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(57) Abstract: The invention relates to mixtures of sub-
stances, containing propanclamine derivatives of formula
I, in which the radicals have the indicated meanings, their
([) physiologically acceptable salls and physiologically func-
tionat derivalives as well as other active substances.

(57) Zusammenfassung; Die  Erfindung  betrifit
Stoffgemische der Propanolaminderivate der Formel
1, worin die Reste die angegebenen Bedeuvrungen
haben, sowie derer physiologisch vertrigliche Salze,
physiologisch funktionellen Derivate mmil weiteren
Wirkstoffen.
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tional derivatives as well as other active substances. lgtg:e 9.\"}'%% 2006

- WD 03/018024 1 PCTI EPO2/ 08908 Descri ption Conbi nation prog ucg‘ Q

1, 4- beELO3/BABOR4 1, 1- di oxi de derivatilves with other act P¢d! '%Ha 83P8nt s
~and the use thereof 1,4-Benzothiepine 1,1-dioxide derivatives and the use
thereofo(%sqgr; Lo treatnment of hyperlipidema and of arteriosclerosis and
hyper cho esPeroI em a have been described [cf. US 6,221,897]. The invention
was based on the object of providing conmpositions of matter or conbination

0 o otGerPoigarisy SRS Batterie b BELLT UL SR e Rl AB
. parti 'c,qh@-reméntg BhE@Hiedsd dredthe hypol i pidem c effect of the

- 1,4-benzot hi epi ne 1, 1-di oxide derivatives . of the formula I in the
conbi nati on products be increased to a disproportionately |arge extent by

. the sy  stig.ef. t. WM o) 3 i | ' ' elp
thor of ok Hdvbfugiog bl RaBEt i e Ue efaotror e reBfithedt.

1, 1- di Qipesliptrhimaindvsiariiosbiorsis Batinypektholestérodmia haveissdty| , et hyl

‘propyl, "butyl; R2 is H O4_NH2, NH (Cl-C6)-alkyl, R3 is saccharide

T esi duaeséflg%[ﬂﬁaus@eﬂ‘b%ahe, trisaccharide residue, tetrasaccharide

residue, where the saccharide residue, disaccharide 2 R5 14 February 2006

‘residue, trisaccharide residue or tetrasaccharide residue is optionally
. The invention was based on the object of providing compositions of matter or

combination products of 1,4-benzothiepine 1,1-dioxide derivatives of the formula |

with other active ingredients which display a synergistic effect. It was particutarly

W
Mg’

intended that the hypolipidemic effect of the 1,4-benzothiepine 1,1-dioxide
derivatives of the formula | in the combination products be increased to a

disproportionately farge extent by the synergistic effect with other active ingredients.

- The invention therefore relates to compositions of matter of the 1,4-benzothiepine

.1,1-dioxide derivatives of the formula 1

in which
R' " is methyl, ethyl, propyl, buty!;

R i H, OH, NHz, NH-(C+-Co)-alkyl; | -
R is saccharide residue, disaccharide residue, trisaccharide residue,

tetrasacchaﬁde residue, where the saccha_ride residue, disaccharide




substi tut ed one or nore tinmes by a saccharide protecti Ve puUR: 20%@1’ no acid
residue, diamno acid residue, triam o acid residue, tetraam’no acid

resi due, where the am no acid residue, diamno acid residue, triamno acid
residue or tetraamno acid residue is optionally substituted one or nore
times by an an neesidie tpsatobetide eesidoe pr tetsasaxichygtide eediglie ispomimnially but yl ;
is methyl, ethyl, pr l.,, butyl; is -(C=0) n-Ca-Cl6-al kyl.

-(C=0 nYCo- Cl Gyapk%tﬁ%d,ona ?@@%3@9&%& gfag%parl e pro‘t%/ctlve group;

- (C=0) n- Cl- Gi 6- ahinitho bGidQedidud, RS HeidRMHud, Hrifinfilo doid Redidder 1. and the
phar maceutical |y acceptable salts and physiol ogically functi onal

derivatives t hetedzigminbacicdasidueasihiere thegmino anidsresisiuet diaaming asidal | y
active hypogl ycem ¢y acti.ve. | n&redi.ants. In a first as%gct. of tt he gresent

i nvent i on, 't her e'§SdYsH 3URTIP 261 E35IBNS OF Sefrapming:3cd residiypis tofal npounds
of the formula | gfbdtititadWHeCor riaéré:ﬁﬂwéﬁﬁﬁyYar?QQﬁn@_éciB‘brbﬁacﬂ?égﬁﬁup;e_t hyl,
propyl, butyl; is H OH NH2, NH (Cl-C6)-al kyl; is saccharide residue,

di sacchari de residue, trisaccharide residue, tetrasaccharide residue,

wher e tJae sacchayri de,residuye [ aride residue, trisaccharide residue
or tetfasacchari lfemggyfcﬂgwl Bmg’e{ﬁi%g‘% |y substituted one or nore tinmes by
a saccharide protective group; amno acid residue, diamno acid residue,
triamng acid residue,
- R is methyl, ethyl, propyl, buty;
Z is -(C=0),-Cy-Crg-alkyl, -(C=0),-Co-C1s-alkyl-NH-,
' «C=0),-Cop-C1g-alkyl-O-, -(C=0),-C4-Cys-alkyl-(C=0)n, a covalent bond;

n isOor1;
m isOort; -

~-and the pharmaceutically acceptable salts and physiologically functional derivatives
thereof, with other active ingredients, preferably orally active hypoglycemic active

ingredients.

[n a first aspect of the present invention, there is provided a composition of matter
comprising compounds of the formula |

in which




residue, triamno acid residue or tetraam no acid resid

substituted one or nore tinmes by an 2 no acid protective group, is methyl,
ethyl, propyl, butyl; is nethyl, ethyl, propyl, butyl; is -(C

=0) " - CR'C16- al kyis methgt@thyl, propylduwiikyl - NH-, - (C=0), , - Co- C, 6- al kyl - O,
-(C=0s,-Cl-Cls-al kyl-(C=Om a covalent bond; n isOorl; misOorl; and the
pharmaceutically acceptable salts and physiol ogically functional

derivag2ves thepegf QHMNAL, N +-@:}-alkgl;i ngredi ents. Preferred conpositions
of matter conprise the conpounds of the formula | in which one or nore
radi cal (s) has or have the foll ow ng neaning: ethyl, propyl, butyl; 14

Febr ua 2006 2b. R2 is H . . - - ] ] C, i.de residue,
di sacc%r i de resﬁsoﬁ.?é:f’?'aﬂg?%‘ﬂ&@%@%&ﬁég?g%'gg%’g%éagé%@a@%@re de residue
is optionally suRgidshuéipstid@stiudYWirre thasacdharidevesidhe] didaceharidect i ve
group; amno acid residue, diamno acid residue, where_the, am no ﬁci d

residue or di antesidus;itasaashatde residepor teteasagchanids rasidugiisqriiogallyor e

times by 3 an am,nq.. aci.d pr ' I ; : ., propyl,

butyl; R5 is ne Wq’tﬁéptﬂ;{égﬁ%%/ﬁﬁ'egu y Sa%i‘@%ﬁé%@%@%@l S

- (C=0 " - Ca- C16- ahitho acidFeSiHueCdiafFifio akitytesidde, trianhiteQcid fsidils- al kyl - O,
-(C0,-C1-Cl6-al kyl - (C=O,, a_coval ent bond; ] ) N . _

: ‘ tetraamino acid residue, where the amino acid residue, diamino acid

tetraam no acid resi due, where the amino acid resi due, (L:]i I N i
' é%{@gmoa?tﬁl dc())gal |y

residue, triamino acid residue or tetraamino acid residue is optionally

substituted one or more times by an amino acid protective group,

R* is methyl, ethyl, propyl, butyl;
R “is methyl, ethyl, propyl, butyl;
Z is -{C=0),-Cp-Cyg-alkyl, -(C=0)n-Cy-C1s-alkyl-NH-,

-(C=0)n-Co-C15-alkyI¥O-, ~(C=0)n-C1-C1s-alkyl-{(C=0)n, a covalent bond;
n isOor1;
m isOor1;

and the pharmaceutically acceptable salts and physiologically functional derivatives

thereof, with other active ingredients.

