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WD 2006/ 131519 PCT/ EP2006/ 062934 -1 QUI NOLI NE
DERI VATI VES AS ANTI BACTERI AL ACENTS The present

wobsensison rel ates to the use of quinoline der PUBEPWS6062934

for the manufacture of a nedi jcament for the treatnent
of a bacterial infection. 5 ReS|stance to first-1line
antibiotic agents is an energing problem Sone

i nportant exanpl es include penicillin-resistant
St r ept 0CQUINOLINE DERINGCTTVESASMNTIBACFERIANAGENTS
enterococci, nmethicillin-resistant Staphyl ococcus

aureus, nulti-resistant sal nonellae. 10 The

Cdepecpartioesntoh rele®s &d thamse dbquamdlinei detivatives dorttbe arapufacture of
Qaci%:n ﬁ'Hfﬁz nt mcrobes fail

%erﬁgégar%ér?gff(ﬁ%% {r}e ¢ d[)raggéa {f‘ﬁéﬁﬁut’ﬁ pr ol onged

illness and greater risk of death. Treatnent failures

qieggtaheé% Q- ROBRILIGIR A50AS i0kn drhbBieiHbBitn, SBhRm ortant

i ncre he nunﬁgrs of 'infected people myving in

CEARD FFSP ‘Hlﬁd’e{lﬁ N-ESSRRN R ePioRCCHERBGUATON S VEP Y FinrTgSistant
teferddosdd, Mlethiciinr@SibiafigStaphdsdost 3 iuréls) muli-tefisRat sabfionellae.
15 Hospi tals are a critical conmponent of the

anti m crobial resistance problem worl dw de. The
cldwivionseguenves 6f tesigtahge oumtibiotic bEentpareisevirs Infentiemssiauseed by

qg&stﬁ{t%ﬁgf&ggfaﬂqb ir%?gﬁﬁd)w t‘?éaﬁnéiﬁeﬁsﬁﬂﬁ | @% ?9& Rfnkdhd greater

ctions wt

pikoédeah. Tratmeny dairesalsodepd tOrﬂeagwprl@@ %ltlf«;ctmty, which

andrbdse (t‘lﬁéi’lhm%eis bﬁn%&%'}ﬁbpl@%&fmé Mahe Eorﬁﬁ’lﬁhi’tj’ Qﬁﬂ 1hi§ expdsing
lﬂ§S|stance di.ca g ed antimcrobials, na

> BB gPgulatiLIo SR G ot AL AInEd BRI TATcgY: ot
Gmpﬂalﬂl areCtectitith Ecoanpomohtsofahe atiniembibl wgistdat problem worldwide.

. FLC d. t.reat.
or ob }n%ﬂlaga%‘mo Hjlgéﬁl sglg&f)gglg a]ﬁ?lﬁgtlgigﬁélvé %mfé‘é}? o'ﬁ%éd mir&croblal
iuse,eand gpass-tinfectiont hag aiesutied invihEeationseyithy bighly resistantehacterial
?Ja{htog ns, OF  may be unable to afford a full course,
y creating an ideal environment for mcrobes to
adapt rather than be killed. Because of the energing
ISRl bdOG RNtvEt it fnhipd obiadd HsiaBbthbt @8jor EH&Ycﬁlc@ht@ibﬁtlﬂg ® resistance.

SOIREPLE% bt B B AR s ity Bsed o

fonayamut |cehtam<mlbquabé amowntts ofdctive idargs | npose an

i ncreasi ng burden for health care systens worl dw de.

Therefore, there is a hi gh need for new conpounds to

tRadient compliandeavith recemmen @d tremeretgp emtherrl majpioproblem. Patients

tep 1%%? %8 8ke Pbdi bz{’cfo‘%cfdté}ﬂg) egff fodbdl Better, or
ZIPOGI 31519 PCT/ EP2 06/%22 -2 V\D O /011436

dh&yc ledggéferd 2 CHTRCnBFTaR% crating an i CIYHONRgNt for

agictobed 16 igps Mther than be killed.

Because of the emerging resistance to multiple antibiotics, physicians are confronted
with infections for which there is no effective therapy. The morbidity, mortality, and
financial costs of such infections impose an increasing burden for health care systems

worldwide.

Therefore, there is a high need for new compounds to treat bacterial infections,
especially for the treatment of infections caused by resistant strains.
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Mycobacteria, in particular agai nst Mycobacteri um
tubercul osis. One particular conpound of these

wandwstiBtsws ed qui noline derivatives is descri beBCT/RP2006/062934

Science (2005), 307, 223-227,.5 It has now been found
that qui noline derivatives described in WO 2004/ 011436
al so show activity against other bacteria than
Mycobacteria. Therefore, the present invention relates
twot M4ws ¢431=f dlmlsﬁmmmté@qumﬁmmuﬁt&ws lhhemg attivity against
ig ne dor it trea nt of a bgﬁ}erhﬁ iInfectio

Ye 8% FJB% dh aa%ls ag! (RHTHOPTSIHATES, TRdpFucular
(cemppurid/ofIhksRAubdtituted \qulfdb%e ddrive@ved iRdesaribed in Science (2005),
Barsmcept i cal Iy acceptabl e acid or base addition salt
the?eof a stereochenically isoneric formthereof or
At hasqomclecen downd; thetrasdsiolingsderivativesylesceberd inr WQs20044M 1436 also
@ﬁb\%edna@ agéﬁiskudher l‘.%te@ﬁ'tKMJM BotderxyC _6al kyl, O _
6al kyl oxy, "Ar or IS an i nteger equal to 1 or
2; R is Cl1_6al kyI oxy, C1_6al kyl oxyCl. 6al kyl oxy or
theﬁﬁd)ﬂeyﬂhb present ilenition cellatetokiiie use%f a dtkiﬁpoﬂhd Ifertthe mBdufacture

R5.. each tl re h n 6al k I.

SRR SRRl BRSSPl gt eafetdn A g S nstg Bne o
whnmhwmhevbandaattached may form a radlcal 20
sel ected fromthe group of @yrrolidinyl, 2-pyrrolinyl,
3-pyrrolinyl, pyrrolyl, iyidazolidinyl,
pyrazolidinyl, 2-imda yoayl , 2-pyrazolinyl,
i m dazol yl, pyrazolyl, zolyl, piperidinyl,

ridinyl, erazin ridazin rimdi
Py y @%ﬁ + 4 Py (Ey ,

pyrazi nyl |nyI nol pheal i nyl d
thlonnrphollnyﬁh:\ j ' yay optionally be
substi t ut ed mn|

pol yhal o _6al ky|L# N hydroxyCI 6al kyl ,

Cl_6al kyl oxy, am no, nord- Cor di (d _6al kyl )am no,

C _6al kyl thio, Cl1_6al kyl oxyCl. 6al kyl ,

Cl_6al kyl t hi oCL. 6al kyl or pyrinidinyl; WO 2006/131519

Pg%ﬁﬁ%%@ﬁé@g%ggﬁnabﬁaﬁ Ptﬁa}sg %@1&%& Pef(lt ﬁ)@l'egf a stereochemically

qg)rmi,ckfytm ezeo @r a N-oxide form thereoF wherem

R! is hydrogen, halo, polyhaloC; ¢alkyl, C;¢alkyl, hydroxyC, ¢alkyl, C;.
salkyloxy, Ar or Het;

p is an integer equal to 1 or 2;

R? is Cialkyloxy, C;salkyloxyC; salkyloxy or C;salkylthio;

R? is C1.6alkyl, Ar, Het or Het';

R* and R® each independently are hydrogen, C; ¢alkyl or benzyl; or

R* and R’ together and including the N to which they are attached may form a radical
selected from the group of pyrrolidinyl, 2-pyrrolinyl, 3-pyrrolinyl,
pyrrolyl, imidazolidinyl, pyrazolidinyl, 2-imidazolinyl, 2-pyrazolinyl,
imidazolyl, pyrazolyl, triazolyl, piperidinyl, pyridinyl, piperazinyl,
pyridazinyl, pyrimidinyl, pyrazinyl, triazinyl, morpholinyl and
thiomorpholinyl, each of said rings may optionally be substituted with
Ci.6alkyl, halo, polyhaloC; ¢alkyl, hydroxy, hydroxyC;.salkyl,
Ci.salkyloxy, amino, mono- or di(C;.salkyl)amino, C;alkylthio,
Ci.salkyloxyC; salkyl, C;salkylthioC;alkyl or pyrimidinyl;
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two vicinal R6 radicals may be taken together to form
a bivalent radical of formula -CH=CHCH=CH ; 5 r is

wapodenssger equal to 1 or 2; R is hydrogen, QicHabPiogé/062934

Ar, Het or Hetl; Ar is a honmogycle selected fromthe
group of phenyl, naphthyl, acenaphthyl, 1, 2-

di hydr o- acenapht hyl, tetrahydronaphthyl, each
honocycl e may optionally be substituted with 1, 2 or
RSsubst i t UM}&lrog%@Cﬁals WedyhaloGa Rblkiv)) dgpakeleat bakyloxy,
sel ect ed lk@ﬁi}t he group of hydroxy, halo, cyano,
nitro, i Br di (A _ 6al kyl )ami no, C1_6al kyl ,
peb yvhmhai:ﬁ rﬁhd:aﬂ;ytn,ay Iby tken yageth@a kdgoirm aﬂ:ﬂlvzﬂalhtkydloaly)f formula
pol yhal oC § :HE f-Cl_6al kyI oxyCl. 6al kyl,

car boxyl, y oxycair bonyl , am nocar bonyl

wor phol i nylls mtqgemquabto ldex( 6al kyl ) am nocar bonyl ;
¥ Het is Qsﬁgmégeylct gallmt&f myg}geﬁel ected fromthe

f di |
T e OISR o e gsbu By e iy, 1,2
| soxaziihiygro- a&dnapmhylytetrahyiﬁbﬂiuphﬁryg .yeach bt)ifld)@lcléylhay optionally be
rrm._Qi V4 I
ronocytriist REbdes o & sy sitdisniisient fiprdspiyseiccted
with ﬂonzthergr@lrmfds'drmelmg,, Cyaafn;hmsmkamm,umno or di(C;.

i ndep e{ﬂﬁﬁ 1¥10 S ﬁ%ﬁéﬁ %o%lﬁrgddlgﬁkg{ Ew}og’cl Afkyl@ Qalkyloxy,

hydroxy
hydroP?blha]G’Qlk%lkYOm 6al kyl oxy, CL 6al kyl oxyCL. 6al kyl

or Ar {;%a‘cl@r}oxy@lestalky'l %a%o&ypmkalﬁylb@&fmyp hfhisRhoh pl
fromt h ({’I@ﬁw nol I noxal fé%‘élll i ndol y

bens! MBSO s A sk RS

ez otiha ﬁmﬂbg&chc hbterxiyele tséllleetzd) frpin thb groupfod ﬂ\épl}énpxympendinyl,
benzot hj e

benio{pliﬁ,eg]?é{lycl)’é? ):S;Fyq I;pégajzé) bl cgiﬁ% ﬁ] ﬂm{‘]fé/; g%len O)r?rau??/lyl’

opt i orisnxayolbleﬂémbﬂ; lseth@zlolyh/wndmyl Dynmldanyl pyrazinyl and
substi kﬂw 1, &RA %&H@ﬁéﬁctﬂé?e%cybleqﬁz%ﬁ%ﬂﬁ)%ﬂybé SltRGREH with 1,

from tp rroup
pol yh&I%E sué%trtuf;nts eAGRITN nte!ﬁqpyvdenﬂefefé%@ {ioguihe group of
Cl 6alh&w Bydt6ily, Qal6my1 polyhtoCl 7 Dyl; hydrewiCigalkihas cdikdoxy,

bact er fect other..than a Mycobacteri al
i nf ect 16?11kyf1§?56 ééﬁz {)Pﬁ\’/entl on also relates to a
thods mb1cyc1&ahetergc3&1do®dncmdl fedm thef growp ofiquiinolinyl, rominaliny],

in pa oq '@é@ﬁﬁ@%f&l%&%ﬁ%ﬁﬁ“ﬁ%&m&&% féfl I‘t{enzothlazolyl

partlcu rsi

ef f ectbenasathiszalyl, b¢n28ﬁéf@¢ﬁﬂobﬂlﬂé°tbfenb’hé 3 @hmg@nofmm:@myl or
manmal, ni’b’fl ARl réﬁél?bl@ﬁﬁfcq{eferwycﬁ%ﬂ otnﬁlly be substituted

C1_séal Kﬁl 1 3Sor% su{)stltuents eaal substltuent 1n(?epen ily selected from the
group of halo, hydroxy, C; salkyl, polyhaloC; salkyl, hydroxyC; salkyl,
Cisalkyloxy, C;_alkyloxyC;_ salkyl or Ar-C(=0)-;

provided that the bacterial infection is other than a Mycobacterial infection.

O

The present invention also relates to a method of treating a bacterial infection in a
mammal, in particular a warm-blooded mammal, more in particular a human,
comprising administering an effective amount of a compound of the invention to the
mammal.

As used hereinbefore or hereinafter C;¢alkyl as a group or part of a group defines
straight or branched chain saturated hydrocarbon radicals having from 1 to 6 carbon



strai ght or branched chain saturated hydrocarbon
radi cals having from1l to 6 carbon WO 2006/ 131519
wOecEPRID6/ 062934 -4 atons such as nethyl, epP&wEP2006/062934
propyl, 1l-methylethyl, butyl, 4pentyl, hexyl,
2-nmet hyl butyl and the |ike. As used herei nbefore or
hereinafter, the term (=0 forns a carbonyl noiety
when 5 attached to a carbon atom The termhalo is
gtuﬁw duch b® ndet 0 ethy] CATbPY1O1 - vty TEth nﬂuﬂlyn@entyli‘x?nekl)‘él,eﬂ-rﬁdﬂhylbutyl
thg q» egoi ng or herei nafter, polyhalod _6al kyl as a
Hff "part of a group is defl ned as nono- or
poI yhal osubstituted Cl1_6al kyl, for exanple, nethyl
‘é)ist lf%ug ?grrereﬁfti)ﬁﬁ:i’é grr ﬁe!trér’i%i?eﬁgttrhg telr </—@) f(}lgnseﬁ(@ﬂp&ﬁrl moiety when
5 3étﬁ¢hedé¢69@ﬁbhylat0§hd the like. In case nore than one
hal ogen atons are attached to an al kyl group withi n

def ition qf | od . 6al kyl, they
i“g? 5 gngre to ‘llprg’l‘fgl I7es FrAmE;asA i QF*O tusﬁfi/ “HE? oregoing or
QfereMﬁI&r %l}&;ald)(]%%alhy’l&tstaaéfaﬁp brqget dfey group isi defifedus mbio- o

]IPg yglra 6)89 ‘ta’gﬁe(i ?b?aﬁqﬁ,of?)sﬁgaléfpléshﬁ)? 1'})1(1"1&{ @%e% rn?%rstfﬂloro atoms, for
10 Trampley diflpbroarethyd ler gryftucsdmethylThd d&ﬂuonele&thsdran&me like. In case
lhiE Bfhn (fgleo?ﬁ)ggﬁ biofi]s také){l‘)ﬁa ?é ha? @%lﬁ o detﬁlﬁ?ﬂon of

corrpoun nce R)
pehtheloke dalkely &emm&eé %sarlaﬁeeredlﬁalrepbr may be 2o
attached to the remai nder of the nol ecule of fornula

p i et il P RAE ok e BYER iggther s meant o

15 emﬂuﬂﬂ al th\aﬁpem‘tﬁbison&rlc ifofntkaof aheyheterotyoiay fdrénstance, pyrrolyl

ARy, oo T e

i ndicate that the bond may be attached 25 to any of
e AUTeed Bet 1ift8d & ﬂ%eﬁ%h@ﬁ's $f"iﬁe éﬂb%hﬁ‘l@hts %@t}fe%hﬁ)%hﬁds of

aretakentogether tg forma bival ent radical

fierla &) (seerf&repﬁt@@cm) as mgptioned hereiqbiefgre op berﬁwafter may be
20 \auséhedlo B remdinded @ftﬁ@ﬁmdcamifif@fﬁnum tr t}trb@gh aﬁigemgl carbon or

ttached a.n
eloshiine aimrokriit i b8 dheriiig Seesfrtiaus o pdmml ahen et s
amidarolyl et méinebe 1 imidaeolyt; Qrintidazobyl, 4-smidhzolpieendube blad. | y
accept abl e. However, salts of acids and bases which
are non-phar maceutl cally acceptable may al so find

ddees drawn Erangibstitugnis interipg syséerag indicatgrthatthg bendamey bsattached

25 Qb afy BIARE SRiEHI FikPhibisaccept abl e conpound. Al salts,
whet'her 35 pharnaceutically acceptable or not, are

included within the anbit of the present invention.
WohSDR Gl RATAERAORRUDBZABEr to form a bivalent radical of formula

—CH=CH-CH=CH-, this means that the two vicinal R® radicals form together with the
phenyl ring to which they are attached a naphthyl.

30
For therapeutic use, salts of the compounds of formula (I) are those wherein the
counterion is pharmaceutically acceptable. However, salts of acids and bases which are
non-pharmaceutically acceptable may also find use, for example, in the preparation or
purification of a pharmaceutically acceptable compound. All salts, whether

35 pharmaceutically acceptable or not, are included within the ambit of the present

invention.
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-5 The pharmaceutically acceptable addition salts as
menti oned herei nabove or hereinafter are neant to

w@oopnase t he t herapeutically active non-toxi CPE/EBR2006/062934

addition salt fornms which thg_conpounds of formla
(1) are able to form The latter can conveniently be
obtained by treating the base formw th such

appropriate acids as inorganic acids, for 5 exanple,

ihe rpﬂbﬂﬂlac@utmmi acceptaBle diditionsaltiond ﬁlentmﬂéﬂ bbfeiisbevasicthereinafter

e % pRtprg S plineiically gbie S g eA oyt Torms
pvh)q:iathe |compbmdisc0;f Yaroeda () ar2-abledo daryipr Tma}attelcqan conveniently be
f%u tiira Cb@%%ﬁhg the ?&% fo(fm Wit Qtﬂ:'hcappro%ﬁﬁfé' R as %lrg‘a{n(fc acids, for

gxmyg],eolswkghailcgc@p,@g} ﬂvéfdchbmolmdrol@omlc and the like; sulfuric acid;

riﬁhe 'caeﬁs dspRbtdo ackd Bal@e qalkéocnlo@ ankeAA Q) esrxh@PleCacetic,
exanesul f am

met h zenesul f.qQni 10 ¢
?I?R?&P%x ngﬂ’%‘Fﬁm Z%Q’#FWP@PH F=o£9’b‘&’ﬁ%l&n81°aﬂ%ﬁ(ilﬁh’é‘alomc
|shé’<ﬁnla,Cm€ilﬁlc fungeice At tarttdrie, 3dlytdrdxgr1n2, e@ﬂoﬂmemﬁmbekylmj
reat thﬁlkall into hefreehb se
6%‘?% SF]‘H ‘%‘i” e%ﬁarrw Mt ‘33“%%’%%5%1 iy eyl 8%?’18?“3 mc
leacloberasesudidmiia) 2ehytdnesiybenzbic, dramiapSdhydrenyibynzode andethe hke acids.
mv&@élk‘fhé\;?a:lﬂ{)nﬂ aBd BshvaHed Bﬁl RBatRRh{ witR LGl Yo the free base

atme appropriate organi c and | norgani
He@®s. Appropriate base salt forns conpri se, for
exanpl e, the anmonium salts, the aI kaI| and earth
kal i ne

rHe:Pg.l sallt e. (FJ, .t he a& d h
FOPOHIOA R JorERTe ) cEifbing oIy ISR e SopReted into ther
shdriyseuticdlly atiganon-tdds astal er gmine pdditian yalt fems b arcgtnand with

ng){?yﬂét\réﬂ O?i%én?(g% %?glrch %%gega %1‘0?{1}1:@ %ﬁsessléﬁ t}‘OI%’?S COIIlpl’lSG for

iexapplopthk amimmmium tsalts; theralkali a,udaarth ellqahmml salts, e.g. the lithium,
@b&iﬁﬁp}%ﬁﬁglﬁiﬁ, ' m déﬂ%%itﬁﬂ @Qﬂcﬁ‘ﬁn sdis 8hé ﬁfé%lé”&d’l‘ﬁ w1th or gamc bases, e.g.

di propyl am ne, ||soro¥lamne -n-putyl am n

Pyimasyi sasondaryianddeitianaliphats mdoarpwetlc PR{NGE F‘I‘ﬁhl agmetlylamine,
tetty@irhink, aifophamire] isopropylamific] the fol hiitglhnttiei€omers,

@Iﬁﬁtﬂx@pnﬁ, é}&ﬁl&yﬁ%ﬁqﬁg a(ﬂgthhﬁoqqrningoclhlppo%ylatngge %eisopropylamine
Ai-arbutyadireh pyiraidineg piperifing, Bopphohine) édmethylamyink, abethylamine,
%ﬁgtﬁ&%#rl%ﬁnneaggmﬁa &n?e[ Wlﬁln@ rqllgr?%lﬁi%'aﬁﬁ 15%%18&80313% tlgeol;ﬁnzathme

tfrmedul-D-ghesmingn’-painooreydrexymsihyl)-4 3t prepanediod, rhyétabamme

sl ahd Salfs WA th ﬁﬁing acld95#oh abDfor e@aMpRAM LR lﬁﬁietané kiRtike.

nprises. t drates an vent addit
oﬁ%ﬂaﬁrwlﬂéhe iaitrfé fab %FOWGF?&’%HGW%WHII&BPQ intg theofreg acid

Exanpl es of such fornms are e.g. hydrat es

hol & he Lik d
e aa Ao A ontni B FO iR shF s® fﬂ‘édg o &iims gvhich the
@bmpbmdsujfiommyla (@ ereeible torfernor Esmlﬂﬂﬁbf fugh tﬁl)rmsyare e.g. hydrates,

%yohggﬁeg 2Rl H\;@r € oxidized to the so-called N oxide.

The N-oxide forms of the present compounds are meant to comprise the compounds of
formula (I) wherein one or several tertiary nitrogen atoms are oxidized to the so-called
N-oxide.

The compounds of formula (I) may be converted to the corresponding N-oxide forms
following art-known procedures for converting a trivalent nitrogen into its N-oxide
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The conpounds of formula (1) may be converted to the
correspondi ng N-oxide forns follow ng art-known

wor@casisies for converting a trival ent nitrogepCT/BPING6/062934

its N-oxide WO 2006/ 131519 PCf/ EP2006/ 062934 -6 form
Said N-oxidation reaction may generally be carried out
by reacting the starting material of fornmula (1) with
an appropriate organi c or inorganic peroxide.

