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medi canents. In particular, the invention relates to
conpounds of the formul a (I) wherein R1 is hydrogen or
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dry opbddeal.ly substituted with | ower-al kyl; or Rl
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together with the nitrogen atomto which they are
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chol esterol lowering is greater for patients with
pre-established CHD than for asynptomatic persons with
hyper chol esterol em a. According to current - -

gui deli nes, cholesterol lowering treatnent is
recommended for patients who had survived a myocardi al
infarct or patients suffering from angi na pectoris or
anot her at heroscl er ot i g gNERRAFEFION é?pg target LDL-C

| evel of 100 ng/dl. Preparations such as bile acid
sequestrants, fibrates, nicotinic acid, probucol as
well as stati ns, i.e. HMG Co- A reductase inhibi tors
such as si m/ast at| n and atorvast atin, are used for
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an indirect down-regulation of HVMGR, and (ii) it
prevents the massive accunul ati on of the precursor

wornwensdcomsqual ene in the liver. In addition, PCI/EP2004/014665
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24(S), 25~epoxychol esterol was found to be one of the

nost potent agonists of the nuchear receptor LXR
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arbon _aton(s). The term "hal ogen er’s
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"alkyl” | one or in conbination with other groups,
refﬁygafggé branched r straight-chai n nonoval ent
saturated aliphatic hydrocarbon radical of one to
twenty carbon atons, preferably one to sixteen carbon
atons, nore preferably one to ten carbon atons.
Lower - al kyl groups as descri bed bel ow al so are
preferred al kyl groups. The term "l ower-al kyl", al one
or in conbination with other groups, refers to a
branched or straight-chain nonoval ent al kyl radical of
one to seven carbon atons, preferably one to four
carbon atons. This termis further exenplified by such
radicals as nethyl, ethyl, npropyl, isopropyl,
n- butyl , s-butyl t butyl and the I|ke The term
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which they are attached and -R R2 is | ower-al kyl ene
which is substituted with hydroxy, hydroxy-I| ower-al ky

w@eooeasdsanoyl ; R3 i s hydrogen or | ower-al kyl; RAI/EB2004/014665

aryl; Wis a CO COO CONR5, CSO CSNR5, S2, or

SO2NR5; R5 is hydrogen or lower-3 alkyl; Xis a single
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trans- N-(2- hydroxy-ethyl)-Nnethyl -3-{4-[nmethyl - (4-tri
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(4-{ [(3-Hydroxy- rropyl)-nmethyl-carbanoyl ]

- met hoxy} - cycl ohexyl ) - met hyl - cagbani ¢ aci d

4- ol Qf Os PNl 8SKer said 0il b
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yclighmapripnet hyl ] - et hyl carbani ¢ acid 4-chl or o- phenyl
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[ (3-hydroxy- propyl) - et hyl - car banoyl ]
ne?ﬁ%Wﬁkc cl ohexyl ) -et hyl ] -met hyl carbam ¢ acid

4- chl or o- phenyl ester
tr hyl —( neth 2- arb l)-c

Q) t1: cyglé L§ 2 B éﬁ]g g%glim H, 32parts
4 (_qﬂ W@.eghgnw lésp@xats of concentrate kansui are mixed
tr angrel2reidahi2rbas bamon -Ligpdskumet Bylsc@albaélpyllrl CY_LC hour.
| ohexyl }-ethyl)-nethyl-carbam c acid 4-chl oro- pheny
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tréﬁ80¢2tP¢ P@arba®©®¢¢mﬁ}wwmn%tﬁ?bueab@an@yrwaQynkthto
xyldheetalzm h- ABEDYY - SRNR MG 136 .d Th=CAbRER- Phe&dn processed
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est@myRart i cul arly preferred conmpounds of genera
formula (1) are those selected fromthe group
consi sting of
t r airs-sNnpdHdfl 8s ( Haslyalranad diped diente- gopdrark c=praped s
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tréﬁ%“ﬁ?%&opé?(ﬁr¥ﬁﬂroxynethyI pi peridin-1-yl)-3-o0xo-p
ropox7] - cycl ohex7! } - N- net hyl -
4-trifluoronethyl - benzenesul f onam de,

trans- N- (3- Hydr oxy- propyl )-N-net hyl -3-{4-[nethyl - (4-tr
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am no] - cycl ohexyl oxy} - pr opi onam de,
trans-(2-{4-[(3-Hydroxy--propyl)-nethyl-carbanoyl]-cyc
| ohexyl }-ethyl)-nethyl -carbam c acid 4-chl oro- phenyl
ester, trans- {2- [4-(4-Hydroxy-piperidine-

