%fFéﬂmnilgﬁ%{ﬂ@ﬁo'%i‘i%ﬁcé%ﬁﬁﬁsﬁ%?ﬁﬁéor exam-
ple, talbigtierts placed amenttiab g etatinestapielémgoowder or pellet form or it
can %éﬂytmee formahadiaaheiadazanrgs od BepamoHntekselid-easian Bay anaio-
OUSW |de but will usually be from about 25 mg to about 1 g. If a liquid
carrler isU eg the preparation may be in the form of a syrup, emulsion,
soft gelatine capsule or sterile injectable liquid, such as an aqueous or
All rmEneacpse s diguidisigspersioaiant sphiitaiont SeAd tygikrad tellsle handichiamaneby incor-
porﬁedﬂf@ %%@M%@Y%ﬂﬁi%é@h%@%@@ﬁ%%§uf@é’éﬁ IRAENLOK e individually and
a.com of the invention, 67.8 of lactosum Ph.

speE‘Pcaﬁy?’T% ate c% “1 i’ greé{rr]éilc Ora?%rsetn Ie ﬁg% ere & tm% in %{fls ?n%ety niergin (o the

mg o |ceI
maﬁﬁ#ﬁ'é?ﬁf%’(?ﬁﬁﬁﬁgd(% 12ablacrillin potassium NF, tablet dlsmte grant,
Rokhtenditdaas) andremgnesirstearas=Rin Eurongsniwith angoatirgpofid not be con-
strBBREMMAleN Radish ,,h)é@gqggypropyl methylcellulose and approximately
0.9 of M acett 9-40. T e|n lated | cerld used.as.,
Iajﬁgzé? for film. go%t?nx m#) cféswe g? %g acéﬁt%a con? é‘é’FPo%S&f" rovided
“e’f’r’ﬂs‘?d@féﬂﬁ%ﬁw”?ﬁ%ﬂé%ﬁrﬁﬁéé*%ﬁé”é@rﬁﬁdﬁh‘ﬂ’?ﬁ“ﬁﬁ@ RSAMOR F?Q?rcfb‘fﬁﬁﬁﬁ‘ﬁﬂ&ﬁ the
scopgthf treeroemiorefigethethphvasmaedleticaljaagtiae: suthstapedsfon ekans- be con-

stniRi€e SHRRIANEES FRASeRARIODEHRASS dessribed dbedaredoinginvention,

The citation and incorporation of patent documents herein is done for convenience only and
does not reflect any view of the validity, pateniability, and/or enforceability of such patent documenis.
The mentioning herein of references is no admission that they constitute prior art.
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Briefly, the compounds of this invention can be prepared in a manner
known per se or analo- 25 gous with known processes. All references,
including publications, patent applicatiths, and patents, cited herein are
here inc ted by reference.in th |r ntirety and to, ame extent .
e 1 B AT SRR i APt BB Tl o gy o
Pre“%kﬂé?a?@@ﬁﬁ?@i‘é%dé”aﬁﬂ were set forth in its entirety herein (to the
30 hxinumextantspernitad:byoctavh ddhhieadng sfarcsstipcheatdingscare in the
ciairHSEEhBEIGIn San conueniange, b RAsshguId not be con- strued as limiting
the invention in any way. The use of any and all examples, or exemplary
language (for example, such as") provided herein, is intended merely to
The figeinglgramelts sredhvertgnvand’ @ﬁéé“é@ﬁ@’ﬂaﬁ&éYdiﬁﬁﬁf@ﬂon onthe 35
scope of the invention unless otherwise claimed. No language in the
specification should be con strued as indicating any non-claimed element
Exasressential to the practice of the invention. The citation and incorporation
of patent documents herein is done for convenience only and does not
In tﬂ%ﬂé%?%lﬁ%ﬁé‘(nﬁ'&ﬁ fﬁi'@‘%ﬁ&‘Ff;?‘sp)%[?e'ﬁia’ﬁx‘?ﬁﬁ/toaﬁ?%ﬁ“@ﬁ%?&’%ﬁﬁﬂ}eé?’éﬂﬁ?‘”g" his
houpjsitent id otuirmints), Thditarentidramoplzerein iofméiforerebsis worauinissioh is milfili-

