am nes and their use as pharnmaceuticals 5 The present invention relates t
acyl at ed y@epsukisam nes of the general fornmula (1), with ﬁ@ﬁEﬁ@pd]mﬁ i ons

R to RS and A and B given belowin the text, in any of their

stereoi soneric fornms or mxtures thereof in any ratio and/or

phar maceutically acceptable t0 15 zO 28-salts thereof, and their use as
pharmaceutical agents. R OR2Z BRs 2NAHRRa (1) Endot hel i al NO

synt hase ™ (€NOS,” NOS-TTT) belfongs to a group of thréee i SOeEnZynmes whi ch
produce nitric oxide {NO by oxidation of arginine. Endothelially rel eased
NO is of central i Kpphtclmbahyl sminbd DA thfir kR)as phagimavagiedisar mechani sns.
It has a vasodilating effect and inhibits the aggregation of platelets, the
adhesi on%%%%he%%ﬂ mal

snooth nuscle cells. Endothelial NO synt hase is subject to physiol og| cal

and path si ol aqgi at. the tr cr| al t he
post - Praﬂ@ﬁ&’?‘ﬁﬂ“&ﬂ&?n 108\;8%&:5% }%{% ‘P%aé‘ef‘ amxr}sege?{?l? § ﬁe 4 qﬁ'ﬁ%? E§1 L}Pn may
under go ¢ deﬁmuoieqoeﬂdknto danclaAc aunB rgzimnehdewt irthe vext nhatmrocfu@lhlr
phosphor ons
wth spe %ll ?et o'is%ﬂ}eglagﬁﬁxgscbrf fn?x a'?@errgﬁ*olﬂ %Kl}%o gﬁ%@ﬁ % rgllﬁgér%llg&aelhns&l\%ﬁ%pgl ease
are, ext ﬁ@ltﬁéhtlﬁoﬁilﬁm@ﬂ@lfrﬂs‘hés P}W@?ﬁeél?}@%]@g@ﬁs and the nechanical stinulus
exerted on the lum nal surface of the endotheliumby the blood flow (shear
stress). The latter additionally |gads to regul ation of

transcriptional |evel. Thus, anpl e, §gssa et al. (M"ﬂ'ﬂ“ﬂmm"ch 74
(1994) 349-353) were able by anslof exerci ai ni ng and §jkgsed Ncrease in
shear stress associated therew mar ked i ncrease in ecNCS.

Whet her regul ation at the post-t cr|§t— aI Ievel Is relevant in vivo,
I's not 30 unanbi guously proveg- , TAr exa#ple, admnistration of a high
argi ni ne dose is WO 02/ 064545 -2 CT/ EP02/ 01444 follo

transi ent inprovenent in the endotlﬁel I um def)endent vasor W‘mﬁmm w .l”
patiggts with coronary heart disease.

;| mopgr st ue3e+( Tp6, TSu@ WD 02/ 064545 PCT/ EP02/ 01444 Acyl at ed i ndanyl @

*G00002*

Endothelial NO synthase (eNOS, NOS-III) belongs to a group of three isoenzymes 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 endothelium and the
proliferation of intimal smooth muscle cells.

Endothelial NO synthase is subject to physiological and pathophysiological regulation both
at the transcriptional and at the post-transcriptional level. Enzyme already present in 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,
17B-estrogen and the mechanical stimulus exerted on the luminal surface of the
endothelium by the blood flow (shear stress). The latter 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




On the other hand, the significance of the upregul ation of the eNOCS protein
is scientifically 5 accepted. Thus, there are findings which show that the
protecti ey prmAgisti es of the HMG CoA reductase inhibitor sipgpsl@iin can be
attributed, besides the lipid lowering, also in part to an increase in e
expression in vivo {Endres et al., Proc. Natl. Acad. Sci. USA 95 (1998)
8880-8885). It is additionally known that single point nutations in the
5'-flanking region of the eNOS gene ("eNCS pronoter"”), and the reduction in

the rate_of 10Q. e gene .transcription associated therewith, in the,
Japanes efOHBﬁ’GBM m f fransdery dmRrYEMENt 17 tgﬁe‘?dr‘?&bei‘élg’ééqpﬁn 90t VASORIXSHIOR 4R onar y
spasns (ﬁlﬁi@ﬁt&&tﬂi&l@iro@dryhez@di@wsati on 99 (1999) 2864-2870). The current
assunption therefore is that the transcriptional and post-transcriptional
15 nmechani sns of eNOS regul ation are seriously disturbed in a | arge nunber
of di sor Oeartke otbepmad athe yighificasredhfobasmagdation afdhelelN©S pestem is seierdificalar | y
stages o i d rhety,. of i J d it i or a
S Ofoclntdl! ?H?\(Sg t{hgltg are ﬁﬁﬂégée‘%\(&]ﬁ@ﬁn i} § G tﬂ%xé He gfot‘i%dé&gl %rgﬁéé Bk &nd

dysfunction o ein rumTinin essels to

| ead to HMfefGod eqdugtass inhikitos isimpuasiatin Gani kenattributedn ibesidesethe dipid heweringor der

D0 ohen oo Wil ® dnlhéf & iERDY Altdsiba W ROBAECOR dpPratl RullDARRCRGS ©F
decr easeUSA g&ﬁ%ﬂ%&%’*&b-%%» 1y Bracdai @iy Yndon st SGeie ppint eyiatas: S b of

| ow densptfladkigofegivnesfithe eNOS gener(léNOE promaterjleqmdshé redactidn motheeate @ i n

the (pti f vessel and the iferatio inti I ls. .

consbed(;ue nggengfthaélp%&né[wgsﬁasgoguggé Eltl'aer%vglrﬂ?ﬁ{a' itoﬁquf’ é‘"%%éagguélfslgtgor? {Qsheslcﬁ%tf’%e of

t he bl oodithemsietrsaseviti thé riskpf icoronarynspasmsi (Nakayemg et al. dCirbwlationo®9 (1POhe

shear St%@@zs%ﬁ’. a 25 further decrease in endothelial NO rel ease and a
eteriora

further tion in the pathol ogy. Since endothelial NOis also a
vasodi |l ator, a decrease thereof frequently also | eads to hypertension,

whi ¢ hf nar?% asuridfit iagﬁﬂﬂﬁi%ﬂeﬂieﬁerf?r%k %sL &fh} Qhe t&a@ﬁ?%t][dﬁﬂ Rd lgfsg&ansféﬁaﬁmx : The
almor a er apeu progacr (0] e treat ne 0 ese dl, sor 'S S

e Coftii nEeanBEToh NOAERaRN B SroRLY ASOF e, Bha Jgs nUPFLAs Aisgrdetie

endot hel especiblly éx parBsvasculartGdiserdersaEvere rin expe eane Btagesvof ahwideacdariety wftro to
over expressi o Se. | reyvio sel in.fact

b e t o EaiolEheiar HSoRoeit U5 ool 16 b M3hHAATBE R, KRR e Unahljirfy

cor r ect nisingdhic blnpd vegsels atehd (ovadefimiencytof dloactivaND, wbieh iTmanifestad $52b60)
1329} . 33isoRIeE gk%ﬁcﬁﬁ%é%r\f@ | e £sArae ?Qtﬁoﬁ@émogiéd? &l mofpHoldpi&s. may

lead to a dire ¢t _on eNOS transcription and expression are discl osed
in t A | Fhanges. gthus, TREcA tsiensnis Gl Atheragerssis) are fpeedsy pp by apeerraasg i 01444

have al r gafhthdMaEROeltabe) BRch & for eRANEIEEthe okidationbylosudeatitnEsproteins e ch i t
has been possi bl e iaﬁdate tci. showyfeuch an {.ncr ase kn@\% '{)}l't‘é' Xio ai a

si de ef f ECFUItment anq, Gepasitiod oL oGS éﬂfb@edf“@f“d’ VEFF e HeHEraUPR Ot of
subst anc asimdi celtss &r corisequencelofatbenogdresis fimthetthimsatimnf efqilaques pn dseinside of a

t oxi col 0gj.C o] I.C: i t .l AN 4 3 and
VO 00/ 039436@%%%@&,0%@%@3?% ?ﬁ%@%iﬂﬁ*‘%‘&?ﬁf‘?%?‘é isn?{shgorlée t he

or gaR$ zafurther decrease incendpthelialoNRerelqasm andp furtheredeierioratiqom the ratkdesiel i al
cel I's andifcerentibificlidloNony ffo ¥ ak@liftor] & FeblRhse hefdf Fequéily AXG NS 1o

strokes or pul nonary hypertension, thqut , however, indicating a specific
way of agﬁP%Wﬂﬁn’t‘Yﬁ/‘%}.‘ X‘fb’ aFrﬂ'}é'}&tPﬁ'éﬂ@t @% éﬁ@r’é’agﬁe’rf{iﬁberﬁ’é&ﬂ’ HaEEonpounds
whi ch upregul ate eNCS-expression in endothelial cells. The object of the
present inventien js to.provi unds i.N0:.1 hi S i ity .1 his
b ect i Ik ofa efepedibnaionh G HHATRRC O kil At derainty BE

st er eoi s enintéroupt thimehain oindventsbysnerbasirgothe endathelial NQ expoessiohaGenecteansfecal | y

. accept ablg,Gildntd WRTA Uaddh GRS ver&prddSio SRR sy ftRisBLh BrdviduslyanRgelX
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



OR5 -NH 20 In the above fornula, R and R4 are independently from each
ot her selected fromthe group consisting of: H wunsubstituted and at | east
nmonosubs{yd Wkds& -C 1 -alkyl, CZ-C, -alkenyl and Cz-C 1 g¢k¥pplusdshe
substituents of which are selected fromthe group consisting of F, OH,