1- carbonyl)-cycl ohexyl] -ethyl}-methyl-carbanic acid
4- chl or o- phenyl ester,

trans- Met hyl - (2-{4-[ net hyl - (2- net hyl car banoyl -ethyl )-c
ar banoyl ] - cycl ohexyl }-ethyl)- carbamc acid
4-chl or o- phenyl ester, and

trans-(2-{4-[(2-Carbanoyl - et hyl ) - net hyl - car banoyl ] - cyc
Iohexyl} ethyl) nethyl carban1c aC|d 4 chloro phenyl
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and gal | stones, and/ or treatnment and/or prophylaxis
of inpaired glucose tol erance, diabetes, tunors and/

w@eooapp@npr ol i ferative disorders, preferably fBCT/ERP®04/014665

treatment and/ or prophylaxis of hyperchol esterol em a

and/ or hyperlipem a. Hyperproliferative skin and
vasglabydisorders particularly come into

consi deration as hyperproliferative disorders. The

invention therefore also relates to pharnmaceutica

co sitions conprisin conmpound as defined abgve

anggg P frette ngﬁﬁ agégﬂfab? é#lgﬁ Foplg 25 parts
adj oV awd teFaTIch 615, paheS| nﬁeﬂonmntn@ltaidegcamrBuaoapeumdSed

5as Q@ééﬂ?éif m%ea‘éf:eﬁsgta§ }%P@é@pﬁé"tdfc AehirV€or 30 minutes.

substances, particularly as therapeutic active

substances for the treatnent and/ or prophy | axis of

of 2K sefases whicchrearecdsSbevated(fidur G8Eislch28Soil and 5%
hyperchol esterolell ancBYPRE SbRAN Rer i3 feehgﬁ%wﬁgs

vascul ar di seases, mycoses, parasite |
gal P FHBEN Hynp LECanarIbr L hyREI IS éfatPgenormal noodle

10 di sorateyssimnghiroeedureat nEiw siebned ploodhykaxie @fied in

15

| At GO0l GRS Y, ggk%@”%@ de i azb?ntl%%teer eferably for

the treatnment an prop aX|s of hyper

chol esterol em a and/ or hyperllpen1a I n anot her
enbmli srenriaditelke neBvgabi ofir f €l ates- < and BppBadafhoe ihe
treat - and/e g%gphgogggéaX|s of di seases which are
associated Wi th CBC sUch as hyper chol est erol em a,
hyperllpen1a, arteriosclerosis, vascul ar di seases,
mycoses, parasite infections, gallstones, tumors and/
or hyperproliferative disorders, and/ or treatnent
and/ or prophylaxis of inpaired glucose tolerance and
di abetes, preferably for the treatnent and/ or
prophyl axi s of hyper chol esterol emia and/ or
hyper|ipem a, which nmethod conprises adm nistering a
conpound as defined above to a human being or aninal.
The invention further relates to the use of conpounds
as defined above for the treatnent and/ or prophylaxis
of di seases which are associated with OSC such as
hyper chol esterol em a, hyperlipema, arteriosclerosis,
vascul ar di seases, nycoses, parasite infections, gal
stones, tunors and/ or hyperproliferative disorders,
and/ or treatnent and/or prophylaxis of inpaired

gl ucose tol erance and di abetes, preferably for the
treatment and/or prophylaxis of hyperchol esterol em a
and/ or hyperlipema. In addition, the invention
relates to the use of conpounds as defined above for
the prepa ration of nmedicanents for the treatnent and/
or prophyl axis of diseases which are associ ated with
OSC such as hyperchol esterol em a, hyperlipem a,
arteriosclerosis, vascular di seases, nycoses,
parasite infections, gallstones, tunors and/ or
hyperproliferative disorders, and/or treatnent and/ or
prophyl axi s of inpaired glucose tol erance and

di abetes, preferably for the treatnent and/ or
prophyl axi s of hyperchol esterol em a and/ or
hyperlipem a. Such nedi canents conprise a conpound as
defi ned above. The conpounds of formula (1) can be
manuf actured by the nethods given bel ow, by the

nmet hods given in the exanpl es or by anal ogous net hods.
Appropriate reaction conditions for the individua
reaction steps are known to the person skilled in the
art. Starting mate rials are either commercially
avai |l abl e or can be prepared by nethods anal ogous to

t he nmet hods gi ven below or in the exanples or by

met hods known in the art.Process for the manufacture
of non- fried instant cooking dry noodl es. The present
|nvent|on concerns a process. for the nanufacture 0 f
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oil Most preferably this oil is palmoil or palm
olein, alone or in conbination. The conditions of the

w@e@ene®ed i on are not critical. But , preferabP@r/EPm®04/014665

reaction is carried out at a pressure above

at nospheric pressure. Accordinggto a preferred

enbedi fnt, the pressure is conprlsed between 2 and 6
bar. The duration of the reaction is normally

conpri sed between 10 and 90 m nutes. The higher the
press utsfoaegétefo%y%emnameaétwé e thed 'f%eaetﬁ%tgﬁt

