4-xy-N-[1 , 3, 4] -thiadi azol - 2-yl - benzene sulfonanides
rocesses for their preparation and their use

@H%Wﬂﬁ%%ﬁtlcals The invention relates to 4- ox@cmﬁf%mwm”3”
, 3, 4] -t hi adi azol - 2- yI benzent-sul f onani des and to

t hei r physi ol ogi cal | y acceptabl e salts and

physi ol Sg'NJ&IE NiNalNEl&'rTQJﬁ INVOLYINGiAng

PPARdel t a and F(FMRL@@(B&!TH@NREACEK)N vity.
Benzenesul f onam no conpounds which bind to PPARs are
descri bed in WD 2005/ 005421 . From WO 97/40017

conpounds havi ng a phenyl group linked to heterocycles

Fieldof theinwemions nodul ators of nol ecules with
[
The @U&ﬁ@g?&%g@%ﬁ%*@@?&&é R&efgr'ot:éss ﬁégr%@ 5!?({(!'?(%)% tlterpedlates useful
in thelssstheasiseef phar@eR0Cally @otviBdompaolinds, mspeaally reninamhibitons.i s
based on the object of providing conpounds which

1t ically utilizable nodulation of |ipid
Backgfd Ofm%ei %%ate met abol i sm and are thus suitable
Reniff opaﬁsbe troewetmuadnejlsdﬁrm thee dlaventwhefe dit saffets thelcbleavage of
e 2 bet ES and a her oscl er.o nd,the d
angilgrsindin. iRaRiRG R ARREEhIEARGSeBRT WS et eayhEit fe tungs,
the ltu@ndyse@dd dmajedrgmd Itcngomndh@td&&!rpeﬁﬁtw adgigtmeinalll Tae octapeptlde

incregyy bied Pressup bet Skt SR Yaneon= At 2REeiecty by berating
fromdh‘é bﬂﬂehaﬂ dlandshAe rs@@@ﬁﬁ@h%tbﬁh&gh&ﬁmoﬁ@ aRfdstefdiRe, accompanied by an
npounds are suitable in particular for activati

increpsen, exiacel BRI VelumeWhBhpgRARe %wéva}t"l?tttgfs 40the action of

angldlé’ﬁs‘ir'l h! Rhibhérs df e &lymativ acﬁwy lo¥ AenirPiBad &5 & $8du86® MthB $ormation
on the specific conpounds. Conpounds of the present

of angirtensin dnangd copageeithed W"ﬁbﬁ'ﬂﬂ”&t pf angigtensingll jis produced. The
redut‘,’%efcﬁ'icﬁnt%udnsof(tﬁgt‘ Sdve %Fﬁde h&rg?m@(i% aatl!l“é(:'t %Ql?s'e( Sﬁm@(&/ otensive
cyc C6) al kyl ene- C6) al kyl, f
effecapwn@n@h@tqres C6) cycl oal kyl , (CO Co6)
al kyl ene- (C6-C14) aryl, (CO- C6) al kyl ene- (C5-C1 5)
heteroaryl, wherein aIkyI, al kyl ene, aryl and
With ©paipoundsysuchras (Wit Bk nanoe )ealislirennffaD 45, &, ZS)dr-amino-N-(2-carbamo-

w2 AR e Cbyl lkmelipop etionp BrbSpgine-

methalnbmnan@d}\)( QOEBVCGMMDEWW h9s( Yeeon dmoelqpleklwmcfe intprferes with the

reningclRteh Sleriey s it o B RUFRI G ee, .

al kyl ene-H, SCH3, CN, wherein alkyl and al kylene is

As tr%zggrﬁécg nhgéong?f%% 'P%l@e Iggﬁ)&gﬁ{t?@g;ﬁ%?%tfh%g;se lli%leﬁfantiomerically
pure (cﬁb\pﬁ‘m)d &l myleedmnz(rmgOG)\emfmrbpaﬂnbyéed (oﬁﬁes@‘)synthes;s that allow for

morehcgmé?ragrftﬁglqgﬁﬁ OLJ@J %’ﬂpﬂ; "(é%i%é:g)@ﬁ %cu%s%re walco?'ne

het er ocycl oal kyl, (C0-C6) al kyl ene- (C3- C15)

ocycl oal kenyl rejn al k L, aryl, .
tis el smpwsmﬁg)% Sobiea T e peRsehLnytEn S Rishide B pinthesis rou-
tes aﬁfdenelwsmt@%laaiutegdalminy)aOconvdhrenprana rffisieiat addebedo ifis class of
5:1 Br, CF3, (Cl-C4) al kyl and
°°mR°EB %4) al kyl ene- O (CO-C4) al kylene-Hmis 0,1 ; Ais
(C6-C14) aryl, (C5-C15) heteroaryl; Bis (C6- C14)

aryl %CS-ClZ cl oal kyl, (C5-Cl 5) heteroaryl; Zis, . )
In the, SB%’F{H orangge %@rwénlg\ntav‘\@ysﬁpr{éa@fﬁgggtrﬁglp |Plap|mr§ﬁuch as aliskiren, it
was fdunal fhb??yrﬁ' r@% & shélebeMChh@ defivativBs GRérbof BTl Yery useful

ring and Z is absent; R8, R9 are independently
'“te"Pled'H‘&Pdig@l‘? Syo@fs'wj sughdenin inhigtorsy)  al kyl ene- O ( CO- C4)

al kyl ene-H, SCF3, SF5, S(0O 2CF3, O (C6-Cl4) aryl,

(C6-C14) aryl, NO2, wherein al kyl and al kyl ene is

unsubstituted or nono, bi- or trisubstitued by F and

wherein aryl is unsubstituted or nono-, di- or

trisubstituted by F, d, Br, CF3, (Cl-C4) alkyl and

(C0-C4) -al kyl ene-O- (C0-C4) al kylene-H Pis 0,1 ,2, 3

qgis O 1 2 in aII |ts stere0|soner|c forns
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saturated hydrocarbon residues which can be Iinear [
. e, straight-chain, or branched. |If not otherw
WQ Y /H%(’ds%l kyl has 1 to 8 carbon atons. Exarrpl]t)e(éT/H"ZOW009323
-(Cl1-C8)-al kyl" are al kyl -Pesidues containing 1, 2 ,
3, 4, 5 6, 7 or 8 carbon atons are nethyl, ethyl,
propyl, butyl, pentyl, hexyl, heptyl or octyl, the
n-isomers of all these regpgues, isij'rnyl , isobutyl,
1- net hyl butyl, isopentyl, ne\s{pentyl
2, 2-di net hyl butyl, 2-net hyI pem{ |, 2N met hyl pentyl,
i sohexyl, sec-butyl, tert-buty o'r' terR pentyl. The
term,, - (CO C8) - a?él i s a hydrogarbon residue
contai ning 1, 6 6r 8 carbon atons, in
whi ch the term,,- h coval ent bond. All
these statenents a@& ke term al kyl ene. As
used herein, the t'erm al kenyl is to be understood in
wherklhe broadest sense to mean hydrocarbon residues which
has 1 to 4 double bonds and can be linear, i . e.
R is bydregeghalkykdralkoxyalkylanched. 1f not ot herw se defined

: rbon atonms. Exanpl es of
Ri 'Seﬂyhl(%@éhé@ F@l@xﬁalﬁﬁ‘re al kenyl residues containing 2
Ry is, hyarogkn,orﬁreférablyk lydrékyt probemtinggmup; are, for exanpl e

. Vi I 1- propeny| ., 2- nyl al |yl 2-butenyl, 3-
R.is e & BABEMYIea SFslbaRGRY aubabin, V' br oo ot
PG - bexamiy\b prbtel:tlﬁg @aﬁmdéwfwally Anke fb\sdnmbgt ﬁy efyanilyzs:sh e.g. lower
t erm al ene. e erein, the
alko*yggrﬁ]ggﬁﬁwlas t%”?’U X ¥Ry FQQIWV'PWC?% "} oadest sense
to mean hydrocarbon residues, which has 1 to 4 tr| pl e
bond nd can be |jnear e. htcha n
Thesg yAOHGRSS Fpd mathagis 16 abEsiae rei ATRI S gie dEsshbed i detail in GB

appnsaroh% 521886.8-5A0Th A5e ﬁa‘sumng(ﬁé‘r @éﬁlrcahdfr\ PE'T/E@ZGOG/OOSS?O The
al ki nyl residues containin

pyrroliding 6Rg éq%ﬁéh%lﬁf@rechm@wm selbéwuﬂﬁvy ponvrrwrafpwgiqng eventua"y the
aminé- SR RyBxy (monﬁflé’é)%tﬁﬂh)e BEsirdPslerddbthemplyy. 'i-m@?r although this

statements apply also to the term al kyl 1 déne

processexerks well andriias cariain adigniages, e rrmRding interpegiates are prepared

%ﬂ:{% ?cffh'gl , for exanple in an
"°ma"’f'1<’$‘? %’E@ﬁlgéwgggn&arbrf] a kmxécar onyl residue or an
aryl al kyl residue. If not otherhsse @ﬁ{ ned al kyl ,
al kyl ene, al kenyl, al kenyl ene, &l ki nyl “and alk|nylene
are unsubstituted or nono, di-HN, bstituted
i ndependent |y of one anot hdiQ '|tab'§e groups such
: COO(CI C4)

as, for exanple: F,OCI ,
CO- O (C0-C4) al kyl éne

C13) cycl oal kyl ,
erocycl e,

al kyl, COO(C0O-C4) al
CO O (C0-A4) al kylene 218
CO N((CO-A) al kyl'ene- H) (C0-4) al kyl ene- (C6-C10)
Thesérc\‘)h) o@%Nr@%Eé&)bl@h!ﬁﬁ% 8Rethih Ieﬁ&ﬂf/ %th@élgﬂaﬁﬁ\@ ffdm pyroglutamic
C0-4) al kyl ene ene-
acid. (Rgger@mgg @y@p%pq(épT aggjqa(hp@@P@@zwlgpQ%?em@hﬂ)eq @V\@;0061024501

| - - .
wheré kEbélng %gna{ncig% \E%W@ of%ﬁ:ﬁ{bﬁﬁ?ﬂﬁngs (éch (r:e%‘%%cﬂ/ YE%{]C%? é%rpverted into
the r%ﬁney '('Q:@C@m het erocycl e, (C2-C6)-al kenyl,

(C2-C6)-al kinyl, O (C0-C6)-al kyl, O (CO-C4)
al kyl ene- ( C6- ClO) aryl, O (CO- C4)

Summparafdhes Invertion] 2) cycl oal kyl, O (Q0-C4) alkyl ene-(C3-C1
5) heterocycle, OCO O (CO- C4) al kyl ene- (C6- C10) aryl,
0-COO(C1-c4) alkyl, OCOO(CO-C4) al kylene-(C3-C1
3)cycloalkyl, O CO O (CO-C4) al kyl ene-(C3-C1
5)heterocycle, S-(CC4) alkyl, S (C0-C4)
al kyl ene- (C3-Cl 3)cycl oal kyl, S-(C0-C4)
al kyl ene-(C6-C1 0) aryl, S- (CO-C4) al kylene-(C3-Cl1 5)
heterocycle, SO (C -C4)al kyl, SO (C0-CA)
al kyl ene- (C3- C13)cycl oal kyl, SO (C0-C4)
al kyl ene- (C6-C10) aryl, SO (C0-C4) al kyl ene- (C3-CL5)
heterocycl e, S2- (Cl C4) aI kyI SOZ-(CO- 4)

NS O ~NA S\




The heterocyclic rings are unsubstituted or nono-, di-
or trlsubstltuted by suitable groups such as, for
WQWBHASS E O, Br, | , CF3, NO2, CN, COOH, PCT/EP2006/009323
CO O (C0-C4) al kyl ene- (C6- Ci8y aryl, CO-O (C - CA)
al kyl, CO O (C0-C4) al kyl ene-(C3- C 13)cycl oal kyl,
COO(CO 4) al kyl ene-(C3-C1l 5) heterocycle,,
It ha%@%@@f&%ﬁ) tﬁétkj\ébfgjﬂgyr"ahdfn@%t@ﬁ%n%ﬁl{%éo gfheaddessmle via a much shorter
kyl y
routepdips ced@u)g dhgynusper Hof- siewtkywe'ﬁesw@@lec:ﬁ)m dpRyibitors quite
cons(d@pab 1) al kyl ene- (C3- C6)cycl oal kyl, (C3-C6)al kyl,
5) - al kenyl, (C2-C6) -al ki nyl, (CO 4)
aI kyl ene- ( C6- ClO) aryl, (C0-C4)

ina fﬁjlsté( LVCTY &(Fg\/(agég%%%i qf%ﬁ?@@htﬁ!&@féﬁ g#e%%bi tpéﬁa&ﬁ'gctum ofa

comﬁdd(xylloét’rm-f().ulé:]m) cycl oal kyl, (QO- C4)
al kyl ene-O (C0-4) al kyl ene-(OB Cl0)aryl, (C0-C4)
al kyl ene- O (C0-4) al kyl ene- ( C3- 015) het erocycl e,
O CO O (C0-C4) al kyl ene-(C6-C10) , 0-COO(C 1-4)
al kyl, OCO O (CO0-C4) al kyl en CS 13) cycl oal kyl ,
OCOO(CO C4) al kyl g - 15) het erocycl e,
OCON(CO-A4) alkyl ene- CO-4) al kylene- (C6-Cl1l 0)
aryl, OCO N((CO0-C4) al e-H)-(C0-C4) al kyl ene-H,
O CO N((CD-C4) al kyl &¥- H)~ (0C0- C4) al kyl ene-
(C3-C13)cycloal kyl, O CO N((CO-C4) alkyl Fz H) - (C0- C4)
al kyl ene- (C3- Cl15) heterocycle, S-(Cl-C4)al ky
whergn( C0- C4) al kyl ene- (C3-C1 3)cycl oal kyl, S- (CO C4)

S (00-C4) al kyl ene- (C3- Cl15
Ris RfRR SIS AR ) 5 ko b (@ on) :
R .s@yumgemau(mr Skog)ptkyt odl kyl , SO (C0- C4)

R s UGB G 2V L) SO (OO 2t Ky ene- (C3- 1 9

or a sditdhereoe- (C3- C13) cycl oal kyl , SQ2- ( CO- C4)
said %égylag@{%ﬂ&ggpr%}@ (p%fgll'a’blysé%s{sgr?g gfé)l) al kyl ene- (G3-Cl 5)
reactipigla &b eG4 shekivhrania-+H) - ( C0- C4) al kyl ene- (C6- C1
0)aryl, SO2-N((C0- C4)al kyl ene-H) -(CO0-C4) al kyl ene-H,
SO2- N((Q) C4) al kyl ene- I—?)-(CO al kyl ene-(C3- C
13) cycl oal kyl
SCR2- N( ( C0- C4) al kyl ene-H) - ( yalkyl ene- (c3- 1
5) heterocycle, where thgo ring or heterocyclic
r|ng IS unsubstituted or nono- or disubstituted by F,
, Br, OH CF3, NO2, CN OCF3, O (C1l-0C8)¢alkyl,

wheréﬁjﬁ %& E?tl)g%ﬁﬁ )9%#?@%%0%%%0‘3 Sfthe formula 11, with a glycine compound

of fortWul€0- C4) - al kyl ene-H) - (C0- 4) - aI kyl ene-H, N((C0-C4)
al kyl ene- H) - (C0- C4) al kyl ene- (C -0C6)cycl oal kyl ,
N( (C0- C4) al kyl ene- H) - ( Glq ?/1\ ne- (C6- C12) - aryl |,
N((C0- C4)al kyl ene-H) - (to c4 IkyI ene- (C3-Cl1
5) het erocycl e, N((C0-C4) al k§@ ene-H) - CO ( C0-
4) al kyl ene- (C6-C1 2)-aryl, |
N( ( CO- C4) al kyl ene-H) - CO- ( CO- C4) al kyl N(“%O-
wher€id) R lsy he mefihd Wé(&bﬂ%}:aﬂ lof | thadfoniiBa N, B) oxder daldivd the imine

functg&él%) ?skgfpétﬁ%s %g% a&fﬂgfﬂ RS WS'&?% B CO"FH(O("BH o&lje formula 1l (and its
prefefreld \Wntbddinint£@s @eb EibedAdtehk ut aBalt tHdtBofCalsad forad ¥mbodiments of the
. N( (CO- C4) al kyl ene-H) - CO- O (CO- A) al kyl ,
'"Ve”N%’S-oo- C4) al kyl ene- H) - COO- ( CO- C4) al kyl ene- (C3-C1

3) cycl oal kyl

N(( CO- C4) al kyl ene-H) - CO- O (C0- C4) al kyl ene- (C3-Cl1

5)heterocycle, N((CO-C4)

al kyl ene- H) - CO- N( ( CO- C4) - al kyl ene- H) - ( CO-

4) al kyl ene- (C6-C12) - aryl,

N( ( CO- C4) al kyl ene-H) - CO- N( ( C0- C4) - al kyl ene- H) - ( CO-

C4) al kyl

N( (CO- C4) al kyl ene-H) - CO- N((C0- C4) - al kyl ene-H)-(C0-C4) a




vol unteers (Shinokawa, T . et al., Drug Dev. Res.
1996, 38, 86-92). Mre recent publ i cations under| | ne
WQ 97039 Rdel ta is an i nportant target for thePCT/EP2006/009323

treat ment of dyslipidenma, Fffisulin resistance, type 2
di abetes, atherosclerosis and syndrom X (Wang, Y- X. et
al., Cell, 2003, 113, 159-170; Luquet, S. et al.

Bothﬁé&ﬁm@ of fARE | Ad 11208-cAR6r corﬂfn@ %/ a'Ualléﬂe ﬁbm, smB'b‘ﬁé?s such as

03, 100, 15924-15929 ; Hoi st, . oChe
A'dﬂ@!? erp'ﬁ'y%a Gadthey, capdeszobtaipgd by mfws vm"é@@yn in UJ'e at. Bor example the

aldeiYlk- of FHHARA | Ban bggﬁé’parﬁ acc"o‘}c?lz Ig'%emeh%@s discos8d |rf"‘boeschke R.

ci ence, 2003, 30 S Its actions
et al,rl-é@m(g{'tl@fcaﬁctq ﬁ?@OB‘ Qﬁ 8) 28@23 gn@(b@@esqmg R. EP-A-678503.
chol esterol - net abol i sm PPARdel ta is known to play a
role in enbryonic devel opnent, inplantation and bone
The fainerdemeatiopLiraseads inampDispowrsmethodTineerdsr Endblaini thel compound of

formtggtlﬁb Pé&%gl’yz%%gr@a%%)(msg %gggﬁﬁ%nﬁgrn %amﬁoré%adéﬁ: !X’thytlons, more

prefembﬂ' b%emondxﬂaﬁm SBT:B:(I& bajes BitbEe J2JanidNonimomamic bases, preferably

rsaf AL RS SEMNS b O, B i BB i bse

Exampies lof pthe ntestlaryo riittcgenobasd nchiden trdnanylaiarne DBU véandn thethylamme

duso%ﬁ%{défh%@&w gé? Qelg\g |§r§ E%‘]b% gomﬁgﬁar d ip; 28y sg&aq:ie sc';Yb Ve, preferably an
aprot@ saslv@&rsmah @s. an aﬂihﬁ?at»é(c&)a h5l3§e|i’é1ed Yalent, mdte f-élfer%ﬁly methylene

chlorkfg x| 5l StiaDy i feacti ﬁon%eteg;r%@@qqe@%ﬁfv@?ﬁ?&%@r formed

durintthe Fetttibh Ofetdistip Wélér' i$ rérRRdNGoNORItSRYY SulEbleFheans to remove
si ngul ar |nterest however, is the discovery that

the wlaiRindiude aRX dBking @eeRla. Such 88 dRRINSSIUGD Guifle srysadium sulfate, or

molebhl8r SRNEE dr'ﬁe@tr%n@cﬁiﬁlllﬁﬁbn‘:e'fh% Rlaclidte tiff¥Sakd - the tem%erature are
G annenman, . Neurosci. Res., 1998,

choseyygg as %Pw@p reaqtlowée cqneletwrbatrajnwaumatmm«mmt the production of

unwa%?édegfdbvﬁ‘fo%é@' Sﬁ'ydl@aﬁl?/f RENLabfors taRide! & Y Qf b2 to reflux,

ol i godendr ogl ene expression

prefesabhaf ko 49 a@re’!‘@'fe wrg?/e\ﬁam ég 30 t Grsuch(as. rosaltermaereture,l for 1hto48h,
; S ta activators
prefefaH o 0P8 P tat L o B0 sucR B2 2t g
anddysnyel i nating di seases. The use of peroxisone
[ t Ay 0 [
pnotfl bbAER SRR 3K 5ERREEIEL o ASRRLTIL oL e 1 oo
definged abbrawvor assaftdbenephed dompmmmosmegamaa ||Devay dei usetlj inter alia, for

[ |
the s&ﬁﬁ?%fs &n téaﬁ’gngc &er‘gs&ﬁ\% sg\?séé)ncgﬁ,d pbe?%rf\élynreml lgﬁlbltors such as
ahskummvespeceaﬂyaadesmﬁedbrethe folldwérse | ayers are provi ded by
ol i godendroglia in the central nervous system (CNS)
and Schwann cells in the peripheral nervous system

Ina drEN&)ad flirthqoatribedlmenl\/bt thedeventidn, niait ispghesindorhprives as a further step

nat y be _.irreversible 1y

or as el AV bR R PR RVET acomepUne gLlsEptR . and
often by cellul ar degeneration. dDenyelination can
occur as a result ofgpguronal ddk& e _or damage to the
nyelin itself - whet Her\_dye t berréht I mune
responses, |ocal i gy scliema, netabolic
di sorders, toxic agent viyYal infections (Prineas
and McDonal d, Denyelinating Dikeases. In Geenfield s
Neuropathology, .sup.th ed. @EdWw& d Arnol d: New York,
1997) 8 13-81 1, Beers and Berkow, eds. he Mer ck
Manual of Di agnosis and Therapy 17. sup. @
(Whi t ehouse Station, N J.: Merck Research
Laboratories, 1999) 1299, 1437, 1473-76, 1483).
Central denyelination (denyelination of the CNS)
occurs in several conditions, often of uncertain
eti ol ogy, that have conme to be known as the primary
denyel i nating diseases. O these, nultiple sclerosis
(NB) |s the nDst prevalent CIher prlnary

T



- ischem a/reperfusion syndronme - acute respi ratory

di stress syndronme (ARDS) Fornul ati ons The anount of
W%%WB??H? of forrmula | necessary to achieve th%cygg%opggmzs

bi ol ogi cal effect depends on®a nunber of factors, for

exanpl e the specific conpound chosen, the i nt ended

use, the node of admnistration and the clinical

wner@ﬁml m and Rf afehss mﬁe@ mr a mdd.au loy tHéaremila 11985 &eadndYwherein R,
he range fromQ ng (typically from

is allg/rl1 oar ehﬁalf @eS@fn@)org%rrtoc{gVn gpﬁjpgg}hd;gpu@@r a@ﬁi dpanufacture comprising
(prefBREKNEIr8fting AT exanple 0.1-1 0 ny/ kg/ day. An

|ntravenous dose nay be, for exanple, in the range
subjeqtigghapcapupoung of HlelfOU“WgﬂkgespﬂﬁB'thYGmﬁ?Sde @8l {hegareceding step, to

t [ |

2 oy GEHloR 1 EA e i i & BSa Qlpre oot st 81 18R s (1),

for t hese purposes nmay contai®, for exanple, fron0.1

ng to 10 ny, typically fr%n’y}[]\gg to 10 ng, per

mlliliter. Single doses copbai n, for exanple,

froml1l ng to 10 g of the active Ingredient. Thus,

anpul es for injections may contain, {¥y exanple, from

wnerbi B R AL SRR P el 80 s

as w?ll SI; atdomp@un@’aytlhledﬁlgmlm I\g(amﬁ ll@fﬁéf?héd eﬁ'igemr%r?%asth @escribed later),
ca yom my. For the therapy
ora 65% ‘?‘ﬁge%gt?g%g f‘%g’l‘?gtﬁ"%ﬂf%f‘? 5\’(§"t'%e conpounds of

formula | may be used as the conpound itself, but they
are preferably in the formof a pharmaceuti caI
The eysipsagdition sntvRically & h.Sxdivlef eysiodaddition reactiony dt Rragegqds by any known

meth@msﬂs ordef tEObthinGhe BEMASHRIVASRIA IV, tlhq)a&ﬁ;nfae réfBréhcé s hade to the
npati ble with the other ingredients of the

foilowaaﬂtsﬁt#r%w—f%rﬁacq%d%ﬂb'n@p)ﬁ'%ﬁddft@fl repiopsit Coldham | and Hufton R.,
Chee®elh-2008€ 1681 p76¥ -2HY, PRsRes d laﬂd Bavit, hy, q%f#arférdr&pt«@ymmetry

and IS preferably formulated with ound

20055|1,$g|z_0 2081, Barr Qxaqcrpeteabquirahg@pg; 51w|2 Qﬁapxkshlt D. K. et al
TetrHeBlH Detfér&@gt@;]%%is%%%b%ay&gkgm of af §€nt é%oz 1823-1828,

I ngr edi ent har maceu active st'an

GarnﬁayPl ek awiTetrabedrpn é—@éﬁlts, 200% | iﬁhﬁi@wﬂﬁé rallc@fn\pkugm@se mcorporated
i @n
herel';'n yell‘gn flé’rghc% a-rwgwe%ggaﬁ%l l;?/zﬁnlé rl]ga%oﬁfmt L ﬁh g \;\ﬁfef&#gd to chapter 3
Specp&ndeem Nermusmeﬂ@ds ofwitingh insine estaiting | matednals sare afescribed, in
i o edi b oh :
v A hpy A AR 1 e BB Wbk Ty of e
methodsrmiesd:rttiedrie ahiapten 8.2 arecparticulardy suitablesands are mbbmpofated herein by
refer§ % rectal, topical, peroral (for exanple
b5 i ngual ) and parenteral (for exanple subcutaneous,
i ntramuscul ar, intradermal or intravenous)

{ [t h,th {
e M BB S 3 B g rn
or ma@taurcebaed $Eefér]?blyzorgﬁmt hase® mibré i ppefetabhyba mﬁf@ggin_GBka@ﬂd'et more
nat ur t ed in .
prefegahif, & BRI RaE SRRl ERPORES Al R oledins I Bisgen base include
trieth/aring, aDBUnSduab;Srep)bahQIamnﬂ tduining, hHEMEIDEM%V\ﬁr fﬂnﬂa‘th)ﬂérﬁlne The
[ nhvent i on. nce | ven to ol and gastri
react Sl e Pardiectt el SOVl Brefirebli SRLAPHE somvent such as an
aromafs,| éfham of & ﬂél%gérhaﬂedl %bW@n&@lﬁmélgfréfeféﬂh} wledsferC Eflglide, DMSO,

vin acet ht h
acet«ﬁ{}ape ﬁ?l&ij?)? ?/og@npufgglge SRR AT eafe@ctéqfulsegwfgmby conducted in
the pfi’@ééh&ﬁfo‘i aoéu.ﬁarefwmyétlsacn@sob ﬂfé‘t’alfﬂéldl%lt fS%ﬁtB@é myétat Eatalysts are
Qﬁﬁ harnaceutlcal preparations f
descy] 'ﬁ.t%% 7 wecﬁﬁteﬁﬁsfet?@u?% Themet ratghsid tyafca{héa St tpgeferably a Li,
such as, for exanple, capsules, cachets, suckable
tablets or tablets, each of which contain a defi ned
anount of the conpound of fornmula | ; as powders or
granul es, as solution or suspension in an aqueous or
nonaqueous |iquid; or as an oilin-water or
mater |n oi | enulsion These conp03|t|ons may, as

o, . o " o o o



conpounds whi ch reduce food intake or food absorption
rrr7Jounds whi ch increase thernogenesis, PPAR an
WS s and active | ngr edi ents whi ch act o]ﬁCT/Fi%ZO%/OO”B
ATP dependent potassi um chanfiel of the beta cells. In
one enbodi nent of the invention, the conpound of the
formula | is adm nistered in conbination with a HV3CoA
Ag, CAIZ @GS 8nd MAISAIt! QUch a3UFHY, A3, SuMAaS L @d" dhd MK eaRSitd Preferably a
pravastatin, lovastatin, atorvastatin, cerivastatin,
Cu ?roéwaﬁt athenagipn |capsweay syitrbimanieRtkdavAenthe Brisush as a halide,
mclddméetﬂﬁdr% ar{gh‘ﬁloﬁﬁ nﬁﬂﬁbqorﬂéthﬁnéasuﬁeﬁéﬂe’ I@ léteItOZr%V) and acetate (OAc).

adm ni ster N CO ination wt A
Thus essisablei wietal reatalyaterinclude: haks , AJRAC,cAaRTT, cLiBaz 6u(GT e, Zn(OTH,

2n(AGETAIS CRBTRANES e IR AGTASOEREIOTREBhA 7RI v

morevpredarably (AdFc AgBiAw drriAgQTf\dReimeztatdyy AgOACwiThe reaction time and the

e i
the mdma@ﬁ@ﬁmmdm m@bﬁoesmaaly(mwaamnemgbé\faamduaed at-70 °
e |Lnve n 0

C top i et a1y Oardor Pk Bt =B 151 i Foriel ehragmplsgeerature, for
15 ngatora4 agpmférbblyssoahmasm f20H, reyat ppdferablyosh @ 6 thag@iheas 3 - 4 h. The

com b s 5 B S e ShoGE s e i Kt i th an.

Typlééll? th® ﬁ’@:@tlﬂ@h@i&e igddeartsuhéamireS BéAdd 84r¢ b@@ny @untable organic or
nbi nati on with a PPAR al pha agonl st, such

'“0’%@5%1%'% PrespgabhBan IDargagie/agid suchas hiC 'eryerzs?wanmmdmchoas tartartic
acid BRIts d&RAaved for emn@@hpéttaﬁayl t&tarlchRid. nvention, the
conmpound of the fornmul a is admnistered in
conbination with a m xed PPAR al pha/ ganma agoni st ,
WhehUWoRdasting tRE r@é@lﬁﬁls?e 8&dibed ahoved aRAGhtaindd z';S'Pcaducts are racemic
navegl i tazar LY-5 929, ONO 5129, E-3030 or "as
and gleshstityents; afevmme;m"y vieno pee emsheiet 52 teawnfiguration on C2

and %@%%3/@447.5 v‘%mo%ﬁ%‘\%%@ﬁ% i? cis relative to C2 and C5.

Prefmmon@mmaeundmizf@owa d¥ Ias thosleoRchenistry as\abe@0d@is in formula
A 15, and WO20060181 16 or in JP. Berger et al., TRENDS

i n Pharmacol ogi cal Sciences 28(5), 244-251 , 2005. In

one enbodi nent of the invention Othe conmpound of the

formula I is adm ni sR@ed in gon‘&hr@.t on with a PPAR

del ta agoni st, such as, _. eN 501516 or as

described in V\DZOOS@@ 0Q 097786 W02005097763,

and W02006029699. In on = Odl ment of the invention,

t he conpound of the for mul a | Bs_adm nistered in

combi nation with nmetaglidaseR orR%\n th MBX- 2044 or

ot her partial PPAR gamrma agoni st s/ ant agogv;\$ . I'n one

enbodi nent of the invention, the conpoun t he

formula | is admnistered in conbination with a

e i.b

Chlrglft)bgeza%a @rat ceiatﬁl' cdcr%!]ng éﬁnbwg!ad%bo&faé"{dn%@'bﬁcloﬁc{ﬂ rregz:t?on in the
presemge of enghwahchtalstiformedanntpgadment witheal suitabls additivei see Husmec S and

Savi€ (\Vbhg Pﬁéﬁ&ﬂoWA%Q‘nﬁ\%t%E%n% ?8%2 rZOEE lﬁfligaggér?tédoﬁ%rﬁm by reference.

Thus:iamiablbeaddmvammmmel pMSmee$rﬂIMd|bmmosmln&§1eln particular
N o) t ot or. . .
isolgBNF b s SAIRIR G b 47 A LR A0, g7, 8 o ictosea
HusisercB angl, Sdvic, \ex elrigal exaztobmezsetsuetpab compdﬂ'%s?ﬁBSand 67 @sdlisclosed in

t of th nventi.on, ound o
HusiFESy R To41€ Var TIROEUS PRYER ol Tk 3 fORPHM, 75 s fisclosed in
acid resorption inhibitor (see, for exanple, US
6, 245,744, US 6,221 ,897 or WOOO 61 568), such as, for
exanpl e, HVWR 1741 or those described in DE 10 2005
033099. 1 and DE 10 2005 0331 00.9.In one enbodi nent of
the invention, the conmpound of the forrmula I is
adm ni stered in conbination with a polyneric bile acid
adsorber such ‘as, for exanple cholestyran1ne or

o " '




W02005085237, JP2004359630 or by A L. Handlon in
Ex(Pert gjon. Ther. Patents (2005) 15(1 1), 1531-1540,
WQ 70N odi nent of the invention, the corrpo]ifff'éfE]c)ﬁ‘m)6/009323
the formula | is administered-in conbination with
i nhi bitors of hornone-sensitive |lipase (HSL), such as
t hose described, for exanple, in WX1/17981 ,
HusiRED & 4&PSavic, \V\ER@%Q»?%@?Q lngMG%Ogé&7§318&n96unds 20, 21, 22 and 23 as
W003/ 051842. I n one enbodi ment of the invention, the
dlsclggqeq)@dﬁ@u@gc $ ped SgviguY a Frefesably thenespegtise ligand is used together with
the r%@{mi)tloé‘ké Hlst"éé ﬁ:gbﬂ@d N hiise S aﬁg%taWc s %EWJ A Schreiber S.

such "as t hose descri bed, rexanp

etal,\WolArperd 2hem. SAo2020932 193, wmooseszegmeut by Zhang X., etal J. Amer.
5 \ [ t

Chemﬁ%&g 2048134, 191086 ATRBGHPEY 1eddR KN B LDrg! Effem., 2003,

68, Zﬁﬁﬁbonm described by Rfald.Ahétbl $ythesis, 2005 nmemgmuhaltafe described

in th‘égé *?Qf?yéﬁ'cg?%%glg zfgg ﬁ%éﬁ%hl g%ﬁgé ﬁ_ﬁﬁggﬁéﬁﬂebfe)r%Fﬁ%t application. As

desanbada by Sohrelb:ehs etahp:ol’hmhgaa‘taltth‘edﬁmgmﬂ catdlyst $s also known to affect the

steregq%%rgi )ﬁ}dﬁ hel C?q{mga l)gt%w | htr@g;;( 422!}52% g)):’[:itié){ﬁ:q)]f the ring. Both
optidahR8fefe&di tHas be §e¢§ct;%ggﬁéop%red Thb'optles 3sotret9 can also be obtained
WO20040461 17, WR00508 WO20051 11018,

by clappig?) J65aiulisn eg@mﬂ@mmp@%gqa g;;ypialttjsatlon of a suitable salt or
by cMFARHIGHBNNE &epsiatdly of §0esticalSBRIBROBY @fhbioyin chromatography on a
US2005026984, W2005000836, W20041 06343, EP146007
chirah\epld®014910, WO2003076442, WOR005087727 or \WOR0040461
17. In one enbodi nent of the invention, the conpound
the formula | is admnistered in conbl nation wth

AS AR BRI, Gherh PORBIN iNes SHeiceckion TERRNLBIPY Wiheut a chiral

addifie, ﬂfe%ter‘é&éﬂ'&ih@trméﬂh@%h%hﬁ}érnt Bt C4 Bf lﬂB ‘byﬁm mm& oBbosite to that
the invention e conpound of th

requa%f% PRI 3yne'@ewpaaﬁoﬁmuwi th 'farﬁaéﬁa'éf mqthyi-vmyl ketone, in the
cyldRBRBA Brocks) 160 SLOUICTAS BL 02 kot K6 Ml PoniBNRP [t Are nommally
has pghpasirdifferent matefsdr FFmSaallowscha/ﬁmengtsehe@m/q manipulation of the C4
subsifigRi. nation with inhibitors of "l-kappaB kinase" (IKK
Inhibitors), such as those described, for exanple, in
WO200 1000610, WO2001 030774, WR004022553 or

. Lent  of .t ' nt,i t.he
Otnef ERHARA oBtpa cMrdRFioPABR g slrpLol i Bher Tor dfhple a L or
D -moenthylesdén whichi rtehdetsdthleapmcessothltdteargll theocompoural df formula IV is
receptor as described, f exa OO 09
obiainRd Sy SHaIRTeE iR em EOPIaRERENN: Fofien, RSV, lfEpactonal
crysteflisstioa. formul a | is administered in conbl nat| on with
CART nodul ators (see "Cocai ne-anphet am ner egul at ed
transcript influences energy netabolism anxiety and
Anotésiipottastigrhyddigentrofthe @iveRticikatRes 1. a Cbmﬁbund drklhﬁﬂ@@ula IV as

defingﬂ?aggg%%gt%géégggéggrx anggé f@\s(fg mula may8ge used inter alia, for

the {y‘iﬂﬂe(si%- aﬂbﬁmcﬁaﬁ'&ll racﬁve/ baﬁﬁtM%Fféférbbly renin inhibitors such as
onani de

cl ohex t - sul
alisky PéE?ﬂ'%ﬂ?/ éP %%&%E@% !@%@iﬁw‘%ptu de YY 3-36 (PYY3-36)
or anal ogous conpounds, such as, for exanple, CJC 1682

3-36 conj ugat ed with human serum al bum n vi a
Ina &;&gr@ﬁ fu m@% ©of theripyeation, this-eynthesis gemprises as a further step
or asqﬁmmuaats@ﬁmbgs WeVifahFa&tBfeldNatddmPBuRd oPformhbRse
descri bed in WX2005080424; cannabinoid receptor 1
ant agoni sts, such as, for exanple, rinonabant,
SR147778 or those descri bed, for exanple, in EP
0656354, WO 00/1 5609, WO 02/076949, WO2005080345,
W02005080328, W02005080343, WO2005075450,
W02005080357, WO2001 70700, WO2003026647- 48,
W0200302776, WO2003040107, WO2003007887, WO2003027069,
Us6, 509, 367, WO2001 32663, W0O2003086288, WO2003087037,
W02004048317, V\02004058145 W02003084930,

N AN PN NLNLNES A PN AP VAN NN AN A VAN NN APNA PNA NN



conbi nation with neutral endopeptidase inhibitors as

descri bed, for exanple, in WR0020251 3, WX002/ 06492
WOHO3BH#IB40008, WO2002040022 or WO2002047670. TGi/EBpRy06/009323

enbodi ment of the invention;8the conpound of the

formula | is adm nistered in conbination with NPY

i nhibitors (neuropeptide Y) as described, for exanple,

in WO2002047670. | n one enbodi met of the invention,

the conpound of the gy mul apl is\}idgi nistered in

conbi nation with sodi Un¥hydr ogenexchdnge i nhibitors

as described, for eﬁ@ in 003092694. In one
enbodi ment of the inve compound of the
formula | is adm nistered in cgnbination with

nodul at ors of the gl ucocorti Rpeceptor as
descri bed, for exanple, in WR005090336. In one
enbodi ment of the invention, the compoundVdf the
I e i : . . . Ccatine. .
b B dnd B 600 150 o B SRTBLRRH L MBI, i o
defind@f0104 @0vpB9nd bitherfernaud B4 abevet anafk PGhe an ramémd pootectinh g@roup, or a

s PR30l 5 S4B B 235505, oo an omin
proteatihg bgroop son dse ymolidinee ditrdgen efxanpdrapound of formula IV, especially
oy 0B AR e e sl R B s Sompounc o
the fofhiithNAL (288 itel prefeied dntbddrhentsRishdesyAlsdd/ IatdrE)or # 881D thereof, also

as, for exapple, segeline, or as described, for
formé?éqPﬂf'B?”t?ﬁ%Wﬂ 140. In one enbodi ment of the

i nvention, the conmpound of the formula | is

adm ni stered in conbination with antithronbotic active
Preferagly die spmround efforula vl hag thgpleeeochemising @ggriiown belqusin formula
VIA.t 0 be understood that each suitable conbination of the

conmpounds according to the invention with one or nore

of the conpounds mentioned abovéand optionally one or

more further pharmacB|Qgi caPRy aé\l-'r&qq.subst ances is

meant to be included i ny+he sPope of the present
N of the devel opnent
codes nentioned above akre“gi vern bel ow. CH - CH,

-501LY-674 KRP-1 0 1FR-225654PHENYL- AND PYRI DYL-1, 2

, 4 - OXADI AZOLONE DER!I VATI VES WHH PHENYL GROUP,

PROCESSES' FOR THEI R PREPARATI ON AND THEI R,, E AS

PHARMACEUTI CALS The invention relates to phenyl-1

, 2, 4- oxadi azol one derivatives with phenyl group and to
This p%@g%rgﬁgg@gg‘%% ?ﬁdnéétsltonai ‘ﬂ)(@w@%ﬁibé@ a’s%hgﬁcﬁlged e.g. in standard
referprgeRMierksa sagrdssd. beW.vMeOmiePRrotective aopumssinsOfganis Chemistry”,

Pleniy 5 F a5 360 iR Al aDeR 10PuEE00) Seded ey G Chrotecive

Groupsrio 0BIganiE78B)thesi mibird daditteomWileyi Ngwaodx 489% ziol 'Gine Peptides”;

Voo o & DL 56 oI, ARl 3D A vew von

198196n I'B26rodenrrdem dgargsehe00Cercietmidathds's d\Orggnia @hemigtry), Houben

ey 55 LS Dl U N 1B St an

H. JBmhkeit)e'Addnasaateny ®eptide,i Protdind” qimind asigsaPeptidesy Rtdiein®, Verlag

and,,.protei n.fa | transfera re descrjbed in " .
Chergofeiitsih Do fig Bkobf, 3P sB" et B ERheR ptirgenn, rehemie der
Kohlmm:raﬂé:ggompdlmﬂe , undi"l}'c)exiv_ap_ﬂ r(m'hbmfdtryroi [wgb%mgl*étys: Monosaccha-

., uti)izabl.e ul ati on i p an car bohydrat e
"desrﬂé"lJA%%VF’ HSan Oégghtemfgv%rlﬂgt §g{ttga%3§9‘f’he prevention

and/or treatnent of diseases such as type 2 di abetes

and at herosclerosis and the di verse sequel ae t hereof.

Anot her purpose of the invention is to treat

denyel i nati ng and ot her neurodegenerative di sorders of

the central and peripheral nervous systenms. A series

of compounds whi ch nodul ate the activity of PPA
receptors has been found. The conpounds are suitable

. L, . APPSOl . ~resarres 11 .




al kyl ene- O (C0-C4) al kyl ene- (C3-C6) cycl oal kyl ,
C0-C4) al kylene-O (C0-C4) al kyl ene-(C6-C1 0O
WQ 297839183 kyl ene- O (CO- C4) al kyl ene- (C3- C 15) CT/ P2006/009323

het er ocycl oal kyl , -9-
(C0-4) al kyl ene- O(CO C4) al kyl ene- (C3-C1 5)
het er ocycl oal kenyl ,
(C0-A4) al kyl ene- O (C0- C4) al kyl ene- (C5-C1 5)
het eroaryl, (CO-C4) al kylene-S-(Cl-C4) al kyl, (C0-C4)

In padidujdrevieenIes (Can élk))xyad:é(pd)nyl {oDipBd)as to form a carbamate, the reaction is

prefea{?l%lcgﬁng %% (‘%(f‘lrc% glgal K cndict %BCQQ@RS more preferably basic conditions.

Suitatlk Yazes - Culi€6erganicaby | inorgalic Mases| kyrbferablyCOrgéme Kases, more

prefe\lggﬁgteateg%% r? lgggelkg%);@ore@;gfgﬂb y[alé Qél%@wem@é?rbgaﬁ Examples of the
terti hﬂtr@gé?aruébe h@@d@ﬁ.eﬂiyléyrlmedﬁ@pwpgmvyﬁﬁme DBU, TMEDA and

al kyl ene- C4) al kyl ene-H

t”me(ﬂwa"@&!?almﬂ @qgﬂm pwpeggc,gﬁd&q Yesyilpble solvent, preferably a polar
solvéritdsuert) & i &RQ- 4CeBateBarCy Q{a‘l&*ehwed solvent, more preferably methylene

al kyl ene ene-

chlonge. Qr@%ﬂ@cgtatﬁw gherqqgiqominopaarsﬂ t}'/ne temperature are chosen so as to bring
the {fbgaf ogg)(c?ﬁb%{p%ﬂﬁene %‘%ﬁ%fgéhg{teﬁ/g@@g tgg q(ro?uctlon of unwanted side

prodycts- @p@alwlheneamn N@p@@- conducted at 0 ° C to reflux preferably 0 to 40° C,

morqgél)ef’érgﬁ(l qge oaI kggct]cég @M&%rﬁt% fot 10 min to 12 h, preferably 20 min

ton.Imwmn@eGDlNQmmt@éﬂ)falﬂuymeﬂéh—b (C0- C4) al kyl ene- (C5-C
15) heteroaryl, (C0-C4) al kyl ene-N((C0-C4)
al kyl ene-H) -CO (C1-C4) al kyl, (CO0-C4)
Anothéknyﬂp@rtanﬂ\lémﬁﬁmﬁéht ofl thy lirweetioh) relieg @a Codinpound of the formula Vi as

defm%I K ene r,@( ?%% cl oalngﬁ)éjhgb(o%q?&ulwl may be used, inter alia, for

the a)riﬁ)éswef (o%ﬂﬁﬂcﬁhma}ly aotl@-sﬁﬁstahéasl prefefdblyCienicd Jnhibitors such as
lisk 2 E}) Cfg %ﬁ[d } ene-(CS- C
alis ‘_[%‘) r?éP%?‘%' \A5 4E3PIRAd In 94 y1 ene- N( ( CO- C4)

al kyl ene- H) - CO- ( CO-

ina ee%p (ggg/tjgﬁat% %@qﬁ%%@?@émvgn% at‘wlkses?/mh’esis comprises as a further step

or asgihlividaaesyhtheSi9tid Rrahdfhaiule/ bfeneontsdanebf forigteviear yl
(C0-C4) al kyl ene-(C6- Cl14) aryl and (C0-CA)

al kyl ene- (C3- C15) heterocycl gal (C0-CA4)
al kyl ene- ( C3- C15) heRé}ocycFﬁmk ¥~g:( C0- C4)
al kyl ene- (C5- C15) het er garyl \r eby het eroaryl,
het er ocycl oal kyl anROhd pC | kenyl can nono-
ordi substituted by oxo residuejand where al kyl can be
unsubstituted or nono-, di- '%gubstitut ed by F;, Z
is a bond, (Cl-C8) alkylene, (C2-'C8) alkenyl ene
(C2-C8) alkylidene, (Cl- C6) alkylene-O (\g Jl
al kyl ene; R7, R8 are_independently selecte fro
Whe'ﬁi”oép Rocing Bt Iy asfdefiped, irog cAMPPEnd ehshesforppla 't'd?%) R. is as
defindh ¥y &BSmEb&r@omé ferniina Rﬁé’odﬂe a%@"_ﬁe‘ iR anﬁ(cf}r%@%ﬁng group, or a
COoC4  ene-O (C6-C12) ary C0- C4). al kyl ene
salt thege 12;)a|da,ngqnuqu@e GoHeRrising gprﬁgq'a d:ogqslﬁgngeﬁg gonversion of the
carbi:ﬁﬂ/"l‘> '6p§tdoHHo§F‘d Of tHEPRAnula Wi especibll dy Sy sided!2%n e Eré%@@mg step,
y I's unsubstituted or nono- or trisubstituted
to amglefim| dgisrprogess.-stepps gpklwasdyell@q @pomyqu Rfthe foimpulg Vil (and its
preférfe% é’rﬁ@&ﬁrﬂéﬁt@'H%rdéécﬁwdﬁ'éter)e%?atéaﬁ'fﬁérbff fa@B'??rn?Eﬁ'\bodlments of the
m xtures in any ratio, and its st ol ogi cal |
inven{i®pept abl e salts and tautoneric forrrs Anot her
enbodi ment according to the invention are conpounds of
the formula | wherein R2. R3 are independently H,
hal ogen, (Cl-C8) al kyl, (C0-C4) al kyl ene-O (CO-C4)
al kyl ene-H, SCH3, CN, wherein al kyl and al kyl ene are
unsubstituted or nono, di- or thsubstitued by F;, R4 is
H (C1-C8) al kyl, (CO0-C4) alkylene-O (C0-C4) al kyl ene-H
wher ei n aIkyI and alkylene are unsubstltuted or nono,

1 . " . A a1




by OHand F; Yis a bond, O S, S(O, S(O2 and R5 is
H (701 C8) aI kyl, (CO-C4) al kyl ene-(C3-C13)
WQIOPEIIBY T | (CD-C4) al kyl ene- (C6-C14) aryl, TEHER(6/009323
al kenyl , (C0-C4) al kyl ene- (A®-C15) het er ocycl oal kyl |
(C0-4) al kyl ene- (C3-C15) heterocycl oal kenyl, (CO- C4)
al kyl ene- (C5- C15) heteroaryl, (CO-C4)
al kyl ene- CO- ( C1- C4) al kyl (CO C4) aI kyl ene- CO- (CO- 4)
al kyl ene- (C3- C13 cycloalkyl
The &pn\ﬁrﬁlﬁe qan. begffegied abmmemhqdcsnmn ¢ dhey perspaskiligy in the art.