Preferred compositions of matter comprise the compounds of the formula { in which

-one or more radical(s) has or have the following meaning:

| R" ethyl, propyl, butyl;




nis O0or 1, is 0 or 1; and the physiologically tolera cid addition
salts thereof. Particularly preferred conpositions of négg:(?ﬁm@gfr’i Pse the
foll owi ng conpound of the formula I2bn which the neanings are: ethyl; R2
OR saccharide residue, where the saccharide residue is optionally
substituted one or nore tinmes by a saccharide protective group; diamno
acid residue, where the diamno acid residue is optionally substituted one
or nore times by an amno acid protective group nethyl; nethyl; Z

-(C=0O -Co-C4-al kyl, a coval ent bond; and the physiologically tolerated acid

addi tion salts theyeaqf 1 r 2006 Pharmaceutically acceptable
salts %e, becauﬁhogﬂ’@ﬂ%iﬁ;g&'ﬁj'éw bility in water conpared with the
ini.tial or basic conmpounds, particularly suitable for nedical

applications. These salts nust have a pharmaceutically acceptable anion or

cati onR® Suit abl is gHeehadde wsidus, disacohepdeesiduei whergdthei saecharnde of the

conpounds of the invention are salts, of. inar i C.aclds

hydrochl ori c aci EESIfHRIPLEFAFsharide ﬁ&@b’ﬁd?ioé’ﬁoﬁ%'&a%%ﬂ%??’&% i,

sul fonic and sul fikhyackasohafind RbteRtidégréupci ds. such as, for exanpl e,
benzol I

acetic acid, benzenesulfonic, oilc, citric, ethanesulfonic, fumaric,
gl 'uconi ¢, gl ycol amino asidtrasidnecdiamine acid tesitushmbhere thexaming acigesidue

met hanesul foni.c, succinic -1 ol uenesul f.oni tartaric el oaceti c
acids. The chi oPf G@NUR0 ?C?ds'%BE’PPi IS GPEPY ¥ ‘@?%‘i%%‘?’"&sOe[&Ha%éer?fggilb&;l
purposes. Suitable pharmaceutically acceptable basic salts are ammoni um
salts, alkali netal salts (such '




—.as sodi um and potassium salts) and al kaline earth netal azﬂg §a%b@5

. magnesium and calciumsalts). Salts wth a pharnaceuti d pt abl e
‘anion | i kewi se belong in the scope of the invention as useful
internmediates for the preparation or purification of pharmaceutically
acceptabl e sal tsaa.rgtlhwo é@d prsteciive g@pher apeutic, for exanple in vitro,
applications. The term "physiol ogically- functi onal derivative" used herein
refers to any physiologically tolerated derivative of a conpound of the

i nventi S e on admnistration to a mammal, -such
as, forlggxarrpl e, anﬁﬂﬁﬂ’r\eth% p?%)%bl@ﬂfl rectly or indirectly) such a corrpound
~or an active netabolite thereof. Prodrugs of the conpounds are anot her
embodi ment. Such prodrugs can be netabolized in vivo to give a conpound
accor dlﬁﬁg to t he i$ methyl stoyl. pieed. bylybir ugs may or may not be active

t hensel ves. The conpounds of the fornula | can also exist in various

pol ynor phous forns, for exanple as anorphous and crystalline pol ynorphous

forms. Al the p%“mmbscmf-ajkytﬁ (GhO)hé)odbmaucym-l-accordl ng to the
invention are incjJuded in_the sc th on.and. are a further
aspect of the mv@ﬂQlDTpO“C’@&Pllkylr@ @ 5581'916"@@ éﬁrr@kﬂs)a %@@"gp gdit o
~formula (1)" in the followng text relate to conpound(s) of the formul a
(1) as described above and their salts, solvates and 5

~ physi olrogi cal | yf ismBtardnal derivatives as described herein. 14 February 2006
~Sacchari de residues nmean conpounds derived from al doses and ket oses which
‘have 3 to 7 carbon atons and may belong to the D or- L series; these include
anm no psacchari geg.orgugar al cohols or saccharic acids. Exanples which may
"be, mentioned are glucose, mannose, fructose, gal actose, ribose, erythrose,
glycer al dehyde, - sedohept ul ose, gl ucosanm ne, gal actosanine, glucuronic

o ucantis s BgFich oS4 PR BB o3 BRABRL o' & oL et

* Particularly preferred compositions of matter comprise the following compound of the

- formula | in which the meanings are:

R' ethyl;
R? OH;
R saccharide residue, where the saccharide residue is optionally

substituted one or more times by a saccharide protective group;
diamino acid residue, where the diamino acid residue is optionally

substituted one or more times by an amino acid protective group

| RrR* - methyl;
R methyl;
zZ —(C:O)-CQ—CA,_QaIky!, a covalent bond; -

and the physiologically tolerated acid addition salts thereof.




D sacchari des neans sacchari des conposed of two sacchari | ni
tri-, or tetrasaccharides are producedl by acetal -1ike Illg'fﬁ?g é‘}ﬁ%’-({"ﬁ' 2 or
nore sugars. The |inkages may noreover occur in the a or 3 form Exanples
whi ch may be nentioned ar

| | act ose,, mal tose and cel | obiose. .1f the
saccharkhrrmaseutisally acrepiableiselts abe; hacauss,of el areaensAUREY IBWAIE on ¢ he
hydr og ; r ' |l t ' roups for
the hyﬁoﬁﬁ%%h@eﬁﬁ ti?!]gl"gggfgﬁg“ es g'r gaﬁggigg? isglltlﬁlg)/|g ftsﬁgi%af'oyvi ng: .
benzyl ,applieations. Odese\salis phvstihave, a phamyaceutically acreptahlewnion er c3tion.
benzyl i dene, cycl ohexylidene or, | sopr. l,i.dene protective qr The term
i o, S tRDS Phamae Hrll PeeshiabE HdRUHIIgR PHS LI borBofibfy Bing! e,
et [?nﬁéntbnf%@ilts‘gf irschgam' A4 SGciE S RQYRRIorR! Ui, Mk olsroRfe) Ol i ne
cystei nehi stidineglutam né aspartic acidi 5ol euci neargi i ne gl utam c
aci dl y phospboiiaempteghpispharic, mitrieusilfaric aad sulferic agigs opmd afretganimacidsal i ne

AP o e TP e TR L R T
ggimdci fflt:gﬁrﬁggﬁ%ﬁib?g@ébﬁb. ot AIBNRS NedticaRRidbigt dmakid, i, enyl ) - gl yci ne
methanesulfonic, succinic, p-foluenesulfonic, tartaric and trifluoroacetic acids. The
chloride salt is particularly preferably used for medical purposes. Suitable
pharmaceutically acceptable basic salts are ammonium salts, alkali metal saits (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 andlor 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, e.g. an ester
which is able on administration to a mammal, such as, for example, a human, to form

(directly or indirectly) such a compound or an active metabolite thereof.

Prodrugs of the compounds are another embodiment. Such prodrugs can be
metabolized in vivo to give a compound according to the invention. These prodrugs

may or may not be active themselves.

The compounds of the formula [ can also exist in various polymorphous forms, for

| example as amorphous and crystalline polymorphous forms. All the polymorphous
forms of the compounds according to the invention are included in the scope of the
[invention and are a further aspect of the invention.

_-All references to “bompound(s) according to formula ()" in the following text relate to
.compound(s) of the formula () as described above and their salts, solvates and =



N-et hyl asparagi ne hydroxylysine allo-hydroxylysi ne gl'd [0) ne
~ 4- hydroxyproline isodesnosine alto- |§ol euci ne N net hy1Pl {17 aﬁéé&ié

3-am noi sobutyric acid 2-amnopinelic acid 2,4-diamnobutyric acid
desnosi ne 2, 2-di ami nopinelic acid 2, 3-di am nopropionic acid

N-et hyl ﬁhY&blBQlcaﬁy ﬁﬂmttubhsmémaﬁb@élagaesémé‘dﬂﬁés% N- et hyl i sol euci ne
6- N- net ' ysine " N-net hyl valine norvaline norleucine ornithine 14

February 2006 The abbrevi ated names for the am no acids follow the

Yor k. 1onRcciiBRRi AR Tan bompgiiidkt 8GRV WOB! fieecy abf RelSERMafen chom
[ Met hodRawd 3 @ Jagtirboaiths b Imay N@Ibhlgﬁo e b @ﬂgsé’messﬁhééeqﬁbﬁjdé%ﬂho The

am no acid pG u is pyroglutanyl, : (2- napht hzl ) al ani ne, azagl y- NH2
is a comﬁﬂdgﬁ, sugar aifohelssonsaechrricarids. 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 means 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 o or B form. Examples which may be mentioned

are lactose, maltose and cellobiose.

~ If the saccharide is substituted, the substitution preferably takes place on the

hydrogen atom of an OH group of the sugar.

- Suitable protective groups for the hydroxyl groups of the saccharides are essentially.
the following: benzyl, acetyl, benzoyl, pivaloyl, trityl, tert-butyldimethylsiiyl,

benzylidene, cyclohexylidene or isopropylidene protective groups.

