, _ abcdef ghe3eDr H6TD{ #WD 031 018059 1 PCTI EP02108907 Descri ption

Conbi nat.i ts of aryl-substituted propanol am ne derd i 1

ot her aws\%’%%i ents and the use tﬁereof EP 1 117 645 %‘?’f’ﬁ"g’g@g‘w
propanol am ne derivatives with hypolipidenmc effect. The invention

based on the object of providing conpositions of matter or cowmmmummlmm“
products of propanol am ne derivatives of the formula | with ot

i ngredients which display a synergistic effect. It was particul arl«sso

i ntended t hat the hypolipidemc effect of the propanol am ne derivatives -of
the for rASEMPOM t he conbi nation products be increased to a

di sproportionately | arge extent by the synergistic effect wwth other active

ingredients. The invention therefore relates to conpositions of matter of
the pr o;ﬁumbuaatlm pdeductsof apd-substitbted propanalamife derivatiés W3h 2therradtivewhi ch

Rl R is h oaryl) upsubstituted or optionally substituted by one
to threén l%‘F"-’r ?"gﬁr&%%ﬂﬁé‘%ﬂmgadi cals, where the aromatic or heteroaronic
system may be substituted one to three times by 2 fl uori ne, chI orine,

brom ne, iodine) OH, CF3, -N02, CN, (C--(8)-al kox%/ p;p(up )-al kyl, NH2,
- NH- RO, ERN( RA)7TF645 djsdosempanme den@@i@swlm Y (g[;e;mgmfga O—|

(C -GCs)-al kyl (-OH) - phenyl, (C~-Cs)-al kyl CF3, (C~-Cs)-al kyl -

(C~-Cs)-al kyl -CN, (C--Cs)-al kyl -NH2, (C~-Cs)-al kyl - NH R9,

(C~-Cs) 'Ifffiekbﬁl/eMd?ﬁ)vB's,ba%@d'oﬁSﬂweQi ét-&g@owﬂﬁig-&ﬁh p&ditions &CQRdtter or

(C, -GCs)-al kyl -COOR", (C~-Cs)-al kyl'- -0 (C~-Cs)-al kyl - CH,

-0 (C~- @@yntanaty)n prgiuctsaf mopg)émlng |demgtlvescof(tue formulag) | iwith efker active

0 (G - ayreiats whih oisilal & s¥droRiik ek Wae pdear b cppkR® =
-0 ( C*" %) Abilgehnic @Ff@t*cﬂtﬁe prbbéiﬁtﬂh‘h\mésﬂén\ﬁ't&es of the formula I in the

-0 (C~-Cs aIkI-O C~- Cs) - al kyl - pheny| - -al kylthio, pyridyl, it
bei ng p@ositina Q%P"QS’(‘\’@"Q)PG W@aﬁ%gé’ﬂﬁpd?%@))”?w)f i@ég%ramn Bé{(ﬁh%al s to be

repl ace | e for phenyl and pyridyl in turn
to be %ﬁ@é%&i&%ﬁ%ﬁ(}vﬁ{@th‘%ﬁgﬁvé‘ﬁ\&?ﬁ%iéggor hal ogen; R2 is H OH CH20H,
Ove, CHO NH2: R3 i s sacchari de residue, disaccharide residue,

tri saccharl de resi t etrasacchari de esi d t he sacchari de
st due The insentien fheseioss raates o cmpesiliontiol MatPhabis ORRRSEIERRG: | de

resi due ituted one or nore times by one of the
sacchar|d£zlvgﬁg%%§ﬂﬂ\%fogﬁgﬁ)ls HO S02-, (HO2-PO-; R4 is H nethyl, F, OW;
RO to R 2 are, independently of one another H, C C8-alkyl; Zis
-NH C- Cps-al kyl -C=0-, -0 C Cps-al kyl -C=0, -(C=O)mC~-C,s-aI kyl - (C=0) ~,

am no acid residue fam no acid residue, where the am no acid residue or
di am no acid resi optionally substituted one or nore tinmes by an

am no acid pr oup, a coval ent bond; n isOorl; 3 misOorl; and
the pharnaceutical 'W"accerHabl ©Hal ts and physi ol ogi cal |y functional
derivatives thereof, with|other| active ingredients, preferably orally
active hypogl ycem e : adignts. Preferred conpositions of matter

conprise_tde c e fornmula | in which one or nore radicals) has
or have the“ ol j: R is phenyl, thiazolyl, oxazolyl,
i soxazolyl, it e for the aromatic or heteroaromatic systemto

be substituted one to tw medN by fluorine, chlorine, bronine,
(C~--C8)-alkyl; R2is HR CH20H, Ove, CHO NH2; RBis OO OHOHOOHOH O
HOHO, HO/ ~ HO ~ HO-~~ A N OH OH OH OH H HO~~~ ~~~ OH OH OH where the
saccharide residue is optionally substituted one or nore tinmes by one of

t he saccharide protective groups, HO S02-; R4 is H nethyl, F, OW; Zis
-NH- Cs- C~2-al kyl -C=0) -0OCs-C~2-al kyl-C=0, -(C=~)mCs-C~2-alkyl-(C=0O~; n
isOorl; misOorl; and the physiolbgically tolerated acid addition salts

t her eof . articularly preferred conpositions of matter conprise the
foIIovmn ‘%’Hﬁgound of the formulal: CHOHp HOOH OH Ov / and the

physi ol ogically tolerated acid addition salts thereof. Heteroatons
particularly suitable in the above nentioned heteroaryl groups are, for

exanpl e,RO, 'S, N. vsmrewl eterioand curmibistiiied on eptienallyosuhsiitited byianestonave

1- 15 carbon atons gn er and 1-2
het er oat ons. Exanpﬁé egqu gﬁf ' gfgﬁgﬁg?%tr%gft&?g %éf%ih%g%rﬂéﬁggrl n the
foregoi ng defi niti paeredronidiicaydeste maybaBubstitutet e tethresitidiereby i ndol e,
qui nol i ne, oxazole, isoxazole, thiazole or isothiazole. The term al kyl

means strai ght-chain or branched hydrocarbon chains. Sacchari

mean conpounds derived from al doses and ket oses which have 3 ﬂmmmmmﬂm"
atons and nmay belong to the D or L.series; these include am no saggdas i des,
sugar al cohol s or saccharl C aC| ds. Exanpl es whi ch may be rrentl oned are.

o o M o T S o o



I n one enbodi nent of the invention, the conpounds of the fornula | are
adm nistered in conbination with a m x PPAR al pha/ gamma agoni st such as,
for 10 exanpl e, GW 1536, AVE 8042) AVE 8134, AVE 0847, or as described in
PCTI US00/ 11833, PCT/ US00/ 11490) DE10142734.4. In one enbodi ment of the
i nvention, the COWH@HHQSCr%nﬁ@%rBﬁME“|6d|heaO“r‘-| Ty, m@%ecﬂd(cncﬁ)lambsa tion

| 0

wth a flbrate such as, for exXanple, feno ate i brate zaf i brate.