Prefﬂé?lglrtgg%?oa (IQ:Q—J %@%&wrﬁ@ eé%c&%é? éoPectﬁsson olefination or by

reactgrk yitle ri%g P@@ISUBBQemteﬂ' woajyeagmt& éanythe Wl@@ xeaytion are phosphorus
ylidegbﬁ’z;g@%fecﬁ@g tﬁ%)es éﬁ\fél( @g}l @}?uurﬁ ggft gﬂ!é ) &%‘é?rﬁ%rwdsphomum salt
is prefelth;emtﬁan(uﬁlﬂe@bﬁi ay)bbsmimeyle g. 32yl pBesphine or an alkyl phosphine, and

a meﬁlﬁ*!a@@ y &ngﬁg\@&s |pP @eﬂgncg\ r%/zl%é l K Iene ( C-hgl:lﬁg? The ylide

can zldeds be pngpakemﬂrdma phbsphobates ( fHdspHihe aklug% qjhespilﬁ'mcﬁﬁd bisamides and

alkyl l t S Oc%rme% s%ﬂgjc&cgc)@fgeﬁy % ﬁ‘ns contg(][ onspﬁ/onates are preferred

and ﬂiekryébeﬁm- i6 G@feﬁé&)t@kéﬁ |tlﬁ@H&lsHer-Emr(s felctfoh) The base used to prepare

| kyl ene- 015 et eroc | kyl, CO O (Q0-C4) .
the S feiarebly ScPatasP HEpERIEg PBHYF SebemBIaues, Examples include
sodiuth degngg b Cﬂlfﬁl)rh?‘hﬂf Lﬁﬁrglrllséo (acr:ﬁlmge cQﬁdlum amide, or a sodium

alkow W?fe@wyoqiqlrnwygﬂ@e |.I|)un(l d;gul@)or élpwyp éh@ppropyl amide. Preferably

he ﬁ@a N prdp ? cI lo ?l@ﬁrﬁﬂ% Hhditioh oF4) cﬁé@ﬁngg f%mu(lacc\)ll C4T)he Wittig or

Wml@l W?Pef?@ﬁ matqss)plm @fé‘%’?bb’o!ﬂ laf inetoskiveh- Waye preferably in
tetraﬁ\,é&f%f’;:ﬁdg\;%r:'%lgé%nﬁé r%%{fdﬂ( C%an& fhe @ﬁlﬁ?ﬂeart]tge re I&?_e%o as to bring
the rgag@qretmcor@gietuma} ahetiimyay jime W|thout the production of unwanted side

R e

C, me@ppreferagy et to 10 ° C, such as 0° C, 10 min h to 12 h, preferably 20 min to 6 h,

mos@@%&% a %@%‘é%lﬁg r§34) aICgI) g%s ?glskng) het ero

cycl oal kyl, SQO2- N( (CO-C4) al kyl ene-H) -

The I,g% sﬁé (%&@t%gﬁﬁg%ﬁg%au? Sy 68 83;%' sr,]¥>|eé for example Peterson D.

J, J. («)Ig- (Oh)eai ki@b68N83, (78D Thé ube bé thealPgthsisinedgeinh cant by lexamglified by for

b - - i
exanfis $impleyinB e (FaDiPeE oded B peiSigi Mikestet IhamtGhe. oy 1990, 112,
63925@ad (FEtasiAN. Al kethl, Tékanddlon0-cBié)s, 2085 38)239B-4rid0P4yhkk J, F., Org.

| ene- al kyl ene-H) - (C0- C4) al kyl ene-H,
Pf°°%fé iﬁa";’&l?e‘éé?\?g é:%ﬁ c4) al kyl and O (CO-C4)
al kyl ene-H and V\/nerel n cycl oal kyl , aryI and
het erocycl oal kyl , .heteroc Ioalken nd t e oaryl.
unael Toe BRSS Gedtiaiie 6 YR G¥seAgh Soirerizalan sl & Sipsgipent can be
obseR/,edGTheEﬁ’foreGﬁ?en liti@ﬂmfﬂ@e ;ﬂbféyt’ed @lﬂéte(r@n&‘lr)ssultmg from formula IVA as

en O ene-H : t he provi so that

shownfat%zvg,sthg feog?%/gugtry Ag ﬁhtp;gn prgfoungla JMIA below and as required,

fgmhsﬁ@én@éﬁ%'@b{aneam (Q0-C4) al kyl ene- (C3- C

13) cycl oal kyl, SO2-(C0-A) al kyl ene- (C6CL 0) aryl,

S2- (C0- 4) al kyl ene- (C3-C1 5) het erocycl oal kyl

S2- (C0-A4) al kyl ene- (C3-Cl1 5) heterocycl oal kenyl ,

SO2- (C0-A4) al kyl ene- (C5- C 15) heteroaryl,

SO2- N( (CO- 4) al kyl ene-H) - (C0- C4) al kyl ene- (C6-Cl

0)aryl, SO2-N((CO-C4)al kyl ene-H)-(C0-C4)al kyl ene-H,

S2- N( (C0- C4) al kyl ene- H) - (C0- C4) al kyl ene- (C3-C13) cycl o

al kyl, SO2- N( (CO0- A4) al kyl ene-H) - (C0-C4) al kyl ene-(C3- C

15) het erocycl oal kyl , SO2- N( ( CO- C4) al kyl ene-H) - ( CO-

C4) al kyl ene- (C3-C1 5) het erocycl oal kenyl, SO2- N( ( CO-

C4) al kyl ene- H) - (C0- C4) al kyl ene- (C5-CL1l 5) het eroaryl;

with the proviso that, if Yis a bond or Othen Z is



Anot her enbodi ment according to the invention are
ounds of the fornmula | wherein R7 is in
W(bza‘]ﬂn%‘)i?dg tion. Another enbodj ment according t®%CYER2006/009323
i nvention are conmpounds of tHe fornula | wherein R8 is
H. Anot her enbodi nent according to the invention are
conpounds of the formula | wherein R1 is F or OCH3.
Anot her enbodi ment according tog@ghe invention are
conpounds of the forgy a I pbere\\n_d?l is d or CH3.
Anot her enbodi nent actoxding jothe ifvention are
conpounds of the fo&gul reyn RL is C. Another
enbodi ment according tad e i ntion are conpounds of
the formula | wherein R 1 is hglogen, (Cl-C4) alkyl,
(C0-4) al kyl ene-O (C0-C2) alKyTrme-H, O (CO0- C2)
al kyl ene- (C3-C6) cycl oal kyl, wherein al kyl and
al kyl ene are unsubstituted or nono, di- bY!A)
Anothérl Ahht SthEshiR¥nts Wné ﬁw@ﬁ?o Gélatéd f6v4 E&ﬁpo%d'o?tMﬁﬁ ula VIl as
5 and toge er wt enltro en atomto
deflrpﬁ@pow er [posaltdbieneyf. =A IQORBEPYNG of the dJormula VIl may be used mter alia, for
) c
the %ﬁ;gpcgpﬁg?fn%pg%g%kwﬁ%ﬁg C(g% 8%9 1%5& Ve%'ino ﬂ'lhl‘iﬁtgyg such as
aliskinendiespeaizllylas destribed inthecliolewiogs N, O S and which is
unsubstituted or nono- or disubstituted by F, CF3,
(C1-C3) al kyl, (C0-C3) al kyl ene-O (C0-C3) al kyl ene-H,
Ina ﬁmr(eﬁlfuﬂﬁer aehbodimer@of (el invdﬂﬁ):n,ethis;slynth@@s bthprises as a further step

or as( |&§JC89§ ﬁg%la ?’fo%@%’@&ﬁré/ ﬁlqoa { ;1 olf] c}rr%ﬁ%e\pl}llll ’

het er ocycl oal kenyl , whereby het e{)ocycl oal kyl ,

het er ocycl oal kenyl ap@, het ePGary n.be nono- or

di substituted by oxo T esidue; NAROL her® enbodi ment

according to the |rw@ .are conpounds of the

formula | wherein R 1 alog n, (Cl-C4) alkyl,

(C0-A4) al kyl ene- O(CO C2) al k Iene H, O (CO- C2)

al kyl ene- (C3-C6) cycl oal kyl, “‘wheR2i n aI kyl and

al kyl ene are unsubstituted or nono, ﬁ/ll

trisubstituted by F;, Wis (Cl-C3) al kyle d v i s N( R6)
wheraifdRRR, i ahdHR’ afel asAefinddkydr, a Q:@le@)d of g frmula@B-4Bbye, R, is as

defingﬁ &lg;f)% lﬁg%()%\d&@mf)tﬁ% lg}x%acts}; 2%\{1 P(E g‘i)alta ino protecting group, or a
salt ﬁe@df es4d (rﬁﬂnﬂétur’@eé&ﬁ&% | @@éflé@b&cor(s@n@f) hydrogenation of the

al kyl ene- (C5-C6) heteroary

olefirges F¢AmpRHNd %#@rf@rrnuiam PSW"&PWF%%“@ PRsReding step. This
proc@'sls fféb hg 's‘éxHﬁSbbtWEIIGQ?:S by c5|mi?§|uﬁ@|Nof tﬁg)foﬂhifI}i'VIIIS@ﬂths preferred
- a

embgﬂnmptéraé qqpcr(l@g I@jg;) %q(ﬁlbtﬁ@tqqf a@g@rr@gn@gyln@n@qﬁ the invention.

O (C0-C3) al kyl ene-H and wher ei ncycl oal kyl , phenyl,

het er ocycl oal kyl , heterocycl oal kenyl and heteroaryl
Prefegably thshepmpatind of formulas ilidiastthe sterenchemigty asaiown)below in formula
VIIIAal kyl en-O- (C0-C4) al kylene-H, R6 is H (Cl-C3) alkyl

r (C0-C3) al kyl ene-(C3-C6) cycl oal kyl, wherein al kyl

|s unsubstituted or nono-, di- trlsubstltuted by

O (C0- A4) - al kyl ene- HR,0 is R S(O03(02 and R5 is

(C1-C3) al kyl or (QO- C3 kyNene- (C3- C6) cycl oal kyl ,

wherei n al kyl is urmobg it nono-, di- or
trisubstituted by F; Y Oanfl R5 is (C1-C4) alkyl
nmono-, di- or trisubstituted F, CO (C1-C3) alkyl,
(00c3) al kyl ene- (C3-C6) cycl dal K§A | (co )

al kyl ene- (C3-C7) heterocycl oal kyl cﬁgh"A)

al kyl ene- (C5-C8) heteroaryl; or Z |s - CH2- CH2-
-CH2- O CH2-, -CH=CH . Anot her enbodi nent according to
the invention are conpounds of the forrmula I wherein R
1 is halogen, (Cl1-C4) alkyl, (CO-C4)

al kyl ene- O (C0-C2) al kylene-H, O (CO0- C2)

al kyl ene- (C3-C6) cycl oal kyl, wherein al kyl and

al kyl ene are unsubstituted or nono, di- or
trlsubstltuted by F VVIS (Cl C3) alkylene Y is N(R6)

[r—— o ~ a2 .




XIS O OCH2; Uis S, Oand Vis NO Uis Nanles
Wis a bond, (Cl-C4) alkylene; Y is NR6)
W%%qﬂéfefﬁ’éﬁﬁ fromthe group consjsting of (Cl- C8)P(5T/E]§4006/009323
(C0-C4) al kyl ene-(C3-C1 3) 0171:1 oal kyl, (C0-C4)
al kyl ene- (C6-C12) aryl, (CO-C4) alkyl ene-(C3- C15)
het erocycl oal kyl, CO (CO-C4) al kyl, CO O (C6-C10)
Thlsaéadtlon\ﬁ’ﬂ@féfdbly t&k&y bla@@ dn@érl@dnﬂiﬂ@n.@@@ ab% R@%che éther @hctionalities

trisubsti.tuted al k
on tt}q(r(n ulemtagt} WyFP%W%’ ?@umroéck@g g@pﬁ@n}ﬂydrogenatlon typically
take@de@;@ W%eabﬂéﬁér%éeoﬁaaé&alweiﬁéd?ecﬂ'%}n %nﬁeterotgeneca.ls g:/at'glyst or a

het er ocycl oal kyl are nono- - or trisubsti
homagrneoes Catdyshi sugh aseWekipsg scnytab/sk yrefaeably. aheterogeneous catalyst.

Exa eé of (t%ha@h(?r}éﬁ)d(e C%Q@)mclﬁ{ ﬁagéndeu'irgﬂglf‘%%l bt q‘aebg‘%{m[lm metal or

platumm Zn$t§| ogiHR,- rhod@AR - oHiEnjum @iRE- ZhCidRide, nm%@iﬂeterably Pallad:um/C

i B PO D 3ok kA o Bol it T ot

prefexhlly eised il &y Bmogntiefsutess20% Lmneck pnefembi;o%') todii0%.oiThe reaction can be

condtugfegﬁg%%aéﬁfﬁﬁ% ?yelg ét% 89(%)53% cliheg%e\ﬁ Ipteﬁssyn;?eé}d%?@ bar, e.g. 5 bar,

mordapru]erdb(y\rthe &) iscaomdbicteth at 4tM@dsfldrichpressurey cTigea higgrogenation

).- het erocycl pal kenyl | ch an ont ai n
take§iafe bisTeippy'n o el Sobiear aar Atersqeblyn B uGRRiran Or oivene. The
reacliorstirhs tand lﬂﬁ@ténﬂferammoare dHbserDso ta§ tcSUW Ihbubﬁdloh)to Fcompletion at a
043 A g
m'""HPWI"g?]@"qlP t%p%)éfct&}) d,lr&\ggpted e(@'P @g_t? a‘ yi l)c;plly the reaction can
be coitictiayatitet a@wmp@kéfyﬂabwtdwoc M6ré1pr‘éFé?§l§ly t15t 80 °1y, such as
0XO0 I esi duF i.s a band, @% % al kyl ene, é
roomfeRpRiAtERe o 1Bmitsylo Pty PeaiRiabY 2O 1mieds 641 Riasbeisteratlyiag min to 4
h, suth a&1(t&3-H4) alkyl, CF3; R8 is H Another enbodi nment
according to the invention are conmpounds of the
formula | where one or nore substituents have the
Anotﬁél'I h\%\ﬁh@ﬂ é?P@dleﬂ&\t drihd ﬁv&ﬂi?ﬂgaates(tg]a ﬁﬁpcﬁlhﬁﬂf theqt')'rmula Vil as
, Wherein al I'S unsubstituted
defnﬁé ﬁBOVQahOI acﬁalttﬂwggfbsﬁ« rempeunshofthe fazmuta I reay bes uu;d inter alia, for

the %nif%s%?khﬂﬂé@fegﬁ%ﬁ%r%%tges\?\libstgﬁdcei %«?@l‘%ﬁwy{egh{e%ltgrs such as

aliskirgrrEppeginlirzs slegcritediin thet faklawing.t h t he nitrogen atomto
whi ch they are bonded (Y = N(R6)) forma
(C3-C7)-heterocycl oal kyl, a (C4-C7)-heterocycl oal kenyl
In a prefeared (BrIES )emblodineend of the lmntihn dbis synthesis nomprises as a further step

o s LA BB SR 7 1 1S

(C1-C3) al kyl, (CO CiBt),o IkyIP@oe Q<eh- C3) al kyl ene H,
S2- (C1-C3) al kyl, )N [ kyl, CO NH2,
NH CO (Cl -C3) al kyho CG) het er oaryl ,
(C3-C7) heterocycl oal ky - C7)
het er ocycl oal kenyl , mhereby he rocycl oal kyl ,
het er ocycl oal kenyl and heteroaryIchan be nono- or

di substituted by oxo residue; Y is N RG)QgEd R5 is H,

(C1-4) al kyl, (C0-C3) alkyl ene-(C3-C7) | oal kyl ,
wher¢iGahd & laré esalefihexhfdr a t(cﬁ)bdﬂﬂ)i oﬁlttkqfoemel-a(l[ll&bﬁVé R; is as defined

for aﬂcgc{ngéogugmé%fgg? %rﬂwla( 93650 (i;?sk‘{?n:?] é@tectlng group, or a salit

therebétsanioaamlfactﬁi@ c(o@ﬁbr@&); (ﬁfd(@fbbly@@awhtgrt}f) redobtioresdfrthe ester moiety

al k e n be r trisubst
of a B?,méou ?f&e& lg? Wfl esgefi g@lswesgeQﬁs mé@g r?@f[ ré}s?tep to an
alcohal. KTtis pNjdeSO-ste) aaldughens-wlli- 4@ Eahppalndybiethe- fdrm@@AX (and its
Cl-C3) al kyl and O (C0-C3) al kyl ene-H and wherein
cycl oal kyl, phenyl, heterocycl oal kyl,
het er ocycl oal kenyl and heteroaryl are nono-, di- or
trisubstituted by F and (C0-C4)- al kyl en-O (CO-C4)
al kyl ene-H, R6 is H (Cl-C3) alkyl or (CO-C3)
al kyl ene- ( C3- C6) cycloalkyl wherein al kyl is
unsubstltuted or nono- d| or trlsubstltuted by

P~ NN P~ AN\ - ~ o~ ~\ ~T ~\ N o s




3 {2 Fl uor o- 4-[ 4- nor phol i n-4-yl net hyl -2- (4-trifl uorone
henyl ) - thi azol - 5- yl nmet hoxy] - phenyl } - 4H;
WO 03{/]0%9)1 8347 azol - 5- one 3- {(4-[4-(1 éT/EP2006/009323
, 3-Di hydr o-i soi ndol - 2-yl meth\d9 - 2- (4-trifl uoronethyl-p
henyl )-thiazol -5- yl net hoxy] -2-fl uoro-phenyl}-4H[1
, 2, 4] oxadi azol - 5- one
prefé’rrédzerﬁ)éﬂ?rh@m@ Js“désﬁﬂbefc{ i op%rbza‘l’tltﬁéweap)aﬁa%nﬁ lehbadifents of the
trifluoronethyl t hi'azol - 5-
inventiofet hoxy] - phenyl }-4H-[ 1 , 2, 4] oxadi azol - 5- one
3-{2-Fluoro-4-[4-(2- hydroxymst hyl - pyrrolidin-1-yl net hy
[)-2-(4-trifluoronethyl-phenyl)-
Preferablydlog¢ compounst ofdirgmulp % ik jthet biefeiochemistry as shown below in formula
IXA.+ 2, 4] oxadi azol - 5- one
3- {2 Fl uoro-4-[4-{[ (furan-2-yl net hyl)-am no] - net hyl }-2
-(4-trifluoronethyl-pheqyl )-PG  ~—0H
t hi azol - 5-yl net hoxy] - phe 1
, 2, 4] oxadi azol - 5- ong®dy
| - propyl am no) - net hyl ] -
t hi azol - 5-yl met hoxy] - phenyl } -4
, 2, 4] oxadi azol - 5- one R2
4-[5-[ 3- Fl uoro-4-(5-o0x0-4, 5-di hydro-[1 (IXA)
, 2, 4] oxadi azol - 3-yl ) - phenoxynet hyl | - 2- (4-
This treactibn preferablyytbkexhplayd ynddricanditiods §0 68 tdkédp hepmthérZfunetionalities

2- . . . . i .
on tig iglEpyie dtactsiy Rarfiulan e AR BOIESING S19V8) PG SHghya sagten is well
knowri fd éMé%dWERlléd inpiienart )anB hs Edé@bnbed e g. in Methoden der organischen
hox ) P eny é’} 4H-I)£ 4].oxadi azol - 5- 0
Chergle{ Wf't oﬁ% Organic’Chemistry), Houben Weyl, 4th edition, Volume IV/c, Reduction
| & IR &Bbrgl Thiénfe Veﬂé@ Qt'uﬁ 5«’( alo24 2 7R hedictidn WypitRlyhiakés Ptdce in the

4-trifluoronet hy

presenges9hp- gm@pwequyglyp @gqn[( (pelestashEam LA, [Lithium trialkoxyaluminium

hydndgs 4fbp>é§§¥ha|éolnthﬁm9%ten-butyloxy alumlnlum hydride, DIBALH Red-AI lithium
-{2- Fl uor o-4-[ 4- rox peri di n-1-yl met hyl
tnethylbgccﬂwdlﬂqq f Bb’@%Mﬁ;t hlygi:iphe S)aplyylammonlumborohydndes and 'NaBH,. A
prefetn'éh%&ghpﬁz df'tﬁ@Fé%@éMt] is RABRY hie M td deltectivity.
4] oxadi azol - 5-"one
3- {5 Br ono- 2- met hoxy- 4- [ 4- pi peri di n-1-yl net hyl - 2- (4-tr
Ri .
The }{duHﬂ{]ng%%QéL ack rbi?%%tﬁﬁ a%zlﬂéﬁ't %)(zlg ot, mare gregﬁrgbly in tetrahydrofuran
or to@e{l@ Fheerastion ﬁmmbdyhaie{rmae{rawre arfel chosemreo laglte phiegthie)reaction to

compﬁ?t %}trﬁ gnl rﬂl m ur nthHﬁ% 8 uc&%n of ?W%{,_E(f ilde products. Typically

the real;tlém caabea:nnducﬁedaata—?&cfeﬁ tq:reﬂux d)referab!y -30 to 30° C, more preferably -
15t} ?];litlg aasz |é§o§ﬁ(§ "ﬁhgﬁ%igﬁg{’% r%‘tgl% _29 Jnin to 6 h, most preferably 30
min tbr4ltf Isuchi asrettdnglh- phenyl ) -t hi azol - 4-yl met hyl ester

Acetic acid 5-[3-nethoxy-4-(5-0xo0-4,5-di hydro-[1

, 2, 4] oxadi azol - 3-yl ) - phenoxynet hyl ] -
A compbund 6fithé mmrmmndmn&e By fyrtHeh h@édJin a4nl.‘;fhwtdIWay§$rt mé synthes1s

of relgibﬁé‘rlblkﬂ%gﬁ%f? Al ﬁ%fg %’lp\:ﬂgil ”j‘?ct,rﬂ ey g}suéjrl o o the steps as

describediih @¢tnliim B8 applieatdn no. 0511686.8 as shown below.
3- (2- Met hoxy-4-{2-(4-trifluoromethyl-phenyl)-4-[(3
3,3-trifluoro-propyl am no)-nethyl]-
Thus! Blpﬂic@ks ﬁ:ryﬂ\é@rfﬂ%@s” of@@ﬁw Ihhll‘}lll'br[ duch as aliskiren, comprises oxidizing a
4] oxadi azol - ((1 R 2R, 49)-Bi cycl oF
COm%ﬁépﬁ” W’H]H'%M%WF'?")QSB(’K“%%”W‘I oinother M?F%'Pﬂsﬁ?;ﬂpf to an oxo
comﬁdﬂjhabf’{hEEfoW\JTE‘XhOXy] 2- et hoxy- phenyl }-4H-[1
2, 4] oxadi azol - 5- one
3 {2 Met hoxy-4-[4-({[(S)-1-(tetrahydro-furan-2-yl)nmeth
|']-am no}-nethyl)-2-(4-
i fluoronethyl -phenyl)-thiazol -5-yl net hoxy] - phenyl }-4
1 , 2, 4] oxadi azol - 5-one
2- Met hoxy- 4-[ 4- ({[(R) 1-(tetrahydro-furan-2-yl)neth
am no} - et hyI ) (4-

T T 1 P T T 1 I

yl']
tri
H [
3-1{
yl']-



yl met hoxy] - phenyl }-4H 1 | 2, 4- oxadi azol - 5- one
3-{4-14-(3- thhanesulfonyl propyl) 2-(4-trifluoronet
wQ2 W@#ﬂ}ﬁ t hi azol - 5-yl net hox?/‘} - et hoxy- phe‘Fﬁ/T/FPwPﬁ/qO”B
, 2, 4- oxadi azol - 5- one -
3- {2 Met hoxy- 4-[ 4- (3-t hi onor phol i n-4-yl - propyl)-2-(4-t
rifluoronethyl-phenyl)-thiazol -5-
ylnethoxy] phenyl } - 4H 10, 2, 4- oxadi azol - 5- one
3-{2- Met hoxy (ﬁ-[4 @%—peﬂhyﬁro azepin-1-yl -propyl)-2-(4
-trifluoronethyl - phe i azol -
5- yInethox&b I} 4 1 , 2, 4- oxadi azol - 5- one
3-{2- Met hoxXV- N[ 4 rpholin-4-y|-propyl)-2-(4-trif|
uor onet hyl - pheny ) - thlazol-5- yl met hoxy] - phenyl }-4H 1
, 2, 4- oxadi azol - 5-on R2 X
3 {2 Met hoxy- 4-[ 4-[ 3- (4- et hyl - pi per azi n- 1- ylf bropyl]
where#r RéhnUerémCHsOd!Ebeylforpdﬂ eﬁmb&mnd of the formula Il above, R; is as defined

t hi azol - t hox 441 , 2, 4- adlazol 5-one
for agOrpoRRd AEAPS TR Ke2E SNELEGh S AP GpR SEtng. GrauR s 1)
uoronethyl phenyl) thlazol 5- yl net hoxy] - phenyl }-4H 1
4- oxadi azol -
Prefga@lg the camround Pf4f_0(rgu|5y¥ has ithe stereogherpistiyas)shown pelqw fn formula
XA. | uoronet hyl - phenyl') -t hi azol - 5- yl nmet hoxy] - phenyl }-4H 1
, 2, 4- oxadi azol - 5- one
3-{2-Fluoro-4-[4-(3-noryholin-4-yl-propyl)-2-(4-triflu

or onet hyl - ghe yl)lﬂhlaz -yl met hoxy] - phenyl }-4H1

, 2, 4- oxadi azol

3-{2-Fluomm WBLpyprolidin-1-yl-propyl)-2-(4-trifl
uor onet hyl - -5- yl met hoxy] - phenyl }-4H 1

, 2, 4- oxadi azol - 5- one 4-[ 4-[ 3- (Benzyl - met hyl - am no) - p
ropyl | - 2- ( 4- trlfluoronéyhyl phenyl ) - t hi azol - 5XA)

The yegnﬁq%%gﬁﬁ %Q g un ely cu}stomar; conditions that allow for the oxidation of
a hydroky ghuphxsin 43)(6 Zrévp bihd feiﬂpltfyﬂiyi‘éﬁ‘s‘lémﬂbﬁmdlz)nnd‘rréaﬁeﬁfk- {oxidants).

rifluoroneth

This Fgg%l)pp]calnhmgg@ugg cff“ dpmgg%ut%n@hﬂlgw Aer thf direct conversion from a

compébnﬁ]di%?éjfo?mgia'l& d?raeco&béndugysﬁbhm GHRO FRMRRITR AS L Salt thereof,
combi nations, of preferred aspects of the i nvention

or it %*&'iee@avﬁéﬁter'ﬁiz'nﬂsm@sf@abwmmpounﬁ@f therfatmayla . is to
be under st ood |nﬁﬁye broadgst sense to nmean saturated

hydr ocar bon resi whi chiican be linear, i . e.

st rai ght - chai n, anchen I f not othermnse defi ned

alkyl has 1 to 8 car~'h“a onms>ofxanpl es of
-(Cl-qgkjalkyl" are al kyl residues containing 1, 2,

3, 4, 3\gdr bon atons are nethyl, ethyl,

| hexyl , heptyl or octyl, the
eS|dues i sopropyl, isobutyl,

propyl, butyl
‘ |sopentyIR2neopentyI

n-i somers o
1- nethylﬁﬁ?

2,2-dimeth Ibut 2-meth Ipen(y - nEtha ent
wherp@olﬁ @j@9|R1 @Casbc{gﬁypd fora p IBBQLW erthg éqrfnubae lt%)qove-rﬁéns as defined

for al &niBound (&Qh%mﬂllé‘W abdv% é’ndWGr@Ca%rQﬁﬂor;ﬁ&'e@M% groupl Wh!Ch can
containing 1, carbon atons,

then RR; 'Gﬁ”qel%”'f’bﬁ‘i’\"?,"g égeﬁtlsl@ |a-n EI'QQhé{d%@f/H]eefﬁmeB%I The Fj'reCt reaction

to ant QS@?@d@tcﬁtﬂ‘i‘é"ﬁﬂﬁrﬁla@@ Rean, ﬂir%&aﬁnﬁlet ﬁﬁ(etr%d@ iftltke bRIABnceSF an oxidant
used herein, the termal kenyl is to be understood in

that alipwsHpiothg @xidatiemetan alcakal to Ay aldsbydewithqub neusiormatianrof the acid
4

of th@afrﬁgﬁulﬁ%lh g‘boqmgr@r Eﬂig) %l?é?dco?l?ft‘iﬁﬁf (% Phggémg Sdgcloﬁ xanone, cinnamic

alderandeeqwam%hxde @s xidanb inthgt pragencexa{ r@sl alumisium alcoholate, such as

o A 3o A Sl 0 o

vinyl, 1-propenyl, 2-propenyl (= allyl), 2-buteny| 3-
but enyl, 2-nethyl-2-butenyl, 3-nethyl-2-butenyl,
5-hexenyl or 1,3-pentadienyl. Al these statenents
apply also to the term al kenyl ene. As used herein, the
termalkinyl is to be understood in the broadest sense
to nmean hydrocarbon residues, which has 1 to 4 triple



azepinyl, azetidinyl, aziridinyl, benzimdazolyl,
benzofuranyl di hydrobenzofuranyl benzot hi ofuran¥ ,
W(bé”r?i/@f%?fbphenyl benzoxazol yl, benzthi azol yl , PCT/EP2006/009323
benztri azol yl, benzt et r azol y15 benzi soxazol yI
benzi sot hi azol yl, carbazolyl, 4aH carbazolyl,
carbol i nyl, chronanyl chronenyl ci nnoli nyl,
pyrndﬂﬁ%%r@&hbrﬂglé andlrﬂurﬁ @Ichbﬂ?lﬁéié’x‘?ﬁﬁ&' 844, manganese dioxide or
di oxazol ylI', di oxazln di oxol anyl
selenium. dip¥de |0§|by|cata3yt@ <¥gh@§r@pgnat@n4])bmm peeferably usigig-oxidants useful

dél' 5n Ot el iti h TEMP EMPO = 226,6-
an Sj;ofurcl) 2, 'otngtralﬁ drofuran o?adatlor)\/ (T © 265

tetrafrmtmgridme mrqmmltrublnwh e;gnsqdlgm sqd;um chlmldmgbd;q}d:lum hypochlo-
rite, éﬁfﬁ%rﬁg@ﬁg :tﬁ/é Frseg rgr%lzg% brg@?@%lf 2 Cgﬂﬁotassf&ﬁﬂ)%%lde in an appropriate
solveni.osun:ﬂaasohqmylens ohlndded amd/or, watenionddh y!ia,cetoxynodobenzene in an appro-

pnaté Ss%ﬂ%h nlﬁ%tﬁ?ﬁ% 'ch?ﬁzm t?pnﬁtf,ra&%% '8)%;%'8%{/? ’to 50 °C; under Swern

condltmxaergl usipng, dimethysalibsids mythe ptesenerasfaxalyy thioride, e.g. at lowered

tempgeg—lltg%;gsgai lagﬁol%npﬁg{)] %l %‘.{)éé{?fgg%?x,h}nhwel p()jrlegé/rlc’e of a tertiary nitrogen
basel sEcB-a@Nﬁdﬂh?léﬁinr}é un&eﬁCér@%ﬁhl mitwhs d.g2using dlmethylsulf ide in the
oxadi azo 4- oxadi azol y -oxa-thiep

presgncg. o] -tchec/)& ammmr_ge,gfu%% gﬁ@f tznq' cpndifjons, @Fﬂ lquatnon with dime-

thyls&bf@a@(ﬁhzthé)ﬂresehcgw&%§él8ﬂéwl éarﬂod?mﬁdé Mess- Martln oxidation in the pre-
oxazol i di , oxazol i \XW toxa ol oxet an
|

sencg &qﬁﬁrMa@ﬁW&ﬁ@Iﬁ?n%( rlmﬁt prtl;\yfir,Qﬂ ¥ benziodoxol-3(1H)-one )
in arpﬁ%?@&rieﬂé/ %olvmeM%bWIene RARAGE A.§! étrié(rlnperatur%s fr?/rln 0 to 50 °C;

henoxazi nyl , hal azi n fp perazin pi peri

or umggspd/pwcmne ﬁgrlnp\q:ypn dmgt%w,“l oxige grag\erﬁhsence or presence of an appro-

prlaté))é'bf\‘lém éL%hn %Otl:ﬂlé})d at%ﬁm?ér%ltl}ﬂes 39_:{/ rffo%u?@% 80 °C; or with
pyri ooxazo dorm azo y pyri hiazo

lowep preferenge usn@g,pata |c dglwirqge@ppgn e.goyit thelAresemnge of snver copper, cop-

per BBl Qixﬂ)%n&l zindYéxj 'IWM&X}—EEQ- ulred rtﬂlaygtmfrﬂgrrnéf?y%lf 'the oxidants is
qui nazol 1 nyl, qui nol i nyl, ur ndl 1 zinyl,

chosgniapprogripteiy to ayaidravet-oxidatioh, t et r ahydr of ur anyl ,
tetrahydroisoquinolinyl, t et rahydr oqui nol i nyl ,
tetrahydrofuranyl, tetrahydropyranyl,

The peitatidny ofr @ gpmipdumd bf thedformalig dX oio:halsq» laerajdehyde tompournyd of the for-

mula fté)rb%%ﬁ)%&/ é@feg'g%l&yqszde% é@f&k&égl 9 é:lomp’ound of the formula XlI can, for

exanipl®,take hllaaei with dbyeds reiag&)té(Ct(bd |adaqaecmlsyéulpm1hc antﬁ!acemy\b) with man-
azin

1.2-thja
ganege Sidllel S AV gsPiofEd Yt esngiioly ROFS Fafpick pxigatipp conditions,
e.g. bosdation with sidaumy chiotide mmmmmbodmorwlnah@@mnbe/bf a base, pre-

ferabﬁyhh%alggﬁé%dtﬁghycﬁﬂggé%ggﬁﬁg Ozel !%n%)lpIugiH (ﬁ)rlgggr?pl%sphate in an appro-
pnaté sBlvénlt 6# QQ'MSWH mixfure, &gt bh aldohwl, sudh %saeﬁtlbutiahal )Q| _methyl-2-butene
triazol

a“d/‘f ‘Gat&r tar" t%’i‘BP%F”’%G S(i’ﬁf‘h@ﬁ‘}l%o ?hg}l‘ﬁé?g‘}%‘w@lf ae %Cldn?ﬁ“pound of

the farrﬁulynaumahldauttanle 9racm reducm@ragbmsstubt%ndmfoedhé))éelecnve re-
sui tab %r oups such or exanp

ductipgr {0 an@d n@@ & 4G r@ﬁ:mg@g)gp@rp@n( @5 e@r@yle be selected
from%fpyo n% é%rcﬁsﬁéé 13)Eﬁbde§| dich . asgplsfél\ﬁ%)aﬁmhe csompound of the formula XI

I I
can glpk)heggﬁ%_d(@ga form) wit ?@,cg garbwj IQ(QLm_e(g;)as acid halogenide, active

esterd é<§ | rﬁ&%dt%nhe/ﬁﬁée @%Wn“é{tb%ﬁva‘doﬁ Na (a%c% form or by activation as

ene- cycl oal k
descaw& pelaw.feg Inqmt@hwgpkylcemnp@otm fDHF"}‘P X'@C@ goggmpound of the
al kyl ene- (C3- C6) cycl oal kyl, (C3- C6) alkyl,
(C2-C6) - al kenyl (C2-06)-al ki nyl, (CO-C4)
al kyl ene- (C6-C10) aryl, (CO0-C4)
al kyl ene- (C3- Cl15) het erocycle, O (C0-C6)-al kyl, (CO-C4)
al kyl ene-O (C0-C4) al kyl, (CO-C4) al kyl ene-O (CO-C4)
al kyl ene- (C3-C13) cycl oal kyl, (C0-C4)
aI kyI ene- O(CO C4) aI kyI ene- (C6 C10) aryl ((I)- 4)

- o ~ P~ ~NA ™\ o, o



physi ol ogi cal functions. The PPARs play a key rol e in
various aspects of the regulation of a |arge nunb of
WQUNEEF ¥he products of which genes are di rectli'‘§/T/%]?2006/009323

indirectly crucially involvetbin |ipid and

car bohydrate netabolism Thus, for exanple, the

PPARal pha receptor plays an inportant part in the
form[x%gid‘glafvhﬁﬂ c%inpfoﬂﬁttj Wllﬁﬁé Ge€ V\ﬂ’fbég%ﬂe? r?d?re)éahfb%orxﬁﬁﬁé B se of an acid

net a R y

Ismin I'S Crucl a
chlorige,of we@nﬁ@mdeo(amfcemuh Xlethel raducigna@ap@kehy@ pf the formula X can
| R
take %Ie{/cfgﬁ/{}/l 1)\@‘:( eﬂrbut&gzﬂa(ﬁﬂugﬂn{?@?rt mlﬁﬁlﬁﬁ@gﬁ(ﬁﬁ% u?lglz gPproprlate
solventoegs Qenethoxwthuu iethepr t(ugslmamorcmm boothydiides ot Icgmplexes thereof

can BEPRGE Aerlply A6 BEEHRRRE: Bl sy b BcBhbaRf i Wi presence o

partisliyr boisenécﬂﬂiyyrogeh@tﬁm tatblystspeigl greder VRdgevamindni@duction conditions

o Foh B BT A R 5B 2ol SLAT s e, a

alcolﬁtﬂt SRR Thethai or §Eh%nolB§bﬁQfe adetyl@cetﬁte or MiXtsre oR&Mw or more such
2002, 53, 409-4 | sagn, et al., J. Med.

SO'V@ﬁ%rﬂt custopmgry t&B‘F’FEﬂmresze?g B O ﬁ%vx%r S. et al.
Recent Pr og Horm Res 2001 , 56, 239-63; Ml er D. E.
Ber ger, | nt J (bes Rel at Metab Disord
Altergg@{gzly e gup@;pung ofifprmyla- X gam, be\/ogtalneQ)rngglffqr@ahypproaches One
apprgé)&{g’mv%%g) 856%91@9%*( AP hdendihnes ?frﬁ@slssmceorn%ufé%ﬁjre of a
physi ol ogi cal functions of PPARdelta have | ong
compeiingi afdermata ¥Hi gna. The first proposed pharmacol ogi cal
role for PPARdel ta has been the gegul ation of
chol est erol honeost ag&g It pgs S \e%that t he
sonmewhat sel ective P el ta Ijgahd L-1 65041 raises
pl asma chol est er ol |%?1a e_ti c \ani mal nodel (Berger
J. et al., J. Biol. 274, 6718-6725;
Leibowitz MD. et al., FEBS Let ., 2000, 473(3),
333-336). In obese, insul in resI Fant rhesus nonkeys,
the potent and sel ective PPARdelta |igand GW501516
rai ses HDL-chol esterol, decreases (XI)
wher@hﬁﬁ%'d% SRAULS fﬁ'n%&'for % Ebrﬂé&ﬁﬁf 6ﬁﬁ§ f&ﬁfﬂ:lé MSato Q R, is as defined
evel s Iver . Acad. 2001
for g @&POBG@mf5®61§OFmMHdVdamV6P@m?d?@ tl%\/anpammmn@te@lom@pup. said

f S
mon P R0 EnSl B AR pRASERSLOA TR 5 ) 06 ity o o
comphmdmf thel o8 yla M Sespetiallyl fi@)hesizdd as irstherprecesiingi step, to an acid.
manner in two weeks clinical trials in healthy

vol unteers (Shinokawa, T. et al., Drug Dev. Res.,
The e3@60n Breegaldpondubted undeebasipabadidiatcondionsnoere preferably basic

cond s, SREBEIS i Tyl BN AR el ooy i boses

morel pediertably, hyalrivddess ol earbshates ofl athali dnetaisX E(x%p@s\bf)@re&!rred bases

inclu%é@%!sédigﬁg%%r%%?’Qaégggéztgyd@ﬂ uek ta]ssmg} c%rgonatg,l\lxge reaction
can BO@anduddé€d irl 2By 4uifdh®? Solveritiopreferalbly aat adileous Bblwéitesystem such as

watewkﬂ%%lﬂﬁa Acrt‘ adr aq%%ggs %%;ﬁblﬁj% eﬁ[@;?e ?r%es_tglgﬁol,g'ﬂhglté?lavlgter mixtures
moresprle%”réﬁy w%ﬂémetra'}ﬂasoflﬁéﬁ 'H’t’e%)aacthStlnﬁhéand the tampéeratife arke ¢hosen so
tor e-

e f the Iip | ucos
as Q51006 Faion s CoBpIRLoR HERRIUNIE trae Wit hieuPrpugion of unwanted
side Pﬁ&d@lctsn BivlalhptheGedstionlcan fBérHondmﬂBdl ang aio e pRg@ably 0 to 40°
ormation (Lim H and Dey, S. K, Trends Endocri no
Met ab. 2000 11(4), 137-42; Ding, N.Z et al., Ml
Reprod Dev., 2003, 66(3), 218-24; Mano, H. et aI., J
Bi ol Chem, 2000, 275(1 1), 8126-32). Numerous
publications denonstrate that PPARdelta is triggering
proliferation and differentiation of keratinocytes
whi ch points to its role in skin disorders and wound
healing (Di-Poi, N et al., J Steroid Bi ochem Ml
Biol . 2003 85(2 5), 257 65; Tan, N.S. et al., AmJ

. NN PN PN NN NN




- eczemas and neurodermtis - dermatitis such as, for

exa seborrheic dermatitis or photodermatiti
“KR@W28F1F% and ker at oses such as, for exanpl e, PCTmmmmwmwym

seborrhei c keratoses, senil® &ératoses actinic

ker at osi s, photo-induced ker at oses or keratosis

follicularis - kel oids and kel oid prophylaxis - warts,

C, niare |pmfenraylyctﬂu3p| °OUB$L&:hCH‘Sf monﬂy@a@@ﬁawmrpwm h, ;hléféﬂébly 6 hto
pa i nfectjons such as or exanpl e,
36 r\/gﬁ’éi‘ ﬁ%[ |1$Ihd§ﬁg}? s\’/:rhraoﬁ rts such as, for
exanpl e, nDIIuscunmcontaglosunlleukoplakia - papul ar
natoaus such as, for exanple, Lichen planus - skin

d
Undgrfhgiondiiens githe fydraiseniaenasiion of the ¢4 Subsifyrpiraan be observed.
Ther@ﬁirélrvﬂl@}sum&m@%érlﬁé’f@ﬁea_ dﬁtére&MEPFB%ﬂﬁiﬁ%'frdn?‘?&HuTaeWA as shown

beni gn epidermal tunors such as, for ex

abo‘f@emﬁ ‘éﬁférﬁﬁﬁtef%?ﬁhsnga%ﬁé@wn in fasmulanXIF hglow andwascrequired, e.g. for

AliskirealchR 8e Bbtditdyer di sorders - high bl ood pressure -
pancreatitis - syndronme X - polycystic ovary syndrone
(PCOS) - asthma - osteoarthritisQ Iupus eryt hemat osus
(LE) or inflammtory Ri\unat?@_dl rs such as, for
exanpl e, rheumatoi d arthetis N—asculitis - masting
(cachexia) - gout - RS -/rep rfusi on syndrone -
acute respiratory distr syndfone ( ARDS)
For mul ati ons The anount of ac ound of fornula I
necessary to achi eve the desi®ed R ol ogi cal effect
depends on a nunber of factors, for exanggﬁwthe
speci fic conpound chosen, the |ntended u t he node
of adm nistration and the clinical condltlon of the

Ao PS5 0 LS B b A g i

activp esubsia:yc%n prreferabli irérig) inhibitofs skmdyamllgh’en ésrfecﬁxﬁwﬂ&cnbed in the
&mmghé 10 ng/ kg/ day. An intravenous dose may be, for
mple, in the range fromO0.001 ng to 1.0 ng/Kkg,

whi chcan suitably be adm nistered as infusion of 10 ng

to,.100 .n er ram.and per nute. Suitable
in a pebfera et o7 i) B%‘%‘?'Bﬁnbﬁ§¥§thﬁﬂ§ CRBRtigASAS § byther step
or afmawhel, syhtHeRisGhd rrwufa@tul@ oﬂE cobpBiscbf BrrhliIgR ds Bé’schBed above,

er mllili %%r g@e doses may contain, fo

said &?&ﬁ%F re P?'Bm'Singr@f? tinhe) Subiedling %W@ﬁt"f formula XII

to thd 3tsps cﬁfﬁ@Hl/éiﬁloﬁQﬂ thé‘k@t@hé 'an '@éﬁn(‘é?:%ﬂirfg tofrﬁéthﬁé XABWA in the art
from1l to 100 , and singl e-dose fornul ations

and ﬁﬁu%ﬂ&ﬁﬁ’ B d@ir‘rh%u@@é? e?ncbreduction of dhe garbokylic acid moiety to an
alderfgapl e, capsul es or tablets, may contain, for

exanple, fromO0.05 to 1000 ny, typically fromo.5 to

600 ng. For the therapy of the abovenenti oned

futf

Anolfg e el SeroreL 5P Fresiiotnl or (B X uBfis 38 o Rffhef Step or as
mdwlfiéalrﬁyemeas ﬁmmﬁa@féqura:@a e of tonmulatXillan

acceptable carrier. The carrier nust, of course, be

acceptable in the sense that it is conpatible with the

ot her ingredients of the conp05| on and i s not

harnful for the patlami_s h@ﬁjr1\4bﬂ carrier may be a

solid or a liquid or h—and N—s\ preferably fornmnul ated
with the conmpound aroa phel{dgse, for exanple as a
tabl et, which may conta ron10 05% to 95% by wei ght

of the active ingredient. harnaceutlcally
active substances may Ilkemnse bB2present, incl uding
ot her conpounds of forrmula | . The pharqgﬁ@utica
conpositions of the invention can be produced by one

of the known pharmaceutical methods, which essentially
consi st of m xing the ingredients Wit h

phar macol ogi cal |y acceptable carriers and/or
exci pi ents. Pharnmaceutical conpositions of the
invention are those suitable for oral, rectal,

topi cal, peroral (for exanple sublingual) and
parenteral (for exanple subcutaneous, |ntranuscular

a4 .= ol .