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

alanine glycine proline

“cysteine histidine ~ glutamine
-aspartic acid isoleucine arginine
glutamic acid lysine serine
phenylalanihe ~ leucine threonine
' tryptophan methionine valine
| ~tyrosine . asparagine

. -2-aminoadipic acid - 2-aminoisobutyric acid




.and D-Asp is the D formof aspartic acid. According to gg?{) che 'gal
nature, peptides are am des and decoppose into am no aci & W@cﬁ) ol ysi s.
Diamino acid residue, triamno acid residue, tetraam no acid residue are
~understood as neani ng peptides which are conposed of 2 to 4 of the

"aboverr%r]gmi,.I idALRRy acids. Sublérhir%isﬂfb%ﬁ&,léd‘i& groups (see, for exanple,

T.W G'eene, rotective Goups in gani'c Synthesis") enployed for am no
aci ds -detapldnime i | y: Arg(Tos), ABrargiopjmeliragititr), Arg(PW), Asp(0Bzl),

Asp(OBuyt), . 4- McBzl ), A . Oy t.), oBzl), Qu(OBut), -
Hi EEToéygﬂmﬁ?% Q‘éHi)s(Dn%)s ( ﬁ:?sf"ﬁ%/'?'gg lf’i&aﬁgolrjﬁari )2006 E§s(u0 22),
- Lys(Bo amh@?{/tﬁ.@éirc_azﬁ)%( Bzl), Ser {BYfnbsinEnr (Bzl), Thr(But), Trp(Ms),

Trp(CHO , , Tyr(Bzl) or Tyr(but). Am no protective groups used
“are prgigeralit gacidhe benzyl oxycar Behdianinopiaaliczacidvhi ch is renovabl e by

catal ytj c _hydrogenati on, the 2- - di.met hyl oxyphenyl ) prop- 2- yl oxycar bonyl
(Ddz) &Jr“aﬂ“{%?Pg?'e‘rP% radi cal ﬁi’eﬁ'@ﬁ%‘ﬁé‘?’l'ﬁ%ﬁ@ ed by weak acids and the
9- f | uoregyiiENepYArdiy aaidbonyl  ( Frpethylghgieé! whi ch can be elim nated by
secondarz/ag am nes. The anount of a conpound of fornula (1) and of other

acti ve Z-{Zgthignydrglycinecessary t 8-(@dhienyb-alaringesi red bi ol ogical effect with
the conpi na]}i on _depends on a nugg%'o Fllf factors, e.g. the specific conpound
chosen P AN '&nded use, the ndde™s adm ni stration and the clinical

condi timgt@dagﬁaﬁag}ﬁ@i ent. The dk-igtiddiseleusingenerally in the range from
0.1 ng to 100 ng (typically fromO0.1 ng to 50 ng) per day per kil ogram of
body wéygraxylysing 0. 1- 10 ng/ kg/ By-MethWysine or capsul es nay contain, for

exanpl %Ioffl{yggf}&ﬁ?néo 100 nyg, tl(plin%ﬁ})é‘yaelli Eom 0.02 to 50 ny. In the case of

. phar maceut acceptabl e salts, orenenti oned wei ght data are based
on t he 3-hglrgiyprofing he ami nopr opaondalinen derived fromthe salt. The
conpositions of patter are, however, preferably in the formof a
phar madeydreXyPredhosi ti on wi t h"aMe¥dRGertibl e carrier. The carrier nust,

of courge e Gumpatible in thegggppfe that it is

Ty _ allo-isoleucine

N-methylglycine

The abbreviated names for the amino acids follow the generally customary names
(cf. Schréder, Liibke, The Peptides, Vol. I, New York 1965, pages XXII-XXII};
Houben-Weyl, Methodeh der Organischen Chemie [Methods of Organic Chemistry],
Volume XV/1 and 2, Stuftgart 1974). The amino acid pGlu is pyroglutamyl, Nal is

b 3-(2-naphthyl)alanine, azagly-NH2 is a compound of the formtjla NH2-HN-CONH2
and D-Asp is the D form of aspartic acid. According to their chemical nature, peptides

are amides and decompose into amino acids on hydrolysis.

~ Diamino acid residue, triamino acid residue, tetraamino acid residue are understood
as meaning peptides which are composed of 2 to 4 of the abovementioned amino

‘acids.

: Suitéble protective groups (see, for example, T.W. Greene, "Protective Groups in
‘Organic Synthesis") employed for amino acids are primarily: |
Arg(Tos), Arg(Mts), Arg(Mtr}, Arg(PMV), Asp(OBzl), Asp(OBut), Cys(4-MeBzl),
- Cys(Acm), Cys(SBut), Glu(OBl), Glu(OBut), Hfs(Tos), His(Fmoc), His(Dnp), His(Tt),




conpatible with the other ingredients of the corrpositiorméailp(g S har nf ul
for the patient's health. The carrier,my be a solid or ‘iﬁ?@( r both

and is preferably formulated with the conpounds as single dose, for

exanpl e as tablet, which may .contain fromO0.05%to 95% by wei ght of the

active j ' ' ' t LIseW Se
be pr esléyr#(?p?jhg%((%o%mg‘%tﬁgp%go%oﬁ?gg@g?ngﬁ%p’\aﬁﬁ?m’ W@%ﬁmﬁu i cal
conposi tyridsZpflye(Bal) onver{biipn can be produced by one of the known

phar maceuti cal nethods which consist essentially of mxing the ingredients
wi th pharnacol ogi cal |y acceptabl e carriers and/or excipients.

- Phar WﬁCRM‘iHcPﬁfbté&O@Q?dddsQJb%doiretdiéfeirébi? fHd %ﬂﬁ%g&ﬂﬁaﬂ@aﬁwﬁ%ﬁj@r al

and peroral " (e.g. Sublingual) adm nistration, e nost suitable
node ofremnviableshy eatalytic hd&p@ﬁdat@m the 2H3iSdimatidexyptwog)piopt2re nat ure and

par t1 cotaRcalabRE bt iyl acidd SRl e fe BliminiSed B Wbk Heids i e, e
sl ow r ed-fasenBidiiokicaisoril EFrabsradicehwhichR@neodiamptdd sy SecohdBRPr uary

2006 i nvention. Acid-.and gastric juice-resistant. fornulations arée

pref er r8IN€8uUI t abl e gastric juice-resistant coatings conprise cellul ose

. ‘acetate phthal ate,. polyvinyl acetate phthal ate, :

- hydr oxypropyi net hyl cel | ul ose phthal ate and ani onic polyners of nethacrylic

~acid antheveiouht o4 bamppuat ©f féandlalfl) andhufotivercattivedhgreeiars nesedsary or al
adm nistration may be in the formof separate units such as, for exanple,

capsul 48 achigvRdbe depirod hiplagieal aftast uith the gembinatiopdependsrenp Mumbsained
anount .fQI:to?eh,ee.@qgg%Bgiﬁefco Jrd AYsBn{ {hke i?r%ﬁmd%ﬁ J2e 194 Ridde Gt 1 Ve

_ingredients; & ers or dranules; a5 a solution or suspension in an.
aqueousadministratign @adthé iclinicdl, candition aintheigatient. Wieedaity dowd isrgeneraliylin

Ui t abitBe TR KRB oG 1o a0 TR CHHioaly fiEl Gdae0 10 50RO BeVRRERST he act  ve
o aBhrgRs by WA i, 00N ARYCRTEITE Qs BN SR e
.pr oduc ezkabyple, foorflod hiicahdl mgrdgainalbusomm.82 by 50fmghia thetdase afngr edi ent with
ali quip%a?%g/c(e)ﬂtigaiﬂg%che&ia%iedga ts?mei, gfo(fgr%h%ﬁe(f‘ 'Trvte?grht 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
o -patient’s heaith. The carrier may be a solid or a liquid or both and is preferably
‘_ B 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 {}).
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
-dépends in each individual case on the nature and severity of the conditiOn to be
treated and on the nature of the particular compound of formuia (1) used. Coated

- formulations and coated slow-release formulations are aiso within the scope of the




whi ch the product is shaped if necessary. Thus, for exanpl at et can
be produced by conpressing or shaping,a powder or granu‘i4 bB‘farjfﬁ@k
conpound, where appropriate with one Or nore additional ingredients.
Conpressed tablets may be produced by tableting the conpound in

free-fl 0 oo if \
appr opr [aeadol Jept. SitF Badfic R rE5RMR Rora B el ot gad Bifpioiase,
nore) sjuideamssistani comtchgs menyprisg callaldse acaatephthblaée, pohhvimé acStadped
tablets n. he produced b i t he, conpound, which is in powder form and
has © bephtS: B oRne B 1ot AnERIE Gock SarE PP rmehi ne
Phar mac ' ; et ob ' or peroral (sublingual)
adm ni Stﬁt&éhﬁ%rkht?ﬁ%ﬂ%?g rhlggyeﬁlgégi |%(t:%1 contain a conpound of fornula (1)
and the other active ingredient wth a flavoring, nornmally sucrose and gum
arabi c gr.tragacanth n astilles which canprise the conmpouynd ip an
Mnert - bSuelE Al agenir SapupeS Jut vl SIS AL TRy bBING BT & Ot her
~active sgﬁﬁr%ﬂé BAtSsWEH 88 for éxérhpfefi‘%ﬁsﬁlgé, et ORS s tRbREY! Gaghaffe:

all antidi abetics mentioned in the Rote Liste 2001, chapter 12. They can be

conbi newhidht ¢ordainpodelinedamobiat ditherndropowtd ebthebemulai () gnd of thelatherf or

synergi stic inmprovenent of the effect. Admnistration of the active

Thoreal arive AR R pdwasior draffiles: 66 Rudidier SrBosiainE by separat e
adm ni sfq@édoiondificans liv@id; BEaS Gncdil-m-Water be waéi-Ril émulsich. (Theskor m of

- conbination products in which a plurality of active ingredients are

© pr esent COmMposEoph Hiayaas dready mantienes: beprepared by amhsuiteble ve i ngredi ents

|isted e di o th wr o s
b o NeRE RS En lhBSgHich et RRIGD BhVARR e BEuhEReaP Al TRe Lo,
and i nsedririer (letich atayesnsistalf one, orfraorecaddinbgal ihgredisis) are(lweeght into

www. | ant us. CO% or HWVR 1964, fast-acting insulins (see US 6,221,633), GP-1
der i vat $QEaCks [hRSE SOMPOSitions Ase denerilyPraducad bya ynifopp 3y bemegessotoyo

ot ve TSuTp! B hdicBfert Uit RARL AR Ued e A eas.,
i 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
N ) been moistened with an inert liquid diluent in a suitable machine.

