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THI OCOLCHI COSI DE ANALOGUES W TH MYORELAXANT AND
ANTI - | NFLAMVATORY ACTIVITY Field of the invention The

w@r@sm®nd975 nvention relates to PCT/EP2006/064333

S- demret hoxy- S- ami not hi ocol chicine derivatives with
nyor el axant and anti-inflammtory activity.
Technol ogi cal background Myorel axant drugs share the
property of reducing the nuscle tone and are comonly
used for alleviating pain due to tissue tension, such
as muscle ntractures N% ntract ures

Gto1 odi

char act 8176 5 608 &F0p SO BRETT Sororae® o

appar at us and are one of the main factors responsible
for theTBgr §1l1 o% qf g?a gantoass Io%ggg %grtpe c1ng
pat hol ogi es. 1€ ¢on rac ures occur a

i nf |themat.opg- p@emrcrm:tﬁ ¢ adadedegénieret ihey iopt holper@ﬂrmatlc
pat holegises. and Mben»ct %@ygeégegé {he 110 Bk, they

cause not onl% ain, but also rigidity, which limt

t he nut H&r2ndh? @%ﬂ @ﬁsﬁﬁéb?%lﬁtp%ﬁﬁ?§saﬁﬁ BEPREfuEh TP

t he Jiunetivonagl &ty dndihe aftested, eaertlooFet: bhese 9 cst
reasons the study of nnlegules endowed

ny orél%agaRt U ant decdtt rfdct Fng"prop e¥¥¥§§t¥t?P?e¥éF§é§8
ren&nkabkeceetermﬁdldeeoﬁhehey@fmindmﬁrlmatmbnoéfvaemMscher—
i n col chicine. i oaI I0|d i v
use % nth %H%EFOduﬁeré% l q? t?ea? t§§§ <
gouﬁtom $beMﬁﬂelweMSedfthethedzmgﬁqmerasatlon a
dem?h@é'lﬂlQ'cQ&Q'fé’gﬂd%eb% %995"9@0v$%‘@n BSwas is lathed

t hi ocol chi coside (a col chicine derivative in whic
C10 I¢arstalyhi oreihyevgretdp anel dedepidPokyves glips bt Led

the 3y pesihi 899 4 sq@thenktied Wdha Poieesg avove 510 °C
nol ecule), for_the treatnment of contractures an

|nfNﬁﬁhﬁ?ﬁ?yotedﬁ?Fkﬁﬁglgﬁdsﬁ%?%ﬁon muscl es (Ortopedia
e Traunmbekeg@@4&@&M7Xbbscﬂlbés &Qﬂﬁkesbtthaﬁré@ﬁﬁﬂbly
be eqldeno strate f 1pat t ls erh#§9§J e's act|V|t Yy Gan
be asScribedto’Tts abi I\ 8 SPACTI Ag W th THe

st r yotomicse- $Bﬂ@l¢@weﬂgiW&dnels@mspuawsoandftheFeﬂmh&;—

t hat u g t tiyvi o
can B ey BT he Y Pocratel Sor o onedrc i & d Tor C-
t heifir oy 6hel axbheepr sfertbreByd D sxdnesisetopnt de

| nventdcan 1 The presentyd %%%ﬂ&h&naﬁéﬂé“§%® ke was isolated.
3- demet hoxy- 3- am not hi ocol chi ci ne %glcosyl derivatives
9

of denér aPSEarena (SO itnihPch R [dr 6gBRSVHERRA 011
or hydraxyoet h}}’éctﬁdrﬂh@yaﬁatg)ﬁif‘@l@m@@eﬁ%w@filﬁ@nﬁwQleavy

and hexose_ D- and ranosi des
S etRah By~ B AR LGEOT ENP oF HOASh @ ‘dn Bty e pour
conprdisedoifn-t he° @onpoumdssotyf:mmmdaﬁ(nﬁ7 dhé a kinematic
comnaunds of, Lhe, o ezent: bpveptign Ale geperal!y
prepared by reaction
3- denet RoxgpdBamarotcti dbel ehpedde A WO-wPR0A0627 or
pr Otv@ﬁtA‘i@o@hMW@W %@%‘h@% Bgsé%ﬁé aar(el 'olo%am&ﬁ %M |_9§
OH, a, | R2 hydr ogen, t hyl ,
i's HV@ngéﬁcﬁFl%ﬂﬁfV6¥6&?¢€Po¥é%@?%ﬂf&gﬂéﬁﬁx A@nﬁﬁf@#ﬁ@-xs
groupsit fhuartne @dgbhbmm aelea@@tﬁ@foeno@eﬁleam 4 he
protectlve ups,. the acety rou preferred

$y L SGHT HOh G EB1 ERMThe A B2y Bpap i ined-
fr omh3- Gadenpt byhdthireeolachiighneldud fdate, reesyt ate 1mr a
TesYlAe oY e hual d eact Lan, a5 dl scl osgd BYOAATK Rices
3- deﬁethexy 8iamerst Hudtebehi Lonecd s aigaebedionthores .
sui tabl e glycoside, optionally protected at the
hydroxy residues. The reaction is carried out in polar
protic solvents preferably selected from al cohol s
(MeOH) at a tenperature ranging from25C to the
boiling tenperature of the solvent. The reaction is
generally conplete in a time ranging from8 hours to 6
days. Where necessary, the hydrolysis of the
protectlng groups can be carrled out dlrectly al so on
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The conpounds according to Fornmula (la) and (Ib) are
interrelated in that e.g. a conpound according to

wo-eromob®7§ 1 b), with RO equal to oxo is the tauPCIEP1006/064333

equi val ent of a conpound according to Fornmula (Ia)
with R2 equal to hydroxy (keto-enol tautonerism. In
the framework of this applicatfon, alkyl is a straight
or branched saturated hydrocarbon radi cal having from
1 to 6 earhonsed e de@brhﬁe@ @ygcﬂddés%awrgf@piare a low

hydr ocar bon ragc i cal carbon ato

e g T i ML TR g e B

fr(ﬂmgblBGlﬁgChmeﬂﬂﬁi@HBdabpa@@@dhkﬂlalﬁtﬂang@thHctlon

bra a r r r l [ fsom
%ﬁ‘i‘igg B&"é@é&{j 1 m%egﬁanng% h@Ed &% n@g%éo?nﬁ% n&b cha a

opt irssalkdog sabking _wt@dfewltzﬂo hydr o5y falkkyioxyooklioxn.

Prefigrally, 18bKYAnd S oMt Ryl i s ellyle Qeq to a

cycl ohexyl methyl, nore preferably nethyl or ethyl. An

i Nt eYVESPL A eRboti NS tEP - afRyPr Al §8Fi APEFBnication a

usedher el nbeief @y ofo Merei nahtes d}:sca%e@ahlswng\m Gour

represents _a str%g%1 3r Qcanched sat ur at .

hydPScarb8h Tt cdf*thdvidng“f P a ﬁl&e@aééFbEShs%%lﬁsy @

SUCHIEB°ﬁODfengqﬂGi mmbhyn5 eshyl, propyl,

2- et hy eth the. like, erre d

subgrou%co?r ¥4 8§¥k3€%9ﬂjﬁhPaze 6?%@%% T

stramghwedrfb@aﬂdhe¢a§@tQnétbﬁ ﬁWﬁKﬁ@@rb@h daslf clalation

hav'mﬂl%rfe'b?m:ljretlpazdé %’e*%%séw@er%&‘}h i@s char . exanpl e
nmet h -nmet hyl -ethyl and the Ilke I n

t he @&ﬁé%rk%f ar%@née@pu eht Floke TNOCeSsalpofpRyEeP cut

sel %pltse,qlfla@mﬁ he: group satnpheayd s i Naphblyls difficult to
acenapht h tetralydrona ht hyl , each opti onal

subéﬁrtfﬁt’féd WPEFPVET 2 62358 ubst 1t éhttd 8 LeBR A Je the feed
subsitsd treeptre i adependentby ﬁﬁb@@é@dei@mmstbﬁtganuﬁmﬁﬁm of
hydr 0, hal cyano n|tr

dlaﬁke¥g¥1no9la % ﬁeqﬂ%rﬁoagﬁ ISuc I?‘F&fgll?atlon

haI dajrk;jnlegmyre cm]bm;b)ﬂje habkyl]@a(syeea;rlkiomllecules are removed

r y r lin
ST SR s CELAR bR RS 91 spipopsagoous
pherffr, t8ackiept |‘%5haﬂh|€y h§9ﬁ§t}P%%ﬁ e 1R -t HIOIe@VeJZ tH%ﬂ 0

SUb%bkﬁ%%ﬁt§chiébéﬂﬁ%'QE%€%§QE¥ i ﬂﬂ@ ?e%9$|b§§%|éﬂl is
e selected fromthe

Het is a nmonoc et erocyc
grodﬁ“&Fe?V-bh%%ﬁ&yEﬁﬁéﬁ L8Fh9T: piperidinyl, pyrrolyl,
pyr azol yb- AI—OKD ez Yeschkunanyd , prtdﬁe%@yito %@z@é Waze

i soxazolyl, thiazol i sot hi azo

oyt FREqEhaP =S oS o e T Bl BUbRAA e 20
het eiragic| ets@kemﬁ¢oﬂWamuh@ greoumsef oqui adthylsolid
qU|Qﬁ§@thyF i I'yl, benzinm dazolyl, benzoxazolyl,
benzi soxazo y{, enzoth|azolyl benzi sot hi azol yl ,

benzof uEEn§15 HEHLotdsisemybes a process to prepare a haze

2, 3- ﬁlely%égge@zplﬂav%]n%l gxbm!bd %@lrge%oﬁolel%d@ X0

each nmonocyclic and bicyclic heterocycle %
optﬁdﬁ&@?&lﬁevéﬁﬁ§ﬁﬁﬁhﬁéd1QPtFC19fZﬂﬁﬁt§r36 3t i tUenits by
eac hlyﬁilﬂé&tsbhélﬁﬁi atndependent kynselweirdhf epmﬁ@&sgr oup

of hal o, hydroxy, alky Io n r bonyl

A A LT S R T L e S R AT
apphnmﬁtuenmehaiatﬂom atepbsteﬁmmﬂngsnﬂee@aedcémtﬁnﬂluf the
group of, £l ro chl or n n | oal k
TR S L e et v B O A
r adiccalaxhavi h@efmﬁmdllet @oeob*a@brorﬂwt dswgeofrae chada oil.
saturated hydrocarbon radical having from3 to 6
carbon atons or a cyclic saturated hydrocarbon radica
having from3 to 6 carbon atons attached to a straight
or branched saturated hydrocarbon radical having from
1 to 6 carbon atons; wherein one or nore carbon atons
are substituted with one or nore hal o atons.
Preferably, halo is brono, fluoro or chloro and
preferably, hanaIkyI |s ponhanC 1 6a|ky| mhlch |s
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hydrogen or nethyl; preferably R7 is hydrogen. A
sixteenth interesting enbodinent relates to a conpound

wo@boo7o09vos a (1a) or (Ib) or any subgroup ther ep€T/BB2006/064333

menti oned herei nbefore as interesting enbodi nent
wherein, for conpounds according to Fornmula (Ib) only,
R8 is alkyl, preferably nethyl3 and RO is oxygen. A
seventeenth interesting enbodinent relates to a
conpoun@poA—I®5mw9a delsa) i9€s (4 )r e sANY oSPYDBGEOP a haze
ther s nmentjaned hereinbefore as interestin

b e At by IFRIY ol Ryt SpraFePanry ti. S
nnr@n@maberabhw i "tk yflromAa El@ﬁkﬁeﬁtbpsnhewagtﬁqqﬁ
enbqdi a
(1 D eany Hpr s e B PHE el ioBeae hat P cesie v
as intverest pﬁgb@kmozﬁorr@ﬁﬁ Whete@itre A lng ¢chEofesd brﬂo?h)a

'Odqwdk%hEbMprégﬁkﬁi%mt%@?%@tﬁhdéﬂ'HQd%B%soﬁ@%iéﬁéion
sul fonate; preferably chloro, brono or iodo, nore

preﬂé¥§%F9OP6d%ﬁ %Aﬁﬁ“ﬁéﬁeéﬁ?ﬁt%?ﬁ@n%ﬁﬂﬁsﬁ@réhﬁ%dWhent

r el atr@e ried 82 €O MU t0hal0hgus avdd @on@ent! B BE1ENY5 wts
subgipup hhereof as nenti oned he elnbeforﬁ as n q
i nt er&8t FAG EFBOdT &t WhBr 6P n? tHE CompoGnasts & the en
comuownd oacebe dhdup tfackobautac(l a)andA sowenht efidwaxing the
i nt restln enbo i ment Iates t co| ound, of