Cl1- C825 al koxy, (CI-C8-al kyl)nercapto, CN, COOR6, CONR~Rg, and
unsubstituted and at | east m)nosubstlt&ted phenyl and heteroaryl, the
substituents of which are selected fromthe group consisting of haI ogens,
pseudohal ogens, .C, -C3-al kyl,. Cl- al ko and uns bst.i. ut nd at

| east nmoRBELBEaRY Regh %‘H’é‘ﬁ?? Affel &"t"&?rog%/%lf"rhyt?%s@w& (edHig s Bh are
sel ect edpbdsitie tddatg tmslmw:mhlaatmagmfm RRIGy@NEyo p§eudemﬂeogemmew of the

C~- C3-al kyl nd s

nal ogens MG TR Ss ALESRe BE sl RS Rhosr RNE TR EiRovE ol i
W002/ 0645ﬁ&t|¥s€n'bﬁl¥loﬁia)mmlog¢aﬁ2 uppbRpaticdoseadependent |y from each ot her
sel ected fromthe group consisting of: H, haI ogens pseudohal ogens;
unsubstituted and at | east nmonosubstitute t he substituents of
whi ch ar &iagegt@btcdaimy inoWO; 34758 apd c%@sqoéQWHQ t’é‘f “@-‘Pf rb‘l’n@ﬂj)ﬁse inhibiteraaad oar y| ;
5 OH G agéntd which!ikfiehice BRen@uNizatRinAfMike ablin SSkeQN)n M dncredsing eNOS in

g )gégﬁnh%ﬂsé[?@g@%m St ST etus sqdess SuR askfer Guampleh irokes or' 1t &

subst i t ugalnsonafy inpeatbnsiore withbets hewlever dmlicitengor epific wayi ftachigviag thisl ogens,
pseu%)hal ogens, CH3 and net hoxy; (C i-Cb-al kyl)SQZ-0O; unsubstituted and at
| east "nonosubstituted (C, -C6-al kyl)CO the substituents of which are o

sel ect ed Thogrtherkeexigto apstrong giesd i fay compeyndd witeh @preghlaid pRMSxpresyion dni di nyl
and pi pekjgiihtai cégﬁdﬂ?fb@ﬁ&lt ofthe r#r@s‘:‘enpfﬁ%ﬁﬂongﬂé pralidelab ?oﬁlﬁﬂ sﬁ@wﬁl tiﬁl%' tuted
by one or nore substituents fro group consisting of Cl-C3 ,

hal ogens abibigy . net hoxy; A is selected fromthe group consisting of CHZ, CHOH
and CH-(C~-C3 al kyl); 15 B is selected fromthe group consi sti ng of CH2 and

RS, |s Ar, or, roup He th of whi can be
insutit | RSt iRl e sl By S or ReoBPBAtT FmE tBup
consi st i mgxwfes tha’eoﬁgmr‘my mﬁ@udphahusgaﬁ&allﬂbﬂ:ep@vbletmkubemof adcedlimnth the | east
m)nosubst|ltlellléleig?_rg_‘lgl —) o-al kyl, Cz-C ~ o-al kenyl, C2-C, o-al kynyl;

C~- Coo- alfk 8 0- aI kyl)am no, di (C~-C o-alkyl)amno, the substituents
of which are selected fromthe group consisting of F, OH C, -Cg-al koxy,

aryl oxy, (C~-C8al kyl) nmercapto, NHZR1 (C1-C8-al kyI )am no, and

di (C1-Cg-al kyl ) am no; C3-CS-alkandjyl; pher@ e&t eroaryl; aryl- or

het eroaryl -substituted C, -C4Hg phenoxy, 25 benzyoxy;

(C -do-alkyl)COO S(OnR2; SH; n%n_a benzyl am no;

(C~-Coo-al kyl ) CONH;  (C, - Coo- gl k 2Q -al kyl)-; phenyl - CONH-;

phenyl - CON( C1- C4- al kyl ) -; heBefoaryT - teroaryl CON( C1- C4- al kyl ) -
(C~-d o-al kyl)-CG phenyl -CG heteg CO CF3-CG - 0CH20-; -QOCFzZO;

- OCHzZCH20-; - CHZCHZO-; COOR2~; R22R23; CNH(NH2) ; SO2NR24RZS; Ra6SQZNH-;
R2~SQZN( CI - C6- al kyl ) -; and saturat ed 30 or (Bt | east nonounsat urat ed

al i phati c, nononucl ear 5- to 7-menbered heterocycles containing 1 to 3
het er28atoms selected fromthe group consisting of N, Oand S, which

het er ocydh €% abave foemaldhst i t ut ed by one or nore substituents selected from

Lhe 0r OURICRAR Sk A Rh btk IRSHSac ALY lon R Rl dianah %0 and

CF3, whe s can o rona e con sai d group

Ar or t hdl;suisdbsgitated ahlétaaﬂeastsmqmw’oetlwtedl Cu -Gnorlkylh ébdFioalkgnyl adeGyCio-
aryl - contg }/I‘%e Jh%&t%&% ¥f whithlapd %lé&e@ﬂ&nﬂﬂ@ Qﬁﬁﬁétﬂi WPQU}P@I»CW“' ch

areotlon resen In the said titue t he sai
p al oxy, 3—alkyl)mercapto CN, COOR% ONIQ; and unsubstalltuted and gt least

monosubstltuted phenyl and heteroaryl, the substituents of which are selected from the

group consisting of halogens, pseudohalogens, C;-Cs-alkyl, C,-C;-alkoxy and CFj;
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-

30 alkoxy and CFjs; Rch; CONR'OR”; COOR”; CF3; halogens; pseudohalogens; NR”R”;
OR"; S(0)mR'S; SO,NR'R'®; and NO;



W02/ 064545 -6 R 4 independently has the sane neaning as R 3;
PCT/ EP02/ 01444 R S is selected fromthe group consisting of: H,

C~- C~- al ki 02/6¢s4sC3- al koxy) - C1- C3-al kyl ; 5 and substit ut eglepRfo2/01444
unsubsti tuted benzyl, phenyl and het eroaryl t he substituents of which are

selected fromthe group consisting of hal ogens, pseudohal ogens,

C~-C3-al kyl, C,-C3al koxy, and CF3, and 4sherei n one or nore of these
substituents can be present; R-6 is selected fromthe group consisting of:
C~- C~-al kyl which can be substituted by one to or nore substituents
selected fromthe group consisting of F, OH C--Cg-al koxy, aryl oxy,
(C~-Ca- allkzydn)irﬁrarahtdepenﬁ&t}memlehw othen s&b:c&dcfrcﬂlm {Heer&ip @nkiglingofi no; CF3;
and substltu unsuy v ents
of which %’rlé Cqsg(xﬁc%af%%&é %Bﬁ&g@&?e@oaﬁgaat qea@?&%@@%%?tttuteaw &Y t&ﬁéy'l [T
pseudohal srugmtaqnt@f Wisich hicyselected fiom &lelgwqp mellswof @Hdplwmh enchheereanyl; nor e
of these Sybglic ULRBLs ARA 053871 CF TN NOLEGRENA ihmr{a,a% I game
meani ﬁsg éH 8‘ dFQHE ¥ yg %@e%{ ?T'I E} same %nenﬁl nlg ﬁ&) l l(lgh 13

pe

i ndependeaﬂkxlma@ €¢1eC(s hﬂ)%ﬁngm&g bstitgged Ra .%de@émwuﬂ&%d Ph"é‘yéarre

meani ng aSORHS; mBZQBherryltspE@ierthé Ysubstfudrite ofawRiche&di sfectdl Rom e Fdp

i ndependent | y . has fIngeglsa”e rrea qq as R,,,R23 |nd ende é %ﬁ 1%§e same

meani ng dONFHNR P qgﬁ'ﬁsepgf‘Fd‘ 08N%s Gl aélgrrén ALY gﬁ'a YD3Er By

i ndependeuishstinasd tibatslamse nmasibsttuzs] (Rg;CRALy1)CAethe rsdlmmheptsh;zfswhlhb agane

AR 4%%le|§fé§; ¥ hBIGREBICOANING D! PE HRFECTRRMNAMiGS SrfdtidinyYCind
piperidinyl; and phenyl-CO, the phenyl part of which can be substituted by one or more

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

A is selected from the group consisting of CH,, CHOH and CH-(C,-Cs-alkyl);
15
B is selected from the group consisting of CH, and CH-(C,-Cs-alkyl);

R’ is a group Ar or a group Hetar both of which can be unsubstituted or carry one or more
substituents selected from the group consisting of: halogens; pseudohalogens; NH,;
20 unsubstituted and at least monosubstituted C;-C¢-alkyl, C,-C,¢-alkenyl, C,-C,o-alkynyl,
C;-Cjo-alkoxy, (C-Cip-alkyl)amino, di(C;-C¢-alkyl)amino, the substituents of which are
selected from the group consisting of F, OH, C,-Cg-alkoxy, aryloxy, (Ci-Cs-
alkyl)mercapto, NH,, (C;-Cg-alkyl)amino, and di(C;-Cg-alkyl)amino; C;-Cs-alkandiyl;
phenyl; heteroaryl; aryl- or heteroaryl-substituted C,-Cs-alkyl; CF3; NO,; OH; phenoxy;
25 benzyloxy; (C;-Cio-alkyl)COO; S(O)mRzo; SH; phenylamino; benzylamino; (C;-Cyg-alkyl)-
CONH-; (C,-Cp-alkyl)-CON(C;-C4-alkyl)-; phenyl-CONH-; phenyl-CON(C,-Cs-alkyl)-;
heteroaryl-CONH-;  heteroaryl-CON(C,-C4-alkyl)-;  (Cy-Cyp-alkyl)-CO;  phenyl-CO;
heteroaryl-CO; CF;-CO; -OCH,0-; -OCF;0-; -OCH,CH,0-; -CH,CH;O-; COORzl;
CONRZR?; CNH(NH,); SO.NR*R%; R®S0O,NH-; R*’SO,N(C,-Cs-alkyl)-; and saturated
30 or at least monounsaturated 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 one or more substituents selected from the group
consisting of halogens, C,-Cs-alkyl, C;-Cs-alkoxy, OH, oxo and CF3;, where said
heterocycles can optionally be condensed to the said group Ar or the said group Hetar;
35  wherein all aryl, heteroaryl, phenyl, aryl-containing, heteroaryl-containing and phenyl-
containing groups, which are optionally present in the said substituents of the said group



