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I;zvel Thus, for exanple, Sesga et jal. (CGr@ Research 74 (1994)" 349.353)

(were able by nmeans of exercitve t paii ng and 9 ncrease i'n shear stress

assom ated therewith to obtain a d L}n__r ase in ecNOS. Wet her
ve

regul ation at the post- transcral ) I'Nis relevant in vivo, is not
-30 unanbi guousl y proved. Thu$g for xa e, ddministration of a high
~arginine dose is 8 August 2005 WO 2/ 064545 PCT/ EP02/ 01444 -2 foll owed by

only a transient inprovenent in t hE endothﬁhlun}dependent vasorel axation-in
ot her hand, the significance

patiemts. with coronary heart disease. _
-~ of ‘the upregul ation of the eNOS protein-is scientifically.

: ‘-. Endothelial NO synthase (eNOS, NOS-IID) belongé to a group of three isoenzymesA which

- produce nitric oxide (NO) by oxidation of arginine. Endothelially released NO is of central

importance in a number of key cardiovascular mechanisms. It has a vasodilating effect and

15 inhibits the aggregation of platelets, the adhesion of leukocytes to the endothehum and the
. proliferation of intimal smooth muscle cells. | -

) Endothelial NO synthase is subject to physiological and pathophysiological regulaﬁon both
at the transcriptional and at the post-transcriptional fevel. Enzyme already present_ib the

20  endothelium may undergo calcium-dependent and calcium-independent activation through

- phosphorylation of specific amino acids, but also by direct interactions with specific

proteins, Stimulators of this, usually transient, NO release are, extracellular - arginine,

17p-estrogen and the mechanical stimulus exerted on the luminal ‘surface of the

endothelium by the blood flow (shear stress). The laiter additionally leads to regulation of

25 eNOS at the transcriptional level. Thus, for example, Sessa et al. (Circ. Research 74 (1994)

349-353) were-able by means of exercise training and the increase in shear stress

. associated therewith to obtain a marked increase in ecNOS.

Whether regulation at the post-transscriptional level is relevant in vivo, is not
30 unambiguously proved. Thus, for example, administration of a high arginine dose is
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- endothelial NO release, such as, for example, the oxidation of low densxty lipoproteins, the
recruitment and deposition of monocytes in the intima of vessels, and the proliferation of
intimal cells. A consequence of atherogenesis is the formation of plaques on the inside of )
the blood vessels, which may in turn lead, through a diminution in the shear stress, toa-
25  further decrease in endothelial NO release and a further deterioration in the pathology.
~ Since endothehal NO is also a vasodilator, a decrease thereof frequently also leads to
hypertension, which may, as an independent risk factor, cause further organ damage.

The aim of a therapeutic approach to the treatment of these disorders must accordingly be
30 to interrupt this chain of events by increasing the endothelial NO expression. Gene transfer
experiments which lead in vitro to overexpression of NO synthase in previously damaged
vessels are in fact able to counteract the described processes and are thus evidence of the

- correctness of this approach (Varenne et al., Hum. Gene Ther. 11 (2000} 1329).

35  Some low molecular weight compounds which, in cell cultures, may lead to a direct effect
on eNOS transcription and expression are disclosed in the literature. The statins which




WD 02/ 064545 8 August 2005 PCT/ EP02/ 01444 have. al ready been nentioned
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dose. Liao. et al. claimin WD 99/47153 and WD 00/ 03746 the use of
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In the above formula,

R' and R* are independently from each other selected from the group consisting of:

H, unsubstituted and at least monosubstituted C;-Cjgp-alkyl, C2-Cyo-alkenyl and C;-Cyq-
alkynyl, the substitqents of which are selected from the group consisting of F, OH, C;-Cs-

- 25 alkoxy, (Cy-Cg-alkyl)mercapto, CN, COOR®, CONR'R?, and unsubstituted and at least
monosubstituted phenyl and heteroaryl, the substituents of which are selected from the
group consisting of halogens, pseudohal—oger;s,' Ci-Cs-alkyl, C,-Cs-alkoxy and CFi;;
unsubstituted and at least monosubstituted phenyl and heteroaryl, the substituents of which |

| are selected from the group consistin_g of halogens, pseudohalogens, C|~C3-alkyl; Ci-Cs-

- 30 alkoxy and CF;; R°CO; CONR''R"'; COOR'%; CF;; halogens; pseudohalogens; NRPR'%, -

~ OR"; 8(0)aR"; SONR'R'%; and NO,;



4 R2 and R3 are .independently fromeach other selected fromthe group
consisting of H, hal ogens; pseudohal ogens; unsubstituted afdiugiisy
nmonosulMe® PARIEH Cl -Cl O al kyl the substituents of whi chPGFEP®AIEEt ed from
the group consisting of OH phenyl, and heteroaryl; 5 OH Cl-Clo-al koxy;
phenoxy; S(O nR19; CF3; CN, N®2; (Cl_4Cz0-alkyl)am no; di (G -Clo

al kyl )am no; (Cl-C6-al kyl)-CONH-; unsubstituted and at | east
nmonosubstituted phenyl - CONH and phenyl - S02- O, the substituents of which
are selected fromthe group consisting of hal ogens pseudohal ogens, CH3
and ne Qox Cl- al k 02- O- unsubsti t ut and at .| east
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selected froth the group consisting of F, OH, C,-Cgalkoxy, aryloxy, (Ci;-Cs-
alkyl)mercapto, NH,, (Cl;Cg—alkyi)amino, and di(C;-Cs-alkyl)amino; C3-Cs-atkandiyl; )
phenyl; beteroaryl; aryl- or heteroaryl-substituted C,-Cy-alkyl; CF3; NOz; OH; phenoxy; '
25 benzyloxy; (Ci-Ce-alky)COO; S(O)mR*®; SH; phenylamino; benzylamino; (Ci-Cyp-alkyl)-
' CONH-; (C,-Cio-alky]}-CON(C;-C4-alkyl)-; phenyl-CONH-; phenyl-CON(C,-Cy4-alkyl)-;
-heteroaryl-CONH-;  heteroaryl-CON(C)-Cy-alkyl)-;  (C-Cio-alkyl)-CO; . phenyl-CO;
' heteroaryl-CO; CF3-CO; -OCHy0-; -OCF,0-; -OCH,CH;0-; -CH,CH;0-; COOR%;
" CONR¥R®; CNH(NH,); SO;NR¥R”; R¥S0,NH-; R¥"SO,N(C,-Cs-alkyl)-; and saturated
30 or at least monounsaturated aliphatic, mononuclear 5- to 7-membered heterocycles

x

containing 1 to 3 heteroatoms selected from the group consisting of N, O and S, which
heterocycles can be substituted by one or more substituents selected from the group

| consisting of halogens, C;-Cs-alkyl, C;-Cs-alkoxy, OH, oxc and CF;, where said

hetefocycles’ can optionally be condensed to the said group Ar or the said group Hetar;

35 wherein all aryl, heteroaryl, Iphenyl,’aryl'—containing, heteroaryl-containing and phenyl-

containing groups, which are optionally present in the said substituents of the said group




- containing groups, which are optionally present in the said substituents of
the said group 8 August 2005 WD 02/ 064545 PCTI EP02/ 01444 8 Angusk2G08e sai d
. group Het 20 02{0844Be substituted by one or nmore substituenPeT®pbretied from
the group consisting of hal ogens, pseudohal ogens, Ct-C3-al kyl, OH,
Ct-C3-al koxy, and CF3; R6 is. selected-fromthe group consisting of: H
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35

- pseudohalogens, C;-Cy-alkyl, C\-Cs-alkoxy and CFs; -

RisHor Ci-Cyp-alkyl;

R%is selected from the group consisting of: C1-Cyo-alkyl which can be unsubstituted or
carry one or more substituents from the group consisting of: F, (C-Cy)-alkoxy, di(CI-C3-
alkyl)amino; and unsubstituted and at least monosubstituted phenyl and heteroaryl, the
substituents of which are selected from the group consisting of c 1-Cs-alkyl, C;-Cs-alkoxy,
halogens, pseudohalogens, and CF; '

RY indepf.;ndently has the same meaning as R;

R" independently has the same meaning as R%;

'R'" independently has the same meaning as R®;

R" is selected from the group conststing of: H; C,-Cg-alkyl; unsubstituted and substituted |

-phenyl, benzyl, heteroaryl, (C,-Ce-alkyD)-CO, phenyl-CO, and heteroaryl-CO, the

substi_tuents of which are selected from the group consisting of halogens, pseudohalogens,
CI-C3-alkyI, C1-Cs-alkoxy, and CF;, aid wherein one or more of these substituents can be

present;




35 C1-C3-al kyl,. G -C3-al koxy, and.CF3, and wherein one or nore of these
substituents can be present; WD 02/ 064545 R14 i ndependent ByAugast 2005 sane
meani ngv@e2/4ks8(s 8 August 2005 PCT/ EP02/ 01444 R15 is sepegkpsdilifam t he
group consisting of. H Cl-Cl4-alkyl ; (C-C3-al koxy)-Cl-C3-al kyl; 5 and
substituted and unsubstituted benzyl, phenyl and heteroaryl, the
substituents of which are sel ected flsomthe group consisting of hal ogens,
.pseudohal ogens, C1-C3-.al kyl, Cl-C3- al koxy, and CF3, and wherein one or
nore. of these substituents can be present; R16 is selected fromthe group
consi stl ng of Cl-Clo-al kyl which can be substituted by one to or nore
substhuandqneséémbrtlmsIﬂfersamemhmmygmnm tonsisting of F, OH Cl-Cg-. al koxy,
~aryl oxy, (C,-C8-alkyl)nmercapto, (Cl-Cg-al kyl)am na and '

di (C1-Cg- al kyl )ami no; CF3; and substituted and unsubstituted phenyl and
het er oBryis se 1o thetareurt eonsistinghp s H;C e Caeilled 621-Cr-alkoxyhieC; - -Qy-aligpl;

con§l Séﬂd"ﬁxb@t"ituﬂﬁ' a%%.%ubsﬁﬁﬁé&jtﬁeg?é gﬁ&g@g aftt hERiAYhe s@stitand) Wpfgﬁ %CF?,

erelep gne or mre of ftutents "can be presen
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meani ngkésy, Bnd 26,308 wuaﬁtelp@mﬁriﬁém of @Hesé BebsHRE:s YRR B ﬁ&se’ih% R16; R20
i ndependent|y has the same neaning as R16; R |ndependently has the sane

“meani ng._as R6; = 25 R22 independently has -the sanme neaning as R7; R23
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‘ and unsubstituted phenyl and heteroaryl, the substituents of which are selected from the |
R group con51st1ng of halogens, pseudohalogens, C;—C3—alkyl C;-Cs-alkoxy and CF3, and
wherein one or more of these Substitutents can be present;
15

: R” independently has the same meaning as RT;
“R¥ independénﬂy has the same meaning as R%;
- 20 R" independently has the same meaning as R'S;
R indepgndeiitly has the same meaning as R'%;
R ‘indépendc;,ntly has the same meaning as RS
25
R* independently has the same mcaping asR’;
R% independently has the same meaning as R?;
_‘30 7. R® independeptly has the same meaning as R’;
st independently has the same meaning as R%;
R iﬁdependenﬁy has the same meam'gg asR'S;

35 '
| R” independently has the same meaning as R'S;




heteroaryl is a 5 to | 0-nmenbered, aromatic, nono- or bicyclic heterocycle
- cont ai ni r\%)one _or nore heteroatoms ‘selected fromthe gro$\usyEs2®i ng of
- N, 0 and¥Y®OH6HE group Hetar is a5 to | O-nenbered, ar REIVEROOMBNO- OF
bi cyclic heterocycle- containing. one or nore heteroatons selected from
~the group consisting of N, 0 and S; amyl is phenyl, naphth-1-y or
napht h-2-yl; 10 the group Ar is phenyl, naphth-I-yl or naphth-2-yl; rnis
.0, 1 or 2with the proviso that, in case R, R2, R3 and R4 are all H R’
IS -not unsubstituted. phenyl, t5 unsubstituted pyridyl, phenyl
monosubst it ut ed with hal ogen, ,5-chl or o- 2- et hoxyphenyl, 5 L
- chl oro- -e%?%glﬁﬁﬁetﬂﬁrb,' me‘ggﬂJF$ﬁ§9@?%ﬂWyBﬁgﬁ§&}c ergey ke KItgiping ope ;| n
case RS drsnorpheterphiomA stlsctad frofHEE group cohsistiptofMEihaadys.or nethyl, R2 is not
methyl or Bis not CH CH3; in case R2 is NO2, R5 is. not 3-chlorophenyl.
+ 20 If, in the compounds of fornula (1), groups or 'substituents such. as,
for &xatpt groupHptar is a1stackbmembered) drpimati¢,angnoe an biogeljir lesarotyckasoataiding i mes,
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ot her.. One exanple is the di (Cl-Cl g-al kyl)am no group in which the alkyl
- subst i t abydis pheil ndphithi- Ughér mephdor-ylli fferent. 25 Al kyl, al kenyl and al kynyl
resi dues can be linear or branched, acyclic or cyclic. This also applies
when they are part of other groups, for exanple in al koxy groups,
- al kaky cthretgoon Ar ig pbemd, mphthri-ploorgraphth<2-ylor when they are substituted. 30
;\I;)(_arrpl es for alkyl groups are nethyl, ethyl, propyl, butyl, pentyl, hexyl,
¢ heptyl, octyl, nonyl, decyl, the n-isoners of these residues, isopropyl,.
i sobut ymisfpbeidyl ;. sec-butyl, tert- butyl, neopentyl, 3,3-dinethylbutyl.
- The term al kyl- here al so expressly includes cycloal kyl residues and

cycl oal k té-‘ al kyl . -resi'_dueseEégl k‘i/l ;Substituted b s.cycl'oal ky,l") -cont ai ni ng at
| 'east t?‘(?/ &ecpPYish thatdraseRarkl & and R’ qage All Hydt Gainky insubssituted phenyd, 35
el obct g DA Phcn Y oA Rbsitlied R RUBKR 5 LU0 2 A PRGN o
o dont i c-“é?“"SFﬁI‘&F‘P?’&ﬁ‘ﬁPﬁ( g"-’@&’?%ﬁﬁ!"?‘yﬁwﬁﬂg 5t quipRlingelo n (eas Ao is

- PCTI EPQatibftid #dis 18t EHGH) Rbiaspotimethoust dromibiy], B isbhitethyF6a Bkt CH-

substi tefredy, EXE RO %), K93 hOERnloRb el |

20 If, in the compounds of fomiula (1), groups or substituents such as, for example, aryl,
heteroaryl, alkyl etc., can be present several times, they all independently from each other
have the meanings indicated and can hence, in each individual case, be identical with or

) different from each other. One example is the di{Cy-Cyo-alkyl)amino group in which the |

- alkyl substitutents can be identical or different, = ‘

25 o | _

Alkyl, alkenyl and alkyny! residues can be linear or branched, acyclic or cyclic. This also

applies when they are part of other groups, for example in alkoxy groups, alkoxycarbonyl

groups or amino groups, or when they are substituted. '

30  Examples for alkyl groups are methyl, ethyl, propyl, butyl, pentyl, hexyl, heptyl, octyl,
nonyl, decyll, the n-isomers of these residues, isopropyl, isobutyl, isopentyl, sec-butyl, tert-
butyl, neopentyl, 3,3-dimethylbutyl. The term alkyl here also expressiy includes
cycloalkyl residues and cycloalkyl-alkyl-residues (alkyl substituted by cycloalkyl)
containing at least three carbon atoms. Examples for such cycloalkyl residues are

35  cyclopropyl, cyclobutyl, cyclopentyl; cyclohexyl, cycloheptyl and cyclooctyl. All

- cycloalkyl groups can be substituted by one or more identical or different (C1-Cqy)-alkyl




_thre

et hyl cycl ohexyl, 4-tert-butyl cycl ohexyl or 2,3-dinethylcyclopentyl..

~ Furthernore, unless stated otherw se, the term al kyl here8fiugysi2¥)Budes
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- substituted by one or nore, for exanple one, two, three or four, identical

or different residues, for exanple yl groups. In substituted al kyl

residues, for exanple arylalkyl, hydroxyal kyl such as -(Cl1-C3)-al kyl -OH or

al koxyal kyl such as -(d - C3)-alkyl-O (Cl-C4)-al kyl, the substituents can
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-unl ess stated otherwi se, the term al kenyl and al kynyl here al so incl udes
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I cal ere resi dues, e ary r oups. . p
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can be present in any desired position. . )

- 25 Examples for C3-Cs-alkandiyl are -CHZCHZCHg- *CHz-CH(CH:;)- -CHZCHgCI-hCHz- and
: JHhCHﬂHhCHﬂ}h—gnmw

If not stated otherwise, the above-mentioned phenyl residues, naphthyl and indanyl
_ residues and héterocyclic residues (including heteroaryl residues) can be unsubstituted or
" . 30 can carry one or more, for example one, two, three or four, of the substituents indicated in
the above definition which can be in any desired position. If in compounds of the formula
(¥) nitro groups are present as substituents, in total only up to two nitro groups are
preferably present in the molecule. In -monosubstitute_d phenyl residues the substituent can
be in the 2-position, the 3-positibn or the 4-position, in disubstituted phenyl residues the
'35 substituents can be in 2,3-position,. 2,4-position, 2,5-position, 2,6-position, 3,4-position or
3,5-position. In trisubstituted phenyl residues the substituents can be in 2,3,4-position,
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2,4,5-position, 2 4,6-position or 3,4,5-position. In fourf&Akgusiadbi t ut ed

- phenyl re¥P#38&54% he substituents can be in the 2,3, 4, 5- pBETEP&N1444he

2,3,4,6- position, or the 2, 3,5,6-position..Tolyl (= nmethyl phenyl) can be
2-tolyl, 3-tolyl or 4-tolyl. Naphthyl ¢gcan be 1-naphthyl or 2-naphthyl. In
nmonosubstituted 1-naphthyl residues the 5 substituent can be in the 2

-position, the 3-position, the 4-position, the 5-position, the 6- position,

~the 7- podi,3,b-position,t h2,6&osities] 2AFRpositionINR6-phstibt vt et 2pasidit. i lfowgsldues
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1, 3- positeipaSitiods foskiBRl ti on, 1,5-position, 1,6-position, 1,7-position,
1,8-position, 2,3-position, 2,6-position or 2,7-position. In the case of
5-nmenbered ring aromati cs contai ning one heteroatom such as, for exanple,

t hi ophen®hoabdvedefinitiohead well b @R foNoaEmgCdfinitionk Relatink toRA6AdvalRA residues :
ival ent ,resi- ived from

25" pyr+ il oY Re hlen® ecsiuls BRanyness paphibylgic apd siispilens ibate
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one adjacent group | s present._in er dadj acent

. . sition L L
group i-PIsIEBe het-RaAsitione 1 S-pasition; drﬁ'PQﬁW%SI,gﬂ?aﬁ@@llsohﬁ@Wﬁl@e,2,E®D@Fl%ryI .

resi dues,6-pedins of V|, PPsitichS 1HUBS caebL50RMAbNEd Ry H'Hﬁﬁticsa%tiihi'ﬁgsorﬁhi ch
are T or pefteSaforh Y0ci? 28 107 eRahple thiobhind oF Rt e o Tree bonds cdn be in 238
position, 2,4-position, 2,5-position or 3,4-position. A divalent residue derived from
25  pyridine can be a 2,3-, 2,4-, 2,5-, 2,6-, 3,4- or 3,5-pyridinediyl residue. In the case of
unsymmetrical divalent residues the present invention includes all positional isomers, i. e.,
in the case of a 2,3-pyridinediyl residue, for example, it includes the compound in which
the one adjacent group is present in the 2-position and the other adjaceht group is present
in the 3-position as well as the compound in which the one adjacent group is present in the

30  3-position and the other adjacent group is present in the 2-position.

Unless stated otherwise, heteroaryl residues, heteroarylene residues, heterocyclyl residues
and rings which are formed by two groups bonded to a nitrogen are preferably derived
from heterocycles which contain one, two, three or four heteroatoms which can be
35  identical or different; more preferably 'they are derived from heterocycles which cohtain
one, two, or three, in particular one or two, heteroatoms which can be identical or different.




from heterocycl es which contain one, two, three or four heteroatons which
can be 35 identical or different; nore preferably they are8dwigusedP0Srom

“ het er ogye bBessd3i ch contain one, two, or three, in partpCukprpg or two,
het er oat ons whi ch can be identical or different. WO 02/ 064545 -10 8 August
2005 PCT/ EPO2/ 01444 Unl ess stated qtherw se, the heterocycles can be

_ monocyclic or polycyclic, for exanpl*®~ nonocyclic, bicyclic or tricyclic.
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b0 at hgmyples anclude, for example, the saturated heterocycles pyrrolidine, piperidine,
piperazine, morpholine and thiomorpholine. The degree of saturation of heterocyclic .

. groups is indicated in their individual definitions. Unsaturated heterocycles can contain, for '
example, one, two or three double bonds within the ring system. 5-membered rings and 6- | )
membered rings can in particular also be aromatic. '

25 |

 Substituents which may be derived from these heterocycles can be attached via any
suitable carbon atom. Residues derived from nitrogen heterocycles can carry a hydrogen
atom or a substituent on a ring nitrogen atom, and examples include pyrrole, imidazole,

: pyrrolidine, morpholine, piperazine residues, etc. Those nitrogen heterocyclic residues can

30 also be attached via a ring nitrogen atom, in particular if the respective heterocyclic 7
residue is bonded to a carbon atom. For example, a thienyl residue can be present as 2-
‘thienyl residue or 3-thieny! residue, a furyl residue as 2-furyl residue or 3-furyl residue, a_
- pyridyl residue asi—pyridyl residue, 3-pyridyl residue or 4-pyridyl residue, a piperidiny!
 residue as 1-piperidiny! residue (= piperidino residue), 2-piperidinyl residue, 3-piperidinyl
35 residue or 4-piperidinyl residue, a (thio)morpholinyl residue as 2-(thio)morpholinyl.
'- residue, 3-(thio)morpholinyl residue or 4-(thi6)morpholinyl residue (= thiomorpholino




. suitabl e carbon atom Residues derived fromnitrogen . heterocycles can
carry a \¥dro&a atom or a substituent on a ring nitrogen Baugst

- exanpl es WA BH&*Dyrrol e, im dazole, pyrrolidine, norphabCTERO2MIpEr azi ne
resi dues, etc. Those nitrogen heterocyclic residues can 30 al so be attached
“via aring nitrogen atom in particulgy_if the respective heterocyclic
residue is bonded to a carbon atom For exanple, a thienyl residue can be
present as 2- thienyl residue or 3-thienyl residue, a furyI residue as
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ni t noge preseitak ppNgineN-okass. al so be present as N-oxides or as quarternary
salts containing a counterion which is derived froma pharnaceuti call y

- acceptabl e acid.. Pyridyl residues, for exanple, can.be 15 present as ‘

“pyri di ndlalgen :mmnnbiaihdxgm bromfihe ek dlines PleférhBI§ fubfiRebAgGsR! 1 odi ne, |
preferably fluorine or chlorine. Exanples for pseudohalogens are CN and N3,

a preferred pseudohal ogen s CN. 20
Examples for pseudohalogens are CN and N3, a preferred pseudohalogen is CN.

20
: The present invention includes all stereoisomeric forms of the compounds of the formula
(I). Centers of asymmetry that are present in the compounds of formula (1) all
~independently of one another have S configuration or R configuration. The invention

’ ‘includes all possibiev' éhantiomers and diastereomers and mixtures of two or more
25 stereoisomers, for example mixtures of enantiomers and/or diastereomers, in all ratios.
- Thus, compounds according to the present invention which can exist as enantiomers can be

- present in enantiomerically pure form, both as levorotatory and as dextrorotatory
antipodes, in the form of racemates and in the form of mixtures of the two enantiomers in

all ratios. In the case of a cis/trans isomerism the invention includes both the cis form and

- 30 the trans form as well as mixtures of these forms in ail ratios. Al these forms are an object
of the present invention. The preparation of individual stereoisomers can be carried out, if
desired, by separation of a mixture by customary methods, for example by Chromatography

or crystallization, -by the use of stercochemically uniform starting materials for the
synthesis or by stereoselective synthesis. Optionally a derivatization can be carried out

35  before a separation of stereoisomers. The. separation of a mixture of stereoisomers can be
' carried out at the stage of the compounds of the formula (I} or at the stage of an
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. formula (I) simultaneously contain acidic and basic groups in the molecule, the invention

also includes, in addition to the salt forms mentioned, inner salts or betaines (zWi_tterions).c o )
The respective salts according to the formula (I) can be obtained by customary methods '
25  which are known to the person skilled in the art like, for example by contacting these with
an organic or inorganic acid or base in a solvent or dispersant, or by anion exchange or .
cation exchange with other salts. The present invention also includes all salts of the
compounds of the formula (I) which, owing to low physiological compatibility, are not
directly suitable for use in pharmaceuticals but which can be used, for example, as
.30 - inténnediates for chemical reactions or for the preparation of pharmaceutically acceptable -
salts.

The present invention furthermore includes all solvates of compounds of the formula (I),
for example hydrates or adducts with alcohols, active metabolites of the compounds of the
35  formula (II), and also derivatives and prodrugs of the.compounds of the formula (I) which.. .
-contain physiologically tolerable and cleavable groups, for example - esters, amides and I-
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R’ is preferably selected from the group consisting of: H; C,-Cy-alkyl; C;-Cy-alkoxy; CF3;

20  halogens; pseudohalogens; (C1-Cq-alkyl)-S(O}n-; 'and unsubstituted and at least .
monosubstituted phenyl and heteroaryl, the substituents of which are selected from the
group consisting of halogens, pseudohalogens, Cy-Cs-alkyl, C;-Cs-alkoxy and CFa, where
heteroaryl is selected from the group consisting of 5- and 6- membered heterocycles
containing one or more heteroatoms selected from the group consisting of N, O, and S; R'

25 is more preferably H, halogen or C;-C4-alkyl. '

R? is preferably selected from the group consisting of: H; halogens; pseudohalogens; and
C;-Cs-alkyl; R? is more preferably H. '

30 R? is preferably selected from the group consisting of: H; halogens; pseudohalogens; and
C;-Cs-alkyl; R is more preferably H.




acceptable salts. In preferred enbodi nents of the present i nvention, the
substituents R to.R5, A and B and the groups aryl and heﬁéuswstﬂooéf t he

f or mul o doskagdependent |y from each other have the 15 fuydspbiighgeani ngs.
Hence, one or nore of the substituents R to R5 and A and B can have the

preferred meanings, the nore preferred nmeanings, the even nore preferred
meani ngs, the nost preferred meant hys, or the particularly preferred
neanings glven below. R is preferably sel ected fromthe group consisting
of H, :
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8 August 2005 PCTI EP02/ 01444 R4 is preferably selected fromthe group

consisting of H O -C4-alkyl; Cl-C4-al koxy; CF3; hal ogens; pseudohal ogens;
(d- Qk’adk%ﬁe-lﬁpﬁhﬁhlarﬁaﬁmnsubstltut ed and at | east nonosubstituted
phenyl and heteroaryl, the substituents of which are selected fromthe )
gi®oup consisting of hal ogens, pseudohal ogens, Cl1-C3-al kyl, Cl-C3-al koxy and -
CF3, where 5 heteroaryl is selected fromthe group consisting of 5- and 6-
menbeAeld peferblycsetdctssl framrthe graupgonsisting ofiCHe and (GHOHS Ants is phagictbd from t he
gr oupg glgnsi sting of N, 0,-and S; R4 is nore preferably H, hal ogen. or. ‘
Cl-C4-alkyl; R4 is nost preferably HH R to- R4 are in particular each H
10 Ais preferably selected fromthe group consisting of CH2 and CHOH, Ais
in particular CH2. B is preferably selected fromthe group consisting of

S CH2 aBQs pieféraBly sBletted ffond el g:su;k éénslstmg of CH, and CH—CH3 Bisin partlcular ,
15 CHz :

L Ris preferably selected from the group consisting of: a group Ar or a group Hetar both of
which can be unsubstituted or carry one or more substituents selected from the group
o cohsistin’g of: halogens; CN; NHy; unsubstituted and at least monosubstituted C;-Cg-alkyl, ,
20 Cp-Cg-alkenyl, C»-Cg-alkynyl, C;-Cg-alkoxy, (C;-Cg-alkyl)amino, di(Cl-C'g-alkyl)a:ﬁino, ' )
the substituents of which are selected from the group consisting of F, C,-Ce-alkoxy, '
phenoxy, (C,-Cs-alkyl)mercapto, NH;, (Cy-Ce-alkyl)amino, and di(C;-Ce-alkyl)amino; Cs-
. Cs-alkandiyl; phenyl; hcteroaryl; phenyl- or heteroaryl-substituted C,-Cj-alkyl; CF3; OH;
phenoxy; benzyloxy; (Ci-Ce-alkyl)COO; S(O)m(CIl'Cﬁ)-alkYI; S(O)m-phenyl; S(O)n-
25  heteroaryl; SH; phenylamino; benzylamino; (C;-Cg-alkyl)-CONH-; (C;-Cﬁ-alkyljf
' CON(C,-Cy4-alkyl)~; phenyi-CONH-; phenyl-CON(C-Cs-alkyl)-; heteroaryl-CONH-;
heteroaryl-CON(C;-Cy-alkyl)~; (Ci-Ce-alkyl}-CO; phenyl-CO; heteroaryl-CO; CFs-CO;
-OCHzO-; .-OCon-; -0CH2CH20-; -CHzCHzO-; COO(C;-Cs-alkyi); -CONHz;
- -CONH(C;-Cs-alkyl); -CON(di(C;-Cg-alkyl)); CNH(NH,); -SO.NH;; -SO.NH(C,-Cs-
30 alkyl); -SO;NH(phenyl); -SOzN(di(C;-Ce-alkyl)); (C,-Cg-alky)SO;NH-;  (C;-Cs-
alkyl)SO,N(Cy-Ce-alkyl)-; phenyl-SO.NH-;  phenyl-SO;N(C,-Cg-alkyl)-; heteroaryl-
SO,NH-; heteroaryl-SO;N(C;-Cg-alkyl)-; and saturated or at least monounéaturated
aliphatic, mononuclear 5- to 7-membered heterocycles containing 1 to 3 heteroatoms
selected from the group consisting of N, O and S, which heterocycles can be substituted by
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) (pheny) -SOzN(dl(Cl-C4-alkyI)), (Cr-Cy-alky)SO,NH-; (Cl-C4-
20 alkyD)SO.N(C 1-Cs-alkyl)-; and saturated or at least monounsaturated “aliphatic, -
mononuclear 5- to 7-membered heterocycles containing t to 3 heteroatoms selected from
.. thegroup consxstmg of N, O and S, which heterocycles can be subst:tuted by one or more
- ) substituents selected from the group consisting of halogens, Ci-Gs-alkyl, C,-Cs-alkoxy,
* OH, oxo and CF;, where said heterocycles can optxonally be condensed to the said phenyl
25  or the said group Hetar; wherein all heteroary, phenyl, hetercaryl-containing and phenyl- -
~ containing groups, which are optionally present in the said substituents of the said phenyl
or the said group Hetar, can be substituted by one or more substituents selected from the
group consisting of halogens, pseudohalogens, C;-Cs-alkyl, OH, C,-Cs-alkoxy, and CFs;

30 - R’ is even more preferably selected from the group consisting of: phenyl or a group Hetar
both of which can be unsubstituted or carry one or more substituents selected from the
group consisting of: F; Cl; Br; C,-Cs-alkyl; C;—C;—alkoxymethyl 2-amino-3,3,3-trifluoro-
propyl-; CF3; C3-Cs-alkandiyl; phcnyl heteroaryl; benzyl heteroaryl-methyl; OH; C,-Cs-
alkoxy; phenoxy; trifluoromethoxy; 2,2,2-t_nﬂuoroethoxy, (C1-Cys-atky)COO; (C-C3- -

35 alky)mercapto; phenylmercapto; (C;-Cs-alkyl)sulfonyl; phenylsulfonyl; NH»; (C;-Cy-




C2- C6- al kenyl, C2-C6-al kynyl, G -C3-al koxy, (G -C4-al kyl)am no,
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phenyl-1H-pyrrole-3-yl, 2,5- dimethyi-1-pyridin-4-ylmethyl-1H-pyrrole-3-yl, 2,5-dimethyl- .
2H-pyrazole-3-yl, 2,6-dichloro-pyrid-3-yl, 2,6-dimethoxy-pyrid-3-yl, 2,6-dimethyl-pyrid- ' ’)
3-yl, 2-amino-4 6—d1methy1-pyr1d-3-yl 2-amino-6- chloro—pynd-B-yI 2-amino-pyrid-3-yl,

25 2-ch]oro-6-methyl-pynd—3-yl 2—chioro-pynd-4-yl 2-cyclopropyl-4-methyl-thiazole-5-yl,
2-dimethylamino-4-methyl-thiazole-5-y1, 2-d1methylamino-pyrid.—4—yl,' 2-ethyl-5-methyl-
2H-pyrazole-3-yl, 2-hydroxy-6-methyl-pyrid-3-yl, 2-methyl-1H-benzoimidazole-5-yl, 2-
methyl-3H-benzoimidazole-5-yl, 2-methyl-pyrid-3-yi, 2-mcthyl-64u'iﬂuoromethyl;pyrid-3-
yl, 2-methyl-thiazole-5-yl, 2-morpholin-4-yl-pyridin-4-yl, 2-morj)holin—4-yl-pyrimidiné-5-

30 - yl, 2-pyrrolidin-1-yl-pyridin-4-yl, 3,5-dimethyl-1H-pyrazole-4-yl, 3-amino-5,6-dimethyl-
pyrazine-z-yl, 3-amino-5-methyl-pyrazine-2-yl, 3-amino-pyrazine-2-yl, 3-dimethylamino-
4-methyl-phenyl, 3-dimethylamino-phenyl, 3H-benzoimidazole-5-yl, 1H-benzoimidazole-
5-yl, 3-methanesulfonylamino-2-methyl-phenyl, 3-methanesulfonylamino-phenyl, 3-
methyl-isoxazole-4-yl, 3-morpholin—4syl—pheriy], 3—15iperidin-1 -yl-phenyl, 3-pyrrolidin-1-

35 yl-phenyl, 4-(2,2,2-trifluoro-ethoxy)-phenyl,  4,6-dimethyl-pyrid-3-yl, 4-amino-2-
ethylsulfanyl-pyrimidine-5-yl, 4-amino-2-methyl-pyrimidine-5-yl, 4-chloro-3-
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W bensor BRSNS 30 Bttt Stie Bl tutaibraigs,

© 2, 4- di me6mydthylaminotpyrdring-2-yR, 46-tiettelpytid-3oyl; | n-tionshoBinyd-yl-pyrid-3-y1, ~ 6-

honyl - PRSI SEBYAG 3, idd)] ”F%dﬁlref% 8 fﬁﬂﬁ?‘#ﬂﬂ'ﬁéﬁr 3 e“y' '
d| rrermldlr@i-‘? Yyr azol é-laetwlSlﬂ@DB Rhﬁn:ﬂl or o- pﬂrﬂthisd&ﬂfany phenyl 3-

ammn g%@@l&éydﬁiﬁohflﬁgeﬂﬁgyr Izé(ljﬁle% &zﬂwnr%@p(t{éngr 3- ﬂéthoxycarbon)élphenyl 4-

| [ or 0- Py |
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2-cycl Oplﬁﬂfﬂ H-thiephotle: 2-?1' aﬂ@ﬂoﬁm@-ﬂlﬂorophenyl 4-methoxyphenyl 4-ethoxyphenyl
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l{ Ey:rpglﬁflggl&%hgrga %[ ng%@(}}y] %n{béﬁenﬁlﬁorlon?ﬁ%l-tﬂ%ph&esi—yy pyridine-3-yl,
“for| phcrmnmm&yl, p‘b‘ﬂﬂﬂ@mﬁhﬂ Ig-engu 4- pl}nnm)phdnyi, mmmnmnx,ll; 2-
| TS ¥bsHe tLli?le‘ﬁf - BroRice2- ﬁuéﬁ:ouph%nﬂm Tn-gﬁlgglo?%%n%?'f ﬁ‘{éh{or&-x&g&hng‘i#fla 14-

nlﬂswibmﬁ ey hers Ahlaie-A dn%ihﬂr@henylaﬁr@@thszhﬁnahz?owmsyyirmemyr-lo'
enzqinghylazol e- 2-5ce\zéxy43eﬂmi§1 yl fonylza:me %Zﬁﬁﬂmxypaam 4-
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‘ Tet hanesod 8 drdittdoiorenpdiblthiophehecdylor o- 3- sul f anoyl - phenyl ,

- met hyl - 3- net hyl am no- phenyl, 4-nethyl-thiazole-5-yl,. pyri di ne-2-yi,

:¥5,6, 7,8 tetrahydro-quinoline-3-yl, 5-anino-

25  Heteroaryl is preferably a 5 to 10-membered, aromatic, mono- or bicyclic heterocycle

' contajning one, two or three heteroatoms selected from the group consisting of N, O and S;

heteroaryl is most preferably selected from the group consisting of: furyl, pyrrolyl, thienyl,

thiazolyl, isothiazolyl, oxaiolyl, isoxazolyl, pyrazolyl, imidazolyl, pyridazinyl, pyrazinyl,

~pyridyl, pyrimidinyl, benzoimidazolyl, benzthiazolyl, benzoxazolyl, quinolinyl,

30 isoquinolinyl, - quinoxalinyl, quinazolyl, indolyl, benzofuranyl, benzodioxolyl,
* benzothiophenyl, and indazolyl.

The group Hetar is preferably a 5 to 10-membered, aromatic, mono- or bicyclic
heterocycle containing one, two or three heteroatoms selected from the group consisting of
35 N, Oand S; the group Hetar is most preferably selected from the group consisting of: furyl,
pyrrolyl, thienyl, thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, pyrazolyl, imidazolyl,




1 -phenyl -1 H pyrazol e-4yl, 5-nethanesul f onyl - 2- net hyl pheny| ,. 5-met hyl -1
-phenyl -1 H pyrazol e-4-yl, 5-nethyl-isoxazol e-3-yl . rreﬁtﬂﬂgupfyaqoﬁ 3yl ,

5- met hyly @ykaas ne-2-yl, 6 5 chloro-pyrid-3-yl, 6-cyano -HOmEE281:M1,

6- di met hyl am no- pyri d- 3 yl, 6-ethynyl pyrid-3-yl, 6-nmethoxynethyl-pyrid-3
yl, 6-nmethoxy-pyrid-3-yl, 6- met hyl - 2- net hyl am no pyrid-3.-yl,

6- met hyl am no- pyr azi ne- 2-y| , 6-met h‘%rpyri d- 3-yl, 6-norpholin-4-yl
pyrid-3-yl, 6- pyrrolidin-i-yl pyrid-3-yl, imdazo[l, 2- a] pyri di ne-2-yl,

4. ot hpy ST, BIHERY P, CarR e pr AR b AR B pheny!

3- et hguiteinpp r‘sdqnh@nujd q&noﬁtlin@lgmﬁxﬂdzolyyl intelyl; lbenzbfranyh)-bénzddieobpheny| ,

- 2, 3-di_chl or.ophen 0- 4- (propane- 2-sul fonyl) - thlophene 2-yl,
4- br okﬁ“@‘%‘ﬂ&bﬁ”@%ﬁgﬂﬁf (y)lrrret hoxyphenyl , 4-ethoxyphenyl, ' 3-met hoxyphenyl

3- et hoxyphenyl, 2-nethyl -t hi ophene-3-yl, 3-chloro-4- nethyl-thlophene- 2-yl,

- 5-br ono- thiophene 2-yl, 5-chloro- thiophene 2-yi, 5-nethyl-thi ophene-2-yl, 4
15 met hyl -t hi ophene- 2- yI 3- et hyl -t hi ophene- 2- yI 5-acetyl -t hi ophene- 2-yl,

pyﬁldmnglspvﬁhmbeMKMWhe 4-yl, 4-trifluoronethyl - phenyl

4- et hyl am nophenyl , 4- nethylan1nopheny| 2- am. nophenyl :

4- br onp- 2- f | uor o- phenyl 2-ch|oro-pheny| 3-chl or o- 4- nethyl-phenyl[ 4-

chl oro-3-neth l henyl 2-ch|oro-3-nethyl-phenyl, 2- met hyl - phenyl ,

2- acepbﬁvﬂﬂ&ﬁé)h pr2 phenyl, 2- acet oxy- 4- et hoxy- phenyl, 2-acet oxy- 4- nmet hoxy

phenyl, 4-, 20 trifluoronethylsul fanyl - phenyl, naphthal ene-2-yl, 1, 1

-dinethyl-indan 4-yl, 3- isobutyryl am nophenyl,

352 Pt oS AT SI or i B BIORS Hontn {%1‘6&?9,‘8%%2? o
~ angl 3%mmedmatnmgmpb]mme m:ﬂfemi megaungszsher@tearmmrefege mgaBingbly a 5 to
10- me elﬁﬁ&{pr fgrg‘?mrehrﬁn%smf'ﬁg %ﬂ%@éﬁn@@hﬁ%ﬁﬁﬁ@ﬁéﬁmﬂ%ﬁb& fegoone, two

or th ons SeT écte group consisting of N, O and S

het er ampYject of thopresqnt éfventigit y sel ected from the group consisting of. furyl
pyrrolyl, thienyl, thiazolyl, isothiazolyl, oxazolyl, isoxazolyl,
pyrazolyr, |n1dazolyl pyrlda2|nyl pyra2|nyl pyrldyl pyr|n1d|nyl

- benzo'l\/[ﬁsﬁlaﬁx@feﬁ'cd &ﬁﬂﬁ({lﬁd@zﬁhmﬂfngbwghﬁagéﬂeﬂ foﬁuulgol(l)ﬁﬁh aidp dfsthgiri nol | nyI
ui noxal | nazo i ndo enzof.ur-a enzo
b oPRTEPBIsg LoHAIor FRUiT Jieriofia 10 JaUe LA bhatar Aoy pofeprable,

.10- mregdigriketecfparerseleced fivhnte geouplionyistingof: heterocycl e containing one, two
or three heteroatons selected fromthe group consisting of 35 N, 0 and S;

. the group Hetar is nost preferably selected fromthe group consisting of:

L;; 'glz%lr vﬁXn ?3‘, ‘géﬁz'lglho MYAEE%‘%%? brohﬁoﬁ@pﬁéﬁ YlcartO% FROA%Y indaiOXazol Y1,

ylamide, 2-hydroxy-N-mdan-2-yl -4-methyl-benzamide, 4-ethylsulfanyl-N-indan-2-yl-
20  benzamide, 2,2-difluoro-benzo[l,3]dioxole-5-carboxylic acid indan-2-ylamide, 2,5- )
 dimethyl-1-pyridin-4-ylmethyl-1H-pyrrole-3-carboxylic ~acid indan-2-ylamide, ° 2,3-
dihydro-benzofuran-5-carboxylic acid indan-2-ylamide, - 1H-indole-6-carboxylic acid
indan-2-ylamide, acetic acid 2-(indan-2-ylcarbamoyl)-5-methyl-phenyl ester, 2-amino-N-
indan-2-yl-benzamide, 2,5-dimethyl-1H-pyrrole-3-carboxylic acid indan-2-ylamide, 5-
25 methyl-thiophene-2-carboxylic acid indan-2-ylamide, 3-chloro-4-methyl-thiophene-2-
carboxylic acid indan-2-ylamide, 3-methyl-thiophene-2-carboxylic acid indan-2-ylamide,
N-indan-2-yl-4-methylamino-benzamide, . N-indan-2-yl-4-methylsulfanyl-benzamide, 3-
chloro-4-(propane-2-sulfonyl)-thiophene-2-carboxylic acid indan-2-ylamide, 5-methyl-1-
phenyl-1H-pyrazole-4-carboxylic acid indan-2-ylamide, ' 5-acetyl-thiophene-2-carboxylic
30 acid indan-2-ylamide, and 2-chloro-N-indan-2-yl-6-methyl-nicotinamide.

In another embodiment of the present ihvention, the substituents R’ to R>, A and B and the
groups aryl and heteroaryl according to the formula (I) have the following meanings.




- WD 02/ 064545 PCT/ EP02101444 -18 pyridazinyl, pyrazinyl, pyridyl,
pyri m di nyl, benzoirnidazolyl, benzthiazolyl, benzoxazol yl 3AUQG'§'{'2Q§15| nyl,
.1 soqui nol MMH2/0645d% noxal i nyl , qui nazolyl, i ndol yl, benzof uramry2/01444
benzodi oxol yl, benzot hi ophenyl, and indazol yl. Ar yl is preferably phenyl m
~is preferably 0 or 2. Conpounds of theld‘orrrula (1) in which sonme or all of
the above-nentioned groups have to the preferred meanings, the nore
_ preferred nmeani ngs, the even nore preferred neanings, the nost preferred
meani ngs, or the particularly preferred neani ngs defined above are also an

obj ect of_;t present invention. Mst. preferred conpounds according to the
; gener al r"H’g |1-51dePFwiegHyf{ﬂmWb|qﬂler§@ecg@tbﬁ'@@|th@mup@ommtm ofir i xtures

t her €of iHy mybsluaitetd)am at msmanmc;auﬁueaatt L€, 2H62PEA) RalkeR) tadd tdengof . are

| ect ed ¢
N et ahiRgn, SRR iR oBted froms the o eansistng REF 2O CrSiey 1 | o
Zci ?hs Pdaﬂeoity, Waﬁs—d&yl)mempmop@NNcmaﬁ- TONR'R¥mainsybstinga amddet least
e S
St B el R o ndBhoRR AR Hsiruonss of whieh,ars splested fiom hey-
di met hy| graupy pongisHog, - h@lpasns Inae'{mhabg@m Cafpalkyl, | €|~él§+aﬂcomdaml- LFy) ani de,
"2, 3- dhﬁ'é(lgiitﬁuﬂ@@ Bﬂ@éﬂléa%ﬂnﬁnﬁﬁib@t%i@d' agd 'hglg&ﬁiﬁ' dﬁlﬁjcnts of which

1H-|ndole 5 |c acid 1ndan- -yI am acetltc acl
2- (i ndan®g- S§ {he) grauprsppsisting of fialogens, diseudphalepens, Ki-Cs-alkyl, C;-Cs-

. ndarp 2- glkegemﬁeﬁc@ @{otmé’nhylcocbkﬁycml RrckeR@eNddhhal gt @lIR”R“

. dan 2- é&%@?‘ ﬁg i yd é}@gﬁhene -carboxylic acid i ndan- 2- yl am de,

{ chI or 0-'4- F t 6%?! boxylic acid indan-2-yl am de,

3 met hyl -t hi ophene- 2- car boxyl i c acid indan-2-yl ani de,. -

. N-i ndan-
N i nda n-%-ﬁi I? a?@fnrli]l y]}t’ﬁﬁ}rp.gf Zggénﬂz (g%erdsg{ectgd from the group consisting of:

- chl or o- 4 é@l@gﬁm@szu@mogm, yngybistitutedrand2at deash mopbsubstititall Cpdaalkst theam de,
5- mejshy| su'bst teéiwwméﬁrexél%&ea $roftj (e ghﬁlﬁ
5-acetyl - lcﬁﬂl.; e rboxyl | co Cl )@‘Dh% %&Qﬁ%m?f Xﬁ@ﬁ@tgr%aryl
2- chl or R I’f"rﬁ? Xy} P Q‘Wéﬁ’h WO )mRso,t CharfNe NQ:p; (@n@&f?@fﬂhﬂhﬁiﬂld@t@@f t he
present alkylﬁﬁﬁndgr(clida%ﬂ@ﬂbeoneﬂﬁﬁuﬂgnu&éﬂ B@d af\1&Rd nﬁ»n%%sﬁﬁ?ed %éﬂxps aryl
-and het%@gﬁyﬁﬁ?d‘%@gﬁé Cél,a]tz_leforrrula tl vethefol OW- N ahings. 8
August F RO pCPFERPS e 40 ”‘T‘EF eatglepied afrem; fge FMBent | v
from eachngstigr of ehalogend, fpseuddhalvgeny)ULH; 088d Shlethdx9f (Ci-Cs-alkyl)SO-O-;

20 unsubstituted and at least monosubstituted (C;-Cs-alky!)CO, the substifuents of which are .
selected from the group cousisting of F, di(C;-Cs-alkyl)amino, pyrrolidinyl and
piperidinyl; and phenyl-CO, the phenyl part of which can be substituted by one or more

) R substituents from the group consisting of C,-Cs-alkyl, halogens and methoxy;

25 A is CHp, CHOH or CH-(C,;-Cs-alkyl);
B is CH, or CH~(C;-Cs-alkyl);

R® is an aryl or a heteroaryl group which can.be unsubstituted or carry one or more

30 substituents selected from the group consisting of: halogens; pseudohalogens; Ci-Cio-
alkyl; Cs;-Cs-alkandiyl; phenyl; phenylsubstituted C;-Cg-alkyl; CF3; OH; C-Cyg-alkoxy;
phenoxy; benzyloxy; CF30; (Ci-Cio-alky)COO; S(O)R™; (Ci-Cio-alkyl)amino; di(C;-

. Cw—alkyl)amino; (Cl-Cm-alkyl)-CONH-; (C;-C.o-alkyl)-CON(C;—Cg—a'lkyl)-; (Cr-C]o-
alkyl)-CO; CF3-CO; -OCH,0-; -OCF,0-; -OCH,CH,0-; -CH,;CH,0-; phenylamino;

35  phenyl-CO; COOR?; CONRZR®; SO;NR*R%; and aromatic or aliphatic, mononuclear 5-
to 7-membered heterocycles containing 1 to 3 heteroatoms from the group consisting of N,




H; unsubstituted and at | east nonosubstituted Cl-( o-al kyl, C2-C o-al kenyl
and C2-Go- alkynyl, the substituents of which are sel ect el Augush2088 group
consi siigeyedisfs: OH Cl-C6- 5 al koxy, (g -GC6-alkyl) ner captapofay444COOR6,
CONR7RS, unsubstltut ed and at | east nobnosubstituted phenyl and heteroaryl,
t he substituents of which are selected fromthe group consisting of

. hal ogens, pseudohal ogens, Cj-C3-allfl-, Cy- C3-al koxy and CF3;
unsubstituted and at | east nonosubstituted phenyl and heteroaryl, the

substituents of which _are selected fromit p_consistin I ogens,
pscudoRmd N e eSsuFiGHed e e R SRS P LA R

So2NR e, OF RAg0: B ymacgﬁ?mg Qmiylogmumgaa : Fﬁé@]ﬁg gct ed
from t FRAGYRIGE BEURs | Qqﬁﬂm& © PI'CS g‘ﬁ pg’g%%%h Fsogfeglgec unsg}gtst?tut ed
and at hdieatyl Fengsudat be stestinded GF- aiekyt mdre grous saltsted figenhelogensahi ch are

sel ect ed fr t he Qr phenyl, and heteroaryl; - OH
' ﬁek‘?)%?in r(l'g fua?lgf(lot?}ﬁ%h&&,?nd 3’NOZ;_ (Gi - G- al kyl ) ani no: -
d| (C, C6- al kyI )a| nino;. (g -C6-alkyl)-CONH; unsubstituted and at | east
rmnosuﬁs;slﬁgf 'b' H and phenyl - S02- G-, the substituents of which
are selecté 7% the roup consisting of hal ogens, pseudohal ogens, CH3
- and net hoxy;. (g - CG al kyl ) S@2- O ; 20 unsubstituted and at .| east

rmnosuﬁsfslsuég@giﬁﬁ,@m@@r@b@hglﬁmgdfhe substituents of Whl ch are selected

i Bor 1 Sy1Coll Ry pbr SR Bl Bl ol beouticiia U,

one orwh@ti eash bﬁ thet afen&hmnﬁmmm awmatg;r gropps osbs uusngstltﬂtednor CRTY: [ORE OT

i ( Crners by van o 0 efdub Sottine o Fkdelh, Eibibidofete TR MR O] O ©

substld’Jya&(qunddélFal;y one or nore. - 30 substituents selected fromthe group.
consi sting of hal ogens; pseudohal ogens; C,-Cl10 al kyl; C3-C5-al kandiyl;
phenyl ; phenyl substituted Cl-C4-al kyl; CF3; OH (-Cio-al koxy; phenoxy;

. berszy| BlagH araeCselyL O o- al kyl ) COO, S(O) nR20; (Cl- C10-al kyl ) ami no; di (G -
‘g o-al kyI yam no; (g -G o-al kyl)- CO\IH— (C, -Clo-al kyl)-CON(Cl - C3-al kyI ) -

(C - aI k 2. CI:FZO - OCH2 CH
phenyl%nisn%l' 85“‘?5](1@@!%:1 ‘@E‘) d@l '@gmegﬁggar omatic or
al i phagrogp EBRRMAG! @ (ﬂl@CIZCgranngammmem ou;zmbelstutﬁdntaldmai lgast o 3

P b norabsiiasted pheny? Q4R 002115 18 %uBiithbnt of WA ard WRcte BB/ BE4545
20  group consxstmg of Cl—Cg-alkyl Cl-Cg—alkoxy, halogens pseudohalogens, and CF3;

R independentiy has the same meaning as R”;

N

R!! independently has the same meaning as R®;
25 '
" R'"independently has the same meaning as RS,

R” is sélectcd from the gfoup consisting of: H; C;-Ce-alkyl; and unsubstituted and
‘ subétituted- phenyl, benzyl, heteroaryl, phenyl-CO, and heteroaryl-CO, the substituents of
50  which are selected from the group consisting of halogens, pseudobalogens, Cy-Cs-alkyl,

C,-Csz-alkoxy, and CF3, and wherein one or more of these substituents can be présent;

R™is H or C;-Ce-alkyl;

.35 RY is selected from .the group consisting of: H; C;-Cg-alkyl; and substituted and
unsubstituted benzy!, phenyl and heteroaryl, the substituents of which are selected from the




~-20 O and S which can be substituted by one or nore substituents fromthe

group consisting of hal ogens, Cl-C3-al kyl, Cl-C3-al koxy afidugpst:20@8fier ei n
al |  phenyWwograess and phenyl - contai ni ng groups whi ch nay pbg/mpogearat in the
said substituents of the said aryl or heteroaryl groups can be substituted
by one or nore groups selected from hal ?gens, 5 pseudohal ogens,

Cl- C3-al kyl, Ci1-C3-al koxy, and CF3; R6 2l s H Cl-C6-al kyl or benzyl; R7 is
selected fromthe group consisting of 10 H;, Cl-C6-al kyl which can be

nmor e subswhareierons of meme oftbesgsobatitismissiantbiepgeseht; hal ogens, pseudohal ogens,

 The 4 or et eaEding; ot iosens i8EEDHalog B GIRGHER VuiceGMporand Pini,

" Cl-C3-alkyl, Cl- C3-alkoxy and CF3; 15 R8 is Hor Cl-C6-alkyl; R9 is

Cl- C6- al kyJ, which can be unsubstituted or carry one or nore substituents
from t he Rgrisugslectadsifiom the eroup reonsisting of: €3:-Gé-’kyly £Hsn@nd apvbstitatedbard t ut ed

"and ats | aaghbstifREPshES! iddhsoRYE N sibRGubAL ST WMicH are SE18ctsd Bot R Of

" which are selected fromth

™,

e roup consi stj:ng of d -C3-al kyl, .
Cl1- C3-al m,stlfrfaﬁg&é?ﬁsp&@@@mﬁﬁagweﬁs-?az@ﬁﬁ&egw, om@nﬂﬁép@mh%w has
the sane dieaninfge aSthB% subffitudnts bgepepdsamt] y has the sane meaning as R8;
R12 independently has the sanme neaning as R6; R13 is selected fromthe
group consisting of H Cl-C6-alkyl; and unsubstituted and substituted
phenyl , Rhindependently besrthd sameireeaninge® Rand het eroaryl - CO, the substituents

~of 3 oWhich are selected fromthe group consisting of halogens,

pseudohal ggens, Cl-C3-al kyl, O -C3-al koxy, and CF3, and wherein one or

~pore of thebwepudently basthdssamgrmepaingrasdnt; R14 is H or Cl-Cs-alkyl; 35 R5
=js sel ected fromthe group consisting of. H Cl-C6-al kyl; and substituted

and unsyhstituted benzyl, phenyl and heteroaryl, the substituents of whi ch
are sel of ewdFFwﬁFfttBehaﬁ\{%ﬁa@tm%G%as\lb 502/ 064545 PCT/ EP02/ 01444 "-21 group
.consi sting of hal ogens, pseudohal ogens, Cl-C3-alkyl, Cl-C3-alkoxy, and

CF3, 1§ndszz?1 él)eéngenqpy agrt}lergoa{n%nggan}n%eagils;ubstl tuents can be present;

R independénﬁy has the séme_meaning as R®;
R% indepcndenﬂy has the same meaning as R
20
R” independently has the same meaning as R®;
) - R® independently has the same meaning as R';

25 R® independently has the same meaning as R®;

heteroaryl is a 5 to 10-membered, mono- or bicyclic aromatic heterocycle containing one
or more heteroatoms from the group consisting of N, O and S;

| 30  aryl is phenyl, naphth-1-yl or naphth-2-yl;
mis0,1or2,

with the proviso that, in case R', R%, R? and R* are all H, R’ is not phenyl, 5-chloro-2-
35 - ethoxyphenyl, 5~chloro-2-methoxyphenyl, 5-bromo-2-methoxyphenyl; or. quinoxalin-2-yl;




R16 is selected. fromthe group consisting of. Cl-C6-alkyl; CF3; and
substituted and unsubstituted phenyl and heteroaryl, the Suisigust 2005t s of

whi ch @paaeiAst ed fromthe group consisting of hal ogqitqmm@ygghal ogens,
Cl- C3-al kyl, C-C3-al koxy, and CF3, and wherein -one or nore of these

substltutents can be present; R17 independently has the sane neaning as Rr;
10 R 8 independently has the same m&dning as R8; R 9 independently has the
same neaning as R16; 15 R2 independently has the same neani ng as R16; R21

|ndependently has the sane \nhg as ; R22 i ndependent | t.he sane
_ meani g ca¥ Ry is phgnylpA wﬁﬂé{o‘éﬁﬁ { 1Snot sthérey @ )ﬂeﬁxsﬁgta'«s Ofﬁza

- i ndepepd @H-CH;h @8 c48 R38N0, FEdnhaiB-ablofdpheafl. R25 i ndependent |y has the sane
~nmeaning as R8; heteroaryl is a 5 to 10-nmenmbered, nono- or bicyclic aromatic

-heterocycl e containing one or nore heteroatons fromthe group consisting
‘of N, TheatsiniurdsGicesrfingi o @haa.y forrmdp {Dhand ;Hezropz:ecmmts lwar? bgl prepared0, | or
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- sol vent g to tRY g&reRTbRaul#l (1§ M6 REREA B9 % colifing reaction of the respective
15 indanyl amine with an acid, which indanyl amine and/or acid may be substituted and/or
- ﬁmctlonahzed in the presence of a base like, for example, diisopropylethylamine, and the
use of an appropriate coupling reagent like, for example, carbodiimides, HATU or TOTU.
The thus obtained acyl indanyl amines can then be functionalized, in order to obtain further
desired compounds according to the general formula (I). The reaction leading to the above-
20 mentioned acyl indany! amines and the reactions used in the functionalization are known to

the person skilled in the art. ' ' L

All reactions for the synthesis of the compounds of the formula (I) are per se well-known ) '
to the skilled person and can be carried out under standard conditions according to or
| 25  analogously to procedures described in the literature, for example in Houben-Weyl,
Methoden der Organischeh- Chemie (Methods of Organic Chemistry), Thieme-Verlag,
Stuttgart, or Organic Reactions, John Wiley & Soné, New York. Depending on the
circumstances of the individual case, in order to avoid side reactions during'thé synthesis
of a compound of the formula (I), it can be necessary or advantageous to temporarily block
30  functional groups by introducing protective groups and to deprotect them in a later stage of
 the synthesis, or introduce functional groups in the form of precursor groups which in a
later reaction step are converted into the desired functional groups. Such synthesis
strategies and protective groups and precursor groups which are suitable in an individual
case are known to the skilled person. If desired, the compounds of the formula (f) can be

'35 purified by customary purification _procedures, for example. by recrystallization. or .

chromatography. The starting compounds. for the preparation of the compounds of the




' toI uene or d| oxane and react ed in the presence of base like, for exanpl e,

triethylamne, wth an appropriate carboxylic acid deri vaﬁlAﬂQUStfzﬂ%exarrpl e

. a car boxywaoasidschl oride. This reaction is preferably earfiresghorasput at

roomtenperature. Alternatively, the conpounds according to the general

- formula (1) are obtained by a coupli ngaéeactl on of the respective 15

i ndanyl amne with an acid, which inda am ne and/or acid may be
substituted and/or functionali zed in the presence of a base |like, for
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desired Cﬁ%@&ﬂﬂéaﬁﬁﬁ&f@lb@&&ﬂh&ﬁ%s&@[}ﬁéﬁﬁ gormula (). The reaction
| eading to the above 20 nentioned acy |ndoanyl am nes and the reactions

. used in.the.functionalization are known to the person skilled in the art.
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the desired functional groups. .Such
tegi es and protective groups and precursor - groups mhlch are
suitable in an individual case are known to the skilled person.
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chromat ogleafrﬂf%ﬂtaﬁpn@thfdhlermga@mWounds for the preparation of the conpounds

‘of thHe 8 August 2005 WO 02/064545 PCT/ EP02/ 01444 -23 formula (1) are

comercially available or can be prepared according to or anal ogously to

~literature procedures. TheZ' o%r]rpounds obtained with the above-nentioned

synthesis nethods are a furthgryopegt of the pr( sent invention. 5 A part
of the conpounds falling %d’g formula (1) are ditSclosed in the literature.