acetate (Symin; Anylin Pharmaceuticals), and al so
orally effective hypoglycem c active ingredients. The
W%%Oc“?/\‘)é’ ®bnpounds preferably include sul fonyl ufegEP2006/009323

bi guani di nes, meglitini des,- adi azol i di nedi ones,

thiazolidinediones, glucosidase i nhi bitors, i nhi bi t or s

of gl ycogen phosphoryl ase, gl ucagon antagoni sts,

S I f

wher?%'t‘gicgﬂd%% %ﬁi%ag 4 Hkd @‘u? 'c?r%guﬁféﬁﬂg fo»fﬂdr?fllo&?ové R, is as defined
for a rcmmondetrf the( tamma)lv abdveband G a$ an amino protecting group, said

man 5" Siepi6 AR bl CRRVERS, BT, ARASALY 4 BRCeer moiety of a

compmmid afshe foomulexédhgdpeciathhosthedized las srethel preda@irig /st 26 an acid.
and WD 99/03861 by Novo Nordisk A/'S, inhibitors of
di pepti dyl peptidase IV (DPP-1V), insulin
Prefér@blyithe 6mpourthofliointuls Xaf had thelstetaashshtistynasnoam below in formula
the stinulation of gluconeogenesis and/ or
X“'Agl ycogenosi s, nodul ators of gl ucose uptake, glucose
transport and gl ucose backresor pbi on, inhibitors of
11b-HSD1 , i nhi bi torsR@f pr qtcgl n ‘ﬁ\;ub(p,sl ne phosphat ase
1B (PTP1 B), nodul ator's \g thq\, di unt gl ucose
cotransporter 1 or S@A {SG1T2), compounds which
alter lipid netabolism ¢ a anti hyperli pi dem c
active ingredients and antilipiglem c active
i ngredi ents, conmpounds which diRe food intake or
food absorption, conpounds which incr eas(z\Pél
t her nogenesi s, PPAR and RXR nodul ators a WALt i ve
This| é&ﬁ@l‘iio%n?@cé‘éﬂsc Ondit st@Rddrl cofditioRls BARA da%naem’beé% glmn standard
channel the beta cells. In one enbodi nent of
refereAG@WPikSn, the conpound of the formula | is
adm ni stered in conbination with a HVM3CoA reduct ase
i nhi bitor, such as sinvastatin, fluvastatin, )
The prastien isatreterably gendustedriindge basiaer agidia corditionsagose preferably basic
v AR
condi tﬁ’\?‘gn%ﬁbkt a%@g b)nn”pouﬁ(ga ?lb %I[]WJ? PQéé?PPef&fabfyhﬁorgamc bases.
Exaraples nofs treefetted nbasentinalidei &iOk\ tShdlaﬂ‘C HyHegxider apotassium  hydroxide,
r
pota%s‘?&rﬂ c%H glgtépgﬂr\a@teéagﬁo eééﬁ;%f %@I}P"ffférdt'ﬁ S?g@ II‘?:?blg é&@érﬂ] ?v% erably an
aqumscsoblyeht pystemphauch; astawdsetrraBWromh,orvam@OEQzamﬁﬁlﬁ for example

el 48k 52 R AR S8l et e

and fPIeaempemture(aBé ciigisenisbdas)tp b GeoeeaRivio (Chpletios. aCa minimum time

D T N ol

at Of DIOntd aeflux, prefdrably Otter 4af Cp ma‘q:'breierétwl 165 130 & GPARh as room

temp% %m%al ?cg gthg)t 48, 6#&r§@?§8ly %;%rtgg% oshprfgggia@llyi%%_ztggﬁlh, such as 24

h. (ri vogl itazone).In one enbodi nent of the invention,
the conpound of the formula | is adm nistered in
conbi nation with a PPAR al pha agoni st, such as, for
A cofpalnd 6f the&rmifa xm\%éﬁ)ﬁé EEed ntdr eilih for thebsiyhtheSishbf bharmdiceutically
DRF- 10945. og ngl E i,nvention thg L
actw@&qﬁgampsopre?q@ lyéq:%f qltoqs§ug gliurgpe%sgeﬁlally as described in the
followidgbi nation with a m xed PPAR al pha/ ganma agoni st,
such as, for exanple, nuraglitazar, tesaglitazar,
naveglltazar LY-510929, ONO 5129, E-3030 or as
Ina ew R¥értd PRAneMen¥Eh B &3 the IMEEHIOR ABiEBYNINES3/cORPAESS as a further step
004075891 , WOR004076402, WR004075815,
or ag/ndiyisuglsynihesis\tpe mayiasiys of wm@gq@gbfprmula X as described above,
WO2004076426, WOR004076427, WOR200601 8 118, WXR0060181
15, and WO20060181 16 or in J.P. Berger et al., TRENDS
i n Pharmacol ogi cal Sciences 28(5), 244-251 , 2005. In
one enbodi nent of the invention, the conmpound of the
formula | is adm nistered in conbination with a PPAR
del ta agonist, such as, for exanple, GW501516 or as
described in Vm005097762 Vm005097786 Vm005097763
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conmbi nation with inhibitors of
| ut am ne: fruct ose- 6- phosphat e am dotr ansf er ase

‘?Qﬂl(ﬁ”%as described, for exanple, in WOR2004104T/EB206/009323

I n one enbodi ment of the i m@nhtion, the conpound of

the formula | is adm nistered in conbination with

i nhi bitors of dipeptidylpeptidase IV (DPP-1V), such

_ o F. . SE

said ?ﬁ/ﬂ‘%ﬁ%‘i‘)% 9&9 r?si éérlgn Be EEH‘Z'%% géif?yhro pggtg{c)'ggfthé‘ olefin of a
compgidagghe forgm zgmz esgpaRllg B3, synihes@ed as s il preceding step, followed

by b0 e T Gip 0045065, “Wep008058001 o

W02005012312, WO2005/0 12308, PCT/ EP2005/007821

The Bick P08 00 P YRS T0RR G0 RS Conians Sphf GfkesP the other

functich@lities? oar tHeE rﬂzﬁleélﬁ@ﬁnﬁcﬂ,Z&?&amcunar ahe mntmdiprrﬂe(ttmgf group PG.
the invepntio t he ound, of the for
Hydrgehatbt s BPIca 1ok DR, o e Rrecsnee Bl i ketalyst selected from a

hetenbbeh@cm-dwaiysmystrﬁfnwg@nd@hsyﬁta nm -ab Wilkinddn's€dbalyst, preferably
such as, for ex

a hefBiarppals Ay BB 0o SATARERGLYR F99SY MakBloBAIRdUMIC, nickel
bondﬁ%nu%%ﬁﬁﬂ@%num%ﬁ6)41@@9rho&m006111eﬂ|3%79nd zinc oxide, more
13310, W0O20041 03980, WO2004 2784

prefepgily Faliastign/s, 01%2@@3‘“‘1‘6'42@19“"\)@20@9!10’@@ OEPSt pyeferably palladium/C.
The 9&%%41 ?@@%Wuéédlﬂ a0 B3 b /20 RBRA RISty 5 to 10%. The
040372 WO2004056744, WO2004065351
reacigroervibs oaBinclegat gimosniego or pieyaled peessure. such as a pressure of 2-10
0 9 7
or. (051050 o MEEO A0 R SRS S e ressr. he
hydréganatiom takes @lmmraiemw iBcarn wedmtyentamm pr@ferably in tetrahydrofuran

or to@;ané b 'ﬂwg rrgac?gg %h’l%t %g:\hé i%rﬁ%&%rgffl# H%g%ﬁ@q 8% %BP ridj t:he reaction to

comphEIRMO4t 4 AirfidumNDRe MiBoathe prafite(es Of adganted side products. Typically

v BEALSEA0H S5 B BEATHEIIG58) o 4 ; mor ey -

30 °(B0HutR. as. room mnnpeeatbcnjifaem mof ht toe12 hy preferably 2thmin to 6 h, most

efor | is admnistered in
prefeé%?ﬁg?mg%“ Whﬁr%{o;%'rs of the sodi um gl ucose
cotransporter 1 or 2 (SAT1 , SGT2), such as, for

X le, KGA-2727, T-1095
A v BB e Baprpash . 2.mrEPou RcoooNg0 R BN RaD Gulisles step or as
indiv?gﬁgWOArSS 6381&\@0&&)&& ﬁ\@lester\/mweﬁﬁcﬁ)?npo&ld of t?tre] formula VIII,
Qr t in er.
espepafit IRRRSH a6 Herecadionds N ARDHES ermod; ment
of the invention, the conpound of the fornula I is
adm nistered in conbl nation wth inhi

rs, of

The ditergit ametbads fer ebtpinngseonppayngs of Jexnula X Waieg any of the methods

descHBsF iR GithEOaloke SR cBmbinatiN B suAftRdrized W8 &R 3 below:
W02004035550, WO2005073199 or WO03/051842. 1n one
enbodi nent of the invention, the conpound of the
formula | is adm nistered in conbination with
i nhibitors of acetyl-CoA carboxylase (ACC) such as
those described, for exanple, in WOl 99946262,
WO200372197, WOR003072197 or W02005044814.1n one
enbodi nent of the invention, the conpound of the
formula | is adm nistered in conbination with an
i nhi bitor of phosphoenol pyruvate carboxyki nase (PEPCK)
such as those described, for exanple, in WX004074288.
I n one enbodi nent of the invention, the conpound of
the formula | is adm nistered in conbination with an
i nhi bitor of glycogen synthase kinase-3 beta (GSK-3
beta), such as those described, for exanple, in
US2005222220, W20040461 17, WO2005085230, WO20051
11018, WOR003078403, WR004022544, WR0031 06410,
W02005058908, US2005038023, WO2005009997,
US2005026984, V[2005000836 W02004106343, EP1460075,
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I'n one embodi ment of the invention, the further active
E@redl ent i s mazi ndol or phentermne. In one

49 ht , the compounds of the formula | ar BCT/EP2006/009323
adni ni stered in conbinatior2@th bul Ki ng agents,
preferably insoluble bulking agents (see, for exanple,
carob/ Caromax (r) (Zunft HJ; et al., Carob pulp
preparation for treatnment of hyperchol est@enol eni a,
ADVANCES | N THERAPY (2001 Sep-Cct), 18(5) 0 230-6)

R,0 X is a bOb cont &© utr| n
WI ot g’p/cizl ties—& Fﬁxl ent ‘@ f
| "dustri epar k hst, 65996 Frankfurt/ Mai n).
yrbi nation wifh Caromax(r) i Possible in one
preparation or by separat e acim ni stration of conpounds
of the fornmula I and Caromax(r). Caromax(r) can in
this connection also be adm nistered in the form of
food produgts such as, for exanple, in bakery productsq g
ormgmes,lg %.QBS. I n one anbod,brrem ®f the |nventRn n, Pe, _}\~o'
t he np d of the for I sadmnlstered 23
c t wi T PDE ( est eraSe€) i nhi bit
as descrihed, for exanple, in 003/ 077949 or WHO00§
124880 |1 Bhe enbodi mentof the inventiong the
conpound of tgyie fornmula | is admAifst ébed Ton
conmbi nation wixh NAR-1 (nicpti igo__ erept or)
agoni sts as descxi bed, for exanple, 004094429. 1
In onefen‘oodl ment™of the inventi o n%t} pipound of
the formula | is admnisterediin’co I'nation with CB2 w
(aa;nnabbnobd re(:eptmR)0 agd’m s as described, R8¢  Po _S-ou
exa NTin US2005/ ne embodrent ofRo
5% t he con conpoun t e formula | is
adm ni st d in conbinati o 2t h hi stam ne 1 agogl st
as aescri bed for exanpl &9 in WR20051 01979.
enbodi ment of the inventi on, the conmpound of the
formula | is adm nistered in conbination with
A comppungpobihe farmule Xoganitben be fmﬂosﬁdl‘ﬂ&()number afways in the synthesis
of reﬁmﬂﬁpﬁgtsugﬂ %Iyﬁslluré er]:;r %pablyt LRjIegfaed to éhe steps as
ornul"a™T "I mnsere |na|onvv|
descabedigondetais imsGHE eapplicati, nborO5é1<Q&6FB &as snowmm For sake of

T I R T
isopragyti substiteertd  Atthaughitthisagrioodimenthis rpfelfbrrad thedopsfrndtioss can be

carn%ﬂn)gltygl LR %&e"de g%g%%aaﬁfgras%g‘%lfg 4 ‘”DEQ%ZRZ% % any other
defm\&&OQB%ﬂcﬁﬂﬁe cbmpoumdsestivnoh betow tied poditon ofvihetsubstituéritdearing R;

. CO nd.of the faormula | a ered| ' .
being Rt - nraAiRINAT RAPEFYL PO IHEID e hine§ stereochemisty,
prefetgisig tHeb®donfiguratnanpl e, i n WO2002047670. I n one

enbodi ment of the invention, the conpound of the
formula | is adm nistered in conbination with

Thu§%dpﬂéﬁé§§’ﬁﬁqg@6yrﬂh§éiﬁﬁga reRiRi iMibilr Sswth 8 sREkir&E Furthé comprises
in WO2003092694. | n_one rrbod

reacﬁnqg,@nwrggppunph%f %ﬁf%’ﬂH@ 5fast HJestfdg inef] gnge er @ngnartd gr Grignard-like
condRfdk Wiith tatre8gerit Prépandd Ppfdaetibn/bflacompbihabfthe efmdIaKIv,

gl ucocorticoid receptor as described, for exanple, in

WO2005090336. e enbodi nent of the i nvention, the
compound of the formula I is admnistered in
conbi nat i ¢talwi t I c@ine receptor agonists as

described, for“exaiple,PTn W02004094429.1n opgy)
enbodinent of the invention, the conpound of the
formula | is administered in conbination with NRI's
(nor epi nephrine reuptake inhibitors) as described, for
exanpl e, in W02002053140. I n one enbodi nent of the

i nvention, the conpound of the fornmula | is
admi ni stered in conbination with MOA

(E- bet a- met hoxyacryl ate), such as, for exanple,
segel i ne, or as descrlbed for exanple, in
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R6, R7, R8 and R9 are independently H (Cl- CG) al kyl ,
un substltuted or nmono, di- or trisubstituted
W(h%ﬂ%@%‘)ﬁ and wherein at |east one pair of R6 %%HEW%/OO”B
R8 and R9, or R7 and R8 togettrer with the Catones to
whi ch they are connected forma (C3-Cl1 3) cycl oal kyl
or a (C3-Q9)-heterocycl oal kyl, wherein cycl oal kyl and
whereff BAIOS Yialo? ?rle‘féfbb@r lo¥d) DR o 16d8dary P'(“PJ‘Q hy&toxyl Qﬁotectmg group,
trisubstitu hal ogen and (C1-C6) al kyl® in
with pinaetal; &@B‘Péé‘ﬁﬁ‘appﬁ"‘#@fr forawlaXY.orreri ¢ for ms and
m xtures in an%z,g,ratm an | hysi ol ogical ly
accept abl e sal and taufjonering forns. Anot her
enbodi nment accord gto the inyenti n are conpounds of
the formula I, wheréin(R L-CO)pal kyl
unsubstituted or rono, |di- or tr| subs i tut ed by F; R2,
R3 ar RiGe 7 hal ogen, (C1-C8) al kyl,
(C0-CA) aI -0 (jC0-A4) al kyl ene-H, wherein al kyl
and al kyl e ’ SWpstituted or nono, di- or
yF, Ais (C6-Cl0) aryl, (C5-Co6) (XV
heteroaryl; R4, R5 are i ndependently H, (Cl-C6) af(kg/l,
wherieirl Bgdh, ar(cCBGw)e a$ Kefinedeumiqr dormmga 1Wiand| Rhds i, hydroxyl protecting

grou@’rl _Sfegérg i 9 uéb ?%aﬁ Agay %@Qénv@%reﬂ@ﬂg é@fhﬁg% %&%\} gp ¥ protecting

groubnd&her&i@nﬂ-ph&ﬂ;yl CeCr-alkyl, abugh , asunberzyt | but ad set themenf.  The

diast%heéos%%ﬁ&it&?&&é %%E@\ RY. hahggqh& g. alf;lpqu?l%ﬁbgs?t tha??sStthe other

possilie diabtereoldnirertis praCticillp netoliserveli This shews a highcalvastaye df the use

-Cl 3) cyclgal kyl or. a . . .
of theCRIAIInG TG SYerm el B COQyetsiaR and /s, 2IsRyin the Fynthesis of renin
inhibiteitsSuek e lafilider] are unsubstituted or nono, di- or

trisubstituted by hal ogen and, (Cl-C6). .al kyl; in al
The rqagtion prefeyplly fakes Placs it 2 @ﬁ@h§qaam WY isiapimpgHd o Hthe formuia

VI to'Bive #e’drreSpchidihg rrﬁétbpcon@dﬂﬂjndtégmmmum @Gdlﬁﬁh' Ir¥n, zinc, tin, indium,
accept abl e salts and tautoneric for

mangARgsE: ANRNNIAE 05 FRRREG Metal CREPPHRIL 9 Mo éﬁ”@f?)e'}ﬂﬂ‘p!m%d%e)&w*‘efe'"

X is hA18gdPsuBH 2 I, | I8 Riofe Preferhtly Bilor @Hherblf¥hgent obtamable with
unsubstituted or nono, di- or tri substituted

metgkgomiimations, SV@E@%MQ@% prystill further st k- ewis@cidsg uch :f@,BI’-'a diethyl ether
coméﬁg %B hﬁqﬁ%(q}%%%% %r?%réf-g*]egfé%ﬂagrf@'h@oﬁ%osg q?(% F]eactlon or

with R&agnssnmm:gmmmthercogasqum Grignard tengeothImnaWesma}(M@)oas the

ol S i, RS OEELON, 5, AP0y ol aver.

e.g. tetrahypdrofutar, @anralky! ¢108r, e@L djethyy ethenltéry-butyinmetbyl lettier sa hydrocarbon,
sucr PR TR MiodeH B SRR IE B e fE cBRfog f 1

e.g. mrtde tangedrmn Odo 70r@s Gngnartdrerrgm‘amallikeHaagems:onr ahgagp litbium

com[g?l{\dls %\r/ 3 %%f% ?( %nnpnzefég % I@&gfgggq%tsiar:e Spa\é%@[ﬁliy r;])referred.
R4 is 0(01 C4)a| kyl and in ortho position; R5 is CF3’

A préxﬁassa?orp %ts%lﬁ%t%gq a dﬁﬁiﬁg{”gﬁgbh;ﬁgp R%]aag 'r%%s%ﬁheh" comprises

deprbgtiidiar compdunidhef theafoantia X0 ashjush defird by eermovenasftthe hydroxy

forma - cycl.oal kyl: in_all t Sstere oner
protacdpingrouni iy ob pRATIS ) escash bt B aeplaiing BIguE o s removed by
hydr@@éhdtlbﬁ sn&ty as alphginglet L §-alkyl c@gabérezyk dlytcataiiid hydrogenation, to give

tautonerjc @not her enbodi ment according to the

a compQung ?o‘ﬁeéqrg‘“gm unds of the fornula |, whereinAis

phenyl, R4 is ethoxy and in ortho positi on. Anot her

enbodi ment according to the invention are the

conpounds: 2- Et hoxy-N-{1-[4-(5-isopropyl-[1

, 3, 4] t hi adi azol - 2-yl sul fanoyl ) - phenyl ]

-cycl ohexyl net hyl }-4-trifl uoronet hyl - benzam de

2- Et hoxy-N-{trans-2-[4-(5-isopropyl-[1

, 3, 4]t hi adi azol - 2-yl sul f anoyl )

- phenyl ] -cycl opentyl }-4-trifluoronethyl-benzam de




al ki nyl, (C0-C4) al kyl ene-(C6-Cl0)aryl, (C0-C4)

al k¥l ene- ( C3- C15) heterocycl e, 0-(COC6)- alkyl, Q%CO 043
WORWYPIIRE O (C0- ¢4) al kyl (Y- C4) al kyl ene- O {E3ER3R)6/009323

al kyl ene- (C3-C13)cycl oaI kyl<< ( CO- C4)

al kyl ene- O (C0-4) al kyl ene- (C6 C10) aryl, (C0-CA)

al kyl ene- O (C0-4) al kyl ene- (C3- C15) het erocycl e,

OCOO(C-4) alkyl eneéthG Cl0pHaryl, 0-COO(C

1-&A4) al kyl, ®GO O (CO-

al kyl ene- (C3 ClS)\t:ycI oal kyI O O (C0-C4)

al kyl ene- (C3- C1 5)het,er0 ..O- CO- N((C0-C4)

al kyl ene- H) (CO C4) al kyI ent (Cﬁ C10) aryl,

(}C(}N(1 kerneH O CON( (
C0-C4) 'al R ne-

(C3- C13) cyk OCON((CO C4) al kyl ene-H) - (C0- C4)

al kyl C et erocycl e, S- (Cl- C4) al kyl

s-(coe'??) al kyl ene- (C3- C13) cycl oal kyl , S (00-Ca) (XVI)
wherélgtﬂggr ;ﬂg%r(ocﬁe%re%s "HeYhe)ad §n3§0fo%hlaa‘|lk¥ﬂ)c$)3e or ({2athetbof. The
depr@ﬂekt}qr\etﬁy(eécmaqeigm@e}c$tg@£ﬂa{9|cong;@:)nq aagCin) the case of removal of the

prote%g ocyclﬁf:ﬁytgégén(a@éﬁ lwdtﬂ)ﬁgd g% (;é)&@ka%l of g%a%ys?,) such as a

nobla refdl eatalysCo-CCpaBadiyro) whick yay Weﬁ@;bo@@ carrier, such as charcoal, in

an aﬁb@éln%@?gﬁgl entgégeq\l%%éjl @?ﬁﬁ)l&%&éﬁé@ﬂ%h@&ﬁ Qi dr dn-alcoholic

solvedy sudhydsa(bat v@&@eﬂﬁﬂ&e@t@)ltoluene or ethyl acetate, at appropriate temperatures,

4 C0- ¢4) al kyl H, SO2- N((C0-
€.9. |5%e Eﬁ%gq@ﬁéb?lﬁg% C4) al (kyl ene) ?CSyC(leg;ecycl oal kyl((
SO2- N( (C0-A) al kyI ene- H) - (C0- C4)al kyl ene- (C3-Cl1

erocycl e er e t he rin r  het
A pr far e Bifesis 9R o st ShishBeR. fnliekorpripes oxdizing
a co?kéciurfoi% of l@lel kfoﬁ?ﬁﬁa XNDAt tHNorirkdey hydfaxy (graupB) arhidithyde compound of
a )

the fegmuteX¥l) - al>/kyl ene- H) - (C0- C4) - al kyl ene- H;

N( (CO0- C4) - al kyl ene- H) - (C0- C4) -@l kyl ene-H, N((C0-C4)

al kyl ene- H) R&0- C4) al BH ene-~H) - (Cl - C6) cycl oal kyl ,

N( (CO- C4) al kyl'®ne- H) - { C0- C4)|al kyl ene- (C6- C12) - aryl,

N( ( CO- C4)a|kylene-, A)al kyl ene- (C3-C

15) het erocycl e, N(( t0- C4)~al kyl ene- H) - CO-
Cl 2)-aryl,
M) - CO- (- C4Yal kyl , N((CO-

C4) al kyI G (C0-A) al kyl ene- (C3-C1 3) cycl oal kyl
N( ( Ky -H-CO (C0-A)al kyl ene- (C3-C1
5) het er ocycl e, N((C0-C4) alkyl ene-H)-CO O (Co- (Xvll)
whergtzl) Rl #&ﬁd‘ﬁd%@ dsldeir n@& Yll'\der formula III above or a salt thereof, which then
ene- H) - O (C0-HA)a N( ( CO-

cycllm)S@pngan@wm mL@e(ad@ctd@faqurr@nl@ >¥\Ct!§r cl
3) cycl oal kyl, N((CO-C4) al kyl ene-dyy-
CO- O (Co- C4) ap@l ene- (C3-©15)heéterocycl e, N((C0-C4)
al kyl ene- H) - CO- N( ( C0- C4)

al kyl ene-H) - (C0- G4).al k -Cl2)-aryl,

N( (C0- C4) al kyl enes H) €0 -¢4) -

al kylﬁtrg- H) - , “

N( ( CO- 9 - CO- N( (C0- C4) - al kyl ene-H) - (CO-

4 CO N( ( CO- C4)-a|ky|ene-kb-(CD-CA a
| kyl ene=(C3-Cl 5)heterocycle, where the aryl or (XVII)
heterocyclic ring is unsubstituted or nono- or

di substituted by F, d, Br, I OH CF3, NO2, CN, OCF3,
O (Cl-Co6)-al kyl, (C1-C6)-alkyl,

N((CO- 4) - al kyl ene-H) - (C0- C4) - al kyl ene- H, SO2- CH3,
COOH, COO- (Cl -C6)-al kyl, SF5, CONH2. The term"aryl"
is understood to nean aromati c hydrocarbon ring
containing from6 to 14 carbon atons in a nono- or
bicyclic ring. Exanples of (C6-Cl4)-aryl rings are
phenyl , naphthyl for exanple 1 naphthyl and



The term "physiol ogically functional derivative" used
rein refers to any physiologically tolerated
W(Ele‘]r‘)?/\?%&lf;"&/e of a conpound of the formula I of RGEEP2006/009323
invention, for exanple an es23®f, which on
adm ni strati on to a mammal such as, for exanple, a
human is able to form(directly or indirectly) a

whicf\ggi(rt)rgeg?r_qI t%sérng réél‘."t!HH lnﬂxtl.v 0{{, ?E@a&téf%g .JE‘?&tﬂR‘Hn‘dﬁﬁ a separate pro-

siologically rirvatives
cess sted),uﬁmepmuﬂmegsto eﬂaatdma mfdhqaﬁmmdb XK, t he i nventi on, as
descri bed, for exanple, in H GOkada et al., Chem

Pharm Bul | . 1,9&4 42, 57-@1_ _SButh prodrugs can be
met abol i zed in VNvO to a gonpolnd of the invention.
These prodrugs maythenselves pe active or not. The
conpounds of the |hvéh i oN\Jre al so exi st in various
pol yng{{;a?ous forng, for exanple é nor phous and
crystali yrorghous f or is. pol ynor phous forns
of the conf s of |the invention beIong within the

f ramewor k-6 e | peption and are a further aspect of
t he inR@hti on. Al references to "conpound(s) of (x|x)

formu I" hereinafter refer to conpound of th
whege fmf%"\U'aa§VHb§e¢|>ﬂéoRaBo\P@d REAre s Peé‘m for a compound of the

formaf MadRYe 2MHe RINMLIGH 804 ‘ééﬂnb?éuﬁdimhé @&ﬂ{uléixm Véasmmgsn ﬁfe lactol of
descri bed herein. UseThis invention relates furtheéer

the fornaula 98/l prefarably falies place Haderdhengpaditionsrmentinmed to be preferred for
oxnd?ﬁb?w; BRGELmhSdInd COHMPRSfotrh SR Bﬁ’%éhy@@rﬁsthewaﬁmag% e.g. with

nds of the invention are suitable’as nodul ators of
Soﬂpmeam |tbet;yesqveeo&f| dioathylsuiphoxideainoan @pprapgiate] solvent, such as

met!gﬁéﬁ%p%ﬁléﬁ B@%rﬁﬁgan dfr@qzj?é%eﬂf:é Odk fclafeq'ﬁ{ J as@h ?J%Qe such as

triethylarhiseyr elgoranﬁemperetxm from ~3hido éOa?Ga The sebsaguent oxidation to the

°°m{’3@£dﬁ§f. f aIfAD Fﬁ%g%ﬁggaer} @é@%@@dg{‘@ee anie gl%%&gon conditions employing

an akcésseokromgaridbe (rPagamts swmtiomed bbdver ait cbreaactbe vealaded and oxidized

sood 57101, LR oL, g AR e e v

TEMP@Y3iacdt8Xyiodo thzene) . | n humans, PPARganma exi sts in

three variants, PPARgammai, ganm?2, and gamma3, which

are the result of alternative use of pronoters and
Alterdiafiviety, étrtiah alsortié\skidized atitimg prifdadyfatcobol wilfobRefférting the secondary

different t [ stributi dul ate different
alcofih o BN KRS Sergen AP BRigP AR BYN 6] ETyhenate.
e.g. ¥&dording taRPREL S. dy dthe Sypdiesiat 6391904 Trag grtivdT® partieblarly
enes, the products of which genes are directly or
preferRfl rectly crucially involved in lipid and
car bohydrate net abol | sm Thus, for exanpl e, the

PPARal pha receptor s an i nportant part int
In a,ﬂgglﬂr@lm mentfgtp(cyseg% o thg sy ggﬁ$|§ﬁf arreplpdghjplgﬁrewph as aliskiren,
funheleb@rheﬂ.se%%aambhafscdmmﬁrnd offithd errﬁaéeam@justsa&muel 6t d ¥alt thereof,
i nvol ved for exa e in regul ating adi pose cel
with gnemineoft tha fergwla r%ﬁ addi ti on, however, PPARs are al so
invol ved in theg regulation of many ot her physi ol ogi cal
processes, il{wl i ngyiyhose which are not directly
connect ed M hy#dirate or |ipid nmetabolism The
activity of diffelflent PPARs can be nodul ated by
various fatty acigﬁ, fatty acid derivatives and
synt heti ¢ conpounds to varying extents. For r@P@vant
revi ews about functions, physiological effects and
pat hophysi ol ogy, see: Berger, J. et al., Annu. Rev.
Med., 2002, 53, 409-435; Wlson, T. et al., J. Md.
Chem, 2000, 43 (4), 527-550; Kliewer, S. et al.,
Recent Prog Horm Res., 2001 , 56, 239-63; Mller, D E
and Berger, J.P., Int J (bes Relat Metab Disord.,
2003, 27 Suppl 3, 17-21 ; Ram V.J., Drugs Today,
2003, 39(8),609-32). Among the three PPAR-isoforns the
physi ol ogi cal functl ons of PPARdeI ta have I ong
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carci nomas of the gastrointestinal tract, of the

liver, of the biliary tract and of the pancre
WQAWGEIBE tunors, carcinomas of the | ungs, PQHEPZOWOO”B

ki dneys and t he uri nary trac24- of the genital tract,

prostate carcinomas etc - acute and chronic

myel oproliferative disorders and | ynphomas -

[

(whe‘?eekﬁrﬂg% gﬁgclﬁj#er? gl{?ge/rgg%y g%#) g’er%rgo @tﬁﬂg &g‘l% ar1d the grotectlng group then
be rgreovedtin rttaae corezsponding psitected munbumm the fdkhulaexms)r orsa salt thereof,

L sis - Parkinson's disease -
obta‘?\ %eno %?(J%yotsftﬂ?éo%ﬁr%&@i{%) adr enonyel oneur opat hy -
L

AI DS- vacuol arpgyel opat associ ated nyel opat hy

- Leber's hered}\tary o(] |c at oph ro resswe
mul tifocal |eukogpge (P ubapyy
scl er osi ng panenc:eph' it ' -Ba e syzndrorre -

t r opi g spastl c: par gparesis - cute di sskem nat ed
encep ADEM) - acut®@ viral erff@ephal itis -
acute traj elitis - spinal cord and brain
trau BxJ e- Toot h di sease 8. Skin disorders
and/ g‘?%. sorders of wound heal i ng processes: - . (XX1)

wheiSie Fumnd PO AR Yaset 1PC0 SoBBnEH QPR agmtla e snerect

der mat ol ogi cal conditions which are nodul ated by PPAR
czemas and neurqderm dermatjtis, such_as

The é%@&ﬁ?r’l‘ Breferablytplesi AGPAnAST Fﬁ“ga@rc%ﬂﬁ'%%@’ﬁ%& fqrﬁne"on of an amide

fromKe feRltdnel 8.4l ak YIppiapriafe Soidht 3% solvenht MikaFe) @g |n an ether, such as
seborrhei ¢ kerat oses, senile keratoses, acti

tert-utylmeRy] ather werferablydn é%pr@germeﬁ&bn@mct@ya&p@gﬁygt with a weak acidic
and EQ\}éak%‘éE@rdr&p e@'ﬂﬂﬁo@ﬁﬁ'ld&?‘é 9:‘ Shofed Wbﬂeadfés?ence‘b@% %ppropnate

I ncl udi ng condylomata or con éwomata acum nata -
basep g- ﬁlterﬁ'ammltr@gerwm Sll'%‘f@d('? laming; 1gt aepmp@ateé&ram@reseg in
the rgﬁ%efr&ﬂld)@fo th P& tetp é“@f fhe réABn "f‘ﬁxtufeo’e X f 85 °C.

nol | uscum cont agl osum op akia - papul ar

der mat oses such as, for exarrpl e, Lichen planus - skin

r : I
i & PR ontidhiindtl o bEs SR sy pF8 enn b BIon as aliskiren,
furthee compriegsi deenieg theunng dn ajctbma@;ndf of thex tormbia, XXI by reductive ring
t vi - chilblains - wound

operﬁﬁ%ﬁ%a"&’o@@é‘&@ﬁoﬁ&gﬂhg@@ 2?@ - high bl ood pressure -

pancreatitis -pgyndromeOH- polycystic ovary syndrone

(PCOS) - asthma | upus eryt hemat osus
(LE) or inflanmmat oy, rbevgqatid di sqrdersdsucfyas, for
exanpl e, rheumat oitt a'r' i {asc [ sting
(cachgxpa) - gout. - rfusion ndr onme -

acute fesp

Formul ati o
necesagb ; he desired biol ogical effect
depen on a nunber of factors, for exanple the (XXl)

o3 e CETRY S AR LORROFOUGE B L {Hrerot
patient. The dal |y dose is general ly in the range from

e et o oo ERerblobR) R bkt o, Pondibr efplilo appropriate

metdls As Teduttdnitg/egyundan cond!mmsecmuperdme o rtiagsebef, a Birch reduction with

oo RR ] D005 L AP S PR e P of i smmo-

nia (NB-I;J M the(ragererorkibsenceaof aﬂdpmprlate rfuttieer saliehtlbl eolvent mixture,

sucr L A8 PRGBS el PR 4R 15 BT Bgob tomvere
10 ng, per milliliter. Single doses may contain, for

exanple, from1l ng to 10 g of the active ingredi ent .
Thus, anpules for injections nmay contain, for exanple,
from1l ng to 100 ny, and singl e-dose formul ati ons

whi ch can be adm nistered orally, such as, for

exan‘pl e, capsul es or tabl ets may contain, for

o o . .Y . A NN N L Y Y Y .



10. active ingredients for the treatnent and/or
(g revent i on of conplications caused by di abetes

WO L058#%48%d with di abetes. 11.active i ngr edi en]f%T/F%%ﬂ%/OO”B
the treatnment of neurodegene?ative di seases 12. active
ingredients for the treatnent of disorders of the
central nervous system 13. active ingredients for the

tureé,r(,e?t fFS:W—élf LY@ °Cnbg)°ta't %%o@tnd783l’@°ﬂﬂ%1rné‘t%' r%Hh& n%‘}'?ethods are

anal gesi cs T ey can be conmbined with e Co

posgibie, ¢. gveeﬂuctm with calsiunp imierrtabytanah, ethen te@uctmn methods with calcium,
[ ISLT

llthlﬁgﬁggtlﬁlylﬁf) é“esfn?{)nl\ ﬂg l:'lt\ét]atcég rﬁﬁrﬁbg hﬁfz \%lbﬁ%oor{ot require
the taetdféqmu;amma ané lmrdiempemtumsl('o‘mZQ)‘fC)t he active

ingredients to the patient or in the form of

conbi nation products in which a plurality of active
In aifurdver dinebadimentea mrstfori themyathebiaraf@crenini iohibitor, such as aliskiren,

rurto}, EBRfes GenrbEclied 4 Bmanid b 7% st Rl 18 Siyefe geresponding
compdsljnmbfab@tdrmalame)nmi oned in the Rote Liste 2006,

Chapter 12; all slimm ng%j_aigent s/ appetite supressants
mentioned in the Rote Li QO6, Chapter 1, all

|'i pi dl owering agents neintioned i n ghe Li ste 2006,
Chapt er 58. TheyH.Mn..he” tagbi Red h coNplund of
the formula I accordi i fivention ifh particul ar
for aRs® er' enpancenment ofmacti vi tyOThe active
conpound [ can be adm nistered either by
separate stra ion of the active conmpounds to the
pati ergo0r ™ 1 of conbi nati on preparati orB? &g
which a plurality of active conpounds arepr esent (P

whlcﬁhgrdﬁaﬁﬁé’déuﬁé’éllym&%fé’dﬂe@@"y M‘)?at redfn inABItGC tWhékein R and R, are as
ounds |isted below are disclosed in USP Dicti onary

definge TOBANFORRPUPLQS 1 (B on @ Rﬁh@@eoﬁ@%éfr%&%e?%vemng an

obtaﬁasiéVﬁéé EomBlihd. of ARé 'f&hﬁihﬁkkﬂﬁmtcﬁ& sHEl8r bR DYtdinbRNshlt into the free
insulin derivatives, such for exanple, Lantus (r)

compeyns ofakhie fRFMUE. X8 oroR drflfw@ff%!t thereph d=s %Q@i%éfd'g’ﬁnls (what is
prefé/?@@ %@9@4&&0&}&%@#}@% B, @uchfa%stbrt%idxv&rb&ﬁ}l‘ | thé‘ $erh&R#f can take
221 ,633), inhalable insulins, such as,

place xageN @stqmmecpadl tiens, @:9. & e presenderal ansagich sagh aﬁ dwdrohalic acid,
in a@xégiiﬁpcl»cpﬁra% %.'8!3/75395 &g‘?%%’éénp%%eﬂ é\’/‘% Ly %ﬁ){ﬂ@ratﬁ%nﬁ'ﬁﬁlxo to 50 °C, for
exarepla@praom Exepenatutee, Liragl uti de or those disclosed in

WD 98/ 08871 or WO2005027978 by Novo Nordisk A/S, in WO

01/ 041 56 by Zeal and or in WO 00/ 34331 by
In arBaspead the prosess, fop trarmantfiadireaoba ab@pe@ychdi the faamula XXINI, or a salt

a a ,

ther{d? E&Fﬁéce%n f@?ﬁaé%emrgf'ﬂ\e h qun%aéo'rﬁﬁ?ﬁﬁé g)ﬁtﬁ% ﬁor&ng}?pXXI gs described
abovyerbyf redatihg itisetsicticdy toua {:omydmndedstbe fErpuknXdiil e described above, or a

sai Hifheoly Pl o ABRORERNG oo [ RNBBLAR, o, e, ormula i, gp cave the

correzpogdiyig egmpophd sp lrer fprasle, XXl Lorg salt theregfpanditibdesired, converting

an og%lfr%%iebﬁgé %ﬂ&%tggr\é toﬁimaufogpgl‘a?k%ﬁ ru?tﬂgafﬁé uCtréogtalnable salt into the

free torapsyral défehe forinGlalli )or aidifferbmtisalt shevéof.

gl ut am ne: fruct ose- 6- phosphat e am dot r ansf er ase

(GFAT), GLP-1 agonists, potassium channel openers,
Alteratelyaas o sycord @mblodimentas ﬁrodéﬁ:ﬂoﬂ&tecwhme\é@ ad r%ﬁlﬁﬁﬁhnbvtor such
as a%%g%?pc?{g{)rg%gﬁ%a %&@%4 QA( the fﬂgm:lia E&I (Wi |cF1 can be obtained as
descFiBaE aboveebsby fifst bkitiRng DEormpotfiid ¢TMAY farfula NG Ithi€ dedction can make

the stinmulation of gluconeogenesis and/ or

gl ycogenosi s, nodul ators of gl ucose uptake, glucose

transport and gl ucose backresorption, inhibitors of

11U-HSD1 , inhibitors of protein tyrosine phosphatase

1B (PTP1 B), nodulators of the sodium gl ucose

cotransporter 1 or 2 (SGLT1 , SG.T2), conpounds which

al ter I | p| d rret abol | sm such as antl hyperl | pi dem c

. - . e .