Pharmaceutical compositions suitable for peroral (sublinguat) édministration include
lozenges which contain a compound of formuta (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 s'l}crose and

gum arabic.

. Other active ingredients which are suitable for the combination products are:
- alf antidiabetics mentioned in the Rote Liste 2001, chapter 12. They can be
-combined with compounds of the invention of formuta | in particular for synergistic

improvement of the effect. Administration of the active ingredient combination can.




bi guani des, neglitini des, oxadi azolidinedi ones, thiazol | P('Ie?dl ong(?o
gl ucosi dase inhibitors, glucagon antagonists, GLP-1- agoln IS §SS| um
channel openers such as, for exanple, those disclosed in WO 97/26265_ and
WD 99/03861 of Novo Nordisk A/'S, insulin sensitizers, inhibitors of |iver
enzy megaképhicessittier bylsepatateddrhintstratibn ofithe activgyingesdisntsia/the patient or

el aboin 4hg fartkof GambREtAg sEeavep dicTER PIral g Pofr e mac Rl Ao’ o 11 P ¢
ant 111 Hedetiin 3/ Jmaégtkﬁﬁbélrﬁré?aga%nom&%or\mecﬁb:rveqhgediewnsmaake PPAR

agoni sts an Ive i'n nts which act on the ATP-dependent
pot assihelow cradisslosafd intthe ISR Dmmdrmry bfiUS AN aod dntespationabPryg Napiess ent

i nvention, there is ovj d use of the conposition of matter as
def i nedJaFhAMAGPP %ﬁhﬂc‘ﬂﬁ%@b@ﬁ as medi cament Pgr the prophylaxis or
treat %ﬂcﬁ’%}beﬂc@'lﬂd émnh%ﬂﬁh%ﬁﬁﬂéﬁv&fwmlﬁ@s‘ for%ﬁ&ﬁ’iwé”ﬂ_adtﬂs% third

aspect ese i'nvention, there Is pI’OVI a use of corrpounds of
the for(ﬁyéwwmtdefonnﬂd:r&mmgeu tfa)sttncinagnowlmst(beatus 6221.653%, GLRet

| ?éél BB gelh B dor PERmRlrpaa AizeR5R0 g TR SHORBLAREOR NSk or it o
and g,dl 845l aPa ANy R okic BBIE HighiBngl 0sel y 1 n time, preferably

W|th|n h aspect o e present invention, there is
provi de‘tlwomﬂp actnvehypmglmmmractwbengmdmntamclwd;a peeferally mivayiureas,

oo neghides. meslts, oxBtiaPalitedohes duiaraniRGuoREs SlcoRiafE o 1 ©
di Sord@uﬁ bit feﬁ&‘fc?g %nf?g{ﬂrﬁéf%t.ﬁﬁ-a@ﬂhfs@'p%téé%'iurﬁd;ﬁhﬁhéltdpﬁnemsoéh t he

compoun s 0 and at | eaSt one other active ingredient closely

in.  tiaspforpaimplepthpseidisdloseDiniViL9 326268 arsbMPP/02664 dalqve Mordisk n

aspect 0 Ihe resent I ny 0 here is I’OVI de pr oduci ng
co gr syl 5?"?&9??@ f@ﬁb@éﬁ PhEYE ra?dwg‘ Y%'He‘gbfhﬁfe @gﬁﬁl?nméﬁ% t he
acti ve AR hSdUihtors B hiebse aiptdkiegtompdundsver t i ng
this mg(t{%%@%ﬁ%&% éﬁdtcl)é}rgyw abl’e f'or adm ni st?at i on. P
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 a second aspect of the present invention, there is provided the use of the
composition of matter as defined above for administration as medicament for the
prophylaxis or treatment of lipid metabolism disorders or metabolic syndrome.

In a third aspect of the present invention, there is provided a use of compounds of
the formula 1 as defined above in combination with at least one other active
ingredient, in the manufacture of a medicament, wherein the medicament is suitable

“for administration of the compounds of the formula | and at least one other active
ingredients closely in time, preferably within 10 minutes.

In a fourth aspect of the present invention, there is provided a use of compounds of
the formula ! as defined above in combination with. at least one other active
'ingredient, in the manufacture of a medicament for the prophylaxis or treatment of
lipid metabolism disorders, wherein the medicament is suitable for administration of
the compounds of the formula | and at least one other active ingredient closely in
time, preferably within 10 minutes. '




I'n one enbodi ment, the conmpounds of the fornula I may b 1 Ni s ed in
conbi nati on wi th an HMG CoA reductase i nhibitor such aseléla[grﬁr'}]m%ﬁ?,

fiuvastatin, pravastatin, |lovastati®s atorvastatin, cerivastatin, 7
rosuvastatin. In one enbodi nent, the conpounds of the formula I nay be

adm nistered in conbination with a chol esterol absorption inhibitor such
as, for exanple, ezetimbe, tiqueside, pamaqueside. |In one enbodiment, the
CONMPOYR f LA &t [ ipation with a PPAR
Gam o s ARl P bibsontchio R B piiisid pRZERL R BTUENS 317 501,
G 26Xmpositipropmatiaoas defined abeve onpich ndsmfseshrixings thel sctivemay  be

adm ni; r | 3G J pon. wth PPAR al pha agoni sts such as, for exanple,
o o5 1 eefiht i SRR okl Sl oAb erisupria s medusnBluAds. of
t he f domalsaitabledyr bdmindstratiosi. ered i n conbi nation with a m xed PPAR

al pha/ gamma agoni st such as, for exanple, GW 1536, AVE 8042, AVE 8134, AVE
0847, or as described in PCT/US00/ 11833, PCT/USOCQO 11490, DE10142734.4.°

| N ongn efbefhRIthent t fiar : jnistered in
conbi nation w ttl] gnfFﬁbérg@@?ﬂ@ﬁéggheffgﬁnue@énwp%@&Fé‘ﬁﬁ?'?@r‘%@‘{eﬂ clofibrate,
bezaf icgMiirationwitran BM@@ofereductdse intibiorsudh asfsimbastitin, flulastatimay be

adm ni o ' ' iLth an MLP inhibitor such as, for exanple,
o inpli P%‘fdée,'"' @@%g%g%—%?)%fas no’ﬁ@”'é?ﬁ;%mwent, the conpounds of the
formula | may be administered in conbination with bile acid absorption

i nhi biltorsé{lee_ fO{ exanple, US 6,245,744 or US 6,221, 897) such as, for
exanpl2ONg F'mvﬁh%ﬁﬁﬁmﬁlyaaﬁr%ﬁhﬁfqrmla:bmamﬂj%dmfmstﬁee irmula | may be

adnmi ni(();gw:%iidnwwa@haﬁs&%l 4bddpBofritlibitdt Suht Y, fS-&barifte, L9&ufikamP! €.

JTT-70 .
: tiqueside, pamaqueside.