The tenperature for the pre-reaction iIs higher

100 YLy t"é’ﬁﬂé?ﬁt uf mP‘él%Hiﬁ)r‘%fsee&tl?@tsv\één 110 and

5150 0C . Preferably, this tenperature is conprised
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tRi s concentrated flavouri ng-4gen
ado"éﬁ’-%%%%ﬁ@@ﬁﬁlﬁh%g BN @eréeeoﬁﬁﬁﬂﬁmngarbonate
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addjtive u trate avourin

agegt fluesaec'fl-gg que ltlxg%ré r1sed Hto Eé’ TOC 5P AR B %
(fIQﬂurPIt%@@}lg aTﬁ@ug h%t%r@,%cpq@relseﬁer whegt af bowd, Iwater,
% xaMduit Re1perieantages gAmend RH"@rpEB8€AY reaction
descrltptl on are in weight. The kansui solution is an
aqueous *$6l uti on cont ai ni ng 1 % by wei ght of sodium

chldbr inkecesedngnf e ad bdriagle, mipdtuass bynkoap8dnat erahting into
sodinuadeol ypheshat endbes arapmtarel kaBssihgSghation in

the d h d t 1 d 25
pa?et) %l%ﬁ'él\%)égt%rg?%s Crgggtdl Sigvdtrk% \l’%\‘g%tr’]o th:ni nvention

is not critical. Preferably, the wheat flour used is
normlpr%e%tssmeeabrét@arto glh.ﬁrm addizhbyesnceRe he pdged; ;

to the h m xtu ddltlvsaetaploca and
potAto © %Ilgﬁgh g %%fef iétna Dther common
addi ti ves taken fromthe gr oup conS| sting of potassium

carzbort%eesgoabeat@m@rwenysectl ema@at;yph%pbatvﬁlerem the
sodi. um car honat e angl edi b e anou

coMSET B8 TERRET i © g ‘Efe CPIRAF SEBMGI Ao and 6
Théaanmount of tapioca and potato starch is conprised
between 0 and 20 % . These ingredients can be used

alone or in conbination. The step.of drying can

s ETO5EE%] ACARATRE! 1o U 36 CB§APADY ngerbntherein the
dr yiixkgurehest eapeted vhwriofg dioyiteg 9dependsesn t he type

of drying used . In the case of an oven drying, this
n‘gerature can be_ | ower ef70 OC or_ hi gher In the
SEOFREPngERRTE L )ﬁcnganyt Rifs CLaMper ht & & uEEredm

reaxehef@ezoe 8Caadd> bel ov.th@oneerning aisoutdiel s/eldokid o the
of dhgnakkixbged. for drying, it is also depending on

the type of drying. In the oven drying, a |ower

velocity can be used , for exanple 2-10 ms . On the

combr @rpcesbnatberdase twof anypiofigeirenhs dt yicgp a Whegldn the
velo%letryaea@t?@eys&pe Aade% %t t@@%@%@&f&fg, said

Concer ni ng duration of

defERAAY 8nafﬁet?/\%35P‘fﬁ ﬂﬁ% nStRECRask reldvamount of
dr y:llrlg,andt ot hkeschetore el iand 68kan nfit®@s . tHen draeip
caseaf swngnsensataymnnggafbengﬁequg&&f&m a&ﬁo&%%, gpdium

between 1 and 5 mnutes. The final noisture content
thé’oné’BEPEQhF‘Eebe?%‘%\}Li“? q?orbolnﬁ‘tﬁ PrRef et ke eiisdi nent ,
the noisture content is below 5 % . The present