In one enbodi nent of the invention, the conpound of
the formula | is admnistered in corrbl nation wt
WO HTBIRY of gl ycogen phosphoryl ase, such as, @3?”006/009323
exanpl e, PSN- 357 or FR-2589Z®- or those descrl bed in
W02003084922, W0O2004007455, WO2005073229-31 or
W02005067932. I n one enbodi nent of the invention, the
I |
use %g%g&yng?ﬁdgﬁts th?% egfi%aéagérrész)gggqmg ag(}r?f\ ég r?lk . e forgmlahv or a salt
thereqd, aridbthes axididing thA dd’emyw of mﬂﬁulaaomrﬂaer toutbh cagbanit acid of the

formiﬂ\%gﬁﬁqllre% £ gﬁhggeﬁl\‘e/\l%gg_gg?%agég?s taﬁ%lggcgt‘[sn,[ﬁo g%lsgecgascr%ed above) as

descritied rabsver edai saltcthetsof fobtainablet prefecably at m‘escritﬁed above where the

syntSs 860 o St Tl KSRt Gasgrbad) e eR R g 2yd PG are as

defirddaave fsrcd tdrmpouridast tmmhg, iipyr £saisihdrevn, WIth a reagent capable of
4072031 V\HZOO4072? 103021 or

activ\é\%ﬂ gar 8§y Fﬂfe'ﬁ% espegiglin g trogsferming 416|gto gpacid halide, a
mixedCAckP 4rSydrid® dp &1k :M\@aﬂﬁ&&@r@hhem&liﬂg‘k%mm a@Retallo-organic
02385328, WO 02008209, WO 02014312, WO 024
derivgsives 1 62 %E’PPGQGQOIS@‘G {aomolsogba 33, ?18‘9946@0/‘@39338?9@3’ a zinc or
magRESaA &eRvativg, 0¥ CorNSBuR S tHe Yofig X3@P80, WO 03055482,
WO 04002481 , WO 0504901 9, WD 05066145 or WD 05123132,
by Mer ck/ Ba i n WOLDb308Q585,. W03097824, WD 04081001

, WD 0506373 by Eli Lilly in
W004063194, : WD 01020327, WO
03000262, WO 0300024 357 Fby WD 04045614, WO
048é6 1 V\D 05054200, WD 05054233, WO
05 359, WD 05080360 or WD 05121 110. In

one enbqp of [t he invention, the conpound of the

formul a <) adni-histered i n combination with an

i nhifPt or “of gl Uconéogenesi s, such as, for exarrpl EXXIV)

FR-225654. | n one enbodi nent of the inventio t he
whergihRoinand PG are apslefinedfor ajcomparneh P%Khérf@f@qlﬁm and PT is as defined

for aRMPolAd bPheMbintula RIV, Rir QLR tidredsr uct ose- 1
, 6- bi sphosphat ase (FBPase), such as, for exanple,
CS-91 7. In one enbodi nent of the inventi on, the

The %@f%‘ﬁH&%fQﬁe tcaﬁoo&ﬂré?dhﬁ‘ i al &n%ThB'o?ttﬁé ?&'rriurh Xl to form a reactive

nbi nat i on nodul at ors of the glucose transporter
denvatlxﬁhsrragf prg@cabhaéakeﬁ dHlacexuner sustremny gondensation| eandisipns, where

amof the &Js%l?)fé acF W &é}ﬂatl\%‘{ﬂ aR&Rid othd &ﬁ)nula%sreéaggé%eers (such as

one enbo I nventi on, e co
the hylde:x&mrrmlrwzpleu (lsiQﬂIm pﬁrﬁafbpmphbnylcfbntﬁwpaenyd)nr Nihydroxysuccinimide

esteé&%j%io‘l’ﬁé g&d %éﬂ(ﬁ@%&g (fs[AH'FégstﬁeGab gﬁlpﬁé‘é or brorplde) or reactive

FANST er ase escri or  exa
anhyd@@ex) sLoh #528ixed mnbydridesivotti Iowert alkéndid acidsve Bynnmelrld arhydrides)

are pqgggr%ﬁggfa%%w%#?hbfo% nycltl)cﬁi%rrn}g?ve?asdég Béel p‘% 8% ?&?rme tl_'n_a_g% eTt]e\/reactlon is

carri¢dPE: by/Yisssiviop ths ,compourwsaarfﬁbenulm)dl aiaglsupable solvent, for example a

haloéir}g%éizjwy)ﬂoc%gaon 8%8@“@&%@% gggﬁa(eag&tgdj@%éhylformamide, N,N-
dimeSigkace tddnidd AV-ofeiiy]- 2T@nfbﬁdone wethyisheOchidide S 358 aflxfuer ofaWo or more

des ri bed in 0 WO2 06456, , WO200
suchygp 8%58@%’1 V%BZ gg'ﬁfﬁgﬁfz \Fbgéé%/ BRSPo i85, examp?e t”ethy'am'“e
diisopfopy e 5N QBREAN) or RaléthytARhoMEBand, if the reactive derivative of the

EP20 08002, /| EP2005 8004
acid Igg'fg" 55@‘7 8'0'3585"9‘5(@- 231‘)6‘3{t © §99pling Aoepk=tha fomssa preferred
reacfle2 8détivétivd noﬂnmeeﬁ&mﬂd)rﬂ@nbc@f dfhdoini&NXIl Oin  6IE for example

) mpound of the fornmuja | js ad

iy B b R bR BOG 5t g rariprazotimy
dehydrogenase-1 ( 1 1b-HSD1), such as, for exanple,
BVT- 2733 or those described, for exanple, in WO2001
90090- 94, WXR00343999, WXR0041 12782, WOR00344000,
W0200344009, WO2r0041 12779, WR0041 13310, WO20041
03980, WO20041 12784, WR003065983, WHR003104207,
WO20031 04208, WOR0041 06294, WO200401 1410,
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3, 4-di hydro-1 Hisoquinoline-2-carboxylate (WO
01/ 85695)); growt h hornone secretagog receptor

WOHISPSt s (ghrelin antagonists) such as, fofCT/EP2006/009323
exanpl e, A-7781 93 or those-2ZEscribed in V\02005030734
TRH agoni sts (see, for exanple, EP O 462 884);
uncoupling protein 2 or 3 nodulators; |eptin agonists

phoé@ﬁﬁ% chm rﬂéaf% eé'l\sh aﬁr %gotl%ﬁd?l?w IMN Nﬂgep taﬁ:le’(hyluromum

tetrafigombetaie a(;Tl%lTLp)ot @aberabtrapipirbﬂ):N Nt hé—tetram&thyimtonmlfn tetrafluo-

robc%% 25&%?2@ @)reg%%} é%ob'iu gﬁng %ﬂdﬁypﬁs(?s(p%muzw%x%ﬁ13rbphosphate

(PyBOPRY e(Baiméﬂnylamlrrdplntpyl)cﬁ sthylearbddigwide hpdroctionidedxaingdybenzotriazole

or/1 br)}gV\D 0/ 4 Smph%&@o d%@é%@gi’ ngA% apne or with (1-

chloﬂ%@-@i’ﬁdtl@l 8\' DrdtAZARE 7 ThEORABHED AfhdBre 1808 BK9dtirred at a
V\UZOOﬁ 44250, WO2005072740, JP2005206492 or V\ﬂZO

tempgygtyre p H?‘B’PFB@P@P‘"F%?'V 720 8ng) SQy frt GaRELIgl Y gywagh:f gsand 30 °C,
e.g. T ro6ma@RIpBrat¢réd TAE rbﬂ&%ﬁ lgﬁ%fé%ﬁﬂcérﬂempgf’r@é}ﬁ inert gas, e.g.
oxynt onodul i n; ol eoyl -estrone or t'hyroid hornone
“'tmﬂé@é’bﬂﬂo”agom sts, such as, for exanple, KB-21 15 or
t hose described in W20058279, WR001 72692, WOR001
94293, WO200308491 5, WHR004018421 or WXR005092316. In
The sHkseqypaldeattion wih a metallapeganicoeerivative of @ eampound of the formula XIV,
1. i toi o "
copd 4550 kR e 6 BHEEPS S RSB A b conpor
derivaiiMezthantpreferably) takes rpiacsrumbe customarnmcorditipnst e.gpianalogous to the

Grigggn%ig{ﬁémarfé% PI?(—{ Itﬁ)ﬁg n tlor?éc{l%t@v]e f&rﬁlﬁer 3t §n &tg c%ﬂ{}a)ound of the

formufagXIydwitinan algehf,eiea)f“p‘iaafbanulaé( or anphetanine.In one
enbodi nent of the invention, the further active
ingredient is fenfluram ne or dexfenfluramne. In
In aduthdreamidboehtne process fdrathe rsyathesisof atreeinfiohibitoey such as aliskiren,

com?ﬁg,e' %\%ﬁﬁﬁ; %dc': %?t na l? ' bu onﬁ%'}@gvl 'ﬂﬁﬁgg ei%%%fégﬁ?enaon%tions and

deprotectingl the masuiting compoumd under remevalndidhée mgdroxy phatecting group PT to

aive SRR oh e oY ) e cessBhed SHEcbEp Sl PeldiLol upi o

bul ki ng agents (see, for exarrpl e, carob/ Caromax (r)

Zunft HJ ; et al., Caro rtlo for
The FE i 0o SERRBRR 4P CoPBH O BretEr B VReEIRde I g REgspnce of a
sterdo2@Rbtivee relidtant, 1&(05) asZEmlﬁ(b-teﬁ%LﬂﬂBX LllH?sec-butyl)3 (Selectride®),

car ob- ?ont i ni n t from Nutrinova, Nutr

potagEu; SeRatite. & PRI SHsaPEoeoldins: ( CEsmerla S EpaRgnaly based on

the \Wbﬁkhéﬂ Con@@ggﬁké‘_ﬁ' %ﬁlh@iﬁlﬁét%éﬁﬁhesﬂém&' iRadituOfor énhamlno alcohol and
Car omax ( rE qq,OSSI ble in one preparation or

boragg), 7 k¥ S 'Yeai‘V‘éfﬁg%ﬂat'QBnﬁ@u rﬂ’éléh%fpr%ﬁ"@c? <9¥ rfdtalysts such as
[Ruzé[lQSCéF R%NA#)]NQ@HHW&&&@ ?Jke'd‘aJeNrﬁieP EGQSr%an%Iti%Rs e.g. in
dm ni'stered in f orm of od products such as,
aprPBﬁ*atéﬁaWﬁl“ég Sych q?éﬁ@a@ydmfwa(]cm@tf@nolna@gwl erapixturesofgie or more
suc@@%ﬂt@b af teH?)%rétﬁ%@rf g9—80 %) %OG@Tpf%'éQdfo?fexﬁﬁ»%E Rieger et al.,

dm ni stered i n conbi nat
Tetf{“}ﬂﬁ’@@bh@itﬁf%@éﬁa&b)mp&ﬁa) bitors, as described, for
exanpl e, in WXR003/077949 or WO2005012485. In one
enbodi nent of the invention, the conpound of the
The tigprigtaction thes takrsi placst unded standardreonditionso 8- gaift iInarprotecting group

j j : [ e i hed .

that 5 B ferRbfecy B FRER A SRS DyESCRERY BB betdl by cotalyi

i nvention, the conpound of the fornmula | is

adm ni stered in conbination with CB2 (cannabi noid

receptor) agoni sts as described, for exanple, in

US2005/ 143448. 1 n one enbodi nent of the invention, the

conpound of the fornula | is admnistered in

conmbi nation with histam ne 1 agonists as descri bed,

for exanple, in WR2005101979.1n one enbodi nent of the

|nvent|on the conpound of the fornula I is

I 1 Y e o




z is 1; R6, R7, R8 are independently H (Cl-C6) alkyl,
CN, hal ogen, (CO C6) al kyl ene-O (C6- C14) aryl
WQ 2TINSE| ky| ene- O (CO- C6) al kyl ene- H, wher ei FCHER3P6/009323
and al kyl ene are unsubstitut@d-or nono, di- or
trisubstituted by F and aryl can be unsubstituted or
nmonosubstituted by CF3; in all its stereoisoneric
hydfo@eR@tione e ekaiBIe | GndeP’ dHhdMABAS anéFoBB@sS th rlh@sfé/ medtibRed above for
and its physiologically acceptable salts and
deproigptigRef # comgpwrd ofAhe faierlagibodi nent according to the
i nvention are conpounds of the fornula 1, whereRl is
(C1-C6) al kyl, (C0-C6) alkyl ene-(C3-C6) cycl oal kyl,
A cqnapoeung)of dhe {areia- X\docantiediurthes/ieactet do @i gompound of the formula XVili,

or a Léﬁty {h%gb%f & lﬁ%?clrﬁgg bag“b%ﬂ?% 0 ng lthe‘?\F&rgEe V@@E&éété&%‘% fil reaction

stepis rsdjewe adevﬁ foyyidH] atlcampgemd of(tha fdml)llaa)KXIyll or § 3t 68jeof.
al kyl ene- O (CO- C4) al kyl ene-H, wherein al kyl and
al kyl ene are unsubstituted or nono, di- or
Altemanmqusa campamhdhof the foﬁmula XViexsydefinpy aboen@r arsalt thereof, obtainable

ophen; R6|S|north Siti

or ;ﬁafe B}a r&déf:hzej) a%ﬁo@ng tgwthfa r§tnobgp ngcf egﬂ)ogmént of the
mveFrtlorCIcan Be furfbidB redictddtd;a dsthpotinttlof the fednula KXV

stereoi soneric fornms, enanti omsrbi_’ forms and mi xtures

in any ratio,clg(fed its phlygiol og |y acceptable salts

and tautoneri v&rms Arjot her lenbodi nent according to

the invention are npo ds of] the formula 1, where Rl

is (Cl c4) al kyl, S Iene (C3-C6) cycl oal kyl,

C2)
C?% al kyI ene- C10) aryl, er ein al kyl, aryl,

and c 0= = unsubst it utfed or nono, di or

trlsubstlt R2 is H hal ogen, (Cl-C6) alkyl,

O (CO-CA) Al ky {._wherein al kyl and al kyl ene are

unsubsR ut ed or frono,” di- or tri substitut ed by

is HRA is H RS is H (Cl-C4) alk Ais (Co) aryl
wheggin BC& 3391 %@r@r%q%ﬁned ri ascq'npoyndpf 1@ formydg Iil,cor a salt thereof, by
reduk@e;/ ﬁfe!% gﬁéu‘ﬁ){ of igd ?ﬁ‘?&rdnnl(egﬁl)régczﬂwe%m{étﬁaenyg S r@sbreferably takes
placg lupger C%‘ﬂsilpn%tﬁél tmsaw%ﬁ%nm ébQMffszb%‘?lrth@Qn@g 'fﬂrﬁ r(@mpound of the
formilax@Qr trisubstituted by F and aryl can be

unsubstituted or nonosubstituted by CF3; R7 is H,

(CL1-C4) al kyl, hal ogen, wherein al kyl is unsubstituted
Acoﬂfqoﬁﬂ@gf th@'forn‘ﬂjla B(&Vsé\ékﬂ%éﬁ BE §QdiDY (%E\ Bgthlars mbodi mehgof said first or

al'l '1'ts stereol sone ns, enantioneric FOPPE
secamdxerobediment iany preoes9, fOfahh\d synthepisyafi arenip dniblitpr, such as aliskiren,

r e

corBG8 B2k o5l S e AR, o R AhyPE U Shsnee gurgine e
analongSftoraTcd)rapdundvdfeh@ fdrRmula XVIi§ Gtef@na)blyauqur co(diBer63s described for

that gér’a%hgg,ﬁgggg?q&gb?q}i/e:rfpné\gggﬁ\p al kyl can be unsubstituted

tuted by F; RR is H F, d,
O (C1-4) al kyl ene-H, vvhebel n al®Kl ene is
unsubstitutedP& nono, diy” orytrisubstituted by F; R3
isH RIis H RSis H f ) alkyl; Ais phenyl,

t hi ophen, thiazol Npyridie; n.is 1, 2; zis 1; R6is

(C1-c4) al kyl, F, J- OG)"%.;;II kyl ene-H, phenyl,
wher eRrO . aR_be’ unsubsti t ufed-or nonosubstitut ed
by CF3; R H (dL-C4) al kyl, , Wherein alkyl is
unsubsti t di- or trisubstituted by F;, R8
is H RO7I N8 [ er eoi soner”™ fornms, enantio&%)'lc
forms and m xtures in any ratio, and its )

physi ol ogi cally acceptable salts and tautoneric forns.
Anot her enbodi nent according to the invention are
conmpounds of the fornmula 1, where R 1 is ethyl,

i sopropyl, tert.butyl, cyclopropyl, cyclohexyl, phenyl
or trifluoronethyl; R2, R3, R4, R5 are H F, O, OCHS,
OCH2CF3; Ais phenyl;nis 1; zis 1, R is in ortho
position and O, Br, or (Cl-C2)-alkyl; R7 is in para
p03|t|on and a, Br or CFS R8 |s H inall its

. o - L_... o Y L



2-yl]-4-trifluoronethyl-benzam de
N-[5- Chl oro-6- (5-isopropyl -[1
WO 02PINB1di azol - 2-yl sul fam)ylg-l ndan- 2- yl | - 2- R HERRP0¢{009323
tr| f 1 uor onet hyl - benzami de
2- Et hoxy- N-[ 5- (5-isopropyl -[1
, 3, 4] thi adi azol - 2-yl sul f amoyl ) - 6- met hoxy-i ndan-2-yl]-4

wherelﬂ R, iR, 490 PE LAY bs RAF T & compound of the formula Ill, or a salt thereof,
- Et hoxy-5 trifluoronethyl -t F)ene 2-carboxylic acid
u

whlcp5eelpﬁrdp dbe spme; rgggp@ﬁw ure m situ) or after isolation,”is then oxidized to a
yl sul fanoyl ) -i ndan- 2-yl ] -am de
Iactoﬁeﬂﬁé‘foﬁghl%@# Ilﬁor onet hyl -t hi ophene- 2- car boxyl i c acid
[5-(5-isopropyl-[1 ,3, 4] thiadi 279l -
2-yl sul f anoyl - et hoxy-A ndaf
S- Et hoxy-d-triflNor omet g1 -t hi ophene’\ carboxylic acid
[ 5-(5-isopropyl -] i adi-azol -
2-yl sul famoyl ) -i nt an- i d

y .,
2- Et i3;Q< N gptopyl -[ 1 /\
, 3, 4] thi c@ 2-yl sul fanoyl )-6!7, 8, 9-tetrahydr o- 5Hoe
D »
“NREC (5

nzocycl ohg “4-trifluoromet hyl - benzam de

2- Chl RO pyl-[1 |

.3, 4] t hi adi azol - 2-yI sul f anoyl ) - i ndan- 2-yI]-5-t rifYY o
wheréiﬁ RY IRy emdalP drre s @dfined fdv-a Dempeursbf teyforrhdla i, or a salt thereof

(whe’zrgﬁlp %%ng? Igln %23?41{95 ,J% la}sﬁtj[ag\a%rr'éx?@@i ngéa;n t|h<29 _ﬁfclage_n%_inr\r/ggth 3/n|) BB reaction
prefer%bl?]télhlhg’lﬁla@é ohd&ddnambiﬁ@aﬁa{bgmndmsa dels]:ntfbd above for oxidation a
trift]uoropet h?él -benz

compout)d ef the fq_rrpg ()gV 1} @@?W“"ﬁ’ pf the formula XIX.
, 3, 4]t hi adi azol - 2- yI sul f anoyl ) - i ndan- 2- yI] 4 trifluoro
rret hyl benzam de4- Chl Or O N-[ S- ( S- JSOPr OPy
A compound 1of e ormLlaXXYIscant ta%y'n)a ﬂUﬁaafnefzbsﬂ'qnﬁzt dfetaib firshar second

embBén?H’Bnijﬁx 2 pfocks$ mr%@sﬁhﬁeﬁﬁs{ &4 W PRivltod, Such as aliskiren, be reacted
hi adi azol - 2-yl sul f amoyl ) -1 ndan- 2-yl | - benzam de

wﬂh;a gprng«;uqu\pf[ thes forravla- )@( dsfi m%gb@@y(lf injprotected form with subsequent
depro?écﬁ%:rﬁ Ry AL He itfd G n‘?f BrERrhDly | JHURP afaibhbaé reaction conditions as

uor orret - benza
descpibed [ts(g- N.q sor(ngoulgbpfr bpyiprula XXIl as described above, or a salt thereof.

IS T A el ol
The _l%éet‘}hﬁ?\_l geéro}/éc‘féa tB? {:Jrobregi rraet% ve to give the dlgal product of the
formglaemdbdpswl{es beve, 5 @rsaf yierpaf.

, 3, 4] thi adi azol - 2-yl sul fanmoyl )-6-(2,2,2-trifl uoro-etho

Xy)- indan-2-yl]-4-trifluoronethyl-benzam de
In aNhinSe@&odimﬂfmpa ppydess ifor the synthesis of a renin inhibitor, such as aliskiren,

T Y —

(obtaiﬂab@ tdecerdingztol tha-firbtsol §econd| embatdireent? byl r}sddctlvelrfriguopemmg to a

net hyl t hoxy- N[ 5- (5-cycl hexyl -[1
com?%u,nﬂyqfﬁhed 'QE%IG)O%V 1sul fanmoyl)-indan-2-yl]-4-trifluoro
nethylbenzanlde S- Met hoxy- pyri @-Pg"- car boxylic acid
[ 5-(5-isopro@@l -[1 ,3,QTthi adi azol - 2-yl sul f anoyl ) -
i ndan-2-yl ] - am\de. Thifs i nvention al so enconpasses al
conbi nati ons of Nrefe spects of the invention
descri bed herelﬂiﬁs used erePn, the termalkyl is to
be WR@: ¢ broadest s to nean saturated
hydr ocar eS|d es which can tbe linear, i . e.
strai ght . If not otherw se defined
carbon atons. Exanpl es of v
-(Cl1l-C8)-al kyT are al kyl residues ctontaining 1, ﬁxx @)
, 4, 5, 6, 7 or 8 carbon atons are nethyl, ethyl,
propyl, butyl, pentyl, hexyl, heptyl or octyl, the
n-i soners of all these residues, isopropyl, isobutyl,
1-met hyl butyl, isopentyl, neopentyl,
2,2-di et hyl butyl, 2-nethylpentyl, 3- nethyl pentyl,
isohexyl, sec-butyl, tert-butyl or tert-pentyl. The
term"-(C0-C8)-alkyl"™ is a hydrocarbon residue
contalnlng 1, 2 3 4 , 5, 6, 7 or 8 carbon atons in

T . 1 1 n - g,




oxet anyl , oxocanyl, phenant hri di nyl, phenant hrolinyl,
henazi n phenot hi azi nyl , phenoxathllnyl
WO OF8384 nyI pht hal azi nyl , gl perazi nyl , pi peR¢HERRPPE/009323
pteridinyl, puri nyl , pyrany’r pyrazinyl,
pyrazolidinyl, pyrazolinyl, pyrazolyl pyridazinyl,
pyri dooxazol yl, pyridoim dazol yl, pyridothiazolyl,
wheRit RARN¥hd H@é#edryé defiPél 'fdsF SlEom }_tourﬂ%frﬂ% foin0M! 111 and PT is a hydroxy
rrolldlnon ol i ny pyrro yrrolyl,
prot@g}qng;ﬁrgpp g1 a sq[;,,tggppfnwherw&, rnl@gnzy%mqarbonyl and PT is benzyl or
wh %"re%q:kv hzyit Wil UMW ducti
etﬂalciept'r 'E)st% ui nw % rEtéet ra yd?‘gqeﬂfegol |h% T/‘Jd"" Ive ring opening
prefer@btyatalg@r place amq;qr con@tumﬂmjm@pq menjioned above for the ring opening in a
Y t &R/ t
com%)&% rogtl); otﬂé f&}f@;ﬁ?b’ é\ %oﬁwﬁorugg?égfzh%nfg n‘ﬂﬂg I, &% Jaﬂzthé}%f can then
be réaedint driakdiyde @l gdmpolng oﬂtrterfpatitulaieﬂ yabove by removal of the protecting

grou%: tglgi?%ef glgl rg\;)? cllwgmejfﬂr%gf? Wéjslg%%l lﬁed gé&v'ﬁag %Whereof which

can 1thén the &artiey| trarisformed| glg, vidmcambumﬂsn))dx,Vltdndaxm\/Illnyhd XXl and

thienyl . thietanyl i enot hj.a t hi.enooxazol
prefergb it ARG (oRE o CORUIa Ry 19 PrPahanst 1 cai thereof, to s
comb&imw:tfethb'formhhl X»md ra3iefinedlabove; bira saif thteof.
1,2,4-triazinyl, 1,3,5-triazinyl, 1,2,3-triazolyl,
1,2,3-triazolyl, 1,2,4-triazolyl, 1,2,5-triazolyl,

in a]fo@rtl‘ﬂefrbb@lﬁ@nl('a Qfdjées’,(sﬁlf&' hﬁé‘)éimthé'sf'@ohﬁtréﬁlﬁqmbltd? §ddﬁ9§z‘> aliskiren,
are unsubstituted or or trisubstitu

comgmqsdgptgmgrq)%gp%n@rpf ége fqn@plae&\gﬂpq)rea sqit thereof, Egs dqf ned above, by
redu@F\?e nr‘%erﬁ% td5ebn 6@10001(@@ f%ulé")(lﬂék R6wh %bﬁl@r a salt thereof,
O (C1- )alky O (C0-C4) al kyl ene-'(C3
whnct;lrgy@pm%qu@pus alsp.an. @r@od:gmpnt of the invention. The reductive ring opening
prefé’rlakl\,//ltﬁfb% p(l&?é Q@Qsﬁﬁﬁ&@’ﬂ fﬁose Q@n%r(e@oalﬁ@é for the ring opening in a

| ene-'H) - (Cl- C6) al kyl ene-
coma@w# f ke fQ[m("@]X)@G) cycl oal kyI C(]\I((CO C4)
al kyl ene- H) - (C0- C4) al kyl ene- (C6- Cl2)-aryl, (CO0-C4)
al kyl ene- (C3- C6)cycl oal kyl, (C3-0C6)al kyl,
In a fathepembodiceent]of sad2foarh emuomlmnt 4 omceesy for the synthesis of a renin

mhlb"faikﬁﬁugﬂgs %@mrﬁ%%ﬁ?ﬁe&é 4 snﬁig4 6?08?0&8? of trr(e ormgl&)x)eﬁl or a salt

ther@dfksol @maoactomcompomd@l the(fOI)mﬁ]a)XXélllk,yd)rm ealOtf(e@Echag described

abO\%I (:éy fgﬁgfydgﬁegﬂe%ﬁ% %}t’e&él‘é ‘aP%gS%%gt}) a{p%e’ foE &Hg%n of a compound

of thalfdnydukenxvm to@eaddgount Iojf therferni @8 X1XCad gyvlaebbom) y\d:il(m in yet a further

embé%iiﬁvglnf} o%%%w‘%%ﬂﬁ cgqilo) ege%lfg) &951% l&ﬁ reac)ted with a

compfdund-dbilfeCdriadla X, loy b ealk tHeof, é‘sldﬁéshﬂlbai atsyve| preferably under reaction

condé?mﬁ an&gﬁcﬁ&al Ky en%ﬂﬂﬁ équlo? %a & lpgﬁq%?t(etﬁg:f&%\%a XI with a

comfdurd-d¥tHeXdrindia XX, ky give er ddhmploud cfihedbimui£XEH as described above, or

a sa&%_ﬁq%éﬁ)ec%%@gl\ @fﬁl?{j iﬁ}eqogrﬁl\%%an@og ﬁk%l@eaéqe Q:i;_.?rth embodlr%ent be

deprStle(:@G i) a %M&)gm of G ﬁlﬁh%ﬁi&ﬂl&bkh' salltSthé@@E:3 Cé”s)cciesscrlbed above,
prefe%@llﬁg W&@al@@ued:rrydw%%pesg)@e CB en?(;r( the depl)otection of a
compoundl oF fiee fofmule XRILy cl oal kyl, SO (CO- C4)

al kyl ene- (C6- C10) aryl, SO(CCI:4) al kyl ene- ( C3- C15)

het erocycl e, SO2-(Cl-C4)al kyl, SO2-(CO-C4)
In adlithyérRbediment; acér%):éé/scfd?a!h&ék/nthgﬁ'of @&Oreafh inhibitor, such as aliskiren,

al kyl ene- (C6- C10) aryl, SC2-(CO0-C4) al kyl ene- (E3-C15)

comprises 8Rsjipg @ compound o the formula XIX as described above, or a salt thereof, by

S2- N( (C0- C4) al kyl ene- H) - (C0- C4) al kyl ene- ( C6- C1

0)aryl, SO2-N((CO- C4)al kyl ene-H)-(C0-C4)al kyl ene-H,

SO2- N((CO0-C4) al kyl ene-H)-(C0-C4) al kyl ene- (C3-

C13) cycl oal kyl

SQ2- N( ( Q- C4) al kyl ene- H) - (C0- C4) al kyl ene- (C3- C15) het er

ocycle, where the aryl ring or heterocyclic ring is

unsubst i tut ed or nono- or di substi tut ed by F, d, Br,

P ——. 1~ " PP [ ~A ~S N\



Bi oChem Bi ophys. Acta, 2003, 1633, 43-50; Dressel U.
Endocrin., 2003, 17, 2477-2493 ; P CH.
W%%""Z{P”ls%cu ence, 2003, 302, 453- 457). Besi des"WE 2006/009323
actions as a regul ator of thel t | pid-, glucose- and
chol esterol - net abol i sm PPARdel ta i s knovvn to play a
role in enbryonic devel opnent, inplantation and bone
redlché"ﬁhg Cb'zbeﬁlﬂ'g”io 4) 8ef‘‘éonlﬁ%héuncxeo*(the Td'rﬁﬁhiias XRWO%F'J‘%R thereof, as
desqq@gg Caj)omVThe zg@)gtlves@pg)opegm Qrg%rq\kgy]éakeﬂ pl@Qe gnder ¢pnditions as
thosBin¥ntGHEdbov2q8 e 24
ospdrg«%nl lc:a(t"i‘(?pr%])nos gem)ﬁstg%éB gt "ig&é@}léﬁ)’]dtd;%ﬁw Plaﬁg(rll ng
proliferation and di fferent| ation of keratinocytes

<1t B el o S AP A IHEE of o rrr

inhibBog | such 28 Gdiskigy 2omprisedtreadling aaompduril ofethedbrmuldXXVIL, or a salt

thereof \W\XE? )9%})@%0&&%%{@()%”& éls)aﬂgﬁ%%?% ge%%lsgin?éo%e preferably

undebereactt@nl donditiohs gnalagoussts ehosenmehtionetiGbole Yarresction i adfompound

of tre, (ile 1K oo £ 0Pl 7 he il X8; E 98 A ofipgiind of the formua
XX|IRBARtelibet! dbsvessPh @aR @tbridf, WhIdR thn Ghérg atlg AGHIRE Shtfodiment of said

fifth @EH&E‘{?&EO I pllrg\fe?\{lgrg lll)c I,\t%g)f%g%;ag n%ig%or%:pgg@d S)isthg forg'g{ga XXM, or a
salt hepdof, M rdesMBed éHovWaéreﬂirélﬂy fuﬂldé‘rdretabﬁdn orfditdRd &nbRgous to those
sel ective aaonl st was found to significantly increase

descgiped abevedePb ?FP’S!eCH%?fl%CW"é)%P@s@F@}Ham nyelin
sheath di aneter in nouse cultures (I. Saluja et al.
Gia, 2001 , 33, 194-204). Thus, PPARdelta aqtivators o
In agixth isgnbodinens, 8 girogass fer thet syathesisrofc fgrin inkéhiton (sughcas aliskiren,
comﬁiﬂs%@fﬁéét mgtd E@nﬁdtﬁﬁ%‘?ﬁl‘% fohnGlaUe 8s BFS&PSEQ)ébS\%TFor 2 salt thereof, with
proliferafor activated receptor ta agoni st's for
a compeunchefithe farmuid XXX, ot her denyel i nati ng di seases can
be shown as described in WR2005/097098. Denyelinating
conditions are marytested in loss of nyelin - the
mul ti pl e densg | aylers ofR)ari pi ds and protein which
cover many ne hese | ayers are provided by
ol i godendroglia in the central nervous system (CNS),
and Schwann cel ls i nOthe peripheral nervm ystem
(PNS). In pati ents with denyelinating co %( ons,
whergany dé$ Pth | amn(AlkB).R(©) iwheeaie Atk is| preferdbly slkylsegl Cy-Cq-alkyl, (both of

SRR e Ropll LOUEE BloRIROFh RS o

aminoat INH- @HZG(GI-Q,:WDON%, resultingiala cbapagad of thedomgta KXX| he
nyelin itself - whether due to aberrant imune
responses, Imgal injury, em a, netabolic
di sorders, tox‘r\c agent s, Vi raI i nfections (Prineas
3 43%s. In Geenfield s
‘ Edvvard Arnol d: New YorKk,
199R) : ow, eds., The Merck
l\/anué? ) 3 S and Ther apy, 17.sup.th ed.
(Wi t ehd \ [ NJ. : Merck Research
Lab : 1299, 1437, 1473-76, 1483).
Central derTyeI i nati on (denyel i nation of the CNS) (XXX)

whergfl?%.lr%gérfb ltsﬁ\;eﬁé %E d%ﬁrq&] fo'r ?%g\ggﬁrtrl]cg% tﬂé é&?ﬁjzg frl)lfz}rﬁja l?))(/ is as defined

Neur opat hoI ogy, :

have cone
for ackomypeiund 2f ithey fadingl@aX6i; o0 salidereofiridere fhlecreactionr cami take place in
{ \Y [ I .

the prbiingerorq Sufitic pBSE, o Bamyth"Honlh tFBice, futyiinium, hexithium,

(ALD) adrenonyeloneuropathy, AIDSvacuoIar nmyel opat hy,

HTLV- associ at ed nyel opathy, Leber's hereditary optic

atrophy, progressive nmultifocal |eukoencephal opathy

(PM.), subacute scl erosing panencephalitis,

GQuillian-Barre syndrone and tropical spastic

paraparesis. In addition, there are acute conditions

|n mhlch denyellnatlon can occur |n t he CNS e.g.,

o, 7 APPSR A ey



ef fect depends on a nunber of factors, for exanple the
ecj fic conpound chosen, the |ntended use, the nod
W(b? 000318 stration and the clinical condition %(FT/F]F@%/OO”B
patient. The daily dose is ydherally in the range from
0.001 ng to 100 ng (typically fromO0.01 ng to 50 ny)
per day and per kil ogram of bodywei ght, for exanple

cycl&:ékyﬂ:@uum/dﬁglﬂﬁiﬂﬁ dnéébrb;ﬁ‘}lérﬂM@nmuéppﬁ'@&fétéf%lv@ﬁs/ §@h as ethers, e.g.

in the range from 0. 001 .
tetraygt %f@%nhmqastﬂ'v &- deluens. Qté\al@aea%ieﬂ rlm/ggtcawoats. a.g. methylene
chlofige oP miRQre3bfARkb df'rhé}grs@xeh 3BNeMS! fofleR&hple a?%rtnggllaﬁn s between -
.. nfusion solutions for these purposes nay cont ?
78°eRBpP@C-from 0.1 ng to 10 ny, typically from1 ng to
10 ng, per mlliliter. Single doses may contain, for
exanple, froml1l ng to 10 g of the active |ngred| ent .
In aTfiiker empediment ofr sdidjsixtit ewhediment, eoproaess, for dhe eyrtherie of a renin
r
mhl%PrQnu%tea@r% Ie Tt co tgé}g deség % ? é?)?rﬁ)%uhg oWlJtea%r%u% XXX, or a salt
thereofaundes redugbive lopening of thiel mwlldmaylng ant donmatiborof an aziridino ring in

form 5% % ple SEeltvbiod SrdCiomiBoddE, crent i oned

condi tions, the coR@ounds of fornula | may be used as
t he conpound itself, \but they are preferably in the
formof a pharmaceutlcNiI compgsition with an
acceptabl e carrier. The-carripr nuggy, of course, be
acceptable in the sense” Th conpatible with the
ot her i ngredi ents of '

har nf RO )

t's healt®. The carrier may be a
solid or 4 both and is preferably fornul ated
with the d olind ak a single dose, for exanple as a
t abl etROWhi ain fromO0.05%to 95% by 'Xgpt
of the active ingredient. Oher pharnaceuticall W 1)
wher@it RyR, andBPGaareas dufied fok evdo&ﬁ)obﬁd pf @8doimula NCAMPRR S as defined

ot her ¢ rmul a har maceut.i cal
for agmpou D oinin SOkt s ek 3B sedirtive 6ng, gpenies preferably
take@blabb inleoyghdpions BB aRiskiméltiondd Bsle, folMheCihgespeRiNgiidlal dbmpound
cg%{ Et oL m xing the ingredients with
of th B gically acceptable carriers and/or
exci pi ents. Pharnmaceutical conpositions of the
invention are those suitable for oral, rec

In a fiyiher gmbadipenta S@fdoﬁlx!@@n?ﬂdéﬂgmbpumgwﬁ)foem synthesis of a renin
inhibRéY! %U&I?%§|ah§|fu%h eXmpide’d reH&mdt ABSRPSund S‘ftth@'mﬁﬁlﬂé 3%XI, or a salt

i nt r ader mal or, [ ntravenous) adm nistration, althoug
therqohiNGgE fing Qpening 1o giveia compaund i the fermulm XYM eords salhthereof, if Rx
| VL
" nESSHpa 8 R BTE o1 AN 9 B 8o
group dﬁ‘rfjféb FrRin@¥editargivg @H). Theeting pperinghreaglian capo doreekample, take place
[ t I a
e S 1 858 AREUSRE BN LB T S b30ens, o
exanpief dcehnls isuchyi aﬁerﬁth@%wrdmeih@qt;aﬂher@ such as tetrahydrofuran
0
S A 51001 bRt BB SHATEE mespng crore
for examplel at tﬁmmatymsnvetwaeretOéCearMﬂHeat@me temperature of the respective

d h ' ,
escRASFET R BEAT b S AL 855 W AR e
prefeBredt embedipleat whdiee:tsixttalenpodipzantt berconbertedoinid a compound of the

JAL SLT for arate units
formt?tg 'SQEH %E o%%&r%éjega g o c% 5% meggofnhg ﬁ%echg ﬁt‘gﬁéﬁl %)mpound of the
formulatX)étas axfi nedtkabetIes fo eammpoindvof die toomula XXH adedefined above, pre-
amount of the conpound of fornmula | ; as powders or
granul es, as solution or suspension in an aqueous or
nonaqueous liquid; or as an oilin- water or
wat er-in-oil emul sion. These conpositions nmay, as
al ready nentioned, be prepared by any suitable
phar maceuti cal method which includes a step in which
the actlve |ngred|ent and the carrler (mhlch may

o s R Y o R o o o o o - o



active ingredients which act on the ATP-dependent
(got assi um channel of the beta cells. In one enbodi nent
W R00§A¥18%vent i on, the conmpound of the fornul aPGT/ER2006/009323
adnini stered in conbinationr3d+h a HM3CoA reduct ase
i nhibitor, such as sinmvastatin, fluvastatin,
pravastatin, |lovastatin, atorvastatin, cerivastatin,

feratflg%HHé'fslte%HIdm@Jndlmoﬁé%ﬁggg?&g‘hooﬂ‘\?s %gﬁﬂbﬁ@dﬁsb&k- tWhfeh, in a further

vention e compoun
preferthd embediment ofihe §n<ﬂ1 embodimeni, ccan aherhm dsmrete@ted to a compound of
the f{)ﬁﬁﬁ{a B dl? or agr%g%éerg&d Bu%?%ﬁkl@?_ﬂd%rq{o r%l%id{xg !HOQS 'described
abowoodémbtepﬁm’scpﬂwaompoﬁod bétheNbmmula KQ(H V\02005042692)
MD-0727 (M crobia Inc., WO2005021497) or wth
conpounds as descri bed in WX2002066464 ( Kot obuki
In yebhadfurthereambatdirher@@f shiddixth ¥OBOGIROE 2prolddarfokthg synthesierof a renin

WO2005061451 .and WO2005061452 ( AstraZepe - e
ol GURR &8 (TGH S GOTPRURER 18BN, E0EBARKL AE Drlota o8 or a sai
therdo? MHedeih R$ admmcsig@(mmzlaompbunaﬁrl ®iRg Wbpéhimg RRAR conditions

such as or exanp rosiglitazone,

{
p'ef‘igi?gmaf‘g'ggg‘:‘ﬁzm these arperib QJ '"2‘6%9'7??9 ﬁg@@ga% PR}do @ivesd compound of

the f6frhM994Xllt eza%ah thér@ofomﬁe m’epeamh mfa ﬁhﬁei ﬂ‘éﬁiﬁéd%bodlment of
oun or mul a s adm ni ste

this t‘%ﬁﬁ'ﬁ{‘ ﬁgfheoﬂxtmemboamﬂﬂ;\@eaqi%@ea'@e 1P §tcon§>9end agtheffefmula XXill, or
a seg?r(QH&ESf’ mﬁ* 63‘6@59&7@ﬁon§< é'rﬂaiogohg( t@7ﬁ\ost§Rﬁe§cr@e& above for

DRF- 1 n one enbodi nent of the inventron,
depretesfinuefp eampavadiod thefoemyla XXlladmi ni st ered in
combi nation with a m xed PPAR al pha/ gamma agoni st
such as, for exanple, nuraglitazar, tesaglitazar,
All these é&g‘fqr@rg @anthegw@g@@ slow thebbp pmyldutg the 30Mmpoungd of the formula X in

» SR S PGS ol L o s

NuMEIG POG3ibeASyNthasiB00uE3 especialipdeo theosedtEsis, of renin inhibitors such as
aliski{ 004076426, WO2004076427, WO20060181 18, WO20060181
, and WO20060181 16 or in J.P. Berger et al., TRENDS
i n Pharmacol ogi cal Sciences 28(5), 244-251 , 2005. In
one enbodi nent of the invention, the conpound of the
[ .
itk B BT AT ST B0 4 Lt iRERites e
syntlc&sscshebe@f the PYEROMSIAYENIOR, THEIROOSDRIONS GeitHADDYOePREInGne, more

ron 3o SRR 58 3 S ASR BE Hly REERV s s v

ding @mfbriremeinbndlm'ehts ofghagivestione pre@erablytapr-tt%)Mm@ fas they are used

oG5B et retph nee ey £ S Re AMIBA T s@1capfeess eiter in-
dividallyrotlas plartiof aaahgengrstygr ed i n conbination with a

fibrate, such as, for exanple, fenofibrate, clofibrate

or bezafibrate.ln one enbodi mrent of the invention, the

The RempPRWeE @fCl-0s" Hefingsl ambietyswithdup 1o a‘ﬁdeﬁ@ddlh@ maxnmally 7, especially

conbi.n on with an MIP inhibitor
up I SE IS PR de COERE BRI S1d OO 8088 tsaheheddane or more
times}es GtialtptichaindCBAD bOFRL S a tbﬂnmaleoreérh@memmal earbbheLower or Cy-

i nventi on, the conpound of the formul Il is
Craliylnidexpmbleq S npe L EIYI o 'ohapiy! & pefesabiyii e cally. especially as

meth%U@th AR-proPyl, REPIBBYE .n-bIAYICRES '@ec%uty’lﬁért@ﬁyl I'n one
i'ment of the invention, the conpound of  t he

fornula | is admnistered in conbination with a bile
HanQﬁ'h@ldg@ﬁ@i Br‘é\‘é?ﬂblgﬂbbr‘a' I:i%ro( BRfno éﬁbd§%68) |pg%fgté‘ﬁgsﬂuofro chloro or
bronmmhgfeeha'wwzmmpeérthtwa@smai BBRIOf AopE(e19 %@thee) halogen

033099.1 and DE 10 2005 033100.9. In one enbodi ment of

the invention, the conmpound of the forrmula | is

adm nistered in conbination with a polyneric bile acid

adsor ber, such as, for exanple, chol estyram ne or

col esevelam | n one enbodi nent of the invention, the

compound of the fornmul a I is adm n| stered in

y 1 1~

T



conbi nation with inhibitors of hornone-sensitive
ase éfBHSL) such as thosedescribed, for exa
¥t , W01/ 66531 , WO2004035550, vmod%%ﬂ’@@ﬁmﬂ”ﬁ
or W0O03/051842. In one enbodB4ent of the invention,
the conpound of the formula | is admnistered in
conbi nation with inhibitors of acetyl-CoA carboxyl ase

ato%&ﬁ%@@ 2@6@8@%@?8@&%8% O%ggfél{og@“g{rh?r 219difluoroethyl or 2,2,2-

trifluoEEdeb044814. I n one enbodi nent of the invention, the
conpound of the fornmula | is admnistered in
conmbi nation with an inhibitor of phosphoenol pyruvate
Alkyt réfenaplyi haasep(tBEHﬁlc)arbosuatbnaand hwsmordemeférhiﬂyi C.t©ralkyl. Alkyl is
straiSﬁegﬁ#q%gnér %r\i%% 8 Orgc%'%rg (ﬂes% an?%sg%bﬁ e,lm9r§ tlmest)r\%ry preferred is
metiadn ni stered in conbination with an inhibitor of
gl ycogen synt hase ki nase-3 beta (GSK-3 beta), such as
those described, for exanple, in US2005222220,
AlkoX¢RIA 0. (Wirich 1820 RdbRPEs3 st IIREEthatlid @dSstituted at a carbon, prefer-
W02003078403, Wo2004022544, WR0031 06410,
ably\gbademag setbon s s tienuith emaliyionn Goalkoxy) group wherein alkyl is as

e Io s B o3 v, ANkl 3 FoaiogprRe Goabaaly prefer

red.17. In one enbodi nent of the invention, the compound

of the formula | is admnistered in conbination with

an inhibitor of protein kinase C beta (PKC beta), such
Protgefingf gioups amgy &e prigberki (Seaualsa under &aenesab Brioess tCasiditions”) and
shol B84 Porl o SFEBANA Al odsiy LARTHEA shodrr esctons, s
as acyaligmspetharificatjoms, ssteriicationg axidations salplysis, andosimilaraneactions. It is

a chéézg 6‘2&%2}%9r|0[éﬁ§ﬁqe gr%%? gﬁnﬁ?n lgrbq,r{h%ﬁ?# g}ég getqldﬂ)r/] i. et r\}ﬁhout undesired

secandatyi reattioms, toi teimaval)itypidatly by Gblvblymk,amuaﬁldnl, phstelysicIdflélso by en-

b BBl B e coRB55 s St o ph i B EEPLubl, anc

they\&E2 065518962 $h the emﬂq:r@dttmdﬂhembeaéhst keowd)\oe Ban essilyleBtablish, which

Prot B S1a o P RO RO i acifis, N Gprich e pbeYa and hereinatter
Prefér%bl?mf Qlo 8smMERSHOidRaRY glfoQbs arprebént in Bné/‘ﬁ?é?ﬂ}'é@&@b?ﬁn@ntloned here-

nbodlne t the i nventi on,

rt her of 40
in, (G RGAPEITAR ) 1 QUGG Tng DEUDS EoRS Kb e oA AT DS done se-
lectivel\RE. dTReingaive fo‘i n{o‘?’@ giffefedt deﬂ&:ﬁﬂﬂ@’?&lp@'fhél@ir@ Sleb @6l under different

transcri pt |nf uences energy neta ism anxi ety and

condifionsy ¢-6- @HelgFiey Mid Rydrelysiagthr aW&r bAhy@rplygqs undepatdeieconditions,
one 8ia8s b hpdrelykis ||R@fé§ﬂé§éhcé %Qgﬂ)amld?’@n@@ther%éﬁ)&s iNftNe presence of

ant agoni st S such for exanple
a ba§g, o1 qnqiﬁ{aﬁ@@mrﬁgmyyqa ¢leavagen (s g}ol;mtﬁwst hydrogenation), the other by
hydrgwggcg}qpfé/h;{gst hyl } napht hal ene-1 -sul f onam de

hydrochl oride (CGP 7 1683A); peptide YY 3-36 (PYY3-36)

or anal ogous conpounds, such as, for exanple, CJC 1682

s 5 PO 4 B PATE S5 S AT tetion v

Xy geounp igypessible,re.gi those mentionad il thestandacst texthooks under “General Pro-
« 4

cessdG;&gﬂtE)oﬁlgst é%@\%ﬂ%@é@% groﬁé?ﬁ%piﬁpio?%lgggcﬁp% Pdw &xamples, be se-

IecteSFimvwgrow comgss;n@l@@eclblédqortststmenﬁrmsllvl piotectifg group, especially

oo 308 0, 35 A o L PO sty

such\wa® e 6b@gigmethygizDor trintetindsilyMepOoayD ety €48 lower alkanoyl, such as
WO200302776, WO2003040107, WO2003007887, WXR003027069,
Us6, 509, 367, WO200132663, WXR003086288, WX003087037,
W02004048317, Wo2004058145, Wo2003084930,
W02003084943, W02004058744, W2004013120,
W02004029204, W2004035566, W02004058249,
W02004058255, WO2004058727, W2004069838,
Us20040214837, US20040214855, US20040214856,

N AN NN AN TSNP VAN LNLN A LPNLNLN™ 7PN A ABNA NN APNLNL NI\ A



In one enbodi nent of the invention, the conpound of
the formula | is admnistered in corrbl nation wth
WO HN7BIMRt s (neur opeptide Y) as descri bed, forP(‘eI@lﬁﬁQP@OO%B
in W02002047670. I n one embod® ment of the inventi on,
the conpound of the formula | is admnistered in
conbi nation w th sodi unf hydr ogen exchange i nhibitors

acet?tS bét%w loned alkBWcaﬁ%ﬁWp k&ch ésf‘tem@@% Ayt (Bé‘c)o&ephenyl lower alk-

nbodi ment of the invéntion, mpound” of th
oxyeamqwt 8ueh jag b&aﬁylm@pew mrabwf’gpyfanylonnwbstfiuted or substituted 1-

phe Rio re?*gggﬁ s?ééhr ég )S(grﬂ%lr&oﬁ ﬂtétmg%g %ﬁggﬁt?@@g\ﬁéhyl. Boc (selectively

remayvablechyhairolysis Jtand bienzy {s¢lectively lemovatie by Hydrbgeration) are especially
fépdmla | is adm nistered in combination with nicotine
pre P8
eceptor agonists as described, for exanple, in
V\DZOO4094429 I n one enbodi nent of the invention, the

As ag“gﬁ?ﬁg&“ga gﬁ@hgﬁhggou?rtb?tg% Fxﬁ@r?h&%tﬁggr:rgg%r{s@geprotection of hydroxy
groupslis podsitie )e.gthoss mentiadd ih diie staadaidaextbdoks under “General Process

Cond Gz AR 211 LSl TR ey Aish it mef k8 PR oxamples! Be setected
fromCa)ghiubaiotrmmswgt(Bsd\éa%llf( Eohsiéting ot} 5&%&1@9@@&’ i m)a re§id@é‘ of an organic
e

eline, or as sScri be

or. e
Cafbgwaﬁﬁtdebow"ﬁ%%ggwwun & 25h 2R i W okibaupg via s sulfony
groub)’leﬁ?ﬁﬂéﬂWI biherifMaRicEbtef 2-bbg- lé\ﬁhfr”blk-a ény! Ssﬂtyl or N- |ower alkylpyr-

mnlsteredln conbination wth antithronbofic ac
fO'lde'gte@& Brrferred; geinoarrotecting graumsiase lewespaliexyganbonyly ewc'a"y tert-

butoiﬁahﬁ)nw Ryt &%yillaﬂbr 5&6@0%#50%9*’ ls@ct %gtﬂeﬁ‘ﬁ?lb%amonglh fuorenyl--

npounds accor di grg' he i nvention wt
lowebﬁlkpw@amwﬁ@tsa H@reamlevztbamwbmw jowes aliangyldowercaik-1-en-2-

yl adH’fo@vefr lér éarﬁ&ﬁ/i gﬁ%ﬁnla‘ﬂgﬁ LAl mﬁ'rp@stipt%témgeéelhgs given to iso-

nmeant el in the scope o present
butyryhvmnzowln phenexyasetylil 4réert-butyipberoxyacatyle bﬂumnemwt&mnamldmyl N-

i e L S

2- AM NTHI AZOLES AND 2- ANIBKEMAZCLES PROCESSES FOR

A KRS Bl SRR A RIS T o

chlonphbromsl Qrgodmldryheaa@dxpwm:etymhveﬂ frord golorgarit sngfoznai dgid, such as a

ok HIRGHRON, SoElll, 5 CEMAREEARNE 3 10T Blpnasutonyony

haloalkenesulf@yloxy eé;mogally\l@lc@ﬂ)ﬂ(ﬂi}&ﬂﬁanewmtoﬁﬁzm as trifluoromethane-
003/074495... 004/ 0 0Q4/ 080943,
Sulfof 58 PO 1N o 5B B9 RN UER o Py Tonsiony
(tosytoxypxadi azol one feature as inhibitors of factor Xa
were disclosed in DE 101 12 768 A 1, oral hypoglycemc
agents in WD 96/ 13264. From WD 97/ 40017 conpounds

Unsubaututegl ér subetityitedodroLip drefem@ Y mdmt ©F pelyEycHis, edpecimomBnocyclic,

vicy g cb BIVERAVLIEY WEHEIR P2 gaitod A Uece Re A et (pry preferred),
naphtrtye(»tdn;ebmefrreu‘) inbemyrbrRdH, Ia@eda;ﬂwléte,u pheh eyl @MphbAgithryl, and