! or rany g O Ik FLE S A BRI RL naze free
nenﬂk@@e@lheﬁélﬁ@%ﬂ@m@tagnlnl@$@@ﬁnngh@nbodrn€¢m

wher i n,08e; v I e %&efcﬁgaﬁbwceagées ok bbecioldowng

definitions a articul ar bronD :
= | EP—ﬁzlﬁéé%%EEy%&;ﬁPﬂAnlééPW%quSartT@ff\él ROFOXYE ot lng

in @&retpl ¢l per FRENOKihiGh BHKydddiio doas@aé%@%&ﬁplex and
G "al §Ith|o nore in particul ar netoIthlo IS

nap HVipHensAIe %Wéfﬁ??a%rcml St 65%‘?%‘%&%@“
thlenyhmth—tgpeZKQWé&tsR4 and R5 each i ndependent |y

are alk¥ n. b rtgp Iar C%Aa%k R4 gnd(§ r

t oget her an% 1H hgtha" Kt |ch “PhBYChrE” @ process
attamhedepayewamaaimadheaVysbaeamedsfwomphnldamukymlmple
or Riperldbiyl o5 1.5 hudgo ol NA0GT b8 8aHAled Qs

ydr ogen; R1I0 i s al , In particula
Cl GdPWQIPohﬁFeOfrb%kﬂMnléufﬁr G ~alkyl. A twenty first

i nteresthng ephodi BNt chsctbe WS Ahea re@MRUREd Bfocess.
formula (la) or (Ib) or any subgroup thereof as

nenti*GREd Sherei Bt ore &8¢ Aterestaily efbadPagntofortesd
t he nwnubast Wi geft ia m@baan’e_@tat{ arott ke vregteEidr afhan

i B8 B St T OB 0 SR TR e g g

ewbadwmdnpoustth@mmSEmobaaeconpdumdenfdbpoamtanqlssldn

(1b) 9k AN s SYHAY nrg % Jlereol, as f@ﬁts'u‘%?%@eherﬁi ”@oecfacl ng
as |nterest|ng e ment for tHe nanufact Ur e

mediec dmeat of orhahiend reaedeaed of lar ingflact oA thmeitlng

gr am ROk bgﬁt@@%@l@dﬁ%s awe@é@/artam ihg ltﬂgela@f»@é&g
enbodi nent is the use of the conmpounds of formula (Ia)

or (1BPFC8tcany” SUgrodprEREr edtd AU GAed surface to
her gictzef-arecas (Hteresting enbodi ment for the

manuf act ur e_of medi canent for the treatne

rects Off GFFh B grdih REBREFYE i Ter Ponr DR I deta ace 13
foumthfbmhengsméwwp&nﬂmmélaeotdlﬁomhgemsmtbé po@@qnnumdof
of f ( a I or r Qup

ment'i one e%e%ﬁ%%?grg%gssﬁﬁf%?%gggh%% n%ogggoéﬁ Varlous
t he meahofiget Gret oflva tiediscahent Jf?orcqoﬁ@dt bea@@@frﬁctdfnga the
bacterial infection wherein the conpound of formula

(la) or (Ib) has a 1C90 < 15 nm/nl against at |east

one bacterium in particular a grampositive

bacetrium preferably a 1C90 < 10 m/m, nore

preferably a 1C0 <5 mM/m; the I1C90 val ue being
deternmi ned as described hereinafter. Preferably, in

t he conpounds of forrmula (la) and (Ib) or any subgroup

t hereof as nentloned herelnbefore as |nterest|ng

Y T LT T . T ~A ~
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person skilled in the art, using art-known nethods
such as, for exanple, X-ray diffraction. In case "A"

W@r@7/0B978r e stereoi someric mxtures, they canP@BEP2006/064333

further separated whereby the respective first

fractions isolated are designated "Al" respectively

"Bl" and the second as "A2" re$pectively "B2", without
further reference to the actual stereochenica
Confd}ﬁiabrsdtieoﬁldeHQWe\t@fe, s&@Ech,A'l.,e I%lee ande" BbpositR2'the

I soneric r c unanbi guous acterjized by
por SHRCoRF TBECS R @Rt Cohe TRt oR ReFFate St @
as éumtananpbeilﬁqlmeﬁldmffEaampIHB cEOsusOHBlefcdd&ing
S t a g [ e_i ndi cat.
compuns . of S9ANRTL oAl 50Nt Su | ola BE ool et
corﬁamm9m3ﬁ|9n3n1¢ﬁnq&ﬂl Ngtrhaen tihRy dreoagsatbacedredn
are éf%%%EQQnénwﬂé%%f%anggﬁd09£%¥%éé% Rlsang it he at 10w
nol ecul e = sanme pl ane; =opposite plane ( ) The present
conﬁ6ﬁﬁd§n@hw%%F%ﬁemaméér8§§%r@%%ﬁfFﬁ'VE?QOB%/@%3@4E@fled

bearagtahe saﬂﬁeﬁ%mm@sneﬂ‘@e&hﬁmém WARe2084/ BdndA43bocess
TabLes and i t he synt hesi s

ow

pr ots&&?laglsh%}’%%%a g\ﬁz"ﬁ@ﬁeF t of THE EXarplBEhtber $76
WO 200440 d4@8601indiieat.i ng according to which protoco

the co unds_were pr ared._Addi tional. ¢ are
|nd|ca?E§ geSl%p(%QFE%tSngﬁy thedi’s & 19”8 ou%%'m&y be
B arfdaC,Acsofutited ofr cohpdand ﬂﬁé(ﬁe$MQn2@bﬂW911¥ﬁ$®ch
(pr%@e&e@h@cggfﬁéw 0 BO 62 LG R @ngh}e@neﬂerﬁgé}xélture
i odi de . ) 1n acetone (2
stlﬁkedaaPrBGQ?gQﬁ H€21ﬁ6u9§ C ey §6l@@ﬁﬁtmé§ng enough to

evapeated ang:the resi-dygrwass Cﬂwestnwllelcaeesff(@fermng the
dllsoprop ether and acetone. Yield :

conpolid CACEdi Bt ¥ &G4 6ieY %ﬁd(ﬁﬂ?d%ltnﬁnzgﬁﬁﬁ surface.

Conmpouang 1Bs ( €f asd ©fieaicS @R FadY asr Ppreeparedwactad di ng

to t he .abo pr ot oco ut rti fraom ap nd 14

T e T o L S R A e e

qbcqﬂd=2©4ﬁ9d£MWnMﬁnailcwedlastE¢QKnﬂa3metlB¢ wasa cooled

pre ccor rotoco tart f

oo T of D684/ 0% 14367 brepared” scaori iy T i

B7) rdmderenayi by %qﬁﬂer@reﬁpean@hqsoa«ﬁet lpiBuey| PYotime.in a

Yi elighrigedQe !%em—lw%@chsﬁn58§§i§ur(gtl%mggﬁd%a Efﬁsﬂd F

A solution o ound 95 (0.1 87 nmmo VO
ZooiﬁﬁfefﬁééY(Eﬁég%ﬁmﬁ? é@c@ra??é%tQPqﬂaflﬁﬁdmﬁ%?hyﬁfter a
| odicdete@n02imd , tKb 281 HB’Dkéede‘ﬂecﬁQﬁicDmhe( Aok duas
stlrr d at roomtenmperature for. 3 hours. The.solv
&porif et ant ThéPEgi Bue” nds “bar]y PEITY e tﬁb%
dllsmpﬂepyeuhEace‘bﬁﬂume pQafled 5 Exrapfplesnpoéunditable plate
(d' §{p%“3 soner. & (Rl QR%@Q%@@ Cg\%OHQch bed in
ere soner was prépared accdrding t
abo@@-@ré@@é@ﬂ8bﬂviéﬁhﬁrﬁﬁ@5$ﬁ@nﬂ@ﬁﬁﬁb@ﬁ@lQGatﬁonﬂDare
2004&9%b%4§§céﬁﬁ&&§£§ﬁb%CQQEQféﬁbé0 Bl). Yield : 87 %
np>250C. Synthe3|s of conpound G Conpound G was
pr epar ed aécEﬁ?ﬁ%&ftﬁﬁrﬁﬁéefbfI%ﬁﬁ4u}h§cﬁ@ﬁéln%E§edlum may
FOWHﬁlé%d a6 (R ﬁyﬁtd@gellrs oatsimd edm&did eattebﬁorrp@mﬁl an
nt er nedi, at e, conpoun Was red in the same way
as (RPSFHREN Bt &% GHSoRAC 15" BT WO O0APOE 1438° ore
(accordinngdt veAB)caliliyh 14- ehlres obut ymyl okkoel des pifterided

resid 7 ur| col [ raphy
over i a8e gafe il bt e B Rl R Aseer E 7B
20- 453 oamt, Tmohraa:tme@n@m( Ehd amee 200k ng vellient ghe
and the solvent was evaporated. FI : 45.5 g of

i nternedi ate conmpound 1 (yield = 63 % . Synthesis of
i ntermedi ate conmpound 2 A solution of internediate
conmpound 1 (2 g, 0.0086 nol), dinethylamne
hydrochloride (1.4 g, 0.0172 nol) and potassi um
carbonate (2.4 g, 0.0174 nol) in acetonitrile (30 m)
was stirred at 80C for 12 hours. The sol vent was
evaporated and the reS|due (2 8 g) was purlfled by

e ~ N N
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Het9 are optionally substituted with one or where
possible two or nore substituents selected from

w@endabdeys , C3- 6¢cycl oal kyl, hydroxy-C - 4al kyl PCT/EP2006/064333

G "al kyl oxyCi ~al kyl or pol yhydroxy-C -4al kyl -; Hetb
represents a heterocycle selected from norpholinyl,
pyrrolidinyl, piperazinyl or—pbPperidinyl wherein said
Het5 is optionally substituted with one or where

POS sidal1e nhWae @1 urlof8 mbgt:bb@l@mt& selceotiedifie oM the tubes

G- 4a|k C3-6¢cycl oal k 4al kyl -,

G dY Ok I N1 ot SHGFSRydr S e AT AT Sk 10

, Hetohfigandt Hetd 3reacik lindependent Ide-oeplegenf wax and
het ey, %%%f%‘r%&!i ecyed tr %@-BX[{%’A LAYl SR PSE% AWl ng

pi peraziny pyridinyl, pyrrmdi nyl, pyrazinyl,

i m daroki’ deayfeotr PEcazol Fairhyl Swheteian vabditkedon 1978.
Het%nls%@ﬁ Eb$éé%éﬂ*%ﬂ%phb08§hlﬂg3H@§%J%%Eﬁgdmiﬁfb batch
am no, roxg G -4al kyl , hydroxy-G » - heny
pheﬁyﬁeCPPﬁéP ¥ The $§P%9P90&3ﬁ%ﬂﬂlJ@Wk9 S0 be PrOVlded
ani &Qrs@@éb@fié”htulﬁs m@ﬁlQe @hedbaé@d (?lal lﬂb}@rrhiﬁo%he Hattk2 de
represents _a heterocycle sel ec rom pyrro

s S IoDs L SO LR o RE) S a2l BN B A Wgo anc
pyrazmmy%pznmﬁﬁazhkﬁﬁkﬂ@ﬂyost@grazohmﬂp@yﬁomhedeuna.seml—

sai d 2.1s optlo ly s bst|t ted W t

hydroigﬁnﬁfui ?¥§ﬁ %ﬁ 8%0x§ WSF-O ﬁenn}fular
pherpyrf@ice- 4al@®¢crlhad-¢ébkylm@%@ﬁ(aucmabkybntlmmnuﬁ tomwe
di (gf %%le@ﬂ:l@lmM51%rlea%90ﬁ}§@rmlof’ lElﬁglérocess of the
represents a heterocycle sel ected fron1nnrg olin

pyr MISis@PRy FV e pertaz ilRy B Uch it aR S BATL Opy £ %I?@Se cil feed

2 3,i4 thilrazapyed U Wng br2wdehih azed WubeRY i8Z 04 Vine OF
erldlni wherein said Het14 i s opti onal

subé&@@&fﬂ 85w tHeone D - inBi 8" posy Ipé’lfl%oa%? frpepited at
sub&ﬂmlu@pbslSQI£uﬁﬂaiefbantEB ey Oahky|afh¥ﬂrKD@ﬁdﬁng
-4a| -,.C al kyl ox al.k ol hydrox Aal

in partPcha?oﬁ% lﬁfﬁgﬁFééé aq} ef@%o@%c%g sérected

f r omearovphefli fydm qnﬂwoakpdﬂﬂyingpynKEWyhn step (b).