- However, their use as a pharnmaceutical conpound is not disclosed in any of

t hese references. The
20 In the above formula:

) z! and 7* are each aryl or ar(lower)alkyl, or are taken together to form lower alkylene or.

lower alkenylene, each of which may be substituted with aryl or may be
condensed with a cyclic hydrocarbon optionally substituted with lower alkyl,
lower alkoxy, aryl, aryloxy or halogen,

25 73 is lower alkyl, lower alkoxy, aryl, arylamino or aryloxy, each of which may be -
_ * substituted with lower alkoxy or halogen pytidyl, or pyndyla:mno .
X isCHorN, -
Y is & single bond or -NH-, and
0
i
30 Q s T

Referring to the definition of Z' and Z? in formula (I), it is stated that preferred fower - . ..
alkylenes are ftetramethylene or pentamethylene, preferred  lower alkenylenes are




“compounds are for exanple disclosed in Tet rahedron. Lett. (1998), 39%29),
5195-5 ; etrahedron. Lett. (1998), 39(5/6), 497-500; Wﬁ@@ ;. VO

99/ 269%8%@%%“7 06158, US 5,583, 221; WD 96/ 24588; Bi orgf. . Chem Let t.

- (1996), 6(8), 973-978; WD 95/30640; 10 EP-A 0 399 422; Hely. Chim Acta

- (1977), 60(6), 2089-98; Ann.. Chim-24%aris) (1976), 1(5), 269-76; Khim
Get erosi kl . Soedi n. (1974), (12),.1629-38; Chem Ind (1974), (12), 495;

Li ebi gs Ann. Chem (1971), 743, 42-49; J. Org. Che 1970), . 35(4) ,
1149- Shutenylgng Reptenpigne gy Bethytpepionplone mfeaweéaycg‘é%qy{fe%%hﬁﬁ’%%%ﬁr ding to

. the geaﬁdggrgf&}d@.ﬂgqigbhénﬂnd their use for the potentation of cholinergic
activity. 20 X-Y-QGz3 (1) 21-11 20 'In the above formula: Z' and ZZ are °

each aryl or ar(lower)alkyl, or are taken together to form |ower alkylene
or. | pugheraloke yisaaed that; g whtiet,prafeyred eospbeidstasterding toithaggnerar may be
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single nd “or - -C- 1S Referring to the definitigp of Z and
Z2 in formula (I1), it is stated that preferred -lower alkylends are

L et T anpiih SPSyAGRBRLAPYAYCRBEN BF & B5ilk bordCRERIfeRYkRneS Are VIO |
for Q. | 'E
10 7 _
‘More preferred compounds écCording to the general formula (II) are those having Z! and
Z? taken together to form methylpenfcnylene, butenylene condensed with benzene, or

pentenylene which may be condensed with benzene optionally substituted with lower
alkoxy.

IS5 :
As an example, 4-fluoro-N-(indan2-yl)benzamide is provided. -

Compounds as such explicitly disclosed by WO 00/51970 are not an object of the present

invention.

20 ] .
An aspect of the present invention, there is also provided an acylated indanyl amines

according to the general formula (I) in any of their stereoisomeric forms or mixtures

A}
T

i  thereofin any ratio or a pharmaceutically acceptable salt: thereof.

25 0
wherein _
R' and R* are independently from each other selected from the group consisting of: ,
H; unsubstituted and at least monosubstituted C,-Cjo-alkyl, C>-Cjo-alkenyl and Cr-Cio-
30  alkynyl, the substituents of which are selected from the group consisting of F, OH, C;-Cs-




© 15 20 25 PCT1E15M PO5 but enyl ene, pentenyl ene or' net hyl pentenyl ene, a
preferred cyclic hydrocarbon is benzene and a preferred aBylugust 3808ny| .

_ Furt her.manceg2/068546s stated that, anong ot her, preferred cagyd@Emzsidaccordi ng
to the general formula (11) are those having | ower al kenyl enne whi ch nmay
be substituted with aryl or may be cgﬂdensed wi th benzene optionally
substituted with | ower al koxy for Z ZZ to be taken together to form
aryl or aryl am no each of which nay be substituted wi th hal ogen, pyridyl,

or ri f 6 ge o) and

Por | B Re LR ftmelcn®) O, COOK, SONITRI" it Mbbicud anltohs fage
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- met hyl peg% YboBfifin bH}‘q{bl’dg%H@ ﬁ&'&d&ﬂﬁ SAGANG -@,CaikcB@nTaﬁd{'Y(t e which
may be con ensed W|th benzene o i 0 y Stégl_?tltut ed with Iovver oxy. As
an” exanpiRaubsuiuiqd And s Agagh mepasyD S@Fﬁﬁf@?\lﬁaﬂ@ q%rowbw Stitpgits as such
expl 5;3' take/ séledied ﬂ&mdthb)gxd@ sty of amegm; pﬁﬁdtﬁﬂﬁl@@hs,(ﬂ]-?flﬁkﬁf ese%é | :
i nven |o b ere i,s SO v an-
acyl at e(ﬂl é‘ﬂ@%&enhn é bﬁ’?@@r‘gﬁngbdﬁ t*h 3gg‘ﬁ1é’£§‘} pEpiphalogers: & y of

their stGRBSERY; SOMRTR BoandN@t;ur es  thereof in any ratlo or a
.pharmaceutically acceptable salt thereof. (1) wherein R and R4 are
i ndependg nt!éi/i from each other selected fromthe group consisting of H

unsubst R * aredndapendantly fropmeashiother seleated fromche geonpwpnsisirg ofo- al kenyl and
- C2- @O 18 fgkﬂwkeudbﬁﬁo shbg@mtéd ahd Wieaht iR santinrded tf:? O4Tkyige 9T oup
-jn5| sti ng .0 Siﬁ 2005 WD 02/ 9%%‘1—3 g P /0 4]44 -25
- substituents of which are selec rom € group con51st1ng 0 phenyl, an hetero

- OH; C,-Cyg-alkoxy; phenoxy;. S(O)mR1 CF3, CN; NOy; (C;-Cyo-alkyl)amino; di(Cy-Cio-
alkylyamino; (C;-Ce-alkyl}-CONH-; unsubstituted and at least monosubstituted phemyl-
CONH- and phenyl-SO,-O-, the substituents of which are selected from the group

15 consisting of halogens, pseudohalogens, CH; and methoxy; (Ci-Cs-alkyl)SO;-O-;
unsubstituted and at least fnonosubétitutcd (C1-Ce-alkyl)CO, the substituents of which are
selected from the group consisting of F, di(C;-Cs-alkyl)amino, pyrrolidinyl and
piperidinyl; and phenyl-CO, the phenyl part of which can be substituted by one or more

substituents from the group consisting of Ci-Cs-alkyl, halogens and methoxy; |

20 | : | |

- A is selected from the group consisting of CHz, CHOH and CH-(C,-Cs-aikyl);

) B is selected from the group consisting of CH, and CH-(C,-Cs-alkyl);

25 R’isagroup Arora group Hetar both of which can be unsubstituted or carry one or more
~ substituents selected from the group consisting of: halogens; pseudohalogens; NH,;
unsubstituted and at least monosubstituted C;-Cjo-alkyl, C,-Cjo-alkenyl, C;-Cig-alkynyl,
C,-Cio-alkoxy, (Ci-Cyp-alkyl)amino, di(C,-Cq-alkyl)amino, the substituents of which are
selected from the group consisting of F, OH, C;-Cg-alkoxy, aryloxy, (Ci-Cs-
30 alkyl)mercapto, NH;,‘ (Cng-ﬂHQ(D&[IliI]O,- and di(C|-Cg-a]kyI)amin0; .C3-C5—a1kandiyl_; -
phenyl; heteroaryl; aryl- or heteroaryl-substituted C-Cq-alkyl; CF3; NOy; OH; phehoxy;
benzyloxy; {(Ci~Cie-alky})COO; $(0)R*"; SH; phenylamino; benzylamino; (Cy-Cjo-alkyl)-
- CONH-; (C;-Cyo-alkyl)-CON(C,-Cy-alkyl)-; phenyl-CONH-; phenyl-CON(C,-C4-alkyl)-;
héteroaryl-CONH—; heteroaryl-CON(C,-Cy-alkyl)-;  (C)-Cip-alkyl)-CQO; phenyl-CO;
35  heteroaryl-CO; CF3-CO; -OCH;0-; -OCF,0-; -OCH;CH;0-; -CH,CH0O-; COORN;,
 CONR¥RZ; CNH(NHz); SO:NR*R%; R¥S0,NH-; R¥SO0,N(C;-Ce-alkyl)-; and saturated.




al koxy, (Cl-Cs-al kyl)nercapto, CN, COOR6, CO\IR7R8, and unsubstituted and at
‘| east nonosubstituted phenyl and heteroaryl, the.substitu8iugusif20@Ri ch are

sel ectgd ffie,i he group consisting of hal ogens, pseudaitaleeRng4
Cl- C3- al ky { él C3-al koxy and CF3; unsubstituted and at | east

rmnosubstltut ed phenyl and heteroaryl, the substituents of which 5 are
sel ected fromthe group consisting-é#-hal ogens, pseudohal ogens,
Cl- C3-al kyl, Cl C3- al koxy and CF3; RIOCO, CONR oR'; COOR12; CF3;'-hal ogens;

pseudohal ogens; NR13R14; S(O, , R1L6; S$2NR R 8; and 1\4%2; Ffz and R3
are i mieple hﬂ%‘%ﬁ%@tﬁ@rﬁl Fnté‘i HONYRYC mth@eﬁ‘PE{?B BERECEHPhg of 10
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t en
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tltuents of which are rﬁw}Dected from e grou
con3| s”tll‘?rgt 15me g@iﬂ@im@aﬁlh@yﬂ“}’%ﬁ-‘ﬁe by Rae ) mererpbstfpents s¢lpd F °Ay1; and
pheny Ly O ﬁﬁ%lof Malogesy, psblidohalopéhsp € TiRekyl] OHACHE;-atiexyy ambr e
substi tuents from e group consisting of C, -C3-al kyl, hal ogens and

nElthGFZ*» 20 Ais selected fromthe group consisting of CH2, CHOH and CH-(S
'1 C3 aI kyl); Bis selected fromthe group consisting of CH2 and

Al Het bot h of which b
, unsub lfﬁ"ta}%%égd%é@ﬁer%fog%‘éo%}sgﬁnggp ;uggt?t 8;?‘;’2 sel g:t eg frgmthlecgrgﬁg ,e
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%al ni.no,

subst heteconrsl(6h-Gatallor), awltich §én éetsabsw@%%@neg%w awgshgtqnﬁgs ?ctqé, oH,

C1- CSf&JEK MnS¥ting §1Gkidans €, at Kk aadai(0,-Chldikyl fafiind30- al kyl ) ami no,
and di ngr%llﬁdl’(yln) arrxlagno C%Cs al k‘{'fmdl}'gijB - gﬁelnyl het eroaryl ; aryl- or

~het eroaryl substituted Cl-C4-al kyl; CF3; NO2; OH; phenoxy, benzyl oxy;

(Cl C}@j@héﬂé’dtmﬂﬁ C@gmﬁhgoﬂhenyl am no benzyl ami no; (Cl1-d o-al kyl) -

phenylH Céﬂ? %F&F 1‘%&@?{8‘;:% (}n&(ﬁﬁ Aé‘tber oart§llSel 30 Cal kyl) -
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unsubstituted or carry one or more substituents from the group consisting of halogens,
pseudohalogens, C,-Cs-alkyl, C,-Cs-alkoxy and CF3; - . )

25 RPisHorC-Cypralkyl;
R’ is selectcd from the group consisting -of: Ci-Cyo-alky! which can be unsubstituted or
carry one or more substituents from the group consisting of: F, (C-Cs)-alkoxy, di(C-C3-
alkyl)amino; and unsubstituted and at least monosubstituted phenyl and heteroaryl, the
30  substituents.of which are selected from the group consisting of C|-Cg-alky[ C,-Cs-alkoxy,
" halogens, pseudohalogens, and CF; '

R™ independently has the same meaning as R’;

35 R'' independently has the same meaning as R®;




8 August 2005 WD 02/ 064545 PCT/ EP02/ 01444 -26 or at |east nonounsaturated
al'i phatic, nononuclear. 5- to 7-nenbered heterocycles conBaiugupiR005t o0 3

" het er oat fs0¥BURSt ed fromthe group consisting of N, 0 aCTEPORMITIGH

het erocycl es can be substituted by one or nore substituents selected from
the group. consisting of hal ogens, C&»‘-,CS al kyl, C,-C3-al koxy, OH, oxo and
CF3, where said 5 het erocycl es can optionally be condensed to the said
group. Ar or the said group Hetar; wherein all aryl, heteroaryl, phenyl,

aryl - conkaa P‘ﬁﬁ“daﬂ qlragﬁ{eggmg%gaﬁ;n@aggﬁand phenyl - contai ning groups, which
are optiona pres in the said substituents of the said group Ar*or

.-the said group Hetar, can be substituted by one or nore substituents

sel ect ede”r i@@bleét@ﬂ?ﬁﬁfrpﬂh@ istigp of HI&,Q0e4lRyl; ﬂﬁﬁlbdﬂh&ﬂ@g&@ﬁbsntuted

Cones st Mg Benh ﬁar%%ytciﬁﬁd@WIEﬁ b BB drla PR bfe "
Zlu?sc t$ tcgaﬂj‘sﬁmﬁﬂs @f tadbdbhf are seledied frg:mfnp SORIPIOoBsiBtng oﬂfhdIogeﬁﬁ, pfs‘&;chﬂlklngw, z;nfl)
whi ch- caﬁ: ?@é@r@ r@%#ﬁ%éé:%an@%&gugsﬂ& fsﬁ{c?e %“g&t? %Img‘% hg

~group copebsi ng of hal ogens, C, -C4-al koxy, and di (Cl-C6-al kyl)am no; R7 is
. selected fromthe group consisting of: H Cl-Cl O al kyl which can be
substituted by one or npre substi tuenﬁg selected fromthe 20 group _
consi st i Rg iedépendently hagthg sams reanipg 83 RGy- al kyl ) ani no and phenyl; phenyl ;

i ndanyl and heteroaryl; and wherein each of the aforementi oned aronati c

. groups i .be n bst tut ed or carr t it ue t he
~gf oup c 1§F?1FF3 cf) GEND. h%iqgjg%ﬁfgnﬁg? @E} 9? %ﬁ@lkoxy
v and CF3; axﬂEsuBgltumd land mﬁbsﬁﬁx(ed)beai}ﬂyﬂ»henmandshem‘omgl débe suhsmm:m of rvdnqh
- consistin 1 ol YOl
nore sub%r? %ue‘éteé:ﬁo g‘maérﬁéé "ér‘%g gon3| S %'ﬂg.?fohlﬁ_]ﬂh% @’{bf)’ C‘,ﬂf,& Cl
di ( Cl - Calkextykgnd @B:,mdwamt;mmmmre gf@gseeﬁwstanwméa@tbmm&bst it ut ed
phenyl - and heteroaryl, the 30 substituents.of which are selected fromthe

g:}gupCFgon :xge; ng of C - ngp%]laglll&lwggéén@a-l kOﬁK haLogegs h%etfgdogyag&gens
i ndependgnhby BSithdhes SiBRod. HEANh Groap cBﬁszstﬁlg»%ﬂEl,SmHZQQ@g—alkoxy, aryloxy,
| (C1-Cg-alkyl)mercapto, (C;-Cs-alkyl)amino and di'(Ci-Cg-aJkyl)amino; CF;; and substituted
and unsubstituted phenyl and'heteroafyl, the substituents of which are selected from the
20 growp consisting of halogens, pseudohalogens, C,-Cs-alkyl, C;-Cs-alkoxy and CFs, and
~ wherein one or more of these substitutents can be present; ‘

’CD

R independently has the same meaning as R’; .

25 R independently has the same meaning as R%,
R' independently has the same meaning as R'S;
R? independently has the same meaning as R'®;
30
R?! independently has the same meaning-as RS;

R* independently has the same meaning as R’;

35 R independently has the same meaning as Rs;




WO 02/ 064545 PCTI EPQ2/ 01444 -27- R 2 independently has the sane neani ng as
R6; R13 is selected fromthe group consisting of. H, Cl-Co8a&iugyst2005
unsubstituted and substituted phenyl, benzyl, heteroar _
(C1- CYQI%%Y$54300, phenyl - CO, and heteroaryl -CO, the 5 s% mt“l’otzﬁ’éﬁtis of whi ch
are selected fromthe group consisting of hal ogens, pseudohal ogens,

Cl- C3-al kyl, Ci1-C3-al koxy, and CF3;2&nd wherein one or nore of these
substituents can be present; R14 independently has the sanme neaning as
R13; 10 15 R15 is selected fromthe group consisting of: H d-C10-al kyl;

( C1- A% alnBepeydently-Has thwl dayrie; meaming asubst i t ut ed and unsubstituted benzyl,

phenyl and heteroaryl, the substituents of which are, selected fromthe
group consi sting of hal ogens, pseudghal ogens, Cl-C3-alkyl, d-C3- al koxy,
and (R?mdmndﬂnélwélaaﬂmmmm?éfl{these substituents can be present; R16
is selected fromthe group consi sting of: .Cl-Cl10-al kyl which can be
substlg} ted b one more substitiwgnts selected. fromthe group.

consi Bf'| indersn @tlywt@lﬁa@}f‘aw ryl oxy, (C1-C8-al kyl)nercapto, .
(C1-GCs- aI kyl )ami no and di (Cl-C8-al kyl')ani no; CF3; and substituted and
unsub ted and het ero I mthe substituents of which are selected
from @"Sﬁi‘gﬁllﬁq%ﬁ agn%l ogens, pseudohal ogens, Cl-C3-al kyl,

d --C3- aI koxy and CF3, and vvherel n. one or nore of these substitutents can

- be present.  R17.in Y, a ‘contdming &n
: mdepﬁ 3§ qﬁﬂﬁ&gﬁé}k%aéﬁﬁ%é ory l;gpb mggggr&\ggﬁtclm; harsl,ﬁ t hee sane

meani Ggma Rmcatﬁzssdd@tp@ﬁ@mﬂlﬁﬁfwgl g as R16; 30 RZ ‘
i'ndependently has the same neaning-as R6; R- independently has the same A

meaning as R7; 35 RB |ndepende ‘tI has the sa gust
2005 thegrosy Beasiss Poril=mg MAHC, [EONP- H’ige ‘Hgﬁ%lgﬁtﬂq{?yﬁﬁgg‘?‘ﬁ‘
meani Gﬂe 85mbté heteroatoms selected from thc group consisting of N, O and §; -

ary! is phenyl, naphth-1-yl or naphth-2-yl;
| the group Ar is phenyl, naphth-1 -jrl or naphth—i-eyl;

mis0,1or2;

i with the proviso that, in case Rl R2 R3 and R* are all H and A and B are CI-I;,, R’ is
;'not 2-chloro-6H-thieno[2,3-b]pyrrol-5-yl or 2,3-dichloro-4H-thieno[3, 2—b]pyrr01-5- :
yl; in case R), R% R® and R* are all H, R® is not unsubstituted phenyl, Vunsubstltuted
pyridyl, phenyl monosubstituted with halogen, 5-chloro-2-ethoxyphenyl, 5-chloro-2-
methoxyphenyl, 5-bromo-2-methoxyphenyl, or quinoxalin-2-yl; in case R, R%, R?
and R* are all H, B is CH; and A is CHOH, R’ is not 2-chloro-6H-thieno[2,3-
- bjpyrrol—S—yl or 2,3-dichloro-4H-thieno[3,2-b]pyrrol-5-yl; in case R', R? and R* are
&l H,R®is F, B is CH; and A is CHOH, R’ is not 2,3-dichloro-4H-thieno[3,2-
blpyrrol-5-yl; in case R’ is phenyl, A is not CHOH, R! is not methoxy or methyl, R?
is not methyl or B is not CH-CHj ; in case R? is NOy, R is not 3-chlorophenyl; in
case R1 R? and R* are all H, R? is NO, and A and B are CHy, R’ is not 3-
bromophenyl, 4-hexylphenyl, 4-methylpheny1 3-methy1phenyl 2-methylphenyl or
4-phenylphenyl




R25 |ndependently has the sanme neaning as R$; R26 independently has the
sane neaning as R16; R27 independently has the sanme neani n§ August 805
heteroaryl is a 5 to' 10-nenbered, aromatic, mono- or bicyclic heterocycle
cont ai ning one or nore heteroatons s%ect ed fromthe group consisting of
N, 0 and S; the group Hetar is a5 to 10%nenbered, aromatic, nono- or

bi cyclic heterocycle containing one or nore heteroatom; sel ected fromthe
group consisting of N, 0 and S; aryl is phenyl, naphth-1-yl or naphth-2-yl;
t he gtk réspectstopherdpﬁmtmwlgimmboye lmrthma:pmehtt of-the .compouis forese 2s with

t he pr , 4 LR re CH2,
o1 S PRbrSelidls o cﬁﬁsﬁﬁéﬁe@&ﬁm&?ﬁfyﬂ?@%@ 5] S xplaifind aBla 0t

2, 3- dnbovaingheleeniext avit] B eompyyndsias sichapplyi. n case R, R, R3 and R4 are all)
. H RS is not unsubstituted phenyl, unsubstituted pyrldyl phenyl

" nmonosubstituted w th hal ogen, 5- chl or o- 2- et hoxyphenyl , 5- chi or o- 2-

et hoxypkimds oﬁmbmmi(m%mwmmace@tﬁcﬂunwm bﬂe ar uiorc inledise R, R2,

2RS clhl %S ogf_fﬁh?a r WnHt:goneg] BLAPS, ﬁlag?/ ﬁh% rpresfe:rrf:ﬁ rhcamngs % tnore preferred

2, 3- dinfdahings, tHd- Ehnnemirs prefeieyr mehnibgsy | the | mostapeefétred ‘Riaaings,RIr dhe al | H,
g:lfl(]% 3, 2-
b] pyrpﬁncglawmﬂ? ﬁn%{]?ga%gﬁ Elified ﬁ?veai |Ql§5 %’P §ngcﬁ1h %P%Sértll%‘{%ﬁe&%oxy or

methyl, R2 is not nethyl or BIS not CHCH3 ; in case R2 is N2, R5 is not
SChIorophenyI in .case R, R3 and R4 are all H, R2isN02andAandBare‘

fdﬁﬁ&ﬂoﬁﬂgﬁﬂ#c oft ﬂﬁeﬁﬁfieﬂhﬁﬂ)éhtloﬁlls%méd o 5 2 A with

3: metﬁ‘sf‘ 2

r espetite E@nuf;e{ ' UBG B Eﬁ@ﬂﬁp%ﬁﬂaﬂb‘é@“ﬁ he tSH@tl’f'éﬁ'i'Esegt t‘b ’t“hé‘ng nds for
use a&e@ﬂﬂf W%thg@}mqwémmnb@ldghﬁeﬁmr al formula (1), the sane

expl anat s as laid out” above in the context with the conpounds as such
‘apply. Compounds of the formula (1) for use as pharmaceutical, in which one
or noRé and RE bredhdpenddntly fidm el ciberseleoed fionnthe ggowpyamsistingof: he pr.ef erred
meani ngs, the nore preferred nmneanings, the even nore preferred neanings,
the nost preferred - neanings, or the particularly preferred neanings
defined above are al so an object of the present invention. In a further
enbodi nent, the object of the present invention is attained by conpounds of




the formula (1) for use as pharmaceutical wherein the substituents Rl to.
R5, A and B and the groups aryl and heteroaryl have the f8lAugHEtRPOS

. meani ngs. WlR02a6id4R4 are i ndependently from each ot her sel ectrasoieem t he
group consisting of: WD 02/ 064545 -29 8 August 2005 PCT/ EP02/01444 H;

" unsubstituted and at | east rmnosubsti\tl\z ed G -d o-al kyl, C2-C10-al kenyl and
C2- C10- al kynyl, the substituents of WATch are selected fromthe group
~consisting of F, OH, (-C6- al koxy, (C 1-Cé6-al kyl)nercapto CN, COORe,

CONRTRS, yg;nmﬁmua g At ohiBRbsrinndDLOTIPTHL LEL N bnd Bl -

het er oar the substituents

consi st i ooyl mhe %’Qéﬁlﬂ#eﬂtﬁﬁ whisharosplepted fromcthe awovamconmumfsl’f l&%ﬂ;&ﬁd CF3;

- unsubst ity O5LCatallyPRrcAB0SNSETORCICORRIK?, BRSHEBLEKORY at
substituents of whld(c:g L 3 Iecte fromtheﬁ%rg%p consi sting of ha ogens,
_ pseudohaI‘E‘t}ﬂé;’ﬁ‘ébﬁ‘E‘i‘Ie heqyk e ity G%(hﬁ
COORL3; imahﬁ»ﬂﬁgs of mmnabweawom3@€3-mﬂl5 C,&Cﬁlk&i&ﬁ anSOQ /R18;

| SPSUEOEO@?@@?WS% R S °L2ﬁ%§ﬁ»s%@%%§ds%°ﬁl e

:c regsr;qt t gmsﬂb&tedt ﬁwljact:léjlgr@q} ajrisgslt:ng hf hallfgd:n;;fJI pﬁmnduhadogms Whj-Chrakkyb (seﬂ;‘_-gﬂ( g)o(l _
phenoxy: a%{ﬂ&?%&%?%‘f@t@ 1 ?@& TR PASRERS Blofidohatbhlas WRR1€1 KO
al kyl ) amiQF s YOS mnsubst ituted and at | east '
rmnoqybstltut ed phenyl CONH and phenyl - S02- G-, . the substituents of which

e sel egcte om g cons sting of ns, pseudohal ogens CH3
,..-=-;~a§1d met h@i 5 v{eyﬂyw gpe &H?ﬁﬁ%lf"?t?‘ﬂg T atoub cpasising of
][mnosulﬁSH thulogdns( ﬁmﬁﬁhabgen]lcs) g@gﬁm%ic& tacsh&talt }(msn@shbyﬁw&b CHES |tﬁ§'([j ec210

fromthe in | a am rro n
pi peri di ﬁ‘gﬁSPH'% EW§®| %ﬁ ectt%fr?mélﬁ%/g B%F?n%?&lﬁﬁlf gﬁ'l J&ﬁmﬂeﬂ@ﬂﬁﬁ?ﬁrﬁt ed by
‘one or nO¥kE Csﬂbalkoxyaephmoky,oﬁ((i)hﬁ gr@i&p (NanDg;t (QgCehlkglarGoaldi§~Ce-

B M o

unsubst i CONY apd @a@-or thersubstituents taft whie sa@es@lmte;ﬂ frono rithe hegogpy oup
eomebet | ngualine ot gt s P ARIALAG8SCE! bl (o Rt ¥

henyl ; he Isu stitute C4- al
_ pheny p %/tltute and at Jeast monosubs?ituted (Cl Cﬁ-alkyl)CO the substituents of which are
selected from the group consisting of F, di(Cy-Cy-alkyl)amino, pyrrolidinyl and

20 piperidinyl; and phenyl-CO, the phenyl part of which can be substituted by one or more

substituents from the group consisting of C;-Cs-alkyl, halogens and methoxy;
') _ A is CH,, CHOH or CH~(C;-Cs-alky});
25 B is CH; or CH-(C,-Cs-alkyl);

R® is an aryl or a heteroaryl group which can be unsubstituted or carry one or more

substituents selected from the group consisting of: halogens; pseudohalogens; Ci-Cjo-

alkyl; Cs;-Cs-alkandiyl; phenyl; phenylsubstituted C;-Cs-alkyl; CF3; OH; C;-Cjo-alkoxy;

30 phenoxy; benzyloxy; CF30; (Ci-Cig-alky)COO; S(0)uR’’; -(C)-Cio-alkylyamino; di(C-

- Cigalkyl)amino; (Cy-Cig-alkyl)-CONH-; (C;-C)o-alkyl)-CON(C;-Cs-alkyl)-; (Ci-Cig-

élkyl)-CO; CFj-CO; -OCH;0-; -OCF,0-; -OCH,CH;O-; -CH>CH>0-; phenylamino;

* phenyl-CO; COOR?'; CONRZR®; SO,NR*R?%; and aromatic or aliphatic, mononuclear 5-

to 7-membered heterocycles containing 1 to 3 heteroatoms from the group consisting of N,

35 O and S which can be substituted by one or more substituents from the group consisting of
" halogens, C;-Cs-alkyl, Ci-Cs-alkoxy and CF;; wherein all phenyl groups and phenyl-.




30 phenoxy; benzyl oxy; CF30, (Cl-Cl O al kyl)COG S(0O nR20;

- (Cl-Clo=al kyl )am no; di (Cl- Cl0-al kyl)am no; (Cl-Clo-al kyl B-A0oNst2005
(a - 01%%5,5&4& (Cl C3-al kyl)-; (Cl-Cl10- alkyl)-CO Ckar&Roei @20 ; .
-OCF20-; - OCH2CH2O- ;- - CH2CH2O-; phenyl am no; phenyl -CO COOR21; CONR22R23;

- SOZNR24R25 and aromati c or aliphatic, nononuclear 5- to 7-nenbered
het erocycl es containing | to 3 heter¥atonms fromthe group consisting of N,
35 0 and S which can be substituted by.one or nore substituents fromthe

group consji sting of _hal ogens,, Cl-C3- al kax wherein
al | phesnringigogrupsatichyRakybe ProseRfu a?oééd 5%\%5“6932‘7 gz& ﬁ%%/ ?f 01444 34
Conéa' Héte r% S ol B siBatitaed ﬁf}eﬁﬂél'for imorehgrosps selected Ftant tahigensf t he

- sai a or et

g S nGan bstituted by one or nore groups
sel ect udphaloaqas, %O@sﬁi‘}d éb?o g@ﬁé{%m C3-al kyl, Cl-C3-al koxy, and
CF3; R6 is H C-C6-alkyl or benzyl ; is selected fromthe gr oup .
consi stk whi ch can be phenyl -substituted; phenyl;
indsa'ny# %ﬁdé‘hg? QEQSargGDF a’nd wherei'n each of the aforementi oned aromatic
groups can be unsubstltut ed or carry one or 10 nore substituents'fromthe.
_group 0 b &1 sﬂ;ll.fgeégdohal ogens, C-C3-alkyl, G- C3-al koxy

f%fécfeﬁ%oﬂiﬂx %{dg ?ﬁ 15 R9 %s Cl - C6- al kyl fq\{glhch can be
' unsubsHb Gt edalyl whichycagnke @Pe%ﬁébsélﬁ‘btg si PRAOE s‘“&ﬂiﬁa e'ﬁf%‘ﬂ’g &si sting
~of. F; \Brhel‘éh:( &éch @Hﬁ' dﬂiﬂehﬁgiuﬁhﬁbd ﬁﬂﬁiaﬁdﬂ gtoups bémgednsubﬂﬁtdtedtofr lcaag tone or 7
nonosubstit an et er.oa he su nt
seloect’é‘&ref W?T&gﬁ%(}%g@gﬁﬂ)g?’ftﬂ@yﬁ 3P 5%99%18@%& CW%ik;rp lhaI ogens
pseudofahikgenand @Rg CF3; 20 R1 independently has the sane nmeaning as R7; R>
i'ndependently has the same neaning as R8; R12 independently has the same
meani ng as R6; 25 R13 is selected fromthe group consisting of- H,

- Cl-C6- R’fisﬁpr@ﬁﬁs aﬂrshbstltut ed. and - substituted phenyl, benzyl, heteroaryl,
phenyl - CO, and heteroaryl-CO, the substituents of whi ch are sel ected from

the group consisting of hal ogens, pseudohal ogens, Cl-C3-al
- B- aIR% Cr-&nralkgire %Jchmgnm,gprgp tiswed OF carpy @ngpr P’r?é%é‘%ﬁ'ﬂ%eﬂ\gt%%‘ﬂt‘g can be.
- pr eserﬁmuﬁ‘o consisting of F; - di(C;-Cs-alkyl)amino; and unsubstituted and at least
monosubstituted phenyl and heteroaryl the substituents of which are selected from the
* group consisting of C;-C3-alkyl, C;—C_w,—alkoxy, halogens, pseudohalogens, and CF3;
20 R" independently has the same meaning as R”

Rr" independehtiy has the same meaning as R%;

‘R" independently has the same meaning as RS

25 |
R" is selected from the group consisting of: H; C-Ce-alkyl; and unsubstituted and
_ substituted phenyl, benzyl, heteroaryl, phenyl-CO, and heteroaryl-CO, the substituents of
which are selected from the group consisting of halogens, pseudohalogens, C,-Cs-alkyl,
Ci- : s-alkoxy, and CF3, and wherein one or more.of these substituents can be present;
30

R is H or C,-Cg-alkyl;

RY is selected from the group consisting of: H; Ci-Ce-alkyl; and substituted and
unsubstituted benzyl, phenyl and heteroaryl, the substituents of which are selected from the

,' 35  group. consisting of halogens, pseudohalogens, C-C;-alkyl, C,-Cs-alkoxy, and CFs, and
wherein one or more of these substituents can be present; -~




R14 is Hor C-C6-alkyl; R15 is selected fromthe group consisting of H,

Cl - C6- al kyh pygdidyssubstituted and wunsubstituted benzyl, phefppyehRPEo
heteroaryl, the substituents of which are selected fromthe 35 group.

consi sting of hal ogens, pseudohal ogens, Cl-C3-al kyl, C-C3-al koxy, and CF3,
and wherein one or nore of these sub§t1| -tuents can be present; WD 02/ 064545
-31 PCT1996WR 6 is selected fromthe group consisting of. C -CG-aI kyl ;

CF3; and substituted and unsubstituted phenyl and heteroaryl, the
substituents of which are selected fromthe group consisting of hal ogens,

pseudobak Boisnselectd- Gonaltiey lgroup! edBisting 0oy ,Ca0aIF3, CRY dndhatbelitedSamhe or

' otni ng nseied Bhen s hdaRin] e SERERs of it R Se Rt Rgon i hd
i ndepencb@nmlsigmgﬁshaﬂmns,qqmdwalngﬂg% %-@-ﬂfylfcifmdﬂqony\,omdtﬂl& hm‘swhhems ame
meanig ngcfﬂﬁt F{r&ﬁ ﬁt?ﬁ%bétﬂg@%@gfﬂééés ’_ t he sane neaning as R6; R22

- i ndepende € sane neanl ng R23 independently has the sane
meani ng as R8 20 R24 independently has the sane neaning as R7; R25
Indepenqemiddépéiﬁénﬂwﬁaﬁﬁ@ﬁnﬁ@ﬁ&mgm’% 25 heteroaryl is a5 to |

- 0-menbered, nono- oOr bicyclic aronatic heterocycle containing one or nore
heteroatom; fromthe group consisting of N, 0 and.S; aryl is phenyl, :

_ napht h- R‘ﬁ/indepenaaﬁt}tﬁaszhyéame’iﬁem@bsIMZ I n anot her aspect of the present
invention, there is provided the use of an acylated i ndanyl amne in any
of s stereoisonmeric forms or a mixture thereof in any ratio or a
phar nacéhﬁmdqieh&embdmpthrtﬂamcmamngrwrﬁ'&f according to the general fornula

( 1) S August 2000 3la wherein

R independently has the same meaning as R'®;
15  R* independently has the same meaning as RS
RZ ih_debcndcntly has the same meaning as R’;
R? independently has the same meaning as R®;
20
R* independently has the same meaning asR’; | .

} R% mdspendenﬂy has the same meaning as R%;

25  heteroaryl is a 5 to 10-membered, mono- or bicyclic aromatic heterocycle containing one
or more heteroatoms from the group consisting of N, O and S;

aryl is phenyl, naphth-1-yl or naphth-2-yl;
30 mis0,1o0r2.

In another aspect of the present invention, there is provided the use of an acylated indanyl
amine in any of its sterecisomeric forms or a mixture thereof in any ratio or a

pharmacentically acceptable salt thereof according to the general formula (I)




'R and R4 are independently from each other selected from BHegystAU9S
consisting of: H ansubstituted and at | east nonosubstituted CrC o-alkyl,
C2-Ci a al kenyl and C2- d a-alkynyl, the substituents of which are sel ected
fromthe group consisting of F, OH, d -CB-al koxy, .

(G .-C8-al kyl)nercapto, CN, COCR6 CANR7R$, . and unsubstituted and at | east
nonosubstitut ed phenyl and heteroaryl, the substltuents of which. are

sel ected from The -group consi stinggbf. hal ogcns, pseudohal vgens, Cl1- C3-

.- al kyl, Cx-C3-al koxy and CF3; ynsubtltut ed @pd at | east. nonosubstituted

. group consi-sting of halogens

—' phenyl and . heteroaryl, 'thB \.- Bts o 5ch are sel ected from'the
n?g_ d -C3 al kyl,- CrC3-al koxy and

- CF3s RACO, CONRR'; COOR12; CF: 0 Seudohal ogens; NR-3R 4; OR's;
S(OnMR 6; S2NR 1R 8; . - &R %nd R¥lare i ndependently fraom each
other selected fromthe group consisting of H,. hal ogens; pseudohal ogens;

unsubstituted and. at |east nonosubstituted CL-Cw alkyl the substituents of
~which- are selected fromthe group consi sting of OH phenyl, and

“ heteroaryl;- OH G -G o-al koxy.; -pheuoxy; S(O nRl4; CF3; CN . (Crda-

al kyl) ai ni no;' di-( C,.- COQ-al kyl ) aim no; (Cl-C6-al kyl ) - CONH-; unsubst ituted and
at, |east nRAQsiHbsf t ut ed phenyl - CONH- and’ phenyl - S02- G-, the substltuents

of which - arg selgcted. . fromthe grou con5| sting of hal ogens, . -
pseudohal ogdhsmd® 3reindepende iy dyom cae )@cgo@ﬂlcmpl@gmxstwg@w and at

I t I

sel ected | f“’s“"s‘é"g"%“ &%ﬁf?éﬁ.ﬂﬁéﬁ%s?&“‘ﬁm R e

- pyrrolidinyt ﬁﬁq’&%p ‘g ﬁﬁ“ﬁlﬁ@h%ﬁ w@mﬂbﬁwtﬂamﬂaﬂgwﬁhh can
‘be substltulom b@,_g@a}kak rm M lfr@m t]t@gktéﬁpm‘ﬁ@tl t

© G -C3-al kyl I ; | s-Selecte romthe group consistin
of O, CHoH e ap i e;%lea#m phenyd end beforoaeyl the sk wents ﬂﬁmthg

: %?Up Eo?ﬁl %mmﬁgfs%&e@bﬁ@%d ﬁ?euabt i lgﬁf of o &ns? pSéuddRaloperd! c?-(gtrfup t

-ar bo n be .unsubstituted or. c one or . nore, substituents

. selected- 331? ﬁéﬂé‘f‘ﬂqﬁ“ ed angd 3@% menosehpttued ghonyl and s

- IC\I:I2—| c:Iunsulbit hewtoe@rlamé @bst{i(tﬁeﬁth czﬁ)msdhbalfet sel@sedTifromh Qhéljéﬁﬁlp consisting 8f kenyl ,

0-a 0 m no;
GG o éFi\% FOSohBloERa, 5 Cr-ak GG iy A (T BIGO; SONRRY e

.. group consi m:Ff haldgens) pseidatialopess; Nm*’mbm"( S(CHFH; ksonm’aé@pt o,
" NH2, (Ca Cr%{h)&b;am no, and di (CrC8

: R’ and B are independenitly ﬁrom cach other selected ﬁ'om the group conmstmg of:
_ H halogens; pseudohalogens unsubstltuted and at Icast monosubstituted Cr-Cro-
' alkyl the substituents of which are selected from the group consisting of OH, phenyl,
~ and heteroaryl; OH; Cj-Cio-alkoxy; phenoxy; S(O)mR'Y; CFs; CN; NO3; (Cr-Cio-
alkyl)ammo_ di(C;-Cyp-alkyl)amino; (C-Ce-alkyl)-CONH-; unsubstituted and at
least monosubstituted phenyl-CONH- and phenyl-80,-O-, the substituents of which |
-are selected from the group consisting of halogcns, pseudohalogens, CH3 and
- methoxy; (Ci-Cs-alkyl)SO,-O-; unsubstituted and at least monosubstituted (Cr-Cs-
alkyl)CO, the substituents of which are selected from the group consisting of F,
dJ(Cl-Cg-a]ky])am.mo, pyrrolidinyl and piperidinyl; and phenyl-CO, the phenyl part
of which can be substlmted by one or more substltuents from the group conslstmg of
C1-Cs-alkyl, halogens and methoxy,

A is selected from the group consisting of CH3, CHOH and CH-(Cr-Cy-alkyl); -




"'pseudohal

- . alkyl }am no; C3-Cs al kandiyl; phenyl; heteroaryl; aryl 8Asigust2005

het eroaryl -substituted Cl- 20 C4-al kyl; CF3i NO2; OH, phenoxy; benzyl oxy;
(C -Cto-alkyl}COG S(O nmR4; SH, phenyl-am no; - benzyl am no;

(GO alkyl)-CONH; (G -d o-al kyl)-@®b(C1-C4- al kyl)-; phenyl - CONH-;
phenyl - CON( C1- C4-al kyl )-; heteroaryl -CONH; heteroaryl- CON(G-C4 al kyl) -
(C-C o-al kyd )-CO phenyl -CO  heteroaryl =CO - CF3-CO, OCH2O-; - OCF20;

* - OCH2CH2O0RB is-séldeiefiGOm th% ngg}% COLg 5 NR24R25; R26S02NL11,
- R27S0O N(Cl- Cs~al kyl )-; and sSaturat anlé2 ?tﬁa%féé z‘@%ﬁbunsat ur at ed f-\)

al i phati c, nDnonucIear 5- to 7-nenbered heterocycles containing 1 to-3

- - het t oBf is® krTbet ¢ GBI SRS h

.. h:tgiggygh%gz&%& J%ﬁ' e%%ﬂlone OFEEH%?%%%U%H%%%?@IOQ%%S from
_ the group CONSIS eﬂé 8%0 l&p@gﬁ@g@gp@u%;qmof balogensam;dphaleeﬂnsoxo and .

 CFB, . and Wbk ansubsﬁtuwdl ahdh&ttleaﬂcnmlx&abﬁmﬂe@m,@geg]w pafens %quo theI

. d d n_a I I eteroar

_Eﬁ'eny?r."”e‘fwcoﬁ?a g it P o Bk BPn e GG SaeAti VEBinn e ng

~groups, tugnis Oﬁpﬂll reae poleqiedfromi the grdtﬂp&oaﬂsﬁhgsmt(pﬂpep@.aq{oxyt he sai d

A h rﬁ:&@ b t.ed b
. ngg!tol tutra fo seFec § ?orm t grou (‘:og@l st éfié’lgu FHRS 058 dl?&'" 2e
allegndiyl; phepyli heteRarydy ﬂ?l-adrﬂnﬁgtoa@hm%mw B is -

®l ected € f(EF h

SubSt i t ut o ﬂg‘oném%pofiq’?ﬁ%‘é’ﬁf beliot); Gy B Q0  HOBR e onsi st ng
of -F, C %ﬁ?ﬂl&/ %ﬁ'i‘ﬁ"d‘i“(‘m- 3= 1oWhGQM{,a(QiQ@Ikm-C@N@i-¢4-and -

het 1 - .t

Dot oo Ao lbal CONIL; thefl COR(ORCRURGH NAESOK RO, ",
and di (O™ %"é‘k%ﬁ r@*' Aﬁ@ﬁs@ozovherad&% hetero CFanﬁQ he. grcijp

" consi st i RGCHRO- mcmcﬂcmomo WOHCIO; g@(m}bs@gw mor e
' bstitu | 26.C up,,cQnsi s F - -a koxy,
B SIS RSO oo s o
wher €i n sslunsaturated aliphaticamonemeléa$-O0Ht inembére Befer 66y les%nﬁ.ﬂﬁb%ift i tuted:
of al ogens,

'. 82532%%%%’@%%&@ HER B 0 sommerof s B2y
-d-do-a Rtyxocyﬂgsmmmwb}oma demgresbstironits sélested QifonﬁlﬁEgtﬁhﬂfyl whi ch
N can be UB&ﬂmtdftlﬁngens, Cy-Cs-alkyl, CrC3-alk0x;V, OH, oxo and CF3, and wherein
. .‘-3_0 . said heterocycles can optlonally be condensed to the said group Ar or the said-group
o chtar' and wherein all aryl, heteroaryl, phenyl, aryl-containing, heteroaxyl-oontammg,
and phenyl-containing groups, which are optionally present in the said substituents of
the said group Ar or the said group Hetar, can be substituied by one or more

R “substituenits selected from the group consisting of halogens pseudohalogens C,-C;--
.38 alkyl OH, C.-Cg-alkoxy, and CFj;

RS is selected from the group consisting of:
H; C-Cyo-alkyl, which | can be substituted by one or more substituents selected from
 the group consisting of F, -C)-Cg-alkoxy, and d:(C;-Cg-alkyl)anuno, aryl-(Cl-C4-
: alkyl) and heteroaryl-(Ci-Cq-alkyl), which can be substituted by one or more
5 _ substltuents selected from the group conmstmg of halogcns, Cl-Cq-alkoxy, and di(Cy-

a]kyl)ammo




or cant' one or nore substituents fromthe group consistin§Asgust 200§ )

al koxy, di(Cl-C3 al kyl)am no; and unsubstituted and at | east
nonosubstituted phenyl and 20 heteroaryl, the substituents of which are
sel ected fromthe group consisting of &€¢C3- alkyl, C -C3-al koxy, hal ogens,
pseudohal ogens, and CF3i R independently has the same neaning as R7; R
mdependentl,y has the same neaning as R8; Rte independently has the same

meani ng-as R is selrated fromstbe goupatopsigtingdfe, group consisting- of H;

C, - C6- al kyl 1H3)~’@§-@?05£Ik}1;&kﬁ@h dlbe %‘he e Oa& %Fx@%r%ﬁ@éhbsﬁﬁf‘e y:!etec&%tﬁ&ﬂa yi,

- (Ca-6.:alk e substituents of

_.which are sc—ﬁ‘%m @Pﬁﬁg‘%&]@f&Guﬁa@msfh iyCeralipdlagemand phenylapieaybgens,
_C, -C3-al kyl ,mdanyg%n@hktemla@ﬁ Wiprein2ah vH@e afdleRBficdbd aRORGgrolfiess

substituent can sent: 35 R 4 i ndependent|y ‘has the sane ani as
e RaaeTs TeBubRed 8% iy heocrymo SRS, fropk The Bieyd CPRTAE o
(C1-C3-al koXu)ogéhs—,ﬁ‘ébudohaibgeph C.a@ﬂa&ybﬂ&(ﬂ;&ﬁlﬁdxmﬂmsubst i tuted benzyl,

.. phenyl and heteroaryl, the substituents , of which are sel ect ed - fromthe
group consi Stsl ng of haI ogens, . pseudohal ogens, CrC3-alkyl, Cl-C3-al koxy,
and 16F3i an® usHragith-& ; more of these substituents can be present; 8

" August "2005.31d R16 is selected fromthe group consisting of: G -Cl10-al kyl
whi ch can begsubstituted by - one or nore substituents selected fromthe
group consi 3¢ ineplestedrom @PEWPGQB%W Cidnigrliyy which capdemgybstiteted apt o,
(G - C3- - al kyt rady Bﬁe aﬂm&e@&mﬁ%nalmrh)tﬁéwc&&m Qfap QL@@MM@M and
unsubsti t ut g&‘f%n and henaéﬁr oa e& e Surt@astt uei | t | ch '
sel'ected fr aég s‘l‘qsﬁégéﬁ? p%‘@{!RfB cn, &dal kyl ,
Cr C3p al kox¥etandryGHbe sul:%ﬁdlemdﬁ%f Whﬁbf%@ﬁﬁbctﬁ@ﬁ%npﬂletghﬁq&cﬁﬂbﬁﬁg bﬂCf»‘-ﬁIg-S can

 be present; ende t as 9 g as R7; 15-- R 6
|ndependentf"'%ﬁ’ngéﬂ:tj a%cns ﬁﬁ@%ependently has the sanme -
--meaning as Rib; 20 R2 |ndependently has.t he sane neani ng as R2'

)'rrggﬁf)ﬁgdggt%’fﬁ&speﬁﬁ]e%ﬂ%gseth%%%?”ﬁ as.gRag;R-z; RZZ. I ndependent|y has the sane

-:;,

25 ' R" i[{depen@ienﬂyf has the same meaning as RY;"
RY independently has the same meaning as R6§

" RY is-selected from the group consisting of: H; Cy-Cs-alkyl; unsubstituted and

. .30 - substituted phenyl, benzyl, heteroaryl, (Cy-Ce-alkyl)-CO, phenyl-CO, and heteroaryl-
o CO, the substituents of which are selected: from the group consisting of halogens,
pseudohalogens, C;-Cs-alkyl, Ci-Cs-alkoxy, and CF;, and whetein ‘one or more of

 these subsutuents can be prescnt, '

'35 RYindependently has the sameneaning as R';

R is selected from the group consisting of: H; Ci-Cyo-alkyl; (C;-Cs-alkoxy)-Ci-Cs-.
~ alkyl; and substituted and unsubstituted benzyl, phenyl and heteroaryl, the
substituents of which - are selected -from the group consisting of halogens, -
_ pseudohalogens, Cy-Cs-alkyl, C;-Cs-alkoxy, and CFj, and wherein one or more of .
‘s -these substituents can be present; - o -




25 R23 independent|y hasi he sanme neaning as R8; 1124 i ndep8fstsi3008as t he
same neaning as R7; . 30 Rzs independently has the sane neaning as. R8; 35
R2G i ndependently has the sanme neani ng as 1116; R27 independently has the
sanme neaning as Rib; heteroaryl is a o | 0-menbered, aromatic, nono- or
~bicyclic heterocycle containing one or nore heteroatons selected fromthe
group con3|§6t|ng of NN Oand S; the group Hetar is a 5 to | O nenbered,

- -aromatic, -Ronesebcteﬁlﬁomthetgrdmcmmsuuglﬁ‘ Ce-Tyb-aikiyt %cﬁ&@nﬁés@ﬁ&t&ﬁ%ﬁroatom

- stable or

. | ected f f.N O and . 1 |
T< phenyl | OREB REREARERD S &ied Bolf il preno st of B Uil Ry Co ki - 1 i
_of napht h- Q’Y!PIX% (ﬁ:s@rﬂlk}@ﬂ@fcap@r (@:h@s«a&ml)ﬁmm di{CaCyralityD amibin; (IRgr he

stignul at | omddiublurepaal SBaIbRHRk ph ﬁgﬂ%&%&%@%g%ﬂfa@gr t5 dfifith ARt OF Ner

aspect of tp s en i nventiQn, re1s pro
pr.epar at i i <° ¢ W&PP%W“BP ﬂlﬁ@gé%mbﬂﬂﬁﬂseﬂd&ﬁmla@rcs- ()
NO-synt hasstkexyraud GFndwhoreil ot Hiorélofthcst sibsarRRHAY begr&eﬁﬂ; ned above
and a pharnaceutically acceptable carrier. %e conmpounds according to the
gener al fornula (1) can be used to-upregul ate the expression of the ,
" endot hel i R" hﬁk@mmkmﬂyémaﬂﬁsamenbﬁhn@ukRﬂharnaceut|caI compounds for the
trigat nent of various diseases. In the context of the present invention,
_treatment includes the therapy as well "as.the prophylaxis of the ‘
respecti v&'Yindependently haghpsausmeatdgas RE 02/ 064545 PCT/ EP02/ 01444 -32 In .
still another.aspect of the present invention, there is provided a
pharnaceu&vpal pr%éaratlon for the treatpent of cardiovascul ar diseases,
uidependen Eﬁ%ﬁﬁﬁ%ﬁﬁ%ﬁ¢%ﬂg%bRohary heart di sease, Prinzneta
- angi na, -acute coronary syndrone heart failure, nyocardial infarction

stroke tﬁmnaomﬁcm&e esza%ielgrter R“
. eaning as

?

_ R mdependently has the.same meaning as RS;

R? independently has the same meaning as R’;

25 :
- R*? inde;ieqdenﬂy has’the same meamng as R_‘;
R indcpf_:n-éent-ly has the same meaning as R';
_. 0 R i'ndepc;nde;nﬂy has the sa;gs mcamng asRE
. .Riﬁ'ipdqpendenﬂy has ti}é é;imé mean}ng as klé;
. .RZ? indepencienﬁj has the same meamng as R’ 6.
35 ' ‘ . B

heteroaryl is a 5 to 10-membered, aromatic, mono- or bicydic heterocycle containing
one or more heteroatoms selected from the group consisting of N, O and S;

 the gfoup Hetar is a 5 to 10-membered, aromatic, mono- or bicyclic heterocycle .
containing one or more heteroatoms selected from the group consisting of N, O and
S ' '




occl usi ve di sease, endothelial dysfunction, atherosclerosi $AugustZ0osi s,
endot hel damage after PTCA, hypertension, essential hypertension,

pul nonary hypertension, secondary hypertension, renovascul ar hypertension,
chronic gl omerul onephritis, erectile @y8function, ventricular arrhythnmi a,
~di abetes, diabetes conplications, nephropathy, retinopathy, angi ogenesis,
-asthma bronchiale, chronic renal failure,  cirrhosis of the Iliver,

ost eopor osi sayl isphenyls maphthe bl pr papitieZiplnce or a restricted. ability to

| earn, or for the lowering of cardiovascular risk of postnenopausal wonen.
“or. after intake of contraceptives, said preparation conprising an effective
'dose of a. %l&ﬁﬂﬂlﬁ%ﬁh%ﬁwa%bﬁb@%ﬁg ~pliar maceuti cal | y accept abl e
carrier. Exanples of di'seases which can be treated with the conpounds

.. according to the present invention include cardi ovascul ar diseases |ike

" stabl e and dﬂé’f@t}{% angi na‘pectoris, coronary heart disease, Prinznetal

- angi na (spasm, acute coronary syndrone, heart failure, nyocardi al o

i nfarction, stroke, thronbosis, peripheral artery occlusive diisease (PACD), .
endot hel i al fdy fleumepufacturavfier apdicanest for thesstamdation of ndbe lexpredsiome af t er
PTCA, hyper&ﬁ&ﬁé‘mﬁdlg [ng essential hypertension, pul nonary - .
hyper t-ensi on, -anc] secoirdary . hypertensi on (renovascuiar. . hypertension,
" chronic gl-omerul onephritis), erectile dysfunction, ventricular arrhythnia, -

" and the lowering of cardiovascular risk of postmenopausal women.or after

i ntake of clnyetagegiter vasp&ongfo thedpresdnt tilveenfion, nbese (d pravided aa dilhinpreadticy]l be

used in the_thera d prophyl axj s of .di apet i abet es conplications
]g ne Ip hr opat h@fgp af%i‘ﬁﬁgé%ﬁj Eiff?%‘g‘%%?@ﬁ%?n 3@?@6@(&?% 158 Fo@?ﬂ%ﬁ @ renal
ai lure, cig¢ffebad dos ol s definb®4Ho0¢ Asd SpharMisdelticall® @cd¥piableXarrier.
performance or a restricted ability to learn. Preferred indC?cations are

stabl e angi na pectoris, coronary heart disease, hypertension, endothelial
dysfunctio at heroscl erosi s and di abetes conplications. 8 August 2005 32a

n
The conpourhe coppprrfisnacaording do ribe raenaral ifyrmeda () sen the wseddtoi Ppregmilienthei on
Wi th other ex;ﬂ@s%foﬂ&ﬁ% bERtheliaP RO ¥@teRRMY BdShel PP hRAARL YuticH! agMyrch

~are able tale‘w ance the _effect of" the conpounds according to,the general

formul a (I%he HEAmenteet YR HISeasssHp bl Hies coext ek thes prasenis mvagtion, {rpapnentr s:
AT1- ant agoftichidss tha tiggrapynSeell &{th® piophFlaxib DEhé rhéfbvd disdasesCa- ant agoni st's;

- al pha- bl ockers; beta-bl ockers; netimzol and anal ogous conpounds; argi ni ne;
tetrahydrobiopterin; vitamns, in particular vitamn C and vitamn B6;

ni aci n. '




'The conpounds of the fornula (1) and their pharmaceutical 1§ A4SEeiAQE e
salts, optionally in conbination with other pharnaceutically active

compayuRds 50 be adm nistered to animals, preferabl Y pb@/ERsRLS, and in
particular to humans, as pharnmaceuticals by thenselves, Iin mxtures with

-one another or in the formof pharnmaceutical preparations: Further

'subj ects of the present invention-3erefore also are the conpounds of The

formula (1) and their pharmaceutically acceptable salts for use as

pharmaceuticals, their use as transcription stimulating agent for

endot hel i al KO stijintdnotier amgpettn dfatlid Gurbsdnt tiMebdtions ethiefe ik herdvidadapy and

pr ophy| pixirfacdutichlerap@iteon R teaRQtn et Y COARVaftu MRlideadss, Stk br use for

preparing n@dl canents for these urggses. -Furthernore, subjects of the

pr esent "AVEFREGR Pe&“r"éls’p?f&Pﬂ%é’@Pﬁ" §eazs dpuprmelal A8eing, a‘ﬂﬁ%f’?ﬁ?&%t i cal

conposi symiremeinacthfafion biyoeamdinl SnAtigion] st26ked thruombOd OfetiphbraPailélyPC2/ 01444
33 tive dose o t.- heast one conpound of the for.nula .and/ or a

phar mac §%{I|§éé‘é+ I ‘f}seaﬁ%c g%éoé%fhé’h s@fshcﬁglfl’e 5%5?138%50 Sbsh atHisage & gﬁlétbgléc ceptabl e

carri er damage aftere? TEAnbypertepsian,nassential bypériensioncprlaivherychypertensienibst ances

and/ or Lilve .nhar ifa rdi t I.J \ can be

admi ni stg%gg rg?“f%{éﬁ?‘gr’ éiig)rrp ehﬁnhﬁﬁgﬁg‘[ SQ’m%g’f"t“g‘f Iél gl,m'?lgﬁ%%]g?s’f acquer ed

t abl et serestilgadysfyaetian, + senteedar qrehytimis, disbelesandiabe®s ceaphieatiansapsul es,

aqueouspephrSpHlR), | tetifdpaliy, Yan‘gﬂifg'éhés‘i&? Sastiiid bRShchRe!| SHrofie RhalSESRLASI Ons, or
rectall le in the formof suppositories. Adm ni stragtlﬁgn can al so

. far ex

be carr "B’&‘)ﬁﬁlt"% '-E%t WA SSEOProsise Fesgctsfh menaqiy ReriaRBaRes 9f aitrstRgistiscul arl y
or i nt rabiktyaudtan, ¢t foh thefI0WeHAE of atlldviassitar iRk of PosiGidnepardel woiesi on. Ct her
sui tabl e ajfm'”thﬁ”f“ n forrr_s‘ar.(ﬁ, for .exarr_%:pe.,. perCéJt %ge%ﬁs of t opi cal
adni ni STt oRiaxe 8 fLvesn 53, BreparatioB CoOBPHIRE A CHIGINE €95% 8T 2 sprays or
t r ans deforaound as definediabovg andsgpharmacauigaliyingeptablo garsnd ni stration in the
formof nasal sprays or aerosol mxtures, or, for exanple, mcrocapsules,

i npl ants or rods. The preferred adm nistration form depends, for exanple,
on tRgarfiplssaf distazed ohichaandit teated withtthe compenndsyacconrlingpto thegirkeent aspect of

 of PR pUINEPiraBUosbfaF it BB e ol RSP RBENR pbuis BRI Thove

i n dmartofdisease, shrinznwital oauging (spasme), cacute roxenane sykndrosed, heartifyilwrgs i 0 and/ or

:ccglggé%%ggaﬁr?;g!r)% %gg’ghngﬁirlllt%gg’l %%r}%gta‘zgisneg#"@{: ﬂgﬁ 15} g; nu aéJ é? ’é/ or its-
- pharendothelialc alysfmelgane pathprascleedsiss resignosis shdothelc slamagal afiere i ons
NOT Y peersRid ﬁﬁ:lﬁdiﬁ%&eﬂﬁéloh%eﬁﬂon,pﬁﬁfrﬁfﬁ@ Yyperdbion, and secondary -
hypertension  (renovascular . hypertehsion, " chronic  glomerulonephritis), erectile
dysfunction, ventricular arrhythmia, and the lowering of cardiovascular risk of
| postmenopausal women or after intake of contraceptiva. ’
Compounds of the formula (T) can additionally be used in the therapy and prophylaxis of

 diabetes and diabetes complications (nephropathy, retinopathy), angiogenesis, asthma
bronchiale, ¢hronic renal failure, cirrhosis of the liver, osteoporosis, restricted memory
performance or a restricted ability to learn.