I n one enbodi ment (G- Qshelidyh\NaHia -t~ Rf, hél(Bo)R)o,lﬁiUQ o€O0H, {GPOR A | are

ol api de, B, JGTAER RGHpS A AC TR R T EML (BreahARk (e
ds of the f h bil d
be0r pti on' i nhi bi Care (oed) TITRCE, %Z‘:j"%@y'?’%ﬁ%@%z‘?%ﬁ‘ gy 2L 867) such

as, for exanple, KNRCsFalkyl- N||T| Bn.e(Ca kN (RIRThEC- Gv)e&'kVo@ Q. he

compounds of L1 1 2l Ayl BASE TLSE SiEo bSO L LA C R TP
i nvention, the cor:rgocq:qcts6 q§|ky|r@Hfqp.r(rglr@s?]amwcg@mm(@;.gepdmym\]@nbl nation

with a poI yneric bile acid adsorbent suc for exanple hol estyram ne,

col esevel am | n on@-@htfealratieyltCN; - Q-Iﬁ@rpmiréml Biftt2, t@récc&sﬁrawbb“‘bR t he

formula | are adm Qi vat ucer (see
US 6, 342, 512) suchﬁ@e(?gda"éﬂ W @%@7?*"5 E@E?&E& ﬁbogﬁ%‘% ment of
threrbl nvention, tthZGOFpOOD((ﬂﬁ Cgé) -dlkyd- G@ﬁtﬂl 20- @{-Ge)adlkyan&-@r RE, I-hg -SO3H,

conbi nation with an ACAT inhibitor such as ayasi m be. In one
e R ecIN LR DA T TRl

adm nistered in c ' IR W HHe

OPC--14117. In on%%@gi%ﬁbé& ?'%efaf’tn’bgﬁf. on. M%onﬁ%n L %1W
formula | are adnradisaisrteds reptaced vaflionneyiand inbeingquossibie for pheaskand

i nhi bitor such as, for exanp odlne of the

i nvention, the corRYSAX8 tdm WWPQS&U%%%%?@ Fg? %‘?'?ratl on
with an ATP-citrate |yase inhibitor such as, for exanple, SB— 204990. In one
enbodi mrent of the invention, the conpounds of the formula | are

admi ni stRfred i n cdsrbi, 2Hj GH.QH; OMe sGH&), dd; synt het ase i nhi bitor such as,
for exanple, BMS-188494. In one enbodi nent of the invention, the corrpounds
of the fornula | are administered in conbination with a Iipoprotei n(a)
antagoniggt such asgs shéehapamsRiueHisheearitle Ristdild, MisacthhHde rési@ne,

embodi ment of the invention, the compounds of the formula | are
administered i n céetrsaccherideiesidae, wheredhersisicoharide meidueislisgaghaggdenyl e,
orlistat. In one enhqdi nent ftelnventlo th mpounds .of f.h ormul a
| are adni ni st er ed€¥ ﬁu%’o%??é? %S{qyeq{ PPﬁ C‘ﬁ? @ﬁé'eg'ﬁﬂgd?ﬁgh?ﬁal[yhe
conmpounds of the fsabstituted oﬁé@rmtfremrﬁé@b?dnerbfctmbamtarm protdttiee

sul fonyl urea such as, for exanple, tolbutam de) glibenclamnide, glipizide or
glimepiride. In 0@E0WRHHORAL, (WA -ROnipounds of the formula | are

adm ni stered in conbination with a biguanide such as, for exanple,
nmetformn. I n another enbodi nent, the conpounds of the formula |I are

admi ni stRted in cosbi, nedthpin FWOMe;a megl i tini de such as, for exanple,
repaglinide. In one enbodi nent, the conpounds of the fornula | are

adm nistered in conbination with a thiazolidinedione such as, for exanple)
troglitago 1¢ci gl ol . or the conpounds

di scl ose {beR WO 9 r%lg\g%ﬁepagﬂw ?&fﬂd@;a ggggr%hbé ti on) in particular
5-[[4-[(3,4 di hydr o- 3- net hyl - 4- oxo- 2- qU|nazoI|nyInethoxy]phenyl]nethyl]-2,4

-t hi azol j di nedi one. e.co of the formula | are
adm ni stered in cdﬁb\klﬁlagp'ﬁn \%ﬁ‘tyﬂc' K '%T('l(}bgsﬁl'%g)é Fri bi tor such as, for
exanple, mglitol gs-@¢a X 8-alk n%é br)n,ta?ﬁnsrﬂwlré@due dismireramevesaus! the
formula | are administere inati'on wth an acti've I ngredi ent which
acts on the ATP- deyierdéhe apmnamlmmmoledlamlnm poidesidueds lopfiosalh as, for
exanpl e, tol butam d encl am de, i zi de pirid r epagl i ni de.
I n one embodi nent 8 u?’ﬁgg’é%ﬁﬁaﬁﬁ(ﬁén%e tlrﬁ Bgtamrgln% %ﬁ’ng Pé%‘ﬁ?ﬁ‘!%@@#é’dal n

conmbi nation with rgg,n,gmtnl@gengne of the aforenentioned conpounds, e.g. in
combi nation with a sulfonylurea and nmetformn, a sulfonylurea and acarbose,
repaglinide and netformn, insulin and a sul fonyl urea, insulin and
metformn, insuli n d %rogl itazone, insulin and |ovastatin, etc. In a
further %rrbodl ment" Ew‘ﬁe 'conmpounds of the fornula | are adm nistered in
conbi nation with CART nodul at ors (see "Cocai ne-anphet am ne-regul at ed
transcript influences energy netabolism anxiety and gastric enptying in

m ce" Asakawa, A, et al., M:Hornone and Metabolic Research (2001 ), 33(9),

554-558), NPY antagonists, e.g. naphthal ene-1-sul fonic acid
{4 [(4 am noqw nazol i n- 2- yI am no) met hyI ] cycI ohexyl met hyl } am de;

NN O™ A NSNS AN\ -,



BM5-188494 O OH CH3 O HSC OH CHs CH O CH3 H3C CHa C 1-1027 OCH3 CCHO p O
CH G1262570 / \ ~~~/ ri o\ NOOJWHJTT-501 It is self-evident that
every suitable conbination of the conpdunds of the invention with one or
nore of the aforenmentioned conpounds and optionally one or nore other

phar macol ogi cal |y active substances is to be regarded as covered by the
scope of protection of the present invention. The conbination products or
conposi tri ons of n@®er 1gconpri si ng conpounds of the 16 formula | represent
i deal nedicanments for the treatnent of |ipid netabolismdisorders and/ or-
car bohydrate netabol i smdisorders, especially hyperlipidema and netabolic
syndro ! i i ] i I ¢ i ng
the ser cRd RS PEAHaGAk|cally BOENSDR: SHIE And B SEIoBICap Rufotichl Lo atRes

ar t er i ofwreofHwith other aectiveningedientshprefetabiybrally mctipehypogeemniar acdiveo
illustrate éhe invention w thout, however, restricting it. Exanple A Soft
gel ati n"NEBAENES cont ai ning 100 ng of active ingredients per capsul e: per
capsul e active ingredients 100 ng triglyceride m xture fractionated from
coconut fat 400 ng capsule contents 500 ng Exanple B Enul sion containing 60
my of afrefesredraprepiositions pemattentompese e campotindsnof ieforensda {im which

ingredients 1.2 eut r oil . g.s.. sediumcarbo thylcellulose 0.6 g

pol yonyPﬁﬁréﬂ%regrtagéﬁai\(tsgha?‘ or hg?’?é@? gcﬂf,ov%raﬁ g{q?néﬁrg 2.0 g flavoring q.s.
wat er (deionized or distilled) ad 100 m Exanple C Rectal drug form
containing 40 ng of active ingr edi ents per suppository: active ingredients

supposi fory base jsephenyipihiazoh yoxazohy, isesazolylait beingrpnssitier son tees

cont ai ni ng 40 ny ] i i t el | et 0
ngcorn starch300 %%@%hé%ghét%&%%@éﬁ%ﬁ&%@s@ﬁ% és‘f%??ué%g%@%%q%gggﬁ%
Exanpl e E Coat ed tylfluerinesomibeahe] henfife L oCs)aalkylye i ngredi ents per coated
tabl et: per coated tabletactive ingredi ents50 ngcorn starchl00 ngl act ose60
ngsec. cal ci um phosphat e30 ngsol ubl e starch5 ngmagnesi um st ear at €10

