Description (Carboxylalkylenephenyl)phenyloxamides, method for the production thereof and use of
same as a medicament The invention relates to (garboxylalkylenephenyephenyloxamides and their
physiologically tolerated salts. Compounds of similar structure have been described in the prior art
(see US2DOs10p24667), as well as the use thereof as antithrombotics. The invention was based on the
object of providing compounds which display a therapeutically useful effect. The object was in
particular to find novel compounds suitable for the treatment of hyperglycemia and diabetes.

SUMMAR®atfpoa fledk depephethélehis plovivedes, costipoliid dfairecidratigia thiR8InuRIUR8G4 R2 3 0
R3R50 R7. OH R4 in which the meanings are R3independently of one another H, F, Cl, Br, CN, CF3,
OH, ocﬁ“&?é‘ﬁﬁ?}e\é%ﬂ%,e CF3, phenyl, Ophenyl, COOH, C00-(Ci-C6)-alkyl, CO-(C1-C6)-alkyl,
(Ci-C6)-alky1, (C3-Cg)-cycloalkyl, 0-(C1-C6)-alkyl, OBn, S02-(Ci-C4)-alkyl, SO3H, SO2NR9R10,
NRO9R10 ot S02-N-piperidiny, where. alky| | or mare times by R12;
laRILR i%lledepié]ﬁfg%n% of%fr%e%no‘ie er a?éb%?ﬂgg%ﬁl\%ﬁ é@glﬁgﬁf&gg@?%he%? O%{k%gnyl, COOH,
CO0-(Cl-@byaikykiCOy @ keayhikits. (C[-C6)-alkyl, SO2- (C SO3H, SO2NR9R10, NROR10 or
S02-N-piperidinyl, where alkyl and phenyl may be substituted one or more times by R12; R2, R4
independently of one another H, F, Cl, Br, CN, CF3, OCF3, OCHF2, SCH3, SCF3, phenyl, Ophenyl,
COOH, CO{BiGB)-aikylsi@Ba(C stoeuetkyhaC1-E6)-atksictbed 1-86)thitkyhrdBn 2a804sg€ 1-C4)-alkyl,

SO3H, S@ﬁ@%ﬁ%&&% %9%&\1‘1%%&5@@5& Qg{ﬁ&l}@(&@&d phenyl may be substituted one or

more time ependently of one another H or (Ci-C6)-alkyl; X(C2-C3)-alkylene, where
alkylene may be substituted one or more times by R11; 0, 1, 2, 3 or 4;

The invention was based on the object of providing compounds which display a
therapeutically useful effect. The object was in particular to find novel compounds

suitable for the treatment of hyperglycemia and diabetes.

SUMMARY
In a first aspect, there is provided a compound of the formula I

(R6),,
R1T R8 O 4

|
R2 N\l(lLN ;o
' x—4

R3 "R5 OH
R4

in which the meanings are

R3 independently of one another H, F, Cl, Br, CN, CF;, OH, OCF;, OCHY,,
SCHj, SCF3, phenyl, Ophenyl, COOH, COO-(C,-Cg)-alkyl, CO-(C,-Cg)-alkyl,
(C4-Ce)-alkyl, (Cs5-Cg)-cycloalkyl, O-(Ci-C¢}-alkyl, OBn, SO;-(Ci-Cy)-alkyl,
SO;H, SONRO9R10, NRIR10 or SO,-N-piperidinyl, where alkyl and phenyl

may be substituted one or more times by R12;



R60OH, F, CI, Br, CN, OCH3, OCF3, CH3, CF3, (C1-C6)-alkyl or 0-(CI-C6)-alkyl, where alkyl may be
substituted one or more times by OH, F, CI, Br o;&N; R9, R10 independently of one another H,

(CI-C6)-alkyl or phenyl, where alkyl may be substituted one or more times by F, Cl or Br, and phenyl
may be sBbstidted BHerspAssiY tih s bWRGR TLFF CEIBBCIC N IEFe- (EGtE6 R ey phenyE6)-alkyl,

(C2-C6)-alkenyl, (CeG:a) Alypiier @6@%@ 19(;3B%fyl%@fﬁc%%ﬁpﬂkﬁ'(gi@%ﬁ l, §81-C6)-alkyl,
(C2-C6)-alkenyl, (C2-C6)- alkynyl, NRORLD, COOH, C00-(Ci-C4)-alkyl, SCH3, SCF3, S02-(C1-C4)-
alkyl, SO3H or SO2A(RERIBXYb arfesthe YRsNRBIBYICal N RS1Biter s§é1ﬂd¥§tﬂﬁ@be@6ﬁﬁeaspect,

there is provided thgﬁ(ﬂgﬂg%@ﬁfl theJemuiadRiEn B3 Ribie Which,ihg mpeanings are R8 | N RS0 |
(R6). OvSa4 3 NO 1X-
R2, R4 independently of one another H, F, Cl, Br, CN, CFi, OCF;, OCHF>, SCHj,
SCF;, phenyl, Ophenyl, COOH, COO-(C;-Ce)-alkyl, CO-(C1-Cg)-alkyl, (Ci-
Co)-alkyl, O-(C;-Cg)-alkyl, OBn, SO:~(Ci-Cy)-alkyl, SO;H, SO,NRSRI10,
NRIR10 or SO,-N-piperidinyl, where alkyl and phenyl may be substituted

one or more times by R12;

R7,R8  independently of one another H or (C,-Cg)-alkyl;

X (C2-Cs)-alkylene, where alkylene may be substituted one or more times by
RI11;

m 0,1,2,30r4;

R6 OH, F, Cl, Br, CN, OCHj;, OCF;, CHjs, CF;, (C;-Cg)-alkyl or O-(C;-Ce)-alkyl,

where alkyl may be substituted one or more times by OH, F, C], Br or CN;

R9,R10 independently of one another H, (C;-Cq)-alkyl or phenyl, where alkyl may be
substituted one or more times by F, Cl or Br, and phenyl may be substituted

one or more times by R6;

R11 F, Cl, Br, CN, OH, O-(C;-Cg)-alkyl, (C;-Cqg)-alkyl, (Co-Ce)-alkenyl, {Cr-Cs)-
alkynyl or NROR1G;
R12 F, Cl, Br, CN, OH, O-(C,-Cg)-alkyl, (C;-Ce)-alkyl, (Cz-Ce)-alkenyl, (Cs-C¢)-

alkynyl, NR9R10, COOH, COO-(C-Cy)-alkyl, SCHj, SCFs, SO,-(Ci-Cy)-
alkyl, SO3H or SO,NROR10;



R7 OH R3independently of one another H, F, Cl, Br, CN, CF3, OH, OCF3, OCHF2, SCH3, SCF3,
phenyl, Ophenyl, COOH, C00-(C1-C6)-alkyl, CO-{£:i-C6)-alkyl, (Ci-C6)-alkyl, 0-(C1-C6)-alkyl, OBn,
S02-(C1-CO-alkyl, SO3H, SO2NR9R10, NR9R10 or S02-N-piperidinyl, where alkyl and phenyl may be
substituteahd e phisarks gierdly bylRadraliRBarsgépendently of one another H, F, Cl, Br, CN, CF3,
SCH3, SCF3, phenyl, Ophenyl, COOH, C00-(C1-C6)-alkyl, CO-(CI-C6)-alkyl, (C1-C6)-alkyl, SO2-
SO3H, SO2NR9R10, NR9R10 or S02-N-piperidinyl, where alkyl and phenyl may be substituted one or
more timés bycRuR |perishatesanderniyy SieorenaestiterHheEfc@nBe ICN, CF3, OCF3, OCHF2,
SCH3, SCF3, phenyl, Ophenyl, COOH, C00-(C1-C6)-alkyl, CO-(Ci-C6)-alkyl, (C1- C6)-alkyl,
0-(C1-C6)-alkyl, OBn, S02-(Ci-C4)-alkyl, SO3H, SO2NR9R10, NR9R10 or S02-N-piperidinyl, where
alkyl and phenyl may be substituted one or more times by R12; 1 ¢ X(C2-C3)-alkylene, where
alkylene may be substituted one or more times by Rll 2,3 or 4; R60OH, F, CI, Br, CN, OCH3,
OCF3, CH3, CF3, (Ci-C6)-alky| A:;__ * aI may be substituted one or more times

“rfother H, (CI-C6)-alkyl or phenyl, where alkyl

@& pheqyl may be substituted one or more times
by R6; R11F, CI, Br, CN, O ngz C6)-alkenyl, (C2-C6)- alkynyl or
NR9R10; R12F, ClI, Br, AT ' C2-C6)-alkenyl, (C2-C6)- alkynyl,
NR9R10, COOH,SCH3, 5CF3,1S02-(C] -C4) alkyl, SO3H or% 2NR9R10; and the physiologically
tolerated salts thereof. In a thlrgﬁspect there is provided the compound as defined above, for use as
pharmaceutical. In a fourth aspect, there is provided a pharmaceutical comprising one or more of the
compounds as defined above. In a fifth aspect, there is provided the use of the compounds as defined

above forithelishrihfaeeressafiedicament for lowering blood glucose.

R3 independently of one another H, F, Cl, Br, CN, CF;, OH, OCF;, OCHF,
SCHs;, SCFs, phenyl, Ophenyl, COOH, COO-(C;-C¢)-alkyl, CO-(C;-Cg)-alkyl,
(C1-Ce)-alkyl, O-(C;-Cg)-alkyl, OBn, SO,-(C;-Cy)-alkyl, SO:H, SO,NROR10,
NRI9R10 or SO,-N-piperidinyl, where alkyl and phenyl may be substituted

one or more times by R12;

R1, R5 independently of one another H, F, Cl, Br, CN, CF;, SCH,, SCF;, phenyl,
Ophenyl, COOH, COO-(C;-Cg)-alkyl, CO-(C-Cg)-alkyl, (C;-Cs)-alkyl, SO,-
(C1-Cyq)-alkyl, SO;H, SO,NRI9R10, NROR10 or SO,-N-piperidinyl, where
alkyl and phenyl may be substituted one or more times by R12;

R2, R4 independently of one another H, F, Cl, Br, CN, CF;, OCF;, OCHF,, SCH;,
SCFs, phenyl, Ophenyl, COOH, COO-(C;-Cg)-alkyl, CO-(C,-C¢)-alkyl, (C;-
Ceo)-alkyl, O-{C;-Cg)-alkyl, OBn, SO,-(C)-C4)-alkyl, SO;H, SO,NR9RI10,
NRIR10 or SO,-N-piperidinyl, where alkyl and phenyl may be substituted

one or more times by R12;

R7,R8  independently of one another H or (C-Cg}-alkyl;



Id In a sixth aspect, there is provided the use of the compounds as defined above for the manufacture
of a medicament for the treatment of diabetes. In g seventh aspect, there is provided the use as
defined above for the manufacture of a medicament for increasing insulin secretion. In an eighth
aspect, thére is proViced:k ghotess fobproaliaitga pharhracebiitalabmprisnmonetorendre of the
compounds as deficr}lﬁq above, which comprises mixing the active ingredient with a pharmaceutically
suitable carrier, and converting this mixture into a form suitable for administration. In a ninth aspect,
there is provided the use of the compounds as defined above for the manufacture of a medicament for
the treatn%@t of CN$ disorders,. In a tenth aspect, there is provided the use of the compounds as
defined above for thé manufacttre of a medicament for the treatment of schizophrenia. In an eleventh
aspect, there is provided the use of the compounds as defined above for the manufacture of a
medicamgnt for the drga t JAar's SERIP The i [ efer tes to
compoun Igof the f(()y;lﬁrﬁ a %g‘t’@gigg%gd ?ggﬁgﬁﬁ IEFI%I*%? Iﬁj%ﬁnggg?%]irf? \?\%ei[ch the
meanings are R3indépeadBniyret drsdrotiiéed-pre oCinBie ONeUR3VBH. 6E B3, c0ENF2, SCH3,
SCF3, phenyl, Ophenyl, COOH, C00-(Ci-C6)-alkyl, CO-(Ci-C6)-alkyl, (Ci-C6)-alkyl, (C3-C8)-cycloalkyl,
0-(Ci-C6)-alkyl, OBn, S02-(CI-C4)-alkyl, SO3H, SO2NR9R1 0, NR9R10 or S02-N-piperidinyl, where
alkyl and BReRyPmapdspendsstieioonawthsoid. tieS Dyaikyd oRPIRE Intidsenalavliyngl dive another
H, F, Cl, Br, CN, CF3y5Hds 303 RREOYIPBe | (P QQs, 8&9@@%3@ 29 0¥ <Rl C6)-alkyl,
(Ci-C6)-alkyl, SO2- (ClI -C4)-alkyl, SO3H, SO2NR9R10, NROR10 or SO2-N-piperidinyl, where alkyl and
phenyl may be substiteitsdisre wnpidre Rifnes by R12; R2, R4 independently of one another H, F, Cl,
Br, CN, CF3, OCF3, OCHF2, SCH3, SCF3, phenyl, Ophenyl, COOH, C00-(C1-05)-alkyl,
CO-(C1-C6)-alkyl, (C1-C6)-alkyl, 0(C1-C6)-alkyl, OBn, S02-(C1-C4)-alkyl, SO3H, SO2NR9R10,
NROR10 8A&02-N-F, Cl, Br, CN, OH, O-(C;-Cg)-alkyl, (C-C¢)-alkyl, (C:-Cq)-alkenyl, (Co-C)-

alkynyl or NR9R10;

R12 F, Cl, Br, CN, OH, O-(C-Cg)-alkyl, (C;-Ce)-alkyl, {C:-Cg)-alkenyl, (Co-Cq)-
alkynyl, NR9R10, COOH, COO-(C;-Cy)-alkyl, SCH;, SCF3;, SO;-(Ci-Cy)-
alkyl, SO3H or SO,NROR10;

and the physiologically tolerated salts thereof.

In a third aspect, there is provided the compound as defined above, for use as

pharmaceutical.

In a fourth aspect, there is provided a pharmaceutical comprising one or more of the

compounds as defined above.

In a fifth aspect, there is provided the use of the compounds as defined above for the

manufacture of a medicament for lowering blood glucose.



5piperidinyl, where alkyl and phenyl may be substituted one or more times by R12; R7,
R8independently of one another H or (Cl-C6)-aII~i ; X(C2-C3)-alkylene, where alkylene may be
substituted one or ore times by R11; 0, 1, 2, 3 or 4; R60OH, F, Cl, Br, CN, OCH3, OCF3, CH3, CF3,
(CI-CO-alkyh 60K Gdp€c6) thtiry| i svprera daidkythmayehe shib stitueshndre or dabnedintey byo®kher, Cl, Br or
CN; R9, RIQ independently of one ther H. (Ci-Ca)-alkyl or phenyl, where alkyl may be substituted
one or mora ‘f?ﬁéﬁsgﬁygg? ec()gé ??%%g%r?gﬁﬁe%%e%tegﬁééﬁ%ﬁéd one or more times by R6; 20R11F,
Cl, Br, CN, OH, 0-(Ci-C6)-alkyl, (Ci-C6)-alkyl, (C2-C6)-alkenyl, (C2-C6)- alkynyl or NRO9R10; R12F, ClI,

Br, CN, QH, 0-(Ci-C6)-alk Iégl-C?}-alk léé 2-C6)-alkenyl éZC -C6) %é NROR10,
COON, CBOL T A S e B e e L Sl oI WY e
physiologicaedigamlerafedisaitstingrestiin Raeééi@nce is given to compounds of the formula | in which
one or more radicals have the 30following meanings: R3independently of one another H, F, Cl, Br,
CF3, OCF3, COOH, C00-(C1-C6)- alkyl, (C1-C6)-alkyl, (C3-Cs)-Cycloalkyl, phenyl, Ophenyl, where
alkyl and Jphenyleighth besputistittitet! tnegurvidede tinpeschysRi2; ROARSNig de perdeatisudicehe another
H, F, Cl, Br, CE3, COOH, C00-(Cl-C6)-alkyl, (G1- Ch)-alkyl.phen henvl.. gﬂ%l 3&1 nd phenyl
may be sﬁ%%’ﬁ’t%%& She %tr%ocgsé%%%sgg?é{éfé;gﬁis, eﬁﬁe e%@wﬁé%@%?gilg%gn%?h%r H,gi, gl, Br, CF3,
COOH, COOE @Edatky il a QBpatigkuR 60, it Bratiy, QGHBpOOEHBz S nUFR¢Ci-C6)-alkyl
or 0-(Ci-Cg)-alkyl, 10where alkyl. may he,substituted one or more times by OH, F, CI, Br or CN; R7, R8
X(C2-C3)1%ﬁ<§ll(%axnﬁérf %%Eéeaﬁ& éirr%n%sgf be substituted one or more times by R11; 15 R9, R10
independently of one another H, (CI-CO-alkyl or phenyl, where alkyl may be substituted one or more

e o G S PHSTY TR  EC B 0 RBS (SRR G O

manufacture of a medicament for the treatment of CNS disorders.

In a tenth aspect, there is provided the use of the compounds as defined above for the

manufacture of a medicament for the freatment of schizophrenia.

In an eleventh aspect, there is provided the use of the compounds as defined above for the

manufacture of a medicament for the treatment of Alzheimer’s.

