141 weighted syringe fitted with a 23G needle as applied to the shaved back of a guinea pig
(Cavicoorcellies) is asseSsed following subcutaneous administration of sufficient (50 Jil. 10 mgiml)
solution in saline to raise a visible bleb on the sldn. Each test is performed on the central area of the
bleb and also on its periphery to check for diffusion of ##e test solution from The point of
administration, if the test animal producins a finch in response to the stimulus, this demonstrates the
absence of blockade of pain sensation. Testing may be carried out at intervals for up to 8 hours or
more post- a,ggg%%t@ilg% ahe %‘FES Q_I, leb formation are examined after 24 hours to check for skin
abnormalities conseduent to loca L3R RSF ARG BrRdst Sustakred rbifresvakicizUSedd@breelius)
preparation Bf HéStESEEtRmbcutancolk hefolowingexampRsA esoffered %%gys&(lgl‘ysglatzi’%n and
not byway ofisniatiabiel Bitbe-ExRRlesEand,uniess otherwise specified, startin materals were: ©
obtained frog ryvgg-lc%g%\{]venkcommiercial supply hou es, €.0., ﬂfdr%’fh‘“?f’l‘féh’?ﬁ?ﬁ% Bishyerrackee,
WI), and were § A e R BRI Ot *Etrieiveerifethyhetent etmhmisfersite diEthyl @hermH."
volume: Qﬁféaﬁlﬁﬁﬁg@@pﬁﬁ%ﬁﬁ%@?ﬁéﬁéﬁgﬁ%@%T”ffEM&@%‘% P
(2,2R)2-[(BR:HYDROXYPYR %IDLNYE.H. -stﬁ% BTl GRPPRENETRORIJE VB GREXANE
MONOLIY DR BRIEEREOMPGURILY, Tie'tdactn dotremsifos thespreparatianl aficampeund |
described h&r&t suiaEt PR te @ hFighink hPIRERARATION: QF INTERMEDIATES .7V-ten-Rutha
ortyl-3R-pyrrelidinol (IR) 14 1 a The present invention also provides any one of the embodiments
disclosed below and indicated with the numbers 1 to 100. 1.A compound of formula (IA), or a solvate,
pharmaceutically acceptable salt, ester, amide, ¢ mplex, chclate, stereoismom, stersoisomeric mixture,
geometric isomer, crystix%icn [r amor 'us form, metaboi e, metabolic precursor or prodruEt thereof:
24 RS 174-1-0R (1A} whereir: R KA a5 0 i} Y e s coeed v rovayfd foggetunhfroXy
and C:-Caatﬁfo%’/‘,ﬂﬂaﬂ‘ffdiﬁ@dimﬁéd@éﬂaﬁmmp@p@mst@w@w geemBtiicdsomarsihe.f,and
mixtures theneoferith sheipravise, that RRA andi 10ii, gl be%I% /drogen. 2. A compoun of
formula (IAbg@gg{gi&%? claim 1 a%fséa!va;c% harm%ﬁﬁ%ﬁ@%&%ﬁg g’ salt e stendudriga
isolated enantiomeric, diastereornetic o] ShBmEtit TEbmar Sirferbenand histures thereOhiG. dfers
compound SRR (%) AEebdiEny rehirdraa volatezpharones HisalbhAS eRIBRIR SRIL weisht

ratios unless otherwise mdicated.

BEXAMPLE 1

(1R, 2ZR)-2-[(3R}-HYDROXYPYRROLIDINYL}-1~(3,4-DIMETHOXY PHENETHOXY )CYCLOHEXANE
MONOHYDROCHLORIDE (COMPOUND 1).

The reaction scheme for the preparation of compound 1 described herein is illustrated in Figure 1

PREPARATION OF INTERMEDIATES

N-teri-Buioxycarbonyl-3 R-pyrrolidinol (1R)




thereof, wherein, R.4 and R5 are independently &elec. 4 from hydroxy and C:-C6alkoxy, including
isolated enantiomeric, diastereomeric and geometric isom rs thereof, and mixtures thereof. 4. A
compound of formula (I1A) accori t to claim I, or a solvate, pharmaceutically acceptable salt thereof,
including isolated enantiomeric astereomeric andlééémetric isomers thereof, and mixtures thereof,
wherein, Rgn}iﬁs pé/s%r1 en,tR4 an 5 areéndependentlé selected from hydroxy and Cl-Céallcoxy. 5. A
compound of formu a%(ﬁ? AL BIAMG O ERHY T or dRoRare I prarEiedaticdlyoaceepiabiensdlt, ester,
amide, corfipletocchatates eredidomer, stereoisomeric mixture, geometric isomer, crystalline or
amorphousl_formAmgr}laggrllg%f f%%k%l%[i recursor or prodrug thereof, including isolated enantigmeric,
diastercomeric and geome ¢ isomers therest, and MRS WA A RRER TP R ST Haiby sAmIes and
RS are ind&iiitie Ay 4eIBet frolieCRTBakaRy e, AzsomapoaricbafformutaloiApacensdinguto eiim 1,
or a solvateephakmasauticalraceeptabledsalihergof includine isolated enandorneric, diastereorneric
and geometric isomers thereof, and mixtures thereof, where3 is hydrogen, r1/4.4 andPA are
independently selected from Cl-C6alkoxy. 7,.8 ¢ PO d & formula (I1A) according tg'claim 1, or a
solvate, pharmaceutically acceptablé ¢ x. chelate, siereoisomgt, stereoisorneric
mixture, geometric isomer, crystalline morphous for efabdlite, metaboli¢ precursor or prodrug
thereof, including isolated en tio eric, di eh¢ and etric isOD1M7 thereof, and mixtures
thereof, wherein, Rs is hydrogen,and R5 are C ialkexy. 8A compound of fory ula (IA) according to
claim 1, or a solvate, pharmaceutically acceptable: sa‘Ff‘therZBI including jéolated enandomeric,
diastere.orn%ric,and eometric isomers therand mixtures th rez)f, whereifi, P.3 is hydrogen, R4 and R5
are C allcoXy"6 A Rurfipatih 8 offoltEnseers, sieaiselfame, paemadegivalinaoepiie sahiiiiy
amide, conigoleted ehetditensterdbisamarae/fDIRRMENT: KIS, 86 QEELHE ISOMRL BIYSI WY the
amorphoug,{g;@atmg@p@iggd '%J?JQBQUQ}M?M%Q&PV predrug theregf: diast<s emmerie and geometric
isomers thereof, and mixtures_ ding to claim’9, or a solvate, phay, aceutically acceptable salt thereof,

wherein, R and 4 SRR AE TR S BattSerHEn Ry triRy lang CrTsalpexyinlvding dsalatdesalt
enantionmthsraistehebmpesdant gentticisodianstherent, afll fixitRSiRgtR0Mhereof, and mixtures
thereof. -/

3. A compound of formula (IA) according to »- 1, or a solvate, pharmaceutically acceptable galt
thereof, wherein, R4 and R; are independently selected from hydroxy and C,-Csalkoxy, mcluding isolated
enantiomeric? diastereomeric and geometric isomgrs thereof, and mixtures thereof.

4, A compound of formula (IA) accordipg to claim 1, or a solvate, pharmaceutically acceptable salt
thereof, mcluding isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures
thereof, wherein, R, is hydrogen, Ry and/Rs are indspendentlyf selected from hydroxy and C,-Cgalkoxy.

3. ‘ A compound of formula (IA)Yaccording to claim 1, or a solvate, pharmaceutically acceptable salt,
ester, amide, complex, chelate, 3 ereoisomer, sterecisomeric mixture, geometric isomer, crystalline or
amorphous form, metabolite, Metabolic precursor or prodrug thereof, ‘inclnding isolated enantiomeric,
diastereomeric and geometyfc isomers thereof, and mixturss thereof, whcreiﬁ, R; is hydrogen, R, and Rs
are independently selectpf from Ci-Cealkoxy.

g. A compound 4f formula (IA) according to claim 1, or a solvate, pharmaceutically acceptable salt
thereof, including/isolated enantiomeric, diastereomeric and geometric 1somers thereof, and mixtures
thereof, wherei, R; is hydrogen, R4 and R are independently selected from Cy-Cealkoxy.

7. A cg fipound of formula (1A) according to claim 1, or a solvate, pharmaceutically acceptable salt,

ester, amfde, complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer, crystalline or



17.A compound of formula) according to claim 9, or a solvate, pharmaceutically acceptable salt
thereof, including isolated e tiome.ric, diastereomenc and geometric isomers thereof, and mixtures
thereof, wherein, R., is Iriv gen, 12,4 and R5 are independently selected from hydroxy and
Cl-C6allcoxy. 13.A componra4 of rmula (TB) according to claim 9, or a solvate, pharmaceutically
acceptable salt, ester, amide, comple chelate, stenroisomen stereoisomeric mixture, geometric o er,
crystalline Or amorphous form. etabolite, metabolic precursor or prodrug thereof, including isolatgd
enantnomer|é%@é@ﬁemrmmlgememameﬁdhefqggﬁgi@%grg@lgag{gqgm\g@gr%g\m 3 is

hydrogen, Ré&iaaiRaase indepsndenty-selegied from,GLGoatkoXy. 4 A compound of formita (1B)
according to glgim,9, or a soglate, pharmaceuticaﬂyagg(:rflult)é%fgssaff%?l%?éﬁf?‘fh adfiyfsenstel and Rs

. . AAILOXY. . . . . / .
mantiomeric, tha teradmeric and geometric isomers thereof, d mixtures thereof; wherein, R3 Is

hydrogen,. R4 and RSarecindepdndert{setectetkiFoi G G AKX k5 AFABARKDA, o gortg‘]gléaal(tB)
according totskaisr Snata-sohaiePharmAReYt i, aceeptable anﬁlt’ ester, amide, chelate.
stereoisomey, ég%e“%someric,nﬂxégre, gﬁgmetric gamer, crystaifine SR STPRBTSTOpT, ARdtatsonTe
metabolic precursor A BFoch g iEEst, ittt diut isolake enantiomeric, diastereoy Aeric and geometric
isomers ther&of, arccrmruEsfifersol WRere Klsdydingencdd-andda e ClalKoxY e Rom

-

X

1
compound oéﬂaw,u@&'{&@&&pog@}&g&g&gi%&r a sglvat harmapceuticall acceptable salt tﬁeréof,
including isoajed ??Qantiom ric, diastereomeric ande’ge%ov%ﬁgt}%%rﬁsg%ﬁ’hé%%ﬂ R i LSS e 86

r

wherein, Ra is hydrogen, i Brecusior of PIRPIME TS . A compound of forpula (IC), or a solvate,
pharmaceut ly acceptable salt, ester, amide, complex, chelate, stereoiso r stereoisomeric mixture,
geometa isomnr, crystalline or amorphets Togy . ofi bolic p ‘ecursor or prodrug thereof:
(IC) wherein, Ra, R4 and R5 are inde Iected from mhroxy and Cl-C6alkoxy,

including isolated enantiomeric, diastereac-a m théreof, and mixtures thereof, with
n

the proviso that R3, R4 and R5 cann - all be hydrogen 18.% compbund of foa (IC) according to claim
17, or a solvate, pharmaceutically acceptable sa reo isolat enantiomeric,
diastereomenc and geometric isomers thereof, and mixtures tfigyeof. 19. A pompom of formula (IC)
according tovaleiam.17;, dL.asbRates piﬁa;rmw@gtk@@ue@cgggtg@o At ﬁ?(g of, wherea R5 are .,
independentjyo%gq%ém&y%%&s%&%n clc alkoxyéh_lnc|ding ?so’|a e& %r%n%rgéﬁgoéﬁr‘%%qﬂéric

and geometric isomms thcreofrand mixture’s t draor e promers thereof, and mixtures fhereof, with the
proviso that R;, R4 and Rs cannot all be hydrogen. '

10. A compound of formula {(IB) according o 9, or a solvate, pharmaceutically acceptable sait -

thereof, including isolated epantiomeric, comeric and peometric isomers thereof, and mixtures
thereof. /

11. A compound of formula (IB) acc,g fo claim 9, -or a solvate, pharmaceutically 'acbcptable salt

thereof, wherein, Rs and R;s are indepc enﬂy selected from hydroxy and Ci-Cealkoxy, including isolated

. - - /
enantiomeric, di i fnetric i ]
, diastereomeric and gc etric 1somers thereof, and mixtures thereof.

12. A compound of formula /Q,'éﬁ according to claim 9, or a solvate, pharmaceutically acceptable salt

thereof, mcluding isolated - diastereomeric and geometric isomers thereof, and mixtures
thereof, wherein, 33 is hycn, R4 and R; are independently selected from hydroxy and Cy-Cealkoxy.

13, A compound ' (IB) according to claim 9, or a solvate, pharmaceutically acceptable salt
ester, amide, chelate, stereoisomer, stereoisomeric mixture, geometric isomer, crystalline o;

amorphous form, etabolite, metabolic precursor or prodrug thereof, including isolated enantiomeric,



141d 20. A compound of formula (IC) according to claim 17, or a solvate, pharmaceutically acceptable
thereof, including isolated enantiorneric, cliastercomeric and geometric isomers thereof, and thereof,
wherein: R, is hydrogen, R4 and Rs are independently selected from isydroxy and CI-C6 21. A
compound of formula (IC) according to claim 17, or a solvate, pharmaceutically no ester, amide
complex, pinnate, sterectomer, stereoisomeric mixture, geometric isomer amorphous form, metabglite,
metabolic p pradrug thereof, includin isolal diastereomeric and geometric isomers t ereof,
andmixturerf%%%é%sh%% n, gf i%calrsémfﬁaseg‘é??ﬂ A SetderadbvesRt CibesalkBxis A e0RPOIHT of
formula (IC)%EGFH?H@“PHYCW%\W@?EOW@%Nmey.peutically acceptable salt thereof, including jéolated
enantiomerit4.diasteteappaliiCoAREHAae NedRks ‘and mixtures thereof, wherein,/R3 is
hydrogen, Ré.ang R5,are ind EQﬁeﬁ;{w(:J|en?l;?;electe,d%;"artcgh r?l g&?%’é%llfo%(oﬁ aljf%.&hé%ﬁ%ﬁ)‘ﬁ?‘?&yo GRARTSHIC)
according to_claimi 17, or a solva, AP atSutit i EEEetstdnfe SamEsteroarmdé ool pie) mohetate,
stereoisomé}r‘?&%fré*%%@n%?@M@Ffé%ﬂg@@ﬁﬂétﬁm@d%aﬁ&y&tﬁum@ﬂ amarpheusfept/metabolite,
metabolic pﬂécursﬁrdafnpmgjirugfﬂanm;, irsluding; t; antiomeric, diastereomeric and eometric
isomers thegggf, and mixtureseaf, L@va\éhe(rmt;:y‘g?n,_Rs is ygr%%égr%’ﬁ@aa?\o V%’ 3%“{’3?% o5 f&?ﬁ?‘"’%ﬁﬁ?ﬁound
of formula (IC) according to claim meir, SRS SRS RB e ety setertad Fonvhydragen, dydri
oxy and Ci- CBAREO% el it idol anetiemarntiermsic drasterepmeric anskaeol elicisumsrsigreof,
and mixturesdsierentsivitadhepeevisethal Re-B4 SRmaaaNgLall he hydrogen. ! ereof, including
isolated enaptipmgrig, diastereomeric and geometric isomerg%ﬁgi%bﬁv %Xﬁe e SerEb v 39 A
compound of formula’(ID) according to claim 25, or a solvate, pharmacegdticacceptable salt thereof,
wherein, R4 &ind H5°arpRicpeieanyBecrdiirom Hydroxyranebok oalkaxdeinshgingisaipied
enantiomeribsttiefiterhoing iieiand gremelsicisamersdhereqhApd,mi Kyres thereof. 28 A compound
of formula Qg}e@gq@ggj&g, ﬁoigl[%iggoza% %rr;ﬁa § v?}rtgacpa guticauy acgeptable Salt t eredf,aﬁ%ldﬁiﬂ’i‘ﬁgs
isolated en%tiomiric, dias ereorngtlc’ ana gesmetrit Mers thepéof, and mixtures

. compound of formula (IC), or a solvate, pharmaceutigdlly acceptable salt, ester, amide, complex,

chelate, sterecisomer, sterecisomeric -mixture, geometric/ isomer, crystalline or amorphous form,
Y

metabolite, metabolic precursor or prodrug thereof:

Ry

Re
- }\/\\\‘

Rs

T on
| ac)
wherein, R3, Rs and Rs are independgntly sslected from hydrogen, hydroxy and C;-Cealkoxy, including
isolated enantiomeric, diastereomgric and geomefric isomers thereof, and mixtures thereof, with the
proviso that R;, R and Rs canngt all be hydrogen.