7236. Benzene derivatives as inhibitors

of
is ““§tj‘ﬂﬁ£'|“t$ o Sphstiided B ang o mare: gsperiall, pre ianbresh daietigsepreferably
mde&#ﬁ!@ﬁﬂlﬁ@&edﬁ@d ViR (hedgalp coﬂl@tlrign \AtCQBIkWa&@Séﬁ@nW C,-C;-alky-
ect of providlng unds ich permt
nyl, taH%wCa wkyhAuc %ttr'ﬂwozarwpt@nﬁ@alﬂ sﬁpeﬁ'ﬁ"tsff upTqyichlogm dhremo or iodo,
hydr&&! By AN@ke dﬁ%hﬁb@ h§ﬁhtﬁ§lgxya?ﬁeﬁ)mb°f n%Bht‘h?lbd: £ci- thoi,h@ -Cr-alka-

prevention and/or treat di'seases suc

noylqxy a pheRd- ahd\aat\mlr%set alkergqyioxynaminge @P%r@eds@qﬁgt%' phenyl,
t hereof . Anot her purpose of the invention is to treat
denyel i nati ng and ot her neurodegenerative di sorders of
the central and peripheral nervous systens. A series
of conpounds which nodul ate the activity of PPA
receptors has been found. The conpounds are suitable
in particular for activating PPARdel ta and PPARal pha,
homever |t |s p033|ble that the relatlve actlvatlon

I ~




met hyl } - phenyl )-4H[1 , 2, 4] oxadi azol - 5- one
trifluoroacetate

WR200308185r 0- 4- {[ [ 2- (1- et hyl gyr rol i di n-2-yl )REV/RYA0pg09323
trifluoromethyl-benzot hi azol 3
am no] - met hyl }- phenyl )-4H-[1 , 2, 4] oxadl azol - 5-one
trifluoroacetate

nap!ﬁthpl{e[r@QCPSZl;-laﬂdyl daphtﬁylﬁ,-@i—dﬂwmC&@rélkarﬁdylléﬁdmﬁéﬂ@ﬁw bﬁnaphthyl-

il F Sty s BRIy P CEi oY o BN HGPTbGNY Saphihylonycar-
bonyd; pHeriyl- CZ@dmﬂd&ybmbm ﬁé;rrwhw d,@,tmkéxywb@mt barbaBy1Z N-mono-

or NNt At BRSPS C Carpliykandior giapbihghr-Cralkyl)-ami-

nocdrboriyl, UsaR8CaliL Sulfamoyl, N- mono— or N,N-di-(C;- C7-alkyl phenyl, naphthyl, phe-
Met hox?;dget Ryl )-(6-trifl uoronet hyl~benzot hi az

3-
"yl-%réyzaléyl)angm RBPDtRY Gy 7}-aleI -amlnosulfonyl and ni o
tr| fl uoronmet hyl - phenyl )-4H[1 , 2, 4] oxadi azol - 5- one
3-(4-{[(2-Piperidin-1-yl-eth I) (6 trifluoromnethyl-ben
Salty gergspesiplpthg) ghagnﬁmtlcﬂmmpptagle salts of compounds of formula XXIll or

genér?lM% ulg:(ga trl%aflttféghfl@%ﬁd aj%ﬂenh&re nl‘?z—?j'@lﬂ' %? %‘Itg?age not excluded

for cheminabreashps theeskiltednpersaern wib- Bt)llyamdecqtambtﬂmw cal-be formed where

salt @?#‘F‘H@g{)%%@ﬁ %? Bgélé{ 5 aéﬂﬂb b?’OUp%, ér]eoﬁfggén?ﬁ%t cgn %ngt in dissociated

form3at (lepst ppaially -e\getilal phbyangelfiodn 4-1@ - 19Iu) agidopis|solufiens, iok lcaw be isola-

o BRSO BB SR 1 1

, 2, 4] oxadi azol -5-one trifluoroacetate _
Sucrf’:s%é&; %{%Ff;%rﬁ%% h‘é’{ %)% T hOXXC'E a@ﬁyé&agl ngrgg %il%lwltr_\ Brganic or inor-
gani@aéids {frdr compCbhdy @‘ fpl‘mﬂa XXl bi aaypbf tReVimtbrniediaes Rdxliorned herein
with a%pagjgd&tgc&raegmo p%e Y mg ofr lalrjn?rﬁo%pgsep%\éj ?Iy thAél_pl)-Ila%maceutically acceptable
saltsSS(Mat{lé ifbrgani€akids arehonkamplei Azi6 en?aMHl; é&hrﬁﬂ RiFdctioric acid,
sulfumz qf%%xgrdl g%ﬁq) Qtf)lrc])(;ﬂ%d ZSfugtal\ﬁé OJ?SaerﬂX gmds are for example, carboxylic,
phosﬁhbrﬁc (ddimniclorG@ulifanic BEI8S) b ek:hh é@ceﬁc ¥ti; préplofic&did) A4ctic acid,

- et hoxy) - et hyl ] -am no}-ineth
fumafic, aith il [3¢ida i, acig, a!pmaaﬂ zé!ld"sa%ﬁlé'tamp@c'd or aspartic acid,

maleid“é@iﬂt 'hQ&OQ}IﬁQIe%nQQUpﬁ\%ﬂ?yﬁné‘!Hc é@@bbé]ﬁblcogég Lnethane- or ethane-

preferred ]’oects of the i nventi on descri
SU'fom %&%cﬁth@ee g-diguifenic aacid, ergenasyifenic peidudepBthaledesulfonic acid,

1,5- ﬁaBﬁttheﬁ@Qfs‘iﬁfoﬁu@ R, Wc%afl%lm %gldhm%glﬁ?lr I%Ihﬁ/l— or N-propyl-

resi dues which can be st rai
sulfapliagithe other organicpmRtoni anidsd Se¢hasiascortje atids 1 to 8

carbon atons. Exanples of "-(Cl-C8)-al kyl" are al kyl

residues containing 1, 2, 3, 4, 5, 6, 7 or 8 carbon
In theipeaenee of negatiyely obatrged ragicalpysuchiast garboxyenntsylfo, dadts yay also be
form&?@tﬂlbag’% %Cdsﬂet?ltn?ean%nbr%?meﬁraﬁ Jlﬁcﬁlalssag@gﬁr??%l’e&'a%‘ﬁﬁé earth me-
tal Sai@oﬁmﬂxyimpliﬂstzdldnnaoﬂayztlwm ;ﬂagn@snmtdn)damm ysbLts Dr ammonium salts

with %@H&)ﬁlagcﬁ{kwgblq_ z&:{ﬂ%é{rjntne% d%.vcﬁ%}%mﬁ ogal@ es, Br example triethyl-

amlﬂhﬂrto@dl)&dmxye&‘al)aiumec onhefiernaydiclbas2s, for e<ample, N@thyl-giperidine or
) tons, in which the term"-C0-alkyl" is a

N.N g@vﬁ &Fg%gﬁ Al these statenments apply also to the
term al kyl ene. As used herein, the termalkenyl is to
be understood in the broadest sense to nean
hydr ocar bon resi dues which has 1 to 4 doubl e bonds and
can be linear, i. e. straightchain, or branched. If
not ot herw se defined al kenyl has 2 to 8 carbon atons.
Exanpl es of "-(C2-C8)-al kenyl" are al kenyl residues
containing 2, 3, 4, 5 6, 7 or 8 carbon atons are,
for exanple vinyl, 1-propenyl, 2-propenyl (= allyl),
2-butenyl, 3- butenyl, 2-nethyl-2-butenyl,
3 nethyl 2 butenyl 5 hexenyl or 1 3- pentadlenyl AI



benzothlofuranyl, benzot hi ophenyl, benzoxazol yl,
benzt hi azol yl, benztriazol yl, benztetrazolyl
“KBQW%M§H§%zonI benzi sot hi azol yl, carbazol yl, | PCT/EP2006/009323
4aH- car bazol yl , carbolinyl,-@h*onanyl, chronenyl
ci nnol i nyl, decahydrochinolinyl,
4, 5-di hydrooxazol i nyl, dioxazolyl, dioxazinyl,

Whe’%éa:e’ R?%)lgé?%fpg%%?ﬂa%ggér%& lg?%}‘{%s?ﬁl |§ Ztllqé Q{a(r% Tmolecule, a compound of

formdiahx\ boény of tRe thtdrinddaitesingnliomied thergin maﬁl @isorfgim internal salts.
furazanyl, imdazolidinyl, imdazolinyl, imdazolyl,
1H i ndazol yl, indolinyl, indolizinyl, indolyl,

For igblatidrien pirifi caﬁcﬁhﬁﬁéﬁe@foﬁwﬂnpoumﬂ ltlﬁémbla XXM or in general for any
i sol ndazol y [ smq?gol N I soin

o)
of theJalsananiale ShoRtPRes Dereln s pls Possiae Hp kst PhataReulicHly unaccept-

ablei 53§ hfoﬂé%mﬁl)iﬂplcrh@@)@%féhﬂloral% OIX@'ZtﬁbﬂaB&utlc use, only pharmaceutically
i soxazol i di , 2-isoxazol i nX’UBP'Qet OP perazi ny

accepibih st 9T freﬁ&ﬁmmyw%phme oﬁrgcﬁm'%d {yhere applicable

com@?@ﬂ' |ﬁ%)‘ﬂbbfhace11t|3al%'r%moﬂ§?|a)ﬂh théseQarélﬂ‘chéféi‘élél‘é'féﬂ'ed at least in the
- “oxadi azol yl - oxadi azol yl

casel0f ZopQUdS @fdbﬂwfmub &X'(Uxat hi ol anyl, 1, 4-oxazepanyl,

1, 4- oxazepinyl, 1,2-oxazinyl, 1, 3- ova|nyI,

1, 4- oxazi nyl , oxazolldlnyl oxazollnyl oxazol yl ,
In viewef #veytlosasetatienstip betwsearibe conpewrids apHdmarmediales infree form and
in tr%hgdr?]g\)z( 'ggmne:rl QQ@RQ#‘{J&@ rfl¥+se Qgégﬁ‘)ég. Eb :tﬂaylused as dlnterrl'nedlates for
exarpple fin merpurgflcpimn mydent;ﬁyatmmyif thepywramuwlb or salts thereof any reference

to g%ﬁcé%lglﬁ’glz%y%nm& %r{}?tléﬂ%l%ﬂ]%hgz Wt@%ecg éﬂrasl dg%ﬁ@gﬂ@ﬁnd hereinafter,

espauially do md corpycuurdly(é) of tlye fdnndlan)yXUI ;sytor!xel urdferstbod as referring also to
one aﬁ Hf’g‘li &a't%@ré‘ecgﬁ nqr)h?l Qrgyclﬁ zﬁ—f‘d’[}%ﬁ <?||9$ :f{')?fe ,pc\éfnrp%w&,’intermediate or

startiigi rateahl andl onetprimorelsialls thereof téztchaiﬂy&drohfnsl mtended to include also any

solv%tgi Er%%pg:pfé) %?Oslu{%%p ﬁ.?%ﬁeﬂc%% engémpg/und of formula XXIll, or
salt bfedryednedsronareiof ithissk, ad apprepriate _Qﬁmeméd&armyhmd if @bt @@litiy mentioned

othe&m’e'téégi&lzﬁélgngrg;aﬂfym% %:atz %é%%kﬁ%ﬁﬂ?%l%m St,xpn are also included.
1 2,5-thiadiazolyl, 1,3, 4-thiadi azol yI t hi ant hrenyl ,
2-thiazinyl, 1, 3 thiazinyl, 1,4-tnhi
Whele dbe Rlub oM i ised Jey |compﬂv@fo|%taﬂ"asj|mat91¥ﬁ'%z@rqrmp'ates salts,

pharhftic8ftidal pFe";b'aﬁJti%Hy | dlséd§é§ nédrtiérs QJn}d'the itkd, QIO PXATPIdE to mean one
t hi enoi m dazol yl, thionorpholinyl, thi ophenol y

I
(preﬁeme@bg@mre sing %WW (s)153t(9). plpqrg\gicﬂlg;qcal preparation(s), disease(s),
dlSOIJde?(S§OIt thbake, 'Wﬂere ihegsﬁgdlér'oﬁhé"ﬁﬁhef rﬂ{e?aﬂ?c'lé {“hBER" )/sls wused, this is not
triazolyl 4-triazolyl, 5tr|azoy

intengled tqem'ﬂ%%‘ﬁ;ﬁ'”ﬁhéum IPféf%F?NWH@aﬁ%t%‘leocycl ic rings

are unsubstituted or nono-, di- or tr| subst it ut ed by

sui tabl e groups such as, for exa
Staritrs matenials are espeoRlly tioe @omur@ﬁ) athgyfpgn@a (Icg gltdjpr V mentioned

hereft] )tem@ i%‘fe %c%l;?)c‘%m%%}d?df% fefhul YRR, 1x, X, X,

Xl aaidloy lhe- ( C3- C15) het erocycl e,, CO N((C0-C4)
al kyl ene- H) - (C1- C6) al kyl ene- H, CO N((C0-4)
al kyl ene- H) - (C1- C6) cycl oal kyl, CON((CO-CA)
The dnviepliemeslaips (Coethbdaldf plrthesis abthelintermediates eOtheGaymula I, 1V, VI,

Vil, ?)&Eylg a*f%(ll ?ﬁ&fégu@gm}éﬂlﬂeé gﬁo@@’n%elr respective precursors as

mentibhed aboye( Tde lrﬂeﬁtjoﬂ relates( @Se ©4nethods of synthesis of the intermediates of
al kyl ene- (C3- Cl15) heterocycl e, O (CO-C6)-al kyl, (CO-C4)
al kyl ene-O (CO-C4) al kyl, (C0-C4) al kyl ene-O (C0-C4)
al kyl ene- (C3-C13) cycl oal kyl , (C0-C4)
al kyl ene- O (C0-4) al kyl ene-(C6-C1 O)aryl, (CO0-C4)
al kyl ene- O (C0-C4) al kyl ene- (C3- C15) heterocycl e,
OCOO(C-4) alkylene-(C6-C10) aryl, OCCOO(C 1-C4)
al kyl , OCO O(CO C4) aI kyI ene- ( C3- C13) cycl oaI kyl,

P~ NN P~ ~A r~\ 1



(Ber ger J. et al., J. Biol. Chem, 1999, 274,
8-6725; Lei bovm tz MD. et al., FEBS Lett.
WQL%“.?(/@?IS%SS 336). In obese, i nsulin resistant (FTHEE%?QG/OO”B

nonkeys, the potent and sel€88+ve PPARdelta |igand

GWb01516 rai ses HDL-chol esterol, decreases plasma

LDL-chol esterol, triglycerides and insulin |levels

VASTs t P t :

e ST A v RSK B i A xihendfts o rom er
respwnimmeurso@nas imentionsd Abowey anbjchr:grmelthquisdarth ther bieglessteps of a
seq gtra %M@&gg%fﬁ%ﬁ%if gopmul Sﬁllolr']e 5h%5| oﬁ] ) ar all steps of said
synthesisieand/or  pharmaeelticatly mmhmlsrbstraabes i espleeially renin inhibitors, most

prefer Gl HiffengoliTB Facs winbine Yrists el pE Seqnios fqaging to a com-

pouridheft th@RARded XXIIII moré thanumetar all st@sgﬁsaﬁ@ynthbﬁs and/or pharmaceuti-

t. of pi.dem a sul i es tance 2 .

cally s RSt ere iR SFSChE i, e tvathsoo ke ital Zctive com-
pouritls, sudhedd rendQRKibitokd, spa&iRiylafiSkirdnuiquet , S- et al.,

FASEB J. 2003, 17, 209-226 ; Tanaka, T. et al., PNAS,

2003, 100 15924-1 5929 ; Hoist, D. et al., BioChem
In thel @ﬂl:méﬁ%,ot?ﬂc%f nrﬂ@r%gof tﬁ@;s%bsztf{gerﬁg Zg gfee&ﬁﬁdounhjs d@&cr?b'ed therein are
prOVQ@pénded'anef r@@'@mw@m) quésqfdég qe{@'t'@%tf‘?roﬂ@e ggbs;rtuent in
partrf:ﬁgplé‘td?éfeﬁgdtdéf n||t|oH' Gan 8L UERRGRe®With any defrr]rtron for the other

ol est'ero rreta I sm PPARdel ta 1s known™t
substitiiests;, in rafieuartheir prelastededinitions. npl ant at i on and bone
formation (Lim H and Dey, S.K , Trends Endocri nol
Met ab., 2000, 11(4),137-42; Di ng, N.Z. et al., Ml
R is frydragen Delttyl, or iigscyalky( gleferatilp-apkyl, mara preferabiy CalCs-alkyl, especially
hol Chem , 2000, 275(1 1), 8126-32). Nunerous
ubl i cations denponstrate that PPARdelta is triggering
proliferation and di fferenti ation of keratinocytes

R, uﬁﬁ@dfé“qqeﬂo%lggrs ko rgfelralbrféﬁg&ggfkﬁro%%%}ﬁ %,9@:?(‘:‘ -é‘,-alkoxy-c1-

C.aRylpkespeclip 3; m&ﬁ()@pﬁ)pyl.ZS? 65; Tan, N.S. et al.,
Cin Dermatol ., 2003,4(8), 523-30; Wahli, W, varss
Med Wkly., 2002, 132(7-8),83-91). PPARdelta appears to
R, Ise a;kygnidréfeaarw yC,e&palEydsedorm nrlaferaﬁlhjs Choyakel esmbiaw methyl.

A|tergleliv§lﬂ C|ts pcﬁ)e ﬁirtfatelgyl grgll(.]II Sg\%(f;e? hat

PPARdeIta was expressed in rodent ollgodendrocytes
| Broducin cells of t (J
R is @lgh I Bte/a7ebly G Crali S5 i b BheroA o PesferabGCralkyl or
ben¥ 3speddliy@Byer, it was also found that a PPARdelta
Selective agoni st was found to significantly increase
ol i godendroglial nyelin gene expression and nyelin
sheath dianeter in nouse cultures (I. Saluja et al.

GenéMpProdB&lconditons194- 204) . Thus, PPARdelta activators
may be of use for the treatnent of derryel i nating and

j nati ng di seases. The us
The %'BW“SeWa‘%Q?Pf BES WP the 'rfr%mgs &é?et’ “a%d'r‘?ldé'? ther Yt ahquit possible

Irmrtétfoﬂ@trﬁﬁﬁ% cabe P stk ﬂié&%nsd fds rna% éritBaltoSAPHRESRE mentioned
be shown as described in 5/ 097098. Den}{y inatin

herenbRrtore jands hereiaftamn witlet &?CFQ{‘ Icgaditiqss ﬁ@ﬁﬁ'l mefwioned above or

beloWlinipaRicalaf fHe exayples, &b prdfdiré@ and protein which
cover many nerve fibers. These |ayers are provided by
ol i godendroglia in the central nervous system (CNS),
and Schwann cells in the peripheral nervous system
(PNS). In patients with denmyelinating conditions,
denyelination nay be irreversible; it is usually
acconpani ed or foll owed by axonal degeneration, and
often by cellul ar degeneration. Denyelination can
occur as a result of neuronal damage or danage to the
nyelin itself - whether due to aberrant imune
responses, Iocal |nJury, |schen1a netabollc

. Y 7~ -

met




- polycystic ovary syndrone (PCOS) - asthma -
osteoarthritis - lupus erythematosus (LE) or

WO HOr/8#et ory rheunatic disorders such as, forPEXEPAIPE@I09323
rheumatoid arthritis - vascud9tis - wasting (cachexia)
- gout - ischem a/reperfusion syndronme - acute
respiratory distress syndrone (ARDS) Fornul ati ons The

In af wme @‘ac@or@,qmmm@d Qferélﬁﬁéf&baadd lﬁlﬁ‘élﬂﬁﬁ&r br&&tmgmr@m may be
desi red bi ol ggéca fect depends on a nunbe

used él‘(fletﬁ approgriatexey| SéfeﬂhéV%'béc‘ihfsl (S msnrpereﬁmee IﬁP@éﬁca'WhéO protect
funchf\‘lﬁ if C&ﬁ)sg@ﬁtd ?ﬁqﬁﬁmﬁ%ﬁ?ﬁé t@ge{ﬁlegfha?f frfh ! < gat%gc Offhe and they can be
mtrognggq amd/gr iemavee at gng@pﬁatg mr@ie@w ﬁtggesg &qmnm;; compnsmg the use

of PG Srodhe S8 Tholei, MR 20 SRRty TRl yarout specifc

menﬁmmgmf protections anljercdapagtetion dre desciidag irethisi specifieatioange
fromO0.001 ng to 1.0 ng/kg whi ch can suitably be

i FRLeShE PR Y 3ol Bl g BRuRHATE po g onstvent o

the particuldratesirgd eqpd pesuctef fmrmuaa)(xlll i§ desighateg beproteating @raup”, unless

the ﬁs?ntﬁ%l %Blg?n%ssﬁ)tﬁgMC&:jL 2{3{%&%}; lgggqf uHc]:I gpggﬁlgﬁrptryesuch protecting

groupsornthd pmtdctind Ogpups themseloes,vand nthiee deantions Tapigopriate for their

intro ool v eSS PR T 3 s Brstariard ESBNFH whfGappch as J.
F. V\bemad:men I'Brotgctive Gralps)in G?rgﬁrlﬂc Thenh smty" ememmh @reésalﬂsnﬂlcﬁﬁand New

Yorko b5 iy T B4, STERRS 9 P S S0Btestve Brursiia Qragnig synthesis”,

Thlrd)fedﬂublﬁ? Wh@w EN'@WWbKRanQQC Pk iFEpSded" heolaeIB [stersOE. Gross and J.
roula | used as the conpound itsel but the

Me'e(;\hefe& é’fceﬁ%m!cy’rfe?ﬁ tlpadeaRd dfewsYpikat98d c B\ Methpden der ordanischen

Cheﬁ\m%mdo@rw cb}a;aaﬂa @ﬁ&ﬁ,@fr@bmuséw wefvl .4t RRitA! VoRime 15/1, Georg
table in sense that it is

f
Thleew%ﬂqg@ ISé“t(ﬂafthngﬁe'"o'ﬁh@r J@'WQF%GP@M s’eﬁhkﬁﬁ' "Ammosauren Peptide,
Prot@iﬁgp?%bbo&lﬂ‘ d’e‘pﬁdé@tPrBféFﬁ u\/erfa‘ér Cﬁé}ﬁlePWélﬁﬁElms Degrf e#]d Beach,

The carrier may or a

and Bﬁ&eh@%x@delﬂa’l@merf mhmﬁr@t é@hamle Iﬁ’et K@'@Mﬁﬁ}ﬁd\ﬂa@osacchaﬂde und

oui 40 rHE o CUEPTANGE, Boyoese e 1 S Georg iems

Verlagygstutigash 1 9740 A sharasteriste eliplotedting greupsvie thalbbensesde removed
e U B Sl 5T b S 8 LB RS Sl by oot
volysisivredudtion, wjmholms pr dtﬂnwuebymdarepmmotdg@akmlons (e.g. by enzyma-
tic C%Q%dgclﬁ%%é}eﬁﬁg déllnﬁ %?o%%?\% Z?%g@%{i @J) ltNatQﬁ%}ﬂ:aﬂ bé’fremoved se-
lectivetyc epﬁéfemlt stapsi white ethey mot@ﬁng ygrcamssremaimnmw‘ne cariresponding
altergé)mégs t{%nf’elé)t{t%c} !:E%glh%ger oﬁ&ﬁ&{ gkl &g %etn% %'gt R grjn %hcgse given in the
standar‘dlreﬁegam;b)moakajnpmomeu @bave ¢rftbe desaiptidreorsthb ExampEsigiven herein.
i ntranuscul ar, intradermal or intravenous)

o QST SH6 bR ik QUAD e TRk 8 A 5ol s v
knowraperr se, ar&iembkyetho&eymetﬁtndnbé specifiially,am theoalisente eatcesltoamdly, in the

t.he ¢ of formula., used
pres e osqb Bt il Gy RTRRY BikePls orifkn S i Petilowargs the e
agerfts)luwdi ahd Qiiﬁsobbeberb,elnolhg abisémgenort bleséri@rm\rmﬁyslé ddneensation or
ntion, eference is

neuf oG8, 498N Igh XA PR ERUROUSE, pYatb Caigh Pxsganders, .. in the H'
form{ @&peridat ol thegaslireiof thelfeaeticroan/orssf the rdddtadteatedlédds normal or

phthalate, pol yvi nyl acetate phthal ate,

hydr oxypr opyl nmet hyl cel | ul ose pht hal ate and ani oni c

pol ymers of nethacrylic acid and nethyl nethacryl ate.

Sui t abl e pharnmaceuti cal preparations for ora

adm nistration may be in the formof separate units

such as, for exanple, capsules, cachets, suckable

tablets or tablets each of mhlch contaln a deflned

Y a1 o r R s o



|nsuI|n sensitizers, inhibitors of |iver enzynes
nvol ved in the sti mJI ation of gluconeogenesis and/
W%F‘{?%ﬁ’é%& s, nodul ators of gl ucose uptake, 9?%85@06/009323
transport and gl ucose backre4®f ption, inhibitors of
11b-HSD1 , inhibitors of protein tyrosine phosphatase
1B (PTP1 B), rmdul ators of the sodium gl ucose
elevﬁﬁhrt@'@?ﬁ%ﬁ rfo]' ﬁle(lﬁ(}@n eratife h e%‘?%ﬂ#ﬁg&t"‘%&bc to about
al't |p| sm suc as anti yerllp
190%% tpreaferabrygfrm laemosmmeiy 0°Clto pppreximately it 5@°€, for example at from -80
r f u QHC [
to ‘#dg%ugg@ﬁ}% p%?éml% gp%ﬁ?ﬁ@bﬁ\%x@h&l oﬁ'cafrtgg@g tg}n%%tl?re under atmos-
phefidpressgre roesm |, dRF%B \@ssblwiﬁémmbpkcmnatesumw peestsureg and/or in an inert

i ngredients ich act on endent potassi um
atmofik R for BT dBSR alttn o PiolrR SRR Rent of ¢ he
i nvention, the conmpound of the formula | is
The &divenissftam Mlohrthosm‘wlvatti th’at \ard suitabldMicCady padivgibassaction may be
bi t fI uvas

seleffRl jaud o3& FrksdiGnci FRecTicaly. B dOraPAPIG Al e5tars such as lower

alkyF—l@WéN%ﬂJaﬂbatﬁs OforLe)@'ﬁﬂﬁ@%thw racetfe, eafﬁefi;l rae.eh & alipiatic ethers, for
i nventi on, npound of the formul a

exargpifi WP%‘b’ngﬁrrl ﬂ’ Eb‘ﬂ*ﬁl ‘T‘?B?'"ISOI‘PF\AF’EEH“FH‘* éﬁ'ﬁ’é@f‘g‘l‘r@f‘e or dioxane, liquid

arorﬁeﬂ%q{yBch@denE héhtaRrbenseidoP®luche) a6t sBch 84 RletHEnBE ethanol or
quesi de, pamaquesi de, FM VP4 (sitostanol / canpest er ol

1- oagwrwp' }S‘H%‘QN%‘FB asw&e@egrﬂmlom@w hxdpasarens 68.9) as methylene

chlofil 8r énl O&Mrﬁf abidaanhifés ’sumgQﬁ%ﬂtg%m\aﬁﬁde%rtd?methyl acetamide, ba-
ounds as described in WO200 6464 ( Kot obuk

ses, stgg madlerpexplic oitrogen dayes, \fmmgwm"(%rr Nﬂnahyt@yr]ohdm-zone

confl RIS LSHGECRIAER gt o Syl sotc -

hydridss eutlig, lingas oncdranthed dwdtcarboparsiichaas mlqnexanea hegage or isopen-

taneg Iﬂggﬁtl?rgg g&'rf] g';esﬁ_lﬁéF Eéé}ﬁ;’ole éﬂ[g@%tﬁﬁg 4@@és%|rdt@_ﬁ%%qﬂdlcated in the

desqriptiero gf theapmeejses! Sucneokemtonixttzes ey albe berusedtin ovorking up, for
o) f ol I |

exerhilf 5 RAHREoRiohY SF ppiBHhG, Wik BATSY & §5FSg. Natgp ree o abso-
lute scdeend$ ean 0SB, GW 590735, K-1 11, LY-674, KRP-101 or

DRF- 10945. In one enbodi nent of the i nvention, the

conpound of the fornmula | is admnistered in
Whete nbquiratl| the mmmgalpTDD(mdcﬂiﬂ?Mlmrphaés@aom imgordesto, isolate desired
comﬁcl):‘@'giaﬁqr lgéaémeg E%nphﬁg\gg cu aﬁé%%é@rgggg Osﬁgpgzre’.g. selected from
the gk@aﬁ gjzgfgﬁggl § BYDRA( grﬁg%g éo4¥fmv|€£1grgéiztr?)sfﬁ]f_igh,oaﬂ)&émzation, chromato-

SoRG PG 0BT BCAGD R TuaRS0aR Mise.

W02004076426, W2004076427, WOR00601 8 118 ,

The \f@%ﬁﬁkﬁﬂé&lesﬁlso a0 thoWORsHE Wk de pocess infwhichPa cEiapaeid @ﬁtalnable as

inter e o) A9 RO AHEESaR C94cad HARAR Al ad he remalning pro-
cess%!ﬁwat@d:_aﬂfedd'lﬁ dran Wtlch d stbﬁlngmtéﬁétsefbﬁﬂed tinder the reaction condi-
conbi nati on \éyl an PPAR del ta agoni st, such

tionssgrisyised indhe gerivalivefor pxarerle ﬂfhPWﬁféR%@gWE% the form of a
salt, \A%%ﬁ%ﬁﬁg@bta%@@OQ\E?ﬁ@ces@%cmgQQQ?egﬁ9&1tlohris Pffluced under

enbodi nent, of the invention, the conpound of the
the prgegns| genditipas a@ﬁrpmceﬁ%déaﬂw -%éﬁ%l'ﬂ zﬂ?q Bﬁ‘?cwst?f the present invention

thosgeété’fﬂhg GAREMal® lardMprdTeMBY- dsbtwhiCh nglﬂf |n°§<5ﬁ1b&lndgpo‘ﬁormula XV -

amma agoni st s/ antagoni sts. In one enbodi ment of

scnqeﬁ\,@rﬁql%prqfﬂgedc mggme@(eqqqés Oemie seqctipr condmons that are iden-
tical %‘F“Ehﬁl'oﬁb@sr fFthbSe RfURRbAEY ihQRe \Exhipfes! TRE mv@nn&ul‘“ethtésalso to novel

for exanple, fenofibrate, clofibrate or bezafi brate.

In one enbodi nent of the invention, the conpound of

the formula | is admnistered in combination with an

MIP i nhi bitor, such as, for exanple, inplitapide,

BMS- 201038, R- 103757 or those described in

W02005085226. I n one enbodi ment of the invention, the

conpound of the forrrula I |s adm ni stered |n

o e ———— o o



In one enbodi nent of the invention, the conpound of
e formula | is admnistered in corrbl nation wth
W%‘W/B%%l%%s of protein tyrosine phosphatase 1 ?W%/OO”B
B), as described, for exanpi4i{-in WO2001 19830-31 ,
Wo2001 17516, WO2004506446, WO2005012295,
PCT/ EP2005/ 00531 1, PCT/ EP2005/ 005321 ,

555 4P TARAR B D e oo 10 com.

pourtdsiTpentivnied fas pheferred herem. | i s admi nistered in
conbi nation with nodul ators of the sodi unt gl ucose
cotransporter 1 or 2 (SAT1 , SGET2), such as, for

The eimaention, ehﬁﬁéiaWZﬂalatérs 11695n)artd fhel ni¥fddsodestsibed hereinbefore and

63{%%6 L{@E@ggs ?ia Pégrmvgpoodf gégé}?meﬁp tﬁgre%?g

JP2004359630 or by A. L. Handlon in Expert Opin. Ther.
Pat ents_(2005) 15(1 1? 1531-1540. 1n one enbodi nmen
The dellawing Fxamaples shrver ndllustiato hednyintiop vithgtAimiing thes Scope thereo,

whil@ eHByNdrs th! &tHer Mario@Ble3aht &BféNeHrbthHalrﬁéﬂtgbﬁ trf reaction steps, inter-
hor none-sensitive |1 pase (HS such as those

medipdescandierdh epmceés(afrma@lfafftwmﬁ@bkwgsqr saltytherede531 |

W02004035550, WO2005073199 or WO03/051842. In one

enbodi nent of the invention, the conpound of the
Where mantiengd indheBxamples.cbee] stands serderrdutosycambanyl.

i nhibitors of acetyl-CoA carboxylase (ACC) such as

those described, for exanple, in W 199946262,
Exampfes0372197, WO2003072197 or WOR2005044814. In one

e compound of the

The Jg?%u garg?’lq B? %E'ggﬁﬁq% g%ée&ed&ﬂﬂp&@ﬁgl nation with an
Aminohiabetior acid-$hitsgblenzylo| gsgeru vintdeockiotidey KTomas e solution of N-tert-

PEPCK such as th scrihed, for .ex le, in .
Ut SEORARBBCECATE. 1L (ARG M B Ao BROT R AL a0 tepperature is
addétpralmgﬂd)foi nttkweﬁzyla’l&dhal |TbSthédmeat soRitiedl isnadded 0.18g of N,N-
conbi nation with an jnhi bitor_ of

dimeREBoR e ap ik Seluon B T8, b REEERqBg, i 15mL of

acetb@frilSWMTR 118, mih(te /AT aiAk 33@! &Q@é@b &7The resulting suspension
W0O2005085230, WO20051 11 0030784

is stigieg derabhousa at rom@mrqg@rg@ng coqbgé@g(ggg@gltered The solid is washed
with WO U5t Q2@ ditsile VKOG 994 thd Fig @79 48964 38.5mL of a 3 9M solution of
W02005000836, WO20041 06343, EP1460075, W2004014910,
Pydrogpeliss 08 4 2 hhesee oD 2 mivkED QRNENINg Ane tempsature at room
tem;%‘i%lﬁﬂé ﬁ‘ﬁ@treéiﬁtmgrk%sbéﬁé‘?‘d?'hk Qfrred foF 1 %U’P%Qm%mb@r%ture and the solid

formula I is mni stered in conbination with

collected; by fillsatians The sokd s washedawith 8slg of W@@@!Qﬂnd Q'U%Chln vacuum to
give 43, ggfd?'&hee;ﬁl?éc‘)&ryn?q uhH WNWgrdepbnh%boﬁo %'qbgﬂif 'B“erqua) 8.25(2H, m,

nven He- compoun
Ph), &’d?iﬁ(i?fﬂ sn,d?@dSMﬁ(ZdrblstHa)t BS3(2M, shCHp). endot hel i n- A

o RGP oA ERIRA Be hoth of P EPHRL  2voerL
Amino petic telcmf { ﬂﬂfﬂym ~ Lp@teg)rfiasgtfﬁd mzn_dl mémgedstez}acseséter hly?<rochloride.
N A OMED: Biact 603, Biss AHLE 7507250806 B P gt FacH), 4.25-
4. OO%W d}%&?@.@:ﬁ 3)4@(@43(930774 WO2004022553 or

050

I n one enbodi nent of the invention, the
Amige ggeNit acisk { {BEhydroxyiphenylasetigiacidi aethykasten} ester hydrochlorlde

HARAERTIUSD: Broh ST, BoNRL 1 e St rdihedads s o 425

4.00(2M, mf@lﬂM,e&G&(ﬁHosl.lfﬂ'&gﬁ) of the invention, the conpound
of the formula | is admnistered in conbination wth
CART nodul ators (see "Cocai ne-anphet am ner egul at ed
transcript influences energy netabolism anxiety and
gastric enptying in mce" Asakawa, A. et al.: Hornone
and Metabolic Research (2001), 33(9), 554-558); NPY
ant agoni sts such as, for exanple,
{4-[ (4-am noqui nazol i n- 2-yl am no) net hyl | -
cycl ohexyl rret hyI }napht hal ene- 1 -sul fonam de

A NSNS AN . o NINT N NS I TN I\ TN NS\



US2005/ 1 43448. |In one enbodi ment of the invention,
the conpound of the formula | is admnistered in
WQWPWE&? on with histamine 1,agonists as desct(HEER006/009523
for exanple, in WR2005101979. 71 n one enbodi nent of the
i nvention, the conmpound of the formula | is
adm ni stered in conbination with bupropion, as
Amigesageticeatid eneRpigDésten hydiachtorides tHNMRES td®-@M3 tre8.50-8.30(3H,

os 7 500l R ERPRLE R, ROl gomictd

Amidiesadetieestid fadbmanediPl §imeéthy)6B@P Y dFCHIGHE. 'H-NMR, 5 CDCl,: 8.60-
WOP004094429. | n one enmbodi nent of the invention, the
8.30¢¢tgrand o 3. 8R@H: §r Gh@). B-7862Hh @rs.rPHA) €200t 1i59(15H, m).

_ . . ot . iRk ki tiar S, .
AmiR BeolIE ol (215} Ry R et 8B5S 83Focictic B Busa o™omso:
8.55v@3XSbi2 G419 0¥id;), NEBOLZG(AI0aR Riv), SEO0BI2Q4T6§03.80-30782H, m, CH,N),
1.50 q:plidr_p t of the invention, the conpound of the
“ormula® is administered in conbination with NPY

Ami:nnhicbtit(:) ta;,gi {maghpmbﬁmyr?bhﬁ§ edmwy?hﬁﬂuoq‘ld& "EXNVIR| & d°-DMSO:
| e I O the 1 nventli on,
8.55¢ha5(CBn 5t Nt 7l St PP SOMAH: A GFG SHOTTSEH, m, CHN),

1.50¢3H, Tf;).on wi t h sodi unt hydrogen exchange inhibitors

.as described. for_exanple, in WX003092694. |In one
Amipgiceticanid (AR, eRSRInAaoPreny!-Srmethybsyelohexy estendydrochloride.
"H-NMVBR, "% s oS 4.%%[11 ,'é?,t@rl@g 3 Bké%lfi’, , Ntﬂé?j%éfkﬁ Mn, CH,), 1.65(2H, m,

nodul ators of t ucocortl recegtor ‘as’
CH N d55:1.88(@H, froCHak dntSi(2H, my2 YWOM)0B8SBB38, Me), 0cttésH, d, Me,).

. ke t [ ' e conmpound of the
AmiFRUEEba 315! OR sSY SO LIRSt i cttonent ester
hydroehipide. 'HNMRS$ 8°-BMSTRB:60-B30(3H, o, NPIANPBEEH, f, Ph), 7.10(2H, m,

40944%2{CHI %f:%?e enbodi nent. of the invention, the
Ph)'\é%)ﬁ(g(gb'nd“'o e FHAh B | ChiN)adB2hiHst &r E4)i R-05(1H, m, CH), 1.70-
0.80c@Mbif)at i on with NRIs (norepinephrine reuptake

. nhibitors) as described, for exanple, in
Amingyasetioarid dS)-1 7, GHrimethybhicyelef2.31 1heps-2-vlvester dydradidoride. 'H-

NMFS TP SO0 B A0 20 REBIseN el 3.6 Mhs RO pdlom. 3G, 3:3004m
s, 2 a€H.), 4r80ex80(IRH, myegel i ne, or as described, for

A SRR 3 YAGAORA Py TP Bl oo o,
Brs, &HE),n5 S0EHs dn, CHOYHI3MERH, as) OHIN), a.vs{mhrma,‘ogHF)Cs.@mW%, MeO),

Ingredjents ch .as or exanple, clopidrogel. It is
2'15{22‘98% Sér%ﬁ(égdd'tﬁ’éknegach sui t abl e conbi nati on of the

compounds according to the invention with one or nore

of theoconpounds menti oned above and optionally one or
nore fyrther pharnacol Bgi cally activepggbstances, i
Opant A o pe incHpfedy n kRhe scope of the JreSgnt N R2
[ ion. The formul ge for sone of the dei
RO-COWES nentioned above are given bel owRQY-674 KRP- 101

LY-5 10929 GW 501 5 16Description Phenyl -1
{[1-[4-Methenyad(:msitboxy-pampoxy)-pheyl]-mpthoE gdidenéleaminodiacetic  acid
ethypésqglarllfgziﬁ‘: Epd their use as pharnaceuticals The

I nvention relates to oxadi azol ones and to their
Glycipaethybestgr bydrbghlariteesalt46.08g,5005molpisdupperaied!lin g0 all of methylene

functi gnal deri.vat.ive how PPARde] t onj st
chloridd" Tt 5 SusbRRSEN 5 0601 S corfon of nacis (BIRPb 4ethoxy-3-6-
D04 DR00AS.  WEO005 03001 3 e veR005 097 Tomy oY 0-smel of

, . a G0) . -

anhy Hﬁoﬁ‘ﬁage%ﬁp?‘%ﬁa JHe@BYéHl'%Pz g OLn2may iss'added within 15

i nhibitors of factor Xa were disclosed in DE 10 1 12

768 A 1, oral hypoglycem c agents in WO 96/13264. From

WO 97/ 40017 conpounds havi ng a phenyl group linked to

het erocycl es are known as nodul ators of nolecules with

phosphot yrosi ne recognition units. Benzene derivatives

as inhibitors of squal ene synthase and protein

famesyl transferase are described in WOO6/34851 . The

- Y 4 -




trlsubstltued by F;, R is H R3 is H or hal ogen; R4|s
and R3 together wth the CGatons to which t

W%?@”B%?ﬁﬁ?ed forma (C6) aryl- or a (C5-C6) het%‘?%ﬁ?’g? 6/009323
ring; Xis O OCH2; one of-483and Vis Nthe other is
So OQWis a bond, (C1-C5) alkylene; Y is a bond, O
N(R6); R5 is H (Cl-C8) alkyl, (C0-C4)

mm"&éé(%/t'g@et%Héﬁ'vs\n 31?1')5 e foFS4 ﬁon.'ﬁ' &%088\1\}1 n%éf%ﬂkre gﬁd qngred The

e ni trogen atomt
solvemtnid e@noved: ilNMVaGYym fad rnoom (eﬁ&e@ﬁmrehamcblthn:yeﬂldml kl;dpended in tert-

butyljﬁ%ﬁﬂ Oethse(runsgirtegltfﬁéi gﬂgrs a(nr%QQ%ﬁds ?héééﬁ@?gﬁ% gﬁ%&/ggm Vacuum at

roond @nﬁahtuwhcdt gialdkeé lamsﬁémacééR 3@‘@*@“@?‘5{%% Earlcacu3 8.10(1H, s),
et er Qar [l Nng, | S , - a ,
7 408 h) silh s o oo 2R RS) S ANy Jn, 0. 3.82(3H, 9),
3.50( 5%, tg (my 2@9@[48}7{) ﬂh(ly(;gh gnd al kyl ene are
S

unsu tltute or nono-, di- or _trisubstituted by F and .
{[1-4-Methoxy-3r(3unethoxypEep o) phaBY!-metb-(B)-yiidanelpavinelncegic  acid

tert B?Awaés‘igre?ggj?@ %%re'd F%BB%EI;H gﬁ(l:( f%g)céi?k 7.3 4%(1 s‘fGi' 50(1H, m),

7.22(rtH,emp a8.90(1Hyime), &h.30(2H ky), 420421 yBBG@Harss) 3. 59(2H t), 3.37(3H, s),
ub d,or nono-, dior trisubstituted by F and

2. 14@% fé %@ﬁbsgt i tuted or mono-, di- or tri sub>s/t| tut ed

{[1-[3yMéthbry3H(3- rﬁémoxy-pkbpdacmhenylmm(wtdmparmbncngademc acid

the invention are conpounds of the fornmula I where
(1R, 2S,9fR)e2 %?PY't?eWFE’%&V@’@ﬂ’éV'fQﬂ‘?'oWnQ’%Eﬁﬁ ﬁﬁaB°Yes H NMR, 5

| | kyl
CDC%"!Pl (M 7'§9("TH ha! P28ntH, (rﬁ?1L f@gmcggj 46‘5@% Gy, 434(2H ABq),

rﬁa‘z al k I'ene

409&%r6i 688(34% S)a 7é2*ﬂy )e Be3543H %Dn&ﬂﬁsi 80 d"br1é%(ﬁb|, m), 1.55-
H R3is Hor F;

1'35@5}‘%%@%%&%{-‘2@? d’é’s EHt@éO.((E%I-g#Z to whi Icﬁ thg; are

{1 nédw@lboxyér(mmemy-pmmmrphanyllsmem-xE)h)dtdanehammo»adeslc acid

benyll&%%'rﬁléla qupgreéia Bsoﬁlajove ’Igmtl\ag,) P d&g?l? &Iﬁiwcgcégcﬁ 7.52(1H, m,

Ph), . 457 ,30(4B0) -6 APh)al 120( 181 en, (FED; €00)2Hamy,| Rh)nb.266H) saCkyiPh), 4.45(2H,

s, e CRETCr B s Uped) LRALRE e “3aBH s, meo),

2.15(ZH,-hAGHH) kyl ; RS and R6 toget her W|th t he nltrogen

01 G A Sy soh e P e e ooy acetic  acia
.sop?dﬁyltés‘?&aiuhypr%an%BearsoéHow "Nl RMROsaECHNg . 96(1H5 S CHN), 7.51(1H, m,

unsubstituted or nono- or disubstituteéed

Ph),GHR1(16CRB RINd69REl|s, Ph)s5.a2@bhm. CiHD), C94§¥(3Hk)$l EheN), 4.18(2H, t,

o2 S P o LS5 I BRI A o 5D, 1

d,2g®L)C1L 0) heteroaryl ring; R7.R8 are independently H,

Ry bbb e bt i gty o

(1S, aQRyIw)é-memyﬂmqmbﬁéthym-pﬂenyl-emylpeycldhexyrbrester lila: prepared as

trisubstituted b and ryl i ubsti t
abo‘f%l*bwﬁ‘ Foislok @1 145060 RN, ﬂi%qe?%@i B-RA). 7.18(2H,
arool(m (&‘01:%‘) eeb&H emepﬁpﬁﬁa)mhm RO, V4. 2004PL e 21 x CH,0),
ene, aryl _and heteroaryl are unsubstltu
3909¢3rﬁanoMe0ﬁ.3sacsHtms%@ NG TR Mehh 1t b, 2.20-
140%@%*} "T%'B(BW%CQVXQ\MQQODQ 3He, CF!}{)em' on are conpounds of
formul a one or nore substituents have the

{1 [ﬂdﬂetbmyﬁ@ (ﬁéﬁ?ﬁh%Y'PB’P@(YtPRﬂ')\Y'] reth-(E)rylidespbawino}-acetic  acid

(R)é&cl@f’@ Oé;ﬁ?&t&ﬁ! @%ﬂa@{kﬁy? %8 QA)N%EE'%SQQ%MMH s,

CH=M)sTb8tIH, ot, ePch)o?H&mHom Bh) 6039( tHIlBUMI‘tzIHdIHbgd FGHO), 4.37(2H, s,
preferably H F, d, (Cl-C4) alkyl, O (Cl-C4) alkyl;
R2, R4areH;R3isH, F, Xis O S;VisNandUis
OLS; Wis a bond, (Ci1-C4) alkylene; Y is a bond, O
N(R6); R5 is H (Cl1-C8) alkyl, (CO0-C4)
al kyl ene- (C3-C6) cycloal kyl, (C0-C4) al kyl ene-(C6- C
10) aryl, (CO-C4) al kyl ene-(C4-C6) heterocycl oal kyl ,



wherein R 1 is O CH2- CF3. Anot her enbodi ment accordi ng
to the invention are conpounds of the fornula |

WOHYEIMBR 1 is H Another enbodi ment accor di nFT/BPIOAR009323

i nvention are conpounds of t4fe fornula | wherein R 1
Is OCH3, OCH2CF3 or -O-CHF2 and R3 is F. Anot her
enbodi nent according to the i nvention are conpounds of