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

In one embodiment, the compounds of the formula | may be administered in.
combination with PPAR alpha agonists such as, for example,

GW 9578, GW 7647. '




|

{

I n one enbodi ment, the conpounds of the fornula | may b M) ed in
conbi nation with a polyneric bile acidl@dsorbent such agfﬁgg}ughz%@ﬁpl e,

. chol estyram ne, col esevelam In one enbodi nent, the conpounds of the

formula | may be administered in conmbination with an LDL.receptor inducer
(see US 6,342,512) such as, for exanple, HVR1171, HVR1586. In one

enbodi Mpbne SdnB I dmnistered in

conbi nati on with an %ﬁﬁpépﬁ%%%%ﬁ%émg?@%ggm e, avasimbe. In one
enbodi madministesed éimpombiatioh wittea fmixed IPPAR miphdigamevd agatistrsedhias, for

conbi nation Wt t J.0Xi t ch, as, for exanple, OPC--14117. 11 14
Febr uar 9"%’6’8@4%@@&%@2@%’! AM1%MIQ§§TOQP@$IQG$ 110 | may be

adm ni speredson ; ' ' ' ' i pase inhibitor such as,
for exanpl e, UNQ?%WER(J%%O@%‘%S %&f,ﬂ?zgaéﬂénpounds of the formula I

may be adm nistered in conbination with an ATP-citrate |yase inhibitor such
as, for 990. In t he conpounds of the

, e . SB- ne .emnbodi nent ,
f or mul a'W&?réﬁ?h‘g’Sdh : th t‘é’ﬂ%"‘f'}?%égﬁ%? Uiz ! mayrben squal ene synt het ase

~inhi bi t gamiister@sin ésthbRrstiBRMAh BiEral884d as! @r%’%ﬁ(@%%h%&t&? he

conpounds of the formula | nmay be adm nistere inatron wth a

| i popr otlefibiate, kerafigatest such as, for exanple, CIA 027 or nicotinic acid.
I n one enbodi nent, the conpounds of the formula | nmay be admi nistered in
conbination with a |lipase inhibitor such as, for exanple, orlistat. In one

embodi nierdne éinEoGIBITL A oMAIMISAT B ohmuldPihafbe administered in -
conbi nation with insulin. In one enbodi nent, t conpounds of the formula I
may be administetestiscambipation withiamMTP inhibitor such as, for example, implitapide,

BMS-201038, R-103757.

In one emboediment, the compounds of the formula | may be
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, the compounds of the formula | may be

administered in combination with a CETP inhibitor such as, for example, JTT-705.

In one embodiment, the compounds of the formula | may be

administered in combination with a polymeric bile acid adsorbent such as, for

-example, cholestyramine, colesevelam.

In one embodiment, the compounds of the formula | may be
administered in combination with an LDL recepior inducer (see US 6,342,512) such

as, for example, HMR1171, HMR1586.

“Inone emquiment, the compounds of the formula | may be
administered in combination with an ACAT inhibitor such as, for example, avasimibe.

In one embodiment, the compounds of the formula | may be
administered in combination with an antioxidant such as, for example, OPC~-14117. - .




with a sul fonylurea such as, for exanple, tol butam de, gl \fle,
glipizide or glimepiride. In one enbddi nent, the corrpoglr?c#s%gMd%f ornul a

| may be adm nistered in conbination wth a biguanide such as, for

exanple, nmetform.n. in another enbodi nent, the conpounds of the fornula I

may be lﬁ&ﬁerﬁrﬁ?‘g'ﬁ@rﬁtﬂhe%mﬂ%&g?Bﬁ&ﬁ%WHI%HB?Yani de such as, for

exanpl IHNi : i i t la | may
?adrﬁﬁfé?&lg'dr!h%m :&Wﬁ%&ﬁoﬂb{%ﬁﬂﬁgﬁﬁgﬁﬁaﬂﬁcw&s, fB?ei‘célﬁH!cébr

- be adm nistered in conbinati on nedi one such as, .
exanpl NOt+188§.i t azone, cigliitazone, pioglitazone, rosiglitazone or the
conpounds disclosed in WO 97/ 41097 of Dr. Reddy's Research 12 14 February
2006 Foundation, in particular

5- [ [ 4- [l dné-cHhbodifeng-tAB cBilpotingx of telgimaral hﬁg?g}ﬁ hoxy] -

phenyl ] met hyl }-2, 4-thi azol i di nedione. in one e ment, the conpounds of
t he foradmiaisteredyin comidmatiarewith an ATP-ciiraie hyasednhibitor sucinas-fgr exyepi@ase

i nhi bit gﬁggg as, for exanple, mglitol or acarbose. |In one enbodi nent,

t he coﬁﬁ%’ gf the formula I may be administered in conbination wth an
active ingredient which acts on the ATP-dependent . potassi um channel of the
bet a c?lls, such as, for exanple, tol butam de, glibenclamde, glipizide,

gl i mepi'P PHE emmbodigenl|the campounde pbthefogduladmay bae conpounds of the

b or enarmiRered i BRI ERL g RRBRER el R SRR, R0 ara®
et f or igxamphe, BiBor8g4g4ca and acarbose, repaglinide and nmetformn, .insulin

and a sulfonylurea, insulin and metfornin, insulin and troglitazone,
insulin and tovastatin, etc. In a further enbodi nent, the conpounds of the .

+ Cocai TORTRRIAGR M bopauds of ETIRE Wbk o aner oy et abol | o
anxi et mdatinistRed in combhiationgvittna fipeprotdiagl autagahisteduchl as, fdd extdompiene and

Met abol i c Research, (2001), 33(9), 554-558), NPY antagonists, e.qg.
napht h&l0e7| ordlieatsve acilei d { 4- [ (4- ani noqui nazol i n- 2- yl ami no) -

In one embodiment, the compounds of the formula [ may be
 administered in combination with a lipase inhibitor such as, for example, orlistat.

In one embodiment, the compounds of the formula | may be

administered in combination with insulin.

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

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

with a biguanide such as, for example, metformin.

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




~met hyl ] cycl ohexyl net hyl } am de; hydrochl ori de (CGP 71683A) f&%ni sts
(e.g. 1l-amno-1, 2, 3, 4-tetrahydronaphtfml ene- 2- car boxyl ﬁékgg{%

[ 2- (3a- benzyl - 2- et hyl - ‘ o
3-oxo- 2, 3, 3a, 4, 6, 7- hexahydr opyr azol o[ 4, 3-c] py(di n-5-yl)-1-(4-chl orophenyl) -
2- oxo- Eoundation, iepationay H-PA-162A-Hihydre3rmetiwi-dguer-2quinagotinylmethoxyl-

1-(2- mé@%&%‘éﬂﬁ@éﬁ%ﬁﬁéﬁi%ﬁne?ﬂ-icgnle.5] napht hyri di n-4-yl urea; hydrochl oride

( SB- 334
(3- cycl phiedmboditert; terhipolnds & thie Torineld Iahaipe adinmistarbd irbeshbinatisti n- 5-yi )

propan- 1l-one oxalic acid salt (WO 00/ 63208)2;Fi TNF agoni sts, CRF :
ant agonwith @n(e-glicosjdasadahibitorosych, as,dor exampley migidelonacrbases, 9

Lt ocer ik, Pe B eE o Y SRTIRE) e il iiBhath (o
(e: 9. 1-with &l fitRe Indgretian AhitH 6ts loFEthBYA TRRpbhdent é&iﬁnﬂh@;h@?\//gﬁhe""

i ndol - 6-yl oxy) et hyl am no] et hanol ; hydrochl oride (WO 01/83451)), M
(el andesteccelist suah as.ifayexampientolbuignite glibeaclemidegdipizide, gleepiride or

{2-]4- (r4- %hkr%r - 2, 5-di met hoxy- .

phenyl )’ ? - 9§CI ohexyl et hyl )t hi azol - 2-yl car banmoyl ] -5, 7-

di net hylhiond @mbbdimhereciat icompoints dfithd fonnLRA G4y e adriftisterbd in(dSIAAIIFD25) ) ;
serotonin reuptake inhibitors (e. %1 de, xfenfluram ne), m xed serotoninergic
and norvwith sisedhan epened theiafaremgntioned somperinds.ye.gonscobipatign withya sHT

agoni st 1- (3-efh z -yl ) Dj | |; | 1. (VO
01/ o1 rHfenglyrea oA FheOmER S rod AL BB PGS FeBEBlife BBl tpedSipiing
hunan dnewiiraid areufenylugs WMdulihanbmetfoahia fisttin epdaglitsrone, insulin and
(6-benzyl oxy-1-(2- dilsopropyl am noet hyl car banmoyl ) - 3, 4-di hydro-1

H i soquPY@itatid-etccar boxylic acid tert- butyl ester (WO 01/85695)), TRH
agoni sts (see, for exanple, EP 0 462 884), uncoupling protein 2 or 3
nodul ators, leptin agonists (see, for exanple, Lee, Daniel W; Leinung,

Mat t hevn @ furfRer emiridinient iR @mpdunts af theifamada | mMay beadministersgdtinn agoni st's
as a potential approach_to the treatnent of obesity. Drugs, of the Future

,(2001) ,QOTQ{H('@?Q'? WQCB@}T megulatosh (saes"Gosainmamphetareinerssgrlated jranscript
Lo 55 BRSSP AR ) SHUPRIR e SRR PR Rl 4, 10

- invent igtml., MidHariote @nd MetaboligiRelczireh (OO DR 3B36P| 554-5583, NPYT

- antagonists, e.g. naphthalene-1-sutfonic acid {4-{(4-aminoquinazolin-2-ylamino)-
methyl]éyclohexylmethyl}amide; hydrochloride (CGP 71683A)), MC4 agonists (e.g.
1-amino-1,2,3,4-tetrahydronaphthalene-2-carboxylic acids [2-(3a-benzyl-2-methyi-
3-0x0-2,3,3a,4,6,7-hexahydropyrazolo[4,3-c]pyridin-5-yi)-1-(4-chlorophenyl})-2-oxo-
ethyllamide; (WO 01/91752)), orexin antagonists {(e.g. 1-(2-methylbenzoxazol-6-yl)-
3-{1.5}naphthyridin4-ylurea; hydrochloride (SB-334867-A)), H3 agonists