DESCRIPTION

The invention therefore relates to compounds of the formula I

(R6),
R1 li28 O 4
R2 N\[HL%] 3_{0
X
R3 RSO R7 OH



alkynyl or NR9R10; 25R12F, Cl, Br, CN, OH, 0-(Ci-C6)-alkyl, (C1-C6)-alkyl, (C2-C6)-alkenyl, (C2-C6)-
alkynyl, NR9R10, COOH, C00-(CI-C4)-alkyl, andlt physiologically tolerated salts thereof.
30Particular preference is given to compounds of the foniula I in which one or more radicals have the
following mednihgbeRBimdepeadently of one another H, F, Cl, Br, CF3, OCF3, COOH, COO-(C1-C6)-
alkyl, (C1-CO-alkyl, (C3-C8)-cycloalkyl, phenyl; R1, R5 independently of one another H, F, CI, Br,
CF3, COOH, C00-(Ci-C6)-alkyl, (CiC6)-alkyl, phenyl; 5R2, R4 independently of one another H, F, ClI,
Br, CF3, B®OH, caad(@eﬁddﬁﬁyaiﬁwmm HOX(C2LCBY-alkyleh€; WhBke Cilkyie A By, be

substituted one or n%(&r th]gur%?er 1 ?(p%-&éha&%@/ r@@@ d %s elogl aélh}égplerated

salts thereof Particu ar e is°f ven to cémpou fIIuta in W e or more

radicals have the fo{l@wﬁh@-aﬂq&n|®3C2)3d3®mfdépler@éﬁﬂylcaﬁ@ﬂeﬂar@mer$D:F£Q3+CB) a3FR, OCF3,
one another 1. F, OB BOBI 0 ey (e SR ey Sl g™ ©
independently of ormanbﬁhebmtﬁettbrﬁr@me@@@-by@@-(O -C6)-alkyl, (C1- C6)-alkyl;
R1, RS independently of one another H, F, Cl, Br, CN, CFs, SCH;, SCF;, phenyl,
Ophenyl, COOH, COO-(C;-C¢)-alkyl, CO-(C,-Cq)-alkyl, (C;-Cq)-alkyl, SO,-
(Cy-Cy)-alkyl, SOsH, SO,NROR10, NRO9R10 or SO,-N-piperidinyl, where
alkyl and phenyl may be substituted one or more times by R12;



30 R7, R8 H; X(C2-C3)-alkylene, where X is linked in position 4 to the ring; WO
2009/03voM3EPCIBASR2008/007218 and the physiologically tolerated sal®EHZFRFIEBRE TLk8her
embodiment, preference is given to compounds of the fointula | in which one or more radicals have the
following meanings: R3independently of one another H, F, CI, Br, CN, CF3, OH, OCF3, OCHF2,
SCH3, SCF3, phenyl, phenyl, COOH, C00-(Ci-C6)-alkyl, CO-(CI-C6)-alkyl, 10 alkyl, 0-(CI-C6)-alkyl,
OBn, SB2;(B%- Céﬁ)}é&l@h@fﬁ%ﬁ@ﬁdﬁﬁﬁdﬁ NRORA) GNSOZ;NybiperdinyE wheke: alkjF and phenyl
may be substitute one ore t| y P d other I, Br, CN,
CF3, SCH3, SCF5' er’ hyP r@ﬁkgogiéé%é f%)i E%/? jod yﬁg%@%&%@% e)(&lﬁq@r -alkyl,
S02-(C1- 15CO- ade‘rCSQﬁt'ﬁSﬂﬁNR@RG@ -NRARID BOFI2SK-pIBSHRdinyN Riiere aligdahd phenyl may
be substituted one.or more ti R2, R4 | tly of one anot er H Br, CN,
CFS, OCF3, OCHEE NS, BE b ST GH el Gt Bt Lo B Ry Co e ik,
(Ci-C6)-alkyl, 0- (Ci-C6)-alkyl, OBn,SO3H, SOZNR9R10 NR9R10 or S02-N- piperidinyl, where alkyl

and ph ay be ubs Qne or more y R8independently of one another H or
(C: CG% % tﬁﬁeﬂ%ew Tere. a%l;?y]izn@é rr(f6 %(g?éubstltuted one or more times by R11; 0,

1,2,3o0r4; 30R6OH F Cl, Br, CN, OCH3, OCF3, CH3, CF3 (C1-C6)-alkyl or 0-(C:-C6)-alkyl, where

lkyl b b i | : )
S 000i0abonsem e bR R iR R e e sy B R i Womose e iy UL

(qiece)-alkyl, (C2-05)-alkenyl, (C2 C6)-

m 0,1,2,30r4d,
R6 OH, F, Cl, Br, CN, OCHj, OCF,, CHs, CF3, (Cy-Cg)-alkyl or O-(C;-Cg)-alkyl,
where alkyl may be substituted one or more times by OH, F, CI, Br or CN;
15
R9,R10 independently of one another H, (C,-Ce)-alkyl or phenyl, where alkyl may be
substituted one or more times by ¥, Cl or Br, and phenyl may be substituted one or
more times by R6;
20 RI11 F, Cl, Br, CN, OH, O-(C-Cs)-alkyl, (Ci-Cg)-alkyl, (Co-Cs)-alkenyl, (Co-Ce)-
alkynyl or NROR10;
R12 F, Cl, Br, CN, OH, O-(C{-Cg)-alkyl, (C,-Cg)-alkyl, (C2-Cq)-alkenyl, (C-Ce)-

alkynyl, NR9R10, COOH, COO-(Cy-Ca)-atkyl, SCHs, SCF3, SO.-(C1-Cy)-alkyl,
25 SO;H or SO,NRIR10;

and the physiologically tolerated salts thereof.

Preference 1s given to compounds of the formula [ in which one or more radicals have the

30 foll.owing meanings:

R3 independently of one another H, ¥, Cl, Br, CFs, OCF;, COOH, COO-(C-C)-
alkyl, (Ci-Cglalkyl, (C3-Cg)-Cycloalkyl, phenyl, Ophenyl, where alkyl and phenyl

may be substituted one or more times by R12;



alkynyl or NR9R10; 5 R12F, Cl, Br, CN, OH, 0-(C1-C6)-alkyl, (CI-CO-alkyl, (C2-C6)-alkenyl, (C2-05)-
alkynyl WRIRGH 0G@H, C00-(Ci-C4)-alkyl, SCH3, SCF3, SO3H or SOZNHIREO)AD AN
physiologically tolerated salts thereof. In a further embodiment, preference is given to compounds of
the formulawhich one or more radicals have the following meanings: 15 R3independently of one
another H, F, Cl, Br, CF3, OCF3, COOH, COO-(C1-C6)- alkyl, (Ci-C6)-alkyl, phenyl, Ophenyl, where
alkyl ardliphiefyl maleienderabtitiitect anetberribrig (iihés YR I2ORY, RBindepeadesitly of One another
H, F, Cl, Br, CF3, C COO0-(C1-C6)-alkyl, (Cl-20C6)-alkyl, phenyl, Ophenyl, where alkyl and
phenyl may be suéﬁ%@& %%n rreﬁ%%% ?ﬁgsh%% Qﬁ%%ﬁﬁﬁg@ﬁé%&é%}% SREKhSther H, F, Cl,
Br, CF3, COOH. @30¢(Qh<€6)-8lky], (C1- C6)-alkyl; 25 R60OH, F, ClI, Br, CN, OCH3, OCF3, CH3, CF3,
(C1-C6)-alkyl or 0-(C1-C6)-alkyl, where alkyl may be substituted one or more times by OH, F, CI, Br or
CN; R7, R8H; 30 X(C2-C3)-alkylene, where alkylene may be substituted one or more times by R11,;
R9, RIGhdependedtyeofiarity afiothembihE HCH-alk ol hefgiONh exealiy] mayakie substituted one
or more times by E, (;IlgrlBr, and phenyl may be substituted one or more times by R6; 5R11F, Cl, Br,
CN, OH, 0-(CT-C 6-aiakyiy, {C1-05)-alkyl, (C2-CO-alkenyl, (C2-C6)- alkynyl or NRO9R10; R12F, ClI, Br,
CN, OH, 0-(CI-C6)-alkyl, (C3-C6)-alkyl, (C2-C6)-alkenyl, (C2-C6)- alkynyl, NR9R10, COOH,

CO0-(CRGA)-alkyloy, £, ¢1, Br, N, OCH;, OCFs, CH, CFs, (Ci-Ce)-alkyl or O-(Cy-Co)-alkyl,

10 where alkyl may be substituted one or more times by OH, F, Cl, Br or CN;
R7,R8 H,
X (C1-Cs)-alkylene, where alkylene may be substituted one or more times by R11;
15
m 0

RS, R106 mdependently of one another H, (C;-Cg)-alkyl or phenyl, where alkyi may be

substituted one or more times by F, Cl or Br, and phenyl may be substituted one or

20 more times by R6;
R1i F, CL Br, CN, OH, O«(C,-Cg}-alkyl, (C1-Cg)-alkyl, (C,-Ce)-alkenyl, (C;-Cs)-
alkynyl or NROR1(;
25 RI12 F. CL, Br, CN, OH, O-(C;-Cs)-alkyl, (C,-Cg)-alkyl, (C2-Cq)-alkenyl, (C-Cs)-

alkynyl, NROR10, COOH, COO-(C;-Cy)-alkyl;

and the physiologically tolerated salts thereof.

30 Particular preference is given to compounds of the formula I in which one or more radicals

have the following meanings:

R3 independently of one another H, F, Cl, Br, CF3, OCF,, COOH, COO-(C;-C¢)-
alkyl, (Cy-Ce)-alkyl, (Cs-Cy)-cycloalkyl, phenyl;



and the physiologically tolerated salts thereof In a further embodiment, preference is given to
compoutYd3 2B4R&3@8AdIa | in which one or more #adicals have the followingiieRINgH S 18
R3independently of one another H, F, Cl, Br, CF3, OCF3, COOH, C00-(C1-05)- alkyl, (C1-C6)-alkyl,
phenyl; RI, R5independently of one another H, F, CI, Br, CF3, COOH, C00-(CI-CO-alkyl, (C1-
20C6)-alkyl, phenyl; R2, R4 independently of one another H, F, CI, Br, CF3, COO I, C00-(Ci-C6)-alkyl,
(C1- Cay-alkyl 25:1REpREIn i CReC3)ralkyde e FO30mnd Fhe ihysiologivally; tolgrated salts thereof
R3independentlydﬁf?§3_n&?tnoﬁggrll_—l, F, Cl, Br, CF3, OCF3, COOH, COO-(C1-C6)- alkyl, (Ci-C6)-alkyl;
5R1, R5 independé iy 'of dne another H, F, Cl, Br, CF3, COOH, C00-(C1-C6)-alkyl, (C1- C6)-alkyl,
phenyl; R2, R4 independently of one another H, F, CI, Br, CF3, COOH, C00-(Ci-C6)-alkyl, (CiC6)-alkyl,

10 R7, B8H X(C2-C3)-alkylene, . where X is lj in position eﬁ;e Ing; n%ége hysjologically
tolégrzategﬁéah%é thelr%%) o%%ﬁ%%%ngf?ﬁgﬁﬁr%%lrg’?%ﬁeg r d3’i|§4 gsrg5 rg%%%@é "Féﬁt}%é@in which X'is
-(CH2)2.. Compourngs:afithe foiiula | preferred in one embodiment are those in which Xis -(CH2)3-.

Compounds of the formula | preferred in one embodiment are those in which the group -XCOOH is
linked in position 3 to the ring.

R7,R8 H;

10 X (Cp-Cs)-alkylene, where alicylene may be substituted one or more times by R11;
m 0;
R11 (Cy-Cog)-alkynyl;

15
and the physiclogically tolerated salts thereof.
Particular preference is further given to compounds of the formula I in which one or more
radicals have the following meanings:

20

R3 independently of one another H, ¥, Cl, Br, CF3, OCF3, COOH, COO-(C,;-Cq)-
alkyl, (Cy-Ce)-alkyl, (C3-Cg)-cycloatkyl, phenyl;

R1, RS  independently of one another H, F, Cl, Br, CF;, COOH, COO-(C,;-Cg)-alkyl, (C-
25 Cs)-alkyl, phenyt;

RZ, R4  mdependently of one another H, F, Cl, Br, CF;, COOH, COO-(C-Cy)-alkyl, (C-
Cs)-alkyl;

30 R7,R8  H;

X (Cy-Cs)-alkylene, where X is linked in position 4 to the ring;

m 85



Compounds of the foimula | preferred in one embodiment are those in which the group -XCOOH is
linked i¥fasitlew/ @3P4ie ring.  If radicals or substituents can occur moP&HarP20es/ i 1R &S
compounds of the formulae |, they 30may all have the stated meaning independently of one another
and be identical or different. The invention relates to compounds of the founula | in the foiin of their
salts, racemates, racemic mixtures and pure enantiomers, and their diastereomers and mixtures
thereof andTthe ifwention delitherl celaté sdiotthdocnfixtures of stereoisomers of the foimula | and to the
pure 5stereoisomers of the formula I, and to mixtures of diastereomers of the formula | and to the pure
diastereomers. The mixtures are separated for example by chromatographic means. The present
invention includes all possible tautomeric forms of the compounds of the formula I. 10
Phglrmalxl%eau}J'U(Falqlé/r aglti)%rgﬁabeletsaltesf are, because ttheir solubility %nglvy er is1 é;;eat% an that of the initial
or Basic CamBoLnaa Sarhe Ay AhEaBTe 1ot Tradi i P pidtish L TRETE AR 1AV’
phalmaceutically detaptahtefationes catioimgSuitable pharmaceutically acceptable acid addition salts
of the compounds of the invention are salts of inorganic acids such as 15hydrochloric acid,
hydrobromic, phosphoric, metaphosphoric, nitric and sulfuric acid, and of organic acids such as, for

exampl®3acetic anid;penzetigsiliorienbirzdick cificBetbaneSElfat, ddmareCHBg@Tiglycolic,

isethionic, lactic, | bignic leic, mali t fonic, succinic, p-toluenesulfonic and tartaric
acid. Suitable pha$h§%é%ﬁ8gm o %géé(g%?sg:%s[laﬁ_t Hé%gsg"%ﬁrﬂloh%%@é%%ﬁé%ﬁr{ﬂ%zé%éélts (such as
sddium and potassikyh Q0EalkE),)alkalin®karfOmatalSaktdi(sudCal rSagh@SiRmoank 6&ltium salts),

trometamol (2-amér5)' - 2-hydroxymethy1-1,3-propanediol), diethanglamine, lysine or ethylenediamine.
Salts with a phaiivac@ﬁ?gg{fﬁ/ngr%;y}:t\gp %{EI% niaoﬁgﬁgc 3 psf?ﬁgr%eexsau%%fé%?ﬁfﬁj{ber8583%5%%@wise belong
within the framewbykRdfZthe invention as useful intermediates for the 25preparation or purification of

pharmaﬁ?utj@llly %ﬁee%%%}ﬁﬁ%kso%%%%ﬁg{ﬁsﬁ i&p%gtﬁa%g : ngqfi%gJ ?%%éﬁ in Yitro, applications.

The compounds o Invention m 80 exist ih VArious pd ,Gf'g?/éxample as

amorphous and cfyskativle GOIyMoriious felinsa il pOpHO rERousiddiils of theBRt dpaiihds of the

in\{ ntion belong withi I f [ | an% re a further aspect of the.invention. An
aIk§I radical mear\?g"g%gyzgg%@%\lgnagr Paﬁ?m%%mﬁ%gér @h%éh%e%g%ﬂ’%%‘f %rreea:i(%%ﬁfég methyl,
ethyl, isopropyl, tertdoytyhdexykibhetailkybradicatomaybe lsuBstituted one or more times as described

above. 5 The invention also includes solvates, hydrates and alcohol adducts of the compounds of the
formula 1.

R2, R4 independently of one another H, F, Cl, Br, ON, CF5;, OCFi, OCHF,, SCH;, SCF,,
20 phenyl, Ophenyl, COOH, COO-(C,-Cg)-alkyl, CO-(C,-Cg)-alkyl, (C;-Cg)-alkyl, O-
{C1-Ce)-alkyl, OBn, SO,-(Ci-Cy)-alkvl, SO:H, SO,NRIR10, NRIR10 or SO,-N-

piperidinyi, where alkyl and phenyl may be substituted one or more times by R12;

R7, R8 independently of one another H or (C,-Cg)-alkyi;

25
X (Cy-Cs)-alkylene, where alkylene may be substituted one or more times by R11;
m 0,1,2,30r4;

30 R6 OH, F, CL, Br, CN, OCHj;, OCF;, CHs, CF;, (C;-Cgl-alkyl or O-(C,-Ce)-alkyl,

where alkyl may be substituted one or more times by OH, F, 1, Br or CN;

R9, R10 independently of one another H, (C,-Cg)-alkyl or phenyl, where alkyl may be

substituted one or more times by F, Ci or Br, and phenyl may be substituted one or



The compound(s) of the formula | can also be administered in combination with further active
10ingredidhB0PHEB A¥ddunt of a compound of formula | necessary to achiB¢E {R Hes/édBiRogical
effect depends on a number of factors, for example the specific compound chosen, the intended use,
the mode of admig}iglt,@tiogs%nydgge clinical condition of the patient. The daily dose is 15generally in the
range from 0.3 mg to 160 mg(typically from 3 mg and 50 mg) per day and per kilogram of body
weight, for example 3-10 mg/kg/clay. An intravenous dose may be for example in the range from 0.3
mg to 1 o/kg, whi ap.suitably be.administered as, infuysion of On 100.ng per kilogram
per minIu%leTSuitatiﬁ/’% u§1§:r$g0 u ic))ér)fs 6%i?k§§m%%5 nﬁgfﬁ %ﬁr’n %fég%%%&é?(n Mole o 0.1 ng to 100
mg, typically fromalkpgyiood ORAKY] Gaer 20milliliter. Single doses may comprise for example from | mg to
10 g of the active ingredient. Thus, ampoules for injections may comprise for example from 1 mg to

100 mg, and single-dose formulations which can be administered orally, such as, for example, tablets
or capsiles, may EompHse TSy EXBp(E fromm 410/ to COUR rads typicails frdked0, 600 mg. For the

therapy of the abqQyement] itions E? cempounds.o ﬁc;)g] be.used as the compound
25itself, but they aa\r{legyf)lfef;éra yll(ﬁ’)t € orr’nCo Sa%%largr%a%gggfc% cdﬁ&%?gﬁzv\ﬁ&ﬁ ?ﬁa%%é%table carrier.
The carrier must, 8PedunseCbilagBdptable 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 compound as a single dose, for example as a tablet, which
m&§ containhfrohy 6% b DElsajeweilhtlofté active 30ingredient. Other pharmaceutically active
substances may likewise be present, including other compounds of formula I. The pharmaceutical
compositions of the invention can be produced by one of the known pharmaceutical methods, which
essentidtly: donsisteofmiinepthetivigragie g withtplramracoldgidally fcoeptableehirieomiand/or
excipie%%reli;g&%?ggvié:ﬁ{ecpo leﬁgg%gag{&gg invention are those suitable for oral, rectal, topical,
peroral (for example sublingual) andparenteral (for example subcutaneous, intramuscular, intradeimal
or intravenous) administration, although the most suitable mode of administration depends in each

i : i | fth
Inqyidughcase OQJH%Q%QE?I[?B?&E%V%&% 1g-cangitiop to B%?E%%?P%%_@gig@g“}[&%Jla‘;"ions

compound of foimula1 used in each case. Coated formulations and coated s

also belong withiratkie ffemeworkkpt tembdipiom Preferendl it gidehdovavidy andupasic:d
juice-resistant formulations,.SHitable, goatings resistant to gastric juice comprise cellulose acetate
phthalate, polyviny acetateej%ala?ye?%y“ﬂroxypropylmethylcellulose phthalate and anionic polymers of
methacryl ¢ acid and methyl 10methacrylate. Suitable pharmaceutical compounds for oral

adminisyggtion may, b i b (PUPALSERAAIIUATE Sush 38, PERYamRlR, Fapsulescachets. suckable

tablets or tablets, each of which contains a definetg amount of at least one compoun rmula I; as
pciiders or granufes:akyvisguiniibiooheuspehsionlkvhandqieoys wanbaadgquedtsdiquidoor as an
oil-in-water or Wa%ré}g-ti%i}egwﬁg%. 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. The
composiions are IfQj e X f tive 20ingredient
i T SO T e R T ot & O 1 M Caty: Thie for
example, a tablet canabieyproduced by compressing or molding a powder or granules of the compound,
w%?re appropriate with one or more additional ingredients. Compressed tablets can be produced by
tableting the compound in free-flowing font such as, for example, a powder or granules, where

appropridte mixedWith alBirddte Yl @A ifedt 25 Hilu €t alid/6isprBfdrnidN€) -Ce)-alkyl,

surface-active/dispersi o(§ in e machi | t e uced by molding
the compound, Wr?l’%h&{g%}%gvﬁvg e%%gﬁﬁ?g%% %%%{gﬁgﬁ%%ﬁi%iﬁgﬁfq%?g%bﬂagn , in a suitable
machine. Phaimaceutical compositions which are suitable for peroral (sublingual) administration
R7, RE H;
30