Preferred indications are stable angina pectoris, coronary heart disease, hypertension,
endothelial dysfunction, atherosclerosis and diabetes complications. -




0.5 to 500 ng, in particular froml| to 200 ng, per dose, t dependi ng on
the type of the pharmaceutical preparation it nay al so be I‘?I”Qngz
pharmaceutical preparations usually conprise 0.5 to 90 percent by vvel ght
of the compounds of the formula (1) and/or their pharnmaceutically
acceptabl e salts. The preparation of 33 pharnmceutical preparations can
be carried out in a manner known per se. To this end, one or nore conpounds
of the formula (1) and/or their pharmaceutically acceptable salts,

together with one or nore solid or liquid pharmaceutical carrier

SUbStﬁﬁ%ﬁmpﬁﬂﬂ&Oﬁcc@%é to/he fﬁﬂﬁulﬁl{l?' dahaldo B! Bﬁdﬁﬂ%’iﬁbﬁdﬁ@n witﬁ oflRBi I ed In-
conbi nation W %h ot her™ phar nmaceu %?I |y active cmouglds cg

{ her @PaRAcEuLSaly agkve, ForsRauads e lsrbDLSmpRds IS 76 allcda enlipAce the

-adm RifsEr @fltﬁa cfdhlilfﬂuﬂﬂs adesrdie toriie Wenefal chimbiac ()b Exumplbsasf auch

phar maceutlcg @ human or veterinary nedicine. 8 August 2005 33a For the
pr od (ETPEH AnClPdS st abl et's, sugarcoated tabl ets and hard gelatin capsul es
it - |s&tmﬂoAﬁEbinh1mmrs;Js-éTl-hmagmsm;ph@inihmt-iohlb;tos; &, Vindubiexgnfee mai ze
L8 ElagShistl AUEPbIORL YOI MG erd HeimeBbPRId bt Oimbdhad il ibine St C.

Carr i'ncapsu Fad'an sugpom ories are, exanpl e,
fatsﬁemﬂhxégblosmwmnandpaﬂquhuvmwgn mearoind36; @Faclfﬁardened oils, etc.
Suitable carriers for the preparatlon of solutions, for exanpl e of
solutions for jnjection, or of emulsions or, syrups are, for exanple, water,

phy s iTbe sgmpawnds of dhrifarmula() and) theirpharmageutisalboprsrriable Salts opsiepallyo |

gl yCR{ ebmbinativPhith SHeF Bﬁeﬁmabﬂ)ﬂ%ﬁﬂy G co&pewssaa@@eadmﬂﬂ@t%&%%
PCTTEPRO2/ 01444 %4 gl ucos %cgm t ol eget ﬁbl e oils, etc. } al so

' possls Preigabiy ] SR rREgticypar; 9o “IPS?%’nﬂsaﬂta{‘)la%ﬁlﬂ& h

phar ﬂi&ﬁselwes;ahlnﬁxmewitnwne anathts ot theofonmeof! plarmaceutitdl rpjepdrgtﬁ:mb.l i sat es,
Lo R i or R LT ROl B SEhpRPA Y ithgly S L0l ¢
of g{Iy @od ithein phekmasewtivally actéptabde iselts Resusteas phmnamquoals;dﬂmr ewngounds

acco arati ons
con tisgfptdh S BERleE TorHdoRBAN RDSeyniSo oROH BRARKEL Siic BECRZ 2 000 .

| ubr thedherspy wed prcm@yhgtsmféthesqbawmemmsed @msimem @r wcll @ §b@r yse oy,

pr esﬁrre é%?ﬂg’ﬁédlcézﬂcr% ‘Eﬁgﬁ%&f‘% Eﬁlqsxfs% FrRfbinore! Sy HOhe pRéseRBvéRion:

thic |.uent's ubst ances,. sol vents SQ| ubilizers, agents
“for arenhphepmargutical cpyeparationsc(or Rharmaceugiealrempasitipnsh Ve GOMPIiSe s sur e,

coatlng agent's or ant i oxi dants.




The dosage of the conpound of the formula (1) to be adm ni stered and/or of

_a 15 phagpasRyldgal |y acceptable salt thereof depends on rfvgrRlRASdual
case and I's, as 18 customary, to be adapted to the indivi dBGIER$Y¥UdHst ances
to achieve an optinmumeffect. Thus, it depends on the nature and the

severity of the disorder to be treat ed33 and -al so on the sex, age, weight

and i ndivi dual responsiveness of the human or aninmal to be treated, on the

ef fi cacy and duration of action of the conpounds used, on whether the

t her apy  $licchygidose)of 2y least onF cospopnd sifytha dorioyla () end/ahet plarmaiehtcalbct i ve

conpoundgccaptebla deil N insdeireshd & pﬁﬁﬁiz{célﬂfbatg éa;ﬁ} the Y BP';@ ) in
general , ,a daill Xffjfse ofrgﬁgproxl tely 0.01 to li(g prefera Py 0.1
to 10 l}?fjma?eﬁ R FCELHIAG'S Gargier Y @&(‘,’Pﬁ case ny per kg of

bodywei ght) is appr opr| ate for adm ni st rat ion to. an.adult weighing

. appr oxi r.to obtai.n the . desired r sul The daily dose
can be a h\érrgecrefalg m %&é‘ﬁﬁﬁp tﬁﬁé‘“{f&&g n gan be fien waﬁEr‘Fxf"&P df '

anount s th?— dormnf mlist Gablats, Ibequdiedi tdbldtsi stgarceured ahbletbogranﬂw,rml‘@ah&\@oﬂt hree

or four ndi. n n t he indivi.dual
responseeﬂﬁth h’g B2 ﬁ%@%%@?ﬁ?ﬁﬁﬁé@??@m% g IR CHPRNGRY O e

gi ven dé?q“-ay‘ Ydé%reexawﬁe Hothsdorma of supnssitpries. Mm:netrammmsct ))e canmedlcmb be

used fopaghleeillypreaspld &m&mﬁﬁ&%@ , Miranlbamie dr Hb:ﬁiaﬁ %

Non- | i mtlp%geﬁx n@l es i nc@gue dlc?tﬂnostl pur poses I oC em cal

tool s, SHYUGRS Topierham of @ P rf’é’e‘mﬁﬁt‘%‘ﬂoﬁﬁqﬂﬂﬁeﬂfec@hﬁé , e.g.
e ma;:percu t o8 bpical b | | ftsr t g iﬁ?ﬁéﬂ?}@ﬂ&’/ e, tlﬁI 2

. presen ion now illustra i.n, t.he foll.ow ng .exanpl es ‘
D onel oA ot et SR, RIS iy o e Torguatavt D

370ngy (Jzasslzsmurs)orzacxmqlmnmmu loy,| fqnalmaapb;ldmaﬁ; Capbules, ﬁﬁplﬁmh)ortma@tm anm ne

ot & adiegoed miissadth fed S8R 167 Hhai. o @”ﬁ‘%ﬁs“ DB RI (rT)

10 The ﬁeﬁm{l ng m xture was then poured onto an ice/Hd - mxture extracted
with ethyl acetate and 'concentrat ed. The thus-obtained residue was

fracti onat ed Iiiybharekiep Shéht iVeBHO chdrt | h
trifl UOchﬁﬁﬁéxh@a@Eﬂ‘é&lv: ; bs%lo@ atl% oﬂ@(: 08 % %%gf
2.20 (Sm%in 0 'stefe O{Hl of

ﬁ|569 (g %hﬂ'fnacék&l-allﬂé&é}ptab]@ sa %ﬁe?eojfgn& gbhaﬂnacéutlca ly accép aﬂ@ carriér. t, 2H s,

| _ The amount of compounds of the formula (I) and/or its phannaceuucally acceptable salts
in the pharmaceutlcal preparations normally ranges from 0.2 to 800 mg, preferably from
0.5 to 500 mg, in particular from 1 to 200 mg, per dose, but depending on the type of the
pharmaceutical preparation it may also be higher. The pharmaceutical preparations usually -
comprise 0.5 to 90 percent by weight of the compounds of the formula (I) and/or their
pharmaceutically aeceptable salts, The preparation of the pharmaceutical preparations can .
be carried out in a manner known per se. To this end, one or more compounds of the
formula (T) and/or their pharmaceutically acceptable salts, together with one or more solid
or liquid pharmaceutical carrier substances and/or additives (or auxiliary substances) and,
if desired, in combination with other pharmaceutically active compounds having
- therapeutic or prophylactic action, are brought into a suitable administration form or
dosage form which can then be used as a phanmaceutical in human or veterinary medicine.




15 (dd, 2H, 1121, H6), 8.67 (d, 111, NH) The enantionmers were separated by
prep. HPLC (Chiraipeak AD, elution agent n- beptane:i soproﬁé‘r\’@l‘mtﬁﬂoﬁ) o, a)
(-)-4-Fluaro-N-(4-~teetl~yi-indart 2 yl)-benzam de 20 retention-tinme: 8.69
b) (+)-4-Fluora-N(4-nethyl-indan-2-yl Bgsaenzam de retention-tine: 9.46 The
foll owi ng conpounds were obtained in an anal ogous way: 25 EX 2:

4- FLUORO N- ( 5- METHOXY- 1NDAN- 2- YL) - BENZA. NI I DE  np.: 160C EX 3:

4- FLUORO N- ('S, b- DI METHOXY- | NDAN- 2- YL) - BENZAM DE 30 np::160C EX 4:

4- FLUORO N- ( 5- FLUORO4NDAN- 2- YL) - BENZA i ThE np.: 144C 35 EX 5:

4- FL - MGT - D/H\I— ' BENZAN! | .., 143C 8§ August. 2005 WO
02/ 0645 €|‘-\F|_5é"‘5n" et 4t it %hg'g’ﬁug%&?%%%eg)ﬁ%ﬁﬁgw?at'“ Sapsiles it 5
* 2- (1 NDARossible GARBYMIL ) exapiplt\YiaceSE ERarch, :foll 32GinpleEMatze AGKH| GrAGifh
 2- (1| NDANeRvafivEARBAMAY e 55 - L A16C 10 EX 8
4- FLUORON: ( TRARS: | -’HYDRCOX\‘(:I-}QE E[%(f éﬁ%;\g&ﬁ%% B soft pelagin¢ Pé%%éza“d

BENZQ[ | SBRHOSENS- Feclreesemmeabin vaxen sraispband2Liquid ) podjlEEndtEirahiqr:  229C
EX 10: Biiiétddl oild, RtXChitdbi CARPEESY RO PrepBrafibh I sbilutions, for example of

| solutions for injection, or of emulsions or syrups are, for example, water, physiologically

sodium chloride solution, alcohols such as ethanol, glycerol, polyols, sucrose, invert sugar,




 HYDROXY- | NDAN- 2- YL -Al\/l DE . 255C 20 EX 11:
: ) o [ MiH+) neasur e Augist 2005

- 4- FLUORO- N- (4- FLUORO- | NDAN- 2- YL) - BENZAM DE
ret ent VOROHEEIS 4, 91 25 EX 12: 4- FLUORO N- ( 4- HYDROXY- | I\E@(Nf;ﬁosz;);“BENZAM DE

[ MFH J neasured: 272 retention-tinme: 4,37 EX 13:
4- FLUORO- N- ( 4- | SOPROPOXY=I NDAN- 2- YL).- BENZAM DE 30 [ M+tH I neasured: 314
retention-time: 5,21 EX 14: N-(5, 6- “BPCHLORO- | NDAN- 2- YL) - 4- FLUORO- BENZAM DE

[ MMHL nmeasured: 324 35 retention-tine:- 5,01 8 August 2005 V\D 02/ 064545 - 37

R i S, O TR e RS P e

nmeasur ed et ent
sol verforiela: ¢hi and | theig o@haapmhcalw lacperBatii 8B: and to use the resultm

L4 QpEREADAelpid 6 pPRETPENEANDR, o il R SHE S 0
rei entqlb’%n ti_ne: lﬁn pr epgsH ‘Mﬁl aﬁﬁ% Sllof}e% ©
acet orffAHSTH 491 ‘E’GHPCG i ‘m anfy pr edscae for eﬁsml@,mp@lm of glgsaligpicis 15A and
15B i santlfiactid aeidant i omer and the other one is . the S enantioner. EX 16A
N- (S- CHLORO- H DAN '2- YL) - 4- FLUORO. BENZAM DE t 5 [MH] measured: 290
Besides the coﬁn;iound or compounds according to the invention and carriers, the
pharmaceutical preparatlons can also contain additives, for example fillers, disintegrants,
binders, lubricants, wemng agents, stabilizers, emulsifiers, dispersants, preservatives,
10 sweeteners, colorants, flavorings, aromatizers, thickeners, diluents, buffer substances,
solvents, solubilizers, agents for achieving a depot effect, salts for alteririg the osmotic )

pressure, coating agents or antioxidants,

, The dosage of the t:ompound of the formula '(I) to be administered and/or of a
15  pharmaceutically acceptable salt thereof depends on the individual case and is, as is
customary, to be adapted to the individual circumstances to achieve an optimum effect.
' 'Thus,- it depends on the nature and the severity of the disorder to be treated, and also on the -
sex, age, weight and individual responsiveness of the human or anima! to be treated, on the |
efficacy and duration of action of the compounds used, on whether the therapy is acute or
20 chronic or prophylactic, or on whether other acﬁve compounds are administered in
A' addition to compounds of the formula (I). In general, a daily dose of approximately 0.01 to
100 mg/kg, preferably 0.1 to 10 mg/kg, in particular 0.3 to 5 mg/kg (in each case mg per
kg of bodyweight) is appropriate for administration to. an aduit weighing approximately 75 :
kg in order to obtain the desired results. The daily dose can be administered in a single ' )
25  dose or, in particular when larger amounts are administered, be divided into several, for
 example two; three or four individual doses. In some cases, dependmg on the individual
. response, it may be necessary to deviate upwards or downwards from the given daily dose.

The cbmpounds according to the formula (I) can also be used for other purposes than those -
30  indicated in the foregoing. Non-limiting examples include diagnostic purposes, the use as
biochernical tools, and as intermediates for the preparation of further compounds, e.g.
' pharmaceutically active compounds. '




‘retention-tinme: 7,21 (Rf on prep. HPLC (Chiral peak AD, sol vent
acetonitrile:isopropanol 9:1)) EX 16B: 8 August 2005
- N (5- CHLOR® b2a#abl3- YL) - 4- FLUORO BENZA 1nE 20 [ MtHL neasurﬁc}'mﬁ]%l“4

retention-tinme: 20,12 (Rf on prep. HPLC (Chiral peak AD, sol Vvent
9:1)) One of the conmpounds of exanples 16A and

“acetonitrile:isopropanol
16B is the R enantionmer and the other offeis 25 the S enantioner. EX 17:
N- (4, 7- DI METI | OXY- | NDAN2_YL) _4- FLUORO- BENZAM DE [ MrH+] neasured: 316 '

" retention-time: 4,81 30 EX 18: 4- FLUORO N ( 2- METHYL- | NDAN2- YL) - BENZAM DE

[ MtH} ] neasured: 270 retention-tine: 2,49 condition: b 35 EX 19:
, 2- AM NO- NThe presarsitventiuDANIE vy baIRSEhdAM th@lfolﬁwﬂﬂghb%rne;ﬂ&% WD 02/ 064545
. 1,75 b

PCT/ EP02/ 01444 -38 [ MtH nmeasured: 268 retention-ti condi tion:
5 EX 20: 2,5-DI METHYL-1-PYRI DI N- 4- YLMETHYL- ] H PYRROLE 3- CARBOXYLI C ACI D

. (2- METHYLERA®DRMSD- Y1) - AM DE [ MH41 neasured: 360 Retention-time: 1,89
condit§on: b 10 EX 21: 4- FLUORO- N- (1 NDAN- 2- YL) - BENZAM DE 43.70g (258np1)

- 2-am hoi.nﬁ e hydrochl oride and 53.43g (528mmpl) triethylam ne were added
to 250 m*Bfl'tetra 'WRQ%@'ME@'&BQI(-MAMWLMBENMMDBEZWI chlori de

wer e 370mg (2.52mmol) 2-amino-4-methylindane and 257mg (2.52mmol) triethylamine were
dissolved in 5 ml dioxane, 400mg (2.52 mmol) 4-ﬂuor0benzoylchloride were added, and

- the mixture was stirred for 2 h at room temperature (RT). |
) 10 The resulting mixture was then poured onto an iceVI-ICI—mixtlne, extracted with ethyl
} acetate and ‘concentrated. The thus-obtained residue was fractionated with prep. HPLC

) (RP18, acetonitrile/water, 0.1% trifluoroacetic acid), Yield: 370 mg (87%)), mp.:154°C
1 - ' :
- "H (d6-DMSQ, 300MHz): 2.20 (s, 3H, CH3), 2.80-3.00 (m, 2H, -CH;-), 3.16-3.30 (m, 2H,
~CHyz-), 4.69 (quint, 1H, CH-N), 6.92-7.10 (m, 3H, H’, Hf, H"), 7.39 (t, 2H, 1, H’), 7.94
15 (dd, 2H, HZ, H), 8.67 (d, 1H, NH) '
The enantiomers were separated by prep. HPLC (Chiralpeak AD,. elution agent n-
heptane:isopropanol 10:1):, _
a) (-)-4-Fluoro-N-(4-methyl-indan-2-yl)-benzamide
20 retention-time: 8.69
b) (+)4-F!uoro-N—(43methyl-indan-Z-yl)-benzamide
retention-time: 9.46
‘) The following compounds were obtained in an analogdus way:
' 25_ - : :
EX 2: 4-FLUORO-N-(5-METHOXY-INDAN-2-YL)-BENZAMIDE
mp.: 160°C - | -
EX 3: ' 4-FLUORO-N-(5,6-DIMETHOXY-INDAN-2-YL)-BENZAMIDE
. 30 mp.: 160°C : ' '
| EX 4: 4-FLUORO-N-(5-FLUORO-INDAN. ~2-YL)-BENZAMIDE
mp.: 144°C '
35 EXS: 4-FLUORO-N«-(S-METHYI;—INDAN—ZeYL);BENZAI\HDE

mp.: 143°C




added; and the m xture was stirred for 2 h at RT. 15 The resultin m'xture
was then poured onto an icefHCl-mi xture, the obtained preciggﬁl{gé!?
filtereggswasfed W th a NaHCGB-sol ution and water and dried in vacuo. The
crude product was crystallized from nethanol. There wePETEBIHINEY 47.8 g
(73% of a white, «crystalline product. np.:167C 20 Ms: (M+H : 256.1 ' H NWR
(300 'MHz, d6-DMSO): 2.96 (dd, 2H, 11343), 3.25 (dd, 211, H3/1), 4.70 :
(sextett, 1H H2), 7.12 - 7.19 (m 2H, H4,7/5,6), 7.20 - 7.28 (m 2H,
H5,6/4,7), 7.30-(t, 2H, H3', 5'), 25 7.95 (dd, 2H, H2',6'), 8.68 (d, 1H,
NH) COUPLI NG OF | NDANYL AM NES W TH VARI QUS AROVATI C CARBOXYLI C ACI DS 30

yaroc kot e and GG mra b7 SHTRORTHEPAR SECARG AR, "

di ssol ved in 2. SRAENYHESHES onet hane, added to a solution of 0.5mpl -of
the respequpwe acid in 2.5ml of dichloromethane (DCV) and stirred for 10
. mn_at roomtenperature. There were then added 0. 7mml of the 35 .
res‘rbectl ve indanyl am ne and stirring was continued over night. 8 August
2005 VIEXOZ/ 064548CRTICP02/ ACIB4 - R(INPANSS VG ARBAMOYIL)S-NBSTHYED Washed
2 x with 2N HC @ﬁ@Nﬁﬂéﬁ :g;gm a saturated KHCG3-sol utlon drie ver ‘
MSHA, filtered - § Tdue obtained after evaporating to dryness was
cryst ampi: 186G r om et hyl acet at e/ hexane- or McOHdi et hyl et her-m xtures or
purified with HPLC. 5 The retention tines given are those obtained on a
Beckmann HPLC-system u a. YMC QODS- AM 4. 6x250mi - col umm and

ackt orEX8:| e/ mﬁeFLﬁ@@d’?g—ﬂ BANS-EHYDBOAX¥NIAN:2-VE)-BENBAMIDEt oni tri | e

|n 4(3)%«)419@& a flowof 1 m/mn. (unless stated otherw se). la EX 22: J)
N- | NDAN- 2- YL- 4- METHYL- BENZAM DE np.: 163C ‘

- EX9: BENZO[1;3]DIOXOL—S—CARBOXYLICACiD (S;NI’I‘ROLINDAN-'Z-.
~ YL)-AMIDE :
15  mp: 229°C
EX 10: BENZO[1,3]DIOXOL-5-CARBOXYLICACID (6-CHLOR-1-

. HYDROXY-INDAN-2-YL)-AMIDE
mp: 255°C '
20 |
EX 11: 4-FLUORO-N~(4-FLUOROQ-INDAN-2-YL)-BENZAMIDE
[M+H"] measured: 274
retention-time: 4,91 : )

25  EX12: 4-FLUORO—N-(4-HYDROXY—INDAN-Z-YL)-’BENZAMIDE
[M+H'] measured: 272
retention-time: 4,37

EX13: - 4-FLUORO-N-(4-ISOPROPOXY-INDAN-2-YL)-BENZAMIDE
30  [M+H'] measured: 314
~ retention-time: 5,21

EX 14; N—(S,G-DICHLORO-INDAN—Z-YL)-4—FLUORO-BENZAMIDE
[M+H'] measured: 324
35 retention-time: 5,01




'EX 23: 4- ETHOXY 2- HYDROXY- Nt | NDAN- 2- YL- BENZAM DE  np. 163%
3- FLUORO- NANDAN- 2- YL- BENZ4JM DE [ M+H rreasur ed: 256 2 rete tﬁ%H%?%? 15. 48
i

20 EX 25: WO-EDHOXY- 4- METHOXY- N- 'NDAN- 2- YL- BENZANI | DE mﬂ”ed
312.2 retention-tine: 15.38 EX 26: 4- ETHOXY- N- | NDAN- 2~ YL BENZA

"[MAl] neasured: 282.2 retention-tinme: 16.62 EX 27:
" 4- CHLORO- 3- METHYL- N- | NDAN- 2- YL- BEN2AM ¥ - [ M+H1] neasured: 286.2 30
retention-time: 17.60 EX 28: 4-1 SOPROPYLOXY- N- | NDAN- 2--YL=BENZAM DE [ MtH{

" measur ed ret n-tine: 17.96 35 EX 29:
3, 4- DI NETP?%‘{‘I- dﬁ%f%%ﬂ%%@-@h&éﬁh@ommE
02/ 06454P[M)4-Hlbpﬂéa@ik¥bd429040 [ MiH ] neasured: 266.2 retention-time: 17.71 EX

' 30: 4-BUT Al - BENZA neasured: 310.2
Cot enti on IS B PR DEPCHILR) Nl AD e senhaceial o
[ MrH+] ne@dbred: 302.2 10 retention-time: 17.27 EX 32:

‘ 4PHEN(§XY— NANDAN- 24" L- BENZANII DE [ MFH{] neasured: 330.2

- EX 15B: N-(4-CHLORO-INDAN -2-YL)-4-FLUORO—BENZA1\4]DE

[M+H'] measured: 290
retention-time: 16,79 (Rf on prep. HPLC (CthaIpeak AD, solvent acetonitrile: 1sopropanol
o)
10
) One of the compounds of examples 15A and 15B is the R enantiomer and the other one is

" .the S enantiomer.

EX 16A: N—(S-CHLORO-INDAN—Z-YL)44FLtIORO-BENZAMIDE
15 [M+H"] measured: 290
retention-time: 7,21 (Rf on prep. H.PLC (Chlralpeak AD, solvent acetomtrﬂe 1sopropanol’

- 9:1))

- EX 16B: N—(5~CH_LORO-INDAN—2-YL)-4-FLUORO—BENZAMIDE
20 [M+H'] measured: 290 -
' retenﬁon-ﬁflle: 20,12 (Rf on prep. HPLC (Chiralpeak AD, solvent acetonitrile:isopropanol .
9:1)) |

One of the compounds of examples 16A and 16B is the R enantiomer and the other one is

25  the S enantiomer.

EX17: N-(4, 7—DIMETHOXY—INDAN-2-YL) 4~FLUOR0-BENZAMIDE
[I\/I+H+ ] measured: 316
retention-time: 4,81

30 :
EX 18: 4-FLUOR0-—N-(2-METHYL—INDAN—2 -YL)-BENZAMIDE

[M+H'] measured: 270
retention-time: 2,49
condition: b
35 _
EX 19; 2—AMINO-N-(2-METHYL-INDAN—2-YL)—NICOTINAMIDE




‘retention-tine: 20.54 15 EX 33: 3-'BROVD 4- FLUORO- N- | NDAN- 2- YL- BENZAM DE
[ MFHL neasured: 334.2 retention-tine: 18.71 20 EX 34: 8 August 2005

. 3- CHLOR ¢aME3HEYL- N- | NDAN- 2- YL- BENZAM DE [ M+H] neasur'\P T’%E‘E’éﬁ |
retention-time: 19.23 EX 35: 3- FLUORO- 4- METHOXY- N- | NDAN 2 RZam DE 25

[[MtH+] neasured: 286.2 retention-tine: 15.75 EX. 36:
3, 4- DI METHOXY- N- | NDAN- 2- YL- BENZAM DE38 f MrH | neasured: 298.2 30 :
retention- tlma 13.93 EX 37: 3- CHLORO 4- FLUORO N- | NDAN- 2- YL- BENZAM DE

[ Mt-H] 29 retention-tine: 18.26 35 EX 38:
2, 4- DI a’?‘-\(ﬁﬁﬁé& YL- BENZAM DE 8 August 2005 WD 021064545

PCTI EPméﬁm%neAu,?s [MtH neasured: 266.2 retention-tine: 16.84 EX 39:

" 3,4-Dl FLL‘J:FF I NDAN 2- YL- BENZAM DE 5 [ MtH{] neasured: 274.2
ret ent FOR= ? 16. 47 EX 40: 4- BENZYLOXY- N4 DAN- 2- YL- BENZAM DE [ M+H+]

measured: 344.2 10 retention-time: 20.38 EX. 41:
5- BROVEXTH).OPHEN, - SiNRE PiY . 1- mmm%ﬂmmﬁ%%m geasured: 322:2
- CARBOXYLIC ACID (2-METHYL-INDAN-2-YL)-AMIDE .
[M+H'] measured: 360
~ Retention-time: 1,89
condition: b
10 '
' EX21: 4—FLUORO-N-(INDAN-z-YL)-BENZAMIDE )
43.70g (258mol) 2-aminoindane hydrochloride and 53.43g (528mmol) tnethylammc were Co
“added to 250 ml of tetrahydrofuran, 42.89g (270 mmol) 4-ﬂuorobenzoylchlonde were
- added, and the mixture was stirred for 2 h at RT.
15 The resulting mixture was then poured onto an 1ce/HCl—mixture thc obtained precipitate
was filtered, washed with a.NaHCO;-solution and water and-dried in vacuo. The crude
- product was crystallized from methanol. There were obtamed 478 g (73%) of a white,
crystalline product. '
mp.:167°C
20
MS: [M+H']:256.1

H-NMR (300 MHz, d-DMSO): 2.96 (dd, 2H, H1/3), 3.25 (dd, 2H, H3/1), 4.70 (sextett, L
1H, H2), 7.12 - 7.19 (m, 2H, H4,7/5.6), 7.20 - 7.28 (m, 2H, H56/47),730(t 2H, H3, 59, J

25 7.95 (dd, 2H, H2',6"), 8.68 (d, 1H, NH)

COUPLING OF INDANYL AMINES WI'I‘H VARIOUS AROMATIC
CARBOXYLIC ACIDS

30 Method A: :
0.5 mmol (96mg) 1-ethyl-3-(3-(dimethylamino)propyl)carbodiimide hydrochloride and 0.5
~ mmol (87pl) diisopropylethyl amine (DIPEA) were dissolved in 2.5ml of dichloromethane,
added to a solution of 0.5mmol of the respective acid in 2.5ml of dichloromethane (DCM)
and stired for 10 min at room temperature. There were then added 0.7mmol of the

35 respectlve indanyl amine and stirring was contmued over night.




15 retention-tinme: 18.14 MP.: 158.5C 1H NWR (400 WMHz, d6-DVMBO): 2, 90-2, 98
(m 2H, H1/H3), 3,21-3,29 (m 2H 11-3/H 1), 4,63 (seat8Augyst20p5oy
7,13-7, 1OWOW2@H4SH- 4, H 7 or 11-5, H6), 7,22-7;28 (m 31%1*313%2@1&}-7 or
11-5, 11-6 and H 3' or 114'), 7,64 (d, 1 H H 4 or 113), 8,73 (d, 1 H NH
20 EX 42: 3- BENZYLOXY- 4- METHOXY- N- | NDAN2- YL- BENZAM DE [ MrH'] nmeasur ed:
374,2 retention-tine: 19.62 25 EX 43: #4393 UORO NAPHTHALENE- | - CARBOXYLI C

. ACI D- | NDAN-2- YLAM DE [ MtH1L neasured: 306.2 retention-tinme: 18.47 30 EX
N-2- YLAM DE [ MtHL neasur ed:

44: 5-CHL THI HE - CARB LI C ] | NDA
375, 5 1 odbg e ludan V85 B iishisl Zx wilh R O Ee opbe (W aRfurated
_ 2-'YL- BENZKQD Ssolution] ititdl ovar dpS@s) filRAA. sid Shokegidat oB@ﬂéd\A@ep&ﬂﬁg%gggw ‘

 PCT1EP021 4 té on-time: 19 14 EX 46: 4. 3-
N- | NDAN- 2%#&‘&1%%?5@‘2?@&%&% éd’r%qg%caﬁge@exw.% V@@Jﬁf&%‘é@“&%@%% EX
. 47:  3- VETPIfedwileRPYC. N- | NDAN- 2- YL- BENZAM DE [ MtHL neasured: 282. 2
retentgon-tine: 18.20 10 EX 48: S ,
, 5- DI VETHOXY- N- | NDAN- 2- YL- BENZAM DE [ MtHL reasured: 332. 2

2-C | LCR% -
ret'ent i on: 1§ FRientigy timaes given are those obtained on a Beckmann HPLC-system using a YMC

(ODS-AM 4.6x250mm-column and acetonitrile/watet/0,1%TFA-gradient (0% acetonitrile
to 80% acetonitrile in 40 min) under a flow of 1 mV/min, (unless stated otherwise).

0 EX2: 2-HYDROXY-N-INDAN-2-Y1-4-METHYL-BENZAMIDE
j mp.: 163°C :

EX23:  4-ETHOXY-2-HYDROXY-N-INDAN-2-YL-BENZAMIDE
-~ mp.:163°C -
15
EX 24: 3-FLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 256.2 ' | '
retentton-time: 15.48

20 EX25: 3-ETHOXY-4-METHOXY-N-INDAN-2-YL-BENZAMIDE
[M-+H"] measured: 312.2 o
retention-time: 15.38

L) EX26:  4-ETHOXY-N-INDAN-2-YL-BENZAMIDE
25 [M+H'] measured: 282.2
retention-time: 16.62 -

EX 27: 4-CHLORO-3-METHYL-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 286.2 '
30 retention-time; 17.60

EX 28: 4-ISOPROPYL.OXY-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 296.2 '
retention-time: 17.96

35
EX29:. 3,4-DIMETHYL-N-INDAN-2-YL-BENZAMIDE -




15 EX 49: 2- METHOXY- 4- METHYL- N- | NDAN- 2- YL- BENZAM DE [ M+H1_neasured: 282.2
retention-time: 18.10 EX 50: 4- TRl ELUOROVETHYLOXY- N- | NDAN- 8 AHQugiQan pe

20 [ b ed: 322.2 retention-time:. 19.90 EX 51:

3- FLUOL%:}E@E%J L- N- | NDAN- 2- YL- BENZAM DE. [ MrH+] neasured B78144 o5
retention-tinme: 18.09 EX 52: 4- METHOXY- 3- METHYL- N- | NDAN- 2- YL- BENZAM DE
[ MFH4A] neasured: 282.2 retention-time#0-17.73 30 EX 53:

4- PROPYLOXY- N- | NDAN- 2- YL- BENZAM DE [ M+H} ] neasured: 296.2 retention-ti ne:
19. 60 35 EX _54: 3, 4-DI ETHOXY- N- | NDAN- 2- YL- BENZAM DE [ MtH~] neasured: 326.2

8 Augus[fM’zﬁﬁbnemedzlfi%%% PCT/ EP02/ 01444 -43 retention-time: 7.67 EX 55:

4 (CYCL/EESoRENY - ORY) - N- | NDAN- 2- YL- BENZAM DE [ MrH4] neasured: 334.2 5.
‘retention-tine: 21.53 EX 56; 2, 3- Dl 1YDRO- BENZOFURAN- 5- CARBOXYLIC ACID -

| NDAN- 2- - YLAM DE [ M+rH1 rreasured 280.2 10 retention-tinme: 15.67 EX 57;
4- FLUORRX 207R| FLUCBOYETXYININDMDAN- CELYBERENAMWIDE [ MrH} ] neasured: 324. 2

retenti gRsiiIE:, 16,54 01

retention-time: 20.83

EX 31: 3-CHLORO-4-METHOXY-N-INDAN-2-YL-BENZAMIDE:
[M+H'] measured: 302.2
10 retention-time: 17.27

EX 32: 4-PHENOXY-N-INDAN-2-YL-BENZAMIDE
[M-+H"] measured: 330.2 ' ‘
, retention-time: 20.54
15 )
- EX 33: 3—BROMO-4-FLUOR0-N—INDAN—2-YL-BENZAMIDE

[M-+H'] measured: 334.2
retention-time; 18.71

20 EX34: -CHLORO-4-METHYL-N—]NDAN—2—YL—BENZAM_[DE
[M+H"] measured: 286.2 _ _ &
retention-time: 19.23 : ' '.

. EX35: - 3-FLUORO-4 METHOXY—N—INDAN -2.YL-BENZAMIDE
25 [M+H'] measured: 286.2 -
retention-time: 15.75

EX 36: 3,4—DIMETHOXY -N—INDAN—Z-YL-'-BENZAMIDE
[M+H'] measured: 298.2 .
30 . retention-time: 13.93

EX 37: 3-CHLORO-4-FLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 290.2
retention-time: 18.26

35 ‘
EX 38: 2,4-DIMETHYL-N-INDAN-2-YL-BENZAMIDE -




" EX 58: 3- FLUORO- 2- METHYL- N- | NDAL- 2- YL- BENZAM DE [ M+H} ] rreg?l@ﬁg éé |
retention-time: 16.54 20 EX 59: 4- FLUORO 3- METHOXY- N- | NDAN: #R2AM DE

[M‘|‘| fl mm@d—l}‘lﬁ86 2 retention-ti me: 16.65 EX 60: P$£!E502I01444

3, 5- DI FLUORO- N- | NDAN- 2- YL- BENZAM DE 25. [ M+H1] neasured: 2
“retention-tinme: 17.76 EX 61: 2- BROMO 4- FLUORO- N- | NDAN- 2- YL- BENZANI | DE

[ M-HH] nmeasured: 334.2 30 retention-tifk: 16.73 EX 62:

- 4- FLUORO- 3- TRI FLUORMETHYL- NANDAN- 2- YL- BENZAM DE [ MrH+] neasur ed: 324 2
8 August 2005 WO 02/064545 PCTI EP02/ 01441 44 EX

“retenti 20. 31
. 63: 5- ACEWIF;IW E‘i@% RBOXYLI C ACI D | NDAN-2- YLANI | DE [ MtH+] measur ed:
.286.2 r ettentiomtimei e84 14. 20 EX 64: 5- METHYL- THI OPHEN 2- CARBOXYLI C ACI D

| NDAN- 2- YLAMAE [ MrH+J neasured: 258.2 retention-tinme: 15.67 10 EX 65:
2- CHLORO- 4- FLUORO- N- | NDAN- 2 YL- BENZAM DE [ M+rH*] neasured: 290.2 retention
ctime: 15EX395 EX 86-DIFIUORFNAINRARENYD-BERZAMBIE - 5- CARBOXYLI C ACI D

5 . [M+H'] measured: 274.2
retention-time: 16.47

 EX40:  4-BENZYLOXY-N-INDAN-2-YL-BENZAMIDE
- [M+H'] measured: 344.2 ' '
10  retention-time: 20.38

= EX41:  5-BROMO-THIOPHEN-2-CARBOXYLIC ACID- INDAN-2-
| ~ YLAMIDE

[M+H"] measured: 322.2
15 retention-time: 18.14

M.P.: 158.5°C

1H-NMR (400 MHz, d6-DMSO) 2,90-2,98 (m, 2H H-1/H-3), 3,21-3,29 (m, 2H, H-B/H—'

1), 4,63 (sext., 1H, H-2), 7,13-7,19 (m, 2H, H-4,H-7 or H-5, H-6), 7,22-7,28 (m, 3H, H-

4,H-7 or H-5, H-6 and H 3' or H4"), 7,64 (d, 1H,H 4' or H3'"), 8,73 (d, IH, NH)
20

EX 42: 3-BENZYLOXY-4-METHOXY -N—INDAN—Z-YL—BENZAMIDE N

[M+H"] measured: 374.2
retention-time: 19.62

25 EXA43: 4-FLUORO-NAPHTHALENE-1-CARBOXYLIC ACID- INDAN-2-
: YLAMIDE
[M+H'} measured: 306.2
retention-time: 18.47

30 EX 44: 5-CHLORO-THIOPHEN-2-CARBOXYLIC ACID- INDAN-2-
YLAMIDE
[M+H"] measured: 278.2
retention-time: 17.74

35 EXA4sS: 4-CHLORO-3-METHYL~N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 286.2




I NDAN2- YLANI | DE [ MtH~] neasured: 318.2 retention-tine: 18 73 M@@S 147. 5C:
20 1H- NWR (400 MHz, d6-DMBO): 2,91-2,99 (m 2H, H 1/ H3), Ajigust (m 2H,
11- 3/ Hy 9 (sext., 1H H2), 7,13-7,19 (m 211, "

11-6), “’7&%"&7’5%8 (m, 2H H 4, H7 or H5 H6), 7,50 ( ﬁ'ﬂl—‘{']” /H7

7,80 (d, 111, H 7 /H6), 7,88 (s, 1H, H4&'). 8,71 (d, 1 H NH 25 EX67

2- PHENOXY N-I NDAN- 2- YL- BENZANI | DE -[4B&H} ] neasured: 330.2 retention-tine:
20. 77 EX 68: 2, 4- Dl FLUORO N- | NDAN- 2- YL- BENZAM DE 30 [ N1+W] neasur ed:

274.2 retention-tine : 15.93 EX 69: 4-CHLORO N-| NDAN- 2- YL- BENZAM DE [ M+F
fl nmeastentido-tidg219.185 retention-time: 17.00 8 August 2005 WO 02/ 064545 - 45
PCT/ EP02/ 01444 EX 70: 4- CHLOROZ- HYDROXY N- | NDAN 2- YL- BENZAM DE [ M+Hi

"measured: 288.2 retention-tine: 20.87 5 EX 71: - HYDROXY N-H DAN
2- YL- BEKAS DE 4 VHLOREAMETHOXY- N—IN&@W%I;-BENZAMH)FB EX 72:

"N, N - Oinehi¥9AReaSorgd: 2T} | ALA 10 DE - 10 [ MrHH] measur ed: 397.2
.Retention-ti ne: ig“f EX 73: 2- AM NO-N- | NDAN- 2- YL- BENZAM DE [ MrHi

nee?sur‘@tf“l fme: etenti on- t| me: 19.26 -

-

EX 47: 3—METHOXY—4—METHYL—N—INDAN-2 YL—BENZAMIDE

[M+H") measured: 282.2
 retention-time: 18.20

10 : _
EX 48: 2-CHLORO-4,5-DIMETHOXY-N-INDAN-2-YL-BENZAMIDE D

 [M+H'] measured: 332.2
retention-time: 15.27

15 EX49: 2-METHOXY-4-METHYL-N-INDAN-2-YL-BENZAMIDE
. [M+H']measured: 2822
* retention-time: 18.10 '

- EXS50: 4-TRIFLUOROMETHYLOXY-N-INDAN-2-YL-BENZAMIDE
20 [M+H'] measured: 322.2 :
© . retention-time: 19.90 . )

EX 51: 3-FLUORO-4-METHYL-N-INDAN-2 YL-BENZAMIDE ‘ )
[M+H"] measured: 270.2 ‘
25 retention-time: 18. 09

EX52:  4-METHOXY-3-METHYL-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 282.2
retention-time: 17.73
- 30 _
: EX 53: 4-PROPYLOXY-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 296.2
retention-time: 19.60

35 - EX 54 3,4-DIETHOXY-N-INDAN-2-YL-BENZAMIDE
[M+H'} measured: 326.2 :




EX 74: 2- (| NDAN 2- YLAM NOCARBONYL) - BENZOI C ACI D . [ M¥1f] peasur e%§§282 2

retention-tinme: 18.48 20 EX 75: 2- ACETYLAM NO- N- | NDAN2--YL

- [ MEH] T meEOwe/eels495. 2 retention-tinme: 13.39 25 EX 76: PCT]Ep02101444

BENZQ( 1, 3] DI OXOL- 5- CARBOXYLI C ACI D | NDAN-2-YL AMDE np.: 175, 4C Met hod B:

" To 0.75 mvol of the respective acid and 271 | (1.575 ol e)

di irsopropyl ethylam ne. 30 (D PEA) | m 4 t et rahydrof uran were given 271
ng (0.825 mmol ) O[(cyano-

et hoxycar th )-am no]-N, N, N , N -tetranethyl uroni um
QQ‘% % %F% (dissolved in 1 mMl DW). After 15 mn stirring at

tetrafl ud¥o
roomterrperature a mxture of 0.900 mmol of the respective am ne

TPy oS8 A e roniat, TN oRE iy A AN L e

stlrrlng

.'taken up Mﬁ@ﬁ?@“@é‘eﬁ%&% and .washed successively..w th 20.nLln HCL and

20. 85 Auflisition AR WD5821064545 PCTI EPO2/ 01444 - 46 i 5% sodi um
hydr ogencar bonat e .solution. The resulting organi c phase was evapor at ed
and purified via prep. HPLC. (RP 18, acetonitrile/water). The retention

© tunes gi EXiS6eer e Q3 DIBDRO-BENZIGFORAN.SIEARBOXLAO A, Fggﬂl@m%ﬂ-zﬁp DAD

{

Gl315A) using a NE%EWW CART 55-2 Purosphere STAR
acetonitrillwater+ mc acid (B) gradient (95%B to 5% B in 1,25 m n,

508 for BSH Imheasus@s B0 s 9598 in 0,25 nmin, and 9598 fir 0.5 nin under a
ﬁn{gUi’rS@ EX 77: 2,5-D FLUORO- N- | NDAN- 2- YL- BENZAM DE 10 [ MtH~

flOWiOOf 1@%‘119%17
)measure 74retent|ont|rre 3,13 EX 78: 2,6-DI FLUORO- N-1 N1) AN

2”— YL- BENZAM DE [ MtH+] neasured: 274 15 retention-tune: 3,09
EX 57: 4—FLUORO-2—TRIFLUOROMETHYL—N—INDAN—2-YL-BENZAMIDE

[M+H'] measured: 324.2
retention-time: 16.54

15
EX 58: 3—FLUORO-Z-METHYL-N—INDAN-Z-YL-BENZAMIDE

[M+H'] measured 270.2
retention-time: 16.54

20 EX59: 4-FLUORO-3-METHOXY-N-INDAN-2-YL-BENZAMIDE
[M+H'] ineasured: 286.2 | .
retention-time: 16.65

e)  EX60: 3,5-DIFLUORO-N-INDAN-2-YL-BENZAMIDE

25. [M+H'] measured: 274.2
retention-time: 17.76

EX 61: 2-BROMO-4-FLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H ") measured: 334.2
30 retention-time: 16.73

EX 62: 4-FLUORO-3-TRIFLUORMETHYL-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 324.2
retention-time: 20.31

35




CEX 79: 2- CHLORO 6- FLUORO- N- | NDAN- 2- YL. BENZAM DE [ M+H*] rregsured 290
retention-time: 3,18 20 EX 80: N- 1NDAN- 2- YL- 2- PHENYLAM NO- BENEZURNZ9ES | M|

fl1 measypedicded retention-time: 3,45 25 EX 81: 0144-
'N- 1 NDAN- 2- YL- 2, 3- DI METHOXY- BENZAM DE = [ MtH+] neasur ed: ESEIEr ezt ention-time:
3,17 EX 82: N 1NDANZ-YL-2, 3, 4- TRI METHOXY- BENZAM DE 30 [ M+tHf ] neasured: 328
retention-tine: 3,32 EX 83: N |NDAN.24YL- 2, 4- DI METHOXY- BENZAM DE [ M+H+]
‘measured: 298 35 retention-tinme: 3,17 8 August 2005 WD 02/ 064545

PCT/ EP02/ 01444 -47 EX 84: N-1NDAN- 2-YL- 2, 6- DI METHOXY- BENZAM DE [ MtH+]
measur eBX 6398 ret%AﬂEiﬁWTﬂIOBEEN—EXﬁRB(BEHI-I@XY— NAGIDA- 2- YNDBBEWZJA JDE

[ MtH} ] rreasured nt lon-time: 3,31 EX 86: Bl PHENYL- 2- CARBOXYLI C ACI D
| NDAN- 2- YLA measured: 314 retention-time: 3,24 EX 87: :
N- | NDANME Wmé 6€§3ACI D METHYL ESTER [M-H neasured: 296 15
retentu,g[bnhbmmcswgglzx 88: 2- ~4- FLUCRO- BENZOYL) - N-1 NDAN- 2- YL- BENZAM DE

[M+H| nmeasur ed: 360

-

EX 64: S—METHYI,-THIOPHEN-Z-CARBOXYLIC ACID INDAN-2-
YLAMIDE

[M+H"] measured: 258.2

retention-time: 15.67

10 '
EX 65: 2-CHLORO-4-FLUORO-N-INDAN-2-YL-BENZAMIDE )
| [M+H'] measured: 290.2
retention-time: 1 5.70

15 EXG66: 2,2-DIFLUORO-BENZO[1,3]DIOXOL-5-CARBOXYLIC ACID
o _ " INDAN-2-YLAMIDE
[M+H'] measured: 318.2
retention-time: 18.73
- M.P.: 147.5°C ,

20  1H-NMR (400 MHz, d6-DMS0): 2,91-2,99 (m, 2H, H-1/H-3), 3,22-3,30 (xh, 2H, H-3/H-

1), 4,69 (sext., 1H, H-2), 7,13-7,19 (m, 2H, H-4,H-7 or H-5, H-6), 7,21-7,28 (m, 2H, H-
4,H-7 or H-5, H-6), 7,50 (d, 1H, H-6/H7"), 7,80 (d, 1H, H-7'/H6), 7,88 (s, 1H, H4'), 8,71

(d, 14, NH) | | o )

25 EX67:  2-PHENOXY-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 330.2
retention-time: 20.77

EX 68: 2,4-DIFLUORO-N—INDAN-Z-YL-BENZAMIDE '
30 [M+H'] measured: 274.2
retention-time: 15.93

EX 69: 4-CHLORO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 272.2
35 retention-time: 17.00




retention-time: 3,29 20 EX 89: 2 ACETYL-N-|NDAN-2- YL- BENZAM DE ﬁ{MJrH‘
nmeasured: 280 retention-time: 3,10 25 EX 90:. N-D DAN- 2- YLISAUGUB{ 4089y

- BENZ J D®vO idbedis neasured: 266 retention-ti me: 3,18 EX FET/EPO2/01444
NANDAN- 2- YL- 2, 6- DI METHYL- BENZAM DE 30 [ MWH{) neasured: 266 retention-tine:
~ 3,20 EX 92: 2-BENZYL- N-|I NDAN- 2- YL- BENZAM DE [ M+H ] neasured: 328 35
retention-tune: 3,28 8 August 2005 \WH02/ 064545 PCT1EP02101444 -48 EX 93:

N- | NDAN- 2- YL- 2- ( 2- PHENETHYL) - BENZAMLD _ E [ MrHf] neasured: 342

A A, ARG RRE AR B il 1

N- | NDAN- PM¥H- BndasbireBRR8ETHOXY- BENZANI | DE - 10 [M+H1 measured: 328
5@ g&X 961 N- I NDAN- 2- YL- 3- TRI FLUOROVETHYL- BENZAM DE [ MH]

‘retentio
measur ed{%%‘ggﬁfﬁ etentlon time: 3,27 EX 97: 4- CYANO NI NDAN- 2- YL- BENZAMTDE

. [ MrHf] neasured: 263 retention-tine: 3,06 20
5 EXT71: HYDROXY—N—HVDAN-Z-YLBENZAMIDE

[M+H'] measured: 254.1
- retention-time: 17.15

EX 72; N N'-DI—INDAN—Z-YL—PHTHALAMDE
10 [M+H+] measured: 397.2 :
) Retention-time: 16.89

EX73: 2-AMINO-N-INDAN-2-YL-BENZAMIDE
. [M+H"] measured: 253.1
15  retention-time: 19.26

' EX74:  2-(INDAN-2-YLAMINOCARBONYL)-BENZOIC ACID -
" [M+H'] measured: 282.2 |
retention-time: 18.48
20 o :
EX 75; 2-ACETYLAMINO-N-INDAN-2-YL-BENZAMIDE .
[M+H"] measured: 295.2 o
) ‘ retention-time: 13.39 |

25 EX76: BENZO[1,3]DIOXOL-5-CARBOXYLIC ACID INDAN-2-YL AMIDE
mp.: 175,4 °C '

Method B:
To 0.75 mmol of the respective acid- and 271 pl (1.575 mmole} ditsopropylethylamine

30 (DIPEA) in 5 ml tetrahydrofuran were given 271 mg (0.825 mmol) O-[(cyano-
ethoxycarbonylmethylcne)-amino]~N,N,N',N'-tetramethy1uronium tetrafluoroborate
(TOTU) (dissolved in 1 m! DMF). After 15 min stirring at room temperature a mixture of
10.900 mmol of the respective amine hydrochloride and 172 pl (1.000 mmol) DIPEA in 1
m! DMF was added. After stirring for 6h the mixture was filtered and evaporated. The

35  residue was taken up-in ethyl acetate and washed successively . with 20.ml.1n HCL and 20




EX 98: 4- ACETYLAM NO- N- | NDAN- 2- YL- BENZAM DE [ M+rH|' neasur ed:. 295
retention-tine: 2,88 25 EX 99: 4- ETHYLSULFANYL- N- | NDAN- 2- YB ASENStA00PE

[ MHF ] 298 retention-time: 3,25 EX | OU:
e | NDA 070t fE‘%EPHTHALAM C ACID METHYL ESTER 30 [ MrH 1T FREEVEH 206

retention-tine: 3,12 EX 101: 4- BENZOYL- NI NDAN 2- YL- BENZAMJDE [MrHl
nmeasured: 342 35 retention-tinme: 3-36-8 August 2005 WO 02/ 064545 -49 EX
102: 4- ACETYL- N-1N1) AN- 2- YL- BENZAM DE [ MtH1 neasured: 280 retention-tine:
3,02 PCT/ EP02/-01444 5 EX 103: 5- FLUOROAH- | NDOLE- 2- CARBOXYLI C ACI D | NDAN 2-
YLAM DBl p¥ sddiumdwydrogentart@aste sobiteont The resulting Ggauic jphaseEXasl vaporated

et entr e Pegroge HEC R 1 BRGNS eVl 1 € AG D 1 NDAN. 5. YLAM DE 15

‘[ MFHL neasured: 277 retention-tinme: 3,05 EX 105: 1- METHYL-1H
'r gp&ﬁ%ﬁ%mw@g% ReekdBhidingd oXle WP DE 148-dyMekil (112 2500, §5ktectSH HP
" 5 EilBlSA) using a Merck Lichro CART 55-2 Purosphere STAR RP 18e 3y, an

. acetonitril/water+0.1% formic acid (B) gradient (95%B to 5% B in 1,25 min, 5%B for 3,5
min, 5% B bis 95%B in 0,25 min, and 95%B fiir 0,5 min under a flow of of 0,75 ml/min

- EX7T: 2,5-DIFLUORO-N-INDAN-2-YL-BENZAMIDE
© 10 [M+H'] measured: 274 :
retention-time: 3,13

- EX78: 2,6-DIFLUORO-N-INDAN-2-YL-BENZAMIDE . )
[M+H") measured: 274
15  retention-time: 3,09

EX79: Z-CHLORO-G-FLUORO-N-INDAN -2-YL-BENZAI\'IIDE

[M+H"] measured: 290
retention-time: 3,18

20
EX 80: N-INDAN-2-YL-2-PHENYLAMINO-BENZAMIDE ' X

[M+H'] measured: 329 .
retention-time: 3,45 : . )

25 EX 81: N—INDAN—Z-YL-ZS-D'IMETHOXY-B'ENZAMIDE
[M+H'] measured: 298
retention-time: 3,17

EX 82: N-INDAN-2-YL-2,3,4-TRIMETHOXY-BENZAMIDE -
30 [MHHT measured: 328
retention-time: 3,32

EX 83: N-INDAN-2-YL—2 4—DIMETHOXY—-BENZAMIDE

[M+H'] measured: 298
35 - retention-time: 3,17 -




"EX 107: PYRAZI NE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ M+Hf] measured: 240 25
retention-time: 2,92 EX 108: 2- CHLORO N-| NDAN- 2- YL4NI COTI NAMUgESt 3006 |

- measur ed: WRag/Ms4saent i on-time: 2,95 30 EX 109:. PCT/EP02/0144-
2- HYI | ROXY- N- | NDAN- 2- YL- 5- METHYL- NI COTI NAM DE [ M+rH{] neasur ed: ZIég
“retention-tine: 2,86 35 EX 110: PYRI DI NE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE

[M-H4] neasured: 239 8 August 2005 W@7621064545 PCT/ EP02/ 01444 -50
_retention-tinme: 3,14 EX 111: 5-BUTYL-PYRI DI NE 2- CARBOXYLI C ACI D

| NDAN- 2- DE [ asured: 295 5 retention-tine: 3,49 EX 112:
o 2- PHENYL-Y@M{DJ NE%%M&@IMEMK‘QBMW [ MFH7 neasur ed: 365
. W ret ent i [vHT) nRcasiBedt@9BX 113: QU NOLI NE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE
etention-time: 3,30 15 EX 114: QU NOLI NE- 4- CARBOXYLI C

© [ MEHE D Fed. 2
- ACID I NB%%-% ‘%%Fgﬂf[wm] measured: 289 retention-time: 2,98. 20 EX 115:
. N | NDAN- 2- YL- 4- METHANESULFONYL- BENZANI | DE [ MrH4] neasured: 316 -

retenki ok B8P 2, 9 THOXY-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 282
retention-time: 3,31

EX 86: BIPHENYL-2-CARBOXYLIC ACID INDAN-2-YLAMIDE
10 [M+H'] measured: 314 | '
- ,:) - retention-time: 3,24

EXS87: N-INDAN-2-YL-PHTHALAMIC ACID METHYL ESTER
_ [M+H"] measured: 296
15 retention-time: 3,01

EX88: 2-(4—FLUORO-BENZOYL)-N-INDAN—Z-YL—BEN ZAMIDE
[M-+H'] measured: 360
retention-time: 3,29

20
EX 89: . 2-ACETYL-N-INDAN-2-YL-BENZAMIDE ‘ .
- [M+H'] measured: 280 |
) | retention-time: 3,10
25 EX90: -N-INDAN-2-YL-2,3-DIMETHYL-BENZAMIDE

[M+H+] measured: 266
retention-time: 3,18

EX 91: N-INDAN-2-YL-2,6-DIMETHYL-BENZAMIDE
30 [M+H'] measured: 266 |
retention-time; 3,20

EX 92: 2-BENZYL-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 328
35 retention-time: 3,28 -




EX 1167 N- | NDAN- 2- YL- 4- SULFAMOYL- BENZAM DE 25 [ MFH~] rreasgred 317
retention-time: 2,98 EX 117: 2-HYDROXY- N- |1 NDAN- 2- YL- NI COTI OP@H—W]

. measur ego o2ebsed retention-time: 2,80 EX 1.18: CT/EPO2/01444
'N- 1 NDAN- 2- YL- 2- METHOXY- 4- METHYLSULFANYL- BENZAM DE [ MtHI "neasur ed: 314 35
retention-time: 3,33 8 August 2005 WD 02106545 PCT/ EP02/ 01444 -51 EX 119:

i H BENZI M DAZOLE- 5- - CARBOXYLI C ACI D 43NDAN- 2- YLAM DE [ Ml fl neasured: 278
retention-tinme: 2,51 EX 120: 1H BENZOTRI AZOLE- 5- CARBOXYLI C ACI D | NDAN 2-

YLAM DE [ MrH+] rreasured 279 retention-tinme: 2,89 10 EX 121:
2,4, 5- ?3_UOR0 Nm-zmzmwmmned 292

ret entl

X 122:
"N NDA HYh,_ %8%63)1 PHENYL- ETHYL} - PHTHALAM DE 15 [ MtH+] neasured: 385 ° -

r et ent FQ’S?PHOP#BIIC EX 123: N-1NDAN-2- YL- 2 (4- MET1IYL- BENZOYL) - BENZAM DE

[ MEHF ] - neasured: 356 20 retention-tinme: 3,29 EX 124: X

. f M(+ 2- ufggwwmﬁm%%%&l QEASLD | NDAN 2- YLAM DE

[M+PF] measured: 331
" retention-time: 3 32

: EX 95: N-INDAN-2-YL-3,4,5-TRIMETHOXY -BENZAM]])E
10 [M+H'] measured: 328
retention-time: 3,10

EX 96: N-INDAN ~2-YL-—3mTRIFLUOROMETHYL-BENZAMIDE:

. [M+H'] measured: 306
i5  retention-time: 3,27

- EX97: ' 4—CYANO-‘N—INDAN—2-YL-BENZAMIDE
[M+H'] measured: 263
_ retention-time: 3,06
20
EX98:  4-ACETYLAMINO-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 295

L\.._/'

retention-time: 2,88 : o ‘ )

25 EX99: 4-ETHYLSULFANYL-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 298
retention-time: 3,25

EX 100: N-INDAN-2:YL-TEREPHTHALAMIC ACID METHYL ESTER
30 [M+H'] measured: 296
retention-time: 3,12

EX10l:  4-BENZOYL-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 342
35 retention-time: 3,25




'EX 125: 4- ACETYL- 3, 5- DI METHYL- | H- PYRROLE- 2- CARBOXYLI C ACI D_ | NDAN 2- YLAM DE
8 August 2005

_ [MrH{] neasured: 297 30 retention-tinme: 2,93 EX 126:

- 4- CYCLOHEWQLO2/M649BDAN- 2- YL- BENZAM DE [ MrH*] measured: 320 peLABhI AL 1 rre
3,48 35 EX 127: 4- BROMO- N- | NDAN- 2- YL- 2- METHYL- BENZAM DE 8 August %

‘02/ 064545 PCTI EP02101444 -52 [ MrH+] neasured: 330 retention-tinme: 3, 21 EX

128: N- 1 NDAN- 2- YL- 3- TRI FLUOROVETHOXY BERZAM DE [ MtJrJ neasured: 322
retention-time: 3,23 EX 129: 2,4, 6- TRI FLUORO- N- | NDAN- 2- YL- BENZAMDE [ M-H4]

" measur ed 10 re X 130 :
4= CHLCROEiaﬁ @mﬁ ﬁbé&gkﬂ? rreasured: 290 retention
. time: 3, AMHE @easted: 2800 NDAN- 2- - YL- PHTHALAM C ACI D TERT- BUTYL ESTER [ M+HL
measur ed: . n butyl) retention-tinme: 3,14 20 EX 132: '
-3 CI—ILO?OI'T'%(%E{QE' YO ARBOKYLI C AG D | NDAN. 2 YLAM DE [ MH{] measured: 278
- retention-tinme: 3,25 25 EX 133: NI NDAN- 2- YL- 2- PYRRCL-'| - YL- BENZANI | DE
- [MrH s rrmtm@d 3@FLUORO-1H-INDOLE-2-CARBOXYLIC ACID INDAN-2-
YLAMIDE
[M+H'] measured: 295
retention-time: 3,14

10 EX104: IH-INDOLE-S-CARBOXYLIC ACID INDAN-Z-YLAMIDE

. [M+H"] measured: 277
retention-time: 3,06

EX 105: IH-INDOLE—S-CARBOXYLIC ACID INDAN-Z-YLAMIDE
15 [M+H'] measured: 277
‘ retention-time: 3,05

EX 106: 1-METHYL—IH—INDOLEZ-CARBOXYLIC ACID INDAN-2-
: YLAMIDE
20 [M+H'] measured: 291
' retention-time: 3,29 .