© (3-cyclohexyl-1-(4,4-dimethyl-1,4,6,7-tetrahydroimidazol4,5-clpyridin-5-yl)propan-
1-one oxalic acid salt (WO 00/63208)); TNF agonists, CRF antagonists {e.g.
[2-methyl-9-(2,4,6-trimethylphenyl)-9H-1,3,9-triazafluoren-4-yildipropylamine
(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-
ihdol—6—yloxy)ethy§amino]ethanol; hydrochloride (WO 01/83451)), MGH (melanocyte-
stimulating hormone) agonists, CCK-A agonists (e.g. {2;[4-(4-chloro-2,5-dimethoxy—
phenyl)-5-(2-cyclohexylethyl)thiazol-2-ylcarbamoyli}-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.




exanpl e, "Perspectives in the therapeutic use of Ieptin” 41%%' vadgé 6 Javi er;
Gonmez- Anbrosi, Javier; Fruhbeck, Gemya Expert Opinion oln 0[herapy
(2001), 2(10), 1615-1622. In one enbodi ment, the other active ingredient
may be dexanphetam ne or anphetamine. |In one enbodi ment, the other active
i ngr edi ¥WO Q01 340)f BT lagomistse. gxr1-—tﬁmﬂqltfdnzoﬁnhné’ -yhpiperpzinesoxaliceacid

nbodi d
enbodi A W 81811, Zembsin BEPBRHS maldy Bt GEwWE hoaRe e e gu: rent
the ot hﬁﬁrr%ﬁtggﬁﬂrth REFREMEN Grdvn HtnioneLreiisiy c&hﬁahﬁaéqelsenmogm-(z-

enbodi nent e conpounds of the fornmula | may be adm nistered in .
conbi nadIlmpfowlamllm&ihﬂwbﬂw)-&;ﬂt@hy@bﬂ Hiisasfuineliney2-cathwixylic aciditettar y

Carab_pOF BRERAPETBYeEpI: TRET nionisti 88k, Be AERRIRIR F B8R 8bpuances 1

THERAPYU()@?&%@S}? ofeii 2 or B3nmdtiulafore; feplin dgdhB{sdes far ééér ecbdéai ni ng

product supplied by Nutrinova, Nut rition Specialties ood | ngredl ents

GrbH, i Raoel W ebamn%meweegmmaaﬂmmﬂrm Ma)nna:@ramstatﬁ’aiﬁcuavm th

of conbertilAoBiSR § sbhear BRI R BrIenC SRR Sul Bl dover be
adm ni sFetuesl (2001 J)e26(0),8P8- daqqumetg‘omswmoﬁﬁacrﬁ)ﬂﬁe cDépieixm), i N bakery

products or rmnuesli bars. Conbination of conmpounds of the formula | with

. Car ormxl{Rasefylane ynhibitars &Qéls WQRLOU4269), PPﬁ%deU!ﬁiO@r(el G LDL-chol esterol

 ngr et 99 DOFRRNE. ik dubdletta PEAREBAGORREN o' R 105757 of 14" February

2006 15 OPC- 14117
"Inone empodiment of the invention, the other active ingredient may be leptin, see, for
example, "Perspectives in the therapeutic use of leptin”, Salvador, Javier; Gomez-
Ambrosi, Javier, Fruhbeck, Gema, Expert Opinion on Pharmacotherapy (2001), |
2(10), 1615-1622.

In one embodiment, the other active ingredient may be dexamphetamine or amphetamine.
In one embodiment, the other active ingredient may be fenfluramine or dexfenfluramine.

In yet another embodiment, the other active ingredient may be sibutramine.

In one embodiment, the other active ingredient may be orlistat.

In one embodiment, the other active ingredient may be mazindol or phentermine.

. In one embodiment, the compounds of the formula | may be administered in combination
with dietary fiber materials, preferably insoluble dietary fiber materials (see, for
example, Carob/Caromax® (Zunft H J; et al., Carob pulp preparation for treatment of
hypercholesterolemia, ADVANCES IN THERAPY (2001 Sep-Oct), 18(5), 230-6.)

“Caromax is a carob-containing product supplied by Nutrinova, Nutrition Specialties &
Food Ingredients GmbH, Industriepark Hochst, 65926 Frankfurt/Main)). Combination
\b}ith Caromax® is possible in one preparation or by a separate administration of

 compounds of the formula | and Caromax®. Caromax® can moreover be
‘adrhinistered n the form of foodstuffs such as, for example, in bakery products or
" muesli bars. Combination of compounds of the formula | with Caromax® not only_

: improves the effect, in particulai' in LDL-cholesterol lowering, compared with the




CH3 3 JTT-705 CI OH NO- 1886 JTT--501 SB-204990 HO It i hf-ev%g%nt t hat
every suitable conbination of the conpounds of the inve S one or
~more of the aforenentioned conpounds_ggd optionally one or nore other

. pharmacol ogi cal ly active substances is*to be regarded as covered by the
scope of protection of the present invention. The conbination products or

- conposi; 0, the fornmula | represent
i deal r’régﬁn% %P{Wefahgl:%(ﬁgﬁi? &ﬂtlg%lé @é}?%gf tabol i sm disorders 14

February 2006 16 and/or carbohydrate netabolismdisorders, especially

“hyperlipidem a and netabolic syndrone. The conbi nation products are

li kewi se suitable for influencing the serum cholesterol |evgl and for the
prevention and treatnent of arterl cIe Oty C @anlfeS' ‘Bae fol I ow ng

preparati onsgserve to |IIus ||o wi_t ho HOWEHer |
restricting it ' Ie A énln capsuf echo tarning 100 ny of active
~ingredi ents pe H e cabsule acti Lrgredients 100 ng
triglyceride m}ture fhEELLBPQ,ﬁﬂ fromcocpnut fat 400 ng capsule contents
500 ny - GW-7647
GW-9578

‘ CH,
O

SR @{j
Implitapide
GW-1536

‘&Q g

BMS-201038 O
0
O S
, NI/\N’O \/l\’N,
: N%N’O/ \/I - r:l:.-.:/N"CHa
N—4
0 R-103757

HC  CH,




Exanpl e B Enmul si on contalnlng 60 ng of active |ngred|ent per 100
~mM of emulsion .active ingredients 1.2 g neutral oil I%P%%Pufgﬁ%% :
car boxynet hyl cel lul ose 0.6 g polyoxyeigylene stearate g.s. glycerol, pure
0.2to 2.0 g flavoring gq.s. water (defonized or distilled) ad 100 ni
Exanple C Rectal drug formcontaining 40 ng of active ingredients per
suppository: per sup ository active ingredients 40 suppository base ad
2 g 14 Februar 4 Exanpl e D Tabl ets contalnlng ng of active :

i ngredients p bhet ;ciper tabl et Iactose600 star e300 ng sol ubl e
starch20 ng n® stearate40 ng 1000 ng ; E Coafed tabl et ) ,
contai ning 50 ng] of active ingredient supey ablets: per coated
tablet active ofigredi entscip0 Mg ¢

e e e

5 OPC-14117
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Itis 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 cbmbination products or compositions of 'métter comprising compounds of the

| - formula | represent ideal medicaments for the treatment of lipid metabolism disorders

a—




corn starch 100 ng |actose 60 ng sec. calcium phosphatg4 %2 é:g ubl e
starch 5 ng nagnesium stearate 10 ng colloidal silica ﬁg Exanpl e

F The following fornul ations are SUit | e for producing the contents of
‘hard gelatin capsules: = a) active |ng dients corn starch 100 ngy 300 ng
400.- ng active ingredients 140 ny |actose 180 ny cornstarch 180 ng 500 ng

1 4 Fe gy TRY sf-Eﬁfé : W ng
f or mul a I'on ﬁgg%ét |($/hgﬁ|l %@e a%‘gﬂ?g%@fﬁ%%ﬂfﬁ%ﬂ%ﬁ({ﬁ&%dlﬁ
- i ngr edisgntirordé. The OBMbmatbarprodUets(hréTkgwmetMablwﬁmz afluendingdhg seﬂlrhanol
96% 5 m,  dem nerali (ﬁi V\lﬁt er ad 100 ni
cholesterol level and for the prevention and treatment of atteriosclerotic

manifestations.

The following preparations serve to illustrate the invention without, however,

restricting it.