2,3, Lazapyr L L,pe

ahor L8R AR, Q8 o DLBBERZL Wl MauBHECTLELIN (purcaces
or \iver €XpBBieHl et thay 6f RBPEASULBIY GeRBSateseTta®
fromGicr4akbkyin éﬁlﬁﬂ§B©M@@|kMéTAlB@H4M§B CVRb kys=a-5700435,
G -4al k ongo 4al kyl or E dr oxy- Ci -4a|k | -; nore

I pd?F— uPd l%%ﬁ@k?ﬂ@eﬁ?@s ﬁf%b% %&&Qﬁﬂ%ﬁ?é?@ %%I%ﬁﬁ%&?nce
from noppbal tlﬁéﬂpla{l}ér roki dupylar pipetaz Bybe Ofipparatuses

pi peri di nyl e id Hetl1l4 is optiagn

D Da o I b o CHRBFB: post b taG PP hghayer of
subsstqltlulemedsleim:tlectefrmngaﬁaldxgm,esCSP@e;iet@Jalkydhese
hyd q.)&ﬁegts é@éi&% sirt.i’ Hsﬁgaf: n%ﬁ$%oo%%%ggb99ace at the
definitions and ‘herei nar er, - ha I's generic t

f | ucrigle @hpéeoth¢wkﬂﬁ§rawélﬂoﬁ@rm -aC dglskylibdéf fmes

str airght 1and; bi ammeccﬂl m@mc§@£w 6itseqnms%@9§f@&mereby by
radlcals having from1l to 4 carbon atoms such as, fo
examftErereehythe stunfeceprapyPe Brher Toﬁé?h?@éfhyl

2- rre:tdmxglh@h@pyf by2 agagilylmt;hw @ﬁbrylla%& vnlaelhgkg CompOSltlon

I's meant to 5 and the hi
horGGEEE ERer BorHa g SEUCar ih Tt SR8 SOHER adh HFg o
examﬁleuhexmhteﬂ;éRQMaretbyﬂpu®yéflﬁ%-nébhybgempyé and
t he I|k enyl fi strai ght and branched
chapOl 5?%% 6%k¥§%¥g§?8p%g§§alnlng one doubl e bond
and haV|ng fron12 to 4 carbon atons such as, for
exanpl e vinyl, 2-propenyl, 3-butenyl, 2-buteny| and
the |like; - C2-6al kynyl defines straight and branched
chai n hydrocarbon radi cals containing one triple bond
and having from2 to 6 carbon atons such as, for
exanpl e, ethynyl, 2-propynyl, 3-butynyl, 2-butynyl,
2-pentynyl, 3-pentynyl, 3-nmethyl-2-butynyl, 3-hexynyl
and the like; - C3-6cycloalkyl is generic to
cycl opropyl, cyclobutyl cyclopentyl and cyclohexyl -

o . L e o - T Y, |
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l, 8, 10,12, 16, 22, 25, 31- oct aazapent acycl o[ 23. 2. 2. 1~3, 7~.
| ~9, 13~.1~14, 18~] dotri aconta- 3,5,7(32), 9,
wo 28030@py5 14, 16, 18( 30) - nonaen- 23- one; PCT/EP2006/064333
3,5,7,14, 17, 23, 27- hept aazat etracycl o[ 19. 3. 1. 1~2, 6~. | ~8
, 12~] hept acosa- 1(25), 2,4,6(27),8, 10,12(26), 2
1, 23-nonaen- 16-one, 15-(hydroxymethyl)-, (15S)-;
3,5,7,14, 18, 21, 26- hept aazatetracycl o[ 18. 3. 1. 1~2, 6~. | ~8
, 12~] hexaepsap) 11(52@r6264a6i126@e18ﬁormed byI removing the base
10 12(25 0 14- net -
3. 5.5 gyt BHS AL w2 £ 80 Partih dPratsming shep ol
, 129nheptaepsél) L(LPerZodmbf 27,8, th@, t2©26)péhnt of the
23-nan 4 d
5. 370 hoptaaratct racyera B Bheepdy 2 et o) aso
12 ]m@a@gg*gL@ns wherein step (a) is performed by
i?l) ncér%u@é%?%%s s A 19%@%823&33312&1@%%6%11kuch§3 for
3, 5€?a®E1f7 ??CQ#*ﬁbﬁpéafB?eF¥%%¥%1éFTéagela@Q@?6~ | ~8
, 12~] hephacesarqlfi2h) wa.x§ 842018, b, b2(26heved from the

1 23-nonaen- 16-one, 1 dr oxymet

R o P S L SR o
acceebabueaadﬂMé|@MksaktShandai@emﬁkﬁneochenpﬁe&égm The
actlv for reof. ln_a eve further e t

Fhe et T L Aol R0, £XFThd At eaPel .
trlfsumiﬁ@acevle ﬁ&nij§amﬁseeial due to gravity to a lower

a@é' o% Pnd Jos B, 23, 483 BRPI2azal el %bﬁsb&h ZPrén dnl
~2 12~Joctacosal ( 26),2(28),3,5,8

27
|, zyegéeﬁonééﬁeqr@tdﬁi@ly the’ temperature o% %e surface can
14- 1t hmbraa§ea dA, hbnging3c RS- @@dlqa@aheb&aﬁyﬁép[g%e%wm
1 1~2,6~.1~8, 12~ octacosal( 26% éZ?ﬁ
zzqhz%hnBﬁﬁEﬁ 4l6: otietates, 1p 1206 mzﬁla%b ¢ %ame as
1 oaﬂaﬁzapemh@emﬁhahzaf 3n2eﬁapéké%1ng1m%dlﬁﬁ ~is hrsed. The
#a]tdotf“ 85 enrtlsa%mg3 tP%n b%s :Qf JEO 1 1é16g§eo)ﬂhe
nonaen- one,;
14 Yer2er22p24- @tﬁa&zaMeﬁaaeyc$wkxx9a3an heP¢ Bharl-Be
12 ] cQs ). 9, |
\J'e%%te%o%agllﬁér onegf(fgg%eﬁt %@%g@gClé)% can ke achieved
14 Wezglmoaep*f%fa%h etr 86y EPHPLIND. Fep. 1a)2uping ;a g, 1
2 ]%@99%@1’1@;%@0@11’%( 2801 3mSR 28)othel vessel is
21, 23- nonaen- 16-one; 1,8, 10, 12, 22, 25, 31- hept aaza
renﬁﬁ%ﬁ@F@E?@ 9tep 103, TQQFegnl%%“iﬂf@lP@~F88??n%%%ﬁFhfor
3,5 eﬁa@)legdes&rﬂl&(cﬁlh 14-46518(8D),- nenaenpdBt Dfsion is
17-flu % .
3, 5h7erf Yl%“%%r%@z“h &5t RXZAPEETES o[ 19. 3. 1. 1~2, 6~. | ~8,
12 ~] heptraeosaxy (@52 4, 66 2FYt, BinetD,ih2E26p, 2c) may be

n 4- I
%?%%43%7 Zégﬁexaafétgg%géyc%(%%3¥%% Lfeﬁeﬁab%yéf?fZSo
]hepﬁ%ﬂc@@aa 111(@5)012104?96(/2?§1r81SquI]J@(aZGPDZiteP or a
, 23-NQnaens bk ge@ein22tkbugEornd % rr&tel?s)él wh§®1§ repares
14 17, 27- hexaazat etracycl o[ 19.3
2~ ]He6%§é6§a01ﬁ(@%¥12> t@FZFﬁe%aﬁlgm??Fﬁé) QEOVlded of
, 23-dwenaensudB-®onese sk0+ehbor 9 22sd1denepsl5an example of a

hyd ) - 15S) - . .
( LIRS é%g%s%éﬁﬁeégzgﬁ?%wvoﬁ 558154985 65 2 g
121hhem@acmsefeﬂ(25k;%a4e6¢2F)féhd , b2€B6)e@1from a

, 23-

2500080 1 o0eLe, 851004208 BBShka gy
rlaebﬁpal BeEOW(s 2),9,1 1,1 3(31), 14,1
6, 18( 30) - nonaen- 23- one;
3,5,7,14, 17, 23, 27- hept aazat etracycl o[ 19. 3. 1. 1~2, 6~. | ~8
, 12~] hept acosal (
25),2,4,6(27),8,10,12(26), 21, 23- nonaen- 16- one,
15- (hydroxynet hyl )-, (15S)-; or
l, 8,10, 12,17, 22, 26, 32- oct aazapent acycl o[ 24. 2. 2. 1~3, 7~.
| ~9, 13~.1~14, 18~]tritriaconta- 3(33),4,6,9(32),
10 12 14(3 1) 15 17 nonaen- 23 one. Clher spe0|m

s o o o N o r o 7 1\
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conmpounds of fornula (1), the present invention
further provides; a) the internedi ates of fornul a

W@ X)00My99rhe phar maceuti cal ly acceptabl e addi t i BOT/ERL0D&064333

and the stereochemcally isonmeric fornms thereof,
wherein n represents an integer froml to 4; Rl
represents hydrogen, cyano, hafo;, hydroxy,

C - 6al koxy-, G -6al kyl-, nono- or di(Ci

- 43: kyl R@ﬂbﬁ@n@&jﬂ@n)éhalln@ﬂ@ntﬂfleﬁﬂ (o@'bhaze 1ncurr1n€
-4a nos o subst i ute W t

ol GO ERTE o o BT Ry A R el b L1 St
or vm:erlellpmem hd = duie sowombdl ebs ubist istnaént sosedeodred also
from X e dr gge 0,
nal o bR A Kot By SRa i o T R )
substereuBsdon tihe mtemtv\hérleob@s@etﬂ e WO oy ngre high
residues sekgeted ﬁﬂe‘f‘@r@%%oﬁc%m%%ﬂls EQI?’c@chd is
R14 each i ndependently represent hydrogen, G . 6alkyl

G - &%k yPBx e at bohyd ladﬁrknwbh?lﬁl%l%rpaﬁoﬁ@ of Capturlng

i nt enedicatesa of drdadias( Xhzahei@idr i0ensl c 58I &s of
the foll ow ng restrictions a pI%/l; }? nre res(gnts
Rl

i) RETFEPredets® HPdr69Enca S efaPYi ¢ Jgiting the
hydrogerser €hl ot qirddarksRihe et es ernitls feefial &yl

substltute h .one or ere OSSIb|e two o

;o e A s R B A ey R I oy ing

and rRl4ceaeh vindeperdenbeygnr eqppasarad Ify@mogba base oil in
G - @;@J l&é&’llgr %&l@’loqf)(XQQr BQQé’ess oa[ccordlng the invention.
G - eal kyl oxycarbonyl G *al kyl - the intérnedi ates of

f or mul aTPXI Pede PHariP&eedti E%‘PCP C&"cc,télﬁt appecaridit ithe

sal tiycapdit hevsteraoghenrceably i 8oy Ikenfegéﬂﬁctxhﬂ&gl,ty at
wherein n represents an integer from1l to 4;

r epriédentsCandy s et Perod 15t b #d Zlorrgp%%gﬁ]f%bw gireater
C, RihaandsP2seactnhd nﬁependenfd;eyd refresent yhyds oxysloud

gal g)’éﬂ k%ﬁégé%g?r 2ny n l’O b% or%glgebopnryeferably greater than

al kyltox¥e aifbenmu@ﬁ‘calnky is; pb@fele?mlezs @maslé)f - Badkyt 1 0or°C

G - 6al Kyl - :
G - %%:dk}{ﬁor%:%pefééaﬂlﬁp %‘2‘{22% Jgpen Tg f?%%rneaealso
hydr@@@ﬁlséy&fﬂej refi<o Olﬁydwbﬁyelrotk&ldl@éwed heavy and

G - Galrkybze AREO-c0r idi ﬁ@oj_é@é&yﬁﬁ&\r{nt%% P%@Q&W ls5 the
nmono- or Ci _6al koxy- substituted o or

r eprESERES EF - BaF I "Subst F%t]%%e%rtth l&ﬁ@“BFOW e

possge@aeatmen%f nogwe: rS WS L i hyerdrio S eloect edahp e’ of such

hydr oxy or _hal o; R20 d 1 each independent |

PR P et SALLTA! Ry T et Se T HERLe e Rag igeaLned

Opt |hynajlekyseu@s¢1rtg1tte@ wieshdue of a vacuum dlStlllathI’l,
58l kvl aninocarbanyls, Oy AAYLOXKS | dalid Qs

pheny optl onally subst ‘tuted w th one 0

possishlteriwpl oy HHriesghstpt sehtensalgcesgdippromd solvent

hydr&g%@talﬂygigxcyewa@@n@o s@épﬂe&%p fBPI8SENt So@ain some
het erocycl e sel ected from pyrrolidinyl, or piperidinyl

wherr8i%s - saPHL Het 21 SToptPoRat P s ubyiEertdPadvwi-tth remove
C3- &%éclhealekyfobwﬂr ®-hCh mﬂ@éﬂrek]yblloﬁe@mfé‘ﬂ)ﬂﬁlfw Gtock

represents a, heteroc el ec
(1 OBy VBT B FG 1S GRLrBTBr F ol hy ool G 001 o bk egater
I s aptanonal kytsubstituted wth G *al kyl,

C3. 6¢cycl,0al k yl

polyhydygxy %féfggﬁﬂ ¥hgl€?§§'#%%fé%enparaﬁf%%?%é§€ﬁe
seleeﬂedTheOﬁ@¢Mﬁqﬂﬁﬁ|qqptenpy®fcﬂhqhn@maffpnpe@eequﬂ feed
or piperidinyl wherein said Het22 is optionally
substituted with G "al kyl, C3.6cycl oal kyl, hydroxy-C
-4al | kyl -, or polyhydroxy-C -4al kyl-. In another
enbodi nent the present invention provides the
internmedi ates of fornmula (XI) wherein one or nore of
the following restrictions apply; n represents 1; m
represents 1; Z represents N or C, in particular N, Pi
and P2 each |ndependently represent hydroxy, O -