Apin. OSzﬁH s’M—BdeittiUHI@@dﬁoﬁ @ﬁbﬁﬁ? b@@ﬁiﬁfeﬂ%ﬁt by Bacting the starting

e RE R E B 5h ARluoBriesd or Bl pep ik paxide. Approprist
POorgaEe pmomellemmrdmseaﬁp regpmpla;s keydsogengeroxide etkal intbded or earth
AL TRLL R S50 G s Sl HRTRIE poropri
Wﬁl@@p@ﬂbmprlwme@pxy@cgis sgcle e, HrsBamplenbengensarboper-

ma%em&falcdsuba%%%hﬁe@arso@%m acid, 9: g. BEHIOB&EERde arbo-
aci d, . al kyl hydr oper oxi

S,
R ERGIcRSH >PF 802 Otl%‘?lgs §ét ngﬁf‘%acﬁ‘?lﬁéaglft&,lksékgkﬁpeéox1des e.g.
w@h@zﬂ hydrovgetoxadea: uable s61v@nts agd, Harnsamphegl wiake, lowkealcohols, e.g.

dro arhon .q. 1ol uene utano
HBAERE i s Bl 05, 1500085 £, 25 S Rogensics
elmydrqwabbbus, eg. dichbuehetbaey amd snxtlntes wf suchiselvapisr eci at ed
that sonme of the conpounds of fornmula (1) and their
N-oxides or addition salts nmay contain one or nore

dewill basanpreciaied det someefdhegerapousds of fasmuladReand their J-oxides or

la&@iﬁ@ﬁ Is&1tsf rﬁéy‘f‘éontaillﬁ oné 8r nBfdBenfrb L6 RMHARI 43l Jxist hSONMEr i C
" sed her? nbefore or herei nafter defines

éﬁ@h@n&aﬂwﬁr‘{?ﬂg Wi someric forms which the

compounds of fornula (I), and their N-oxides,

a%g té nstésr%cth%m%allg héef)zﬁeg %Q{Tﬁsa’l alles%(ﬁff %1518&81% or herelna er defines

rlvalvesrm r'wse nentl
@il thmmsadvdqesiereomm@mfﬁrma whighsthg empeunds fof (fmm&ﬁﬂ)i gnd their

ARBLHES ahﬁiﬁo@ Galte 1 S 10Qfg1@a|1131 RRIDh cférlvatlvers Imay possess. Unless

sterepéhemcally Iso0 fofns, sald m xt

Otheraiss megtigned ordpézseted éb«?r%hfémaﬂ dledgnation ofgpmpeynds ggnotes the

Baisiuge 6PAIEFOsidIe s:téfébks}feuﬁ@uyhgbmd foﬁﬁé 3hid k@ &Q@BRiking all
avetheR or cof|

Bl TR fnd G oL A baiingleg e PR sat urat ed

rlapanmhhr rsteyedpRuie centetsemayt lmrecthesR- ar S<confi@ration; substituents on

SOALGUIAIS ia SO BONCS RGN IR R SO 608 32"

coniguration rﬁi@nmxmds emmpaamm&@lb&b@ds seehavscdid entgegyn) or Z
'%ﬁﬁ&ﬂe‘ﬁ fs@ér@@ch@fms‘tﬁ%t@ﬁ&ﬂ@%l@%oﬁd formula (1) are

Vi o%ﬁ i nt ended enbr ace hi n t e scg (i
ereocherusaly drpmaEs PEY %A@nawf%ﬁe riula (1) are obViously
dnteduditb ®8 embydted withinh the ccpeyEhis imentidr.s of known 30
absol ute configuration are present in a nolecule, an R

or S descriptor is assigned (based on
@@Hnwln@@AG-@@hdgugemnméonsquén v stéreogenic centers of known

51?(91 :ﬁ@g e"s‘é:lﬁciﬁ idlec éﬂéﬂ Gn R (ﬁrfée&e%&q&opﬁ %s‘?gned (based

e con e_second sStereogeni c_cent
ﬂﬂdﬁ@gtlggo gg’rﬁlgg sequence rule) to the lowest-numbered chiral center, the

reference center. The configuration of the second stereogenic center is indicated using
relative descriptors [R* R* ] or [R* S*], where R* is always specified as the reference
center and [R* R*] indicates centers with the same chirality and [R *,5*] indicates
centers of unlike chirality. For example, if the lowest-numbered chiral center in the
molecule has an S configuration and the second center is R, the stereo descriptor would
be specified as S-[R*,S*]. If “a” and “B” are used : the position of the highest priority
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relative descriptors [R*, R* ] or [R* ' S*], where R
* is always specified as the reference center and [R

w0 2086/1315indi cates centers with the sanme chiral PCYERIVW6/062934
[R*,S*] indicates 35 centerssof unlike chirality. For
exanple, if the | owest-nunbered chiral center in the
nol ecul e has an S configuration and the second center
is R the stereo descriptor would be specified as

Substtdenbon thel afsyfhﬁi'eﬁﬁfkﬁbrborﬁatoﬁﬁﬁt sysfefthav@fl the Wvet ring

t he, hi ghe 2006/ 1315 PCT/ EP20 /062.934

mpogh & (el ieyiin e SR Cibe BB PGRF AFCRESd by the

rrmgg;ys:ymt €he pesitiorgoftthe higbest ptiorityybstitueriten thé ether asymmetric
ohr 131; : nh iVin8' %gstérﬂ r@lgﬁve f%llthggéélﬁdlp&ltﬁé h%ﬁ@st ?ﬁ@ﬁty ﬁpbstltuent

erm ne
méhmre&ne@,qe %mmequymmd L uefnt iscon theyganag $ide of the mean plane

ARWERBIeH b th&ﬁﬁé’%te% QB it e bnh hE oBS SRIEOT BleAthéSDIAR

Si.ti o t'he highest priority substituent 5 on
t‘g‘@“?’ @ﬁ’@ %an% denominated "a", if it is on the

sane side of the mean pl ane det er m ned by the ri ng

e 6" ' ot her si of .t

T Gl betelt dnd st Phor R o i i ofthe
fpmmnﬂi@nlp@hodaarehehaatﬂdlast/mretrl Cc car bon atons on the
| ateral chain of @®)e 10 present conpounds are
i ndi cated by * Re)r (R)pl RT Rae OHM 5 R3 NR2
The stereode tors cis, trans, E, Z, R S are well
known to a pgr skilled in the art. Reference is
ihw made t0 Chem Sqg., 1982, 104, 5521-5523,

iep i i ngoppor at eds herein by reference. Wen a

ieMoymis indicated, this neans
subst aiti al | y free, i.e. associated
56 % preferably less than 20 % nore
preferablwl e than 10 % even nore preferably |ess
than 5 9% further preferably less 20 than 2 % and nost

raI ss f han % he ot.her isoner ...Jhus

e ot als P oy § 5 el Wyt gtsoh skillof i the art
Rederehdeds alze nfadSto {.AR).CherhiSecyd98ds 1048521 #5523 cehipln isnd
is ' of the ((xR, (3S) isomer. The
é%cn%%%gﬂ%%ﬁiwrﬁg{rg&ﬁ) may be synthesized in the
formof racem c m xtures of 25 enantiomers which can

th%?@?e@ffﬁ%t{rg(gféﬁrﬁérigc ﬁﬁﬁhgﬁlﬁlcﬁféﬂ A Iﬁ&mg ket KAY@ W is

sol u dur es

fSubsiantia V%eeﬁafy oA e i Dt 30 P @rerﬁéfaﬁf§3 é{’ﬂ*l! 6, more
Ciir@t’eﬁabryeless&hamws% evémhoR pgryferabiclebOthams 04, mrtrieﬂ;ira’efably less
H [ 5 j% ancdI most prefgrably less than 1 % of the other isomer(s). Thus, when a
compound of formula (I) is for instance specified as (S, BR), this means that the

compound is substantially free of the (R, BS) isomer.

The compounds of formula (I) may be synthesized in the form of racemic mixtures of
enantiomers which can be separated from one another following art-known resolution
procedures. The racemic compounds of formula (I) may be converted into the
corresponding diastereomeric salt forms by reaction with a suitable chiral acid. Said
diastereomeric salt forms are subsequently separated, for example, by selective or
fractional crystallization and the enantiomers are liberated therefrom by alkali. An
alternative manner of separating the enantiomeric forms of the compounds of formula
(D) involves liquid chromatography using a chiral stationary phase. Said pure
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di astereoneric salt forns are subsequently separat ed,
for exanple, by selective or fractional

wa@eoostiadshe zat i on and the enantionmers are | i berpdEdP2006/062934

therefrom by alkali. An 30 al gernative manner of
separating the enantioneric forms of the conpounds of
formula (1) involves liquid chromatography using a
chiral stationary phase. Said pure WO 2006/ 131519

B@Tédiﬁ&ﬁﬁgﬂ@ g@ﬁl_%ﬁc fm?ns&h@f ﬁ@@b@d&rﬁfemﬁbéﬂl SR res§ponBingTure
al SO. eril v.e o e correspondl n ur e .
SetsRhemichliy S imetS SomsrTahd Srrgrrisfe Rk B SIS prayided that the

seamtibh ngcmmtenebaiesxﬁcpﬂy)v]’méﬁniablh #fta gpgeific rsmmiéwmerds:desirsd said

gnﬁ)gﬁ’tﬁp\%ﬁi Bd % ﬂc?\érze(jf Eggt%fe%?éf\élﬁé m@th&ﬁ’se vé ie;far%tlon These

€0l sonmer I°s
mhcrﬁ@wﬂ@dea@p@ﬂﬁ @m&yu mentiormerirol T psre yiartpg matariols:
These 5 nethods wi || advant ageously errpl oy
antionerically pure startin ria “
elﬁ\‘?éﬁ‘fqn&}ﬂn alse 80‘%‘8 S degiyat H’@r‘%"g’é’f}}’%‘g 8}?@8 &ﬁﬂ%d (89 l&‘éﬂgs ) of the
@hhﬂnﬁﬂéolo}gi&llgﬂ-l’aug@e ()om}fouhgﬁaccﬁfaﬁﬁg‘m&hé ﬁﬂbﬁ:tﬁﬂr? , whuht dryy degraded in
oun according to the . nventiq ar e
GRRE TR 1RSSR AoSorkit b e Rk 420 Bl o voyaliy (out not
tabwayisho Elowico potefryoat dhq@geareeeptgu‘dnlah yhe(dg)mponmls tm(whlch they are
Zﬁh )1@ Bo- (g'gﬁ‘@e{re @Eﬁﬁ Eﬁ}’lﬁ Zlgeﬁlf‘\?héﬂh' Qks dfegcc%ﬂfpg[}%d R&hemical

npounds_to are degra
& @h]{}‘é‘f'*tl PEQPeEes yhat suake fits m@ﬁn%tw@oa é&flfe@a o Batcinnd ﬁ@rsexample
Gheddseall corpoulididythd oy PBS&HY sdgble hﬂfna%E obﬂly’i transported across

m ni st atlo di ff.i cul or 1 neff. e
i T REE R AP AT %f%ﬁ%} B Rk Further
risguiséo rpaoproydrigsmap be feamd ae Sedla, Viher ayc®aairugs”, Drug Delivery

ARl .1'f9§9‘@u?%%t”gfi%dz?%?ﬁ???%%ﬁﬁ B igs ey be

found in Stella, V. J. et al., "Prodrugs", Drug
@% 'dth‘g' ﬁ()ﬁl%l§¥{5ﬁl€ %ﬁanﬂa%gﬁglcaﬁy-aét}s% éb?lﬁ)o c@()lldﬁhcg to 488 Rwention
ryﬁ!al r&?ﬁ%ﬂbb‘? etanpg}méé 9?%9185 Fﬁ)@ﬂm Eor@@kaoﬁlh thephegmagsatically

20 &dtid v bdse g@cﬂﬁbﬂlsams tb@e@fommtmafcha;ﬁfo@nﬁ lisdgheki@ forms

Sy ot il s WREeRABE MRCEUAR AN, 0re3F FERhE Bh eia
gr(mpewhlhbm astdrifiedios amlﬂaltefd flocloded intsaecleesterifiddeacid groups are

%?Eﬂeﬁfoﬁﬁﬁlgs—dﬁ%’e hefd ig‘ 1‘5'3 1%351 gﬁeﬂér? 1 or one of the
aving an aci group erl 1} ed o
efﬂilmmgxgroupﬁcl uded in such esterlfl ed acid groups are
groups of the fornula -COOR', where R' is a Cl_6al kyl,
phenyl , benzyl or one of the fol | ow g _groups : 25 o
\'ij Ami dat ed groups incl@de groups o?‘}ﬁfor mul a -
CONRYRZ, wher ei E%RY 'S 1 6al kyl nyl or benzyl

Y
and Rz is -OH, ,  Bhenyy (;rh_t/enzyl. 30
dnvent i‘3ﬁ_¢{‘avi ng an am no

Compounds accor dp ng
group may be derPvatised with a ketdqne or an al dehyde
such as formal dehyde to forma Mannich base. This base
wi | |

Amidated groups include groups of the formula — CONR’R”, wherein R” is H,
Cialkyl, phenyl or benzyl and R* is —OH, H, C;.¢alkyl, phenyl or benzyl.

Compounds according to the invention having an amino group may be derivatised with
a ketone or an aldehyde such as formaldehyde to form a Mannich base. This base will
hydrolyze with first order kinetics in aqueous solution.
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hydrolyze with first order kinetics in aqueous
sol uti on. WO 2006/ 131519 PCT/ EP2006/ 062934 -9

wob@eaysio used herein, the term "conpounds of POT/ERI086/062934

(1)" is nmeant to also includeg_their N-oxide forns,
their addition salts or their stereochemcally
isoneric forms. O special interest are those
conmpounds of fornula (1) which are stereochenmically

PMhéhevertuséd héﬂ‘eﬁi, t}ier’télem wrﬁpwn@smmat(l)mis thédht w glsehiclude
oun

ve elat the
B Mtk o clisglfy S5 GpirrEEPaREALy Bogiens forms. Of
Ispetidintatest arp ﬁ}mse K:mnpommls of tompbuiipdwbieh g sereocheoucudly pure.
of formula (R6)r (R)p RT OHR4 (I) \W\ NR5 | R3 N
R2 a pharnaceutically acceptable acid or base addition
nfirst teregtsrg embodinaers of Feraresent ipventipnrelates tg therpse of a

tctsﬁfpsaéd R tiRe rhhxﬁifaéi@r fopamddi@nRaf for %@&@dnﬁe&%f@babténal
halo hal oCl 6a|k I q%r al kyl ,
Ctlonp S?PQ CQWPP g %&‘UHFO fogm R is
d _6al kyl oxy, Ci1 6a|ky|oxy"}6alkyloxy or
Cl 6alkylthio; R3 is Ar, Het or Hetl; R4 and R5 each
i ndependent |y are hydr @d Cl_6al kyl or benzyl; or 15
R4 and R5 together and uding the N to which they

are attach TR selsected fro
group of paﬁr ¥?% 3- pyrrolq¥§
pyrrolyl, im da¥ v dikayl,

2- |n1dazoI|nyI| yl Bazolyl pyrazol yl ,
triazolyl, pipe~ P|d|nyl plpera2|nyl,
pyrlda2|nyl pyr|n1d|nyl pyra2|nyl, triazinyl,

nmor phol i nyl and 20 thlonDrphoIinyI, each of said rings
may optionally be substituted with Cl1_6al kyl, halo,

&%Mﬁﬁé&@l(“a@l@' alsydptably gL @ $i/bash hddhﬂ&ﬂ @lt_ﬁh@fdéf la, stereochemically
6al al kyl )am no,

Goritioghr Hesect Bed ol e foefogt, Wefein
®_6al kyl t s lndtogeal kald, mﬂy};amltgaldtyhﬂmallaﬁ As ohHdt; ogen,
al o, pol yk Cl. fQal kyl , 6al kyl oxy, 25
%2 6al kyl t hi 0; 1gtelggl‘;j‘ll"\/d\;tt{;l>‘év‘flocll %Tgf radl cal s may be taken
Roget her t & €omeHiylony Gabaélmloxsé‘dmeléwloeﬁ'or 61+ thio;
eH=CH CH:@'hr, Het or Het';

R* and R® each independently are hydrogen, C; ¢alkyl or benzyl; or

R* and R’ together and including the N to which they are attached may form a radical
selected from the group of pyrrolidinyl, 2-pyrrolinyl, 3-pyrrolinyl,
pyrrolyl, imidazolidinyl, pyrazolidinyl, 2-imidazolinyl, 2-pyrazolinyl,
imidazolyl, pyrazolyl, triazolyl, piperidinyl, pyridinyl, piperazinyl,
pyridazinyl, pyrimidinyl, pyrazinyl, triazinyl, morpholinyl and
thiomorpholinyl, each of said rings may optionally be substituted with
Ci.6alkyl, halo, polyhaloC; ¢alkyl, hydroxy, hydroxyC;.salkyl,
Ci.salkyloxy, amino, mono- or di(C;.salkyl)amino, C;alkylthio,
Ci.salkyloxyC; salkyl, C;salkylthioC;alkyl or pyrimidinyl;

R® is hydrogen, halo, polyhaloC;_salkyl, C; ¢alkyl, C;.alkyloxy,
Cialkylthio; or

two vicinal R® radicals may be taken together to form a bivalent radical of formula
-CH=CH-CH=CH- ;

T is an integer equal to 1 or 2;
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r is an integer equal to 1 or 2; WO 2006/ 131519
PCT/ EP2006/ 062934 -10 R is hydrogen, Cl1 _6al kyl, Ar,

woldocasisidet | ; Ar is a honocycl e sel ected from POEEBIOG 62934

of phenyl, naphthyl, acenaphthyl!, tetrahydronaphthyl,
each honocycle may optionally be substituted with 1, 2
or 3 substituents, each substituent independently
selected fromthe group of 5 hydroxy, hal o, cyano,
m’tro, am fwhy -cpganeyl (A3, IRabkMEY ami no, Cl_6al kyl ,

| yhal 6al ; d 6al k
281 yndi m%%%%%sl}% UL 3 e BRA] Rtaphiny,
car boxsttahy@longaithkyl) @ch hamooyolé magwptiecdlytbersybstituted with 1, 2 or

" PO B o sl ihddbehty AT BEAT H0 Bi of

Het cyc eteroc

gr oup hdﬂfwﬁmww Bérd, e,m}q mongpopdiferdatiyhgmino, Cisalkyl,
pyrr olp)si halRY); @a?lk‘&lyhydrbis}c%mw c, 65114171@ Ipomllalomxaﬂ(ymxy,

oxazol 0 o 0
p?r Izdlq)'l\}?? yllﬁg}’é M)ﬂ‘“ Oﬁyfg‘éﬁ‘)f%y O%S?Faf Oﬁyﬁ @alg}qcmhonyl
eae(g:h ﬂmplméﬁiyl andabes-ag\diCs. 6ﬂny1t)@?hb@?mﬂyy be

sti.t uted wi i tuen

His i1 aRPoelie pereth s oS PE bl oF i 2 Bheagmiperidiny
hal o, Phnﬂd'ﬂmy%,py@m}ammmlylpmwmﬂ;dmnml kiyienyl, oxazolyl,

hyd

L sar Ky et pOBy LRy R yysing. oy,
het er @wéwlséefra@bmwow%mhe%ocgp UpRY0eptinnalnbe st ituted with 1,
qui noxadri3nibstituérigl @hoH subBRiéhtThdtpéadently sBIREEE ﬁ%ﬁpﬂh}t lgroup of

AT IR TR NG 6a1kﬁ%30t 801 ¥ salkytoxy,

2, 3 le];gﬂikprYQp{a]lkyﬂbﬂAD—ﬂ(ﬁ@b or benzo[1, 3] di oxolyl ;
st | g ?%gél%:oﬁb%rgéﬁiy sceie%téaaﬁéo Ql%é S%H%é% (ﬂlgr?oliena/(lthuinoxalinyl,
s u bst iindedylt bénzireidarndiinbenzosariold: keazisexarolyhedenzgythiapolyk

hal o, . ..
hydr O;sﬂéﬂﬁdgglﬁzolﬁlbgﬁlowanylwd&ﬁ e%?, %gﬂlhy%robeélfogl ,éll]l(<110|x1ny1 or

or Ar bepzafy w| ;¢aeh Plﬁmllqh%erwe%éégmzpﬁqﬁﬁux be grb#/i@ted
ot ther vh’{hﬁm 2aor Wﬁﬁ!ﬁtﬁﬁértﬁﬁ lefaé}% subﬁﬁtﬁéthﬁdepaﬁdeﬁtlsz%sl@aed from the
i nteresti nen (e} V.

gt G A RSBy o retksh oo DhERET il Fairft Saust

i nter éhkalkgloxyg‘db@alkyldxyq il @s AreC(aO)gnpound of
fp%médathat(thé Bact B heifectRn iB@thegﬂaNa(ﬁy%aétgﬁal ifffectid 2 R

A second interesting embodiment of the present invention or any subgroup thereof as

mentioned hereinbefore as interesting embodiment, relates to a compound of formula

(I-a)

a pharmaceutically acceptable acid or base addition salt thereof, a stereochemically
isomeric form thereof or a N-oxide form thereof.
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a pharmaceutically acceptable acid or base addition
salt thereof, a stereochemcally 30 isoneric form

wo b@casfsior a N-oxi de formthereof. WO 2006/ 13861/8P2006/062934

PCT/ EP2006/ 062934 -11 A thirgqinteresting enbodi nent

of the present invention or any subgroup thereof as

nment i oned herei nbefore as interesting enbodi nent,

relates to a conmpound of formula (1-b) (R6)r R7 Ra

RLthifd ittelstind ebodimBht ofBe Ptekeht Inv@nfibi@b6NBResubzoap hereof as

aqg$§tq£%e agud or.bgse.addlguﬁg?sﬁlg thereof . a p 1

JPFigned AeteRBeioTF as;IiSTRSIRE CPBOqIPE e FAles 19,2 oipoypd gL formula

f(lbbm t hereof. A fourth interesting enbodi ment rel ates

to the compound@®pf formula (1) or any subgroup

t hereof as nmentfoned herei nbefore as interesting

enbodi nent ein RL 10 represents hydrogen, hal o,

Cl_6al kyl , pxyCl _6al kyl , Cl1_6al kyl oxy, Ar or Het;

pr ef er abl g7 hygfogen, hako, Cl_6al kyl, Ar or Het; nore

groden, hdlo, @ptionally substituted

et pvennorgspref erabl y hydrogen, hal o,

subsi i tuted phenyl, optionally substituted
A, Ner 1 di nyl; still further preferred

hydrogen, halo or ogptignally substituted phenyl; nost

ﬁr@ﬁwmatlmy&ccmgﬁ 3edd ppbase sdditignpaltthereging sigreochemically

G&niur iR, fotrh theadfio dINabxiBs st thérebf.f th i nteresting

enbodi nent relates to the compounds of formula (1) or

any subgroup thereof as nentioned hereinbefore as

A fearrthS hiieregtivgrmbodiment refagssao theRbmpouhdd af, formula (I) or any

Riber ictooPd: lhriordl KfeidEfore BS FlGEMEnltidfnert fdfpin &'
sbushsents hydragen; hados .oyl hyrok G ais g LI salkylonand or Het:

' i HRd1b, L LERkyT, Wrdh Het; A babRWydrdBRa] hal
A0 bty 1 W b o

e or pheny/l. [ g )
OnfioralreHbstituied phery o7 s ¥IhPSIFrRISeRAOlY Bdrogen balp, etionally
aalystinged ghenyh dptigi_imyfsuaaitmea ﬂ@ﬂﬁﬁqﬂmﬁmﬁ,@%mﬁrtﬁa preferred
i.nterest| enbodi.nmen rekn Rl is r.ogen

R Pl ghtonalr Rl eyl moS et PG s i
lezamplatbeored or ghloros irpparfierdattirgmopt i onal | y substi t ut ed
phenyl, even nore preferably Ar is phenyl, and

wherein Het is preferably optionally substituted

A fifhyntexgpting embpdiment ralates @ hercompoandsfifergnuadd a1 ashsubgroup
1Rdr8d RS nhéhitibh& KRBRPSIBRS s QhtefcRfinB/bdbdditeRt wRdRin R' is halo,
polyhaloC; ¢alkyl, Ar or Het; preferably halo, Ar or Het; more preferably halo,

optionally substituted phenyl, or Het; even more preferably halo, phenyl, optionally

g~

substituted furanyl, or pyridinyl; most preferred halo or phenyl.

A sixth interesting embodiment relates to the compounds of formula (I) or any
subgroup thereof as mentioned hereinbefore as interesting embodiment wherein R’ is
hydrogen, halo, C; ¢alkyl, C;_¢alkyloxy, hydroxyC, ¢alkyl, Ar or Het, wherein Ar is
preferably optionally substituted phenyl, even more preferably Ar is phenyl, and
wherein Het is preferably optionally substituted furanyl or pyridinyl.