Exampl-e A
~ Soft gelatin capsules containing 100 mg of active ingredients per capsule:
_ | | per capsule
{ active ingredients _ . 100 mg
o triglyceride mixture fractionated from coconut fat 400 mg
capsule contents . 500 mg

Example B
- Emulsion containing 60 mg of active ingredients per 5 ml:
per 100 ml of emulsion

~ active ingredients . 129
neutral oil | q.s.
sodium carboxymethylicellulose 06g
polyoxyethylene stearate . g.s.
glycerol, pure , 0.210 2.0 g
flavoring | : Q.s.
‘water (deionized or distilled) ad 100 mi
"Example C , _
Rectal drug form containing 40 mg of active ingredients per suppository:
| per suppository |
active ingredients - 40 mg

supp_ository base ' ad2g




The synergistic effect of the conbinations of conpounds gf_the f la |
with other active ingredients was tested in an ani mal é;%pFee&’%?@%Eor this
~‘purpose, the following conpound (C) fromthe group of conpounds of the
formula | was tested: HO Hansters werélfused for the biol ogi cal testing of

t he conbi nation products of the invention. Male Syrian hansters :
(Nbsoc;'gcet u%n@urat us) from8 to 10 weeks of age were used for the

experi figmp animal s received a standard feed (Teklad 8604M

suppl enegblets vbrithinthgladnsd of astivy inbreddhta g tamegl normal control group
received only standard feed. The test substances were adm nistered orally
by gavage once a day on 12 consecutive dag®tabled the control group was
treated ﬁ'{ots t he vehicle. Feces were coll e&gg on days 5 and 6 of the _
experi r#él or bile acid analysis.. 14 Feb 2006 19 Retroorbital blood -
was t akegtnfdgtaight he ani mals on day 10 of thgoexpgrinent, and the lipid ,
| evels in the plasm were determ ned. Radi oactive tracers were adm nistered:
~oral |y s@ublestaighnal s on day 11 of the expePPi@t to determne the :
chol est gr. : rpii,Qn in anal ogy to the described by Zilversmth
et al. @éﬁhgsyﬁﬁﬁggl‘%tﬁe experinment, the aﬁ@r&ﬁ were sacrificed, and the
animals' livers were renoved for cholesterol analysis and preparation of
.m crosones. The 7a hydroxyl ase activity was__deternmined in the liver

nmi crosomes ex vivo by a nodified method of0®YMmgron et al. Effect of
ezetimbe in conbination with O on chol esterol absorbtion Duration of
teSt:c:ll—%x%ﬂé% Tekl adNormal Ctr. 2Tekl ad+ 0. 1% CHChol esterol Cr. 3Tekl ad+
0.1% - I'kgl d ezeti m be (KO004513) 4Tekl ad+ 0.1% CHO.1 ng/kg/d C1
(S-Tekl adGoftet%abld0 cOntminihg SO MG of active ingredients per coated tablets:

per coated tablet

active ingredients 50 mg
corn starch | ' 100 mg
! lactose 60 mg
- sec. calcium phosphate : 30 mg
" soluble starch 5 mg
magnesium stearate 10 mg
colloidal silica 5 mg
260 mg
Example F

The fo!lowi_ng formulations are suitable for producing the contents of hard gelatin -

capsules: _
a) active ingredients 100 mg
com étarch ‘ 300'mg
400 mg
b)  active ingredients | 140 mg
lactose - o 180 mg
~ com starch : - . 180mg

500 mg




6Tekl ad+ 0.1% CH1L ngl kgld C1 7Tekl ad+ 0. 1% CHO. 1 nygl kgl 0.1 | kgl d
ezetim be 8Tekl ad+ 0. 1% CHO. 3 ng/ kg/d Cl+ 0.1 ng/ kg/d egé%’m%%kl ad+

'0.1% CHO. 1 ng/ kg/d Cl+ 0.1 ng/kg/d eziéi m be KOO 04513 used as stock
solution. (1 nglm in ETOH) The substa¥fices are dissolved in 2% ETOH in a
. final concentration of 5% The solutions are then suspended with 0.4%
~‘pot ato tar(ih13 Adm ni stration takes place between 7-8 a.m wth 10 m /kg
he 5 dRamnpigG S LT A O 2 s e 5 Feed: Teklad 8604M
bat ch: 5338 @anMdysRpiucER lishlg theifolbwing eireullioh Mo aigéfeictive igredieng et us
aur at us) suPpI i ed by Harlan, 100-120 g at the startof adaptation Measured
par ametRAgnl =20Aropdlsunpti on  Ani mal wei ght (weekly) Liver weight 14

Febr uary,: X ety paraneters (CH, TG, ALAT/ ASAT; AP; CK; HDLILDL -CH)
 Liver %Sﬁggﬁégﬁeﬁg—{mq =1 x 500 ng in S?ai/ KOH CYP7 activity (liver

- m cr osgh@hybEsertroatey pool of 0.5 g each - x@pgrati on on day of:

éthyl benzoate 0.03 g
ethanol, 96% 5ml
demineralized water ad 100 ml

The synergistic effect of the combinations of compounds of the formula | with other
active ingredients was tested in an animal experiment. For this purpose, the following

| { ' compound (C1) from the group of compounds of the formula | was tested:
o, .0 Chiral
‘s /CHJ
/a)\/\/ o
HCw )
. tH -
SOPOY BE
HO._~ : /\/\/U\

. N N

- H H

OH OH

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 'dayé, and the control group was treated with the vehicle.

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



experinment) Feces collected on day 5-7 for bile acid detgrginatli
Chol esterol synthesis: i.v. adm nistration of 14C-oct ano%@?%%%loo g of

animal 1. h before the end of the experiment (isoflurane anesthesia)
Renoval of 2 x 500 ng of liver in Et KCH 14 February 2006 0 E E J- a0
V) OOE EOE EN r 0 NCbaQ N '

Retroorbital blood was taken from the animals on day 10 df the experiment, and the
- lipid levels in the plasma were determined. Radioactive tracers were administered
orally to the animals on day 11 of the experiment to determine the cholesterol
absorption in analogy to the method described by Zilversmith et al. On day 11 of the
experiment, the animals were sacrificed, and the animals’ livers were removed for |
~ cholesterol analysis and preparation of microsomes. The 7a-hydroxylase activity was

 determined in the liver microsomes ex vivo by a modified method of Hylemon et al.

Effect of ezetimibe in combination with Cl on cholesterol absorbtion

Duration of test: 10 days

1 Teklad Normal Ctr. n=5
2 Teklad +0.1% CH Cholesterol Ctr. n=5
3 Tekiad +0.1% CH 0.1 mg/kg/d ezetimibe {K0004513) - n=5
4 Teklad +0.1% CH - 0.1t mg/kg/d C1 n=5
5  Teklad +0.1%CH 0.3 mg/kg/d C1 n=>5
6  Teklad +01%CH 1 mg/kg/d C1 n=>5
7 Teklad +0.1% CH 0.1 mg/kg/d C1+ 0.1 mg/kg/d ezetimibe n=5
8  Teklad +0.1%CH 0.3 mg/kg/d C1+ 0.1 mg/kg/d ezetimibe  n=5
9 Teklad +0.1% CH 0.1 mg/kg/d C1+ 0.1 mg/kg/d ezetimibe =5

K00 04513 used as stock solution. (1mg/ml in ETOH)

The substances are dissolved in 2% ETOH in a final concentration of 5%.
The solutions are then suspended with 0.4% potato starch.
 Administration takes place between 7-8 a.m. with 10 ml/kg

' Feed: Teklad 8604M batch: 032201M

‘Experimental animals: Male Syrian hamsters (Mesocricetus auratus) supplied by

Harlan, 100-120 g at the start of adaptation

- Measured parameters:

'Feed consumption
Animal weight (weekly)

Liver weight



TO rg 0CoO coNeh QO O r co C7I CCo co 1y, O u0 ti.
mr O 14Ponffly 3006

20

Safety parameters (CH; TG; ALATIASAT; AP; CK; HDL/LDL -CH)

Liver cholesterol (HPLC) = 1 x 500 mg in ETOH/KOH

CYP7 activity (liver microsomes as group pool of 0.5 g each - preparation on day of
experiment)

Feces collected on day 5-7 for bile acid determination

Cholesterol synthesis: _
i.v. administration of "C-octanoate 10 £Ci/100 g of animal 1 h before the end of the
experiment (isoflurane anesthesia)

Removal of 2 x 500 mg of liver in EtOH/KOH
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E OOE.OU() OnCDco pps CC) co U C4rscU ,-E-0a) O U2 i
Cf1%[A(l) 1a)0-0 OE CU U U) na)en (a 14 February 2004 Febriry 2608

WO 03/018024 | 23 o PCT/EP02/08908
. Patent claims:
o A composition of matter comprising compounds of the formula b