--) EX107: PYRAZINE-Z-CARBOXYLIC ACID INDAN—2-YLAM]DE
(o [M+H"] measured: 240
25 retention-time: 2,92

EX 108: 2—CHLORO-N-INDAN—Z-YL—NICOTINAMIDE
[M-+H"] measured: 273 |
retenfion-time: 2,95

EX 109: 2-HYDROXY-N-INDAN -2-YL—6-METHYL-NICOTINAMIDE
[M+H} measured: 269
retention-time: 2,86

35 EX110: PYRIDINE-2-CARBOXYLIC ACID IN DAN—Z-YLAMIDE
[M+H"] measured: 239




it

retention-time: 3,18 EX 134: 8 August 2005
5- METHYL- 2- PHENYL- 2H-[ 1, 2, 3] TRI AZOLE- 4- CARBOXYLI C 30 ACI D | NDAN- 2- YLAM DE

[ MrH ] WwoasKERss 319 retention-tinme: 3,42 EX 135: : _
3, 5- DI NETHYL- | SOXAZOLE- 4- CARBOXYLI C ACI D | NDAN-2 35 YLARFBEF #RiiH:

measured: 257 8 August 2005 WO 02/ 064545 PCT/ EP02/ 01444 -53 retention-tine:

2,98 EX 136: 2- ETHYLSULFANYL- N-1 NDANS@®- YL- NI COTI NAM DE [ MFHJ neasured: 299

5 retention-time: 3,11 EX 137:
Z- (2, 3- DI METHYL- PHENYLAM | ~TO) _N_ I NDAN 2 y1, - BENZAM DE [ Mtf] neasured: 357

"1 et ent irgtantidortime: 3,88 i s EX 138: 4- DI METHYLANI | NO- NAPHT1TALENE- | - CARBOXY1JI C

ACID - | NDAN-2-YLAMDE . [M+H ] neasured: 331 retention-tine: 3,20 15 EX
139: 2 ACETYLAM NO- 6- CHLARO0- N- | NDAN- 2- YL- BENZAM DE . Mt f1 measured: 329
ret ent Eghlliine: S-BITYB-IXRIDENE-2-CARBOXYLIC ACID INDAN-2-YLAMIDE ,
2- CHLORG-+F| MeiMredt; Y05 6- METHYL- | SONI COTI NAM DE - [ MFH{j neasured: 287

retenti-on-ti nme: 1 25 EX 141: . ) ,
5- CHLORRSHIORHIEHAN- | NDAN- 2- YL- NI COTI NAM DE [ M+l f1 measur ed: 289

EX 112: 2 PI-IENYL—QUINOLINE—4-CARBOXYLIC ACID INDAN-2-
YLAMIDE
[M+H'] measured: 365
10 rétention-time: 3,40

—

EX 113: QUINOLH\]E—Z-CARBOXYLIC ACID INDAN—Z-YLAMIDE
- [M+H'] measured: 289
retention-time: 3,30

i5 :
EX 114: QUINOLINE-4—CARBOXYLIC ACID IN])AN-Z-YLAMIDE

[M+H'] measured: 289
retention-time: 2,98

20 EX115:  N-INDAN-2-YL-4-METHANESULFONYL-BENZAMIDE
[M+H"]) measured: 316 : .
ratention-ﬁme: 2,99

"EX116:  N-INDAN-2-YL-4-SULFAMOYL-BENZAMIDE
25 [M+H'] measured: 317
' retention-time: 2,98

EX 117: 2-HYDROXY-N-INDAN-2-YL-NICOTINAMIDE
[M+H'] measured: 255
30  retention-time: 2,80

EX118: N-INDAN-2-YL-2-METHOXY-4-METHYLSULFANYL-
BENZAMIDE
[M+H'] measured: 314
35  retention-time: 3,33




‘retention-tine: 2 80 EX 142: 7- METHOXY- BENZOFURAN- 2- CARBOXYIAUEUREI85

retention-tine: 3, 20 EX 143:

| NDAN-2- YLAM DE 30 [MrH ] measured: 308
oMy 324 35

2- FLUORO WOIORIDAHP - YL 5- TRI FLUDROVETHYL- BENZAM DE [ MtHH] p

~ retention-tinme: 3,29. 8 August 2005 WO 02/064545 PCTI EP02101444 54 EX ‘
" 144: 5- METHYL- | - PHENYL4H PYRAZOLE- 4- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ M f 1

measured: 318 retention-tine: 3,14 5 145:
5- METHYL- PYRAZTNE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ MtH} ] neasured: 254

o CyanELIe, 2 nglZLII:.A;%\iIEYL} KRR CARROKYHIC ACR PP AN YL AMIDYE,

2-{ 2- CYANQ} PHENYLS
retentiomﬁﬁw vredg 478X 147: N | NDAN- 2- YL- 2, 6- DI METHOXY NI COTI NAM DE

[ M+HL neasswmdn-tﬁ&%;set ention-tine: 3,23 EX 148:
2- CHLORO- 4, 5- DI FLUORG- N- | NDAN- 2- YL- BENZAM DE 20 [ MtH1 neasured: 308
retention-tinme: 3,20 EX 149: NI NDAN- 2- YL- 4- PYRROL- | - YL- BENZAM DE [ M+l f

- measur®ed: EX02025 r it BENEOTRIAZOLES-CARBOXYLIC ACID INDAN-2-

<

YLAMIDE
[M+H'] measured: 279
retention-time: 2,89

10 EX 121: 2,4,5-TRIFLUORO-N-INDAN-2-YL-BENZAMIDE
Y. [M+H"] measured: 292
retcntiqn-time: 3,21

‘ EX 122: N-INDAN-2-YL-N '-(S)-I-PHENYL-ETHYL)-PHTHALAM]DE
15 [M+H'} measured: 385
' retention-time: 3,13

EX 123: N-INDAN -2-YL—2-(4-METHYL—BENZOYL) BENZAMIDE
[M+H'] measured: 356
20  retention-time: 3,29

EX 124: 3-(2-CHLORO-PHENYL)-5-METHYL-ISOXAZOLE-4-
CARBOXYLIC ACID INDAN-2-YLAMIDE

) [M+H"] measured: 353

ek

25  retention-time: 3,16

EX 125: 4-ACETYL-3,5-DIMETHYL- IH-PYRROLE-Z-CARBOXYLIC ACID
' INDAN-2-YLAMIDE
[M+H+] measured: 297
© 30 retention-time: 2,93

EX 126 4-CYCLOHEXYL-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 320
, -retention-time: 3,48
35
- EX127: 4-BROMO-N-INDAN—LYL—Z-'METHYL-BENZAMIDE




EX 150: 3, 5- DI - TERT- BUTYL- N- | NDAN 2- YL- BENZAM DE [ MrHL me8&\youg.2098,
retention-tine: 3,62 30 EX 151: 2- CHLORO- N- | NDAN- 2- YL- 6- METHYL- NI COTI NAM DE

[ MrHL Rpgevhsedss 287 retention-tinme: 3,01 35 EX 152: ECRERO14
3- BENZOYL- PYRI DI NE- 2- CARBOXYLI C - ACI D ZNDAN-2 = YLAM DE ugus 005 WO

02/ 064545 -55 [ MtH ] neasured: 343 retention-tine: 3,21 PCT/EP02/ 01444 EX
153: 1H | NDOLE- 6- CARBOXYLI C ACI D | NDAR2- YLA 1JDE 5 [ M+rH{] neasured: 277
retention-time: 3,00 EX 154: 1H | NDAZOLE 3- CARBOXYLI C. ACI D | NDAN- 2- YLAM DE

[ MFH{] ne ed: 278 10 retention-tine: 3,02 EX 155:
5-{4- CH iﬂEﬁPEe}di EYRAN- 2- CARBOXYLI C ACI D | NDAN-2- YLAM DE [ M+H |

measur egsterdivB-tinge:3eflent i on-time: 3,40 EX 156:
2, 6- DI CHLORO N- | NDAN- 2- YL- | SONI CQTI NAM DE [ MtHi neasur ed: 307
retention-tine: 3,22 20 EX 157: N1 NDAN- 2- YL- 4- METHYLAM NO- BENZAM DE

[MH ] EXaRIS:ed: RINDANSWVLHTRIFEUGROMETHOX YBENZARGDE AM NO
N- 1 NDAN -k fRERNGRL! 337 DE | | L

retention-time: 3,23

EX129:  2,4,6-TRIFLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 292
10 retention-time: 3,01

EX130:  4-:CHLORO-2-FLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 290
retention-time: 3,21 .
15 _
- EX131:  N-INDAN-2-YL-PHTHALAMIC ACID TERT-BUTYL ESTER
[M+H'] measured: 281 (-tert.- butyl) | :
retention-time: 3,14

20 EX132: 3-CHLORO-THIOPHENE-2-CARBOXYLIC ACID INDAN-2-
" YLAMIDE '
[M+H"] measured: 278 o
retention-time: 3,25 , ‘ )

25 EX133: N-INDAN-Z-YL-Z—PYRROL—I-_-YL-_BENZAMIDE
[M+H'] measured: 303
retention-time: 3,18

: EX 134: S-METHYL-2-PHENYL-2H-{1,2,3] TRIAZOLE-4-CARBOXYLIC
30 : ACID INDAN-2-YLAMIDE : ~ :
[M+H'] measured: 319
retention-time: 3,42

EX 135: 3,5-DIMETHYL-ISOXAZOLE-4-CARBOXYLIC ACID INDAN-2-
35 YLAMIDE.
' . [M+H'} measured: 257




"[MHfl measured: 309 retention-time: 6,06 EX 159:

8 August 2005
4- DI METHYLAM NQ~N- | NDAN- 2- YL- BENZAM DE 30 [ M+l | neasured: 281
YHDE

retenti onWDi0a#64585 44 EX 160: Bl PHENYL- 4- CARBOXYLI C ACI D | pBf\Mpgroffy

- 2-YL- 6 MVETHYL- 1VICOTINANIIDE

[ MrH+] neasured: 314 35 retention-time: 3,94 8 August 2005 WO 02/ 064545 57
[ MFH~] neasured: 255

retention-tine: 2,51 EX 170:

6- HYDROXY- N- | NDAN- 2- XL- | VI COTl NAM DE - ?MHH nmeasured: 255 retention-tine:

. 2,60 EX 171: 2-AM NO- N-I NDAN 2- YL- NI CoTI NAM DE [ M+H ] neasured: 254 10

éEX 172: 6- AM NO- N- | NDAN- 2- YL- Nl COTI NAM DE [ M+H ]

retentio
measur ed”c [Z‘t‘ 3 E_}Esu'on time: 1,62 15 EX 173; N-I NDAN |
[IVH—|}] measured: 253 retention-tine: 2,43 20

DTS, U O A A

2,63 25

.retentio me@"&@ 299

5 retention-time: 3,11

EX 137: 2-(2,S—DIMETHYL—PHENYLAI\HNO)-N-INBAN-Z—YL—BENZAMIDE
[M+H+] measured: 357
retention-time: 3,68

10

©J . EX138 4-DIMETHYLA1\HNO-NAPHTHALENE—1-CARBOXYLIC ACID

E INDAN-2-YLAMIDE
[M+H'] measured: 331
.. retention-time: 3,20
15 |
EX 139: 2—ACETYLAMINO-6-CHLORO-N-IN])AN-Z—YI..—BENZAM]DE

© [M+H"] measured: 329
lfetentzon-tlme. 2,97

20 EX140: 2-CHLORO-N-INDAN-2-YL-6-METHYL-ISONICOTINAMIDE
- [M+H'] measured: 287
retention-time: 3,11

)  EX141:  5-CHLORO-6 HYDROXY-N-INﬁAN—Z-YL-NICOTINAMIDE

25  [M+H'] measured: 289
retention-time: 2,80

EX 142: 7- METHOXY-BENZOFURAN~2—CARBOXYLIC ACID INDAN-2-
_ YLAMIDE
30 [M+H'] measured: 308

retention-time: 3,20.

EX 143: 2-FLUORO-N-;INDAN-2-YL—S—TRIFLUOROI\{ETHYIrBENZAMIDE

[M+H'] measured; 324
35 retention-time: 3,29 .




EX 176: N-1NDAN 2- YL- 2- METHYL- NI COTI NAM DE [ MrHF] neasur ed® A4St 285
retention-time: 1,59 EX 177: 3- ACETYLAM NO-N- | NDAN- 2- YL- BENZANI | DE [ MtJf |
measur swh 0@@Es4set ent i on-ti me: 2, 83 35 PCT1EP02101X144 EYCHEBi2/01444

N- | NDAN- 2- YL- 4 _pENTYLOXY- BENZAM DE 8 August 2005 WD 02/ 064545
PCT/ EP02/ 01444 -56 EX 161: N-I NDAN- 2- YL-4- TRI FLUOROVETHYL- BENZAM DE [ M+H+]
measured: 306 retention-time: 3,36 -24-162: 4- ETHYL- N- | NDAN- 2- YL- BENZAM DE

[ MFH4A} neasured: 266 retention-tine: 3,19 10 EX 163:

ot ent R84 - SMBBTEYLEPHEN KRS IRAROLEACARIOR Ry RED" = =4

| NDAN- 2- YLAM DE INIPANI2VWHAMIBESur ed: 306 retention-tine: 3,08 EX 165:

2-ET - NAPHTHAL ENE-J - CARBOXYLI C ACI D | NDAN- 2- YLAM DE 20 [ MrH{] neasur ed:
@gJ’%'%%Q@‘léﬁeNﬁds, 19 EX 166: 1H PYRROLE- 2- CARBOXYLI C ACI D

-?ﬁl%Al\_l—themiMDE; 3,’14-,[ MrH+] measured: 227 25 retention-time: 2, 88
g | | | |
EX 145: METHYL—PYRAZINE-Z—CARBOXYLIC ACID INDAN-2-
YLAMIDE

[M+H"] measured: 254
_ retention-time; 2,97
10 7
' EX 146: 2-(2-CYANO-PHENYLSULFANYL)-N-INDAN-2-YL-BENZAMIDE J
[M+H'] measured: 371 .
retention-time: 3,23

- 15 EX147: N—INDA.N-Z—YL-Z 6- DIMETHOXY—NICOTINAMIDE
-[M+H'] measured: 299 - ' :
retention-time: 3,23

EX 148: 2-CHLORO-4, S-DIFLUORO-N—B\JDAN-Z-YL-BENZAM[DE
20- [M+H'] measured: 308
retention-time: 3,20

~ EX 149: N—INbAN—Z»YL-4—PYRROL-l-YL-BENZAMIDE - : )
[M+H'] measured: 303 -
25  retention-time: 3,20

EX 150: 3,5-DI-TERT-BUTYL-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 351 :
retention-time: 3,62
30 Co : . .
EX 151: 2-CHLORO-N-INDAN-2-YL-6-METHYL-NICOTINAMIDE
[M~+H'] measured: 287
retention-time: 3,01

35 . EX152: 3.BENZOYL-PYRIDINE-2-CARBOXYLIC - - ACID .  INDAN-2-
| YLAMIDE




EX 167: 3- METHYL- THI OPHENE- 2- CARBOXYLI C ACI D | NDAN- 2-  YLAMPAEIERIAIPP]
neasured: 258 30 retention-tinme: 3,08 EX 168: THI OPHENE- 3- CARBOXYLI C ACI D

- | NDAN- 2- YuAM2DESS4f MHEl | neasured: 244 retention-tine: 2, 2,% %3,0%4}"469:

- N-1 NDAN- 2- YL- | - OXY- 1 SONI COTI NAM DE 8 August 2005 WO 02/0 g ,

- PCTI EP02101444 58 [ MWH1 neasured: 324 retention-time: 3,41 EX 179: N-1 NDAN
2- YL- 4- PROPYL- BENZAM DE ~ [ MtH*] measur@é:- 280 retention-tine: 3,28 EX 180:

. 3- CHLORO BENZ(J B] THI OPHENE- 2- CARBOXYLI C ACID | NDAN 2- YLAM DE 10 [MH]
time: 3,44 EX 181: N-1.NDANZ2- YL-2- PHENOXY

nmeasur ed: nti.pn- _
- NI COTl Mhﬁh%é%]ﬁﬁ%%‘%f&édésured: 331 15 retention-tine: 3,20 EX 182:
. 2- DI METHYEMiocte] NBDAN2- YL- BENZAM DE. [ MWH' |- neasured: 281 .
retention-tinme: 2,86 20 EX 183: N | NDAN 2- YL- 2, 4, 6- TRI METHOXY- BENZAM DE

[ MEH+J neasured: 328 retention-tinme: 2,98 25 EX 184: ,
- N-1 NDAN- EX153. (2, AH-INDOLERG ARBON VAYIRAKT DENIYAN- BREANIDE

5 [M+H') measured: 277
" retention-time: 3,00

EX 154: 1H—INDAZOLE—3-CARBOXYLI.C. ACID INDAN-2-YLAMIDE
~ [M+H'] measured: 278 '
10 retention-time: 3,02

L : '
. EX15%  5{(4-CHLORO-PHENYL)-FURAN-2-CARBOXYLIC ACID INDAN-2-
) YLAMIDE . | 4
[M+H'] measured: 338
15  retention-time: 3,40

EX 156: - ’2,6-DICHLORO-N—INDAN-Z-YL—ISONICOTINAMH)E
[M+H"] measured: 307
retention-time: 3,22
20 :
- EX157: - N-INDAN-2-YL-4-METHYLAMINO-BENZAMIDE |
[M+H"] measured: 267 ' &
) o retention-time: 3,55

25 EX158: | 4-BUTYLAMINO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 309
retention-time: 6,06

EX 159; 4-DIMETHYLANIIN O-N-INDAN-2-YL-BENZAMIDE
30 [M+H'} measured: 281
retention-time: 5,44

- EX 160; . BIPHENYL-4-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H') measured: 314 , |
35 retention-time: 3,94




" [M+H ] measured: 352 retention-time: 3,01 30 EX 185; 8August2005
3- AM.NO- PYRAZI NE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ M+f "] neasured: 255
PCT/EP02/01444

- retenti onWOIM3#64543 71 condition: a 35 EX 186: _
_4- METHYL- 2- PHENYL- THI AZOLE- 5- CARBOXYL- |1 C ACID | NDAN-2- YLAM DE 8 August
2005 WO 02/ 064545 PCT/ EPO2/ 01444 -57 [ M+H{] neasured: 255 retention-tine:
2,51 EX 1:70: 6- HYDROXY N-|NDAN-2-yL-N7COTI NAM DE [ MrH+] neasured: 255

retention-tinme: 2,60 EX 171: 2- AM NO- N- | NDAN- 2- YL- NI COTI NAMIDE [ M+H+]

« nmeasur ed: &&5 ton-tinme: 1,55 EX 172:
6- AM NOI@%%%L - uﬁdeglﬁ | NAMUDE [M+H "j neasured: 254 retention-tine:
1,62 15 Etentiop-timg:2NEAN 2- YL- 6- METAYL- NI COTI NAM DE [ MFHL neasured: 253
nmeasur ed:

~retention-tine: 2,43 20 EX 174: N-1NDAN-2- YL- NI COTI NAM DE - [ M+Hi
time 2,63 25 EX 175: N-1NDAN-2-YL-1SON COTi NA1VI | DE [ MrH4]

239 retentjon-
- measur ed.%‘l‘zg'ahr et e RROXEN-ENBAN-2-YL-NICOTINAMIDE
5 [M+H'] measured: 255 ‘
 retention-time: 2,60

EX 171: 2-AMINO-N-INDAN-2-YL-NICOTINAMIDE
[M+H"] measured: 254
10  retention-time: 1,55

EX172: . 6-AMINO-N-INDAN-2-YL-NICOTINAMIDE
[M-+H"]} measured: 254 - |
retention-time: 1,62

i5
EX 173: N-INDAN-2-YL-6-METHYL-NICOTINAMIDE

" [M+H'] measured: 253
retention-time: 2,43

20 EX174: N-INDAN-2-YL-NICOTINAMIDE
[M+H"] measured: 239 ' :
retention-time: 2,63 |

’) - EX175: N-INDAN-2-YL-ISONICOTINAMIDE
25 [M+HY measured: 239
- retention-time: 2,56

EX176: N-INDAN—Z—YL-I-METHYL—NICOTINAMIDE
[M-+H"] measured: 253 . '
30 retcntior1_~time: 1,59

EX177: 3-ACETYLAMINO-N-INDAN—-2-YL—BENZ.ANIIDE
[M+H'] measured: 295
-retention-time: 2,83

35 :
CEX178: _ N-INDAN-2-YL-4-PENTYLOXY-BENZAMIDE




EX 176: N-| NDAN- 2- YL- 2- METHYL- NI COTI NAM DE [ MrH}] easur e§AUSSSt 205
retention-time: 1,59 35 EX 177: 3- ACETYLAM NO- NANDAN- 2- YL- BENZ1t JM DE

[ MEH. K 295 retention-tine: 2,83 EX 178: N-IND

2- YL- 4‘%@@@({ g"&( BENZAM DE 8 August 2005 WO 02/ 064545 ‘?B'“%wma*%asur ed:
335 retention-tine: 5,32 condition: a PCT/EP02/014-14 5 EX 187:

2- AM NO- N-1 NDAN- 2- YL- 4, 6- DI METHYL- M3&FI NAM DE [ MtH ") neasured: 282

retention-tinme: 3,85 condition: a 10 EX 188:

6- CYANO- N- | NDAN- 2- YL- Nl COTI NAM DE [ MkH+] neasured: 264 retention-ti ne:
4,31; %46l on:N-HVQéPE?(-Yﬂeg.-TRlHTP\{?ﬂR THYE-BENEAMADRI COTI NANI | DE

[ MFH{ ] nedsure®Boset ention-time: 3,43 - condition: a 20 EX 190: "
N- | NDA I-OYé | COTI NANI | DE [ M+rH+] neasured: 255 retention-tine: 1,44
condi ti 8‘ﬁ %“%e 91: QU NOLI NE- 3- CARBOXYLI C ACI D | NDAN- 2- YLAI VI | DE .

[MrH+] measured: 289
5 EX162: 4—ETHY1.-N-INI)AN—2—YL-BENZAI\'IIDE

[M+PF] measured: 266
retention-time: 3,19

EX 163: I-NIETHYLIH-PYRROLE—Z-CARBOXYLIC ACID INDAN-2-
10 | YLAMIDE | :

[M+H'] measured: 241

rete_nti_on—timc: 3,00

e

EX164:  5-BROMO-FURAN-2-CARBOXYLIC ACID INDAN-z-YLAMIDE
15 [M+H'] measured: 306 .
- retention-time: 3,08

EX 165: 2-ETHOXY-NAPHTHALENE-1-CARBOXYLIC ACID INDAN-2-
| | YLAMIDE
20 [M+H'] measured: 332
retention-time: 3,19 ' &

_ EX 166 1H~PYRROLE-2-CARBOXYLIC ACID INDAN-2-YLAMIDE . . . : )

. [M+H"] measured: 227
25 - retention-time: 2,88

- EX 167: 3-—METHYL—TH]OPHENE—Z-CARBOXYLIC ACID INDAN-2-
" YLAMIDE
[M+H"] measured: 258
30 - retention-time: 3,08

EX 168: THIOPHENE-3-CARBOXYLIC ACID INDAN—2-YLAN.[IDE
[M+H'] measured: 244
retention-time: 2,96

™ .
. EX169: N-INDAN-2-YL-1-OXY-ISONICOTINAMIDE - -




retention-time: 1,71 condition: c 30. EX 192: C NNOLI NE- BA¢EEEAER0PI ¢ AciD
| NDAN- 2- YLANI | DE [ MtH1 neasured: 290 retention-tine: 1,64 condition: ¢ 35
"EX 193:wo-0BRa¥3 N- | NDAN 2- YL- NI COTI NAM DE [ MrH~] - neasupet/EpP8ldi4+$t August :
2005 WO 02/ 064545 PCTI EPO2/ 01444 -60 retention-time: 1,74 condition: ¢ EX

194: N-| NDAN- 2- YL- 2- METHYLSULFANYL- NLLOTI NAMAE [ MtHL neasur ed: 285
retention-tine: 1,68 condition: c- 7195:

‘N- | NDAN- 2- YL- 2- MERCAPTO- NI COTI NAMLDE ao [ MrH}] neasured: 271 EX 196:

1H PYR,ﬁglgi_ﬁ ﬂ{e ﬁq_l C ACI D | NDAN- 2- YLAM DE [ M+H1 neasured: 228
retention-trne:. 1, 15 condition: ¢ EX 197: QU NOXALI NE- 2- CARBOXYLI C ACI D

| NDAN- peténtimyiee: 341- 14j neasured: 290 retention-time: 1,82 20 condition:
c EX 198: [1, 2, 3] TH ADI AZOLE- 4- CARBOXYLI C ACI D' | NDAN- 2- YLAM DE [ M+ f
neasured; . 246 retention-tinme; 1,70 25 condition: ¢ EX 199: :
N- | NDARX 17z 2. PN DANG- K- PRORGEBENCADEDE \iHL reasured: 361

5 [M+H"] measured: 280 : , _ '

| retention-time: 3,28

EX 180: 3'-CHLORO-BENZO[B]THIOPHENE—Z-CARBOXYLIC ACID
INDAN-2-YLAMIDE
10 [M-+H'] measured: 328
retention-time: 3,44

' EX 181: N—INDAN—Z—YL-Z-PHENOXY—NICOTIN_AMIDE
- [M+H"] measured: 331 -
15 retention-time: 3,20

EX182:  2-DIMETHYLAMINO-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 281 '
_ retention-time:; 2,86
20 o . |
. EX183: - N-INDAN-2-YL-2,4,6-TRIMETHOXY-BENZAMIDE
[M+H'] measured: 328 '
retention-time: 2,98

N

25 EX184:  N-INDAN-2-YL-4-(2,2,2-TRIFLUORO-1,1-DIHYDROXY-ETHYL)-
| BENZAMIDE :
[M+H'] measured: 352
retention-time: 3,01

30 EX185:  3-AMINO-PYRAZINE-2-CARBOXYLIC ACID INDAN-2-YLAMIDE -
- [M+HT] measured:IZS'S ' A '
- retention-time: 4,71 ' '
: condition: a

35 EX186::  4-METHYL-2-PHENYL-THIAZOLE-5-CARBOXYLIC ACID -
INDAN-2-YLAMIDE




retention-time: 1,87 30 condition: ¢ EX 200: - 8 August 2005
5- METHYL- 1- ( 3- TRI-FLUORQVETHYL- PHENYL) - 1H [ 1, 2, 3] TRI AZOLE- 4- CARBOXYLI C ACI D
- | NDAN- 2- YWANZ[IBES45 j MkH} ] neasured: 387 35 retention-ti me: pér@Boz/@endi tion:
~C 8 August 2005 WO 02/064545 PCT/ EP02/ 01444 -61 EX 201:
4- PHENYL- [ 1,2, 3) THI ADI AZOLE- 5- CARBOXYL 7C ACI D | NDAN- 2- YLAM DE [ M+H4]
- nmeasured: 322 5 retention=tine:1, 84 onhdi tion: ¢ EX 202:
~. 5, 6-DI CHLORO- N- | NDAN- 2- YL- NI COTI NANI | DE [ MtH~] neasured: 307 10
retentio \S1i0 . ndition: ¢ EX 203:
" 2,6-D mﬂ%ﬂ%ﬁ%ﬁﬁ@b NI COTI NAM DE [ M+H}) measured: 307 15
-~ ret ent i oActentiga-time:i5! conditi on: ¢ EX 204: | H | M DAZOLE- 4- CARBOXYLI C ACI D
"I NDAN 2- YLAM DE [ MtH1L neasured: 288 20 retention-tine: 0,62 condition: c
EX 205: ﬁ N—2-g - -i& | ELUORCIVETHYL- NI COTI NAM DE. .. . [ MFH+] neasured: -
- 307 25 réteht¥on-t h@z‘.b DY -N-ONOAN-SVL-NICOPAMIDE
N- | NDAN- PVVEF PmibdshhddXI5Nl COTI NAM DE - [ MFH{] neasured: 269 '

retention-time: 2,60

EX171: 2-AMINO-N-INDAN -2-YL—NICOT1NAM]DE
[M+H"] measured: 254
10 retention-time: 1,55

EX172: . 6-AMINO-N-INDAN-2-YL-NICOTINAMIDE
[M+H'] measured: 254- ‘ ‘
retention-time: 1,62

15
EX 173: N-INDAN-2-YL-6-METHYL-NICOTINAMIDE

.' [M+H'] measured: 253
retention-time: 2,43

20 EX174  N-INDAN-2-YL-NICOTINAMIDE _
[M+H"] measured: 239 | - . .
retention-time: 2,63 |

) - EX175: N-INDAN-2-YL-ISONICOTINAMIDE
25 [M+H'] measured: 239
retention-time: 2,56

EX 176: N—INDAN -2-YL-2-METHYL-NICOTINAMIDE
[M-+H'] measured: 253 , '
30  retention-time: 1,59

EX 177: ‘ 3-ACETYLAMINO-N—INDAN—2—YL-BENZAMDE
[M+H'] measured: 295 ‘
retention-time: 2,83

35 : i
-EX 178: - N-INDAN-2-YL-4-PENTYLOXY-BENZAMIDE




30 retention-time: 1,64 condition: ¢ EX 207: 8 August 2005

~ 5- METHYL- 1H- PYRAZOLE- 3- CARBOXYLI C ACI D | NDAN-2- YLAM DE 35 [ MtH+] neasur ed:
242 .. WeO¥AtSEn-tine: 1,47 8 August 2005 Wc) 02106454G/BEEHERQ2101444
-62 condition: ¢ EX 208: 4- METHYL- 2- PYRAZI N- 2- YL- THI AZOLE- 5- CARBOXYLI C ACI D

‘| NDAN- 2- YLAM DE 5 [ MrH~] neasur ed: 337,5 retention-tine: 1,65 condition: c
10 EX 209: 5- METHYL- | - PHENYL- 1H PYRAZOPE-"3- CARBOXYLI C ACI D | NDAN- 2- YLAM DE

-[MrH neasured: 318 retention-tine: 1,75 condition: ¢ 15 EX 210:

2- ETHYL-5 NXE%ﬂ"jYﬂ'née%h'réaY OLE- 3- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ M+H+]
rreasured:[27 ret ent i'g%—zti me: 1,62 conditions: ¢ 20 EX 211:

-2, 5- DI METH{AMIORIMARABG E- 3- CARBOXYLI C: ACI D 1INDAN-2-. YLAM DE [ M+HL
nmeasur ed: cohdftionf gt ention-tinme: 1,64 25 condition: ¢ EX 212:
- 4- METHYL- (1, 2, 3] THI ADI AZOLE- 5- CARBOXYLI C ACI D | NDAN-
5 EX187: 2-_AMINO-N-INDAN—2—YL—4,6-DIMETHYL—NICOT]NAM]])E3
[M+H") measured: 282
retention-time: 3,85
condition: a

. .- 10 EX188:  6-CYANO-N-INDAN-2-YL-NICOTINAMIDE
- [M+H'] measured: 264 |

" retention-time: 431,

condition: a

15 EX189: N-INDAN-2-YL-4,6-DIMETHYL-NICOTINAMIDE,
© - [M+H'] measured: 267
retention-time: 3,43. |
condition: a

20 EX190: N-INDAN-2-YL-1-OXY-NICOTINAMIDE
[M+H'] measured: 255 '
) retention-time: 1,44
) ' conditiqn: c

25 EX191:  QUINOLINE-3-CARBOXYLIC ACID INDAN-2-YLAMIDE
| [M+H"] measured: 289 '4
retention-time: 1,71
- condition: ¢

30 EX192: . CINNOLINE-4-CARBOXYLIC-ACID INDAN-2-YLAMIDE
[M+H*] measured: 290
rctcntion—tiine: 1,64 '
condition:¢

35  EX193: 5-BROMO-N-INDAN-2-YL-NICOTINAMIDE -
[M+H"] measured: 317 :




2-YLAM DE [ M t] measured: 260 30 retention-time: 1,60 BANMGURII05 ¢ Ex
213: -N-1 NDAN- 2- YL- 5- PI I ENYLETHYNYL- NI COTI NAM DE [I\/Hrl 1 neasured: 339 35

ret ent ivpHob/ibdiBis - 1, 90. condition: ¢ 8 August 2005 WO ORAPRABAR 1es

PCT/ EPO2/ 01444 - 63 EX 214: 3-PHENYL-3H-[1,2, 3] TRIAZ. OLE- 4- CARBOXYLI C ACI D

| NDAN 2- YLAM DE [ MrH{] neasured: 305 EX 215: N-1 NDAN
2- YL- 6- MERCAPTO- NI COTI NAM DE [ MrH+]- éfleasured: 271 retention-time: 1,59
condition: ¢ IO EX 216:. 2,5-DI METHYL- | H PYRROLE 3- CARBOXYLI C ACI D | NDAN- 2-

YLAM DE [ MtH 1 rreasured 255 . retention-time: 1,64 15 condition: ¢ EX 217:

3- I\/ETHYtet@m"ﬁmtﬁlﬂJM@VETllYL | SOXAZOLE- 4- CARBOXYLI C ACI D | NDAN- 2- YLAM DE
[M Hi : 311 20 retention-tinme: 1,80 condition: c 25 EX 218:

- METHYL- d 1, 2- A] PYRI DI NE- 3- CARBOXYLI C ACI D | NDAN- 2- YLAM DE
EX194:  N- mDAN-Z-YIrZ-METHYLSULFANYL-NICOTINAMIDE

5 . [M+H'] measured: 285
" retention-time: 1,68
condition; ¢

 EX195:  N-INDAN-2-YL-2-MERCAPTO-NICOTINAMIDE
0 [M+H']measured: 271 | A - ‘

EX 196: - 1H-PYRAZOLE—4—CARBOXYLIC ACID INDAN-Z-YLAMIDE
[M+}F] measured: 228 ' .
- retention-time: 1,54

15 condition: ¢

EX 197: QUINOXALINE—Z-CARBOXYLIC ACID IN!)AN—Z-YLANHDE -
[M-+H'] measured: 290
* retention-time: 1,82
20 condition: ¢

EX 198: [1,2,3) THIADIAZOLE-4-CARBOXYLIC ACID INDAN-2-YLAMIDE .

{M-+H'] measured: 246 l , , | )

retention-time: 1,70 _
25  condition: ¢

EX 199: N-INDAN-2-YL-2-P-TOLYLSULFANY L-NICOTINAMIDE

[M+H*] measured: 361
retention-time: 1,87
30  condition: ¢

EX 200: 'S-METHYL—I-(.?-TRIF LUOROMETHYL-PHENYL)-1H-
[1,2,3] TRIAZOLE-4- -CARBOXYLIC ACID INDAN-Z-YLAMIDE
[M+H'] measured: 387
35  retention-time: 1,93
condition: ¢




MrH neasured: 292 . retention-time: 1,42 condition: c BXAugys:2005

Nl
2, 6- DI CHLOR4- 5- FLUORO- N- | NDAN 2- YL- NI COTI NAM DE 30 [ MtH{] nesured: 325
retenti orw@amesdss#, 81  condition:. ¢ 35 EX 220:" 1H PYRROLE-grfa¥Beiatk! C ACI D

| NDAN- 2- YLAM DE [ MrH{] neasured: 227 retention-time: 0,87 8 August 2005

WD 02/ 064545 PCTI EP02/ 01444 -64 conditgn: ¢ EX 221:
- N- LNDAN- 2- YL- 5- METHYL- NI COTI NAMJ DE FH] measured: 253 retention-tine:
. 1,53 condition: ¢ EX 222: 541 EX 1- YNYL- N- | NDAN- 2- YL- NI COTI NAM DE . | M+HL

neasured: 319 10 retention-iine: 1,91 condition: ¢ EX 223:
211- PYRAZOLE- 3- CARBOXYLI C ACI D

- 5- METHYL-2- A?&hl NETHYL BENZY ‘
-1 NDAN- 2-BX ﬂL&é&TH&ADSAZOIFI’eﬁe(MRﬂOXYMC ACHAINDANG2t i on: C
- EX 224: 5- NETHYL- MAM@E—IYL BENZYL) - 1H PYRAZOLE- 3- 20 CARBOXYLIC ACI D-

| NDAN 2- m[ﬁﬁa] aLu'\géld] 3jyeasur ed: 345 ‘retention-time: 1,93 condition: c

5 retention-time: 1,84
condition: ¢

EX 202: 5 6—DICHLORO-N—INDAN—2—YL—NIC OTINAMIDE
- [M+HT] measured: 307 ,
10 retention-time: 1,73
D, - condition: ¢

EX203: 2 6-DICHLOR0-N—INDAN-2-YL-N ICOTINAMIDE
[M+H3 measured: 307 '

15  retention-time: 1,61
condltlon c

EX 204: 1H-IMIDAZOLE-4-CARBOXYLIC ACID INi)AN—Z-YLAMIDE
[M+H'] measured: 288
20 retention-time: 0,62
~ condition: ¢

EX205:  N-INDAN-2-YL-4-TRIFLUOROMETHYL-NICOTINAMIDE . .
 [M+H"] measured: 307
25  retention-time: 1,57

condition: ¢

EX206:  N-INDAN-2-YL-2-METHOXY-NICOTINAMIDE
[M+H'] measured: 269 ‘

30  retention-time: 1,64
condition: ¢ ‘

EX 207: S5-METHYL- lH—PYRAZOLE—S-CARBOXYLIC ACID INDAN«Z-
_ YLAMIDE
35 [M+H'] measured: 242
retention-time: 1,47




25 EX 225: 2- (4- FLUCRO- PHENOXY) - N- | NDAN- 2- YL- NI COTI NAM DES AUt 3% easur ed: -
349 retention-tine: 1,92 condition: ¢ 30 EX 226: :

5- METHW A54G9 E- 4- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ Mirpeppasuged: 243
retention-tune: 1,69 condition: ¢ 35 EX 227:

3- METHYL- | SOXAZOLE- 4- CARBOXYLI C ACI D_I NDAN-2 8 August 2005 WO 02/ 061545

. PCT/ PPC2/-01444 - 65 YLAM DE [ MrH4J nhsured: 243 retention-time: 1,68
condition: ¢ EX 228: 1 METHYL-IH U DOLES- CARBOXYLI C ACI D | NDAN 2- YLAM DE

[ MHH1] % urecd 291 retention-time: 1,79 io condition: ¢ EX 229:
NI NDAN-Z2 % (2,2, 2- TRTFL1JORO ETHOXY) -4- TRI FLUOLOVETHYL- NI COTI-NAM DE
[ MkFHL neasur ed: 405 XS retention-tiine:1,93 condition: ¢ EX-230:

G v A | A SR ST TR G ERRBOA e RN
. INDAN-2-YLAMIDE ,
5 [M+H"] measured: 337

~ retention-time: 1,65

condition; ¢

EX 209: 5 METHYL-I-PHENYL 1H—PYRAZOLE-3 CARBOXYLIC ACID
10 : INDAN-2-YLAMIDE _
"~ [M+H'] measured: 318 ' . ‘ Y,
retention-time: 1,75 : :
condition: ¢

i5 EX210:  2-ETHYL-5-METHYL-2H-PYRAZOLE-3-CARBOXYLIC ACID
I INDAN-2-YLAMIDE :
' [M+H'] measured: 270
retention-time: 1,62

" conditions: ¢

20
B EX211: ,S-DII\IETHYL-ZH-PYRAZOLE-3-CARBOXYLIC ACID INDAN-2- - .
 YLAMIDE | | -
[M+H'] measured: 256 A )

retention-time: 1,64
.25  condition: ¢

EX 212: 4-METHYL—[I 2,3]THIADIAZOLE-5 CARBOXYLIC ACID INDAN-
- 2-YLAMIDE
[M+H'] measured: 260
30  retention-time: 1,60
| condition: ¢

EX 213: N—INDAN -2-YL-5-PIIENYLETHYNYL—NICOTINAMIDE
[M+H'] measured: 339 : '
35  retention-time: 1,90.
~ condition: ¢




‘condition: ¢ EX 231: NANDAN- 2- YL- 2- METHOXY- 4, 6 DI METHYL~NSAYSURIRAOSE 25

[ MFH] measured: 297 retention-tinme: 1,65 condition: ¢ EX 232:°
- 5- METHYL-Y80 PHEN¥Y SOXAZOLE- 4- CARBOXYLI C ACI D 30 | NDAN- 2-payMihg1 i - Hi
‘nmeasured: 319 retention-tune: 1,83 condition: ¢ 35 EX 233: 2, 4-Dl

"ETI | YL- THYAZOLE- 5- CARBOXYLI C ACl DI Nm/g 2- YLAM DE 8 August 2005 WO
02/ 064545 PCT/ EP02/ 01444 -66 [ M+H*] dsured: 273 retention-time: 4,1 S
-condition: a EX 234: 2- METHYL-4- TRl FLUOROVETHYL- THI AZOLE- 5- CARBOXYLI C ACI D

| NDAN- 2- YLAM DE [ MtH~] neasured: 327 retention-tinme: 4,61 condition: a 10

EX 235: 5-TRI FLUOROVETHYL- THI E 3, 2- B] PYRI DI NE- 6- CARBOXYLI C ACI D
. LNDAN- 2-EXZDE [ MrPHENYE3H:He3 ) TRIA ZOEEch UARBOXYLICAGED ISDANi t i on: a

EX 236_:' N- | NDAN- 2-p4 A b FLUOROVETHYL- NI COTI NALJDE [ MrHL neasured: 307
. _ret enti Ct’ﬂaat—ﬂemeaé‘mgl 30%0 condition: a .
5 1
- EX 215 , N—INDAN—Z-YLG-MERCAPTO-NICOTINAMIDE
. [M+H"] measured: 271
retention-time: 1,59
condition: ¢
| 10
(:- ) EX 216:. Z,S-DIMETHYL-IH-PYRROLE—S-CARBOXYLIC_' ACID INDAN-2-
YLAMIDE ‘
[M+H'] measured: 255 -
 retention-time: 1,64
15 condition: ¢

" EX 217: 3-METHYL-S—TRIFLUOROMETHYL—ISOXAZOLE—4-
CARBOXYLIC ACID INDAN-Z-YLANHDE
[M+H*] meastired: 311
20  retention-time: 1,80
condition: ¢ - _ -

| ) ‘ EX 21.8: 2-METHYL—IMIDAZO[1,2-A]PYRIDINE—3-CARBOXYLIC ACID .
Sl ' INDAN-2-YLAMIDE
25 [M+H'] measured: 292
retention-time: 1,42
condition: ¢

" EX 219: 2,6- DICHLORO-5-F LUORO—N—INDAN-Z—YL-NICOTINAMIDE

30 [M+H'] mesured: 325
retention-time: 1,81
. condition: ¢

EX 220: 1H- PYRROLE-3-CARBOXYL1C ACID INDAN-2-YLAMIDE
35  [M+H'] measured: 227
retention-time: 0,87




EX 237: N-1NDAN- 2- YL- 2- METHYL- 6- TLUFLUOROMETHYL- NI COTI NARIIISUEHA®) - |
'measured 321 25 retention-tinme: 4,67 condition: a EX 238:
- PROPWID-BI0RHENYL - 4- CARBOXYLI C ACI DI NDAN-2- YLAM DE 3@clipidrsapasur ed:

356 retention-tinme: 3,54 condition: ¢ EX 239:

3, 5- Dl BROMO- NANDAN- 2- YL- 4- METHYL- BENZAM DE 35 [ MtHf] mneasured: 408
retention-tine: 3,50 8 August 2005 V6% 02/ 064545 PCT/ PP02/ 01444 - 67
condition: ¢ EX 240: 3-BROVO N-1NDAN 2-1"L-4- VETHOXY BENZAM DE [ M+ | ']
measured 346 retention-tinme: 3,09 condition: ¢ EX 241: 5-BR~-MO 1H :
| NDOLE-Con OXYLI C ACI D | NDAN- 2- YLAM DE 10 [ M+Hi ] neasured: 355
‘retention-tinme: 3,18 condition: c EX 242:

4-(1, 3~ -2-Y NNDAN _2- YL- 15 BENZAM DE [M+H+]
G R R, SRRk i i b VETEYL ESTER [ WHe
rreasureﬁlsitﬁﬁ?ﬁwﬁﬁmcb&éhhon time: 3,01 _ _
5 _refention-time: 1,53
condition: ¢

EX222:  S-HEX-1-YNYL-N-INDAN-2-YL-NICOTINAMIDE
[M+H"] meastired: 319
10  retention-uime: 1,91 , . :
~ condition: ¢ ' ‘ )i

EX 223: 5-METHYL-2-(4-METHYL-BENZYL)-2H-PYRAZOLE-3-
: CARBOXYLIC ACID INDAN—Z-YLAMIDE
15 [M+H'] measured: 346
" retention-time: 1,91

condition: ¢

EX224:  5-METHYL-1-(4-METHYL-BENZYL)-1H-PYRAZOLE-3-

20 CARBOXYLIC ACID INDAN—Z-YLAMIDE

 [M+H'] measured: 346 ' B .
retention-time: 1,93 ‘ ' : | -
condition: ¢ ' _ - I )

25 EX?225: 2- (4 FLUORO-PHENOXY)-N—INDAN—Z-YL-NICOTINAMIDE'
[M+H'"] measured: 349
retention-time: 1,92
condition: ¢

30  EX226: 5-METHYL-ISOXAZOLE-4-CARBOXYLIC ACID INDAN-2:~ - -
' ' YLAMIDE -
- [M+H'] measured: 243
retention-time: 1,69 |
o condition: ¢
- 35 : : _ .
- EX 227: 3-METHYL-ISOXAZOLE-4-CARBOXYLIC ACID INDAN-2-




- . 'condi tion:

"condition: ¢ EX 244: 4,5- D BROVO THI OPHENE- Z- CARBOXYLI C ABPHIYSISRRE 2

YLAM.DE 25 [ MtH1 neasured: 400 retention-time: 3,31 condition: ¢ EX 245:
- 2-{2, 6- DI MOJDRSIFTFENYL) - N- | NDAN- 2- YL- ACETAM DE 30 [ MrHL g6l 4288

retention-tine: 3,02 condition: ¢ EX 246:
" N- | NDAN- 2- YL- 4- TRI FLUOROVETHYLSULFANYL- BENZAM DE 35 [ MtH'] neasured: 338 .
retention-tinme: 3,25 8 August 2005 -WD-02/ 064545 PCT/ PPQ2/ 01444 -68

c EX 247: 2- FLUORO- N- 1 NDAN- 2- YL- 3- TRI FLUOROVETHYL- BENZAM DE
condition: ¢ EX 248: 5-FLUCRO

[ MrH} ] neasur ed: Baﬁr&ﬁﬁgon-_ti me: 3,16
N- | NDAN- 2- YL- 2- MET S NI I DE [ MtHL neasured: 270 ] O retention-tine:
.3,04 Con([l}-/lt-*ﬂ-ﬁ]lmeﬁsu@d: 249. 2- FLUORO N- | NDAN- 2- YL- 3- METHYL- BENZAM DE [ MtH |
" nmeasur ed: &%B&ﬁt ion-tinme: 3,10 condition: ¢ EX 250:
3- CHLORD- 27 FL{ NEAN- 2- Y- BENZAM DE [ MeHA1 neasured: 290 20
.retentioncendagon:8 10 condition: c .
'EX228:  1-METHYL-1H-INDOLE-3-CARBOXYLIC ACID INDAN-2-
YLAMIDE
[M+H'] measured: 291
retention-time: 1,79
10 condition: ¢

.\.—/_

EX 229: N-'-INDAN-Z-YL-G-(Z,?.Q-TRIFLUORO—ETHOXY)-‘I— '
TRIFLUOROMETHYL-NICOTINAMIDE
~ [M+H'] measured: 405 ‘ '
15 retention-time: 1,93 '
| condition: ¢

EX230:  2,5-DIMETHYL-1-PYRIDIN-4-YLMETHYL-1H-PYRROLE-3-
CARBOXYLIC ACID INDAN-2-YLAMIDE '
20  [M+H'] measured: 346
~ retention-time: 1mS52 . : _ .
-condition: ¢ -

"EX231: - N-INDAN-2-YL-2-METHOXY-4,6-DIMETHYL-NICOTINAMIDE
25  [M+H'] measured: 297 ' : :
retention-time: 1,65
condition: ¢

- EX232: S-METHYL-3-PHENYL-ISOXAZOLE-4-CARBOXYLIC ACID
30 _ INDAN-2-YLAMIDE
[M+H"] measured: 319
retention-time: 1,83
condition: ¢

35 - EX233: 2,4-DIMETHYL-THIAZOLE—S&CARBOXYLIC ACID INDAN-2-
YLAMIDE




EX 251: 3- METHYL- 1H | NDENE- 2~CARBOXYLI C ACI D | NDAN-2-  YLARAS9USE20054 1 |
- measured: 290 retention-tine: 3,15 condition: ¢ EX 252:

7-N TRQVéIdz,bdyE)g_E- 2=CARBOXYLI C ACI D | NDAN- 2- YLAM DE 30*%%, asur ed: _
322 retention-time: 3,10 condition: ¢ EX 253: 3- BROMO L4- METHOXY

BENZAM DE 35 [ MrH{] neasured 346 retention-tine: 3,07 8 August 2005 WO

02/ 064545 PCT/ EP02101444 69 10 condiggi-on: ¢ EX 254:
S- METHYL- | H | NDOLE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ M+rH ] neasured: 291
~retention-time: 3,11 condition: ¢ EX 255: 7-METHYL-I1 H- | NDOLE- 2- CARBOXYLI C

ACI D | NDARH-messwedl i3] M-H+] neasured: 291 retention-time: 3,11 -
condi t i Qfkntibn ilugx E,;; 256: N-1 NDAN- 2- YL- 4- (2, 2, 2- TRI FLUORO- ACETYL} - BENZAN! | DE
[ MMH ] neasure é4 retention-tinme: 2,88 condl tion: ¢ 20 EX 257: '

3- CHL OFROPSEORIIAN- 2- YL- 2- METHYL- BENZANI | DE

5 . EX234: 2—METHYL-4-TRIFLUORON[ETI{YL-THIAZOLE—S-CARBOXYLIC '
ACID INDAN -2-YLAMIDE : :
[M+H"] measured: 327
retention-time: 4,61
condition: a '

EX235:  S5-TRIFLUOROMETHYL-THIENO{3,2-B|PYRIDINE-6-
. CARBOXYLIC ACID INDAN -2-YLAMIDE
 [M+H"] measured: 363
retention-time: 4,69
. 15 condition: a '

" EX 236 N-INDAN—Z-YL—G-TRIFLUOROMETHYL-NICOTINAMIDE_
[M+H'] measured: 307 S - -
retention-time: 4,67

20 condition:au

EX 237; N—Il\IDAN-Z-ﬂrz-METH_YL-ﬁ-TRIFLUOROMETHYL— :
_ NICOTINAMIDE ' )
[M+H'] measured: 321 :

25  retention-time: 4,67 |
condition: a

- EX 238: 4'-PROPYL-BIPHENYL-4-CARBOXYLIC ACID INDAN-2-
~ "YLAMIDE -
30  [M+H'] measured: 356
- retention-time; 3,54
| condition: ¢ '

EX 239: 3 S-DIBROMO-N-INDAN-—Z-YL 4-METHY L—BENZAMIDE
35  [M+H'] measured: 408 S
© retention-time: 3,50




[MFH ] measured: 286 retention-tine: 3, 09 condition: ¢ 28AEQUIzR05

N- | NDAN- Zéhﬁi 46 TRI | SOPROPYL- BENZAM DE [ MrH+] measur ed: 365 EX 259:
~2,3,5-TRI N1 NDAN- 2- YL- BENZ2&IM DE [ MtH+] neasur ed PCIEPOZ01444
retention-tine: 3,21 condition: ¢ EX 260: 5-ETHYL-1R-1NDOLE-2- CARBOXYLI C

| ACI D | NDAN- 2- YLAM DE [ M+l f| nmeasur ed: 3g§ 35 retention-tine: 3,18
. condition: ¢ 8 August 2005 WD 0210645345’ PCT/ EPQ2/ 01444 -70 EX 261:
" 1- PHENYL- 5- PROPYL4H PYRAZCLE- 4- CARBOXYLI C ACI D | NDAN 2- YLAM DE [ MtH* I
. nmeasured: RdditioR getention-time: 3,13 condition: ¢ EX 262: .
2, 4- DI CHLORO 5- FLUCRO- N- | NDAN 2- YL- BENZAM DE [ MtH] neasured: 324 1o
‘retention-tine: 3,13 condition: ¢ EX 263: 4-CHLORO

2, 5- DI FLUGXO240: NDAMWHM@WMA@EZ-MT‘E@W-BﬁN%i

retention 3 17d§2€£lt|on c EX 264: ,

" 2- CHLORO Reasugae THYL- BENZAM DE [ M+Ht] measured: 286 20

r et entﬁon-l'@tem-tkn@?o 0%ondition: c ) ‘
condition: ¢

EX 24]1: 5-BROMO- IH-INDOLE-Z-CARBOXYLIC ACID INDAN-2-
YLAMIDE:
10 [M+H") measured: 355
retention-time: 3,18

- condition: ¢

EX242:  4413-DIOXO-1,3-DIHYDRO-ISOINDOL-2-YL)-N-INDAN-2-YL-
15 BENZAMIDE
[M+H'] measured: 383

EX 243: N—INDAN—Z—YDISOPHTHALAMIC ACID METHYL ES‘I’ER
' [M+H+] measured: 296
20  retention-time: 3,01
condition: ¢

EX 244: 4,5-D[BROMO-THIOPHENE—Z-CARBOXYLIC ACID INDAN—Z- R
YLAMIDE ‘
25 [M+H'] measured: 400
| retention-time: 3,31

condifion: ¢

. EX245: 2-(2,6-DIFLUORO-PHENYL)-N-INDAN-2-YL-ACETAMIDE
30 [M+H'] measured: 288
“retention-time: 3,02
condition: ¢

EX 246: N—INDAN—Z—YL-‘#-TRIFLUOROIVIETHY LSULFANYL-BENZAMIDE

35 [M+H"] measured: 338 -
retention-time: 3,25




EX 265 3- CHLORO 4- ( PROPANE- 2- SULFONYL) - TH OPHENE4.  CARBSMHI'E %D

| NDAN- 2- YLAM DE 25 [ MvH{] neasured:” 385 retention-tinme: 3,04 condition: c
EX 266: WD /(66RO N- | NDAN- 2- YL- 5- METHYL- BENZAM DE 30 [ Mécmemsuiad: 270 .

‘retention-tine: 3,08 condition: ¢ EX 267:"
- 3- ACETYLAM NO- 2- CHLORO- NMdNDAN- 2- YL-B AM DE 35 [ MtH{] neasured: 329.
retention-tine: 2,75 8 August 2005 02/ 0645 45 PCT/ EP02/ 01444 -71

condition: ¢ EX 268: 4- ETHYLAM NO N- | NDAN- 2- YL- BEN2A4I DE [ MtHL neasur ed:
281 5 @h@ﬁgé_ocg-ti me: 2,94 condition: ¢ EX 269:

N, N-DI E -3,6- DTFLUOCRO- N -1 NDAN 2 YL PHTHALAN | DE [ MtH+] -measured: 373
10 retention-tine: 2,98 condition: ¢ EX 270: ACRI DI NE-9- CARBOXYLIC ACID

| NDAN DE ition:

EX maﬁ%@‘“@ o 2 PR GRORD: %&&%&%@%@W@M - ©
measur éNIHBimeasmedi 32 on-ti me: 3, 09 ‘

5 retention-time: 3,16
condition: ¢

EX 248: 5-FLUORO-N-INDAN-2-YL-2-METHYL-BENZAMIDE
. [M+H'] measured: 270
. 10.  retention-time: 3,04 | - . -
condition: ¢’ | - : . ,)

EX 249 2- FLUORO-N—INDAN—Z-YL—3 METHYIrBENZAMIDE
- [M+H"] measured: 270

15  retention-time: 3,10
- condition: ¢

EX 250: 3-CHLORO-2-FLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 290 - A -
.20 retention-time: 3,10
"~ condition: ¢ - ‘ | .

EX251:  3-METHYL-1HINDENE-2:CARBOXYLIC ACID INDAN-2- . b
YLAMIDE .
25 [M+H'] measured: 290
' retention-time: 3,15
_condition: ¢

. EX 252: 7-NITRO-1H-INDOLE-2-CARBOXYLIC ACID INDAN-2-YLAMIDE
30°  [M+H'] measured: 322
~ retention-time: 3,10
' condition: ¢

EX 253: 3-BROM0-N—IN DAN -2-YL~2«METHOXY—BEN ZAMIDE
35 [M+H'] measured: 346 - :
_retention-time: 3,07




‘condition: ¢ EX 272: 2- BROVO-N-1 NDAN- 2wvL- BENZAM DE 25 [ RAMPURE98r ed: 316
retention-tine:. 2,98 condition: ¢ EX 273: 2-FLUORO N-| NDAN- 2- YL- BENZAM' DE

30 [ MrH+) WRAFBHER: 256 retention-time: 3,00 condition: CPEXEREALL4
.2, 3, 6- TRI FLUORO- N- | NDAN- 2- YL- BENZAM DE 35 [ MWFH neasured: 292
retention-tinme: 2,99 8 August 2005 V\ngép64545 -72 condition: ¢ EX 275:

. 2- CHLORO N- | NDAN- 2- YL- BENZAM DE [ MtH~] "neasured: 272 5 retention-ti ne:
~2,97 condition: ¢ 10 EX 276: 2, 3- Dl CHLORO N- | NDAN- 2- YL- BENZAM DE = [ MrH+]

neasur ed: gghditibgteention-tinme: 3,11 condition: ¢ EX 277:
2, 4- DI CHLORO NANDAN- 2- YL- BENZAM DE [ MtH4] rr_easure_d: 306 15 retention tine:

++3,07 condition: c¢c PCT/PP02101444 EX 278: -
-~ 5- BROVD- 2-EXR8R0- N- SNMBREY VI FBINGOVIDE CARBOXYLICATHDAND AR ]-20

retention-tine: 3, 1%LAMIDE
"5 [M+H'] measured: 291
' retention-time: 3,11
condition: ¢

| EX 255: 7-METHYL-1H-INDOLE-2-CARBOXYLIC ACID INDAN~2- .
o 10 YLAMIDE
D
by [M-+H"] measured: 291
retention-time: 3,11
- condition: ¢

15 EX256:  N-INDAN-2-YL-4-(2,2,2-TRIFLUORO-ACETYL)-BENZAMIDE
" [M+H'] measured: 334 | ' :
retention-time: 2,88
condition: ¢

20 EX257:  3-CHLORO-N-INDAN-2-YL-2-METHYL-BENZAMIDE
[M+H'] measured: 286 ' -
~ retention-time: 3,09
condition: ¢

25 ~ EX258: N—INDAN—Z-YL-2,4,6-TRIISOPROPYL-BENZAMIDE
[M+H"] measured: 365

. EX 259:; 2,3,5-TRICHLORO-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 340 '
30 retention-time: 3,21
condition:c

EX 260: -,S;ETHYL-1H~INDOLE;2-CARBOXYLIC ACID INDAN-2-YLAMIDE .
[M+H'] measured: 305 ' '

35  retention-time: 3,18 .
condition: ¢




condi tion: ¢ EX 279° 2, 5-DI CHLORO- N- | NDAN- 2- YL- BENZAM DE S WRHRT2%Rasur ed:
306 25 retention-tinme: 3,11 condition: ¢ EX 280: 2,6-D CHLOLO

" N- | NDANW 08lgsBERZAM DE [ MrH+] neasured: 306 30 retent i go-lipiBio1ads 04 :
condition: c. EX 281: N-INDAN-2-YL-2- METHYL- BENZAM DE [ MtH*1 neasured: 252

35 retention-tinme: 2,97 - condition: ¢ 8 August 2005 WO 02/064545
PCT1EP02/ 01444 -73 EX 282: N-| NDAN-ZOYL- 2, 4, 6- TRI METHYL- BENVTAM DE [ M+K' ]

“.measured: 280 retention-time: 3,09 5 condition: ¢ EX 283:

3- CHLORO N- | NDAN- 2- YL- BENZAM DE [ M+H{] neasured: 272 retention--tinme: 3,08
10 condition: ¢ EX 284: 3- CYANO N-1 NDAN- 2- YL- BENZAM DE [ MtH~] neasur ed:

: ?ggALftzE%Ljaégl-\ltziAnﬁP@ FROE ﬂmd 3062'&54-(: i i 3,28 20
: - YL- . ! neasur ed: retention-tine: ,
condi tion: ¢ EX %%#%EM&E 3- PHENOXY BENZAM DE
[M+H'] measured: 346 |
5  retention-time: 3,13 .
_condition: ¢ '

EX 262; 2,4-DICHLORO-5-FLUORO-N-INDAN-2-YL-BENZAMIDE

[M+H'] measured: 324 ' ‘
10  retention-time: 3,13 |

condition: ¢

EX 263: 4-CHLORO—2;5—DIFLUORO-N -INDAN-2-YL-BENZAMIDE
fM-+H'] measured: 308
15 retention-time: 3,17
o condition: ¢

EX264:  2-CHLORO-N-INDAN-2-YL-3-METHYL-BENZAMIDE
 [M+H'] measured: 286 :
20 retention-time: 1,95
condition: ¢ - .