terGNANNEAONSHUIRBIIO A did(sHRTRIR oo S ABPESBINRIR ARticar magnetic
resc!é]é% rse e dg{;%%g%&ﬁ@ nl% i‘ég%md%oﬂ—?é st%{r ﬁ d?i'a%hEBdlg ¥ Qteric chioro-

vention includes a cations an

formy i ﬁ%%fstﬁ%xé%j‘?&crﬂ‘ﬁi?é?y Sitelt the claims appended hereto

as peinaittederpapplicbigiawyenihefollmvireyasaimplesers kiferatebse or anaio-
goug;/]@m?qkfngw,sg@@ggge@ot by Iimi(;at(ijon EXAMPI;ES In the examplle below,

the erms are intende e eneral. mean

his %&9 our Eiﬂ)o alton t%qf %St?ar s% WII'E %ns é;rtrOHEt%egh %{198 are given
In pATiRiBREMIfS) FP §?Wi‘hb?€’(§)>”ﬁﬁﬁ“i§ﬂﬁinms*@?€s§5 R fﬁfﬁ%ﬁa?taﬁﬂﬂrgl is

millimole(s), mol is mole(s), N is normal, NMR is nuclear magnetic
Exg@@g@nce spectroscopy, DMSO is dlmethylsquOX|de THE is

%t%%&dmfur o CBD lé’df deUt “0 Chljr(w)—ﬁ;?r p ndazme (Ph (?o dse

hexs HO dimet Brié pounds of tf fiS ivention
can be prepared in"a anner known per se or analo 15 gous with known
processes. raavere recorded on a Bruker 300 or 400 MHz
spectromet ifts (5) are given in parts per million (ppm) down field

from tetré“metﬂylsname as internal reference standard. Example |
8-Benzodioxol-5-yl)-6-(4-cyclopropylpiperazin-1-yl)pyridazine
ydrochloride o,N N2HCI dN~
Step 1.

3-Chloro-6-piperazin-1-vipyridazine

Piperazine (20.0 g, 232 mmol) and 3,6-dichloropyridazine (34.6 g, 232 mmol) ware mixed with 2-
butanone and heaied at 62 °C for 16h. The reaction mixture was ccoled to room temperature and the
precipitated product fittered and washed with 2-butanone. The solid was redissoived in DCM (250 mL),
filtered and ih= filtrate evaporated. The solid was dried in vacuo to yieid 37.3 g, 81% 3-chioro-6-
piperazin-1-yipyridazine,

'H NMR {400 MHz, CDCly) 8 7.21 (d, 1H), 6.80 {d, 1H), 3.60 (m, 4H), 3.00 (m, 4H).

Step 2

3-Chioro-6-(4-cycionropvipiperazin-1-yhpyridazine

3-Chloro-6-piperazin-1-ylpyridazine (8.83 g, 50 mme!) was suspended in THF {80 mL), and water
(18.9 mL), [{1-ethoxycyclopropyhoxylirimethylsiian (17.423 g, 100 mmol), acetic acid (8.5 mL, 150
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20 Step 1: 3-Chloro-6-oiperazin-| -ylovridazine Piperazine (20.0 g, 232
mmol) and 3,6-dichloropyridazine (34.6 g, 232 mmol) were mixed with 2-
butanone and heated at 62 C for 16h. The reaction mixture was cooled to
room temperature and the 25 reC|p|tated product filtered and wash

MM D SBHAN GRS HR LENP WSS B BRI Y ' bi‘%@?ﬁzgﬁerﬁl’j"”fﬂt&"@d‘%ﬁd atb2
for ‘e iltvates evaporhedoThensofid wasiri iiThiio 16 ViEIB03T 3agdaEser (75 mL).