18. A compound of formia (IC) according to claim 17, or a solvate, pharmaceutically acceptable salt

s
ﬂlﬁeof.

19. A compoung of formula (IC) according to claim 17, or a solvate, pharmaceutically acceptable salt

thereof, wherein/R, and Rs are independently s.electe:d from hydroxy and C,-Csalkoxy, including isolated

enantiomeric/diastereomeric and geometric isomerts thereof, and mixtures thereof.



i thereof, wherein, R3 is hydrogen, R4 and R5 are independently selected - 41hydroxy and
Cp-C6alkoxy. 29. A compound of formula (ID) according to claim 25, or a sol ; phannaceuticially
acceptable non, ester, amide, complex, chelate, sterepisomer, stereoisomerie ijiture, geometric
isomer, crystalline or amorphous form, metabolite, metabolic precursor or prodru hereof, including
isolated enantiomeric, diastereomeric and geometric isomers thereof, and raixtur hereof, wherein, R3
is hydrogen,R.4 grng Rs Qﬂrgoipg%gg%d?ntly selected from Cr-C6alkoxy. 30. A compound of formydla
(D) according to C am 25, or a solva X AR TR St beptatsid gt themeofunsliydirgrisatoiae
enantiomeriReatasiaradna cumiatd d-ativetric idometsieateaid animidurestheraelwherein A3 Eis
hydrogen, ReérasihRErarerd epgresR > Ikoicy. 31. A.compound of forpiula {ID)
accorng to giaim 25, or a u%glgpge{nprfa m%ﬁ%ﬁ%ﬁ%%%%%%%éﬁ RS 2ebmpftestetielatt,
stereo’ .me:, stereolsomerie X u’r‘é?é%%ﬁ%ﬁﬁ@?%d%”é?}%r%tﬁ?lm@&%mm@mnw rdetaholile,
meta he prétiGtsEFBEpreapiRy. thetest, fterdugimgriselatetsepantiomese, giastereorglic And geometric
iss thereof, anstpiixiues hereafwhareifbiR 3 n. R4 and Rs are C| alkoxy,/32. A compound
of fo ala 023),agerding to claim 25,.0r a soh%%%ggcrbngj%rcbe%%%a V'ac SBHARTRSSEN AL BT RTItEing
iso ed enantiomeric, diaste SOMmetic ang 8&8???8%@%5%@@%@&9@ sharemixuresfterenf Rwherein, it a
hydrogen, R& indeppadzntieseyori S Ci33akogmpound of formula (LE), or a solyate pharmaceutically
acceptable zalt, estefmastide reorexiChelaleRIBE i stereoisoineric mixture, geometric isomer,
crystalline qﬁggg@rﬁmtg{imisgﬁtgbgifg r$netabo.li€,;:e gz%guﬂ}i%z 8% Sr%" Tug therss _‘"ufﬁ%%(,\?ﬁ%%ﬁqi,eﬁ%ﬁand
R5 are indeﬁferndenﬂy se cted romaﬁly

GRS SRS TS B s - exsaRBiy iprotuel g aslatédnixtures
orantiome et dEarRe fichatiasge ot el isariersriere0f, dllsidUregbeteatyith the proviso that
R4 and Rs @annot abigobytle@geuia (IC) according to claim 17, or a solvate/ pharmaceutically acceptable salt,
ester, amide, complex, chelate, sterecisomer, stercoisomeric mixtupé, geometric isomer, crystalline or
amorphous form, metabolite, metabolic precursor or prodrug thefeof, including isolated enantiomeric,
diastereomeric and geormetric 1somers thereof, and mixtures thefeof, wherein, R; is hydrogen, R, and Rs
are Cialkoxy.

24. - A compound of formula (IC) according to claim 17, or a solvate, pharmaceutically accepiable salt

thereof, including isolated enantiomeric, diastereomerjé and geometric isomers thereof, and mixtures
thereof, wherein, R; is hydrogen, R4 and R are C; alkoky.
25. A compound of formula (ID), or a solvate, yharmacentically acceptable salt, ester, amide, complex
chelate, stereoisomer, stercoisomeric muxturg/ geometric isomer, crystalline or amorphous form

metabolite, metabolic precursor or prodrug thgteof:

VAN

v (ID)
wherein, Rs, R and Rs aré independently selected from hydrogen, hydroxy and C;-Cealkoxy, including
isolated enantiomeric, fiastereomeric and geomsinic isomers thereof, and mixturss thereof, with the

proviso that R;, Ry agfl R; cannot all be hydrogen.



34. A compound of formula (2) according to Claim 33, or a s2 vale, pharmaceutically acceptable salt
thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof, and Mixtures ,
thereof. 35. A compound of formula (S) according ta4laim n , or a solvate, pharmaceutically
acceptable salt thereof, wherein, R4 and R.5 are independently selected m hydroxy and
Cp-Csallcoicy, including isolated enantiomeric, diastereomeric and geometric isomers ereof, an
mixtures th%eof 36. A compound of formula (2) according to/claim 33, or a solvate, pharmacedtically
acceptable salt tHe FRBP AR igTREmIEY exemierfendydias, reomercaplgeeanaticisemsatsihareof
and mixturésthereofining isins R4 andiRE-aredRdeRRRiED .selegisd-fomaydroxy and ChifCsallcoxy.
37. A compguagkof formula (2) ace - g to claim 33, or a solvate, pharmaceutical ytasé’c’ep SRS
ester, amid‘;l omplex, chelate, stere some; stereoisomeric mixture, geometric isomer, rystalline or
amorphous orm “h iSRS hiome B fel rserdinprodeiagtiiereot; ioblutelj phisalated 00 ARIQ MRS g
diastereombricendigeonitrisdR et thereaki-Md-n s NEReLWAR BN B 2 lggugre

independer&;{mg@&g&%@gg&%éa%lﬁxg. 3.éccgm oird of fo ula (M) according tg'claim ]§,goisr° ted
solvate, ph%maceutlcally acceg)tab e Saf th

| T¢Ity MG SO P erahtiGTRyiC, diastereomeric and
geometric, S metsTTEREBE ahtPARkeIes trerdiog wherenld R ak/ind SRERLeBvAEE Irstaicon

C:-CaalkoxipBefAisoninn tsaffar ratla fih) AASREAeEIAN 33-0LA SR gharm %cngutic?lpés
Tic

mrx

aCceptablasalbrester i&rﬁiqg]gmgl,% Glaciate, stereoisomer, stemoisoy cric mixture, geome
isomer, cry§§allin or 314%(3%: amor éﬁﬁgn o%?n%?n%?zeﬁ%rh PTG BHEPRbITSsY tddrodiatiereof,
including isblated eFaNtio L {oFEtin SR BRTERbIRcmISSnvers tipfeofraned-miiliesc i8Rkl
wherein, kteiivd R8idrecOimlicoxyhel:, Araasnpacndetiastmiad ik varcquling o Glaim 3%&& solvate,
phamiaceutigatbhaz .soahie salthetealing!udl isolated enanfionaeric, diastereommic and
geometric isgmers there %n& mixtures therecl)ﬁ% gv}\%é)rxéior{, R EAIREISOIAE. FoEiPpBlnd, or
S S RO B A el s pthreseyfatracteptatie Bait theregd iBGluding

mixture comprising com
isolated enafstisimreméeriastereaiioncCatdaenmetric iSO, thereof, and mixtures thereof, selected

from the gresip cQNsistNGRfof formula (ID) according to cl#ffm 25, or a solvate, pharmaceutically acceptable salt

thereof, including isolated enantiomeric, diastergomeric and peometric isomers thereof, and mixtures
A >

thereof, wherein, R; is hydrogen, R4 and Rs areAndependently selected from C,-Caalkoxy.

31. A compound of formula (ID) accorging to claim 25, or a solvate, pharmaceutically acceptable sat,

ester, amide, complex, chelate, stereoigbmer, stereoisomeric mixture, geometric isomer, crystalline or
2

amorphous form, metabolite, metahdlic precursor or prodrug thereof, including isolated enantiomeric

diastereomeric and geometric isgfers thereof, and mixtares thereof, wherein, R; is hydrogen, R4 and Rs

are Cyalkoxy.

32. A compound of fopfnula (ID) according to claim 25, or a solvate, pharmaceutically acceptable salt

thereof, including 1s0lz ed enantiomeric, diastereomeric and geomstric isomers thereof, and mixtures

thereof, wherein, Ryts hydrogen, Rs and Rs are Cyalkoxy.




Structure Checal name i CH3 ()CHB OH (112X ,2R’ 3,23)-2-R.)/(33)-Hydroxypyrrolidim41—1-
(3,4-dimetxyphenethoxy)-cyclohexane ., DCH3 0cH3 r--wok (1 R,2R)/y
;28)-2-[(3R)-11ydroxypyrrolidirty11—1—(3,4- 141f

33. A compound of formula (IE), or a solvate, pharmaceutically acceptable salt, ester, amide, co

chelate, stereolsomer, stereoisomeric mixture,

geometric isomer, corystalline or amorphoyé form,

metabolite, metabolic precursor or prodrug thereo £

N . Rs
OH
wherein, Ry and R; are mdependently sslected from hydrogen, hydroxy/and C;-Csalkoxy, including

isolated epantiomeric, diastereomeric and geometric isomers thereof,

d mixtures thereof, with the
proviso that Ry and R cannot all be hydrogen.

34, A compound of formula (JE) according to claim 33, or a solvate, pharmaceutically acceptable salt

thereof, including isolated enantiomeric, diastereomeric and
thereof

35.

dometric isomers thereof, and mixtures

A compound of formula (IE) according to claim 33, or a solvate, pharmaceutically acceptable salt
thereof, wherein, R4 and Rs are independently sslected from hydroxy and C-Cgalkoxy, including isolated
enantiomeric, diastercomeric and geometric isomers
36.

ercof, and mixtures thereof.

A compound of formmula (IE) according to/claim 33, or a solvate, pharmaceutically acceptable salt
thereof, including isolated enantiomeric, diaspereomeric and geometric isomers thereof, and mixtures
thereof, wherein, R4 and R; are independen
37.

selected from hydroxy end C-Csalkoxy.
A compound of formula (IE) accefding to claim 33, or a solvate, pharmaceuiically acceptable salt,

ester, amide, complex, chelate, steregisomer, sterevisomeric mixiore, geometric isomer, crystalline or

amorphous form, metabolite, metgbolic precursor or prodrug thereof, including isolated enantiomeric,

diastersomeric and geometric is

ers thereof, and mixtures thereof, wherein, Ry and R; are independently
selected from C;-Csalkoxy.

38. A compound of formula (IE) according to claim 33, or a solvate, pharmaceutically acceptable salt

thereof, including isolgted enantiomeric, diastereomeric and geometric isomers thereof, and mixtures
thereof, wherein,

39.

d R; are independently selected from C,-Caalkoxy.

A compaodnd of formula (IE) according to claim 33, or a solvate, pharmaceufically acceptable salt,

ester, amide, £omplex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer, crystalline or



Ahmerhoxyplaenethoxyt-cyclohexant  -,,0cH2 OCH O_I-l
R,2R)/(1S}12%)-2-[(38)-11ydroxypyrrolidinyll-l-(3,4- d|methoxyphenethoxy)-cyclohexane F CH'_'a oc
-l (1R,2R)-2-[(3R)-Hydroxypyrrolidinyil-1—(3,4- dimétimoxyp'nenethoxy)-cycilohexane F 11 .. -
N(CH2

amorphous form, metabolite, metabolic precursor or prodrug thereof, including isolated g,n““ﬁ

diastereomeric and geometric isomers thereof, and mixtures thereof, wherein, Ry and R; are C,alky.

40. A compound of formula (JE) according to claim 33, or a solvate, pharmaceutically ac table salt

thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof/ and mixtures
thereof, wherein, Ry and R are C,alicoxy.

41. A compound, or mixture comprising compounds, or a solvate, or pharmaceptically acceptable salt

thereof, including isolated enantiomeric, diastereomeric and geomefric isomeps thereof, and mixtures

{hereof, selected from the group consisting of:

3 Structure Chemyibal name }
0 OCHs
O\ \/‘\Ci (1R, 2R)/(18,28)-2-[f3R)/(38)-Hydroxypyrrolidinyi}-1-
D‘NOH OCH; (3,4-dimethibxyphenethoxy)-cyclohexane
e DCH,
: @ \/\C[ (IR, 2ZR)/(}S,2S)-2-[ (3R )}-Hydroxypyrrolidinyl]-1-(3 4-
D o OCH, dimethoxyphenethoxy)-cyclohexane
et
'f"O S 0CHs
i - RLZRY/(18,28)-2-[(3S)-Hydroxypyrrolidinyi}-1-(3,4-
D‘OH OCji;,/ dimethoxyphenethoxy)-cyclohexane
(@) CHs
g (1R,2R}-2-[(3R)-Hydroxypyrrolidinyl}-1-(3,4-
%D o OCH, dimethoxyphensthoxy)-cyclohexane
santtif]
o} . OCHs
| Of ? P (1R,2R)-2-(3S)-Hydroxypyrrolidinyl}-1-(3,4-
) "y ) OCH; | dimethoxyphenethoxy)-cyclohexane
O
] \/Y\I/OCHB
‘ | K (1R,25)-2-[(3R)-Hydroxypyrrolidinyl}-1-(3,4-
N \/\OCH3 dimethoxyphenethoxy)-cyclohexane
L feist




oH (1P_,2R)-2-[(33)417ydroxypyrrolidin - d
CH3 | tt---\ OCF:3 (1R,28)-2-[(3Pcf-Hydroxypyrrolldlqyﬂ

141h och; ...,.. 1 143 1.... j-tivOH

yn-1-(3,4- dimethoxyphenethoxy)-cyclohexant-

e

El-(3’4- dimethoxypheneth.oxy)-eyeloheiczne

O,

OCH,

N
OH

(1R,28)-2-[(38)-Hydroxypyrrolidinyl}-1-(3,4-

dimethoxyphenethoxy)-cyclchexane

MO\A@iOCHz

(15,2R)}-2-[(3R)-Hydroxypyrrolidinyl}¢1 (3,4~
dimethoxyphenethoxy)-cyclohgkane

(15,2R}-2-[(3S)-Hydroxypyrfolidinyl}-1-(3,4-
dimethoxyphenethoxy)-cyclohexane

Q

Q

X
a

(15,28)-2-[(3R)-

droxypyrrolidinyi}-1-(3,4-
dimethox

enethoxy)-cyclohexane

(18,28)-2-[(38)-Hydroxypyrrolidinyl}-1-(3 ,4-
ethoxyphenethoxy)-cyclohexane

(1B£285)/(18,2R)-2-[ (ARY/(38)-Hydroxypyrrolidinyl}-1-
(3,4-dimethoxyphenethoxy)-cyclohexans

42.