PCT/ EPO2/ 01444 heteroaryl is a 5 to 10-nmenbered, aromatic, nono- or

bi cyclic heterocycle containing one or nore heteroatons selected fromthe
group coRsd §deieusof N, Oand S; 5 the group Hetar is a 5 perkPriRiRer ed,
aromatic, nono- or bicyclic heterocycle containing one or nore (1et er oat ons
selected fromthe group consisting of N, Oand S; aryl is phenyl,

napht h- 1-yl or naphth-2-yl: to the gre@p Ar is phenyl, naphth-1-yl or
naphth-2-yl; mis 0, 1 or 2; with the proviso that, in case R, R2, R3 and
R4 are all H, RS.is not_unsubstituted phenyl, 4 s unsubstituted pyridyl,
phenyl nméiesdbssaid graup Hpieh orlbsgubstituied E?V&“S-OZJ%‘FH&WH&Q% S,e?ested from

chl or o- 2 e proay Ydasising ob hhloQem; Pséiohalsydm8e Ty-C;-atityl 0H) axatj-alk@xyy landi n
case RS i g, phenyl, Ais not CHOH, R is not nmethoxy or nmethyl, R2 is not
methyl or"B is not CHCH3; in case R2 is NO2, RS is not 3-chlorophenyl. 20
[f, in the conpounds of forrmula (I), groups or substituents such as, for

exarrplse, R‘ﬁ%ﬁ%ﬁﬁ@ﬁ‘ﬁ%‘e}eﬁé{gﬁgéﬁgiﬁ%Sf:’ can be present several tines, they

all indepe ] “have the meanings indicated and can
hence, i ileGcioatieily whishl cap deesubgisuted diyt et mprersubstituerts selegied fiogniheach

ot her. Ongy X aflsing oft eClickGlkox; a-ncpuﬁblfuxds)aggugl&&&?;%gl-gh@{l&lgw) tang al kyl

substitutents can bhe identical or different. , al nd al kynyl
resi dues hé’&W%ﬂ'(ﬁl%eﬁlkﬁL ‘ﬁlﬁlglh&ﬂ%&? S&E?EP‘F& by oney o1 }/n@_re fr\ppsgn.éptbsose t50i es
when t heyroai theR@dup ddhsistifesf iglaueps C, iy -alknaphddi(0,-Ek-lky)apinoyps,
alkox¥carbonyl groups or am no groups, or when they are substituted. 30
Exanﬂ es for alkyl groups are nethyl, ethyl, propyl, butyl, pentyl, hexyl,
heptyl, d&tiybgleatahfydm thregrphp consistingiofoners of these residues, isopropyl,
| Sobut vl . COPEIINI: wiER Bl b¥ | subliftitk 86 Ydpe SIGABIRNuBituches slbdiBd Rbhitley ! -
The term dl ky ere also expressly I nc uégs cycl oal kyl resi dues and
cycl oal kygrousl gensisting jof e £1¢Gaa-akoxys dHh 1Gscalor)apyne pad pheny)) pheayhtindanyhg at
| ealst thraﬁle ﬁa&@g@ga?ﬁ?mwhééiﬁneh@ts offomesh'flbi’eéﬂéfﬁilbﬁéd l@y?m%tﬁsigei?m @égﬁ b35
cycl opropyl,. cycl dbu , cycl open .. CYC exyl, cycl ohe an
cyel oot phsibefiuied ot AT phe G SHBE Vaioitis, R e arete sgromistsit Filoesns
i dent i calpseidobalbf@ispOi-Cé-@lkyCA)-@d-Kitbxy andCB2/ 064545 - g_ PCT/ EP0201444
residues, in particular by nethyl. Exanples for substituted cycl oal kyl
resi dues are 4nethyl cycl ohexyl, 4-tert-butylcycl ohexyl or
2, 3- di metRiyis 8ol @pentalkyl; Furthernore, unless stated otherw se, the term
al kyl here al so includes unsubstituted al kyl residues as well as al kyl
resi dues ich are substituted by one or npre, for .exanp|e one, .two, three
or foldr, Iiw 1s@ﬁ@}¢meéafror@rthq1gf%r@ﬁflstfr@spfg@s%fa&yl vhichran Bs ypsubstitytsd. or
substi t ut&ﬁiz;fﬂ mid26 isGbiEisuenfsOfor XisdTRlo@p *bidiging)df: FhCirOyatloky) dig0e0;-as
alky

-(C -C3) - | -.OH or, al k | kyl such as -(Cl - al kyl - | - CA) -al.kyl,

t he subst io; ang W@"B‘%@gﬁta"p ﬁ?j??f?w&g?@gé K& P %‘P{.P a%ggﬁ’ﬁfo Iy h}ey

al keny! asnbstihényngfl which aressedaceedt fivem thengroup esnsiftieg of Ke-Cs-abkydpen(-atkesy.due,
the 2-pr resi || sidue), the 2-butenyl residue, the

2- met hyl %Fd#é%ggﬁdg}r@géegﬁ’e&dt?ﬁ’ 3-net hyl - 2- but enyl residue, the ethynyl
resi ddde, the 2-propynyl residue (propargyl residue), the 2-butynyl residue
or the 3-pOiy{KtndeREY Hitahe Idife MBAMh@hdRNY! here al so expressly includes
cycl oal kenyl residues and cycl oal kenyl -al kyl -resi dues (al kyl substituted by
cycl oal kenyl) containing at |east three carbon atons. Exanples for

cycl oal kep¥ lindeperidenilgigsthasenemehpend Ryl , cycl ohexenyl, cycl oheptenyl and
cycl ooctenyl. Al cycloal kenyl groups can be substituted by one or nore
identical or different (C -C4)-al kyl residues, in particular by nethyl.
Fur t hzr noR'& indeptratestly hast thel sunhmeewingas Rie term al kenyl and al kynyl here

al so includes unsubstituted al kenyl and al kynyl residues as well as al kenyl
" and al kynl%b.resi dues which are substituted Tb@/ one or pore, for exanpl e one,
two, 20 thrdeseectadoliom thejaroupcansigingnts He Corbio-allod; wnpubstiteted apd apstiarted: y |

. groups. | ghefydShirzyt, etetdtdapy | (RIT-AMHYLTY, pREYIOES, ahdr h&¥dm-€0, the

aryl al ken%!b, .hgdro %/v J gen%%el%i(a; as E}%CZ-C?) al.éﬁ.@sllf-lﬂ-{f or al éﬁxﬁél kenyl
Such as (Cbitistni; of MhickardselSle iR fh groupicnasi Gt HAlfEsps PeoBloREs et

i n anys deGj-CedlkyhdtCwealkoxd5 ahk EFpland WereiC8n8r miokaoftihyse sbsitudditl/ AARH?- |
-CI;Z-CH( e%'t - CH2CHZCH2CH2- and - CH2CHZCHZCHZCHz- groups. |If not stated
ot her w se;

H& above- menti oned phenyl residues, naphthyl and i ndanyl
resi dues and heterocyclic residues (including heteroaryl residues) can be
unsubstituted or




30 can carry one or nore, for exanple one, two, three or four, of the
substituents indicated in the above definition which can be in any desired
posi ti onyd habdis&onpounds of the formula (1) nitro groupsp@fRpiiEsant as
substituents, in total only up to two nitro groups are preferably present
in the nolecule. In nonosubstituted phenyl residues the substituent can be
in the 2-position, the 3-position or tRe 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, WO 02/ 064545
-9 PCT/ ERO2{ddgeiderdlydhds thosanid deanind & F8°;posi tion, 2,4, 5-position,
2,4,6-position or 3,4,5-position. In fourfold substituted phenyl residues,
the substituents can be in the 2,3,4,5-position, the 2,3,4,6position, or
the 2, 318’ & setestetlifoom tHeogplip consisting\of pHpGY-C)o-alkiyl; 18;-Cs-alkoyy)-C3Cs-alkyl; or

4-t ol yl . z - I '

1 napht gt Pl At BRubaRRGY by he AR Holbfoaryh o SAARRUARS of HhiH

3- posi ti are sal¢ntedafrpmstheigsoup eonsising of helogens, psrudelpdegens.on-Cy-akyl-Gidsi-t i on
or the 8-,pQ%\dATGE; hdWAGEMINE of HofdoAheRREbAhentSEnBePreseht; t he 1position,
the 3-positidon, the 4-position, the 5-position, the 6-position, the
7-position or the 8-position. In higher substituted naphthyl radicals, for
exanpl e R'hapdtdaed froad itleagroup codistin ifty€; -C actiliey vehisthcanhbecsubstituteddyamet hr ee

substituents, the substituents can also be.l. o si kn all p Lbl e
posi tPondr n?%ﬁéﬂ?ﬁ“ R |s&iﬁ§§elaiiﬁ%? glz]eegrioH&gﬂr_lsis}w OieFts mgg"gﬁﬁﬁ%\ﬁaagﬁéﬁ

r esi dues (@GhHCgallydmeneaptm G b ESs-atkyt)enhinerand ali (G- Caradk yd yamine;Clof andhsubstituted
substitu Ladi: i : i 1 \ t he
subst | t udhl UgpIStERCherl [ aREEeaRL, AR SERRIHIA: SHOSHL FinEthe 12
The abovereiss ronsisting ofdwlegens. pssudohalogens, SuiGagplkds CoiCarabnxyrandatFngndo
nonoval eRther& bAsESmBRU thase 3B Yutéids tdhebedir¥hent resi dues phenyl ene,
napht hyl ene and heteroaryl ene. Those dival ent residues can be attached to

t he ddjacent groups by any ring carbon atom In the case of a phenyl ene
resi due, R'hasepamonihehasthd sngmeirtingas Ror t ho- phenyl ene), 1, 3-position