X (Cy-Cy)-alkylene, where alkyiene may be substituted one or more times by R11;

m 0;



30 comprise suckable tablets which contain a compound of formula | with a flavoring, normally sucrose
and guriwaatiiowoifgacanth, and pastilles which7comprise the compounelii &P ga3eiguch as
gelatin and glycerol or sucrose and gum arabic. aqueous preparations of a compound of foiuiula I,
which preferably isotanic with the blood aof the intended.recipient, These preparations are
oreforatiy At R SUARO L B g Qe EAUGH TR L kMG By Bubctaneous,
intramuscular or intladitrealdmeatian:cliwse préparations, aan prefetably be pieduced byemixing the
compound with water 5and :E% ing the resulting solution sterile and isotonic with blood. Injectable

compositions of tHBIHV RIS erally comprise from 0.1 to 5% by weight of the active compound.
Pharmaceutical compositions suitable for rectal administration are preferably in the faun of single-dose

corventoral solchenels. 1 SIS SAu A bYdr 20es el e 1ELER e,
Pharmaceutical caikpogitiongHtehle for topical use on the skin are preferably in the form of ointment,

cream, lotion, paste, spray, aerosol or oil. Carriers which can be used are 15petrolatum, lanolin,
polyethylene glycols, alcohols and combinations of two or more of these substances. The active

ingredieRt Is geneRyi dBesent D1, CiCerattny DI oM P-dlkol 15% ) -wikight afthe gomposition, for
example from 0.5 tq 2% an ?#5}% ipistration.is also possible. Pharmaceutical compositions
suitable for transd® H%YL@B?E%& n %@@5}@@ tches which are suitable for tong-term
clase contact with the patient's epidermis. Such patches suitably contain the active ingredient in an
aqueous s EHQOE Wihi]%hiisa{?uffegedt hete ' rogriate, dissolved and/or dispersed in an adhesive or
dispersea Ina Bokr/sng?er‘fg SUItAbTE Setiv sir%)re%)l 3Nt concentration is about 1% to 35%, preferably
about 3% to 15%. A particular possibility is for the active ingredient to be 95released by

electrot ns uo&h&rég}rgtg lgl%r sise E:rglescribeixd#,‘!x];(%r exam Ie,din Ff)t airpace ti(l:al Rgs arch, 2(6): 318
(1986). Further active mgred}él%rs Suiable’for comobclﬁgjtPorlf%rsoauc & SrETRA aRudiBbeits Which are
mentionedrinrthiecR ot tste 2007w chaptemisall weight-reducing 30agents/appetite suppressants
wqigh are mentioned in the Rote Liste 2007, chapter I; all lipid- lowering agents which are mentioned
in the Rote Liste 2007, chapter 58. They can be combined with the compounds of the invention of the
folinula Rih particulatdomdsiheodistic amphovement inBhe eHeOC A St alioDefth€ getive ingredient
combination can tah(e 1plg{iehei r_1e15<tg sg:-parlate administration of the active ingredients to the patient or
in the fool! of combinati R’ produic ih which a plurality of active ingredients are present in one
pharmaceutical preparation. Most of the active ingredients mentioned hereinafter are disclosed in the
USP Digtiongry of USAN and International D S, P ia,.Rackville. 2001 5

At oS R S i G Aot SE e O ) (el
wwiv.lantus.com) &k FHARL1EGhdr Levemir(r) (insulin detemir) or those described in W02005005477
(Novo Nordisk), fast-acting insulins (see US 6,221,633), inhalable insulins such as, for example,
Exubera (r) or oral insulins such as, for example, IN-105 (Nobex) or 100ral-lynTM (Generex
Biotech®dlpddy), Glridepadervative vananGhP-Hafobiskr sleh, 45) i exaigle; -€xentitide(diraglutide or
those which have e)(ggg disclosed in W098/08871 or W02005027978, W02006037811, W02006037810
of Novo Nordisk IN"W001/04156

25 R7,RE8 H;
X (Cy-Cs)-alkylene;
m 0:

30

and the physiologically tolerated salts thereof.

In a further embodiment, preference is given to compounds of the formula [ in which one or

more radicals have the following meanings:



of Zealand or in W000/34331 of Beaufour-Ipsen, prarnlintide acetate (Symlin; Amylin
Pharma@eutiH18)) BIv451077, PC-DAC:Exendin-4 (an Exendin-4 analog AIioE i 60g4lerths 15
bonded to recombinant human albumin), agonists like those described for example in D. Chen et al.,
Proc. Natl. Acad. Sci. USA 104 (2007) 943, those described in W02006124529, and orally effective
hypoglycemic active ingredients.  Antidiabetics also include agonists of the glucose-dependent
insulinodpic polypeppetel{@lP)2oneceptorelike FhodeRtesttibed for €xadrple GOW02006121860. The
orally effective hyp Ctl\</ gredients include preferably sulfonylureas, biguanidines,
meglitinides, oxadaﬁ(g’(’)hﬁggg elt‘hlazolldlnedlones glucosidase inhibitors, inhibitors of glycogen
phosphorylase, BOqucagon antagonlsts glucokinase activators, inhibitors of fructose

3IS gﬁ meng’r%{é"tigizegr%oﬁd ate amlluc%anesrferas %&A@L&%éﬁag? &[}O “pf%‘ft%iggﬁ%(ghénnel

openers such as, tbsﬁﬁidam;p[mn@lnamdll Cromakalim, Diazoxide or those described in R. D. Can et al.,
Diabetes 52, 2003, 2513,2518, in J. B. Hansen et al., Current Medicinal Chemistry 11, 2009,
1595-1615, in T. M. Tagmose et al., .1. Med. Chem. 47, 2004, 53202-3211 or in M. J. Coghlan et al.,
J. Med.KChelttt 44112004 db627-A658; ardieséInwhich, ay€ be EOdISLI0SR0-(i0 WQ)ATZ6265 and WO
99/03861 of Novo@l;r |s A/S, inhibitors of dipeptidylpept dase IV (DPP-1V), insulin sensitizers,
inhibitors of liver en meys involved in stimulating gluconeogenesis and/or glycogenolysis,
10modulators of glucose uptake, of glucose transport and of glucose reabsorption,

R7,R8 H;
X (Cy-Cs)-alkylene, where X is linked in position 4 to the ring;
15 m 0;

and the physiclogically tolerated salts thereof.

Compounds of‘the formula I preferred in one embodiment are those in which X is -(CHa)s..

20
Compounds of the formula T preferred in one embodiment are those in which X is «(CHa)s-.
Compounds of the formula I preferred in one embodiment are those in which the group -X-
COOH 1s linked in position 3 to the ring.

25

Compounds of the formula I preferred in one embodiment are those in which the group -X-

COQH is linked in position 4 to the ring.

If radicals or substituents can occur more than once in the compounds of the formulae I, they

30 may all have the stated meaning independently of one another and be identical or different.

The alkyl, alkenyl, alkyny! and alkylene radicals in the radicals X, R1, R2, R3, R4, R3, R6,
R7,R8,RY, R10, R11 and R12 may be either straight-chain or branched.



inhibitors of 1113-HSD1, inhibitors of protein tyrosine phosphatase 18 (PTP1B), modulators of the
sodium-adgpatdemtghiiose transporter 1 or 2 (SGLT |, SGLT2), comppards muck,adterilpid
metabolism such as antihyperlipidemic active ingredients and 15antilipidemic active ingredients,

compounds.which redyce food intake, compounds which increase thennogenesis, PPAR and RXR
modulators PR ?%%%BSW&%%Q}IE% é%g rehigEnsh e A S dapaERdEst potassium
channelafdthe beteneelan2 @lincana eimbedinmentiofitheinveniiens the: corpeundeidhe formula | is
administered in combination with an HMGCOoA reductase inhibitor (3-hydroxy-3-methylglutaryl
coenzyme A) such as simvastatin, fluvastatin, pravastatin, lovastatin, atorvastatin, cerivastatin,

rosuvasTaiinorehteh 30292 selniensoemberdinment of fie douemiion checampound.ef tbeoivia | is
administered.in combi %ti wigw chgslesterol absot[S tion inhibitor such as, for example, ezetimibe,
tqUesiG SRR AL FRABA (IR oA R ESEBFEY P PGSR R APBEE fHedi-Tech.
W02009042 692 WHASR5006403)uMDn@ A2 aiMicr obiatag:p \WH200RRZ:k4 84,81 WE2Q05021495) or
with compounds as described in W02002066464, W02005000353 (Kotobuki Pharmaceutical Co. Ltd.)
or W02005044256 or W02005062824 (Merck & Co.) or W02005061451 and W02005061452
(AstraZghegacAdd), ianchiva 20016045 25 pdSEienemixner¥e20090 3310 bpidear Biptechnology AG),
or in WQ2004097655, W02004000805, W02004000804, W02004000803, W02002050068,

W0200 6%6616 » W02005047248, WO 20091039943 15 PCT/EP2008/007218 W02006086562,
WD2006102674, W02006116499,

Pharmaceutically acceptable salts are, because their solubility in water is greater than that of
the initial or basic compounds, particularly suitable for medical applications. These salts must
have a pharmaceutically acceptable anion or cation. Suitabie pharmaceutically acceptabie acid
addition salts of the compounds of the invention are salts of inorganic acids such as

15 hydrochloric acid, hydrobromic, phosphoric, metaphosphoric, nitric and sulfuric acid, and of
organic acids such as, for example, acetic acid, benzenesulfonic, benzoic, citric,
ethanesuifonic, fumaric, gluconic, glycolic, isethionic, lactic, lactobionic, maleic, malic,
methanesulfonic, succinie, p-toluenesulfonic and tartaric acid. Suitable pharmaceutically
acceptable basic salts are ammonium salts, alkali metal salts (such as sodium and potassium

20 salts), alkaline earth metal salts {(such as magnesium and calcium salts), trometamo} (2-amino-

2-hydroxymethyi-1,3-propanediol), diethanolamine, lysine or ethylenediamine.

Salts with a pharmaceutically unacceptable anion such as, for example, trifluoroacetate
likewise belong within the framework of the invention as useful intermediates for the
25  preparation or purification of pharmaceutically acceptable salts and/or for use in

nontherapeutic, for example in vitre, applications.

The compounds of the invention may also exist in various polymorphous forms, for example
as amorphous and crystalline polymorphous forms. All polymorphous forms of the
30 compounds of the invention belong within the framework of the invention and are a further

aspect of the invention.

All references to “compound(s) of formula I"" hereinafter refer to compound(s) of the formula

I as described above, and their salts and solvates as described herein.



W02006121861, W02006122186, W02006122216, W02006127893, W02006137794, W02006137796,
WO0200618Y 2829 \A¥2a06137793, W020061377979W02006137795, WO2006L3¥7933 M(H2996138163.
5In one embodiment of the invention, the compound of the formula | is administered in combination
with VytorinTM, a fixed combination of ezetimibe with simvastatin. In one embodiment of the invention,
the compound of the formula I is administered in combination with a fixed combination of ezetimibe

with atopsastatingticn eesnembedisnest of hesinventiony thecaampennd sidhadoupula ks,

administered jn comhination with a fixed combination of ezetimibe with fenofibrate.  In a further
em bodiﬁ’?@ﬁiyttf THEY InERERY 1 o of tHe Skt A prstredi#rd 586mbinaifon with a
fixed cotnbinatiaraifenpfirate with rosuvastatin. In a further embodiment of the invention, the
compound of the formula I is administered in combination with Synordia (R), a fixed combination of
fenofibrate with metformin. 20In one embodiment of the invention, the compound of the formula | is

administrechireeosbinatianinith 4616:3010AR. a0 AisRase]litesudeatide.ablsiaegtiate the
apolipoprotein B gene. In one embodiment of the invention, the compound of the formula | is

adminis 8?51&1%?1 25combination with a PPAR (peroxisome proliferator activated receptor) gamma
agonist such as, for example, rosiglitazone, pioglitazone, JTT-501, 01 262570, R-483, CS-011

(rivoulitagzone). In ope embodiment of the invention, the compound of the formula | is administered in
30combirt Hfé&op?]e%b}fc? }%Fﬁféa ESmBBR SFBRIgRA BRI Ay R R dds ive

10 ingredients.

The amount of a compound of formula I necessary to achieve the desired biological effect
depends on a number of factors, for example the specific compound chosen, the intended use,
the mode of administration and the clinical condition of the patient. The daily dose is
15 generally in the range from 0.3 mg to 100 mg (typically from 3 mg and 50 mg) per day and
per kilogram of body weight, for example 3-10 mg/kg/day. An intravenous dose may be for
example in the range from 0.3 mg to 1.0 mg/kg, which can suitably be administered as
infusion of from 10 ng to 100 ng per kilogram per minute. Suitable infusion solutions for this
purpose may comprise for example from 0.1 ng to 100 mg, typically from 1 ng to 100 mg, per
20 milliliter. Single doses may comprise for example from 1 mg to 10 g of the active ingredient.
Thus, ampoules for injections may comprise for example from 1 mg to 100 mg, and single-
dose formulations which can be administered orally, such as, for example, tablets or capsules,
may comprise for example from 1.0 to 1000 mg, typically from 10 to 600 mg. For the therapy
of the abovementioned conditions, the compounds of formula [ may be used as the compound
25 itself, but they are preferably in the form of a pharmaceutical composition with an acceptable
carrier. The carrier must, of course, be acceptable in the sense that it is compatible with the
other mgredients 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 compound as a single
dose, for example as a tablet, which may contain from 0.05% to 95% by weight of the active
30 ingredient. Other pharmaceutically active substances may likewise be present, including other
compounds of formula I. The pharmaceutical compositions of the invention can be produced
by one of the known pharmaceutical methods, which essentially consist of mixing the

ingredients with pharmacologically acceptable carriers and/or excipients.



metformin hydrochloride. In one embodiment of the invention, the compound of the formula | is
adminis¥RaMT6rIAAtion with TandemactTm, sifixed combination of pREATERM S $Vth7glitnepride.
In a further embodiment of the invention, the compound of the foimula | is administered in combination

with a fi combinatjon of ioglitaz drochlorld  with an angiotensin Il agonist such as, for
%SEW é %! g (%%808?%}1 IIY ?]% 100 are {)S(‘: ?Hga%}sg%%r oralj %q If%?rﬁu A IS

example, il Ohe embodiment of the Invent] € compoun
adm|n|sperethimfoom@matmmwlﬂgwﬁﬁmepﬁrmmc{m q)crmknf;ﬂeam‘mcan:ahvatesj receptogudipha agonist

such as, for pIe W9578 -590735, K- 674, 0945, LY-518674 or
those descrl Iﬁl %4%%6%%%8%6 %Q%PQ@P %@%8%%99?8% eﬁl) F% Foné em%c%ﬁ?‘ﬁ%t of the
|nventlodmmeieamq:whnnldmsht]rwlfoazmuiathmadmstésedcmtpotﬁthmads@twﬁhcabmtmdeﬂI%ﬁd?
(peroxisq rollfer actlvated re or amm on| exam naveglitazar,
080 OB B 0 ERE RS B A B Ry b Dt L RSN suifate)
or as dmbze&baseﬁ@fmu}stm@maﬂ%Be,}mﬁE@ﬂfﬂﬂ&i@@ﬂﬂrﬁ@@pﬂ&f@ﬁﬂﬁﬂ@ﬂ%merﬂerEthegger et al.,

TRENDS in Pharn&a%%(@ ISC|ences 8@ 244- 51 2 Oiﬁb one embodjmenttof the invention, the

1 =
compou%degf the tormutalis admmistered in combi |na o Wi ﬁﬁaﬁ}ﬁgfﬁg%%%megprolf‘ferator

activatephrecapton) deltileigenistsuciplab 26 foobrample; «GW 501846, 0r as are described in

W020060539744, WO 08417 0 029 99, W02007039172-W02007039178. In one
embodl% § mXﬁCPeT0 c}’nﬁnﬁ%l% Pﬂ%ﬁge %r%’u?q Tig's m%%%?é} q i com ﬁté i’ imtﬁCl and{gawagsen or

witly MBXeBG4ddvbrtother partial PPAR (peroxisome proliferator activated 25receptor) gamma
agonists/antagonists. In one embodiment of the invention, the compound of the foiliula | is
administered in combination with a fibrate such as, for example, fenofibrate, clofibrate, bezafibrate.
30In onélémlbi@djmemacmﬁ&immnmmdménmmlmdmﬂmﬁm@mmw stz fninisté seddreeombination

with an MTP |n |cr mal tri cer| ransf tein) such.as, for e, implitapide,
BMS-2010 (% 5§§%§% %rct%ose eusccgat%gﬂer?@/% %ﬁ %figg(@\%% 121091,
WOZOO@OmDHQSBa dﬁfrmé Mmdmﬁ@hte@ﬂtheanvmiﬁhé foompednas pbthécfemutantisadministered in
combin t ter tra sfer, protei ch as, for example, torcetrapib
o T S e T S LA D S R R 68 M ocor v,
WOZOOW?@B@EIQNOE@@@@QW@HW@Z@W MW@WM}M@mﬂMthE anyemitahj¢he compound
of the f Er%&qlg i hibi see. for example,
US 6,245,744, U %gg%ll %&gé%;%%%gg‘%@?ﬁ%% u}:ﬂ h?élﬁtggggﬁngpgle gﬁ?\fﬁ‘% i?ck)lré t%ose as described
in DE 10v1005 103309856 B 1 0:0008 08810019 WIi2007:00 9665456 n1n aneaembbdiment of the
Inventlo@@%%&%g}goﬁg %&1 E’Qﬁ)f%&tg&&gﬁh 'gﬂgmpxjﬁlt%retghomogeneous mzxmg of the active

20 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 molding a powder
or granules of the compound, where appropriate with one or more additional ingredients.
Compressed tablets can 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

25 diluent and/or one (or more) surface-active/dispersing agent(s) in a suitable machine. Molded
tablets can be produced by molding the compound, which is in powder form and is moistened

with an inert liquid diluent, in a suitable machine.

Pharmaceutical compositions which are suitable for peroral (sublingual) administration
30 comprise suckable tablets which contain a compound of formuia I with a flavoring, normally
sucrose and gum arabic or tragacanth, and pastilles which comprise the compound in an mert

base such as gelatin and glycerol or sucrose and gum arabic.