ngcol | oiRiaI si i caoymey 2 OHEHES IR €HD Nig,:fol lowing fornulations are

sui tabl & for producihg t'hé tontents of hard gel atin capsul es: a) active
ingredients 100 ng corn starch 300 ma 400 ng b) active ingredients 140 ny
| act ose 180 ng corn starch 180 ma 500 ny 18 Exanpl e G Drops can be
producedRusing thé following formulation (100 ng of active ingredient in 1
m = 20 drops): active ingredi entsl0 gnethyl begzoate0.07 gethyl
benzoat e0. 03 get haroPH @6% nl degp ned al | zed wat grag 190 mq Syplr gi stic
ef fect of thef@QFﬂL?aéLaQ§ o;oﬁggggﬂggg of theofofnufa | wthother active
ingredients was fesfediin an am nal &xp rinent s pulBosq, e
fol | owi ng conpound YEI®Y from t heOr Sp"of conpounds of the for@Hl a | was
tested: OH~H OHO NNNNHOHOHOH Ow ~NvVv Conmpound (Cl) Hansters were

used for the biolgical g, f C k. i t S .0

"vent fon. Wale. SYTIEHR it S TgicR eblse R ERERLN PSRN heBr BB s
of age were used fifed heor petharsatchafide protective grausy, HOLSO st andar d f eed
(Tekl ad 8604M supplenented with 0.1 % chol esterol. An additional nornal
control group received only standard feed. The test substances were
adm ni stered oral Ly, b a eﬁﬁ“%e a day on 12 consecutive days, and the
controllgioup mas'%F%ﬁFgaMmFt the vehicle. Feces were collected on days 5
and 6 of the experinent for bile acid analysis. Retroorbital blood was
taken fromthe animals gn _day 10 _of t experiment, and the 19 lipid

l evel s i% the pIaéﬁd“Wégﬁché?@WﬁpﬁghzHﬁéﬁﬁ@éﬁﬂpﬁéifpacers wer e admi ni stered
orally to the ani ngtsnon . fckhe -experinment to determne the

chol esterol absorS???%%?ﬁggﬁéﬁﬁ(yi?ob?%e nmet hod descri bed by Zilversmth et
al. On day 13 of the experinent, the aninmals were sacrificed, and the
animal s’ livers were repoved for chol esterol analysis and preparation of

m crosorfes. The 7d°Mrbxyl ase activity was determined in the |iver

m crosones ex vivo by a nodified nethod of Hyl enon et al. Conbi nation of
conpound C1 with Caronmax Product ng/200 ml 1 Teklad normal n =6 -6 ctr.

2 Tekladm+ 0.1 % G8iOhgmpErlip. ctr. (0.1 %CH n =6 -12 3 Teklad + 0.1 %
CH 30 ng/kgld C1 n =6 -18 600 4 Teklad + 0.1 % CH 5% Caronax in the feed n
=6 -24 5 Teklad + 0.1 % CH 30 ng/kg/d C1L + 5% Caromax n = 6 -30 600 (feed)
The sub%@m’e_sprwsﬁﬂo@gieﬁwmatéu SoHUdlitidrP94Hs ihergoff i nal concentration of
5% The solutions are then suspended with 0.4% potato starch.

Adm nistration takes place 1 x a day with 10 m/kg Feed: Tekl ad 8604M
batch: 030610M Experinental aninmals: Male Syrian hansters (Mesocricetus
auratus) supplied by Harlan 80-100 g at the start of adaptation Measured
paranmeters: Feed consunption Animal weight (weekly) Safety paraneters (CH;
TG ALAT/ ASAT; AP; HDL/LDL) 20 Prelimnary value and 2 days before end of
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and the physiologically tolerated acid addition salts thereof.

HO

Heteroatoms patrticularly suitable in the abovementioned heteroaryl groups are, for
example, O, S, N.

Unless otherwise defined, the heteroaromatic rings have 1-15 carbon atoms and 1-6
heteroatoms, preferably 1-5 C atoms and 1-2 heteroatoms.

Examples of suitable heteroaryl groups mentioned in the foregoing definitions are
thiophene, furan, pyridine, pyrimidine, indole, quinoline, oxazole, isoxazole, thiazole
or isothiazole.

The term alkyl means straight-chain or branched hydrocarbon chains.

Saccharide residues mean compounds derived from aldoses and ketoses which
have 3 to 7 carbon atoms and may belong to the D or L series; these include amino
saccharides, sugar alcohols or saccharic acids. Examples which may be mentioned
are glucose, mannose, fructose, galactose, ribose, erythrose, glyceraldehyde,
sedoheptulose, glucosamine, galactosamine, glucuronic acid, galacturonic acid,
gluconic acid, galactonic acid, mannonic acid, glucamine, 3-amino-1,2-propanediol,
glucaric acid and galactaric acid.

Disaccharides mean saccharides composed of two saccharide units. Di-, tri-, or
tetrasaccharides are produced by acetal-like linkage with 2 or more sugars. The
linkages may moreover occur in the a or B form. Examples which may be mentioned

are lactose, maltose and cellobiose.
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If the saccharide is substituted, the substitution preferably takes place on the

- hydrogen atom of an OH group of the sugar.
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Suitable protective groups for the hydroxyl groups of the saccharides are essentially

the following: benzyl, acetyl, benzoyl, pivaloyl, trityl, tert-butyldimethylsilyl,

benzylidene, cyclohexylidene or isopropylidene protective groups.

The term amino acids or amino acid residues mean the stereoisomeric forms, i.e. D
or L forms, of the following compounds:

alanine glycine
cysteine histidine
aspartic acid isoleucine
glutamic acid lysine
phenylalanine leucine
tryptophan methionine
tyrosine asparagine

2-aminoadipic acid
3-aminoadipic acid
beta-alanine
2-aminobutyric acid
4-aminobutyric acid
piperidic acid
6-aminocaproic acid
2-aminoheptanoic acid
2-(2-thienyl)-glycine
penicillamine
N-ethylasparagine
hydroxylysine
allo-hydroxylysine
3-hydroxyproline
4-hydroxyproline
isodesmosine

allo-isoleucine

proline
glutamine
arginine
serine
threonine

valine

2-aminoisobutyric acid
3-aminoisobutyric acid
2-aminopimelic acid
2,4-diaminobutyric acid
desmosine
2,2-diaminopimelic acid
2,3-diaminopropionic acid
N-ethylglycine
3-(2-thienyl)-alanine
N-methylglycine
N-methylisoleucine
6-N-methyllysine
N-methylvaline
norvaline

norleucine

ornithine

11-aminoundecanoic acid

C
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The term amino acid protective groups means suitable groups protecting the
functional groups of the side chains of the amino acid residues (see, for example,
T. W. Greene, P. G. M. Wuts, Protective Groups in Organic Synthesis, 2" Edition,
John Wiley and Sons, New York 1991). Those mainly used are: t-butyloxycarbonyl
(BOC), 9-fluorenylmethoxycarbony! (Fmoc), benzyloxycarbonyl (Z),
2-(3,5-dimethoxyphenyl)prop-2-yloxycarbonyl (Ddz), methyl, t-butyl, trityl, s-t-butyl.

Pharmaceutically acceptable salts are, because of their greater solubility in water
compared with the initial or basic compounds, particularly suitable for medical
applications. These salts must have a pharmaceutically acceptable anion or cation.
Suitable pharmaceutically acceptable acid addition salts of the compounds of the
invention are salts of inorganic acids such as hydrochloric acid, hydrobromic,
phosphoric, metaphosphoric, nitric, sulfamic and sulfuric acids, and of organic acids
such as, for example, acetic acid, benzenesulfonic, benzoic, citric, ethanesulfonic,
fumaric, gluconic, glycolic, isothionic, lactic, lactobionic, maleic, malic,
methanesulfonic, succinic, p-toluenesulfonic, tartaric and trifluoroacetic acids. The
chloride salt is particularly preferably used for medical purposes. Suitable
pharmaceutically acceptable basic salts are ammonium salts, alkali metal salts (such
as sodium and potassium salts) and alkaline earth metal salts (such as magnesium
and calcium salts).