(et a- phenyl ene) or 1,4-position {para-phenylene). In the case of a
napht hyl ene resi due the 20 free bonds can be in 1,2-position (=

1, 2- naphtRY ireleperglently Rasrthe barheaeansngt 94 X ;0or in 1, 3position, 1,4-position,
1,5-position, 1,6-position, 1,7-position, 1,8-position, 2,3-position,
2,6-position or 2, 7-position. In the cage of 5-menbered ring aromatics

cont a&0ni iy~ inslepensentlvbasghe saphmganing ayRekanpl e, t hi ophene or furan, the two
free bonds can be in 2,3position, 2,4-position, 2,5-position or

3, 4-positimn., A dival ent residue derived from25 pyridine can be a 2, 3-,
2,4-, 2, 8%, "ﬂeBQrfdeﬁaﬁﬁaSotpe%WW%ﬁ% iyl residue. In the case of

unsymet ri cal dival ent residues the present invention includes al

posi ti ongaii i I 6. a 2, 3-pyridinediyl residue, for
exanple,q%t"ﬁ%@@ﬁ%gg&?%Em%%ﬂ%%gﬁﬁﬁﬁggﬁgrch t he one adjacent group is
preseXt in the 2-position and the other adjacent group is present in the

3- posi ti g2 axdepEildenfly hid¥Be SRNPRIAANE Bs NI ch the one adjacent group is
present in the 30 3-position and thé other adjacent group is present in the
2-position. Unless stated otherw se, heteroaryl residues, heteroaryl ene

r esi dues, R¥gideperieatly has the saemenidg as RYs which are formed by two groups
bonded to a nitrogen are preferably derived from heterocycl es which contain
one, two, three or four heteroatons which can be 35 identical or different;
mor e Jr ef RY aindependeetly hasthd same eadingas Rt er ocycl es whi ch contain one, two,
or three, in particular one or twd, heteroatons which can be identical or

" different. . WO 02/064545 -10 PCT/ EP02/01444 Unl ess stated otherwi se, the
het er ocycR'édndependsatlybavidy sime mspnipgpy Ryicl i ¢, for exanpl e nonocycli c,
_bicyclic or tricyclic. Preferably they are nonocyclic or bicyclic. The

ri ngs prefgrabl r -nmenbered ri.ngs, & menbered rings or 7-nenbered
rings. Ex @F&X@nﬁ%ﬁﬁ%ﬂ@w%egﬁﬂmﬂgﬁgl pc heterocyclic systems from which
resi dsges occuring in the 5 conpounds of the formula (1) can be derived, are
pyrrol e, fura i L] wiazole, 1,2,3-triazole,

1,2, 4-triazdl eperi&gﬂg?%:% eslf"%,q%-a%&g%ﬁe’(: oxazol e), 1, 2-oxazole (_

i soxazole), 1,3-thiazole (= thiazole), 1,2-thiazole (= isothiazole),
tetrazole, pyridine, pyridazine, pyrimdine, pyrazine, pyran, thiopyran,

1, 4-di oxi ne, 1, 2-oxazine, 1, 3-oxazine, 1,4-oxazine, 1,2-thiazine,
1,3-thiazine, 1,4-thiazine, 1,2,3-triazine, 1,2,4-triazine, 1,3,5 10
triazine, 1,2,4,5-tetrazine, azepine, 1,2-diazepine, 1,3-diazepine,
1, 4-di azepi ne, 1, 3oxazepine, 1, 3-thiazepine, indole, benzothi ophene,

o Y 4 o L, o o o o



25 Substituents which may be derived fromthese heterocycles can be
attached via any suitable carbon atom Residues derived fromnitrogen

het erocyqlg6atuscarry a hydrogen atomor a substituent opcHrpiAd4di trogen
atom and exanpl es include pyrrole, imdazole, pyrrolidine, norpholine,

pi perazi ne residues, etc. Those nitrogen heterocyclic residues can 30 al so
be attached via a ring nitrogen atom-1n particular if the respective

het erocyclic residue. is bonded to a carbon atom For exanple, a thienyl
resi due can be present as 2thienyl residue or 3-thienyl residue, a furyl
residue as 2-furyl residue or 3-furyl residue, a pyridyl residue as

2- pyri dyheter@atyllitea 5 3o pPmetyiered atathicomofiepyrr bidydlicriesdraiyele @niigeg iode ny |

oSl el R i ot R RACP B 2 LPer O

(thio)norpholinyl residue as 2- (thlo)nDrphollnyI resi due,

3- (thio)gpr t L

hi onbr pRBIERg. e o657 e bt A SR, ey AR Gerkle conaining
derived Pneenmorgheteroptomesedictedfrom iy @OWPIPQ}WSP% 8t NaOrad'Sii a a carbon atom
can be attached via the 2- p05|t|on the 4-position or the 5-position. In
case a hetero ycI ﬁg g f Bﬁfi ’tuted it can carry one or nore, for
exanpl e BReISRH Ly g&nqp Ybdentical or different substituents.
Substituents in heterocycles can be present in any desired positions, for
exa n a r residue in the 3position and/or
int é hﬁﬁg? |%ﬂk§m%+ ﬁi*HYEXPQf&%@ ygﬁ in a 3-thienyl residue or
3-furyl residue in the 2-position and/or in the 4-position and/or in the
5- p05|t|gpm(y 0922 pyridyl residue in the 3-position and/or in the
4-position and/or in the S-position and/or in the 6 10 position, in a
3-pyridyl residue in the 2-position and/or in the 4-position and/or in the

‘;’ posi ti Withatﬂg/ fivigonthat) éh gas@q‘di RPOR® andR&art- ‘*’Vﬁl R;ghs .ﬁcﬁamdmtituned jﬂﬁ:nyl )
posi tion or, in.the SItIO e and/ or, i;n the
6- podfti YASY Me&mygdﬁrtphﬁlgvidﬂwﬁ% g*&‘@%‘f&é"hgﬁi gﬁ?’s%gﬁ%mﬁ??&?ﬂ ?y}'\l- oxi des
or as quahlogs-Raietheyphenyt, ofbeomo-2gmethagphemylj on quinioxhlin-2-ydein wast R’ 0m a
phar mace |}y C I ] | be 15
P esent St s RGCQREE 1€ Bl el e, R 38 nof e A8 € nof BB 00

i odi ne, [6itet BT@MBL 1sIN@r, R és mat 3c¢h1@rpph@1yl Exanpl es for pseudohal ogens are CN
and N3, a preferred pseudohal ogen is CN. 20 The present i nvention incl udes
all stereogisoneric forns e conpounds o t he for [ ) nters of
asym?bt r }htindhe a%p?}#@gémfrom& K. » SRS AT R %ﬂt%ﬁm ai |f§> * Giampie, aryl

l ndepende,etekdaryar allayleetanednhwpﬂe@nes&emm‘&negwhay i indeperdentin fiogueahiathier The

VNt O PRk 0eS A BRRRA IS o6 AR e iy St eo%rr%a{carqmmt ur es

and/ or
di ast er edlififerent from zh¢h pther. d3ne émmple cso&hpcd;ﬁﬁ?dana@H@i)dmng) group i whids
inventio R | ¢S can be present in enantlonerlcally
pure forn%{%g%nas tsga\%lj}gtlg%gr%y%gn éefgﬂdextrorot atory anti podes, in the
form2f racemates and in the formof mixtures of the two enantionmers in all

ratios. Iﬂkylhalk@ﬁﬁ%n@fau@nyl R4{dhéy éanl &qmeaf stbrahéheld nycgarm encyclic] THEig 1ot h

the cis for thetra forma ures of hese in
B raci GBPISe I BeL A o pthet gio g BE xR iR afioby SR YRR RO The

pr epar at igaoupsfor amiliogdrdugs, oswherethey aresubstitated.oe carri ed out, |f deS| red, by
separation of a mxture by customary nethods, for exanple by chromat ography
or crystallization, the use of stereochenical | y uniformstarting

mat erioal Exapyplashlor egkuillgemps arg migthydt esho pedpybtbuid, pomylhdexy, hapyk @ﬁanﬂ y a

derivati zg E}'pﬁe%r}h@ﬁ-lé‘(ﬁﬁé& Sfjthgéét regiﬁu&efd%t% 9, %Bﬁtryﬁtléd?)@n@ s&f—Sﬁt?P'téi‘ﬂm?r S.