A seventh interesting embodiment relates to the compounds of formula (I) or any
subgroup thereof as mentioned hereinbefore as interesting embodiment wherein R? is
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35

30 subgroup thereof as nentioned herei nbefore as
i nteresting enbodi nent wherein R2 is WD 2006/ 131519

wWECEPAPO6/ 062934 -12 d _6al kyl oxy or Cl_6al kgi/EP2006/062934

in particular methoxy or nmethyjthio; preferably
Cl_6al kyl oxy; nore preferably nethoxy. An eight
i nteresting enbodi nent relates to the conpounds of
formula (1) or any 5 subgroup thereof as nentioned

ME%@I gl of e:1 @ﬂkylﬂﬁ@ i€ phrtioglaeiieddkyBneilyhidt prefgably
%é G%Vt;?x fe{%‘ﬁ or hwhere| n R3is Ar or Het or

&P }%mprgp/&? YOEOXYr eferably R3 is Ar; nore
preferably optionally substi t ut ed phenyl or optlonally

ARy B T BB O r
rsalpgipm thetﬂ@lf as;mamlqneddﬁmhemr@ @s itterpsting] thqhment whereln R3is

@, SR KW O Vet mher@ﬁﬁim Ahabmeh&rwheréiﬁ 1@9& A%ahw preferably
ﬁzl;bst i tuted ar

artic
aﬁéﬁypore.myﬁ@g b oxtiond Ay auh%faiaﬁﬁ?ﬁiﬁnﬂ'ror %pﬁalgﬂﬂe/ Fstlts&ed
I’iifapl?thyll Btl@hﬁsﬁelp’ﬂﬁ’eQMWeﬁ?mptfoﬁhlaﬁh siﬁ>st11?tddh;e1ﬂcmm ot E@l&lkyloxy,
0] rou ere as. _nent
ity on e MHRHR B G Rl o SR ey
Zb@tlﬁiialb’eﬁubsﬂtnﬁé p&e‘dndlemz balasie pastitnlbag Enorwy o0iaphghykyih parsicular
#&gﬁg{,}gr and including the N to which they

are at forma radical selected fromthe
group of pyrrolidinyl, 2-pyrrolinyl, 3-pyrrolinyl,

Qyﬁfnﬂidﬂllterledtﬂg@ﬁﬁ)@tﬁn%nﬂ Yélate@ﬁ()rtﬁé @(hhﬁddﬂ))db of formula (T) or any
m dazol i

FP#’%’QP}P ereog %%@FP‘&‘?’@%“WE%TF ﬁ§/ Fntere%}ngymaﬁ'éqnt wh%rem R* and
Y rdadamdayetndemw argihgtdrogen ongr. T’aﬂdyﬂ‘;)dr Rtant & itogetther and including
n
TR R S0 S B0 Wk R P
momhélmwm -fvaokipyl, 3+pyciobinyl, pyryalyl nytdlamglmogu pyrazolidinyl,
é)yf”dfbﬂ%'l 080 1§:'lr pyrgio(lﬁ| R3O KY, |pketidiRA, pyridinyl,

CI 6a| k I oxy

ceipee%alma% mmda@yyks aywr igyl, psfmmyh H}aﬁwl mQyplolinyl and

nmﬁfrféﬁﬂbﬂﬁviyl%dhﬁ‘of@él.d@ﬁigkyda aijbﬁoﬁﬁlylb‘e JupstitaRe it C, alkyl, halo,
h&ﬁ (l% I hrﬁ‘i an @o qe(g a dll ncl udi ng t he 1rN

&5 skl iRy iR eI s o g, BengeTog

25((h wadkyl)dreingy @u;alkyﬂthmy Ci gdlk}doxwl 6a]kyb yh kakylthioC salkyl or

3&?&’2 oﬁ# di Olr? p&i&hﬁ##az 0 W % yr azy dro%en or Cialkyl; or R* and

t@mz]@ﬁry.pd npgmbqg)ﬂly IN tot wh @hey|are atﬁcb@d mgy .‘fgnn a radical selected

omh ferpy !lm ﬁ'ﬂi@fo%ﬁiﬂ?l/|2,-pﬁ)’dlin§li%|-ﬂwohn9b[ bifFb{, Bhlidazolidinyl,
pyr az ny

Rlid 3Kl P11 ;rwqﬁz E%)éhZ -BYyTag &FIB’LrIFH%OEg)PYWP%ﬁQF‘RJY]be
Wfdmyﬂumamyﬂ bipdedzifiyl] poridazing], @ynmhnﬁabﬁ&lmtﬁaxzinyl

ﬁ% ﬁ)i%{yl (f(j @) Xré%rpl‘z@lﬂyi,#:aﬁlb (C):f1 ﬁ(lscfl ?,)%/ Pﬁ)tbonaﬁy be 519t>st1tuted with
€8kl k haloxgatihaaCksplkyl, hgdrozy) ky;drmty(b cdlkghCkyalkyoxy, amino,

| kyl and
iSroTLP ) B RRRRIS BIhO LA E fhels T, 2rd
&naalkyithiogi wgcxl 98 PX iR e&wntnm;y pesferablyR 48 fehlkpdyand R” is
f}@ﬂfﬂg@n bﬁ@ Gllyls& quadzﬁftbgmér hfd Hchudingthe B to Whikh they are

attac eé | fong a ra(flcal selected from the group of pyrrolyl, imidazolyl, pyrazolyl,

triazolyl, piperidinyl, pyridinyl, piperazinyl, pyridazinyl, pyrimidinyl, pyrazinyl,
triazinyl, morpholinyl and thiomorpholinyl, each of said rings may optionally be
substituted with C;_ealkyl, halo, polyhaloC;salkyl, hydroxy, hydroxyC;_ ealkyl,
Cisalkyloxy, amino, mono- or di(C;salkyl)amino, C;_salkylthio, C;salkyloxyC,¢alkyl,
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triazolyl, piperidinyl, pyridinyl, piperazinyl,
pyridazinyl, pyrimdinyl, pyrazinyl, 35 triazinyl,

wosophsisiny|l and thi onorpholinyl, each of sai dPCT/EE®06/062934

may optionally be substituteggwith Cl_6al kyl, halo,
pol yhal od _6al kyl, hydroxy, hydroxyd _6al kyl,

Cl_6al kyl oxy, amino, mono- or di (d _6al kyl )am no,

d 6al kyl thio, O _6al kyl oxyCl. 6al kyl, WO 2006/ 131519

RI}-EAIE?EEGQ{ @ﬁ%@%ﬂpynﬂl?ingl ﬁabtlﬁtéﬁ:fhlbgﬂl“ ﬁ@ﬂsaﬂkyp in particular
er.era
BTk VL, mdlB 76 pRG IR Mty g B® ﬂ#m}w@a Cagalkyl, in particular

maxtthyllor ethryd] nﬁ%ﬁeumpziryldﬂmgmnthy} Cl 6al kyl, in particular
methyl or ethyl, more in particular msthyl. 5 Atenth
i nteresting enbodi ment relates to the conpounds of

fAotenth mter¢sfing empadimest redpten i thregnapsfungds o pler{Bpr any
fssts bﬁgﬁﬁ{e%og ai‘&eiétg@r%ﬁqgl;ééﬁ&f&%@ ﬁitéreafngmﬂfoahﬂen%@f&h R* and
g)b?fﬁ E‘Mﬁf‘)&ﬂ‘a %d@g‘?ﬁepﬁégﬁéﬁﬂ@l’ %y angd B’ each
hydﬁpemRs tlp m&iﬂﬁ@gemdr Clﬁﬂkﬁ F{(oﬁef prcfdibly R4 1sf G.. Md %*Rf is
| S O err
B frcin o7 ¢ AISEPRY P R R s Qg RYE iy methyl or
ethy)l mongon paiitinulpamethyll ar net hyl . An el event h

i nteresting enbodi nent are the conpounds of formula
(1) or any subgroup thereof as nmentioned herei nbefore

A ¢layeatheteresiing epberivesst atgibe eprapRnds A fommula (Bheranyg subgroup
E!Hé'r'eéﬂh@ InbthiBHed E&elhbéfﬁremllﬁtere%ﬁ@g’ erﬁb&hﬁh&ﬁt&ﬁﬁ&éﬁn eand R’

B%GF &mffuadnzg tg’ﬁ ﬁ StJerg%t%gb%py f%’g}q @ﬂgﬂal selected
ifroinal ﬁmﬁrm‘b ﬂiﬁﬁyrrohldmya ZZQﬂ)yrtblmyl 3-@riotinga pptrolyy; limidazolidinyl,

éyge?)l éﬁ#f ?y pyrl éﬁjﬁ y?wllamlg&a’?lﬁﬁ&% ngfrl))r %églyélﬁmlyl

mmrndnml rmdrldlrw%rmmrmnyl mrncbzinmy pyri n:dhpyramyl trisatiny],

o ggﬁ@l{ngth g%d %Ydmo@ﬁ&llﬁlg@feaéﬁbfﬂsaﬁd fiﬁg% ﬂ?}y oﬁ’cﬂin'aﬁ'ﬁ ﬁé Eﬁbsﬁﬁlted with
ity arlbxly halpypriphaled - @H‘Iﬂe;hydméi WR’W%)@?/] laﬁ%lﬁ%kyl%y’ amino,

Y= oPdil Gi Lalily 11|fd/ |01 Qalkyithio, & Qailykoxly C'ﬂkaﬂkyl C, 6a1ky1th10

%&%ﬁ% Xrﬂéw? i R et h'ﬂg o aeiugile N to which

itheyl arel attarhtd enal}l form winadidal s¢lewsd from thd: gaahef pymylyl, amidaaolyl,
%9%8?(1)“ tﬁ?io%?lt ﬁ?elfnﬁlﬁgﬂr bﬁ?dlgglog@ %Elngy E)gﬁh%ém 1, pyrimidinyl,
myrazmywrlazwlp@p@émhwl andghipmemheiny. pa,qh.qﬁs@mmgs may
El@ﬁdélfﬂ'yﬂe subgtit@el Rith Cl"%‘a]k@h ‘Bhllogggl HMQCE&E%Wy nyl,
ﬁxygw e@pﬁﬁl 6aﬁ%a1%ty, aa}ng?h B Of eié@w ﬁ@raxnsx§1 <alkylthio,
WMQ&]WM@C@@RM |G, (,@ﬂ(yﬁhio@ kalkyfl or pptimidinyipmore greferably R* and R’

g‘iiéeg&ﬁf ﬁll 82%&)‘@“%“2‘[3 ﬁ‘{/ Wl(éafl %p’ &5 {lg[mcgﬂ may, ifm radical selected

iamn the@rasp of pyrd | pieitsros) pyrébIvintiaRslyl, pingeiinyl, ppraziny],
RIS N BB i B b Sl wit
|Gn6@|1321@ hgzlp; Plyhaloti-splkyl thyreoxy) lwdrmp@ epliyl, Eyﬁalkyloxy, amino,
RhdIRL 87 HNE] eallé%@)aﬁﬁﬁcp (2] I6z!11l&%’1|th1(§‘ ng,. (,talk%rmtjp bakyinyl , each

%1 6a1iy1dh1ob ?kyqa}‘lp inyl; even tr)r?org lIJ)re érlaltolljjltRQ an\(liAR together and
including the N to which they are attached may form a radical selected from the group
of imidazolyl, triazolyl, piperidinyl, piperazinyl, morpholinyl and thiomorpholinyl,
each of said rings may optionally be substituted with C,_alkyl, halo, polyhaloC; salky],
hydroxy, hydroxyC;_ salkyl, C;alkyloxy, amino, mono- or di(C; ¢alkyl)amino,
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Cl. 6al kyl , hal o, polyhal od _6al kyl, hydroxy,
hydr oxyd _6al kyl, C1.6al kyl oxy, am no, nono- or

wolqehzBad kyl ) am no, O _6al kyl t hi o, PCT/EP2006/062934

Cl. 6al kyl oxyd _6al kyl, Cl. 6ajkyl thi oQ _6al kyl or
pyrimdinyl; even nore preferably R4 and R5 together
and including the Nto which they are attached may
forma radical selected fromthe group 35 of

IQYisgiRF 10hiy) C1 Jaﬂdy&i@ty kalkyl] QesalidiNOC, <BlikpEsrasiimyillinyl; or R* and R’

RPN PR s et SRS il £ € el P Rtected

diny theel gviip Gapykenollidinyh ypyraziny], iydazolyy,Gtiafdy kpiperidinyl, piperazinyl,

Ty BRI Y ichapBorh s Bt s ity Sioh iy BOsubbRuted with
&h-s8kyk ilﬁléxmhaé@@keﬂlkyl diydmay Kl drowys isalbl @%al@rloxy, amino,
I@Hdﬂoﬂbfjﬂm call§fl 1t1h@g@1t6laﬂd‘y AR, Ldl 1udl ng the

sty o, vai\ﬂ?f p?re%t?%ﬁw‘ioﬁg nagfsw%ﬁiw&ﬁ gp.gstzlr:w}d including

itm Naz @hydh, thty arezethoHed fornpanidazolyll , pi per azi nyl

nor phol i nyl and t hi onor phol i nyl , each of said rings

may optionally be substituted mnth 5 Cl 6a|ky| hal o,
Fuétprablyo die @hiitk‘.yfbnts try theaing, sybtyuirwhep@®* | Ryare taken together, are

ge g@{i E%:npﬁ*o ' C Ga? kdig@;)g @533'9‘}“&%1-6%%%&@%&9&001 salkyl,

dydexyx$iaalkydey, Easatt 5}@9 alﬁ%xwrmn@lmyw morgpEefesgplyrthe puhytituents
Rde mtda&rérﬁmﬁgmyl B4lg, p am;:ﬁ: .;E didx oclvxéan@llbxtyh ey

LsabitBeard vuamidiny rg‘??élg Jeis St tionds A selocted from

G kalkyl @gerinddinyhr e  sel ected from am no, nono- or

di (A _6al kyl )am no, Cl1_6al kyl, hal o,

pol yhal oCl _6al kyl, hydroxy, Cl_6al kyl oxy,

@.ﬂ.tvmiftk yriterastingaamebagimentirelaies ko thawpmppunsisef frimpla @por any

}I§ Hféfbto? as ﬁ‘l’éﬁtl&%'d%}e%joeffﬁr@ % ﬁ’&er@é nﬁyelmbotaﬁﬁéht wherein R® is

r OX
dzyd@gpwaiqa pelyaa.le%a?f @yalkyﬂe%ﬁwww&alpﬁ cedicalsmay be taken
ttb‘gbtlﬁdﬂl@@fdrfdmiféleﬂhﬁdﬁﬁ ofqoshld rmcﬁSc@icﬁaJ &R i hydrogen,

AL EL S S S5 WS Ao o

tattevalerdt radicatefi foromio- CHE-CH1IEECHe pasferablyeR &is thydpgen, halo,

ngo@ élk%ﬂﬁr(?' 5'lk§i6 Ea&%g{é}j&?ﬁ? ? ﬁgdxggenr halP Of:'{gl salkyl; even
MRQE @éﬂfgrah’&;R bie hydiegen @ﬂlad@gmsm E?efftftﬁdflbrlﬁrhﬁd@g%I ent
radi cal of for mJI a - CH=CH CH:CH- or R6 is hydrogen,

hal o, oal k or Cl 6 | k or two vicjpal

h iR %ﬂnﬁf gte efimegEalal %9/ torthe gQsppAUNgS ef f;)aqneﬁfﬂ) or any
rsabiroap thefeof ag MehoncditerdthielbiCak int@re@ingreattodirit iwherein R’ is
B&gp en, hal o, polyhalod 6alkyl or Cl _6alkyl; nore

ny R6 is hydrogen, hal o or Cl_6al kyl ; even
nore preferably R6 is hydrogen or halo; nost preferred

fdér?tggﬁ’tg g&?ﬁﬁ‘nncgzénlgbu nlg)bﬁtt ?ﬁgs B ’d@%%%n?yﬁﬁﬁd%%f%ﬁlﬁﬂé {56t any

§ub@p@m therael %@ﬁnfa@leﬁéqunem@ae Bd mrﬁﬁ@gcﬂr@oagnent wherein r is an
integdreghalng 1enbodi nent wherein R7 is

A fifteenth interesting embodiment relates to the compounds of formula (I) or any
subgroup thereof as mentioned hereinbefore as interesting embodiment wherein p is an
integer equal to 1.
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hydrogen. 30 A fourteenth interesting enbodi nent
relates to the conpounds of fornmula (I) or any

wa ndngnsispo t her eof as nenti oned herei nbef or e aspCT/EP2006/062934

interesting enbodi ment whereipgr is an integer equa
to 1. Afifteenth interesting enbodinment relates to
t he conpounds of formula (1) or any 35 subgroup
t hereof as nentioned herei nbefore as interesting

@U’ﬁl@fébﬂfhﬁhte%ﬁﬁ £émbdimeniilatdsd e@Jonunds df(’foﬁnuIX\Q) or any
006/ 13 519 PCT. / P

20
S RS B BSBRRA P RUTR TS o BN AU e B gpovided tha
fwhemsulna R(1 li§ Cogallqrh yhenguilb gn dntpger lequad 06 2 and thendtheRd dsubstituent is

o AR o Bl B B R PR e O il 1o

2 and the ot her R1 substituent is selected from hal o,

kol ki o e il b
§eb $T8\1 e‘éeof Py mGP“‘H’r?Qq‘%%‘%?‘HE Bs INErpe “é‘%’ n%) 8‘&’8831“ the
ook @tieer #@tani (08 ePR B bibAgmewb[H{direthylahgticethy ] {Pemethoxy-o-

n her. £ han S, . .
(SRRl EBPRRD 3 A ReliteSmang' s phermypsetisaliy peesRipbls acid or
bascaglditivenl sehtheré¢&-quladyrpkids form thetcoheet hanol , a
phar maceutically acceptable acid or 10 base addition
salt thereof or_a N-oxide formthereof. An ei ghteenth
i/M aighisenth interesiing erehadimentiisthe yse 063 compymd of %zrnalﬂa (I) or any

fsapgroh %\t}{el'e)of e nﬂﬁﬁoncﬂ%ﬁi’nﬁé@o& he [Iﬁ&Est?l‘g elfiiﬂibﬁirﬁé}ﬁ or the
men or

herei.nbef o i nter enbod

ARANGFSR LS piedicemeth 105 HeAarBCOR e MssoRaHih Heragrposiive

|an&bca@nnnamgdmvabgﬁammpos|t|ve 15 and/or a

gram negati ve bacterium A nineteenth interesting

enbodi nent is the use of a conpound of formula (1) or

aﬁq yinetsantl intersstingebddimentrie the usa ofl a kemppurisedfdorenuls (1) or any
Oﬁf)@pc' Hief&f ﬁmgﬂléﬁﬁtheféﬁﬁbe?&@ as ﬁﬁ&Hgtﬁlg éﬁ(‘tﬁ)dﬁﬁelﬁ‘ for the

canment for the treatnent an intection wt
gmax#aﬁ&g? of wed@emsafcfpémewmm R Indegkion ity %gﬁanh@osnwe
eabetument is the use of the conmpounds of fornula (1)
or any subgroup thereof as nentioned herei nbefore as
i nteresting enbodi nent for the manufacture of a
e tivendiethnintefasting bmbodieehhishe we ofithd cohgmundsofiotrhula (I) or any

%ﬁ?%hg;g ?Q}éo\f‘ Qsﬁgm%ﬁh%ﬁth%fé r@‘a& Wedk %:%mfg' e'iﬁ:t}odlme(:ilt f?r the

nent use o
foepmwACEIre py a awdmylentsfgbg\emﬁnm péot nﬁ@tlﬁe iithohgigm-negative
hasetimpef ore as interesting enbodi nent for the
manufacture of a nedi cament for the treatnent of a
bacterial infection wherein the
A twenty first interesting embodiment is the use of a compound of formula (I) or any

subgroup thereof as mentioned hereinbefore as interesting embodiment for the
manufacture of a medicament for the treatment of a bacterial infection wherein the
compound of formula (I) has a ICyy < 15 pl/ml against at least one bacterium, in
particular a gram-positive bacterium; preferably a ICqp < 10 ul/ml; more preferably a
ICyp < 5 n/ml; the ICy value being determined as described hereinafter.

A twenty second interesting embodiment relates to the use of a compound for the
manufacture of a medicament for the treatment of a bacterial infection, said compound
being a compound of formula
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30 conpound of fornmula (1) has a 1C90 < 15 1/ m
agai nst at |east one bacterium in particular a

w@r@osHnprsd ti ve bacterium preferably a |1 CO0 < BOT/EPT006/062934

more preferably a 1090 < 5 1{gl; the I1C90 val ue being
determ ned as described hereinafter. A twenty second

i nteresting enbodinent relates to the use of a
conmpound for the 35 nmanuf acture of a nedi canent for
the treatment of a bacteri &) nfection, said conpound
bei ng a conmpound of fornmul A WO 2006/ 131519

PCT/ EP2006/ 062934 -16 4R r (R) RT R4 (I') p OHMN
\ R 1 R3 N R2 a phar tically acceptable acid or
base additi S a sterggchem cal |y
isorrericfonn))f‘ Er:?ormthereoq)
wherein R is b \ o, Nty ﬁdsoCI_GaI kyl ,

Cl_6al kyl, hydflo y 3 3 Cl_6al kyl oxy, Ar or Het;
5 pis an integse or 2; R2 is Cl_6al kyl oxy,
Cl1_6al kyl oxyC1. 6al ky X)}-*g or Cl_ 6a| kylthio; R3 is

Cl 6al kyl, Ar, Het or Hetl; R4 and R5 each
independently are hydrogen, Cl_6al kyl or benzyl; or R4

%rﬁilaﬁﬁacfeeﬁ@mly%c@mblé m& Hfjba{%G aﬂcﬁlﬁoh\'sélpth‘éﬁoﬁ by stté}se/cheﬁﬁcany

attachgd ? el ected fromthe
JrBRHIC Pnﬁn%?ﬂ i°Gf PXI 1ih‘c’)'ieP gYherestt ou ko) iyl |
Rirrolyl, isthydiaagen hhla,mo,ly}mjbcam]ﬂcylj Mydlkyl, hydroxyC;.ealkyl,

2-im dazol Iy )7/ nyl, imdazolyl, pyrazolyl,
triazolyl, %ﬁ%‘é’(ﬁgé}p Arozrci%é);,” di nyl, piperazinyl,

Wyri dazi nylis amiptegat etjualto, 1 end;azi nyI triazinyl,

rﬁ?rpholinyh pgncgﬁcgayg@?mg@& lsalk%ﬁpoptéw angs

11:\% optlon wth” 15" Cl ’hal o
;Bo| yhal oCl l%ﬁmyw Ny HebesHetyy dr oxyd _6al kyl |
@ palky| oxxch iade dexﬁm@e hpdroghr szﬁﬂhk)y bk,

&G R Yodethed e ggﬂ?@f'rgk%ﬁ N Thieh ey ere seched oy fosgradical

hal 0, pol ykeece fiéa thy gro@bf@mkmmyu -pyabkinylo3pyrrolinyl,

Caken t byt ey Pimirbiint GLARdiy 2R dingEh ffsoting,

imidazolyl, pyrazolyl, triazolyl, p1per1d1ny1 pyridinyl, piperazinyl,

pyridazinyl, pyrimidinyl, pyrazinyl, triazinyl, morpholinyl and
thiomorpholinyl, each of said rings may optionally be substituted with
Ci.6alkyl, halo, polyhaloC; ¢alkyl, hydroxy, hydroxyC;.salkyl,
Ci.salkyloxy, amino, mono- or di(C;.salkyl)amino, C;alkylthio,
Ci.salkyloxyC; salkyl, C;salkylthioC;alkyl or pyrimidinyl;

R® is hydrogen, halo, polyhaloC;_salkyl, C; ¢alkyl, C;.salkyloxy,
Cialkylthio; or

two vicinal R® radicals may be taken together to form a bivalent radical of formula

-CH=CH-CH=CH- ;
T is an integer equal to 1 or 2;
R’ is hydrogen, Cy.¢alkyl, Ar, Het or Het';

Ar is a homocycle selected from the group of phenyl, naphthyl, acenaphthyl, 1,2-
dihydro-acenaphthyl, tetrahydronaphthyl, each homocycle may optionally be
substituted with 1, 2 or 3 substituents, each substituent independently selected
from the group of hydroxy, halo, cyano, nitro, amino, mono- or
di(C;¢alkyl)amino, C;.alkyl, polyhaloC; salkyl, hydroxyC; salkyl,
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-CH=CH-CH=CH ; r is an integer equal to 1 or 2; R7 is
hydr ogen, Cl1_6al kyl, Ar, Het or Hetl; Ar is a

whormwayshe sel ected fromthe group of phenyl, papRPivgé962934

acenapht hyl, 1,2- 25 di hydro-ggenapht hyl,
tetrahydronapht hyl, each honocycle nmay optionally be
substituted with 1, 2 or 3 substituents, each
substituent independently seI ected fromthe group of

hydr 0)(}{,6a1hﬁloﬁ poYyatC, 3h m&myldmm%aﬂaﬂ carboxyl,

di (d Cl .6a |
4 (9 kit ES, % ih S ep bR eRY s
-17 adi iﬁlakédkzylammnomlbgdyal od _6al kyl oxy,
6al;
%et GZI {X F@Xgﬂchg ﬁgt‘é%ldcyg(re‘n@ﬁg@g%’ ﬁhe groulp oﬁ’ é\{ Phenlox%plgerldmyl
mono- péperldmyé cnyrml%u yaz0hH md%ﬂom;@dranméhlemd @xazolyl
NDNOC Ygolxhso (IS HHRABEM clls&hﬁ%@p dfn!'yp lﬁﬁdlgﬁo asthyl and

ovF as BUYLRYE cash ey dli ﬁ'sﬁﬁﬁcycw@m&ﬁ&aﬁ&ﬁ% puypstituted with 1,
I SoX amirysl substituaﬁs; lesi¢h subsm&ntaﬂdﬁpyhc_ienﬂly fselecte& from the group of
ronocyelcr B el ol pR sy A oty Caity} Cueliyiony
wi t h TiealRyloryG;.@llyd or An€ifE©)-; each substit uent

}ﬂag]e peng B%&!:H’c ﬁérﬁ@c@ieﬁ{] &Ir@oig}ﬁ él%lr %Hﬁp 8F quifAif, quinoxalinyl,

hydr o)ug;ig ylﬁﬁepqz},mlda@jy]@hq:qu}( W, @msoxazolyl benzothiazolyl,
Cl 6alb%ﬂi15@tm@201§1abkﬁ¢bﬁﬁan béﬁém@)enyl bigt dihi@roBeo Py 4]didkinyl or

het d f f oo

P R ot eIy R, pupstinted
benzi s;mha]zd] otl3, subartﬂmttm|ea<zlod;®butue1htandepemldmtlyzse]lembd from the

2. 5 agforlShales BPARY dséf.kw polyhaloCyalieh gy eyl

each 1511(69'1&’106}’,?@11;6@14@ Ces ooty be

?ﬂ@\ﬁ&é& b G R W A, flet ¢ 184t ; 3PS Iy HRRYE; . 6aﬁg? gﬂ gl_%qflkyloxy;

ubstituent i1ndependently sélected ffom
wado, hydr oxy, Cl1 _6al kyl, pol yhal oC _6al kyI

Ii))‘@\h@é@/tﬁht_tﬁ@bkdténal n@&c_tﬁiﬂ ik ythexshan @Mﬁ@ib&étbﬂéﬁﬁkcﬁiﬁi kyl
or Ar-C(=0)-; provided that when R3 is Ar, Het or

Het 1; then RL is hydr oxyd _6al kyl or C 6al kyl oxy;
dﬁnefe@tblyp tlevdotedundsedf formulb 4} aeicampbuidsotlieoein iose ot ere,

Preferably, th
e fﬁ%%ﬂdﬁhgqﬁﬁfﬁ%%&v ounds wher ei n one or
rForléhaIOplm@faétrcatﬂr)]vr(an¢, dfOXtYﬁesaﬂ]@{lJ ivwiartiyulpe hydiorymathyl; or

11 |p§nm1a9métﬁb artl cul ar brono;
gg §xy > 6al k‘i/ ruo i cul ar hydroxynethyl; or 25
kdoxy, 1 pargwlar mEthgxyinet hoxy:
R’ is C16alkyl, phenyl or naphthyl;
R* and R’ are Cisalkyl;
R® is hydrogen;
R’ is hydrogen;
pis1;
ris 1.