Salts with a pharmaceutically unacceptable anion likewise belong in the scope of the
invention as useful intermediates for the preparation or purification of
pharmaceutically acceptable salts and/or for use in nontherapeutic, for example

in vitro, applications.

The term “physiologically functional derivative” used herein refers to any
physiologically tolerated derivative of a compound of the invention of the formula |,
e.g. an ester which is able on administration to a mammal, such as, for example, a
human, to form (directly or indirectly) a compound of the formula | or an active

metabolite thereof.

Physiologically functional derivatives also include prodrugs of the compounds of the



u 6zu O U O U 0ZU 0ZU O U 0ZU ONO rO rrrrrrrrrrOOY~. -~O
+O +O +O +O0 +O0 +O0 +0 +O0 +O0 + +0a>YNNO E Il N LL,la N.~-CNIl-a
66 - p~~-aca¥Y- NFFacCY~C- OHac~~-CNHaN;GOIl-ac>3 ~COE-a
ca ~Gp HacO~-CN~acB.YOEat6 ~-Cpl-aca.Y ONNWInCIf~00~Orr
rN 00CQnGkntién.Buch prodrugs can be metabolized in vivo to a compound of the invention.

-These prodrugs may themselves be active or not.

The amount of a compound of formula (I) and of other active ingredients necessary
to achieve the desired biological effect with the combination depends on a number of
factors, e.g. the specific compound chosen, the intended use, the mode of
administration and the clinical condition of the patient. The daily dose is generally in
the range from 0.1 mg to 100 mg (typically from 0.1 mg to 50 mg) per day per
kilogram of body weight, e.g. 0.1-10 mg/kg/day. Tablets or capsules may contain, for
example, from 0.01 to 100 mg, typically from 0.02 to 50 mg. In the case of
pharmaceutically acceptable salts, the aforementioned weight data are based on the
weight of the aminopropanol ion derived from the salt. The compositions of matter
are, however, preferably in the form of a pharmaceutical composition with a
convertible carrier. The carrier must, of course, be compatible in the sense that it is
compatible with the other ingredients of the composition and is not harmful for the
patient’s health. The carrier may be a solid or a liquid or both and is preferably
formulated with the compounds as single dose, for example as tablet, which may
contain from 0.05% to 95% by weight of the active ingredient. Other pharmaceutically
active substances may likewise be present, including other compounds of formula (1).
The pharmaceutical compositions of the invention can be produced by one of the
known pharmaceutical methods which consist essentially of mixing the ingredients
with pharmacologically acceptable carriers and/or excipients.

Pharmaceutical compositions of the invention are those suitable for oral and peroral
(e.g. sublingual) administration, although the most suitable mode of administration
depends in each individual case on the nature and severity of the condition to be
treated and on the nature of the particular compound of formula (I) used. Coated
formulations and coated slow-release formulations are also within the scope of the
invention. Acid- and gastric juice-resistant formulations are preferred. Suitable gastric
juice-resistant coatings comprise cellulose acetate phthalate, polyvinyl acetate
phthalate, hydroxypropylmethylcellulose phthalate and anionic polymers of
methacrylic acid and methyl methacrylate.

Suitable pharmaceutical compounds for oral administration may be in the form of
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separate units such as, for example, capsules, cachets, lozenges or tablets, each of
which contain a defined amount of the compound of the formula (l) and of the other
active ingredients; as powders or granules; as a solution or suspension in an
aqueous or nonaqueous liquid; or as an oil-in-water or water-in-oil emulsion. These
compositions may, as already mentioned, be prepared by any suitable
pharmaceutical method which includes a step in which the active ingredient and the
carrier (which may consist of one or more additional ingredients) are brought into
contact. These compositions are generally produced by a uniform and homogeneous
mixing of the active ingredient with a liquid and/or finely divided solid carrier, after
which the product is shaped if necessary. Thus, for example, a tablet can be
produced by compressing or shaping a powder or granules of the compound, where
appropriate with one or more additional ingredients. Compressed tablets may be
produced by tableting the compound in free-flowing form, such as, for example, a
powder or granules, where appropriate mixed with a binder, glidant, inert diluent
and/or one (or more) surface-active/dispersing agent in a suitable machine. Shaped
tablets can be produced by shaping the compound which is in powder form and has
been moistened with an inert liquid diluent in a suitable machine.

Pharmaceutical compositions suitable for peroral (sublingual) administration include
lozenges which contain a compound of formula (1) and the other active ingredient

with a flavoring, normally sucrose and gum arabic or tragacanth, and pastilles which
comprise the compound in an inert base such as gelatin and glycerol or sucrose and

gum arabic.

Other active ingredients which are suitable for the combination products are:

all antidiabetics mentioned in the Rote Liste 2001, chapter 12. They can be
combined with compounds of the invention of formula | in particular for synergistic
improvement of the effect. Administration of the active ingredient combination can
take place either by separate administration of the active ingredients to the patient or
in the form of combination products in which a plurality of active ingredients are
present in one pharmaceutical preparation. Most of the active ingredients listed
below are disclosed in the USP Dictionary of USAN and International Drug Names,
US Pharmacopoeia, Rockville 2001.
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Antidiabetics include insulin and insulin derivatives such as, for example, Lantus®

- (see www.lantus.com) or HMR 1964, fast-acting insulins (see US 6,221,633), GLP-1

derivatives such as, for example, those disclosed in WO 98/08871 of Novo Nordisk
A/S, and orally active hypoglycemic active ingredients.
The orally active hypoglycemic active ingredients include, preferably, sulfonylureas,
biguanides, meglitinides, oxadiazolidinediones, thiazolidinediones, glucosidase
inhibitors, glucagon antagonists, GLP-1-agonists, potassium channel openers such
as, for example, those disclosed in WO 97/26265 and WO 99/03861 of Novo Nordisk
A/S, insulin sensitizers, inhibitors of liver enzymes involved in the stimulation of
gluconeogenesis and/or glycogenolysis, modulators of glucose uptake, compounds
which alter lipid metabolism, such as antihyperlipidemic active ingredients and
antilipidemic active ingredients, compounds which reduce food intake, PPAR and
PXR agonists and active ingredients which act on the ATP-dependent potassium
channel of the beta cells.

In one embodiment of the invention, the compounds of the formula | are
administered in combination with an HMG-CoA reductase inhibitor such as
simvastatin, fluvastatin, pravastatin, lovastatin, atorvastatin, cerivastatin,
rosuvastatin.

In one embodiment of the invention, the compounds of the formula | are
administered in combination with a cholesterol absorption inhibitor such as, for
example, ezetimibe, tiqueside, pamaqueside.

In one embodiment of the invention, the compounds of the formula | are
administered in combination with a PPAR gamma agonist such as, for example,
rosiglitazone, pioglitazone, JTT-501, Gl 262570.

In one embodiment of the invention, the compounds of the formula | are
administered in combination with PPAR alpha agonists such as, for example,
GW 9578, GW 7647.

In one embodiment of the invention, the compounds of the formula | are

administered in combination with a mixed PPAR alpha/gamma agonist such as, for
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In one embodiment of the invention, the compounds of the formula | are
administered in combination with a fibrate such as, for example, fenofibrate,
clofibrate, bezafibrate.

In one embodiment of the invention, the compounds of the formula | are
administered in combination with an MTP inhibitor such as, for example, implitapide,
BMS-201038, R-103757.

In one embodiment of the invention, the compounds of the formula | are
administered in combination with bile acid absorption inhibitors (see, for example,
US 6,245,744 or US 6,221,897) such as, for example, HMR 1741.

In one embodiment of the invention, the compounds of the formula | are
administered in combination with a CETP inhibitor such as, for example, JTT-705.

In one embodiment of the invention, the compounds of the formula | are
administered in combination with a polymeric bile acid adsorbent such as, for

example, cholestyramine, colesevelam.