" The separ at m Xt ur e im I SOners lgﬁm @rrl ed out at he
stage of hutd, sRPAGEHlds3: 61‘1“91’?@)’111’8'{)’ The( fepmpal b?f@ 8 QQSXIHFSS incl
. 02/ 06454 % yebalkyCTresiftey/ Abd4éydisdlieylratai]l atsdbsr (dl@ylt h&bs‘sﬂmédle@l ScycIBchyDr esent
I( Inyent | Onco?ila%)mé na(fl llég > h‘;jlele1 cagr grtl Oat6ins.© ;(%p es offor sich ¢ nR)%H(nijsres(?lIiueso Ll a

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

cycloalkyl groups can be substituted by one or more identical or different (C,-C4)-alkyl



In case the conmpounds according to formula (1) contain one or nore acidic
or basic 5 groups, the invention also conprises their correspondi ng

phar macewa ¢daisusor toxi col ogically acceptable salts, in pafkpuwhasy their
pharmaceutically utilizable salts. Thus, the compounds of the fornula (I)
whi ch contain acidic groups can be present on these groups and can be used
according to the invention, for exanpt®; as alkali nmetal salts, alkaline
earth metal salts or as anmoniumsalts. More preci se exanples of such salts
10 include, sodiumsalts,, pot saljts |CIU salts siumsalts or
salts wi fesid a?ﬁxﬂﬂ.%?r@%%ﬁ?%ﬁﬁ awples Jir Substingrd é%%‘ﬁ?o‘i‘é‘ ¥ t‘ﬁ‘?? &ffi fte,

et hanol ameﬂ@lcy&lbhe;tyhanwramtpleydbhaayi 002 3cdigethyloyolopertgls Fafthérhrd, aimtaska (1)

whi ch

whi ch CORAATRAGOTWITLE, RS fe R derine iR HRLFIRSERN oot gs |
t he for nalkf§l tekidies which tarosubstitutesl by ome ornoogafnrcﬁxamplyr Qren kwo, lthreg air deur,

Ex j d
h oo o ideffica? 4t el fesfifhed, 16t Utnald S5 ??ﬁpﬁemé“n’ggﬂ of KR 9ETgS, 3k e

p- t ol uenexamme Anydalkyl, hyd rﬁwmaﬁueméar@t%ﬁlw -0 gr alkgxyalky syeh @s -Eoeti ¢
acid, tactpdlk@-@FCAC,)-akyl ﬂle%ﬁbﬂltuél@d daf e ipeesestiifl anP @dsiret posifibsl, form c
acid, propionic acid, pivalic acid, diethylacetic acid, malonic acid,
succini c acid, plnellc aci d, fumari c acid, malefic aC|d mal i ¢ aci d,

sul f am nEﬂaxﬁplbdfor%ﬂce}ﬁhbﬁMl epkym'il gmups arithe vg:lyhr.esrdue taeil qqromgzbfebidue ahed,

bor o8 gl it (LF rédfal (B Bfen P isaul e By pRpe1 Wllade) 1
si mul tanﬁmusmtlwdrﬁtlantmyécﬁsidm ethﬂd eﬁafsybregrdug,pﬁlq Prprapynyiotesiluk gprapaegyl
i nventi OF%RquP th@al. Hﬁlﬁﬁyl feQndﬁQ'CHrt Ehge bilty ﬂeréﬁlug frﬁé %mﬁ%'iﬁén?ﬂﬁ@pe 419 er

salts or betalne 8 pective salts according to t

fornul a emre%kmnﬁlé MY&I%HGHWGE%QSMWC patkenydralkys respush (alkd SRPRSVHC% t he
person skyl dy@malkenylbl&oafaguhg qu 1emrth9e>éaéaib@1 Ryore® NE2hpl &0 mn?eﬁaowéédyl an
organic or.jnorganic acid or ase in a,so i spersant,  or, by, anion
exchéﬁger%F}“E%\t g'i? @W SRR lni £XC 6‘?%8?3’1561?3("3&1 }%QY‘S nEYGIoRsLsny]- orf‘]il S0

i ncl udescydlballesmlyt gromps tarebe aubptiutedsbyodnet dremébrerideritizal(dr)diffieat(CieWi)atkyi o | ow

physi ol ogétsgd% qgg;gﬁ c;l}\xﬁaﬁ'lﬁ'){t%ethg){)%uptﬁ&g%‘ <§ elﬁﬁés)é s?alf%cf %Lﬁmgegrthéjfe 4 Eenaft os for

phar maceuti cal's can

chemi cal andaliynynbersr alswinclisdes prnsphstisutedy nall@nylph@d atkoeyk msadur-gl aac\tdbtaabl e
sal ts. Thee nﬁl%?'agkynym&tdhwwﬁféhta?ﬂm&éd 1? ik, &yTPounds

of the far or exanpl e drates qr a(g‘%ucts vvlth aI oho active
met aB®l i thiee oF fowre identiselueradiffrent hée%@‘eﬁao qruexampig pryl greups dp sy Ws i ves
and pr odalkgsyl Gindtalieyny rexdueslsfop exarhifle faeylambleyl,( hgdrukyamngpﬁucal 43 -(Cp-C3)-

physi ol cal,l y. .t ol er abl cleav esters, .am des
e CwolsRS SRR Coflb ey G R sy

depi ct edcambd present @ gnly)desised psitimed wi th an N-al kyl group, such as
N-nethyl, or with an N-acyl group, such as N-acetyl or N-argininyl,

i ncl udi ng pharmaceutically acceptable salts formed on functional groups
preséht Examples fdya-Cyplbapsiyizrer @G ihdlc offbdAdC - r EEHrrih Gl iapd ar e
those coopEMMCH O NgRags.0r more of the residues contained therein have
t he meani ngs given below, wth all conbi nations of preferred substituent
definitions being a subject of the present invention. Wth respect to all
preferredf mommwddStmmlkélethboabnwbanc(dn)médﬁephm)&smirdués;mmphihgh aal sindamyd| udes

i h aad: A
har oo PRI} ROV AT AU ARl BebRA TR baf b bl RIS
i nvendi owan cdrey mmstmonqefw SxﬂhplleomPBWOAﬂmmOlEanh of theesubstisugnis indidatedria

. heteroarye fové B@ﬁ&%ﬁwh?ch(dah uenﬁ' |p\')51ft1519 npf%ae&m%mg ohﬁx\éq'oﬁﬁ'lﬂal‘B

fol | ow ng nmeani ngs. Hence, one or re o? suybstituents A
and B cafDmitre &rﬁ'éPSpP@f RrePERY %e%‘ﬁﬁ%%ms’t‘ﬁet%r%ﬂbr‘@f& £ "Wé%\rﬁ‘?fﬁ’é mf’he
. even nor 9rdféx€619rm@énm&ﬁe Rideculeh n MdAbsubstehed rpﬁdnyrﬁ‘@d‘dlftg $he substithént can

parti cul ref er.r. nln n_ bel ferablys | ected from
Phe. or oupedt il Zoprjorhe dpostiadr Hie arposiBoh. i dippsffEacpan isSAueCing s
pseudshalsoigstingnts(dah -bedn eﬂikpd»s)t{cﬁ(, Qdpositamgl 2 SAashiring ﬂﬁtmumndlétpolsmaa tor
monosubstid gésﬁfqﬁxp'lﬁ%Lub@ﬁ&ué&eéﬁnﬁﬁ&é@kduﬁé B SURERIchHE ﬁoﬁn Wiy &Boﬁ{i&l,

sel ected 1T roup consisting o al ogens, pseudo

C -C3-al kyl, Ci-C3-al koxy and CF3, where het eroaryl IS sel ect ed fromthe
group consi sti ng of 5- and 6- nenbered heterocycles containing one or nore
het eroatons selected fromthe group consisting of NN O and S; R~ 25 is
nore preferably H halogen or C -C4-alkyl. RzZ2 is preferably selected from
the group consisting of: H hal ogens; pseudohal ogens; and Cl-C3-al kyl; R2
|s nore preferably H 30 R3 |s preferably sel ected fromthe ~group



W O 02/ 064545 -14 PCT/ EP02/ 01444 R4 is preferably selected fromthe group
consisting of: H C -C4-al kyl; Cl-C4-al koxy; CF3; hal ogens; pseudohal ogens;
{C - CA- ally bdoeP@ M ; and unsubstituted and at | east nonosuBghdleyigd phenyl
and heteroaryl, the substituents of which are selected fromthe group

consi sting of hal ogens, pseudohal ogens, Cl-C3-alkyl, C -C3-al koxy and CF3,
where 5 heteroaryl is selected fromthg “group consi sti ng of 5- and 6-
menbered heterocycl es containing one or nore heteroatons select ed fromthe

&7 ol o DeE 2 pSHiBhch ZrpitoR P A ErRiT B SoE R IO 1 10

Ais pr e{slﬂbsatutgd ph&rerbmmﬂlfes oﬂnetdubstgnm$) cambeiisttha@,3H, 5@H§1t1amdth€|—]{}14 6A | s | n

ticul
Pha oo Pt or he 2 55 £1p8HROLITARN COMERENI] G B SHAVE 3N3HP b AR0L, 112
group cohbpbtﬂlb’hgalbbe 1an@h6wb OAr2 -gaphthydr Bupmopesubstitbisd hl-l)ﬂphﬁh‘Ml crhSIde the
unsubst | E\%sﬁ]ﬂleﬂf cdPbd ¥h BE€)- 681tnGH §he y%gllubﬂeﬁ%&t ﬁ@slltf(ﬁlt ?lq: 5 g)gﬁhg)ﬂethg fup

consi sti ng .0 unsubsti t

monosubsPPHtieRd "CZIV’P%E)“%‘ Rth SZBOSEE?"@F AR “tu@g @PQFIW Fﬁﬂd“etﬂl@]@ lal koxy,
( C, - C8- abbsitiom the18-positioh]] th@-p@blkmh,) he15AsvsitionSthe LBdpdsitiong tHeST-positiét 6Mthar e

(C1S Coe afieiioh BB BNt AR ricnls ForBma top Rty oF 251 o,

C3CS— aI kamldltlyyl raphehywmchelaaryoa?vqlor thiee ngubstitpenthether odbstjtuents katidlsa éd C

|
S( 0) C, w&ﬂtéa:‘ﬁka”%ﬁ%eﬂ%%ﬁ“s liﬁ&%iéi %?"\duis(s‘%%'?g P@IS“%P)'@“"S A 20
benzyl anyhessidues igsh SRR PE nEyefituted @ cagg-qzielyrI maenf the @bsmuws )mdlcated

phenyl - Cg\lbkse tlﬁg"i%ﬂycr{zi mugs ax@suﬁit}ﬁlﬂed the BedsBhRAT o su%&nts can be in any of
; C6 al kyl)-CO, phenyl - CO, heteroaryl CG,

het er oar yl) C~-
CF3- CO ¥“6(B92 M nsp@d’-&% -CHzCH20-; COQ(C 1-C6-al kyl); - CONH2;
- CONH( C, - C6-al kyl ) ; CC]\l(dl(CI-CG aI kyl)): ONH(NH2): - SO2NH2; -SOZNH{C C6