Interesting compounds of formula (I’) are compounds K, L, M, N, P and Q.

Also interesting compounds of the present invention are those compounds of formula
(D) wherein one or more, preferably all, of the following definitions apply :
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R2 is Cl_6al kyl oxy, in particular nmethoxy, R3is
Cl_6al kyl, phenyl or naphthyl; R4 and R5 are

w@1008abisyd; R6 is hydrogen; 30 R7 is hydr ogenpCT/pP1086/062934

1; r is 1. Interesting conpoupgls of formula (I') are
compounds K, L, M N, Pand Q 35 Also interesting
conpounds of the present invention are those conpounds
of formula (1) wherein one or nore, preferably al

@ Rt hehyf 6%% eﬁmcn@n@efhblﬂgi, tﬂ) Iﬁdiglﬁc@&ﬂiro&go oMﬂBﬂQ?&dr%ii@%alky]
- r
@@Eﬂzﬁyp e B ShY g Rrl o e gpticular
@arabyl dpgiooadly, s@ﬂﬁth@da;l/it}yh)slnwaltsalkg}j oppym}yll in
pical 8

IR MR el A b
Wh)dwle qg)Clmlky xy§ Yoxy in particul ar nethoxy
e Ré‘iJ}SHé)i 1 @tmﬁﬁ édb"stht'ufbd with PBf 3 hée! ﬁlrpart%dmtfhmlrd & iloro;

C 6 |
SEp R DB gt | ht 2 bl 3 dSubneny thispyls pipesiginy!
fshwﬁme@mmmmem n,apméyt}ttb?m[m?ﬁkmyg luuaﬁzq[l G](.ﬁ%b_(olyll or
Wt r a (0).4 | en i | peridln
Sderodl el fr sty ' Y yii piperidiny
21,) R 4 anéh R arsbeoh ifdeperiddntdy hydrbgenh Enzalkyl; Birey oo Ry and BF together
ar e eac Eﬁg{hg é‘f t%‘gg‘ﬁ‘ Ithe%}ardr 0g ie}%}d(%%?‘i erp(”g ﬁd%%ﬁéz&%ﬁsﬁ
m@a@lymyra@gwd RSt IER QIlJéﬁikﬂgplpﬁl@ZlNY { bt Wlﬂe91 salkyl;
r&‘iﬁﬁ%ﬂlﬁb@ltd’f@d/wﬁtﬁ 'b?hﬁndlﬁﬁll pﬁienaﬁ&p @t;eﬁdfngp §ﬁbst1tuted with

ﬁe&@a@rﬁw RO Rl MRy SR Uiy By BaEy: |

RS tis hydregbnyhald, mpartwulir nlylbro pﬂlupmrordjrmylb Cpiafkst;i @isalklyloxy or
I
r%ﬁl’;e’rgé”?] ultlall”RGQad'ﬂ:algsrrno? 'bg?&l@%{ t@gg't}{e? Fol %)Efgl nfﬁ(faﬁgxg rhc}]XAFI{(?f formula
h@HF@@%EH#GH{-o in particular chloro, fluoro or brom)
g:% ROAIHMtogefrl _6al kyl oxy or two vicinal R6 radicals
y be taken together to forma bival ent radical of
formula -CH=CH CH=CH; f) R7 is hydrogen. 20

Prefefed esmpaunde unehe seﬁthﬁv@mﬁefa conipoRiAd I50/20%; 81, 26, 27, 32,

206, 31, .2 9, 39
LA ﬁgo‘ﬁ‘ﬂélﬁ oo AF% g arpﬁﬁe@&{ﬂ?te%ﬁwce@e@lﬁ% g base
additioo salbtieeeof araliMoxade fommtthérhefl eof or a N-oxi de form
t her eof .
Another group of preferred compounds are the compounds defined in claim 30, i.e.
compounds 36, 46, 206, 31, 26, 33, 13, 39, 44, Compound A, E,F,Rand S, a
pharmaceutically acceptable acid or base addition salt thereof or a N-oxide form
thereof.

Yet other preferred compounds are compound R and compound S, a pharmaceutically
acceptable acid or base addition salt thereof or a N-oxide form thereof.

The present invention also relates to a compound as claimed in claim 35, i.e.
compounds A to I, Kto Z, A’ to R’, a pharmaceutically acceptable acid or base
addition salt thereof or a N-oxide form thereof, in particular to compounds K to Z, and
A’ to R’, a pharmaceutically acceptable acid or base addition salt thereof or a N-oxide
form thereof.
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Anot her group of preferred conpounds are the conpounds
defined in claim30, i.e. 25 conpounds 36, 46, 206,

wW@0064615183, 13, 39, 44, Conpound A, E, F, R apdr/BpP2086/062934

pharmaceutical ly acceptable aggd or base addition salt
thereof or a Noxide form thereof. Yet other
preferred conpounds are conpound R and conpound S, a
pharmaceutically 30 acceptable acid or base addition

Slaietprésbﬁ‘tr ﬁ@éntféh alsolelak €ea E&hﬁbﬁﬂd&ff&’@ﬁnula' (e opélgfsﬁibgroup
e | ON SO, [ S C
fiiahas Ghenfiofé AeiRhSRiet 8 iftefeliRE pbadiott ety Ags 12-

pliiwdn&aeamaphthyuy accept abl e aci d or base addition
salt thereof or a N-oxide formthereof, in particular

to conmpounds Kto Z and 35 A to R
s compeundsaf formule (1 pansbs erepared a@ordsa&@ the anethags despribed in

Wy 20lt/09114 35, Wiket i¥ Sncobsifried By reitdre@06/ 131519

PCT/ EP2006/ 062934 -19 The present i nvention al so

relates to a conmpound of fornula (lI) or any subgroup

i geeil, e cpmpbhmi?r,erdcdrﬂrngita fefiavention chmbe pephied By a succession

di d ht hyl
R SRs R AHRER ot & s s P, par ed actor di ng
to the met hods descrrbed in WO 2004/011436, which is
'IH g)‘p%ﬁﬂfgf“tﬁéjcd?ﬁp ds Qééofdiﬁffo%ﬁﬁula éﬂ cafr B@ E?elpareﬁ%g reaa:tmg an

ounds accor % the I nventi

b@tean%dzete e@@p@ﬁld offfompuda d) wigh pn mtelmdwfs r@nmmf fogmula (IIT)
tabSor@inbltd & BREWMB redefioh Scikid (1pul ar, the conmpounds
according to fornmula (1) can be prepared by reacting

an internedi ate conpound of forrmula (Il1) with an

i nternmedi ate conpound of f@cherthal(l11) according to

the follow ng reaction schene (1) : 15 Schene 1 (Rl)p

R7 (R6), ©+ RA~--RA R5 NR2 (IIl) (Il) using BulLi

i(R1)9 m xture of dii gRpropyl am ne and tetrahydrofuran,

wher¢in all vgriables e defined as in formula
' nhance t rate okathe reaction.
L/. cgnveni erYT y e cw(r | ed—outat all)

bet ween -20 and R

a1y

using BuLi in a mixture of diisopropyl amine and tetrahydrofuran, and wherein all
variables are defined as in formula (I). Stirring may enhance the rate of the reaction.
The reaction may conveniently be carried out at a temperature ranging between —20 and
—70 °C.

The starting materials and the intermediate compounds of formula (IT) and (III) are
compounds that are either commercially available or may be prepared according to
conventional reaction procedures generally known in the art. For example,
intermediate compounds of formula (II-a) may be prepared according to the following
reaction scheme (2):
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20 -70 C. The starting materials and the internedi ate
conpounds of fornmula (Il) and (Il11) are conpounds

WO ba/13r5@9 ei t her commerci al |y avail abl e or nmaypPOEEP2006/062934

prepared according to convenygonal reaction
procedures generally known in the art. For exanple, 25
i nternmedi ate conpounds of formula (l11-a) may be
prepared according to the following reaction schene
(2): WD 2006/ 131519 PCT/ EPX}86h062934 -20 Schene 2
(Ri)p (R6)r O(Rl)p NH2 (a) \ O (R, H (b) (Rl)p
(R)r (Rl)p (Rr X-Cl_6alkyl HX-Cl1 Gal kyl NCI CON
(11 V\,herel n #&% variabbes are defRaed as in fornul a
(l)

aciN@n sc e 2) Ronpri d@s st 5 (g in R),
arn” appr opr i t\e y Subs®itutedjan reacte
VVI t h appropri & e acyl chl ori de suc?l A

3- phenyl propi onyl chl oride, 3- quorobenzenépropan
chloride or p-chl orobenzenepropanoyl chloride, in
presence of a suitable base, such as trieth &§n1ne

and a suitable reaction-inert solvent, such fas

met hyl em@)chl ori de or @thyl ene di chi®ki de. ¥Yhe R®)

reaction y conveni e?/\y be canwied oyt_at_a d/
t enper at S gﬁv’@betv\een‘ oomte atyre gnd>
reflux t nJa next step (b))t duct _~
obt ai ned in st“épx(ca}alkms react &8N phosphBry®
chloride (POC13) in the presence

of N, N- di net hyI&frmam de (Vil sneier-Haack fornyl ation

foll owed by cy Prat i on). The reaction nmay
conveni ently be carrl ed out at a terrper ature rangi ng

tween_roQ atur nd er.at ur

SIS P yaR s ire Beunta s TRabrTIAAY): Rynchen FEhRo(2) saumpries step
f(®)1n®v¢ﬁémhrﬁappﬂoﬁilateﬁji k\hhshﬁmdhﬂﬁlnﬁ is Gﬁcte)dl wikh an ﬁp;ﬂd)pl'aite

tr 1N nt e at e conpo

SR SBEE M o ol gnifhod Rorf AR AR thtorde o
wh@ﬂ@]ObeMeneermnOyl dhioride, mthelpresertch af aisnitabiebdser sughiang
S B LSO A Si S, R AR
ﬁﬁzyéfg@akghlorfd& tiheregstion maycoaveniemiyhy cagried out at a temperature

FRA OBt ReELRoosER altdtf kA®YTluk lethp@atafd. . InSUfRRt ﬁép (b) the
I zat 1,0Nn

faﬁﬁr G blaS1 48 HEB (et e ST PRop O i PRIy in i presence

rod \eNidiraethpiermamide (Vilsmeier-Haack formylation followed by cyclization).
The reaction may conveniently be carried out at a temperature ranging between room

temperature and reflux temperature. In a next step (c) a specific R*-group, wherein R?
is for example an C,.alkyloxy or C;_ealkylthio radical is introduced by reacting the
intermediate compound obtained in step (b) with a compound H-X-C, ¢alkyl wherein X
is Sor O.

It is evident that in the foregoing and in the following reactions, the reaction products
may be isolated from the reaction medium and, if necessary, further purified according
to methodologies generally known in the art, such as extraction, crystallization and
chromatography. It is further evident that reaction products that exist in more than one
enantiomeric form, may be isolated from their mixture by known techniques, in
particular preparative chromatography, such as preparative HPLC. Typically,
compounds of formula (I) may be separated into their isomeric forms.
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enantioneric form may be isolated fromtheir m xture
by known techniques, in particular preparative

W@ boosmsdsegr aphy, such as preparative HPLC. TypPCBEP006/062934

25 conpounds of fornula (1) n®y. be separated into
their isomeric forms. WO 2006/ 131519 PCT/ EP2006/ 062934
-21 The internedi ate conpounds of formula (111) are
conmpounds that are either conmercially avail able or
may be prepared according to conventional reaction

g afiii € OB of Rous (o) s cBmpryi® ipetsfy Gk,
R8mingerdinlly a&mllablb wr ethywietpremral desoidingetotconRbfipnalireaction
%@&d&d%g gﬁﬂe?aﬂm{%%rﬁg% i 15&] &ﬁfng% Ht&ﬂleﬁﬁ'?e &{n%{)l?mﬁ; of
domula G az))m)vxdmhw% IS sobstRyed v BstEarnteR] kyherein cach R

hyﬂfd BAddiatted frém @R gt )zShIQZSf/h drb8), m@I &feno Satrk e{rﬁm,mono-

&Wﬂgeaﬁfsafmmﬁ l%} PI‘%S#1 ﬁ%’tﬂbﬁo hy: 9X>>61 atkyf 16‘Hféyloxy,

@o(ﬁﬁlotﬁakﬂkylbﬁwmgamymwl calinyd, @Ibcﬁ(yﬁlﬂllﬁl;ﬂkyhkyi@ﬂbonyl t
ua re cordin %
EtR ol off TS B Ponfit B PR RS i s an
(llﬁtﬂg@rQ‘quaY td z¢rdj b)2 oY max be preparédgccsrding tofthebj’olluwmg]eactlon
%})1 3§/ 11-a) 15 Reaction schene (3) conprises step

|n

V\/nl ch an appropriately substituted Ar, in
particul ar an appropr|atelﬁkéﬂﬁsﬁituted phenyl, is

reacted by Friedel-Craft reaction with an appropriate

acyl chl ori de such as 3- chlorgpr ionyl chloride, ig
t(R®, pr esence of sui t abl &' qwﬁghggkd uch @®¥fo 4
exanpl e AL Gl3,@BnCl4, TACIZ or czri®12 and A/U\/\N/R
sui tabl e reaction- |ﬁ§TT*§oIvent such as methyl ene Ls
chloride or ethylene dichloride. The 20 reacti on nay

conveni ently be carried out at a tenperature randilay

t .
ShORGARL) %%%ﬁ%%f%ﬁ ﬁ‘ﬁhﬂ%@éﬁ@%@lﬁtsﬂﬁﬁﬁgﬁsﬁ A
tp;lrtlc@héan ﬂgprpn@atplmsebwé@mp nybriptranigd Sy tFaiedelCraft reacsign with

Pfobhatgug%gongé f‘#g?‘@ @Eéirlgropﬁh@kﬁ'yle élgoﬁd’é M@ sBR of a

SITI S |
SBHS T8 5 g PRl Mo dib b sk al & dopmGh pgd o
agmbilé;teablﬁxilhm@ftammf :slidh\a% méﬂibdelgf dﬂbr[&egﬁtethy%ne dichloride. The
e ed Lo

BRLBP TSP R R it R0 oo
|tmperauumran@1rreﬂwe@ammas Ia@tnemastagén)rastangmmoup (-NR'R’) is
introduced by reacting the intermediate compound obtained in step (a) with HNR*R’.

(

In general, bacterial pathogens may be classified as either gram-positive or gram-
negative pathogens. Antibiotic compounds with activity against both gram-positive
and gram-negative pathogens are generally regarded as having a broad spectrum of
activity. The compounds of the present invention are regarded as active against gram-
positive and/or gram-negative bacterial pathogens, in particular against gram-positive
bacterial pathogens. In particular, the present compounds are active against at least one
gram-positive bacterium, preferably against several gram-positive bacteria, more
preferably against one or more gram-positive bacteria and/or one or more gram-
negative bacteria.

The present compounds have bactericidal or bacteriostatic activity.
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positive and/ or gram negative bacterial pathogens, in
particul ar agai nst gram positive bacterial pathogens.

wo ogeastsicul ar, the present conpounds are acti PET/EP2006/062934

agai nst at Ieast one 30 gram.pgpsitive bacterium
preferably against several grampositive bacteria,
nore preferably against one or nore grampositive
bacteria and/ or one or nore gram negative bacteria.
The present conmpounds have bactericidal or

t t VO 2006/ 131519
dasElss g aftisedive dnddraniRaree tsrohiv A angerabic hectgrig, inolude
tapimy loegexti,i f\oeemmpibScat&mk Enteeocobeic fdva@sample &, faasaliyyde
e%‘u% Q‘éb&%%féxarﬁgi’é S ?;e?’é’?o*% g@@@@ ﬁaggr{sggﬁéﬁisfoﬁ Shmple
;ﬁvéd wibtdis; Bisteriag ﬁ)ﬁgxa@le Bystgrénmon@aégenss; Hagophilus, for

L i APl Eznmnog& Itug&ea%gm iy e%amplesﬁleédt@nﬂg?l%r Pﬁeaaamoﬁas for

| S S

eﬁ?rpelr@rt%su W&é’(é ’l”glnoffbra“ggnltﬂr’éﬁm foegf{%mplﬁﬁgﬁ

Rﬁﬁﬂﬂm’m%&mﬂfo@éns ﬁxamhplel&@hgtmm,smaefwmdﬂ QﬁdiSter’tdcocm are
| a [ exa

DA R ef APy Mo GARTRE e g Bibins o FAHRE Rl Fpich g born
Suﬁﬁeplt teveat iand ddficy ot dradicade from fop exanaple a hespitab envafonment once
E??%??Sgl\éﬁ:: %ﬁﬁﬁés S suEl?ﬁi-agxlﬁsae*}E ki@l BSre gﬁPSt%@{&%H?f]aQtreus

Lo treat rcult to eradicate

VB e mgthieiHisy resiptagtrppg@aseaiegatayrodaphyiacaes (MRENS), penicillin
ANt SFrePlocO MGl phéinidnise ﬁﬂ@nﬂﬁfﬂé' 164isthntEHt @Sk SdcaNaecium.

St aphyl ococcus aureus (MRSA), nethicillin resistant
coagul ase negative staphylococci (MRCNS), penicillin
rBeicotnpotndstafeint present invemptivn atmnshoer dutidityragdingtiresistant bacterial
rEsist ant Enterococcusfaecium 15 The conpounds of the

pr &d&nt invention al so show acti vi ty agai nst resistant
bacterial strains. The conpounds of the present

U %Bﬁip@ﬁ‘ncﬁro? tﬁéﬁ%é‘én@ I ¥ntdsi 4 dr¥ €s pp'éGf”Ml? Sbtivel A %ﬁ@%&ccus

aur eus, 1 ncludi ng resi stant | ococcus aureus
HUTGUSy m@k‘ﬁﬁ‘ﬁl rgslﬁgqtﬁt(bqlqy{q%ccug gureys saghpgsifor example methicillin

SeARIN REISToesccas bhttss (WMRSA)), andSireptdco il pRemisniae.
pneunoni ae. In particular, the conpounds of the

present invention are active on those bacteria of
vdhipattictlag the edmpaungs ofthe mtbsemtnnmnﬂpn aref achig¢ bw those badteria of

= P
v%}ﬁcﬂ tﬁl er' § ?%df }?ﬂetpgb% fun?ﬁbﬂ]gg Bﬁﬁﬁ;b A?P%?ch&é%e Wathout
dvsmgdqsm@ tq anystheory DG is tntuglm that tm agtivithet the pEsgatrompounds lies in
gfgﬁbl‘%ﬁ ?f tHe'F 1@20%12 ATaFS’E gﬁ i%hfé!r t}i[?oq{r?}(lelgftlr(])hgg rtl%:elqi‘ 0 complex of
ttbgpimﬁ’tsb%'gaﬁ mQEﬂa‘E}rﬂaF“é‘Paéft lﬁ@bﬁ@n SHpHYC Bffc tﬂ? %8
febfripleA TP tH@EIFIBAEP siethaleBadifg ko killlingdofahe bdvteriaast ddpledion of
E% ezﬂ etl lev t@’ %etl l.ul ar ATP | evel s of the

Tt Vﬂ%ﬂ §|b t'€8% nereinbefore or

her ei nafter that the conpounds can treat a bacteri al

Wil&fét’élol%e& he eﬁlbgﬁ)?@& ﬁ&éﬁaﬁé}ethﬁptﬁp g&ﬁg&nﬁﬁ Raf 164 ibterial

ectio
infection it is meant that the compounds can treat an infection with one or more

bacterial strains.

Whenever used hereinbefore or hereinafter, that the bacterial infection is other than a
Mycobacterial infection it is meant that the bacterial infection is other than an infection
with one or more Mycobacterial strains.
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bacterial strains. Wienever used herei nbefore or
hereinafter, that the bacterial infection is other

wo baw/1ausiMycobacterial infection it is nmeant tphal/EP1ve6/062934

bacterial infection is other jhan an infection 35
with one or nore Mycobacterial strains. W 2006/ 131519
PCT/ EP2006/ 062934 -23 The exact dosage and frequency
of administration of the present conpounds depends on
t'Ihl% eﬂ@dtltdb%gle&hg @'&E]ME @f eimfristaatiba of the prssest cd’rﬂiﬁunds depends

rticul.ar conditi ein rea severit

b ST mobhg Of REp D i g pertiget fandiipinheie treated,
dhcese_vemymsf thf conditivnrtiestgrtaatenin therage geeightagendas; sluei,atime of
% Hﬁiﬁlgﬂ' %d%&%rﬁ%h& 1‘551' C%Bihh Pdh 'o? 'ﬁ% pahﬁl:%l ?ﬁelﬁ fthé mode of

I at

am ni s catl on
'aﬁmwsm@m afaxelltps othek mglcaa@n thg ingividualanaspe tebinghassia well

Kdfbtvh €6l thioSe EIHﬁedifntthe 4" FReRTROR, 1t| ik ehﬁerﬁ‘fhaﬁ%bt effddfile daily

t he effec ower e r
baby E)a\em%ci ﬁéﬂ&ﬁqa%e éiep%ﬂbthsre?ﬂ%ﬁeﬁf éhe tggpted subject

&nb/joe dépenamg/o@rthﬂ egddion ®f ¢ physiciavigrésatibiag tif confyunds of the
ph S|C|ant1 rescri bing the conmpounds of the instant

HEVERUOY g The compound of the present invention
may be adm nistered in a pharmaceutically acceptable

fﬁfe%ﬁrﬂ)hﬁm@i} thy fe@elﬁ éﬁhﬁﬂ Hﬁﬁﬁg%%ﬁ}nllﬁist%ﬁ?ﬁ)ﬁ Hél%lac%utlcally

carri e e CO oun sitions co

eRecptai Brmaptieaslyre anbarmacsuisadly asgepiable easrien chegompounds
268 b6ﬁbb§iﬁ10ﬂs%ﬁiﬂn‘ém@&h§b’(ﬁﬁ}%ﬁnﬂﬁba{n\’be a%h’rﬁhﬁf&&l by routes such as

A imleeAily o v et palepgep indlidgS ay mthod of
|nitt¢(h1t:fmg(1hé corepoutidriato the tissuesofithe bddy, e.gt, imtrhienlyepidural,
s %rrﬁ\Ys% %fanédl:ﬁ-l{ngllpﬁlr a‘ifg %§| 1Ptr§%e%6ge§ ?%%taneoursh sublingual,

rec or a mnis I'on
seial; anctordba;bagelsmtuah ﬂihb apeciliq dosagoofantibaetendl do be administered,
38 wiillds 1S ror Wi tiatReht Ghay 6E &{E&I as ﬂ@éﬁe(pe adj ust ed

as needed. 20 Bacterial 1nfeections which may be

treated by the present conpounds include, for

Bart¥PLEinf&eibhy which W@WW&& pfe@@ﬂtlc@ﬂ@omﬁistlﬁaﬁwd for
i nf ecti.o ear,

SR lpaley S Do Y St R IaR s el e SyrEctfent. infefiQsT he
ayiddlierehe stchoassacutei atitie middiay snfedtionk ef thealranda \sirtuyes, eyemhfechons

qﬁfebﬁﬁn@ o &I%r@‘?lg%tvft? es]p&? ?st fﬁfecgiﬂﬁ%oiatﬂg 1ddHC %?% ahid H)t%cosa upper

respirator 1 ons wer res
|rmetqrbﬁgct infefiiansylomienreppiraiprdrach infections gemtounnary infections,

%@&Mﬁﬂemlﬁﬁ 8o, %fyﬁ&fo'lﬁk%l Y1RA! O olin, 1OhE Ghd (Ui

ticem a, | nf ect and s
ﬁgga% skip ?ﬁfg%ri(tllil sictarg infectiqns, bage f:%qdapqr is, lblgpq, gntlbacterlal

qiﬁbp}i?mtsa’fﬂ satgenk Em@ byt tesiaDprophiylges ih m&ﬁﬁhosuppressed patients,
ant.i bacilglrltlsal E 1§§ I ax& S [}}el mmnosug‘géessFant afients.

SaTH BfaLients Jerelving Capse ARPOMELn; O Hg P

chenot herapy, or organ transplant patients. 30 G ven

(RiGed ﬁl% Ua e Rt tﬁenﬁ)nﬁ)%ﬁﬂmnﬂﬁla (5P Rive haifidt Eritfh bblifive

agal nst gram posit
and/or gram—negatlve bacterla the present compounds may be combined with other

m

antibacterial agents in order to effectively combat bacterial infections.