In one embodiment of the invention, the compounds of the formula | are
administered in combination with an LDL receptor inducer (see US 6,342,512) such
as, for example, HMR1171, HMR1586.

In one embodiment of the invention, the compounds of the formula | are

administered in combination with an ACAT inhibitor such as, for example, avasimibe.

In one embodiment of the invention, the compounds of the formula | are

administered in combination with an antioxidant such as, for example, OPC--14117.

In one embodiment of the invention, the compounds of the formula | are

administered in combination with a lipoprotein lipase inhibitor such as, for example,

)
N e 4
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in one embodiment of the invention, the compounds of the formula | are

administered in combination with an ATP-citrate lyase inhibitor such as, for example,
SB-204990.

in one embodiment of the invention, the compounds of the formula | are
administered in combination with a squalene synthetase inhibitor such as, for
example, BMS-188494.

In one embodiment of the invention, the compounds of the formula | are
administered in combination with a lipoprotein(a) antagonist such as, for example,

Cl-1027 or nicotinic acid.

In one embodiment of the invention, the compounds of the formula | are
administered in combination with a lipase inhibitor such as, for example, orlistat.

In one embodiment of the invention, the compounds of the formula | are
administered in combination with insulin.

In one embodiment, the compounds of the formula | are administered in combination
with a sulfonylurea such as, for example, tolbutamide, glibenclamide, glipizide or
glimepiride. '

In one embodiment, the compounds of the formula | are administered in combination
with a biguanide such as, for example, metformin.

In another embodiment, the compounds of the formula | are administered in
combination with a meglitinide such as, for example, repaglinide.

In one embodiment, the compounds of the formula | are administered in combination
with a thiazolidinedione such as, for example, troglitazone, ciglitazone, pioglitazone,
rosiglitazone or the compounds disclosed in WO 97/41097 of Dr. Reddy's Research
Foundation, in particular 5-[[4-[(3,4-dihydro-3-methyl-4-oxo-2-quinazolinylmethoxy]-
phenyllmethyl]-2,4-thiazolidinedione.

In one embodiment, the compounds of the formula | are administered in combination

with an a-glucosidase inhibitor such as, for example, miglitol or acarbose.
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p_ U X Dok €misdiment, the compounds ©f dhe formpila | BreJ administered in combination
with more than one of the aforementioned compounds, e.g. in combination with a
sulfonylurea and metformin, a sulfonylurea and acarbose, repaglinide and metformin,
insulin and a sulfonylurea, insulin and metformin, insulin and troglitazone, insulin and

lovastatin, etc.

In a further embodiment, the compounds of the formula | are administered in
combination with CART modulators (see "Cocaine-amphetamine-regulated transcript
influences energy metabolism, anxiety and gastric emptying in mice" Asakawa, A,

et al., M.:Hormone and Metabolic Research (2001), 33(9), 554-558), NPY
antagonists, e.g. naphthalene-1-sulfonic acid {4-[(4-aminoquinazolin-2-ylamino)-
methyl]cyclohexylmethyl}amide; hydrochloride (CGP 71683A)), MC4 agonists (e.g.
1-amino-1,2,3,4-tetrahydronaphthalen-2-carboxylic acids [2-(3a-benzyl-2-methyl-
3-0x0-2,3,3a,4,6,7-hexahydropyrazolo[4,3-c]pyridin-5-yl)-1-(4-chlorophenyl)-2-oxo-
ethyllamide; (WO 01/91752)), orexin antagonists (e.g. 1-(2-methylbenzoxazol-6-yl)-
3-[1,5]naphthyridin-4-ylurea; hydrochloride (SB-334867-A)), H3 agonists
(3-cyclohexyl-1-(4,4-dimethyl-1,4,6,7-tetrahydroimidazo(4,5-c]pyridin-5-yi)propan-
1-one oxalic acid salt (WO 00/63208)); TNF agonists, CRF antagonists (e.g.
[2-methyl-9-(2,4,6-trimethylphenyl)-OH-1,3,9-triazafluoren-4-yl]dipropylamine

(WO 00/66585)), CRF BP antagonists (e.g. urocortin), urocortin agonists,
B3-agonists (e.g. 1-(4-chloro-3-methanesulfonylmethylphenyl)-2-[2-(2,3-dimethyl-1H-
indol-6-yloxy)ethylamino]ethanol; hydrochloride (WO 01/83451)), MSH (melanocyte-
stimulating hormone) agonists, CCK-A agonists (e.g. {2-[4-(4-chloro-2,5-dimethoxy-
phenyl)-5-(2-cyclohexylethyl)thiazol-2-ylcarbamoyl]-5,7- dimethylindol-1-yl}acetic acid
trifluoroacetic acid salt (WO 99/15525)); serotonin reuptake inhibitors (e.g.
dexfenfluramine), mixed serotoninergic and noradrenergic compounds (e.g.

WO 00/71549), S5HT agonists e.g. 1-(3-ethylbenzofuran-7-yl)piperazine oxalic acid
salt (WO 01/09111), bombesin agonists, galanin antagonists, growth hormone (e.g.
human growth hormone), growth hormone-releasing compounds (6-benzyloxy-1-(2-

diisopropylaminoethylcarbamoyl)-3,4-dihydro-1H-isoquinoline-2-carboxyiic acid tert-
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it is self-evident that every suitable combination of the compounds of the invention
with one or more of the aforementioned compounds and optionally one or more other
pharmacologically active substances is to be regarded as covered by the scope of

protection of the present invention.

The combination products or compositions of matter comprising compounds of the
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Hamsters were used for the biological testing of the combination products of the

invention.

Male Syrian hamsters (Mesocricetus auratus) from 8 to 10 weeks of age were used
for the experiment. The animals received a standard feed (Teklad 8604M)
supplemented with 0.1% cholesterol. An additional normal control group received

only standard feed.

The test substances were administered orally by gavage once a day on 12

consecutive days, and the control group was treated with the vehicle.

Feces were collected on days 5 and 6 of the experiment for bile acid analysis.

Retroorbital blood was taken from the animals on day 10 of the experiment, and the
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The substances are dissolved in Solutol (50°C) in a final concentration of 5%.
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Administration takes place 1x a day with 10 mi/kg

Feed: Teklad 8604M batch: 030610M

Experimental animals: Male Syrian hamsters (Mesocricetus auratus) supplied by
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80-100 g at the start of adaptation
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erimental animals: Male Syrian hamsters (Mesocricetus auratus) supplied by Harlan

CYP?7 activity (liver microsomes as group pool of 0.5 g each - preparation on day of experimen
Oral administration of 2 uCi of *H-sitosterol/1 uCi of "*C-cholesterol in 0.5 ml 1:1 tricaprin:trica

20 The feces are then dried and combusted in an Oximate (Packard) for isotope determination
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C109 & () - 7r@AYl 0ok & (I "10% & ()-71 “10% & ()-71 " 10W & ()- 7l
"1098 & ()-71>" 10% & (E 71 C10% & ()-7_CAYl “10%1 109 & ()-7 10 & ()-7I
10% & ()7l 1098 & (F71 “10% & ()-71 “10% & ()-7cCAYl 1091 " 10% & ()-7I
10% & ()-713 1008 & (&> 71 “10% & ()-71 “10% & ()-7 " 10% & ()- 7TnR2CAYI
109 & ()-712°10% & (71 “10% & ()-71 “10% & ()-7Y  /; 2KOAZ | "#0S7VI
10% & ()-719°10% & (71 100 & ()-71 “10% & ()-71 “10% & ()- 7!
109 & ()-718°10% & (E 7#$9%& (nR60S7Yl "109% & ()-771 “10% & ()-77Y /;
PKOWZI 10988 ()- 7o @09 & ()-7()+./124hL, Yl “10% & ()-7I “10% & ()-7I
109% & ()-71% 109 & (B 71 ~109% & ()-71 ~10% & ()-71 ~10% & () - 74578: ;
<> POYl “109& ()-Md T0%& ()-71 "10%& ()-71 “10%& ()-71 " 10% & ()- 7|
109 & ()-7I2°10% & (> 7>?@BCnR6I POYI ~109%8 & ()-7I ~10% & ()-7Y

Yo}

26

Thus, for example, treatment with 0.1 mg/kg K 00 04513 (line 3) reduces the LDL-cholesterol to
C1 (line 6) reduces the LDL-cholesterol to 87%. Combination treatment with 0.1 mg/kg K 00 04

It is evident from the tables that the compounds of the formula | in combination with Caromax® a
reduces the LDL-cholesterol to 28%.

effect on the plasma parameters.