CHo). helggﬂ»t uEA,D), \g’@giﬁt %t (I?l% %Haf €Hlo Aj‘@é(@ﬁf 5, Me0), 310(1H, q,

menht act entlon re conp

CH)t hé4@bk muICa2), \;@réﬁé /2 %N@HRB 1&&5@%@ Chﬁ)t‘n42(ﬁbl m CHz) 1.31-

r d forma (C6) aryl- or
1. 5(£q q'b‘g?ﬁﬂefow@al’y b:ﬁeﬁ rinot " enbodi nment according
{ [t4fMethexy-ﬁ«ametbnxm-peomybphani;d] ofeth{ie)-ylleme]-amiino}-acetic  acid

h with th t h
(5)-FRES U PLN Rz GrREeS P opi NI kP i BB, 5. crem),
749mph‘nt tmt)engoqrzquuhrmt)l a9 IH) &, meoa b@(ﬂHeﬁ‘bWIll) 'E06(1H, q, CHO),

or di i nvention are co

4. 40&%1 rﬁﬁ‘hra"%e‘} &9(gHgti (H)RA Pt s qos) ﬁﬁoic%tbtth(%ﬁzO) 3.39(3H, s,
Meosn@mtnmeatcagw ﬂfs(mg ﬁnOCHE@) I1raoe:m I%Igzlzrgy e conpounds of

formul a erein Anot her

{n [éMﬁibpmeﬁtwawbpw-ngomxyi nbenyllrm%h-bﬁt -didenebaminelacelic  acid
(S)-4- Eﬁe&ﬁe@@l?eoétemﬁlf ﬁbé;:nf%d Ss (Bbo@é‘o‘ﬂ‘ﬁMReS'Sogﬁbg"ﬁghs 1H, s, CH=N),

accordl n | ONn are COﬂpOUﬂd
7.49{101, my| Rh)) 7.0 (25(4H Xnj Bh); DAGHM, m mtmem(mnbomhmom, q, CHO),

4075 Hefc, Y o4 06 HOY 0 350 TR 3 682tk RGhep 3.3960H,

MeQ)s3.80(18nqf ©EO),ariBigHMNCHEO); aredi3H) d, CHzhe i nventi on

- harh S s BaryBrar Sy B h ey me T v B lprdopastic acid {
(S)- rﬁaﬁm%d %ethiil%si‘e?r 83t llla: PRpafidadMbsve: FHRIMR /’stebbﬁr 8.22(1H,

nbodi nent accord Ing to the invention are coggoun S

s, CHNE) b BHSH, \m,eF’B) n. 20(|1§| an.bBhY. GN"(QHhé? B o@lpﬁ@h't S CHO),
4.55B4£ % f%ﬁi‘h)m gﬁs&*&n £ 3@4050 esnd H%E’(gHt he MeO), 3.56(2H, t,

CH,Q) Sc3odBhhcs, tMeQ)hZﬂﬁﬁ\!rem |Cé'h) are corrpounds of the

A DSBS R ot acia o

nitrdbenayil estér Maeprepare®@siabovt. 'BHIERIBS COOM: BSH (HHiso GHNNS.23(2H, m,

ds, of th
i), FESGRHL M Bl i o e 2BGEE o PhDs o4 T PragaR2EH, s,
PhCH) ?ma(mvxfncmm heusm(ﬁﬁeth mﬁcb@,cta.t;%(em 8, 'g?{ _@7@&(|2+|1 t, <1:Ht20?2 3.21(3H,
er oa | C can contaln a I T1I ONna (0]
S, M?ét ér%ﬁ"g JRFMO S as for exanple pyrrolidine, d
{[1- [méihsky 5]3- rﬁ&th@i@bﬁfﬂﬂxyﬁﬁheﬁﬁ] ﬁ‘n@ﬂi E)lideAeflammd)dRetic acid 4-

hi onmor’phol i ne-1 - di oxi de, plg‘erl di ne,” pi perazi ne |,
nltrowgezyloﬁsier liia; ereoiateﬁoﬁsOabpvalr IHsBIMR B @chl ﬁ@ﬂ(eiﬁ 1§, £Hhhe?.51-7.20,

1P BHED)0BHPST G0t 5, IS #5URES) S ioca 1. o)

3.93(@&b shie O rihR(RHeh CHaO} 3.38(3M st WeOhe?. 14196nltn|, Ohl2ar e

SRR S SRl BT AL B BBt acd -

adarnantylmettyl ebterhitlaf prepateal bs vdmer/el ‘rH-NMFa zscncc:3 8.20(1H, s, CHN),

75150 e e P AU ity PR B DT D PR A T .5 H e JR2H. 1. CH:O),

391%@%@@) 380(9!&rbdcn190) B/58(dHNE, Chgmzetsbqawtsermem 2.14(2H, m,
% zol e q‘b?h 5| ne. at her errbq?]'gl ment according to
CH), @O( 3, Brs.i HRCH 1?:%%&5 Qs P X W)t or mul a | wherei n
-Ac@? 1554l R etk ImdthdxPpFopo enyil-pyfrofidine-Rcarboxyli aci
Y 5?r[’oered r?‘gg(g Anot hgﬁeérb%p?r‘entﬁ] ggcgrdln’r?g t:?) toh)e ¢ d
ethy] estentVan are conpounds of the formula | whereinR7 is
H, F CH3, CH2CH3, CF3, OCH3, phenyl; and R8 is H.
Anot her enbodi nent according to the invention are
conpounds of the fornmula I wherein RO is ethyl,
CF2CH2CH3, CF3, CH2-phenyl, CH2-(4-F-phenyl),
CH2-pyridyl and R 10 is H Anot her enbodi nent
accordl ng to the |nvent| on are conpounds of the

- ~1 S



Vis N Uis Oor S Wis a bond or -CH2-; Y is a bond

or NS) é& R5 is CH3; R6 is CH3; R5 and%toggther
WQRWPHIINE ni trogen to which they are bonded f of¢/EP2006/009323

pi peridine ring which is sub4ittuted by CF3; Zis a

bond; A is cyclohexyl; R7 is 4-CF3; RBis H RO is H

or ethyl; RO is H A further enbodi nent according to
ot he inventio

are the follow ng conpoundgs:
{2- Chl or o- N[ 4 net hyl - 2- (1- met hyl - cycl o exyl)-oxazo?
- -yl met hoxy hém.ylﬁ [ 1,2,4]oxadi azql -5-one
3-[R-

4- (2- cycl@hexyl - 4- net hyl - oxazol J)5-yl nebNo
I4H— [1,2 oxadi azot=—5""ne - Chl @O
rans-i ~-0fifluoronethyl-cycl ohexyO
yl- phenyl}-4H-[1 , 2, 4] oxadi azol - Scprte
{2-Chloro-4-[4-methyl-2-(cis-1

A soldtfdnr off {[ t-{4-Methaxy3-(Byrmethveppyropexy)-phehyilEmgthAE)-plidenk}-amino}-acetic

aCIdIO Y&%Q&!@I%l(%ggn Q§4§§menl glr aogmt_zof( tt?lgﬁ%e i’s treated with 3.04g
(0. 04314rnlffﬁ) dfaneth@yinybketsive. )T-hé rfTRM’Wis -cosRdad 0°C vhaevepsketa(12.1g) is

addgyé}s@‘ﬂ"?ﬂ %}&”e(‘@j o@?dﬁ@ﬂy 0.053aip! 1Pl 25 dpluene, fsnaeddsg and the
mlxt%ﬁé)w&hﬁ'd}'tb]roéﬁil'térhper%nﬂ'é ORteaéfbrr istifred for 3.5 hours and fi Itered The

- Chl oro™- /- rrY -trifluoronet hanesul f onyl - pi pe
solv¢ra,|$]rewepﬁn M%‘EHU o gcw ﬁ@pﬁ oXYi$ ofh rampe pudiied gn Silica-gel elutlng with

heptaﬁe/éirgw%Géta?eolrmﬁm%@et& &8 tﬁb'ﬁé@ p@rr{aﬂmﬁ@tlw | ’ﬂ-NMR CDCly: 6.80-
2-trifluoro- )24&)ger| |n4 -thiazol -5-ylm

67088 ) 4. 2ﬂ>ﬁéhyd)) S0 Gtk a3 85161 gh 3 78(3H, 5), 3.4B(2H, 1),
3.35081H, ?rPP“d @cf iﬁ BM WF{&% THP bR I eRertnyt), 234 (1H, m),

I azo

2.05(2H, 4!]‘)@)‘!&«9(?&260 15

-Ac%ﬁél% G\]n h‘ﬁx@é—él rre Iﬁ)())(g ﬁrbﬂ%@%&ﬁﬁ%lﬁ&-ﬁsw acid

ethy) 2sté] bydutichiaridessalty &Va(HCl):

The ?)’Hi{fé'gb?bcgreﬁ? i%h?gélvT(? ﬁ%@mel} X t&ﬁ %lc)ooled thobe)%gE c}flljﬁon of HCI

gas ,i, e‘tﬂ'nylxaﬂ!tazodzlé?ﬁfmn@f a 4.0M solution) is added drop wise. A thlck white

suspeg)glﬂréfsn ng?d wnéﬁﬁ %/tlrl;ﬁq_r}of 5({%.@%“ %)t}gg%get h r@ttgﬁeﬁ\e suspensmn is

filtered Grd G svlia-whshed [Mth 308mLl of ethyl acetate in three portlons The SOIId is dried

in v;eﬁuugw ai,qﬁqe{: HBE&? I{m&m}g )glll\?ﬁrfti% hl/cérogI]\ B%Eéﬁon "’B’i‘ﬂa tnethylamlne
hydract{kam@h I'leNMA {624 Hmkémeabyjla 6:954. h@(awwa’c)hsbspvmml 430(1H, dd),

439 ) 192 ph&%ﬁ%s@yméehwacwe e SR e A B 11 25012 65(2H,

m), 2. ’ﬁo(m il ﬁ85(|3H gdwxy]can BéFafatedtH [ 1
2, 4] oxadi azol - one oro (2-cycl ohexyl -4-et ho
In 3@ neSiRYRL oxasHen 5- 91(%{&%)(57?4%@&99}%11@ -njethoxy-propoxy)-phenyl]-
yrrgﬁ?nék%ﬁfﬁ?éﬁglc gc@;‘fé utyl es}er 4lvn% lshgn;(epﬁelzetdha? a racemFte from {[1-[4-

Met”mﬁﬂﬁmthquxy%memyllimetﬂ (B} wlmdehamlno}}aoete: acid tert -butyl

el RS o AP b RS P68k 5, o

3. 853-8()14!6}1@'\&04+[MCH)313|‘58(M IQH,O%.- l{ﬂT(&HSﬂﬂ, CHCO), 3.35(3H, s, MeO),

2. 30%%[; | I(§sz|o_é f’(ﬁhh ]Cg-%gaoégi@{ %h@eﬁa{' g4 915{ s}/tlBra‘)Ethr? ég ]pFepared. The

4- ac@ty{ 8pifiith ijah- dls¢ benBolbRdyfidrh th Rattors 41-(R)-Acetyl-5 -[4-methoxy-3-(3-
-trifluaoromethyl -cycl ohexyl)-oxazol - ty qHy'l|
metwnmopngy)_ phen mrmggdn%gaaﬂp)gﬁg acid t-bu yl ester MR, & CDCl;:
3-[2-Chl oro-4-(2-cycl ohexyl - 4- nor phol i n- 4-yl net hyl - oxa
zol - 5-yl met hoxy) - phenyl ]-4H [ 1 , 2, 4] oxadi azol - 5-one
3-[2-Chl or o-4- (2-cycl ohexyl - 4-di et hyl am nonet hyl - oxazo
| -5-yl et hoxy) -phenyl]-4H [ 1 ,2, 4] oxadi azol - 5-one
3-[2-Chl oro-4-(2-cycl ohexyl - oxazol - 4-yl nmet hoxy) - phenyl
]-4H[1 , 2, 4] oxadi azol - 5- one
3- {2 Chl oro-4-[ 2- (2-cycl ohexyl -vi nyl ) - 4- met hoxynet hyl -
th | azo I -yI met hoxy] - phenyl }- 4H [ 1

a1



descri bed herein. As used herein, the termalkyl is to

be understood in the broadest sense to nmean saturated
WY 8¥3bon resi dues which can be linear, i P%T/EP2006/009323

strai ght-chain, or branched-48f not ot hervvi se defined

al kyl has 1 to 8 carbon atons. Exanpl es of

,,-(CLl-C8)-al kyl" are al kyl residues containing 1, 2,

sy P Ancich, BRERRAH BTG BER . o, weo)

3.58(2H, 2o CeL6),d3.36(HH, shkle® ¥@H), Aes(1H] s @H)Pp2)15-2.60{BM] W, CH, + CH),

= et b i entyl, neopentyl,
L 63%%@1%#1@% Ut Isth nmet hyl pentyl, 3- methyl pentyl,
(2S, I48§>|5R7iy|4 Ae&tbe-lL‘iyJ [4- ﬁ16ﬂ1bx913t08|-m61h05( Iﬁroﬁ@ﬁ)ﬁihenﬂ]fbyrrol|dme-2-

term, C8)-alkyl" is a hydrocar on resi
carb@éMF%Pﬁﬁdﬁgb%Yl%teTS 4,5 6, 7 or 8 carbon atons, in

snvéMHcei%té {Uﬂ(t) 6‘51mnq&)f %&FJW 2in§ & (RPUIRRP {Qﬁd%pe%led in 30 mL of

hese s ns so to the' term al
dry tats@fwdm;fu@nrat regie tqr@perratam divgimikigre is sieed fmIéwg howg in the dark after

i o A 5y R NLGEAO RGPS i ot .1
of {it[AaMethoxyka{ImethoxpipespoRgephentl]-meth-(E hdidenaj@ned)-avetic acid tert-

o PRAGE S, 6 g ReRaFBR AR L o Nty ko

(1.33Ry) ahd Hiinig'$ base/ ((?246@1) =1z malammne ;mlsa:itloﬁ sgrr?( mnthé {abs%nce of light
= t -

for S LG, Mot vl L 22 bt enyl 3. et yl - 2- but enyl

A schutioe>of aytmaeniurh cquﬂdét(Z(MhlenM%lgNsl added sdthansixeard Warmed to room
rein,

temieRe, R pptete (100RET R aHhafa it e 4Gk Mogipbeptired for

15 miisuteearvobirckeaperddge. Tﬁ@b@m phabé Rseparatdd dfd \ﬂra§ﬁdanth brine and
bonds and can be linear, 1. e. straightchain

dried, pvar anbydrops spdimatuirhalg §%d ther sqlvent SERoYRA undeg r%d‘{CSd gressure to

g,vegardqon atons. Exanples of ,,-(C2-C8)-alkinyl" are
| ki nyl residues contalnln%é'Z, 3, 4,5 6, 7 o0 8 )
The e&fso@ﬁs%\(e&ﬁg@r B1 migpregfippiitutmelhnatherans eyl @getate and stirred at

roon? téthSNtYe fdr24°heRa! fidréd @hd Qh@‘ébb(lgb(ﬂ renﬂvled tu‘i‘%&mm The residue
statenments apply also to the term ad&l i dene.
e

(7.560) dss trestiakenmn ins3Qmls 6f digperropylether an sglmrﬁl%bﬁur.ed for 2 hours
atr o ?e[‘rﬁb@}%ﬁj'ré Uﬁ’ﬂs‘ sy %”%IB bd' ﬁl %tﬁ)y reg&ﬁﬁé@hﬂh'i‘xaﬁm of di-

OXy resi an a oxXy ue or an
lsop@pylle&ﬂekynd deigt A @0°C in Maftuum nwmgbtatcugwe 4adf the kesired compound

with HnkyEENE 793 KEYkond? é‘@rﬂ%tlafﬁgﬁlonaﬁr&hwlis ng?)ly@lrl‘ér SXEQQ fhe %ee to

are unsubstituted or or trisu
>97%n[dt¢cpeﬁdé’r1t"l(]%cﬁH©lm)e anot her by suitable groups such

Repi@oree s TEHTOUTAG b gy R prphes Wpinet boaplir. 28, 4R, 59)

- 4 alAcetyl -C8 Op4-fitHoXy- a(iﬁeﬂm%ﬁpo@@wﬂl]q@rwmme -2-carboxylic
-Cl 5) heterocycl e,

..CO- O (C0-C4) al kyl ene- (C3
amdé:@lm(l(eeéercz[y]dawékr{é% EhClo- 04) al kyl ene- (Cs- C10)

(25, 38/ ISRl g %§ .#%hssagg- : Eﬁgﬁ%&bﬂ) @%H‘I] pyrrolidine-2-

carb®xylje hcidl (AR| ZSCERM-(@!@W{&MM)&*WCWMKE% and (2R, 4R, 55) - 4

- B8535 R b s

(1R, ﬂSkﬂan&sémels-)ﬁmtnﬂFm}uﬂe&yl éiﬁr @6 3olafidrentyl3.7g of {[1-[4-Methoxy-

3-(3- &%@ﬂgrpﬁé@{‘&@%ﬁgﬁﬁ{(E@l@%b'éjyémingf-éce cAcid (1R, 25, 5R)2-

lsopr@bﬁ% -Rthyl(- éﬁ:kﬁbﬁ)\lceéﬁrqmﬂ()}’r\la ofCQoluede Gé)reétéde&ﬂEﬂO@ii‘Jf ®ethylvinyl
keto% el er PR Cgl@%tugﬂ ;g Jyer @e&@c@ egﬁk\é@?\eny t%%pﬁ}\e 0 %45; and quinine

al kyI ene (C3-C13)cycl oal kyl, O CO O (CO-C4)
al kyl ene- (C3-C1 5) het erocycl e, S-(AC) alkyl,
S-(C0-A) al kyl ene-(C3-C13)cycl oal kyl, S (C0-C4A)

al kyl ene- (C6-C10) aryl, S (C0-C4) al kyl ene-(C3-Cl 5)
het erocycle, SO (Cl -C4)al kyl, SO (CO0-C4)

al kyl ene- (C3- C 13)cycl oal kyl, SO (CO- C4)



thlophenyl t hi opyranyl, 1,2,3-triazinyl,

1 4- tr|a2|nyl 1,3,5-triazinyl, 1,2, 3- trlazol
W(i?of’"@“\l?:l azolyl, 1,2, 4-triazolyl, 1,2, 5-triaztt FP2006/009323

1,3,4-triazolyl and xantheny4Z-The het erocyclic rings

are unsubstituted or nono-, di- or trlsubstltuted by

sui tabl e groups such as, for exanp

028 3ye U R Q@)an%%%%@@%e -

roonCléﬁlpgratlmell K ydojuticn-aD-anoodin chloride (25mL, 27%) and 10mL of water is

adde?d léji(ﬁ gﬁ:mw? gﬁ%ﬂ?@%cérﬁéﬁﬁph% %E{e%ra%% and the solvent removed

in vaﬂukmri ngivea §&omi-Sahiic Yhik dalskired irCOBOOIC @drt-butyimethyl ether at room

tempcﬂr ﬁEer?%@g% @lv%hg&%tg 26@8%%.)%(?% ilty{m(:(%ﬁy(l:4 her and dried in

vacdﬁ?tcﬂ@)/e al égyWﬂCt?S (@&r@)somb&!lrmﬂ as 4 QixtGr) of diastereoisomers, around

78%gp @ta@\@eé@ (8542 & o1 B ¢ - Hethony - resghesypropony)
pherﬁ}l]Wrg éin (CS o a'glidézlrlé l(@ @I-‘Q) 2@%&1:‘:‘&@1116 rhethfiltyEiBhexyl ester
bemgmgge@h él'j@rpqﬂ)ewguogm@;@/ﬁgor@@ttgm\;ea@ pemi selig. which is stirred for 2
hou@'ak)’do%‘ F‘eg@eﬂ&greqmsoﬁkkdfl o‘?—fh%pfo%greﬂ@r lﬁﬁrgﬁtﬁr%rﬁpc‘lr?‘nﬁ froduced 2.92g

aryl

of a aolmonta@mg S kévl@; Qi|ﬂkﬁyq>teﬂ:edle@stee'§osyecyc| oal kyl ,
The 8 % @t%@\gq?%@{a W|(§§e4§bC§REg4l5)ﬁtE@ )/Fr ogygh ‘?rzeéréox(\é -3- 83 methoxy-

kKyl'ene- %& kyl en
prOpaprhemﬂEpw(c(lme@searQOMc@w EDR (4R - BR)r 2-isioRidpyemathyl-cyclohexyl

e M S0 2400 g 0 o D v

with QI )k?ﬂ)reh@f h()USODTGPa@)l andtthe ﬁltryatﬂ GQQ%(X 10lro@m) temipgtature within 4 hours

o AP (BB 08 oSSR 3 s i v

20mbef Bopopahel, Aﬁé}c(rﬁhg 1‘@434dhdw$ at BOC(iEPacdim 2.19g of (2S, 4S, 5R) - 4 -

| C13 SO - - . .
Acey) ¢} fn i-mainening (i atho pronsy)-Phnaypsoldine 2icaspoxyiic acid
(1R, Q@ %m¥§bﬁop§mﬁ§$ c’#bllféél 1 eSteP i 6Baiéd with a specific rotation of -
yl ene- (C3- "C13) cI oal k SC2- (C0-CA4) .
66° éﬂl%(yn ehlerofas) @nd)a b@/@ﬂ of § 4 {@goragpoaing ite 8-qecf-99P6) 'H-NMR, 8

Codgog@g%c%%h&) . Ph) e4ns(33047961(§j &)Cal-li? 46%(1:4 d, PhC;HN) 4.12(2H, t,
CH28(2 3M6¢3:86(184)m. KJQHQQ), 19-86(81, 4 M4 mt CH20), 344(1H m,
wc@%;.?%ﬁg%@] 545 %%(fﬁ,‘&f@ﬂﬁf‘i%@ﬁ, SNEH,BCH), 1.95(1H, m, CH),

1.72@0R - CBD): CO6EBHLYS, CRCHY); (1 €0-140(@HK 1) ehd 7{0C3(2H, m), 0.97-0.88(7H,
) e ere the aryl ring or heterocyclic

m Pr?l %Hf Qéé\r(éﬂbdst%ut ed or nono- or disubstituted by F,

The Gther BomeDay®eSobtbioed brke-cySiaBisation T B5Z@Ee-mbtesial, from 100mL of hot

di-iscﬁ_é%@%&' al éé’r i&l{\l(ééjoﬁ%) "Rl S (4-methoxy-3-(3-methoxy-propoxy)-

pher'l‘i(l{< E?rr@iﬂmélﬂﬂdérﬁaﬁylw e(clfm OR,- aSky!SIEPE-is}dperS)(lGle@ﬂ)yl cyclohexyl
en ene- oa
esteN(1( with a|se91='ﬁ<h 61%0!‘(%01 o)) QI'_pkﬂﬂ @%Qf()@) @92‘?3%”91"9 to an %ee of

AN R, 8 CDCl; 6.85(3H 4831thJ—11&4H CHO), 4.53(1H, d, J=
87%, }Qﬂh %ﬁec ég C?lgalrkyl en(e eterzocy ) (

8. THX( E@H&),M a1(ﬂ57||, tshd-1+6H-586& 2.8biz, CHO) 3 91 2H, t, CH0), 3 86(3H s, MeO),

359%—2 &E@@;l : @?}?&H@j 3B 3 Vo). 952501, Brs, NH), 2.36(2H,

ABqhig)l RW@#EJTH)CMD Cen- ‘GA@ aHkw, @hié, ‘(’(ZQB:L"GPH;):H@&KWIS COCHy),

1.60?‘%%%% eﬁgnﬁ’c?%%‘gﬁ?’t ‘er ocycl e, N((C0-C4)

al kyl ene-H) CO O (C0-A4) al kyl ene- (Ce6-Cl12)-aryl,
N((CO- 4) al kyl ene-H) - CO- O (C0- C4) al kyl

N( ( CO- C4) al kyl ene- H) - COO- (

CO0- 4) al kyl ene- (C3- C13) cycl oal kyl

N((CO- 4) al kyl ene-H) - CO O (C0- 4) al kyl ene- (C3-Cl1
5)heterocycle, N((CO-C4)

TN L~



Lett., 2000, 473(3), 333-336). In obese, |nsuI|n
resi st ant rhesus nonkeys, the potent and sel ect
WOERHIRIEY, | i gand GWB01516 rai ses HDL- chol est e]F%T/EPZOOG/OO”B
decreases plasma LDL-chol est#8ol, triglycerides and
insulin levels (Aiver, W et al., Proc. Natl. Acad.
Sci., 2001 , 98, 5306-531 1) . The dua
In PEAR@%IB?/ P?Mrph%(ﬂg-%b -SWrﬂet@u@gﬁﬁ(gng'ﬁétfh'oﬁg{gﬁtﬂoxg) phenyl]-

| owers plasma |1 pids in rhesus and cynonol gus
pyrrolidine-2-sarboxyli¢ aciddrenzhydiyhaster, IVadopepared asawac&msoe from {[1-[4-

w285 e Ba oI SRR B ARAR S S3b oenchar

esteb UHrNIIR;. 5 REBCl;: 791%67.230HS on, 921)), Ml)‘r(eHr @rsnNNH), 6.80(3H, m, Ph),

.57 it R (62 06 mocHep B, CRR 3o, 5. meo)

2.45(R8) &, fzsa(ne dd,dcapet ge2. og(@wrn@scuhgw @BQS)H s, CH). The
syndrom Y-X. et al.
ep'”LQHq@ét theg‘* ghosgion, - 4(SpAgetyl-5- lémhom?» (éﬂmtbmsy-pronoxy) -phenyi}-

pyrrzﬁai%‘éaz Baffrbo%nflhcrd E’é)'@?gd%}?%&er]‘ﬂ%mﬂ&g?%‘bc%bgg&gaggg0H m, Ph),
6. 944(3141503rsmbls)s&|80(3u et Pta)| 4,68(B4,. ¢ EMGHGOM 35(BO0&, ARGHN), 4.10-

4'03@- s .zoBe;(?lg)esﬁ#(s 52 ‘?M?%Sggag eé:%P Q? o:? §%T% %0‘144" m, MeO +

CHGCD)p|2d75(2}gI ¢ @), 208{58h ol, €3H.+OH;) 1E58{BId) $,SOHJPEeddalsd e isolated

from t knov%n to play a role in enbryonic devel opnent,

rom ﬁ"ﬁrgﬂ? ' on and bone formation (Lim H and Dey,

In a Sinfflar faEhlﬂhdﬂ AB@MG-ImthHRydﬁ(srmaﬁﬁ(iy ptdpdhly)-phenyH-pyrrolidine-2-
et Repr od Dev 2003 66(3 2

carbpsyﬁqacwbmntmpew gpter GNIG) & GCH: 744650, mo P, 7-Q5(1H, m, Ph),

6.95P112 Gn 331, 6MAH SPH}J*B'Zngrg 'rﬁ”ﬁhéﬁfig&@igﬂ% PReHN), 4.15-4.00(3H,

PARdeItalstrl erin | ferati
m, GHidQ dr ehiN).aBB6(3H6fS, K¥eQ), 7Y et GitiQh 3% IH.ss.t MeD),s3.10(1H, m,
I [ ' ' [
cHacp 75 580, 1 ERARUD, 2SALHILANE Oy Dafco b prepares
In a 8B1la6 fshiban4-Adety/I-Sefid-mbthoxyd-(3-rakthoxperopaexy)-phenyl]-pyrrolidine-2-

cartfyie Sl anarearianiinaln eslos TR P Bk whs podaieag,

In a exlae B AdN| mﬂcbqll@[ﬁrmbmwy-@-(ﬂﬂd@llhoﬁfl dréﬁofwfp%bhﬂﬂlpyrrolldme -2-

there still renmins undi scover ed. si ngul ar interest

carboxylic acid (§)-1,hé-timsthyldigyalefz:2. ﬂPPP&j%'IVi BSWﬁ@Vémfé@@ﬁ&j H-NMR,
d%MSEP@% gguz%@e%gl(mg;y gﬁﬁgﬁ n*}ﬁ rg’t?)l Z{z_s{#.ﬁk?(élﬂre@?g*gg,:4_?&5-4.70(314,

I's "of t
m, ('Rda@ + Phodi®| +SNCGHCE)34.20(28), .t, Obk@h\&95(3Ht sniteC)) 365(2H, t, CH,0),

st A0 SISO, A . co

2.156Hh me CHiH2. asm 65!(33!11 im), $H8EH sl Merett 85(3H s, rhl&)sean be prepared.

in a $iliat fodRiah acaiisriaThe By Ay ey hrap iy hgdvifpiRrolidine-2-
carboikgié M (RLWdeMhW rdmwebteﬁam RER, § dGDMSO 7.80-
I Sone er at or act i vat ed

7. 35?6&’3%? SE st IR 28 G B Phncs BEQH roriih)ob 1B Huf CHO), 4.30-

4. 10 e, el PREH)NG. gé(afaésem(e@@nmq F#Hown Meoydessdbhed cH,0),
V\02005/ 097098. inating cond| tions are
3403k ot 208 20f s CHICGhy 2RDIPH. T A inson e RseRRapb

Ina L.ﬁmsr fasRibn! A-chfyl-%qq RERbRYA- (%h@thoﬁwfé ‘{,"3@63 I?’ Iﬁ)aflrrolidine-Z-

fibers. These | ayers are provided by 0
carboxylihacsbhenzyl esder,dVa ispsepaied @NS) rawtsdmm [éénetboxy-S -(3-

he ) tS 1
metehy RGP TR ey B RS PR AT 4 PR SBE . 8
irreversible; it is usually acconpani ed or follomed by
axonal degeneration, and often by cellul ar
degeneration. Denyelination can occur as a result of
neur onal damage or damage to the nyelin itself -
whet her due to aberrant imune responses, |oca
injury, ischem a, netabolic disorders, toxic agents,
or V|ral |nfect|ons (Prlneas and NtDonaId



- polycystic ovary syndrone (PCOS) - asthma -
osteoarthritis - |lupus erythematosus (LE) or

WO 207838t ory rheumatic disorders such as, forPEeXERRYPE009323
rheunatoid arthritis - vascu#9tis - wasting (cachexia)
- gout - ischem a/reperfusion syndrome - acute
respiratory distress syndrone (ARDS)Fornul ati ons The

CDG%{:W@G(SHfma gygsmh Gh, rﬁmr BWspH, mepﬁfseawmonaqdﬂ)ey@z(zH m,

desi r ed i cal effect depends On a nunb
PhCﬂ"ﬂht“&"ﬁf"Hfd)rPf@Wpﬂé 5t4:00(3idemi €HO cdehdl ﬁeﬁ%%s?eMeQ)h&W(QH t,
t f
AT £ RS O (LRSI DAL,z
Csz@ﬂﬂ(&HJ:yGHm) tdas begpmegaréd.om 0. 001 ny to 100

Bk R BT TR EAGeE Ba mevo
pro;}é\fky)%’éﬁy@-mmhdm -5abolglic heid |§6ﬁ|fd®|yl3eslleﬂ, ‘Hh‘eMRaBgm0|3 6.89-
rom

to 1.0 no/ kg, whi |
6793k i EPbr P Ab, MhiCHOB A S HOIBHEBN o Pty BF0, 385(aH, s,
Med<)l |3060(2M) &nEHPEY, :mmuhe mS@Hmt)I @méwsgomﬁ)l lztsgem ddd, CH),
for thesep tain, for anpl e, mO0. 1
2. 29i(lg-|tqu1@;l-ngz 15%—] By (Péz)f 1.3|464, ,ngweaagmng@ 2@(6Me) can be prepared.
t Si 4391 f
Them éﬂ)leP e(QR '489 e5€)0-§ﬁ§eg?t | Sgﬁ%tﬁg?ye I(gn &ﬁ%b%poxy)-phenyl]-
pyrralrpuiee%-camoxth: eu:id isupropyl estet, &an, al$m bedsalatede 'HNMR) 5 CDCly:

ot gkt SP0r s A 400 LRG3 OBl s,

s, M2O)f 3IH0E2H;, ¢, GH,0084a{ M, thoCHEOTPIAS(3H, QrMEON. 3@(1H ddd, CH),

P P L R o T

(2S,88/5Ry.42A detyBS- [t/ - 3 £3- mm&@mpeﬁy)w@iyn,pmhdiﬁw 2-

are preferably in the formof a pharnmaceutica

d -caéle%dsa aqid tﬁﬂt‘?‘r't)i'rﬁsé%%'st% egteg é\‘f‘F’ (@R, 4&5@%&9?%5 [4-methoxy-
I n t | S
H o BraPeh) pne I ByFERUAR L2l BoTENIRd' Rbrtitutyester 2
ethyteatessition and is not harnful for the patient's
health. The carrier nay be a d>zn0|ld or aliquid or beth
nd is ppferablyfornu ate he conpound as
\%ngl e dogex_for exanp‘l’e%s a_f abheb, which-fa

ntai AYTyom 0. 05% to 95
rent. O-her—pharnac cal acti ve subst gances
e} e be present, |n§: I;pl ot her conpoun
formul a%l . The phar maceutdc m?r:TL'pom tions of Y o
i nvention can be produced by one of the known

pharmaceuti cal nethods, which essentially consist of
4-Acetyl-5H¢-ntetroxyr3) (enhethoky-prdpbky Jgihenyibpwtdlidine&-tarboxylic  acid  ethyl

estef BiRe 1R o Tt 5P hiesnd] FE5PHL i i acetate

at roohratempetatugl. Huhig isatle, (1@6@00 a83rhdIpIs axidederspwise followed by 0.1g of

o R Ao Mo B2 53 e e s TR o5 BT B52:0. (0276,
0. omﬂmwns:zmzL en eg@I tabeétu@h Thbaeaa&indmmlgahf %ufrsaierorofi hour at room
m nistration, de sin.e i ndi vi dual cas
temperalyre a&ﬁo‘f%aé%r"f"?‘ Qs 108 @J?ﬂﬂ“@f’% Ciier 3eidt (o5t %f@aa'ﬁdphase is
sepdtatetilghd@hsied @Vicd W@h QQUMQWC{N:Q& Estaining 10miLs 8dsatiRded aqueous
case., Coated fornul atl and coat eolfsl OWr el ease

S°d'?'8r'}¥9f°gﬁp§ﬁ5b°§?‘§os°é}&°8 ‘%’rﬂyn?l $¢Qnks waleeWaph: e qrpanic phase is

dried BVQ”&M@Gro&Brsifdﬁfnﬁf@G@hat% sHdvRiteréd Bl Sbiveh s &ﬁﬁé\iddcln vacuum at
35°¢UI ceresistant formulations., Suitable coating

tsgive 4Rt20tef apaQlt This qiljs @H”f&%‘ﬁ% F*yeme&grqaha% slicaragl gluting with
pht hal at e, pol yvinyl acetate phthal ate,

hydr oxypr opyl net hyl cel | ul ose pht hal ate and ani oni c

pol ymers of nethacrylic acid and nethyl nethacryl ate.
Sui t abl e pharnmaceuti cal preparations for ora

adm nistration may be in the formof separate units

such as, for exanple, capsules, cachets, suckable

tablets or tablets each of mhlch contaln a deflned

Y a1 o r R s o

o O

byvve At bt the actiNne ©




inhibitors of liver enzynes involved in the

stinmul ati on of gl uconeogenesi s and/ or gl ycogenosi
WKW} s of gl ucose uptake, glucose transpo‘FQT/Eﬁ%S”OG/009323

gl ucose backresorption, |nh1$9‘t ors of 11B-HSD1 ,

inhibitors of protein tyrosine phosphatase 1B (PTP1

B), nodul ators of the sodiunifglucose cotransporter 1

ethyPéce@atéﬁﬁ@pr?ae m:ﬁ@é@zﬁrod@éﬁi&’%ﬂﬂ@ d&ﬁd@bn@"‘-ﬁNMﬁ @oEly: 7.15(1H, m),
as antl%z erlipidemc activ

6.85( 1k, 801 GRBUH. i 18 I BLTH oo ARt At 10K, ), 4.05(2H, 1),
3.75 Uﬁgé(zvmltffa 38%@#4%)%’9@(3!4”%%@561*’1 Hf ﬁ\gdz Qb@l‘P{j %F!X%ms (2H, m),

I ncrease t hernogenesi s,

180@&&5&%69'01@:1@@)‘:? 26& 1.5(0Hd s afamears), 41R56H, thn t he
A sdgﬁgnd& Setls &P%atﬁ%owghmqaﬂﬁl ofd H%Rﬁrebﬁft I?e%ﬁé/%ﬁaﬂblyhcetomtnle

I ment o I nvent i on, oun
(7/4fr|anand|aspphed to adeihiralpack rAdtH mﬂ@mmahnomamramhyacaﬂwmd eluted

with raed %@%a?f g& %vas r?elf&n%r?og@?’iggrﬂ? hﬁtésgér% g\glaétﬂmeihoxy-&(&

methwpﬂﬂio&y) pha'iyll_pﬁ‘i&ﬁﬂﬁe-ﬂmdmaﬂ)oeuyboctldmm tevf-butyt ester 2-ethyl
i nvention, the conpound of the for .
esteg th EHIech B EPT e T AT HONITS & BaBEE STRSCITC fotation = +16.8

(1% &% OERbigRHr) N hofbd& - pypuc f(zs&s B‘R’)m -R¥eyn644- n?e&ﬁ&*yisle@-methoxy-

tiquesi de, pamaquesi de, (sitostanol/canpesterol

propaxybehghylppueplidine:1, %drd@elsombe atist hl-tepchbutyb 0asten 22-ethyl  ester

retegp e 209, SR ondl oKl o8 ek iRk

(2s, PtarﬁRQC-eGH AedtylGe .5 L{@mﬁthdﬁ&ﬁ(ﬂiﬂéﬂm Hrivpoxy- ;&l@gl]}pyrrolldme-

1.2-reronal A - ST E SEIRS L PUNT oPRE @S A0uT oF -(HEH =5 - [+

metHoXyB4{3améthbsy- p:d:ﬁbfy -'iheﬁ)&};byrmh@iﬁétl—daﬂtdx?l‘b wicidh tadulPARSter (10.0g,
OnISt

CooRES 5 et Db o S 580 oG pB Biow 0.1

of 4(m wa%tﬁywm@rnd.he TRe rmiRkes igTeehtedl witha sdRt b0Boc,O (5.36,
ound the formula | is admnistered in

0. 0435‘?‘?@0 ﬁataoﬁﬂ- ff etwhaegiae. JhgHgactiganmigure 4§ stirrgd foi 4 chour at room
temFFRURE @nd RGP witVB SRR 37 1d§6é’quééus leitrid® &did. KiRe- éfgﬁni@rphase is

DRF- 10945. I n one enbodi nrent of the invention, the
separaieg AnddwashedhiwigeowituS40mL of vealer Frniaiaing i G- of saturated aqueous

sodiGRHYRYeh Rarbdnhiz iition §6l10RBABy3 SEVMIIRETER WaSRMT I organic phase is

such as, for exanple, nuraglitazar, tesaglitazar,
drledwavgganhyém sodians solphate andiltered, The. swemt és removed in vacuum at

35 fpaks I8 e MR IREH: gmgﬁ@w@g@%@%&a-gel eluting with

ethyvmammbeme MiVPE0PO7eciE the iizoceraBmd 1 'H-NMR, CDCly: 7.18(1H, m,

o EBSED 20,0 SRR 8 SIS S VERRAR) oz, m

NCI-I[R]EI)IDSM(QI—Ph,aCHEﬁbIW(&HJ mSQFbﬁq\,e'sS&&'lS) Clﬂzﬁl)- 338(1H, m, CH.0),

3‘37@%%34@? Wqﬁl;&g m n| st ere%ﬂy?tdég% na 6ﬁq t%qgm(w' S

Me rfeRrerdR | 1t 36(8id 0%\ tBu;estan); H .43 & fZﬁ(gldxWuec;arﬂMﬁG]rofaB&rs).Speciﬁc
gr b WO2005097762, WOR2005097786,

rma%Z%@S%ﬁ?’%@ fzjl(i’ﬁCIOR'/@2006029699 I n one enbodi nent of

in atshanlarrfaemibm ¢28, 43)e5R)0NPGUAdetyl —t5e [4-atethibxy-3-(3-methoxy-propoxy)-

phe“ﬂigpzﬁg 910# Hg:%?lg&y?i?;cugb’&gé &g?yﬁﬁ gelrlb%%g)?lnes?er can bhe prepared
fromAd QﬂAéétﬂl@ﬂlfﬂgﬁBk)SB-‘w niel’mdip%r@&?ﬂﬂ)ﬁ&iw] p9!froltciﬁré -2-carboxylic  acid

i nvention, the conpound

bem%lﬁ’ﬁtﬁrsﬁe'i“@ﬂ P e M@Hoﬁ' \ﬁhﬁ r? hQ(ﬂHbfnatpé‘) G0R & 635 (1H, m, Ph
rotaﬁwefs%eéaéﬁ?h@ i, ePRf | DEREa5(3H,Of, BrtIe Q' PRGH] |4h¢5at&e4 35(1H, m,
I'n "One enbodi ent” of the 1 nvention, the conpound
the formula | is adm nistered in conblnatlon mnth an
MIP i nhibitor, such as, for exanple, inplitapide,
BMS- 201038, R- 103757 or those described in
W02005085226. | n one enbodi nent of the invention, the
conmpound of the formula | is admnistered in
conblnatlon mnth a CETP |nh|b|tor such as, for



conbination with inhibitors of protein tyrosine
(s%g@phatase 1B (PTP1 B), as described, for exanple
w 84189830-31 , WR001 17516, WR004506446,FPC JEP3006/009323
WD2005012295, PCT/ EP2005/ 00531~ 1, PCT/ EP2005/ 005321 |,
PCT/ EP2005/ 0071 5 1, PCT/ EP2005/ or DE 10 2004
060542.4. In one enbodi nent of the invention, the
41 [ r
Ncmﬂ’g?ﬁ%ﬁ‘.eﬁﬂ LHOEHTIERG) SRABHIINEITY Sbaiak, | CHi0), 34501, S,
GO BebCibrs, MeC). BE32H, SOy NGB JOR. BUGHIL 0NN, 5, CHy), 1.35-
120@*@qplﬁ3u Keneé? 7, T-1095 and SG.-0010 or as
ribed, for exanple, in WOR200400751 7 ,
Othm\@k@mgz@b@e W0200452902, WXR005121 161 ,
W02005085237, JP2004359630 or by A. L. Handlon in
Expert Opin. Ther. Patents (2005) 15(1 1), 1531-1 540.
In one enbodi nent of the invention, the conpound of
the formula | is adm nistered in conbination with
i nhi bitors of hornone-sensitive |ipase (HSL), such as
t hose descri bed, for exanple, |n W0 1/1 7981

R e %%gp@m“%wfwhw 2

dicakbéxylicachd naembiitylie%t@mahyneaemlélat ion with
i nhibitors of acetyl -CoA carboxyl ase (ACC)- such as

those described, for exanple, in W199946262,

WO200372197, WOR003072197 or WXRX005044814. In one

enbodi nent/of the invention, the conpound of

formula | |$a%|stered|n conbi nation with ano

i nhi bi tor ph@sgk_enol pyruvat e carboxyki nase,

(PEPCK) sﬂJchN t hose described, for exanpl e N
\02Q04074 one enbodi nent of/t

corrpound theforrmla I is adm ni stered |n

conmbingt Nof V\Aoﬁw\an i nhi bitor of gl ycogen\@ n

ki nase-3 beta (GSK-3 beta), such as those descri bed

A suspensioreofff). €34g (9. (1086005222232% swapaogidin dbdoditin hydride in mineral oil in

2om B3 YRR 8e1 50951 J b ool ERRZRLE R netnytsiphenyphosphorium

brontilfe Oie0ade23us pSMSASHDIS Mieated 1o SUSE2and 6frtéiBibr 7 hours at this temperature.

005000836 06343, )] 4 004
The (0 QUSR0S & SOPIe, o 5omity 3 59PN GRS SR PFeOf 1 methoxy-3-
(3- meﬂ‘mepfwmky)qfhefnhlq}perﬂmeLpm-dlohl‘bbxyllwwﬂdeﬁfbutyh ester 2- ethyl ester

0o Bl S8R S8 eSS R 50 H s s o

15 mus B0 G Piluted With 28imE toh tiri-Butylhietion 8therro td seidueds solution of
t he .conpound of the rmul a |

tion f IS
citic, i (PXTIor 8 Pi0Rd DR BRI GKas i 10RRARGYS Rbase is re-extracted
with £ GG 200t T ABHDUtyl ThEtAyIastherd Bhd &K@ BRGShic PHASEN cBMbined. The
(SPP-301). In one enbodi nent of the invention, the
C°’“E'6ﬁ$(9tﬂﬂi‘"bph?% arsr waghed withs 2Qenk ofj water gantaining 10"“— of saturated
aqué&g'%bﬂi%hi lg«!ird@etnrba'rma@ fo%\ﬁed)f)y 3d)m|$%Pﬁl§ér kTH'éa&@am(: |pK§se is dried

i nhi bitor such as those described, for exanple
and 9992%‘19%0@8‘1‘(?" peRoIM @ 3974 to gime dbe gugsgsodict as an 0" This oil is

chroMaSPRRa1RRr silich- Qéleelﬁwmtﬁrﬁ%taﬁé/eﬁ??aééﬂé{tg NEMPR gildhe desired
conpound of the fornul I's adm ni stered in
prodeelarbi nati on with nmodul ators of the glucocorticoid

AR SRR3R S B ), AR AR I romer,

4.70t & et . 50i 1 utaPhCHN @dhmm)st‘b%(diHl m, d‘dﬁ*ﬂ@ﬁﬂtb 04125(1'2Hh nGAgster CH2),

4. 15(53%5@“ p 'gs Fﬁé”%@ﬁ @hg%ﬁm{}n‘%%ﬁ{&:%@sﬁ{ ><| et ally([iﬁdH rotamers),

gastric errptyl ng in mce" Asakawa, A et al.: Hor none
and Metabolic Research (2001), 33(9), 554-558); NPY
ant agoni sts such as, for exanple,

{4-[ (4-am noqui nazol i n-2-yl am no) net hyl ] -

cycl ohexyl net hyl } napht hal ene-1 -sul f onam de

hydrochl oride (CGP 7 1683A); peptide YY 3-36 (PYY3-36)
or anal ogous conpounds such as, for exanple, CIC- 1682

P\ I\ PN NS . .

/




In one enbodi nent of the invention, the conpound of
the formula | is admnistered in corrbl nation wt
W W7A%%E 1 agoni sts as described, for exarrpl]?eCT/]mhzo“/OO9323
W20051 0 1979. In one enbodPdent of the invention,
the conpound of the formula | is admnistered in
conbi nation with bupropion, as described in WX20060
2.301265/4H, H) 13'75 8?1"89¢3W9§‘tac@fyl Ch?rdt%@fé‘}'pﬁfi &1$0(9H, Boc rotamers),
conmpound of formula | I's adm nistered in
1.256H i ?ﬁi@"@ﬁs)w t h op| oi d ant agoni sts as described, for

£ RS RS o fnory oo

phefhyl}-pyiralidinest, Zx-dmanbwtw-cmtld n-tedmutynlaestenz-\tem-lbumwstm H-NMR, 8

COCpdobob 710 (g osiGiish - ep 7t itomogh fiemers: 6.ad(1, Bm.