Therefore, the present invention also relates to a combination of (a) a compound of
formula (I), and (b) one or more other antibacterial agents provided that the one or
more other antibacterial agents are other than antimycobacterial agents.
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and/ or gramnegative bacteria, the present conpounds
may be conbined with other antibacterial agents in

woraen3tse ef f ecti vel y conbat bacterial infectiPOFEP2006/062934

Therefore, the present inventypn also relates to a
combi nation of (a) a conpound of 35 fornula (I), and
(b) one or nore other antibacterial agents provided
that the one or nore other antibacterial agents are

esehdifivénitioh ko ablatt & 4 abmBefidBof (W 8&ﬁ§d1ﬂﬁlﬁ’l’&mula D,

P ?PZOOG/ 062934 - resent on al sQ

A G088 mpre Sty skReB ey DEvits B B erg ctper
(@nhdibactaratl agdm}s aye ether than astimybabactarial dgastscior ase Bganedicine.
provided that the one or nore other antibacteri al

agents are other than antimycobacterial agents, for

s harmageutisali compesitign sopReEsing e @heimageuticoy @egeplable carrier and,

@9 HBHiVeShHdRnf a%&mﬁ&u fke\étla@%m%hf@d)caafoﬁﬂp%n@aﬂfomula

acfj ve ingredi therapeutical ]y ff
Zﬁvﬁ‘ﬁﬂb Pnf(%‘)mafedlﬁﬂ%éﬂﬁha%ﬁfm? ggf‘ﬁiﬂ %FOV‘@F‘)‘ 0PB)Or Bioge other
@ntibavieiab hfaits @8 bileathak hhAnyegabietialugeits die dlsb Ramptikel by the
Qne or. nore other antibacterial agents are other than
é’ﬁ?se‘ﬁtyl%“acflerl al agents, is also conprised by the
present invention. 10 The present invention also

r’lﬁﬂrergﬁé%énﬁ iBvdritfon ééfs? rQl%‘g@ t(ﬁf?ﬁ?ﬂs?@f a Qﬁn&hamr@%ﬁﬂ%degﬁéal

oslition_ as or the treat .
[saepesitian a3 dgfined above fonthsdreainaant af a hacterial drfpetign, in particular a

ibatemil iRfecAémSthet thama MPdobaRatd dife@lonl Nf ection. 15 The
present pharmaceutical conposition nmay have various
pharmaceutical fornms for admnistration purposes. As
aﬂﬁmhm}ﬁnnmpnedl t:bmpesmdﬁemay braye Vaeiots peamatdutical forms for
I

SRR o NG A P AE Corh s fohS WL B ited gt
ccompostwmmaléy employed ﬁn@mtmwalhandremﬁsémng\ﬁbugm&mpremre the
fﬂﬂﬁmﬁ%ﬁ%ﬁt‘l&%&ﬁ posHRITR 3% S inveRidnO Qf%ffé’ctiv@ aﬁﬂ;ﬁhtt 6foHe patitular

orm as eactlvelnredlent I's. conbined |.n

icRPPABRdS. apfianaily, P’eadﬂilti% salt form, pg s Active meyedient éﬁo@%blaed in
Gitithhte admbiting hmﬂﬁzi phaataifichiK gccaptabte @@rﬂéﬁ riigEl chfier may take a

forms onthefo mof par g de
s B FosmY doRenstie contap it BB e o fdmiiraton.
délsser pitalrmacautmailcbmpysmomage désirablesuiunadnlyalosage form suitable, in

Fb% c'u{;ayl fof a@fﬁﬁsnﬁﬂ&l P{aﬁgr oiby gQreH{e?ah i e@{?nb*o[’ @ﬁa‘}&ﬁ 1€

I’ons

mﬁemnag ﬂma”g@smnmn @nk,dqsaget ihémma:f tmma@ancﬂ media
TR B e%%lﬁ?éﬂ feh §EHbOM@thph! %te’i\ %ly&ﬂi Of¥, a:almih%ls dﬁﬁttﬁé like in the

co . al dohol's and 't ke in e. cas
&a%’ﬂ ﬂqrﬁ}dmlfﬁvrébaga%%%ﬁ@ %%J%lﬁpeé’é1°§ﬁr§p}8’ri’§ s elﬁaags and
%blul(lbflﬁ or eotid HroEs sadhths sﬁ@{:(hﬂs}l SUgars, dlealrohﬁpdhluénfsalubth binders,
as starc aol i i, ue

e BRE S R B ARG Fune B oL pp Ruert A consyips g tablets.
|Bekausie of thedr assm acdrmpxstxdmm tabjpits argl capsyleiepeesent the most
taﬂp%uﬁég?ous Pﬁ‘xﬂ?& g e fdifk fin %ﬁ:‘ﬁ c'ﬁgb %‘i’i@t{)ﬂhﬁﬁa[c@ﬁﬁ&f‘ carriers are

cap sul repr esent
obviously employed For parenteral compositions, the carrier will usually comprise

-y

sterile water, at least in large part, though other ingredients, for example, to aid
solubility, may be included. Injectable solutions, for example, may be prepared in
which the carrier comprises saline solution, glucose solution or a mixture of saline and
glucose solution. Injectable suspensions may also be prepared in which case
appropriate liquid carriers, suspending agents and the like may be employed. Also
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30 advantageous oral unit dosage forns in which case
solid pharmaceutical carriers are obviously enployed.

woososparsent eral conpositions, the carrier w || prporERt0y062934

conprise sterile water, at |east in large part,

t hough ot her ingredients, for exanple, to aid
solubility, may be included. Injectable solutions, for
exanpl e, may be prepared in which the carrier

GAdTIdddses seiRl foRtf pSépatiitiofdiwhithueomitended t bedson@Ertél, shortly before
f. sa agnd 35 gl ucose sol ution. Injectable

é’ﬁ%ﬁ%?{g}‘@ﬁgnﬂﬁgﬂgﬁ 8%e prepared in which case

appropriate liquid carriers, suspending agents and t he

L o e

prefprabht qospsisoutiioah0.88 éo PhVebweisht myse prafsrably dtpm 0.1 to 70 % by
Shagttlof tRedcav @ inghiRontd, @nd, fF8th d 6 99195 0% B8P wgm QAre preferably

pen e of ‘adm ni tratlo
3?%&‘? ﬁ‘g g? 188V§ng’é fo PIEWHC%“F?] %F@F@F SE‘FV @YrsFqeatases
foieing Hasdibort the ¥aloomponieioght , nore preferably fromO0.1
to 70 % by weight of the active ingredients, and,
from1l to 99.95 % by weight, nore preferably from 30
tIheFeight e ivgtght fdtiofs of théeompamdtaf derimuja A embiba theeother
%ﬁflﬁéc?ernal g%ént@g&lﬁﬁ{‘éﬁ&? ésht P&gﬂﬂat%ﬁrﬁgy B dét&‘?mh?f I%Lthe person

OSItI ratio's
élsﬂlsé ithedrt. 1Sgidwatia apd )heaﬂafact(@faaera@d&qqmncy of administration

Qféf)éﬂél@ ©h&hd ﬁdmé\gﬁruoﬁq)bmfm Sﬂfo@inuﬁr(l)aaild&hé«‘@ﬂl’f@ﬂ mibh&snm)gent(s)

cf gleg?r&ntl{]lﬁg couditio Lbs &g@galgg‘rgﬁ,dtlﬁ? F%’H&hﬁ@}h‘c’) f:on({mon belngd treated,
ahimgv, weight,igenderddipietine o adinhdstiioh iand perieral phpsical dondition of

tﬁ)e[e@?ﬂ ?\H&J })atlg dther}ﬁo&t S.m?tﬂgﬁa{%%gltag we Ias ?nethn{e i$at10n the

cular con in rea

s@dlmduzdyn@»f bet takingoasds welrknpwin i those: skllsldd inithe atie Fuagkermore, it is
Woidht that‘lﬁé‘ gﬁEotlvg Ig&ily afnblBt Iﬁa{ Wi‘eﬁtcfr%dr%e@ ébendmtg on the

gener al hysi cal condltlon of articul atien

o th trepded snbisct aed/%frfieagnm on the cyelvgiionaicthe BhySiian
tpRescribingithe ebagdoufiayoNiie irdkind ghvedton. s wel | known to

those skilled in the art. Furthernore, it is evident
that the effective daily anount may be | owered or
|’lﬂmrcempednd$e1f domhulg (19 and the one es ponsethaf antibacténia agerds may be

SRR AP RN S

|thﬂr éimyicen be uﬂ@lms:tnq@d §t ta@ﬁoust»f ﬁ@paaatqlb')or serventialyo nlhug, the
'ﬁés@nﬂhb&ﬁloﬁ Alsoaategid & E‘d’ﬂg@tﬂfr% IHﬁébnl%fmng @{)J%' do@fhoufd 8f

g%@ng %{Igr%lﬁ a(%llgﬁqr}égéetg er c{eﬁ grgg‘%lpg%wged tﬂat the one or

aﬁb’fb bt}&t ettt cRaldgeA afmahyr, thslemﬁﬂyﬁbyctélﬁal agents, as a combined

, hus t he rese |nve n al so
|p§? ?(Jgr %mﬁ} 88? sgpargie I?F §eq88?] use W&h? atglent of a bacterial
amhpmund of formula (1), and (b) one or nore ot her
anti bacterial agents provided that the one or nore
ot her antibacterial agents are other than

dveiphprevassetical ceinpesifian may additionalliisprfatn vasioupathar ingredients

fl&bwﬁhﬁﬂe}ietai\ﬂ ?&Lbiam"lépéi'hﬁﬁ'féaﬁr stASASAR bt BiFRring afbif,

tre nt of a.bacie ﬁ
emu 51 Ing agent, v150051ty-regu ating agent, surfactant, preservative, flavouring or

colorant.

It is especially advantageous to formulate the aforementioned pharmaceutical
compositions in unit dosage form for ease of administration and uniformity of dosage.
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i nfection. 30 The pharnmaceuti cal conposition may
additionally contain various other ingredients known

wopoobhelsas t, for exanple, a lubricant, stabiliBCT8P2006/062934

agent, buffering agent, emlgsfying agent,

vi scosity-regul ati ng agent, surfactant, preservative,
flavouring or <colorant. 35 It is espeC|aIIy

advant ageous to fornmul ate the af orenenti oned

)i ma@denﬁ@b us&PheReis ir&fbﬁﬁ& phymwmiytdlswaagmts‘ SUitAbIE @K unitary

f tr.at f
FovtieT e e biadoy ek ine it of RS Rpig ralguiated
use prbdoeg thenesisfdeherapantioffectaa Ials%ocmtlen mathethe rﬂqtmed

gy‘rﬁglgxza%&n&? cag-ﬂblt %ﬁémtp‘i'é%stﬁg,ﬁ& uxﬁ?&&a §ap thlPis 3?1 ﬁldglg

erm ne active In I ent ca
tseorgd ererated mble@éséap st pidls.cpsevder pa tSewafeirSh suppositories,

Eiﬁjé&%léfsbﬁﬁoﬂﬁ mu&ﬁ&sﬁ)ﬁﬂw 186 lik@ Al @@Q@%ﬁté&ﬁkﬂtﬁﬂ’ésrth&éef

T B nges SL T comRor Bt g 'l nﬁ%ﬁé’?ﬂﬂ%ﬁﬁt pEgourse, vary with

phd é@npdﬁ;ﬁ%ﬁipld}@dkﬂié fodeaf ecﬂrmmsmn paghé gedtesdnt desired and the
ect e sol.utigns or suspensions and the |like, and

%’3%?%@140?585% ‘T'[S es thereof. The daily dosage of the

conpound according to the invention will, of course,

taﬁhba?c%a? %Wcl? k% ngbﬁﬁg vgﬂ)gtﬁe @hmpounds of formula

mnlstratlon atrre esire
&Bcaﬁ%mt&qacmle%s@ts ﬂmm i dgarty (Thvw@leétanfébactenal agents comprise

%ﬁﬁbl@ﬁ@i & th@B lﬁﬁ&ﬁtgio U Hueh adBatuR e pSRETIHNG %M}&lthettlh Denicillins,
nt 1 bact egl al

Rty Sewﬁxntﬁa?‘ﬁ%fepﬁﬁﬁﬁmeqﬂp #yGie  oxacephems,
mmtamMcmnpeﬂemt tarbapeherh$) motadicast mongpyactamss tetdacydines,

AhyrBleBERY AL bhBucy SFL BN IR & RENEMbaBEsucn o

sem s I'CC€e osporins,
d\épwdwa:deﬁ,sC nnclemdﬁpmh@cycmnmlmstdearhlwmdlm§ macrolides such

RENSBembRELARE Hﬁei%hd&o qfﬂnﬁ’én%e?&l nﬁ@ﬂl‘ﬁ@t@ﬁﬁé&”’f’6 membered ring
tetraacl I nes, nhydr ot et racycl i nes, anthracycl i nes;

o AHSFTAVLINS; @a@rd@w@e@ SRIRYCARS, ZRNeidingJaqlyexins,
@aﬂlﬁﬁélﬁﬁ’ﬂmﬁesm @aﬁmcan@lbio@lc@wdtﬁﬁﬁlgdaﬁoneuhﬂ@gésc hélindniins,

ﬁa@' i des suc &:llsg % crolid S tati
FID wgweaapr?w% G, g Seify nedcarzinostatin
rsmdmhydn,svlomlymanymgmmmypmpty(ﬂldmmrdh azldskemaywariotin;
BB oL SRS O B
cine,

aeqriensing dyrrolnitringfosfomyysing, fus;dﬂs ragigirPe(prhy deoxsp
@gﬁé@qglglélﬁ§ eng@h!@&ym n, neocarzi nostatin, .
SyenBeattiratos PFb T be CormAITY AP T——
Qfd for ekathple benBdedicillippothsiin, prodanmg eemathifg)ragi | i n;
phenoxymethylpenicillin (potassium), phenethicillin potassium, propicillin,
carbenicillin (disodium, phenyl sodium, indanyl sodium), sulbenicillin, ticarcillin
disodium, methicillin sodium, oxacillin sodium, cloxacillin sodium, dicloxacillin,
flucloxacillin, ampicillin, mezlocillin, piperacillin sodium, amoxicillin, ciclacillin,
hectacillin, sulbactam sodium, talampicillin hydrochloride, bacampicillin
hydrochloride, pivmecillinam, cephalexin, cefaclor, cephaloglycin, cefadroxil,
cephradine, cefroxadine, cephapirin sodium, cephalothin sodium, cephacetrile sodium,
cefsulodin sodium, cephaloridine, cefatrizine, cefoperazone sodium, cefamandole,
vefotiam hydrochloride, cefazolin sodium, ceftizoxime sodium, cefotaxime sodium,
cefmenoxime hydrochloride, cefuroxime, cefiriaxone sodium, ceftazidime, cefoxitin,
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nonensi ns; pyrrolnitrin; fosfomycin; fusidic acid;
D- (p- hydr oxyphenyl ) gl yci ne; 25 D phenyl gl yci ne;

wep@dilyrses. Specific antibiotics which may be pOVEPI®E062934

with the present conpounds of,jormula (1) are for

exanpl e benzyl penicillin (potassium procaine,
benzat hine), phenoxymet hyl penicillin (potassium,
phenethicillin potassium propicillin, carbenicillin

(céﬁﬁélﬁi%beﬁmm latsBokdfflavuléiae ¥did Sigtipendin, aztreonam, tetracychne

Y rofﬁ?yr?%%oqxxfﬁtracyc ind

dnezthawa]me!, Idbxyc_yc]ﬂﬂeu odlnetmcyblﬁnen nnmcpc]mel Hdaumorubicin hydrochloride,
ok I%BicH :agl’anﬁ%d? tkgﬁ%ulf)#&ﬂ sﬁl‘?ﬁ bac?]ga%wséo d‘t&ﬂrﬁrﬂyem gentamycin

ciC
tsalfetapdibekaping amilml@cmlmqu@cnb sbavipnygin, negmycin sulfate,

ﬂmﬁh&&ﬁ k@ate @trwsﬁﬂyblhl OB, daﬁpdleétﬁepltdin & RsbMycin A,

phal o cin, dr Oxi | ephradi.ne, cefroxadl
g’é( °?‘P %HS%‘P&W? Sésé’ﬂﬂﬁllno’[‘qﬂ 1‘%’65‘%% SPEHRQENEM; }}Ygfocmonde
aeﬁlmmfnn sififace Walidanlicin, k@@gumycm;epﬂlmﬁn I laspieidin S, erythromycin,
cefatrizine cef ger azoneéﬁlom c

TR Bl 51 68 TP YRR A, rSGH TR Raficin iespanyein
Josinyxin, sfaptyax, igosiodivenmectioahidecamydimebleomycin sulfate,

E)Y‘;?foﬂya aloé'u'lﬂ% g%ﬁ{( élti{lﬁi)@ W&%?&%ﬁ Qglidt sulfate,

EmyctirsceBpste sodim, earemyCiy Blikamycy, gligingmycin, capreomycin

|sﬁ1f§t€00i61fnyc1ﬁ| @N&Bﬁﬁin@ vaftdhydinl aeBAGRYciR 1, heGAhostatin, bestatin,
tetratﬂ?cllne etrac cline Bédroc

PERTRIY MADEBYR e‘f‘ﬁa |S?1H1é’ Y& AEP @Ve‘lnrﬁxélymtm natamycin,
rmﬂimqymi infithrardpoiy djtcbinyein, cladatmgtinacmiaimyein palmitate

' bi

I e A G e
mbmranplmnmol ghloramplsinicol palotitate, mltommm@cpmrolmmn; &esifemycin,

Thiaie Aokl chBzarﬁ)lclHP%taﬁﬁliﬁ' dlecafifaonycin sul fate,
par ononyci n sulfat’e, streptonym n sul fate,

di hydrostreptonycin, destomycin A hygronycin B,

apranycin, SI som ci n, ERPERINMIBNTAE PARAL €,
orji de

cti no (o] C | fate .
Fometpagen %95&? HefeSeherianc b urRico Rl Sigreogenic
eagbioh ratmy(G) ﬂn,eremawys hotexpeimergsiyodaiererinal. darthigsecases the
%E?éo%ﬂ@thcang Esﬁﬁa%h)é 'f&#r?@zpfiﬁ%’a%'fﬂst 1&%1&1@& mgigﬂate& Qs «A” and the
mﬁm@laﬁg/‘B” WIthpué@n';lmr rﬁf@@meaﬁOéﬁe aqf@qilsmﬁwhﬁngal gapfiguration.
Eﬁcﬁﬁ@v@f dhid “A” AR BMYHnkerR. foﬁﬁscéa{nr‘tfé%nambi:g%héi& 'cHaractenzed bya

faté col.i sti nnet hanesul f onate sqQdi u enr in,
mel;éawlel{l Ad 1S Grinpsing e .lmowame@mﬁiﬁ shgh as T eAED oy X-ray
\dlmzymﬂ) enV| omycin, vanconycin, actinonycin D,
eocar. t, best atin t| n. ,nopnensi n
15 AR TR B e PP isOmitie mobERS Pey fin ORARR: Mparated
rvdtemhydhmresp@tnve ifictt draggons, isatated ammlgnatedl At dmgpéatively “B1”

G ARG A BRIy P8 TG S BRRLRE e ca
gtarensbemica| eenfiguration aﬁﬁ@ﬁ/@mre gid “Mu A% 5anshdHi, B3)” isomeric forms

Rah BE hﬁirﬁblgﬂbdswmka[&te@ze@ By b Pefioh kkilled {rothb afyGdinl art-known

f usj cid, bICOZ? cin,.tiamulin, siccanin.
met o suc as, for example, X-ray diffraction.

Whenever hereinabove or hereinafter, a compound is designated as “A” or “B” this
means that the compound is a mixture of two enantiomers. Whenever hereinabove or
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20 EXPERI MENTAL PART O some conpounds the absol ute
stereochem cal configuration of the stereogenic

wa@asoeasisas om(s) therein was not experinental | yPCT/EP2006/062934

determ ned. In those cases thgg_ stereochem cally

isoneric formwhich was first 1solated is designated

as "A" and the second as "B", wthout further

reference to the actual stereochenical configuration.
iardieifRy,ef confpufld isAlesighsted B “A BQraR C‘B10T0isBRAhidMeans that the
unanbi guousl %haracterlzed by a person skilled in

tREPY ,lsﬁgleﬁ@n ¥ %nown met hods such as, for exanpl e,
X-ray diffraction. In case "A" and "B" are

%@sreﬁ‘ﬁé %ﬂﬂighhscwﬂicﬁ%% 413 dés@ﬁ%’?ﬁﬁﬂvbéoéﬂpfﬂ% ﬁe%?ﬁfeashﬁlg

Frespective

@empgwai runbexjas mW@?&%M &436. "BielEx. Nypinghel belaw Eablesiyefer to the

ELS( mrreo%@cesrt WR004/B3436 rﬂcﬁdmﬁg abddrdifg o WalcamRReaure the
to ctual st er eochem cal confi guration. However ,

é’HF’QO s wekopreparede g 1 B2 jsomeric forms can be
mmmIQUmtﬁpqundhareaﬁdlextedbﬁmy ofilgnersson skilled in the

art, using art-known nmethods such as, for exanple,

X-ray diffraction. 35 Whenever herei nabove or

iameponad e B ansl € wiepopmapared achesding tit thd peeseduaes desctilped in
WOS2004R3 1434, C@;e dchémé HBQHH&%A‘[@S the sg%aglﬁxxw compound A,

enant | oners. enever erelna ove Ofr

RandRo dbe Examplesumbess AdrAS, i3i2tand B13 comestand do the procedures of
dgei woatriazs "Al ", "A2", "Bl" or "B2" this neans that

the conpound is an oenantl oner. Present corrpounds

whj aterisg t%’%? cl NackdBi2049 01 14 l- éar t*ﬁ°§rdmg toBl12
S conpo’und er as rn—W)?OO 1436.
NiF. I nFthe belrow Tabl es refer to ¢ an‘pl nbers

of WO 2004/ 01143emiesdiicati ng accor d| ng to whi

procedure the conpounds were prepar8d™i%ddi |
conmpounds ares{ ndi cated by way of l|etters.
A, B and C | prepared according to the prgCedures

descri bed i My 2004/ ( A/* TheBrscheme bel o © NH
|]£]d|cate\a y N he and

C. unders A8 A9 B 12
cor ke Ye, Procedur egco@ifig to 8D 20047 01}
according t according to A9 O accordin o B12
N FFFF ernediate 1 Internmediate 2 F
Compound A (B)
Compound C (B) Compound B (A)

Present intermediate 1 was prepared in the same way as intermediate 12 of WO
2004/011436, i.e. according to Example A8 of WO 2004/011436, but starting from 1,3-
difluorobenzene. Yield : 57 % of present intermediate 1.

Present intermediate 2 was prepared in the same way as intermediate 14 of WO
2004/011436, i.e. according to Example A9 of WO 2004/011436, but starting from
present intermediate 1 and reacting it with N-ethylbenzylamine. Yield : 88% of present
intermediate 2.

Compound C was prepared as follows :
present intermediate 2 was reacted with intermediate compound 3 of WO 2004/011436
in the same way as described in Example B12 of WO 2004/011436. The residue (5.4g)
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H OHBr N\NH Br NOF N OF according to B13 F F
Conmpound A (B) Conpound C (B) Conpound B (A) 15

wor@sapis1d nt ermedi ate 1 was prepared in the saPeT/WE3006/662934

internediate 12 of WO 2004/Q44.436, i.e. according to
Exanpl e A8 of WD 2004/011436, but starting from 1, 3-

di fl uorobenzene. Yield : 57 %of present internediate
1. Present internediate 2 was prepared in the same way

dbtdinddeicomdingite tHe‘br@éed\&@ @EBIZZ}W@QJ& 43Bixture 6f diastereoisomers,
accor di ng anpl e A9

to Ex 2004/ 011436
SR ATRET by Sl B EntlopRphy FRek Saica 251 (it SAbChGyqighexane:
\6i0149).NFved ﬁyd:thrm zrgelrcamlhaeted\dné thet sol\&Bf4ves eyapemadt The second
SBEEOTEAL B el ARONRA DL ERERF s of bR
|(ﬂ@étpt¢@1§pm@éBwf@ddﬁc‘f/oB of WD 2004/011436 in the sane
vvay as described in Exanple B12 of WD 2004/011436. The

SI due g th\D 2006/%&15 ﬁ PCT/ EP2006/ 062934 - 29
@88 VHG AP ;fl% Yure of B 12, which is
a“lmwshduea)bmémai 1ashes3ewhesmnﬁ“mmp<()masc NS irédoad wiyh Cohleraethyl
C omat odr a over_ sil e L;
e RO o8 T By B L B paperp quoson e,
ddelresidued 1 ¥igdl obtaimed atcnedmg ethe eveqeduziof Example BES ovhach is
f | o
nr11§ & Qf]dlg@r%rg‘o‘irsgl?@ﬁ &/hgﬁtﬂ' errgqg) (% dlnzltg ?lérrgg%l o?ﬁ'ﬁ& o gr silica gel

((S‘JP@PtdC 1@12% §8¢2/% AN Ty fsaciiops wkercolegied and the
fs@ivbﬁ’ﬂ"&as ev-ﬁﬁ&afeﬁs THY Erapfid i v e cfy@tallﬁ@d Sé/ﬂh}z{i&? iffor@f

| qr oe
BB ORe ey Dorcirectsfonformpaynd B Qladiteotiomer ) sk ers) and
BIR gaff c\ﬁﬁpﬂﬁﬁﬂAQdﬁétB&msoﬁﬂr Bhéyieldgisdgre (1. 7g) obt ai ned
according to the procedure of Exanple B13, which is
m xture of diastereoisoners, was purified by colum
&romaperind & wphyrepared agrording taytbk pracefluresidescribed in WO 2004/011436.