Pharmaceutical compositions suitable for parenteral administration include preferably sterile



combination with a polymeric bile acid adsorber such as, for example, cholestyramine or colesevelam.
15In on&VenditiEIaf the invention, the compaand of the formula | is auififigteoed/Focpnsbination
with an LDL receptor inducer (Low Density Lipoprotein; see US 6,342,512), such as, for example,
HMR1171, HMRI586 or thoze as descri egé'n W(%?O?O?ﬁ.g 738. QBrE( embodiment of the invention,
the confISEna 67 tha FBAMUMA T ERATRS ErEd TH Soe Sbin Al R Rt A RBERS ¥¥8rHksion enhancer
as are désofibéthéonexdminlecipiW 020260 32393itioln afywibermhatinentelthe-invantian, the
compoury (g)f t@e ormula | is admirl:stggd ip co bin%tion with an RNAi th r?ge.utic gent which is
directed aGATRSBEERE BB r8teth Q5L s METTase® %ﬁﬁgﬁg’/‘kge%%%@faf OHE&MBY#iment, the
compounitafitheTiormnpled s administerefithbobvehinaticedbthRiRnac oif p dampegar 3/fatty aeids; highly

concentrated ethyl esters of eicosapentaenoic acid and Of'?] osmae ic acid). 30 In one
Do ST T SR o TR SIS 38 o 4 T CRUTS SR CBASHIRAEGh vith an
ACAT inibitosi{doylsGataiholasieiet Goylirahstefss o) suahas fieexdarpteaasinibe or SMP-797.

In one embodiment of the invention, the compound of the formula | is administered in combination with
an antioxidant such as, for example, OPC-14117, probucol, tocophera ascorbic acid, B-carotene or
seleniuifh&inaometieahbogtimoentont thetiblefitianctiie comparsdofthertdenbla inishadbtinistered in
combinatio \_/\cllith a vitamitn SUCtht% for exam I& vitamin B6 or vitamin 312. Ig on egnb.odiment of the
invention- the Compatng OF the TOMRTMET & RISt P SR EsrAGIERSA it Qﬂﬁgﬁr &l lipase
mbdulateresurchcas clovexaonplesoilhialipiiar{NO- 88614 Bdtvebatemhadishepihefitbednventon, the
compourpndxp%he foimula I is administered in combination with an ATP citrate lyase inhibitor
(adenosine ltlri|o'hosphate) such as, for example, SB-204990. 15In one embodiment of the invention, the
compound of the formula I is administered in combination with a squalene synthetase inhibitor such
as, for example, BMS-188494, TAK4 r.as.described in W02005077907, W2007022943..in one
Cbod T B R e el o B B e b et A LISy S0 Bt with a
lipoprotein{aicantaganido suchras;cfopexamptecgemachlieme € k&Y ainbensesgmizodiment of the
inyention, the compound of the formula | is.administered.in caombination with an agonist,of GPR109A
(7R B A S S S ey AR e
nicotinicwdaidoreexténdedvelegseliddngim2bitpnjenation withnMiK=QE24 Afdirtho8e corfiobrds
describede jgl}W’? 00604556‘1§ WgOZOO%%ﬁ%SOM \255%200(?2969242, W02006124490, W02006113150,
W02007017261, WOSB8 76 L7562 Wo 7865, W02b07015744, W02007027532.  In another
embodiment of the invention, the compound of the formula | is administered in 30combination with an
aeonistfwlfagPRll as are gescribe for ex%r?glg in W02006067531

sderiial adminisiration 1s alse poss harmacettcal compositions suitable for
20 transdermal uses can be in the form of single patches which are suitable for long-term close
contact with the patient’s epidermis. Such patches suitably contain the active ingredient in an
aqueous solution which 1s buffered where appropriate, dissolved and/or dispersed in an
adhesive or dispersed in a polymer. A suitable active ingredient concentration 1s about 1% to
35%, preferably about 3% to 15%. A particular possibility is for the active ingredient to be

25  released by electrotransport or 1ontophoresis as described, for example, in Pharmaceutical

Research, 2{6): 318 {1986).

Further active mgredients suitable for combination products are:

All antidiabetics which are mentioned in the Rote Liste 2007, chapter 12; all weight-reducing
30 agents/appetite suppressants which are mentioned in the Rote Liste 2007, chapter 1; all lipid-

lowering agents which are mentioned 1n the Rote Liste 2007, chapier 58. They can be

combined with the compounds of the invention of the formula I in particular for a synergistic

improvement in 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



W02006067532. In one embodiment of the invention, the compound of the formula | is administered in

combina¥o2adh EApdSe inhibitor such as, for example, orlistat or cetilisBCIAXEE2963) 00T 0Re

embodiment of the invention, the compound of the foithula | is administered in combination with

insulin. 5In aone embo%’m nt, th .chc:mé)iou d offthe foimula | is administered in combination with a
e

sulfonyﬁ?rlgab%ﬁ%ﬂn%r,o IR OPAGE! HibanE Ry ARTAGE BlidiaZide or glimepiride. In

W
orexam
one emfiiadiment; it pempaind dMdhefalinutailisadainisterechimaadipinatiorwnith & ddsidastance

which enhances.insulin secretion, such as, for example, P-26 2003097064) or those
describlé'lc? ?ne m%@%%ffﬁgﬁgnﬁ%ﬁﬁgﬂ%%@éﬁﬁ%ﬁmg}gﬂ@%ﬁ?ﬂﬁ&’l%’%Ymﬁistered in
combinatioh with agonists of the glucose-dependent insulinotropic receptor (GDIR) such as, for
example, APD15668. In one embodiment, the compound of the formula | is administered in
combination with a biimanide such as, for example, metfonnin. 20In yet another embodiment, the
compoundtiafiheifeilututisiaditinisteraciincambinatio puwithsa imeglitinide shehdsfar example,
repaglinide, nateglinide or mitigrljnide. In a further embodiment, the compound of the formula | is

adminiSTEYRH W S WBMBiRRIEn P d e viding Yinalasmae §. Brsgifessivedipdrochloride. 25 In a
further emhadiment thecamprirpdiof the fermpliadisaduinistereshwitha combinatioraf mitiglinide

with an alpha-glucosidase inhibitor..In one embodiment, the compound of the formula I is administered
in combBingdtith PiFaEDhEX IR e RS MBS LR 3RS S8 b6 4oBIRaBon 83 dRyARE*088, pioglitazone,

rogiglitazana ertheseampounssdissiosed in WO RAALAE af Prreddyss Reseasch Rgundation, in
particular 5-[[4-[(3,4-dihydro-3-methy1-4-oxo0-2-quinazolinylmethoxyjphenyllmeth 1]-2,4-
thiazolidifedbh&xarebie Brrsbdidscrtingg sdrshdina trand rsinamr ¥ ﬁ“(@%éréél in combination

with anwghaoositherse inhilaitayosiech as,, farexarpies mightel,on acahese sk ene@migdinent, the

compound of the formula | is administered in combination with an 5active in{gredient which acts on the

ATP-delertiet bR M Uianas rdHr e R, aeH B dfarainisenisibimmibe, glibenclamide,
glipizideglimeniridaiey, repaginicre. to gnecembadiment:the sempoundiof thadormuadisy

administered in combination with more than one of the aforementioned compounds, e.g. in

C%binaﬁgﬁe%ﬁhrﬁcgm}w‘% ;tgg%ﬁdﬂbumm), agonists like those described for example m D Chen
et al., Proc. Natl. Acad. Sci. USA 104 (2007} 943, those described in W02006124529, and

orally effective hypoglycemic active mgredients.

Antidiabetics also include agonists of the glucese-dependent insulinotropic polypeptide (GIP)

20 receptor like those described for example in WO2006121860.

The orally effective hypoglycemic active ingredients inciude preferably
sulfonylureas,
biguanidines,
25 meglitinides,
oxadiazolidinediones,
thiazohidinediones,
glucosidase inhibitors,
inhibitors of glycogen phosphorylase,
30 glucagon antagonists,
glucokinase activators,
inhibitors of fructose 1,6-bisphosphatase
modulators of glucose transporter 4 (GLUT4),
inhibitors of glutamine-fructose-6-phosphate amidotransferase (GFAT),



10metfonnin, a sulfonylurea and acarbose, repaglinide and metformin, insulin and a sulfonylurea,
insulin awdraetdiidm4nsulin and troglitazone, insulin and lovastatin, etc.paoneremdodiment, the
compound of the foniula | is administered in combination with an inhibitor of glycogen

phosph:%}\ég e, such as, for example, PSN-357 or FR-258900 or those as 15described in

w0200 4’32‘%%85004007455, W02005073229-31 or W02005067932. In one embodiment, the
compouszetitie tormutd disaeminiitasetbincempinatipRodin drsagenirecepion.antagopists such as,
for exar‘g Sleﬁ@-gm 7 onrgJ\INC{Zi-%ﬁm or atﬁ described in W02004100875 or W02005065680. 20 In
one em O(ﬁmégnt,ufhe' o] S&Jﬁda f @1?8% & I%Q%fdr%?ﬁr%@é%l’ i doRbIRiSH Gith-aliaters of
glucokindseicsudCas forexamplesR-A5L1 6 R 1440, MY PA2d260-(\W02004063428), PEN:105,

PSN-1 -50 or.th as are descriped for example in 75 W02004072031, W02006058923,
WO%OO%(Q?"QD ﬁv@bi%ﬁgbg%%%%ﬁ 7 3%%34 (os48965 1 0626540 P2OBRSWG26D5080360,
W02005044 86dn WR2ER601 G194 V6200644 264N IWOR0061 R4 2 WNA20R7917549, W02007017649,
W02007007040-42, W02007006760-61, 7006814, W02007028135, W02007031739,
WOZOO?%E%%’SQ, 6@56%&%%&0@%§§§8 W02007053345, W02007051846, W02007051845,
WO020070581B4&Ens3@zksone embodiment, the compound of the formula | is administered in combination
with an g%l;%)lléor offqluconeo enesis, such as, foT examg}lg, FR-225654. inhibitors of
fructose-1.6-bispRoSphRata B‘&Q@ﬁ JOHHE FEP e RAHATEC EC88 T 2 B 65985 R NAS- 07803 or
thd8e desatibiedindfiEREOGABEES pY\ED20Q6 104036 WIA20GTALAE 19 alHans embodiment, the
compoun }g{tt?segpfiwﬁlgﬁ administered in combination with modulators of glucose transporter 4
(GLUTi , such as, for'example, KST-48 (D.-0. Lee et al.: Arzneim.-Forsch. Drug Res. 54 (12), 835
(2004)) inhiHnconefembadimenintheicashpasn iB{RA® fenula | is administered in combination with
TNF 10agonists (tumor necrosis factqr). In.one embodiment, the compound of the formula | is
adminis?&%ﬁ%%o?n%?ﬁasﬁc%uWﬁ ¥ %Ez&tg%lrlﬁcs%e(ggﬂ?gfﬂﬁ%rpfﬂe?iéﬁgﬁa tactdBI45 In one embodiment,
the conmpouraindthelfiotnuler lligiddministéted indombinatiopanitimicagonists (selptieniajeuptake).

15 antilipidemic active ingredients,
compounds which reduce food intake,
compounds which increase thermogenesis,
PPAR and RXR modulators (retinoid X receptor) and

active ingredients which act on the ATP-dependent potassium channel of the beta cells.

20
In one embodiment of the invention, the compound of the formula I is administered in
combination with an HMGCoA reductase inhibitor (3-hydroxy-3-methylglutaryl coenzyme A)
such as simvastatin, fluvastatin, pravastatin, lovastatin, atorvastatin, cerivastatin, rosuvastatin
or L-659699

25

In one embodiment of the invention, the compound of the formula I is administered in
combination with a cholesterol absorption inhibitor such as, for example, ezetimibe, tiqueside,
pamaqueside, FM-VP4 (sitostanol/campesterol ascorbyl phosphate; Forbes Medi-Tech,
W02005042692, WO2005005453), MD-0727 (Microbia Inc., W0O2005021497,

30 WQ2005021495) or with compounds as described in W02002066464, W0O2005000353
(Kotobuka Pharmaceutical Co. Ltd.) or WO2005044256 or W02005062824 (Merck & Co.jor
WO2005061451 and WO2005061452 (AstraZeneca AB), and WO2006017257 (Phenomix) or
WO2005033100 (Lipideon Biotechnology AG), or in WO2004097655, WO2004000805,

- WO2004000804, WO2004000803, WO2002050068, WO2002050060, W0O2005047248,



In one embodiment, the compound of the formula | is administered in combination with TR-0 agonists
(thyroid VeCepify028%43one embodiment, the compound of the formula | BEOMFIsESAB T8
combination with inhibitors of glutamine-fructose-6-phosphate amidotransferase (GFAT), as are

describ r i 2 e i the compound of the foimula I is
adminis?gé%oﬁlg(@g%ng mg?t\l}ggr? 6&?%%%@&58%@ PSQ&%;@&%@@& :f\lfg(ﬁla -W)QW gg,’ for example,
vildagliptitOQORE1237) ssitagiptinl (MES 0481 )2sva el pinkpiosphase 3 saxagiptinoBIVS-#417i7 118),

GSK-8 YR- - TA- , IS- RC-8200, GW-825964X, KRP-104,
o893 ACLR A SR g Sar ehdiday o th e s BB MR b ih 30
W02003074500, W02003106456, W02004037169, W0200450658, W02005058901, W02005012312,
W02005/012308, W02006039325, W02006058064, PCT/EP2005/007821, PCT/EP2005/008005,
PCT/E 6’6*3/8‘6]@(\%5’3% /20081008005 PRRIE 6%‘5“‘6%%%‘%3 Eai%“%é%f@ié%?4.2, DE 10
2005 012873 rhti 2006 V604 33 MNORZOABOM ;i W06 06h82 6 (WEZ2R06Q%#86 76, W02006073167,
W02006068163, W02006090915, W02006104356, W02006127530, W02006111261,
W02007015767, W02007024993, W02007029086 h one embodiment of the invention, the compound
of the farmula dnidbadiministéid invearbingianwithuldrufmet Tivinal fixedcomiinatian;of sitagliptin
phosphate \g/ith metfogwinfg(%droc loride. hj.one.embodiment, the compound of the foimla I is

administered I|1r‘riw(1:(())nm ination with THASTSFs feﬁ%lé%qﬁv &%@Sf@dehydrogenase 1 (11B-HSD1),
suich as, for example, BVT-2733, JNJ-25918646, INCB-13739 or those as are described for example

in 10 W0N200190090-94, W0200343999, W02004112782, W0Q200344000, W0200344009,
W0200 4 P35 SRR B 1510, TP CI G080 KT dB LT | S BOBSGRsbHs.
WO02003404204t; V02003 {042 08n W2 R04d4106284, W20 40:b1id18: W02004033427,

in a further embodiment of the invention, the compound of the formula I is administered in

15 combination with a fixed combination of fenofibrate with rosuvastatin.

In a further embodiment of the invention, the compound of the formula I is administered in

combination with Synordia (R), a fixed combination of fenofibrate with metformin.

20 In one embodiment of the invention, the compound of the formula [ is administered in
combination with ISIS-301012, an antisense oligonucleotide able to regulate the

apolipoprotein B gene.

In one embodiment of the invention, the compound of the formuia I is administered in
25 combination with a PPAR (peroxisome proliferator activated receptor) gamma agonist such
as, for example, rosiglitazone, pioglitazone, JTT-501, G1 262570, R-483, CS-011

(rivoglitazone).

Ir: one embodment of the mvention, the compound of the formuia I is administered in
30 combination with Competact™, a fixed combination of pioglitazone hydrochloride with

metformin hydrochloride.

In one embodiment of the invention, the compound of the formula I is administered in

combination with Tandemact™, a fixed combination of pioglitazone with glimepride.



W02004041264, W02004037251, W02004056744, W02004058730, W02004065351,
WO0200X089388,/§¥024104089380, W0200408947G-71, W02004089896, \MOZDBRAGBTE7 113
W02005097759, W02006010546, W02006012227, W02006012173, W02006017542,
W02006034804, W02006040329, W02006051662, W02006048750, W02006049952,
W02006048331, W02006050908, W02006024627,

In a further embodument of the invention, the compound of the formula I is administered in

combination with a fixed combination of pioglitazone hydrochioride with an angiotensin II

agonist such as, for example, TAK-536.

5
In one embodiment of the invention, the compound of the formula I is administered in
combination with a PPAR (peroxisome proliferator activated receptor) alpha agonist such as,
for example, GW9578, GW-590735, K-111, LY-674, KRP-101, DRF-10945, LY-518674 or
those described in W02001040207, WO20020968%4, W02005097076.
10

In one embodiment of the invention, the compound of the formula I is administered in
combination with a mixed PPAR (peroxisome proliferator activated receptor) alpha/gamma
agonist such as, for example, naveglitazar, LY-510929, ONO-5129, E-3030, AVE 8042, AVE
8134, AVE 0847, CKD-501 (lobeglitazone sulfate) or as described in PCT/US 00/11833,

15 PCT/US 00/11490, DE10142734.4 orin J. P. Berger et al., TRENDS in Pharmmacological
Sciences 28(5), 244-251, 2005,

In one embodiment of the invention, the compound of the formula I is administered in
combination with a PPAR (peroxisome proliferator activated receptor) delta agonist such as,

20 for example, GW-501516 or as are described in WO2006059744, W02006084176,
WO02006029699, W02007039172-W02007039178.

in one embodiment, the compound of the formula I is admmistered in combination with
metaglidasen or with MBX-2044 or other partial PPAR (peroxisome proliferator activated

25 receptor) gamma agonists/antagonists,

In one embodiment of the invention, the compound of the formula I is administered in

combination with a fibrate such as, for example, fenofibrate, clofibrate, bezafibrate.

30 In one embodiment of the invention, the compound of the formula I is administered in
combination with an MTP inhibitor (microsomal triglyceride transfer protein) such as, for
example, implitapide, BMS-201038, R-103757, AS-1552133 or those described in
WO2005085226, WQ2005121091, W02006010423.



W02006040329, W02006066109, W02006074244, W02006078006, W02006106423,
W02008Y821E8/4¥924D6134481, W02006134467, W02006135795, WOROWBH.B360%/ 007218
W02006138695, W02006133926, 20 W02007003521, W02007007688, US2007066584,
W02007047625,. W02007051811 02007051810. one em iment, the compound of the
R R e el e o B s (P TpaB), as
are describbchicpexamhple€ il P inhibitor (cholesterol ester transfer protein) such as, for example,

torcetrapib or JTT-705 or those described 1n W(O2006002342, W0O2006010422,
W02006012093, W02006073973, WO2006072362, WO2006097169, WO2007041464,

5
In one embodiment of the invention, the compound of the formula [ is administered in
combination with a bile acid absorption mhibttor (see, for example, US 6,245 744, US
6,221,897 or WOO00/61568), such as, for example, HMR 1741 or those as described in DE 10
2005 03309%.1 and DE 10 2005 033100.9, WO2007009655-56.
10

In one embodiment of the invention, the compound of the formula I is administered in
combination with a polymeric bile acid adsorber such as, for example, cholestyramine or

colesevelam.

15 Inone embodiment of the invention, the compound of the formula T is administered in
combination with an LDL receptor inducer (Low Density Lipoprotein; see US 6,342,512),
such as, for example, HMR1171, HMR13586 or those as described in W0O2005097738.

In one embodiment of the invention, the compound of the formula I is administered in
20 combination with an ABCA?1 expression enhancer as are described for example in

WO02006072393.