The 31C G afrsRiP @y agimd oriRyrdazsewdd MivHRa(40Q Mg, it GE: ank Adeldover
n"ag#e_ala)iugn 89&%&'%%30?& cgmh ffla_gj ogy%%éWB %Hbro?é) §E?Bo%rc?bm[erazm 1-ylipyridazine

oro-6-(4-cycloo ropyl oiperazin-1-yil pyr|
3 R B B ES AT (4o &@%%ﬁ%‘i’}‘%&@&ﬁ&r{ﬁed in
'H NMHE 480Nhiz) CAStVIataP (L819.rAI90 (d, 1H), 3.60 (m, 4H), 2.73 (m, 4H), 1.85 (m, 1H), 0.48
(m, Hdrethoxycyclopropyl)oxy]trimethylsilan (17 423 g, 100 mmol), acetic acid
(8.5 mL, 150 15 mmol) and sodium cyanoborohydride (4.08 g, 65 mmol)
were added. The mixture was heated at 62 C for 16h, solvents removed
“F?rf’vacuo and the remalnder stlrred W|th DCM (100 mL) and water (75 mL).

-CMVdHa W@%@M@V@@Q&ﬁﬁ f%gki%@ltpbaéeswpztﬂWL 1M so-
d:urx Iﬁ qﬁjqa%e SQ\B{ gn %B@lrll%%r%%% Y|2:R¥ﬁ1k9&?d£b%ﬁe%aﬁa§9}h%| ychioride

was recry sta rom acetonitrile to |eld e produc
(116804 %Wﬁ“{ﬂ@d*ﬂ%%f@ﬁ%%dﬂéﬁfﬂo fPB@@@Bg(ﬂ‘ ﬁfy“’?‘@é‘)‘e(?ﬁd'oxybe“me
borati)a@d78. 3y A48 1res) (nes Bec0 a8 thamibki)eStep8atel to 80 °C for 16h. The precipi-
tate@7&3@@1&%@@ﬂé@é@k@ﬂ%ﬁx@(&vﬁﬁﬁ@@%‘d@@&ﬂ%@ﬂ ¥NQyiEdazinguo. The solid was

sus%%gmég&qﬁhlg{ﬂggol%%%% %uf%ﬁ&rﬁé"&@ez{n%%%%&%'g%\ﬂ% %vgs%dded. The

acet dium carbonate solution .
formpgt sqlgEes YRmBIs" M%’i&%ﬁ 'ﬁ‘@dgﬂﬁ%@ﬂﬂﬁ@fﬁ&i%ﬁw%ﬂ)@hi&ﬁ@ 47 he suspen-
siorgydsGTrreghiol ) véiteratired thadode gass étvirevabudander hiteogeioxol-5-yl}-6-(4-cyclo-
progyfhibdeihylenssinxhenzencsbarepiriacith (8 34, 50.3 mmol) was added

' G0E ﬁ%ﬁo%'%t”%@ %aé%q 9 80,C;fge 16h Thfes@r(ﬁc ?r’léf‘ 1ed Produeh  1py.

was filtered and was e Wlth acetonltrlle an water, an ried in vacuo.

8.1 X0lid WL ich et iRl 380 1RL) At & 3o Gl AGRICTor 3

MicqdrBGlsicdibxant:SeldtionGivdscatdded. The formed solution was filtered,

calgoncentatesinvacize.and gaetenitrile (100 mL) was added. The suspen-

e Ou '8” \%agiséqgeq_lf%rggla/, flklltqr:ggl?a/nd the solid dried in vacuoto yield
( benzo ioXol-5- yl -6-(4- cyc]o propylplperazm 1-yl)pyridazine as a