(0“0 e pEOENGIER b iy B Rl Muiramanbr Pkt -
het er oar piBOIFNply hether dualgnt-BsidnigsCphesleat, kyaphthylean dind dietaraargléner Thaise | east
mnounsaﬁWa%?ﬂesﬁiuh? bzﬁ{ b¢ attdTREP '&rﬁ{eeﬂ c?nt %']Bu% HRE cRoR PG Cfnfet%ﬁ

containing 1 roatons sel ecte up onS|st|ng
and S, WefseHP r?epla%@e residuey these can, be dx ¢l @rwlttgn rvhmpbgmmms =pogigon

PCT/ EPO ZI(IQMMe@ﬁ@neq lor Wﬁﬁ)sﬁiéﬂ%zirh%@ﬁyﬂerfe@'lﬁ%@@hsé 69%5;&1%;9&@%&&%&“ i ng

of hal og sai d

a
O ¢ hahoISRE boiits, 5 B AT e LGP EPHRIAD) 55 e sai d
group Hepasitiomhbd-gositied,11,6gbositions ¥6-positieny I1,7-puitno d[8¢position @, poxitiard

phenyl -c Q%t @dsm&g?‘rgﬁglﬁﬁxtlgw iﬁ: I?heaé\ eO(H{ % ﬁ&%dey éip Eﬁ% eapcgrp% [1: t&%ta?lﬁn% one

substi t ueht r-or
subst i t uhetgragiony gechoas, for exa@mi@.tthmbmesos@lr@ntth@ th @wtﬂoedsgcmupe @oask-sti ng

of hal og Bﬁtlorpsﬁ’u%ﬁﬁoﬁgqﬁ osgnonc%rajk sitibht ACd‘l%n@l_xléﬁdﬁe cﬁﬁ%cp:@om RS is

nore prefer aromt r'gup conS|st| ng..of : or _a group
Het a3 boPHri ‘93(9?“ C’a el im st394r lﬂre}is'@b’“@‘&ﬁ‘yl Efﬁléiuéf 'hﬁ}eecase of

substi t Uﬂﬂi)&mﬁ&heﬂtdﬁhléﬂt @¢Bidues tig frEdent Nentidn 1ﬁaludés alh@:{sﬁgﬁlasnsoxﬁéi;s Nigz ;

unsubstitu d and at, ,J eas osubsti.t ut ed C6 al kenyl
oG8 al R eoREPt E2. 3Rl R GEERE, Koo, 1 mluosce eamipumy] fanfieh, '
substit udretme(ﬁdjanhntcgroup &5 medest inettie 2rpositioneand rtbeipthenadjacent g@upfls present

C, - C3-al kowy3. ﬁo@:tfgﬁ ﬁll erfﬁé Eﬁg#&mdqﬂ%hwﬂzth e brie %a&hk@x%qb Yé pre&lﬂ? fty Jhe

het er oary
30 3-posmon and the other adj acent group is present in the 2-position.

fb

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 contain
one, two, or three, in particular one or two, heteroatoms which can be identical or different.



15 substituted C~-Cz-al kyl; CF3; OH (C -C4-alkyl)COO S(O m C--CA4)-alkyl;

(Cl-C4-al kyl )CONH-; (C,-C4-al kyl ) - CON(C, - C4-al kyl )- (C -C4-al kyl)-CO

phenyl - CQo hgigs@aryl - CO CF3- CO - OCH20-; - OCF20-; - % 201 CHZO- ;

COQ( C~-C~-al kyl); -CONHz; -CONH(C~-C4-al kyl); CO\I(dl(C~ - i(

CNH( NHz) ; - SO2NHz; SOZNH( C, - Cdal kyl); -SO2NH( phenyl);

- SQzN( di (C, - C4- al kyl)) (Cl- C4-al kyI)-$®zNH— (C~-C4 20

al kyl ) SQzN( Cl - C4-al kyl )-; and sat urated or at |east nonounsat urat ed

al i phati ¢, nononuycl ear ered heterocygcl es cont |n|n 3

het er oatﬁﬂlssssgﬁﬁs@@élzﬁrwssmhﬁ “‘ﬁ? "Btscf@nshesmpwyelﬂc Rf Peya¥ics: orogsaEipe

het er ocyigbrscychd) H@@oaubﬁttnbydlﬁdefexanlg tﬁéy AR mofiodelic td#QﬁléyS:llS e’l‘l@@hﬁgs f rgm
0XQ.an

ons, O anefetibiy i P hinad BRED % memberid Fing¥ ok TnmBsE Y ExpeE Bt Shany |

25 or theommydlugraodpbuemlar hemmgydlcn spdtémé eft@m owhigh , regideesy loccuring in the
het ersoaré/dm;ﬁ)‘ﬁfel&ébﬁ J{@fogrﬂﬁlapgwéﬂl ‘BQ%RV&H 'lﬂe %&Hgl% ﬂlur\&l? ﬁaﬁyﬁé da%l%' 'y

present 1n sél group

Het ar, cRifiazsde, doktriazoleeli2 Hytr@mledr 3'|de91°5 l].h@s(!’iag‘@lélﬁ:f oxazolact.2@xazade(T he

group CO[@&la'iBle)‘QIthhﬁ%l@g@&hlaﬂﬂé’ﬁdpmmﬂﬁéls(r fsofhidzded)] HathazoldH, pyrldme
C, - C3-al koxy,. RS i s even nore [3 erably electegﬁromt

group coMél mﬁgpyaimﬁgﬁeﬂwzw RYTgh dligPyieRal AlitinG L eRxazNee & - gazine,
unsubstit ul-toﬁdzmdi t,ashidziaae1, Gt:thimirnle submjaztmge N{233-srdzies 61912 Arapide)el, ysoup
consj stln Br: C -C3-a

2-am%o ng,, tll’ ??L}%tf %epmeCF %d@ E&ge allz4 ﬁlﬁf me,pﬁeﬁ{)?zepﬁlgt e} 8ary|
benzyl Wmmr yﬂ,-3|=lbtahgpme CHindgle, C:S‘mnkmhw;phptvenobqnzofuram | ubenaotbiazobey ;

§h§n§| ;;ﬂ;{ngfsx?g%w%%od((ﬁ( Iczf“ﬁql §SG@%?wnyl suf’g&ﬁﬁ hﬁkﬂgﬂ% r ?%ﬂb%}lme WO

02/ 0645 hihalazgnectiicnpbiophenrss 1 8-Rapiaiding; Al other mapeibkTdiness meridin, or
(C C3 a]bﬁé)ibt)mﬁgé"'bach(d?lhéﬁ1ﬁ|s£ﬂﬁa)€d3@?rh‘ er (@@% f63a Kly in) pe@ﬁllypﬂilﬁaﬁ(]}at

5d| (@rmﬁrgmg}plﬁm E’gﬁp 6rt g 0 f@an aqu |n)ax1ma y unsaturatecl kyI )
ﬁOz N( di fofih; A eak kKiié rgspeqriverfotrhe mylknowm m&t stﬁblaylrhe rm]&rrrpr‘myi" n?nu ;thenéetm
t hl onor » en ter cont.ai nin
and pheny LGB a8 IR oS R aneR B Aty b Gl apRatEA] 4
subst i t uaell ss (bﬁcytche rwdu@s pltnewiy«th onlyt ¢ne Q@i&jlmromptlﬂehxdcpendanlyb&esm ituted
by one a;f d Qosfﬁésﬁénhue{%ﬁp SR}"e%P etﬂef{e t‘%ﬁu& rl‘?ﬁ&r"c%ﬁieéﬁdlsgg §ﬁlteﬁﬁé ogens,

pseudoh gens

prefd a grerg@r%fét inelide oot ﬁéa'gPléu [Shec @%@raﬁd h@tefprcycl&s fRyTSlidivRe mnendme
4chl or ophigepirine 4niamfmammul thidndrpholfre: aIfHéoéIé@red)B@rh}i{uratlon of heterocyclic

3. aldi Léé’rhﬁﬁsﬁtﬁwﬁe@”ihdaf PR RO Ay i Batiptsa Befegheto B Fransptain, ey
2- hydr oxexatphe tong,| tpleem three dotiblel bonds-witken hhb(lypm gystem. S-membered rings and 6-

2net h - : - DR, 3! 4- net hyl phenyl ,
bgﬁzo?)l(y’??lg?%i? *hggg@%bipaélfgg?gfg?%goro att)ltgnzo [uirg ]dlrr§XO|y : ;lny

2, 3-2 hydr obenzof uran-5-yl,

1-(4-chl S?&B%tnﬁléﬁ@ywﬂﬁhtrhhf |bk!0<ﬂé?ﬁ%3 hydrm liFeddy h&én%l:f‘clés ¥hn be attached via any
1-(4-fluoro:-p 5-di.peth H benzotri azol e-5-yl,

1 Hi ndo%tah eyq rLyOf 419%8\8%1%“@@ rwe{ﬁ"‘%bwregw h%ewvcﬁ%%mh@ pydrogen

Hbenzoi natomzer zesﬁ:sﬂtucntlomatrmg m&ogemzlnaamz and 4xmpleamcdiide mutoue}mhdazeleﬁ yl
e-4-

henyl ifl dj
r honzoi BtALeL MRRNRG rgere B LARRL S HhoseiitSgel ol bl il
2, 4- 33] rrealkq/lbecmaghﬂdevfa gllrngnmroggnthmyl qnyparnmdmnd Ebeytespectlve heterocyclic
2, 4-
- 55 d: g{eﬁlﬁl.le tlJ"h&}Eﬁ{i % 3 éél'bornrz%t?m FHPF)@!&})I& L?%s?du% o4h: bg preszfnt ps 2 hyI

H pyrr ol @@yyresndze or arth@pﬂyﬁgﬁpepwfa% |r%sl@eﬁs 25 ématraf»lém o %rﬁyy} redtdse
, 6- di mep Y‘ré%YddeChs:’Z- ﬂ'rid 2 r@mdiien'giﬂ}'}’lkly]pﬁéfsiddgny W pyridyl residue, a plpendmyl

-am no 5y BT yperighbl rﬁ?rﬂgusr(opéew@%?ﬂgyé APty 5 rfz,sm%f%PWPflawh J0.