In a further embodiment of the invention, the compound of the formula I is administered in
combination with an RNAi therapeutic agent which is directed against PCSK9 (Proprotein

25  Convertase Subtilisin/Kexin type 9).

In one embodiment, the compound of the formula I is administered in combination with
Omacor® (omega-3 fatty acids; highly concentrated ethyl esters of eicosapentaenoic acid and
of docosahexaenoic acid).

30
In one embodiment of the mvention, the compound of the formula I 1s administered in
combination with an ACAT inhibitor (acyl-CoA:cholestero! acyltransferase) such as, for

example, avasimibe or SMP-797.



25 W0200119830-31, W0200117516, W02004506446, W02005012295, W02005116003,
PCT/EP26b38898PP4PCT/EP2005/005321, PCTAEP2005/007151, DE 1RZDEA0808497218
W02007009911, W02007028145. h one embodiment, the compound of the formula | is administered in
combinati i : lators of ium-d | etfransporter r.Z.% GLT1, SGLT2),
cuch as Tor X 78 D e A s s e
describednibirakaimpiétin AVeR004 0075 37¢WE2(04 52808 &V OZEDA5 200 )P BT PREOSIROB959,
W02005085237, 14004309630, W02005121161, W02006018150, W02006035796, W02006062224,
W02006058597, WD2006073197, W02006080577, W02006087997, W02006108842,
W02007000445, W02007014895 or by A. L. Handlon in Expert Opin. Ther. Patents (2005) 15(11),
1531-1540 i t 0 lasl s adminjstered in,combination with
SmodUiors of LRIk A s deces of e (0SB0 GALI7, 1 S B erdbnt, the
compouhsenbinecforritlla Yigménsiribtercdtscombinstteminilio modtdator862. GPR119 as are
described for example in W02005061489 (PSN-632408), W02004065380, W02007003960-62 and
W02007003964. 10 In a further embodiment, the compound of the formula | is administered in
combin&tionawtbAtbthgkitorshef IGRRIRO the ererenibbdirtientytimelednypdondisgktbeé fiormula | is

admini ' inati ith.1.5inhibitor -sensitive lipa ) /
i o R Ll R A S R S R e
Wb2006111321, W02007042178. In one embodiment, the compound of the formula | is administered
in combipafion it nibtors,afaeshiCon cahsians (NCE) SHEh ge, 01 X, those described
in 20 W0199946262, W0200372197, W02003072197, W02005044814, W 51 %70,
JP20063@1559t 1 Hv0P B0 70 1B 9 twe tosronibrer (Wd200TG1860sIReE fertiereidodiment, the
compo%&éf&g@jﬂg@é@s administered in combination with modulators of xanthine oxidoreductase
(XOR). In one embodiment, the compound of the formula | is administered in combination with an
inhibitor of phosphoenolpyruvate carboxykinase (PEPCK), such as, for example, those as described in

WP20040 £4238:30iin ane ambadiment, the campanad ahihg formuiad JsAdrinisigred in combination

with an inhibitor of glycogen synthase kinase-3 beta (GSK-3 beta), as described for example in
1.18206923222 5 W00 50852805 R OTHEP Zi05100 5346200260307 B4 83 WEHH04022644,

W02003396410 JN02005056998 14520RE038973,4I2905009997, US2005026984,
W02005000836, W02004106343, HP 1460075, W02004014910, W02003076442. W02005087727 or

W02004046117. In one embodiment, the compound of the formula | is administered in combination

with an & ggl%n}ge&%ﬁwmqmg%jqgédczsma&do%m%%ﬁ%ﬁ Radfaetled fgr example in
20 combination with a Lipoprotein(a) antagonist such as, for example, gemcabene (CI-1027).

In one embodiment of the mvention, the compound of the formula I 18 administered in
combination with an agonist of GPR109A (HM74A receptor agonist; NAR agonist (nicotinic
acid receptor agonist})), such as, for example, nicotinic acid or extended release niacin in

25 conjunction with MK-0524A or those compounds described in W0O2006045565,
WO2006045564, W0O2006069242, W0O2006124490, WQ2006113150, WO2007017261,
WO02007017262, WO2007017265, WO2007015744, WO2007027532.

In another embodiment of the invention, the compound of the formula I is administered in
30 combination with an agonist of GPR116 as are described for example in WO2006067531,
WG2006067532.

In one embodiment of the invention, the compound of the formula I is administered in

combination with a lipase inhibitor such as, for example, orlistat or cetilistat (ATL-962).



In one embodiment, the compound of the fonnula | is administered in combination with an agonist of
the RLTW®r2geptvaddescribed for example in \¥02007035355. 10 In opeEmipadinantine
compound of the fonnula | is administered in combination with an inhibitor of protein kinase C beta
(PKC beta) such as, for example, ruboxistaurin.  In another embodiment, the compound of the
foimula | is administered in combination with 15an activator of the gene which codes for the ataxia
telangidetasia mtakieh (ATM) proteivekinasehsuchntarexaniptae cliieroguines lniene:eerbediment, the
compound %f the formula | is administered in combination with an endothelin A receptor antagonist
such as® 10t é%}%l‘g}tg%% fitan (SPP-301). 20 In one embodiment, the compound of the formula | is
administered in combination with inhibitors of "I-kappaB kinase" (TICK inhibitors), as are described for
example in W02 Oé00061%bW0200103§§7 4, W02004022553, WO%005097129,. 25In one
ermbodiRATE TR ESRBLRE: SRRSO O SEHH b o A T SR AT tietors of the
glucocortitfoid/ eeepteh (G R lkaithisesdeseribed, fokaxanaplrii WH2005000836,\M02006071609,
W02006135826. In a further embodiment, the compound of the formula | is administered in
combingﬁghee\]lﬁﬁ%o CART modulators (see "Cocaine-amphetamine-regulated transcript influences
energy metabolism, anxiety and gastric emptying in mice" Asakawa, A. et al.: Honnone and Metabolic

Research (2001), 33(9), 554-558); NPY antagonists (neurppeptide Y) such as, for example,
ol e e S SR e P R A e
hyldrochioiden(€ WRid 682A):sNIRYHD recepier, anthgrnisiscsuaip RS LEIB2804 or ke those described,
for exa i 001318; NPY-4 rec ists like those described for example in
WOZOOW?@%W%&?- fe %ﬁ%#%ﬁfé%%nﬁ%@ﬁée@??&qﬁjsmbed for example in W02007038943; 5
peptide YY 3-36 (PYY3-36) or analogous compounds, such as, for example, CJC-1682 (PYY3-36

conjugated with human serum albumin via Cys34), CJC-1643 (derivative of PYY3-36 which conjugates
pigey dlmeni e g"@‘% iged \7\/%%)’6% 85434, 3ERE18s; derivatives of

in vivo {0 serumn aibuminy of those as are de
the peptigenoiresfatio @scdesdibedimiB200608684¢:4OGBARIRannhhi)cid tecepler Appntagonists
(sygh a’g%or example, rimonabant, SR147778, SLV-319, AVE-1625, MK-0364 or salts thereof or those
compounds as are described for example in EP 0656354, WO 00/15609, WO 02/076949,
W02005080345, W02005080328, 15 20 W02005080343, W02005075450, W02005080357,

WOZ00470700, WOR003006647:45, WO200202776, 02403040107, WOZ005007087,

biguanide such as, for exampie, metformin.

20 In vet another embodiment, the compound of the formula I is administered in combination

with a meglitinide such as, for example, repaglinide, nateglinide or mitiglinide.

Iz 2 further embodiment, the compound of the formula I is administered with a combination
of mitiglimide with a glitazone, e.g. pioglitazone hydrochioride.

25
In a further embodiment, the compound of the formuia Iis administered with a combination

of mitiglinide with an aipha-glucosidase inhibitor.

In one embodiment, the compound of the formula I is administered in combination with a

30  thiazolidinedione such as, for example, froglitazone, 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-4-0x0-2-quinazolinylmethox y]phenyijmethyl]-2,4-

thiazolidinedione.



W0200132663, W02003086288, W02003087037, W02004048317, W02004058145, W02003084930,
W02003684943 3024904058744, W02004013128; W02004029204, WOZa0%G35HAG,/ MI02(0304058249,
W02004058255, W02004058727, W02004069838, US520040214837, US20040214855,
uSsS20040214856, W02004096209, W02004096763, \W02004096794, W02005000809,

NO200AD S ST RIS DR S RAE WRAS 10BS O A TR 38 VP UURGORR D 20 ¢
W02005000820s /S RBODOSMABLY) W e2AabROIM 411 t\W0280484::033-34, W0200411038-39,
W02005016286, W02005007111, 25 W02005007628, W02005061509, W02006067443,
W02006111849, W02007018459, W02007031720, US20070015810, US20050054679,

W020050 Z28%m W6 0812480nWRR0 06 113 T84 W0 00ZQH6460: 002007031724, WER2A0 7046548,
W02005027837, \%@20(‘@)4517516’ W(%Zom 476, W02007009705, W02007020502, W02007036945,
W6200601

WO20076477 35 WOZ0b852 85562 BP0 SH8T RV PE 9ils, such

W020026262 t5aMyl2 GOHA8BAMS, W02RH06R! gAYy 0RAEAGTASB:WORARE106054,
W02007017126, W02007028849, W02007039740, cannabinoid receptor l/cannabinoid receptor 2 (CB
I/CB2)-modulating compounds like those 30 described for example in W02007001939,

W020070442 EmMI2007 04 ¢3rhiphEid aponrisisiimelanogorinidyreddn combination with more
1-aming:1,2,3,4-tetrahydronaphthalene-2-carboxylic acid
ot st

[2-(3a-b&AZy 125 e T310sd AOPESh o Py raOBIRRRCE pYitkiA-SY APy e and

chiérophenfijroxoethifjaiyices (\Wid 04484:062)) Ak BE3280ah8532#BrkhBS 3248181 THIQ..MB243,

RY764, CHIR-785 PT-J[.41 or, thosfe that are described }n W02005060985, WO 2009/039943
silfonylured, msuin and mettormin, insulin and troglitazone, isulin and lovastatin, etc.

In one embodiment, the compound of the formula I is administered in combination with an
inhibitor of giycogen phosphorylase, such as, for example, PSN-357 or FR-258900 or those as
15 described in WO2003084922, W(2004007455, W0O2005073229-31 or WO2005067932.

In one embodiment, the compound of the formula 1 is administered in combination with
glucagon receptor antagonists such as, for example, A-770077 or NNC-25-2504 or as
described m WO2004100875 or WO2005065680.

20
In one embodiment, the compound of the formula I is administered in combination with
activators of glucokinase, such as, for example, R-1511, R-1440, LY-2121260
(WO2004063179), PSN-105, PSN-110, GKA-50 or those ag are described for example in
W02004072031, WO2004072066, WO2005080360, WO2005044801, WO2006016194,

25 WO02006058923, WO2006112549, WO2006125972, WQ2007017549, WO2007017649,
WG02007007910, WO2007007040-42, WO2007006760-61, WO2007006814,
WO2007007886, WO2007028135, W0O2007031739, WO2007041365, W02007041366,
WO2007037534, WO2007043638, WO2007053345, WO2007051846, W02007051845,
WQO2007053765, WO2007051847.

30
In one embodiment, the compound of the formula [ is administered in combination with an

mhibitor of gluconeogenests, such as, for example, FR-225654,

In one embodiment, the compound of the formula I is administered in combination with



26 PCT/EP2008/007218 W02005009950, W02004087159, W02004078717, W02004078716,
W02004824 7200 /052a050124652, W02005051391, W02004112793, WORSRAGHMRR201121 8
US20050176728, 0S20050164914, US20050124636, US20050130988, US20040167201,
W02004005324, 2004037797, W02005042516, W02005040109, W02005030797

US2004 h@bﬁ,vfyéor%@ﬁ%gség&ﬂ?% g‘%é’zf?w&@éo%%%nélfa%o%‘ég@%oommzw,
W0200%837254d:, MIB20851 1333 HPLp384 59 WR06407 207 8 \WHR04Q7 2077, W02006021655-57,
WOZOO%& %%3?1 ang 07015162, W02007041061, W02007041052; orexin receptor antagonists (e.g.
1-(2-me & zoo]x [-6-y1)-341,51naphthyridin-4-ylurea hydrochloride (SB-334867-A) or those as
are described for example in W0200196302, 10 W0200185693, W02004085403, W02005075458,

W02006067224). histamine H3 receptor agonijsts (e.q.. . . L )
3-c cloﬁ%@f-ﬁrﬁ'ﬁ? fa?ﬁﬁlétf%ﬁgﬁfﬁ%@ﬁ&?ﬁﬁ?é‘?ﬁgﬁﬁ%é%@ﬁ@ﬁﬁ%ﬁd%ﬂ-@%?&%%?ﬂ%‘ne oxalic acid
salt (W@ 00i63208) el ibesenas aradescinadrin WOA00)64884WR2EG5082893,0MV02006107661,

W02007003804, W0200,016496, WO200/02 : 15histamine HI/histamine H3 modulators such as,
o e e e o st (X BHH),

In one embodiment, the compound of the formula I is administered in combination with TNF

10 agonists (tumor necrosis factor).

In one embodiment, the compound of the formula I is administered in combination with CRF

agonists {corticotropin-releasing factor).

15 In one embodiment, the compound of the formula I1s administered in combination with SHT

agonists (serotonin reuptake).

In one embodiment, the compound of the formula [ is administered in combination with TR-3
agonists (thyroid receptor).

20
In one embodiment, the compound of the formula I is administered in combination with
inhibitors of glutamine-fructose-6-phosphate amidotransferase (GFAT), as are described for

exampie in W0O2004101528.

25  In one embodiment, the compound of the formulaIis adminiétsred in combination with
inhibrtors of dipeptidylpeptidase IV (DPP-IV), such as, for example, vildagliptin (LAF-237),
sitagliptin (MK-0431), sitagliptin phosphate, saxagliptin (BMS-477118), GSK-823093, PSN-
9301, SYR-322, SYR-619, TA-6666, TS-021, GRC-8200, GW-825964X, KRP-104, DP-893,
ABT-341, ABT-279 or another salt thereof or those compounds as are described in

30 WO02003074500, WO2003106456, W0O2004037169, W0200450658, W0O2005058901,
WO02005012312, W0O2005/012308, W02006039325, WO2006058064, PCT/EP2005/007821,
PCT/EP2005/608005, PCT/EP2005/608002, PCT/EP2005/008004, PCT/EP2005/008283, DE
102005 012874.2, DE 10 2005 012873.4, IP2006160733, WO2006071752, WO2006065826,
W02006078676, WO2006073167, WO2006068163, W0O20060909135, W0O2006104356,



dihydrochloride; CRF antagonists (e.g. [2-methyl-9-(2,4,6-trifnethy|pheny1)-9H-1,3,9-triazaf|uoren-4-
yl]dipropylanine (WWe»dD/66585)); CRF BP antaggonists (e.g. urocortin); 2@rocpitin agonistss agonists
of the beta-3 adrenoceptor (such as, for example, 1-(4-chloro-3-

methanesy| I lphe -242-(2,3-dimethy1-1H-indo1-6-yloxy)ethylaminolethanol hydrochloride
WO O o eSS B N e (R s oS
JP2006111553, W02002038543, W02007048840-843; 25MSH (melanocyte-stimulating hoimone)

agonists; MCH (melanin-concentrating hormone) receptqr antagonists (such as, for example, NBI-845,
A-761, -@éﬁ@%@%ﬁ&éﬁﬂ COTFEIPIH SO BRTROPD S GRS ARURH DI SHIBHUIAGESEUBh as are

describedimiAR005085206mMW0200504 9240 (A3 1438iMWA2GARL 2645m 38WAR003015769,
WOZOOg%nggéé 02003004027, W02006044174, W02006130075, W02007039462, W02004072025,

W0200 62005070925, W02004039780, W02003033476, W02002006245, W02002089729,
W02002002744, FR2868780, W02006010446, W02006038680, W02006044293, JP2006176443,
W02006018280, W02006018279, W02006118320, W02007018248, W02007012661, W02007029847,
Wozoo%é%c?ﬁ? f&?é‘%dﬁ%%ﬁ?% 6’6%%%8%%?6%66%’6‘&%6@% psopteEssIth

US20073083509s WQA200048802y AR 1081642 nede K-( BUPINEIS)(SUeh &S fipkexamele,
{244-(4- ro-2.5-dimetho e -5-(2- : :
cyclohegyim&m%}?gﬁgaﬂ%%]éﬁai%éﬁ?ﬁﬁﬁd&i@ﬁ%Fﬁéﬁ%@é&ﬁW&ﬁ 89/15525) or
SR146 13D AW 0N 450028 ER30251 80) 20 shoserde sevibedom\ida005316084Bserotonin
reuptake jnhibit . fluramine); mix erotonin/dopamine reuptake inhibitors (e.g.
uprop O LT bt B B b O oA B R ke o Er o
noradreRapgic0camItuntisC(e0g3 W 00/ TS240)11 1 0%k TWeceplion agomisis) 04033427,
1-(3-eth,w;??ﬂﬁof -7-yppiperazine. IC.aci WQ 1001/09111); mixed
dopamine/fio %%z%%ﬁn‘é&é)é@@%%%ﬁw%%éé%ﬁeo%%ﬁo% %@%@8&%@%%% }eceptor
aaonistay SN 433 66 EXADPIBmesserivebydroehiride! (APD:2 866) 5By T3 o5 theseras are
described i 77 77001-02, 0, W02003064423, W0200242304,
20030 4BA3 WO300BSHB oDk RS2 WOt 13 Wl 152
WO2006034804, WO2006040328, WO2006051662, WO2006048750, WO2006049952,
WO2006048331, WO2006050908, W02006024627, W02006040329, WO2006066109,
W02006074244, WO2006078006, WO2006106423, WO2006132436, WO2006134481,
WO2006134467, W0O2006135795, W(G2006136502, W02006138695, WO2006133926,
20 WO02007003521, WO2007007688, US2007066584, WO2007047625, WO2007051811,
W02007051810.

In one embodiment, the compound of the formula I is administered in combination with
inhibitors of protein tyrosine phosphatase 1B (PTP1B), as are described for example in

25 WO0200119830-31, WO200117516, WO2004506446, W0O2005012295, WO2005116003,
PCT/EP2005/005311, PCT/EP2005/005321, PCT/EP2005/007151, DE 10 2004 060542 .4,
WQO2007009911, W02007028145.