5



[ ; ?KonzI
1; ?KONZI

" 10% &
"10% &

109 & ()-71 109 & ()- 7CDFGHI JKpT8Yl “10% & ()-71 “10% & () -
oose (-7 ) p () B & ()-7I

109 & ()-71 109 & ()-71 109 & ()-71 109 & () - 7TKLMNOP6pT8YY

10%&'()-7| T108 & ()-71 109 & ()-71 109 & () - 7TPQRSUVYZ
\10%&() 71 4 4 = PPaY

0% & &()-7Z\] bceg&4yl - %Wl "10% & 71
0%&‘&0 'I"’IM%&()-?I 1048 & ()-7(4" “10% & () - 7<(azghm) u%ué 0%|

)- 7l

atentwaym

“10% & () -7l

[ ?KOWZI

"10% &' |

“109% & () -7l

"10% &

109 & ()-71 “10% & ()-71 "10% & ()-7 “10% & ()- 7|

10% & ()-71 “10% & ()-71 " 10% & ()- 7| 10%&() 7(1
P~gK/ Yl “10% & ()-71 "10% & ()-71 104 & ()-7 ~10% & ()- 7|
109 & ()-7(1 "10% & ()-7el-gK/ Yl “10% & ()-7-1 “10% & ()-7-

“10% & ()-71 T10% & ()-7hH Yl “10% & ()-71 ~10% & ()-7I

$10% & ) - 71 A cHPRpition Gf mattevampisiig caropeunds ofthe foomila () - 7_c/ v
T10% & ()-71 T10% & ()-71 T109% & ()-71 C10% & ()-71 " 10% & ()- 7
iggﬁggg-;qu 10% & 1 104 & ()-71 108 & ()-71 ~10% & ()-7I

“10% & () -7l
S10% & () -7
109 & ()-7gC+Yl " 1091 |109% & ()-71 109 & ()-71 " 10% & ()-71 ~10% & ()-7I

“10% & () -7
R:z-N
H

10

15

20

25

in which

R1

"~ 109

109 & ()-71 109 & ()-7nR6C/ Yl | ~109% & ()-71 ~10% & ()-7I

-7 *109 7Y [ ; PKOWZGK+Yl " 10% & ()-7] " 10%W & ()- 7|
IR

9 &'()| 71 "10% & ()-71 10 & ()-71 " 10% & () - 7j N2gK+YI

109 Y /;?KONZI 109 & ()-71 10% & ()-7cC+Yl " 10% |
" 1098 &N() - 7WH" 1004 () - 71 10 & ()-71 "10% & ()-7I

‘HO%B & ()-71 "10%& ()-71 " 10% & ()-7I

is phenyl, heteroaryl, unsubstituted or optionally substituted by one to
three mutually independent radicals, where the aromatic or
heteroaromatic system may be substituted one to three times by
fluorine, chlorine, bromine, iodine, OH, CF3, -NO3, CN, (C4-Cs)-alkoxy,
(C+-Ca)-alkyl, NHz, -NH-R®, -N(R®)R"®, CHO, -COOH, -COOR"",
-(C=O)-R12, (C4-Cé)-alkyl-OH, (C+-Ce)-alkyl(-OH)-phenyl, (C+-Ce)-alkyl-
CF3, (C1-Cg)-alkyl-NO2, (C4-Cs)-alkyl-CN, (C1-Cg)-alkyl-NHy,
(C4-Ce)-alkyl-NH-R®, (C1-Ce)-alkyl-N(R)R™®, (Cs-Ce)-alkyl-CHO,
(C4-Cs)-alkyl-COOH, (C1-C6)-alkyI-COOR”, (C1-Cs)-alkyl-(C=O)-R12,
-O-(C1-Ce)-alkyl-OH, -O-(C4-Cg)-alkyl-CF 3, -O-(C4-Cs)-alkyl-NOz,
-0-(C4-Ce)-alkyl-CN, -O-(C4-Ce)-alkyl-NH, -O-(C+-Ce)-alkyl-NH-R®,
-0-(C+-Ce)-alkyl-N(R®)R", -O-(C+-Cg)-alkyl-CHO, -O-(C1-Cs)-alkyl-
COOH, -0-(C1-Ce)-alkyl-COOR"", -0-(C1-Ce)-alkyl-(C=0)-R "2, -N-
SO3H, -S0,-CHs, -O-(C1-Cs)-alkyl-O-(C4-Cs)-alkyl-phenyl, (C+-Ce)-
alkylthio, pyridyl, it being possible for one or more hydrogen atom(s) in

the alkyl radicals to be replaced by fluorine, and it being possible for



“10% & ()-7Y  /;?KOAZ_?+Yl “10% “10% & ()-71 “10% & ()-71 “10% & ()-7I
9006 & ()-71 10 & ()-71 “10% & ()-7hH, Yl “10% & ()-71 " 10% & ()- 7l
"10% & ()-71 10%& ()-71 “10% & ()-71 10%& ()-71 “10% & ()-7cG VI
11006 & ()-71 “10% & ()-71 “10% & ()-71 “10%W& ()-71 “10% & ()-7I
> 10% & ()-7I :10%&'()-7 gG+Yl ‘10%%() 771 “10% & ()-71 10% & ()-7I
igﬁzgg-% ?%oﬁ() 7l 10/(;0%&() 79 0% & ()-7 | NegGrvl | 10% & ()71
i 9 10% & 0%
“10% & () -7 ‘10%@%%# Séz)ttlintﬂ e R “P)S't}"?e‘g %%e&hl‘) inbsy &r !
“10% & ()-7 llthp(%,o§e KO/\Z(I 10% & ()-7(1 “10% & ()-7(1 ~10% & ()-7(|
“10% & ()-7! " #S$UR WY1 “100& ()-71 “10%& ()-71 10% & ()-7I
%gﬁz() 7 %%&E) 7110%& ()7 108 & ()-7()+, . /121 LoV
9 9 %&() 71 110% & () -7
0% & B -7~ 10945¢ #wgzt@éﬁf?%g%u 10% & () - 7|(210%&'()-7|
& ()- 7: 0%&() 7 <=>2@L X<Y [ 2K 0%&() 71 ~10% & () -7

109
1oc§& ()-71 “10% & ()-7° 10%&4) 7| “109% & ()-71 " 10% & () - 7ACDFG JgK<Y
;2K RO% 10%&s(a)ocmarldaw8|@Q) igacchaoige gesipug trisaoghagide residue,

1008 & () - 0
. 18(2 g 8 i ;I( | 1300/8/6&83‘6%2:er(}'% r@%%ﬁﬁ%%nd@ resfb%éé &isGeHaride
residue, trisaccharide residue or tetrasaccharide residue is optionally

substituted one or more times by a saccharide protective group, HO-
10 SO,-, (HO),-PO-,

R* is H, methyl, F, OMe;

R%to R'?  are, independently of one another, H, C4-Cg-alkyl;