~ N ' | B N 7N
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internediate 14 (17% MP. 183.5-184.5 C). c¢)
Preparation of internmediate 15 To a stirred solution

wotoo7owrsredi ate 14 (0.000125 nol) in DVF (5 nPQT/HMRR06/064333

added DI PEA (6 equiv). Then, nethanesul fonyl chloride
(1.2 equiv.) was added. After 5-15 m nutes,
7V-net hyl gl ycine 1,1 -di net hyl &thyl ester
hydrochl ori de (3 equiv) was added and the resulting
sol utd @ﬂeW@SaEI%& réreshtevetAbghtd 7 akt H0C. m-da_h@npréﬂﬁfa(bly
m xture _was, coo tQ roomtenperatur MP-
e Pr e BRdod ] g SRAKPROEvarHGRT ERePER S
fil terwedeof thamds Waghred Thiet i OMs (4 X nBleml df Nextgarntafein
m xt | t ' ' r e t
15 (2T EONRIGRR, ol B AT 9P ot A Races
pur isfiadageiropan d%O(Pr eparation of internediate 16
| nt er redj,at gy 1. ;gg%a@@m@oy@@ y@s rdieasabyedyithe apove
TFA/ CH2C 12/ TI and shaken for 1 hour
at Mo@értkéitlsttmﬁ ﬁrﬁéﬁﬁnmﬂ%s%\f)alﬂorfﬁﬁ@dasy?@%ﬁﬂ?@i by
crude,)i nth e&@@?é@.{lﬁlgl@aﬁfﬂ)-gfﬂ\ B&hdx1ides @ehdl Hydliﬁd%esr{ eaaty an
ste t hou urther purification). a a
P oRaTEEOhor TSI SRb AT Sp il gnegs tonstracure
2- chdror @réséﬁf@ ht ® ri-epapyr bdsayd Harlt, i3, 18yt peazffieni(d. 01
rml ) %r%%c% - di et h%l et hyl ester

-am nopﬁenyﬁ et dl ] carbamic acid (0.01 nol) in
t r [ c(thor onmethaeeEr (R0 tﬂﬁb) raastStiira edxat opboemally after
ten%&%%'ﬂﬁ?ng% Fi%r(o%r%%k%&)hy@f‘o as%@r%‘}lgggl&h step, to a
resul tant reaction mxture was stirred overnight at 60
0C. FMOUPERCLDD MIJuGidy &dgeamand @ﬁhé“efaélécpﬁoﬁamwii}rce

was hiakti 86/ { Obmed: QLS 288 room tenperature. The
preC|p|tate was filtered off, washed with hexane, then

dri edi(Vactim e DEY, "GPP d‘i’%gd%t&élﬁté%o%dlhﬂtﬁllatlon
144. bbtké%s%@cﬁon nisermedhatey Idasd)oiPr.epar ati on of

i nt er nedi_a m xt.ure_of er nedi te 17 0095
oLy N R R A et Ry o SRR 8 e

di Cfﬂr@f@@b§i§7%@®t@ﬂa&h@gpbbnﬁét@ﬂ$ |xdisueh( Oy R048 s gas is
nol ), copper (1) iodide 00048 nol) and

tri pﬂ@éﬁfvler}hés%h@fﬁé LG O@IQQGWM iretoREn( 100 ad awds This
sti rfied 2t LN e MMRIALYr %asml&?&dW%rbHQ?b@ﬂlrﬁcj‘f&au%h
the m xture for 10 m nutes. 2-Propyn-l-ol (O.

(
nol )CarkSnaabedt el thee @éé@?%%nc%]xt &leél%éls‘t”rjr r%fda?t and
60 QGturilr ggen at rmesphesehrforqg2d owssquadetaMNbneous
ol VT R P e R CARACT ey faeeares by T°
r edicssellyedci or GH?rGIc&taI&elsopmum was dpui bfij edhtoverermal
sili e r The
desi T aa ot SaEl Tt o Hors T oeted At 7
sol ventvegasvevaporated ormhedr esi eued was 1dngsef vedid n
CH3CN pRdkept at O C overnight, resulting in
preci pitation of brown crystals. The precipitate was
filteredhsf ]fly%?fbced%qoé]dsy%éﬁ%i%%gcazaélsé S(B205tm PLi) are
155.18r0wh58n06)e Ofrd nlrer Bedi at€alB; rclPreparatdOrridfcher—
i nt er nedi %te 19 | nt er nedi te 18_( 0. 00025 ) was
di sSGIVEG™ idBME (1o rCr’la)ta bFB‘EAf% 615 gﬁ% Rets” <S8
add&cteqwbhhapesmhﬁmmel ehl oné dea(L30Q3ATSymat{ ivwas

adde stir t V. ,

- di rretrr}g13 ﬁﬁy 4 Hﬁ tga% hf %o%%%‘%iﬁeﬁ@%%ﬁger 3dlc fable
added @riémeh‘es F el%\mulmmlmrxt:@t@lmais:@thyr petivermetdls
hourss, i3l,a@5En: Aliefln el XEdp 2 e £aaked1 L 0cs00M8 15 5
tenperature and MP-NCO (6 equiv) was added. Upon

shaki ng overnight, the resin was filtered off and
washed with DM (4 x 5 m). Upon evaporation of the

sol vent crude internediate 19 (LCMS: 93% P) was

obt ai ned (used in next reaction step w thout further
puri fi cation) d) Preparation of internmediate 20 A

m xture of internediate 19 (0.00025 nol) in DWF (Q.s.)
was hydrogenat ed for 4 hours at roomtenperature

o ' ~ o ' | s o
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structure) of internediate 53. b) Preparation of
internmedi ate 54 Internediate 53 (0.005 nol),

wQ2romenyl - 1, 1-di met hyl et hyl ester carbam ¢ BCI/EP2006/064333

(0.006 nol), diethylamne (0.075 nol),

di chl orobi s(tri phenyl phosphi ne) pal | adi um (0. 00025

nmol ), copper(l) iodide (0.0002% nol) and

tri phenyl phosphi ne (0.001 nol) were dissolved in DV

(50 gﬁe)fea@dd NBaﬁ!@]Sytﬁtdﬁbhgdabﬂl‘tré'lend'teﬁchinoﬂlmvX&ﬂrtﬁld Qleavy

5 m_nut The r on m rred for_16
b ounrs e e T At et i BBl Fe6ht s
addedittzd vyt heat Bactdornveningt et ei ano dfhe addlyvenppavatsed on a

eva d e u p d

chr rt%glgrga yf%]{/effhgel %gﬁs {’J&%J]leﬁfent%x/ Eﬁa%?%‘?%e%ﬁ%”m

from¥00L0the 9OIt®Lle Tﬁérpcb@mtmdtradcpmdesm gsilicates

col lgct-edrand: 1hes solorent wasyevapaiat ede  The ¢ esidye

was recrystallized from DI PE, yielding 1.8034 g (68%

M p.examp ?SZO@GW%feJFG‘?dSPGE?U%fCﬁ?ﬁl&rﬁeépéﬁed%@.l]d)car

Prepanatinan efcdmter @Qic@h$a55cé\:fg thlé!ﬂl@;lgf and mlxtures

i nternedi ate 54%10 028 .mol) in THF 34

hy drdGeRat ed® Wt ey INLERel J(%%ft% ﬁt“ t E%?ﬁ‘“i‘tu es)

as a catrabysmounﬁtf teer c2@ahout saland amtlarieemefal—ﬂor( Zhe

equi v; 140 m) talyst,was filt dof

fil tFAre~S %%I?/re er\/?/ga’;lye\%p%?at ‘ed.?The rg(s)md%e hgoo phw

recroest d00i ped $F orarDIiPE, mytef thhg Mor31etefe( 88y Mar. 10
145, 500Gok0 J48A NG of okl griediale, 55 o)
Preparation of intermediate 56 Intermediate 55 (0.002

mol ) wasfdfissbrsdd Ghe gafpkY i é“fézf atEA/ CPREF19¢ WIS O

(492 me21 81 dr and -8t bkh8Hsf 95 eondreuES 8LifHOM metal
tenperature. The sol vent was evaporated and

co- &Vdp6r BE 8HCE T MY Wt REERB %8 §rAGPELEMS (TT1B
94%1ver,ugde HsedvBES ughel neﬁemlcf emiMeOEbeEE@r)lerﬁﬁs, or the
i nt er nedi.ate 56 nIEA sal t C2HE3 | e

8 a)  Pr epgregt‘ia%%afafn% iy e?lren%dlgtg Hni O%faefrne}éi %‘?‘

4- @r@r@}@ezipwlml@m bexybntiaui doaeilmw esaedllérﬁ), 09Q rium,
ol )lanr%hlgﬁgﬁl d]io JH) t%g‘t ﬂ:ulnr r?ﬂfcd}ﬁ%mhggng%?oscho ium,
mol ) was stifre For one hour’ at room t énperature an

t he Yrsxtiure Beeaderhorbgendous. 2P NaON20G S35 AoT9r vas
added ian@ither seacddon P%%Eyﬁﬁaﬂ\ﬂﬁ ?@f%ﬁf%gdfﬁétél houise

at roomtenperature. Nore equi v)

HZNI-F(f,IQmPGe?B E%l‘i})e éléiaﬁe‘ds%otq Iﬁ’éepééﬁt%‘ﬁ waxes for
m Xtusee iwashst pr&ethtoversnghén aird oRMcenpee abtd ez irded ium
m xture was fjltered. o the filtrate, nor

(0 o8iGmar Syt Lt Bl e R R R T Pe SRCeSr T

for Gowpyr STandot e TTesdl thagPeriesiig tTabéewaBhagaim and

filt g e S -
chr oG%urgt gg?g% qu-(g}%ler Irlseltt ?tgaa}é\g p%ltlr ucfedr%%(}l%—@%%%mmth
30/ Platthempeoduetl faddcti bAsNwe? owldlast sde ber ¢cthe The

sol Va%!%hn\é’aéf Mratp%@se){tem'ﬁ}ge %a&a@ﬁ;stnwrﬁdda%l% in
57 (49% aration of internedi ate 58

I nt éﬂ?eaeaae @? rod4 Ofofy WRS Rspérdésrphlorpd o 40,
(ﬁ?%dﬂe) pré¥Yet&hlprionet hyl epg) péé meioh)olbwrrst hafadi dH .Uhe
C ori the reaction

e g L e et I L e R

r eamtam@annfsxt UrIeeviasn, vvaslnednmmm haraj sﬂtaumamed agueous

I utio en.extr
separ at eg o%ég%%l%t r%arh éﬁg dr a(]1V§L &gf?f%}%teg’ i
and aresesol veay le@v@moatleed R etﬂda mprrdeq2mgt¢9694 of any
internmedi ate 58. c) Preparation of internediate 59
Intermediate 58 (0.021 nol) dis in a mxture of
1, 4-dioxane (90 mM) and CH2C 2 (10 nl).
[ 2- (3- Ami nophenoxy)ethyl]- 1,1 -dinethyl ethyl ester
carbam c acid (0.024 nol) was added. DI PEA (0.042 nol)
was added and the reaction mxture was stirred
overni ght at roomtenperature. The solvent was
evaporat ed The reS| due was d| ssol ved |n CH2CI 2 The

o o o . S
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Internmediate 90 (0.00025 nol; crude residue) was taken
up in a mxture of TFA/TIS/CH2C 12 (5 m; 49/49/2).