@ﬂ%@él?éng‘ﬁéﬂr% Nh!ﬂé!fbs tﬁ@éy%{tﬁ)es W\% 3t c%ﬁfgoﬁﬁ@DWh% Example

col | ected an sol vent por at

REDErsghS Bler 9é1 avsqoaqemozwédo MP%E‘}EW off Wyth2004/011436.

cﬁvb

according to B12

intermediate 3

Br-
—

according to B13

Compound J Compound D
Present intermediate 3 was prepared in the same way as intermediate 14 of WO
2004/011436, i.e. according to Example A9 of WO 2004/011436, but starting from 3-
chloropropiophenone. Yield : 98 % of present intermediate 3.
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di i sopropyl ether yielding 0.31g of conmpound B

(di astereoi soner A) (yield:27 %9 and 15 0.52g of
wa@oopasrsdo A (di astereoi soner B) (yield:45 % . BOVEP2006/062934

D was prepared according to thg procedures described

in WO 2004/011436. The schene bel ow i ndicates the

synt hesi s pat hway of conpound D. The Exanple nunbers

A9, B 12 and B 13 correspond to the procedures of WD

mﬁﬁyoma,etms p@a&dmeo%wﬁg to A9 OMa;:coOr diHng to Bl2
nt er at e
Prosept infeimbgide Ao R et tomotmal P Do 1436
iim ther same ivedyens 31emﬂ>e¢ ireBzample iB1 2tafi @V @aﬂ@ﬁ4/ﬂﬂi§/4%s The obtained
ZRABITE Y5 TEs Do ol e SaiShfoltagty der BRELEA (et
gﬁﬁpﬂm ifestiemwaecoliected gnd tiggsodpent way e@@ﬁtated Yield : 1.43g of
Icmbﬁﬁm a&lﬁch’ils adRixWie: Sﬁ@iﬁétél%éﬁéﬁeﬁﬂ / EP2006/ 062934

Compound was prepared as follows : present
|nterrred| ate 3 was reacted with internedi ate conpound
L arfipodt] DOR4Y préparddas follotee sane way as described in

SR e AROCRAERD DB SHL B At o
dixiaimpie BEI of WIQu20(4/01193 M@i@)sldue)ﬁwg)rdnmncdnamshng to the
%%Jgﬁﬁfe%q F3a6 feﬁ?lﬁhé’%{ﬁem donghy EIﬁ%ﬁQtog?(ép%&%ver silica gel

MRS AN I/NEBRBE Qﬁ@/wwy%ﬁ%@nwe@sc%w%w the
%@WE@M&?&% elfaﬂ&&teﬂe ThE 86tond tﬁ'&ctlor?ﬁh@é@ﬁhﬂﬁbd fr@ﬁf'ﬂiis\@/‘%ofiylether

%ﬁﬁ g DAt cSReSTRLD (@aterEoisg ot BUEd0E or di ng to

t he

Compounds E and F were prepared by separating compound 4 (diastereoisomer B) of
WO 2004/011436 into its enantiomers by the following procedure :

Final compound 4 of WO 2004/011436 (2.5g) was separated into its enantiomers by
column chromatography (eluent: hexane/ethanol 99.95/0.05; column: CHIRACEL
OD). Two pure fractions were collected and their solvents were evaporated. Yield:

0

0.5g of compound E (enantiomer B1) (mp. 180°C) and 0.12g of compound F
(enantiomer B2) (mp. 175°C).

Compound G was prepared as follows :

A mixture of compound 115 of WO 2004/011436 (prepared according to B15 of WO
2004/011436) (0.00028 mol), pyridine-3-boronic acid 1,3-propanediol cyclic ester
(0.00055 mol), Pd[P(Ph3)]s (0.00003 mol) and Na,CO; 2M (0.0011 mol) in
dimethoxyethane (4ml) was stirred at 90°C for 1.5 hours, then poured out into H,O and
extracted with CH,Cl,. The organic layer was separated, dried (MgSO,), filtered and
the solvent was evaporated. The residue was purified by column chromatography over
silica gel (eluent: CH,Cl,/CH30H 95/5; Sum). The pure fractions were collected and
the solvent was evaporated. Yield: 0.09g of compound G (60 %) (mp. 201°C).

Compound H was prepared as follows :

A mixture of compound 15 of WO 2004/011436 (prepared according to B7 of WO
2004/011436) (0.0009 mol), 2-furanboronic acid (0.0018 mol), Pd[P(Phs)]4 (0.00009
mol) and Na,CO; 2M (0.0036 mol) in dimethoxyethane (10ml) was stirred at 90°C for
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procedure of Exanple B 13 was purified by colum
chr omat ogr aphy over silica gel (eluent:

wWeREA25H3OH NHA0H, 95/5/0.5). Two fracti ons ReT/8P2006/062934

collected and the solvent wag evaporated. The second
fraction was crystallized from di i sopropyl et her

yi el ding 0.08g of conpound D (di astereoi soner B)
(yield:10 9%9. 15 Conmpounds E and F were prepared by

?36”3‘?%“‘1623 Poufsdsuy nf!o Hz()%td%kﬁéi&éd ﬁﬁH:ﬂhHﬁ%z qlfhe offanic layer was
angl ONners efo
spoicegd e (s, SRRy O Biveppan Svansisb ol esigye (0.578)

wees peefed by edlunnntahromatogzapm o'mnsrlma fegl (etehtinm

(é}? e Wmﬁl%@%m el‘h%lt_&ﬁ?{f;}gcct?)%% Weoco%cted and the

@glvp@tcwwvamrateaeylﬁld ef r\ﬁ@d@e elhip &ﬂ@tmowaswrﬁst@lhzed from
Qm§ r@lﬁymmﬁnﬁ}:e( Tﬁéﬁfé{:?%%rv%ggltegégoff%%g@lediwqeld 0.071g
@éﬁﬁ%ﬂ KE%J"S? aé]égégs follows : 25 A mixture of
conpound 115 of WD 2004/011436 (prepared according to
of 2004/ 011436 0028

Smibond Dk BrarRA iickiink Yo Mg BecBteh dpscriped n W pgaor 1436,
(IheBCIxDT brddVy indicHtds( thi Syrithes{shalioeyfrooimpoandil. I\Tﬁlmnmlt

4 d at
SRS P Bl e PR U b ARRR T P RS 6 @
extracted wth CH2Cl2. The organic
separated, dried (MySH), fil tered
was evaporated. The resi dueBr i

chrorrat ogr aphy over siljica ge ent CH2C12/
Fradti ons wer® cpllected and

Y| gitgimedfgte Wl 3 c o oM
f\')(/8§006?@g3§red as |

i ; d 15 -of—WO—2664f 011436

(prepared Hcbor di ng B7 of WD 2004/ 011436) (0. oo g

mol ), 2-fugggbor oni'tregtd (0. 00183 Pd[ P(Ph3)] 4
(0.00009 nol) and Na2CCB 2M (0. 0036 rml) i n c0mpound1

J B F PGt Bt o 196 0 iSfentBliy e (0.0407 mo
pod divetbyteminet hy degeblasidg (@R85&mpeddn piraforoaidehyde (BAQ6 in water,
%jSm(s?l/lbﬁmr(lfﬂﬁ%nd%ﬁﬁﬁ&?(ﬁ@ g%ds%ﬁnfe&@lmuxéd foe Q% @durs. The

t he sol vent ‘'was evaporate he resi duem( ?
vﬁaklewasmvaaorss‘; c e g E%Wé%’%‘%‘g%ﬂh 2@ /PHeg 2gdihe
gaqhétﬁ&@ ayer %Qgés%éaﬁﬁl Wxﬁb&%\x&ﬂ/@gﬁlﬂ I He%l’kama' Repwhe

ractions. 0 e sol ven
sebturdBist T RoRh) e gl e Srlenals amra i Ta erue wes
pasified hg talumnzhdorhatographly oew siliop gbbEhent: £FBCHICHIOHANH,OH

e

ygg.;q % 4. ?b%@%%ﬂ%}:%@g&t&&%%e?é Eolﬁ%ﬁe&%&ﬂ% solvet Fras evaporated.
Yield: 4.9g of intermediate 4 (48 %).
n-BuLi 1.6M (0.0102 mol) was added dropwise at —20°C to a solution of
diisopropylamine (0.0091 mol) in tetrahydrofuran (15ml) under N, flow. The mixture
was stirred at —20°C for 20 minutes, then cooled to —70°C. A solution of intermediate
compound 3 of WO 2004/011436 (0.0091 mol) in tetrahydrofuran (10ml) was added
dropwise. The mixture was stirred at —70°C for 2 hours. A solution of present
intermediate 4 (0.01 mol) in tetrahydrofuran (20ml) was added dropwise. The mixture
was stirred at —70°C for 3 hours, poured out into ice water and extracted with EtOAc.

The organic layer was separated, dried (MgSQ.), filtered, and the solvent was
evaporated. The residue (6.5g) was purified by column chromatography over silica gel
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Compound | was prepared according to the procedures
described in WD 2004/ 011436. 10 The schene bel ow

wo pehsaatses t he synt hesi s pat hway of conpound | PCT/EB2006/062934

Exanpl e nunbers A10 and Bl cgyrespond to the
procedures of WD 2004/011436. Br O O N Ointernediate
conpound 3 HO/ I \ HCHO/ I \ of WD 2004/011436 Br |
\'\' N H-NInternediate 4 (A10) (B 1) Conmpound I A

ehséntf eHQClleHEl[H{/NPﬁUH@W‘Y,@l 1;abl4®um). Two fractions were collected and

TSt o AT P 1S Bl o iy

péreaf Thematdpitatel wa§ Slterd ioff andtdeied. Yiekl: Oy, of lenpplrdIH17 %).
(I'mM) and ethanol (100ml) was stirred and refluxed for
48 hours. The sol vent was evaporated. The residue was
tCeenoungs QrandiPoreie pememdzcgordingtie theagynthssis priyvay shewn below.
basi fi ed and Xty acted with CH2C12. The or gam

was separ at ¢ dried (MgSM), filtered, a
sol vent was e or/&t ed. | The resjdue was p
c,glu ch ormtrp er silifga gel (eluen : 0

9515/ 0. 21 1522 NG
frad per e coll eeted angLit he e NaBH,
evaporatell. i @m of 1Nt er nBdi atd 4°¢ — =
n-BuLi 1.6M (b eF) vvd%V'Fadded dr opwi se’ OCH;0H

a solution of diisopropylanne (0.0091 nol)

Letrahydr of yyag ga%mswoa&%uN f1ow Thfterﬁediatey@oc a

stirred at es, then coo
W 4
sol uti on of |]?11°t°grne |ate g@ conpound 3 of “Wgt 6®

2004/ 011436 (0g0O0SL nol) in tetrahydrofuran (10m) was
added dropw sk e mxture was stirred at -70C for 2

hours. A sol utioft of Hpr es|ent internmediate 4 (0.01

nol RO0ml) was added dropw se. The
%t U ~70C for 3 hours, pour ed out
into wat_ex_an xcted with EtOAc. The organic

| ayer was s“épar?at ed (MySO4), filtered, and the
sol vent was 30 The residue (6.59) was
purified by colum chromatography over silica gel WO
2006/ 131519 RGhpon2006/ 062934 -32 (el uent:

CH2C12/ CH3OH/ dukkbiate &9/ 1/ 0. 2; 15-40nm). Two fractions
were collected and the solvent was evaporated. Yield:
0.96g F 1, 0.72g F2. F 1 was crystallized from di et hyl
didmapound Rewpy wthsisized es fodlowsi [ t ered of f and dri ed.

YiBh: (}Qﬂ\@ Ph&ané, qm‘?ﬁlné Oh25n]131 \@ds a egﬁigﬂ?%% ﬂ§t QOaﬂ, nfer

were prepared according t
B)étrqgﬁn ﬂow to a solution of compound 14 of O 2004/011436 (prepared accordmg

to B7 of WO 2004/011436) (5.0g, 9.0mmol) in tetrahydrofuran (50ml). The mixture
was stirred for 90 minutes at —70°C and then N,N-dimethylformamide (5.5ml,
0.072mol) was added. The resulting mixture was stirred for 2 hours at —70°C. Then
water was added. The mixture was extracted with EtOAc. The organic layer was
washed with water and then brine, dried over MgSQ,, filtered and evaporated till
dryness. The residue was crystallized from diisopropylether and CH;O0H. Yield: 1.7g of
intermediate 5 (A) (38%). Intermediate 6 was prepared from compound 15 according to
the same procedure as described for intermediate 5.

Sodium borohydride (7.6mg, 0.2mmol) was added at 0°C to a solution of present
intermediate 5 (0.1g, 0.2mmol) in CH30H (2ml) and tetrahydrofuran (2ml). The
mixture was stirred for 2 hours at 0°C, hydrolyzed with water and extracted with
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AON O/ OOH Br H\ BuLi / NaBH, NO/ I DI \ I [/ [
CH3CH Conpound 14 (A) of WX004/011436 Internediate 5

w@ 2)os@erspound 15 (B) of WR2004/ 011436 | nt er nedpat/eP06/062934

(B) Az: HO N Conpound Q (A) _3fonpound P (B) Conpound
Q was synthesized as follows: n-BuLi (1.6Min hexane,
14. 1m, 0.0225n01l) was added dropw se at -70C under 10
nitrogen flowto a solution of conpound 14 of WO

FHIOACOTHASGakip 18 RAWAS wasa withatet thefBbBrigé, Wi dried over MgSO,,

i A o Byt OSEDNL A oo Crr.

-Yiield eordpdaundr(Q MMNCIGPaymih BT 6€rani de (5. 5nll, 0. 072np1)

i t.i .f.or, .
(TS QIR GG LA 86 nin
él%t $aammgcmmasaiem&edfﬁrecqm@and&| ayer was 15 washed
with water and then brine, dried over MgSO4, filtered

R ot TeeRPP SRRy et RIS CrB0H. i el

Ilo?lg)onﬁd 56 mo eo regiohtveaspufifipd b386mnl dhir@namgiapheoter\@isralpak

15 accordi ngqt the.sa
3R ch8R PR Ay Rt b g e B i Rapt wes
leyamirgted.i iﬂhe $ecosdrfract@n2masoiompensd Rd dGeldat0.3Cgt o a
solution of present 20 internediate 5 (0.1g, 0.2mmol)
in CH3OH (2nml) and tetrahydrofuran (2ml). The mxture
epsnpoupd Seppstsepapedas foows : 0C, hydrol yzed with water
and extracted with WD 2006/ 131519 PCT/ EP2006/ oe;%?;gged;;;j,gg‘;ggmd
-33 Et OAc. 0The organic layer was washed with wa
cAried over MyS04, ed and—»
dryness. 'The

from present-iNgternedi ate 6 accordl ng to

procedure ascrl bed fqr compound Q
prepared fro cgﬁboupﬁy@s foll ows ! )

( ®BQ026 ve JEN %col um ch
over |ral pak AD (el uent -
fractTonsy weg al | ected and” tl
evapor at ed. ond fraction Wa§?J co, 0
0. 3979¢.
Compound ' Compound S (B)

A mixture of intermediate compound 13 of W02004/011436 (0.016 mol), N-
benzylmethyl amine (0.016 mol) and K>CO; (0.0176 mol) in acetonitrile (50 ml) was
stirred at 80 °C for 4 hours, then brought to room temperature, poured out into water
and extracted with methylene chloride. The organic layer was washed with saturated
NaCl, dried (MgSQ,), filtered and the solvent was evaporated. Yield : 4.85 g of
present intermediate 7.
nBuLi 1.6M in hexane (0.0159 mol) was added dropwise at -20°C under N, flow to a
solution of N-(1-methylethyl)-2-propanamine (0.0159 mol) in tetrahydrofuran (30ml) .
The mixture was stirred at -20°C for 20 minutes, then cooled to -70°C. A solution of
intermediate compound 3 of W02004/011436 (0.0132 mol) in tetrahydrofuran (45ml)
was added. The mixture was stirred for 1 hour and 30 minutes. A solution of present
intermediate 7 (0.0159 mol) in tetrahydrofuran (45ml) was added. The mixture was
stirred at -70°C for 3 hours, then poured out on ice at -30°C and extracted with EtOAc.
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Compound S was prepared as follows : + internedi ate
conpound O O 3 of WD 2004/0 1 143 6 C1 N

WO pdosnBsde at e conmpound 13 of WOR004/ 011436 i nt BCTVEB2086/€62934

7N/ B/ OHH / I\ \ OO / \ NH N Conpound S
Compound S (B) A mixture of internedi ate conpound 13
of W)2004/011436 (0.016 nol), N 15 benzyl nethyl am ne
(0.016 nol) and K2C03 (0.0176 nol) in acetonitrile (50

Mthk of@fhic I%SIérr WwatvasheBRith shiaratdd Naor, ﬁrled (RSO HBEed bAd the

t t d
RPERP T PR Forioe s aPDAPE Sy Ch e G BRR e
wilich gehfelueat: €H,OMaITIO, thelr ¢yetb HekiySORIOA S 90/1 @ rSedOquna). tTveo
I t
fl%{cfé?r%e V&%?SEWJB‘Q t@g iole%ﬁé\%f ‘eva ge?(cg% eﬂé seggxgcgﬁgét 0{1 yielded
ekg glieapamd i se at - 20C under N2 flowto a
Sloé}il&ﬂo@ﬂﬁ PéMbroforimic 0! 004 BMb]) wes RHSRP& 200:A SerhfbrBiRDo a solution

AN 38@?#1853%18 #@?&”%éhaqqéﬁ%&lh‘@wﬁﬁww stired at

VOPOfdroNh@ir, them bugkico 2bem canpeantt ahdavapifi21ea 4ill Qs

(B8 B by S APV A 5258 305 mlL en
dodught trroom tpmperture 2id ¢vaperateeldilbdryngss( 0Tho tésduedR Pg) was

1r
ip%hﬁ@&‘%%t ; 7%§rﬂ§tﬂ%)aﬁ%@ é?@ﬂﬁg ﬁel @Faeﬁ? éH%E/Cﬁﬁ%)H/NHmH

out on

980 -AntP-uh ckay fxmlwsavméoﬂmdze@déhq@im was evaporated
RG%'}’dEWﬁ%@‘IG)@Zl@ 42: 0349z FBan@0AFBIF4. [RYE? aN®E3 W@ﬁwlﬁﬂlﬁedb

NN e G o MR R

dopm)n Twmbmgwmicpllwed andsthe isclaegetas(eghparated. THAC10.113g

Gie! t
fr ac%1| oS vverlg&g TE v% 138‘;3%16 T \I/ne % n?o ro&%ether/dlethyl ether.
chhgpoecapitate wahiliered Qﬁ(ﬁnﬂ deied.i ¥ield | @08gaf F5(tBe A djag¢reoisomer)

%ﬁg}@qg bfRompbufi®KYBYELIRYE ychl or of ormat e (0. 0048n1)

was added at roomtenperatire to a solution of
conpound S (0.0048npl) in dichloronethane (34.5 nl).

Tunpouxdd’Kao BR B4, 1A a6 Ratwer§91@pfu@ﬂ adcdﬂ@lﬂg ,to ﬂi@@lﬂocedures

g{e%@h@ i 6 966 EIBE! B i bePNt TSI HALESE. bhloh for saia

compounds refer to the corresponding Ex.nr. of WO 2004/01 1436 indicating according

to which procedure the compounds were prepared.

Tables 1 to 5 list compounds of formula (I) according to the present invention.

Table 1 :
RO
1 /CH3
R N\
CH3
Re
N~ "R?
Comp. nr} Ex. R! R’ R’ R® Stereochemistry and
nr. melting points
41 |B1 H OCH, phenyl H (B); 160°C
206 B7 Br OCH;, 1-naphthyl F (B); 213°C




Met

at 80C for 30 m nutes,
wo eovpasstiur e and evaporated till

hanol

(34.5m ) was added. The m xture was stirred

t hen

10 brought to room

dryness. The PEBEB2086/062934

(2.99) was purified by col umc_chronmat ography over
silica gel (eluent:CH2C12/ CH3 NHACH :  96/4/0.1;
15-40m . Four fractions were collected and the sol vent
was_evapqgr at ed Yield - | 1g F1: 0 13g F2: 0 12g F3
and Gmd fe] t54] F&. FP apd FB weregpurifipaeby seRbdiBRistry and
chinonat ogr aphy over | kronas|!| (el uent: , A
CH2C1 2/ CH3O L 08/2/D 1. 15 10m | Fwot fr 1 L
wele gol Ilant ed end | hecspl yent prasi evaparfat ed.  Bghsiec
0.113 H1 .ahd 0.13fg E bt h fractions re
cryst& I ;Béd f?hf??‘.][d .9%5‘?0 yl é‘f‘ﬂ%’.i/die 1| et hdf): 174°C
The peEcCi|@i1t ft ghekyhS f@olCHer bd ofphesgnd dr .| Yi el@);192°C
0 950xl [t (B AL CisB, o 201 SRIRT) | 21Ol 12 §afosec
colj }JUUIIU \P) 1LIOW ). CUTTPUOUUTIU S 1IN \V) I N i U iy 45
A |t o3R \mre pBepaf e@CHcc:)r d| mijetyd t he| gf ocedur@®s 196°C
des crllopeq Hon Y\QBIZOO 1/ %ﬁ43 . mtot}l% }Qel avigITabI e§A2);tllgg,c
EX. . ygrjvelr| ol od bUII UIIUD 'Sl i O LU]IC
conresponddng ER: nr @CHV\D 20cMpeentendo | AHi cat i g); 207°C
ac¢or g ng gt _Wgi ch| ppegedpre tljﬂgl pon‘po,l%qjs Wer §ay. 197°C
pr gpared.[ 25 Tabtes{ 1 to 5[1ist oun fornmut-a
(1) atcorld’ng tBr t he IIQEHSP t |1rnaphﬁbyl on Hi';nl e XAy, 2F5C
CHI G Ral [\ be NOH 081, 2 RS (G 7 Pt1 R R ofBuR8
St greochgni stry and| nr. ngl'ting p0| nt's|41 Bl
pheny 6 H (Ei\ 1Boc. | 206HB7!| Br. 2rnaphthyl g H 1apht(ﬁ)jll62lg—c
(B); 2,13(:1534\0 2086/ 181ot8, PCT/ ERZQR6/ 062 9311 - 35 @pMweC
nr |[ExX.. R{ R St er eochemi stry and msltlnﬁ .
poil nt'¥4 31 H81 1, OCHB PfEhy ﬁ%‘B}OPhej}%‘lc % B1 piﬁé §ﬂc
OCIH3 phe. ‘y'l 1 \A), V-7 4C290--B1: |JIICIIyI CH3 JIICIIyI H
(B); 292CB132 Bir Br | SOEB; phenyB-thidnglA) ; POBC| 33 (BL 1&°C
SCri3 gheny, H (B): 188GcH, phenyl H (A); 162°C
38 B9 Br OCH; 3-fluorophenyl H (A); 198°C
69 B1 Br OCH;3 2-fluorophenyl H (A); oil
70 B1 Br OCH; 2-fluorophenyl H (B); oil
16 B1 Br OCH; 4-chlorophenyl H (A); 200°C
17 B1 Br OCH; 4-chlorophenyl H (B); 190°C
67 B8 Br OCH; 2,5-difluorophenyl H (A); 60°C
116 |B15 Br OCH; 3,5-difluorophenyl H (B);, 224°C
159 B8 Br OCH; 2,5-difluorophenyl | H (Al); 208°C
160 B8 Br OCH; 2,5-difluorophenyl | H (A2); 167°C
113 |B14 Br OCH; 2,3-difluorophenyl H (A); 128°C
196 |[B15 Br OCH; 3,4-difluorophenyl | H (B); 184°C
76 Bl Br OCH; - \©:o> H (B); 130°C
o]
84 Bl | phenyl OCH; 1-naphthyl H (A); 248°C
45 B7 Br OCH; 2-naphthyl H (A); 262°C
77 |B1 | B OCH, ‘Uoj H (A); 202°C
0]




109 B9 Br OCH3 3-fl uorophenyl

OCH3 3-f | uorophenyl
197C 14 B7 Br OCH3 1- napht hyl p¢a/€8006/062934

w@b@ambis® (A ;

H (B);

H (A2);
207C 36 |

156C 39 B9 Br
BI

Br

I
OCH3

210C 15 B7 Br L OCH3 1 1-napkghyl H (B); 244C.... 46

B7 Br OCH3 2-naphthyl H (B); 162C 4 B1 Br OCH3 phenyl

H (B); 190C 174 B9 OCH3 3-fl uorophenyl H (A); 159C O

24 R1 Rr QCH3 3-thienyl H (A): 162C R2 RBr QCH2CHR

Phe @i () | 1R2C 38R289 Br OCHp 3- fl U3‘R@p e@ﬁélleoc'ﬁlemlsug and

(A BT e oo o uor ophenyl | H (1)