EX265:  3-CHLORO-4(PROPANE-2-SULFONYL)-THIOPHENE-2- = )
- CARBOXYLIC ACID INDAN-2-YLAMIDE - |
25  {M+H'] measured: 385 I
. retention-time: 3,04
condition; ¢

EX266:  2-FLUORO-N-INDAN-2-YL-5-METHYL-BENZAMIDE
30 [M+H'] measured: 270
retention-time: 3,08
" condition:c |

- EX 267: 3-ACETYLAMTNO-2—CHLORO—N—INDAN-Z-YL—BENZAMIDE
35  [M+H'] measured: 329 o .
- retention-time: 2,75




i

- 30 condi t M§h@2/as438X 288: N- | NDAN- 2- YL- 3- METHYL- BENZAM DE  [pittigbh2/i@as

[ MFHL neasured: 330 retention-time: 3,23 25 condition: cSE¥oyg2005

3=BENZOYL- N- | NDAN- 2- YL- BENZAM DE [ M+Hi ] neasuerd: 342 retention-tine: 3,12
ured:

252 retention-tinme: 3,02 35 condition: .c .. 8 August 2005 WO 02/ 064545

'-74 5 10 15 EX 289: 4- BROVD N-| NDAN-2 BENZAM DE [MrH] nmeasured: 316

retention-tinme: 3,09 condition:
[NHHl measured: 309

- 4- DI ETHYLAM NO- N- | N1) AN- 2- YL- BENZANI | DE
c EX 291: N-| NDAN- 2- YL- 4- METHOXY- BENZAI\/I DE

retenti oRyhdifBn: 3. 03 condition:
M-H neasured: 2,96 retention-tinme: ¢ PCT/EP02/ 01444 EX 292:

[
N | NDAN- 2- YL- 4- METHYLSULFANYL- BENZANI | DE [ MtH1 r’reasured 284

retenti oEX 2em: 3, &ﬁrmﬂWN-?NDAN-z-YL-BENZAmnE

[M+H'] measured: 281
5  retention-time: 2,94
~condition: ¢

- EX269: N,N-DIETHYL-3,6-DIFLUQRO-N'-IN DAN-2-YL-PHTHALAMIDE
[M+H"] measured: 373 .
10 retention-time: 2,98
“condition: ¢

- EX270:  ACRIDINE-9-CARBOXYLIC ACID INDAN -2-YLAM[DE
[M+H" ] measured: 339
15 retention-time: 2,87
condition: ¢

EX 271: 9—0X0-9H-FLUORENE-4~CARBOXYLIC ACID INDAN-2-
_ YLAMIDE
20 [M+H'} measured: 340
retention-time: 3,09 ' ' ' |
condition: ¢ | - |

EX 272: 2-BROM0-N—INDAN—2~YL-BENZAMIDE
25  [M+H'] measured: 316

' _retentlon-tlme.‘ 2,98

condition: ¢

‘EX 273: 2-FLUORO—N—INDAN-—Z-YL—BENZAI\HDE '
30 . [M+H'] measured: 256
retention-time: 3,00
- ¢ondition: ¢

EX274; 2,3,6—TRIFLUORO—N—INDAN—2—YL-BENZAMIDE
35  [M+H"] measured: 292
retention-time: 2,99




20 EX 293: N-| NDAN- 2- YL- 4- PENTYL- BENZAM DE [ MrHE] nmeasur 8495005
retention=time: 3,41 condition: c¢c 25 EX 294: NAPHTHALENE- | - CARBOXYLI C ACI D

| NDAN- 3y0'bA0s58 [ MrH ] neasured: 288 retention-tine: ClrrRpstion: ¢ 30 .
EX 295: NAPHTHALENE=2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE M-H1 nmeasur ed: 288
retention-tinme: 3,22 condition: ¢ 35 EX 296: FURAN 3- CARBOXYLI C ACI D

| NDAN- 2- YLAM DE. . [ MtH+] neasured:- 7228 8 August 2005 WO 02/ 064545
PCT/ EP02101444 -75 wretention-tine: 2,84 condition: ¢ EX 297:

THI OPBENE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ M+l fl measured: 244 :
retent$BWI9ME: 2 94 condition: ¢ EX 298: 5- METHOXY- 1H | NDOLE- 2- CARBOXYLI C

ACI D | NDAN-2- YLANIIDE [ MHI fl neasured: 307 retention-tinme: 3,00
conditjgn._c 15 99, A4 -7=T =THYL- QUI NOLI NE- 3- CARBOXYLIC
ACID I*l%%l%YL&Eﬁé‘@W%éh% ntion-time: 3,07 '
[M+H'] measured: 272 | '
5 ° retention-time: 2,97
condition: ¢

EX 276: 2,3-DICHLORO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 306

10 retention-time: 3,11 ' B _ | | ' )
condition: ¢

EX 277: 2,4-DICHLORO-N-INDAN-2-YL-BENZAMIDE
[M+H} measured: 306
15 rcten_tion—time: 3,07
" condition: ¢

- EX278: S-BROMO.-Z-CHLORO-N-INDAN#Z-YL-_BENZAMIDE '
M+ measured_: 351 |
20 retention-time: 3,12
_ condition: ¢ \

EX279:  2,5-DICHLORO-N-INDAN-2-YL-BENZAMIDE )
[M+H'] measured: 306 -

25  retention-time: 3,11
condition: ¢

EX 280: 2,6-DICHLORO-N-INDAN-2-YL-BENZAMIDE
_ [M+H"] measured: 306 '
30 retention-time: 3,04
- condition: c.

"EX281:  N-INDAN-2-YL-2-METHYL-BENZAMIDE
[M+H"] measured: 252 B
35 retention-time: 2,97
condition; ¢




8 August 2005

"condition: ¢ 20 25 30 EX 300:
[ MMFH7 neasured: 318

2- CHLORO- \- | NDAN- 2- YL- 5- METHYLSULFANYL- BENZAM DE

"-ret enti on"Y?Pr’é %‘"09 condition: ¢ EX 301: 4'-ETHYL-BI PHEIW]T#EPO!ZZARBDXYL! C

ACI D | NDAN- 2- YLAM DE [M+H}j neasured: 342 retention-tinme: 3,41 condition:

¢ EX 302: 2,3-Dl FLUORO-N-I'NDAN-2- YL- BENZAM DE [M'-H neasured: 274

e,

retention-tine: 3,03 condition: ¢ 35 EX 303:

. N-1 NDAN- 2- YL- 2- - { 3- TRI FLUOROVETHYL- PHENYLA JNO 8 August 2005 WD 02/064545
PCT/ EPO2/ 01444 - 76 10 15 20 25 NI COTI NAM DE [ M+rH+] measured: 398

- rz.etB%gvirf Mm%@‘%i yﬁ%ééﬁ%ﬂf?ﬁ%@@d 350

ret ent i odM-iHhd megsured: 28ndi t i on:
retentwn-tlme. 3,09

5 condition: ¢

EX 283: ‘ 3—CHLORO-N-INDAN—2-YL-BENZAMIDE
[M+H'] measured: 272 :
retention-time: 3,08

10 condition: ¢

. EX 284: 3- CYANO-N-INDAN—Z-YLBENZAMIDE

[M+H"] measured: 263
, retention-time: 2,94
- 15 condition: ¢

- EX285:  3,5-DICHLORO-N-INDAN-2-YL-BENZAMIDE
- [M+H'] measured: 306 -
 retention-time: 3,28
20 condition: ¢

EX 286: N-INDAN-2-YL-3-PHEN OXY-BENZAMIDE
) [M+H']measured: 330
retention-time: 3,23 -
25  condition: ¢ A

EX 287: 3-BENZOYL—N-!NDAN-Z-YLBENZAMIDE
[M+H'] measuerd: 342 :
retention-time: 3,12

30 condition: ¢

 EX288: N—INDAN—Z-YL—3-METHYL—BENZAMIDE
, [M+H+} measured: 252
- retention-time: 3,02
35 condition:c .




EX 305: 4- HEXYLOXY- N- | NDAN- 2- YL- BENZAM DE [ MrH-] neasur ed:Augygt 2005
retention-tinme: 3,45 condition: ¢ ~EX 306: 3-ETHOXY-N | NDAN- 2- YL- BENZAM DE

[ Mt} ] woarneseds 282 retention-tinme: 3,06 condition: CpEXNERPNOLLE

N- | NDAN- 2- YL- 4- METHYLSULFANYL- 3 NI TRO- BENZANHDE: [ MrHF] neasured: 329
retention tine: 3,15 condition: ¢ EX 308: 4-HYDROXY- QU NOLI NE- 2- CARBOXYLI C

'ACI D | NDAN-2- "YLAM DE [ MrH*] measurdd:- 305 retention-time: 2,81 30
condi tion: ¢ EX 309: 4- (4; 6- DI METHYL- PYRI M DI N- 2- YLAM NO) - N- | NDAN- 2- YL-

. BENZA M-H} me: 3,03 condition: ¢ 8
Auguslvtg(%;? o SRR @ﬁgﬁpg‘;loﬁﬁ‘m@? 310 |
4-{ 4, pAEHNED WureﬁYHG\/l DI N- 2- YL) - METHYL- ANI | NOJ - N | NDAN- 2- YL- BENZAM DE
L[N+ e 373 retention-time: 3,07 . condition: ¢ EX 3l 1:
4 6- Dﬁéﬁf@%ﬁm sTQ E- 2- CARBOXYLI C ACI D I.NDAN- 2- YLAM DE 10 [ M+H ]
‘meas uresditipnse | |
5 ‘
. EX 290: -DIETHYLAMNO~N-MAN—2—YL-BENZAMDE
- [M+H'] measured: 309
retention-time: 3,03 '
condition: ¢

M

10 : :
EX 291: N-INDAN-2-YL-4- METHOXY—BENZAMIDE '

[M+H'] measured: 2,96
' retention-time: ¢

15 EX292: N-INDAN-Z-MMETHYLSULFANYL—BENZANHDE
- [M+H'] measured: 284 : |
retention-time: 3,04 '
condition: ¢

20 EX293:  N-INDAN-2-YL-4-PENTYL-BENZAMIDE

 [M+H') measured: 308 :
retention-time: 3,41 : ,
condition: ¢ o )

25 EX294: NAPHTHALENE-1-CARBOXYLIC ACID IN])AN-—Z-YLAMIDE

[M+H'] measured: 288
retention-time: 3,09
condition: ¢

30  EX295: NAPHTHALENE—l—CARBOXYLIC ACID INDAN-2-YLAMIDE

. [M+H"] measured: 288
retention-time: 3,22
condition: ¢

35 . EX296: FURAN—S-CARBOXYLICACID INDAN-2-YLAMIDE.- ......
[M+H'} measured: 228




‘retention tine: 3,30 condition: ¢ EX 312: 8 August 2005
2- CHLORO- N- | NDAN- 2- YL- 4- METHANESI JLFONYL- 15 BENZAM DE [ M+H{] neasured: 350

‘retenti onMQ 963538  conditian: ¢ 20 EX 313: ~ PCT/EP02/61444

.2- METHYL- | - PHENYL- | H- BENZO NI | DAZOLE- S- CARBOXYLI C  ACI D | NDAN- 2- YLANI | DE
c 25 30 EX 314:

[ MFH+] nmeasured: 368 retention-tine: _% 86 condition:
3, 4- DI CHLORO- N- | NDAN- 2- YL- BENZAM DE | Nﬁl' ] neasured: 306 retention-tine:
© 3,20 condition: ¢ EX 315: 5-CHLORO | H | NDOLE- 2- CARBOXYLI C ACI D | NDAN- 2-

- YLAM DE [ fdertibn-fiR@spggd: 311 retention-tine: 3,14 35 condition: c. 8
August 2005 WO 02/ 064545 -78 EX 316: 2, 5- Di BROMO- N- | NDAN2- YL- BENZANHDE

L L QUGMOR ¢ 394 retention-time: 3,13 condition: ¢ PCT/ EP02/ 02444 EX
317:" 4- BROMO- 2- CHLORO- N- | NDAN- 2- YL- BENZAM DE [ MtH J measured: 350

- EX297: THIOPHENE-2-CARBOXYLIC ACID INDAN—Z-YLANHDE
5 [M+H7 measured: 244 -
~ retention-time: 2,94
condition: ¢

EX 298: 5-METHOXY-1H-INDOLE-2-CARBOXYLIC ACID INDAN-Z-
10 - YLAMIDE :

[M+H'] measured: 307

retention-time: 3,00

condition: ¢

._
;
\-...r'

15 EX299: 4- HYDROXY—7-TRIFLUOROMETHYL-QUINOLINE~3—
' ' CARBOXYLIC ACID INDAN-Z-YLAMIDE
- [M+H'] measured: 373
retention-time: 3,07
 condition: ¢ '
20 '
EX 300: 2-CH]..ORO—N-INDAN—2—YL—5 METHYLSULFANYDBENZAI\&IDE

[M+H'] measured: 318
. E | retention-time: 3,09
condition: ¢

25 .
EX 301: 4‘-ETHYL-—BIPHENYL-4-CARBOXYLIC ACID INDAN-2-YLAMIDE

[M+H'] measured: 342
retention-time: 3,41
~ condition: ¢
30 - | .
EX 302: 2,3-DIFLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 274
retention-time: 3,03
condition: ¢

35 : . :
EX 303: N—INDAN -2-YL-2-(3-TRIFLUOROMETHYL-PHENYLAMINO)-




retention-time: 3,12 condition: ¢ i0 EX 318: 8 August 2005
5- BENZYLOXY—I H- | NDC_J_E-Z CARBOXYLI C ACI D | NDAN 2- YLAM DE [ MtH4] neasured:
383 r E} {]r-tl nme: 3,23 15 condition: ¢ EX 319: PCT/EP02/01444

- METHYL- IIE OFURAN- 2- CARBOXYLI C ACI D LNDAN- 2- YLANI | DE [ M+tH}] neasur ed:
292 20 retention-tinme: 3,25 condition: ¢ EX 320:
2, 3, 4- TRXFLUORO- NANDAN- 2- YL- BENZANIIME [ MtH{] neasured: 292 25

.. retention-tine: 3,07 condition: ¢ EX 321:

"~ 3- CHLORO 4- METHANESUL FONYL- THI OPHENE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE 30
'[MPH}] nmeasur ed: NBGG@TINAMHE on-tine: 2,92 condition: ¢ EX 322;
1-(4- Cwmq REGEMY) 588 PROPYL- | H- PYRAZO_E--4 35 CARBOXYLI C ACI D
| NDAN- 2- YLAM DE, [ MFH} ] neasured: 381 8 August 2005 WO 02/ 064545 -79

r et ent fedsntiopfime: 3,547 condition: ¢ PCT/ EP02/ 01444 EX 323:
 4- DI HEX{aMMrNe- N- | NDAN- 2- YL- BENZAM DE 5 [ MFH{] neasured: 422

5 :
EX 304: 2~BROMO-S-CHLORO—N—]NDAN—Z-YLBENZAMIDE :
[M+H'] measured: 350 |
retention-time: 3,1 0
condition: ¢
10 : ' | ' : }
EX 305: —I-IEXYLOXY-N-INDAN-Z-YL—BENZAI\M])E : :
[M+H*] measured: 338
B retentioni-time: 3,45
condition: ¢
5 .,
EX306:  3-ETHOXY-N-INDAN-2-YL-BENZAMIDE
 [M+H']} measured: 282 :
retention-time: 3,06
g:ondition: c
20 ' , :
EX 307: " N-INDAN-2-YL-4-METHYLSULFANYL-3-NITRO-BENZAMIDE. .
[M+H"] measured: 329 o . | _
retention-time: 3,15 ' ' )
condition: ¢
25 | ‘
EX 308: 4-HYDROXY-QUINOLINE-2-CARBOXYLIC ACID INDAN-2-
. YLAMIDE |
[M+H"] measured: 305
~ retention-time: 2,81
30 condition: ¢

' EX309:  4-(4,6-DIMETHYL-PYRIMIDIN-2-YLAMINO)-N-INDAN-2-YL-
| BENZAMIDE '
[M+H"] measured: 359
35 retention-time: 3,03
~ ¢ondition: ¢




retention-tinme: 4,26 condition: ¢ 10 EX 324: 8 August 2005
3- CHLORO 6- FLUORO BENZQ BJTHI OPHENE- 2- C21RBOXYLI C ACI D | NDAN- 2- YLAM DE
[MEI{1 meWOPROEIS4346 retention-tine: 3,40 condition: c PETERIBEEIL
.2, 6- Dl BROVO- N- | NDAN- 2- YL- BENZAI VI 1 1) E [ M+ {] measured: 394 retention-tine:
3,06 condition: ¢ 20 EX 326: 5-(I NDAN?.? YLCARBAMOYL) - | SOPHTHALI C ACI D

- DIETHYL ESTER.[MtJ{'] neasured:. 382 etention tine: 3,22 condition: ¢ 25
- EX 327: 4-(2, 5-DI METHYL- PYRROL- | - YL~N-i NDAN- 2- YL- BENZAM DE [M - HI
measured: 331 retention-tine: 3,21 conditi on ¢ 30 35 EX 328: _

4-1 NI D | - YL- N- 1 NDAN- 2- YL- BENZAM DE ~ measured: 304
.retenti Q%%t”mé 2 44,6 DINMETHYL- BYB@@@E‘L - )*MET#YLAMNOI—N'

3, 4- DI CHLORO BENZQIBDKIN SRAERENZ OMRBPXYLI C ACI D 8 August 2005 WO
02'06454”% 51@952&9%4}4 -80 10 ‘

5 retenuon-timé: 3,07

- condition: ¢

EX 311: 4 6-DICHLORO~IH—INDOLE-?.—CARBOXYLIC ACID INDAN-2-
YLAMIDE -
v 10 [M+H"] measured: 345
retention-time: 3,30
condition: ¢

- EX312: .2-CHLORO-N-INDAN-2-YL-4-METHANESULFONYL-
15 BENZAMIDE |
' [M+H"] measured: 350
rtetention-time: i,88
condition: ¢

20 EX313: 2-METHYL-1-PHENYL-1H-BENZOIMIDAZOLE-5S-CARBOXYLIC
' ACID INDAN-2-YLAMIDE ' : .
[M+H"] measured: 368
retention-time: 2,86 '

condition:; ¢

25 :
EX 314: 3,4~DICHLORO-N-INDAN—Z-YLBENZAMIDE

[M+H'] measured: 306
retention-time: 3,20
condition: ¢
30 o _
EX 315: 5-CHLORO-1H-INDOLE-2-CARBOXYLIC ACID INDAN-2-
| - YLAMIDE | :
[M+H"] measured: 311
" retention-time: 3,14

35 condition: ¢ .




| NDAN 2- YLANI | DE. [ MrHi ] neasured: 362 retention-time: 3, BMUSHAN on: ¢
EX 330: 5-CHLORO 2- FLUORO N- | NDAN- 2- YL- BENZANI | DE [ M+H1] neasured: 291
ret ent i wip-d2ioeesss 3, 12 condition: ¢ EX 331: . PCT/EP02/01144

2- BROVOD 4- CHLORO- N- | NDAN- 2- YL- BENZAMLDE [ M - H' neasured: 350

retention-time: 3,12 condition: ¢ 15 EX 332:
3- CHLORO 6- METHYL- BENzZ( B] THI OPHENE-~ f-CARBOXYLI C. ACI D | NDAN- 2- YLAM DE -

[ MHHL rreasured 342 retention-tinme: 3,52 20 condition: ¢ EX 333:

5=CHLC( Rl FL CARBOXYLI C ACI D '

| NDAN- I?A %% Méﬁgﬁﬁé@yﬁp n-time: 3,49 condition:

c EX 33[1M+B'*]E‘mcﬁﬁlsniiieltlﬂf%sL BENZOLBJ THI OPHENE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM RE.
30 [ M+ retention-time: 3,56 condition: ¢ 35 EX 335:.

362
1, 1- DI W‘??'%\%Aﬁﬂﬁ CARBOXYLI C ACI D | NDAN-2- YLAM DE [ M+H4] neasured: 306
8 Augustongd(ios: ¢ , _ .

3

. EX317: 4-BROMO-2-CHLORO-N-INDAN-2-YL-BENZAMIDE
_ [M-;-H+] measured: 350 - -
retention-time: 3,12
- condition: ¢
10 ' ' |
EX 318: S-BENZYLOXY—IH—INDOLE—Z-CARBOXYLIC ACID INDAN-2- -
YLAMIDE :
[M+PF] measured: 383
retention-time: 3,23
15 condition: ¢

EX 319: 3 METHYL—BENZOFURAN-Z-CARBOXYLIC ACID INDAN-2-~

YLANI[DE
[M+H'] measured: 292
20 retention-time: 3,25
condition: ¢ ' - , L

- EX 320: 2.3,4-TRIFLUORO-N-INDAN-2-YL-BENZAMIDE. . . | )
' [M+H"] measured: 292 ' ‘
25  retention-time: 3,07
condition: ¢

' EX321:  3-CHLORO-4-METHANESULFONYL-THIOPHENE-2-
- CARBOXYLIC ACID INDAN-2-YLAMIDE
30 [M+H"] measured: 356
retention-time: 2,92
' condition: c

EX 322: 1-(4- CHLORO-PHENYL)-S-PROPYL-IH-PYRAZOLM
o35 CARBOXYLIC ACID INDAN-2-YLAMIDE. .

[M+H"] measured: 381 .




“W\D 02/ 064545 PCT/ EP02/ 01 444 -81 retention tine: 3,27 cofdM9USh?9% Ex 336:
"1- ( 3- FLUORO PHENYL} - CYCLUPENTANECARBOXYLi C ACID 5 | NDAN- 2- YLAM DE { M+H+]
- measur ed: WER/0645dE ention-tinme: 3,26 condition: ¢ 10 EX 3BTI/EP02/01444
. 2-{2- FLUORO- Bl PHENYL- 4- YL} - N- | NDAN- 2- YL- PROPI QNAM DE [ M+H1 neasured: 360
retention-tinme: 3,27 condition: c i5 338:
- 34HENYL- 6- TRI FLUOROVETHYL- THI ENJ 3, 2- B]'PYRT1JI NE- 2- CARBOXYLI C ACI D
- | NDAN- 2- YLAM DE [ M+l {] neasured: 439 retention-tine: 3,42 condition: ¢ 20
EX 339 SyefianBbMRHEOKS7! H | NDOLE- 2- CARBOXYLI C'ACI D | NDAN-2- YLANI I DE [M - H
measured:' 337 refention-time: 2,91 25 condition: ¢ EX 340: ‘
_«5- BROMD I\FW‘F@[‘JRM? YL- 2, 3- Dl I\/ETHOXY BENZ JS1 DE [M+ {'] neasured: 376
retentlon time: 3,20 30 condition: ¢ EX 341:
1-(4-CHL NYL} L- OLE- 4- CARBOXYLI C ACI D
-1 NDAN- 2- %%ﬁgz M@FQAEMQS]X%MI%X@FBEMWE 10
' 5 [M+H' measured 422
~retention-time: 4,26

condition: ¢

EX 324: 3-CHLORO-6-FLUORO-BENZO[B]THIOPHENE-2-CARBOXYLIC
A J 10 ACID INDAN-2-YLAMIDE
[M+H'] measured: 346
' - retention-time: 3,40
condition: ¢

-

15 EX325: 2,6-DIBROMO-N-IN DAN-Z-YL-BENZAMIDE
" [M+H'] measured: 394 : :
retention-time: 3,06
condition: ¢

- 20 EX326: 5- (INDAN—Z-YLCARBAMOYL)-ISOPHTHALIC ACID DIETHYL
ESTER S
[M+H"] measured: 382 ' : '
_ ) | retention-time: 3,22
L condition: ¢
25 : ‘ :
- EX327: 4-(2,5-DIMETHYL-PYRROL-1-YL)-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 331 |
retention-time: 3,21
- condition: ¢
30 . .
EX 328: 4-IMIDAZOL-1-YL—N-INDAN—Z—YL-BENZAMIDE
[M+H'] measured: 304
retention-time: 2,37
condition: ¢

35 o : :
EX 329: 3,4-DICH_LORO-BENZO[B]I‘HIOPHENE-Z-CARBO_XY LIC ACID:




condi tion: ¢ 8 August 2005 WD 02/ 0645-15 PCT/ ENGR/ 0144- 1 SAUSUEE00R.
3- CHLORO- 4- METHYL- THI OPHENE2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ MtH} |

measur effo dfessqf etention-tine:. 3,20 condition: ¢ EX 343crmporoiiss
1- 1 SOPROPYL- 2- TRI FLUOROVETHYL- | H- BENZO M DAZOLE- 5- CARBOXYLI C ACI D

| NDAN- 2- YLAM DE 10 [ M+tH1 measured: 388 retention-time: 3,10 condition: c
EX 344: 3- CHLORCZ, 6- DI FLUORO- N- | NDANS@ -YL- BENZAM DE . 15 [ MtH1 neasur ed:

308 retention tine: 3,05 . condition: ¢ EX 345:
2, 6- DI FLUORO- N- | NDAN- 2- YL- 3- METHYL- BENZAM DE 20 [ MFW neasured: 288

retention-time: INGANZVEAMIDE ¢ EX 346
2- CHL -ﬁ{ﬁm&i—SBMDANZ YL- 3- METHYL- BENZAM DE 25 . [ M+tHL rreasured 304
¢ EX 347: 6-CHLORO 2- FLUORO- N- | NDAN

retentiopn- condi ti on:
2- YL- 3T M@E@ggﬂ DE 30 [ MrH+] neasured:- 304 retention-tine: 3,06
condi t iconditionkeX 348: N- | NDAN 2- YL- 2, 5- DI METHYL- BENZAM DE 35 [ MtHHj

mea§ur_<_ad: 266. retention-tinme: 3,07 _
EX 330: S-CHL0RO-2—FLUOR0—N—IND‘AN—2QYL-BENZANH])E'
[M+H] measurcd 291 o '
retention-time: 3,12
condition: ¢
10 ' ' ‘
- . EX331: 2-BROMO-4-CHLORO-N-INDAN-2-YL-BENZAMIDE e
" [M+H'] measured: 350
" retention-time: 3,12
_condition: ¢ |
15 _ : : _ :
- EX 332: 3-CHLORO~6-METHYL—BENZO[B]TH]OPHENE-Z—CARBOXYLIC
| ACID INDAN-2-YLAMIDE
- [M+H"] measured: 342
 retention-time: 3,52
20 conditiomec

EX 333: 5‘-CHLORO‘—7—TRIFLUOROMETHYL-THIENO[3,2-B]PYRIDH.\IE-3-
CARBOXYLIC ACID INDAN2-YLAMIDE | )
- [M+H"} measured: 397
25  retention-time: 3,49
~ condition: ¢

EX334: 3 6—DICHLORO-BENZO[B]THIOPI-IENE-Z-CARBOXYLIC ACID
o INDAN-2-YLAMIDE
30 [M+H'] measured: 362
retention-time: 3,56
~ condition:c

EX 335: 1,1-DIMETHYL-INDAN«A#-CARBOXYLIC ACID INDAN-Z-;
35 YLAMIDE i
- [M+H'] measured: 306




'8 August 2005 WO 02/ 064545 -PCTI EP02/ 0144-1 -83 condi t i oR-Augush20959:
4- HEXYLAM NO- N- | NDAN- 2- YL- BENZA JDE [ M+Hf 7 neasured: 337 retention-tine:

- 3,31 conwQo2meisis EX 350; 4- BROMO: 2- FLUORO- N- | NDAN- 2- YL- w&% [ MtH |
neasured: 334t o retention-tine: 3,17 condition: 'c 15 T

" 1- (\4=NTTRO- PHENYL) - S- TRI FLUOROVETHYL- . | H PYRAZOLE- 4- CARBOXYLI C ACI D
| NDAN- 2- YLAM DE [ MtHi neasured: 417 rétlention-tinme: 3,13 condition: ¢ EX
. 352: 2, 3- DI HYDRO BENZ( 1, 4] DI OXI NE- 5- CARBOXY1l C ACI D | NDAN- 2- YLAM DE [ M+HL
measured: 296 r.et _e%i,on-ti me: 3,01 condition: ¢ 25 EX 353:
5-TRI FL . | NDOLE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [M+H}]

- sMeasur ed: ca@ditionret ention-tine: 3,21 condition: ¢ 30 EX 354:
5- CHLORO- 3- PHENYL- | H- | NDCOLE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ MtHL

neasured 387
EX 336: -(3—FLUOR0~PHENYL) CYCLOPENTANECARBOXYLIC ACID

5 " INDAN-2-YLAMIDE
[M+H'] measured: 324 =
- retention-time: 3,26

condition: ¢
. 1o EX337: 2-2-FLUORO-BIPHENYL-4- YL)-N-I]*IDANQ-YL—PROPIONAMIDE
Gz_._.__;_:f' . [M*H'] measured: 360 . |
retention-time; 3,27
~ condition: ¢ '
15 EX338: -PHENYL—G-TRIFLUOROMETHYL THIENO [3,2-B]PYRIDINE-2

, CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H"} measured: 439
retention-time: 3,42
condition: ¢
20 -
EX339:- 5 6—DIMETHOXY— H—lNDOLE-Z—CARBOXYLIC ACID INDAN-2-
YLAMIDE :
) ' [M+H"] measured: 337
fis refention-time: 2,91
25  condition: ¢

EX 340: 5-BROMO-N-INDAN -Z—YL-ZQ-DIMETHOXY-BENZAMDE
- [M+H'] measured: 376
retention-time: 3,20
30 . condition: ¢

EX 341: 1-(4-CHLORO-PHENYL)-5—]\‘[ETHYL 1H-PYRAZOQLE-4-
CARBOXYLIC ACID INDAN. -2-YLAMIDE
[M+H] measured: 353
, 35  retention-time: 3,10
-~ condition: ¢




retention-time: 3,56 35 condition: ¢ 8 August 2005 WD . 03/ANgHsyE005
PCT1EPO02/ 0144-1 -84 EX 355: 2,5-DI OXO 2, 3, 4, 5- TETRAHY1l ) RO- | H BENZO [ EJ
[ 1, 43D 4FRlEss 8- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ MFHL sashb sy 336

~retention-tinme: 2,64 condition: ¢ EX 356: 3-PYR D N

2- YL- 6- TRIFLUORQVETT YL- THI ENC 3, 2- BJPYRI DI - NE- 2- CARBOXYLI C ACI D _
| NDAN- 2- YLAM DE; TRI FLUORO- ACETATE 482 f MrH1L neasured: 440 retention-tine:
3,4 1. condition: ¢ EX 357: 2 ACETYLAM NO- 5- CHLORO THI OPHENE- 3- CARBOXYLI C

15 ACI D | NDAN 2- YLAM DE [ MtH | neasured: 335. retention-tine: 3,20
condition: ¢ 20 EX 358: 2- BROMO 6- FLUORO- N- | NDAN- Z- YL- BENZAM DE [ Mrul

measur egX 34 r et SEHPOROUEMETIPYL-TATOPHENE

2- (2, 4- DI CHLORO- 5. N- | NDARF 2- YL, C%CEj TIAgNél i|§1DE§9C[ I\ﬁIH'] o
- neasur e
338 retention- tu@bwm&mn e 30 EX 360: 2-CHLORO
3,6-Dl FOVORCY MeAsMBAN292 YL- BENZAM DE [ Mr1{1 neasured: 308 - -

5 retention-time: 3 20
condition: ¢

EX 343: -ISOPROPYL-Z—TR[F LUORONIETﬁYL 1H-BENZOIMIDAZOLE-
: 5-CARBOXYLIC ACID INDAN -2-YLAMIDE

i0 [M+H'] measured: 388
retention-time: 3,10
condition: ¢

EX 344: 3-CHLORO-2,6-DIFLUORO-N-INDAN-2-YL-BENZAMIDE
15 [M+H'] measured: 308
o _ fetention~tim¢: 3,05 '

“condition: ¢ -

EX 345: 2,6-DIFLUORO-N-INDAN-2-YL-3-METHYL-BENZAMIDE
20 [M+H'] measured: 288
retention-time: 3,02 7 ' ' \
condition: ¢ : ‘

-EX 346: - 2—CHLORO-6-FLUORO-N—IN])AN—2 YL-3- METHYL-BENZAMIDE

25 - [M+H'] measured: 304
retention-time: 3,06
- condition: ¢

EX 347: 6-CHLORO-2-FLUORO-N-INDAN-2-YL-3-METHYL-BENZAMIDE -
30 [M+H'] measured: 304 :

retention-time: 3,06

condition: ¢

EX 348: N-INDAN —Z-YIrZ,S-DIMETHYL-BENZAMIDE
35 [M+H'] measured: 266 -
retention-time: 3,07




'retention time: 3,04 ‘condition:

" measured:
 &2- METHYL- THI OPHENE- 3- CARBOXYLI C ACI D | NDAN- 2- YLAM DE 25 [ M+Hf | neasur ed:

c 35 EX 361: NI NDAN 2- YEAYOKEHA0P

3- TRI FLUOROVETHYL- BENZAM DE 8 August 2005 WD 02/ 064545 PCT/ EP02/ 01444 -85

- 10 [ MtHT] WREM#EE: 320 retention-time: 3,14 condition: PCTEPI3GRLs2- CM
. ORO 5- SULFAMOYL- THI OPHENE- 3- C1&RBOXYLI C ACI D | NDAN 2- YLAM DE [ M+l ']

neasured: 357 retention-tine: 2,85 condition: ¢ EX 363:
2- CYANO- THI OPHENE- 3- CARBOXYLI C ACI D | NDAR—2- YLAM DE [ MFHf ] neasured: 269

“retention-time: 2,90 15 condition: ¢ EX 364:

3- BROMO- 5- g@,@m}b 'cl'HI OPHENE- 2- CARBOXYLI C ACI D . | NDAN Z- YLAM DE [ MrHJ
O'retention-tinme: 3,24 condltlon ¢ EX 365: :

> ETHYL. ?ﬂF HQ%“&E%@W@*&H%ENM YL-BENZAMIDE
. measured: 3

5 retention-time: 3,31
condition: ¢

EX 350: 4-BROM 0-2-FLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 334

10 retention-time: 3,17
condition: ¢ -

TN

EX351:  1<4-NITRO-PHENYL)-5-TRIFLUOROMETHYL-1H-PYRAZOLE-4-
CARBOXYLIC ACID INDAN-Z-YLAMIDE
15 [M+H"| measured: 417
- retention-time: 3,13
‘condition: ¢

EX 352: 2,3-DIHYDRO-BENZ0O{1,4]DIOXINE-5-CARBOXYLIC ACID
2 INDAN-2-YLAMIDE -
* [M+H'] measured: 296 , S
~ retention-time: 3,01 ' R |

) condition: ¢

25 EX 353: 5- TRIFLUOROMETHOXY—1H~INDOLE-2—CARBOXYLIC ACID
INDAN-2-YLAMIDE
[M+H'] measured: 361
" retention-time: 3,21
cbndition: C
30 ' _ :
EX354:  5-CHLORO-3-PHENYL-1H-INDOLE-2-CARBOXYLIC ACID
A INDAN-2-YLAMIDE
M+H"} measured: 387 '
retention-time: 3,56
35  condition: ¢ -




YLAM DE [ MtH+) neasured: 272 retention-tinme: 3,12 condit |%LFPUSE2%Q\35 EX 367:
2- METI I ANESULFI NYL- THI OPHENE- 3- CARBOXYLI C ACI D | NDAN- 2- YLAM DE 8 August

| 2005 VWy@@aeA545 PCT/ EP02/ 01444 -86 [ MrH|. neasured: 30&r/k@bRpdon-ti ne;
2,77 condition: ¢ EX 368: 2,5-D METHYL- TH OPHENE- 3- CARBOXYLI C. ACI D | NDAN2-

_ YLAM DE [ MtH] measured: 272 retention-time: 3,09 condition: ¢ 10 EX 369:
4- (4- HEPTYL- BENZYLAM NO) - N- | NDAN- 2- YI84BENZAM DE; SALT W TH o
TRI FLUORO- ACETI C ACI D [ MFH{] neasured: 441 retention-tinme: 3,82 15

condi ti ; EX 3 ENY! DI METHYL- 1H PYRAZOLE- 4-
carsoc RS b IABRION G o FRAN S ORI b BENZDE N AZERNE 1| o
3,01 condition: $CARBOXYII ACIDUSRARNZYAMMINO) - BENZO C ACI D "I NDAN 2-
YLAM DEﬁi}ﬂ%éasﬁtjed] §1gsasured 375 retention tinme: 3,02 condition: c

retention-time: 2,64
5 condition: ¢ '

EX356:  3-PYRIDIN-2-YL-6-TRIFLUOROMETHYL-THIENO[3,2-B]PYRIDI-
NE-2-CARBOXYLIC ACID INDAN-2-YLAMIDE; TRIFLUORO-
ACETATE |
10 [M+H'] measured: 440 ,
retention-time: 3,41 ' o | | )

condition: ¢

EX357:  2-ACETYLAMINO-5-CHLORO-THIOPHENE-3-CARBOXYLIC
15 . ACID INDAN-2-YLAMIDE
- [M+H"] measured: 335 |

retention-time: 3,20 |

" condition: ¢

20 EX358: Z-BROMO—G-FLUORO-N-INDAN-Z YL-BENZAMIDE
[M+H'] measured: 334
retention-time: 3,01 _
condition: ¢ ‘ _ )

25 EX359: 2-2 4—DICHLOR0-S-FLUORO-PHENYL)—N-INDAN-Z-m
ACETAMIDE.
- [M+H'] measured: 338
retention-time: 3,17

~ condition: ¢
300 - |
EX 360: -CHLORO-3 6—DIFLUORO-N—INDAN-2-YL—BENZAMIDE
* [M+H'] measured: 308
retention-time: 3,04
condition: ¢
35

- EX 361: N-lNDAN-—Z-YL-}METHYL-S-TRIFLUOROMETHYL-BENZAMIDE '




"EX 372: N-1 NDAN2- YL- 34SOBUTYRYLAM NO- BENZAM DE 30 [ MrH+] SHRUREHAWS 303

retention-tinme: 2,93 condition: ¢ EX 373:

. N | NDAN2- W@ 82106454 DHENOXY- ACETYLAM NO) - BENZAM DE 35 [ MrH+pormaeonds 387

retention-tinme: 3,04 8 August 2005 WD 02/ 06#545 -87 condition: c

'PCT/ 1JP02/ 01444 EX 374: N-1 NDAN- 2- YL- 3- PHENYLACETYLAM NO- BENZANI | DE [ MtH ]

nmeasured: 371 S EX 375: 3- BUTYRYLAM NOS&-| NDAN- 2- YL- BENZAM DE [ M+H{ ]

- measured: 323 retention-tune: 2,93 condition: ¢ 10 EX 376:

NI | NO) - N- | NDAN- 2- YL- BENZAI\/I DE [ MtH1L neasured: 321

3- (CYCL B{@ E
retention @j 'ggalY condition: ¢ EX 377: _
358

N[ 3- (INDANHEONB@A%AWDYL) PHENYL] - NI COTI NAM DE [|v|-|f ] neasur ed:

retenti onsdphyf ,81 20 condition: ¢ EX 378:
3- (3- METHYL- OYLAI\/I NO) - BENZO C ACI D | NDAN- 2- YLAM DE [M+H+) rreasur ed:

371 25 retention-tine: 3,08
5 EX 362: 2-CHLORO—_5-SULFAMOYL—THI(_)PHENE«S-CARBOX-YLIC ACID

INDAN-2-YLAMIDE
[M+H'] measured: 357 -
retention-time: 2,85
condition: ¢

10

i) ' EX 363: 2-CYANO-THIOPHENE-3-CARBOXYLIC ACID INDAN-2-

YLAMIDE
[M+H'] measured: 269
retention-time: 2,90
15 condition: ¢

EX364:  3-BROMO-5-METHYL-THIOPHENE-2-CARBOXYLIC ACID
 INDAN-2-YLAMIDE |
[M+H"] measured: 336
20  retention-time: 3,24
- condition: ¢ . ' \

) EX365:  2-METHYL-THIOPHENE-3-CARBOXYLIC ACID INDAN-2- ..
YLAMIDE |

25 [M+H'] measured: 258
' retention-time: 3,01
condition: ¢

EX 366: 2-ETHYL-TBIOPHENE-3-CARBOXYLIC ACID INDAN-2-
30 - YLAMIDE
 [M+H'] measured: 272
retention-time: 3,12

condition; ¢

35  EX367: -METHANESULFIN YL-THIOPHENE—I}—CARBOXYLIC ACID -
INDAN—Z-YLAMIDE




condition: ¢ EX 379: EURAN2- CARBOXYLI C ACI D [ 3- (1 NDAN- 2- YECRIERAERHD) -

" PHENYL] - AM DE 30 [ MrH+) neasured: 347 retention-tinme: 2,92 condition: ¢
- EX 380:w0-0¢M624Dl VETHYL- PROPI ONYLAM NO) - N- | NDAN- 2- YL 35 pBie/deiidide - [ MrHL
measured: 337 8 August 2005 WD 02/ 064545 PCT/ EP02/ 01444 -88 retention-tine:
3,00 condition: ¢ 5EX 381: 3-(4- METHYL- BENZOYLAMINO) - BENZO C ACI D | NDAN- 2-

'YLAMDE [ MFH+] neasured: 371 retenti-&0-ti ne: 3 06 condition: ¢ 10EX
382: 3-BROMO N | NDAN- 2- YL-BENZAMDE Rf (DIP) = 0,38; M5 (Cl) : 316 (M+l)+

[ MHl 1 @%%]ed 31 g 383: 2, 2- DI METHYL- 3- OXO
3, 4-Dl , 4JOXAZI NE- 6- t S5CARBOXYLI C ACI D | NDAN- 2- YLAM DE Rf

(MIB) etentdén-tivds; 223 ) @ 335 [ MrH+] neasured: 337 20 EX 384:

3- (4- FL %EE‘EZENESULFO\NLAI YI I NO) - N- I NDAN-2- YL . BENZAM DE [ MrHf]
measur e X 385: 5- ( DAN- 2- YLCARBAMOYL) - NI COTI NI C ACI D [M+H}]

measured: 283 25 retention-tine: 1,80
5 EX 368: - 2 S-DIME'I‘HYL-THIOPHENE-S—CARBOXYLIC ACID INDAN-2-

. [M+H] measured: 272 ' '
retention-time: 3,09
condition: ¢

10
EX 369: - 4-(4-HEPTYL-BENZYLAMLNO)-N—INDAN—Z-YL—BENZAMIDE
SALT WITH TRIFLUORO-ACETIC ACID -
‘ '[M+H'] measured: 441
- retention-time: 3,82
15 condition: ¢

EX 370; 1 -(4-FLUORO-PHENYL)~3 S-DIMETHYL-1H-PYRAZOLE-4-
' CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H') measured: 350
20  retention-time: 3,01
condition: ¢ , . ' .

EX 371: 3—(4-FLUOR0-BENZOYLAMINO)’-BENZOIC ACID INDAN-2-
7 ' YLAMIDE
25 [M+H'] measured: 375
retention-time: 3,02
- condition: ¢

' EX 372: N—INDAN—Z—YL-S-ISOBUTYRYLAMINO-BENZAMIDE
30 [M+H'] measured: 323
]  retention-time: 2,93
~ condition: ¢

B EX 373; N- INDAN-Z-YL—3-(2~PHENOXY—ACETYLAMINO)-—BENZAMIDE
. 35  [M+H'] measured: 387 :
- retention-time: 3,04




8 August 2005

“condition: b EX 386: PYRI DI NE-3, 5- DI CARBOXYLI C ACI D BI S- | NDAN- 2- YLANI | DE
[ MFHT] neasured: 398 30 retention-tinme: 2,32 condition: b EX 386A:
. -5- AM NO- | wRYRIOBISK 2- YL- | H PYRAZOLE- 4- CARBOXYLI C ACI D | NDpNpapddAM4DE 35
Mt-"] measured:..320. 8 August 2005 WO 02/ 06455 PCT/ EP02/ 01444 -89 EX

M-
386B: N 1NDAN- 2- YL-4- (2, 2, 2- TRI FLUORO- ETHOXY) BENZAM DE

[ MFH+] neasur ed:

336 Rf (DIP) = 0.20 5. EX 387: 6=CHl . OR®-N- | NDAN- 2- YL- NI GOTI NAM DE [ M#} f |

- measured: 273 retention-tine: 2,19 condition: b 10 EX 38

8: N-1 NDAN- 2- YL

3- I\/ETHANE%%%{\}I}LANI | NO BENZAM DE [ MtH+] neasured: 331 EX 389:

. 4- FLUORO- | NDAN- 2- YL) - BENZ1t M DE To 5. Qg (19. 6nr
4-fuoro- N (indan-2 yl)-benzam de was given, at 5-10C, a n

-

by stirrin
- pouring o mgagiedialdr i xture, extraction with ethyl
of the organi c phase with a solution of sodium hydr ogenc

- and evapoggting to The thus obt ai ned resi due was
form et hyﬁ‘ﬁa?'gg’t at e/?’géﬁﬁ‘ml‘ INDAN2¥L-BENZAVEDE
N- (5- AM NB-HHRpANaRr¥d:)323 - FLUCRCBENZAM DE |.20g (4.0mol)

4-f | uoro- - nj.t r o5 Lod
‘et hanol or’\lkeét‘s%#%‘gcbbgi catal yst at RT. After the renoval

nol )
itrating 15

XL e, okt copappL SRR AL T RING BYAREL 1L, "

acetate, washing

arbonate, drying
crystallized

20 EX 390:

an-2-y.1)-benzam de were hydrogenat ed in 100M of

of the catalyst,

955ny ( ca&o8ditipn:pr oduct were obt ai ned, which were used 25 in the further

reactjon steps w thout any further pur| fication.

: BENZAMIDE
[M+H'] measured: 321 '
retention-time: 2,89

15  condition: ¢

J EX 376: 7 _-(CYCLOPROPANECARBONYL-AMINO)*N—INDAN-}YL-

EX377: - N-[3-ANDAN-2-YLCARBAMOYL)-PHENYL]-NICOTINAMIDE

- [M+H') measured: 358
retention-time: 2,81
20 condition: ¢

| EX 378: 3-(3-METHYL-BENZOYLAMINO)-BENZOIC ACID
oy YLAMIDE
(i [M+H"] measured: 371
| 25  retention-time: 3,08
condition: ¢

IN DAN—Z—

EX379:  FURAN-2-CARBOXYLIC ACID [3-(INDAN:2-YLCARBAMOYL)-

PHENYL]-AMIDE
30 [M+H'] measured: 347
retention-time: 2,92
condition: ¢

EX 380: 3-(2,2-DIMETHYL—PROPION YLAMTNO)—N—INi)AN-Z-YL-

'35 : BENZAMIDE -
[M+H"] measured: 337
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EX 391: N-(5 BENZOYLANI | NO- | NDAN- 2- YL) - 4- FLUOROBENZAM DE loorgg (0. 37mmol )
N- (5-am no-indan-2-yl)..44-fluorobenzam de and 41. 2ng (0. 4l nxnol)

triet hyvaRgper e di ssolved in 2.5 m THF, 57.2my (0. 4lnun) benzo
chlori de were %ﬁ added, and the whole was stirred over &TAPORH 44I'he

m xture was then poured onto an ice/HCl mixture, the precipitate was

filtered off and purified by prep. HRS8 (RP 18, acetonitrile/water, 1%

trifluoroacetic acid).yield: 80 ng (58% [MH*] neasured: 375.1

retenti.on- tJITE 4.92 (95% 1120 (0 05%FA) to 95% acetonitrile, 4mn, 95%
acet oni Fetsntion-tisae: 3,.08hi n, Mer ck Por ospher. 3, _2x55mi). . 8 August 2005 WO
02/ 06456611(];1(&1_EP02/01444 -90 There were obtained in an anal ogous way: EX
392: N-(5- ACETYLAM NO- | NDAN- 2- YL) - 4- FLUOROBENZAM DE [ MtH+] neasured: 313:1
retention-tinme: 4.30 (95% H20 (0, 05%9FA) to 95% acetonitrile, 4mn, 95%

acet oni EXi381: 1. SH{4MEENYL-BENGOVEAMINGXBENRORXATID INDAN-2-

4- FLUORO- M(5(2¢fmﬁ> | ONYLAM NO) - | NDAN- 2- YL) BENZAM DE 10 [ MrH+]
rreasured 341.1 re tinme: 4.68 (95% 1120 (0, 05%dFA) to 95% :

acet oni BV, mensined: 3% acetonitrile 1.5mn, Merck Porospher 3, 2x55mm) 15
EX 394: reftnBLAJGRI: Bl 5- METHANSUL FONYLAM NO4NDAN- 2-  YL) BENZAM DE [ MeH ]
measured: 349.2 retention-time: 4.47 (95% H20 (0. 05%FA) to 95%
'acetonl‘iqnﬂ’r’é’n %min, 95% acetonitrile 1.5mn, Merck Porospher 3, 2x55m) 20

EX 395: N (5 BENZENESUFONYLAM NO- | NDAN- 2- YL) - 4- FLUOROBENZAM DE [ MtH~]
measur 1 2 ! ne: 4. 89 95% 1120 (0. 05%FA)..to 95% '
ace'loonlellc‘jx , ﬁéﬁMQQNM%YB ENZAMIDEE ck Porospher 3.t, 2x55mm)
~ Rf(DIP)= 038 MS (CI) : 316(M+1)+ -,
[M+H"] measured: 316 |

EX383:  22-DIMETHYL-3-0XO-34-DIHYDRO-2H-BENZO[1 AJOXAZINE-6-
15 " CARBOXYLIC ACID INDAN-2-YLAMIDE
Rf (MTB) = 0,48; MS (BS-) : 335
[M+H"] measured: 337

EX 384: 3-(4-F LUORO—BEN ZENESULFONYLAMIN O)-N—INDAN-Z-YL—-
20 'BENZAMIDE | | |
 [M+H"] measured: 411 ' T

EX 385: 5-(INDAN-2-YLCARBAMOYL)-NICOTINIC ACID )
 [M+H'] measured: 283 | | "
- 25 retention-time: 1,80
" condition: b

EX 386: PYRIDINE-3,5-DICARBOXYLIC ACID BIS-INbANJ-YLAl\ﬂﬁE
[M+H"] measured: 398 |

30  retention-time: 2,32
condition: b - .

EX 386A: 5-AMIN 0-1-PYRIDIN—Z-YL—IH_—PYRAZOLE—“-CARBOXYLIC ACID
IN])AN—2-YLA1\/IIDE
35 [M+H"] measured: 320




[
f
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© 25 EX 396: N (4- BROMO NDAN- 2- YL) - 4- FLUORO- BENZAMDE AND N- (5- BROMO- | NDAN

2-YL) - 4- FLUORO BENZAM DE B. Og (31.3mmol ) N-(indan-2-yl)-4-fluoro-benzam de

. were di syahugekskqz 125 nil DMF, 926 ng (3.1 nmol) Fe{lll éﬁcﬁ%ﬂfz)ogﬁ- wer e

added, then 5.26g (32,9mmol) brom ne were added.. . 30 dropw Se. After 3d

“stirring at RT the nmixture was poured onto ice and extracted with ethyl

acetate. After drying and evaporation,-8.-2 g of a crystalline product were

. obtained. The two isonmers were obtained fromthis mxture by nmeans of a

prep. HPLCC rati L Liga, heptane/ethyl acetate). 35 EX 396A
N- (4- BRMMZ-@LW&'%%MRQ'ETHO AMERE ) 3

August 2008+Hl) B4s0B45336 PCT/ EP02/ 01444 -9l np.: 169C EX 39611:

’ N-(5-BRC]§%{%P@_I§F sa¥L) - 4- FLUORO- BENZAI VI I DE (ENANTIOVER 11) 5. np.:140C EX
( V7

397: N | NDAN- 2- YL) - 4- FLUORO- BENZAMCDE The conpound was

. obtained as a byproduct in the synthesis of exanple 396 A and B. . [Mt}J

measursed: 10 red i { 3 ¥ K0 398A: ,

4- FLUCSRC}EN-ﬁ 57( 4- F?L%M@P@%%WEWZSI ng (1.8mmol)
4- | uor oM dangsstediZy3aci'd, 500 mg (1.Smmol) of a nmixture of N-(4 15
br ono- i nda®ndonttided2 [ uor o- benzam de (rel ative amount 20% and -
N- (5- br ono- i .nda{}inz- yl)-4-fluoro-benzam de (rel ati ve anount 80% , 708ny

(
(2. 2 4ol PRELPR hydr oxi de octahydrate and 50 ng
tetraki s(triphenyl phosphine) palladi umwere suspended in 1On of water and

oc. e HERRET o WA AN Vi MR SUERTHRL A i M. ™

80C. T
_:,.____f-fl t er ed IMFHH Amgagoed: 336t al I'i zed from ethyl acetat e/ hexane. 170 ng (27%
w“#4-f| uoro- N-[5-(4-fluorophenyl)- indan-2-ylJ-benzanm de, np.: 193C, wer e

~obtained, .

EX 389: 4—FLUORO-N—(5-NITRO-INDAN—Z-YL)—BENZAMIDE '
To 5.0g (19.6mmof) 4-fluoro-N-(indan-2-yl)-benzamide was given, at 5-10°C, a nitrating
15 mixture of 10ml conc. nitric acid and 12 ml cone. sulfuric acid, followed by stirring over 3
- h a@'ro_om temperature. The mixture was worked up by pouring onto an ice/water mixture,
extraction with ethyl acetate, washing of the organic phase with a solution of sodium -
hydrogencarbonate, drying and evaporating to dryness. The thus-obtained residue was
. crystallized form ethyl acetate/heptane. yield: 3.2g (54%), mp.: 167°C |
20 : ' ,
EX390:  N-(5-AMINO-INDAN-2-YL)-4-FLUOROBENZAMIDE *
" 1.20g (4.0mmol) 4-ﬂuoro-N-(5-nitro-indan-2—yl)—benzami'de were hydrogenated in 100ml
of ethanol on a Pd/carbon. catalyst at RT.
After the removal of the catalyst, 955mg (ca.88%) product were obtained, which were used
25  in the further reaction steps without any further purification.

EX 391: N-(5-BENZOYLAMINO-INDAN-2-YL)-4-FLUOROBENZAMIDE

100mg (0.37mmol) N-(5-amino-indan-2-yl}-4-fluorobenzamide and 41.2mg {0.41mmol)

triethylamine were dissolved in 2.5. m THF, 57.2mg (0.41mmol) benzoyl chloride were -
30 added, and the whole was stirred over 6h at RT. The mixture was then-poured onto an

ice/HCl mixture, the precipitate was filtered off and purified by prep. HPLC (RP18,

acetonitrile/water, 1% trifluoroacetic acid).yield: 80 mg (58%) '

[M+H'] measured: 375.1

retention-time: 4.92 (95% Hy0 (0,05%7TFA) to 95% acetonitrile, 4min, 95% acetonitrile
35 - 1,5min, Merck Porospher 3y, 2x55mm). . - ~




ADEustZOOS
EX 39811: 4- FLUCRON—[4 (4- FLUOROPHENYL) - | NDAN- 2- YL] - BENZAM From t he

not her Ilquor of exanpl e 398A, there were obtained, by prep. HPLC, (RP 18,

25 ace rile/water,1%trifluoroacetic acid) 71ng(11%

4-f1 uo {" - f | uor ophenyl) i ndan-2-yl ] -benzani de, MSTEPIRPEHEX 399:

N- (5- ACETYL- INDAN-2 YLH FLUORO BENZAM DE 2.87 g (21.6mml) al uni ni um
trichloride.were suspended in 10 m_gh,.2-di chl oroet hane, 500 30 ng (4.9
‘mmol ) acetic anhydride and 1.0 g N-(indan-2-yl)-4-fluoro-benzam de added,
and the whole was stirred for 2h at RT. The resulting m xture was poured
ont 0 | Theromiess dbthihed incadt anakigeas why:h di chl or onet hane, the organic phase was
dried with Na2SO4 and evaporated. vyield:1.0 g(85% np.: 148C There were
obtai ned i n an anal ogous way: 35 EX 400: .

‘N- (5- BENZ-’@?L INMSAGETMHNBMAMM-@FM@ROBW/ 064515

PCTI E _I]\.Eé%u%% 65C EX 401: -
N-[5-( RODI O\IYL | NDAN- 2- YL] -4- FLUORO- BENZAM DE - -
TRISFL m@m 4;3'&&)0( ) to 95% acetonitrile, 4min, 95% acetonitrile

N ( 5- apginjﬁ Mé}gapor%gpﬂe}cé j,!sgﬁﬁlg benzam de were dissolved in 20 m  dry
ethanol, 0.1 m cons then "150. ng (1.74 mmol) N, N-di net hyl net hyl ene- .

anmoni um:hl ori de were added, before the mi xture was heated under refl ux,

for 8HEXBES: thusFDUORmM(m%mrﬂmmm@mmammmact ed with

-~ ethyl acetate, ﬁ% p&.}l obtai ned after evaporation was fracti-onated
. by rreans of pre , acetonitrile/water, 1%trifluoroacetic

adiod) [Mt Imeaﬁﬁedt@%ﬂ a colourless oil (17% 111 (d6-DWVSO, 300MHz): 2. 86

(m 2R GE g g Momideay 9%, %‘%‘(‘é[x% S s, 25
OH, H1)ySmip, Misrck Porespherdu, 2x58Bm)d, 1 H, Hs), 790 (s, | H 1-), 790-8.00 (m
211, HphCnYlcl) [EX 402: 4- FLUORO N-[5- ( 1- HYDROXY- ETHYL) - | NDAN4 YL] -

BENZA%)PEM 4—FLUORO-N-(5-METHANSULFONYLAMINO-INDAN—Z-
15 'YL)BENZAMIDE
'. [M+H*] measured: 349.2 :
' retention-time: 4.47 (95% H;0 (0.05%TFA) to 95% acetomtrxle 4mm, 95% acetomtnle '
1.5min, Merck Porospher 3y, 2x55mm)

20 . EX395: N—(S-BENZENESUFONYLAMINO-INDAN—Z-YL)—4—
~ FLUOROBENZAMIDE
[M+H'] measured: 411.2 :
_retention-time: 4.89 (95% Hx0 (O.O'S%_TFA)A.IO 95% . acetonitrile, 4min, 95% acetonitrile . | ) R
1.5min, Merck Porospher 3, 2x55mm) ‘ ‘
25 ‘
EX 396: N-(4-BROMOINDAN-2-YL)-4.-FLUORO-BENZAMIDE AND N-(5- |
‘ BROMO-INDAN-2-YL)-4-FLUORO-BENZAMIDE |
8.0g (31.3mmol) N-(indan-2-yl)-4-fluoro-benzamide were dissolved in 125 ml DMF, 926
mg (3.1mmol) Fe(Ill)-chloride were added, then 5.26g (32,9mmol) bromine were added . . -
- 30 dropwise. After 3d stirring at RT the mixture was poured-onto iee and extracted with ethyl -
acetate. After drying and evaporation, 6.2 g of a crystalline product were obtained.
The two isomers were obtained from this mixture by means of a prep. HPLC-separation
(silica, heptane/ethyl acetate).

35 EX396A:. N—(4-BROMO-INDAN—Z-YL)—4-FLUORO—BENZAMH)E
' (ENANTIOMER I)
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© 400 ng (1.35 mmol) N-(5-acetyl-indan-2-yl)-4-fluoro-benzaini de were
dissolved in 1O 20 of methanol, then 100ng (2. 7mmol) sodi um borohydri-de

. were addego oblgys#d xt ure was vvorked up by dropping onto |§E%§§@ a
resulting solid was'filfered off. yield: 300ng (74%, np RN €re were )

" obtained, in an anal ogous way: 25 EX 403:
4- FLUCRON—[S ( HYDROXY- PHENYL- METHYL) --IN]-VN- 2 yL] - BENZANI I DE np.: 70C 30
EX 404: 44LUCRO N ( 5- HYDROXY- 1NDAN- 2- YL) - BENZAM DE 1. 45g (5. A8mm1)

" 4-f1 uor o- I\I—(Sngéhoxy i ndan- 2-yl ) -benzam de were dissolved in 50 m  of
di chl or onB¥h m (12.7 mmol) boron tribromde (1M in dichloronethane)-
were added, the whole was stirred for 30 mn at RT. The resulting m xture

s, pour iRl 2RI MT IR e L E 0 M IR 2 1

. chromat ography .. onENANTIGMERE]). a m xture of di chl oronet bane/ net hanol
98:2. § qqoé@OS WO 02/ 064545 PCT/ EP02101444 - 93 vyield: 200ng (16%,

hp. : 199C EX 405: BENZENESULFONI C ACI D 2- (4- FLUOROBENZOYLAM NG} - | NDAN- 5- YL
- ESTER 5 95 ng (035mml ) 4-fluoro N (5-hydroxy- |ndan 2-yl)-benzam de were

di ssol vedEkz9241L OfN-(mIDﬂHde-Eﬂﬂmv 00124 GQ@O?W fCO“iTﬁeaCi d

chl ori de re adde ure was stirf

m xt ure 8 ‘%’W‘Eﬁd e YPEQ@PP‘a’@t@G sypthesia o yekamplet 306eA anidB.
resi due dM-dﬁﬁenbasméd efi2dryi ng with Na2SO4 was subjected to chromat ography

on sijyic m re of to dichloronethane/ nethanol 98:2. yield: 40ny
. (41% &e%%&bﬁ)g 3(!;E;OI\/I—E) 2.91 (dd, 2H, -CH2-), 3.22 (dd, 211, -CH2-),

,,-',~4 70 ( sexondition:ieH . CH-N) , 6.75 @, | H, H6), 6.95 (d,1H, H4), 7.20 (d,
wHOH), 7.28 (t, 2H, H '), 7.68 (t, 2H H'"), 7.80-7.95 (m 4H, HpPhe '

and H '), 8.68 (d, NH).
: EX 398A: 4-FLUORO-N—[5 (4-FLUOROPHENYL)—INDAN-2—YL]-BENZAMIDE

251mg (1.8mmol) 4—ﬂuorobenzen¢ boronic acid, 500 mg (1.5mmol) of a mixture of N-(4-
15 bromo-indan-2-y1)-4-fluoro-benzamide (relative amount 20%) and N-(5-bromo-indan-2-

- yD-4-fluoro-benzamide (relative amount 80%) , 708mg (2.24mmol) barium hydroxide
octahydrate and 50 mg tetrakis(triphenylphosphine)-palladium were suspended in 10ml of |
water and 10ml of dimethoxyethane, under an argon atmosphere, and stirred over 2h at

80°C. The mixture was poured onto ice water, the formed precipitate was filtered off and
20 crystalhzed from ethyl acetate/hexane. 170 mg (27%) 4-ﬂuoro-N-[5 -(4-fluorophenyl)-
1ndan-2—y]] benzarmde mp.: 193°C, were obtained.. .