wab@7/0emeii on m xture was stirred overni ght atPCDBR2006/064333

tenperature. The sol vent was evaporated, yielding
crude internmediate 9 1 (TFA salt, used in next
reaction step w thout further 19urification).Exanple
A26 a) Preparation of intermediate 92
5- Brﬁﬂg-agiﬁytf@iﬂﬁ?ﬁtr,%@;uichr bk eirﬁ}Qf-(&ﬁ%HignnDkﬁle&@ﬁdg and
suspended.in 3 .. Na was
addéd aHa P he %‘%(_éﬁrdeep\%été??r?%dﬂf %ﬁzh% % room
tem@ejpabpreatandtltdwe)rmm)otereoﬂnetdmre:almaegemebmal the
H2N- ) e e.re
Cltglgg%gmgg?%?§r @4 tg}@ﬁ%a? 90%%@%%%{& é:t ?%héﬁ{gtlon The
terrp?érf@lcur ef(alf¢ ec?almelahegrl tm@@n@tt asi 6n semetedrystal
The Ja%%%' U BOaPE GGl %%‘A@%ﬁﬂéé é}%@l@flt)n ﬁ'ﬂ\@&lﬂ%jcs and
with diethyl ether (3 x 5 , i ed el
0. 5% §°o088Y% Wﬁf%réms@{nidd)m%g?r‘%%r%é@l%}f@s9?0 td)elr
Prﬁflﬂis@bb@ﬁv'@fozkm%{/ ”’@x@t@kecgﬁcfﬂétlon, the ﬁesultlng
(chl or onet y ene - t hanam ni um chl ori de .
(6 G TBE T R s R 6 B0 et T S P b o 6 Wit
(0. Oﬁ;&msqb)l bn ﬂﬁ@s}ogﬁhecnhmmmg/\@sst typedafor 83
hours. 200 2.an t ted agueous
NaHCOE *S6F h b aé%esabv(\)él(r%e%ggm%?a%%@ Td R “aQudous ° tor
I aye:rhe\mgeexraemredDﬁMFtth@E@ﬁQOE(étﬂs C)ata‘-l?l?leter@@mmse
| ay%ne\é@ﬁn @glﬁdgs%)cenf Hﬁf&@éjd E‘H}d e‘irtﬁfﬁgloﬂf' el di ng
7.15 ernedi at e . Preparation of
i nt éirrﬁéegét:elgunﬂwa(f@ 4C%Y§tws added to a
suspensirgn @&amteirmhabesg&l (B 2Bl hagnbe 3performed
am nobenzenenet hanol g in CHQ 3 (1000 nmjdz and
sti rFEETs SPn’ée%hﬁr?]atsyééh%l DFPEL666 R and’ DISEAT® -
(200rymikaney e acddethtd=qvithe sbhveddipn eagt bonefixdlgd®.at a
The react| n mxtucr e\/}\f/aa:;:1 cog eglrto r%orpotggpeg@ture
and 18P |rr|ng at” réom tenpera ure over !
weekenrder b2 QrCQnSOl(BOmt)) and mzmlm% aquedusressures
sol (5 r T tage
Tl o ST P L Hen G PR CrB S AT O agua s wanse of
destﬁrlolmatlayo Ihe 17414 ta@ﬁoﬁé§¢ddé0%§r@rf)¢§ﬁﬁwl Zeen flormo
Et OHandrt Bessesil timg cpeechpht @t € V&Qﬁlvfek%wﬁ egd- fdss
yi el di ng 20, 14g (28% of internmediate 94. d)
Pr ef@P&Citen 1 B 191 &rifedi’at BE95R2 Gls BaBbredltprmgre than
anBtSe%tt’hEgleby@rdBa?gb%ﬁg 8%'9&&%@%@5&8 n& 0o 3e
2 pynyl- 1,1 -dinmethyl ethyl ester carbamc
aC| d:a(t@l@ﬁsﬁ amﬁ)thejloemlvystranmneccérmm&nml ¥ he Pal{dRRIt )4

t ri 8%%27 %%3)1%0‘?? gﬁhgzggeslg}tn%g%ﬂerﬁ xl%purto

was it |w|t|°/edaﬂue$magh1meat e¥bnCup Tth]eur @3Ckion Prxtdhbly a

vvasfil redadtheflltrates S .
evapora gd {e]yresn U8 Sas phie £ GCFQD gﬂPuﬁ% used

chr drmtp@g&apw DVEr Fi lkivea U8ler Thsﬁld)raodldﬁtt&ﬁﬁ@ﬁi&ﬁ% is

were col b‘zggeg (?no t he solvent was evapor at ed.
r esidEé ¢F yStal 1PZea o CHSEOR Y PEL gh n‘@ltﬂ Sdiigh

g (58%ssotel nteraedicatey9boke) fPneparcat, i an 08 preferred to
I nt ernedi at.e A.m xture. of int diiate_9

ol Y4 KGR {3509 had® hy et Sociim ed ow e noREmeY LY

Ni clgelef@srredca@ a&aa&ty oAkt eheums”»&eeroinkﬂ%s(:a ﬁeactl’cd}e under

cat al 0 filtrate

O Rt S bt S thie oL RarbRIT SV Echh grr e
(0. CK&&@lueF)oayudcleﬂE@rwtm%adm@ /i EoDIVEhE 160t adr)ednas
stirred until the residue was consumed. Then

[ 51537-21-4] (0.064 nol) was added and the reaction

m xture was stirred overnight at 70 C. The sol vent was
evaporated. The residue was purified by colum

chr omat ogr aphy over silica gel. The product fractions
were collected and the sol vent was evaporated. The
crude was used as such in next reactlon step, y|eId|ng

L o - . - ~ o~ -~ s =
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may be unable to afford a full course, thereby
creating an ideal environnent for mcrobes to adapt

wo atonee9orhan be kill ed. Because of the emergi NnBCT/EP2006/064333

resistance to nultiple antibiotics, physicians are
confronted with infections for which there is no

ef fective therapy. The norbidiltty; nortality, and
financial costs of such infections inpose an

i Ecr@@@f iuﬂgsbﬁﬁ*ﬁﬂﬁ‘g faar 1Eaalct ho C@i]ﬁocﬁy%tteﬂié V@ﬁhﬂWl@!‘ast
Ther e , t IS a_hi e rnewco

ol She: B PEr et ohas el path ity BRebanaety

t r edtement 00P4b nfectn onsecausterdyly esi Seant 8t9& ns. WO
Zoogr%%e}é%§%d‘&l§&lE%Ss%%eI%u}f%ggg&ﬁ q&c&%'c@? OH? stream
derivatives having activift ain Mycobacteria, in

par tdcgwraseagal nls,etaSIWé@ba@fe%@ma tArsgecalbdyi 80 e more
partlclar d of th esubtltuted ui noli ne .

der i/ #IV EE}’QP%,E‘“ECC“ o %ﬁe%I e%%:e 65605 6O§?#??O+ s at
223-1226+ bt sbaspnowbeen bound dhad guiraebpbne 0.55.
derivatives described . in WO 2004/01 1436 al sop show

acti vi t?rﬁg%‘\ ?@ty'otangllsﬁﬁﬁfe?lf%pi%r?aw&éiﬁﬁd%rlfsaed' which
Thengfcare, shhetmtaSentqulaﬂVEﬂie@I’bﬂ glaatgsihe, theraise of

a cq u nuf cture of di ¢ ng for the
treé)tr}pr?%nffabﬁ‘y s%bsec[aer Ilgllfi‘yn%l anchedme aaa?ge

bei rgigabdapoanal oft ff@rfrrmhaS(p@gp@Ere (lISb)a aobalt contalnlng
phariTaceutieablycceantgble acidl of A3sesaddl Lo sald in
t hereof, a stereochemcally 1soneric formthereof,

t autioeriEer ok Wit heresor -6r HOTAEZB3d 49 7-or m t her eof

wher ei nTRL F§s@fyéyﬂﬁ%'scha#9®c@§sl oal kitkp ¢YRNRay be a

hydr oxy, , Het, alkyl | ox al ky Fthlo

al kyala%;% Ewch%lfkw%ﬁcaapﬁg% esw%mﬂlxsﬁ BE¢ A e

;h Ljsrr@@slcnt pgefeegualsple@iill, a Inarcid tubR2at Sfixed bed.

ydr oge ner capt o,

T oy ar o hee i RS oS e5rRyfFariho or

a ramtaalna@ﬂyf@mmdcaamepeanhwdrcscmlﬁg@ S NH

oriV; He d ea

mdeﬁéﬁ gent e}lf:%\réte d${Jlrsg tml%?J ﬁr}j S%%ﬁz eF%f and

R5 t@@éﬁﬁéﬁdawuth rﬁ:|Su)dutﬁ@ltzh@yqiqrctqpr\mr@mﬂh@@/t%ﬁfsestr which
at t ached neypform Qar{ya@'agéhy§§|1§r%m§{j ifr emet Bee 9*&9% of
pyrrolidinyl, 2-pyrrolinyl, %/rrollnyl rroI

im oeé%élaPéI?n§Pr WW&ISlBBnWra Zf%%cdé@éleFHi

2- p)grealtzje@banybulﬁg%lﬁzﬁidybpoﬂyéﬁﬁwyIoattarlygzglahte those
pi per.i pyr.i di nyl, piperazin pyri dazjn

D ¥ ragba b i e B AR S P PR P iy =

t hi ordrphobinydxidptdaamakky sudistdd utredpibtih aikﬂyda—

ol ahhor AT H b ARy g eIy "oaF Ry Ehi Bar

or }Z{eloml@eﬁylor nRetuy elgy dF ogen, OlhaflOGfe Ral éb@k@/l SUltable
hydrQxy, é‘Es kY e A |@6|uﬁ?ﬁYto %é‘%ﬂ&'eocomprlsln
al kyl oxya al kyl t hi oal k Ar-al kyl or di (Ar% al kyl
. OrCTHORG W}éﬁfé?t% reé@leééﬁglml%@lt'aﬁ’éﬁt%@fét%r to
f or p=a 1By aheata raalcglqalcitoaéﬁ@%mldf@m@@%s Cé'nghEﬁH'be r
i nt ual to or ; i's

hydr%&éﬁl%gg qm ° Sethdt PeR®"is hydrogen or al kyl :

i S oxae; tppseRBE mfaeréogeeﬁﬂfna]rys‘t@r ot he s@olical in the

al kyl strai branche t ed

hydr gcarroggﬂv%a%l Tal tﬁegv in a??%?ﬁ%l %% wé%gagggn}g%sgeﬁgc ;
or iigwangyehi @r@dtmraIC@@VhydrmaﬁdjmiyrS&di cahphayd gy
fr o'Bl%ttlguﬁ g@(ﬁp&n ﬁlqgﬁlumoés ' Sh }ﬁ/)écilo'g%n§§£&§ a&ﬁ%onent
hydrocar bon radi cal” having from3 to 6 carbon atons
attached to a straight or branched saturated
hydr ocar bon radi cal having from1l to 6 carbon atons;
wherei n each carbon atom can be optionally substituted
wi t h hydroxy, al kyloxy or oxo; Ak is a straight or
branched saturated hydrocarbon radical having from1l
to 6 carbon atons ; Ar is a honocycle selected from
t he group of phenyl, napht hyI acenapht hyI and

S o o g
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bromo or chloro, in particular bronpo. A fourth
i nteresting enbodi nent relates to a conpound of

wo coomod®7§1a) or (Ib) or any subgroup thereof BSI/EP2006/064333

menti oned herei nbefore as interesting enbodi nent

wherein p is equal to 1 or 2; preferably p is equal to

1; nore preferably p is equal #0o-1 and Rl is other

than hydrogen. A fifth interesting enbodi nent rel ates

t (I?m a G;?@Otﬂﬁdh o@réﬁﬂmldahgzhﬁa)?@fﬁve(ﬂsb)onorcaaayyeubgjnqup ses

t her eof .as nen erei nbefore as interest

b GRS AL WY ar i TLE e DRECT ] Shd s SFa RIS o11ica-

substlivmient ( ASAD|GHHﬂiarn mbelpl&nuﬁﬁm.@ndVoi pfllideium is

qui I r abl os4 t I Xt

e R A S L

f or melighCl alpooe %uiﬁahjw anynsUbyrioup @ﬁebeoﬁeaght

nen&kﬁeeqabeaeayhﬁ&gk%taénan5§£&§&hneoegﬁowéﬂ@w% of

wherein R2 is hydrogen, alkyloxy, alkylt

al kylag¥y-8F kyF x4yt DHRGIE 6 HP%&W%Vﬂ¥eﬁ?ﬁéo of platinum to

pr ef}ﬁrlaﬁ%ﬂumsi(?ciﬁmméﬁre@gﬁﬁ e@érké/rﬁﬂ)xlﬁia@r vakkyhthhOi wide
pr.ef er Y, i.s al or a

or efaratPy., bR ST ANG! Gy LT W A SR al W1 Gy 10

nor endri pantabuwarJnekhﬁloxyam¢&6£Vﬁhmnltabeee&mwngn@tal

enbodl t.r s tao _a caonpound of farnula Ia

(Ib) %Egny g%%ﬁ Sﬁﬂfﬁegggfl%%t%en gheghﬂe%elﬁ%efore

as Wﬁrérééﬁpﬁ@4enﬁbdﬁﬁéﬁﬁ8@ﬁé?ewﬁﬂR3‘ﬁ@lAﬁblepmﬂdwamE¢al—

subsiidelt edeut f o d, 0,2 é%‘bﬁiééﬂﬁm ®n %aE%éPP&éd tUeR na

preferably being a hal o, g

hald@ﬁ%ypéxya6$ %ﬂ%@ﬂoseﬁoﬁé 9r%féﬁ%ﬁ¥@o§8?8 and

subsig-tauenpobed ng a hal o, hal oal kyl or al kyl oxy; even

nor e preferablg sai d substituent being a halo or

al kyl oxy; SAESEY prigteePab Py 53Dt STSStACCHERT S bR rigf g LY Sts

halQmeptﬁbeéab¢mprﬂ%1dgnathEeQ@ﬁIdﬂdIGM@u@fVE@ hétal,

napht hen Q aII tltuted with 1 ar

halé)atonsgl?n d%?tf%ﬁlar %ﬁ s Rpfeat teas che

preﬁemabbyleR3r©@prVﬂﬂﬂ:mytabr mﬂ&ﬁgﬂablﬂosuchEfendkai
napht 0 er

B e T

(| bnegelanyr s seisbisggr eGoauppe s t hidlerieesoPf aa%%mblnatlon

mreenttibiroonneesid, Q@%r%@téﬂni?%ﬁﬁ&%b@yspkgé@ﬁ@%hi%&
enbodi ment wherein i s in particular