Bl |Br OCHZ™2lf| uorobhenyl H (B)Y: oil 15 Bl points

4- ¢hl g oghmany!l 8t (A); 0200C B A OCH31 | (B); 202°C

4- ¢hl oroghenyl H (B); 190 67(B OCH3

2, B-di.f L. Jorophenyl H (A);..60C 16.B15. Br.. OCH3

3, %- digk | yagoophegy! H (Bi,; 2245Cﬂuogﬂgﬁenﬁ8 Bry || OCH3 (B, oil

2, %-di fI yorophenyl H (@); 208C 160 B8| Br [OCH3

2, %-di fl orophenyl H (A2);|167C 113 Bl# Br| OCH3

2, 3-di f1dorophenyl H (R); 128C 196 B15|Br [OCH3

3, 4-dif | Ug;ophepyl H ()%hé 184q Zh@h Bl By Cg: é}) HZSOC

(B);130Q@ 0184 Bl phenyl i ndphth (A); 248

45| B21Br @H?O%@éwt EHs H ( A) 1t 77 HB1| Br @H@ZOFC

\ O HetAlipy2 )ZCBr > 00206/ chadmtds BishinbiP3PO0p/ 06283 406°c

-3 COrrp.p K RS ot er eocrierny st alld .

nmellti g ddilnts 318 Bl BCHOCH3 (OynaphtiyB) ;. P@2Q O (B); 174°C
201 | BI Br OCH;  |-¢4 :N% H (A); 214°C
30 |B1 Cl OCH; phenyl H (A); 170°C
21 B1 Br OCH; 2-thienyl H (B); 176°C
25 | B1 Br OCH; 3-thienyl H (B); 160°C
20 |B1 Br OCH; 2-thienyl H (A); 96°C
6 B2 Br OCH,CH; phenyl H (B);, 74°C
108 B9 Br OCH; 3-fluorophenyl H (Al); 160°C
37 B1 Br OCH; phenyl Cl (B); 221°C
13 |B7 Br OCH; 1-naphthyl H (A2); (18,2R)120°C
130 B7 Br OCH; 5-bromo-2-naphthyl | H (B); 220°C
G 3-pyridyl OCH; 3,5-difluorophenyl | H (A); 201°C
H 2-furanyl OCH; 1-naphthyl H (B); 215°C
I Br OCH; O H (A) ; >260°C

Bl Br OCH; phenyl H (B2); 175°C

E Bl Br OCH; phenyl H (B1); 180°C
K Bl Br OCH; H{\)\ H (A); 116°C
L |Bl | B OCH, H{\)\ H (B); 143°C
M |Bl | Br OCH, HlJ\ H (A)
N Bl | B OCH, :Sﬁ/ H (A); 76°C




165 B9 Br 0 3-fluorophenyl
OCH3 1-naphthYl CH3 (B);
wa2eapbishyl H (B);

H(B); oil SO 72 Bl Br
178C 212 B7 HO o OCH3

220C 163 B7 Br OCH3 PCT/EP2006/062934
6- met hoxy- 2-naphthYl H (B); 206C 73 Bl Br OCH3
1-naphthYl d (B); 174C 201 B1 Br OCH3 _S~N o H (A);
214C 30 B1 d OCH3 phenyl H (A); 170C 21 Bl Br OCH3
2-thienyl H (B):- 176C 25 Rl Br OCH3 3-thiepYl H (B):

160Gom2r|Bk, B QOH3| 2-ghi enyl H §A); 96 BRteRbchemistry and
OCiHz2 ghenyl H (B); 74C {108 B9 Br OCH3 ot
130 1 B/ |Br - br -2t naphthyYl 1 H
ikon [ PRty (i
ur gnyl| OCHEHIlenaphiaMi H ( B)-napRthdC OCH3AK1§7A0
Bl Br OCH3 H (B); 143C MB1 Br OCH3 H (A) N Bl Br
melting points OBl Br --- _| phenyl F (B);

3-fluorogh¥nyl J H {Al)}: 150C 37 Bl Br

(B); 221CBi3| B7BBr (OCH8HL- hapht péhyiH (AR)E [ 1S@Rj6kA6LC
220

3- pyri-dylf-| 373, 5--dirtt-upr-ophEHy D01 ég);f?Goc

2- f

; >260C F Bl Br OCH3 phenyl H (B2); 175C E Bl Br

OCH3 phenyl H (B1); 180C K Bl Br OCH3 H (A); 116C L

QbR =~ 1 H (A); 76C WD 2006/ 131519 PCT/ EP2006/ 062934

-37 Conp. nr EX. R R R3 RGCEékgsaeocherristry and nr.

162-163C P CH2OH OCH3 1-nap H (B); 196C Q CH2CH

OCH3 1-naphth | H (A); 187C 2:

R?
R’ N/\
R®
T
Comp.niEx. | R! R’ R R’ |R*|R® |Phys.data (salt/melting points) and
nr. stereochemistry

44 |B4 | Br phenyl H H H| H (A); 190°C

19 |Bl1 | Br phenyl |[CH,CH;| CH,CH;| H| H| .ethanedioate (2:3), (B); 150°C
18 |BI1 Br phenyl |CH,CH;| CH,CH; | H| H| .ethanedioate (2:3); (A); 230°C
R B7 | Br |l-naphthyl | CHs H H| H (A2)

S [B13| Br |2-naphthyl | CHs H H| H (B); 198°C

T [B13 | Br |2-naphthyl CH, H H|f H (A); 178°C

U |[B1 | Br | phenyl |CH,CHy] CH; | H| H (A)

V |B13| Br phenyl CH;3 H H| H (B); 197°C

W [B13 [ CH; [ phenyl CH; H H| H B)

X Bl |OCH;| phenyl CH,CH;|CH,CH; | H| H (A); 140°C

Y B1 Br phenyl |CH,CH;| CH; Clf H (A)

Z B13| H 60 CH; H H| H (B)

A’ |Bl1 | Br phenyl |CH,CH;| CH,CH; | H| ClI (B); 180°C

B |Bl | Br | phenyl /HJ\ cH, | H| a (A); 204°C

c Bt | Br | phenyl /HJ\ cu, | H| a (B); 183°C
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stereochemistry
50 | B1 Br OCH; phenyl 1-imidazolyl (B); 230°C
137 | B7 Br OCH; 2-naphthyl 4-methylpyrazinyl (B); 232°C
154 | B7 Br OCH; 6-bromo-2-naphthyl 4-methylpiperazinyl (B); 254°C
49 | Bl Br OCH; phenyl 1-imidazolyl (A); 216°C
136 | B7 Br OCH; 2-naphthyl 4-methylpyrazinyl (A); 188°C
48 | Bl Br OCH;,3 phenyl 1-piperidinyl (B); 210°C
55 | B1 Br OCH; phenyl thiomorpholinyl (A); oil
171 | B7 Br OCH; 2-naphthyl 1-pyrrolidinyl (B); 218°C
129 | Bl Br OCH; 2-naphthyl 1-piperidinyl (B); 212°C
149 | B7 Br OCH; 1-naphthyl 4-methylpyrazinyl (B); 232°C
166 | B7 Br OCH; 6-bromo-2-naphthyl 1-piperidinyl (B); 218°C
151 | B7 Br OCH; 3-bromo-1-naphthyl 4-methylpiperazinyl (A); 178°C
53 | Bl Br OCH; phenyl 1-(1,2,4-triazolyl) (A); 180°C
47 | Bl Br OCH; phenyl 1-piperidinyl (A); 190°C
51 | B1 Br OCH; phenyl 1-(4-methyl)piperazinyl (A); 150°C
170 | B7 Br OCH; 2-naphthyl 1-pyrrolidinyl (A); 238°C
128 | Bl Br OCH; 2-naphthyl 1-piperidinyl (A); 254°C
145 | B7 Br OCH; 1-naphthyl 1-piperidinyl (A); 212°C
139 | B7 Br OCH; 2-naphthyl morpholinyl (A); 258°C
140 | B7 Br OCH; 2-naphthyl morpholinyl (B); 214°C
155 | B7 Br OCH; 6-bromo-2-naphthyl 1-piperidinyl (A); 224°C
A |B13 Br OCH; 2,4-difluorophenyl NH(CH,CHjs) (B); 171°C
B |BI13 Br OCH; 2,4-difluoropheny NH(CH,CH;) (A)
C |B12 Br OCH; 2,4-difluoropheny N(CH,CH;)(CH;phenyl) (B)
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G’ | Bl H F OCH; |(A); 154-155°C

H | Bl H Cl CH; (A); 120-122°C

r |BI H Cl Cl (B); 169-170°C

J | B1 OCH; OCH; H (A); 106-108°C

K’ | BI Cl H Cl (A); 124-125°C

L’ | B1 H F OCH; |(B); 191-192°C

M’ | Bl H CH; H (B); 146-147°C

N [ B1 H F H (B); 159-160°C

0’ | Bl H F H (A); 147-148°C

P> | BI H Cl H (A); 102-104°C

Q |BI1 H Cl H (B); 137-139°C

R’ | Bl H CH; H (A); 150-151°C
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nr. nr and nelting points G Bl HF OCH3 (A);
154-155C H B1 HOA CH3 (A); 120-122C |I' B1 HO d

wa@ B)os/13699 170C J' Bl OCH3 OCH3 H (A); 106- 1088 T/EP208d/062934

a Hd (A; 124-125C L' Bl F OCH3 (B); 191-192C
M Bl HCH3 H (B); 146-147C N Bl1L HF H (B); 159-160C
O BLHFH(A; 147-148C P Bl1 HO H (A; 102-104C
Q@ BlLHO H(B); 137-139C R Bl HCH3 H (A;
150-151C 5 WD 2006/ 131519 PCT/ EP2006/ 062934 -41-

al ytical thods The mass of sone conpounds was

S Love (l'iquid chromat ography mass

diheanase pfsaryg coriprainde tvan ks onded avithr [ECMISH tiguidetirdmedtography mass

r T e e,

Sy, PRI a0l e B IR o
Atelaice HT 2795 (Waters) system consisting of a

quaternary punp with degasser, an autosanpler, and DAD
detectgr. EI owfroq1_the 10 colum was split to the M5
det ec R pr rs were configured with an
dhe HPICS pradient was sufplied by anlAdkancd I 22951 (Waery) sysel ensisting
18 BE R il Yo ek, BEHO s BLBEY B 5 Fow fom e
webmm was spdia tn thDM S detactqu MS tetectowarerp eonfigumetiwith ah a
gécﬁr[) i E)'il o S(;YﬁéeS ﬁ%@’éf_@%‘?lﬁé&g\e o o A an&gae source

TOC ure S Sup

éﬁnmrﬂﬁu@mwes mn@m;l 3 \Nge e slyllt@;ggle Bigp @mdsa8§h¢ mjnlhécfr £as. Data

AUQLiSIEiOA s POTR MM tWILHS YRS MicAiinags MISSIRIxEOperdynx data system.
co?ﬁlrm ovenp(set at 40 C) and DAD det ectoreOIlD:I ow f romy
the columm was split to the MS detector. MS detectors

wer e  Goomefal grocedura2t h an el ect rospray i oni zati on

(-T-% . r ' .
S8 AR R R SRR el Ll
of g gatermpnepwap Mithalegasser, an autosampler, a column oven (set at 40 °C) and
DAD detector. Flow from the column was split to the MS detector. MS detectors were

configured with an electrospray ionization source. Mass spectra were acquired by
scanning from 100 to 1000 in 1 second using a dwell time of 0.1 second. The capillary
needle voltage was 3 kV and the source temperature was maintained at 140 °C.
Nitrogen was used as the nebulizer gas. Data acquisition was performed with a Waters-
Micromass MassLynx-Openlynx data system.

LCMS-method 1
In addition to general procedure 1: LCMS analysis was carried out (electrospray

ionization in positive mode, scanning mode from 100 to 900 amu) on a Kromasil C18
column (Interchim, Montlugon, FR; 5 um, 4.6 x 150 mm) with a flow rate of 1
ml/minute. Two mobile phases (mobile phase A: 30 % 6.5mM ammonium acetate + 40
% acetonitrile + 30 % formic acid (2ml/1); mobile phase B: 100 % acetonitrile) were
employed to run a gradient condition from 100 % A for 1 minute to 100 % B in 4
minutes, 100 % B for 5 minutes to 100 % A in 3 minutes, and reequilibrate with 100 %
A for 2 minutes.
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to run a gradient condition from25 %A, 50% B and 25%
C (holieMiSIméetheéd pute) to 100 % B in 4 m nutes, 100% B

or ;.4 mnutes and reequil.ibrate. . wt jnitial .
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(Cems velipgeves 10 Y dor pasjtivgiipnzation) Iaweraalfiezoo\( fq_r nseafveippization
Tusdeobi | e  phases (nobil e phase A: 70 % net hanol + 30
% H2O, nobile phase B: 0.1 %formc acid in
H2Q net hanol 95/5) were enployed to run a gradi ent
dZahhH&ib@MSrpmexﬁ@@al% to5 %B + 95 %A in 12
mnutes. An injection vol urre of 10 gI was used. Cone

vol tagegwao 1" V- ‘} —HoOS A .u... Fatt+ofn—otde and 20 V
Lg;kneq ?'Pﬁ%‘“‘l DN g&fsé A8 +) ‘Tam, em@y LCVS par ent

541 5.06

B 1 541 5.76

C 1 631 11.17

M 1 471 5.6

R 1 541 5.87

[8) 2 521 2.87

W 1 427 5.06

Y 2 555 3.98

Z 1 403 4.17

E 3 234 8.93

F’ 3 234 8.94
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Compound LCMS LCVS parent Rt (mn) No nethod peak
(NM A 16541 506 B15415.76 C1 631 11.17 M1

wdZdeA3B19R 1 541 5.87 U 2 521 2.87 W1 427 BCDEP20¥6/862934

555 3.98 Z 1 403 4.17 E 3 284 8.93 F 3 234 8.94
WO 2006/ 131519 PCT/ EP2006/ 062934 -43- Phar macol ogi cal
exanpl es Preparation of bacterial suspensions for
susceptibility testing: The bacteria used in this
%uﬁvacwgmémﬁb]@/erni ght in flasks containing 100 ni

- th B.e t Di cki t
Gprgtion o biclerial SushehSiggs DR RsGep b GG [ shoki ng.
dthedacteria Stedak shi§ StuBy metd grown ommeg}tt tiroflasks @ontainfhgd 00 ml

li\ﬂﬁéﬂer !lilzh?ton %Q&rh?f%?gﬁ y] laﬁéoﬁn%amge)t’gg%)% 'g%gﬂé ﬁb-lotgnzed water,
mﬂt}z@kmgpatég SR Stocke(Of miftubshwersestorgd g7 Cauntil gse. Bacteria

Batishd Were H‘dﬁﬁ‘ed i) Iéfero%&fpmémq&e@t ad mtbg(y ﬁr?ﬁhlch Rhe

%iﬂﬁré@éamggﬁn'tsstﬁ L L e

bm&nécbéulﬁmceptl bility testing: 1C90 determ nat| on
GO P B BL OB 90 510108 351 K pcostiy

destingl e 15 dei oni zed wat er, supplenented with 0.25 %
BSA. Subsequently, stock solutions (7.8 x final test
concentration) of conpounds were added in 45 gl
vitibrcterial Susqentibility testing: dCoo determinggion di | uti ons (45
WMickdrit aJe)asy@re made directly in the m crotlter

T rtedioms e WP Rfep b miatisy Siaies Wi sk itk 180 o serie

H2jonized eustatsuppletented| widel 25 o BSAh Subsequentlys istopk abdlations (7.8 x

gﬁﬁ%@%’ c%%ce%@raf PI% %&?@ﬁﬁ&s'v@e& 4hdea ﬂ’i‘ﬁ? fgg biiRHeS i cdiimh®. Serial

er we TS R e Ul
five-fold 1ut10ns (45 pl in 180 pl) were made directly in the microtiter plates from

column 2 to reach column 11. Untreated control samples with (column 1) and without
(column 12) inoculum were included in each microtiter plate. Depending on the
bacteria type, approximately 10 to 60 CFU per well of bacteria inoculum (100
TCIDS50), in a volume of 100 pl in 2.8x Mueller-Hinton broth medium, was added to
the rows A to H, except column 12. The same volume of broth medium without
inoculum was added to column 12 in row A to H. The cultures were incubated at 37°C
for 24 hours under a normal atmosphere (incubator with open air valve and continuous
ventilation). At the end of incubation, one day after inoculation, the bacterial growth
was quantitated fluorometrically. Therefore resazurin (0.6 mg/ml) was added in a
volume of 20 pl to all wells 3 hours after inoculation, and the plates were re-incubated
overnight. A change in colour from blue to pink indicated the growth of bacteria.

The fluorescence was read in a computer-controlled fluorometer (Cytofluor
Biosearch) at an excitation wavelength of 530 nm and an emission wavelength of 590
nm. The % growth inhibition achieved by the compounds was calculated according to
standard methods. The ICq (expressed in pg/ml) was defined as the 90 % inhibitory
concentration for bacterial growth. The results are shown in Table 6.
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TRIECOS| 4 17200000 Wior RS i
incubator for 24 hrs at 37 °C (300 rpm). Measure OD405 nm and calculate the CFU/ml.
Dilute the cultures to 1 x 10° CFU/ml (final concentration for ATP measurement: 1 x
10° CFU/100 pl per well) and add test compound at 0.1 to 10 times the MIC (i.e. ICq

as determined in microtitre plate assay). Incubate these tubes for 0, 30 and 60 minutes

at 300 rpm and 37°C. Use 0.6 ml bacterial suspension from the snap-cap tubes and add
to a new 2 ml eppendorf tubes. Add 0.6 ml cell lysis reagent ( Roche kit), vortex at
max speed and incubate for 5 minutes at room temperature. Cool on ice. Let the
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P 803 Q10.11 8.03 R0.43 1.71 S 0.68 1.71 T 1.92
8.58 U2.07 V 4.91 W6.76 16.98 X 8.62 Y 8.78 Z

w@208/13141910.1 B 10.1 C 10.1 D 2.34 9. 33rCHEP208862934

7.38 F 8.28 16.52 G 1.75 16 H 1.75 [I' 1.82 F
2.01 8.96 K 4.07 L' 4.4 19.64 M 9.24 N 2.08 O

2.08 26.23 P 1.92 Q 1.92 R 2.07 WO 2006/131519
PCT/ EP2006/ 062934 -49 BSU 43639 neans Baci l | us
subtilis (ATCC43639); ECO 25922 neans Escherichia coli

TR Rbin b 0 RIS RSO LA 550h) P co
(ATCC2922%)) EFANI3508 sénsiBrtersochecssts gudcalis (ATCC14506); EFA 29212
means Enterococcus faecalis (ATCC29212); LMO 49594 means Listeria
monocytogenes (ATCC49594); PAE 27853 means Pseudomonas aeruginosa
(ATCC27853); SMU 33402 means Streptococcus mutans (ATCC33402); SPN 6305
means Streptococcus pneumoniae (ATCC6305); SPY 8668 means Streptococcus
pyogens (ATCC8668); STA 43300 means Staphylococcus aureus (ATCC43300); STA
25923 means Staphylococcus aureus (ATCC25923); STA 29213 means
Staphylococcus aureus (ATCC29213); STA RMETH means methicilline resistant

Staphylococcus aureus (MRSA) (a clinical isolate from the University of Antwerp).
ATCC means American type tissue culture.
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woeoepseoccus nut ans ( ATCC33402);

5 nonocyt ogenes (ATCC49594); PAE 27853 neans
Pseudononas aerugi nosa (ATCC27853); SMJ 33402 neans
SPN 6305 nPEIEP2006/062934
Streptococcus pneunoni ae (ATCE®305); SPY 8668 means
Streptococcus pyogens (ATCC8668); STA 43300 neans

St aphyl ococcus aureus (ATCC43300); STA 25923 neans

St aphyl ococcus aureus (ATCC25923); STA 29213 neans 10
Sgiplyy| ococcus aureus (ATCC29213); STA RMETH neans
methicilline resistant Staphyl ococcus aureus (MRSA)

(a clinical isolate fromthe University of Antwerp).
ATU&e nfapempormdi foathe nyqnefachss afa medicament foCthe treatment of a

Use of a
g’%gntg{l&ﬁé‘é or tgf{{d%g%g)gﬁﬁ)?&g éc?mg&mdg I canmen for t he
treatment of a bacterial & 'ection, said conpound
bei ng a conmpound of for (RB)r (R)p RT H R4 (1)
I RB NR2 5 a pharnmace Iy acceptable acid or base
addition salt thereof ereochemcally isoneric
formthereaR'gr a N- &i formthen#of wherei@ Rl is
hydr ogen, hal o\ Rol yhal o QBal kyl ,N’ C1_6al kyl,
hydr oxyd _6al k APRDr Het: p is an
I nt eger equal P . 1fsR2 i s CL_6al kyl oxy,

Cl_6al kyl oxyCL. y d _6Galkylthio; R3is

Cl 6al kyl, Ar, Het or Hetl;, R4 and R5 each

i ndependently are hydrogen, Cl_6al kyl or benzyl; or R4
and R5 together and including the Nto which they are
atphauhasdutieallyfageaptable aaid onbase addition ealt thersof, tarstergpabamically
qgonﬁ’éffcrfghh dheny f’oral\péﬂilﬁ k’drﬁ%‘heregf Mefé?lll' nyl, 15

i%ﬂroy , Imdazolid razol di

i mi dazol isRpdr O&Bnpwlazm‘ly G aliof @az@hﬂb hydsgrereplyl,

triazolyl, cgkagﬂbﬁywﬂor}wrl d| nyl , piperazinyl,
r|da2|ny |md a2|nyl triazinyl,

r%r phol i nyfS egFW%‘ﬁﬁDp]hg& inyl,each of said rings
Rly opti onad Cysableyleuyb € 5alkylm¢®m6a]ﬂtylo®jz 06 &) kalkylthig| o,

g}l yhal oCl *SGéI ié)’liyl A}yglre%lyﬂetlnydr oxyd _6al kyl, 20

6al kyl oxy > di (d _6al kyl)am no,
Y a@dl&yl t ﬁ&@l md@Pné%ntW}ﬂl‘@hy@Qg%O&yqlkyl or benzyl; or

R B8 R b MR Ghd GRldeig BE N WHILK tHaY lare attached may form a radical
selected from the group of pyrrolidinyl, 2-pyrrolinyl, 3-pyrrolinyl,

pyrrolyl, imidazolidinyl, pyrazolidinyl, 2-imidazolinyl, 2-pyrazolinyl,
imidazolyl, pyrazolyl, triazolyl, piperidinyl, pyridinyl, piperazinyl,
pyridazinyl, pyrimidinyl, pyrazinyl, triazinyl, morpholinyl and
thiomorpholinyl, each of said rings may optionally be substituted with
Ci.6alkyl, halo, polyhaloC; ¢alkyl, hydroxy, hydroxyC;.salkyl,
Ci.salkyloxy, amino, mono- or di(C;.salkyl)amino, C;alkylthio,
Ci.salkyloxyC; salkyl, C;salkylthioC;alkyl or pyrimidinyl;

R® is hydrogen, halo, polyhaloC;_alkyl, Ci6alkyl, Cialkyloxy,
Cialkylthio; or

two vicinal R® radicals may be taken together to form a bivalent radical of formula
-CH=CH-CH=CH- ;

T is an integer equal to 1 or 2;

R’ is hydrogen, Cy.¢alkyl, Ar, Het or Het';
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R6 i s hydrogen, halo, polyhal od _6al kyl, C1.6alkyl,
a _6al kyloxy, d _6alkylthio; or two vicinal R6

WO aebcaadsso may be taken together to form a bi vaP€IEP2006/062934

radical of formula 25 -CH=Ck{CH=CH ; r is an integer
equal to 1 or 2; R7 is hydrogen, Cl.6alkyl, Ar, Het or
Het 1; WD 2006/ 131519 PCT/ EP2006/ 062934 -51 Ar is a
honocycl e sel ected fromthe group of phenyl, naphthyl,
agenaﬂéﬂ% thocyhble?seldé'teﬁMﬂfrﬂ tHRCEOAPSE phehyl, naphthyl, :ilclenaptl)lthyl, 1,2-
t et rahydr.onapht Cc omocycl e optinna e
Subst AlEEy aaPenites, SREYASTERRS. CadbanbivsfiiRay dpishally be
subst istbstitited withJeAde ﬁtshlystﬁuflntsg: tadh substowant heleperdanptlyp Selected
hydr o c

(B {18 Souf ¥R bR ﬁﬂ%o%%zﬁﬁﬂ% BT

hydr oX(€h 6«'@153’19@1!11110 @J]ﬁag@‘!ﬂlp?m p@k)}/lhb}’fb@(y(éaﬁﬂlkyl,oxy
Cl_6ald YRyl oA HAYIG, SIRY , O _6al kyI oxycar bonyl ,

h |
i EO%ZaakﬁEy%}&% lokes '”¥ Cf'qeﬁky SxYpahomsk prinqgarbony,
het er mplh(ﬂllﬁehlﬁrmaﬁb-fdr(ﬂi(ﬂl Jaﬁkglbamino%bonyl

h di vl e
O azon BRI Bteyctf LA Tof B b\ ngypiveridin1,
| sox a_:pm_eylldmyﬂ ysrobilypyrazodys imndmﬂy;ll furgnyt, ithiienyl) oxazolyl,
rirm;
%noc;}%xgﬁ/él het er o?l n%égh%@ g%&ﬁhﬁgﬁ :"8“ t‘(!edls b§¥ra21n¥l a d
wi t h Pyridazipylzeagh mqmsmt@ter@%h myhentionalnbe substituted with 1,
i ndepenganjubstitaéits %h&ﬂs%ﬁtﬁtﬁbﬁthﬁ‘d@éﬁd&ﬂ?fsele&% &om the group of

o ol st 0 PEERE g cronyC iy, Cr.tiony
C1_6aIOq;ghlkylpﬁ:§LC{5@lldyybrAr OO =0 -; Hetl is a bicyclic

L e o R e
benzi sndoézlobwznmdezpibk henzesazplyl, banaisexazolyhi bengdtiiazolyl,

benzo%@ﬁﬂﬂfnaz&?ﬁ%@ﬁz@ﬁﬁ@ﬁ{}h benzothlen 1, 2,3- d1hydrobenzo[1 4]d1ox1ny1 or
2, 3-di ydrobenzoql 4] di oxi nyl genz

each BERzat].3ldigwoy bélr,&agltb@yq}mhe@ﬁ?qysmmompnaﬂy 56 sibstituted
subst ivith EQ 023 stbétitudnts, 2acH s@sﬁtﬂbﬂhhddp@ﬁﬂ@tly%@l@&ed from the

e REERSE T SEpSR R L o S S
hydr o@@lkﬁhkxﬂ1,6aﬂc§2]bx§€h k@]{k}d»yAr@EGm kyl oxyCl. 6al kyl
g)%%\’fbﬁéﬁatq}le bﬁﬁér?a\g' ;ijgého‘nflﬁbth%fﬁla{} %%?Jdb@%teﬁélflﬁf&ﬂé&{‘ ahd

pheiided1@aibarpoTRHNASS StREtheD ki RRS-bromo-o:-[2-(dimethylamino)
T P DT Gl pcmenfea
Gpoepip X o ditipy s ajt:%’é‘k?g ol eV Ty higeot.

addition salt thereof or a N-oxide formthereof.