-cysd Opfe@x[dyd: -&t- Agtiperidinyhi @zidue,- 3- ¢thio)morpholinyl residue as 2-(thio)morpholinyl

et nyt - SR SR GRS AR o o)A L ATE M Bptblling. )

H-ben20|n1dazole 5-yl, 2methyl - 3H benzoi m dazol e-5-yl, 2- nethyl pyrid-3-yl,
- met hyl - 6- tr|fluoronethyl pyrid- 3yl , 2-nethy|-thiazo|e-5-y|,

-nor phol i n-4-yl -pyridin-4-yl, 2-norpholin-4-yl-pyrimdine-5 30 yl

-pyrrolidin-1-yl-pyridin-4-yl, 3,5-dinmethyl-1 H pyrazol e-4-yl,

-am no- 5, 6-di net hyl pyrazi ne-2-yl, 3-am no-5-nethyl - pyrazi ne-2-yl,

-anino-pyrazine-Z-yI, 3-di net hyl am no4- net hyl - phenyl ,
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t o net hoxycar bonyl phenyl, 4-net hoxycar bonyl phenyl, 3-ethoxycarbonyl phenyl,
4et hoxycar bonyl phenyl , 2-brono-4-chl or ophenyl, 2, 3-dichl orophenyl,

3- chl or owg (R6QARANEZ- sul fonyl ) - t hi ophene-2-yl, 4-brono-2-ghl op gnyl,

4- met hoxyphenyl, 4-et hoxyphenyl, 3-nethoxyphenyl, 3-ethoxyphenyl,

2- met hyl -t hi ophene-3-yl, 3-chl oro-4-nethyl -thi ophene2-yl,

5- br ono-t hi ophene-2-yl, 5-chl oro-thi opHene-2-yl, 5-methyl-thi ophene-2-yl, 4
15 net hyl -t hi ophene-2-yl, 3-nethyl -t hi ophene-2-yl, 5-acetyl-thiophene-2-yl,
pyri di ne- 3; yridine-4-yl, 4-trifluoromnethyl-phenyl, 4-ethylam nophenyl,
4- et hy| éﬁﬁ‘%ﬁbr@%‘l@“e ﬁaﬁw%éﬂ@nw-}mam& ehivigazqle, Biiehp atgehed via a carbon

2- chl or oahesin be altachtdaiDthd 20misition; MBapdsitioh@h gy Rpesitigt. hy!l - phenyl

2- chl or o- 3- net hyl - phenyl , 2-met hyl - phenyl, 2-acet oxy-4-net hyl phenyl,

2- acet oxy- 4- et hoxy- phenyl , 2-acetoxy-4-net hoxy-phenyl, 4 20

trifl uor turedsbylhsterdoyolyd grohpniglsubstiaypéd, littdagroarr® oyt or toie, fornsxample-onegdewo, 4- yl |
3i sobuty ) AQ= e - di I 1 an - nyl

2- br otmp e 05 P or dfférert s, BLBRARAYS ARRRLBRE R be presen

3- chl or oirpaty dg&ir@dhpﬁizigng,tj{)t exapplene-a2-thierph gesidue or 2-furyl residue in the 3-

3, 4- di chbgliQeeRPE Rl thd1 PoLRIBE aRdMt in the stﬁés%&erilyh 3L1§1ie9§;191fe§irdﬁ@ bY 3%uR/1t 0

10- member ed arggﬁélc“,nnno- or quycch g%ﬁropycle co,talnln%hone two or
three hefSsidysiBike dwositiorand/iopin fMiset-gestion apfier ut the-positign, &8 arapxsidy!

het er oalr yésidus iﬂmetl 3-|p?]§fi@i Iarlitl/yr ijixethe@_t;ﬁiditil‘omﬁwdﬂl én @lle()ﬂpogﬁ@zs hﬁ/&im}ﬁ ok sturyl,
pyrroLy t.nlenyl ,, thiazo 1 sot gl az xaz l.soxaz ,

oyt adb! y PSR A2 Seldue 5 2ri5iol gt B e bppsites Ak briorspe -

benzoi m dasitéry and/breinzthé i6gmsitioh, inba Axyxidybtegidpe duthea2-position 3ad/drsinaghe 3ol i nyl

i | i.oyd: ' lo_d a0l f " i |
benzot hi B%%i%%nyﬁl'%ﬁ§1°€h%dﬁ£%ﬁ?§® oS hAMn. STRISEHEEN Yereracyplss
10- menbef@italse be agsert, asniyrrakides ror (s gpatt¢roatyesalip ¢eplginingco gownteriangwhich, ist wo or

three heygiRal Rom & phriabhticAIl bidptaBlOMd. CORRIYS kisidhed] fosfex&ln?g anf P§; the
group_ Hetar is nost, g_hgferabl sel ected fromthe group consisting of:

y
furylS pPrseitgs PYREPehYPXIdeshi azol yI, isothiazolyl, oxazolyl, isoxazolyl,
pyrazolyl, imdazolyl, WO 02/ 064545 -18 PCT/ EP02/ 01444 pyri dazi nyl,
pyrazi ny tdyl . pynim di nyl .. benzoim dazaol yi enzt hi azolyl,
benz oxazSifEen S&?‘h"%ﬁ“?ﬁ%/ Stlic, Brbmiing 09eh iadine, prelerdbly; fhorhe gt MO o1 1 ndol yi |
benzof uranyl, benzodi oxol yl, benzothi ophenyl, and indazolyl. 5 Aryl is
preferab i I ABN r &;&ﬂyg ormula (I) in
whi ch so%a@@%g{d{ pg@d'{)ﬁaelgge@fg\%_ nexr?fl?owé’e%argegoup ﬁ%@ga@é%& {ggzel\i'pr eferred
meantgs, the nore preferred meani ngs, the even nore preferred neanings,
tBe most TRE fe@,éﬁtqﬂvégsﬁaﬂltimf es @l s&é?@oiﬂﬁ;;iéd&féhﬁf by ﬂﬁrﬁnﬁ{&xﬁ& ?Pﬁ‘n@'f&ﬂl%alge“ ngd
above are also an ect o e present inpvention. referyed compounds
accor di ngl)'t S%Pﬁés ggnéﬁymm%r r'rgﬁtag"(el presery "hﬁge JOmPRERYs o SF@B{aeg‘)sélllreri c
f orns or imfepdndently bfi@ne ainother daye ISatordigaratioheorpRaconfigatationaThy imaneph abl e
salts th f C . I Sj.qtir ;
N-i ndan- F@ﬁ?ﬁfﬁ{S?%ﬁggd%éﬁﬂéﬁgg;%ggggﬁgggggﬁg5%%—hﬁggg%e%%}§9c%}gg§§lic
aci d2§ ndasrepisomiersifereexamphs amistuyesnefl enpatiomers| anfl/gredipstereomersain ak ratios.

4- et hyl sghfiaR¥inpdhidde dedbrdiny ko e pP&BAART hi ‘ '
S ot b tipdiuidd datuding o #R pRRGH b%?lﬁ%"g which can existas cngntiomers can be

2, 5di met RiFsent- By epgptiomengplbe (hvps -fopmy, |38 everoiaieryy pnd asc dgxtrorotatory

i ndan- 2- yhtipides; in theFdimh o kemaits ahd irithe TofR P aixtuies oRehedtviodhafitigmysani de, 1
A '( ndol &3 @%@%%&e@%@%@{}%@;ﬁs & %}f&”lhggp\éq%ﬁgﬁ 18k Both the cis form and

2- anB®o- Niertcms f@nyds- Wwelhasomixderes af thesh foahhid alllrallop\All these forasrteanydbject aci d

i ndan- 2- i t =1 i 2o | i e B - 2 i de,
3T Chi or oo M HiEnCinFehiSE PUC picBAROEBEMANTALP Sol bRty dn bataRie otk AP

3- net hy| desieddnessparatiomphibmitine bycustomanamethods, foi example by chromatography

N-i ndan- gr YrysfalliRkioN, 8¢ te-RenNéRHeft®chemically uniform starting materials for the

N-i ndan- 2-yl - 4- et hy| sul f anyl - be zan1§eh T .

Seh or 0. Stk Stelsat S STREopHORtomly A derytietionsan begaHed W ani de,
5- rret;hy: béfpleem yépaiation py sezalimere dhb aiydratioraet egnii)lrtdartaf%tetb(ﬁgﬁlﬁﬁs can be
5-acetyl -1 hiop - 2= 0 j.C bd i - ] de,

>~ et of oo S 15 5 SBleg % oS e onaln I, 8F O taserf 89 ¢ e

present invention, the substituents RlL to R5, A and B and the groups aryl
and heteroaryl according to the formula (1) have the foll ow ng neani ngs.