EX 398B: 4-FLUORO-N-{4-(4-FLUOROPHENYL)-INDAN—2-YL]-BENZAMIDE
From the mother liquor of example 398A, there were obtained, by prep. HPLC, (RP18,

25 - acetonitrile/water,1% trifluoroacetic acid) 7img (11%) 4-fluoro-N-[4-(4-fluorophenyl)-
indan-2-yl}-benzamide, mp.: 157°C.

EX 399: N-(3-ACETYL-INDAN-2-YL)-4-FLUOROQ-BENZAMIDE
2.87 g (21.6mmol) aluminium trichloride were suspended in 10 ml 1,2-dichloroethane, 500

30 mg (4.9 mmol) acetic anhydride and 1.0 g N-(indan-2-yl)-4-fluoro-benzamide -added, and
the whole was stirred for 2h at RT. The resulting mixture was poured onto ice water/HC],
extracted with dichloromethane, the organic phase was dried with Na;SO4 and evaporated.
yield:1.0 g (85%) mp.: 148°C
There were obtained in'an analogous way:

35 o )

EX 400: N-(5-BENZOYL-INDAN-2-YL)-4-FLUORO-BENZAMIDE
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There was obtai ned, in an anal ogous way: EX 406: METI | ANESULFONI C ACI D 2-(4 : N

FLUOROBENZOYLAM NO) - | NDAN- 5- YL ESTER 20 ~H (d6- DMSO, 3001v[Hz): 2.98 (dd,
2H, - - (dd, 2H, -CH2-), 3.38 (s, 3H, CH3) 4.73 (sextett, | H
mm%@fé"%ﬁ%} 1Fl, H6), 7.23. (d,1 H H4), . 7.25-7. 38T }Erﬁ%! M7 +
HPheny~en) ~ 7.95 (ABdd, 211, fl 11Yfe"), 8.70 (d, NH) EX 407:

4- 11 YDROXYMETHYL- 2- OXY- FURAZAN 3- CARBEXYLI C ACI D 25 | NDAN- 2- YLAM DE 500ngy
(2,95 muol es) 2-am noi ndane hydrochoride, 514 ng (2,95 nmol es) et hyl -

hydr oxynet hyl - 2- oxyf ur azan- 3-car boxyl ate and 298ng (2, 95 nmol es)

triethyhpnd)f€ were stirred at 40 Cin 5 m nethanol for 4h. The reaction
m xture was poured on 20g ice /diluted HCL and the resulting precipitate

collected by filtration, yielding 495 4- 30
hyor kel 2 arxw gyﬁ:mwiwmomummmw—nme as a vhite

sol i d. .: 158Cg| BRAZAGTH condition: a 8
August %8 Vﬁ% 02 o? 5aggpt$1: ;nEPO]ZEI (?)lﬁiR v /{“ ?ggjj&ﬂﬁigﬁgemﬁp@gq 120 ml )
N- . ndaﬂrﬂeﬁianél- f0. uanb-dofe.z HULA then3 BS0. ik (.74 4m¥tuIp INfN)dmeth Imethylene-

caluminiuntrich and ..2 5, 9 rrrmle benz net.hy moni um 5
" di chl o?‘%’%&l‘% qér\gergtarqdpcgﬁaefq{ é‘ge fii’é‘ gi %t‘?‘ 18 h.

~ Subs eqtlnmdbqueﬁhmxnﬂ‘a@tasqmmudmw waM&xﬂmmEdnﬂi rbtlﬁQ @cétate, andltBe pgidaous phase
- was ex d e o] he _conbi ngd_or [:C~ P wer e
evaporg?&g‘te a%ért g{%{?‘%ﬁ a’é%p%?%ﬁ’f%ﬁ&iohtﬁé@% sBer 3%\%;% Q@%@;ved by.
: chl%na@@@?f&fpll*ﬁjwétﬁf d%u&uoa@acn@cm@ept ane /| ethylacetate 6:1 as el uent.

Fr aCtIﬁlgldlgo Aﬂéqgo%d}&eggfoﬂ ,;,)| ndan 2 yI) benzami de Fraction 10 )
2: r@)q’p -i_0do- i ndan- [ MFHL neasured: 382 ‘

'retentl 30,0086 A1 (et NCHESs) 3.0-3.11(un, 2H, "CFay), 3334 (m, 2H,
CHy), 34-3.5 (m, 2H, -CHy-), 3.5-3.58 (m, 2H, -CHy-), 4.75 (sextett, 1H CH-N), 7.3 (¢,
2H, H™) 745(d, 1H, HY), 7.85 (d,1H, H®), '7.90 (s,1H, H%, 7.90-8.00 (m, 2H,

15 - Phenieny

EX 402: 4-FLUORO-N-[S-(I-HYDROXY—ETHYL)-INDAN—Z-YL]-
BENZAMIDE
400 mg (1.35 mmol) N-(5-acetyl-indan-2-yl)-4-fluoro-benzamide were dissolved in 10ml
20 of methanol then 100mg (2.7mmol) sodium borohydride were added. The mixture was
worked up by dropping onto ice/HC), the resulting solid was:fi filtered off. -
yield: 300mg (74%), mp.: 135°C -

There were obtained, in an analogous way:
25 _
EX 403: 4-FLUORO-N—[5-(HYDROXY—PHENYL—METHYL)—INDAN -2-YL]-
| BENZAMIDE
mp.: 70°C

30 EX 404: 4-FLUORO-N-(S-HYDROXY—INDAN—Z-YL)-BENZAMIDE
1.45g (5. OSmmoi) 4-fluoro-N-(5-methoxy-indan-2-yl)-benzamide were dissolved in 50 m]
of dichloromethane, 13 ml (12.7 mmol) boron tribromide (1M in dichloromethane) were
added, the whole was stirred for 30 min at RT. The resulting mixture was poured onto
200ml of ice water, the organic phase was washed twice with water, dried, evaporated and
35  the residue. obtained was subjected ‘to chromategraphy -on silica with.-a mixture of . . ..
dlchloromethane/methanol 98:2.
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" EX 409: 4-FLUORO N-(5-10DO- | NDAN-2 YL)-BENzAM DE The conpound was obt ai ned
according to exanple 408 [ MtH+) neasured: 382 retention-tine: 0,29 20
condi ti onwodzhpt440; 4- FLUORO- N-{4- [ 2- (4- FLUORO- PHENYL} - Vp ),,%oi,MQﬁN-Z YL} -
BENZAM DE 150 ng (0.45 mmol es) 4-brono-N-indan-2-yl-4-fluoro-benzam de, 1
g pal ladium (11)- 25. acetate,. 3.4. ng tri-o tolyl phosphine and 88 ny
(0.72 mmol es) pars-fl aorostyrene were-9enbined in 2ml triethyl am ne and

. stirred under reflux for 9h. Subsequently, the reaction mxture was poured
on a mxtur the m xture extracted with

ce and diluted HG ,
et hyl acetﬂ?@ g‘iﬂ?&ﬁé’@e@ﬂi t19?1§: sol ution dried and evaporated to dryness.
. The residual oil -was purifi ed usi ng prep HPLC chr omat ogr aphy.. (RP18,

acetont Uik speat et g N HsRACe ol 52 B0y s,

. obtai ned. [ MtH ] nﬂNWl -YB]ETERtentlon t| me: b5, 5902?00220“5“0” a There
Por 2R02/ s 107 SmB IR AU N P yade R ARG A R A5 Ved n Loty 4.
FLUORO BENEAWMEDH 20 [ HE. 7Reane]) of: b@Z@lemdfcem iacid- ¢hlomde 3yef addmbydindi the: a EX

4120 4- FLEORD Nk dirker (YORPLIGghdN: 4- YL- 3- OXO- PROPENYL} - | NDAN- 2- YL] - BENZAM DE -

10 [ I\/Hrlllrhrreasured 395 retention-tine: 4,53 condition. a 15
e mixture was dropped onto ice water extracted with ethyl acetate. The residue obtained

after drying with NaySQO, was subjected to chromatography on silica with a mixture of
. 10 " dichloromethane/methanol 98:2.
s yield: 40mg (41%)
'H (d6-DMSO0, 300MHz): 2.91 (dd, 2H, -CHp-), 3.22 (dd, 2H, -CHz-) 470 (sextett, iH .
' CH-N),, 6.75 (a4, 1H, H%), 6.95 (d,1H, H*), 7.20 (d,1H, H"), 7.28 (t, 2H, H™™*")_ 7,68 (1,
2H, H™™), 7.80-7.95 (m, 4H, H™™™* und HP™™Y) 8.68 (d, NH)

15
- There was obtained, in an analogous way:

EX 406: METHANESULFONIC ACID 2-(4-FLUOROBENZOYLAMINO)-
" INDAN-5-YL ESTER o
20 - 'H(d6-DMSO, 300MHz): 2.98 (dd, 2H, -CHy-), 3.28 (dd, 2H, -CHp), 3.38 (s, 3H, CH3)
4.73 (sextett, 1H CH-N), 7.16 (dd, 14, H%, 7.23 (d,1H, HY, 7.25-7.35 (m3H, H' +
H™m) 7,95 (ABdd, 2H, H™*%) 8.70 (d, NH)

) , EX 407: 4-HYDROXYMETHYL-2-OXY-FURAZAN-3-CARBOXYLIC ACID
T INDAN-2-YLAMIDE
500mg (2,95 mmo‘lcs) 2-aminoindane hydrochoride, 514 mg (2,95 mmoles) ethyl-4-
hydroxymethyl-2-oxyfurazan-3-carboxylate and 298mg (2,95 mmoles) triethylamine were
stirred at 40 °C in 5 ml methanol for 4h. The reaction mixture was poured on 20g ice
/diluted HCI and the resulting precipitate collected by filtration, yielding 495 mg 4-
30 “ hydroxymethyl-2-oxy-furazan-3-carboxylic acid indan-2-ylamide as a white solid.

Mp.: 158°C

[M+H'] measured: 276
retention-time: 4,71
. condition: a




o ' ' 8 August 2005
EX 413: N (4-[2-(4- CHLORO PHENYLCARBAMOQYL) - VI NYL] - | NDAN- 2-
YL} - 4- FLUOCRQ BENZAM DE } MrH4] neasured: 435 retention-tine: 5,33

condi t iy EX 414: 4- FLUORO-N-[ 4- (3- TRI FLUCROVETLI YL PHENYL) - | NDAN2-

YL] - BENZAMLI DE 150 nmg (0. 45 nmol es)

4- br ono- N-i ndan- 2-yl - 4-f| uor a- benzam de, 102 ng (0.54 mol es)
3-trifluoronethyl benzeneboronic aci-d4-211 ng (0. 67 nmol es) bari umrhydr oxi de
" octahydrate and 20 ng tetrakis-triphenyl phosphi ne pal | adi um were suspended
in 10 m 25 1, 2-di nmet hoxyet hane 'and 10 m water and heated to reflux for
7h.. Subsequently, the reaction m xture was evaporated to dryness, the

1 esi dugxtgpgen UR-FLUDROWSAODS-IND AN YEKBERZ bl ce Wi Lh vater. The

- oil remnng aft er evaporation o e organ c_cg ase was purified using

prep. @& hilstfatameleshN-ipdan-2rgl-4-fueroobgnzamids/ wiibe mg | (2034 rmples) oacet i ¢

aci d) .al8Rinfgntrithfdidel dnde 9080 enfpoMpHHNd ﬁﬁbfespb%eﬁimmeaglmmasur ed:

40Q retention-tine: 5,_33. & ndi {1 on: ; T(Qler,ws obtal ned 1 n an anal ogous

\way: SR NEie e inp Sty oriflpANBTVE] 18 h Bulesrarentls, August

2005 tmxea:ﬁeﬁ%ﬂ&neaﬁﬁ@?zdeew%g 96e, BERZANebEEphisvihad eRBaded edth 400

~retent] Qp-iti e .5, condit.ion: a EX 416: . X

S FL o TBriap o e Db o hole phidess wore) yapomigeto drymsss, THF: 338

r et entsepavaticnnaf: th&va® isomersdivas ashieved by chromatography on silica using n-heptane /
ethylacetate 6:1 as eluent. Fraction 1: 4-fluoro-N-(4-iodo-indan-2-yl)-benzamide Fraction

10 2 4~ﬂuor0-N—(5-iodo-mdan-zfyl)-benzanﬁde. - '

[M+H"] measured: 382
retention-time: 0,33

~ condition: ¢ '

15 , .
EX409:  4-FLUORO-N-(5-IODO-INDAN-2-YL)-BENZAMIDE
The compound was obtained according to example 408
IM+H"] measured: 382
retention-time: 0,29
20 condition: d

- EX 410: 4-FLUORO«N-{4-[2-(4—FLUORO-PHENYL)—VINYL]-INDAN—?.—YL}—
_ BENZAMIDE _ )
150 mg (0.45 mmoles) 4-bromo-N-indan-2-yl-4-fluoro-benzamide, 1 mg palladium-(II)-
25 acetate, 3.4.mg tri-o-tolyl phosphine and 88 mg (0.72 mmoles) para-fluorostyrene were
combined in 2ml triethylamine and stirred under reflux for 9h. Subsequently, the reaction
mixture was poured on a mixture of ice and diluted HCl, the mixfure extracted with
' ethylacetate and the resulting solution dried and evaporated to dryness. The residual oil
was purified using prep.  HPLC chromatography. (RP18, acetonitrile/water,1%
30  trifluoroacetic acid). 152 mg (90%) 4-fluoro-N-{4-[2-(4-fluoro-phenyl)-vinyl]-indan-2- -
yl}-benzamide were obtained.

[M+H'] measured: 376
retention-time: 5,59
35 condition: a
There was obtained in an analogous way:
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10 EX 417: N-[4-(5- CHLORO TH OPHENA. , - YL) | NDAN-2- YL] - 4- FL BENZAM DE

[ MMFH~] neasured: 372 retention-tinme: 2,98 15 condition: b EX 418:

- N-[4- (2- Cllg#@6RHENYL) - | NDAN- 2- YLJ- 4- FLUORO- BENZAM DE [ Mpih/ePeaguied: 366

20 retention-tine: 2,85 condition: b EX 419:

" 4- FLUORO N- (4- PYRI DI N- 3- YL- | NDAN- 2--'YL) - BENZAM DE; SALT W TH

TRI FLUORO- ACETI C ACID 25 [ MtH}] neasur-éd:- 333 retention-tine: 1,78
b EX 420: 4- FLUORO N- (4- PYRI DI N- 4- YLANDAN=2- YL) - BENZAM DE; 30

SALT W TH TRI FLUORO- ACETI C ACI D [ MFH measured: 333 retention-tine:

1,77 condition: b 35 EX 421: N-[4-(2, 3- DI CHLORO PHENYL) - | NDAN- 2- YL] - 4- FL-
.UORO, BEREAMIPE 8 SDIRAOPHYIR ARBAMOAT.-RETVE Q&Eﬂﬁé%f[ J97 [MrHH]
N“{W_ ' . 2.96 _condition: b g X 422: ]Q ,

measured: 400 ret '
N-[ 4- (3, 5- DI FLUOLO- E DF ) - 4. FLUORO BENZAM DE [ M+ -11

.nmeasur ed: {M6H'] medserettj 353-t i me: 2, 85

-5 retention-time: 3,57
condition: a

EX412:  4-FLUORO-N-[4-(3-MORPHOLIN-4-YL-3-OXO-PROPENYL)-
INDAN-2-YL]-BENZAMIDE '
10 [M+H'] measured: 395

3 retention-time: 4,53

condition: a

EX 413: " N-{4-[2-(4-CHLORO-PHENYLCARBAMOYL)-VINYL]-INDAN-2-
15 YL}-4-FLUORO-BENZAMIDE

[M+H"] measured: 435 |

retention-time: 5,33

condition: a

20 EX414:  4-FLUORO-N-{4-(3-TRIFLUOROMETHYL-PHENYL)-INDAN-2-
- YL]-BENZAMIDE

_ 150 mg (0.45 mmolcs) 4-bromo-N-indan-2-yl-4-fluoro-benzamide, 102 mg (0.54 mmoles)
) _ 3-trifluoromethylbenzeneboronic acid, 211 mg (0.67 mmoles) bariumhydroxide -

octahydrate and 20 mg tetrakis-triphenylphosphine-palladium were suspended in 10 ml
25 1,2-dimethoxyethane and 10 ml water and heated to reflux for 7h. Subsequently, the

reaction mixture was evaporated to dryness, the residue taken up in methylenchloride and

extracted twice with water. The oil remainng after evaporation of the organic phase was

purified using prep. HPLC chromatography. (RP18, acetonitrile/water,1% trifluoroacetic

acid). 80 mg (45%) of the title compound were obtained.

30

[M+H"] measured: 400

retention-time: 5,36

condition: a .

There was obtained in an analogous way:
35

EX 415: N-{4-(3,5-DICHLORO-PHENYL)-INDAN:2-YL]-4-FLUORO-
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condition: b 10 15 EX 423:
N[ 4- ( 3- CYANO PHENYL)4NDAN-2 YL] - 4- FLUORO- BENZAM DE [IVHH+] nmeasured: 357 -

retent 2,65 condition: b EX 424;
N- [ 4- (3’9(?,0%5{' ‘UOROPHENYL}-l NDAN- 2- YLj - 4- FLUORO- BENZAWE)EE’(’W’I—ﬁ“neasur ed:

368 retention-tinme: 2,79 20 conditon: b EX 425: _
N-[ 4- ( 3- CARBAMOYLPHENYL) 4NDAN- 2- YLj ~4gELUORO- BENZAM DE . . [ MrHH+]
nmeasured: 375 25 retention-tine: 4,38 condition: a EX 426: :
5- OXO | - PHENYL- 4, 5- DI HYDRO- | H- PYRAZOLE 3- CARBOXYLI C ACI D | NDAN 2- YLANI | DE

30 prepared accorBENGAMIDEt hod B [ M- fl rmeasured: 320 Rf(MIB) = 0. 3;

(et hyl rG. - butylefher = MIB) 35 EX 427 :

..5-AM Ncgvfﬁ_lgﬁl u‘%ﬁ RAZOLE- 4- CARBOXYLI C ACI D | NDAN- 2- YLAM DE -- prepared

accor dimtgntien-neehhd8B 8 August 2005 WO 021064545 PCT1EPQ2] Ot 444 - 98, [I\/H—I*] :
Rf (MIB/DIP 1:1)=0.2 EX 428: N (4-ETHYL-I| NDAN _

measur g4
2-YL) - 4- Eﬂﬁa BENZAM DE 5 . 300 ng (0.87 mmol es)
4- bfono- N-i ndan- 2-yl - 4-f | uor o- benzani de, 20 ng tetrakis-

. EX 416: 4-FLUORO-N-~(4-THIOPHEN-3-YL-INDAN-2-YL)-BENZAMIDE -
' [M+H"] measured: 338
retention-time: 5,06
_ condition: a
EX 417; N-{4-(5-CHLORO-THIOPHEN-2-YL)-INDAN-2-YL]-4-FLUORO- ‘
_ - BENZAMIDE : :
[M+H'] measured: 372
retention-time: 2,98
15 . condition: b

EX418:  N-[4-(2-CHLORO-PHENYL)-INDAN-2-YL]-4-FLUORO-
BENZAMIDE
[M+H'] measured: 366
20 retention-time: 2,85
condition: b ' .

EX 419: 4-FLUORO-N-(4-PYRID]N-S-YL—INDAN—Z—YL)-BENZAM]])E - )
SALT WITH TRIFLUORO-ACETIC ACID
25 [M+H'] measured: 333
retention-time: 1,78
“condition: b

EX 420 4-FLUORO-N-(4-PYRIDIN-4-YL-INDAN-2-YL)-BENZAMIDE;
30 SALT WITH TRIFLUORO-ACETIC ACID "
[M+H"] measured: 333
~ retention-time: 1,77
- condition: b

35 EX421:  N-[4-(2;3-DICHLORO-PHENYL)-INDAN-2-YL]-4-FLUORO--
BENZAMIDE
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~triphenyl phosphi ne-pal l adium a trace of 2,6-di-tert.-butyl-4-nethyl phenol

and 310 ng (0.95 mmol es) tributylvinnylstannane in 7.5 m toluene were

- heated towe@bdmwpssfsor 4 h. Subsequently, 1 m pyridine and@9udE0Pf4

pyri di ne- hydrofluoric acid conplex (70% HF) were added and the m xture

stirred for 16h. The resulting m xture was diluted wth nethyl 10

tert.-butylether, extracted with water97t N HOJ and saturated

- sodi unhydr ogencar bonate, the organic phases were dried and : the oil

remai nin r_evapqration purified using prep. HPLC chromatography. (RP
18, acet gﬁﬁjﬂ%ﬁ 7%5{)6 r?& , 1% trifluoroacetic acid) yielding 108 ng (4499)

C.of 4-f | uaeentieggime: B@6- | ndan- 2-yl ) - benzam de. The | atter was hydrogenated in

et hanol wj %l adi um on charcoal (10% dry) to give, after prep. HPLC
chr omat ogr- ap’hy 5 (RP18, acetonitrile/water,1%trifluoroacetic acid) 45 ng

(40% of N-(4-ethyl-indan-2-yl)- 4-fluoro- benzani de [ MiH+] measured: 284

S BT SRR SRRy - «ruono

e

- was continued at aﬁﬁmﬁﬁperature f or

4-f1 uor o- N-i ndan- 2-BE. de were dissolved in.1.0 m of.trifluornethane
sul f oni c.[M+H"] nidakéled:c3%8l ed to OC and. 2.6 g N-iodosuccinim de added in
three portions. .Sti ng was 25 continued for 45 m nutes at anbient

t enper at G?SHH%E%;E‘%re was poured on ice, neutralized using saturated
aqueous MeadiBnswl uti on and 50 M of a saturated aqueous Na2SO3 sol ution
added,, The resulting m xture was extracted tw ce using 150 ml et hyl

acet aPe each, dried using MpSH and t he sol vent renoved under reduced

~-pr essur e EX &F:omat dGe{3-0 YANGPHENY JHINDANG- ELWHFIAGORO-BENZAMIDE: 1: 4
"yi el ded H@ Jr%? 30 desired corrpound as an anorphous solid. Rf =
I asur ed: :

0. 11. 508 EX 430:°

- 3-AM NO TefentENne:| 6P YRAZOLE- 4- CARBOXYLI C ACI D 35 | NDAN- 2- YLAM DE S

August 20QRINE:-G2/ 064545 - 99 PCT/ EP02/ 01444 a)
3-am no-| - phenyl -1 H pyrazol e-4-carboxylic acid: 300 ng et hyl
3-amilho-i - phenyl - 1H pyrazol e-4- carboxyl ate were dissolved in 6 n

et hanol / ENFM24:1 anN-[#-@3-DIFIGORO-FHIEVVE, %Igmgjmzogl, hm@ﬂded Stirring
ays and the '

[M+H"] measured: 368
retention-time: 2,79
20 conditon: b

EX425:  N-{d-(3-CARBAMOYLPHENYL)-INDAN-2-YL]-4-FLUORO-

Yy \ BENZAMIDE .

[M+H'] measured: 375
25 retention-time: 4,38
condition: a

EX 426: 5-0X0-1 -PHENYL-4 »»>-DIHYDRO-1H-PYRAZOLE-3- CARBOXYLIC
o ACID INDAN-2-YLAMIDE
30 prepared according to method B -
[M+H") measured: 320
Rf(MTB) = 0.3; (methy! tert.-butylether = MTB)

EX 427: 5-AMINO-1-PHENYL-1H-PYRAZOLE-4-CARBOXYLIC ACID
35 INDAN-2-YLAMIDE"
prepared according to method B
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sol vent renpbved under reduced pressure. The procuct was suspended in 5 ni
of water and 5 pH adjusted to pH=6 using aqueous solution of HC . The
product yamekidsi ered and dried under reduced pressure ng of
col ourl ess é’?‘g/sjt& als, m ' p. 208-210C (deconposition); ?&@?9%,3394
cet at e/ met hanol 10: 1) 0.53; M5 (d) 204 (M+l)+ b)
3-am no-| - phenyl - 1H pyrazol e- 4-carbe%gtic aci d i ndan-2-yl am de was prepared
using nethod B) Rf (CH2CI2/DJPIMIB 5:5:2) = 0.23. 10 [M-if'] measured:
319 EX 431:. 4- AM NO 5- 0X04- PHENYL- 2, 5- DI HYDROI H PYRROLE- 3- CARBOXYLIC ACI D
| NDAN- AMAEmsmsured: ) 94- ami no- 5- oxo- 1 phenyl - 2, 5- di hydr o- 1H
pyrrol REMEBAIKY NG @gi d was obtained fol lowing the procedure discribed
above (exanple 430). b) Rf (DIP) = 0.08. The conpound was then obt ai ned
using nethod B. [ MtH+) neasured; 334 20 EX 432:

B e o
pot 3ssi L?gl_ Q?Z é'ﬁ'b(’ti?f‘g %@ @I]?Hlﬁ%g)z B"I""’J’é‘gesl 06 I tgml“%nd

stirr ednphenglpm)sphjmppaﬂamumﬂaeuacd of IZgﬁ?dMﬁﬁ -b@i?l-&-dn lpiliéithlahd taaopm ature
d. 10 d Th RdCI (dppf)
\?vgre agd’ed angéf;)ﬁe m Xﬁ %l% Ial’nleég ‘flg rglgehlle&gnw%m ﬂﬂgtfo S( PP )
cool ed Subsegueityni mlems@m andeS amg of i pynidoe hyidrdfldéic rdmdetbdn;pie)a(;'ﬁl"/mfﬁ“) The
~crude Rexd éﬁcﬁd‘éﬁ&ﬂié@ﬁlﬂ&ﬁ'e Etﬂ{-@g‘fo}'l Smwr&jg% @&ﬂ]@}t{em%u{e Gt RO

sol uti on ried over Iven s were eaned

andr fetble i codried kvt 1RCH e sstirei é@dlwhxﬁpgmd@n@tpm}won |
si | i caog@hicugt am WS, dndiohh B8 610 rfaifing St puled MIR) g 2 -

J|\LN|PF &IE)A : %"éﬁ%\@iﬁ %EM"? s Qfe %AIL ﬁ%&%&b@ﬁ@%ﬁ% C ACID 8
August n@O@B%)\AD O ThOFANAB- \R@lLlEEﬂQZ—@D%ﬂzamiﬂ@ﬁhe [1Aderidw aEiRseRaated 3B
ethanol with palladium on charcoal (10%, dry) to give, after prep. HPLC chromatography.
15 (RP18, acetonitrile/water,1% trifluoroacetic acid) 45 mg (40%) of N—(4-ethyl-mdan~2—yl)
: 4 fluoro-benzamide

[M+H'] measured: 284 )
- retention-time: 3,22
20  condition: 2

EX 429: N-(4,7-DIIODO-INDAN-2-YL)-4-FLUORO-BENZAMIDE
3.0 g 4-fluoro-N-indan-2-yl-benzamide were dissolved in.10 ml of trifluormethane sulfonic . . - )
acid, cooled to 0°C and 2.6 g N-iodosuccinimide added in three portions. Stirring was
- 25 continued for 45 minutes at ambient temperature. The mixture was poured on ice,
neutralized using saturated aqueous Na,COj; solution and 50 ml of a saturated aqueous
Na;50; solution added. The resulting mixture was extracted twice using 150 ml ethyl
- acetate each, dried using MgSO4 and the solvent removed under reduced pressure.
~ Chromatography on silica gel using ethyl acetate/n-heptane 1:4 yielded 200 mg of the
30 - desired compound as an arhorphous solid. Rf=0.11. .

[M-+H-+} measured: 508

EX 430: 3-AMINO-1-PHENYL-1H-PYRAZOLE-4-CARBOXYLIC ACID
35 INDAN-2-YLAMIDE '
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retention-tine: 1,88 condition: b 5 EX 434:
N- | NDAN- 2- YL- 3- PYRI DI N- 4=YL- BENZAM DE; SALT W TH TRI FLUORO- ACETI C ACI D

[ MFR ] nmewmgur/eddsss315 retention-time: 1,74 condition: b drfphhdRs
N-1 NDAN- 2- YL- 4- PYRI DI N3- YL- BENZAM DE; SALT W TH TRI FLUORO ACETI C ACI D [ Ml

~fl measured: 315 retention-tine: 1,75 15 condition: b EX 436: N | NDAN
2- YL-4- PYRI DI N- 2- YL- BENZAM DE; SALT AFH TRI FLUORO- ACETI C ACI D [ MF1- 11

- measured: 315 20 retentlon time: 1, 86 condition: b EX 437:
SALT WTH TR. FLUO?O ACETI C ACI D 25

N—INDAN-2 L44YR | N-4-YL- BE
[ MFH ] nyl r]é{ @'Z xylic agid: 30hme ¢thyl. 3-gmng- Ipheny1H

- | NDAN- 2pyﬂaz<ﬂeﬂvca|rﬁmﬂa4@wbrcm BE6 S AkEnoM T 1TRAuL UORE! ACRT b eﬁ@& D

i T A N DL T BRI OY o

. 02/ 06454501mt|r¢3m®ﬁomdMIeduced pressure. The procuct was suspended in 5 ml of water and

5 pH adjusted to pH=6 using aqueous solution. of HCI. The product was filtered and dried

under reduced pressure. Yield 200 mg of colourless crystals, mp. 208-210°C
(decomposition); Rf (ethyl acetate/methanol 10:1) = 0.53; MS (CI) 204 (M+1)+

b) 3-amino-1-phenyl-1H-pyrazole-4-carboxylic acid indan-2-ylamide was prepared using
method B) Rf (CH,CI/DIP/MTB 5:5:2) = 0.23. ‘ ‘

. 10
J _ [M+H'] measured; 319

EX 431: 4-AMINO-5-0X0-1-PHENYL-2,5-DIHYDRO-1H-PYRROLE-3-
' CARBOXYLIC ACID INDAN-2-YLAMIDE | S
15 a) 4-amino-5-0xo-1-phenyl-2,5-dihydro-1H-pyrrole-3-carboxylic acid was obtained
| followmg the procedure discribed above (example 430). ‘
' b) Rf(DIP) 0.08. The compound was then obtained using method B.

~ [M+H'] measured; 334
20
- EX432: N-INDAN-2-YL-3-PYRIDIN-3-YL-BENZAMIDE

- 100 mg of 3-bromo-N-indan-2-yl-benzamide, 88 mg bis-(pinacolato)-dibor, 93 mg
potassium acetate and 48 mg PdCl(dppf) were dissolved in 6 ml DMF and stirred at 80°C.
: for 2 h. The solution was cooled to ambient tenipe‘rature-and 100 mg of 3-bromo-pyridine
25 added. Then, further 24 mg of PdCi(dppf) were added and the mixture stirred at 80°C for
" 3.5 h. The mixture was cooled to ambient temperature and diluted with 20 ml ethyl acetate,
The crude mixture was washed three times with 5 ml of a saturated aqueous solution of
ngCOg each and dried over MgSO0;. The solvents were removed under reduced pressure
and the residue purified by chromatography on silica gel using MTB. Yield 60 mg of a

30 viscous oil. Rf (MTB) =0.2.

P ‘\._,/

- [M+H"] measured: 315
There were obtained in an analogous way:

35 EX433: N-INDAN-Z-YL-S—P-YRIDIN-Z-YL—BENZAMIDE; SALT .. .. -
WITH TRIFLUORO-ACETIC ACID
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-101 a) 4-trifluoronethyl-indan-1-one: 4.5 g _
3-(2-trifluoronethyl-phenyl)-propionic-acid were dissolved in 15 m SOC12
and th refluxed for 2h. The volatiles were re reduced
pr essu%ég?r/gﬂtﬂﬁﬂ resi due dissolved in 50 m of dry CI—IZClgg\f&%&za{mg‘et he ‘
vol atil es were renoved under reduced pressure. The residue was dissol ved
using 100 mM of 5 dry CH2A 2 and di vigged into 10 equal parts. Each part was
~diluted with 20 Ml dry CH2ClI 2, cooled to -70C and 160 |- of trifl uornet hane
sul fonic acid added. Slow warmup over a period of 4 h was foll owed by
stirri ngMat Jmedseretd: 3hmperat ure for 18 h. The seperate reaction nixtures
were c of a saturated aqueous solution of Na2CO3 and
extrac%ngﬁge%&t ?r%gs with 100 M CH2C z each. The sol ution was dried using
MySO4 affRditint Be sol vent renoved under reduced pressure. The residue was
purified using chromat otraphy on silica gel usi ng et hyl acetate! n-heptane
1:8 aslsg%gt Yield 3Q0 a_colourless oil. = 0.2, Ms (d) : 201
(MeB) + E§354: ¢ i ATYPANEN &RHEEDF“A ENZME S48 nethanol, 1.5 n

CH2Cl 2 and 2.6 mWI'I‘HhFRIIHIEOm-%G‘ET@A@I!b 47 | acetyl chloride added at
0C. Ne he dﬁigﬁg 15 addition of 520 ngy of

4-trifl n-1-one in 2 mMm CH2Cl2 at OC foll owed by the addition
of 335 rﬁtgnbtﬁn-ﬁmﬂetMI -butylnitrit. Stirring was continued for 2h at 0C. The
crude reagthbpp M xture was then diluted'with 10 m n heptane, the CH2Q 2
rermved; er reduced pressure and the product filtered and dried under
redficed pressure Yield 270 ng, :pale yellow crystal s. mp. 185-187C M5 |
(a) ML)+ 1_11 5f ggrﬂgﬁ) e: 460 ng of

- 4- trrfl%g??)éret hyll\r-rﬂ"rir)l)gjr:I 1 |It)is§fmg>r¥]!’rren%re I g in 15 m acetic
aci d, 500 | H2SOWYIIRIF oA CRIIEMEIR 109 added. The mi xture was
hydrogem&ﬁghﬁe@gméﬂfmmsw bar H2). The catal yst was then renoved by
flltratlo the qmestlc acid renmoved under reduced pressure and the m xture
di | ut ef® ‘6\? of water. pH = 9 was adjusted using a saturated aqueous
solist | condifiodd2C03. The 25 pr oduct was then extracted three tinmes using 30
m ethyl acetate each. The solution was dried using MySO4 and the sol vent
renoved under reduced pressure. Yield 200 ng; Rf (ethyl acetate/nmethanol

10:1) EX436: V5 NINDANZDYLAPYRIDIN-2-YL-BENZAMIDE; SALT
4-fluoro-N-(4-tr m Y, enzam de was prepared foll ow ng
‘et hod B Y| elyw W&?ﬁ?ﬁﬂﬁcz‘@% (Cl) : 324 (M+1)+ 30 [ M+HI

measur BY: casyred 4315 5 AM NO- - ( 6- ETHOXY- PYRI DAZI N- 3- YL) - | H- PYRAZOLE- 4-
20 retentlon—tlmck. 1,86

~ condition: b

'EX437: - N-INDAN-2-YL-4-PYRIDIN-4-YL-BENZAMIDE; SALT )
WITH TRIFLUORO-ACETIC ACID
25 [M+H'] measured: 315 | |
retention-time: 1,73
condition: b

EX 438: N-INDAN-2-YL-2-PYRIDIN-4-YL-BENZAMIDE; SALT
30 WITH TRIFLUORO-ACETIC ACID

[M+H+] measured: 315

retention-time: 1,59

condition: b

35 - EX439:  4-FLUORO-N-(4-TRIFLUOROMETHYL-INDAN-2-YL)-~ - =
B BENZAMIDE |
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5-am no-1 - (6-ethoxy: pyridazin-3-yl)-11-1 pyrazol e-4-carboxylic acid: 1.0. ¢
. 5-amni no- Wo pfeeBlor o- pyri dazi n- 3-yl ) - 1H- pyr azol e- 4- car boxyd-/ep@gidiset hyl
ester were dissolved in 6 mM 8 August 2005 WD 021064545 PCTI EPO2/ 014 44
-102 ethanol and 4.5 ml of a 1N aqueous solution of NaOH added. The m xture
was refluxed for 2h, the solvent was-#8kn renoved under reduced pressure.
.20 M water were added to the residue and pH = 6 adjusted using an aqueous

solution Qf he,a soI S, extr ree tunes . wth 100
m et hyl @érﬂgﬁ@f@aﬁ#yﬂrﬁ BT PG | §  ae - eifper &Yiggw OPIGRKF 9L WEH vent
. renoved udldmivedanhutﬁeml H0Qs und IheYsoénhﬂbe&ﬁ’luﬁ@i fori 2t dthe voldtilesRvereRempved

0.11; Ms t X Al d

pyr azol e- - carr 0X ﬁq)lpéé\%‘(]:]% % Sgblg’ i %‘wag I'}e:{ly %l ﬁéglzuéﬁ%’% #Iﬁ hod
. B). tﬂFPWQFCIFmOEMGT @queﬂ’lﬂfﬁssmam mdidug 6&s Eb&sdlﬁ&l using 100 ml of

1- PYRI I 5 %@é | hﬁ}\/b )

3- pyr |55| benzoi m dazol - 5- car boxgip%%‘,%glc@utehwﬁ&rﬁ%@er agE%&

mi xt ure vﬁOPFF % Cand Helhuboftri Pwrféh%ﬁw G&lf@c@-@defér SWYWATE- B PYRT et hy |
ester; 1. &r@dbﬁhtthl wagiafandved% Saviriag>at| drhbiagi fémgerahké f@ﬁﬂ@f}:r ﬁhelseeerate

-1 di nd | 60 The
21! uor onyrl g e fg,&g,;gﬁ%dw faf obh S pgupyS aishen of NERA: ur -
the mixt extracted thyeetimes withd 0206l GH, Gl cuctt The sokktioh was arledtisiag IS0, and

L empeipat Yhe {tert MrenldiGaPufELP B&ﬂltcg&i gfe%auel RS Ehbld %M@ghdf A

reduced pressure.

. (ES+) ; EQEPUQWF)PIJY op siliqayzel wsing ethy) a@ﬁai@ehlz@ptameda&& dualtcbfreﬂxbﬁw mg afm d as

“a mxtur %c)MdnHlercHV'Rfdl@zz’MX'C 12bllg{egqg+m dazol e- 5 car boxylic acr d 400 ny
of a mx&}gre este a were di ss n t hanol and 1. of a

1N aqueo PrOFIet aeheag 2- %@cﬁiﬁhm@ﬂ%@@l 1r5e¥1l Glbtiar and %mlt he
sol vent neivpred w}deﬁlxé@dﬂ@ﬁd JHr RESA rcﬁlorﬁl@ dﬂ'de&fatWeNcWﬁs ard@dpivRe 25 the

L?ZL.‘*E. : ark?nﬁ 55088 S B 3 AR BB b i o1 o
280 nm, ﬂrmctnlﬁmmofsﬁﬂ ldg oIRB-métEﬁ}waylﬁltﬂrﬂ Stiviing Wag contddied (ddzh) dt 0°C) The .
3ot e ag AR ok BTG PO b RSh I BRI e S @
| ndan 2- pqdamchgremge gyltﬂ:eprozlggt filtered and dried under reduced pressure. Yleld 270 mg,
.pale yellow crystals. m.p. 185-187°C; MS (CI) 230 (M+1)+.
20 ¢} 4-tnﬂuoromethylfmdan-z—ylamme. 460 mg of 4-trifluoromethyl-indan-1,2-dione 2-
oxime were dissolved in 15 ml acetic acid, 500 pl H,SO;4 (conc.) and 200 mg Pd/C (10%) -
o added. The mixture was hydrogenated for 24 h (5 bar Ha). The catalyst was then removed
) | by filtration, the acetic acid removed under reduced pressure and the mixture diluted with
- 30 ml of water. pH = 9 was adjusted using a saturated aqueous solution of Na;COj. The
25  product was then extracted three times using 30 ml ethyl acetate each. The solution was
' dried using MgSQ, and the solvent removed under reduced préssure. Yield 200 mg; Rf
(ethyl acetate/methanol 10:1) = 0.1; MS (CI) : 202 (M+1)+. '
d) 4—ﬂuoro-N-(4—triﬂuo_romethyl—indan—Z—yl)-benzamide was prepared following method
B). Yield 57 mg; Rf (DIP) = 0.28; MS (CI) : 324 (M+1)+
30 : .
[M+H"] measured: 324

EX 440; 5-AMINO-1-(6-ETHOXY-PYRIDAZIN-3-YL)-1H-PYRAZOLE-4-
CARBOXYLIC ACID INDAN-2-YLAMIDE
35  a) 5-amino-1-(6-ethoxy-pyridazin-3-yl)-1H-pyrazole-4-carboxylic acid: 1.0 g 5-amino-1-
(6-chloro-pyridazin-3-yl)- 1 H-pyrazole-4-carboxylic acid ethyl ester were dissolved in 6 ml




30 using general procedure B). Rf (EE) = 0.13; M5 (ES+) : S#WIPFHAOPS.
[M+H4] measured: 355 8 August 2005 WO 02/ 06! 545 PCT/ EP02/ 01444 - 103

_ CONDI TI ONS (HPLC) FOR ABOVE EXAMPLES i.cat ed
ot hervm se) C cgndltlon a condition b condition c Mer ckgﬁ@%ﬂgrg%um
Sit, gradient: 95% H20 (0, 059%9FA) to 95% acetonitrile, 4 nun, 95%
aeetoni trilel,5mn, 0,5 mM/mm YM2l Sphere ODS H80, 33x2.1mm 3,
gradient: 90% H20 (0, O5%FA) to 95% acetonitrile, 2.5 mn, 95%"
acetonitrile 0.8 mn, 1 m/mm- Li ChroCart 55-2, Porospher STAR, RP 18 e
(NERG@thambhw:leﬁﬁ rd.of addt aymicous dolutimh @f NaQ#Dadday. %d)nﬁ&ﬁrﬁewamrﬁlmddor sol vent

o500 B b ot V8 B reovil s seliecd hio G P wBleE g T YR ° > ™.
Si I'i cagaifusand pid 546 adinsted psingen wewrous selutiep oAHEL eThwacmmsaao@tmn wasr et ent i on
times akacel uaee maemvnut}@@ ol el 188 e%lélf“]{h'e%l)unén VR IHES TSR Héw%scﬁﬁ | vation

of .eNCS transcrlptlon Act | vat | transcription was red as

dedcr iamddbs solyentapmoyeqd ynder rgiuced Pﬁé%“iff?faYﬁP—thQﬁ mg;y gisepys il RE@IB) 7 pha
and/ org. ERM$ m)I)egslaQﬂels)ﬂ ranscri ption of the human endot heli al n| tr| c

SR PR -bﬁéﬁﬁw—m@wﬁ SDaiP it dsdermnin ckesegend HBLeL oned,

‘was synthesized using method B). Rf (MTB/DIP 1:1).=0.26.
10 [M+H"] measured: 365 : | . _}

EX441: 1—PYRIDIN—2 YL-IH-BENZOIMIDAZOLE-S-CARBOXYLIC ACID
' : INDAN-Z-YLAMIDE ‘
a) 3-pyr1dm-2-yl—3H-benzo:mldazole-S-carboxyhc acid methyl ester as a mixture with 1-
15  pyridin-2-yl-1H-benzoimidazole-5-carboxylic acid methyl ester: 1.0 g benzoimidazole-5-
carboxyl'ic acid methyl ester, 1.1 g 2-fluoropyridine and 3.7 g Cs2COs; were dissolved in 60
ml of dry DMF. The mixture was stirred at 120°C for 8h. After cooling to ambient
temperature, the mixture was poﬁred into 200 ml of water and stirred at ambient
temperature for 1h. The precipitated product was filtrated and dried under reduced
20  pressure. Yield 500 mg, pale yeHow oil. Rf (MTB) = 0.13; MS (ES+) : 254 (M+1)+
" b) 3-pyridin-2-yl-3H-benzoimidazole-5-carboxylic acid as a mixture. with 1-pyridin-2-yl-
1H-benzoimidazole-5-carboxylic acid: 400 mg of a mixture of esters a) were dissolved in 5
m! methanol and 1.9 'ml of a IN aqueous solution.of NaOH added. The mixture was . . . \
refluxed for 2h, the solvent removed under reduced pressure. 10 ml of water were added to -'
25  the residue and pH = 6 adjusted using an aqueous solution of HCI The precipitating
. product was filtered and dried under reduced pressure. Yield 280 mg. amorphous solld. Rf
(EE) = 0.14; MS (CI) : 240 (M+1)+.
c) 3-pyridin-2-yl-3H-benzoimidazole-5-carboxylic acid indan-2-ylamide as a mixture with
~ 1-pyridin-2-yl-1H-benzoimidazole-5-carboxylic acid indan-2-ylamide was sythesized
30  using general procedure B). Rf (EE) =0.13; MS (ES+) : 355 M+1)+. -

[M+H] measured: 355




" sequenced and cloned in firefly luciferase expression pl a8hudest2808oni t or

activation of the eNOS pronoter by reporter gene activity. A human

. endot hel i alo @@kisski ne stable.transfected. and expressi ngpERiePorio1444

.i-ncubated wth 20 conpounds

pronoter-reporter construct was used for conpound testing. Cells were
i ncubated for 18h with conpounds. 15 All conpounds were dissolved before in
sterile DVMBO. A final concentration of l88.5% DMSO i n conpl ete nedi um was

- allowed. Induction of reporter gene expression in these cells was neasured

using a standard. -luciferase assay system (Pronega, Cat. No El 50)

accor di ng t CCHROMNTOGRAPIFIC EONBETIONS &m,ckrr@ﬁ BYPEE EXMMPLES | n cells

ar e ose | ncubated wth sol vent

e, CO| t
~alone. The-ratio aof both 8 All(){lllglesszlg ’(&‘ateg@h?m@4545 PCT/ EPQ2/ 01444 -104

-of conpound

activities. (tranacrl ption i nduction ratfi 9, TIR) was otted as a function
®ISPRat i on.  Typical Iy, [Méxk P’iﬁ’é@l‘%tgﬁ"@@&l att, gragyent:

concentrations at a ratio of 1, indi catfigsg HPO(COIRPEAFtIFeadetonitfite,
extended up to a maxi mum Tl R val ue T1R( ch indicat ease
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standard procedures. Confluent cells were I ncubat conpounds for 18h
and the effect on eNOS protein expressinéPHmmhed 10 by a quantltatlve

;- \éstenbl ottin ocedure. After conpoun n ubatl on, HUVE r sed in
ice-cold |ysi g ‘8{‘1 #OE¢ cont ai ni ng 10mM 7 E%Qhr Sy %"IGSP@(%§\6% iﬂ’dl%? ot ease

i nhibitors. The |ysata was subjected t¢ d@uﬁnﬂgnmmummr
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Laboratories, UK) and al kal i ne phosphaf as&mitab’whteedlﬁl%)sﬂe@;ﬁﬂ%d‘mmcaum; body -

(Jackson Labs), a specific eNOCS protei %@E&.ng%qﬂd %%Iﬂ&%“ gqﬁntl fied
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based on a chem fl uorescence detection|f he Tesults are “Shown in the

_tabl e bel ow. Conpound No: EC-50 TI R( max)1.{$ mis, 5% B 2,5 min; Iml/min

condition d - | TLC, Silicagel 60, F254 (Merck), Solvent:
' n-heptane:ethylacetate = 1:1
retention fimes are given in minutes (for each condition)

5 Measurement of activation of eNOS transcription

Activation of eNOS transcription was measured as described in detail in Li et al.
“Activation of protein kinase C alpba and/or epsilon enhances transcription of the human
endothelial nitric oxide synthase gene”, Mol. Pharmacol. 1998; 53: 630-637.

10  Briefly, a 3,5kB long fragment 5 of the starting codon of the eNOS gene was cloned,

. sequenced and cloned in firefly luciferase expression plasmids to monitor activation of the

eNOS promoter by reporter gene activity. A human endothelial cell line stable transfected.
and expressing this promoter-reporter construct was used for compound testing. Cells were
incubated for 18h with compounds.

15 , o
All compounds were dissolved before in sterile DMSO. A final concentration of 0.5%
DMSO in complete medium was allowed. Induction of reporter gene expression in these
cells was measured using a standard-luciferase assay system (Promega, Cat. No E150)
according to the.maanacturerf ] instructions. Luciferase induction in cells incubated with

20 compounds were compared to those incubated with solvent alone. The ratio of both
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227.02.10 235.02. 20 242.52.88 25122.70 260.93.80 270.23.60 8 August 2005 WD
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activities (transcnptxon induction ratio, TIR) was plotted as a function of compound
concentration. Typically, TIR values started at low concentrations at a ratio of 1, indicating
no compound effect, and extended up to a maximum TIR value TIR(max) which indicates
the increase of the eNOS transcription. ECso values of transcription induction ratios as a
-5 function of compound concentration were determined graphically.
The effect of compounds on eNOS-transcription were confirmed in a second assay based
on eNOS protein detection. Primary human umbilical vein cord endothehal cells (HUVEC)
were isolated and cultivated according to standard procedures. Confluent cells were
incubated with compounds for 18h and the effect on eNOS protein expression determined
10 by a quantitative Westernblotting procedure. After compounds incubation, HUVEC were
lysed in ice-cold lysis buffer containing 10mM Tris-HCI, .pH 8.0, 1% SDS and protease_
inhibitors. The lysate was subjected to a standard denaturating polyacrylamid gel .
~ eclectropheresis and blotted to nitrocellulose membranes. Using a specific primary
monoclonal antibody (Transducuon Laboratories, UK) and alkaline phosphatase labelled
15 secondary antibody (Jackson Labs), a specific eNOS protein band was v1suahzed and
quantified based on a chemifluorescence detection method.

The resuits are shown in the table below.

Compound No: [EC-50 [TIR(max)
M)
la 60  |2.80
1b 02 [3.00 | )
4 30  |2.95
5 130 250
6 1.2 255
7 0.1 2.57
8 B 2.20
21 o8 4.10
22 7.0 2.10
23 150 2.20
7% s 788
35 12 2.70
Pe 109 3.80
27 02 3.60




1 185272. 4 1874.42.5 189102.2 203162.7 2160.72.8 2300. 8204 3540yt 200535555

2377.72.5 2430. 1102. 8 2460.6702.5 2487.82. 8 249152. 5 250582.5 251132.6

02/ 064545 -

N

 2531312. 2wdH6dddkes 5 2574. 312. 7 2625. 8X2. 8 PCT/ EP02/ 0144L gc,g,gg%&g;yﬁow WO
106 Conpound No: EC-50 TIR(max) (N 263132.5 2640.5802. 9

2650. 1832. 7 266222.5 2672.82.5 2680. 48?(:}%5-

Compound No: |[EC-50 |TIR(max)
(uM)
28 25 440
29 0.8 3.80
Bo 30 o4
31 6.0 3.05
32 1% 4.00
33 40 330
34 1.7 340
a1 ~10.18 124
61 0.7 760
66 014 2.7
153 04  [420
73 0.7 4,00
185 27 |24
187 44 25
189 10 22
203 16 3.7
216 T0.7 738
730 0.820 |4
733 13 35
736 32 7
737 77 |25
243 0.110 |28
246 To670 |25
248 7.8 2.8
249 i3 25
250 58 235
251 i3 2.6
253 13 33
256 11 25
357 43 2.7
362 58 2.8




272 1.6 274 21 273 2.6 275 0.559 276 0.157 277 4.1 281 0°¢8FUSH955 283
286 287 289 291 292 293 294 295 296 302 306 312 314 315 317 319 4

WO 02/064545 7 - PCT/EP02/01444
- 106 -
Compound No: |[EC-50 [TIR(max)
(T
63 |13 25
764 0380 29
265 ~ fois3 |27
766 ' 7 75
267 s 25
268 0485 |3
72 16 2.9
373 26 38
|74 71
275 0559 3
376 6157 B
777 41 3
281 ‘ 0684 |3
782 16 23
B8 15 P3
786 26 2.6
287 13 7.9
789 0142 |26 | ‘
291 0238 2.8 | y
292 0039 2.9 4
{293 14 1.7
204 2
305 0.846 24
296 i3 25
[0z 27 7.8
306 0263 P
B2 6 2.2
314 2 22
315 116 22
A (S T/ /X
319 35 24
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0.846 13 27 0.263 16 12 16 0.197 25 2.9 2.8 3 3
$2.82.91.72.2242528272222222.9024
WO 02/064545 PCTIEPGZ[O 1444
- 107 -
Compound No: [EC50 |TTR(max)
(uM)
320 2 3
321 9.6 75
322 73 |23
24 71 1.7
327 26 |5
328 24 T4
329 ) 15
L 330 2 22
(' 331 0147 28
| 332 — 40 2
335 0943 |27
341 32 25
342 o287 3
326 36 b6
350 0523 29
358 47 25
360 10 2.6
361 21 33
\ 364 21 7.9
- - 363 0250 3 )
A 366 BT 25
368 17 25
372 16 37
375 180 23
576 53 74
380 23 2.6
EET iz 25
382 21 25
386A 51 33
3868 0309 |55
387 32 2.6
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No: EC- 50T R(max) 320123 3219.62.5 322232.3 3242.11.7 3272 62.5 328242. 4
3292. 2 2.2 3310. 1472. 8 3324.02 3350.9432.7 . 462612. 6
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Compound No: EC-50 TIR(max)
. wM) ,
388 1.1 2.4
396A 06  [3.55
o 397 30 1.7
- [398B . 30 3.46
| T 3 [3.50
1405 : 30 2.80
408 11 25
411 | 2.0 2.5
412 1.0 2.5
413 8.5 2.5
427 3.7 2.5
428 0841 2.8
[429 0.6 2.8
432 9.6 2.5
433 19 2.6
435 14 25
436 18 2.6
439 8.9 2.6

Animal Models |

All animal experiments were performed in accordance to the German animal ﬁrotection
5. law and to the guidelines for the use of experimental animals as given by the Guide for the
Care and Use of Laboratory Animals of the US National Institutes of Health.

Animals and Treatment (Experiments A - C)

10 ApoE and eNOS deficient mice (C57BL/6] background, Jackson Laboratory, Bar Harbor,
Me) were used. All animals were 10 — 12 weeks of age and weighed 22 to 28 g. Three days
before surgery mice were divided into 4 groups (apoE control, n=10-12; apoE with test

‘compounds, n=10-12; eNOS control, -ﬁ=10'~1-2; eNOS- with test compounds; n=10-12) and- - - - - --

received either a standard rodent chow (containing 4 % fat and 0,001 % cholesterol; in the




- 386A5. 113. 3 386B0. 30912. 5 3873212. 6 341 22 2 5 8 August 280%9“%48%3/ 064545
PCT/ EP02/ 01444 -108 Conpound No: EC-50 TI R(nax) (M 3881.12.4 396A0. 63. 55

; 3973011 398R30auséd 404123. 50 405302.80 408112.5 4112.02. £ ,
4138.52.5 4273.72.5 4280.8412.8 4290.62. 8 4329.62.5 433135&% %}?g’ﬁé 5

. 436182.6 4398.92.6 Aninal Mdels Al animal experinents were perforned in
accordance to the German ani mal protedfPen |aw and to the guidelines for

the use of .experinmental animals as given by the Guide for the
following designated as placebo group) or a standard rodent chow + test compound (10 or

30 mg/kg/d p.o.).
A Anti-hypertensive effect in ApeE knockout mice

BIood»prcssure was determined in conscious mice usmg a computerized tail-cuff system.
(Visitech Systems, Apex, Nc). Afier treatment of ApoE deficient mice and eNOS deficient
mice with the test compounds the blood prcssure was compared to the results obtained w1th
a placebo treatment.

10 .
3 ) : For compound 21, afier 4 months treatment of ApoE deficient mice blood pressure-was

significantly (p<0.05) lowered in the 30 mg/kg/d group compared to placebo treatment (92
+ 5 mmHg versus 115 = 2 mmHg). No blood pressure. reduction could be observed at
similar dosing in eNOS deficient mice after 4 weeks treatment.

i

15 ‘
' B Inhibition of neointima formation and atherogenesis (femoral artery cuff)

After 3 day treatment of ApoE deficient mice with the respective compound, (10mg/kg/d
pressed in chbw) amimals were anesthetized with an intraperitoneal injection of
20 pentobarbital (60 mg/kg) followed by an intramuscular injection of xylazm (2 mg/kg) and
a cuff was placed around the femoral artery as descnbed in Moroi et al.( J Clin Invest. N
101:1225-32, 1998). Briefly, the left femoral artery was dissected. A non-occlusive 2,0
.mm polyethylene cuff made of PE-50 tubing. (inner. diameter 0,56 mm, outer diameter
) 0,965 mm, Becton Dickinson, Mountain View, Ca) was placed around the artéry and tied
25 in place with two 7-0 sutures. The right femoral artery was isolated from the surrounding
{issues but a cuff was not placed. Treatment with the respective compound was continued
for 14 days after surgery. Then the ammals were sacrificed. The aorta were taken for
determmatlon of vascular eNOS expressions by quantitative western blotting. Both femoral
arteries were harvested, fixed in formalin and embedded in paraffin. 20 cross sections (10
30 - wm) were cut from the cuffed portion of the left r-femoral-Aartery-ahd from the corresponding -
segment of the right artéry. Sections were subjected to standard hematoxylin and eosin
staining. Morphometric analyses were performed using an iﬁlage analysis computer
program (LeicaQWin, Leica Imaging Systems, Cambridge, GB). For each cross section the
area of the lumen, the neointima and the media were determined. To this end, the
35 neointima was defined as the area between the. lumen and the internal elastic. lamina. and .. . .
the media was defined as the area between the internal and the external elastic lamina. The -
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. (2 mg/kg) and a cuff was placed around the fenoral artery as described in

Moroi @t alPr¢ventioniof atheresderotic plaqup ferwstiom imodhronigtreatmpnt t he | eft fenoral -
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aortas (from aortic arch to diaphragm) and was analyzed by oil red O staining. For
quantifying the effect of the respective compound on vascular eNOS expression the

femoral arteries were used in this experiment.

20
- ‘The compounds according to the present invention reduce plaque formation. With respect
to compound 21, plaque formation was significantly reduced (5.2 = 1% versus 13.3 = 2.6
in the placebo group, values in overall plaque size in %. of total surface). Vascular eNOS )
expression was found to be 1.75 fold up-regulated in the treatment group.
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A D Improvement of coronary function in diseased ApoE deficient mice

Old Male wild-type C57BL/6) mice (Charles River Wiga GmbH, Sulzfeld), and apoE
deficient mice (C57BL/6J background; Jackson Laboratory, Bar Harbor, Me) 6 month of
30  age and weighing 28 to 36 g were used in the experiments: Mice ‘were divided into-3:
groups (C57BL/6, n=8; apoE control, n=8; apoE with respective compound, n=8) and
received for 8 weeks either a standard rodent chow (containing 4 % fat and 0,001 %
cholesterol) or a standard rodent chow + respective compound (30 mg/kg/d p.o.).
) Mice were anesthetized with sodium pentobarbitone (100 mg/kg i.p.), and the hearts were
35 rapidly excised and-'placed Jinto. ice-cold . perfusion. buffer. The aorta. was cannulated and -
" connected to a perfusion apparatus (HUGO SACHS ELECTRONICS, Freiburg, Germany)




“for 14 days after surgery. Then. the animals were sacrifi SR %or ¢ a

" were taken for determ nation of vascul ar eNOS expressi ons by quantitative

. western bhaj §digsssBoth fenoral arteries were harvested, 4G5, /5'1441 ormal in
and enbedded in paraffin. 20 cross sections (10 30 n) were Cu romthe

cuffed portion of the leftfenoral artery and fromthe correspondi ng

segnent of the right artery. Sections-1dre subjected to standard

. hemat oxyl in and eosin staini ng Mor phonetri c anal yses were perfornmed using

an i nage al ysi s conputer rogram (Lei caQN n, Leica | magi ng Systens,
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present invention reduce | WthTes to. C
D aaue. 1 BB 5 S S P24 Jh Sl ibarty wepe ololed dp stabiied ab bassiiae i
t he pl acedhditipme bpiweeaptessurd-and veluatd-lopiague size in % of total surface).
Vascul ar 68 hearts from ApoE deficient animals displayed a lower coronary flow in this setup
20 compared to C57BI6 wildtype mice (3.6 ml/min versus 4,95 ml/min). Treatment of ApoE
deficient animals with the compounds according to the present invention increases
coronary fiow. They also improve pre-load dependent coronary flow and reduce the
) ' incidence of ‘_ventricular. arthythmias as an indicator for anti-ischemic efficacy. With
respect to compound 21, coronary flow was improved to 5 ml/min comparable to the levels
25  of non-diseased wildtype mice, and the improvement in pre-load dependent coronary flow
and the reduction of the incidence of ventricular arthythmics were also observed.