Ph), W25 G20 70, otefiniotAerey} 4045 & 4.1 de PROHNTEINAMSNS),t N@5(2H, m,

Nkaﬂ%%Eﬁsf&@(abheﬁe@E&“%izﬁow RS o) B8k 2.68(1H, m, allyl CH

rotalhél%gr QmsmmsieHY)n)as e acH leBe@H, fsorCIQﬁ?d’tﬁﬂn@rs)l m.38 & 1.10(9H, Boc
47670. 1 n one embodi nent of the i nvention, the

rOta@S%cﬁ?ﬁd’ed?’el?ﬂfé formula | is adnministered in
(2S, @9 %‘Rb-ﬁﬂ&bmpw BJMméihHiSf Qx%@@gg?@gggphwmw%mmm 2-

describ for exa I'n" one

dlcaelmxydiprasm 11§¢rttb|uévlueﬁmra-¢tbul, esteeVllanpound of the

formula | is adm nistered in conbination with

modul ators of the glucocorticoid receptor as

descri bed or exanple, in WR005090336.1n one

enbodi men f the invention, the conpound of t

formula | isPa Mnpstered in combination with nldthQ_o

recept or i st's as—descri bed, for exanple,

W2004094429. N n\ one enbodlnent of the |nvent|on

Ocormpaufd_ok +he/formula | is adnini_s@ered_ i@
conbi navvi th NRi's (norepinephrine reupt a
i nhi bro6rsf asZdescri bed, for exanple, in>g
WO2002053140. In one enbodi ment of the | nventl on, the
A solutleundofof (256R15R) s epropenyl-Gd#imetaaxyrae(3-mathoxy-propoxy)-phenyll-

ymﬁ.ﬂm ?HICQFBO‘Q}/I chaé\@i\t{rﬁb@@f @s’té?ei-gtgglyé%%ﬁol%t (6)3(9? ‘Tﬂjfd?nL of toluene
; Or as scribed,* f
is treadadpwleh SOmemamum oh ncarban. e duspansionf ist ktrred under an

smd R By, PN %, B, D ah e, e, gt

remaved liredaceihsto givecthe desirddocongpeaing las analilopi dr ogel It is

bl O 9T 7R e 826D, 54, SR BT KR sBlad B prcim

rotarférs}, hesggmq*dndmrlwga NEES(@HOVE €16k CPL), oNdd(RM, @me 3082(3H, s),

3.55{3Bh 0. S5O0 sﬁﬁé&&z"%ﬁ? i U EEH olomere) o BRERRH m), 1.05(1H,

m), 1.8¢/ &ML {OH, ﬁ&@roﬁ@ﬁéﬁé) aesz(m tS@§f€r @rﬁla)t b@sctsMQh%wB;s\,tl CHa).

codes nent | oned above are en bel ow.

In éTTS'%i'LYf@mnKRﬁSﬁ%56)-6*!6%'992'95 Gmowﬁ(?»-methoxy-propoxy)
phem W&Fﬁng%%é%iﬁﬁﬁﬁ/ﬂwacidh ﬂtgrtﬂ.l XRWAZ ?érf Buffi€ster "H-NMR, 5

atirves w t group, cesses e| r
CDCht &gar8at i36¢1 Humel Rifustamersh 7@(15(1iﬂ,annah)e 6806 HS, m Tﬂ’ha), 4.60 & 4.38(1H,

d, Pﬂaﬁf\yl@% A eh%@ﬁﬂptﬁgn Q8 6%‘?5’ 4a.ﬁ80(ﬂﬁgff?ﬂ-lié?)§,%.gé'&o§]§5 (3H, s, MeO

| va | ve
rotarpety)ﬂ&)ﬂiidchal 3y7 14t em), a'me(zeat {GH,8N.d3. B3I, sl Mgy aR.Rg — 1.90(5H,

S I t
act {ll-lk Sﬁﬁ‘éﬁeﬁdeﬁ%ﬂg%;%°n'{?’§%&%é ﬁbpggn{sg%scrlt%dmamers) 0.95 &
0.88t(61e dpsapoopyh CH;), eamybe P@paidd 0603, WD 02/ 092590,
W02004/ 080943, WOR005/ 054213 and WO2005/ 097786) .
Compounds conpri sing an oxadi azol one feature as
inhibitors of factor Xa were disclosed in DE 101 12
768 A 1, oral hypoglycem c agents in WO 96/ 13264. From
WO 97/ 40017 conpounds havi ng a phenyl group linked to
het er ocycl es are known as nodul ators of nolecules with
phosphotyr 03| ne recogm t| on un| ts. Benzene der| vatives

o,




Amother enbodi nent according to the invention are
ounds of the fornmula | wherein Uis O S and
‘VQ@O Stfer enbodi ment according to the |nvent?%HE%W@mm%n3
conpounds of the fornula | ,-%herein Uis S and Vis N
Anot her enbodi nment according to the invention are
conpounds of the fornmula I,wherein R7 is F, O,

eSS mel R Epebis ?e.ﬁr@“ﬁ?? By sy prony
pyrrplidimegt1-carbouylicibeitlitedtibadyl@sterdXa- , di - or

trisubstituted by F, and R8 is H Another enbodi nent
according to the invention are conmpounds of the

formula I, ereln R7 is in para position to Z

Anot her e q;nt according to the invention are
conpounds ofOthe&i@rnula | , wherein R8 is H. Ano

enmbodi menty cordlng—{o the invention are conpounds +OH
t he fornula IN"Wherein RO is (Cl-C4) alkyl, (CD 3 {
0a¢kyLeﬁ aryl, (Q0-C3)»al kyl eng -(C5

het er oar (CD C3) alkylene ( C3- C6) cyc

mheréT@ al kyl ene, are unsubstltuted\o

nmono-, di- or trlsubstituted by F and aryl ,

. ]
A s 09 b 8002026 SRHbor R SRS LK S B -oheny-
pyrroligisel, 2-dicatboxglic Gagidh| [stert-butyll exter | 2-etayl AesleheYllla in 10mL  of

L

of a 2.0M selulimm i adderairopwisie RBhin30HNINQIES - TR mixteylis stintesirfer a further 2

hour lja(tyh ?ﬂ}cp gpgg{h%dmﬂgra&dﬁrogl éf' ﬁlégrﬁ_t ! gﬁlﬁcga{ Xcetlal 5:61%:5’ 10mL of

tetrahydretulnmt i Thet Bfnktm i§; dilkfedawith Reml.onyetehélutyl\nméthw hether and 20mL of

wate] by Grahi bt Ftrlot 1 o BRicel led et sphent emoved

to giaél the diéld’rémpjodrct es an hiﬂt EH MMR)WGDDMQO/EE@rwomms.eb-e'.ao(m), 4.03-
unsubstit uted i substituted

CF3
3.90(80: BHP(i i 75K SR @ Iy 8 258k HE5(ESAPTBAEH). 1.65(1H),
1405;;.901 doAst®@74(e)i nvention are conpounds of the
| , wherein R1 is H halogen, (Cl-C4) alkyl,
( C0- C4) al kyl ene- O (C0-C2) al kyl ene-H, (C3- Cb6)
(25,8 SRpAL Acetyl- ﬁtﬁﬂﬁéiho%(ﬁhﬁtﬂﬂ&ﬁropé&hyﬂmﬁllWr&?ﬁﬁ’f{zﬁul 2-

are unsubstituted or “nono - ri'substitued b
dlcaﬂ@ch(aepagrt-aumwte(roﬂlacs) al kyl ene- phenyl, (C0-C3)
al kyl ene- (C5-C6) heteroaryl, (C0-C3) aIkerne (C3-Co)
cycl oal kyl, wherein al kyl, alkylene, phenyl
het eroaryl @and cycl oal kyl are unsubstituted or no-,
—Qi - or trisybstituted by F; and R¥80is H Ano
di mrent a coﬁgggg to the |nvent|o re conpoumdsoof

t he ein R1is H, halog c)(Cl

al kyl 1 kyNene- O (C0- C2) al kyl ene\H

cycl enyl, wherein al kyl, aIkyI-. ‘. he yI
are/uns i tut ed or nono, di- or trlsubstr

Wis a bond, -C3) alkylene;Y is a bond, N(R6)

R5 is H, (C15E3) al kyl, wherein al kyl can be nmono<,
di- or trisubstituted by F;, R6 is H (Cl1-C3) alkyl,
wherei n al kyl can be nono-, di- or trisubstituted by
A sdﬁutrdﬁ'5 &Wgﬁ@ddfg%NBRmiﬂtefth-[Mélm?@ -@LrRethbgy-plob6xy)-phenyl]-
are bonde

Y"‘{"@J&‘-ed@ ﬁl‘r’@f@?‘b‘l?yc?%l QSIP”')DM}Y chStetn2EY aenter Via in 10mL  of
tetraRutbfuraN @t Inorh fefhpérdifleeisORéREE With QnLSoﬁEdZ W‘ §6lullc§1 of lithium

unsubstituted or nono- or disubstituted by F
hydr?)ggqe d:;)e §9qu5?p is @r(@f_ocgy hgprr@yqt Toofp &Wafélfﬂ)@aq Md with 10mL of

according to the invention are conmpounds of the

formula | , wherein R1 is H halogen, (Cl-C4) alkyl,
(C0-4) al kyl ene-O (C0-C2) al kyl ene-H, (C3- C6)

cycl oal kyl, phenyl, wherein al kyl, al kyl ene and phenyl

are unsubstituted or nono, di- or trisubstitued by F;

R9 |s (Cl C4) aIkyI (CO C3) aIkerne phenyl (CO-C3)

o, o



R4 isH Xis QG Vis Nand Uis S; Wis a bond, CHZ;

Yis a bond, N(R6); R5 is CH3; R5 andR6together W th
WQH}QWH?%I?%gen atomto which they are bonded (YPEI/RR3889/409323

form a piperidine which is upbubstituted or nono- or

di substituted by F, CF3, (Cl- C3) alkyl, O (Cl-C3)

al kyl, preferably by CF3; Z is a bond; R7 is CF3; R8
teﬂ-b&yﬁhettﬁﬁ ettfer @nd- {81 oRWatdrSThE of¥idR erei'gbr@ﬁioV&!i‘tand the aqueous

according to the invention are co oun s of
layef dreatadawith \ghev-eofoAOMs Pydraehloric aeid | b@e@r@armobasmé: separated and
i
wasfetg% l\nig}gr%% nT[eéinWBﬁh' uRt\ﬂvo p%rtHnQQ_E 8{:@& % feried and the solvent
remgyed O GuuaHat 35°C-tprgivey lacidRRIla sisHy wRitei soIIEH, 'B-NMR & (d®-DMSO):

BTt i LA, R oSl L P 5 P 5

4.80RMH,i d; PHCHRD rotamEHed; £86 & CHIBH[BhemNCHC@-I'Z){a%&sphmu(PH, m, CH,0),

378%&?@-&%'1}@&5%0%%6?{3@&983 SSEH BP0, R ERdS), HaoiH, m,

CH)32.22 8Ch i 3(3H; §-N8 rdtdmers),ivi 6(2H( h; cnl) 1, wznnmt CWL), he8YI.05(9H, s,
2 t hi agzol - 5- yI] et hoxy} - phenyl) H[1
tBu ro}amers) adi azol - 5- one

The %ﬂ(e? 153%6??%@ pﬁsmé’n F‘iﬁdwlle ;srebérearetshwtou% Nsddtngﬂdﬂ QueMBRNER) - 4 —
Acepyb—4§ dg[éd%\%lttgg*yqé?%ﬁ’@thoxy-pg)opoxy) phenylﬁJ pyrrohdl)ne 1 2[d|carboxyllc acid 1-

tert- §ut9|2es€3}| &! |4es{e°r (U%tsbyin 81m1[ of m%tﬁambr n@tr(eérefdfw.iﬂ 9@59@%? Ho% Pd/C

- phenyl ) -t hi azol - but ox'} 8
and piaqepwm!gr agoetnpsghﬁge of hydrogen or 9 mmutes at room temperature. The

cata@st(ﬁ r%d%@ b@ qlﬂ'%tiog\p%% {h\él %cﬁve(nf' reﬁlb\{idu%ﬂﬂ%wyio QOE®d4g of the
desurezl ep]npoadd ag@l viscogseil. 'H-NMR & (d6 -DMSO): 12 90(1H, Brs, exch DO, CO,H),

7.405"’ﬂ{ RN B o fl-} lrm“hﬂhﬁyE)é'o ﬁqoxy} tﬁh&hé 5‘1’-[?2&4‘?5‘10%?,”)(.'13(1& m
NCHCDZ] am&wsz -CH)e 3- 7(323ru1!s 0Cbh0), {{sssmeetsoym,- #h,(@HCO # CH,0),

3. 25L¢1§ 'Ej-f @}Lr% g@?@%@b ig@fé{%*gﬁ,hr%%h;ﬁ%?ﬂ}é, Me), 1.28(9H,

s, 1Bd).( 2- Chl or o- 4- {1 [ 4- rrethyl 2-(4- tr| fl uororrethyl phenyl
Synghg_ ; hgjl agf; Zéﬁaagéi gi gﬂ-%rm -3- lsroodeop 214 th)v H- [‘nethoxv -propoxy)-

pheryl[pdridlidiied1 4afbloxyfic BBidteH=put{edtéd X4 uor onet hyl - phenyl
) -oxazol - 5-yI' |- 3-phenyT - propoxy} phenyl )-4H[1
, 2, 4] oxadi azol - 5- one 0o
3(2 Chl oro-4-{2-(4-fl uoro- ph &l) 1-[{i4-met hyl -2-(4-tr
i f1uoronet hyl - phenyl)-thiazol - 5Nyi.].. H
et hoxy} - phen®l ) - 4H- [1 ,2,4] oxadi azo| - 5- 0ne
3-(2- ChIIdng - N2 h) - (A 1 | uor onet hyl - phenyl
)-thiazol - 5y|] 2pyr|d| - phenyl)-4H[1

, 2, 4] oxadi azol
3(2 Brorm4{1r%rm{]) yI~Z- ri ™ uor omet hyl - phenyl )
-t hi azol - 5-yl ] - propoxy} - phen - 4H[1
A solytion) fx4do of Alcahohéa in 58ml o methylene chloride is treated with 33mL of

dlme%wgll yih%x{dé é}@t{‘wzq %r t(‘lgfhglléhlflr{eul GBS MHe rﬂn(ﬁﬂ% s? géJ‘é@ﬁ)o&C and a

pr opoxy trlf uor oet hoxynet
soluty 4q af the S@;/nyrmtrmqunyex gissplwed in 46mL of dlmethyl sulphoxide is

adde%' é}l‘gﬁ\k/ﬁ Qﬁﬁhgg% F%gité% {The[rélamah I?Q’ Ef‘ rﬁeo( & ('; b‘ Ifﬁ!' F%%FBE‘LW huenched

with 1Q$m!|. of(wateazodi 185mh ef heptane The organic Iayer is separated and washed with

- (2 h rifl.u t -
25m§hc§f T(ﬁ; %)(ﬁ)éazolr%émﬁ] f}drgée oxy?KLtShsé&nlﬁloh zfﬂ.e[ QJgSHE &}gse is then
washed, itio Xid@mh.z of wEteorfellowed by 25mL of saturated aqueous sodium hydrogen

3-(2-Ethyl -4-{1-[4-nethyl -2-(4-trifluoronethyl-phenyl)
-thi azol -5-yl]-propoxy}-phenyl)-4H [ 1

, 2, 4] oxadi azol - 5- one

3-(2-Cycl opropyl -4-{1-[4-methyl -2-(4-trifluoronethyl-p
henyl ) -t hi azol -5-yl ] - propoxy}- phenyl)-4H[1

, 2, 4] oxadi azol - 5- one

3-(4-{1-[4-Methyl -2-(4-trifluoronethyl-phenyl)-thiazol



As used herein, the termalkinyl is to be underst ood
in the broadest sense to nean hydrocarbon residu
WOHOMBHES 1 to 4 triple bonds_and can be I|ne‘é‘FT/E?ZO“/OO9323
e. straightchain, or branched’"If not otherw se
defi ned al ki nyl has 2 to 8 carbon atons. Exanpl esof
,,-(C2-C8)-al kinyl" are al kinyl residues containing 2,
carbdnaté solbtiond, Finallgrthé wgarhorphats@rrs waished fwith W&wimlrml the pH of the

aqu§ouR St s . TR Sebierd i e Atnovd 4F oB, B8 2derbie Xassran oi. A

negékwénb]d@rtﬁmdlﬂt le=t Q}ft:l?t‘ﬂtmrst @ BMsO a:mdm g. f5(ﬂq) 6.90-6.80(3H),
rou OCCUrs as substi tuent on anoth
4. 63r‘é§5 86 2H)x 3P (3H)i ﬂ SABH RyBEH), ZéQrU%MHé\m 85(1H), 1.60(1H),

1.0 rbonyl residue or an arylal kyl residue. If
5Xé())t)yot Eﬁ-@n se defined, alkyl, alkylene, alkenyl,
al kenyl ene, alk|nyl and alk|nylene are unsubstit ut ed

Syn

is_o@pvlE—M-inethﬁ&-(%etmv-mywrﬂd|ne-1-carboxvllc acid
| kyl epe-((6-C10) aryl, CO- O (Cl-C4) alkyl,

tert-putvhe al kyl ene- (C3- C 13) cycl oal kyl ,
CO O (C0-A4) al kylene-(C3-C1l 5) heterocycke,
CO- N((C0-C4) al kyl ene- H) - (@&, C4) al k@kne
aryl, CO N((CO-C4) al kyI ene- H\( 00- c4)| al kyl ene- H,
CO- N( (C0- C4) al kyl ene- H) - ( C0- C4AN+al.kyT 2re<” 1°C3- C1
3) cycl oal kyl O CO- N( ( Co- C4) al kyi ene{H) - (
al kyl eneH.C ar geygl eA(C< C4) al kyIQene (C3-
Co6) cycl oafkyl (C0-T4) & P -Cl0)aryl, (CO0-C4)
al kyl ene- ( C3- C15)|.I& ¢t er od 06) al kenyl
(C2-C6) - al ki nyl (®*
al kyl ene-(C6-C1 0) aryl, O (CO- C4)
al kyl ene- (C3-C12) cycl oal kyl, O (C0-C4) alkyl -C1
5) heterocycl e, OCO O (CO- C4) al kyl ene- (C6- C10)™ aryl,

A s&utg%@ { @8& o@@lde&{ﬁ’ Ia ﬁ%po(‘ @ra@%ro%rbb{ ||§'&80I(393to%°0 and is

oa I ene-

k
treatg;ih\gﬁfgﬁ@%ﬁqggardsrqqge@n)pr%pa@q bygrqqm)gdq_)ng of ((S)-2-bromomethyl-3-

met@l-EM{oQﬂﬁe%@b%ﬁgﬁ{hﬁﬂ ig J)f’(@r%%mgﬁic{j?tgwgth(e&ggr&iingsg 0.043g of

1,2-dirogrosthaoe et 48TC. (The reaetionl ik glirredSor POMIALes at room temperature, then

20m df Vz{ 85" {c@ s é?j &Y 6t %&g@émvﬁ&ﬁ afsfé‘% led, follayed py,addition of

20mh@a‘ tﬁfbm;tzlhethyseme( (Ihe(mgmlckyihaseMep(afﬂe@«ahd washed twice with 20mL

of wilel & Tt pld S St i gty Qo e aicopolyva as an

oil. Fgifieationyosh sicaSfel deélivefe.g. 0.97g of pure XVa. A negative [a]y is found at c= 1,
CH gé ) al kyl ene- H) - (C0- C4) al kyl ene- (C6- C10) aryl ,
-N((CO-C4) al kyl ene-H) - (C0- 4) al kyl ene-H,
M* +392-638( 40+ Gf) Nal Xgb@ne- H) - (C0- C4) al kyl ene- (C3-Cl1
3) cycl oal kyl, SQO2-
N( ( C0- C4) al kyI ene- H) - (C0- 4) al kyl ene- (C3-C1

SynthbBR! foOQYR,: ea@,e%smg@sa,rhb)-ﬁig@ ré% .nah r- e#dﬁMétHﬁA methy!

I'S unsubstitute or nono- or I SU
m_muu;zegmmmﬂnethm-%@m, Q rmmwphenvllﬂrohdme -
carb(: i %h ut IesterXVI - c4) - al kyl ene- H

N((CO C4) - al kyl ene-H) - (C0-C4) - al kyl ene-H, N((C0-C4)

al kyl ene-H) - (C0- C4) al kyl ene- H)-(Cl -C6)cycl oal kyl,
N((CO- C4) al kyl ene-H) - (C0-4) al kyl ene- (C6-C12) -aryl,
N((CO- C4)al kyl ene-H) - (C0-C4) al kyl ene- (C3-C1
5)heterocycle, N((CO-C4) al kyl ene-H)-CO

(CO0-A4) al kyl ene- (C6-C12) -aryl,

N( ( CO- C4) al kyl ene-H) - CO- (C0- C4) al kyl , N((CO-

4) al kyl ene-H) - CO- (C0- C4) al kyl ene- (C3-C1 3)cycl oal kyl ,
N(( CO- C4) al kyl ene-H)-CO (C0-C4) al kyl ene- (C3-C1
5)heterocycle, N((CO-C4) al kyl ene-H)-CO O (C0-

C4) al kyl ene- (C6-C12) -aryl,

I NN O ~AN 1L 1 1 AN 17 7 P~



al kyl ene- (C6-C10) aryl, S (CO0-C4) al kyl ene-(C3-C15)
het erocycle, SO (Cl-C4)al kyl, SO (CO0-C4)
WORWVMIES (c3- 1 3) cycl oal kyl, SO (CO-C4) PCT/EP2006/009323
al kyl ene- (C6- C10) aryl, SO(5§304) al kyl ene- ( C3- C15)
het er ocycl e, SO2- (C1- C4) al kyl, SO2-(C0-C4)
al kyl ene- (C3- C 13)cycl oal kyl, SO2-(C0-C4)
al kyl ene- (C6-C10) aryl, SO2-(C0-C4) al kyl ene-(£3-Cl 5)
het er ocycl e, oc
SO2- N( (CO0- 4) al kyl ene-H) - ((%
SO2- N( (CO0- 4) al kyl ene-H) - ( CO- glk
S2- N( ( C0- ¢4 aIkerne H) - (C0- C&) al”

C13) cycl
Sop- N((Cﬁaé‘/l) A Ky Nene ~
5) het erocycl e, where th: ring or heterocyclic

ring i s unsubstit 2
., Br, OH CF3, N®,OcN OcF3,” O (Cl-08)-al kyl ,

cﬁgﬁ% %%’%d‘ 1l| W#lerﬁ éﬁﬁ%& r{i\bmhglr‘ig'treated with 0.1g of 10% palladium on

charbb{l@h@&psﬁdsjplne«aesﬂﬂ)ad (uDdeCan -ainkgprene -oH hydiogen -ubtl) the uptake is

stab%( ?&S egﬁgb g%"a k%%é‘% cﬁ%ﬁ &gntf%ﬁéi ?}}ﬂi(;l in two portions.

Remidy 4@ -the solvent in vacuum provides alcohol XVia as an oil. A negative [a)q (e.g. -

341@%5&52&%@% iﬁgﬂ 2 ?:l(}k)(/lcg?e- (C3-C15) het erocycl e,

C4) al kyl ene- (C6-C12) -aryl,
aI kyl ene- CO

pl(o%x%bﬁémi Sﬂ%h& l:rboxyllc acid

tert-butyy estee llaf;‘,OO(CO C4) al kyl ene- (C6-Cl2)-aryl,
N( ( C0- C4) al kyl ene-H) - CO- O (C0- C4) al kyl
N(( C0- C4) al kyl ene-H) - COO- ( C0- C4) al kyl ene-
3) cycl oal kyl ,
N( ( 00- C4) al kyl ene- H) - CO- 0(88\04) al kyffone-
(C3-C15) heterocycle, N((CO-C4) '\

.
‘,
’

al kyl ene-H) - CO N( (C0-C4) - al kyI eme- . X——
C4)al k 3 ;
N(%CO &smy%kb’- ' al kyl ene- H) - (CO-

C4) al kyl

N( ( 00- C4) al kyl endly@x

| kyl ene- (C3- C 13)cyctoal kyl,

N( ( CO- C4) al kyl ene-H)-CON((CO-C4)-aI kyl ene-H)-(C0-4) a

| kyl ene- (C3-Cl 5)heterocycle, where the aryl or
Varldmttmpbymg 80s/pyridine: Arsolution iof 0t26g ctiralauhanVlarln 5mL of methylene

chlor e( E?fcft ' t avquy?XmL(cglgl @g}hygls@;vpoxndé and 0 28@ tnghlylamlne at 0°C. A
soluthdn( 61)0(241}; af kel Sog/pihidifcRomp)exainkyinenef- Hinsd Gdbhoxide is added

COOH,. Cl . -C8)alkyl., SE5,. The term " Rh apd
cropRSE IR TP THSSALGE % toa50sn S SIRET I iR &) O en warmed
to robmtemgeratire ahld Bfirred fona flitlien2enoufs3- C9) - het er ocycl e

whi ch for exarrpl e can contain additionally 1 to 3

het eroatons” refer to structures of heterocycles which

Watdran0me) dad ineprank r(0SmLCPEieoadysd, Shé lth@seshmhgemanvé % extracted The
| peri

orgafif pbnse Frinshad st oL, o 5, 1%hpAYRsS Seluon ebsdiiian bydioben suphate
foIIO\DédJB)V waten {( Bnil)&nd a0 é e@ﬁs sbdidmtiirbdiate solution. The organic phase

- di azabi c tane t hi onor,phol i ne
is ’eTWﬁG 'aé'ac‘t“fW%hW%ﬁ& o !i!‘edPQJSZ'i)G‘é'"aM B&t 93 n- 4- one,
pi peri di n- 3- one, honnp|per|d|ne honopi per azi ne,
hononor pholine, 2,3,6,7-tetrahydro-(1 H-1
, 4-di azepi n-5(4H) - one, 4-oxazolidi ne, azetidin-3-one,
t hi azol i dine, thiazolidine 1-oxide, thiazolidine
1, 1-di oxi de, 4-im dazolidinone, 5,6,7,8-tetrahydro-[1
,2,4]triazol o[ 4, 3-a] pyrazi ne, 1, 4-

dlazablcyclo[4 3 O]nonane 2 aza- 5- oxablcyclo[2 2.

e o



275(1 1) , 8126-32). Nunerous publications dermnstrate
that PPARdelta is triggering proliferation an

WQRG78%RY i ati on of keratinocyjes which point SPQTE{EHOQWOO”B
role in skin disorders and Wwound healing (D -Poi, N
et al., J Steroid Biochem Ml Biol., 2003, 85(2- 5),
257-65; Tan, N.S. et al., AmJ din Dermatol.
2003, 4(8) 523-30; Wahli, W, Swiss Med VKkly., 2002,

" of - S Rropyl-9-oxo-tetrahydro-furan-2-
I-3|-|§6 # l—‘-hl méths 3 31n|\éth6 8x rﬁﬁldmg1-carbox lic

—sinqular interest however, Is the discovery
_M&&ﬁ_ﬁa&ud liesterXIXax pr essed in rodent ol i godendr ocyt es,

the major |ipid producing cells of the CNS {J.

G anneman, et al., J. Neurosci. Res. 1998 5 1, 563-
573). Moreover, it was al S@gdcound thab APARdel t a
sel ective agoni st was found t O\SI gni fifjcantly increase
oligodendroglial myelin gene expression apd. nyelin

‘s

sheat h di ane i n nouse cult urfs (1. Saluja al .,
GNa, 20 W : Rdel ta acthvators
may be o 3G use for 3~ denyel i nati ng and

dysnyel i nati ng dlseases use of per oxi some
proliferator acti Z
treatment of MS and O her denyelynatlng di seases can

A soRftio P 0T 63SofASSHol ??ﬂast e?g“\lﬁ%(?%tgﬁg%gé\bmq}é%% W9 0.005g of

conditions are man n | os
TEMRQ folipied biepedionwige addition bf pi2tg o&(diaqmtmqyadn)mhzme The mixture is

stnrre%ﬁ?ﬁrggo agﬁgyaé P?egré?er{lﬁ%%@? %f;{c{}%vjﬁcqq@% rgﬁlg"i‘éc‘;%@éﬂﬂ% %%%5’9 %etected. A

furthem@.28g mﬂaihce«mdyloﬁmbenthaa iseaddedesrsd theereaotion syreddefor a further 24

vour 5o R S B30 151 10% anc vt

(5mlA @e® appdet mﬂ me phabéaectseparated e atggrad phadd iowashediwith 10mL of
i oftgphbg | t ul ar deégenerati op. Denyel j I@gl on can
waleh apa e °é{e'P e'§dP?‘°}S‘F He @Al OdQWﬁ% ) pRgIegraphy 1 silica-gel
gived . gl 0.m24 beRIXa. - whet her due to aberrant imune
responses, local injury, ischema, netabolic
di sorders, toxic agents, or viral infections (Pri neas

AR atén Te';% ABiin: 17 5Up. th ed.

Resear ch
Laboratori es, 1999) 1299 1437\ 1473-76, 1483).
Central denyelln%b on (denygjj nayion of th
occurs in several cynditiong, offen of Hunce
etiol ogy, that have e torhe khown ablt he
denyellnatlng di seases. ‘¢F(t hese,
O her pyfi mary
H(%enyelln %) Jivse i
(ALD), adreno neurcpathy Al DSvacuol ar nyel opat hy,
HTLV- §596|. p , Leber's hereditary optic
atrophy, p ogreSS|ve nultlfocal | eukoencephal opat hy

A soﬁlRNIﬂ) of §¥)§§CH¢ f‘acﬁﬁ]gef(ﬁéi f&g@z‘@%ﬂ%ﬁ%% §2§ilmethylproplonam|de and

[1an rre s rone an opi ca
0. 01¢garcépaﬁwdtca<ypyrndlr@dm t9.3mL tohetnee-mtwnathwt eetlaﬁ;ndomtamm 0.02g of
h | [ . e
wietnlBritY B PR 18 HURT o BRI reaPior R is T soqied to room
tempeiatere andciipted|withi 2mlL léﬁtoﬂdeeeramdwas@edméthtmgfvm% @queous sodium
myelitis, a syndrone in which an acute spinal cord
transection of unknown cause affects both gray and
white matter in one or nore adjacent thoracic
segnents, can also result in denyelination. Al so,
di sorders in which nyelin formng glial cells are
damaged includi ng spinal cord injuries, neuropathies
and nerve |nJury The present |nvent|on relates to

o Y " Y o, . "




m nute. Suitable infusion solutions for these purposes
contain, for exanple, from0.1 ng to 10 nP
wQq %V/Q%ﬂlﬁ/ from1 ng to 10 ng, per milliliter.PCH/RRA0A6/009323
doses may contain, for exanpb®; from1l ng to 10 g of
the active ingredient. Thus, anpul es for injections
may contain, for exanple froml1l ng to 100 ng, and
t
hydrééélﬁtﬁ;’)tﬁégﬁ %ﬂlt’ @ dr@aﬂg s%hg gpsuF@g%‘gxrﬁ‘vgﬂs@fzg WhH water and the
solvendris a¢rn9ve‘cbn \acawml te give emoaj obistad is Gospengedtiy r&n&aot Iyexane and
. 0 f , :
strrrét{)g*\t?g nsgﬁ 5 r(g'g con%H r %tnd#gnﬁgﬁ% gg)\(a(n%n (?Hb%?d fl% vacyum fo give e.g.
006gn§/arhmiew§éld aasa fobm. MOAPbEAAS. t sel f but they are
preferably in the formof a pharnaceutical conposi tion
Wi th an acceptable carrier. The carrier nust, of
" SynthesisSef (1S, 28.C43)L4E-Carbanidys-29R6thel-prodlycakbantoyl)-2-hydroxy-1-{(S)-
conpati bl e mnth the other I ngredi ents of the
2-[4-mathex 3 . i 3methylbutyl}-5imethyl-hexyl)-carbamic

acidtéaldut Ie-El? m der rray be asol |d orallqld or both
'y formulated with the conpound as a
singl e dose, for exanple as a ab et, which may

i ngredient. O her
rray i kewi se be
mul a |

Fveniion e
H, pharnace e}

m Xxi ng, t e in
accept 84 A
conposi tions of the i nvention are those suitable for

A sois?.{gr%f\ of r@@??%' Bbc)@kla r?% s%?l%d irf "?FnLec?ﬁEﬁ’é drofurane and cooled to

|ngua par entera for exanpl e su cut aneous,
-78°ti3nt-rqameounncmra is radded deliaedoby i0:0Q42geofolitbium metal. The deep blue

sorut?ogr”& '%hﬁ%é ri2Hbur, LE '73%9 han‘d*}ﬁergﬁ.%%g%t’ lefh%n{)IGis QB&’@d £’t§d } the mixture is

mnirstration e en each in dual case

stirradaton r3® mt%aerlw? émnadreuro oshdiiride o@. 15g) tﬁeaddeshaedj then chixture is

warnfey ch?od?r‘?tt rgure h?hé: %F%%Hqﬁhge Oﬁéﬂﬁio?tgh q‘é?ﬁged ater and ethyl
eacn case. ed formnu 298G R OWTe

acetater g atgaoicphabe s mamtgd and tensdveat fenmvedm kaamimt. IThe resrdue is

. inv i on. ferenc v, ci d-
stiree WL hePie 2h ot Rer st Beirafre Fuadfengeale iséntcal win an
authéftitl shiipld. Mo+ plas6%2 ¢ j ui ce conprise cel | ul ose acetate
pht hal at e, pol yvinyl acetate phthal at e,
hydr oxypr opyl nmet hyl cel | ul ose pht hal ate and ani oni c
(25,4553 /75)-5-dthingEN 228 pldnford 2- ﬂemrﬁﬁﬂ?#hmbhﬁcﬁyérﬁbﬁyl-7-[4-
Sui tabl e pharnaceutlcal Preparatlons Tor oral
methoxyr3 Meii OXYPropAXyhb penRgnatige) ot e units
such as, for exanple, capsules, cachets, suckable
tablets or tablets, each of which contain a defined

ProdggtoXpiia isfdissedveddmaonbiture pf ﬁ@MTnycﬁothor&:Sacg;bW@ngr The solution is
stirred’ f@PEJl ﬂﬁursaaft réé)rjn gerjngé}aﬁrrre aHd ngt?élﬁgd Wﬂh %Blrcﬁgétﬁ&“%rc%rbonate The
nonaqueous 1iq r-as an ol
suspeagion is fitteoed ammtesﬁobrent rrahmyedcummmm toogme tte;proras:t as a foam (for
i0 any suitable
char?#érfz%géréu &%dq ﬁﬁ‘? F%des a step in which
the active i ngredl ent and the carrier (which nmay
c | St r [ i
Fronb?\%afg%et col(?tfrnr%o%? oo(rprt 1€, yo‘?orrﬂ'r‘ti&iote s%('l;tgolb dlrrg%seegée ﬁ?r?lea{h%hemrfumarate
salt pf tebutitte coppomd oamnbarWehamdg(me&xampla -1 r@soﬁbetdhle US 6,730,798,
active ingredient with a liquid and/or finely divided
solid carrier, after which the product is shaped if
necessary. Thus, for exanple, a tablet can be produced
by conpressing or nolding a powder or granules of the
conmpound, where appropriate with one or nore
addi tional ingredients. Conpressed tablets can be
produced by tabl et| ng the conpound |n free fI ovvr ng

als o



conmbination with a chol esterol resor pti on i nhi bitor,
such as, for exanple, ezetimbe,tiqueside,

WOURZGAET de, FM VP4 (sitostanol / canpesterol aRCHERRP6/009323
phosphat e; Forbes Medi - Techr 592005042692), MD-0727
(Mcrobia Inc., WXR005021497) or with conpounds as
described in V\02002066464 ( Kot obuki Pharmaceuti cal Co.

exa% )¢ W@ﬂgﬁ%ﬁ Mait§ Kfuthdrie- hcial &W@QGH@hM filtration,
14

traZeneca AB). |n one enbodi nent of

evaqor@lanﬁfethe |OQF?|“%@I@W&IH§S@Y"\Q 1ok theoresidug in acetonitrile, inoculation
with aé“?ﬂﬂélﬁtaﬁ’fo%ﬂt g ﬁ@”ﬁﬁéq%hfbﬁ H\théi‘mﬁjﬁ%?atgagmi #A8ORbRlion of the
suc for exanple, rosi |tazone ogl 1 tazone,
precipitatirgp material), mmtedab!!ss ncesnemmleqnecmtb)ngth az@afé)to this salt
od| ment of the invention, the conpound of
form%ﬁorﬂ?%gﬁu Is adm nistered in corrbi nation with a
PPAR al pha agoni st, such as, for exanple, GA578,
GW 590735, K-1 11, LY-674, KRP-101 or DRF-1 0945. In
one enbodi nent of the invention, the conpound of the
formula | is adm nistered in conbination with a m xed
Synthesis al pbf/ galft8,28:48)-ZHydroxyRi-hgdrokpme thydutHl $)-2-[4-methoxy-3-(3-
methiaxyapiopiodgBbenyiish ety dsutyl} Savietlyi-hena)-carbambd 0% tert-butyl
&Wﬁo or as described in W00/ 64888, :
, 3/ 020269, WO2004075891 , WR004076402,
V\DZOO407S815, W02004076447, W2004076428, WO2004076401

, WO200 426, W2004076427, WOR200601 8 118, WO200601
| 8 115, 0060181 16 or in J.P. Berger et al.,
O TRENDS | r ppcoy0gi cal Sciences 28(5), 244-251 ,

2005. In erfbod rreggHof the invention, the conpound

t he for mityd s>ddmini stered in conbination with a

. , such as, for exanple, GW501516 or
d in WO2005097762, WO2005097786,

WO2L , and W02006029699. In one enbodi nent of

tBe imvenfion, the conmpound of the forrmula | is

adm ni stered in conbination with netaglidasen or with
A soMiBin 2044 (b69mirivgrof pampoand RPAR gmmm tetrahydrofuran is cooled to -78°C

oni st s/ ant agoni nt of
and 23t SR RG ScoHET. BT B o Ay gl 0.439g, 19.08mmal) i
addealdaridthe tselutidn isnstiteaizt iz8°Cofor 24 hb\ura Ambroaluen cldoride @%56g) is added

or, exa f.enof i br at clqofibrate,or zafi br . ,
and ¥ (sRpStER G it oo, Bl anmtite & JABEUAAL) and aceti
acid t(h@gf & auded bnd sherdotutiors stired form oC mirités bt rsonwitdéhpeérature. Water
(25%& Iggcgecgg@do th|q cic’rg%geg a%—:‘]: gs{qega:iggpéiae’c? Iugglals 1;)ﬁgsledi%’re-extracted with
tolueW@@ﬁ@&%atheloﬁmde&’gﬁﬁﬁb rphabevabhgd 4nirkey WARN.a 1 Nemixture of

und of the fornul is adm ni stered

n
walef g HaEi (SHENAROMLS: Therpraanie aYVerdh gt mermanlius sodium sulphate

and R8P | The doehEisréMotedin v%EJun? %?wé 0.9800f @r@&ddﬁé’fﬁf&ju&f The crude
the invention, the conpound formula |

prodyefrig ﬁrlgqcbip)é@hrpwatggﬁqﬂhyé{n, sdwame{ gluting,yiths h%p@plet?tyl acetate mixtures
o SB35y PRl SRR ORI Erglh, 245 3. m, P
4.68(1AR Brd ANHYr 4. ﬂﬂ(@ttetd@tdzﬁ)l BeB(3hh SDEAG_Q msmmwa(whm NCH),

336@%\7(]35& %)ﬁzjrlqomg oﬂitf zﬁtﬁeﬁ"?ﬁ?%@{“ @‘Htﬁ%(zH m, CH,), 1.75-

1.568dHyinm)i $t45(%ﬂ si thbﬁtmr{hBﬁi(dannthXquol yneric bile acid
adsor ber, such as, for exanple, chol estyram ne or
col esevel am In one enbodi nent of the invention, the
conmpound of the formula | is admnistered in
conbi nation with an LDL receptor inducer (see US
6,342,512), such as, for exanple, HVRL 171 , HVRl 586
or those described in W2005097738. |In one enbodi nment,
the conpound of the formula | is admnistered in
conbi nation wth Oracor(r) (onega-3 fatty acids;
hi ghly concentrated ethyl esters of eicosapentaenoic
aci d and docosahexaenoi c acid). In one enbodi nent of
the |nvent|on the conpound of the fornula I |s

- . Y e N PNA~ - .




conmbi nation with an inhibitor of phosphoenol pyruvate

car boxyki nase (PEPCK), such as those described, for
WQRIHABI%ES3 i n Wr004074288. I n one enbodi ment ofCT/RR2006/009323

i nvention, the conpound of t8@-fornula | is

adni ni stered in conbination with an inhibitor of

gl ycogen synt hase kinase-3 beta (GSK-3 beta), such as

Sm‘tﬂ&'f'@ofi $8/3shaq (28 9§)-@ HERbByl-5-Ox SR IRAAS-Af 3n-2-y1)-3-[4-methoxy-
3-(34 sbeh aﬂﬁ?@%a arbamic. ©-atid __ tert-butyl __ester

Co 4u44 06410,
08 US2005038023, WO2005009997,
US2005026984, WO2005000836, WO2004106343, EP1460075,
V[200401AE2 0, WO2003076442, WO2005087727 or
| WO2004046 I n @wne enbodi nrent of the invention, the

O._conpound prmula | is admnistered in
combi nati onf wit ihhi bitor of protein kinase C beta
\L(\ﬁKC bet a)HN gy
orie enbodi e

As, \for exanple, ruboxistaurin. In
of the invention, the conmpound of the
adm ni stered in conbination wth an

i n-JA receptor antagoni st, such as, for
avosentan (SPP-301).1n one enbodi nent of the

|nvent|on the conpound of the fornula I is
i St n inl.Or S.¢ O o
R

sequandioly bwith 6.dg @iapwféered n4a0noadcubay0 Gieyes WY 5.04mmol) of N-
A BB Rt PRI B s praenat
at rdoar tenmiperdtuies The mixtuetie stirded for 24 hbuns aat ramm temperature and the solvent

oGBS 48 e B TR SRR s ap g v
a bembfosihcrmgﬁl The tsliea-galviswashad wWitheethyl rgeetatel (Qﬂ‘OntlJ)eand the combined

oraapiaiDgs £vaRdi b Shes  OnE BT20rE ot Shii € Eromatographed
on dilfcanses fdll.nithWifH h@;ﬁtéﬁgempﬁéwatﬁa’habmés deglvé,nEft@t yorﬁbidauon of the
in mc

proddiraRioRB A FemaGLt By o508 .5 48 pompautas iyl TR ook &

680@6169(@P|nh§tﬁ1)5419§(1@§d tPo- %éi%m@i Q. 10(2H, t, CH;0), 3.83-3.75(4H, m, MeO
- am noqui nazol I n- 2-yl am no) net

+ Néwwzw mix &96%@54@9)&@%%@: Bhé ,@55(1H, m, CHCO-lactone),
z4ogwr9&hﬂ=»%ﬂ @é%sm&%ﬁ) @(ant infle 19%(gh, 3% &é’%j}%_l %’3 d, Me),

anal ogous conpounds, suc f'or exa
0.93(3Nnd3 Mo, Q@%ﬁb’gm@d( MeX h human serum al bum n via
Cys34), CIC 1643 (derivative of PYY3-36 which
conjugates in vivo to serum al bum n) or those

Consiersion infc:crmp IR DAV 0u Sem i KX Synthesioiaf (15, 25, 4S)-4-(2:
; S)24-1 -m ;

A.:

‘ J'005080343 WO2005075450,

V[2005080357 Wo2001 70700, WO2003026647- 48,

sGRAD 39 2o AthoulP2RA30 40 /0. M6RHASH QK EB4mL of tert-butﬁlmethyl ether

WO20030270 9 uUs6, 50 WO2001 32663, WO200
contemmo@bwo@amlr\mwmmemam\momgm digethylaminopyridine and 22mg
of tr%@?é&?g’%t avﬁgg?%gggﬁiouﬁgvgg%ﬂ&éﬁgﬁﬂwture is then cooled to room
temmty(m@gggm.ged witly Sk @b gprleWﬂm@g5§}ezqrganlc solution is washed with

o R SRR RS0 AR roric i st

and vified @19 387 salven\werdoBB0 186 Iesid@is 08QiEselved in hot tert-butylmethyl ether
US20040266845, WO20041 10453, WO20041 08728,
W02004000817, Wo2005000820, US20050009870, Wo200500974,
W020041 11033-34, WOR0041 1038-39, WHR00501 6286,
WO20050071 11, WOR005007628, US20050054679,
WO2005027837, W2005028456, WO2005063761- 62, WOR005061
509 or WO2005077897; M4 agonists (for exanple
[ 2-(3a- benzyl 2 nethyl 3-oxo-2,3,3a,4,6,7-hexahydropyr

______




combi nation with modul ators of the glucocorticoid
recept or as described, for exanple, in WO200509033
wQ ﬁooéfglarbodl ment of the invention, the (:orrpo]iﬁ:?EfE]c))"]‘OO6/009323
the formula | is adninistereB!in combination with
ni coti ne receptor agonists as described, for exanple,
i n WO2004094429. | n one enbodi nent of the invention,

andtHé@tah@ﬂP@dﬂéh &f mBJMé ErQstambatioh. The Q&’Jﬂeﬂhlﬁﬁ% S&)Iéd‘to 0°C and stirred
ination wth NRIs (norepi nephrine reuptake

for 1 Hﬂﬁlfd?etf@fasfﬂtfaé@nd\!awngaé%d dryig.- L:S}@E\ﬁq &5,84.5mg of the desired compound

BTG, IANIRE GERPUOTS Bl B, NBNEPL, B, 090

6. 75&3}rlrbrm£h).oﬁ 60(1Hh dydikly, B-25¢1H.- deNbed,za&(nylL &t @H) S8196(2H, t, CH,0),

0158, L HeBF RS 4589 oo g SRR AT cdPrud. 225001, m)

1.95(2,em},i1080-1 8RE 7EO NP LN G(6bF, st Rex Me), 085¢6H, d, Me), 0.78(6H, m, 2 x Me).