In one embodiment, the compound of the formula I is administered in combination with

30 modulators of the sodium-dependent glucose transporter 1 or 2 (SGLT1, SGLT2), such as, for
example, KGA-2727, T-1095, SGL-0010, AVE 2268, SAR 7226 and sergliflozin or as are
described for example in WO2004007517, WO200452903, W0O200452902,
PCT/EP2005/005959, WO2005085237, JP2004359630, WO2005121161, WO2006018150,
WO2006035796, W0O2006062224, WO2006058597, W02006073197, WO2006080577,



15W02006103511); 5-HT6 receptor modulators such as, for example, E-6837 or BVT-74316 or those
describBd¥@0824Rphd In W02005058858, W02007054257; bombesin re C&[IOE B0zt {BRS-3
agonists); galanin receptor antagonists; 20growth hormone (e.g. human growth hoilone or AOD-9604);

O e PRy B corahs fwlo i)

growth BosaroDeisetietadagues r@cEpiordntagitists {ghrelin antagonists) such as, for example,
25A-778193 or those as are described in W02005030734; TRH agonists (thyrotrophin-releasing
honnone, see, for example, EP 0 462 884); uncoupling protein 2 or 3 modulators; leptin agonists
(see, fdnexampleodiee;nD aintel digdaih uhtheMatihew G aRozharskaya cdretiaa hMbaringh Grasso,

Patricia. Leptin agopj otential approach to th tr.eaw?m f ? ity. 30Drugs of the Future
(2&61),@%%&?@%9%%? %@%%ﬁﬁgé@fg%gﬁ%@gggﬁigfsl} br mo%%r%gt rfjf&doprexin); lipase/amylase
inhibitors (e.g. WO 00/40569); inhibitors of diacylglycerol 0-acyltransferases (DGATS) as described for
example in BAY-74-4113 gr as d%\aﬁgggg%r xample in 1J52004/0224997, W02004094618,
Wozoog's%%i‘?ﬂiﬁ%%é‘g 4580, 5 95%%2%@6’6%%%&5&%%%% 02006004200,
WO02006019026;sWO2DBA0644 89 W¥O2006082 95 WHOROVEI2W125,1 ¥80200614 391%)W02006134317,
W0200 WI% cid s } h as, for example, C75 or those as
described&ggg 4 @%@?é@g%@éégﬁgﬁgw o§ gzééﬁ?tag desaturase (SCD1) like those
déscribed for example in W02007009236, W02007044085, W02007046867, W02007046868,

W0200705Q1124; oxyntomodulin; olegyl-estrone; 100r nists or.partial.agonists of thyroid hormone
receptol ANERL S e B R T S B R AR e et o,
WO0200i#2ia®203/62G0R32293, W02003084915, W02004018421, W02005092316, W02007003419,
W02007009913, W02007039125. 15In one embodiment, the further active ingredient is varenicline
tartrate, a partial agonist of the alpha 4-beta 2 nicotinic acetylcholine receptor. In one embodiment, the
further active angredimetistirodusguendné (1R0loroné é boldimentr ¢h efanthermackivesittgredient is a

mf)g umﬁ?ﬁiﬁt})@g Stl& mgn%—lsl,?e-rrlsli'tive lipase (HSL) and/or phospholipases as described for example

mn WO2005073199, WO2006074957, WO2006087309, W0O2006111321, WO2007042178.

In one embodiment, the compound of the formula I is administered in combination with
inthibitors of acetyl-CoA carboxytase (ACC) such as, for example, those described in -

20 WO0199946262, WO200372197, WQ2003072197, WO2005044814, WO2005108370,
JP2006131559, W02007011809, W(O2007011811, WO2007013691.

In a further embodiment, the compound of the formula T is administered in combination with

modulators of xanthine oxidoreductase {XOR).

3]
Ln

In one embodiment, the compound of the formula I is administered in combination with an
inhibitor of phosphoenolpyruvate carboxykinase (PEPCK), such as, for example, those as
described in WO2004074288.

30 In one embodiment, the compound of the formula [ is administered in combination with an
whibitor of glycogen synthase kinase-3 beta (GSK-3 beta), as described for example in
US2005222220, WO2005085230, PCT/EP2005/005346, WO2003078403, W(Q2004022544,
WO2003106410, WO2005058908, US2005038023, WO2005009997, US2005026984,



In one embodiment of the invention, the further active ingredient is leptin; see, for example,
"PerspebtiVed i i tHérapeutic use of leptin”, Salvador, Javier; Gomez ARBFOE P 2e8400 Pt uihibeck,
Genia, Expert Opinion on Phannacotherapy (2001), 2(10), 1615- 251622. In one embodiment, the

further agtive, i ient is ne ami odi , rther active
ingredisyr?tE) @gél%@%%;ne mgmﬁﬁiinegggllﬁﬁgﬁ%the&g%%c%mgﬁgthe%ﬁégﬁ%%@%gredient
is sibutrafDae0 M BIve embadigied)4helfurther active ingredient is mazindole or phente ne. In one
embodiment, the further active ingredient is a diphenylazetidinone derivative as described for example
in US 6,992,067 or US 7,205,290. In one embodiment, the compound of the formula | is administered

in combimatiermitilisdulkingecagenis;deéfbeablyrinsolublethutking @igentsnibaetfor exdample,
Carob/Caromax0-(Zunft H J; et al., Carob pulp preparati treatment of hypercholesterolemia,
AD@AN@E@W B\W‘; B&?L%ﬁﬁ%%%&%{%{%@?ﬁ%ﬁgéi{ o?ﬁafsl%r%%iaﬁ “¢8htaintNy product from

NutrinoWVaORKEtId3 Specialties & Food Ingredients GmbH, Industriepark Flochst, 65926
Frankfurt/Main). Combination with Caromax0 is possible in one preparation or by separate 10
administration of compounds of the formula | and Caromaxe. Caromax0 can in this connection also be

administered inthedforentofifo odngrochutts’ fuchasy fol exainplesterdbkerynprodiicts witmatesli bars. It
wil be apRiegiaiedhansyerv.auliabiecompination oLile compouds:alie invention with Loone or
more of the aforementioried ¢ mpounas an op{iongﬁl\}) one or more o?f erphatioacoloeically active
suldstances is regarded as falling within the protection conferred by the present invention.
Oleoyl'%lsggggmbodiment, the compound of the formula I is administered in combination with an

inhibitor of protein kinase C beta (PKC beta) such as, for exampie, ruboxistaurin.

In another embodiment, the compound of the formula T is administered in combination with
15 an activator of the gene which codes for the ataxia telangiectasia mutated (ATM) protein

kinase, such, for example, chioroquine.

In one embodiment, the compound of the formula I is administered in combination with an
endothelin A receptor antagonist such as, for example, avosentan (SPP-301).

20
In one embodiment, the compound of the formula I is administered in combination with
inhibitors of “I-kappaB kinase” (IKK inhibitors), as are desctibed for example in
WO2001000610, W(O2001030774, W02004022553, W02005097129.

25  In one embodiment, the compound of the formula I 1s administered in combination with
modulators of the giucocorticoid receptor {GR), like those described for example in

WO2005090336, WO2006071609, WO2006135826.

In a further embodiment, the compound of the formula I is administered in combination with
30 CART modulators (see “Cocaine-amphetamine-regulated transcript influences energy

metabolism, anxiety and gastric emptying in mice” Asakawa, A. et al.: Hormone and

Metabolic Research (2001), 33(9), 554-558);

NPY antagonists (neuropeptide Y) such as, for example, naphthalene-1-sulfonic acid {4-[(4-

aminoquinazolin-2-ylamino)methyljcyclohexylmethyl} amide hydrochloride (CGP 71683A);



KB-2115KCP-265 WO 2009/03994334PCTTEP2008/007218 SMP-797 JNJ-25918646 0 N I" NH2
Solabegran 2ofa8@e®Blydrochloride WO 2009/G3994335PCT/EP2008/087248P2008/007218

NPY -5 receptor antagonists such as L-152804 or like those described, for example, in
WO2006001318;

NPY-4 receptor antagonists like those described for example in W0O2007038942;
NPY-2 receptor antagonists hike those described for example in WO2007038943;

5 peptide YY 3-36 (PYY3-36) or analogous compounds, such as, for example, CJIC-1682
(PYY3-36 conjugated with human serum albumin via Cys34), CIC-1643 (derivative of
PYY3-36 which conjugates nvivo to serum albumun) or those as are described in
WO2005080424, WO2006095166;
derivatives of the peptide obestatin as described in WO2006096847;

10 CBI1R (cannabinoid receptor 1} antagonists (such as, for example, rimonabant, SR147778,
SLV-319, AVE-1625, MK-0364 or salts thereof or those compounds as are described for
example in EP 0656354, WO 00/15609, WO 02/076949, W(0O2005080345, WO2005080328,
WO2005080343, WO2005075450, WO2005080357, W(0O200170700, W(O2003026647-48,
W0200302776, WO2003040107, WO2003007887, WO2003027069, US6,509,367,

15 WO0200132663, W0O2003086288, W0O2003087037, W0O2004048317, W02004058145,
WO2003084930, WO2003084943, WO2004058744, W02004013120, WO2004029204,
WO2004035566, WO2004058249, WO2004058255, WO2004058727, WO2004069838,
US20040214837, US20040214855, US20040214856, W(O2004096209, WO2004096763,
WQO2004096794, WO2005000809, WO2004099157, US20040266845, W(02004110453,

20 WO2004108728, WO2004000817, WO2005000820, US20050009870, WO200500974,
WO2004111033-34, WO200411038-39, WO2005016286, WO2005007111,
WO2005007628, US20050054676, WO2005027837, W02005028456, WO2005063761-62,

| WO2005061509, WO2005077897, WO2006047516, WO2006060461, WO2006067428,
WO2006067443, W0200608‘7480, WO2006087476, W0O2006100208, W(O2006106054,

25 WO2006111849, WO2006113704, WO2007009705, W02007017124, WO2007017126,
WQ0200701845%, W0O2007016460, WQ2007020502, W02007026215, WO2007028849,
WO2007031720, WO2007031721, WO2007036945, W02007038045, W(2007039740,
US20070015810, WQ2007046548, WO2007047737);
cannabinoid receptor 1/cannabinoid receptor 2 (CB}/CBZ}—moduiating compounds like those

30 described for example in WO2007001939, WO2007044215, W0O2007047737;

MC4 agonists (melanocortin-4); e.g. 1-amino-1,2,3,4-tetrahydronaphthalene-2-carboxvlic acid
[2~(3a-benzyl-2-methyl-3-0x0-2,3,32,4,6,7-hexahydropyrazolo[ 4,3-c]pyridin-5-yi)-1-(4-
chlorophenyl)-2-oxoethylJamide; (WO 01/91752)) or LB53280, LB53279, LB53278 or
THIQ, MB243, RY 764, CHIR-785, PT-141 or those that are described in WO2005060985,



LA 52804 MB-06322 CS-917 N-5984 Lelt-Tyr-Ser-Ser-Val-Asp 'S[ 0 lu -G ly -Gin -Ala -Ale
-Lys -0 KYP g8PAR3IP¥3-Trp -Ale - | P he 5BIM-52977  E-6837 Tesofendi§sl AWR2008/007218
2009/03994336PCT/EP2008/007218 0 N"-"--""--N \ 1"-- --N----(1/ F4,---F FFF

BVT-743¢82005009950, W02004087159, WO2004078717, WO2004078716, WO2004024720,
US20050124652, WO2005051391, WO2004112793, WOUS20050222014, US20050176728,
US20050164914, US20050124636, US20050130988, US20040167201, WO2004005324,
W02004037797, WO2005042516, WO2005040105, WO2005030797, US20040224901,

5 WO0200501921, WO200509184, WO2005000339, EP1460069, WO2005047253,
WO2005047251, WO2005118573, EP1538159, W02004072076, WO2004072077,
WO2006021655-57, WO2007009894, WO02007015162, W0O2007041061, W0O2007041052;
orexin receptor antagonists {e.g. 1-(2-methylbenzoxazol-6-y1)-3-[1,5]naphthyridin-4-ylurea
hydrochlonde (SB-334867-A) or those as are described for example in W0200196302,

10 WO200185693, W0O2004085403, WO2005075458, WO2006067224);
histamine H3 receptor agomnists (e.g. 3-cyclohexyl-1-(4,4-dimethyl-1,4,6,7-tetrahydro-
imidazo[4,5-c]pyridin-5-yl)propan-1-one oxalic acid salt (WO 00/63208) or those as are
described in WO200064884, WO2005082893, WO2006107661, WO2007003804,
WO2007016496, WO2007020213);

15 histamine H1/histamine H3 modulators such as, for example, betahistine or its
dihydrochioride;
CRF antagonists (e.g. [2-methyl-9-(2,4,6-trimethylphenyl)-9H-1,3,9-triazafluoren-4-
yl]dipropylamine (WO 00/66585));
CRF BP antagonists (e.g. urocortin);

20 urocortin agonists;
agonists of the beta-3 adrenoceptor (such as, for example, 1-(4-chloro-3-
methanesuifonylmethyiphenyl}-Z-[2-(2,3—dimethyl»IH—i.ndol-é-y}oxy)ethylamino]ethanol
hydrochloride (WO 01/83451) or solabegron (GW-427353) or N-5984 (KRP-204) or those
described m JP2006111553, W(O2002038543, W02007048840-843;

25 MSH (melanocyte-stimulating hormone) agonists:
MCH (melanin-concentrating hormone) receptor antagonists (such as, for example, NBI-845
A-T61, A-665798, A-T798, ATC-0175, T-226296, T-71, GW-803430 or compounds such as
are described in W0O2005085200, W0O2005019240, WO02004011438, W02004012648,
W02003015769, W02004072025, WO2005070898, WO2005070925, WO2004039780,

30 WO02004092181, WO2003033476, W02002006245, WO2002085729, W02002002744,
WO2003004027, FR2868780, W(O2006010446, WO2006038680, WO2006044293,
W02006044174, JP2006176443, WO2006018280, W02006018279, W0O2006118320,
WO2006130075, WO2007018248, W0O2007012661, W0O2007029847, W02007024004,
W02007039462, WO2007042660, WO2007042668, W02007042669, 1US2007093508,

2



ABT-341 OOH  AS-1552133 CI NN x H,S0, CICD-501 (Lobeglitazone Sulfate) WO
2009/03892338P/ICI¥ER2008/007218 The examples detailed below serverQ HlERCAERIDOIMMVENtiON
without, however, restricting it. Table 1: Ex. R1 R2 R3 R4 R5'R6 1m

10

20

25

30

US2007093509, WO2007048802, JP2007091649);

CCK-A agonists (such as, for example, {2-[4-(4-chloro-2,5-dimethoxyphenyl}-5-(2-
cyclohexylethyljthiazol-2-ylecarbamoyl]-5,7-dimethylindol-1-yl} acetic acid (WO 99/15525) or
SR-146131 (WO 0244150) or SSR-125180) or those described in W02005116034;
serotonin reuptake inhibitors (e.g. dexfenfluramine);

mixed serotonin/dopamine reuptake inhibitors (e.g. bupropion) or fixed combinations of
bupropion with naltrexone;

mixed serotoninergic and noradrenergic compounds (e.g. WO 00/71549};

5-HT receptor agonists, e.g. 1-(3-ethylbenzofuran-7-yl)piperazine oxalic acid salt (WO
01/09111);

mixed dopamine/norepinephrine/acetylcholine reuptake inhibitors (e.g. tesofensine);
5-HT2C receptor agonists (such as, for example, lorcaserine hydrochloride (APD-356) or
BVT-933 or those as are described in WO200077010, WO200077001-02, WO2005019180,
WO2003064423, W0200242304, W0O2005035533, W(0O2005082859, WO2006077025,
WO2006103511); |

5-HT6 receptor modulators such as, for example, E-6837 or BVT-74316 or those described
for example in WO2005058858, WO2007054257; '

bombesin receptor agonists (BRS-3 agonists);

galanin receptor antagonists;

growth hormone (e.g. human growth hormone or AOD-9604);

growth hormone-releasing compounds tert-butyl (6-benzyioxy-1-(2-
diisopropylaminoethylcarbamoyl)-3,4-dihydro-1H-isoquinoline-2-carboxyiate (WO
01/85695));

growth hormone secretagogue receptor antagonists (ghrelin antagonists) such as, for example

A-778193 or those as are described in WO2005030734;

¥

TRH agonists (thyrotrophin-releasing hormone, see, for example, EP 0 462 884);

uncoupling protein 2 or 3 moduiators;

leptin agomnists (see, for example, Lee, Daniel W.; Leinung, Matthew C.; Rozhavskaya-Arena,
Marina; Grasso, Patricia. Leptin-agonists as a potential approach to the treatment of obesity,
Drugs of the Future (2001}, 26(9), 873-881);

DA agonists (dopamine agonists; bromocriptine, doprexin);

lipase/amylase inhibitors (e.g. WO 00/40569);

inhibitors of diacylglycerol O-acyltransferases (DGATSs) as described for example in BAY -
74-4113 or as described for example in US2004/0224997, W02004094618, WO200058491,



R7 R8 | X Link-. age Br H i-PrH H-10 HIH -(CH2)2- 4 2 FH FHCI1-10 HIH -(CH2)2-4 CICI H CI1CI
HIH -(CH2A)22808/039943 28 PCT/EPZO0G8/007218

W02005044250, WO2005072740, JP2005206492, WO2005013907, WO2006004200,

WO2006019020, WO2006064189, WO2006082952, W0O2006120125, W02006113919,

WO02006134317, WO2007016538;

inhibitors of fatty acid synthase (FAS) such as, for example, C75 or those as described in
5 WO02004005277;

inhibitors of stearoyl-CoA delta% desaturase (SCD1) like those described for example in

W02007009236, WO2007044085, WO2007046867, W(02007046868, WO20070501124;

oxyntomodulin;

oleoyi-estrone;

10 or agonists or partial agonists of thyroid hormone receptor agonists such as, for example: KB-
2115 or such as those described 1n WO20058279, WO200172692, W0200194293,
WO2003084515, WO2004018421, W0O20035092316, WO2007003419, WO2007009913,
WQO2007039125.

15 In one embodiment, the further active ingredient is varenicline tartrate, a partial agonist of the

aipha 4-beta 2 nicotinic acetyicholine receptor.
In one embodiment, the further active ingredient s trodusquemine.
20 In one embodmment, the further active ingredient is a modulator of the enzyme SIRT1.
In one embodiment of the invention, the further active ingredient is 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), 1613-
25 1622
In one embodiment, the further active ingredient is dexamphetamine or amphetamine.
In one embodiment, the further active ingredient is fenfluramine or dexfenfluramine.
30

In another embodiment, the further active ingredient is sibutramine.

In one embodiment, the further active ingredient is mazindole or phentermine.



4 CIH CF3 HH 0 HIH -(CH2)2-41 5 BrIH CF3 HH 0 HIH-(CH2)2-14 6 CIH FHH O HIH-(CH2)2- 147
CIH CIHWO 2609/039943 29 PCT/EP2008/007218

In one embodiment, the further active ingredient is a diphenylazetidinone derivative as

described for example in US 6,992,067 or US 7,205,290,

In one embodiment, the compound of the formula I is administered in combination with
5 bulking agents, preferably insoluble bulking agents (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 from
Nutrinova, Nutrition Specialties & Food Ingredients GmbH, Industriepark Hochst, 65926
Frankfurt/Main). Combination with Caromax® is possibie in one preparation or by separate
10 administration of compounds of the formula I and Caromax®. Caromax® can in this

cormection also be administered in the form of food products such as, for example, in bakery

products or muesli bars.

It will be appreciated that every suitable combination of the compounds of the invention with
15 one or more of the aforementioned compounds and optionally one or more other
pharmacologically active substances is regarded as falling within the protection conferred by

the present invention.
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The examples detailed below serve to illustrate the invention without, however, restricting it.