A compound, or mixture co

consisting of:

rising cormpounds, or a solvate thereof, selected from the group

-

Sméture
/

Chemical name

|

Srass
4y Q .noH OCH3
/N : HCI

(IR, 2R)}2-{(3R)-Hydroxypyrrolidinyl}-1-(3,4
dimethoxyphenethoxy)-cyclohexane
monohydrochloride

)



(11C,25)-2- [(35) -Hydrorypyrrolidiny1]-1-(3,4- dimethoxyphenethoxy)- cyclohexane.

60, " Meeee <001-12 1 —---=-")A4=--Th'=--ermmo-- tet-i; -

(15, 2R) -2- [(3R) Hydrox3pyrrolidiny11-(3,4- dlmethox)phﬁmethoxy) cyclohl O..----..,_,-OC.H: 1
" 4------- ocl), \---ROH ---/ (15,2R)-2-[(35)- 14ydroxypol|ct|ny1) -1-(3,4-
d|methoxyphenethocyclohoxane r.------ B e

~ VU

wl O

_____ e oee(." -, 031-is

JOH -

(18,28)-2-[(3R)-Hydroxypyrrolidinyl}¢1-(3,4
dimethoxyphenethoxy)-cyclohgkane
monochydrochloride

"‘.O\AQOCHE
: "N OCH,
OH HC

(1R,2R)/(1s,2s>j/ém/(3 S)-
Hydroxypyrroljdinyl}-1-(3,4-
dimsthoxyph/eixgt{oxy)-cycIohexane

monoliydrochloride

~ V\C(

‘”OH Hal

(IR2R)/(18,28)-2-[(3R)-Hydroxypyrrolidinyl}-1-
(3,4-dipdethoxyphenethoxy)-cyclohexane
monochydrochloride

i : \/\CEDCH:;
N OCHa
OH Hol ///

ZR)/(ls 25)-2-[(3S)-Hydroxypyrrolidinyl}-1-
(3,4-dimethoxyphenethoxy)-cyclohexane
monohydrochloride

ocHa

(IR, 2R)-2-{(3S)-Hydroxypyrrolidinyl}-1-(3,4-
. dimethoxyphenethoxy)-cyclohexane
monohydrochloride

Q 7@

(15,28)-2-{(3S)-Hydroxypyrrolidinyl}-1-(3 4-
dimethoxyphenethoxy)-cyciohexane
. monohydrochloride




"RICH (1S ,25)-2-[(3R)-droxypyrrolidinyl]-1-(3,4- dimethoxenethoxy)-cycl_ohe?f\ane chH3 (15,2S)- -
(35)-Hydrorzwyrrolichny11-1-(3,4- det oxyphenethory)-cyclohexane cai, --- '-,r . (it?
25)/(15,2R)-2-[(3R)/(33)-Hydroxypy. rrolidityl1.)-1- (3, #tlirnethoxyphenethoxy) cyclohexanc
compound, or mixture co prising compounds, or a solvate thereof, selected from the group ting
of: Str eture

43, A compound which 1s (1R,2ZR)-2- {3 R)-Hydroxypyrrolidinyl}-1-(3,4-dime thO)Cyp

ghethoxy)-
cyclohexane, or a pharmaceutically acceptable salt thereof, or a solvate thereof.

44, A compound which is (IR2ZR}-2-[(3S)-Hydroxypyrrolidinyl}-1-(3 ,&dimetyphenethoxy}—
cyclohexane, or a pharmaceutically acceptable salt thereof, or a solvate thereof,

45, A compound which 15 {1S,28}-2-[(3R}~Hydroxypyrroiidiny}}~1-(3,4- ethoxyphenethoxy)-

cyclohexane, or a pharmaceutically acceptable salt thereof, or a solvate thereof.

46. A compound which is (18,25)-2-[(3 S)-Hydroxypyrrolidinyl}-l 4-dimethoxyphenethoxy)-
cyclohexane, or a pharmaceutically acceptable salt thereof, or 2 solvate 'o

47. A compound which 1is (1R,2R}—2-[(BR)—Hydroxypyrroli'}—1-(3,4—dimethoxyphenethoxy)-

cyclohexane monohydrochloride, or a selvate thereof.
48. A compound which is (1R, 2R)-2-[(35)-Hydroxyp dinyl}-l -(3,4-dimethoxyphenethoxy}-
cyclohexane monohydrochloride, or & solvate thereof. S /

49. A compound which is (18,28)—2-[(3R)~Hyd:yxrolidinyl}-l -(3,4~-dimethoxyphenethoxy)-
cyclohexane monohydrochloride, or a selvate thereof.

50. A compound which is (18,28)-2-[(3 Sydroxypyrrolidinyl}~1-(3,4‘dimethoxyphenethoxy}~
cyclohexane monobydrochloride, or a solvate therg 6f.

51. A composition comprising 2 compounaccording to any one of claims 1 to 50 in combination

with a pharmaceutically acceptable carrier, ipi ent or diluent.
52.  Use of a compound according to Any one of claims 1 to 50 or a composition of claim 51 in the
manufacture. of a medicament.

53. A method for modulating iop han:nel activity in a warm-blooded animal comprising administering
to a warm-blooded animal in need thereof, an effective amount of 2 compound according to any one of
claims 1 to 50, ora composit' of claim 51, or 2 medicament manufactured according to claim 52.

54. A method for modplating ion channe] acti Vity in an in vitro setting comprising administering in
vitro an effective amouptt of 2 compound according to any one of claims 1 to 50, or 2 composition of claim
51, or a medicamentAnanufactured according to claim 52.

55, A metho¢/for blocking/inhibiting the activity/conductance of an ion channel in 2 warm-blooded
arimal comppising administering to a warrn-blooded ammal i need thereof, an effective amount of 2
compound/according to any one of claims 1 to 50, or 2 composition of claim 51, or & medicament

manufsétured according fo claim 52.

A method for b‘loc&dng/"m’rﬁbiting the activity/conductance of an ion channel in an in vitro setting




Chemical name -", ..00i-I 00[3 OCH3 . HO (11L2R)-2.-[(3R)-Hydroxypyao|idiny|.I-I-t.-;,4
dimethoxyphenethoxy)-cyclohlexane monohydroclaioride _..,"c.a.,,,,,,,,,..--.OOHa Ay, eegerennnn oc.,
-ffin OH . HO (18,28)-2-[1,3R)-Hydroxypyrro|idiny.14_11-(3,4- dimethoxyphenothoxy)-cycloane
monohydrochlonde

comprising administering in vitro an effective amount of a compound according to any one of clairpé 1 to

50, or a composition of claim 51, or a medicament manufactured according to claim 52.

57. The method of claims 53, 54, 55 or 56, wherein said ion channel is a potassium chanpél.
58. The method of claim 57, wherein said potassium channel is 2 voltage-activated pdtassium
channel.

59.

A method for modulating cardiac early repolarising currents and cardiac sgdium currents in 2
warm-blooded ammal comprising administering 1o 2 warm-blooded animal in néed thereof, an effective
amount of a compound according to any one of claims 1 to 50, or a composifon of claim 51, ora
medicament manufactured according to claim 52.

60. A method for blocking/inhibiting cardiac early repolarising curfents and cardiac sodium currents in

a warm-blooded animal comprising administering to a warm-blooged: animal in need thereof, an effective
amoumt of 2 compound according to any one of claims 1 to 50,67 a composition of claim 51, ora
medicament manufactured according to claim 52.

61. A method for blocking/inhibiting the cardiac ion £hannels responsible for the cardiac early
repolarising currents and cardiac sodium currents in g/Warm-blooded animal comprising administering to
a warm-blooded animal in need thereof, an effectiy’e amount of a compound according to any one of
claims 1 to 50, or 2 composition of claim 51, oy/a medicament manufactured according to claim 52.

62. A method for blocking/inhibiting capliac early repolarising currents and cardiac sodium currents in-
a warm-blooded animal under conditiony'where an arrhythmogenic substrate is present in the heart of said
warm-blooded animal comprising ad in istering to & warm-blooded animal in need thereof, an effective
amount of a compound according o any ope of claims 1 to 50, or a composition of claim 51, or a
medicament manufactured acedrding to claim 52. .

63. A method for blockifig/inhibiting the cardiac ion channels responsible for the cardiac early
repolarising currents and cardiac sodium currents in a2 warm-blooded animal under conditions where an
arrhythmogenic subgtrate is present in the heart of said warm-blooded animal comprising administering to
a warm-blooded shimal in need thereof, an effective amount of a compound according to any one of
claims 1 to 5§ or 2 composition of claim 51, or a2 medicament manufactured according to claim 52.

64, & method of claims 59 to 63, wherein said cardiac early repolarising currents comprise ionic

curreng which activate rapidly after depolarisation of membrane voltage and which effect repolarisation
of the cell.

65. The method of claims 59 to 64, wherein said early repolarising currents comprise the cardiac



(. T O\ s se, _..CCHa I1 .---OCI-13 \Anfirci-t.Hci -/ (1R,.|2R_)é(18,2§)-1 \

N drexypyrolituaylj-1-(3,4- xdimot [ -cyclohexane mono ydrochloride t"N__..-\...=-
Hydroxypyrrolituay1j-1-(3,4- xdimothoxyphen.7sifto y) cyc

O%:HB 2/1p3?iR)/(l)-2-[(3R)-1-1ydroxypyrrelidinylFl- (3L41bl|cthoxyphenethozy)—cyclohexane
monohydrocliloride (--.*soOOH.

transient outward potassium current (L) and/or the ulirarapid delayed rectifier current (Igu).
66.  The method of claim 65, wherein the cardiac transient-outward potassium current (L)
ultrarapid delayed rectifier current (Ixw) comprise at least one of the Kv4.2, Kv4 .3, Kv2.1, K¥1 4 and
Kv1.5 currents,

67.  Amethod for treating and/or preventing arrhythmia in a warm-blooded animal Lomprising
administering to a warm-blooded animal in need thereof, an effective amount of 2 anmmd according to

any one of claims 1 to 50, or a composition of claim 51, or 2 medicament manufictured according to
claim 52.

68,

A pharmaceutical composition comprising an amount of a compodnd according to claims 1 to 50

effective to treat and/or prevent atrial arthythmia in 2 warm-blooded
and/or prevention, and a pharmaceutically acceptable carrier, diluedt, or excipient.

69. A method for treating and/or preventing atrial arrh Jé in a warm-blooded animal comprising

administering to a warm-blooded animal in need thereof a thérapeutically effective amount of a compound

according to any one of claims 1 to 50, or a composition g7 claim 51, or 2 medicament manufactured
according to claim 52.

70. A method for treating and/or preventing vexiricular arrhythmia ic 2 warm-blooded animal

comprising administering to a warm-blooded al in need thereof a therapeutically effective amount of

a compound according to any one of claims Y'to 50, or a composition of ciaim 51, or a medicament
manufactured according to claim 52.

71. A pharmaceutical compositiop/cornprising an amount of a compound according to claims 1 to 50

effective to treat and/or prevent vetricular arrhythimia in a warm-blooded animal in need of the treatment

and/or prevention, and a ph eutically acceptable carrier, diluent, or excipient.

72: A method for treati and/or preveniing atrial fibrillation in a warm-blooded animal comprising

administering to 2 warmyblooded animal in need thereof a therapeutically effective amount of a compound

according to any one &f claims 1 fo 50, or 2 composition of claim 51, or 2 medicament manufactured

73. A meth6d for treating and/or preventing atrial flutter in @ warm-blooded animal comprising
adrmimisteri

g to a warm-blooded animal in need thereof a therapeutically effective amount of a compound

accordipg to any one of claims 1 to 50, or 2 composition of claim 31, or a medicament manufactured

according to claim 52.

A method for treating and/or preventing ventricular fibrillation in 2 warm-blooded animal



htocH3 .HCI 0 ZR)/(15,23)-2-V38)-Hydroxypyrro|idiny1]-1— (3,4-dimethoxyphonethoxy)-cyc|ohexane
monohydrochloride 0/9 Cl:----- IN---\OCH3 L....... y? OH. ClI | ‘
(lR,2R)-2-[(33)-Hydrox)pyrrolidinyll—l-(34- dimethoxymglmethoxy)-cyclohexane manohydrochforide
'0.",..".,,0a-t, 't OCH3 . (15,25)-2-[(33)-Hydroxypyrro1|d|ny11-1,-(3,4-
dimethoxyphenethoxy)-cyclohexane :

comprising administering to a warm-blooded animal in need thereof a therapeutically effective am

cyi of
a compound according to any one of claims 1 to 50, or a composition of claim 51, or a medicamery

manufactured according to claim 52.

75. A method for treating and/or preventing ventricular flutter in a warm-blooded animg! comprising

administering to a warm-blooded animal in need thereof a therapeutically effective amoyft of a compound

according to any one of claims 1 to 50, or a composition of claim 51, or a medicament manufactured
according to claim 52.

76. A method for treating atrial fibrillation in a warm-blooded animal comyprising administering to a
warm-blooded animal in need thereof a therapeutically effective amount of/a compound according to any
one of claims 1 to 50, or a2 composition of claim 51, or 2 medicament

77.

ufactured according to claim 52.
A method for treating atrial flutter in a warm-blooded animaV¥comprising administering to & warm-

blooded animal in need thereof a therapeutically effective amount of a compound according to any one of

claims 1 to 50, or a composition of claim 51, or a medicament'manufactured according to claim 52.

78. A method for treating ventricular fibrillation in a

-blooded animal comprising administering

' to a warm-blooded animal in need thereof a therapeutigally effective amomnt of 2 compound according to

any one of claims 1 to 50, or a composition of clairy/51, or 2 medicament manufactured according to

clarm 52.

79. A method for treating ventricular flutidr m a warm-blooded antmal comprising administering to 2

warm-blooded animal in need thereof 2 ? rapeutically effective amount of 2 compound according to any

one of claims 11050, ora composiﬁ}p of claim 51, or a medicarnent manufactured according to claim 52.

80. A method for preventing :Ez‘al fibrillation in 2 warm-blooded animal comprising administering to

a warm-blooded animal in need

any one of claims 1 to 50, o

ereof a therapeutically effective amount of a compound according to

composition of claim 51, or a medicament manufactured according to
claim 52.

81. A method for greventing atrial flutter in a warm-blooded animal comprising administering to a

warm-blooded 2l in need thereof a therapeutically effective amount of a compound according to any

one of claims Yo 50, or a composition of claim 51, or a medicament manufactured according to claim 52.
82. A mthod for preventing ventricular fibrillation in 2 warm-blooded animal comprising
adminigtering to a warm-blooded animal in need thereof a therapeutically effective amount of a compound

according to any one of claims 1 to 50, or a composition of claim 51, or a medicament manufactured
agcording to claim 52.



. monohydrochloride OH .1101  43.A compound which is
(112,2R)-2-[(3R)-Hydroxypyrrolidiny1]-1-(3,4-dirnethoxyph ahoxy)- eyolohexane, or a phanr aceutically
acceptable salt thereof, or a solvate thereof. 4-4.A compound which is
(1R,2R)-‘2-[(SS)-Hydroxypyrroliciiny|P1-(11,4-cii ethhenethoxy)- cycloheicane, or a pharmaceutically
acceptable salt thereof, or a solvate thereof 45. A compound Which is
CIS,28)-2-1(3R)-11ydroxypyrro|idinyli1—1—(1,4-hc-nnethoxy)- cyclohcsane, or a pharmaceutically
acceptable &alt thér@@fhmffar@yaﬁmmﬁﬁﬁﬁ&n@ﬁt&qmm%‘@@@& lRimal comprisin adpinisfering to
(15,28)-2-1wgfﬁygggég@mghqwc%&%alégﬁg{nfthqx%aghenethory)- cyc|0|texa$|e, ot
pharmaceutically acceptable salt ot or & ‘CeRpGH IRy A HRTSBUHG fffeRuad accprding to
(1R,2R)-2-[(‘§¥<3§§I§5 PRy rOR012(8, A EmtE ten Ry shamcthoxymediciofeasreuhanen hipride, or a
solvate therdafuE2A compound which is
(1R,2R)-2-[63S)-1 idinyri- A-ciimethoxyphenethoxy)- cycloheitane anohycirochloride,
ora solvatea%%reof%g% g%%?%é‘%?&’ﬁ‘?ﬁ%%@ Ry Bygm-blooded animal comprising

ST R B S A BBRS) cyretb Besreai mditatinCira os pausahbRithereof.

ypyrrolidiny -
any one of claims 41 to 50. ’

85. A pharmaceutical composition comprising an amount of a compo ﬁ/according to claims 41 to 50
effective to treat and/or prevent atrial arrhythmia in a warm-blooded an}mz 1n need of the treatment
and/or prevention, and a pharmaceutically acceptable carrier, diluent{'gr excipient.