benfﬁFﬂm§]8F0§%9®|l*¢h3é|gHYhW?H¥€he§PFﬁgSehﬁﬁﬂhﬁéﬁpm >
rel alesokoba worpoyndotullotsal @ (d1anear éh@)b@sﬁec&ﬂ;}h

subgr oup t hereof i oned herei nbefore

e e HTERD G (ARG ofiE PP S SRo EERgR VLT metal
I ndépendentbyy apeederdr dgean ahdydt arf Bepmyl; to 25 Swt,

pref dr o r, al k ti.cul

or é?%g?Eéngn%f%§gfgfg?éb¥gl%f #%?-%S %%gﬁe%?é%g?ggﬁed
met oyl toAahi metolithtar esrirAgr enbdtidnevonverates ¢aragyst of
commoynd 9 f @F Ml & dd @abe@r sbhi) QIr@RY18UBYr QYR aple is a
thereof a s nmentioned herei nbefore a s |nterestﬁﬂ$
enbSHTFEHE EWRETRT 1 1RY 8AGKRL 52RO det st can U Phief g

t he Nul@ iwbhchiides .are attached forma radical

selected fro the f rrolidinyl

2 pyrrofi RGPS G5y REOPIAGF, “BYVE IR o9 HPadzbF | BT,
pyr&zﬂbhddeylfoﬁhldﬂm@&l@bsnylmoﬁ%qﬁﬁﬂ&Z@kbny|VIII metal,

| m dazol yl roRyr&&eﬁ' ihr Lag uP(étl A Pﬂel%d' néélrou TB metal,
pyridi‘nyl ;" pi perazi nyl pyri a2|ny pyri m y?
pyr&zwnylCOPP@@@l&HHporﬁedphol@Myacxﬂmﬁ ﬁwpenntph%h@nyl

optionally substituted with al kyl, halo, hal oal kyl,
hydr oxy, al kyl oxy, am no, nono- or dial kyl am no,

al kyl t hi o, al kyl oxyal kyl, al kyl t hi oal kyl or
pyrimdinyl; preferably R4 and R 5 together and
including the Nto which they are attached forma
radi cal selected fromthe group of pyrrolidinyl,

i m dazol i di nyl, pyrazolidinyl, piperidinyl,
piperazinyl nDrphollnyI and thlonDrphollnyI

L T Y 1 - o
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Therefore, the present invention also relates to a
conbi nation of (a) a conpound of formula (la) or (Ib),

war@70o7Hne or nore ot her anti bacterial agentBCT/EP2006/064333

provi ded that the one or nore other antibacteria
agents are other than antinmycobacterial agents. The
present invention also relates3to a conbination of (a)
a compound of forrmula (la) or (Ib), and (b) one or

nor e 0thektants bach erdaak ageat sn prrvirdedet bat the one
or nore otheéfantlbacterlal agents are other than

ant iAAPCEBACTEf I RIGERESP LT of - e A -8 OnBdi eRneds A

pharymeeut heal b E MRS LieBr EOIPK | ¥ a@bulk density of
pharnaceutlcall%é$ ceptable carrier and, as actiyve

i ngriéivént AfeutPealfye BY fle cHIPE LAmbant T SFe {1y an

a compaepndusf sfraadaavliap ohefd he andmiby ofnepwFsent in
nor e oth t] bact.er. al n QOV|de t
or more g?h%? %n |6§% Pgﬁgaééﬁf Fﬁ%g£¥h2§K)W%
antmnyeopaefer§bdya@bﬁmsths al so dﬂnpsmsgdrbymamexxmaln
Prese i BYeation o the phesgnicdnventd gnalso £ ates

e use of a co nation or pharnaceutlcaf
co iingn asl vedi rredvrbovVe Toral mxidesat ArAt vafias

bactgijeal oknfestd omalhe spresent PQﬁkﬁ%%%%&#Cgiumlna
conposi tion may have varlous pharnaceutlca forns

adm ni stP&t PoRPPLATHESes T ﬂ@oﬁ%%Fﬁbﬁﬁéﬂéacéﬁﬁ%%?%lons
]E hernadmygpb@rﬁ tmlsdaidenca@p@sm%@m& wsuahby En@wﬁed
or em cal ly adm pisterin r p

phar ﬁr.%aW cotoditoRs 6?Nth| %9$&Qﬁt%%ﬁg{%ﬁFs’
eff@@tau@saanuwthﬂ&anhe padt i eablard campeundsReinhold
opti Ly [ L al as J:he ti
harantastihd iksnRoRs et PR e BFe Kidn o
phar macébei eat ¢y Hcdeprabberedryy ero- lmrfehn@mmq grheamay

tak%m%a%kdgrgﬂrééﬁd&fﬂhsf85@5 9§§Qﬂﬂkﬁgt0nd£9§h£(5ﬂ“ of
preparation desired for adm nistration. These

pharif¥cedPfi cal THhpesitindRe af e desitr 2a80e5Ph Uni t81sy

dos age ot/ 8 Uhd &l e,s bﬂe@@ﬁt'ﬁrﬂ'aﬁh{ounft@r of about 15 wt% or
t eral ectlon For

admni stration orally by p

exarmie; PREDTERANT g 1h¥CEonBob! 1 iWs CFRVEr &F Hshne
formwuanyyotrékmnmsmauepbarna@@mﬁugab edi a: rayo beout
enpl.oyed _such as Qr, ex I I ¢ l's, oils,

al co éﬁs aﬁao ?queiéj¥% eg%% \E?Hb%§¥ |qU|d
preparaﬂlOMBl@@brpaﬂﬁhyagpeﬁ3$hwwn howps, elixirs,
ermul si ons and solutions; or solid carriers such as
starches, sugars, kaolin, diluents, l|ubricants,

bi ndérstdi si ntegrating agerts-and the like in the
casexpfw@@mders pills, capsu-es3sgnd tablets. Because
of their ease in adm ni stration, tablets and capsul es
repf&@@ﬁt StHe Host advantéﬁ%dﬁ% oral unit dosage forns
in which ¢asgysPl iftephar meceufy cal carriers are
obV|oust enpl oyed. For parenteral conpositions, the
car rdefeavkel hraigual 1y conprggﬁagsgemﬂy@mmater at | east
in Iar%§ part, {hough ot he % %redlents for exanpl e,
to &G sSPLBREi 59 may be déd m%ﬁ?%ctable

sol wulensenk oty exanpl e, nayfheopﬁep@Vﬁd in which the
carrier conprises saline solution, glucose solution or
a mxture of saline and glucose solution. |Injectable
suspensifoashy@yo @rs@risé opr epad edidns wpipéhedase such a
apprh% o@gfgc#iﬁ(?‘hﬂ/d‘i%rlrs'oﬁ5§ls§ BEQ:e%g a‘?gegﬁ @%otmﬁleto
li . Al'so Inc ude are solid form
preﬁ%ﬁéWPéﬁ@lﬁh}%Hnéﬁ@lﬁﬁﬁ@ﬁﬁ%ﬂt¥ﬁlH@Gééﬁvéﬂﬁeth¢able
shortly before use, to liquid form preparations.
Dependi ng on the node of admi nistration, the
pharmaceutical conposition will preferably conprise
from0.05 to 99 % by weight, nore preferably fromO0.1
to 70 % by wei ght of the active ingredients, and, from
1 to 99.95 % by weight, nore preferably from30 to
99.9 meight 96of a pharnaceutlcally acceptable

T o T |
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internmediate 26. Yield: 18 %of internediate 27 (oil).
Exanple Al O a. Preparation of internediate 28Formc

w@eiod/o¢®155 m, 0.834 nol) was added dropw se PCI/PREB06/064333

(100 m) under stirring and cooling with ice-cold
water. Triethylamne (50.8 m, 0.361 nol) was added in
the same way followed by Meldrhddnts acid (40 g, 0.278
nol ). After dissolution cum nal dehyde (0.278 nol) was
addegbndileons xt tiieh Wasvheat edp sttt ih BREmberaldr fOUNS the

t hen cool e d poyred Qut_into L of o

| Cotcirg Gat SFUE W dsbore TIPS CONRent rhed S 2
HCl hwailsogddedattildl pHebsRreThe precigpceabé fasm 10 to
filtared off y@gp n |

99% of i%raft er ne gﬂf\g tc% \Q@r) g%alsa% g’lelgﬁl‘c i ur%(édépgdtcee
29 Velocigsr RSV dilimitdaz shes¢ 60B fgrorrOOOMtqulQ Kgelst /1,

added pRLLLOPW S£ &9 5akgﬂ/¥t/Hr e d nLgr pediat g tzf?é range
(0.027 nol) in cooled in a ice bath at

5C. °fhérRi'xtfif et%a% OsotO| N#éaga PieRfre TP Ly Cco4Adte

N- m%t r@@myﬂet/ia@namlrtemx/dlta@hwmmdre Bre0s04dnd®dn) that
dded and t he susg)ensmﬁ%r s. stirred at

at e P BT 20 HotFs B ThE W7t P "Ra8 pBUTED BUEe®
|rn(mdd3mokN andlf exdilacedwaeh ho CHrd 90 The. orgartics

| aver. Was vashed. wilh SO, 1004, drired aver  ppgnesi um
sul fat €, FIP eredp nd the ol vent was evapor at ed *The

resinggs uwas pucdfdied by cebuﬁdlmmmgpaphye oveerweight
siliga 98k éﬁé UENt5e Qé%guged@@ £ ENE 1B ?sf&é‘ﬂﬂ&ﬁ%th

were collected and t sol vent was evaporated. Yiel

93% %Pt ep fredi safth/ 5239\7@93\7@1 Prieparat eénmefhyl ethyl

i nt eadf%dbataﬁd?»@oi\@r{wl mgﬂe;ss ug sl peinde v ( 230 2ad o
THF, 1m, 0.0 was added slowly at OC under
N2 ﬂzdw o'} %oﬁftﬁl&’?rd@ffnt E??ré?ﬁ%tué”ezés BUBITIHBIHLY
in EHEt@ésdnhﬁ —ﬂ%emn1xhereaMBSSakmkﬁed.atoﬁCtm@rfﬁlter
hours and . h drol yzed at 0OC with NH4C 10% and

ext ract éd" %n?% Et OAc. The organic | ayer was dried over
MySH4, fhetepethnand thetspl vememasdepapoef ated: wexe is
resi usged, W t rth if Yi el d:
390 0 o o e S 30085708 . & Brepar ey on o

i nt rsPB@iratet 3an AUt @r eopblied ernirEdicapek309( 0. 019

ol )hydﬁ}%rléf)ﬁéﬁﬁéeﬁeﬂ%fj%n(izdgng19g %@;d&%'s) may be performed
di met hyl am ne _hydrochl ori de nd

76
hydr'dcRF6FFE 5%?%1WﬁﬁﬁﬁéﬁtFB?eﬁf?%P%?qﬁQf tHeEf€$$Y S§p 1s
m ) owaceceuyr geldj@dteroeftlou)&hfawexzaﬂmh@@fmcbben O retther
d the sol vent vapor at The re |d e

oI e S St B ALt BY it i Rar et S b T

ext radtledowt t ActCHRG Zhafheomlgamluhd ayedlwagisriechte
over, '}{g,éoénd%éiﬁ ed.. % Ehge Q]la%%t]f‘é’%ﬁ %MQF’@ AL
The i due was purlfle y co ronatograp y over
S|I|h%ioqelpeememﬂng'GhENQQFBXl@W/ﬁgepThénpaﬁetm$@ctions

of téM%ob&ﬁeh§0£F!§1M§J§;69£|@&&?Qu@ﬂ%r%@§r§8£Vf%ﬁcﬁ%%%s
evaporated. Yield : %of internmediate 3 1 (10 9.