860/ R DMSO-d6) 5 37 d, |
Mo B B Y e R T SO (6 (6 g
pyr@@@%ﬁ%éﬁi@“@ﬂﬂe f @@‘%W@%rﬁ’ 65532"8“9”(!’1319 1%)@%9%1%“@@)@%9 sffect on
the (Imar2hby. fdwticroanalysis for C18H26N402, 2 x HCI, 1 x H20: Calc: C,
52.06%; H, 5.82%, N, 13.49%; Found: C, 51.91%; H, 5.85%, N, 13.57%.
25
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- AGRBEES, A

No mutagenic activity has been found for
3-(1,3-benzodioxol-5-yl)-6-(4-cyclopropylpiperazin-1-yl)- pyridazine
dihydrochloride. Furthermore, in tests1 with mice, this compound has a
reducing effect on the intake of food. 96 What is claimed is: 1.
3-%1,.3-Benzodioxol-5-y|)-6-(4-cyc|opropyIpiperazin-l-yl)pyridazine and

What &= §RB%Y Solvates thereof, preferably pharmaceutically acceptable salts

and solvates thereof. 5 2. A compound according to claim 1, wherein the

. 3-8nb/atedsciydrates-G-ATsnpapindragsorgding ri@ecladimnd sk errisdhiassatereor,

iSRG IRYARAGIRLAE - L0, A SHBRNDSAGSORFlg (O claim 2, wherein

the hydrate is the monohydrate. 5. A compound according to any of the
preceding claims, wherein the compound is in the form of the

2. Agimpproctieaénmienstiydrafeerdls iBe potvsiniscungragcording to any one of

the preceding product claims for use as a medicament. 7. A compound

. ABGRREIHIILAMG ISR G ereANG PO G GIaUTN R Use in the

treatment of obesity, dyslipidaemia, coronary heart disease, gall bladder
disease, osteoarthritis, cancer, eating disorders, impaired glucose

- A BIBPAHRS 26HRTEITD (RAITETES WARETi B PRTYITRIS (3 dea Maneedkie Alzheimer's

disease, nar 20 colepsy, attention deficit disorders, reduced wakefulness,

digi%rrgmc?gr%econdw%ns{ associated with epilepsy, motion sickness, ver- tigo,
INHADle BOWS ﬂgyﬁd?oeme, dementia, migraine or myocardial infarction. 8.

The use of a compound according to any one of the preceding claims for

. AlSEHANRNLLELRIBE R 2VAN LIRSS JEIY- AL Y LAMHGAS RIRLRURN b the

. Attenpoepasatiotirofta ol ane 2btna aceidtical reompasitionidoudh asteeatmeni«ot.

obesity, dyslipidaemia, coronary heart d_iseas_e, gall blad- der disease,
O e P e DS U oy
AySER KBRSy CORISRLIITH EReReRl SBY QErierslnseed orfaretlieSentey GRifiB AiTTders,
ingleiegn, chinnvaytakisarde tme e galatien skgasticiacidese eretiom, diatehoea, disease, nar-
Senditapsiassaciatedwdth rpllensy-raRiiRa-Sickess Xﬁﬁgaﬁ?émﬁmﬁorders, regu-

owel s ndro:gﬂe dementia, mi- 30 g{aine or myocar ial.nfarctlop. .
ladion of gasiric acid sécrefion, diarrhoea, conditions associdted with epilepsy, motion sickness, ver-

tigo, irritable bowel syndrome, dementia, migraine or myocardial infarction.

. The use of a compound according to any one of the preceding claims for the preparation of a phar-

maceutical composition for the {reatment of obesity, dyslipidaemia, coronary heart disease, gall biad-

der disease, osteoarthritis, cancer, eating disorders, impaired glucose tolerance, type 2 diabetes, al-

“lergic rhinitis, ulcer, anorexia, Alzheimer’s disease, narcolepsy, attention defici disorders, reduced

wakefuiness, reguiation of sleep, airway disorders, regulation of gastric acid secretion, diarrhoea,
conditions associated with epilepsy, motion sickness, vertigo, irritable bowel syndrome, dementia, mi-

graine or myocardial infarction.