Table 1:
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14 32 CI Ht-BulH | HHIO H HI-(CH2)2- 4 33 H H, 4-t-Bu-Ph | H H HIOH H1-(CH2)2- 4 341BrHt-BuH H

H I0H1RV{CH2y2639943 39 PCT/EP2008/007218
CF, H -Pro M H H 0 H H -CHg- 4
26 CH(C=C-
CHa)-
o7 H H .cyc!o- H H H 0 H M “{CHy)o- 4
hexyl
28 | F H Pn H H M 0 H H -(CH2)e- 4
CF, H CF; H H H 0 H H -CH- 4
29 CH{C=C-
| CHa)-
H Cl Br H H H 0 H H : -CHz- 4
30 CH{C=C-
CHgz)-
31 H H -Pr H H H 0 H H | -(CHz). 4
32 Cl H t-Bu H H il 0 H H ~(CH3)z 4
33 H H 4-{-Bu-Ph H H H 0 i H H -(CHao)a- 4
34 Br H t-Bu. H H H 0 H H -(CH;)2 4
35 Cl H -Pr H H H 0 H H -{CHz)o- 4

The activity of the compounds was tested as follows:
In-vitro FLIPR assay with recombinant celis which express the GPCR GPR40

Function-testing assays were carried out by means of the FLIPR technique (“fluorescence

e

imaging plate reader”, Molecular Devices Corp.). For this purpose, agonist-induced
alterations in the intracellular concentration of Ca”” in recombinant HEK293 cells which
express the GPCR GPR40 were determined.

For the investigations, celis were seeded in 96-well microtiter plates (60 000 cells/well) and
left to grow overnight. The medium was removed and the cells were incubated in buffer

10 which contained the fluorescent dye Fluo-4. After this loading with dye, the cells were
washed, test substance was added and alterations in the intraceliular Ca®™ concentration were
measured in the FLIPR instrument. Results have been depicted as percentage alteration
relative to the control (0%: no test substance added; 100%: 10 uM reference agonist linoleic

acid added) used to calculate dose/activity plots and ECs; values were determined.



4 35 CIH }-PrHIH H H-(CH2)2-14 | The activity of the compounds was tested as follows: In-vitro FLIPR
assay WitOr@dombitddt cells which express the GBCR GPR40 Function-testing esses/syvesg carried
out by means of the FLIPR technique ("“fluorescence imaging plate reader", Molecular Devices Corp.).
For this purpose, agonist-induced alterations in the intracellular concentration of Ca2' in recombinant
HE1C293 cells which express the GPCR GPR40 were determined. For the investigations, cells were
seeded Tnlg6-waéllsivgratitertplates (60 000 cells/well) and left to grow overnight. The medium was
removed and the cells were incubated in buffer 10which contained the fluorescent dye Fluo-4. After
this loading with dye, the cells were washed, test substance was added and alterations in the

intracelluldt:Ca2t casgpigstjon were measured in the FLIPR instrument. Results have been depicted
as perc i fve to the control (CPA: no test substance added; 1007)/0: 10 aM
reference agonist Iinolgig acid added) used to calculate dose/activity plots and EC50 values were
determjnedy WO 2009/03994340PCT/EP2008/007218 Table 2: Biological activity Ex. IEC50 [tin 7 0.7
90.11406.8-140.6

i1 0.8

14 0.6

21 16.8

24 60.1

26 0.2

29 0.1

30 0.1

LA

It 1s evident from the table that the compounds of the formula T activate the GPR40 receptor
and thus are very suitable for the treatment of hyperglycemia and diabetes. The insulin
secretion 1s increased by the compounds of the formula 1 (see Itoh et al., Nature 2003, 422,
173-176),

16 Owing to the activation of the GPR40 receptor, the compounds of the formula I can also be
used for the treatment or prevention of farther diseases.
The compounds of the present invention are particularly suitabie for the treatment and/or

prevention of:

15 1. - disorders of fatty acid metabolism and glucose utilization disorders

- disorders in which tnsulin resistance is involved

2. Diabetes mellitus, especially type 2 diabetes, including the prevention of the sequelae
associated therewith.
20 - Particular aspects in this connection are
- hyperglycemia,
- improvement in insulin resistance,
- improvemeﬁt in ghicose tolerance,

- protection of the pancreatic B cells



21 16.8 94 60.1 260.2 29 0.1 30 0,1 5ltis evident from the table that the compounds of the formula |
activateWe BRR4%eEeptor and thus are very suitable for the treatment B{TypEREMMse0iz BOd
diabetes. The insulin secretion is increased by the compounds of the foimula | (see Itoh et al., Nature
2003, 422, 173-176 thO%N to th actlvatlon e GPR40 receptor, the compounds of the foimula |
can also be used for the treatmen %r foné:\r/%%tSSH ﬂﬁr‘tﬁ f diseases. The compounds of the present
invention are particularly suitable for the treatment and/or prevention of: 151. - disorders of fatty acid
metabollsry an{??giqlucos%utlllz C{ on dIS rs d sorders in %htcg gsulln reilstance is involved

2 Diabetes mellitis. 8Speciany yﬁ)el “ai et%%y cﬁf&‘?ﬁ!ﬁ“t VERTHBP e Lh 8 hssociated
therewith. 26Rarticularsaspects in this connectlon are hyperglycemia, improvement in insulin
resgstance |m|oro%/e(=§hrsr(1a nt;D in gl Iuc se ttcl)lerance protection of the pancreatic 13 cells prevention of
macro- and m Crovascular aisor

- dyshpidemia (e.g. hypertnglycendemla and/or low HDL)
- insulin resistance
- hypercoagulability
- hyperuricemia
10 - microalbuminemia
- thromboses, hypercoagulable and prothrombotic states (arterial and venous)
- high blood pressure
- heart failure such as, for example (but not restricted thereto), following myocardial

infarction, hypertensive heart disease or cardiomyopathy

i5
4. Memory impairments, intellectual deficits, CNS disorders such as
- dementia in the elderly
- Alzheimer’s disease
20 - ftreatment of diminished attention or vigilance
- schizophrenia
The compounds of the formula I can be prepared for example by converting suitable starting
materials of the formula I1
R1 i-;iS
R2 NH
R3 R5
II

with oxalyl chloride into the oxamoyl chlorides of the formula ITI



3. Various other conditions wh ch may be associated with the metabolic syndrome or syndrome X,
such as¥8einolgeseebabdominal girth dyslipidemia (e.g. hypertriglyceridegpgig gne/gndongiP4) insulin
resistance hypercoagulability hyperuricemia 10- microalbuminemia thromboses, hypercoagulable and
prothrombo c states (arterial and venous) higp, Iood ressure heart failure such as, for example (but
not restricted thereto), following myocardial in ctlo] rtensive heart disease or card omyopathy
15 4. Memory impairments, IntellectuargefjcitsnC NS |s rs such as dementia in the elderly
Alzheimer's disease 20- treatment of d|m|n| ttent n orgfgllance schizophrenia The
compounds of the formula | can be pr € quuske by converting suitable starting materials of
the formula H RI R8 R2 a.. NH R3 R5 R4 I W|th oxalyl chloride into the oxamoyl chlorides of the
foimula Il

1
n suitable solvents such as, for example, ethyl acetate or acetonitrile. The compounds of the
formula III prepared in this way are reacted with aminophenyl-substituted carboxvlic acids of

5 the formula IV

(R6)_
4
HN 0
R7 X"{
OH

v
in suitable solvents such as, for example, acetonitrile, 1,2-dichloroethane or dichloromethane
at suitable temperatures, preferably at the boiling point, to give compounds of the formula L.
10

The general preparation of the examples is described in detail below:
Experimental section:

15 General experimental procedure:
Preparation of the oxamoyl chloride:
500 mg of an aniline are dissolved in 5 ml of ethyl acetate and added dropwise over the course
of one hour to a solution of 500 mg of oxalyl chloride in 5 mi of ethyl acetate. The reaction
solution is stirred at room temperature for 2 hours and then concentrated.

20
Preparation of the oxamides of the formula I:
The aminophenyl-substituted carboxyiic acid is added in portions o a solution of the oxamoyl
chloride in 10 ml of acetonitrile and stirred at 100°C for 16 hours. The resulting precipitate is
filtered off with suction and, if necessary, purified by flash chromatography (S10,,

25 dichlommethane-isopropanol).
The compounds were analyzed by LC/MS. The appropriate molecular peak (M+H)+ was
detectable by LC/MS for all examples.



WO 2009/03994342PCT/EP2008/007218 1l in suitable solvents such as, for example, ethyl acetate
or acetopitnlegddigsoearounds of the formula lll prepared in this way are peactee Wik 007218
aminophenyl-substituted carboxylic acids of 5the formula IV OH IV in suitable solvents such as, for
example, acetonitrile, 1,2-dichloroethane or dichloromethane at suitable temperatures, preferably at
the boiliﬁb“ﬁﬁint, to give compounds of the foimula I. 10 The general preparation of the examples is
described in detail below: Experimental section: 15General experimental procedure: Preparation of the
oxamoyl chlorigeé SHCI)OOm %]}"%Pe%gli‘li}?% age dissolved in 5 ml of ethyl acetate and added dropwise over
the course of oné hour 10 a solution ot 500 mg of oxalyl chloride in 5 ml of ethyl acetate. The reaction
solution is stirred at room temperature for 2 hours ang{fR&f concentrated. 20 Preparation of the
oxamides of the formula I: Thg amip@pheRyl-substiided carboxylic acid is added in portions to a
solution of the oxamo%fhlori de i r%P ml pf a e and stirred at 100C for 16 hours. The resulting
precipitate is filtered off Wi R , IR saty, puriffed by flash chromatography (Si0),
25dichlonnethane-isoprop The mpof!izds wer yzed by LC/MS. The appropriate molecular
peak (M+H) was deteg&tab k % tor all’'examples. 14009/03994343PCT/EP2008/007218 1.A
compound of the formula | RA

5 I

in which the meanings are

R3 independently of one another H, F, Cl, Br, CN, CF;, OH, OCF;, OCHF,, SCH,
SCFs, phenyl, Ophenyl, COOH, COO-(C,-Cg)-alkyl, CO-(C;-Cq)-alkyl, (C;-Cs)-
10 alkyl, (Cs-Cyg)-cyeloalkyl, O-(Ci-Cg)-alkyl, OBn, SO,-(C-Cy)-alkyl, SO:H,
SO;NROR10, NROR10 or SO,-N-piperidinyl, where alkyl and phenyl may be

substituted one or more times by R12;

R1, RS independently of one another H, F, Cl, Br, CN, CF3, SCHj, SCF;, phenyl,
15 Ophenyl, COOH, COO-(C,-Cg)-alkyl, CO-(Cgmcg)-aikyl, (C1-Cyr-alkyl, SO2-(Cy-
Cy)-alkyl, SO:H, SO,NRIR10, NRIR10 or SO,-N-piperidinyl, where alkyl and

phenyl may be substituted one or more times by R12;

R2, R4  independently of one another H, F, Cl, Br, CN, CF;, OCF;, OCHF,, SCH;, SCF,
20 phenyl, Ophenyl, COOH, COO-(C,-Cs}-alkyl, CO-(C,-Ce)-alkyl, (Cy-Cg)-alkyl, O-
(C1-Ce)-alkyl, OBn, SO,-(Cy-Cy)-alkyl, SOsH, SO,NRIR10, NRIR10 or SO,-N-
piperidinyl, where alkyl and phenyl may be substituted one or more times by R12;
R7,R8  independently of one another H or (C1-Cs)-alkyl;
X (C2-Cs)-alkylene, where alkylene may be substituted one or more times by R11;

m 0,1,2,30r4;

30 R6 OH, F, Cl, Br, CN, OCHj, OCF3, CHa, CFs, (Cy-Co)-alkyl or O~(C1-Ce)-alicyl,



R4 5 in which the meanings are R3independently of one another H, F, CI, Br, CN, CF3, OH, OCF3,
OCHFZVSTHBI93BF34 phenyl, Ophenyl, COOH, €00-(CI-C6)-alkyl,(C1-Ce)~ {1 10pdMI8/ /007218
(C3-C8)-cycloalkyl, 0-(Ci-C6)-alkyl, OBn, S02-(C1-C4)-alkyl, 303H, SO2N'R9R10, NR9R10 or
S02-N-piperidinyl, where alkyl and phenyl may be substituted one gr more times by R12; R1,
R5independently 8’1118%&9?1‘611??@? Pe g}%ﬁtﬁtﬁ ¢ BFROBCIPEs SE 3L ghéry P88 pienyl, COOH,
C00-(C1-C6)-alkyl, CO-(Ci-C6)-alkyl, (Ci-C6)-alkyl, SO02-(C1- C4)-alkyl, SO3H, SO2NR9R10, NR9R10
or S02-N-piperidinyl, where alkyl and phenyl may be substituted one or more times by R12; R2, R4
indeper%%rﬁ@of Ok ﬁéﬂﬁﬁiﬁ%ﬁ%ﬂ%@ 365@}'53/1 FRLEY SEiFs YEEES0¥henyl, Ophenyl,
COOH, C00-(C1-E6jsatkdd G-t o) 1atked HEREh) calkyl, £d (Bt Blalkyt QBMHeE dhddz4)-alkyl,
SO?H, SO2NR9R10, NR9R10 or S02-Npiperidinyl, where alkyl and phenyl may be substituted one or
more times by R1Z*E7BEifddbEndently of one another H or (Ci-C6)-alkyl: 25 X(C2-C3)-alkylene,
where alkylene may be substituted one or more times by R11; 0, 1, 2, 3 or 4; 30R60H, F, CI, Br, CN,
OCHS3, F3, CH3, CF3, (Ci-C6)-alkyl or 0-(Ci-C6)-alkyl ere alkyl may be substituted one or more
times bggH F, § éﬁ@@@éﬁaﬁﬁ@i@nﬁéb&@ﬁg othei - 8 $6% 1 GIkyEbr phenyl, where
alkyl may be subsiittited ensiRoRiare times by F, Cl or Br, and phenyl may be substituted one or
5more times by R6; R11F, CI, Br, CN, OH, 0-(C1-C6)-alkyl,(C2-C6)-alkenyl, (Cr-CO- alkynyl or
NR9R10; 10R12F, CI, Br, CN, OH, 0-(Ci-C6)-alkyl, (CI-C6)-alkyl, (C2-C6)-alkenyl, (C3-C6)- alkynyl,
NROR18,ICOOH, Ea0; (- CH)-aiky D-8GH3)-SRF3 (S02:(CIHG4A) tatkyl, SO3H0r SO2NRIR10;

alkynyl, NR9R 10, COOH, COO-(C;-Cs}-alkyl, SCH;, SCF3, SOo-(C1-Cu)-alkyl,
SOsH or SONROSR10;

and the physiologically tolerated salts thereof.

15

2. The compound of the formula I as claimed in claim 1, wherein the meanings are

R3 independently of one another H, F, Cl, Br, CF;, OCF;, COOH, COO-(C;-Cq)-
alkyl, (C-Cy)-alkyl, (C5-Cg)-Cycloalkyl, phenyl, Ophenyl, where alkyl and phenyl

20 may be substituted one or more times by R12;

R1, R5 idependently of one another H, F, Ci, Br, CF;, COOH, COO~(C,-Cy)-alkyl, (C:-
Ce}-alkyl, phenyl, Ophenyl, where alkyl and phenyl may be substituted one or
more times by R12;

25

R2, R4  independently of one another H, F, Cl, Br, CF;, COOH, CO0O-(C-Cy)-alkyl, (C;-
Ce)-alkyi;

R6 OH, F, C], Br, CN, OCH;, OCF;, CHa, CF3, (C)-Ce)-alkyl or O-(Cy-Ce)-alkyl,

36 where alkyl may be substituted one or more times by OH, F, C1, Bror CN,;

R7,R8 H;

X (Cs-Cs)-alkylene, where alkylene may be substituted one or more times by R11:



and the physiologically tolerated salts thereof 15 2.The compound of the fon-nula | as claimed in claim
1, wherd#{(XR&4B8R8NGs are R3independently of @ne another H, F, Cl, BRCEX, IQOR30ECOBH,
C00-(C1-Co6)- alkyl, (C1-C6)-alkyl, (C3-C8)-Cycloalkyl, phenyl, phenyl, where alkyl and phenyl
20may be substituted one or more times by R12; RI, R5independently of one another H, F, ClI, Br,
CF3, COOH, C00-(C1-05)-alkyl, (Cr C6)-alkyl, phenyl, Ophenyl, where alkyl and phenyl may be
substituted one ordmore times by R12; 25 R2, R4 independently of one another H, F, Cl, Br, CF3,
COOH, C00-(Ci-C6)-alkyl, (CiC6)-alkyl; R60OH, F, CI, Br, CN, OCH3, OCF3, CH3, CF3, (CI-C6)-alkyl
or 0-(Ci-05)-alkyl, 30where alkyl may be substituted one or more times by OH, F, Cl, Br or CN; R7, R8
H; 0; RRORRONindependeietly v dnecamother H, (G1C03taikyirahphenyihvbene alad,nbay be
5substituted one or more times by F, Cl or Br, apnd phenyl may he substituted one or more times by
Rele’bR:LlF, Cl, Br, 8?2[‘},8(%‘#‘,“{;‘?{’&9 Qléﬁ;%,ff}e(&‘i&@aﬁ’& ,f’(é’g -%i&?ﬁ?ilf”(&?é%ﬁgl %H@%r
NROR10; R12F, GhoBe 1ieNs BHRQ-(CI-C6)-alkyl, (CI-C6)-alkyl, (C2-C6)-alkenyl, (C2-C6)- alkynyl,
NR9R10, COOH, C00-(C1-C4)-alkyl; and the physiologically tolerated salts thereof 3.The compound
as claimed in claim 1 or 2, wherein the meanings are R3independently of one another H, F, Cl, Br,

CF3, OBES, COOH (T.BO-(THABH, aki(; (C-aiby:alkyhdF3HeR-ogsloglktkphenyl;-Rl) RS
independently of %ﬂ?ﬁﬂ%pﬁfg'aﬁoch Br, CF3, COOH, C00-(Ci-C6)-alkyl, (C1C5)-alkyl, phenyl,

?