- expression was found to be 1.75 fold up-regulated in the ?r;&ﬁ“ﬁ’e?ﬂ%group
25 D Iwphgwerent . of coronary function in diseased ApoEP@qrgP@hﬁﬂt“m ce dd .
Mal e wild-type C57BL/6J mice (Charles River Wga GrbH, Sul zfeld), and apoE-

deficient ‘m ce (C57BLf6J background Jackson Laboratory, Bar Harbor, Me) 6
"~ nonth of 30 age and wei ghing 28 t® !3% g were used in the experinents:- M ce
. were divided into 3 groups (C57BL/ 6, n=8; apoE control,. n=8; apoE with
respecti've conpound, n:8)'and' received for 8 weeks either a standard
rodent chow (containing 4 %fat and 0,001 % cholesterol) or a standard
r oderClabhsrw + respective conmpound (30 mg/ kgld p.o.). Mce were anest heti zed
wi t h sodi um pent obarbitone (100 mg/ kg i.p.), and-the hearts were 35
“rapidly -excised and placed into ice-cold perfusion, buffer. The aorta .was .
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o511 whi ém@%q% feuns; e niktre, thgreef dg aay aretio per gy phasmagewtically e of 60
nm Hg.: Haacap&megﬂtﬂ]a%fused in a retrograde fashion with nodified Krebs
bi.carbonate buffer, equilibrated with 95%42 and 5 % C02 and nai nt ai ned at
37.5 C. A beveled smal| tube (PE 50) was passed through a pul nonary vein
into the left ventricte 5 and Pl | ed thréugh the ventricular wall,
anchored in the . apex. f u ed end s connected to a

ti p-rnicromanoret er (MIIa . = =Reft atrium was cannulated
t hrough the same pul nonary vei 0 th rt switched to he working node
nur‘HHg and an afterl oad pressurée_bof

"with a constant prel oad ppgssw
60 mm Hg. Aortic outflow &nd at |aI |nflowvvere conti nuously neasured

~using ultrasonic flow probes to gHSE/ Transonic Systens Inc.). Coronary flow
was cal cul ated as the .difference between( atrial flow and aortic flow.  All
-henbdynam ¢ data were digitized at a sanpling rate of 1000 Hz and recorded:-
- With a PC using spe2|aI|zed software (HEM Notocord). Hearts were allowed
g@ stabr{,‘,rl1 l{or 30 nin. Al functional henodynanic data were neasured

uring ste 3/ stat and dUI’l ng vol ume- and pressure | oading.. 15 Left
vent'ii cuRammd B @cé&ﬂmrrsde@te@lﬁwtbagmungom@nmfa pressure.
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and vol UDH; | @dCpalkoxy, (Ci-Cs-alkyl)mercapto, CN, COOR’, CONR"R" and '
S s o unsubstltuted and at least. monosubstltuted phenyl and heteroaryl the substltuents of
o which are selected from the group consastmg of halogens, pseudohalogens, Ci-Ca-

o alkyl C;-Cg-alkoxy and CF3, unsuhstltuted and at least monosubstltuted phenyl and .

: ‘. _ heteroaryl the subsnments of ‘which are selected from the group cons1stmg of . )
~ . halogens, pseudohalogens, C-Cyralkyl, C;-Cy-alkoxy and CFs; R%CO; CONR'R'Y; |
20 . COOR’2 CF3; halogens pseudohalogens N'RBR'4 ORY; S(O),,.R" SO NR"R"‘
- and NOz, : :

and R3 are mdependently from each other selected from the group consxstmg of'
R 'H halogens pseudohalogens; "unsubstituted and at least monosubstituted C;-C,o-
25 alkyl the.substlments of which are selected from the group consisting of OH, ph‘enyl,'
"~ and heteroaryl; OH; Ci-Cio-alkoxy; phenoxy; S(0)R'; CFs; CN; NOy; (Ci-Cie-
alkylamino; di(C-Cie-alkyl)amino; (Cr-Ce-alkyl)-CONH-; unsubstituted and at
_ least monosubsututed phenyI-CONH- and phenyl-50,-0O-, the substituents of which
S are selected from the group consnstmg of halogens, pseudohalogens CHj; -and
“30 o | methoxy; (Cl-Cﬁ—a]kyl)SO;,-O- unsubstituted and at least monosubstltuted (Ci-Cs-
al'-kyl_)CO, the substiteents of which are selected from the group consisting of F,




| sol ated hearts from ApoE deficient aninals-displayed a | 8/80UsA08Rary f1 ow
in thisvwebugssB0 conpared to C57B16 wi | dtype m ce (3.6 pa¢gpBrygisus 4,95
m/mn). Treatment of ApoE deficient animals with the conpounds according
to the present invention increases coronary flow. They al so inprove

pre-1 oad dependent coronary flow arnd1Beduce the inci dence of ventricular.
arrhythmas as an indicator for anti-ischemc effl cacy. Wth respect ‘to
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- 112 dains nyl am ne according to the general
formula (1) in any of its .5 stereoi soneric fornms or a. mxture thereof in

-anysratio @risdelphad FBRAHE b lcYnsidis SRR el{g%l clfd?ﬁ’(r%?t(ll% %0 wherein R

and R4 are independently from each Ot her "se dup consi sti ng

.of - Hy unsubstituted and at |east nonosxbstituted Cl-C , o-al kyl,

&2-C, o-al kBriyheleowiﬁmtﬁ‘el@OﬂibWﬁmbﬂe&%&bﬂ-@PC§aﬁ%\hl ch are sel ect ed

" fromthe group consisting of F C, - Cs- al koxy,

ai kyl ) mer capt o,
CN, - COORG, R1R8: "and |5 unsubstituted and at Ieast nonosubstit ut ed

: phenyl andR seagpopﬁyloralgkmlpslwambdthueﬂwmohfcan\bhluntubanmtalelrmﬁycbnéler)m t he
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. unsubstlt

s gf Which are HEom i aroupcansist E&B@Ro@ﬂt CyCsrafm¥ach ot her
sel egt ;adt f@m&ﬂg(@f—cml@mﬁm@mng NH% t utdémm E)ﬁﬂﬁw Ps@l dOBi(CP—QQﬂS e
S L LSRN A o R o G eyt
and het er daralkyl; Ofs; W0»00H; ahimgy; bailoxyy (CSCQARIICOOESORRNEH; ;
(C1 0. M, Bendiienns O @2 AR ey Biablghl doRRc, -
 alkyl) phenyl—CONH— phenyl-CON(C;-Q-alkyI)— heteroaryI~CONH- heteroaxyl-
g . CON(C;-C4-alkyl) ;  (Ci-Cio-alkyl)-CO; - phenyl-CO; heteroaryl-CO; CFs-CO;.
20 -OCH;0-; -OCF;0-; -OCH;CH,0-; -CH,CH,0-; COOR™; CONR™R®; CNH(NHy); .
- SO;NR¥R™; R¥SO,NH-; R”SO,N(C;-Cs-alkyl); and saturated and at . least N
monounsaturated ahphatlc mononucléar 5- to 7-membered heterocycles containing 1
" to 3 heteroatoms selected from the group consisting . of N, O and S, which-
. heterocycles can be substituted by one or more substituents selected from the group
25 conmstmg of halogens, C.-Cg-alkyl C;-C3~a1koxy, OH, oxo-and CF3, and wherein
' said heterocyeles can optionally be condensed to the said group Ar or the said group
_ Hetar; and wherein all aryl, heteroaryl phenyl, aryl-contaxmng, heteroaryl-contalmng :
o and phenyl—contalmng groups, which are optionally present in the said substltuents of
~ the said group Ar or the said group - Hetar, can be substituted - by Qe Or more’-g---
30 substituents selected from the group. consmtmg of halogens, pseudohalogens C1-C3-‘ S
' alkyl, OH, Cr-Crralkoxy, and CFs; |

‘RCis selected from the group consisting of:
3 ' '.H C;-Cm-alkyl which can be substituted by one or more substltuents selected from
35 - the group consisting of F, Cl-Cg-alkoxy, and’ di(C-Cg-alkyl)amino; aryl-(Cl-C4- .
. alkyl) aed hel:erearylj(C,-C4~alkyl), ‘which ‘can be substituted by one-or more - - -




| east monosubstituted phenyl - CONH and phenyl - S02- O, t he8&988G3998nt s of
whi ch vwas eeedsected ,froml the group consisting of hal C’%ﬁé
- pseudohal ogens, CH3 and 30 . nethoxy; (C, -C6-al kyl) S02- unsuﬁstl tuted
~and at |east nonosubstituted (Cl-C6- al kyl)CO . the substituents of which
. are selected fromthe group consistldrg’ of F, 8 August 2005 - Wo

.02/ 0645- 45 PCT/ EPQ2r 01444 -113 di (Cl1-C3-al kyI )am no, pyrrolidinyl and

pi peridi nyI an henyl - CQ _the pheny|l part- of which can be substituted by.
one or nor¥ %‘F?p ‘?Gll"ﬁ FREP ERTBIRNG O Salogensg CofCs-atkoxpand|diff; ,

| . hal ogens dﬂ&hlla?lydmw,, 5 A'is selected fromthe group consisting of CH2,

- CHOH and CH (A -C3-alkyl); Bis selected fromthe group consi sting of. CHZ'
-and CH (g -C3-alkyl);. R5 is a group Ar. or 'a group Hetar both of which can
be unsubsthlusdebt@.’rﬁ'oranhtygmupcmslsuhgoﬁ‘ore substituents selected fromthe
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di (C1- C$ %ﬁ?ﬁﬁﬁ%%%@aﬁdﬁ yhstituemisn{fom thet grpep consistiigyel or
heteroarylhabgh&; pdeudslikldgens, @}-@ml,cp@amm&anﬁlﬂp phenoxy; benzyl oxy;

(G -C o-al kyl )Y)COO, S(O nR20; .SH, phenyl am no; benzyl am no;

(Cl-CEO al kyl ) - CONH-; (Cr-Cl 0-al kyl) - CO\I(CI C4- al kyl)-; phenyl - o
- ph‘en'yl'-CORfiS]HﬁdCa-IG{yhlkyt, het emar yl - CONH-; “ het er oar y! - CO\I(O C4- al kyl)‘:) _
(G -G o-alkyl)-CO phenyl-CO heteroaryl - CO CF3-CG .. 20.-0CH2O ;. - OCF20 1
. - 0CH2CH20; - CH2CH2O-; COOR21; CONR22R~; CNH(NH2) ; 25 SOZNR24R25
R25502NH R strly@m(fmm ¢ growy Fonsisting ¢FsGt-Crelisyl which aan bé easibstituted

: mnounsatw&érﬁdoxﬂébrpﬁﬁ}é&bsﬂﬁgﬁ’@ n%;e ofug, Efﬁﬁs%rﬁfqﬂ &bng mgasgj

' -cont aini ng ?‘Mé eteroatoms sel ecte oup ¢

2an () i

d s, Kﬁﬁr@wal aBige yad awsabstityted angh o jleant anonppulistitnted phenyd an
‘ s__ubs_tltueHét&oﬁglﬂﬁéﬁ@sﬁm@xﬁ&bh%&h%@selm%ﬁitﬂg gRfuplRBhQ fé;LcC3 al kyl,
- G-C3-alk CO@,&BW gha? CF3, g@d erein - (s"gld het erocycl'es can
- _optionall Eoralnpalogens s gITpand CE% t he said group Het ar; and
wherein all aryl, heteroaryl, phenyl,-aryl-containing,

5 beteroary 10 he I-cont b.Ni ng groups V\/mch are optlonally
R SR RIRHTE 86 o rréa-e Ry et |

of N,

.present I n
: 20.

RY independcntly has the-same meaning as R% .
-R'zrindepende.ntly has the sanie meamng as Rﬁ; o S— | | ) o
A " 25 : N R is selected from the group conmstmg of H C-Cs-alkyl; unsubstlmted and
o substituted phcnyl benzyl, heteroaryl (C;-Cﬁ-alkyl)-CO phenyl-CO, and heteroaryl-
7. CO, the substituents of which are selected from the- group consisting of halogens 3
‘ pseudohalogens C|-C3-allcyl C;-Cg-alkoxy, and CF3, and whcrem one or more of
S these substituents. canbe prescnt '

30 ._ |
S RM independently hés the same meaning as R";

RY is selected from the group consisting of: H; Ci-Cro-alkyl; (C1-C;-alkoxy)-Cq-Cs-.
“alkyl; and’ substituted and unsubstituted -benzyl, phenyl and heteroaryl, the ,
35 . substituents of. which are selected from. the. group -consisting of halogens,... ..... .. .

-~




the said group Ar or the said group . Hetar, can be subst?ﬁﬂg'éﬂzp% one- - or
nore 30 waslkisyents. selected fromthe group. consisti n?ca@:iwﬂﬁl agens, :
pseudohal ogens, Cl1-C3- al kyl, OH,, C -C3-al koxy, and CF3i I'S7sel ected
fromthe group consisting of - .H G -CEO al kyl, which can-be substituted
by one or nore substituents selectedli$em 35. the group consisting of F,
_ G - Cg- al koxy, and di (G -Cg-allcyl)amno; aryl-(Cl-C4- alkyl) and
. heteroaryl-((g -C4-al kyl ), whjch ¢ he substituted by one or nore S _August
2005 WO ozﬁ’%ﬂ%ﬂ%&ﬂ%ﬁéﬁg&h&ﬂﬂ@% @84 Gy and whereicenear moshof he
. group consi tiefnqbsdtutrats @udbepreseht; C4- al koxy, and di (Cl- C6-al kyl ) ami no; 10
15 20. R7 is selected fromthe group consisting of H C~-Clo-alkyl which
" can be substist uted by' one or nore substituents selected from the group

. ._cogsi slti ng Rofis fleaid fasn dickgrayp caﬁs@ﬁﬁgﬁ@ﬁL@Mﬂl@Mﬁh&@dbﬁbﬁmﬁg&mny! .
In ;oa Lel 53 C, . ' _ romatic
or oups can Ot aore hstucRRbbel Holh B R odelufl OF €O, LG 1e
:gr oup - consi HYioxy @I'Cstﬂhéﬁéfﬁ@@%iﬁrd{mdhdmgq agl di(R3-E%-alltyl)aBinaCE ) koxy.
and CF3; . 484 substituted afd urfsubstinRbd phonyRend Eet&sigﬁrmf‘e%u SR 6 GhitH Bre

~consi sti ng_,oI Ci,-CG o-al kyl which cap he unsubstitute or_carry one or nore
subst i t uent&terteg oy g‘e&%{?p'“’@éﬁ@?% pf hgjogms psepdghalogynss OrSsyalkyl; Ci-Cs-
~di (G - C3- al diigdxyaamil OF;, amd dvhicrenbsd ot mbRbfakbe shbstifRdits CRMRHERRY; t Ut ed pheny!
. .an -o-heteroaryl, the substituents of which are selected fromthe group _
-~ ~,consi sting olf7 CrC3- al kyl, d-C3-al koxy, hal ogens, pseudohal 6gens, and CF3i
/R i ndependenindgpéndenthiias tenemennedning &RR7; . R’ independently has
=~the"same neaning as Rg; R 2 independently has the sane neaning as R6; .25
R 3 is selegied fromthe . group consisti ng of H, CrC6-al kyl; unsubstituted
and subst it uindepepdenily has Brersame mesgingrasd 'y, (G - C6-al kyl ) - CO, phenyl - CO,
and het éroaryl - | . o L -

I R RY iﬁdependently has the same meaning as R'S;
: R® independénﬂy has the same meaning as R'S; "

* R independently has the same meaning as R:

20
' ' Rn.iﬁflepe:lden:tly_has-the same rneaning as R7, .
j ‘. o R?-iﬁ&ependgntiy has t:he ;ame meaning as R%:
& - 25 . .324 i‘l.'l.aepend_eht_l& has the-é?;f‘;e mmi“g Aas R’
R® i_ndepehde_ntly Vhas &é same meaning as Rs; |
- R* independently has the sme meaning asR'S;
30 : ' ' :

- R¥ ilidepcndently has the Sa_'me'meani'ng' as 'RI‘;.

- heteroaryl is a 5 to 10-membered, aromatic, mono- or bicyclic heterocycle containing
_ ~ one or more heteroatoms selected from the group consisting of N, 0 and S;




co, the‘substituents of which are selected fromthe group2dH9¥FE%%Rg of
hal ogens, pseudohal ogens, Ct Cral kyl, Cl1-C3-al koxy, and CF3, and V\/nerel n
one or nore of these substituents can.be present; ' 30 35 Rl14

i ndependently has the sane neaning as RS is selected fromthe group
consi sting of H C~-Co-alkyl; (G -C3-1dbkoxy)-Ci,-C3 alkyl; and'

substituted and unsubsfituted benzyl, phenyl and heteroaryl, the
nsi sti ng of

Subst | uent gty s 515 gy 19ShBEAES L BMcc 3o SoOHRyi RBLRAL

hal ogens,
Cl- C3-al kyl , °° pfaining am%@fxlylor%hﬁiemmsanmm&m theogreup comsist@g @f N, tthese

'sub'stltuent$ .can be present; R bis selected fromthe group consisting of
C -G e-al kyl which can be substituted by one or nore substituents sel ected
fromthe group consisting of F, OH Cl-Cs-al koxy, aryl oxy, _

(g -eral kyl anmhygné@m%lﬁh@Mﬁo and di (Cr-C8-al kyl )am no; CF3; and

substituted and unsubstituted phenyl and heteroaryl,. the substituents of
whi ch ‘are selected fromthe group consisting of hal ogens, pseudohal ogens,

Cl- C3- al ky! the@rowgsAr isliphenyl, aaphttcF3] onnsphahengi n one or nore of these
substitutents. can be present; R17 independently has the same neaning as

R7; R g. |ndependently has the same neaning as R8; 15 R19 independently has
t he sane meﬁ‘n‘?lqg 852;R16; R2 i ndependent|ly has he same neaning as R16; R2'
i ndependent |y has the sane nmeaning as R6; 20 R22 independently has the same
gndent | y a§§ t he,same meaning as R$; 25 1. R24

irrﬁgglpggdgatW% ﬂgsprp'ﬂéo g’é‘ﬁé st Rbers all il apé doent ByriGEL{ Risissane
‘meani ng as my; Z—aﬂo@ﬁ{-ltlildﬁcﬁ[gmwpﬁrw 535 o NE3 AR Mord BRI 7S 2B yrrol-5-
yl; in case R', R%, R® and R* are all H, R’ is not unsubstituted phenyl, unsubstituted
_ pyridyl, pheny! monosubstituted with halogen, 5—chioro-2-ethoxyphenyl S-chloro-2-
15 methoxyphenyl, 5-bromo-2-methoxyphenyl, or quinoxalin-2-yl; in ¢ase R!, R? R?
and R? are all H, B is CH; and A is CHOH, R’ is not 2-chioro-6H-thieno[2,3-
b]pyrrol- -yl or 2,3-dichloro-4H:thieno[3 ,2-b]pyrrol-5-yi; in case R!, R? and R* are
all H, R*is F, B is CH; and A is CHOH, R’ is not 2,3-dichloro-4H-thienof3,2-
blpyrrol-5-yl; in case R’ is phenyl, A is not CHOH, R' is not methoxy or 'methyl R?

- 20 is not methyl or B is not CH-CH; ; ; in case R? is NO,, R’ is not 3- -chlorophenyl; in
case R', R® and R* are all H, R® is NO, and A and B are CHy, R® is not 3-
bromophenyl, 4-hexylphenyl, 4-methylphenyl, 3-methylphenyl, 2-methylphenyl or
4-phenylphenyl.

25 2. | An acylated indanyl amine in any of its stereoisomeric forms or 2 mixture thereof in
any ratio or a pharmaceutically acceptable salt thereof according to claim 1, wherein
in the formula (T)

R! is selected from the group consisting of: H; Cl-C4—a1ky1; Ci-Cs-alkoxy; CF;
30 | halogens; pseudohalogens; (Ci-Cs-alkyl)-S(O)p~; and unsubstituted and at least
. monosubstituted phenyl and heteroaryl, the substituents of which are selected from
the group consisting of halogens, pseudohalogens, C;-Cs-alkyl, C;-Csz-alkoxy and
CF3, and wherein heteroaryl is selected from the group consisting of 5- and 6-
| membered heterocycles contalmng one or more heteroatoms from the group
35 consisting of N, O, and S;
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R27 independently has the same neaning as R16; ‘heteroaryl is a 5 to

- -la-nmenbered, " aronmatic, nono- or bicyclic heterocycle containing one or

more het er oat ons sel ected from t he group consisting of NNb, Oand S; 35 8
August 2005 - 116 the group Hetar is a 5 to 10-nenbered, aromatic, nono- or
bi cycl.ic heterocycle containing one- br6arore het eroat ons sel ect ed fromthe
group consi sting of N O and S; 5 aryl is phenyl, naphth-I-yl"-

naphth2y| enyl, naphth 1-yl or naphth2y| mis 0, 1

or 2; 10 wit [}’E‘g F@fc?P i1y fogm cach Oglef spsCtegdronn thergrowp eonsistingioind A -
and B are CHEI,hﬂag&ns,pa&odot&lagehs;randﬁlﬂ3kuueﬁo[2 3-b] pyrrol -5-yl or
2,3-dichloro-4Hthienoj 3, 2-b] pyrrol-5- yl; in case R, R2, R3 and R4 are

al | H RS is_pot unsubstituted phenyl, unsubst i t ut ed pyrldyl phenyl
nonosubst i tuBe@dW@lﬁeIﬂbdhﬁgéhﬁS@imbamlg&I&hoxyphenyl 5-chloro-2 15

met hgxyphenyl , 5- brorm 2- met hoxyphenyl , or quinoxalin-2-yl; in case R, R2,
R3 andR4aea l?’go |sCI—|2andA|sCH(]—| R5 is not"

2-chl or 0- 6H fed trom the eropp, pansisjing gf CH; and CHOH;

2, 3-di chl oro- 4H—th| ena(3, 2-b]pyrrol-5-yl; incase R, R2 and R4 are all H,
R3is F, Bis CH2 and Ais CHOH, R5 is not 2,3-dichl oro-4H—thi eno[ 3, 2-

bl pyrrol -5-yl; in case R5 is phenyl, Ais not CHOH, R is not nethoxy or
methyl, ‘R2 20 is not nethyl or Bis not CHCH3 ; incase RRis N2, R5 is
not: 3-chl orophenyl; in case R, R3 and R4 are all H R2 is NO2 and A.and B
are CHRs is not 3- bronophenyl, 4-hexyl phenyl, 4-nethylphenyl,

3-net hyl phenyl, 2-nethyl phenyl or 4-phenyl phenyl. 25 2. An acyl ated

i ndanyl amne in any of its stereoisonmeric forms or a mxture thereof in
any ratio or a pharnaceutically acceptable salt thereof according to claim
.1, wherein in the formula (1) R is selected fromthe group consisting of
H Cr-C4-al kyl; C--C4-al koxy; CF3; 30 hal ogens; pseudohal ogens;

(G -CA-alkyl)-S(Om; and unsubstituted and at | east nonosubstituted phenyl
and heteroaryl, the substituents of which are selected from the group -
consi sting of hal ogens, pseudohal ogens, C -C3-al kyl, G -C3-al koxy and -
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CF3, and wherein heteroaryl is selected fromthe group consi sting of 5- and
- 6- nmenbwicard/dgedser ocycl es containing one or nore het er oatgiFrdgh Ayl he group

35 consisting of NN, O and S; 8 August 2005 - 116a and R3 are independently
. fromeach other sel-ected fromthe group consisting of H; hal ogens;
pseudohal ogens; and d -C3-al kyl ; R4lilhdependently has the sane neaning as 5. .

. Ais selected fromthe group consisting of CHZ and CHOH 8 august 2005 WO

# - SCRNH( G -

02/ 064545 PCT/ EPQ2 1444 117 B i s, sel ected fromthe group consi sting of
CH2 and CH "e‘l‘%‘i gm WSHﬂc?ﬂﬁl%‘Pg&f&}h@B Gé1-&Hsbot h of which can be
unsubstituted or carry one or nore substituents selected fromthe group
consi st ng of : hal ogens; CN;, NH2, S unsubstituted and at | east

monosubst i RiieagGhp @%-oakhgydup K&aﬁﬁotﬁbk&ﬂﬂdh candbeQfrsulitikitery br, cafdy- -dag-ozl koxy,

e T e el
{05 C6- al kymsubstitutedt and - east Ghomubttkyte)iaﬁiﬁ&-aﬂ%ﬂﬁ Ch-Caikedyl, &,K3%-) ani no;
C3- CS-al k tiruted 10 -
G o al kyTRohity CLtEMoy (I BN DaRIRTY an frd@?ﬁ%f@éséms L
S{ O m{ Cl- @abﬁwp%tylof Wls%lops oms(l@) momat@naamqg of EHC 1 Shetlbti no:
benzyl ani en6£}” CoLdspidiityl C}.ﬁ@ﬁ; m@@dﬁﬁ%@aﬂ KWk (C;-Cs-

pnenyl ol g %ﬁ@@n&%ﬁewt%ﬂp% Pt st 1
)Cme GE]-EQaIky} (IXH-};Z@HT ( (th a4 ky . ) CBNHZ
%1? Pt B eé'%fw @mi jrame

CONH2: - ﬁ(l e’}ﬁ g
(ﬁ}%l a' kﬂ@E@NNCPQe@lWCQNt@i L oaHNC ﬁﬂﬂl-‘ﬁ@NH- - phiEngHONECR sk
20(23 &{q %g‘ﬂgﬂn} )%% a'? (ragééé/nal'criy %ﬁBﬁgbgc.‘- Sﬁ‘;g{:thPl 0% bhati c,
20 nononudheayt t’éﬁtqf‘)#ﬁh@@r; e€hdiQr odYCeHx3-; c oRCER R ngOCH6H30Ret €1 0at ons
sefsect ed fCHYUH m@@g_gﬁoﬂ@@t L@QN;Bf NouandcSali cooRgaRECReyc! es can.
be substit
a.'ﬂ(y?ﬂ (NHz); -SO;NHp; -SO;NH(Ci-Cs-alkyl); -SO:NH(phenyl); -
} SO:N(di(Ci-Ce-alkyl));  (Ci-Cs-alkyl)SO,NH-; (Ci'Cé'alky])SOZN(Cl‘Cﬁ"alkyl)';
~ phenyl-SO;NH~  phenyl-SO,N(Ci-Cy-alkyl)-; heteroaryl-SO,NH-; heteroaryl-
o ‘SozN(Cl—Cg-alkyl)-; and saturated and at least monounsaturated aliphatic,
20 mononuclear 5- to 7-membered heterocyclcs containing 1 to 3 heteroatoms selected
from the ‘group consisting of N, O and S, which hetcrocycles can be substituted by :
- one or more substituents selected ﬁ-om the group consisting of halogens C-Cs-alkyl,
' C,-Cg—alkoxy, OH, oxo and CF;, and wherein said heterocycles can optionally be
~ condensed to' the said group Ar or ‘the said group Hetar; and wherein all heteroaryl, -
25 - -phenyl heteroaryl-contalmng and phenyl-contammg groups, which are optlonally :
present in the said substituents of the said group Ar or the said group Hetar, can be
substituted by one or more subsutuents selected from the group consnstmg of
- halogens, pseudohalogens, Cl-C3-aIkyl OH, C,-C;-alkoxy, and CF3, :

30 ’ hetcroaryl is aSto IO-membercd, aromatic, mono- or bicyclic heterocycle containing
one or more heteroatoms selected from the group consisting of N, O and S;

the group Hetar is a 5 to 10-membered, aromatic, mono- or bicyclic heterocycle
.. containing one or more heteroatoms selected from the group consisting of N, O and-
. 35 . V S; - . . . . P . . . . -
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one or nore substltuents sel ect ed fromthe group consisti ng of hal ogens,

C - C3ygbleybesssLr C3 al koxy, OH, oxo and CF3, and V\/nerel yﬂf’f erocycl es
- can optionally be condensed to the said group Ar or the sai d group Hetar
and wherein all heteroaryl, 2% phenyl; heteroary. |-containing and

phenyl - cont ai ni ng groups, whi ch. al:eltopt ionally present in the said
“substituents of the said group Ar or the said group Hetar, can be

+ substituted by one or nore substituents selected fromthe group consisting
of hal ogéh%&“ﬂ#ﬁégdﬁ)nbﬁmbmhthd?mI&PW@Q;YK;}I Cl - C3-ai koxy, and CF3; 30
‘heteroaryl is a 5 to 10-nenbered, aromatic, nono- or bicyclic heterocycle

" cont ai ni ng[H.o e'bﬁr nor e heteroatom; sel ected fromthe group consisting ofN,
Oand S; t éS(SP p Hetar iis a 5 to 10-nmenbered, aromatic, nono- or bicyclic

. heterocycle containing one or nore heteroatons selected fromthe group
consisti-ng of NN 0 and 35 S; - - . 8 August 2005 WD 021064535.

" PCI/ BPQ/ Q1444 u s phenyl:, naphth-1 -yl or. naphth-2-yi;
'mcé_Cb%rPZ : laﬁdlg@ﬁyg“"u”? Hﬁﬂ’ﬁﬂtj‘ rﬂe?ﬁ'%p%/‘?m%ﬁ‘ﬁl gtas of @ rRixEFe BIEHER | ¢ f or s -
or a mxt ang raﬁrepeafphmmacanycaimaweptabla sahaherecf iddobdihg Yo aR@ApPt abl2e salt -
t hereof a Fé#léﬂ&h | or 2, whereinin the formula (1) R s H,
“hal ogen or % -a Ey‘ﬁtﬂq}) R2 and R3 are each H- R4 independently has the
. sane nmeaning as 15 Ais CH2; R~ is phenyl or a group Hetar both of which
can be"uni{‘qbstitut ed.or carr one or nore substituents selected fromthe

D)

group con 'A%Wwenwa ICN; " NH2;  unsubstituted and at | east
mpgosubsti tut ed Cl- C6- al kyI C2 C6 al kenyl, C2-C6 20 al kynyl, { -C3- al kU
- (G -C4-al ﬁela‘)“fﬂs no, dl (O C4- al kyl )ami no, the substituents of which
‘are sel ee (o) roup consisting of. F; G -C3-al koxy, (O

- C3-al kyl)nercapto, and . NH2; C3-C$-al kandi yI phenyl ;: heteroaryl; phenyl -

- or heter td 1yt ed ClCZaIk y, CF3; OH; (Ci-C4-aIkyI)COO, .

. S(O)n(o %4?‘%%3%1{ %‘iﬁ?“éﬁ%ﬁﬁ‘- Mo, (G- C4-al kyl ) - CON(Gi - C4-al kyl ) -
- (C1--CA4-al kyl) - CG: phenyl o :

15 ~ AisCHa;

o R’ is phenyl or a group Hetar both of which can be unsubstltuted or carry one or
more substituents selected from the group consisting of halogens "CN; NHy;
- . unsubstitited and at least monosubstltutcd C-Cg-alkyl, Cz-Cﬁ-alkenyl Cz-Cﬁ' -
20 - alkynyl, CI-C3—alkoxy, (Cy:Cealkylamino, and di(Ci-Cs-alkyl)amino, the
" substituents of which are selec,ted from the group consxstmg of F, C;-Cs-alkoxy, (C;- : _
- Cs-alkyl)mercapto, and NHj; C3-Cs-alkandiyl; phenyl; heteroaryl; phenyl- or - - 9
- heteroaryl-substltuted C;-Cp_-alkyl CF;; OH; (CI-C4-alkyl)C00 S(O)m(C;-C4)-alkyl .
_ - (C|-C4-alkyl)-CONI-I- (Cl-C4-a]kyl)-C0N(C1-C4-alkyl)- (C-Cy-alkyl)-CO; phenyl-
25 - Co; heteroaryl-CO; CF;-CO; -OCH;0-; -OCF;0-; -OCH;CH;O- -CH,CH0-;
' S COO(C;-Cs-aJkyl) -CONHy;. - —CONH(C;-C4—alky1) ~CON(di(C,-C4-alkyl));
CNH(NH); -SO;NH; -SO;NH(C;-Cg-alkyl); -SO;NH(phenyl) -SONdi(C-Cq-
- alkyD); (Ci-Cy-alkyl}SONH-; (Cy-Cy-alkyD)SON(C1-Cy -alkyl)~; and saturated and-
B _at least monounsaturated aliphatic, mononuclear 5--to 7-membered hetcrocycles
30 containing 1 to 3 hetcroatoms selected from the group comsisting of N; O.and §,
‘ . which heterocycles can be substituted by one or more substituents sclected from the
group oons1stmg of halogens, C.—Cg-alkyl C;—Cg-alkoxy, OH, oxo and CF3, and -
-wherein said heterocycles can optiorially be condensed to the said- phenyl or the said
: " group Hctar and wherein all heéteroaryl, phenyl heteroaryl-contalmng and phenyl-. -
35 . contammg groups, whlch are opnonally present in the said. substituents of. the said




25 CO heteroaryl - 00, CF3-CO -OCHRO:. -OCF20, - OCH2CHO - BB &Pd -
COQ( C1-vEb-0ajokapky ; - CONH2; . CONH( G - C4-al kyl ) ; CON(di (C pStmrbiyisdd ; .
"CNH(NH2) ; -SO2NH2i - SO2NH( Ci - C4- al ky'I) - S2NH( phenyl ) ; -SOZN(di-(O'-C4- .
alkyl)); (Cs-CA-alkyl)S®2NH; (C -C4-al kyl)S2N(Cl -C4 al kyl)-; and :
saturated and at | east rmnounsaturatlgd al i phatic, nononucl ear 5- to’ :
7-menbered heterocycles 30 . containing Ito 3 heteroatons selected fromthe

group con3| ti of N..,0. an whi.ch het.erocycl es can be sti-tuted by
one or rmr@ Eg’f'tgﬁéﬁ‘fisg@&’gﬁ%dcﬁ?mf‘ﬁ’ WG i @Pﬁ@“stlﬁ‘ml‘?ﬁ Fogens,
C, - C3- al kykeleadid Gdnatheqptyyup Ghisisting oﬁ‘dﬂi@ﬂs, seadohalogens, IC, Cy-lkyle O, ocycl es
can optlon@!I x& ed to the said phenyl or the said group Hetar;
and wherein‘afl heteroaryr, phenyl, heteroaryl-containing and phenyl -. 35
cont ai ni'ng groups, which are optional |y present in the said substituents of

thessaid 8hAughsd i 9R lmeﬁ%@ﬁﬁfmﬁf%g&ﬁé&? ﬁ@ﬂbﬁ siﬂl%‘%t he said

~group Hetar, can be substituted ’by one or nore s ed from
"the group e¥nbveer theeedicteroatorsesel ectgskemdhe %@Eﬁ@ﬂmi@n&@ﬁbﬁ and S; :
G -C3-al koxy, and CF3i L 5 heteroaryl is a5 to 10-nmenbered, arorratyc,

nono- or ycllc eroc cont one, two. or fhree heterqatons
‘sel ect'ed f Srﬁr?%%%df)a %ﬁ%qg‘ﬂ' g%?ihig“@aﬁﬁdmgm‘t%b’ﬁy‘élfph%‘[oﬁﬂﬁ?s a 5 to
I 0 menber exbntamiogane,dyoro tioee birtelvhtons sekecteelt feom thecgreup comistingiof N, @he, :

. ¢ hree r}gﬁi g.oatonms sel ected fromthe group consisting of N .O 10 and S,
mls O or 4. An acyl ated i ndanyl amne in any of its stereoisoneric.

Jforms or a mxture thereof in 15 any ratio or a pharmaceutically _

%" accept abl qnmgrﬁhereof according to any of the claime 1 to 3, wherein in
the formula (1) R is H halogen or G -C4-alkyl; 20 R2 and R3 are each H,
R4 independentiy has the sane neaning as A and B are each CH2; 25 R5 is
phenyl or a group Hetar both of which. can be unsubstituted or carry one or

4,  Anacylated indanyl amine in any of its stereoisomeric forms or a mixture thereof in
S EE any ratio or a pharmaceutically acceptable salt thereof according to any of the claims
‘ 1 to 3, wherein in the formufa ()

R'isH, haidgen or Cy-Cy-alkyl;

- 20 R’andR%areeach H;
) C R independcntlyhasthc same méaningasR';“
~ A'and B are each CHy;
25 '

‘ Rs is phenyl or a group Hetar both of which can be unsubstituted ‘or carry Oné or

- more substituents selected from the group consisting of: F Cl; Br; C-Cs-alkyl; Cl-
103-alkoxymethyl 2-amino-3,3 3-tnﬂuoro—propyl- CF;,, C3-Cs-alkandiyl; phenyl;

_ , _heteroaryl;  benzyl; heteroaryl.—r_ncthyl, OH; C-Cs-alkoxy; phenoxy,
.30 : ujﬂuoromethexy; 2,2, 2-trifluoroethoxy; (C;-C;;-alkyl)COO;' (Cy-Cs-alkyl)mercapto; '

' . phenylmercapto; (C;-C;«-aikyl)sulfonyli phenylsulfonyl; NHz;-(Cl-C4-a1kyl)a1nino;

- - di(Cy-Cy-alkyl)amino; (C.-C3-alkylj-CONH-; (Ci-Cs-alkyl)-SO;NH-; (C;-Cs-alkyl)-

- 'CO; phenyl-CO -OCH,0-; ~OCF,0-; -CH;CHZO-; COO(Cy-Cy-alkyl); -CONH;,;

L -CONH(CI-Cq-alkyl), “CON(di(C;-Ca-alkyl)); CN: -SO;NHo; -SQ,NH(C,-C4-alkyl);

3. -SO,N(di(C;-Cy-alkyl)); pyrrolidinyl; piperidinyl; morpholinyl; and thiomorpholinyl;
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nore substituents selected fromthe group consisting of: Clg
. C3- C3-wDlplogss@L- C3- al koxynet hyl ; 2-amno-3,3,3-triflu CF3|
- C3- C5-al kandi yl.; phenyl; het eroaryl benzyl ; heteroar ;’{&ﬂogﬁﬁu
C1- C3- al koxy; phenoxy, 30 trifl uoronet hoxy; 2 2, 2-trifluoroethoxy;
(Cl- C4-al kyl ) COO, (CJ- C3-al kyl ) merckdt-o; phenyl mer capt o; :
(C, -C3-al kyl ) sul fonyl phenyl sul fonyl; NH2; (Cl-C4-al kyl)am no;

di (G - ¢4- a] Cr C3- al k | k SO2NH-;
(IC(l C3- al %“‘#(X”%E?n F"'Wl &hﬂﬂytﬁ hetwmmamg&méph rmb@pmm- al kyI )
- CONH2; gﬂ@pw(vﬁﬂlch é‘@ cflitlbnhlly pre§daiihe Shid Gubstithertd of thehhid Ipﬁg%)}“d? the
|

busggi\lﬁfﬁny&g%‘}j’yﬁo@ éﬁ WBS‘EO‘H%%(C o9 % o) kg@%%&gg@%% 612146454%;

- PCT/ EP4E'I°HI1474H5131!®0 dgcnh,epwudnlmldgeﬁret(é,r-@ﬁaﬂtﬂ OMe0yCy-alkoxy, and
hejeroarybpgontalnlng and. phenyl -contai ning groups, which are optlonally
present in the said substituents of the said phenyl or, the said group

"~ Hetar, can be substituted by one or nore substituents’ selected fromthe
group consi sting- of hal ogens, -pseudohal ogens, G -C3-al kyl, OH,

ot foph k@”""‘?“f S"%@%M@%‘@@ Pslsting DA LA Qﬁéﬂz&@%}r&i;iéi o,
pyrazol yl LF‘WF%‘% O?WOY yﬂﬁoﬁ%iﬂylpﬂaﬁﬁﬁz m;dml)'!?ynmf!azmyrpmdnml
benzoi m deyrdyly| pyraidin) aieﬁt()ihnd&@ Zomﬁhﬂ Hubé&bkﬁbizyodﬂ:@lﬂ ﬁﬂf]w noI i nyl,

| E’éh?&xf‘hééﬁgtﬁ?‘“&”azc" ietiyhy ol X: V6 Ghns e, iopbiragilc egaohensiv e gr ouh

~ .consi sti rhg ibpheplyl, apd indakzgllyl; thlenyl t hi azol yl, isothiazolyi, oxazolyl,
i soxazol yl , pyrazolyl i m dazol yl , pyrldazinyl, 15 pyrazinyl, Pyndyl,
pyri m dinyl, benzoinidazolyl benzthiazolyl benzoxazol yi, quinolinyl,
|squ|noI|nyI ui noxal i nyl, quinazolyl, |ndonI benzof uranyl ,

" benzodi o¥e W’“P tsmmﬁbm dncgroummmlsﬁng Sf: ﬁm‘ylapjyﬁcﬂﬂ;mmmd,anyl am ne
in any ofthikdobylStiSsRRLS r t.hereof (in y ratio or
~a_phar maceut | clfalllg{/ acc ggfg%a%{)fyg)aﬁx%eﬁeﬁﬁ%c@r a‘"HSaZP i é‘?z’?)ﬁ’e cl ai ns

R0 4, whERERXL; RYHGM. fpmmidinyl, bereoimidagplyh a bengthiazolyl) bmoaazowi 25 112,

113 and Ytinaligyleatdpqbinolingl, anﬂlﬂ%ﬁﬁﬁﬂeaqﬂnﬁ%@lﬂ indolyl, benzofuranyl, '

benzodioxolyl, benzothiophenyl, and indazolyl. | ‘o

S | An acylated mdanyl amine in any of its stcremsomcnc forms or a m:xturc thereof in |
T 20 any ratioor a phaxmaceutlcally acceptab]e salt thereof accordmg to any of the claims ,
- 1to4, wherem in the formula () 2 , : ) .

Rlis H, halb"gen or C'!V—C4—alky'1; '
25 _ : R3 and R"_ are 'eacﬁ H; |
- AandB are eacﬁ CH;;

o R is selected from the group consnstmg of 4-ﬂuorophenyl 4-chlorophenyl 4-
g 39 . bromophenyl, 4-(C;—C3-alkoxy)-phenyl 4—tnﬂuoromethoxyphenyl 2-bromo~4-
o -ﬂuerophenyl 2—chloro-4-ﬂuoropheny! 3,4-dimethylphenyl, 2 ,4-dimethylphenyl, 4-

‘ chloro-Z»mcﬂlylphenyl 2~hydroxy—4umethylphenyl, 2—hydroxy-4-cthoxyphenyl 2-
‘methoxy—4-methylphenyl - 4-phenoxyphenyl, . 3-fluoro-4-methylphenyl, -
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.. R5 is. selected fromthe. group consisting of 4-fluorophenyl, -
4- ehl or opbhenydszs4- 30 bronmophenyl, 4-(Cl-C3-al koxy}: phenyl,
4-trifluoromet hoxyphenyl; 2-brono-4 fli oropbenyl, 2- chl or 0- 4- f1 uor ophenyl ,
3, 4-di met hyl phenyi, 2, 4- dlnethylphenyl 4- chIIoro 2-i net hyl phenyl
-2~ hydr oxy- 4- net hyl phenyl, 2- hydr oxy-42éthoxyphenyl, 2-
. met hoxy- 4- et hyl phenyl, 4-phenoxyphenyl, . 3- quoro-4-nEthyIphenyI, 8

" August 2005, WA 6454 )
e e o 3y 2 2 Rone Bkl S0l 53 dirapengatran -
I -( ?40?: or oyh he(ﬂydhllox‘é-lﬂlém)ﬂ)-ﬂaﬁﬂﬁmbm thyl-HHRyyfrastid-8-yH - LLt4-ﬂuoro—phtenyI)-3,5~ -
- 1-- uor g otr o] e- :
1H| ndol e- - )“R B%SZ% glyqeagiy?e%%%?}?%gﬂt IJ?IF%HBIF%IE ﬁ@f ie%—y L Y
" H benzoi m d W&W-mﬂuomﬂyl-lﬂ beazoimifaD]B5-41,5 1-mcthy1-3-oxo-1 2,3, 4-
t etr ahydr o-
Ze(r2§1 %y(r:l? y pyl’l-gl n ﬁg#l)-lﬁ X'ﬁ %‘b’%‘s‘%{é@é’ Wﬁg leﬂ%/fl’gﬁ?n I)
benzoi ni dazngé oXy-pyridin-4-4 b‘ He‘iﬁﬁ-wmb@@iﬁ?lﬂ"%ﬂs yi, -cyano-phenyl) -1
2, 4- di met hybanysiniiisionss51 ﬂM&émyldémbieyS- t lzaﬁ&x&eﬁ: p\&hnudme-S-yl 2.4~

2 S e GRS Sl L@-rpmo!& D50y BN ChEns bl 1y 1

gy Ei Z0 In gt ﬁy : pyridl63-gil.c i Bodimethyl-1 chyBidjnl4-yEmbehgli- IH%hOkﬁ-?M r 2 8-ddmythyl-2H- - :
ol o bR ¥l PR SRR 2 dimetngy

pyr| d- 3- yl ,pyRidchyl I’ZOaWMCg‘dHl}dthylﬁ}YBﬂé—Eb Qeqamho&-cmmmdt-hylaiemmné- yl,

“ 2-di net hyl ﬁh@@' -$r. ”E}—&N&obﬁr ?yé%—\élﬁg} drzo%l/'ldg&hga‘% g;?l'ogxéyﬁlp%

2- et hyl- 5- nét hyl H-pyraz
met hyl-lHB&fﬁhxlrthﬂaaa ély yammo— |

g g Ey: g h| fykid=4- ﬁ_ yff_z_cth?«t-mcémslm@{b aEJ)l!é@r ﬂn%f?yﬁroﬂﬂﬁlrﬂetﬁglyﬁggrd« —yl 2- A
B AL Beip Ree S0, & st A B ooy S b i
3 5. d| met hyakyll El-mgth;tﬁ@hﬁhﬁ)rmhethﬁl- pidig-yh, ﬁmﬁm&thaioiwtﬂz Ragorphotin-4- -

g R oot SRR okt i,
3H benzoi @cﬁaﬁmﬂ@lﬂyﬂﬂ-pﬁrhkdieﬁam nBI-aimnoJrSeG-Bm}dthylﬁ)yrazme-Z-yl 3-amino-5-
getrgﬁﬂslsu' | so>21 jjg Bh%LmBgﬁ%ﬁme ﬁ@%@%&& peridi H %}E}P :f phenyl,
3 @rroli drllm%h);lﬂmlqmmwﬂ. ﬂfdbezzcanndam etﬁﬁ’b etwyammmwleé-yl 3.
_- j gmdkge'[zh:irg%%ﬂiﬁ?dlfoﬁ?r% n%ngc'ﬁl %h%nﬁ%?%&%@ﬁ%hy%ﬁ%ﬂédw “Rinéihyl- .
ole -yl 3-morpholin-4-yl-phenyl, 3-piperidin-1-yl-phenyl, 3-pyn‘ohdm- -yl-
J phenyl,  4~2,2 2-trifluoro-ethoxy)-phenyl, 4,6-dimethyl-pyrid-3-yl, 4-amino-2-
L : ethylsulfanyl-pyrimidine-5-yl, = 4-amino-2-methyl-pyrimidine-5-yl,  4-chloro-3-
~ 25, methanesulfonylamino-phenyl, .  4-chloro-3-sulfamoyl-phenyl, 4—methyl—3-
- methylamino-phenyl, 4-methyl-thiazole—5-yl, _ pyridine-2-yl, 5,6,7,8-tetraliydro-
~ - quinoline-3-yl, S-amino-l~phenyl-lH¥pj(ramle-4—yl, S-methanesulfonyl-2-methyl-
" phenyl, S—inethyl'—l-phenyl'-IH-pyrazole-dl-yl, 5-methyl-isoxazole-3-yl, 5-methyl-
_ pyrid-3-yl, S-methyl-pyrazine-2-yl, 6-chloro-pyrid-3-yl, 6-cyano-pyrid-3-yl, 6-
30 - dimethylamino-pyrid-3-yl, 6-ethynyl-pyrid-3-yl, 6-methoxymethyl-pyrid-3-yl, 6-
- methoxy-pyrid-3-yl, 6-methyl-2-methylamino-pyrid-3-yl, 6-methylamino-pyrazine-
. 2-yl, 6-methyl-pyrid-3-yl, 6-morpholin-4-yl-pyrid-3-yl, 6-pyrrolidin-1-yl-pyrid-3-yl,
imidazo{1,2-a]pyridine-2-yl, 6-triﬂuoromethyl~pjrrid-3-yl, pyrimidine-4-yl, 4-
‘methylsulfanylphenyl,  4-ethylsulfanylphenyl, 3-methoxycarbonylphenyl,  4-
35 meﬁloxycarbonylphcnyl-;---3-etbeycarbenylphenyl; --4-ethoxycarbonylphenyl,.- 2-..
‘ bromo#th_orophenyl, 2,3-dichlorophenyl,  3-chloro-4-(propane-2-sulfonyl)-
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25 . nethanesul fonyl am no-phenyl, . 4-chloro-3-sul famoyl =phenyl,
4~ et hyl - 3- net hyl ami no phenyl, 4-nethyl-thiazole-5 y1, pyridine-2-yl,
5,6,7,8 tetrahydro- quinoline-3yl, 5 am no-1 phenyl-1 Hpyrazole-4-yl, 5
met hanesulfonyl 2-methyl - phenyl, 5-nethyl ~1 -phenyl-1 Hpyrazole-4 yi,
5-met hyl -i soxazol e-3-yl, 5-nethyl- pyrigds3-yl, 5-nethyl-pyrazine-2-yll
6- ehl oropyrid-3 yl; 6-cyano-pyrid-3-yl, 30 d| rret hyl am no- pyri d- 3=y1,
6- et hynyl - pyrld nmet hoxynet hyl - pyrld 6- nethoxy pyrid-3-yl,
6- met hyl - fhm%’&zﬁ Hd’?py‘kblam@ -Srichlogophsitly | mm}awﬂ,né& ethoxpipheryl, Ed
met hyl - pyrl d- ﬂleﬂioxyﬁtelﬁ?l’ prmbmaxfpmhylpyrz ﬂreﬁlyy thiophene-3-yl, 3-chloro-4-methyl-

6-pyrrolidin al pyri.din
6-trifluorr on@?@&%’g 34 Wm"p”}g?? r'zlé’1 yﬁy cmﬁm"ﬁ‘é"tﬂ%?es%ﬁ’anﬂ B
4- et hyl sul fanslrmcpihenwﬂ ,y13 emiethy)-daopleny2pfle ny3-meftyl-thidphene-2-yl,  5-acetyl-

et Doy car PO RGN o o ALY BOBI . 2 SHRRSRRE! 1 BRANLP" Y

b
3-chl or o- 4- E&tbﬂ&wwzhgnul;r bimgthylaningphsstyl, (Zjlgaﬁmoph@@l 4-hiooph2fkof-phenyl,
4- br omo- 2- choz-emhf*dlpfﬁenyﬂ - RhRAKL RS heﬁ)életzﬂﬁmh%hﬁ%thyl zheﬁ?? 1B d}H%”y'

3- et hoxyphenyl t hi ophe or 0- 4- et ophene-
5- br ono- t hi op‘ﬁ%‘ﬁ@l'g %‘Wﬂﬁ’é“?‘@% fryat-nethylphenyiby -aCf:er@h@Lyz yI

4- et hyl - t hi qﬂieﬁyae 2- yI2 ae%tdi@*tﬁbﬁietﬂoh @mb%ﬂe 2- y|4pm‘5’tuaﬁﬂéﬂl1 Isfmfanyl- henyll,

et byl B nopnatiptiilebienil I -HEREH O 4t prdiiprytamino pherdl, © hegy!
4- br ono- 2-f | ubmeﬂlplpemmbnylarﬁmmpberwl,p hewd)moﬁ}anpl orbﬂﬂeﬂmphélwll, ph®IRythe-5-

4-chl or o- 3- m%ﬁé%l ﬁﬂé&{qz%&cﬁ R S myidkd B, oﬁ)ﬁgxh&é’m 27054 3 RN dro-

2-acetoxy-4 oxy

2- acet oxy- 4- b8 h@ﬂyﬂ%YM trifluoromethyl sul fanyl - phenyl, 10
napht hal ene-2-y1, 1, 1-di nethyl -indan-4-yl, 3-isobutyrylam no-phenyl,
3-(2, 2- dinethyl propi onyl am no) - phenyl , 2-bronDphenyI, 2-fl uorophenyl ,

3- br ono- 5- nethyl-thiophene 2 yl, 3-chl oro-6-fl uoro-benzo[ b]thi ophene-2-yl

and 354-6di chlagr 14@&%@ 9&,&\%4}1 ne

~or a phar maceutlgs%g i/ acg ‘g LFZ S lafxn%léhegpéag}ﬁaccéﬂ ?ﬁ%@%}%%og%y 0 %ﬁjm
claims 1 to 5 ekisctamgs e&afmmﬂ&mmwrﬁgfnaso

" N-indan-2-yl-4-trifluoronethyl -benzam de, 5-brono-thi ophene-2-carboxylic
acid indan- X-indam2dgd-4 ﬂrﬂwﬂzﬂﬁbﬂxyﬂﬁehﬂdﬂlﬂez SJbrdknG%lbyﬁen@ﬂlﬂéai\m@ﬁc acid

4-et hyl sul fa n- | uor o-
, 3] di oxol e- Sm(@ar g&é‘ﬂf‘% %Péir §ﬁmg‘an- -yl%l-me ciizatmide, e[:hy}sulfanyl-N-

~ indan-2-yl-benzamide, 2,2-difluoro-benzo[1,3]dioxole-5-carboxylic acid indan-2-
20 ylamide, 2,5- -dimethyl-1-pyridin-4-ylmethyl-1H-pyrrole-3-carboxylic acid indan-2-
ylamide, 2,3-dihydro-benzofuran-5-carboxylic acid indan-2-ylamide, 1H-indole-6-

carboxylic acid indan-2-ylamide, acetic acid 2-(indan-2-ylcarbamoyl)-5-methyl-

4-

phenyl  ester, 2-amino-N-indan-2-yl-benzamide,  2,5-dimethyl-1H-pyrrole-3-

carboxylic acid indan-2-ylamide, 5-methyl-thiophene-2-carboxylic acid indan-2-
25 ylamide, 3-chloro-4-methyl-thiophene-2-carboxylic acid indan-2-ylamide, 3-methyl-

thiophene-2-carboxylic  acid indan-2-ylamide, N-indan-2-yl-4-methylamino-

benzamide,  N-indan-2-yl-4-methylsulfanyl-benzamide,  3-chloro-4-(propane-2-

sulfonyi)—thiophéne—fz-carboxylic actld indan-2-ylamide, 5-methyl-1-phenyl-1H-

pyrazole-4-carboxylic acid indan-2-ylamide, 5-acetyl-thiophene-2-carboxylic acid
30 indan-2-ylamide, and 2-chloro-N-indan-2-yl-6-methyl-nicotinamide.
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20 ylam de, 2,5-dinethyl-1 -pyridin-4-ylnethyl-1H pyrrol e-3-carboxylic acid
i ndan-2- ylam de, 2, 3-di hydro-benzof uran-5-carboxylic acid indan-2-ylam de,
1Hi ndol e-6- carboxylic acid indan-2-ylam de, acetic acid
2- (i ndan-2-yl car banoyl ) - 5-net hyl - pPegyl ester,
2- am no- N-i ndan- 2-yl - benzam de, 2,5-dinethyl-lH pyrrole-3- carboxylic acid
i ndan- 2-yl am de, 5-nethyl -thi ophene-2-carboxylic acid indan-2 25 ylam de,
3-chl oro- 4- et hyl -t hi ophene- 2- carboxylic aci d i ndan-2-yl am de, 3-nethyl -
t hi ophene- 2-carboxylic acid indan-2-yl ani de, N-indan-2-yl-4-nethylamno-

belnfzam7|d)e tﬂgﬂra dytiadH iadayl amméb Wan§ l&fﬁt@@%%eoﬁ%ﬁf;ﬁ@t&?ms&&ﬁkﬂﬁ&tﬂeréﬁxﬁpane 2-
Su on |1 O ene- -car pox C acC an

5- met h§| ! %'a%? 8¥f’éiyzf‘°8 ﬁf@ﬂ&e}( nga& topany ofitheglaims
5-acet yl -tﬂutgéhvh@emm Wlm@semtedmt@gjommlmaﬂ- '-

2- chl or o- NehBRpRerY).2 BiTRIOELnA] £I]d SRS, 5 BrohMbiRAE%D 1, 488dnd. An

acyl at ed |nd nyl amne in any of IS sfereoi someric forms or a mxture
t hereof in? @W‘Pﬁ?‘fﬂ%ﬂ%"%’ﬁﬁ@@[ﬂ? hepyl.y acceptabl e salt thereof
according to any of the clains 1 to 5 wherein in the fornula (1) RS is
selected fromthe group consisting of 4 fluorophenyl, 2,2-difluoro-benzo[ 1
, 3] di oxol -5-yl, 5-brono-thiophene-2-yl, 4-brono- 2-chloro phenyl, and

2- br on®- 4- Ahnlaoylate) iataypyl arine A aReof it steteoinstneyd foanmlmeaimnxamc/threfeo'fhs

stereoi so [ [ 1 X3 Ur e

ohar mmceut ERArHy S BB iy béehBBleaR %ﬁ?‘?ﬁﬁ’d ¢ &) ofteckein s 1
to 5, V\/nerbth |Whermmﬂmm1@(l)ewockftb¢gnohps B’ mnd Hredaanh R4 is H
and each is CH2. 9. An acyl at ed |ndanyl am ne
accordi ng to %%u@%ﬁ%ﬁﬁBgsal M 1to5 .7 and 8, selected fromthe gr oup
consi sting of 4-Dbrono-2-chloro-N-indan-2-yl-benzam de and 2-

br ono- 4-chl oro- N i ndan- 2-yl - benzam de. 10. An acyl ated i ndanyl am ne

accor &j ng ARadMePind aﬁyq ml;ﬁé&&oildjﬁ to%ngwfﬂ%blh&& #5, 7 and 8, selected

di fl uoro-benzg[ 1, 3] di oxol.e-5-car bo % acLd | ndan-2-yl - behzam de. 11. An
acyl at ed .mﬁhﬂg@m«?@sﬁe&ﬂ&ﬁﬁg@w AijorgN-indancd-yl-herizamide and Znhi ch i s

~ 5-brono-  themplacsiord-M-andaaxacli-Ber2ainiliel ndan- 2-yl - benzami de. 8 August 2005
-123 12. An acyl ated indanyl am ne according to any of clains 1 to 11 in

~any of its stereoisoneric forms or a mxture thereof in any ratio or a
phar maceutical |y
10. An acylated indanyl amine according to any of the claims 1 to 8, which is 2,2-

difluoro-benzo[1,3]dioxole-5-carboxylic acid indan-2-yl-benzamide.