5 .
in which -
R s methyl, ethyl, propyl, butyl;
10
R? is H, OH, NH,, NH-(C1-Cg)-alkyl;
R® is saccharide residue, disaccharide residue, trisaccharide residue,
“ tetrasaccharide residue, where the saccharide residue, disaccharide
15 residue, trisaccharide residue or tetrasaccharide residue is optionally
substituted one or more times by a saccharide protective group;
amino acid residue, diamino acid residue, triamino acid residue,
tetraamino acid residue, where the amino acid residue, diamino acid
7 residue, triamino acid residue or tetraamino acid residue is optionally
- 20 - substituted one or more times by an amino acid protective group,
R* is methyl, ethyl, propyl, butyl;

| R®  is methyl, ethyl, propyl, butyl;
25 S




WD 031018024 23 Patent Cl6ims: PCT/ EP02108908 1. A conpasition tter
conpri sing conpounds of the formula | Ra 5 in which H Iolslﬁlll;ellbg’mﬁg%%dygla,

ethyl, propyl, butyl; 10 R2 is H OH NH2, NH(C -C6)-alkyl; R3is
sacchari de residue, disaccharide residéﬁ, tri sacchari de residue,
tetrasacchari de resi due, where the sac€hari de resi due, disaccharide 15 -

resi due,Zt r i sacchdsi-e=QhCeales-alkyl, efC=QRraCp@ -alkylMidi, due i s optionally 20
substituted one or , 4o | pes ‘a sagcharide protective group; amno acid
resi due, diamno é&‘?l)obﬁéé‘?'gg‘ﬁ?%kﬁé-rﬁ?ﬁﬁgicpd“Q@'@'Kﬂ]@qﬁoinetar%ﬁ’% beadi
resi due, where the amno acid residue, diamno acid residue, triamno acid
residue or tetraanmno acid residue is optionally substituted one or nore
ti mes bydan ami no i86idf Yirotective group, is methyl, ethyl, propyl, butyl:
S rTgthyI, ethyl, propyl, butyl; 25 14 February 2006 5 10 24 Zis -(C=O,;
Co-C/6-al kyl, -(C=0 "-Co-Cl15-al kyl - NH, '

m isOor1;

and the phann_aceutically écceptable salts and physiologically functional derivatives

thereof, with other active ingredients.

10
2. A composition of matter as claimed in claim 1, wherein the meanings in
formula | are
15 R’ is ethyl, propyl, buty;
R? is H, OH, NH, NH-(C4-Cs)-alkyl;
R® ts saccharide residue, disaccharide residue, where the saccharide
20 residue or disaccharide residue is optionally substituted one or more
times by a saccharide protective group;
amino acid residue, diamino acid residue, where the amino acid
residue or diamino acid residue is optionally substituted one or more
7 times by an amino acid protective group;
.25 |
- R is methyl, ethyl, propyl, butyt;
R® is methyl, ethyl, propyl, butyl;
30 Z . is -(C=O)n'-Co-C1s-alkw-, -(_C:’O)n*-Co-C‘}s-a!k)(I-NH-,

-~H(C=0}s-Co-C1s-alkyl-O-, ~«(C=0)-C1-C1g-alkyl{C=0)n, a covalent bond;

n isOor1;




-(CGOn-Co-Cr6-al kyl -0, -(C=On C,-Cl6-alkyl-(COm a 1C4O%I%| entzg&nd n
IsOorl; misOorl; and the pharmaceutically acceptabl e sal
physi ol ogically functional derivatives thereof, with other active
ingredients. 2. A conposition of matter as clained in claim1, wherein the
“nmeanings in fornmula |l are .15 R is ethyl, propyl, butyl; R2is H OH NH2
NH (C, -C6)-al kyl; R3 is saccharide residue, disaccharide residue, where the
saccharide -20 residue or disacchari ®dresidue is optionally substituted
one or.nore tinmes by a saccharide protective group; am no acid residue,
diam no acid residue, where the amno acid residue or diamno acid residue
is optiomally subssDontfled one or nore times by an anmino acid protective
group; 25 R4 30 Z is nethyl, ethyl, propyl, butyl; is rrethyl, ethyl,
propyl, butyl; is -(C=On-Ca-C, 6-al kyls -(C=0 n-Co-C, 6-al kyl -
(C=On- %d@ﬂépﬁb&%lo&aliy&l@r&d’a@nd&icﬁné‘ﬂl Kxfts ferdm @ coval ent bond; n

I sOor1l; 14 February 200 misOorl; and the physiologically tolerated
~acidPaddition salts thereof. 5 3. A conposition of matter as clainmed in

-~ claim1 or 2, wherein the conmpound of :

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

“the formula l is

10 R’ ethyl;
{,._ ,
R? OH;
R® saccharide residue, where the saccharide residue is optionally
156 substituted one or more times by a saccharide protective group;

diamino acid residue, where the diamino acid residue is optionaliy

substituted one or more times by an amino acid protective group;

R* : methyl;
20
R® methyl;
zZ -(C=0)-C,-Cs-alkyl, a covalent bond;

25 and the physiologically tolerated acid addition salts thereof.

4. A composition of matter as ciaimed in one or more of claims 1 to 3, which
_ c_om'prises as other active ingredient one or more antidiabetics, hypoglycemic active
30 ingredients, HMG-CoA reductase inhibitors, cholesterol absorption inhibitors, PPAR
' gamma agonists, PPAR alpha agonists, PPAR alphalgamfna agonists, f‘ brates, MTP
inhibitors, bile acid absorption inhibitors, CETP inhibitors, polymeric bile acid
‘adsorbents LDL receptor inducers, ACAT inhibitors, antioxidants, Izpoprotem Ilpase




the formula | is 10 R ethyl; R2 OH saccharide residue, 4vp§)r 25%
saccharide residue is optionally 15 substituted one or

saccharide protective group; dianmino acid residue, vvhere the di am no aci d
residue is optionally substituted one or nore tines by an am no acid
protective group; R4 nethyl; 20 R5 nethyl; -(C=0) -Co-C4-alkyl, a coval ent
bond; 25 and the physiologically tolerated acid addition salts thereof. 4.
A conposition of matter as clained in4fhe or nore of clains 1 to 3, which
conpri s@shibitors! AFP-digateMpasd Bih@sliora! t

hypogl ycem ¢ active 30 |%ared| ents, S%&Asmug%g%rq?%ﬁ% lzﬁogjrotem(a)

chol est @H&QM&rlmaﬁ@mhlh%@nsb insulins, FRltRnylycenss bigyanidas; maghtiRidespha

SDonr ot iatoiiheiahy, SCHIReAHRR: Bt 3N e aoretiants Bcked o i Foant .
LDL. reCGBE@ﬁdérﬁ?&@és’ium%ﬁnbﬂBf el 1UtS cofIIC AT AR s'Nﬁ?@g@hﬁi&?enCﬁase 14

February 2006 2 inhibitors, ATP-citrate’l yase |nh| I'tors

- synthet agenistﬂqpbﬁaxl@agpnistqocﬂﬂ agm:a(sa)rNFaagmaJ GR¥, agomﬁSﬁCHﬂEBI tors,
~insulins,, sult nylur Jregl jtinides, thlazolldlnedlones

a- gl uco@Npgons MFB??@MQOQ%E? Gie?d PAPRIStS: Mﬁ%(raelanﬁgy@rﬁttm@amhoa@@wdem
pot assi YELRBANERIK agoﬁ.ef% Q@f_@oﬁﬁ' rleﬁ F%gﬁ&%l ﬁ'h)geid wé@qﬂg.lgié §‘?% CRF ap

agonl sts, orexin agonists agon agoni

ant agonnetaﬂremrgmampowgim&ﬁsag@:ﬁ@tsagombesm agnﬁattérrgélanmpafitegtsmstﬁul ating
rofonin reuptake I nhibitors, m xed

hor none ni sts nists, se
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amphetamines.

15 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.

20 6. A composition of matter as claimed in one or more of claims 1 to. 5, which
comprises as other active ingredient normalizing lipid metabolism compounds from
the group of statins, glitazones, PPAR alpha agonists, choléstyramine, cholestipol,

tolesolvam, adsorbent resins, fibrates, gemfibrozil, cholesterol absorption
inhibitors, ezetimibe, tiqgueside, pamaqueside, CETP inhibitors, MTP inhibitors, LDL

25  receptor inducers, lipase inhibitors, orlistat.

7. A composition of matter as claimed in one or more of claims 1 to 6, which
| comprises cholesterol absorption inhibitor as other active ingredient.
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8. A compbsition of matter as claimed in claim 7, which comprises ezetimibe,
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11.  The use of the composition of matter as claimed in one or more of claims 1 to
9 for administration as medicament for the prophylaxis or treatment of |
hyperlipidemia.
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12. The use of the compoéition of matter as claimed in one or more of claims 1 to
9 for administration as medicament for the prophylaxis or treatment of
* arteriosclerotic manifestations.
20
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active ingredient closely in time, preferably within 10 minutes. 15. A
process for producing a conposition of matter as clained in one or nore of
claims 1 to 8, which conprises mxing the active ingredients with a
pharmaceutically suitable carrier and converting this mxture into a form

sui tablg f oA yBEBf RoRipoRh8df the formula | as claimed in one or more of claims 1 to
3 in combination with at least one other active ingredient, in the manufacture of a
medicament for the prophylaxis or treatment of lipid metabolism disorders, wherein
- the medicament is suitable for administration of the compounds of the formula [ and
at least one other active ingredient closely in time, preferably within 10 minutes.

156. A process for producing a composition of matter as claimed in one or more of
claims 1 to 8, which comprises mixing the active ingredients with a pharmaceutically

suitable carrier and converting this mixture into a form suitable for administration.