86, A method for treating and/or preventing atrial arrhythmia in 2 warm-blooded animal comprising

administering to 2 warm-blooded animal in need thereof 2 ths;ééeutically effective amount of a compound
according to any one of claims 41 to 50. /

87. A method for treating and/or preventing Veanv ar arrbythmia in 2 warm-blooded animal

comprising administering to 2 warm-blooded animal/in need thereof a therapeutically effective amount of

a compound according to any one of claims 41 o 0.

88. A pharmaceutical compasition comprising an amount of 2 compound according to claims 41 to 50

effective to tr i & ia i imal i

e‘tz.t and/or prevent Venmcul?} Arrhythimia in a warm-blooded animal in need of the treatment
and/or prevention, and a pharmaceutically acceptable carrier, diluent, or excipient.
89. A method for treating and/oz; p’?eventing atrial fibrillation in 2 warm-blooded animal comprising
administering fo 2 wann—bloodedla’himal in need thereof e therapeutically effective amount of 2 cornpound
according to any one of claim%ﬂl 1o 50.
9 O . R y j! . * . -

N A ::.nethod for trean{s/;g and/or preventing atrial flutter in a warm-blooded animal comprising
admunistering to a war;y—'ﬂlooded animal i need thereof a therapeutically effective amount of 2 compound
according to any ong,é{f claims 41 to 50.

91. A mc&xo@ffér treating and/or preventing veniricular fibrillation in 2 warm-blooded animal
comprising administering to a warm-blooded anirnal in need thereof a therapeutically effective amount of
a compound according to any one of claims 41 to 50.

/. . . .
92. !A method for treating and/or preventing ventricular flutter in a warm-blooded animal comprising

a?msmnng to a warm-blooded animal m need thereof a therapeutically effective amount of a compound
ag¢ording to any ane of claims 41 to 50.



30.A compound which is (13,23)-2-[(3S)- ydroxypyrrolidiny11-1-(3,4-dimethoxyphenethory)-
cycloherane monohydrochloride, Or a solvate the 51. A composition comprising a corapoun according
to any one of claims 1 to 50 in combination with a phathsaceutically acceptable carrier, e cipient of
diluent. 52. Use of a compound according to y one of claims 1 to 50 or a composition of claim 5¥in .
the manufacture, of a medicament. 53. A method for modulating lot channel activity in a
Warm-b|ood§3d animal comprising administering to a warm-blooded animal in nera thereof, ay effective
amount of a compoMTUCRbFdMgE s Hfy BB claifs I 50der miooinpositisinghataimBitea &

medicamentAmRrlfactirehacoondi o laiim by aelbart far A G0, HA) ghactiylty in an
in vitro settisgeGampHsiRg.agiMinistering in vitro ail effective amo t of a compound accg mé to any one
of claims 1 %50, r a composition of claim 51, or a medicameny4xanufacrnred accerding to claim 52.
£ A meth 157 biet-TBRBIHTGHRRa Lot Sohuactaioedst aniton ahamiselgndaysiarimnbipadeg:animal
COMDyg adiiffiétérrigbremmorimbitadecpniteal jrereeddbermat 1 EIERNe A0HNL of &.£9mp
according teiamys ane ef claims 1 to 30, ora composition of claim 51, or a.megicamen manu tlreé
according tQ)é:IaimASZ. 56. A method for blocltingyinhibiting the activitvJconductance of an ion channel
inaninv o gatin ‘OB SHTRTSIBHRET ARt ah e fictiive denduitoghal compsHpeiacsering to
any one of éta Seronetympositionod tHeaientalhodRmrREIcaIeRta q}yg%%%ggdgggrgo ) claim 52.
57. The methedef &laims P30, 55 or 56, wherein said ion channe}fs a potassium oh.158. The
method of cg%im 57, %geg%in said potassium channel is a voltage-; ctivated p rassium channel. 59. A
method for modulating o0 T e PR S SR Cln TSPl Qi Haie] wrmpu ey M Btering to 2
warm-bloodE@&riierted onrprisimpeiiviniste finguiout avay BTFPROEH anigal J%%QG%E@QJ&iﬁgtggnesptive
amount of acaesReuAsaccerding to any one of claims Ito 50, or a compos on of claim 51, or a
medicamengwan%%%ﬁlgﬁq accordinqyto claim 52. 60. A method for blocking/inhibiting cardiac early

repolarising c ants an Cardiac gt %‘ﬁlrr%‘ﬁ%aﬂﬂ’%‘ﬁvz RUB 8 iR ezl conmrpiisindranintiriigiering to

o warm-blod FARHeede eiew trarest{mm@Tidativecaitaiinlka:empeiRd ACRYINg ARYOpe Of
claims 1 to af¥ encerapasitioniofclaim 51, ora me tament manufactured according to claim 52. 61. A
method for gg)cki &g@%t@ the cardiac jonl4 rnels resi)onsible_for the cardiac early repolansing
cur-tents and cardiac sodiunT curre "%‘ﬁ”’r@#&%ﬁ 2 & FETrHRIPRAFL apiTprisivrpasin Aistennieriie & 2
wwarm-bloodEFRrHisRiehpimetit Rerd dheanialféatveambynliotnconmpauid assudin d3-amY A6,
claims 1 to 58e 6f dpampasition of claim 1, or a medicament manufactured according to claim52.
62. A methag for gi%ggl%%g/ig}hilbeig% a %Iarly rr%i?pplar,ising currents and cardiac sodium currents in a
wamp-blooded anima od for preveiing yentnonar TRORFH Bt subirarsdsprasenuinithne heart of said

administering to awarm-bic?zlcd animal in need thereof a therapeutically effective amount of a cormpound

according 1o any ons ci?ﬁms 41 to 50.

100. A method for} eventing ventricular flutter in a warm-blooded animal comprising administering to

a warm-blooded anifnal in need thereof a therapeutically effective amount ofa compound according to




warm-blooded animal comprising astaring to a warm-blooded animal in need thereof, an effective
amount of a compound accordinany one of claims 1 to 50, or a composition of claim 51,ora
medicament manufactured ac cmg to claim 52. 63. method for blo3i4giiniiibiting the cardiac ion
channels responsible for the cardiac early re.polarising currentscardiac sodium currents in a
warm-blooded animal under_conditions where an arrhythmogenic subc is present in the heart gf said
oarm-blooded animal compraTgdFiRe i fepd/armblobdinnded:titeraa, anyeifertit AMaU,
of a compouitrl Beoooriing:td anjesnetoielaingcliiea , aracompesiion.of claim o4, or 8 edicament

manufacturegngg&g{gi@gp%cll@u&é% §4A1%n”éﬁ?t5€d of cllaéms 59 to 63, wherein said car ac e'%fﬂ??’m

repolmising cu rents comprise ionic éérIeW|nch Activate r‘éWa%?‘ﬂ%‘ﬁB?aﬁ@é{iM Tiserhlsiaded
voltage and Which LR Pre pOISH S oR B FIFr et e =obclating B9:t0 64 rehersitbeaid 8 Wrefors

repoiarising e grHEIs dQm'mﬁestm@aﬁﬁﬁﬁaﬁglghﬁamai@%@rgw@ggﬁgg%i frent (Jto) and/or the
ultrarapid delayehmanielGWIsaLU, ). 66. The method of claim 65, where the cardiac weight

transientoutward potassium current (1.40)4 ultrarapid delayed rectifier currefit (lam) comprise at least
one of the Kv4.2, Kv4.3, Kv2.1,'A .4 and , Kv1.5 currents, 67. A method,for treating and/or preventing
arrhythmia in a warm-blooded animal oranrising administering to a waprh-blooded animal in need
thereof: an effective amount of a nmpound according to any one of cfaims 1 to 50, or a composition of
claim 51, or a medicament manu ctured according to claim 52. 68/A pharmaceutical composition
comprising an amount of a compo d according to claims 1 to 50 éffective to treat and/or prevent atrial
arrhythmia in a warm-blooded yamal in need of thetreatmen and/or prevention, and a
pharmaceutically accep lersarrigh di inient. 697A method for treating and/or preventing
atrial aniain%\&v%rm-bbg%g@aﬁ{r%%?%%ém a n%%l inigtto @ WEFHPERGGaSEraMnEN 7 Freeehe
thereof a rapeuticaly etectve (CAMERHBF & compoundAccording to any one of claims 1 t0 50, ora
composition f claim 51, or a medicament manufactyred according to claim 52. 70. A method for

treating andfgr RESMERUAGN: HicH E@{thm' p. warm-blooded animal comprising aciminiatering to
a warm-blooded a al in need thergglfgg theorrélg%eac icany e ~ASRGE SR SFHTEEHT dukgedording to
any one of claim9 to 50, or a composition of glaim Si, or a medicament manufactured according to

claim 52. 71. A pharmatetticalreornpbatiane ffeetive to treat and/or prevent and/or prevention, and a
ph

N-tere-Butoxygirbonyl-3 R-pyrrolidinol (1R)




72. A method for treat administering to.a warm according to any one according to alai 52. 73. Amed
for treating and/or preventing atrial fluter in a warm-blooded animal comprising a warm-blooded animal
in need thereof a therapeutically effective amount of a compound accom to any one of claims 1 to 50,
or a composition of claim 51, or a medicament manufactured ace ding to claim 52. A method for
treating and/or preventing ventricular fibrillation in a warm-blooded animal 141m comprising
administering to a warm-blooded animal in need {R&reof a therapeutically effective amoun of 7/1/ a
compound according to ally on- of claims 1 to 50, or a composition of claim 51, or a medicame
manufa€tlaied according to claim 52. 75. A method for treating andior preventing ventricular flutter in a
warm-blooded al/iM * comprising administering to a warm-blooded animal in need thereof a
therapeutically effective amotit of a compound according to any one of claims Ito 50, or a composition
of-lain 51, or & editane thandtactives’ Jaccording 1o RIS 78 Kt for treating atrial

fibrillation in a warm-blooded animal coming agr/n;gj@\a warm-blooded animal in need thereof a
ordin

therapeutically effective amount o a compound amone of claims 1 to 50, or a
composition of claim 51, or a medicamentufacturéd aceorais g to claim 52. 77 A method for treating
atrial flutter in aswarm<bloaded:anifccamprising adMihistering to awarm-lrloaded animal- i+

thereqgf a therapeutically effective amot of a compound according to ?{ny one of clalms 1 to 50, 0ra
compaosition of@ﬁiﬁ 51, orﬁﬁp@glcam manufactured according tq{glalm 52. 78. A method for treating
ventri¢ular flbrlﬁahomMBfﬁjed animal comprising admlnlsterlng‘“t”d{a warn- blooded animal in need
thereqf a therapeutpiidy effctive amount of 2.60MPOURL-acs of ¢la 1.tQ,
composition of el51 or a medicament manufackured accordlng 10 clalm 52 79. A method for treating
ventricular fl r an a warm-blooded g administering to a warm-blooded animal in need
thereqf aapoatically effective am %ccordmg to any one of claims | to 50, or a
compositio ' of claim 51, or a medlcamé)ﬁt mamufactured according to claim .52. 80. A method for
preventing a alfibrillation iya warm- -blobédedanimal compiising adminjstering to a,warmshleoded
animal in need ereof a therape ically effective amount of a compound according to any one of claims
1 to 50, o compositien.of Or @ medicament manufactured according to claim 52. 81. A
methad for,.pfever igl flutter jrfa warm-blooded animal comprising administering to a
warm4blooded ariizai'in rh%ed thereof a therapeutically effective amount of a compound according to
any one of claims;o 50, ora gémpositior:gfectaim:51, or a medicament manufactured according to
claim 2. 82. Apn4hqd for p{eventlng yentrlcular flbrgllgtlon |n a wqrm blooded anlmal Qomgrlsmg
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a'nn.7 a''ering to a warm-blooded animal in need thereof a therapeutically effective amount of a
compound acc cling to any one of claims 1 to 50, or a composition of claim 51, or a medicament

manuf
warm-

actured a cording to claim 52. 141n 83.A method for preventing ventricular flutter in a
-blooded animal comprising admini enng to a warm-blooded animal in need thereof a

therapeutically effective amount of a compound a é/t/dlng to any one of claims 1 to 50, or a

composition of claim 51, or a medicament manufa

treatin
warm-
claims
claims
the tre
metho
admin
compg
ventrid
need {
to,,00.
411t0"
the tre
metho
admin
compd
flutter
therap

fured acyonding to claim 52. ,84.A method for

g and/or preventing,arr'nythmia in a wamarblooded anim 1 comprising administering to a
blooded ani need thereof, an effective amount oﬁ according to any one of
afmaceutical composition comprisi t of a compoupd according to
4110 SO{@Qiectlv(mto treatand/or. prevent afrial arrhythania in aqvant-plogded. animal,in.need of
atment and/or preventlon and a pharmaceutlcally acceptable carrier, diluent,/or excipient. 86. A
d for treatmg SHAT6T prev%mmg AtFtal arhiythrmia‘in aWarme Blooded animal comprising

stering teda:warmshloaded-animalin-need-thereof:aitherapeytically-effective-amount of a

und accprdlng 0 any,one of claims 41 to 50, 87, A method for treating and/or preventing

ular arrhytinia' in & warm-biooded animal cof“npnémg administéring to a warm-blooded animalfin
hereof a therapeutically-affectiveramobnt-ofa:compound:ateordingto-anyonecofectaitns 41

/ 88. A pharmageutical.composition.comprising.an.ameunt of a.compound.according to claims

%0 ytffective to treat and/or prevent ventricular/9.th'. hmia in a warm-blooded animal in need of

atment afE/GFBrevERtion. St 3 harmiaEatiticaly actaptable catrier “aitient or excsient. 89. A

d for treating-andJorpreventing-atiabfibrillation.ina.warm-blopded aaimalicomprising /|

stering to a wayro- bloodedlgmurlal in need thereof a therapeutically effective amount of a

und acco?dlng to ’any one of ciaimsil to 50. 90. A method for treating/and/or preventing atrial
JPolebdedsarniral comprising administering to a warnyo loaded animal in need thereof a

eutically effectlve amount of a compound according to any ont"di/f claims 41 to 50.
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91. A methoror treating and/or preventing ventricular fibrillation in a warm-blooded animal comprising
adnunHistering to a warm-blooded animal in need thereof a therapeutically effective amount of a
compound/according to any one of claims 41 to 50. 92. Anaethod for treating and/or preventing
ventricular flutter in a warm-blooded animal comprising aarthstering to a warm-blooded animal in need
thereof a therapeutically effective amount of a comgound ag ording to any one of claims 41 to 50.
1410 93. A method for treating atrial fibrillation in' &warm-blooded animal comprising administg a a
warm-blooded animal in need thereof a therapeutically effective amount of a compound acc9ting to
any one of claims'41to 50. '94. A method for treathag atrial flutter in a warm-blooded animal
comptiising admd4stering to a warm- blooded animal in need thereof a therapeutically effective amount
of a compoundig/.cording.to any one. of claims 41 to 50. /95.A method for treating ventricular fibrillation
in a warm-blooded . am al comprising administering to a warm-blgoded animal in need thereof a
therapeutically effective am unt of a compoUfi W’fﬁg\%@ghﬁ\ﬁ% of claims 41 to 50. 96. A method
for treating ventricular flutter in a warm-bloo d animalco 5|S|ng(§3dministering to a warm-blooded
animal in needithereafathefdpeuticaliyefdiele amount of a compound according to any one of claims
41 to 50. 97. A method for preventing atrkation in a Xarm-blooded animal comprising

ed

adminjstering to a warm-blooded animal i thereof a therapett ally effective amount of a
compound according to any one of claims 41 to80. 98. A method for preventing atrial Butte/In a
warm-blooded BRitARPESHSHSHY alfministering toa warm-blooded animal in need thereof a
erapeuticaby effective amount of a compo eording to any one of claims 41 to 50. 99. A method
for preventing venrricular fibrillation in a warm-hlooded animal comprising administering to a
warm-ploo ed animal in need thereof a therapeutf@ally effective amount of a compound according to
any one of cl mseAtto50:<-100Amethod-foyeVenting ventricular flutter in a warm-blooded animal
comprising administering to a warm-blooded animal in need:-thereof a therapeutically effective amount
of a compound according to any one orciaizZj.t@80~. /—\ _ The following examples are offered by
way of illustration and not by-way of Jinni ion. Jq the E%a%ﬁles, and mien otherwise specified, starting
materials were ObtAiEd frofT SlERGWR ddOmmerdial §lipply hougés, og, Aldrich Chemical Company