invang&eeeggng LOsafdy tétaercltattﬁaerOQHgtea?tat@%%émnt of oil

accor e I nvent | on is a non
|néﬁaﬁ9m866ﬁﬁﬂgbﬂtveﬁ%dhF%%iéontaln|ng oil in an
anmount conpri sedbetween 0 and 3 %, said oil being in
t he dough, having a noisture content bel ow 5 % and
conprising further wheat flour, potato and tapioca
starch and a small anmount of a flavour, which is a
reacti on product between oil, wheat flour and a
concentrate kansui conprising sodiumchloride, sodium
carbonate potaSS|untcarbonate and sodlum
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t hrough normal noodl e processing. The noodl es after
steam ng are dried in inpingenent dryer at 150 OC for
W®2006/0646es . Thi s noodl es has a good fried tasPEI/EP2004/014665
conpared to noodl es without addition of pre-reacted
flavour and dried w th conventional dryer.Exanple 2 20
parts of dry wheat flour, 25 parts of palmoil, 25
parts of water and 15 parts of concentrated kansui are
m xed together and reacted at a pressure of 6 bar for
30 mnutes. 2% of the pre-reacted flavour (flour
basis$) %01 1 . and; 99 argh.ar d i nt.qg t he dough
dur P?}g?ﬁ%éé%gn%%(l ng.l%éou%tgeﬁggrl} I 38/,’ a‘f"ﬁ%’de olpug'%ei samoun%g of
Spr oE@B5ed? adnd OGSt AHEHdIEE pPERELSFhPPTHREd ir @nd 20 %.
The steaned noodl es are dried in inpingenent dryer at
180 for 2 mnutes. This_noodlLes,has goad frie .
tas?gcgﬁ C%%%é%%ﬁﬁgéngnéotg% u?é %%a%??gﬂqﬁhéﬁlégereln the
. Cl drvngd 3s Pprascdasssl foot fiheanhatf att wweemfomdy- fimpgdgement
I nsgaptngooki ng dry noodl es, conprising the steps of
a ) preparing a mxture of oil, wheat flour, water and
a concentrate conprising sodium chloride, sodium
car bohabeccgt asmiandiogr bonaleimnd, sdugnn the drying is
pol yphosohat e &t )a eapbiAgusal dofhXfdUE RGN 70 and 200
atnpépherlc pressure, c ) preparing a dough m xture
conprising wheat flour, water, kansui solution and a
part of the preceding reaction mxture, d ) processing

15sai g ﬂ%@béﬁgtw&mngne@dwgimrm | b dint Q_h%hﬁt%%§ng is
e

10

cutt|nﬁ%%$to strips an ,steag;n% and e ). d%%lng
dougf WPE WY & 315 Ve R oS SHEIOr G ety erapgnpnd 60
1 ,mferein the oil used is any edible oil, like palm

oil or palmolein. 3 ) Process according to any of
clains 1 or 2, wherein the mxture is reacted at a ,
pr eSSUrEr TS IFSEGTHIAeER 2MAnY 1™ 94 tP Plocwhgrein the
20 acodrginmg i cyied obai hg Impon@nenthelgiingt Haring 1 to 5
m xpure-ds reacted during 10 to 90 m nutes. 5 )
Process according to any of clains 1 to 4 , wherein
between 0.5 and 5 % of the reaction mxture is added
t 0 1The RicugEssmacicoréding6td npoeSsolacoer di ng Lo, akjepéin the
Cl ah ;i g 110 Jar WG 8LE thHEs qw@_raiqd%tehvear%g §9dgg 50
to the dough m xture, said additives are tapioCa an
25 pot™t ¥ &Srch, a small amount of oil and other conmon
addi tives taken fromthe group consisting of potassium
Carp@naﬁr%cés%d'alé@o‘ieliﬁg! 98, aﬁ%@@l%qlﬂépgoﬁghﬁg,e’ wherein the
sodi um carbonate_and edi ble guns. 7 ) Process
acortfth g i@saPAve 2 WRBTBIFE tFRRtERSuRe LY 821 %t s
conprised between 0 and 5 % .8 ) Process according to
cl a (=Y ; [ d . Lo
50 Gt 2o T Conen S50 Rarveen b g ey pBlt Al dins oid in
ac ¢t Ay o cafpréfed] BEREean tQ ad dwfer épAdt Aél dpsing in
i s weF rdegyiguthaiviing Botho astuty erorofenty bielipivhgegeahd
dry&cg%ris]icng %‘}C&%§§ FRELL dfﬂg.u! ,olﬁt%lt@ gnd K\Q §§LD starcn
t he Ing I's carried out at a temperature conpri sed
bet3fe R ANaddd 259976 3151 Prjtes WrdCEol i Agredceiar m
359 pmhircai mdtheetdr pilg wsegarfliad euid w tbnasnatrite
vel 0¢j ty. G r b - Process.
rccor R e S BERaE, AR Bedronttl, BEEGT T
i s earhared 0@ chFoRABTngeREPRCTRRAYSy during 1 to 5
mnutes . 13) Process according to any of clains 9 to
11, wherein the drying is carried out in a hot air
oven during 30 to SO mnutes. 14) Process according to
any of clainms 9 to 13, wherein the final noodl es have
a noi sture content below 12 % . 15) Non-fried instant
cooki ng dry noodl es containing oil in an anmount
conprised between 0 and 3 %, said oil being in the
dough, having a noisture content below 5 % and
conprising further wheat flour, potato and tapioca
starch and a small anount of a flavour, which is a
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