10
RI2 F, Cl, Br, CN, OH, O-(C:-Cs)-alkyl, (C;-Cg)-alkyl, (Co-Cs)-alkenyl, (Cr-C)-
alkynyl, NROR10, COOH, COO-(C,-Cy)-alkyl;
and the physiologicaily tolerated salts thereof.
15
3. The compound as claimed in claim 1 or 2, wherein the meanings are
R3 independently of one another H, F, Cl, Br, CFs, OCF;, COOH, COO-(C-Cg)-
alicyl, (C,-Cs)-alkyl, (Cs-Cy)-cycloalkyl, phenyi;
20

R1, RS independently of one another H, F, Cl, Br, CF;, COOH, COO-(C;-Cg)-alkyl, (Ci-
Csj-alkyl, phenyl;

. R4 independently of one another H, F, Cl, Br, CF., COOH, COO-.(Cl“Cﬁ)‘alk}’L (Cy-
25 Ce)alkyl;

R7,R& H,;

X (Co-Cy)-alkylene, where alkylene may be substituted one or more times by R11;
30

m 0;

RI11 (Co-Ce)-alkynyl;



R2, R4 independently of one another H, F, Cl, Br, CF3, COOH, C00-(C1-C6)-alkyl, (Ci- 25C6)-alkyl;
R7, R8W@2403)paliedane, where alkylene may he substituted one or mare e tysRLY2 89 O;
R11(C2-C6)-alkynyl; WO 2009/03994346PCT/EP2008/007218 and the physiologically tolerated salts
thereof. 4.TF%S comp?und ﬁs ((:Plﬁimeg iq oq\e@or more of claims 1 to 3, wherein the meanings are
5R3indAPL HIHE O SherAmsieriad BB 8T8 3, OCF3, COOH, COO-(C1-C6)- alkyl, (Ci-C6)-alkyl,
(C3-C8)-cycloalkyl, phenyl; R1, R5 independently of one another H, F, Cl, Br, CF3, COOH,
CO00-(CI-C6)-alkyl, (C1- C6 -alk)(l,. phenyl; R2, R4 independently of one another H, F, CI, Br, CF3,
COOH “C00-(C HECHT BRI I BRI TR 18 2. Tl AR Fiked in
position 4 to 0; 20and the physiologically tolerated salts thereof 5.The compound of the fonula| R4
755 R3 independentiy of one another H, ¥, Cl, Br, CF;, OCF5, COOH, COO~(C;-Cg)-

alkyl, (Cy-Cs)-alkyl, (C3-Cg)-cyeloalkyl, phenyl;

R1, R5 independently of one another H, F, Cl, Br, CF3;, COOH, COO-(C,-C¢)-alkyl, (C;-
Cg)-alkyl, phenyl,;

10
R2, R4  independently of one another H, F, Ci, Br, CF3, COOH, COO~(C;-Cg)-alkyl, (Cs-
Cey-alkyl;
R7,R8  H;
15
X (C3-Csj-alkylene, where X is linked in position 4 to the ring;
m ;

20 and the physiologically tolerated salts thereof.

5. The compound of the formula I

in which the meanings are

R3 independently of one another H, F, Cl, Br, CN, CF;, OH, OCF;, OCHF,, SCH;,
SCFs, phenyl, Ophenyl, COOH, COO-(C,-Cgj-alkyl, CO-(C;-Cg)-alkyl, (C1-Cg)-
30 alkyl, G-(C;-Cg)-alkyl, OBn, SO»-(C;-Cy)-alkyl, SO-H, SO;NRIR10, NROR10 or



in which the meanings are R3independently of one another H, F, Cl, Br, CN, CF3, OH, OCF3, OCHF2,
SCH3, w0 200983#83phenyl, Ophenyl, COOH, £00-(C1-C6)-alkyl, CO-(€irGHatkylo(Ch4°6)-
30alkyl, 0-(CI-C6)-alkyl, OBn, S02-(C1-C4)-alkyl, SO3H, SO2NR9R10, NR9R10 or S02-N-p peridinyl,
where alkyl and phenyl may he substjtuted one or more times by R12; RI, R5 independently of one
another H, F, CI, éf%N:péﬁﬁ@éwP@éé%k,ybﬁ%m?%bﬂ@ﬁﬁ?@é@#ﬂt@ﬂo@zf@iwé}m
CO-(CI-C6)-alkyl, 4 2-06)-alkyl, S02-(C1- C4)-alkyl, SO3H, SO2NR9R10, NRO9R10 or
S02-N-piperidinyl, where alkyl and phenyl may be substituted one or more times by R12; R2, R4
independently of one another H, F, CI, Br, CN, CF3, OCF3, OCHF2, SCH3, SCF3, 10phenyl, phenyl,
COOH, IBQ0RCi-GajredlsnlicB- (T 1€ Bratlkon H{QH-CA) RIKPNOCC 1SCB)- atkor, QR $02-(Ci-Cd)-alky,
SO3H, SOZNRQRéO NRQ%O or S02-18Tpi eridinﬁ, where alkyl and phenyl may be substituted one
or more times by PheRys, HaehGtehtns of ok AOHER 1 or iV ic G etk 1285 pER: 83y -alkylene,
where alkylene may:baisubstituied ONERORTOEIBTesRY: BOb- Q. dip:i @ 0F1 4+ BORERKH FcCl., Br, CN,
OCH3, OCF3, CH3, CF3, (C-C6)-alkyl or 0-(CI-C6)-alkyl, where alkyl may be substituted one or more
times by OH, F, CP%?%H’@NP@@?@E%’E%SB%HHBWW BrGREBRdther H, (CI-CO-alkyl or phenyl, where

alkyl may be substituted one or more times by F, Cl or Br, and phenyl may be substituted one or
25more times by R6; R11F, Cl, Br, CN, OH, 0-(Ci-C6)-alkyl, (C-C6)-alkyl, (C2-C6)-alkenyl, (C2-C6)-
alkynyl &%e&éRl&f}df@ﬁigﬁ??&ﬁf@ﬁeéﬂ%% ,gb-fc%éﬁa 1, Eiac,z%(f-%ak : Féfzaég)ﬂar 1, (C2-05)-
i the physiologjaly toerates sats Theroor. 6.7 comaound. ot e Jouula | 38 Saaea n olaim 1.
and the physiologi olerated salts thereof, 6.The compound of the formula | as claimed in claim 1,
herein the meanthg A Ao dBRes Uy b GH En e e KL 1 A s, R,

COO-(C1-C6)-  piperidinyl, where alkyl and phenyl may be substituted one or more times by R12;

R7,R&  independently of one another H or (C;-C¢)-alkyl;

15
X (Cy-Cs)-alkylene, where alkylene may be substituted one or more times by R11;
m 0,1,2,30r4;
20 R6 O, F, Cl, Br, CN, OCHj3, OCF;, CHs, CFy, (Cy-Cg)-alkyi or O-{C-Cg)-alkeyi,
where alkyl may be substituted one or more times by OH, F, Cl, Br or CN;
R9,R10 independently of one another H, (C,-Cg)-alkyl or phenyl, where alkyl may be
substituted one or more times by F, Cl or Br, and phenyl may be substituted one or
25 more times by R6;
R11 F, Cl, Br, CN, OH, 0-(C,-Cg)-alkyl, (Ci-Cg)-alkyl, (C5-Co)-alkenyl, (C2-Ce)-
alkynyl or NROR10;
30 RI12 F, CL, Br, CN, OH, O-(C,-Cg)-alkyl, (C,-Cg)-alkyl, (C-Cy)-alkenyl, (Cy-Cq)-
alkynyl, NROR10, COOH, COO-(C:-Cs)-alkyl, SCH;, SCFi, SO-(Cy-Cy)-alkyl,
SOsH or SO,NROR1G,

and the physiologically folerated salts thereof.



5alkyl, (C1-C6)-alkyl, phenyl, Ophenyl, where alkyl and phenyl may be substituted one or more times
by R12WR2, R891(tké@Péndently of one another H, F§ CI, Br, CF3, COOH, GUUHE-EB)O8IRI A H1 -
C6)-alkyl, phenyl, Ophenyl, where alkyl and phenyl may be substituted one or 10more times by R12;
R2, R4 independently of one another H, F, Cl, Br, CF3, COOH, C00-(C1-05)-alkyl, (C1Co)-alkyl;
15R60H, F, CI, Br, CN, OCHS3, 0073, CF13, CF3, (CiTg?g?-alk | or 0-(Ci-C6)-alkyl, where alkyl may be
substitited ond &7 FRBHRCHATERS BYe dmElad| 2 BF iaP ] IRFARE W PO5E IEBRANGISRES where alkylene
may be substituted one or more times by RI 1; 0; R9, R10 independently of one another H,
(C1-0)-alkyl or phenyl, where alkyl may be 25substituted one or more times by F, Cl or Br, and phenyl
may beRubstit ted SHREBIHIONE RESIRBFRLLEL G 677 CNCOHCO1ED. BRalkyIC(@1-CO-alkyl,
(C3.CO)-alkeny, (G856 Ay MBIR10, 30,1 26lCly s G A 1 8 kalkhu(Ci-CE)-alkyl
(C%—CG)‘-alkenyl, (g%yg )- ggnyﬁ@ gﬁgﬁl@&oﬁ COO-(Ci-g4)-aIlE§3I; a%gd th% physiologically
tolerated salts thef86PIANO2H06/HB8F43490PCTTEP2008/007218 7.The compound as claimed in claim
1 or 2, wherein the meanings are R3independently of one another H, F, Cl, Br, CF3, OCF3, COOH,
COO-(C1-05)- alkyl, (Ci-C6)-alkyl, phenyl; 5 RI, R5 independently of one another H, F, Cl, Br, CF3,
COOH, Eo0XTi-Cosenrpienty SEaysaRpthshEng; Cl Ra (Ra ihGpene&liy or bnsdRotier H, F, CI, Br,
CF3, COOH, CO0LGI-E8)-alkyhACApARS B )@l alkyl and phenyi may be substituted one or

10 more times by R12;

R2, R4 independently of one another H, F, Cl, Br, CF;, COOH, COO-(C-Cs)-alkyl, (C;-
Ce-alleyl;

15 R6 OH, F, Cl, Br, CN, OCH;, OCF;, CH;, CFs, (C)-Cg)-alkyl or O-(C;-Cegl-alkyl,
where alkyl may be substituted one or more times by OH, F, CI, Br or CN;

R7.R8 H;
20 X (Cy-Cs)-alkylene, where alkylene may be substituted one or more times by R11;
m o

R9, R10  independently of one another H, (C,-Cg}-alkyl or phenyl, where alkyl may be
25 substituted one or more times by F, Cl or Br, and phenyl may be substituted one or

more times by R6;

R11 F, Cl, Br, CN, OH, O-(C;-Cg)-alkyl, (C,-Cg)-alkyl, (Co-Cg)-alkenyl, (Cr-Cqg)-
alkynyl or NRSR10;
30
R12 F, CI, Br, CN, OH, O-(C;-Cg)-alkyl, (C-Cgi-alkyl, (Cy-Cel-alkenyl, {Cy-Cg)-
alkynyl, NROR10, COOH, COO-(C,-Cy}-alkyt;

and the physiologically tolerated salts thereof.
35



R7, R8 H; X(C2-C3)-alkylene; 15 0; and the physiologically tolerated salts thereof 208.The compound
as claimgehingueepanaqare of claims 1 to 3, whereig the meanings are R3ipdgpepdsntoefone another
H, F, Cl, Br, CF3, OCF3, COOH, COO-(C1-05)- alkyl, (C1-C6)-alkyl; 25R1, R5independently of one
another H, F, CI, Br, CF3, COOH, C00-(C1-C6)-alkyl, (C1- _C6%—alkyl, phenyl; R2, R4 independently of
one another HIFS EMBRYRESS CSORE Cotie 1-e6). AFIcTChe BEHHENEH 230 R7, RS H;
X(C2-C3)-alkylene, where X is linked in position 4 to the ring; 50 0; and the physiologically tolerated
salts thereof. 59.The compound as claimed in one or more of claims 1 to 8, for use as pharmaceutical.
10. A pRafmaceutiBAFRBHPHEIRS e BB Elof the dnfpBuridstas efditie dfAlnie oF more of claims 1
to 8. 10 11. The piigynigeeuticaligQMmprising one or more of the compounds as claimed in one or more
of claims 1 to 8, which comprises as a further active ingredient one or more antidiabetics,
hypoglycemic active ingredients, HMGCOoA reductase inhibitors, cholesterol absorption inhibitors,
PPAR gamma aganiskenRRAR @leha agenists. FRARRIRNe/damma aganists. CHAR delte agonists,
fibrates, MTP inhibitors, bile acid absorption inhibitors, CE P inhibitors, polymeric bile acid adsorbents.
LDL receptor induersIAE R ibitors, antioxidants, ATP-citrate lyase inhibitors, squalene synthetase
inhibitors, lipoprotein(a) antagonists, HM74A receptor agonists, lipase inhibitors, insulins,
sutfonylureas, biguanides meglitinides, thiazolidinediones, a-glucosidase inhibitors, active ingredients
which aBtoriithe JoAHEPdepbnaEALHBPRETI, dhirinBF of e Lfae S Yhtcofehddrvsphorylase
inhipitors, glucagméy%qgﬁgor antagonists, activators of glucokinase, inhibitors of gluconeogenesis,
inhibitors of fructose-1,6-bisphosphatase, modulators of glucose transporter 4, inhibitors of
glutamine-fructose-6-phosphate amidotransferase, inhibitors of dipeptidylpeptidase IV, inhibitors of
11-betagydegxystgroid dehydrogenase 1, inhibitors of protein tyrosine 25phosphatase 1B, modulators
of the sodium-dependent glucose transporter 1 or 2, inhibitors of

X {Co-Ca)-alkyiene;
15
m 0;
and the physiologically tolerated salts thereof.
206 8. The compound as claimed in one or more of claims 1 fo 3, wherein the meanings are

R3 independently of one another H, ¥, Cl, Br, CF1, OCF;, COOH, COO-(C,-Cq)-
B.Ikyl, (Cl—Cﬁ)—alkyi;

25 RI1, RS independently of one another H, F, Cl, Br, CF1, COOH, COO-(C,-Cs)-alkyl, (C-
Ce)-alkyl, phenyl,

R2, R4 independently of one another H, F, C}, Br, CF;, COOH, COC-(C,-C¢)-alkyl, (C;-
Cs)-alkyl;
30
R7,R8 H;

X (C,-Cs)-alkylene, where X is linked in position 4 to the ring;



hotmone-sensitive lipase, inhibitors of acetyl-CoA carboxylase, inhibitors of phosphoenolpyruvate
carboxykinase, inhibitors of glycogen synthase kigase-3 beta, inhibitors of protein kinase C beta,
endothelin-A receptor antagonists, inhibitors of | kappaB kinase, modulators of the glucocorticoid
receptor. MC4 agonists, H3 agonists, TNF agonists, CRF BP 30 antagonists, urocortin agonists, CBI
recepton antagonigts, MSH (melanocyte-stimulating hormone) agonists, serotonin reuptake inhibitors,
mixed serotoninergic and noradrenergic compounds, 51-IT 51 agonists, bombesin agonists, galanin
antagonists, growth hormones, growth hormone-releasing compounds, TRH agonists, uncoupling
proteinza®th3 piodidaiersilepiraganists, tekeagonists, lipase/amylase inhibitors, PPAR modulators,
RXR modulators or TR-,B agonists or amphetamines. 5 12. The use of the compounds as claimed in
one or more of claims 1 to 8 for the manufacture of a medicament for lowering blood glucose. 13. The
use of the cormpeunds asrelaimedrirone areroneoef cfaimsrk fot8 $ofthest Gmeinufactavs f.a
medicament for the treatment of diabetes. 14. The use as claimed in one or more of claims 1 to 8 for
the manufacture of a medicament for increasing insulin secretion. 1515.A process for producing a
pr%z_aananeutic_:al pbmprising ofe onpadiegiithecompadns asglaimédancmaet more of claims 1 to 8,
which comprises mixing the active ingredient with a pharmaceutically suitable carrier, and convertin
this miﬂﬁ?ﬂg ﬁ’ifi? ]%Srri;g&?ltable for administration. 2016.The use of t);le compounds as claimed in or?e
or more of claims 1 to 8 for the manufacture of a medicament for the treatment of CNS disorders. 17.
Tr&use of the compounds as claimed in one or more of claims 1 to 8 for the manufacture of a
medicament for the treatment of schizophrenia. 25 18. The use of the compounds as claimed in one

or more, of claifs L10.8 for the manHiaciie,0f & RRJicaMRILIA ihentreatmanhef Mzheiner's.

more of claims | to 8, which comprises as a further active ingredient one or more
antidiabetics, hypoglycemic active ingredients, HMGCoA reductase inhibitors, cholesterol
absorption inhibitors, PPAR gamma agonists, PPAR alpha agonists, PPAR alpha/gamma
agonists, PPAR delta agonists, fibrates, MTP inhibitors, bile acid absorption inhibitors, CETP

Pt
LN

inhibitors, polymeric bile acid adsorbents, LDL receptor inducers, ACAT inhibitors,
antioxidants, ATP-citrate Iyase inhibitors, squalene synthetase inhibitors, lipoprotein{a)
antagonists, HM74A receptor agonists, lipase inhibitors, insulins, sulfonylureas, biguanides,
meglitinides, thiazolidinediones, a-glucosidase inhibitors, active ingredients which act on the

20 ATP-dependent potassium channel of the beta cells, glycogen phosphorylase inhibitors,
glucagon receptor antagonists, activators of glucokinase, inhibitors of gluconeogenesis,
inhibitors of fructose-1,6-bisphosphatase, modulators of glucose transporter 4, inhibitors of
glutamine-fructose-6-phosphate amidotransferase, inhibitors of dipeptidylpeptidase IV,
inhibitors of 1 1-beta-hydroxysteroid dehydrogenase 1, inhibitors of protein tyrosine

25  phosphatase 1B, modulators of the sodium-dependent glucose transporter 1 or 2, inhibitors of
hormone-sensitive lipase, inhibitors of acetyl-CoA carboxylase, inhibitors of
phosphoenolpyruvate carboxykinase, inhibitors of glycogen synthase kinase-3 beta, inhibitors
of protein kinase C beta, endothelin-A receptor antagonists, inhibitors of I kappaB kinase,
modulators of the glucocorticoid receptor, MC4 agonists, H3 agonists, TNF agonists, CRF BP

30 antagonists, urocortin agonists, CB1 receptor antagonists, MSH (melanocyte-stimulating
hormone) agonists, serotonin reuptake inhibitors, mixed serotoninergic and noradrenergic

compounds, SHT

2
LA
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20

25
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agonists, bombesin agonists, galanin antagonists, growth hormones, growth hormone-
releasing compounds, TRH agonists, uncoupling protein 2 or 3 modulators, leptin agonists,
DA agonists, lipase/amylase inhibitors, PPAR modulators, RXR modulators or TR~/ agonists

or amphetamines.

12, The use of the compounds as claimed in one or more of claims 1 to 8 for the

manufacture of a medicament for lowering blood glucose.

13.  The use of the compounds as claimed in one or more of claims 1 to & for the

manufacture of a medicament for the treatment of diabetes.

14, The use as claimed in one or more of claims 1 to 8 for the manufacture of a

medicament for increasing insulin secretion.

15, A process for producing a pharmaceutical comprising one or more of the compounds
as claimed in one or more of claims 1 to 8, which comprises mixing the active ingredient with
a pharmaceutically suitable carrier, and converting this mixture into a form suitable for

administration.

16.  The use of the compounds as claimed in one or more of claims 1 to & for the

manufacture of a medicament for the treatment of CNS disorders.

17.  The use of the compounds as claimed in one or more of claims 1 to 8 for the

manufacture of a medicament for the treatment of schizophrenia.

18. The use of the compounds as claimed in one or more of claims 1 to 8 for the

manufacture of a medicament for the treatment of Alzheimer's,