(Milwaukee, ViiT), and cre of standard grad Purity. " Mind "ethyl ether" each ref= to diethyl
ether; [la." refers to ours; "mm." refers to miputes; "GC" referg to gas einomatop-aphy, "v/y" refers to
volume per yoland ratios are weight 0 OMe
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ratios unless otherwise indicated. EXAMPLE (111"2R)-2-[(3R)-1-2/DRoxYPYR.R.Di wen'
-1--(3,4-DIVIETHOXYPHENETHOXY)CYCLOHEXANE MONOHYDROCHLORDDE (COMPOUND 1).
The reaction scheme for the preparation of co pound | described herein is illustrated in Figure 1.
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wherein the method comprises:
HN
‘:R>u 'OH
a) reacting with (Boc),O under suitable conditions to form compound
(1R):

1R

b) reacting compound (1R) with benzyl bromide under suitable conditions to form

compound (2R):

2R

c) hydrolyzing compound (2R) under suitable conditions to form compound (3R):

HN
R )0OBzl

3R

H

O
d) reacting compound (3R) with @ under suitable conditions to form compound

(4R):
L,
T:R> 0Bzl

4R
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e) reacting compound (4R) with OMe ynder suitable conditions to
form compound (5R);

OMe
OMe

L
N
L:§>'“OBﬁ

5R

>

D resolving compound (5R) under suitable conditions to form compound (5RRR) and

compound {5SSR):

OMe
OMe
R _O

iR’”N
@“’OBZI

5RRR

OMe
MeQO
SN
R)'0OBzl

and 58SR

;and
g) hydrogenolyzing compound (SRRR) under suitable conditions to form compound (1),
as described above, and hydrogenolyzing compound (5SSR) under suitable

conditions to form compound (2), as described above.

07, A method of making compound (SRRR) or compound (5SSR):

OMe
OMe MeQ
S \\O

T L
RN SN

R ) OBzl R, OBzl

OMe

5RRR

wherein the method comprises:

and 58SR



raeRthija 4.* 4145M. :741eF;4074-1113-Fefit,) 41j:11:41411S- and iees:tncaapaesXi Gh
suelothaistips-asiiiiiiosioleiteiy. 1-84w i0(66) (1)or(2) wherein the method comprises: 1R b) reacting
compound (1R) with benzyl bromide under suitable conditions to form compound (2R): 2R c)

hydrolyzing compound (2R) under suitable conditions to form compound (3R): H N3R i0Bzl 3R

225
'
R 1 OH
a) reacting with (Boc),O under suitable conditions to form compound
(1R):
S
B
R OH
1R :
b) reacting compound (1R) with benzyl bromide under suitable conditions to form
compound (2R):
L)
C
R > OBzl
2R :
c) hydrolyzing compound (2R) under suitable conditions to form compound (3R):
HN
‘:R>"'OBZI
3R

>

[ DO :
d) reacting compound (3R) with under suitable conditions to form compound

(4R):
N
':R>“‘OBZI
4R .
NaO\/\©iOMe
e) reacting compound (4R) with OMe ynder suitable conditions to

form compound (SR);



cEOH 1,0Bzl 224 NaOOMe e)reacting compound (4R) withOMe under suitable conditions to form
compound (5R); OMe 5R resolving compound (5R) under suitable conditions to form compound
(5RRR) and compound (5SSR): 5RRRand5SSR; and g)hydrogenolyzing compound (5RRR) under
suitable conditions to form compound (1), as described above, and hydrogenolyzing compound
(5SSR) under suitable conditions to form compound (2), as described above. A method of making
compound (5RRR) or compound (5SSR), OMeORfé

OMe
OMe

L
N
@ 1 OBzl

5R .
; and
D resolving compound (5R) under suitable conditions to form compound (SRRR) and

compound (5SSR), as described above.

reacting compound (SRRR) under suitable conditions to form compound (17):

OMe
OMe
R_O
(]
2 >

.||O

=z

HCl
(1

~J

)

£24. A method of making compound (5R):

OMe
OMe

L
N
®' OBzl

5R

wherein the method comprises:

)

R (nOH

a) reacting with (Boc¢),O under suitable conditions to form compound
(1R):



5RRRand5SSR wherein the method comprises: 225 1R b)reacting compound (1R) with benzyl
bromide under suitable conditions to form compound (2R): d)reacting compound (3R) with[err] under
suitable conditions to fonn compound OW: 4R NaOOMe e)reacting compound (4R) withOMe under
suitable conditions to form compound (5R);

227

1R
b) reacting compound (1R} with benzyl bromide under suitable conditions to form
compound (2R):
O

A,
‘:R> OBzl

2R

) hydrolyzing compound (2R) under suitable conditions to form compound (3R):

HN
@"'OBZ|

3R

b

>

>0
d) reacting compound (3R) with under suitable conditions to form compound

(4R):
: : .OH
N
‘:R>’“OBZI
4R ;and
Nao\/\@OMe
e) reacting compound (4R) with OMe under suitable conditions to

form compound (5R), as described above.

&35, The method according to Claim &2-4 further comprising;

reducing compound (5R) under suitable conditions to form compound (4):



5R; and resolving compound (5R) under suitable conditions to form compound (5RRR) and compound
(5SSR), as described above. The method according to Claim 802 further comprising: reacting
compound (5RRR) under suitable conditions to form compound (17): A method of making compound
(5R): 5R ses; 'OH with (Boc)20 under suitable conditions to form compound 227 1R b)reacting
compound (1R) with benzyl bromide under suitabzlggconditions to form compound (2R):

OMe
OMe

]
(] ke

N
o

4

&46.  The method according to Claim 824 further comprising:

reacting compound (5R) under suitable conditions to form compound (12):

(:L,O\/@OCH;;
D OCH,8
«HO

HCI

%57, A method of making compound (4R):

L,
N
@‘ OBzl

4R .
wherein the method comprises:
HN
\:l?>n|OH )
a) reacting with (Boc),O under suitable conditions to form compound
(1R):
S
e

Ry OH

iR :
b) reacting compound (1R) with benzyl bromide under suitable conditions to form

compound (2R):



2R c)hydrolyzing compound (2R) under suitable conditions to form compound (3R): HN 3R  cr,ADH
06z1 4R; and The method according to Claim g2 further comprising: reducing compound (5R) under
suitable conditions to form compound (4): 228

229

N
@‘ OBzl

2R .
H

c) hydrolyzing compound (2R) under suitable conditions to form compound (3R):

HN
@”'OBZl

3R

0

SN

; and

0]
d) reacting compound {3R) with (:[; under suitable conditions to form compound
(4R), as described above.

£68. A method of making compound (3R):

HN
@"'OBZI

3R .
wherein the method comprises:
HN
@IltoH
a) reacting with (Boc),O under suitable conditions to form compound
(1R):
S
g
R IIIOH
1R .
b) reacting compound (1R) with benzyl bromide under suitable conditions to form
compound (2R}:
>
gC
R )1 OBzl
2R ; and
c) hydrolyzing compound (2R) under suitable conditions to form compound (3R), as

described above.



(4) The method according to Claimfurther comprising: reacting compound (5R) under suitable
conditions to form compound (12): A method of making compound (4R): .0b1 4R 1R b)reacting
compound (1R) with benzyl bromide under suitable conditions to form compound (2R): 229

230

‘ $+9. A method of making compound (1):

OMe
OMe

. (1)
wherein the method comprises hydrogenolyzing compound (SRRR):

OMe
OMe

R0
:R"’
@H'Ole

5RRR
- under suitable conditions to form compound (1), as described above.

8810. The method according to claim £7-9 further comprising, prior to the hydrogenolyzing step,

resolving compound (5R):

OMe
OMe

L
N
‘\/R>' OBzl

5R
under suitable conditions to form compound (SRRR), as described above.



2R c)hydrolyzing compound (2R) under suitable conditions to form compound (3R): 3Rand 6.4. A
method of making compound (3R): 3R wherein the method comprises: RN OH reactingwith (Boc)20
under suitable conditions to form compound (1R):

231

: .OH

N

@‘ OBzl
NaO\/\@[OMe

4R
with OMe under suitable conditions to form compound (5R), as described

reacting compound (4R):

above.

HN
@*“OBZ(

3R

reacting compound (3R):

0
with ©> under suitable conditions to form compound (4R), as described above.

O
(3R) with @ , hydrolyzing compound (2R):

(o]
P
R >QOBzl

2R
under suitable conditions to form compound (3R), as described above.



1R b)reacting. compound (1R) with benzyl bromide under suitable conditions to form compound (2R):
2R; and c)hydrolyzing compound (2R) under suitable conditions to form compound (3R), as described
above. 230 A method of making compound (1): OMe OMe r*R0 CI"--)R1IN ..,OH (1) wherein the
method comprises hydrogenolyzing compound (5R1(12.): OMe

232

214, A method of making compound (2):

OMe
OMe

(2)

wherein the method comprises hydrogenolyzing compound (SSSR):

OMe
MeO
S
58SR

under suitable conditions to form compound (2), as described above.

=z

R,'OBzl

resolving compound (5R):

OMe
OMe

L
N
[:R>' 0Bz

5R
under suitable conditions to form compound (5SSR), as described above.



OMe OBz1 5RRR under suitable conditions to form compound (1), as described above. The method
according to claim 9 further comprising, prior to the hydrogenolyzing step, resolving compound (512):
OMe .0 Me 5R under suitable conditions to form compound (5RRR), as described above. g91 J.
The method according to claim OLO..further comprising, prior to the resolving step, reacting compound

(4R): 4R NaO with above. 133

N
QR>' OBzl

4R

reacting compound (4R):

NaO\/\©iOMe

with OMe under suitable conditions to form compound (5R), as described

above.

9517, The method according to claim £4-16 further comprising, prior to the reacting step,

HN
@"'OBﬂ

3R

reacting compound (3R):

0] .
with ©> under suitable conditions to form compound (4R), as described above.

9618. The method according to claim £4-17 further comprising, prior to the reaction of compound

O
(3R) with (:D , hydrolyzing compound (2R):

S

OAN
@'“OBZI

2R

under suitable conditions to form compound (3R), as described above.



OMe OrMe under suitable conditions to form compound (5R), as described The method according to
claim SQ-- further comprising, prior to the reacting step, reacting compound (3R): 3R The method
according to claim 9012 further comprising prior to the reaction of compound (3R) with hydrolyzing
compound (2R): 2R under suitable conditions to form compound (3R), as described above. 'T39 A

method of making compound (2): OMe 124

5> \5?5

or

wherein the method comprises:

HN

a) reacting with (Boc),O under suitable conditions to form the following

S

compound:

N

b) reacting the compound formed in step a) with benzyl bromide under suitable

conditions to form the following compound:

c) hydrolyzing the compound formed in step b) under suitable conditions to form the

HN
(:S><OBZI

3

following compound:

No]
d) reacting the compound formed in step c) with under suitable conditions to

form the following compound:

SN
N
l:S>-*OBz!

b



s" HCI S ...OH (2) wherein the method comprises hydrogenolyzing compound (5SSR): OMe 5SSR
under suitable conditions to form compound (2), as described above. The method according to claim
92-1 4 further compnsin resolving compound (5R): OMe prim o the hydrogenolyzinff step, 5R
under suitable conditions to form compound (5SSR), as described above.

235
NaO\/\©iOMe
g) reacting the compound formed in step d) with OMe ynder
suitable conditions to form the following compound:
| OMe
OMe
L
N
‘:S>_OBZ{
D resolving the compound formed in step e) under suitable conditions to form the

following compounds:

OMe OMe
OMe MeC

()Rlo (j\o

N SN

R é><052| ®<OBZI
and ; and

g) hydrogenolyzing the following compound formed in step f):

OMe
OMe

(]&O
RN
@-—oazx

under suitable conditions to form compound (6), as described above;

and hydrogenolyzing the following compound formed in step f):



233 9416. The method according to claim 924151 further comprising, prior to the resolving step, I-
reacting compound (4R): 4R NaO with above. OMe OMe under suitable conditions to form
compound (5R), as described The method according to claim 44-16 further comprising, prior to the
reacting step, reacting compound (3R): HN R 10Bzl 3R with Do under suitable conditions to form
compound (4R), as described above. The method accordlng to claim 95417 further comprising, prior
to thc reaction of compound

OMe
MeO

(io
SN
QS>~<OBZ!

3

under suitable conditions to form compound (7), as described above.

8820. The method according to claim 919 further comprising:

reducing the compound formed in step e) under suitable conditions to form compound (5):

T

D—o

9971, A method of making compound (3):
\E e

Dwo

T

wherein the method comprises:

HN
OH

a) reacting with (Boc),O under suitable conditions to form the following

compound:



2R under suitable conditions to form compound (3R), as described above. 234 (6)or(7) wherein the
method comprises: a) reactingh (Boc)20 under suitable conditions to form the following compound: O
S OH b) reacting the compound formed in step a) with benzyl bromide under suitable conditions to
form the following compound:

237

N
Do

b) reacting the compound formed in step a) with benzyl bromide under suitable

S

conditions to form the following compound;

c) hydrolyzing the compound formed in step b) under suitable conditions to form the

HN
Q'W oBzl

3

following compound:

-0
d) reacting the compound formed in step c¢) with under suitable conditions to

form the following compound:

S
N
|:>MOBZI

2

NaO\/\C[OMe

e) reacting the compound formed in step d) with OMe ynder
suitable conditions to form the following compound:

OMe
OMe

SN
N
QM OBzl



c)hydrolyzing the compound formed in step b) under suitable conditions to form the following
compound: HN SOBz1 C> d)reacting the compound formed n step c¢) withunder suitable conditions to
form the following compound: 0:0H 235 NaO OMe e)reacting the compound formed in step d)
withOme under suitable conditions to form the following compound: Oresolving the compound formed
in step c) under suitable conditions to form the foggz\;/ving compounds: OMeOMe 'OMe or

f) hydrogenolyzing the following compound formed in step e):

OMe
OMe

o8
N
(:>MOBZS

under suitable conditions to form compound (3), as described above.