2. Use according to claim 1 wherein R' is hydrogen, halo, polyhaloC;_salkyl,
Cisalkyl, Ar or Het; R? is Ar, Het or Het', and Aris a homocycle selected from
the group of phenyl, naphthyl, acenaphthyl, tetrahydronaphthyl, each homocycle
may optionally be substituted with 1, 2 or 3 substituents, each substituent
independently selected from the group of hydroxy, halo, cyano, nitro, amino,
mono- or di(C;.salkyl)amino, C;¢alkyl, polyhaloC_salkyl, hydroxyC; salkyl,
Cisalkyloxy, polyhaloC; salkyloxy, C;¢alkyloxyC; ¢alkyl, carboxyl,
Cisalkyloxycarbonyl, aminocarbonyl, morpholinyl and mono- or
di(C; ¢alkyl)aminocarbony!l.
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2. Use according to claim1 wherein RL is hydrogen,

hal o, polyhal ol _6al kyl, Cl1 _6alkyl, Ar or Het; R3 is
waé\gocHigisior Het 1, and Ar is a honopcycl e sel ect POT/EPING/062934

30 the group of phenyl, naphtkyl, acenaphthyl,

t et rahydr onapht hyl , each hormcycl e my optionally be

substituted with 1, 2 or 3 substituents, each

substituent independently selected fromthe group of

S;y <(j E:stg a?dl?&ﬂlﬁg teHlamo1 oD tvﬂﬁrelﬂtﬁeli?mﬁo’fiﬁdé of f60ﬂ|hl|ila| (Disa

[ a pol yhal od _6al kyl ,

hydr8 ur%iﬁaﬁmgqgé E’i’l"g’é‘ﬂ&fﬂ%& % Pol yhal od _6al kyl oxy,

G _6al kyl oxyd _6al kyl, carbox }r 35

C _6al kyl oxycar bonyl, anino af bonyl , norpholinyl and

nono- or di(Cd _6al kyI )a ogar bonyl . WD 2006/ 131519

PCT/ EP2006/ 062934 -52 3., Nsglaccording to claim1l or

2 wherein the conpound o ’%;%l S 3a corrpound

havi ng t he fol | oW~ {orhy 3

(1-a) \R5 Rl NR2 @utical y acceptable

acid or base addg reof, a 5

stereochem cal | Yl i someric formthereof or a N-oxide
y

f or mptPhamaseutically egeeptableici orgase additjonspdt therepha

pr ec edtddghdthiehllpisvmeri€ Foim there6 Do idef forrh tHetedfa (1)
or (I-a) is a conpound having the foll ow ng fornul a

(RB)r RT RA R- HN (I-b) \R5 NR3 R2 10 a

phar tdse ecdordiag koyaryoareptfalid preaading dainisaglerad dhd ¢omponad bf
t her r eof or
a1~ S5t el AL Bl ol W o BBl =0 O0
the preceding cl ai ms wherein i s hydr ogen

Cl_6al kyl ; hal o; hydroxyd 6af kyl; Cl_6al kyl oxy;
optionally substituted ph or 15 Het. 6. Use
according to claimb5 v\,heRr7 I s hydyogen, hal o,
optionally substi tuted N/R (I-b)

a pharmaceutically acceptable acid or base addition salt thereof, a
stereochemically isomeric form thereof or a N-oxide form thereof.

5. Use according to any one of the preceding claims wherein R' is hydrogen;
Cisalkyl; halo; hydroxyC, ¢alkyl; C;ealkyloxy; optionally substituted phenyl; or
Het.

6.  Use according to claim 5 wherein R' is hydrogen, halo, optionally substituted
phenyl, or Het.

7. Use according to claim 6 wherein R is hydrogen, halo or optionally substituted
phenyl.

8.  Use according to claim 7 wherein R’ is halo.

9.  Use according to any one of the preceding claims wherein R? is C;_alkyloxy or
Cisalkylthio.
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phenyl, or Het. 20 7. Use according to claim6 wherein
R1 is hydrogen, halo or optionally substituted

w@b@eybisig. Use according to cl ai m 7 wher ei n RRCT/EP2006/062934

halo. 25 9. Use according to one of the preceding
clainms wherein R2 is Cl 6alky oxy or Cl_6al kyl thio.
WO 2006/ 131519 PCT/ EP2006/ 062934 -53 10. Use
according to any one of the preceding clains wherein
R3 is Cl_6alkyl, Ar or Het. 5 11. Use according to

0 wh r t. (12 o]
! et e g P YR BIERLEL Aok e o
13. Bee according to claim10, 11 or 12 V\,herel nR3is
Ar. 10 14. Use according to claim 13 wherein R3 is

optionally substltuted!ghenyl or optionally
dubsiUse acconding phelpijn 10 wheresB” Bckigrdieig to any one of
the preceding clainms wherein R4 and R5 each 15

i ndependent |y are h dr al_k k.benzyl . 16.

035 R aicpraie sl e ot Hvan D avhebein e T e

i ndependently are hydrogen or G__Galkyl 20 17. Use
cording ta a one 1.t 314 wherein R4 and

Aa° 0§k Bkt nB B R Gt e eb B L hey ar e

attached may forma radlcal selected fromthe group

9, PYst g& %ﬁg ko clgmﬁ)giz gflﬁlafgﬂa\/k% istpRYhdl duB tutepm&glm}

i'mdazo azo
2- pyPﬁtZQﬂaiuﬁwbStW Bl pyr azol yI tri azoI yl,
plperldlnyl pyrldlnyl pi perazinyl, pyridazinyl

din razin triazi 4|n

B B2L o5 BN i FRGEIAL N e 2
subsﬁndepéxﬂénﬂyaﬂe HWydrdgeh lylsalklghbdbenppl yhal oCl _6al kyl ,
hydr oxy, hydroxyCI_6aIkyI C1 6a|ky|oxy, am no, nono-
or di (d _6al kyl)am no, 6al Ith
6. 6&Iskptavrdiag teelpiay 13 mcreea gdldlhl @ch igiepenydently are hydrogen or
pyrlqjgﬂgwl 30 18. Use according to claim 17 wherein
R4 and RS together and including the Nto which they
are attached may forma radical selected fromthe

dr7ouURJse hecopdihg € a@l 611>é| of cRihE Oly 14 Whﬁieﬂﬁkbhﬁd R’ together and
razo r | eri

Sly pe }I}filﬁm ﬁl lgf{l H%ypar% ﬁcﬁ-%/‘iﬂnﬁg %01‘11)‘)%/ Faéﬁqa}ﬁﬁlected from the

tri agrauplof pl.srrmhmnyll, Ryplyrratiolyl, 34pyoobnydyrirolyl, imidasdlidodyl,

sai d ﬁaQ?l?dlmyZ ?ﬂda%‘lﬂl})l ) fi’ﬁaf‘dfﬁ?l ntnigaﬁ&yy\”pgrﬁzolyl triazolyl,

c1_68
p1per1d1ny1 pyridinyl, piperazinyl, pyridazinyl, pyrimidinyl, pyrazinyl, triaziny],

morpholinyl and thiomorpholinyl, each of said rings may optionally be
substituted with C;_ealkyl, halo, polyhaloC;salkyl, hydroxy, hydroxyC;_ ¢alkyl,
Ci.salkyloxy, amino, mono- or di(C;.salkyl)amino, C;alkylthio,
Ci.salkyloxyC; salkyl, Ci.salkylthioC; salkyl or pyrimidinyl.

18. Use according to claim 17 wherein R* and R’ together and including the N to
which they are attached may form a radical selected from the group of
pyrrolidinyl, pyrrolyl, imidazolyl, pyrazolyl, triazolyl, piperidinyl, pyridinyl,
piperazinyl, pyridazinyl, pyrimidinyl, pyrazinyl, triazinyl, morpholinyl and
thiomorpholinyl, each of said rings may optionally be substituted with C;¢alkyl,
halo, polyhaloC; ¢alkyl, hydroxy,
hydroxyC; ¢alkyl, C;¢alkyloxy, amino, mono- or di(C;_¢alkyl)amino,
Ci.esalkylthio, Ci.salkyloxyCi.salkyl, C;alkylthioC;alkyl or pyrimidinyl.
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35 hal o, pol yhal od _6al kyl, hydroxy, hydroxyd _6al kyl ,
Cl_6al kyl oxy, am no, nono- or di (d _6al kyl)am no,

wa@kooéabisyd t hi o, Cl_6al kyl oxyCl. 6al kyl , PCT/EP2006/062934

Cl_6al kyl t hi oC1. 6al kyl or pyrgju di nyI WD 2006/ 131519
PCT/ EP2006/ 062934 -54 19. Use according to any one of
the preceding clains wherein R6 i s hydrogen, hal o,
pol yhal ol _6al kyl, or Cl1 _6al kyl; or two vicinal R6
radicals nay be taken together to forma bival ent

e ]

h al opolytdloGakatinl, orQT; 8klyk wr bxy viconal Riveadidats may b&eiken together

r adi bi val ent

r adi g O§m 1v£%ﬁ}r§&@%ﬁ@@ﬁ&ﬁﬂcﬁl%lglé Use according
to cl a|m19 or 20 wherein R6 is hydrogen or halo. 22.
boe ase Qé&)'rdﬁﬁg t@m@r%e%f%m%s | h‘@l@%@&‘iﬂ nglsqiyakdg%n halo
vvher Lﬁ@ rd| any '8

of t b cgbﬁ‘ YaPﬁ’é’VW&% FadjcalsareY bk e toggiBer to form a
equabwfalbn&radibﬁl offoemala cOHeHOICHe-GHy one of clains 1,
2, 5to 23 wherein p is an integer equal to 1. 25.

Use according to claim3 provi ded that when one Rl is
C1. 6alskptcordieg ta tlainod her 2Rwherzth Riisdyittagemor halo.

sel ected from hal o, pol yhal oC 6al kyl, Cl_6al kyl, Ar
or Het. 26. Use accordinhg to any ane of the r_ecedi ng
@Pai e aprerding ta Y Wl &b precadiideimsivharein &y is hydrogen.
infection with a grampositive bacterium 25 27. Use

35 S R el e e A BRER BrBy

opti eqadlkylsubstituted with hydroxyd _6al kyl; or

pyridyl; R2 is O _6al kyl oxy, Cl. 6al kyl t hi o; or

d _6al kyI oxyd _6al kyl oxy; i s phenyl optionally

2dbs Use acconding thany ane of ch:am@l 2,i9tpRBhwhereip piis Amintgger equal to 1.
substituted with 1 or 2 halo or Cl_ 6a| kyI oxy; thienyl;

30 pI&ferl di nyl substituted with Ar ,
253- Yisp perosliag ioflainy  @ryidedythat Wl!f‘é‘rPZ’S [R.l I%Fuqsaél% than. the other R

acengybitifueht isfseleady k’ronplﬁal@ib_oﬁaiak)ﬂmalﬁﬁl an [;hllBEI Af 6r Hach

i ndependent|y hydrogen; Cl1_6al kyl; benzyl; or R4 and

R5 together and including the N to which they are

26t atlsedcooading ¢r anyaorrear| ithmpree@lilfg:daeidmfwlmreih nhedlzertdrial infection

yra I'; pi perazinyl
subs? ;{H%f%ﬂ@ﬁ%&éﬁ%n‘ﬁggﬁwgwm perazi nyl substituted
with pyrimdinyl; piperidinyl; pi perl di nyl substituted
wit hysd hé@%h!ﬂ}i ?dTélEi% ltwme{%'ﬁi)kp dFd’ C’g{ hagy!

rrolidin I I
FF)’)C/IT / WG&E&G@Q@% él 64 ox¥, phenyl furan opt10na1 y sugstltuted with
hydroxyC;.salkyl; or pyridyl; R? is C1.salkyloxy; Cisalkylthio; or
C1alkyloxyCsalkyloxy; R? is phenyl optionally substituted with 1 or 2 halo;

naphthyl optionally substituted with 1 or 2 halo or C; salkyloxy; thienyl;
piperidinyl substituted with Ar-C(=0); 2,3-dihydrobenzo[1,4]dioxinyl;
benzo[1,3]dioxolyl; acenaphthyl; furanyl; or Cyalkyl; R* and R® are each
independently hydrogen; C;¢alkyl; benzyl; or R* and R’ together and including
the N to which they are attached may form a radical selected from imidazolyl;
pyrazinyl substituted with C; ¢alkyl; piperazinyl substituted with C;alkyl;
piperazinyl substituted with pyrimidinyl; piperidinyl; piperidinyl substituted with
dimethylamino; thiomorpholinyl; morpholinyl; pyrrolidinyl; or triazolyl; R® is
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weawalhierste r adi cal

-55 hydrogen; halo; Cl1_6al kyl; Cl1_6al kyl oxy or two
vicinal R6 radicals nay be taken together to forma

of formula - CH=CH CH=CH-; R7PCHEP2006/062934
hydrogen. 28. Use according & claim1l provided that
when R3 is Ar, Het or Hetl; then Rl is 5

hydr oxyC _6al kyI or Cl_6al kyl oxy. 29. Use according to
claim28 wherein RL is halo, hydroxyd 6alkyl, or

c% 6@%,&ysg@xmalo 826a118y1(131_@ﬂk}1g?’11 chgRifcmﬁ l@lraﬁaélkrﬂay be taken
phen are y

Py i dsfier R ) igu ahthen) oF £ -GrAgHYCr=CH- g hydrogen.
accor di ng to claim1 wherein the conmpound of formula

g8 1o BECRERE STy oholfac by GMARIRARHEEG IR s it s
CI:I—Bh]zSﬂf@?ﬁW1 -y or-L1-4alkym)xy. phenyl .L.. OCH3 phenyl CH3
CH3 H (A) Br SCH3 phenyl CH3 H(B) Br

& %oe@ég@%%amée%m@;;%m % By

1- naRﬁﬁsth d6a?&y$oy@tla3 s (ClE’z)alkyBrphéﬁ‘lﬁi)l{llﬁl(aj%?WI BRI“ khdR{ a%)s CiBalkyl; RS
| r r OCH3
1- nabﬁﬁpﬁ]\ﬁge DE&&BW%MISWC;{SZ Br OCH3 phenyl

CH3 CH3 H (B 1) ; (1S, 29) BrOCH3pheny| CH30H3H

@HS Ufe Qé(%ﬁ(%ﬁ% %&Bnqj\'ﬁl %eBlg‘ﬁfér&)E%)r und eufdrrgké]l@tl is sdlcted from

acceﬂlf‘afl@l@wﬁl&cenmou’éﬁﬁse addition salt thereof or a
N-oxide form 15 thereof. WO 2(f6/ 131519
PCT/ EP2006/ 062934

| X
= R
1 OH /
R X LN N\ R5
N~ "R K

R' R’ R® R? R’ R’ Stereochemistry

Cl OCH; phenyl CH; | CH; H (B)
phenyl OCH; phenyl CH; CH; H (A)

Br SCH; phenyl CH, CH, H (B)

Br OCH; 3-fluorophenyl CH;, CH;, H (B)

Br OCH; phenyl CH, CH, Cl (A)

Br OCH; 2-naphthyl CH; CH; H (B)

Br OCH; 1-naphthyl CH, CH, F (B)

Br OCH; phenyl H H H (A)

Br OCH; | 2,4-difluorophenyl | H |CH,CH; | H (B)

Br OCH;3 1-naphthyl CH, CH, H (A2); (1S,2R)

Br OCH;, phenyl CH, CH, H (B1); (18,28)

Br OCH; phenyl CH; CH, H (B2) ; (1R,2R)

Br OCH; 1-naphthyl CH; H H (A2)

Br OCH;3 2-naphthyl CH, H H (B)

a pharmaceutically acceptable acid or base addition salt thereof or a N-oxide form

thereof.




10

15

20

-56 31. A conbination of (a) a compound of formula (1)
as defined in any one of clains 1 to 30, and (b) one

waorooensB19t her antibacterial agents provided that/EPiec/062934

one or nore other anti bacter @l agents are other than
anti mycobacteri al agents. A pharmaceuti cal
conposition conprising a phar rmceuti cally acceptabl e
carrier and, as active ingredient, a therapeutically
effective anmount of (a) a conpound of formula (1) as

d f cl 3 .
t o Atoindtibh, Gt o carfsind Bt farti i st iy S wrRlog glaims 1
or rrm 20, and ¢b) thar et ethenhntibgetatial agewts plvidedbat thdreme or more
t T t
a0t | PURPBARRELHA aeBf o e DGRl SgOL oL O
as clained in cl a| m 32 for the treatment of a

Q@ct wplﬁhnh&fuﬁsalceﬁ)po&ﬁoﬁéomﬁlﬁﬁ@ai PRdrmae&tRbNy akgceﬁetleeamer

C| ai ﬁ%é] %s 3&1&8{1&%@&% E)th%?@ugpalﬂtﬁq@cgy%@%ount of ?a) a compound of

anti mﬁw QI)iJis dnj‘mnd $n @iyootiedddldimat td Be, andr(b) 6iie ot@idre other
ot her t g t%r#s 1& d;ﬁlatt £ 8nht her t er cterjal agents are
ant i AYESTECTTEAL BAGERT a° golt8 pal%B"aFe&ﬁ 8#

f or sthenthanaeonscotneiotialagentsr sequentl aI use in the
treatnment of a bacterial infection. 20 35. A conpound

of formula (1) wherein the conpound is selected from .
3Re THe vegpiconingiion sy slatged inmgdpnrdhore pharmaeyytisgl cemposition
R3 NafelaimedRa cBImR% 106 therRamdht B badtéHia tnfestibam st Br
OCH3 2,4- HCH2CH3 HH H (B) difluorophenyl Br OCH3

2,4- HCH2CH3 HH H (A difluorophenyl Br OCH3 2, 4-

G422 CABprbédunct ybnthinihgHa) Brompodrddusdifominda i) as defined in any one of

claims 1 to 30, and (b) one or more other antibacterial agents provided that the
one or more other antibacterial agents are other than antimycobacterial agents, as
a combined preparation for simultaneous, separate or sequential use in the
treatment of a bacterial infection.

35. A compound of formula (I) wherein the compound is selected from the following

compounds
R6c
R6b\)\
R6a/ | Z R?
1 OH /
AN S NG
| 7 \Né\Rg R®
R' R’ R® R* R’ R® R® R* Stereo-
chemistry
Br OCH; 2,4- H |CHCH; | H H H (B)
difluorophenyl
Br OCH; 2,4- H |CHCH; | H H H (A)
difluorophenyl
Br OCH; 2,4- CH,CH; | benzyl H H H (B)
difluorophenyl




WD 2006/ 131519 PCT/ EP2006/ 062934

R6a R6b R6c St ereo-

woR@BN315Br OCH3 phenyl

chem st

Br

-57 R R RB R4 RS

OCH3 phenyl

H

CH3 H H

CH3 CH3 H H H (Bl); (1S, 2S)/EPIN6/062934

OCH3 | phenyl CH3 | CH3 H H Lgjd (B2), (1R 2R) 3-pyridyl
OCH3 3,5- CH3 CH3 HHH (A) di f | uor ophenyl 2-furanyl
OCH3 1- naphthyl CH3 CH3 HH(B) Br OCH3 CH3 CH3 HH
H (A _Br ,I—B(‘,I—B(‘,I—BHHH(A\ Br OCHR CH3 CH3 H H
H(B)| @ {CH3 @ CFBJCH% H Hd (A) reBr ORMS || @B |CHereo
HHH(A |[Br OCH3 pHenyl CH3 CH3 H H|H (B) -|CH2OH _
OCH3 U-naphthyl CH3 qH3 H H H (B} . CH2OH OCH3 chemistry
1snapholyl | CHph&B H |H H (A) cuBr [OGH3 |1- napht|hyi (,HS @)
H H Br - hthICHSHHH—| B
B3 H HCH; (A) phé&ayl OCH3 cphenycHCH3 HI H|H I-H{(B) ;(Bz);(lR,zR)
p HHHI B).,, OCH3, OCH3 ph I
3'%8?’%&&%%& H I [HE B}F‘HOCI-E% he nylIJI cﬂ% o @
d H|(A HdOamsphasB [H H HH (B) | \-'® Br OCH3 phenyl
2 H B oRHE R ity (B, Br HPEWJF'B Hid © @)
(A) BI S pnenylr OGS H G () BI pnenyl
CB3 || OEB: H FN f. (|AFBNWD| 2686/ 131514 H (A)
PCT/ EP2006 @.@ - 58
Br OCH3 /HJ\ CH3 CH3 H H H (A)
Br | OCH; /“Ha/ CH, | CH, H H H (A)
-CH,OH | OCH; 1-naphthyl CH; CH; H H H (B)
-CH,OH | OCH; 1-naphthyl CH; CH; H H H (A)
Br OCH; 1-naphthyl CH, H H H H (A2)
Br OCH; 2-naphthyl CH, H H H H (B)
Br OCH;3 2-naphthyl CH, H H H H (A)
Br OCH; phenyl CH; H H H H (B)
CH; OCH; phenyl CH; H H H H (B)
H OCH; S CH; H H H H B)
Cr
Br | OCH, |  phenyl HlJ\ cH, | H H cl (A)
Br | OCH, |  phenyl HJ\ cH, | H H cl B)




R R R3 R4 R5 Réa R6b R6c Stereo- chem st Br OCH3
phenyl CH3 CH3 HO CH3 (A) Br OCH3 phenyl CH3 CH3 H
w@Rooeh135B) Br OCH3 phenyl CH3 | CH3 OCH3 OCH3PEI/EPY08§/062934
Br OCH3 phenyl CH3 CH3 O H (g (A) Br OCH3 phenyl CH3
CH3 HF OCH3 (B) Br OCH3phenyI CH3 I CH3 H CH3 H (B)

Br CI:I—B phenyl CH3 CH3 HF H (B) Br OCH3 phenyl CH3

CH3 H A) Br OCH3 phepyl CH3 CH3 H O 1 H (A
B! H%flohmy |R2CH3 sH O gl () geBy OQHS hanyl e,
CH3 HCH3 H (A Br phenyl RARS | = (A | -N-.
i HISCH3 bhenyl NRARS = 11 H H 2ol y| ghemistry
SEH3 [pbeny| NpARS = 1- diH Haug2) o | ir(gidazcxtﬁgl a (A)
PHer dorCh Ca@%ﬁ?ife?@l (T PSS i M
Br OCH, phenyl CH; CH; |OCH; | OCH; H (A)
Br OCH; phenyl CH, CH, Cl H Cl (A)
Br OCH; phenyl CH; CH; H F OCH; (B)
Br OCH; phenyl CH; CH; H CH; H (B)
Br OCH; phenyl CH, CH, H F H (B)
Br OCH; phenyl CH; CH, H F H (A)
Br OCH; phenyl CH, CH, H Cl H (A)
Br OCH; phenyl CH, CH, H Cl H (B)
Br OCH; phenyl CH; CH;, H CH;, H (A)
Br OCH; phenyl NR'R’ = H H H (A)
N
Ns;
H SCH; phenyl NR'R®=1- H H H (B1)
imidazolyl
H SCH; phenyl NR'R®=1- H H H (B2)
imidazolyl

a pharmaceutically acceptable acid or base addition salt thereof or a N-oxide form
thereof.