Exa@ﬁﬁesﬁpa{a%ﬁﬂlﬁ?éﬁhﬁ§€|Sﬁfb$en?nQ9ﬁﬁ§edPQFEO%@FQQ the
sol Lﬂ:elw@&lﬁfg MNe&H To%e( %Qf@b}lwsc@qdﬂdtpeﬁt keemise to a

m xture of .4-f| uorobe aldeh ) and
o SHE O 15 O B TR Rt Yar e eGSR TR o

m Xtaboe °wasThé i ¢ f ek tfior Euhputstaksaﬁﬁ tehpardthere above
m Xt ed 0 intg.ic ter .a C

Wit h etﬁM%§ace% easgrggnléyrgﬂ'ht 28as %%%ﬁ&%%?hat
bri rieanr ped byewelr@sozloff th@ ehwocamomhepsewretntim@is
evaporated. The residue was used w thout further
purification in the next step as an oil. Yield: 34 g

of internediate 32 (100 %9. b. Preparation of interne
diate 33 A m xture of internediate 32 (4 g, 0.0244
nol ), paraforml dehyde (1.1 g, 0.0365 nol), piperidine
hydrochl ori de (0.0244 nol) and hydrochloric acid
concentrated (0.8 m) in EtOH (6 mM) was stirred at
reflux for 24 hours cooled and the sol vent was

o o o, - " 1 1+ o ' 1
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hydrol yzed at -30C with ice water, and extracted with
Et OAc. The organic | ayer was separated, dried over

wOR®BDH09975 | t ered, and t he sol vent was evapor at BAT/EF1066/064333

residue (3.2 g) was purified by colum chromat ography
over O 8 (eluent: CH3OH NH4HCO3: 95/5; Kromasil O 8,
10 mm. Two fractions were collSected and the sol vent

was evaporated. The fractions were crystallized
sepafe@tvgl yrfawmldiﬂassomc@pmthﬁﬂig mditet Ilyahgt bBefaration or

el 045g. of fin oun
(it deeshagianhs %7 mer FRRRCHO et tEroey Hags Famrt do the
sol iadrtandubh2ag aﬁmcfspmaelrlcoap@um:mm (dlzt‘?@latlon or
di t ) [ ti int: 124C whi t
( I%C%B%otiggig{ra |o£1mofI ggn'ggluﬂds 43 a)nda24aCon'lpo$nd
43 (di aIp) sCappouind 4 Fdika ByehBuLisubIEM-£@ hexane
(4. ]cama'lgzgig()@@weﬁplr)g was .added. df@%c%epébceggcéﬂg}ﬂec@le

o a solution of diisopropylamne (O.

0. OGC@@%IS) CPRLaIHEY 12 th P SThermstaaté Lias %Wﬁ*fr ed at
- ZOQaft@ﬂlngcmi&ht%gﬁﬁgztcgﬁﬁlﬁg@%gd Bale pM@esAH?:@lhdﬂ?ﬂi%s

i nt iate 38 (2. n
i TRIIAIC TS Skl < ARAsCOET YO BEe FOELFbOL Hteen
and 3G tnichat ESSu]Pthj llbtaisenoﬁ)i feed has a pour p01nt being
lt;](dl bstcg}élc%gl dleoswcrrI g%n Tt Uéloneggpr?ﬁ ewa|7<21ng
718- C‘bZIa)lyéit_ Whgch Q084 mgp}lleqh ITHRE Y20 (i) wastadded.
The d&ré*r%@s"@%&téédl%@ At o5d 06 d Wp3 QYRS in comhination
hydrol yzed at - Ice water, 'and extracted wth
Et O&@thTﬁem@F@JanTF%Vﬂin&y@r hwﬁléog%lb@&?lé?cneéuné}ﬂ@@lr o%?h as the
NQS@%oufpl kzt@r[ etbtand tecsql¥yenii Was ewaponadtedsuithdly
resi due gi was purified by col um chromat o‘grarphoy
ovef“o§|elcu&3rg Y& dEt D ICRRRC 12/ Brs R O Petween 0. 35
97/ 3. D;. 81bm4RavaT)sholo af I_i;aﬁdil s merie aohlect etb ardiuce
t he oI vent vas_ evaporat ed Olld Sulta%l% fra }teosn a1re
and 0°25°4 1 Pact o on “Fr'act ron” 1 Was “crystartized
fromODIdPEﬁLdéethaytta,etZIw o, TheMprecijsiMate Wag-13/1 t¥Zed2,
of f ri e I u 4
% adterie aoner R Rl o e ST B f e
was epherf Pé@fw%ﬂomﬁwpcﬁ? ohatoyrashyiever ai¢itde

gel élqlllégmalu%ﬂo?d magc7e/r§/a@s & Hor40 gmb-11
and crystallized from DI PB d| eth et her. The

pr eciprPatePirEeFi9% érfedo6f £* @drqeé&rl@eésgn g of
finals-eorponndl 44112 Hhefdhasé €ieni sarREsBarsebid frably

CompiA 12 P S ) & A SPurS B1 T A EONpOUNE S+

(pr eaparte@lacemlm NYL 1o mBIta¢}: £0e 282 krDl, ) cahdlHCQONH idrum

(1.
R B s R
r oorﬂtt/é@ﬁ[eﬁét uNJe/ZSM—I%ePédzéMefﬁ?vcélq/tZéMaﬁé \/\H@h@ww& land

CHZCQtZSAEBeﬂI bt I atL MRS c‘é@§h§ﬁjré[’ﬂlt<ﬁs o®@ ptheBo Wt peta
saturated NaCl. The organic er was separated, dried

( MySO#) Pt EFilet 2 Pér(ofetoﬁétgob% tawa§té\%§ﬁo€%t%la The
r esmctu&e\aastgr}y@ﬁaalalddz@d/fzmnwl %rtﬂé@ pe€esips tate
vvasfiltfired ac rle?Ll joeld 0.1 88f final
conpouid 12 86 % §oPothtStegscpnipdenaxing
Pr epmnaihrtd)nnshmnﬁmumta&ﬁl&xmmd)e% ifhdiva-BY9oA 8278,
soI n al 0 25 g,
0054 oty Byt Gitne 06t brr 6 a7 0.1 164,
0 00394~ ﬁﬁpﬁo@w&bt Nakirs 401 £9 phemd Eﬁ’o@phphégw
pal | adi um( O (0.054 g, 0.000047 nol) in ethyl eneglycol
di met hyl ether (13 m) and a solution of sodium
carbonate 2M (0.94 m ) was stirred overnight at 800C.
Then the solution was cooled to room tenperature,
poured out into water and extracted with CH2Cl 2. The
organi c |l ayer was separated, dried over MySO4,
filtered, and the solvent was evaporated. The residue
(O 3 g) was purlfl ed by col um chromat ography over

P~ NN A ST A~ s~ 1] Nt oA ~ oA
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substituted with hal ogens., e.g a -S-CF 3 group

"C2- C6-al kenyl ", "C2-C6-al kynyl", "C3-C8- cycloal kyl ",
w0 b@vmoweycl oal kyl ", "aryl", "heteroaryl", "d-EeFaPi09é/064333
aryl"™ or "d-Ce-al kyl heteroaryl"”, "C2-C6-alkenyl
aryl", "C2-C6-al kenyl heteroaryl", "C2-C6-al kynyl
aryl", "C2-C6-al kynyl heteroaryl™, "Ct-C -al kyl
cycloal kyl", "Ct-C -al kyl heterocycl oal kyl". Preferred

suldf aﬂy h:lhgl‘ @@@@xir{@cldadelget hy?ﬁwkfl@nﬁllsoetbwﬁwéﬁ@yI
and the i an fers
L ROgE 003 KAV £ 2uPF afy TV SISt GEnPS P Tl ng
2- (cetchwyl-suobf anyd)eetrhyl) antdstaecd, kivr eSampbey¢£Hnﬁuyillca
refer; u SO R clydes
| ndgbgkgentfggﬁ %ﬁ%} gn N%Eﬁg?%ygﬁé?ﬁ%yg% Cla;% Sl
" C2-<@allkeny| the T@Ltﬁn@rallkynyté anmleyﬁa@mm
hetﬁrn%%)fchgaﬂ)]l:‘é’ferabl%r ¥l poro@@tﬂr%rylmater%l CBE@LI kyl
aryl" or "G -C6-al kyl "heteroar - a
ar y|exanpgs._ éBr%ﬁ¢éﬁﬁﬂth@Fé?6a9glWhl@h:?xéﬁpéﬁky%ﬁﬂ
ar y:alulmﬁga > 61 & kynyilurheber ﬁﬁly&aﬂmag@e'slgﬁ abkylca-
cycl oa etero
TRk St Gy o STer e gL | af kjfa-titanis
groug5wbaw|ag eeen&ipmyh@nsmelsmbakut@eamplensilth@
(et u%\\msﬁlogﬁn I amlsr,ll )1ect g%ltguagrq%tzglrconlaso éli\iﬁﬁ? alumina-
whem@gee@haﬁanﬁ?S1hwﬂammeQHEﬁde¢Kﬂﬁﬁamuby Mydeog%ﬁferably a
lgér %lcli't}ﬁt réﬂ?ra%o@ltykgg¥&e’blrgercga%lekxgyl which is
" C3- C8-cycl oa %5 erocycl oal kyl
" hetSSsGarypLLY " QQSQ§-éﬂManﬁry}s wed cﬁxe@phf%y@f these
het eyioRky mateJ@al@ -alkenyk caf Yilﬁcon@% %:@Jakﬁlﬁ}b/ldlo}ude,

heteroaryl ", " C6- al kynyl aryl " C2- C6- al ky
het SGAFPHUM db‘”@éj@al BT Ty eRQalighur es: éf eB° %]%/l{%ﬂre of

het emmeeycboakkydh .exathpCesabky| 1 i swofenythe s s

to drefegkkglbgn ups, haV|ng an am nosul f onyl
substituent, Theludin

2- (cyclehexyfewmqﬂnnﬂaﬁsnyf)@®W@ﬂlnyu¢atheybtkecompriSe

" Su [ S

conatr S nea By hE e R Sa b The Adr ool e 2Eove and
Subs%lhpweﬁﬁldtﬁé HHGPE tOsY @H%d%rQﬂﬂﬂ?r Peker &l kyittch is

"al kanwhti a1 8l kil of ‘atmkna and Jhetenear Yhovet thereln
groups can optionally be substituted with from1 t

5
subgtiet ﬁéﬁﬁéc%e?%&%‘d SUBAT P HEL YT 266nsTst ?Jﬁ}gSfo%lllteS
'd (B%-sa|b|é§éh modﬁﬁré&b@ﬂ lsetﬂybct1nc§2:k@6-aablﬁyﬁyiullcaltte
! et erocy aryl

R Cants Wt ataies fatria S A a8
"d an%ﬂtM¢hthemepmHﬁﬂﬁnealmyhlumimanuum treanmemmtmﬂ by
' 0 0, c 0
" al k%)){ly’tgg?g}{% %(r}( e>gtr%%>ég%n59 té%er 121%0{%% @&18 QM% zeolite
"heW@ﬁ@aﬁylaqu@@%ﬁfﬂQﬁﬂtlon 9@|¢cﬁ%ﬂ0T081éuReR9 Salt as

"SL“dé%%thed hal egenampear 09Xyl G aehd'or wo-a-0029511.
tri hal omet hy cyano, hydroxy, nercapto, nitro, and

the]Q%QQQleAJ?%r?ﬁ&qﬁhﬂeyde§é¥Hn%Lﬁﬁﬁ%%ﬂﬂﬁsoﬁsc%%$%F%ﬂ%90
CoONMpidose Sktualions vereangi Ghoulingegubsy rent Silica

have un n cl osure, not en vi ci pal .
Fandear G tet - eSaFE FIoT et TeRuE POF [ g scribed
e.glm,M@eeanﬁz9$Hb&ﬂmBEPeyeBleahhydr|des but al so
acetal s hj.oacet al s inals for c ure
for msta%cée8 VHar é@p@?%l?ggoﬁ%é%%ng%%gtgge}%éﬁﬁy

gr oupvolPhappecauinic dlenpeaetept ablre tdal renge of from 200
conpl exes" refers to salts or conpl exes of the

bel ow speci fi ed conpounds of Forrmula (1), (I1), (Ill),
(rvy, (v), (M) and (VIl). Exanples of such salts

i nclude, but are not restricted, to base addition

salts fornmed by reaction of conpounds of Fornula (1),
(rn), (ren)y, (7r™v), (V), (VM) and (M 1) with organic or

i norgani c bases such as hydroxi de, carbonate or
blcarbonate of a netal catlon such as those selected

o s R . s



4- ((3-cycl opentyl propanoyl ) {4-[ (4- propoxyphenyl ) et hyny

| ] benzyl } am no) - 2- hydr oxybenzoi ¢ acid
wd2qo¢BewyE| opent yl propanoyl ) {4-[ (4- propyl phenyP¢BEP0N§D64333