OMe
OMe

R_O
:R"’N
@mosz;

5RRR

OMe
MeOQO

SN
‘:R>'“OBZI

58SR



OBz1 ; and hydrogenolyzing the following compound formed in step O: under suitable conditions
to form compound (6), as described above; and hydrogcnolyzing the following compound formed in
step f): under suitable conditions to form compound (7), as described above. The method according
to claim 97-: 9, further comprising: reducing the compound formed in step e€) under suitable conditions
to form compound (5): OMe (5) A method of maklng compound (3): a0)' 1-101 (3) wherein the
method comprises: 237

OMe
OMe

L
N
@‘ OBzl

5R

: .OH
N
@ OBzl

4R
26, A method of makine a compound of formula (35) or formula (74):
O
Ci /\/ R O:
(55) or (74)
wherein the method comprises:
C(OH
0—7
allevlating a compound of formula (83), 63 o g compound of formula (84).
O—J
C: [W ~Q
OH
(84 with a compound of formula (54). RS 54) ; to form the compound of

formula (553 or the compound of formula (74); respectively: and

ontionally protecting a comnound of formula (83 (53) or a commound of formula
(IO—J
OH

84 (84) . before said alkvlating step:




1))reacting the compound foiied in step a) with benzyl bromide under suitable conditions to form the
following compound: OBzl c) hydrolyzing the compound formed in step b) under suitable conditions
to form the following compound: HNOBz1 d) reacting the compound formed in step c) withunder
suitable conditions to form the following compound: _OH OBz1 e) reacting the compound formed in
step d) with suitable conditions to form the foIIowier% compound: 0 M e Me NaO OMe OMe under

wherein O-0 is a leaving groun that reacts with ~OH in formula (53) or (84) 1o form the

compound of formula (85) or the compound of formula (74), such that the stereochemical

configuration of the compound of formula (53) or the compound of formula (84) is retained

in the compound of formula (55} or the compound of formula (74), respectively;

wherein R, Ry and R; are independently selected from hvdrogen, hvdroxy, and C,-Cealkoxy,

wherein O-J 18 a leaving groun.

[
-

A method of makine a compound of formula (74} or formula (55}

o & R,
N 0 IS
O T O
O R/ O—1 R{ \/
4 .

(74) or (55)

wherein the method comprises:

Ry
O
T Rs
0 /\/
R4
activating a compound of formula (73, (73) L or a compound of formula

R4
R 0. \\
C(\/\[\’}Rs
5 YoH R{/

G4 (94) . with a bvdroxy activating reagent to form the compound of

formula (74) or the compound of formula (835), respectively:

wherein Ri. R, and Rs are independently selected from hvdrogen, hydroxy, and C,-Cealkoxy,

with the proviso that R, R, and Rs cannot all be hydrogen; and

wherein O-J 15 a leaving sroup.

28, A method of malane a compound of formula (73




738 f)hydrogenolyzing the following compound formed in step e): OMe under suitable conditions to
form compound (3), as described above. The con)pound (5RRR): 5RRR The compound (5SSR): OMe
5SSR 240 wherein OP) is a leavalv -moan that reacts with -011 in formula (53) or (841 to form flip
compotmel of for MUIL (55) or the compound of formula (74), such that the stel-eochemiical
connpuration of the comucund of formula 153) or the compound: of formula 184) tynaed in the
compound of formula (55)ot the compound of ‘forfilila (747) respectively: whereinPt andare
i.ticienendentiv selector) from hydrouenehydroxv,_ and crCialimmv: with theiprovisp that Rs,. R) and
R, cannot all he hydrenen: and wherein (p) Is a Epatrang grout( 27.A method of makinu: a emu:Pound
of formula (74)ylerdonnulas{bs) comprises:

X
R,
OH }-\ ~
R4
hydrogenating and hvdrovenolyzing a compound of formula (72), (72) L t0o

form the compound of formula (73

wherein X is a halide: and

wherein Ry, R and Rs are independently selected from hyvdrogen, hydroxy, and C,-Cealkoxy,

with the proviso that Rs, Ry and Rs cannot all be hydrogen.

29, A method of makineg a compound of formula (72

X
é(ma R{\
| R
OW}EV

(712)

wherein the method comprises:

X

OH

OH
allevlating a2 compound of formula (51, G with a compound of formula (54),
y: 0
[T
7
Rs G4 1w form the compound of formula (724

wherein X is a halide

wherein Ri, Ry and Rs are independently selected from hvdrogen. hvdroxy, and C-Cealkoxy,

with the proviso that Rs, Ry and Bs cannot all be hydrogen: and

3
e

wherein O-0 13 a leaving group that reacts with -OH in the compound of formula (51) to form

the comnound of formula (72). such that the stereochemical configuration of the compound

of formula (51) 1s retained in the compound of formula (723,




Ifif 11 TR, C I."....,---, 0-3 "--":"5" R4I() (74)(R)(55)). wherein the method no | Qfl1f tR 5 activatinn a
com.pound of formula 03),(73)or a compund of formula OH R- (94 (94)Path amhydroxv activatiti.1.2
reipimira to form the comnounet of formula 4744 or the eetarpoand of formula (55), respect Wherein-
111n }di and IR) are 1ndenendentiv selecled from hydroneushvdtchmt, ana URA 6annicay, with the
croviso that y F1,4 and Rama:mot ail he livdimmah and wherein 0-.1 is a leaving grow), A method of
male ena compomd of formula (71),:, oc014 p 5 o+

30. A method of making a compound of formula (93):
o e
Seas’
R
OPro / \/
93)

wherein the method comprises:

oW
OPro

alkvlating a compound of formula (92), 02 . with a compound of formula (54),
R
¥ O
/\K\/ Q
; /_R4
Rs (54) . to form the compound of formula (93);

wherein Pro is a protecting group;

wherein Ry, Ry and R are independently selected from hvdrogen, hvdroxy, and C,-Cealkoxy,

with the proviso that By, Ry and Rs cannot all be hvdrogen: and

wherein O-0O 18 a leaving group that reacts with -OH in the compound of formula (92) to form

3

the commound of formula (93). such that the stereochemical configuration of the compound

of formula (92) is retained in the compound of formula (933,

31, A method of makine a compound of formula (92)

X
@:OH
OPro

hvdrogenating and hvdroeenolyvzing a compound of formula (913, O o form the

compound of formula (92);

wherein Pro is a protecting groun: and

wherein X 1s a halide,




241 wherein the inetirod commiscsi drottenatino and hydrosienolyzins a compound of forraula
(72)1(72) form Om compound of formula(73); whirs-chi X is a. halide: and wherein E. i..andaro i
diemendend tolisicted from inallicapn, liv& taxa, and DLc,hUt2F. with alcsirfivixi,and rit, cannot all be
hyrew,eli. A. method of malting a compound of forum al77): whothe :mewed comprises: X OH OH
altilatime a compound of formula 151),(51) , with a compound of formicia (54), -117 (54)mfrrn. the
compound of formiOn 172 R wherein X is a halidétVherein Raj:Cl and K. are initiopendentild selected
from I‘oglr)otgenﬁ. hyxdkrogr_ : %(r]dy14wmidalkqdi&f wit {t?lg%gnautt R*R, und. R.; can iliafilLe:hi4drot'iiera
and \' hérein 0:07d ICEIVIR WOLTT AT reacte With=011 in the compound of formula t 51 to form the
comoound of t 2(72). mad that the tecirootithemical contiouration of the compound of
1011111,11a. t(351\]?3!31@[(_:f;tained in the compound of tonnula (72).

wherein the method comprises:

LA
o]
i’

hvdrosenating and hydrosenolyzine a compound of formula (52) . io form the

compound of formula (533

wherein X is g halide: and

wherein O-1 15 a leavine group.

Lid
(ad

A method of making a compound of formula (532):

wherein the method comprises:

OH

OH

activating a compound of formula (511, (1) with a hvdroxy activating reagent to

form the compound of formula (523

wheretn X is a halide: and

wherein O-] is a leaving group.

A method of making a compound of formula (891

wherein the method comprises;

CC
OPro

activating g compound of formula (921, (92) with a hvdroxy activating reagent to form




242 30.A method of making a conangund of formula (93): R R3 (93) grearein
93113111cflud.lhomprises: Pro afluglatipt( a compound of formula (92),(92), with a comeourdi of
formula 41. 12.4 R4 Rs,(54), to loch the comnound of formula r'.931( whereiu
Pro.protea(1111911310119. wherein 13.-4, 133 ZUId I(3.4. ars irgicoendentiv selected From
hosdrdgen, livdroxv, and Ciacaidltoxv, with thcrugaviso that Raghla (md E.3 cannot all lac hvdrogem
and wherein 03Q91); a leaving groupglial mulcts &ith -OH in t comaiound of formula. (92) to form the
compound of forraulgi93), such Ihrai the stereochernicsU :configuration of the compound of formula
(92) is 15:50 55 {HE RS bURTESHF6mula (933 A method of makipu 00111DOUIRI ni fartitUrO (221
du).3 |,0011 ORre:(92wheteinthemethod eafm:wises: X

wherein O-1 is a leaving group.

35, A method of making a compound of formula (53) or a compound of formula (84):
C(OH ~OH
0—J OV"””O——I

() o (84

wherein the method comprises:

removing a functional group & or G, from a compound of formula (85), 6% L 008
_"\\\\\O_G 1
OM"W/O_.J
compound of formula (86), (89 . respectively, to form the compound of Tormula (53)
ar the compound of formula (84), respectively;

wherein O-J 18 a leaving group,

L
O—J

36, A method comprising separating a racemic mixture of a compound of formula (33). 3)
@
“10—]
and a compound of formula (84) (84)
a7, The method according to claim 36 wherein said separation step further comprises;

functionalizing one or both of the comnound of formula 523 and the compound of formula

{84} such that the commpounds are capable of resolution:

performing resolution to separate the compounds: and

optionally removing the functional group on said one or both functionalized compounds,




AOH OPro hedrotionathata and hydrogenolvaing a compound al formula (91).(91)liirm. ihe compound
of .formula (92):: wig:vein Pro Is a protecting grow)) and wherein X is a halide. 243 .3d.A method of
mak:ten cortipottnd. of formula (531: rewhifoni Lideri2Nthe (53) "4't0:1kOti COMpri es: Oh!
acitagenatinn and hydrogionolyzinte a co:wound 0il(52). (52)inTPIJLP cot micitpd; of furni Md.( 53ii,
where; Tri is a halide, and wherein;p a leavinu mono. ;a aA medictil or mane ain. a comprnridformuirt
(52): . OH C)-1 (52) wherein the method compr?él‘és:

38, A method of forming a racemic mixture of a compound of formula (53) and a compound of

O— ""r/,,o___J

63 and (G4

wherein the method comprises:

L,
OH

activating a compound of formula (83), (83 . with a hvdroxy activating reagent to form

the racemic mixture of the compound of formula (53} and the compound of formula (84):

wherein O-J 18 a leaving sroup.

10439, A compound of formula (IA), or a solvate, pharmaceutically acceptable salt, ester, amide,

complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer, crystalline or

amorphous form, metabolite, metabolic precursor or prodrug thereof:

(IA)

wherein, R, Ry and Rs are independently selected from hydrogen, hydroxy and C,-Cealkoxy,
including isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures

thereof, with the proviso that Ry, R4 and Rs cannot all be hydrogen.

10540. A compound of formula (IA) according to claim +8439, or a solvate, pharmaceutically
acceptable salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers

thereof, and mixtures thereof.



OH activating a compound or formula (51), (SOwith 8Ay4rontaring reorient. to Form the compound or
tonnula (57)); wherein x is it hal aim and ; where n )-1 es a learn-di nroup. A M6,110d OfillaXitta a
COt...11NWdOf. lerfl"4a.r. (99) wherein tho ;method comprises: OH 244 the compound of
fommiaiii(9934 wherein Pro if a crotectipg grout& and witerithafibif :tap joatiffigiightimpit 35. A rnekhod.
of makin4 contoontici of formula (531. cc a cordpound of formula flidi patibpsiolltiDH i 0 -J 't)-J
(53)or(84) avitercin the method commises: 0 -5

acceptable salt thereof, wherein, R4 and Rs are independently selected from hydroxy and
C,-Cgsalkoxy, including isolated enantiomeric, diastereomeric and geometric isomers thereof,

and mixtures thereof.

acceptable salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers
thereof, and mixtures thereof, wherein, R; is hydrogen, Ry and R are independently selected

from hydroxy and C,-Cealkoxy.

acceptable salt, ester, amide, complex, chelate, stereoisomer, stereoisomeric mixture,
geometric isomer, crystalline or amorphous form, metabolite, metabolic precursor or prodrug
thereof, include.ing isolated enantiomeric, diastereomeric and geometric isomers thereof, and
mixtures thereof, wherein, R; is hydrogen, Ry and Rs are independently selected from

C,-Cgalkoxy.

acceptable salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers
thereof, and mixtures thereof, wherein, R; is hydrogen, Ry and R are independently selected

from C;-Cgalkoxy.

11645, A compound of formula (IA) according to claim +8439, or a solvate, pharmaceutically
acceptable salt, ester, amide, complex, chelate, stereoisomer, stereoisomeric mixture,
geometric isomer, crystalline or amorphous form, metabolite, metabolic precursor or prodrug
thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof, and

mixtures thereof, wherein, R 1s hydrogen, R4 and R; are C;alkoxy.

acceptable salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers

thereof, and mixtures thereof, wherein, R; is hydrogen, R4 and R; are Calkoxy.



foramina a functional atom) G or di from a corrmound of &mam(85)Or -G f a Pait compound of
formula (2i9,(80, resaectivelic to form the compound of(5d) or Mc compound of forricii3 6341
reapeetivehp pvliacicin Ph-Pis 41cimitaroup. 0-1 36. A method comorising sean..rio a racemic mixture
oil compound of formula (331t[53) and a corn pound of formula VibC 17.he mutat& according tti Isi &Ll
COP& functionahTing one of both of thii compound of .thrinthia (523 and the ocimpoui& of for pia eldt
ouch that the conapounds are &aphid oft rimplutidfi’ rostantionscpardiccompoinitifi, anti optic:nal hi
romov'cgl%eg function& ,iiiroup on said 010 or 146th functiow.d 'ze corrar%iind OH ,

(83)m£tf tret1. () PRSP YSHAtTR843] ) A8 PSR RO ORI HA) 2SR BTV, PariaSutically
acceptable salt;cegtex, artie;, camnglaxmehelateostenrcoisonienrsiereoisomericomixtensigidemetric
isomer, crystalline, gr, aIRNQHS T, SRR MRS RIS HERLAr Prodnag thereof

o %
\N
(L7 >
N
OH
(IB)
wherein, R3, Ry and Rs are independently selected from hydrogen, hydroxy and C;-Cqalkoxy,

including isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures

thereof, with the proviso that Rs, R, and Rs cannot all be hydrogen.

acceptable salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers

thereof, and mixtures thereof.