1

11. An acylated indanyl amine according to any of the claims 1 to 8, which is 5-bromo- -
thiophene-2-carboxylic acid indan-2-yi-benzamide.
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acceptabl e salt thereof for use as pharmaceutical. 13. The uséJ of an

acyl ated indanyl amine in any of its stereoisoneric forms or a mxture
thereof in any ratio or a pharmaceutically acceptable salt thereof
~according to the general formula (1) RE23-wherein R and R4 are

i ndependently from each other selected fromthe group consisting of: H
unsubstituted and at | east nonosubstituted O -C o-al kyl, C2-Cl10-al kenyl and
C2- G o- al HygnyAn edated bisdanylemine ofccondingh tarasy sefl elafmmsl If torhlt e agy aufpits

consi sting of Een 1- fg-al Yo - GO r t

'CONR7RB, and unset?l?d{nietH tgjt %mgn gt mlnggget ﬁ%ﬂ%&iﬁbéﬁytlﬁ?gd&pﬁ%%%my
het er oaryl , th@c"é’ﬂﬁgleisﬁliébﬁr%(’f(ff’ru%@ﬁ@ha@?«?@e‘g&abct ed fromthe group

consi sting of hal ogens, pseudohal ogens, C -C3- al kyl, Cr-C3-al koxy and CF3;
unsubstituted and at | east nonosubstituted phenyl and heteroaryl, the
substituents of which are selected fromthe group consisting of hal ogens,

pseudohal og&nsThuseGR anl deylatedGhd4zdA alkXiy ARG EEIterédisdmherfeRRnRor a nfFeR12,

CF3, . hal ogeng> hal.ogens NR 3R 4. OR 5; @) 6; S2NR'R $ , and
NO2; R2 and mnﬁlg?eg? ?ﬁjn ﬁe)%é?‘nt 2t Pf%?ﬁeggwyoﬁcﬁ@taégl%gﬁéﬁe?f ?ﬁﬁoflﬁﬁg g‘? o
consi sting op gaderahfrogdmd) pseudohal ogens; unsubstituted and at | east
nonosubstituted Cl1-C - al kyl the substituents of which are selected from
the group consisting of OH phenyl, and heteroaryl; OH d -C, o-al koxy;
phenoxy; S(0O- R19; CF3; CN NO2; (%h—(} o- al kyl)am no;

di (C, - C10- al kyl ) am no; (Cl-C6-al kyl )'? CONH-; substituted and at 8 August

2005 WO 02/ 064545 -124 | east, ponosufsti tBut e \E@ﬁyl - CONH- and
phenyl - 802- 0O, the substituents 0 @ f ;gre el ected fromthe group
@
210

consi sting of hal ogens, pseudohal Ng met hoxy;

(C, -C6-al kyl ) S02-0-; unsubsti tgi ard atA | east nonosubstituted (CLl-C6-.

al kyl ) CO, the substituents of whichigre selected fromthe group consisting

of F, di(C3-C3-alkyl)am no, pyrrol iRlinyl and piperidinyl; and phenyl - CO

- the phenyl part of which can be substituted le one or nore substituents
fromthe group consisting of

wherein
R! and R” are independently from each other selected from the group consisting of:
H; unsubstituted and at least monosubstituted Ci-Cyo-alkyl, C;-Cip-alkenyl and C,-
Clq—alkynyl, the substituents of which are selected from the group consisting of F,
OH, C;-Cs-alkoxy, (C;-Cs-alkyl)mercapto, CN, COOR®, CONR'R}, and
unsubstituted and at least monosubstituted phenyl and heteroaryl, the substituents of
which are selected from the group consisting of halogens, pseudohalogens, C;-Cs-
alkyl, C;-Cs-alkoxy and CF;; unsubstituted and at least monosubstituted phenyl and
heteroaryl, the substituents of which are selected from the group consisting of
halogens, pseudohalogens, C;-Cs-alkyl, C;-Cs-alkoxy and CFs; R°CO; CONRmR”;
COORY; CF;; halogens; pseudohalogens; NRR™; OR': S(O)sR'%; SO,NR!'RS:
and NO;y;

R? and R? are independently from each other selected from the group consisting of:
H; halogens; pseudohalogens; unsubstituted and at Jeast monosubstituted C;-Cjq-
- alkyl the substituents of which are selected from the group consisting of OH, phenyl,
and heteroaryl; OH; C,;-Cjp-alkoxy; phenoxy; S(O)leg; CF3;. CN; NOy; (Ci-Cyo-
alkyl)amino; di{C;-Cjg-alkyl)amino; (Ci-Ce-alkyl)-CONH-; unsubstituted and at
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G - C3-al kyl, hal ogens and net hoxy; 10 A is. sel ected from the gr oup

consi sworg/eefs4£H2. CHOH and CH (Ci-C3-alkyl); B is selected fromthe group |
consi'sting of CH2 and CH (C -C3-alkyl); R$ is a group Ar or a group Hetar
both of which can be unsubstituted gfgcarry one or nore substituents

-sel ected fromthe group consi sting of: hal ogens; pseudohal ogens; 15 NH2;
unsubstituted and | east nmonosubstituted Cz-C, o-al kyl, C2-Clo-alkenyl,

- G o- a|l¢@shyiono@bsﬁmmdqiﬂeﬂydyCONE'a§H%§ﬁ )Skoza@n'tﬂé)su@ﬂ t é’ ‘?'hl ih
e om t he

di (G -Cr b fWh R
glroup co(rjlgl?ésigiwnség‘ﬂ@n %@—{ gr&%lsl Stl %@ al%ﬁe)lalf"gi?%%re SSE%S:aﬂHBI )ﬂﬂercapto

er;|2 I( c : wﬂaﬂww(s?aﬁsmﬁcyl)&ﬁh-% waubSstted knyd hﬁMng@uMﬁ L)
en 0 ed C1 20 a CF3
NCp: H E‘&@‘n@ y‘*’ﬁgﬁ‘?y““a?%r °§%&f% B A kbl 8 e Gonsiing of F
ph@nlylka?: )n ety ig ﬁwﬁw&d yi gl Dlmhdlply) zﬁiﬂi‘ﬂlﬂenyl(@); th@ phenyl part
- Jo-a
Jheterozlz:oloj _g’)\lalétp8 tseroar I‘-) 85@%‘%‘@%1“?‘%@% dlpeﬁc f%"“%ﬁ)
phenyl a‘?“’g? OCH2O-; -OCFZO-; - OCH2CH2O-; CHZCHZO :
COOR2™; CONR~R~; CNH( NH2) 25 SOZNR24R25 R26SOZNH— ‘

R27802N d t t - t ted
al i phatl((C:)A %ﬂ%&%‘é‘grﬂ‘ oPﬁa 15 Zﬁghﬁfﬁ}%w@é&%ﬁaﬁ&iﬁg lir? oe3

h#t er oat ons-sel ected from the group conS| sting of N O and S. which

heterocycmeﬁs&&&d@oﬁﬁﬁsé:h%&ﬁ&sﬁﬁgf@oa g‘ﬁﬁ.@“ Y sel ected f“gB

- the group consisting of ogens koxy OH, oxo an
CF3, and wherein -30 said heterocycles can optlonal I y be condensed to the

. sai d gr oWy ida @bup AL o uP UG- all
heteroaryl ggr ]5 a co ta| nblort%,f eteroaryl lm%ﬁg#]odgcmqr?
_ phenyl = ‘?’&SH %“‘ﬁ’ﬁ)f%‘éc Hhe gEOUpRAnsistng 9 : hadagens; psmdohelogams;l
sisbst it uéﬁﬁﬁ wisubdtinged andl ag ll&upmoﬁés&%tlﬁxﬂﬁ eacyY, 2"{?&%{14@8 H .
o p con3| sting

' bstit t el ect
of f\a: o;téﬁg"‘ﬁ%“’gp S%hgrrr%%w @%&&H@ a%ms‘ésvlaﬂdodl(co :egﬂcal)mqn thad " 3;
$ August s@ mmwm&ekﬁféﬂﬂaﬁ]ﬂ&@ahyﬁﬁdxﬁﬁuﬁg@ﬁtbﬁ O TYPalE@RS| Sting

a gfel e?t e(?an%ﬂ X K% gr ou cons %t r@qg?t@"ée T oran angl(%Ub (ituents
~di (CL-Cg i) disd1 pleeyl; heteroaryl; aryl- or hetcroaryl—substltuted Ci- '
20 . Cealkyl; ch, NO;, OH; phenoxy; benzyloxy; (C;-Cio-alkyl)COO; S(0).R?; SH:;
: phenylamino; benzylamine; (Ci-Cro-alkyl)-CONH-; (C;-Cq- alkyl)—CON(C.-C:;—
- alkyl)-; phenyl-CONH-; phenyl-=CON(C)-C-alkyl)-; heteroaryl-CONH-; heteroaryl- . '
| CON(C;-C‘;-alkyl)-' (Ci-Cio-alkyl)-CO; phenyl-CO; heteroaryl-CO; CF3-CO; - -
. -OCHz0-; -OCF;0-; -OCH;CH,0-; -CH,CH,0-; COOR?'; CONR®R®; CNH(NH); 2
25 SONR¥R?; R¥SO,NH-: R”sozN(cl-cs-aJkyly and saturated and at least
S monounsaturated allphatlc mononuclear 5- to 7-membered heterocycles conta.lmng 1
to 3 heteroatoms selected from the group consisting of N, O and S, which -
| heterocycles can'be substituted by one or more substituents selected from the group
_ ‘ consxstmg of halogcns Ci-Cy-alkyl, Cl-C3-alk0xy, OH, oxo and CF;, and wherein
o0 said heterocycles can optxonally be condensed to the said group Ar or the said group | |
© . Hetar; and wherein all aryl, heteroaryl, phenyl, aryl-containing, hetcroaryl—contalmng,
and phenyl-containing groups, which are optionally present in the said substituents of _
the said group Ar or the said group Hetar, can be substituted by one or more .

IR “substituents selected from the group consisting of halogens pseudohalogens C.-C;-'
. A alkyl OH, Cng-alkoxy, and CF3;
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al kyl) and heteroaryl-(G -C4-alkyl), which can be substituted by one or

nore 5 subatndisgnts. selected fromthe group ‘consi sti ng -of hal ogens, _
C - C4-ai koxy, and di (G - C6-al kyl)am no; R7 is selected fromthe group
consisting of H C --C 0-al kyl which can be substituted by one or nore
substituents selected from 10 the gr@?p‘ consi sting of F, G -CS-al koxy,.
di (Cl-C8-al kyl )am na and phenyl; phenyl; indanyl; and heteroaryl; and

~wherein each,& nt i oned. tic. groups can be unsubstituted
or carry onreko; r!rgcﬁ %gﬁr%[ﬁ%f%mf%ﬁ\ fhe group consisting of hal ogens,
pseudohal ogdfisCi-Cio-aligd.awhigh carChe ibstikited by anel oOfdre sibstit@eits stlected from
- C1- C10- al kyl S r. I o I calky!
“whi ch can beth%?% s%(?]tgttﬁg%%qﬁ gn‘ﬁt Qﬂ( C(ﬂ@ s“u%g“q a?Ifue'n’t isl% the
group consi $dkyhy eFBIO*Fﬁi(-Qizﬁa—Mxyf clxjuc@:ubccelmmd) Siri ome Ct!nmore
unsulgsti t ut %dbs%ﬁ%n&tseie@ﬁatﬁ‘oﬁpﬂieﬁr&? f S Riend 8- @Palﬂ@}b?%ﬂardi(/gbl- Cg he
cte - C3-

substi tuent ;“ ich. are sele rom the group consi sting of
al kyl , Cl1- C3%62 %al ogens, pseudohal ogens, and CF3; Rl i ndependent |y
has t he sane neani ng as R7; RH independently has the same neani ng as RS,

.R12 i ndepenggn the sane nean|. s R6; R13 is selected fromthe.
group. . congﬁaéﬁ%e @}qm%egauy&nas fFlunsubst Ituted and = 30 substituted

' pheny’l benﬂlcr-%eﬁﬂwbmhidh cag de. submtateﬂy:ly) oreQ@r rptbrersybstlﬁ@ntsam-ﬂledﬁe}i fomar yl

| haI oggﬁsSUbgisele%Hg‘ﬂE?m g’@,lfg”' C&&-@E&ﬁ?tﬁt &%’O%%?m?& %p&@_@ﬁl EB%EI’EI n
\)one or * nor elngan M@Uh?@ub%h@@ﬂ}ﬁ mentigged RromaticcBIpUPREAt | y has
~ the same neaaluﬂg:baﬁmad%r ceﬁr;AuaeJ%& ﬁ&@%&ﬁ&ﬁ@&t@%‘éﬁ%& )p%sis‘ﬁné%feﬁ ed

fromthe gr consr S | koxy - al kyl ;
and substrt “arﬁfc'ﬂf‘i?i@%g?‘rszﬁrga'ﬂﬁ@mr (ig heteroaryl the .
" substituents of which - are selected fromthe group consi sti-ng of- hal ogens,
- pse ohal oggm l Cr C3- al koxy, and CF3, and wherein one or nore
| *‘fh SoBIT L CrE™ ~

ese substr be present
R’ is sel_ected from the group consisting of: C[-Cig-alkyl which can be unsubstituted
" OT carry one or more substituents from the group consisting of: F, (C;-Cq)-alkoxy,
. di(C-Cy-alkyl)amino; and unsubstituted and at least monosubstituted phenyl and
20 ~ heteroaryl, the substituents of which are selected from the group consnsnng of Cl-C3~
alkyl, C;-Cs-alkoxy, halogens pseudohalogcns and CFs;

b C R independently has the same meaning as R
25 _ R iu-depen'dently- has the same meaning as R%; ]
RY independently has the same meaning as R6§ '
. R" is selected from the. grbup:-censisting- of: H; Cy-Ce-alkyl; unsubstituted and
. 30 - substituted phenyl, benzyl, heteroaryl, (Cy-Ce-alkyl)-CO, phenyl-CO, and heteroaryl-.
© CO, the substituents of ‘which are selected from the group consisting of halogens,
pseudohalogens Cy-Cs-alkyl, C;-Cs-alkoxy, and CF3, and wherein one or more of

" these subsfituents can be present

35 ‘ RM independéntly has the sameneaning as R.B;




~and heteroaryl t he substituerits of

35

) g o ) ) ) 8 August 2005

R16 is selected fromthe group consisting of CrC o-al kyl which can be
subst Wageekids one or nore substituents.selected fromthe group consisting
of F, OH G -Cs-al koxy, aryloxy, (Cr-Cg-alkyl)nercapto, (C -Cs-al kyl)am no
and di (Gi.-Cg-al kyl )axnino; CF3i 10 eiaahsubstituted and unsubstituted phenyl

ich are selected fromthe group

consi sting of haI ogens pseudohal ogens, Ci-C3-al kyl, C1-C3-' ' al koxy and

Fﬁgepeﬁggntly has t he Sa%@uf&n& Seﬂgtﬁ)l% %“ﬁ?ﬂd@é@ﬁﬂ%{g@eﬁg@gt he sarre
- _meani ng asaliih pad W‘?&%‘p@ddéﬁdlh}lmhmtmthé benmyl, mpheniyh gamb h2ferdiQl, the
'|ndependen§dbmﬁ@ﬁtst I&P ﬁrﬁﬁﬁ HRARLIBG e Sty 5& ?%o{égd&ﬂﬁggem%é’gﬁs the ‘same

Jreani.ng as d‘?ﬁi’i Fé 21?@ endentl
i ndependenﬁeﬁ? o8 QiSng aﬂdF@i’b ﬁndieqummi&wnb)orhnmetdfe sanme
- meamni ng asthBSe substitheris catiRnaesa ﬁtly has the same neani ng as R&; :

R25" |ndependently has the same neaning as R27 independently has 'the sanme

. neani ng as Rlb; 35 8 August 2005 - 127 heteroaryl is a 5 to 10-nenbered,
-aromatic, Rmrlﬂ)selmtedofr@;acthe grohptanjg bl oD}l MhiclPRR He'subRitfel 8 € 0at os

ol ect o s i MRS S Hhob o ol S b, DL G ??@’I’zng or

nore het e@éﬂ?&s(cséiae@héhﬂﬁm,t(ﬁecgmﬂ)mm iand di(G;-@s-dikylyandneg CIS; aryl is
| ht h- 1-yl
Phony! . R bibdtinited 8id 3ARIAET Yhony! thd Rerdh Ol Pnd ks SuBAE B b RAREt - 11

or naphth cture o

etimil at i 5%‘%@ finn ﬁf@mmﬁs@g oﬂ@mmuﬁc&nﬂm@s fhiGealleyl, oG- ()

alkoxy and CFs, and wherein one or more of these substitutents can be present;

rRY independently has the same meamng asR’;

- 15
' “R¥ ind_ependently has thf_: same- mean_ing as Rs;
R* mdépéndeﬁﬂy has ‘th-e samemeéﬁing .as R-IAG; :
| 29' - R® independenﬂy has the sz;lme meanmg asR'S;
_ R indép;andenﬂy has the same ﬁle;xﬁng as RS, ;
Rzz' independently has the same mea;liﬁg as R’ o N . 'l - , 'i)
R® mdcpechnﬂy has'the same meamng asR%; |
R.24 indepgﬁdcnﬂy has the same meaning asR’;
.' 36_ . R¥ ihdepeud‘e;nﬂy has the sa;rle meamng as Rs-;'

, Rzﬁ‘i_ndependenﬂy has the same mea:ﬁng asR! 6,

| - R indepeﬁdenﬂy has the same meaning as RS,
35 o o




. . . 8 August 2005
14. The use according to claim13, wherein in the fornula (1) 20 RL is
sel ected fromthe group consisting of H G -C4-al kyl; Cl-C4-al koxy; CF3;
hal ogens; pseudohal ogens; (Cl-C4-alkyl)-S(O m; and unsubstituted and at
| east nonosubstituted phenyl and het er];ﬁryl, the substituents of which are
sel ected from the group consisting of” Hdl'ogens, pseudohal ogens,
C -C3-al kyl, C-C3-alkoxy and CF3, and where heteroaryl is selected from

the group consisting.of .5-.and 25 nmenbered heterocygl es containing one or
nore het er oat ﬁﬁgrqa}'ﬂilﬁ?ﬁgo é&Bl?Bl%eEeg‘ngﬁ%{a\t‘ﬁvgmB‘FO'Iﬁrb Yl Betesocygle coaIping, e

‘i ndependent | y ofi¢ ormezdhetarddiens setwtat fomfthogioup eogsiaing oD &id g of : H,

hal ogens; pseudohal ogens; and C -C3-al kyl; 30 R4 independently has the sane
meaning as Ais selected fromthe group consisting of CHZ and CHOH, 8
August 2005 Wheogresdb4s is1p§ B 10smembercte drofmaticy fiepog oo bEyclhn dibstdcydeof

CH2 angl CH CHeontdRinkSon® odmRHP hélerddfords #6h oS
unsubstituted_or cargry one or m)re0 su%g#?%auent ?ﬁ%g&t@@tcggﬂ%(%nﬁrﬁzﬁéggup
consi sting of Shal ogens; CN, NH2; unsubstituted and at | east

nonosubstituted O -C8-al kyl, C2-Cs-al kenyl, C2-C8- al kynyl, ( -C8-al koxy,
(G -CB-al kyl ) am no aqd. H (E - C8-a fﬁé'i am no, the substituents of which
are sel ect ed $VomPPRRY. ot® B" Sh¥inephiit-¥F F, C -6 al koicy, phenoxy,
(CJ-C6-al kyl ) mercapto, NH2, (C, -C6-al kyl)am no, and di (C, -C6- al kyl)am no;
C3- Csyal kandiyl, ; Vb, ; I | ;: ph -~ Of heteroaryl -substituted 10
S kgl t&%’f"?‘@? ‘%R}é%‘ x%aﬁ’%‘éﬁlﬁﬁ%@l?%&ﬁce- al kyl ) COO

S(OMC, -C6)-al kyl; S(0)m phenyl; S(O mheteroary[; SH, phenyl anii no;
benzyl am no; ¢6 Gorlkyl)- CONH-; (C, -C6-al kyl)-CON(C, - C4-al kyl);

phenyl - CONH-; phenyl - CON(C, - C4- al kyl )-; heteroaryl - CONH-;

het er oaryl - CON( C1- C4-al kyl )-; (G -C6-al kyl)-CO  phenyl -CO heteroaryl - CG

CF3-CO - OCH . - OCF20- . - 2CH20O 15 2CH2O OQ(Ci - C6-al kyl); -CONHZ;
- CONH( C1.- C6- iﬁ%") ?na%’g%’&? gg; @@51‘%‘?‘1&% %ﬁ the WJI(I%% of _ §@z§1pm¥ss%on of

- SO2NIS( O - Co-enddthslial NO-S@iididephenyl ); - SO2N(di (C, - C6-al kyl ) );
(CL-C6-al kyl ) SO2NH-; (C, -C6-al kyl ) S2N(CL - C6-al kyl)-; phenyl - SOZNH ;
phenyl - SO2N( C, - C6- al kyl ) -; heteroaryl - SO2NH-; het eroaryl

14.  The use according to claim 13, wherein in the formula (T)

20 R is selected from the group consisting of: H; C;-Cy-alkyl; C;-Cy-alkoxy; CFi;
halogens; pseudohalogens; (C1-Cs-alky)-S(O)p-; and unsubstituted and at least
monosubstituted phenyl and heteroaryl, the substituents of which are selected from
the group consisting of halogens, pseudohalogens, C;-Cs-alkyl, Ci-Cs-alkoxy and
CFs, and where heteroaryl is selected from the group consisting of 5- and 6-

25 membered heterocycles containing one or more heteroatoms from the group
consisting of N, O, and S;

R? and R® are independently from each other selected from the group consisting of:
H; halogens; pseudohalogens; and C,-Cs-alkyl;
30

- R* independently has the same meaning as R’;

A is selected from the group consisting of CH, and CHOH;
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S2N( Ci - C6-al kyl)-; and saturated and at |east nonounsat ur at ed al i phatic,

20 nmong 9”&0@%4 5- to 7- menbered heterocycles containing | to .3 heteroatons
sel ect e fromthe group consisting of N, Oand S, which heterocycles can
be substituted by one or nore substituents selected fromthe group

consi sting of hal ogens, C,-C3-alkyl-128c -C3 al koxy, OH, oxo and .CF3: and
" .wherein_said.-heterocycl es can optlonally be condensed to the said group.

At or the and er heteroaryl, .25. . phenyl,
heteroaryl - con?lgc?t%#ﬁﬁHﬁh%gWBﬁ??ggﬁlﬁt% dg(FIé §Hs which are optional ly
present in the said substituents of the said group Ar or the said group
Hetar, can_be substituted by one or nore substituents selected fromthe -

group consRs{s tgrogp NMIa(gjemﬁeqasbwdfwmgﬁm,b@nsﬁﬁst&htk&br one or
C --C3-al |ﬁﬁi@su@dﬁ@1e@$sclé&e@%%£¥émgﬁ Snsishfy | ok TRIBESIonangiml ¢

-nmono- or bi E‘I;IC het e({ocycle cont al

pd

fromthe g tI\FHOGO%AbélltSte@S:ﬁ(le@Vb u2-Ogtakkenyls Gz-ﬁig-t o)
. '10- menber e omayd ,a][(m@o - et & C g @gne or
poi g Gs (01-Cp flahiind) dé O(;s %Q}%hgng’ ugust

. ‘het | df h t
.rzrgg)g -el%&%ﬁ% 'ﬁ?%ﬂq’%ﬂehu gfﬂ] %ﬂe %;Pgulo &%ﬁﬁ'ye}néngmpﬁtm G-G4- alkom’,sOorZ 5

. 151 The usisnox;r;or(d],f@ albqu;rhajcﬁptd,3 NHZ;M (ka(gtﬂﬁl)dﬁnbheaﬁ@r rmgnd(gﬁ% I lehalsS

I T, hal
. the sgrrgg gnl n h%- andu en)ilﬁﬁfgfqa? E?RM'BF &%ﬂ tatedphot h of
which can %eC:u Qﬁ:l@ﬂéahmxmbanyylomg (ﬁ’z-CgFE[kﬁ)@O@ moma;sﬁ)sﬁn(fgt ed from

monosubst A g"gs@f’) O3 SFT g i BB Ll (B R PV

alkoxy,
(Cl-c4-al

%ﬁw@i’ -CON(CuCatallgi)yarphenyl-CONHs u pbenyi -CEON(E, a34- Whi ch

: ~are sel ectaﬂc}l}f-rohe r@@nﬂcon%ﬁdagg (%Nf? _@4_35(3, kK YCF%
C3- al kyl 1 d h h | -
or ahe%/eag)g ngb ‘?ﬂ%‘ggc& ég)' 3y ean |y qlg-,m%ﬂ ﬂ'lzﬂg D ik
S(lﬁ)) rr( Ci1- Cd-)zcmﬂ)ey COO(Ci-Ce-alkyl); —CONHZ, -CONH(CI-Cs-alkyl) -CON(dl(CI-Cﬁ-

alky)); CNH(NHz); -SO,NHy; -SO;NH(C-Ce-alkyl); -SO,NH(phenyl); -
SOzN(dl(C_l-Cﬁ-aJkyl)), (Ci-Ce-alky)SO;NH-; * (Ci-Ce-atkyl)SO;N(C,-Cs-alkyl)-;
- phenyl-SO;NH-; phcnylvsozN(CrCG-alkyl)- hetéroaryl-SO;.,NH— heteroaryl-
_ SO;N(C1~C6«alkyl)-, and saturated and at least monounsaturated aliphatic,
20 mononuclear 5- to 7-membered hetgrocycles containing 1 to 3 heteroatoms selected
" from the group consisting of N, O and S, which. heterocycles can be substituted by ~ , -
~ one or more substituents selected from the group consmtmg of halogens, C\-Cs-alkyl, =~
-C1-Cs-alkoxy, OH ox0 and CF;, and wherem said. -heterocycles can optionally-be - ,{")
S condensed to the said group Ar or the said group Hetar; and wherein all heteroaryl, o
25 . phenyl heteroaryl-containing and pheuyl-oontalmng groups, whlch are optlonally
e present in the said subsutuents of the said group Ar or the said group Hetar, can be
subsututed by one -or more substituents selected from the group oonmstmg of
' halogens, pseudohalogens, C,-C;-alkyl OH, C,~C3-alkoxy, and CF3;

- 30 . heteroarylisa 5 to IO—membered aromatic, mono- or: blcychc heterocycle contammg .
- One or more hetcroatoms selectcd from the group conswhng ofN, O and S;

the group-H_etar is a 5 to 10-membered, aromatic, mono- or biéyclic heterocycle .
- containing one or more heteroatoms selected from the group consisting of N, O and '
35 S; ‘ . | _ .




' 8 Au
(Cl-C4-al kyl )-CONH-; (Cl-C4-al kyl)-CON(CL-C4-al kyl)-; (4A-C4- Si‘ityzio)()-scq
phenyl -- CO heteroaryl -CO CF3-CO -0OCH20O-; -OCF20-; -OCH2CH2O-; - CH2CH2O;
COQ( C1- C6-al kyl); -CONH2; -CONH(Cl-C4-al kyl); -CON(di(Cl-C4-alkyl)); 25
CNH(NH2) ; - SO2NH2; - SO2NH( C1- C4- al kyl ) ;. - SO2NH( phenyl); -SO2N(di (Cl- C4-
al kyl)); (Cl-C4-alkyl)S®@2NH; (Cl-C4-al WI‘) SA2N(C - C4-al kyl)-; and
saturated and at |east nonounsaturated aliphatic, nononuclear 5- to
7- menber ed heterocycles _containin to 3 heteroatons selected fromthe
group consi stiWB%PQFIS@}’&HﬂaB?P?‘ﬂ\"ﬁgl‘yiﬁr??&h@’%'é@cl es can be substituted by
one or nore substituents selected fromthe 30 group consisting of hal ogens,
C -C3-al kyl, Ci- @-?ﬁkoxy, OH, oxo and CF3, and wherein said heterocycles
can optional | §7”3e ¥dshdensed to the said phenyl or the said group Hetar;
and wherein all heteroaryl, phenyl, heteroaryl-containing and phenyl -

cont ai pi ngggr %Pﬁse Mh@“&:ﬁ[’?a@ﬂtﬂ3°&ﬁ%'%&5mﬁ efoﬂn%l'&?l)sai d substituents of

the said “phenyl “or t group tar, can be substl’tuted by one or nore
substituents 35 selected fromthe group consisting of hal ogens,

pseudohal ogeng! is@l;l@of%hl&/brcg‘élkylﬁl' C3- al koxy, and CF3; 8 August 2005 130
heteroaryl is a 5 to 10-nenbered,” aromatic, nono- or bicyclic heterocycle
containing one, two or three heteroatons selected fromthe group

consi sting of RNandRamd efch Mpe group Hetar is a 5 to 10-nenbered, aromatic,

nono- , or bicyclic heterocycle containing one, two or three hetero atons

sel ect®d from ¢ he group consisting of N;j, O and S; msOor2. 10 16. The use

accor di ng to Bhindependemtlyrims 18 tamehBeampeasd'n in the formula (1) R is H,

hal ogen or Cl-C4-alkyl; 15 R2 and R3 are each H, R4 independently has the

same neaning as R; A and B are each CH2; 20 R5 is phenyl or a group Hetar
both of whi chAdekHe unsubstituted or car ry one or nore substituents

sel ected fromthe group consisting of: F d; Br; Cl-C3-alkyl; Cl-

Co-2l Koyt 220 09 Sactis bt DhATRER R b S hador BP0 Y}
more substituents selected from the group consisting of: halogens; CN; NHa;
unsubstituted and at least monosubstituted C;-Cg-alkyl, C,-Cg-alkenyl, C,-Cs-
alkynyl, C;-Cs-alkoxy, (Ci-Cs-alkyl)amino, and di{(C;-C4-alkyl)amino, the
substituents of which are selected from the group consisting of F, C;-Cs-alkoxy, (C;-

20 Cs-alkyl)mercapto, and NH;; Cs;-Cs-alkandiyl; phenyl; hetercaryl; phenyl- or
heteroaryl-substituted C;-C;-alkyl; CF3; OH; (C;-Cy-alkyl)COQO; S(O)n(C1-Cy)-alkyl;
{C1-C4-alkyl)-CONH-; (C;-Cy-alkyl)-CON(C;-Cy-alkyl)-; (Ci~Cy-alkyl)-CO; phenyl-

CO; heteroaryl-CO; CF5-CO; -OCH;O-; -OCF,0-; -OCH,CH;0-; -CH;CH,0-;
COO(C;-Ce-alkyl); -CONHz; -CONH(C;-Csalkyl); -CON(di(C;-Cy-alkyl));

25 CNH(NH); -SO;NH,; -SO,NH(C;-Cs-alkyl); -SO,NH(phenyl); -SO,N(di{(C;-C4-
alkyl)); (C;-Cs-alkyl)SQ,NH-; (C;-Cy-alkyl)SO,N(C;-Cs-alkyl)-; and saturated and

at least monounsaturated aliphatic, mononuclear 5- to 7-membered heterocycles

containing 1 to 3 heteroatoms selected from the group consisting of N, O and 8,

which heterocycles can be substituted by one or more substituents selected from the

30 group consisting of halogens, C;-Cs-alkyl, C;-Cs-alkoxy, OH, oxo and CF;, and
wherein said heterocycles can optionally be condensed to the said phenyl or the said

group Hetar; and wherein all heteroaryl, phenyl, heteroaryl-containing and phenyl-

~ containing groups, which are optionally present in the said substituents of the said

phenyl or the said group Hetar, can be substituted by one or more substituents

35 selected from the group consisting of halogens, pseudohalogens, C;-Cs-alkyl, OH,

C;-Cg.-alkoxy, and CF 3,
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het er.oaryl ; benzyl; heteroaryl - nethyl OH;, Cl1_C3-al koxy; phenoxy; 25
trifluoronethoxy; 2,2,2-trifluoroet hoxy; (C1- 4-al kyl) COO,
(C1l-C3-al kyl ) mercapto; phenyl mercapto; (Cl-C3-al kyl)sul fonyl;
phenyl sul fonyl ; NH2; (Cl-C4-al kyl)am no,,,. di (Cl-C4-al kyl)am no;
(Cl- C3-al kyl ) - OONH-:  (Cl- C3-al kyl ) - ScoNH%™ (O - 3-al kyl )- CO phenyl -CO
-OCH2O-; - OCFZO-; -CH2CHzZO; COQ(Cl- C4-al kyI); - CONH2; - CONH( CE- C4- al kyl ) ;
-CON(di (G -C4-al kyl)); CN, -SO2NH2; -SO2NH(C -C4-al kyl); 30
SA2N(di (G -C4-al kyl)); pyrrolidinyl; piperidinyl; norpholinyl; and
‘t hi onor phol i nhtteroavfles 26 o ii@-hndndieead;)amyﬂalicphemlox bivgtiic beterptydoodmgdiningg and
phenyl - cont ai Ri r r &.d
Substi tuent o or g oE RS herdidublhe LB R RRNAL ool sSiiRing TN, UpIF:
substituted by one or nore substltuents selected fromthe group consi sting
of hal ogens, e%@ HAERSa SQIO @nﬁ{ﬂbﬁ}ed Qdmatic; Fand! 6P 6loychO Betefds §¢le35 8
August 2005 - eteroary sel ected fromthe rou consi stin
fury!, pyrrol §qntapiEang t q%%ﬁgﬂ@f@ﬂ@%ﬁﬂ?ﬁ%ﬁw %ﬁ@y@wymwtm&&w

pyr azol yl, i mude$ol yl, pyridazinyl, pyrazinyl, pyridyl, pyrimdinyl,

' benzoinidazolyl, benzthiazolyl, benzoxazolyl, quinolinyl, isoquinolinyl,
qui noxal i nyl, ' quinazolyl, indolyl, benzofuranyl, benzodioxolyl, 5
benzot hi ophenylis 0and. i ndazol yl ; the group Hetar is selected fromthe group
consisting of furyl, pyrrolyl, thienyl, thiazolyl, isothiazolyl, oxazolyl,

i soxabl yl , pyrazolyl, imdazolyl, pyridazinyl, pyrazinyl, pyridyl,
pyrimdin ben20|n1dazolyl benzthlazolyl benzoxazolyl 10 qU|noI|nyI

i soqui nol fﬁnyl Thegisic nescatling yo m)qelﬁ'cﬁmllﬁlm lﬁrmmrylmmﬂmrfzuﬁuiﬂ@yl
benzodi oxol yl, benzot hi ophenyl, and indazolyl. 17. The use according to any
of clainms 13 to 16, wherein in the formula (1) 15 R is H, hal ogen or

Cl- C4- al kyl ; s Hrbalogen euCuteraliybh H A and B are each CHZ; 20 R5 is

sel ected fron1the group consi sting of 4-fluorophenyl, 4-chlorophenyl, 4-
bronn henyl & -3C3- al y) -phenyl, 4-trifluoronethoxyphenyl, 2-brono-4-
f1uor’ phenyl f&§h$6¥%e%; uor ophenyl , 3, 4-di net hyl phenyl ,

' 2,4--d|nethylphenyl, 4- chl or o- 2- net hyl phenyl , 2-hydr oxy- 4-net hyl phenyl ,

2-hydroxy 4- %ﬂﬂ&b@ﬂ@éﬂl&ﬂhagthe same meaning as R';

A and B are each CHy;

20
R’ is phenyl or a group Hetar both of which can be unsubstituted or carry one or
more substituents selected from the group consisting of: F; Cl; Br; C;-Cs-alkyl; C;-
Cs-alkoxymethyl; 2-amino-3,3,3-trifluoro-propyl-; CFi; Cs-Cs-alkandiyl; phenyl;
heteroaryl;  benzyl;  heteroaryl-methyl;, OH; C;-Cs-alkoxy; phenoxy;

25 trifluoromethoxy; 2,2,2—t1iﬂuorqethoxy; (C1-Cy4alky)COOQ; (C,-Cs-alkyl)mercapto;
phenylmercapto; (C;-Cs-alkyl)sulfonyl; phenylsulfonyl; NHy; (C;-Cs-alkyl)amino;
di(C;-Cy-alkyl)amino; (C;-Cs-alkyl)-CONH-; (C,-Cs-alkyl)-SO,NH-; (C,-Cs-alkyl)-
CO; phenyl-CO; -OCH;0-; -OCF,0-; -CH;CH,0-; COO(C;-Cs-alkyl); -CONH;;
-CONH(C,;-Cy-alkyl); -CON(di{C;-C4-alkyl}); CN; -SO,NH,; -SO,NH(C-Cs-alkyl);

30 . -SO;N(di(C;-Cy-alkyl)); pyrrolidinyl; piperidinyl; morpholinyl; and thiomorpholinyl;
wherein all heteroaryl, phenyl, heteroaryl-containing and phenyl-containing groups,

- which are optionally present in the said substituents of the said phenyl or the said

group Hetar, can be substituted by one or more substituents selected from the group
consisting of halogens, pseudohalogens, C,-Cs-alky!, OH, C;-C;s-alkoxy, and CF3;

35




' 8 August 2005
25 met hoxy- 4- net hyl phenyl , 4-phenoxyphenyl, 3-fluoro-4-nethyl phenyi,

benzo[ .1 , 3] di oxol -5-yl, 2,2-difluoro-benzojl ,3]dioxol-5-yl,

2, 3-di hydr obenzof xran-5- yl, 1-(4-chloro- phenyl) 5- trifluoronethyl

H pyrazol e-4-yl, 1-(4fluoro-phenyl)-3,5- dinethyl-1H pyrazol e-4-yl,

1H benzotriazol e-5-yl, 1Hindol e-4-yl - 134 ndol e- 6yl ,

| -i sopropyl - 2- trifluoronethyl-lFLben20|n1dazoIe 5-yi, 1 -nethyl-3-o0xo-
1,2,3,4 30 tetrahydro- qU|noxaI|ne 6-yl, 1 -phenyl-5 trlfluoronethyl

H pyr azol e- 4- Weroars(lzs s Jhe aronpsopsistme ofp Byl ek dhigny. Wazolyl

2- (4- cyano- pheli 10xEﬁ1T°'1§Bﬁ§§l91 epﬁayélyl Zmﬁdﬁonsat @?;rhd%?zndl i

2 e YA Sl ook, bl ol aaon,

2, 5- di met hyl - dsogyinbiiny; 4qt3ﬁ|1cfmllhyll iingaolylo| Brddiy| beBzdfudingEt bytzodidx3h,
pyrazol e- 3-y! di,chl.oro; pyrid-3-yl, 2,6-di nethoxy pyrid-3-yl,

2. 6- di Tret hyl E%Bgﬁ hegylond fdadolyl 3 5 Ui

2-am no-4, 6-di net hyl-pyrid-3-yl, 2--am no=6-chloro-pyrid-3-yl, 2-am no-
pyrid-3-yl, 2- chloro 6- met hyl - pyrid-3-yl, 2-chloro_pyrid-4-y1,

2-cycl | g

2. ot hy am (6 BORR IR R PEESE Ral e coup copiains of, ik, g, e
2- et hyl - 5- netthyqzobzl,llwhlmle xagglyl, 215h¥@01351y-136¢4@%y imisiagelyl, 3pymidazimyk
net hyl -1 H-beng O)%ilh PifiyD- WyrinAdilHt, Npér-dlhiaena e ”béiﬁﬁﬁiz%i)ﬁ Wlkenzoxazolyl,

2- met hyl - pyri et hyl -6-t7] fl uor omet hyl Zpyri
2- met Hy1 - t hi a%%’%‘“é’ Lyl lsogu%ﬁrmw qum@xalWYipy arazelsl. y|m§01¥1 benzofuranyl,

2- mor phol i n- 4benkzediyxlpl, BemttBoptenyl? aly indetdldi n- 1-yl - pyri di n-4-yl ,
3,5-dinethyl-1 H pyrazol e-4-yl, 3-am no-5, 6-di net hyl - pyrazi ne- 2-y| :
3-am no-5- nethyl -pyrazine-2-yl, 3-am no- pyrazi ne-2-yl,

3-di rrethy m hen th Iamn en

31{- benzoﬂ?n d@%oligegg&q% ne 1 eéﬁfz%l M ggggqg ?Fm %%woi%nm}{la ()

nmet hanesul f onyl am no- 2 met hyl - phenyl, 3-net hanesul f onyl am no- phenyl ,
3-methyl - is z |in-4- yl - phenyl, 3-piperidin-1-yl-phenyl,
- 3- pyri}ol i di n%ﬁéﬁ’iaﬂjﬁ&oﬁé ?%@g 2-trifluoro-ethoxy)-phenyl,

4, 6-di net hyl -pyrid-3-y1l, 4-am no-2- ethylsulfanyl-pyrimdine-5-yl,

4- am no- 2- netgy R? pvd Rbbidagn B; yl, 4-chloro-3 15

met hanesul f onyl am no- phenyl, 4- chl or o- 3- sul fanmoyl - phenyl, 4-net hyl - 3-
nmet hyl am no- phenyl, 4-net hyI -thi azol e-5-y1, pyridine-2-yl,

5,6,7,8-tet raﬂnwﬁB-arﬂetich(ﬂHzme- 3-yl, 5-am no-I-phenyl-1 H pyrazol e-4-yl,
S-metpanesul fonyl - 2-met hyl - phenyl, 5-nethyl-1 phenyl - 1Hpyrazol e-4-y1,
5- et yI-isopgzoIe 3-yl, 5-nmethyl- pyrid-3-yl, 5-nethyl-pyrazine-2-yl,
6- chl or o- pyr iRd- 8- salectasl @y’anﬂpy grogp 3cayisistifg A4 di-ﬁmrhpﬂmm ribcipipraphiesydy e

6- et hynyl - py i dncnehyl, 6-41RE ROXMRBL Whe) | d-Fttibronfithoxyphenyl, 2-bromo-4-
fluorophenyl, 2-chloro-4-fluorophenyl, 3,4-dimethylphenyl, 2,4-dimethylphenyl, 4-
chloro-2-methylphenyl, 2-hydroxy-4-methylphenyl, 2-hydroxy-4-ethoxyphenyl, 2-

25 methoxy-4-methylphenyl, 4-phenoxyphenyl, 3-fluoro-4-methylphenyl,
benzo[1,3]dioxol-5-yl, 2,2-difluoro-benzo[1,3}dioxol-5-yl, 2,3-dihydrobenzofuran-5-
yl, 1-(4-chloro-phenyl)-5-trifiuoromethyl-1H-pyrazole-4-yl, 1-(4-fluoro-phenyl)-3,5-
dimethyl-1H-pyrazole-4-yl, 1H-benzotriazole-5-yl, 1H-indole-4-yl, 1H-indole-6-yl,

1-isopropyl-2-trifluoromethyl-1H-benzoimidazole-5-yl, 1-methyl-3-0x0-1,2,3,4-

30 tetrahydro-quinoxaline-6-yl,  1-phenyl-5-téifluoromethyl-1H-pyrazole-4-yl, 2-(2-
- hydroxy-pyridin-4-yl)-1H-benzoimidazole-5-yl, 2-(4-cyano-phenyl)-1H-
benzoimidazole-5-yl, 2,4-dimethyl-oxazole-5-yl, 2,4-dimethyl-pyrimidine-5-yl, 2,4-

| dimethyl-thiazole-5-yl, 2,5-dimethyl-1H-pyrrole-3-yl, 2,5-dimethyl-1-phenyl-1H-
pyrrole-3-yl, 2,5-dimethyl-1-pyridin-4-ylmethy!-1H-pyrrole-3-yl, 2,5-dimethyl-2H-

35 pyrazole-3-yl, 2,6-dichloro-pyrid-3-yl, 2,6-dimethoxy-pyrid-3-yl, 2,6-dimethyl-
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met hoxy- pyri d-3-yl, 6-nethyl-2-nethylam no-pyrid-3-yl,
6- met hyl am no- pyrazi ne- 2-yl, 6-nmethyl-pyrid-3-yl,
6- nor phol i n-4-yl pyrid-3-yl, 6-pyrrolidin-1-yl-pyrid-3-yi,
i m dazo[ 1, 2- a] pyri dine-2-yl, 6-trifluor thyl - pyrid-3-yl, pyrimdine-4-yl,
4- et hyl sul fanyl phenyl, 4-ethyl sul fanyt-ghenyl, 3-nethoxycarbonyl phenyl, 4
25 met hoxycar bonyl phenyl , 3- ethoxycarbonylphenyl, 4- et hoxycar bonyl phenyl ,

2- b - 4-chl hi . : .
3- chl or o- 4-fprp§%§§éﬁn¥sam%%d S B 2-pminerSrshlar PYTIdr gy SHRGT
4- met hoxyphenylyrid4-#] h@xchjpdrebyinethgl-pyrixd- Mky phehipto-piidEhdxy plogelpbropyl-4-
2-met hyl -t hi oph éﬁa%ﬂleg ICh&%'ﬁg?tﬁ?rop 10 E@lﬂﬂ%ﬁ&gﬁg}yl adimethylamino-

5-brono-thio he chl ©ro
t hi ophene- 2- 5 lpyndrflmé; t%rtthylhi-ﬁwﬁéfﬂl@fﬁpyhzol@3%t Ryltydronyopimeateylpyyid:-3-gl, atet yl -
t hi ophgne- 2- ylmetlﬂbl r@bé}ﬁoﬁm&ml@y é”r‘] g ~H1%ﬂ1§fl ¥H.be éﬁMﬂlﬁéié‘iH LORRIMMeaRNE Y- 4-

et hyl am nophenyl - rret g/ am noph “am no

4- br omo- 2- f | uérd- Hﬁll@m%@tbylmwﬁya ¥l él@ﬁtbalrﬁnaz%%% 2-maphqlin-4-

~ 4-chl oro- 3- neh j/ndiﬂelﬂyﬂ 2211&}31161&94 {mﬁe—ﬂ@%nyi- y&oﬁﬁﬁhﬂy&l BRRIMY-y1,

et Egén%wﬁlaﬁéﬁin TSy ﬁ&%] RSt opagins 3y, 3-amino-5-

gag\ht ha![ eg80gngeﬂ%%jéyfhambmeﬂhwammd«ppraémysl}ylgﬁktiqﬂieﬂiy}'a:mh;’m-me&lghpm;l’dyl B-(2,2
gy \ b S H-benRRIHRPNEy1;  3-

2-f1 heny fimegilam raiFopoitade s

I AU L T

t hi oph 2- b anbe

Lhe Form o {sekBle-4VE LEEACRRLC LA, ?%%%fdé‘?é?l?ﬁe%ﬁ SbyhbriathlRge! N 10

4-f 1 uor ophenyphensl, 5. 41(32@6?‘8“@@&@{"1)‘9]1@43? x of-5digpethybpyrid-3-yl, 4-amino-2-

brom% thi opheasylaﬂﬂnyl ﬁy&mi hl M-anﬁibell}ﬂeih ﬁn@ih@@yl‘ltﬁm-&ﬂ&oglhenz”l)
e use acco any | ai s injn a
“each t he ’I‘ﬁ E@%ﬂ and @P %S‘a]lﬁ?in‘éﬁéﬁ‘eﬁyl t he ‘Sﬂeﬁ?‘rﬁ% A and
~Bis CH2. 20. m&iihylauﬁm:o phmm di m@eﬂgdalmyzdlé-sm,e pyﬁmrls-ﬂ;a t<5 61,7 g-tetrabiydion t he
~acylated ind C rom

N-i ndan- 2-yl alﬂm% glro +? th% i d—gyragglgr r]% yggr %’l c
Cacid 15 i ndaphezylyl amml-lzphﬂpm-bﬂspmmmm 25ymethyhsomlebbukammqhyl—
4-ethyl sul f amyigld_ tﬂ:%r}ngﬁ% hloro- %yrl -3- R! 1, 8 6- 5yano~pgnda3-yl 6-

2,2-di fl uoro- enzo e-b- ca oxyflc a

2, 5- et hyl - nerPHOg3rds Hireth Inﬁ-lmﬂfir%y -é—m%thgwthz RIS hdan- 2-
yi ani de, 2, 31ﬂ¢thmqr PyrEBZEAf Bindéthyd=-2C A laihe-pa&l 3 -yIN dRRrehnyYinaitb $§razine-
1H i ndol e-6- 2-yl, 6-methyl-pyrid-3-y1, 6-motpholin-4-yl-pyrid-3-yl, 6-pyrrolidin-1-yl-pyrid-3-yl,
imidazo[1,2-a]pyridine-2-yl,  6-triflucromethyl-pyrid-3-yl, - pyrimidine-4-yl, 4-
methylsulfanylphenyl,  4-ethylsulfanylphenyl,  3-methoxycarbonylphenyl, 4-
25 methoxycarbonylphenyl, 3-ethoxycarbonylphenyl, 4-ethoxycarbonylphenyl, 2-
bromo-4-chlorophenyl, 2,3-dichlorophenyl, 3-chloro-4-(propane-2-sultfonyl)-
thiophene-2-yl, 4-bromo-2-chlorophenyl, 4-methoxyphenyl, 4-ethoxyphenyl, 3-
methoxyphenyl, 3-ethoxyphenyl, 2-methyl-thiophene-3-yl, 3-chloro-4-methyl-
thiophene-2-yl,  5-bromo-thiophene-2-yl,  5-chloro-thiophene-2-yl,  5-methyl-
30 thiophene-2-yl,  4-methyl-thiophene-2-yl,  3-methyl-thiophene-2-yl,  5-acetyl-
‘ thiophene-2-yl,  pyridine-3-yl, pyridine-4-yl,  4-trifluoromethyl-phenyl, 4-
ethylaminophenyl, 4-methylaminophenyl, 2-aminophenyl, 4-bromo-2-fluoro-phenyl,
| 2—ch}ofo-phenyl, 3-chloro-4-methyl-phenyl, 4-chloro-3-methyl-phenyl, 2-chloro-3-
methyl-phenyl, 2-methyl-phenyl, 2-acetoxy-4-methyl-phenyl, 2-acetoxy-4-ethoxy-
35 phenyl, 2-acetoxy-4-methoxy-phenyl, 4-trifluoromethylsulfanyl-phenyl,
naphthalene-2-yl, 1,1-dimethyl-indan-4-yl, 3-isobutyrylamino-phenyl, 3-(2,2-
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carboxylic acid indan-2-ylam de, acetic acid g

2= (i ndan- 2-yl car banoyl ) - 5- net hyl 20 phenyl ester,

2- am no- N-i ndan- 2-yl - benzam de, 2, 5-dinethyl-1H pyrrol e-3- carboxylic acid
i ndan- 2-yl am de, 5-nethy|-thiophene-2-%§rboxylic acid indan-2- ylam de,
3-chl or 0- 4- net hyl -t hi ophene- 2- car boxyl-i 3acid i ndan- 2-yl am de, 3-nethyl -

t hi ophene- 2-carboxylic acid i ndan-2-ylam de, N i ndan-2-yl-4-nethylam no-
benzam de, N-inhdan-2-y|-4-nethyl sul fanyl - benzam de, 3-chl orq-4-(propane-2
25 'sul f oyl ) - SHROBHERBIRY ENBRRBIENK. odt RromRBAFUS. y F-fifpEphenyl, ~ 3-bromo-3:

5- et hyl - | - phegiHyt-iibpheyie-224] 8=chcrardmritbibenzughhibplkas-22yly kahBgedichloro-
5-acetyl -t hi ophene-2-car bo ic acid 1indan-2-ylamde, and

2-chloro-N-in 9§ﬂ§#q%@ﬂ%?ﬁél-nicotinanide. 21. The use according to any
of claims 13 to 19, wherein the acylated indanyl amne is 30 selected from
the group consisting of 4-brono-2-chloro-Nindan-2-yl-benzam de and

2- br onp- 41ghl gg 0- N-i ndan- 2- yl - ' t:
2 oo 160! Thoudldoado dhy BECRRR £, MNAMR!n3PRATAAIPL BRucdlg vSe
2, 2-di fluora fsemzbe Erajpdéansisting f daflussophienyl, 20+ diflnongarenzofyl|3]dionolanylie- 23.
The use aCC0rlﬂbﬂﬂ-thﬂ)ipﬁé%ﬁ@g%,ql-lﬁbﬂi%-ﬂ@iﬂ&%—@‘@n)drﬂvlﬁﬁg @—'bﬂ)lﬁ&ﬁ%ﬂl@dﬂ)%%] ndanyl

amne is 5- brono-thiophené-2-carboxylic "aci an- 2-yl - benz The use
of a conmpound as. defined in, any of clains .13 to 23 in any of its

stereoi soneric fornms or_a- mxture thereof in any ratig or _a
phar maceutd-c aFheuseaseagingip any pf claime A3 de 18owhermia indhe foaraula €) stcheof the

medi cgirent  f airolfdRY REAMTBARGE H S ALIPYAHE Blotps A SRS RSCHS! abl e or

unst abl e angi na ‘pectoris, coronary heart diSease, Prinznetai angina, acute
coronary syndrone, heart failure, nyocardial infarction, stroke,

t hronbosi s; peripheral ' artery occlusive disease, endothelial,

dysfunctjpn; ..atherosclerosis,._.restenosis, ,.endot.he] da .after PTCA,
nyper t ori on, TRECBEARATTR D Y BHEPGIMEAS ok krYhTyBaRe HaTiOn noeEl GRUES y
hypert ensi on,is sedevdadefomlithe grooy petidigingiofin, chroni c gl omerul onephritis,
erectile dysfunction, ventricular arrhythm a, diabetes, diabetes

- compl i cati ongy 0ERH A0AI o ELADPRALINIGe, 23H-BAE G5k Rene S LAHORIR ORI 2l e
chronic renal farldr , ClI RO S0 t"ledliver,. osteoporosrs, “restricted
menorly per f odbdatickylamide, r ddwydiozyddindantZ-ylyd-msthybhenzamide, f 4rethyialBnydust
2005 134 indan-2-yl-benzamide, 2,2-difluoro-benzo[1,3]dioxole-5-carboxylic acid indan-2-
ylamide, 2,5-dimethyl-1-pyridin-4-ylmethyl-1H-pyrrole-3-carboxylic acid indan-2-
ylamide, 2,3-dihydro-benzofuran-5-carboxylic acid indan-2-ylamide, 1H-indole-6-
carboxylic acid indan-2-ylamide, acetic acid 2-(indan-2-ylcarbamoyl)-5-methyl-

20 ~ phenyl ester, 2-amino-N-indan-2-yl-benzamide, 2,5-dimethyl-1H-pyrrole-3-
carboxylic acid indan-2-ylamide, S-methyl-thiophene-2-carboxylic acid indan-2-
ylamide, 3-chloro-4-methyl-thiophene-2-carboxylic acid indan-2-ylamide, 3-methyl-
thiophene-2-carboxylic  acid  indan-2-ylamide, N-indan-2-yl-4-methylamino-
benzamide, N-indan-2-yl-4-methylsulfanyl-benzamide,  3-chloro-4-(propane-2-

25 . sulfonyl)-thiophene-2-carboxylic acid indan-2-ylamide, 5-methyl-1-phenyl-1H-

" pyrazole-4-carboxylic acid indan-2-ylamide, 5-acetyl-thiophene-2-carboxylic acid
indan-2-ylamide, and 2-chloro-N-indan-2-yl-6-methyl-nicotinamide.

21.  The use according to any of claims 13 to 19, wherein the acylated indanyl amine is
30 - selected from the group consisting of 4-bromo-2-chloro-N-indan-2-yl-benzamide and
2-bromo-4-chloro-N-indan-2-yl-benzamide.
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| owering of cardiovascul ar risk of postnenopausal wonmen or after intake of

contraceptives. 25. The use according to claim 24, wherein the nedi canent
is for the treatnent of cardlovasculf§ i seases, stable or unstable angina
pectoris, coronary heart disease, Prlnznetal angi na, acute coronary
syndrone, heart failure, nyocardial infarction, thronbosis, peripheral
artery occlusive disease, endothelial dysfunction, atherosclerosis,
restenosi s, endothel damage after PTCA, h rtensi on, essenti al

hyper t eR8i on Thewserapeardingip any of slasns l%éftéadﬂh?e rpe¥ated dpdanyL agingsisy| ar
hypertensiong ZlﬁimﬂfdlbéﬂzﬁBleﬁwdiﬂﬁpﬁb%b@hceﬁcﬁp&ﬂhﬂzqnﬁeﬂmman ventricul ar
arrhythm a, di abet es, di abétes conplications, nephropathy, retinopathy,

angi ogenesi s, asthma bronchiale, chronic renal failure, cirrhosis of the
liver, osteoporosis, or the |owering of cardiovascular risk of

postrren ausgl wonen or. fter Jdntake,of ,contraceptiva. ~ -
accor di 3 PH?%C"?%{'%? %Zaglyqﬁlﬁ ﬁ'?’ fch%é‘; %ﬁ%?cy?astecf%pm}whe %reglgtsme nt
of stable obramﬂﬂb;bl&n&ﬁgianimwﬁchcidhsianébbert di sease, acute
coronary syndronme, heart failure, nyocardial infarction, thronbosis,

. peripheral artery occlusive disease, endothelial dysfunction,

at heroscl erosis, restenosis, endothel damage after PTCA, hypertensmn or

‘Su] apgtes, ﬁfm’éh!as@abf@%omga?ndr hehduﬁﬁedcmoaﬂynﬁ’ ?l@uﬁﬂMN&ZSIizﬁanfité to 26,
- wherein the medicanent. is for the treat ntoconar e,
‘heart fail OIEOISQMEEIC,LQIMS, B8 Ktug, r’ﬁ té”%'? 50% H@@F@%""’@. Sedse. 28
. A phar n'aceuédcpablepsz&pﬂteﬁédfdbr ctmrmanafangrmmfenf fredicamentd fsrethoftretméntagf  one

TS R )l LA Bt e S

. phar maceut. @Wﬂ%é@@p&a‘!ﬂ"&e seopany hendesm

infgreione pt able .
carrier. Sstﬁ?‘l%h%ro%%ls Jﬂel ﬁeﬁpmé;ypeeaﬁﬁ@@t&b&gé Qﬁ&ﬁﬁaﬁl{)@&ﬁ%ﬁeﬁdl ng-to

cla|.m28 phar maceut preparation is_inthe form
tablet, la F@ar%mre&tenowg&n othel: damagepler T&Aanhmﬂmalp& 8?5"%?”(

Cgelatin Caﬁﬁbﬂn@nsnéﬁl,uﬁﬁﬂﬁmnﬁ?! AHypiténsion, ogéeonaa&utu rteriﬁéﬁép,remﬁﬁbdlﬂmon or
.suspensi on

Qsi tor

ion for ecti of, of i nfusjon, 0|nt
tincture, g}ﬁﬂc 10Ran SHOMTal & R Ssyﬁ@ﬂi“' ﬁliéé’r‘

CEOR oy %‘ol

- mxture, mmﬁm;)suuﬁbeteérpl akidbes r e6mplications, nephropathy, rctmopathy,

angiogenesis, asthma bronchiale, chronic renal failure, cirthosis of the liver,
osteoporosis, restricted meinory performance or a restricted ability to leam, or for the




30. A method for the synthesis of a compound according to8dMgust2Qa5ai ns 1
to 11, which nethod conprises the coupling reaction of the respective
indanyl am ne with an appropriate acid or acid chloride in the presence of.
an appropriate base and/or an appropriate coupling agent, optionally
followed by a functionalization of thesghus- obtained conpound. 31. A
phar maceuti cal preparation for the stinmulation of the expression of

‘endot helial NO synthase conprising an effective dose of a conpound
according to any of clainms 13 to 23 and a pharmaceutically acceptable
carrier. 32. A pharnmaceutical preparation for the treatnent of

car di ovascullawedng eefs egrdiosashila osk b postioleropingaln avomeant or i afterc drtdeeaof
heart dlseaQ%nugk?ﬂ;gptal angi na, acute coronary syndrone, heart failure,
nyocardi al infarction, stroke, thronbosis, peripheral artery occl usive

i sease oendqiigl Akofa! UGl YAREASHH O inol Al £PSR treafACRIJTo

damage & enston,“éssen ensi on monary
hyper tensi o nardlcsfemim‘ahwahqsp stablener wistable ﬁomag mpt@ns, wp@arvéw@rtdﬁseaé% ronic

| omer ul onephl C r n
9 Pri mhiélﬁl %?, %&@C&%ﬁ I‘Opatﬁé)?/i?( fa‘ﬂﬁ}@ m Jaﬁiﬁl fﬂiﬁcuo

. di abetes, di abe i catl ons, reti nopal-wi (fl g‘nogenem S,
ast hma br ongﬁpf&b@SIS:c hpeinheral e rasiery a|0|°91|“§“'° cipeasesi sndothg |Gy BInC

ost eopor osi §ﬂ1efo§§%fdsﬁt Qe SRR ¥ndRhéOGAR £ afier PTCB hyperisioADessehtialt 0
learn, or for the |owering of cardiovascu ri sk _of postnenopausal , wonen

or after i n?)i?«eéteﬁi’rm’éorﬂ‘%@%ﬁﬁ erteé‘é%"&’ pﬁ@ﬁﬁﬂ*’éﬁ’l JWPESHSIATs | REPOYASHH ect i ve
dﬁse of a RyREpen¥ien aCélﬁglﬂicngglbﬁleﬁﬂNn@ﬁmﬁbal Eira‘lecﬁﬁ tdysﬂ'ﬁnaimh, a ventricular

p arnaceutlc accept e er A phar mac e

accor di ng t?)‘%lt)fﬂi‘?‘ %ag? tego %\'19&?? phYH H]éiaé"??flf”caln eiEJﬁQ %tg?'a rgﬁﬁclﬁpgatﬂliyg t he
form of a pigiogenedis, ehsthinacﬁmcladle; aihk@ﬁc ﬁanghrfaihna,t eitrheid ef, thegdizen| e,
hard or soft _gelatin ¢ C Ll t rup,
ol st on’ or PRI of 1S Heyiest e Sio e ot poinedorBlbal iilen 3 1

oi ntment, dfienditalecof optrageptiva.ansder rral t her apeut ic systens, nasal spr ay,
.aerosol _m' xture, mcrocapsule, inplant or rod.

26. The use according to claims 24 or 25, wherein the medicament is for the treatment of
stable or unstable angina pectoris, coronary heart disease, acute coronary syndrome,
heart failure, myocardial infarction, thrombosis, peripheral artery occlusive disease,
endothelial dysfunction, atherosclerosis, restenosis, endothel damage after PTCA,
hypértension, or diabetes complications. |

27. The use according to any of claims 14 to 26, wherein the medicament is for the
treatment of coronary heart disease, heart failure, atherosclerosis or penpheral artery
occlusive disease.

28 . A pharmaceutical preparation comprising an effective dose of at least one compound

of the formuia (I) as defined in any of claims 1 to 11 in any of its stereoisomeric forms or
a mixture thereof in any ratio and/or a pharmaceutically acceptable salt thereof and a

~ pharmaceutically acceptable carrier.




29,

30.

31.

32.
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A pharmaceutical preparation according to claim 28, which pharmaceutical
preparation is in the form of a pill, tablet, lacquered tablet, sugar-coated tablet,
granule, hard or soft gelatin capsule, aqueous, alcoholic or oily solution, syrup,'
emulsion or suspension, suppository, solution for mmjection or infusion, ointment,
tincture, spray, transdermal therapeutic systems, nasal spray, aerosol mixture,

microcapsule, implant or rod.

A method for the synthesis of a compound according to any of claims 1 to 11, which
method comprises the coupling reaction of the respective indanyl amine with an
appropriate acid or acid chloride in the presence of an appropriate base and/or an
appropriate coupling agent, optionally followed by a functionalization of the thus-

obtained compound.

A pharmaceutical preparation for the stimualation of the expression of endothelial
NO-synthase comprising an effective dose of a compound according to any of claims
13 to 23 and a phatmaceutically acceptable carrier.

A pharmaceutical preparation for the treatment of cardiovascular diéeases, stable or
unstable angina pectoris, coronary heart disease, Prinzmetal angina, acute coronary
syndrome, heart failure, myocardial infarction, stroke, thrombosis, peripheral artery
occlusive disease, endothelial dysfunction, atherosclerosis, restenosis, endothel
damage after PTCA, hypertension, essential hypertension, pulmonary hypertension,
secondary hypertension, renovascular hypertension, chronic glomerulonephritis,
erectile dysfunction, ventricular ai'rhyt}unia, diabetes, diabetes complications,
nephropathy, retinopathy, angiogenesis, asthma bronchiale, chronic renal fajlure,
cirrhosis of the liver, osteoporosis, restricted memory performance or. a restricted
ability to learn, or for the lowering of cardiovascular risk of postmcnopausal women
or after intake of contraceptives, said preparation comprising an effective dose of a

- compound according to any of clamms 13 to 23 and a pharmaceutically acceptable

carrier.

33,

A pharmaceutical preparation according to claims 31 or 32, which pharmaceutical
preparation is in the form of a pill, tablet, lacquered tablet, sugar-coated tablet,
granule, hard or soft gelatin capsule, aqueous, alcoholic or oily solution, syrup,
emulsion or suspension, suppository, solution for mjection or infusion, ointment,
tincture, spray, transdermal therapeutlc systems, nasal spray, aerosol mixture,

microcapsule, implant or rod.