15
Y4 is -NH-Cy-C1¢-alkyl-C=0-, -O-Cy-C1-alkyl-C=0-,
~(C=0)n-C4-C1s-alkyl-(C=0),, amino acid residue, diamino acid residue,
where the amino acid residue or diamino acid residue is optionally
substituted one or more times by an amino acid protective group, a
20 covalent bond;
n isOori;
m isOor1,;
25
the pharmaceutically acceptable salts or physiologically functional derivatives
thereof, and other active ingredients.
30 2. A composition of matter as claimed in claim 1, wherein the meanings in

formula | are



TL0% & ()-7-1 “10% & ()-71 “10%& ()-71 “10% & ()-71 “10% & ()-7I
0% & ()-71 " 10% & ()-7XZ[\]~i MLpP4Yl “10% & ()-7I “10% & ()-7Y I;

2KONZ( |

1098 & ()-7(! ‘10%&'()-7"_‘CdeghpP4YI 1098 & ()-71 109 & ()-7I

109 & ()-71 “10% & ()-71 104 & ()-71 “10% & ()-71 ~10% & () - 7hj mrsugGAYl

“109% |

10% & ()-71 "10% & ()-71 109 @() 7l 109 & ()-71 10 & ()-7I

S109% & () - 7uwx{| ~gGAYl ~10% 1 10% & “10% & ()-71 “10% & ()-7i

"10% &

10% &

B o e

S10% & ()-71 " 10%&ntatic/dr het8ldakofmatid Bysteim BKER¥BUbStitutedLOA® & (e Hires
(108& ()71 "108& ()-7-1 108 & (). 71 1004&()-71 "10%& ()-7]

1 10% & ()-7cC0Yl by fusrine, xaaring; oromine; 4Gy -Lepplkat 1006 & ()-71 " 100 & () -7l
109 & ()-71 “10% & ()-7_20YI “10% ‘109 & ()-71 “10% & ()-7I “10% & ()-7I

110% &
‘1004
© 1098 &
109 &
© 109 &
© 109 &
© 109 &
© 109 &

10
15
20

25

7| 1109 & ()-71 1094 & ()-7_20Yl “10% 10%& ()-71 "10% & ()- 7l

7l 1008 & ()-71 109% & ()-71 10% & ()-71 1094 & ()-7_20Yl 10%
71 1008 & ()-71 "10% & ()-71 “10% & ()-71 "10W & ()- 7T

; 20Vl 10% 109 & ()-71 "109% & ()-71 “10% & ()-71 ~10% & ()-7I
7

7

()-
g 10%&4(0)H7|CH231%@Me),d-IIO NORS & ()-7_20Yl “10% " 10% & ()-7I
()-

)-71 C1098°& ()-7 el-?20Y1 “109% & ()-711 ~10% & ()-7Y [ 2KOWZ
()-7I 10%&|(_|) 7 pT8Yl 10l 109 & (Q-701 ~10% &()o7l, 10% & ()-7I
()-7l oH OH” 0 oH OH 0 HO
Ho\/ks-/\s)k ' HO\/'\=/-\:/\N/ . HO™ OH
OH OH OH OH H HO I OH OH
where the saccharide residue is optionally substituted one or more
times by one of the saccharide protective groups, HO-SO2-;
R* is H, methyl, F, OMe;
Z is -NH-CB-C12-aIkyl-C=O-, -O-Ce-C12-a|kY|-C=O-,
-(C=0)m-Cs-C12-alkyl-(C=O)n;
n isOori,;
m isOori;

and the physiologically tolerated acid addition salts thereof.

3. A composition of matter as claimed in claim 1 or 2, wherein the compound of

the formula | is



10% & ()-71 108 & ()-71 “10% & ()-76pT8YI ‘Y  /; ?KOAZI “10% & ()- 7|
H0% & ()-71 108 & ()-71 “109% & ()-7 "#% KK+Yl “10% & ()-71 “10% & ()-7I
109 & ()-71 “10% & ()-71 " 10% & ()-7(1 1094 & ()-7(I

109 & ()-7') +, . llgG+YI 109 & (1 "109% & ()-71 "10% & ()-7I " 1098 & ()- 7|
10% & ()-71 “10% & ()- 10% & () - 7 $3456nR6GHYl | 109 & () -7I
109% & () - 7I 10%&() 10%&() |, 2KONZ6789: ; <=t X<Y | |
109 & ()-7 | 1098 () 10%&() 71 109 &()- 7| “109% & () -7l
10% & () - 79H" 989 &()-7 >’>@:DnN2tX<YI 10%&(é 2 1094 & ()-7Y [ ; ?KOWZI
109 & @P- E()-?DEFGHIJKtX<YI “ 1l ‘100/ﬁ 711 " 10% & ()-7I
109% & ()- 71 5,18 : RN LK) - 7INH 094 & () - 7KLMNOP6E X<YY
/; 2KOWZI ‘10(%“&6 71109 & ()-71 109 71 & <7 PORSTUVW X<YY]
109 & ()-71 “10% & ()-7I “10% & ()-71 " 10%ck yi ()-7
1098 & ()-71 1098 & ()- 7WKYZ[\]tX<YYI 109 & ()71 Teos% () - 7!

1098 & ()-71 109 & ()-71 “10% & ()-71 “10% & ()- 71N~

*10% & ()-7]~_" abd~qdC<YYl 909S 109%"& ()- 10!'10!10! (I “10% & ()-7Y /;
’>KQ/\Zde§h§ ng-‘%zhgg éBé\éa‘ﬁy&éle?&é@%ldgeddltlé’ﬂ@% @erpoff 109" & () -7- 10%K" & () -
09K" & ( =7opt st xyl POYL0UK" & () - 7010%K" & () - 710%<" & () - 710%<" & ()
- 7109K" & () - 710%< & ()-710%<" & () -7yz| fJ. POYL0UK" & () - 7- 109K" & () - 7109K" & (

)-7109K" & ()-7Y @Q

VKCBYLO%K' & () - 710" & () - 710" & () - 7T10%C" & () - 7109%" & () - 710%K" & () - 7109%
" & (3 - TyMLk OAYAAHoSHi6n of mEH¥K a8 dlaimedYin@e@ or more of claims 1 to 3, which

v10ok & () - 7109K" & () - 7L X<YLOLOWK"& () - 70109 & () W%&D( é 710%« & ()-7
109K" & cpriprisexag qtherracing ingredientionevaronogartid '% & P! WO &
8 ;}8%( eé%e ;s(ﬁ% ol redldBL idhibitors! Eh&léﬁ%%s‘&r&ﬁdnﬂ%ﬂ?@ﬁoﬁs (QPKROW &

vt X<Y10Y6irikAS0&g8nists, APAR albiia agenistdCPRAR afttigamma agawets; fbiates, MIR" & ()
- 7109%K" 7i Mt X<YL0%K" &

v(lO%( &Wél&mr%lb%@@! d(abspky (Jm@bh%ﬂgﬁ( )‘%Ié%@ %)s pebymerie Rile 8994 & (- 710

v 1 0 aﬁ%&%ﬁ‘ |_Q|( féc%%mﬁgﬁ%‘?rgzh \f(ln o;s Pa4n$|\c{mdants Ilgopgoltglor}‘élpase 210%

K" & ()Ommafﬂbr& A)|'0P7d|&%é Kase grﬁﬁlﬁ!%ﬁs&@alénﬁ)mt&e@soeﬂphw\tw&)WOBIOGQIDSE_I)OW &
(7) 1601/24(;15 égméé&@ 5 My 710/‘( &Il%,{s%yluregg t?nétcl)a/F‘\<|d§‘s,(r)ﬂeghtl}lﬁc]_d'\(l0/K &()-

VELT?;/lgn E%aﬁ%d}%%&? §7ulcé1}£<2fé‘§e&nlﬁ|bn8ﬂso%t|\$e (Noredi@pds” detihl-ohl AR ) - 710%K

v109K" &c(e)pem@mera(s;mmchmmm petaica ﬁs SART agaeoisis; ARY aganisie. M¢4- 710%
K & () - 710%< & ().- 7( L%