} 14448, A compound of formula (IB) according to claim ++247, or a solvate, pharmaceutically

acceptable salt thereof, wherein, R4 and Rs are independently selected from hydroxy and
C,-Cesalkoxy, including isolated enantiomeric, diastereomeric and geometric isomers thereof,

and mixtures thereof.

acceptable salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers
thereof, and mixtures thereof, wherein, R; is hydrogen, R, and Rs are independently selected

from hydroxy and C;-Cealkoxy.

acceptable salt, ester, amide, complex, chelate, étereoisomer, stereoisomeric mixture,
geometric isomer, crystalline or amorphous form, metabolite, metabolic precursor or prodrug
thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof, and
mixtures thereof, wherein, R; is hydrogen, R, and Rs are independently selected from

C,-Csalkoxy.



wherein, R3, R4 and R3 are independently selected from hydrogen, hydroxy and C1-Coalkoxy,
including isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof,
with the proviso that R3, R4 and R5 cannot all be hydrogen. 48)540. A compound of formula (I1A)
according to claim 0439, or a solvate, pharmaceutically acceptable salt thereof, including isolated
enantiomerie, diastereomeric and geometric isomers thereof, and mixtures thereof. 246 44441. A
compound of formula (1A) according to claim -134% 8)L39 or a solvate, pharmaceutically acceptable
salt thereof, wherein, R4 and R5 are independently selected from hydroxy and C1-C6alkoxy, including
isolated enantiomeric diastereomeric and geometric isomers thereof and mixtures thereof 40742. A

therecf, '”C'Ud'Qc% g&iﬁ‘&%@ﬁﬂ&@%rﬁ%‘ﬂ%m ?s%ﬁ%i&?&i%ﬂ%ﬁ”&9&%&%‘?&%&%%‘%%% %é&%é?r?c 1R ixtures

thereof, wherein, R3 Is hydrogen R5 are independently selected ydroxy and
C1-C6alkoxy. Ghﬂfeémpéaneeﬁréhﬁﬁmé Ay side Srdinby thoeriink 4o ER ofrg @émt@eﬁharﬁr&t@uucany
acceptable salt;ggter.@nidgy.complex, chelate, stereoisomer, stereoisomeric mixture, geometric
isomer, crystalline or amorphous form, metabolite, metabolic precursor or prodrug thereof, include.ing
isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof, wherein,
R3is I"iyﬁif@g?em Rérm‘cleSOEErﬁ)mniepemjembprsiaigctecbhm{néaﬂfécwiI@)xylxiatéBﬁMﬂné&\m@dimpound of

formula (1A) acgording o gla estéJ Aahder 3sglyate. cl%hr%{é“as?%‘é%%%ﬂ%’erac‘éépéé‘?&?n%aﬁ thereal.

|nclud|ng |solate nantlomeric iastereomeric and geometric isomers’th ereo mixtures thereof

wherein, R3 is #ipeigensRE apiREarefapRiie Aty s alechadithonreialantiessapr 418145127
compound of fergusa (HilaseordingdR Claim kPR 3dRswer-amalvalal pharmaceicaliiracapiable salt

ester, amide, complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer, crystalline or
amorphous foaPHETADGTRED Mot bsr&@li%%?lolﬁb%%ﬁrfh(eﬂgﬂﬁcludmg isolated enantiomeric,

diastercomeric and geometrlc isomers thereof, and mixtures thereof wherein, R3 is hydrogen, R4 and

R5 a i Q@JJ@X?& L4446, /\8 fghergrgmé{ afA) @fardgr%@%%os'ai% 0439,,0r a Solvalg,

pharmaceutically accepta Ie salt ng isolated enantiomeric, diastefeomeric an

geometric isonféesriabiestdricaivinaieding érelofor BerinmRE isligidretyest RaGERd RS EréoCRikoxy .
247 A compoung Qb fentdia kBhs M Aea0Iale RhRIMAGEIcAl Y, aceqptakle salbxgster; amide; complex,

chelate, stereoisorner, stereoisomeric mixture; geometric isomer, crystalline or amorphous form,

metabolite, metabolic precursor or prodrug thereof: (1B) wherein, R3, R4 and R5 are independently
selected-framn hydragennhydr doeynand(Cl,Goalketyatin) gliding ¢satatBd-eompntidamanic cdiasterziemeric
E‘gdhs . roorgztn“c SOmELS thergoh and mixtures thereol.with the Rroyizo hat B384 a9d R capnot all

amorphous form, metabolite, metabolic precursor or prodrug thereof:

N

OH

Ic
wherein, R,, Ry and R are independently selected from hydrogen, hydroxy and C;-Csalkoxy,
including isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures

thereof, with the proviso that R3, R, and Rs cannot all be hydrogen.



44448. A compound of formula (TB) according to claim 4-1447, or a solvate, pharmaceutically
acceptable salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof
and mixtures thereof A compound of formula (TB) according to claim -41447, or a solvate,
pharmaceutically acceptable salt thereof, wherein; R4 and R5 are independently selected from
hydroxy and CI-Coalkoxy, including isolated enantiomeric, diastereomeric and geometric isomers
thereof, and mixtures thereof A compound of fornidita (TB) according to claim 414417, or a solvate,
pharma ically acceptaple salt thereof includipg isolated enantiomeric, diastereomeric an

oo SR BB, S TN LG HGTEB T e 1o iy et P mAE RS s
independently selgetblt fedirthérgdf,oxyledideGbl@6htnextioB&ic Adcorapomadcamhtbgroule(d Byaccording to
claimor a solvat%rpg}%ﬁra%%ggﬂ%%gﬁeptable salt, ester, amide, complex, chelate, steremsomer,
stereoisomeric mixture, geometric isomer, crystalline or amorphous form, metabolite, metabolic
precursor or prodmg thereof, including isolated enantiomeric, diastereomeric and geometric isomers

thereof andsmix{ugesibereaft wherain (RS ishyarogen cRianthRS aredndependantiv.salaeied from

C1-C6alkoxy. 248 A compound of formula (113) according to claim 44447, qr a so|vate,
oharmaceutealf SRS B EFE Ine B ncictig Koot ARG AE s e BolRaRT B
geometric isomers #ikoenfiaciddnixissksctheraofombereiigsRE:isieyid rogegroR4tan R @rdereof,
independently §g&erg§tquso&rggf0f,alkoxy. A compound of formula (I11) according to claim 44247, or a

solvate, pharmaceutically acceptable salt, ester, amide, complex, chelate, steremsomer,
stereoisomeric mixture, geometric isomer, crystalline or amorphous form, metabolite, metabolic

precurlfsqr;)«@gsvgpr@d taehthsreafineluding (gglated-enantiopiaric .diasterpomeliaRndigapmealiicisomers

thereof, and mixtures thereof wherein, Rl is hydrogen, R4 and R5 are Cialkoxy. A compound of
formula (TB) alE8wIvG (8 EIAFH 4’?&‘?}18’:%38%’&?; B e ST AR P B R T BTE
including isolatédren@ntio mericethhstere ometia.dud gecinetricRsamers thesihaanchtiyixtirasdhereof
wherein, R3 is Xg]rgcg(%x %@@gﬁgg%cmlkoxy. :55. A compound of formula (IC), or a solvate,
pharmaceutically acceptable salt, ester,"amide, complex, chelate, stereocisomer, stereoisomeric
mixture, geometric isomer, crystalline or amorphous form, metabolite, metabolic precursor or prodrug

C1-Ce6alkoxy, including isolated enantiomeric, diastereomeric and geometric isomers thereof; and

mixtures theredFHRKE e BbviEStha™93, RA BT RE EaHnot SIFBE M oy eRC SRS )4 1B K EGmpound
of formula (IC) aeemsdindgstmelatmsi:3R055, onasolvaienp hatabatie ioatyolicoeptable sab thereof,
e SOlatag, A MAE ASIPLEAMH AN A ASOUIRE SamBIs INeerl, A0 iy of dnereot
4-2247. A compound o (form la (1C) accoréllng to claim -44055, or a sorflvate, p(?warmaceutlcally
acceptable saltriveraest, hererei RicEhRR SsabsdivdepeRdantlytse feeditrspddnirogipdst TInT6alkoxy,
including isolated.epantigmeric, diastereomeric and geometric isomers thereof, and mixtures thereof.
A compound of formula (IC) according to claim 1-23455, or a solvate, pharmaceutically acceptable salt
thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures
thereog whierein, Ranisohydiretyénninié aic) Rbcaréinpdepenaently Selectedstiom: hybsoxcandally
C1-Coalkoxy. 3iddnlh A gomoount ol IRl aceaiting 9. SR LA B QLA SR ASners
pharmaceutlcaﬁy a%ceptaeb e salt, ester, a%mé)e, complex, cﬁe1ate, stereoisomer, stereoisomeric
mixture, geometiecidomermerysealthreceot amoephdussordiogaetRoahieRnfatdbdinepleatiirsdedrdbrodrug
thereof, including,iselategiigrantiomeric, diastereomeric and geometric isomers thereof, and mixtures
thereof, wherein. R3 is hydrogen, R4 and R5 are independently selected from C 1-C6alkoxy. 3134560.
A compound of formula (IC) according to claim 3144455, or a solvate, pharmaceutically acceptable

mixtures thereof, wherRingR3 13,0ydrgen- B.and Raare. ndergndgntly selegied.from, Gligealkoxy.
geometric isomer, crystalline or amorphous form, metabolite, metabolic precursor or prodrug
thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof, and

mixtures thereof, wherein, R; is hydrogen, R, and R are C alkoxy.



-61 A compound of formula (TC) according to claim -24455, or a solvate, pharmaceutically acceptable
salt, ester, amide, complex, chelate, stereoisomer, stereocisomerie mixture, geometric isomer,
crystalline or amorphous form, metabolite, metabolic precursor or prodrug thereof, including isolated
enantiomeric, diastereomeric and geometric isomers hereof, and mixtures thereof, wherein, R3 is
hydrogen, R4 and R5 are Cialkoxy. 249a A compound of formula (IC) according to claim | 2-055, or a
solvate, phaineeutically acceptable salt thereof, including isolated enantiomeric, diastereomeric and

geometrie isomers, hareof, and.mixtuies theseahwhersin, Redsshygdrooen, R4 mﬁﬁé&n&@alkoxy A

compound of formula (ID), or a solvate, pharmaceutically acceptable salt, ester, amide,: complex,
chelate, stereBiSBHBK SHbBERYNMT IR HAIH SBHHRETSo A &) BEIRHRdGIaRRSHSHRSTorm
metabolite, metabetialirecuises GeRMdRugteneat niid wherehdR3 R4 angdR5 are independently
selected from hydrogen, hydroxy and C1-C6alkoxy, including isolated enantiomeric, diastereomeric
and geometric isomers thereof, and mixtures thereof, with the proviso that R3, 12.4 and Rs cannot all
be hjdrbééﬁl A conppouhdiofoformuldl 1 D)racsordingiieoiarenbiBh2dedpidbls oita soluataide,d
pharmaceuticaliy, acecpfgble salkihatanl. Iading selaled eraniiometic, diguiereomati g
geometric isomers thereof, and mixtures thereof 4-3.compound of formula (ID) according to
claimLk---24(:BsrRhasiare; ﬁﬁﬁ‘ﬁﬂ&ée@ﬁ@&ﬂ’y%é@ﬁ%@ BEMftHetBgEWherein. R.4 and R5 are
independently selected from hydroxy and Cr-C6alkoxy, ipcluding isolated enantiomeric, dlastereomerlc
and geometrlc isomers thereof, and

according to claimor a solvate, pharmaceutlc lly acgeptaBle salt, ester, amlde complex, chelate,
stereoisomer, stereoisomeric mixture, geometric igomeggrystalline or amorphous form, metabolite,
metabolic precursor or procirug thereof, including isolated enantiomeric, diastereomeric and geometric
isomers thereof, and mixtures thereof, wherein, 12.3 s hydrogen, R", and R5 are independently
selected from Ci-Coalkoxy. k compound of formula(iD) according to claim =4140, or a solvate,
pharmaceuticatheadcehteblersaR;theradtpincludingelsciatdch eriantiormerisidiastercOn@ritand
geometric isopgfshpreal aad mesnarealoere, egﬁn@m?s%gﬁrﬁﬂe AN BR B ures
independently selectéd from C1-C6alkoxy. Acompoun of formula according to alm 42863, or a
solvate, pharniieeftivailytiacerptabibasBi, Rstad Fanfierot cOrhplesr&shate, stereoisomer, stereoisomctric
mixture, geometric isomer, crystalline or amorphous form, metabolite, metabolic precursor or prodrug
there f,émcl ding isolate ntio diastereomeric and geometric isomers thereof, and mixtures
therepf e Cﬁ%p%uﬁg&% B G FEoH B AR " S B0 A CORBBUREFBFISTARID)
according to clarphB862lt dreeesh livatediph &vhwacbuticaty adccepiablecsaltithedeshiraitdiogisolated
enantiomeric, %&gg?rggd%gg&%gqlgl%gpetnc isomers thereof, and mixtures thereof, wherein, R3 is
hydrogen, R4 and R5 are Cialkoxy. A compound of formula (1E), or a solvate, pharmaceutically
acceptable salt ester, amide, complex, chelate stere0|somer stereoisomeric mixture, geometrlc

acceptable salt thereof, wherein, R, and Rs are mdependently selected from hydroxy and
C,-Cealkoxy, including isolated enantiomeric, diastereomeric and geometric isomers thereof,

and mixtures thereof.

+33+66. A compound of formula (ID) according to claim +2863, or a solvate, pharmaceutically
acceptable salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers
thereof, and mixtures thereof, wherein, R; is hydrogen, R, and R; are independently selected

from hydroxy and C,;-Cgalkoxy.



249e wherein, L and R5 are independently selected from hydrogen and hydroxy, including isolated
enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof with the proviso
that R4 and R5 cannot all be hydrogen. A compound of formula (1E) according to claim 47 |, or a
solvate, pharmaceutically acceptable salt thereof, inglégling isolated enantiomeric, diastereomerie and
geometric isomers thereof, and mixtures thereof. A compound of fommla (1E) according to claim i2 T1,
or a solvate, pharmaceutically acceptable salt thereof, wherein, R4 and R are independently hydroxy,
including isolaied BpRaNHEMENG MBS @B OMEN& AN IeRmetis isomets hereof anchmbxiugs thereof
1-3974. A compound of formula (IF) according to claim 1547 4,, or a solvate, ‘pﬁarmaceutically
acceptable safttfiiABYT, fALIUGHTE iStrted SR Tom eI thalterasimstic SATYEBHTEL IS Hers
thereof, and npxdnikesdheieaf, onhelgir, R4nanphRE aseninaepeodenthytkiydtoxyecdrédbt pddmetabolite,
metabolic precursor. or prodrug qf a.compound of formula IE%: IF) wherein, R4 and R5 are
incopendenty SIS0t HE P Lo i T e s s e S Bdmertc,
diastereomericatitt ggetheredfic WdermierskhesdofimadumBaures thereofinddtiytratrosdsotidati®d and R5
cannot all be @{dj(gdggqu metabolite, metabolic precursor or prodrua according to claim 4075.,
including isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof
L42 77. A metabolite, metabolic precursor or prodrug according to claim 2i4:1;", wherein, P,44 and Rs
are irldepg@;demtboﬁ@kaﬁt@dafr@mﬂmyﬂr(y and:Gbd -@b2alkexydaciudingssolaie glenantiamaric,
diastéreomeri and geomefric isomers thereol and mdies thereof 248d 1.4z, s metaholite
metabolic precu?s%r or %ro rug, accorgl 0 ‘Claim -4415%, INC udgmg ISO éjtga enantiomeric,
chastereomeribaerf. gedmetticcsthwrers thearsof, Rind hyisteges TaeraoR s wivardirpeRdpathdsR&ctre
independently gelested framhydroxy and C1-C3alkoxy. A meta.bolite, metabolic precursor or prodrug
according to claim 44075, including isolated enantiomeric, diastereomeric and geometric isomers
thereof, and mixtures thereof, wherein, R4 and R5 are independently selected from C,-C6alkoxy. A

diastercomcric andtdgtot?om ric i%omers hereof, 1gnd n%big res thereog‘ﬁ whetrein,. Ps4 and RF% :%e
independentlyascgigc ed frorn &ﬁ?éia%xfj. AHetanofits, rﬁétgﬁ%ﬁ%s%ree&ur%%rre or C|E)Irnc?(rjlrcugmé\)ét‘:lor’ding to
claim ;407:3., groluding iisolatedet@intiorn ericrdiastdren metic ahid, getrhdin pisomertherdoly and
mixtures theregf, wherein R4 /RpdR e akaxy Asriabalite. melahelic RISGUISOF LERMdUg

according to claim 44073, including isolated enantiomeric, diastereomeric and geometric isomers

thereof, and nibdEivEss tHeidb RFErRiIR: KA afe eraikosyy, Cralkoxy.

acceptable salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers

thereof, and mixtures thereof, wherein, R; is hydrogen, R4 and R are C,alkoxy.