] benzyl } am no) - 2- hydr oxybenzoi ¢ aci d

5-{[{4-[(4-butyl phenyl)ethynyl ] benzyl}

(3-cycl opentyl propanoyl ) am moJiethyl }

- 2- hydroxybenzoic acid In a farther enbodi nent the

d epfr Boonhtpi i@ita@lyarframylzwii@carmam deraceedslisngd ne

to F I I d f

oy "TEERECESF it At e ay 0D (b)Y B " RS BECARAT oo

i ts essetescah tilsomemnge pfsfn@nﬁbhhky2@©tbae,fprqﬁemmbly
enant | ong Stod#@sr% & CQIELR - af] é%f srp%%%m?yg?og%{‘és Arisv)
wel | "as pharnmace |dally accep e salt

pharima¢éet kead¢ yofacdtriore Odér tval@ ves atherdéoper Cbhmr@dfs
accQrding st opEormlagxl/hiza)y, (£ﬂf9a5¥yijbEb@ ASc

as thelr reparatlon are descrl 2005/011685

In saikd ﬂ:éPﬁul%%f@ A ijtgbak éﬁ%o%alr 5§n§l kot 68y 19 t he

flork 'H»j/ldi?tog@@' MR 61 \M@ﬁrl@lsanGtm%S r%rg@ll@flaEKMﬂn éﬁl@ o%;1.5-
al keny - cl ga : -

al kyd’ Ooés(fztér%ilc?%gmé”|ogeﬁh8ﬁ§/|ll éfzoéﬁkw phenyl ,
C2- C6- aermyth@hﬁﬁMben€2ostﬁéﬁynMJ pheryl bolying a
sub CLéted or uqﬁﬂ_stltuted 9r " %ybsabtuged Of o obtain
unsu at fut &d” ﬂeteroar Substitut e fnstibst i tute
aryk%Weﬁeaééayiongﬂbgwmeuaedt@¢ZMﬂ%Ubsﬂlﬁae@dhaVlng the
het er.0ntyts 8Lyl sHbslikyt edoprunsubst i tut ed

aryl-aryl, substituted or unsubstituted cycl oal kyl or
substituted or unsubstituted het er ocycl e group. Such
aryl or heteroaryl include phenyl, naphthyl,
phenantrenyl, pyrrolyl, furyl, thienyl, imdazolyl,
pyridyl, oxazolyl, isoxazolyl, thiazolyl,

i sot hi azolyl, pyrazolyl, 1,2,3-triazolyl,
1,2,4-triazolyl, 1,2,3- oxadiazolyl,
benzo(l, 2, 5) oxadi azol yl, 1, 2, 4- oxadi azol yl ,

1, 2, 5-oxadi azol yl, 1, 3, 4-oxadi azolyl, tetrazolyl,
1,3,4-triazinyl, 1,2,3-triazinyl, benzopyrimdinyl,
benzoi uryl, [2,3-di hydro] benzofuryl, isobenzofuryl,
benzot hi enyl , benzotriazol yl, isobenzothienyl,

i ndol yl, isoindolyl, 3Hindolyl, benzimdazolyl,
benzot hi azol yl , benzoxazolyl, pyridazinyl, pyrimdyl,
qui nol i zi nyl, qui nazolinyl, pthalazinyl, quinoxalinyl,
ci nnolinyl, napthyridinyl, quinolyl, isoquinolyl,
tetrazolyl, 5,6,7,8- tetrahydroquinolyl,
5,6,7,8-tetrahydroi soqui nolyl, purinyl, pteridinyl,
xant henyl , benzoqui nol yl, oxol anyl, pyrolidinyl,
pyrazolidinyl, 2H benzo[d]I, 3-di oxol enyl, indanyl,

i m dazolidinyl, 1,2,4- oxadiazolidinyl,

1, 2, 5-oxadi azolidi nyl, 1,3, 4-oxadiazolidinyl or

i soxazolidinyl. According to one enbodinment Cy is a
substituted or unsubstituted phenyl, substituted or
unsubstituted thiazolyl, substituted or unsubstituted
phenyl -t hi azol yl, substituted or unsubstituted

thi azol yl -phenyl. n is either 0 or 1. Rl and R2 are
each i ndependently selected fromthe group consisting
of hydrogen or substituted or unsubstituted

d- Ce-al kyl . According to one enbodi nrent both Rl and R2
are hydrogen. R3 is selected fromthe group consisting
of substituted or unsubstituted d-C -al kyl,
substituted or unsubstituted C2-C6-al kenyl,
substituted or unsubstituted C2-C6-al kynyl,
substituted or unsubstituted Ct-C -al koxy, substituted
or unsubstituted & -C -al kyl am ne, substituted or
unsubstituted Cl-C6- al kyl al koxy, substituted or
unsubstituted aryl, substituted or unsubstituted

het eroaryl, substituted or unsubstituted saturated or
unsaturated C3 C8- cycloalkyl substltuted or

1 . " g 1 . - - .
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Buf fy coats for preparation of nonocytes by MACS
sorting. autoMACS(r) purification kit (MItenyi

wW@2@ree99#s 130- 091- 153) . Met hod:  Prepar e nbnocyPEBEP2006/064333

a single buffy coat by negative depletion using the

aut oMACS(r) magnetic cell sorting kit for preparation

of 'untouched' nonocytes. Incd@bate nonocytes ( 1 X

106 cells/m) with test conmpounds to chosen fina
concentration(s) for 20 mnutes at 37 C. Prepare
chenotaxi s plate: add chenokipe to the | ower chanbers

of the chenbtaxis wells ( Fhgethis time it is

advi sable to place the filter to one side, inside the
plate c n gt hin I d

t he cSﬁ%%ugo e %lerlggagggoélr&# %% ; {)ﬁ i baS% i
chaﬁbﬁxbheﬁln@eadﬁgwmﬁ&xpsvme¢¢%rMnEﬁ ﬂﬁé 8ﬁe@©%ﬁﬁ@ter
(N %ha%hﬁoCQ§PQ&PQ§a &%t&ﬂ?st@éQ§§ﬂ£nu%stEPeEEEhéﬂH%¥
and | ower chanbers rin he ¢ enDtaX|s) Distribute
t he MBRoEyPES QQE“DG@I%GEP§ pere vield Gvn (&) t eeRPs Vioingmsald
of 2Q18cenes! bhres sqraiet@ftaecé@rbcpfsutrlﬁ@cal aw fddﬁa%lng
taking care . to avoid air bubbles Repl.ace é

| ncfh&PEaP i3 7REY 1Y 2 KEAPseTd St HApT réﬁ%v %Hféeltl“g
pIa&mefﬁ@pbtbﬁednmubatb@saaddr@ﬂmnenhm@-khd mdMiisdd t he
fi1ten wiih 1000 of RS Ln order. Lo remuye cells, dhat,
have not n1gr i'sTis ac |eved”bygUS|ng a
plp@mﬂéoamdstﬂblkwlng the plate at 45. Wthout

tOUCZh' ngrbggsé éé&{rdltn%eltb clgim lhewlﬁ%‘?eEHntIQé/e{en{ﬂ%%ature
filter by tapping the pipette tip gent l'y agal nst

met & BEPdEPrIaqy arfsfeitveRe Phgratey eerrs Pﬁbdﬂﬁhéour

transingr 8ki oRe Phadee 4iQ acbhack reader plate with the
aid of the iunnel assenbly and by centriiuging at 2000
r pm¥-or P?Oﬁ?ﬁ%tae%cordﬁlngcéo an' athesi V& prat et tovet ittt 1S
t he qalcakesaanthd esre rats 118000 C 1oy eyutifghkt. by ThecheXing
day, %Ffrost the plates and add CyQUANT. Read the
plates in"a Wal l ac Victor Fluorescent Counter
(ex@utaEronea@ d8pmingenpsshprost B201Ri(8)1-3, wherein
c r b ' t Vv
e A
det émenpﬁgarh@nmqm | arhas orly Eifcdctingfr G pp-Af the

'nhhﬁﬂkpb§ tﬁb@smﬁﬁﬁka%% bYﬂDP&&YE%;%QQb%b&”€8tffbbf&nd
thlogﬁycol ate (i.e. an inflammtory enge

e

of Mhce SN noVEse THe tA8sAYPRad ?ﬁﬁfQ9Pgéaga@e¢%ﬂmcﬁ&?ws

A taotal P%Bc@sgi‘&fdﬂr@ﬁlnggg@eéé%%gonﬁm Qﬂa&b@u%: 8- Yherein
tained from res

wor 1588 205 G = GAERTCORSY ST GG 6UAR P e

forruaiuratébougmﬂent'EﬁegaeanaistNuN'@7a@mﬁn|stkﬂmgmdqua'

0S) 0, o/d f t 0 Si

controry 3 O 68 GPrAarS oo adfi Al st &f S

(percapgpnag dbskeof tﬂ}mn@pkgpbfamﬁebpu$0pﬁhtb|tmﬁex of

sol uRidiczedihpthey vehicle. Goup 3 @ Negative

control (vehicle) Goup 4 : Sham or baseline: the

ani rfal sFrofegei ¥EETHENFehPciRY 01" I GLEPPS ahdP sallisté

("vehicclhascobi ThiQg yieoblabe)ed Bxpar idxenbal n&iet 0eolana

weeks old female C3H mice were fasted during 18 hours.

15 mMYAGC88 pPYor the intraperitoneal injection of

thlGgJyCOIbamﬁaitihdi%ﬁréﬁnnméMQngd|madnhy&r@@%m3w1th a

tre ted Qr i .nhi.bi t.or m.ce
ccarges e fuibirhed L RRER S {0 ke et et e

were then sacrificed by CO2 inhalation and the
peritoneal cavity was washed two tinmes with 5 nl of
ice-cold PBS/1 mM EDTA. The | avages were done 4hrs or
48 hrs after thioglycollate challenge to evaluate
neutrophils or macrophages recruitnment, respectively.
The white blood cells (neutrophils, |ynphocytes or
macr ophages) were counted using a Beckman Coulter (r)
A T 5diff(tm. Dexanethasone was used as reference
drug. Table 2 Reductlon of hbutrophlls Lynphocytes

o e .



catal ytically active nmetal is preferably supported on
a porous carrier. The porous carrier nmay be sel ected

wo e@moegys of the suitable refractory netal oxi BEBFEP2006/064333
silicates or conbinations thereof known in the art.
Particul ar exanples of preferred porous carriers
include silica, alumina, titadi%a; zirconia, ceria,
gallia and m xtures thereof, especially silica,
al urdriga papdstii ¢ atd erebiecanpsmbsintcatiaybbeatkfynic
active netal] on the carrier is preferably in the range
of FREM 52t 830 pbvier 100 pbw of carrier material,
nor e(ipnef esabligctfimamtbe per80f phiw, wespeopaldyafromi2@r
to 60 | | red, .t st .al 0 I S
one 157 bt anid e bR Ep L S o JIRE 3L EPL W 52
Sui tretvire paen Al rekiderpitorpteest nwy Myansebéct et fytom

G oy AN gl HBomd MB, 2t VBhandg VI B of the Periodic Table
of Elenents, or the actinides and | anthani des. In

par tiiddlar 1sokitdey & Aaghes?uritalldpirPst rohtliiymation
bar igya osgandh & oyt kUl nbany haemoigeri um
titanium zirconium hafnium thorium uranium
vanadi um chrom um and nmanganese are very suitable
pronoters . Particularly preferred netal oxide
pronoters for the catal yst used to prepare the waxes
for use in the present invention are nanganese and

zi rconium oxi de. Suitable nmetal pronoters nmay be
selected from Goups VIIB or VIII of the Periodic
Tabl e. Rhenium and Group VIII noble netals are
particularly suitable, with plati numand pall adi um
bei ng especially preferred. The anmount of pronoter
present in the catalyst is suitably in the range of
from0.01 to 100 pbw, preferably 0 .1 to 40, nore
preferably 1 to 20 pbw, per 100 pbw of carrier. The
nost preferred pronoters are selected from vanadi um
manganese, rhenium zirconium and plati num The

catal ytically active netal and the pronoter, if
present, nay be deposited on the carrier material by
anysui tabl e treatnment, such as inpregnation, kneading
and extrusion. After deposition of the netal and, if
appropriate, the pronoter on the carrier material, the
| oaded carrier is typically subjected to cal cination.
The effect of the calcination treatnment is to renove
crystal water, to deconpose vol atile deconposition
products and to convert organic and inorganic
conmpounds to their respective oxides. After
calcination, the resulting catalyst nay be activated
by contacting the catalyst with hydrogen or a

hydr ogen-cont ai ni ng gas, typically at tenperatures of
about 200 to 350 OC . Ot her processes for the
preparati on of Fischer-Tropsch catalysts conprise
kneadi ng/ mul i ng, often followed by extrusion,

dryi ng/ cal cinati on and activation. The catal ytic
conversion process may be perfornmed under conventiona
synthesis conditions known in the art. Typically, the
catal ytic conversion may be effected at a tenperature
in the range of from 150 to 300 OC, preferably from
180 to 260 OC . Typical total pressures for the

catal ytic conversion process are in the range of from
1 to 200 bar absolute, nore preferably from 10 to 70
bar absolute. In the catal ytic conversi on process
especially nore than 75 w % of C5+, preferably nore
than 85 wt % C5+ hydrocarbons are forned. Dependi ng on
the catal yst and the conversion conditions, the anmount
of heavy wax (C20+) ma Y e up to 60 wt% sonetinmes up
to 70 wt% and sonetines even up till 85 wt%
Preferably a cobalt catalyst is used, a | ow H2/ CO
ratio is used (especially 1.7, or even lower) and a
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