&

v109R" & RIPEIB eé)“(ﬁgof‘i%}%}lé 9(?50”%%3{!@%@?”'%%%5%90@‘38 CRERE & () - 7100k
"& () - 7]%%529& %1)5 7;&&&,,&3?%@&0?@ agdn)stg JI0%¥K' Gnéiandcyte-stimulating hormone)

t X<Y109%4°09 ) - 71004 & () - 710 7109 & () - 710%C" & () - 71006 & () - 710
WTgLY(lz)OZ(_gqgﬁ s>(<‘(fo%< 8:85 tg)s?l M@@tamw‘{b@rﬂ e 7109%K
Y& ()7 e RdsOmRg nfool A SR, Sabn i Ey e

"SUR() * m%rr&oﬁés lg}awm Bofmond-p8RASinGg Jcoripdhus, (era@ws@ (hedumg' & ()
- 7109%K" - 7%+, - 01pgKl Y109%K" & () - 710%4" & ( 710A§ )&3 A§ ég 7109%K" &
()- 2Do%<pr&t6(|m 27qr03m0&?qutOIﬁ1M%¢m§%FY%0 Q?;"?tf 59 f&""{‘? PRERIRY: ()-7-10

" &

2 5L et RRRISSE Stititars. BEAR mpdulatars, RXR madulaiors or TR.8 agonists or . o
K'& () - 7TamprBlamhiReX<Y10%<" & ()-710%K" & ()-7Y @XQ

v10%K" & () - 710%K" & () - 7DEFG JKNpT4Y10%K" & () - 710%< & ()-710%" & () - 710%" &
()-710%K" & ()-710%<" & () - 710%<" & () - 7NOPQRS6pT4YY

25 5. A composition of matter as claimed in one or more of claims 1 to 4, which

comprises as other active ingredient one or more compounds which normalize lipid

metabolism.



VA0UK" & () - 7109K" & () - 7109K" & () - 7109%K" & () - 7STUWKYZt X<YY10%<" & () - 710%K" &
*()-7109%K" & () - 7109K" & () - 71094K" & () - 7109%4K" & () -710%<" & ()-7Z[\] "~ "t X<YY10%
K'& ()-710%" & ()-710%<" & ()-710%" & () - 710%K" & () - 7109K" & () - 710%K" & ()-7°
abcdenREX<Y10%K" & () - 710%K" & () - 710948 () - 71094 & ()-7Y @XQ

vef ghi kI npT8YL0%K" & () - 710%K" & () - 7109K" & () - 710%<" & () - 710%" & () - 710%K" &
()-710%" & () - 7rmopqr NREpT8Y10%K" & ()-7-109K" & ()-7-Y @XQ

v10%K" & ()-710%" & () - 7r st umxy{ pT4Y10%" & ()-710%<" & () - 710%<" & () - 710%<" &
()-7109%¢" & (Ac?o?ﬂé@%lﬁor( bf MEKEK a8’ cﬂélméﬁ}mmwm%@&cthﬁQO%S&WCWIOW" & (
)-7710%K" & ()- 7109%K" & () - 7( 109" & () - 7( 10%K" &d() 7fFrDTAYI00KC & () - T100K" &
() - 7109%&0®p(ises as%wmther agtiveyngredient normahzmg lipi metabollsm compounds from

V] PATLLGNCE TN Qi PO oA Yo RS Rl )er GBS SIS0 - 710%
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7109%K" & () - 7109%K" & () - 710%K" & () - 76t X<

V109" &intibitorepseetimiperfiqugside, (Bafv%d %%PWE@WWQ kit k) - 71006

O - 71bode ol blogs Mk hbrEBrshly 1oV bk & () - TaRexX<VAONC & ()
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th<Y10%< & ()-710%<" & () - 710%<" & () 710%< & ()-710%<" & () - 710%<" & () - 710%K
"& () - 7TnR6t X<Y10%4K" & () - 710%<" & (
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()-7109%K" & ()-710%( & ()-710%K" & ()-710%K" & () -710%K" & () - 7] N2P4Y10%K" & () -

7-10%K" & ()-7-10%K" & ()-710%K" & ()-7-Y @XQ

Vvt X<YL110%K" & () - 710%K" & () - 7109K" & () - 710%K" & () - 710%K" & () - 710" & () - 710%
K" & () ARGt Yxvaopksition)of maltec'as ¢lpinmed agiaim 7, which comprisés ezetimibe,

v100 75&@5@%((%?%'% - L X %%‘iﬁ)g#“&é%éd%r&) 710%" & () -710%K" & () - 710%K

le%(&() 7109K" & () - 710%(&() 7109%K" & () - 79K/ YL0%K" & () - 7109%K" & () - 7109
"& () - 710%K" & () - 710%<" & () - 710%<" & () - 710%<" & () - 7
| P/ YLOUK" & () - 7109K" & () - 7109%K" & () - 7109%K" & () - 7109%K" & () - 7109%K" & () - 7109%K"

& () -7 3, Pl YIp%C 720%: & () =LY% Y

vt xevi 0t ovc RepTProiap o ag oipel iohe of MEE F Adimr B8 whish, 0. )
109" & (Qgrd| e%"/ HRIre® QWeter actkBOnrellidnt: 7Y @XQ

v10%K" & () - 710%< & ()-79%& (*+,.pTAY1094K" & () - 710%< & ()-710%" & () - 710%K" &
()-200%K" & () - 7109%K" & () - 7109%K" & ()-7./02342pT4AYY @XQ

V10%" & () - 7109%K" & () - 7109%K" & () - 710%<" & () - 7468;

=>?@G+HY10%K" & () - 710%K" & () - 710%K" & () - 710%K" & () - 710%K" & () - 7109%K" & () - 71
0%K" & () 17, GABIREGSE ¥F D EHMPOSMIOR of mtter GRS LlIdintod | ﬁmwmqraao?mwmq)

0UK" & () - 7109%K" & () - 7109%K" & () - 7GHI JLMIN2t >ﬂ’<]Y10%< A& () - 710" & (
) - 7109%" &fqn adminigiration as medicament for the prophylaxis or re tmen ot lipid

e i s e

V71GM<" & () - 710%" & () - 7]~ abcdt X<Y110%K" & () - 7010%<" & () - 7QLO%K" & () - 710%
K'& ()-7109K" & () - 7109%K" & () - 7109K" & () - 7def ghi 6t X<YY @XQ
VI0%K" & () - 710%" & () - 710%<" & () - 710%<" & () - 7i kI nogr sgK/ YL0%K" & () - 710%<" &'

43 (BT P BT e 0 oyt

} ~2pP4YY0 @)X adrhifiatl skion) a5 drelicatnént-fad Sap@phylaxisoondreatent ox<yy

@O%K" & ()-7109%K" & ()-710%K" & () - 710%K" & () - 710%" & () - 710%K" & () - 710%K" & (
)- 7t X<yyhyperllp|dem|a

@LO0%% & ()-710%<" & () - 710%<" & () - 710%K" & () - 710%<" & () - 710%<" & () - 710%K" & (
) - 7] X<YL0UK" & () - 7109%K" & () - 7109%" & () - 710%" & ()-7Y @XQ

vpT8YL10%K" & () - 710%K" & () - 710%K" & () 7109%K" & ()-710%K" & () - 710%" & () - 710%

K& () - 7i M PTEYL0MK' & () - T10%C & (

v( 10((%2< &1%(‘ P ?EG%@G&D (tﬁw?e Q “%AR'%“?S’ iy 08640 EPUE- S ARIPS 19 - 710
%" & () - 7( L0%" & () - 7( LOUK" & () 7kO3Y10%< & ()-7T10%" & () - T10%<" & () - 710%<"

& ()-T10%" & () - 710%<" & () - 710%K" & () - 7f F* OBYL0%C" & () - T10%C" & () - T10%K" & (
)-T10%" & ()- 7Y @Q
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