43671, A compound of formula (IE), or a solvate, pharmaceutically acceptable salt, ester, amide,

complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer, crystalline or

amorphous form, metabolite, metabolic precursor or prodrug thereof:



A composition comprising: a compound according to any one of claims 444 metabolite, metabolic
precursor or prodrug according to any one of claims ; in combination with a pharmaceutically
acceptable carrier, excipient or diluent. /4 or a to 44-782, 4. Use of a compound according to any one
of claims t 04 49 to 441471 a metabolite, metabolic piggursor or prodrug according to any one of
claims 4444-75 to according to claim t44711, in the manufacture of a medicament. or a composition
Use of a compound according to any one of claims | 04-30 1-44a metabolite, metabolic precursor or

prodrug accoringn avene . cipls .49 1810 L 181201 Acampslion acaording fo.claim in the

manufacture of a medic.ameni for modulating ion channel activity in a warm-blooded animal. 249e A
method for mGHATEERMF IS N EHAAPRTHIORY BSARFIHC VRPESatHsE eomiphisitg e riipietéritighitigitro an

effective amoyntafareampaianed aseerdingdaameane of claims 1013*44o0a metabolite, metabolic
precursor or procimg according to any one of claims 75, "40 to 441113 composition according to
claim 13S3, or a medicament manufactured according to claim T4984, Use of a compound according
to any 6é’af dammsnd@iG pa foetabolite), avetatiofictpreirses arpradrugaeaerdingrbacamycdhe of

claims 754444 to gt 42, fracompoation aceoding i claimAdEd. ndaesan e of a
medicament for blocking/inhibiting the activity/conductance of an ion channel in a warm-blooded
animal. thereof, and mixtures thereof.

‘ 13873, A compound of formula (IE) according to claim 12671, or a solvate, pharmaceutically
acceptable salt thereof, wherein, Ry and R; are independently hydroxy, including isolated
enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof.

} +2974. A compound of formula (IE) according to claim 43671, or a solvate, pharmaceutically

acceptable salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers

thereof, and mixtures thereof, wherein, R, and R; are independently hydroxy.

+4675. A metabolite, metabolic precursor or prodrug of a compound of formula (IE):

.0 l Ry

OH
(IE)
wherein, Ry and Rs are independently selected from hydrogen, hydroxy and C;-Cgalkoxy,
mcluding isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures

thereof, with the proviso that R4 and Rs cannot all be hydrogen.

| 14176, A metabolite, metabolic precursor or prodrug according to claim +4875, including isolated

enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof.

| 14277, A metabolite, metabolic precursor or prodrug according to claim +4075, wherein, Ry and R
are independently selected from hydroxy and C;-Cgalkoxy, including isolated enantiomeric,

diastereomeric and geometric isomers thereof, and mixtures thereof.



1544313. A method for blocking/inhibiting the activity/conductance of an ion channel in an in yarn
setting comprising administering in vitro an effective amount. of a compound according to any one of
claims :14,--H 38 tometabolite, metabolic precursor or prodrug according to any one of claims -1t _
34582, or a composition according to claim -104g83;g5@ medicament manufactured according to
claim 441131. The use according to claimwherein said ion channel is a potassium channel. 44599.
The use according to claim :15 119 herein said potassium channel is a voltage-activated potassium

Cha”ﬂ%'-@» ABIL ] he MEthed AGRArHING. IO ClAImRk 3&5@&%&&%@‘8@8&%@ fRanag 1s,apgtassium

channel. 444193 The method according to claim 433491, whcrcin said potassium channcl is a

voltage-activatBe PORsESiLHICHAPHETC b SPEEBMTBNRT SCEentiAM BB SriBsTod diRfES=4 :JeL to |
precursor or prodru® ageardinantaanysene:@f BlamsHAds 4ad to-matahelite, metabolic or a composition
249f Use of a compound according to any one of claims 1Q'n

-Le"- , a metabolite, metabolic precursor or prodrug according to any one of claims 449-75_to 11782,
or a gorpgasitibmactoiden gitorbidinrpd844@ 3 mprieun anuidotyre eianmedicamehntdiop isolated

blocking/inhibiing faidiac eatyIsRAlR IR HURD'S ANK.caiag sgim HTRMSfn A blooded

animal. 44995... Use of a compound according to any one of claims 141 19..to 13-4-9749 a metabolite,

metabolic pre&urddrlord drfitR§raiceBrdizigte ‘ne‘of&Riiths 44C 75_ to or a composition according

responsible for the cardiac, earl repolariséng currents and cardia¢ sodium currents in a warm-blooded
animal enanfiomeric, diastefeomeric and geometric 1somers thereof, and mixtures thereof, wherein,

R4 and R are independently selected from C;-Csalkoxy.

enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof, wherein,

R, and R are Cyalkoxy.

enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof, wherein,

R4 and Rs are C,alkoxy.

+58835. Use of a compound according to any one of claims +84-39 to +3974, a metabolite, metabolic

activity in a warm-blooded animal.



Use of a compound according to any one of claims i0OIL39 toa metabolite, metabolic precursor or
prodmg according to any one of claims HO-75 to 444434 or a composition according to claim 48.83, in
the manufacture of a medicament for blocking/inhibiting cardiac early repolarising =rents and cardiac
sodium currents in a warm-blooded animal under cepgditions where an arrhythmogenic substrate is
present in the heart of said warm-blooded animal. Use of a compound according to any one of claims
4043.39 to 3-3074, a metabolite, metabolic precursor or prodnig according to any one of claims

144-T5,2 GOMROSIHN AGCRKING IR GRIMMAHEBRN e MehuaciuE Ak %dﬁ?ﬂiﬁ@g’ﬂ@ﬂﬁr_f@f@rmg
blocking/inhibiting, the cardiac ion channels responsible for the cardiac early rcpolarlsmg currents and

cardinc sodiuffi iitéAtEiFr R RARMNBI 0O SATERIRARETRIEIEShAMONY WHt&an arythimogeric
of claims 31494 04 (0. 46297 wherein sald eardiac earlyrepolarising currents compriss ignig, currents
which activate raﬁldqu atter 8ep arisation of membrane vo age and'w ich eftect repolarisation of the
cell. The use aé¢esiding to any one of claimsto 46293, wherein said early repolansing currents
comprise the cardiac transient outward potassium current GO and/or the ultrarapid delayed rectifier
current 249g 041:QQ.The use according to claim 44499, wherein the cardiac transient outward
potagsitimicurrént{ly arrapertAeRFdrabin delayealieetmer Ctirrett (K i camprisel it BELP6HE of the
Kv4.2, Kv4.3, ivdibo Kyl daireeKactbdiny rentsy . bise off aammpound aceprding:ta anyenaiofh claims
444,174, a metabolite, metabolic precursor or prodrug according to any o f claims 144 75 to
1-44782, or a%cg%élg)l%iﬁ%r?&%%ncdr\ rhij {6 (%:lfgi%a: ‘Tlr%f)j1 {%Igmoégnaufg% ﬂgr'aem 6 g¥?nre§?8aﬁl%§ﬁ{p %1%1 {r a‘%lﬁng and/or
preventing arrstthityiecintecivanreeddocdeddtephamranebitteat ¢ empdsition comprising an amount of a
compound according to any one of claims 44419 to 443974, or a metabolite, metabolic precursor or
prodrug according to any one of claims 449475 to 4-44c 771, effective to treat and/or prevent atrial
arrhyfhﬁ%ﬁa A WSS SBaRaEiAahiR s o PANS ARG IO PP Vet iBRe LdR gy i1 vitro
pharmaceuticaly;accepiabiacadrieh gilugnty, ofexeipenictiae H@aueomm patsig acrordingitesany one of
claims 4414749 to 44044, a metaholite, metabolj cursor or. prodrug accordjng to any one of claims
4 Tiho 414483 75 LIS w1 T GotA I e T LR et for
treating and/orpreventinglaitrial ‘erhyihmiadnta warm<blopaeddammsaidiuseothigompaindrazcording

to any one of ¢laims, Skrmetabglitesmetakalicpragursarer prodrug according to any one of claims It:

compyisingzanenauatt aeempovRdacerding: tosany, oneeaficlain sidd/dr39doi4-4 G ohbsSia
metabolite, meg?bolilc precursor or prodlug according to any one of claims 144475 to 11782, effective
to treat and/orcpraé\l}%nt ventricular arrhythmia in a warm-blooded animal in need of the treatment and/or

prevention, and a pharmaceutically acceptable carrier, diluent, or excipient. 249h

precursor or prodrug according to any one of claims +46-75 to 4782 or a composition

repolarising currents and cardiac sodium currents in a warm-blooded animal.



Use of a compound according to any one of claims 444 39 to <3974, a metabolite, metabolic
precursor or prodrug according to any one of claims 449-345 to 142-27, or a composition according
to claim :144%$3, in the manufacture of a medicament for treating and/or preventing atrial fibrillation in a
warm-blooded animal. 7.Use of a compound accordiggyto any one of claims 444433, a metabolite,
metabolic precursor or prodrug a.ccording to any one of claims to 1-4:74,44, or a composition
according to claim 44983, in the manufacture of a medicament for treating and/or preventing atrial
flutter in a warm-blooded animal. Use of a compound according to any one of claims 4-4443913-1./ 4,
a metabolite, metabolic precursor or prodrug according to any one of claims 1.42-75 to 44782. or a

200/ ny one ol cle ; :
compositioi-abeordih GBRIKISAUBALAC MITHE HAFERETE o d riddicafBfit PF tre R HG Aitd/or
one of claims 141 EY:A a metabglite, metabolic precursor or. rodrug o FdL tg any one.of claims -!
0TI 10 4705 G Do 20 IR e B S et for
treating and/ofghevamatingive ntricolarfiltedir sodiamebisotded animabloodgdarvmalcompound
according to any one of claims 4-04-3i to 443-97, a 'metabolite, metabolic precursor or prodrug
accordi{n%ﬁtiq any one of claims 44404-75 .to 44474, or a composition according to claim 4-4923, in the
manufacitire oF5s AiCHiERRRRE RFCHEHNG ARAPRIHIREGR i WaEicoddtrSRrtiS, mettsicor a
compound aC@Qi’diﬁngQIapM@ﬂg @(fdék@iiﬂgsté%@t@hle]M,dﬁﬂ@@@@ﬁ[&@@g@bpwdﬁﬂ@cﬁﬁﬁmding to
any one of claém% §/44;[9-75. tqﬁé}éﬂorg com&oasgctlogm ccor ln%%% Claim 4:4 W%gfg{ood%g animal. ,

. COr 0 ¢l 3,010 the man ure,0f a medic lockin mg
in the manufa&fife ofa medicamerit for 1irea{]fllng Atrial flutter in a & =

cardiac ion channels responsible for the cardiac early repolarising currents and cardiac

sodium currents in a warm-blooded animal.

5y

precursor or prodrug according to any one of claims +46-75 to +4782,) or a composition

according to claim #4883, in the manufacture of a medicament for blocking/inhibiting cardiac
early repolarising currents and cardiac sodium currents in a warm-blooded animal under
conditions where an arrhythmogenic substrate is present in the heart of said warm-blooded

animal.

+6297. Use of a compound according to any one of claims +84-39 to 43974, a metabolite, metabolic

1T A0

according to claim +4883, in the manufacture of a medicament for blocking/inhibiting the
cardiac ion channels responsible for the cardiac early repolarising currents and cardiac
sodium currents in a warm-blooded animal under conditions where an arrhythmogenic

substrate is present in the heart of said warm-blooded animal.

repolarising currents comprise ionic currents which activate rapidly after depolarisation of
membrane voltage and which effect repolarisation of the cell.

{ +&499. The use according to any one of claims +5&-93 to +6297, wherein said early repolarising
currents comprise the cardiac transient outward potassium current (I,) and/or the ultrarapid

delayed rectifier current (Ixy)-



Use of a compound according to any one of claims 4-04-73, toa metaholite. metabolic precursor or
prodrug according to any one of claims 4-444-75 to | CC or a composition according to claim 44483, in
the manufacture of a medicament for treating ventricular fibrillation in a warm-blooded animal. Use of a
compound according to any one of claims 4-04 39 t,(34974, a metabolite, metabolic precursor or
prodrug according to any one of claims 410 25 to ,87811, or a composition according to claim .44143,
in the manufacture of a medicament for treating ventricular flutter in a warm-blooded animal. Use of a
compound according to any one of claims 44341toct abolite, metabolic precursor or prodmg according
to any One of claims 20441- or a composition according to claim 44483, in the manufacture of a
medicatfeHtFdhprEgeiSairig BEfAl B Ao VAt i FesHEd tERfsal. U drsespetiffdtaccording
to any one of glaimsiA8 T B admelabalileemetalolic PresrisQe of preduig acerrding1o any one
of claims 449-75 t YZFr raco sitjon according to claim 4444403, in the manufacture of a
Medicament f(})%’vél%\}é% 35@.‘;?%?5} ‘%Cﬁrﬁgﬁh-blooded animal. . Use of a compound according to
any one of claims 104-39 to -434-74 a metabolite, metabolic precursor or prodrug according to any

one of claims #4042 ctgm%%aﬁ%u%ﬁ@?&‘&%?%ﬂé?@f%?&%@i@%% glaimA4403. IR dhe manyfagture of a

medicament for preventing ventricular fibrillation in a warm-blooded animal. - Use of a compound
according to aff<gFe PRI A 44 Tinelg a4 7Rs & ntttabofite, Mebolieprecarsdraspitidrug

according to any.aae Ofcaims 444044 5nion AhdA8 ke OF A GOMPARionAeEARdIng 10 Chindd44444Th in

the manufacture of a medicament for preventing ventricular flutter in a warm-blooded animal.
arrhythmia?n & warm- loodc?c{ anima& g

blooded animal in need of the treatment and/or prevention, and a pharmaceutically acceptable

carrier, diluent, or excipient.

168192 Use of a compound according to any one of claims +84-39 to 13974, a metabolite, metabolic

............ —3

precursor or prodrug according to any one of claims +46-75 to +4%82, or a composition

S-al. Postond]
[o2s]

according to claim +4&83, in the manufacture of a medicament for treating and/or preventing

atrial arrhythmia in a warm-blooded animal.

+69104 Use of a compound according to any one of claims +84-39 to 43974, a metabolite, metabolic

precursor or prodrug according to any one of claims +46-75 to +4782, or a composition

according to claim +4883, in the manufacture of a medicament for treating and/or preventing

ventricular arrhythmia in a warm-blooded animal.

blooded animal in need of the treatment and/or prevention, and a pharmaceutically acceptable

carrier, diluent, or excipient.



24%h

precursor or prodrug according to any one of claims +48-75 to +4%82, or a composition

according to claim +4883, in the manufacture of a medicament for treating and/or preventing

atrial flutter in a warm-blooded animal.

according to claim +4883, in the manufacture of a medicament for treating and/or preventing

ventricular fibrillation in a warm-blooded animal.

according to claim +4683, in the manufacture of a medicament for treating and/or preventing

ventricular flutter in a warm-blooded animal.

gy

+75110. Use of a compound according to any one of claims +84-39 to 2974, a metabolite, metabolic

FO O

according to claim 44883, in the manufacture of a medicament for treating atrial fibrillation

in a warm-blooded animal.

precursor or prodrug according to any one of claims +46-75 to +4782, or a composition

according to claim +4882, in the manufacture of a medicament for treating atrial flutter in a

warm-blooded animal.



2491

precursor or prodrug according to any one of claims +40-75 to 4782, or a composition

. st

according to claim 448823, in the manufacture of a medicament for preventing atrial

fibrillation in a warm-blooded animal.

precursor or prodrug according to any one of claims +48-75 to +4782, or a composition

,,,,,, et

precursor or prodrug according to any one of claims +46-75 to #4782, or a composition

according to claim +4%$83, in the manufacture of a medicament for preventing ventricular

fibrillation in a warm-blooded animal.

precursor or prodrug according to any one of claims +48-75 to #4782, or a composition

flutter in a warm-blooded animal.