Rotaﬁ%@r@éﬂe\ hio%fgugﬁﬁmh‘,a%{s@ néag%'ﬂ; g@%ﬁt b6 6f, éfalfm -18.1°,

589Mm, by .8fnder st ood t hat each suitable conbination of the
conmpounds according to the invention with one or nore
of the conpounds nenti oned above and optionally one or
nore further pharmacol ogically active substances is
nmeant to be included in the scope of the present
invention. The fornulae for some of the devel opnent
codes nentioned above are given bel ow. LY-674 KRP-1 0
1FR- 225654SYNTHESI S OF RENI N | NHI Bl TORS | NVOLVI NG A
CYCLQADDI TI ON REACTION Field of the invention The
invention relates to a novel process, novel process
steps and novel intermedi ates useful in the synthesis
of pharmaceutically active conpounds, especially renin
i nhi bitors. Background of the invention Renin passes
fromthe kidneys into the blood where it affects the
cl eavage of angi ot ensi nogen, releasing the decapeptide
angiotensin | which is then cleaved in the |lungs, the
ki dneys and ot her organs to formthe octapeptide
angiotensin Il. The octapeptide increases bl ood
pressure both directly by arterial vasoconstriction
and indirectly by liberating fromthe adrenal gl ands
the sodi umion-retaining hornone al dosterone,
acconpani ed by an increase in extracellular fluid
vol ume which increase can be attributed to the action

of angiotensin Il. Inhibitors of the enzymatic

activity of renin lead to a reduction in the formation
of angiotensin |, and consequently a snaller amount of
angiotensin Il is produced. The reduced concentration

of that active peptide hornone is a direct cause of
the hypotensive effect of renin inhibitors. Wth
compounds such as (with I NN nanme) aliskiren

((2S, 4S,5S, 7S) - 5- am no- N- ( 2- car banoyl -

2- met hyl propyl ) - 4- hydr oxy- 2-i sopropyl - 7- [ 4- met hoxy- 3- (
3- net hoxypr opoxy) benzyl ] - 8- net hyl nonanam de), a new
anti hypertensive has been devel oped which interferes
with the renin-angiotensin systemat the begi nning of
angiotensin Il biosynthesis. As the conpound conprises
4 chiral carbon atons, the synthesis of the
enantionerically pure conmpound is quite demandi ng.
Therefore, anended routes of synthesis that allow for
nore conveni ent synthesis of this sophisticated type
of nolecules are welcone. It is therefore a problemto
be sol ved by the present invention to provide new
synthesis rou tes and new internediates allow ng a
conveni ent and efficient access to this class of
conpounds. In the search for nore convenient ways to
manufacture renin inhibitors such as aliskiren, it was
found that pyrrolidines as shown bel ow and derivatives
thereof can be very useful |nterned|ates |n the

T R o I L L Y



IVA. (IVA) Chirality can be induced by carrying out
t he above-descri bed cycl oaddition reaction in the
WO RWIRHAES of a chiral catalyst fornmed by treat HeHEPIPE/P)9323

a suitable additive, see Husb4ec S and Savic, V.,

Tetrahedron Asymetry 2005, 16, 2047-2061,

i ncorporated herein by reference. Thus suitable
Claimgdi ti ves include chiral phosphi nes and bi sphosphi nes,
7 1n particul ar bisphosphi nes, such as conpounds 25, 29,
1. Apepcess for $ze manufagigre ofga compound o thedfogayladlbd i n Husi nec

S and Sayc, V., chiral oxazolines, such as conpounds

56 and 57 di scl osed in Husinec S and Savic, V.,

ephedrine/derd.ved |igands, such as conpound 15 as

di scl os®ed i nHusinec S and Savic, V and other chiral
[ , such as conpounds 20, 21, 22 and 23 as
osed in Husinec S and Savic, V.. Preferably the
Zctive ligand is used together with the respective

ROcatélyst as reported in Husinec S and Savic, V. or as
reported in Schreiber S. etal, J. Anmer. m Soc,
2003, 125, 10174, or as reported by zZhang X., etal J.

wheigifer | Chem Soc, 2002, 124, 13400, or as reported by

R is ARIr8§&s SkyKor dikox§aiRyy; J.- Og. Chem, 2003, 68, 2583,
“or as described b alz. A. etal Synthesis, 2005,

R1 isthydiogen; alkyl @s atkpxsraliyt; @ndescri bed in these references

R ishvd @ﬁ,l( Ar afafk glso | i gands 'of choice in the present
Sggpﬁ%caS%&ﬁ.rAg gescribed by Schrei ber S, etal or

or a galbihgresfal the choice of catalyst is also known to

. : ' . new y forned
sa'dzﬁ@ IcttJurgE?ﬁ‘nﬁﬁ&ﬁg@?gﬂaa}ﬁ%%oggtgnﬁgfl)ti ons of the ring.
reactdug & coppowal ofitkefoemsladan t hus be sel ectively prepared.

The optyj cal isomers can al so be obtained by classica
resol ufji on techni ques, for exanple fractiona
S gsation of a suitable salt or by
@: ographi c separation of the optical isoners by
st 0yi ng chromat ography on a chiral colum. As

nmenti oned before, when conducting the cycl oaddition

reaction with or without a chiral additi{, the

A ' f ;

e B B na e rasihed RE Sy Blthe itk 1, iR glvcine compound
of fommpa®lo. By enpl oyi ng conpound V, in particul ar nethyl

vinyl ketone, in the cycloaddition process the
|tN€iﬁﬁETtDants at C and ¢4 are differentiated

(litlerature nornmally has both as different esters).

Thi € al | ows conveni ent sel ective mani pul ati on of the

C4 substituent. O her options of inducing”chirality

i ncl ude enploying a chiral glycine ester,; ‘for exanple
whergin_Roiis Bs -definedhyfore ot eampeind hofrtbadferrsula HY, pr octesdo give the imine
funcfidiaii@ and the compound of formula 1V is obtained in

enanti omeri c excess, . Enantioenrichment is then

achi eved by fraactional crystallisation. Another

' ' t of the invention relates to a
2'Aé%ﬁ%%&ﬁﬁhéﬁy?ﬂgh%gﬁnula IV as defined above, or a salt

t hereof. QA compound of the fornmula IV may be used,
inter alid—6or the synthesis of pharnaceutically
active gubstarces, preferably renin inhibitors such as
al i skirgn, especially as described in the foll ow ng.
R0 feferred further enbodi nent of the invention,
ynthesis conprises as a further step or as
RO i dual synthesis the manufacture of a conpound of
formula VI (VI) wherein RR RlL and R are as defined for
a conmpound of the formula Il above, R2 is as defined
for a conpound of the fornmula IV above and PG is an
am no protecting group, or a salt thereof, said
manuf acture conprising (preferably consisting of)
i ntroduci ng an am no protecting group on the
pyrrolidine nitrogen of a conpound of forrmula IV,

. ——y
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I XA. (1 XA) This reaction preferably takes pl ace under
conditions so as to keep the other functional ties
WO R 8 ul e intact, in parti cul ar the am no PCT/ER2006009323

protecting group PG Such a6%®action is well known to
a person skilled in the art and is described e.g. in
Met hoden der organi schen Chem e" (Methods of Organic
Chemi stry), Houben Weyl, 4th edition, Vbl ?e I V/c,
Reduction I & Il. CGeorg Thi ene Verlag, Stuftgart 1974,

whergiit reduction typically takes place in the presence of

Ris ﬁy%bé@@@u bESlkSyaltyi2BRfrals @@,—?ﬂgﬁ e?ﬂ&&nél@'n‘?gtpyl

hfumtri al koxyal Um n|um or exa
Ri lsmsﬁirqgﬁnt ralkyl ert - %mVausxly pae araby GrGryathoxp - QaraﬁimHespecially 3-
lithiumtriethyl borohydride, BH3-SMe2, LiBH4
meﬂ?ﬁ?%ﬁt@lannoniunborohydrides and NaBH4. A preferred
R’ iseptigyhpt aratidyl, ipreferablyder@-alkyl /G Bhiallih phenyl,irhere preferably Cq-Cy-alkyl or
I The reducti on takes place preferably in
benng eg?wéd'%mso \/ent nore preferably in tetrahydrofuran
or a ealt thetanéne. The reaction time and the tenperature are
chosen so as to bring the reaction to conpletion at a
mnimumtinme wthout the production of unwanted side
3. Apcartpming. ofTylpine & With tthe ragmec {[it ga-Metitoxy <3-3aneteiye Propbxy)-phenyl]-

reflux refera 30 to C, nore
mettbﬁfy‘g&eim?ﬁmmojsac{agga%d e{ﬁy'b%%%'ho%\% st éerqo&r 10 min h to
12 h, preferably 20 n1n to 6 h, nmost preferably 30 mn
uch conpound of the formula I X
4. ABE%‘Fef%fé’ﬁﬁl?e’“?’ﬂHf?ﬁE?e ?I?e??mﬂ?“ﬁd gﬂf%’@l“'ady ways in the
synt hesi s of renin inhibitors such as aliskiren.
5Wefera y‘\ Qe conpound is subjected to the steps as
eRail in GB application no. 051 1686.8
v b |OML Thus, a process for the synthesis of a
reniA i nk'bi t or, such as al i skiren, conprises
oxi di zing a conmpound of the formula I X, especially
synt hefize&2as in the preceding steps, to an oxo
conpound of the fornula X wherein R and RL are as
defined for a conpound of the formula I1{/Vhbove, R2 is
wherdh RIR] RART &6 3 deARBP 1Y@ é?fmﬁdﬂ:ﬁdfof)fﬁ@-fbﬁmrlé/ Ilﬂplodfﬁn@'f'% 3 herein
PG is an ami no protecting group. Preferab
R: is @itvh 60 §alb therepfngaid mrnptasture, goraprising c heni st ry as shown
subjélﬁhé’vﬂ ESmbSHE bt YorrhlR ﬂﬁ%ﬁeﬁﬁbcﬁﬁpﬁlgin?lzl dr Balﬁ?% cycloaddition
| ace under customary conditions that allow fof
reactipgi witht arom, Bafnsatungted carpogyl speciesofforma (gr oup and
| oyi ng custonmary oxidi zing reagents (oxidants).
Thils reaction can nmake use of such oxidants that all ow
X f the direct conversion froma conpound of the
fornBfa I X of a corresponding al dehyde of the fornula
Xlor a salt thereof, or it can be le by first
oxidizing to a carboxyl conmpound of e fornula X,
whereihdR.a$ as Befined f&tla evrepasddd thenfodmbilanv abownpound of t he
formula Il above, R2 is as defined for a conpound of
the fornmula |V above and PG is an am no protecting
5. A gpmopqundwiifarmutza t hen be reduced wi th reduci ng agents
to an al dehyde of the formula X The direct reaction
o an al deyde of the formula X, can, for exanple,
ke pIHceerTMe presence of an oxidant that allows
he/"oxj dati on of an al cohol to an al dehyde wi t hout
: tion of the acid of the formula X, e.qg.
fer Oppenauer conditions (e.g. using cyclohexanone,
kslehyde or ani sal dehyde as oxidant in the
presence of an al um nium al cohol ate, such as
alum niumtert. -butoxyal coholate), preferably with
chrom c acid, dichromate/sul phuric
aci d, pyridi ni umchl orochromate, pyridinium di chronate,
nitric acid, nmanganese di oxi de or sel eni um di oxi de or
by catal yti c dehydrogenation, or nore preferably using
oxi dants useful under mild reaction conditions, such

o ——— — " @ ow [ e p— — e~ PN N S~




30 C, such as roomtenperature, for 10 mn h to 12 h,
(ﬂreferably 20 mn to 6 h, nost preferably 30 min to 4
200813M8%s 1 to 3 h. A yet djfferent approachP¢BER006/009323
conpound of fornmula X invol v®-as a further step or as

i ndi vi dual synthesis the reduction of the ester noiety

of a conpound of the formula VIII, especially as

synthesi zed as in the preceding step, to(n al dehyde.

The different nmethods for obtaining conmpounds of

whefel} nul a X using any of the methods described above

Ris ﬁyarbgén aalls@mr Qkoﬂyﬂlk?lﬁ&]@fé}la?l @8 Cﬁfafﬁfxﬁ lé@H@é’lélKﬁﬁ’ethﬂ

Schene 1 npound of

Ry isthydregen, ?dklé'eﬂﬁ a!kﬁé}‘?"% %@rﬂ xyc@e@c @'hylae-‘rﬁ’@ﬁ@@f 3ﬂfetma<\yer0pyl
R, id élk)ﬂ t’tﬁeﬁ?)‘eﬂﬁl §-C§a gl hfoné Ere’fé}gb Pick, < asal@l‘ &diall ly methyl;

[i'skiren. Prefera e conpoun Jec
R’ IStfﬂie" ot afgtkyh preferabhy %@7‘$|hy|(fét%r¢'kyl pham/.apere prefierably GoCa-alkyl or
shown bel ow. For sake of convenience the
benz?tf é%%@#at@gns are only shown for the case when R2 is
or a gelt thereafo gi ve an i sopropyl substituent. Although this
enbodi ment is preferred, the transformations can be
carried out equally well w th conpounds as prepared
6. A abmpeunhafrabaill® evdngean gtrudtimerof rfuta WiAon. I n all of the
conpounds hovvn bel ow t he position of the substituent
R$ear|ngF€2 |ng methyl ( i.e. resulting in an
1 opropﬁ O-Rrtuent) has a defined stereochemistry,
y\the S-configuration. Thus, a process for
is of a renin inhibitor, such as aliskiren,
er conprises reacting a corrpound of the formula X
as j ustg@efdoned under Grignard or Gignard-like
conditions wth a reagent prepared by reaction of a
conmpound of the fornula XIV, (X V)whereiqgvApl is halo,
preferably chloro, brono or iodo, and PT is a hydroxyl
protecting group, with a netal, to give a conpound of
7. Atdmmp‘onnuwf &law 5 W’ta rteé mahte @s cmwsRPﬁA@é@l -5-¢4-Arttoxg3-(3-methoxy-
3 i 63? and PT i g g protecting
prop8>fy L?Hen@ R Q'BF)? %ﬂﬁB%Yh%?C'e&WY %St%'e &R 83l Begeof- em)ved
wi t hout renoval of the protecting group PG e.g.
hen |, such as benzyl, or a salt
8. APWZP% rthﬁfgéﬁ‘l'a} ij@r‘g@s‘@"w”f‘ of (@il s reaction is
very high,oe.g. larger than 99 :1, that is, the other
@ossn e dl\bs er eoi soner is practically not observed.
shousya hi Bh advantage of the use of the
RO I,,j,, ' r| ng systemfor this conversion and thus
a in e synthesis of renin inhibitors such as
aliskireng. The reaction preferably takes place with a
net al acr2ng with the conpound of the formula VI to
gi ve the correspondi ng netal conpound, e.qg. a |ithium
sodium iron, zinc, tin, indium mangane®8) al uni ni um

wherin R ORPSAd Reér@ ascdla‘m@él‘m a &fm;M‘uKd of ?Aekﬁéh}\@!yhlll il clamﬁ” to 3, R, is
CeX2 wherein X is hal ogen such Br,

as dﬁmﬂépia% comppundyef the ferpuya iy m@éay@ﬁﬂ todt mdrﬁ@u%awatrmo protecting
a S / er,
Groufebfbeckly SESIRIBLEHYF YRR, G (oS Elop ek ugh as ter
bUtOW@Bﬁanylo 1oF t 3 St tbéfeof oS@jdv@a'@lJf@tU@n aampnsuv@ n@e@enmg an amino
r r
protefcﬁﬁg du g@ F}fg% B}/ﬁgldfé}%ﬁgﬁ%ﬁ orf g acé)e rgfot] f&ﬁﬁagl%g‘lsl%hﬁe?%c& in any of
Cb"%ﬁﬁtﬁk metal for Gignard reaction, |n an appropriate
solvent, e.g. an ether, such as a cyclic ether, e.qg.
tetrahydrofuran, an alkyl ether, e.g. diethyl ether,
tert-butyl methyl ether, a hydrocarbon, such as
tol uene, or a hal ogenated hydrocarbon, e.g. nethylene
chloride, at tenperatures e.g. in the range fromO to
70 OC. Giignard or Gignard-like reagents or organo
[ ithium conpounds are preferred, and Grignard or
Gignard-like reagents are particularly preferred. A
process for the synthe3|s of a renln |nh|b|tor such

o o . g




The subsequent reaction with a netallo-organic
erivative of a conpound of the fornula XV,

W%%“ﬂé’@f’%ﬁ? y a zinc or magnesi um derivative, or PET{EP39ag/009323
a manganese, al um nium or coffper derivative, then
preferably t akes pl ace under customary conditions,

anal ogous to the Giignard or Gignard-1like

9. A%B bLAPOEs Pﬂﬁﬁgh?ned above for the reaction of a

ound o ormula XIV with an al dehyde of the
fornula X. a further enbodi nent, a process for the
R,© nthégﬁs 0. \renln i nhibitor, such as aliskiren,
COBP edu0|ng a compound of the formula XXV
-q;a>uster osel ective conditions and deprotecting the
tingfconmpound under renoval of the hydroxy

protecti group PT to give a conpound of the fornul a

XVl as @esd¥ bed above, or a salt thereof. The

reduction under stereoselective conditio Ipreferably

takes place in the presence of a stereos éctive
wheregduct ant, such as LiAIH(O-tert-butyl)S3,

R is BT G, Sl E ) G e saal ety
Ry IS(Kyd%%nCalkﬂloYQRSEyan(w m,@énwo@@.@t AKY1 X eHBNK3 ﬁ;ethoxypmpy,;

syntheS|zabIe in situ

R; 'S%kvjerﬁrﬁér%h%%hgraﬁwd "195% arﬁ&)ra hp C116y-alkyb @ée@,@lumw

R’ is egsﬂa beer%b Le,-4l | -
fels [ Ru2C) @\i? AR Ny sd ? ﬂ?y# TR YLy B1C -alk or
be"prl &é%e‘Eﬂ’\'d hYé)ust omary conditi ons in appropriate
PG f0h¥eshiho §|‘é‘?§bhﬁ§ ér@ﬁﬂi agyﬁc%ﬁw&% réﬁ%\)ﬁﬁféoby rﬁfdhﬁ%@é re.g. lower
or m xtures of or nore such solvents, e.g.” at
alkoxysathopyh W@@ﬁtﬁﬁﬁUI%‘MCQTBO% 0C. (see, for exanpl e,
ora 58P@kersf al .. Tetrahedron Letters, 2000, 41, 10085.)
The deprotectlon t hen takes place under standard
condi ti ons, if PT is a protecting group that can

10. @&rﬁ%ﬁ%@m '@W%R/[?ﬁg%mcﬁg% ﬁg@ﬁné‘% VIA
catal yti chd ogenatlon for exanple under conditions
Rta alogﬁhs 3 se ment i oned above for deprotection of

\ of t e formula XV. A conpound of the

can be further reacted to a conpound of

a XVIl1l, or a salt thereof, as described
above, kaph then can be further reacted via the
reacti éh sf@ps shown above to yield a conmpound of the
formula XXI'1l, or a salt thereof. Alterng; Zel a
compound of the formula XvI as defined abov or a
salt thereof, obtainable or preferably obtalned ei t her

11. ﬁ%é@ﬁ?urﬂpoll 8a.H‘§ VJI#‘I ut %rr]\glrne (2§C ) e Agggloitj Shs og{( 3t énethoxy-

propéxy)pheryPPgublidiher 3-dicdzboriic anid 1Ft@*tehutyl asted2fethybdsteor a
conmpound of the formula Ill, or a salt thereof, by
reductive ring opening of the pyrrolidine ring. The

12. A provedsi foetheimanufauture of a gombeardoffotnada Vilpl ace under
condltlons as those nentioned above for the ring

openlgg i nQ conpound of the formula XXI. A compound

‘ ¥ or RUT@~pEXV can then be oxidized in a further

t\of said first or second enbodinent in a

the synthesis of a renin inhibitor, such

al i skifren, (comparably as a conmpound of the fornula

[ gldehyde wi th opened pyrrolidine ring

anal ogous to a conpound of the fornmula XViI,

preferably under conditions as descrlbedOMWr t hat

reaction) to a lactol of the formula XXVI,

(XXVI)wherein R, RL and PG are as defined for a

conpound of the formula IIl, or a salt thereof, which,

either in the sane reaction mxture (in situ) or after
isolation, is then oxidized to a | actone of the

formul a XXVII (XXVII) mhereln R Rl and PG are as

S o a1 o N R




Cr-al kyl, for exanple, is n-pentyl, n-hexyl or

n-hﬁpnyl or preferably d-C 4-al kyl, especially as
‘VQ@Q)Q?}S%thyI, n- propyl, sec ropyl n- butyl , CT/EP2006/009323

i sobutyl, sec-butyl, tert- bueg Hal 0 or hal ogen is

preferably fluoro, chloro, bromo or i odo, nost

preferably fluoro, chloro or brono; where halo is

wheFEPrﬁ‘R' R)efd R Biré a$ a8hilBAa8r 5 R8MpsId S th8RFUl£HGN inE 9 to 3. R, is
hree) hal ogenat ons are present,

as qegrqui é(@rogmappnd of theg farmyla |\ |nm|@n15%h§,pnd PG is as defined in claims 8
to 14, %Tdé fs'aH %Qr%bf‘yéaré’ Irma')ﬂu?'.acguret EdnhprisHgO 5AY srorﬁ'o‘f%e carbonyl of a

pref erab as up carbon atom an
compp@ﬂcb@fabe %M]UlaO?ﬂ a@ld@}lnedthgtmsﬁstogﬂrtaagroref@hau ned or
branched (one or, if desired and possible, nore
tinmes). Very preferred is nmethyl. Al koxyal kyl is alkyl
13. Awbinpbundsofforiwda &8l y as just defined) that is
substituteg at a carbon, prefer ably at a ternina
position), with an al kyl oxy (= al koxy)
rei nCarkyl is as defined above, preferably
. As al koxyal kyl, 3-nmet hoxypropyl is
prefer red. Protecting groups may be
present (pee al so under "Ceneral Process Conditions")
otect the functional groups concerned
agai nst unwant ed secondary reactions, such as
acyl ations, etherifications, esterificati(gmgs,
h oxi dations, solvolysis, and simlar reactions. It is a
Whelhr acteri stic of protecting groups that they |end

R is hixgrogen, \atis/ oreslkbxysikyl| preferumy 0@, -alkyt] @8 é@arysﬁaayl,dar y

| | |
Ry 'Sr'y?frtt@'t%%n%'kvlaﬁ&[ SRR CrrC Bk &?lrﬁnepsgeilﬁ$wthqur0pvlz
R, rﬂmréfebﬁmiﬁcrc%ﬂ’(yﬁ RS prRAFESIY TLT LakyP @%ﬁé@él@%@tﬁyr
It1ons L hexylar e_nhot pr esent

t
R isg A BF @it Qrer}?'i@@'ygﬁegl’@ o-Gerpiid ph@pyl d’gwed)égfer%ply C;-Cy-alkyl or

benZh leapédigify.etiyti ch protecting groups are suitable with
the reactions nenti oned her ei nabove and herei nafter.

PG s @pepmisoy protecting,ogrepp, rrﬁﬂ@cﬁubt%@t M@O\@Plﬁrﬁx hydeolysis, e.g. lower
alkoRcBRAY, bibrRACHELRSGEAbaNE ment i oned here in, they

are chosen so that, if one of the groups needs to be
or a palhtheeasf. thi s can be done se lectively, e.g. using two

or nore different protecting groups that are cleavable

under different conditions, one class by mld
14. Agempounst of claimd 3damieg alﬁiﬂhylm @lgfpghlslal)hlé\er har der

condi tionsg one class by hydrolysis in the presence of

ra@n acigh tf%L_ther by hydrolysis in the presence of a
oh,-ofe CTRBSs by reductive cleavage (e.g. by

co Syl

ydrogenation), the other by hydrolysis, or
hydr oxyl protecting group, any group that
is approgyiate for reversible protection of hydro xy
groups 1 ssible, e.g. those nentioned in the
standard textbooks under "Ceneral Pro cess
Condi tions". A hydroxyl protecting group(Vi), just to
nmention a few exanples, be se lected froma group
conprising (especially consisting of) a silyl
15. prosmpound of glaimp1 3 edtpetbe aldnme @H4RISR)-dweoprapéml-644inydthoxy-3-(3-

met A7 Brap R et einechs diatookue A P B RURRT ey eseer.

or trinethylsilyl; an acyl group, e.g. |ower alkanoyl,
S ty yie: nyl, such as

1. RUEBe TR B Hhan B AGFEALs HPABI LSRR
al koxycar bonyl, such as benzyl oxycar bonyl ;
tetrahydropyranyl; unsubstituted or substituted 1-
phenyl -1 ower al kyl, such as benzyl or p-nethoxybenzyl,
and net hoxynet hyl. Boc (sel ectively renovabl e by
hydrol ysis) and benzyl (selectively renovabl e by
hydrogenation) are especially preferred. As am no
protectlng group, any group that |s approprlate for

T L R T o



York 1973, in T. W Geene and P. G M Wits,
rotectlve G oups in Oganic Synthesis", Thi
W%GQOF/O%?H Wl ey, New York 1999, in "The Peptl d]e%T/EP2006/009323
Vol ume 3 (editors: E G oss-8hd J. Mei enhof er),
Academ c Press, London and New York 1981, in "Methoden
der organi schen Chem e" (Methods of Organic
Chenistry)o Houben Weyl, 4th edition, Volunme 15/1,

r&Georg ghi ent_Yerlag, Stuttgart 1974, in H -D. Jakubke
1a d H %@ chkelR' " Am nosauren, Peptide, Proteine"
( 0 dcids, Peptides, Proteins), Verlag Chem e,

RO el erfield Beach, and Basel 1982, and in

Jochen Lehnmann, "Chem e der Kohl enhydrate:
Monosacefiargde und Derivate" (Chem stry of
Car bohydr at es: Mnosacchari des and Derivatives), Georg
Thieme Verlag, Stuttgart 1974. A charact Vilgtic of
ept | ups A ' :
wheftiP R, o CTprY A el T bR EF b TRRIECH i it ¥ o 0. R s
as deﬁmm ﬁooa&jonfmune)oamel ferrblyias‘a)hn/dbm 4 to TethdRG PG is as defined in

o BLRAFYSico B B B Fa S o RBLghs e ve o o

a copmpotied bf thg f@ﬁ@l&ﬂlléﬁﬂeﬁ@dﬂﬁlcmﬁﬁm sw1%.hat they can be
renoved se lectively at different steps while other
protecting groups renmain intact. The correspondi ng

17. Redmpodid ofgsrmaanvie sel ected readily by the person
skilled in_the art fromthose given in the standard
reference rks nmenti oned above or the description or

’ﬂ@ e g~ren herein. Al the above-mentioned
ps can be carried out under reaction

'r s that are known p_er se, preferably those

oned specifically, in the absence or,
cust onari in the presence of solvents or diluents,
preferably Solvents or diluents that are inert t ovar ds
the re agents used and di ssolve them in(ying absence
or presence of catalysts, condensation or neutralizing

whergient s, for exanpl e i on exchangers, such as cation

R is RYdrBgen) %Tk%l oreallfébxyialﬂylt b"r%fe"b‘bl;' 220 aﬂ@,’lp @8pkdllyRethie
nature of "the reaction and/or o he reactants at

R1 isrhydnaes, alhyi pﬁalkowyé\%t%@lk%r%amé, espgeialydnmathoxypropyl;
R, .saa%@?@r@ b?Ve r ag,%amyur lg\foré mfere&grg:t Cs-]a%% %&éﬁ@hﬁé&hyu

r oxi|
R' isaht g&ar@ﬂwblpgefqre - (FD@lE!é)Ehrﬁml-%kV&p embrmorgpreferabyGECa-alkyl or
ben{ﬂzeg % rature at from-20 to 40 OC or at reflux
rat ‘'under atnos pheric pressure or in a
PG i @seammes B@Itectm eareusapmrzg@raﬂmcmeu refeovaplee by unydrolysis, e.g. lower
[ f re, for exanple under an
alkogﬂg b%%l %&trhrslotggr?hg&&m r'e. The solvents from whi ch
orasﬁbﬁenxmlvents that are suitable for any particul ar
reacti on nmay be sel ected include those nentioned
specifically or, for exanple, water, esters, such as
18. A covepounidiof ctdiroErhasing asdackse of formaa il e et hyl
acet at e, e hers, such as aliphatic ethers, for exanple

R(Sleth §r, or cyclic ethers, for exanple
trahy oturQna‘or di oxane, Ilquid aromatic
cayboRs, such as benzene or tol uene, alcohols,
RO s as’ hanol, et hanol or 1- or 2-propanol,
nitriles,} such as acetonitrile, hal ogenated
hydr oca , €.g. as nethylene chloride or

chloroform acid am des, such as dinethyl formm de or
di net hyl acetam de, ba ses, such as hetel{ddAXlic
nitrogen bases, for exanple pyridine or

N- et hyl pyrrolidi n-2-one, carboxylic acid anhydri des,
such as | ower al kanoic acid anhydrides, for exanple
acetic an hydride, cyclic, linear or branched

hydr ocar bons, such as cycl ohexane, hexane or
|sopentane or n1xtures of these for exanple aqueous
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(S)-mandelic acid nethylester} ester Ilia: prepared as
above. 1H-NWR d CDClI3: 8.22(1 H, s, CHN), 7.55-7.31

W(t gquomlszph) 7.20(1H 1 m Ph), 6. 85(2H m Phl}qT/EP2006/009323
6.05(1H 1 s, CHO, 4.55(2H,-68- CH2N), 4.15(2H 1 t ,
cH0, 3. 90(3H 1s. MO, 3.74(3H, s, MO1 3.56(2H 1
t . CHO1 3.35(3H 1 s, MO1 2.15(2H 1m CH2), {[1
- [ 4- Met hoxy- 3- ( 3- met hoxy- propoxy) - phenyl | - met h- (E) -yl i
dene] am no; acetic acid 4- nitrobenzyl ester M a:

Hr eprapeUNda ot Staime17 MAth\tFeL n@ameD(IB4S SR}4¢Isopiopyd-5-[@rngthoxy-3-(3-

meﬂ@xg gﬁ@dwpﬁe‘ﬂm?w@%ﬁ@ ﬁ'&ca?ﬂ% c acéc? g%{@@m edt %L%ﬁbh,yl ester.

4.50(2H, s, 4.05(2H 1 1, CH20)1 3 82(3H s,
20. %%&sﬁo g‘n(e%r?ufg‘ctu%g)co%pouné SFormua'R - 1 95( 2H

1- [ £Qvet h@*MHs (3- et hoxy- propoxy) phenyl ] - met h- (E) -
denelnN no}-acetic acid 4- nitrobenzyl ester |Ma:
ags above. 1HNWR d CDCI3: 8.20(1 H s, CHN1

7.207 11H, 2 x Ph) 7.00(1H s, CH) 6.90(2H m Ph)
4.51(2H Js, CH2N), 4.19(2Ht , CH20O), 3.93(3H, s,
MeO) 1 3758R2H 1 1, CH2O) 3.35(3H, s, MO 1 2.14(2H, m

CH2) .
{[1-]4- Met hoxy- 3- ( 3- net hoxy- pr opoxy) - phequl(l)] -met h- (E) -
whergini Rland]R,aate e Jdefined fof aasvintholind f eepfokmillaei hyélanaﬁ;t £to 3, Ry is as

defingd Rhappom e;goa@%‘(jqﬂ? ﬁ)?r%é%)l\i]ﬁ;tlg%lqslﬁtoﬂ an Bﬁ% is 2. dg&@emn claims 8 to
11, &8 aPsaitl thbrdok( %Hdlnﬁnu@bﬁw Jeoﬁgﬂ%ﬁ?"lreauétlon &Hi gs_}gb moiety of a

58(2H t,
COm@U@égmest'We)\/“' 8s ngg'ﬁq in glaingg-3 0192t°Cﬁ§'(QFPh°Brs 3 x
CH)l 1.75-1.55(10H 1m 5 x CH2).
4- Acet yl - 5-[ 4- net hoxy- 3- ( 3- met hoxy- pr opoxy) - phenyl] py
21. Mf@%%fﬁ%thzw%%%vﬁ.% agempoundhof forulapXil | va: A
solution @
rd| 1- [ﬁ:Gl\/bth}ox 3- (3- met hoxy- pr opoxy) - phenyl ] - met h- (E) -
y denej=—am no'f acetic acid ethyl ester, Ma (14.9q,
82Dl )Vin 1001 of toluene is treated with 3. 049
( A34 of methyl vinyl ketone. The m xture is
cooled tg OOC and silver acetate (12.1g) is added. A
sol uti oR2tri et hylam ne (5.4g, 0.053nmol) in 101 of
toluene is added and the m xture warnmed to room
temperature. The reaction is stirred for(dD)5 hours and
wher&h'R Qﬁ@@ a-lré‘ﬁs sefi h@ﬁor b%oﬁ%@ﬂ@ef lh@ fMﬁ‘ﬁiHé‘m ﬁwcblzﬂﬂn\éq B8, R, is as

his oil can purl on silica- elutin

defm%’ fCH %mmﬂafwyﬁ foar@el@di/en ﬁrﬁa;m drted ang \r%as fefifedde claims 8 to
I I
", s%qz ir?élriﬁfﬂcﬂﬁe é@npr% ﬁ%rolgﬁpoog t?g §§er ﬁwgé?%??' ?_I'a)nyoound of the
formtaa’#sésppﬂrtep mglamiawuoarsa%(l H, m) 3.30(3H, s),
2.50-2.30(2H 1 m beconmes 1H on D20 exchange), 2.21(1
H m, 2.05(2H, m, 1.50(3H, s), 1.10(3H, t).
22. Aprogass jor-the maniiachig pf 3 compawnchaiiormpraXbky) - phenyl ] - py
rrolidine-2-carboxylic acid ethyl ester hydrochloride
salt, IVa(HCl): The oil from above is re-dissolved in

200nL of | uene cooled to 00C and a sol ution of HC
R,0gas i AGet hyt-@getate (25.3nm of a 4.0Msolution) is
apgad d W se. Athick white suspension is forned

/B irred for 30 mnutes at room tenperature.
uspgnsion is filtered and the solid washed with
3001 q thyl acetate in three portions. The solid is
dried in vBuum at 300C for 24 hours to give the
hydrochl ori de salt containing triethylam ne

hydrochl ori de. 1H NWR (of 4.HC salt), CDCl 3:
6.85-6.75(3H, m, 5.35(1 H d), 4.70(1 H, dd),
4.39(2H, m, 4.10(2H, t), 3.85(3H, s), 3.78(1H1 m,
3.55(2H, t), 3.35(3H, s), 2.80-2.65(2H, m, 2.10(2H,
m, 1.85(3H, s), 1.39(3H, t). can be prepared. In a
S|mlar fashi on.
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2.29(1 H, ddd, CH), 2.12(2H m CH2), 1.30(6H, 2
W(?ﬁ”g?&gl ng d, 2 x Me), can be prepared. The 1)egT|/1r§T1?2r006/009323

5S) - 4- Acet yl - 5-[ 4- net hoxy- 3= ?% met hoxy- pr opoxy) - phenyl

]- pyrrolidine-2-carboxylic acid isopropyl ester, can

al so be isolated; 1H NVWVR d CDCI3: 6.89-6.79(3H m

Ph)l 5.15(1H, m CHO, 4.52(1H 1 d, PHCHWM 4.1 1(2H1

%sz) 3.85(3H 1 s, MO, 3.60(2H CHZOR

Whe@"h andiRs are me forgpearppound @@r@uwt’mﬁ@'r@ﬁdatw R is as
defi r@H)fér 2 c&?ibéu"hd]oﬂﬂé' forftla 1IVAn Eidiks 14 187 SREDG islasXiREY infclaims 8 to

overlapping d, 2 X

11, gaid, 'H@“Efﬂ?miﬁ Ae@pgmms)nvdcqlmqq@wh@e@@r rTReIRbXGE Breyenqund of the
formuRNANY4 héfﬁiéﬁﬁﬁ’kfaﬁh@%ﬂo ﬁs olbasoxylic acid

1-tert-butyl ester 2-et ester and
(2R, 4R, 5S) - 4- Acetyl 5-[ 4- net hoxy-

23. ﬁ’Pfoge@Fog mémeﬁLﬁ ?@%JUEB% I}%l f'Pmuﬂg ')(%ClliZ di carbox

i C aci -tert-
4 Acetyl - 5- [4 nethoxy 3- OBt hoxy - propoxy) phenyl ] - py
i di t hydr ochl ori de

endq\g_“ n

salt, IVa(HCI) (Y/NZQ, 2
250nL of ethyl acétatefat ; HNi g’ s
base (,}1@) i s added dropw se foll owed by
0.1g of' 4~ Ry 1 am nopyrldpne The nPxture is
treated w Sol ut}i on of BoC20 (9.27g, 0.0425nol) in
20nL o My The reaction mxture is stirred
for 1 RoUr at roomterrperature and treated wth POML

oty AR el S LR LT 1 109, or s s

there@(;ntanplmgg 1dDrel oof memt of ahe dfolowing Usteso dithen MENIAOGHP or in any
comtS rbonate solution followed by a 300n. water wash. The
d?%t ic phase is dried over anhydrous sodi um sul phate
- ahd rhandfactae offBecampoundt ofi ther formMadili Sccorsing !0 alaid5C or a salt
th ﬂglve16290f an oil. This oil is purified by
€rethr onat ography on silica-gel eluting wthethyl
- anetmmlfhaaﬁeaaealwwuaa dfrtﬂd%fﬂ%QatIVeadchdngsf&@mHW or a salt
th F|—NI\/R1 CDCl 3: 7.15(1H, n), 6.85(1H, ,
ere8h.1 1 & 5.05(1H, d, rotamers), 4.30-4. 10(3H m,
- 4h@Shadtfadthre oSf Z%o%ﬂ)ouﬁ)i of&hé%%‘hla V1, ac%o?tﬁ(%% %lamu r?) or a salt
f25(3Hls) 2. 50( n, 20(1
theregl.gn g 1. 75(3H 1 s rot amsrs) 1.25 & 1. 15(9H 1s
- Ithé A UScturd. a4 2 oéﬁd oﬁtt’feofdr'ﬁ\h@nvwfacé&dﬂb tbrﬂlﬁmo'li or a salt
is dissolved in 12 a m xture of
theregbx ane/ et hanol / acet oni t rile (7/4/1) and applied to a
- G kel SONBSRITCINECBRH AN
eluted wth a m xt urBe of an ﬁexg% L noI?@?‘Z}G or a salt
therephRNAR 5S) - 4- Acet yI - 5- [ 4- met hoxy- 3- ( 3-
- TRE RRANGrALRBOSYA BRPBYA n 4
acid 1-tert-butyl Fh?teer(] iﬂrh‘gls?tg(réféorae* ?é%%r%(f or a salt
therept.om t he colum, retention tine, 1.83 mnutes,
specific rotation = +16.8 (1% in chloroform, followed

b
24. A(p{'@ms aseyrdingAe etayrh 28 -cpmprising theystepy &- net hoxypr opoxy) -
I
- AP Brrdirenss, 8 Bfiebuid WAL S8 G 3556ghg, B4R or a sai
theregheod/dic rotation = -17.6 (1% in chloroform. (2S, 4S,

3 Y

8 siarbide 8008 ceribsine JBIGT AT Pl o @
therle 2-di car boxyl ic acid 1-tert-butyl ester t - butyl

ester. (2S, 4S1 5R) - 4 - Acetyl - 5 - [4-

met hoxy- 3- ( 3- met hoxy- pr opoxy) - phenyl ] - pyrrol i di ne-2-ca

rboxylic acid t-butyl ester (10.0g, 0.02455nol) is

suspended in 175m _ of ethyl acetate at room

tenperature followed by 0.1g of

4- N, N-di net hyl am nopyri dine. The m xture is treated

W|th a solution of BoCZO(S 369, O O425rm|) |n 201 of

. . - o, .



met hyl - but oxynet hyl ) - benzene wth 0.1 2g of nagnesi um
in diethylether containing 0.043g of 1,2-dibronoethane
WQR004BE183The reaction is sti rg@d for 90 mi nut RCHEPZHHRI323
tenperature, then 201 of a 25% aqueous sol uti on of
amoni um chl oride is added, followed by addition of
20m. of tert-butylnmethyl ether. The organic phase is
separated and washed twice with 201 of water. The
ni c ase s .concentrated in vacuymto give the
25. R plifEsSpEshiio RS SiontsaR sleredli on o
- SiHd AangRktude|df \eeE6mBothd Bf %@fd%u[é%ﬁaé@@dmﬁ:&%' ¥€or a salt
]d is found at c= 1, CHC 3 + H = 628 + H+
therggl, andfejn. Synt hesis of (2R 3S. 5S)-5-((1S.
- 3% mAGRSFE R Yl comn BQ:?fYtH@thmade'ﬁBic!&S}dmg to claim 12, or a salt
pent vO 3-i sopropyl - 2-r4- nmet hoxy-3-(3
her ﬁ%thoxy propoxy) - phenvppyrrolidine-1- carboxylic acid
tert-butyl ester XVla: A solution of 0.48g of XVa in
1.5 of nethanol is treated wth 0.1g of 10%
26. Aaracass omthenmanefeetued or areampausd oh diedarmga gXillt,r ed under
an at nosphere of hydroge;kpn il the uptake is stable.
The suspension is filtergd antythe solid washed with
5mL of net hanol | [ Réfrov f the
sol vent in vacuu I Hil. A
negative [a]d (e. g - .1, is founf at c= 1,
CHCI 3.RSnt hes 3S. 58)05-((28.

PN 8 O
43) - 5- Hvdr g / |300ropyl-tetrahvdro-furan-2-y|)-3-
P et haxy- 3- ( 3- net hoxypr opoxy) - phenvn- Pyr

i sopropyl -
ol i di nRQ-carboxylic acid tert-putyl ester XVl Ha; IH}

Vari ant enpl oyi ng SCVpyridine: A solution of 0.2
whergircBfaold Bq\dre asrdefined fofr an@inimduedef tel formua Il & daimat et 3, or a salt

erdd Boffsnd ot e ¥ LB0 o8 o0 308] oggoceny o i any
comﬁmhmwrldlne complex in 4nL of dlnethyl sul phoxi de is

- TRECHRROBESBr bt ST ool M nlit®e IS BT or 2 sar

therdofnper at ur e and stlrred for a further 2 hours. Water

et ipataGut Bt 2-Senpoutnlotlg AR NS oldiie A 2oy br o san

therebpl _ of a 1096aqueous solutlon of sodi um hydr ogen

-~ e RGeS oha: cobeatBl %911??%%@? Aol & flaim 8, or a sai

therdofamded in vacuumto give e.g. 0.1 8g of the lacto

ﬁglllalgh+ = 536. t hesi of (2R 3S,
f-rgan ?ﬂ.n@p? ag;%tvwwgnd of the formula XIT according to claim 21, or a salit
thaéH3 4-i sopropyl - 5- oxo-tetrahvdro-furan-2-
yl)-3-isopropyl -2-r4-met hoxy- 3- (3- met hoxypr opoxy) - phen
vn-pyrolidine-1-carboxylic acid tert-b utyl ester
27. Kpr8Bessiiop ettharfacire®r b &%&En@bﬁﬁ@%m@ﬂ fx|ifh_3nL of
net hyl ene chloride is treated with 0.005g of TEMPO
fol l owed by portionw se @ddit gw of O 2Qg of
(di acet oxyi odo) benzene. '
hours at room t eps.al,

di acetRyQ 0dg

stirred for N % .
Agueous sof t hi oqul phate solution (5 nL of 10% and
wat er RpyrL) e added~and the phases are separated.

The organic phase is washed with 10t of water albhe
solvent is renoved in vacuumto give an oi

Chr omat ogr aphy on silica-gel gives e.g. 0.1 2g of

Xl Xa. Synt hesi s of

(2R 3S.5S5)-5-f(1S. 3S) - 3- (2- car banoyl - 2- net hyl - pr opyl ca
rbanoyl ) - 1-

hvdr oxy- 4- met hyl - pentyl | - 3-i sopropyl - 2-r 4- net hoxy- 3- (3
- met hoxy- pr opoxy) - phenvnpyrol i di ne- 1-carboxylic acid
tert-butyl ester XXla: A solutlon of O 089 of Iactone
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Rl i s hydrogen, alkyl or alkoxyal kyl, CrCy- alkoxy CC
c-al kyl, especially 3-nethoxypropyl; R2 is alk
W%F‘@f”@%&ﬁ y Cr C7-alkyl, nore preferably G - CSP%T/E%OOG/OO”B
especially methyl; R i s al kg1 -or aral kyl, preferably
G -C 7-al kyl CC 3-al kyl phenyl, nore preferably
G -C4-al kyl or benzyl, especially ethyl; or a salt
6
whe]'refir‘ie Rgérﬁrcr}u Raar\elzfaAsCégf%gHw eP%ong;BcﬁJn@o? tftbaft’)'rrﬁgla% ﬁ’f EIH%SS{ fo 3, or a salt
ther%)ft Hompsisinggne or more of the followmg steps either individually or in any
comb%gn , DR) - 4- Acet yl - 5-[ 4- et hoxy- 3- ( 3- met hoxypr opoxy) -
pheny ] yrrolidi ne-2-carboxylic acid ethyl ester, or
- atf@amanu tw;@qu a8 comppuret ef thef tormulaellimacnokdiog o eclaih & or a salt
ﬂnx%&npound of formula VI (M) wherein RR Rl and Rlare as
efined for a conpound of the fornula Ill in clains 1
-t he3maRafackiraof detompolridoof thecfompolanky afcordieg ftoraaimad, or a salt
therdéof in claims 4 to 7 and PGis an am no protecting
group, especially one renovable by hydrolysis, e.g.
- maemaauiaow@m ooyrhpoudcdf & forrhtilaUVI0AYcAdiR@ Ny | clai@l 8,20r a salt
ther It t hereof , said manufacture conprising |ntrodUC|ng
*am no protectlng group on the pyrrolidine nitrogen
- otheamandfaetursl oPh domipbuha df théJorfifdd WAChdcHr cm\'%ytoof:lalm 12, or a salt
cl ai 5to 7.9. A conpound of formula Vi wher ei n
thergef;andyy gy ogen, al kyl or al koxyal kyl , preferably Cr
- GfredbsdilifactofP8€h Q!ohibo[lﬁ‘@ Y ke f%lmhfé i@ft’ldé&gﬁﬂwg f’H K!lélm 99, or a salt
alkoxyalkyl, Cr Cz- al koxy-Cr C c-al kyl, especi‘all
therepfpt hoxypropyl ; R2 is alkyl, preferably G -C aIkyI
nore preferably CrC 3-al kyl, especially nethyl; R is
al kyl or aralkyl, preferably d-C 7-al kyl CrC 3-al kyl
phenyl, nore preferably Cr C4-al kyl or benzyl,
especially ethyl; PGis an am no protecting group,
especi ally one renovabl e by hydrolysis, e.g. |ower
al koxycar bonyl, such as tert-butoxycarbonyl, or a salt
t hereof. 10. A conpound of claim9 having a structure
of formula VIA (VIA) 11. A conpound of claim9 with
t he nane
(2S, 4S, 5R) - 4- Acet yl - 5- [ 4- net hoxy- 3- ( 3- net hoxypr opoxy) -
phenyl ] -pyrrolidine-1 ,2-dicarboxylic acid
l1-tert-butyl ester 2-ethyl ester. 12. A process for
t he manufacture of a conpound of formula VII
(M 1)wherein RR, RL and R are as defined for a
conmpound of the formula Il inclains 1 to 3, R2is as
defined for a conpound of the formula IVin claim4 to
7 and PGis as defined in clains 8 to 11, or a salt
t hereof, said manufacture conprising conversion of the
carbonyl of a conpound of the fornmula VI as defined in
clains 9 to 11 to an olefin. 13. A conpound of fornula
VII (M) wherein Ris hydrogen, alkyl or al koxyal kyl,
preferably d-d-al kyl, especially nethyl; Rl is
hydr ogen, al kyl or al koxyal kyl, d-d-al koxy-d-C
c-al kyl, especially 3-nethoxypropyl; R2 is alkyl,
preferably d-d-alkyl, nore preferably C C3-al kyl,
especially nethyl; R is alkyl or aralkyl, preferably
d-d-al kyl d-C 3-al kyl phenyl, nore preferably
d-d-al kyl or benzyl, especially ethyl; PGis an am no
protecting group, especially one renovabl e by
hydrol ysis, e.g. |ower al koxycarbonyl, such as
tert-butoxycarbonyl, or a salt thereof. 14. A conpound
of claim 13 having a structure of formula VITA (VII A
15. A compound of claim 13 with the nane
(2S, 4R, 5R) - 4- | sopr openyl - 5-[ 4- met hoxy- 3- ( 3-
nmet hoxy- propoxy) - phenyl ] - pypd i di ne- 1, 2-di car boxylic
acid 1-tert-butyl ester 2-ethyl ester. 16. A process
for the manufacture of a conmpound of formula
VITI(VITl) wherein RR RL and R are as defined for a
conpound of the fornula [l in clalns 1 to 3 R2 |s ‘as
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