WO 02/ 064545 - 19 PCT/ EPO2/ 01444 R1 and R4 are independently from each

ot her selected fromthe group consisting of H, unsubstituted and at | east
nmonosubsiyd WRdss ~ -C ~ o-alkyl, C2-C ~ o-alkenyl and C& /EP‘?%I hy‘nyl t he
substituents of which are sel ected fromthe group consi stl ng o Il—'

Cl1- C65 al koxy, (C, -C6-al kyl)nmercapto, CN, COOR6, CONR~Rg, unsubstltut ed and
at | east nonosubstituted phenyl and heﬂbfoaryl, the substituents of which
are selected fromthe group consisting of hal ogens, pseudohal ogens,

G -C3-al kyl, C,-C3-al koxy and, CE3; unsubstituted and at | east

monos ubstmtermeéwtepﬁw the synthesise 1hg pyasentiinventigp alsp incdvdes afrtayipmeric frms

sel ect ed of feroinpouwtdstffordails (I3t i ng of hal ogens, pseudohal ogens,

C~-C3-al kyl, C~-C3 o al koxy and CF3; ROCO; CONR R'; COOR 2; CF3; hal ogens;
pseudohal ogens; NR 3R 4; OR'S; S(OnR 6; SO02NR ~R s; and NO2; R2 and R3 are
[ ndependémtchge ﬂmmnnqwmhdsaatmdisgltecif@muﬂa @ cohtig ooe pr aoorei ®idio@r dfasikl;

hal L d C ~
el 0981 lpE LRSSV B0 Bhelhahe IS
consi st i exieflogikallypareeptrble aai@s, e partiouly theirqiamucegicadly kiitizablp n@t&a;{g

SO nR 9&&%&3}‘& N@%he tSrmufd I?'W&H BERUIA’ actHid %ro %'aﬁﬂe) uil@?»eﬂp on (tﬁ;:se
i - C6-al kyl nsu stltuted and at | east m)no stit (—i: CONH
and phen)EFQ“BQZ‘né}cant usediReePRdigh 105 ther INYERToR, éqree@m tascalky bmeta%esabff,oup

COHSI st i Rfkalhe B@ﬂtl@gﬁﬁ!&l, sallISEtHCh%h@hm@ﬁﬂﬂm sAlS3 Mrd predisto¥yamples of such salts
o un d at,l east nonosubstit uted

k S02: b
(G O o decasinm, s, derriin il afRin Yot BRbalRR PRE dr HLSGim,
consi st i mqnodnid, odi Qt@am:C:énnhdsyls)Jalm A%, foryrexamipdk, nethylamingi mehandlamihg, and
phenyl - ?tfne;}‘!%lagl“ﬂ %L aﬁﬁ{o ac(?cis &‘8 Buﬁiﬁ%fqge ﬁﬁ‘%gfa (;lt&rﬁféh% t‘aﬁ'leoxﬁrorr]ﬁ&%

n

substi tue roup consi t|n ens an

met hoxy; bagic A.!fi)l@SCHZ gr@ﬂswkmc GHan( m&%ﬁt §dy1opn B |psesep4|2 carbeused

I - C3- al kykdordiR® th th@ihvahdén H i %%meuladartﬁﬁpsamlvﬁth fRPRR SNSiHaRici t ut ed
or carry one qr rm[e ED?{ su,b ituents felgg %ngro he roup co SIS&I ng of:
hal odéns; ac‘ﬂ%e%&éﬁ‘ﬁeég s Sul "Caﬁl | Kipfude gy yﬁf%ﬁﬁ}l romide,
phenyl Sutpﬁbs ptieAcid, seHurdd kil m%amﬁﬁmetﬁan@ulfoﬂlbmid{ p-mhﬁdﬁ@@(ﬂ/fonh%&d/ | oxy;

d| (C~C 0- ngiﬁﬁ@zrl?rée@s kp:n:l:écf%é %(HEZQ Fic @ 2 13 | 1¥ar}c acufI Pictic acid, salicylic acid,

(C, - C, 0- dkehzdig a@d]\lf(mmccacldl klyop)omc Qdi],l ]ﬁ\'did@duj diehylBEgicORid,- 1@deRi- gcid,
OCF20- 0 I

mmzmﬁ“%%@@me G um e AR e 2 Pﬁﬁgﬁoaﬁ% sufabifc  acid,

7- mer?Ber @bemémr@megﬁca@é glypeni¢ arig ascorljc @cw@tlwww:saw,oem%ém@,r #lipic

consi sti ragndofanad,other\é@ida,a{m&ﬁtheZ&rEzﬁT AIEROR 4D ife44rt. Qf aié cSn't\ﬁbhﬁ‘d% @famebe

substltutedlf 5) r m)r substituents, fromthe

ol ogens (ot AmfanciusSi SRR arg R (e, B B e TN Hire i GFB0Bs and

pheny!| conitsaiin¢lodesgintadditionhiocthe satyfobres preatiewed, innet fudts oabetameb &witterdortsy  of

th d

el ect ed TEsARGH ot 3eborind 8 468 GRIIEE FPRE 05%%%?1 BBt} pihdasd 3PS

CF3; 2R6 ivéhi¢h are:immnaq: klyel peosontﬁé&ﬂb_egllm thy art kkes éf»reema@a ef yorantaeting thesp with

consi sting d?éaﬁnclgr hﬁoré&nnc@ﬁ@lok%sé"m £Bo1vém &thtﬁéﬁ's@ﬂtl oP %9%!0%%)&14%@3%”3”

i ndanyl ; and~ heteroarVyl ; wherei n each of forenmenti aromatic
groups c#AtME exshange tVY‘f]thHr §plte alhey Prosrat dfw%lpe aéwomttqsé r@f ssqiﬁsoqﬁ thee

group comampbmm (ﬁfthbéfbﬁ@ﬁﬁliﬂ) whichdowing 0g €16, pHydiological kimpat(hility; atkaoty and
3 15 |@rect?y suﬁ)able for use llrll( yplharmaceutlcals but which can be used, for example, as
30 intermediates for chemical reactions or for the preparation of pharmaceutically acceptable
salts.

The present invention furthermore includes all solvates of compounds of the formula (1),
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



RO is C -C6-al kyl which can be unsubstituted or carry one or nore
substituents fromthe group consisting of: F;, . di(C, -C3-al kyl)am no; and

unsubsti W pgocag@d at | east nonosubstituted phenyl and hetgepapslorsfihe
substituents of which are selected fromthe 20 group COI’ISIF(E'[IEI’IQ oi’

C~-C3-al kyl, C,-C3-al koxy, hal ogens, pseudohal ogens, and CF3; R
independently has the same neaning as IR- 25 R' independently has the sane
nmeani ng as Rg; R 2 independently has the sane meani ng as R6; R3 is
selected fromthe group caonsi sting ; - C6- al kyl ; and unsubstltut ed

and subsEempeuwds s vhyeh hséﬂﬂgrounéie@mair 5n| forrpnl@r@/) tsowla@ﬁddwnbtaerlﬁ-&
the subshidugesiich 8§ Namewyil,Chr it &ﬁ'Niﬁéﬁ?dgrBu r@ubheasgN%QtyP%BQllféigl wﬁ

oo B ebahE BaLaSE e it Sy et oh Bt 4 ren i e

al kyl ;
35 R S i acdere@pt ed fromthe group consisting of: H C--C6-al kyl; and
substituted and unsubstituted benzyl, phenyl and heteroaryl, the
substituents of which are selected fromthe WO 02/ 064545 -21
PCT/ EPO2PCfarzerl epmengyndpoihs formyla(l) hed thosenepmpevadaivhwhiclyens or Borea¥ thekyl |

C-- CG3-al Ks%i@ﬁes RDfhafred th@n‘%?h Wae ﬁle“nﬁ%ngé RN Eh&Abw! Q\]‘ﬁﬁxeaﬁ L@égiﬂlﬁa%% %&gg” be

pr esent; R6 1s ge ect ed fromthe group conS| st ng or.
and subsPreferedsubsiiuent dplinitiens ReineeriSyDIRsA QT ¢ hg ReeserRitiYestipYy With ﬁ@pgﬂ& gllt uent s

of which ﬁftﬁreﬁlebﬁﬁfp@dndsr@m thee f@Hrulp ﬁ()orth‘é spﬂewu Ofnvbﬁldhg&m, includes all

gfse?ﬁ‘g f"t"f}f’ ‘%?’?al ; lBBC‘BW‘eésgﬁfe" & ofl B%ﬁad@ﬁfnl%"hé’ e agay T

meani ng a&:eﬂablels@ltsR‘ ~ independently has the same neani ng as Rx; R' 9
i ndependently has the same neaning as R 6; 15 R2 independently has the sane
nmeani ng as R~~; R2' independently has the same nmeaning as R6; 20 R22

i ndependent|y has the sanme neaning as R7; ) : s
In preferred embodiments of the present invention, the substituents R’ to R°, A and B and

the groups aryl and heteroary! of the formula (I) independently from each other have the

15 following meanings. Hence, one or more of the substituents R' to R® and A and B can have
the preferred meanings, the more preferred meanings, the even more preferred meanings,
the most preferred meanings, or the particularly preferred meanings given below.

R!is preferably selected from the group consisting of: H; C,-C4-alkyl; C,;-Cs-alkoxy; CFj;
20 halogens; pseudohalogens; (C;-C4-alkyl)-S(O)y-; and unsubstituted and at least

monosubstituted phenyl and heteroaryl, the substituents of which are selected from the

group consisting of halogens, pseudohalogens, C;-Cj-alkyl, C,-Cs-alkoxy and CF;, 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;-Cy4-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.



R23 independently has the same neaning as Ra; R24 independently has the
sane neaning as R ; 25 R25 independently has the sane neani ng as RS;

het er oar Yo i Sods& to 10- menbered, mono- or bicyclic aronepéfeplRiQcycl e
cont ai ni ng one or nore heteroatons fromthe group consisting of N, O and S;
30 aryl is phenyl, naphth-1-yl or naphth-2-yl; mis 0, 1 or 2, wth the
proviso that, in case R, R2, R3 and-R4-are all H, RS is not phenyl,

5-chl oro- 235 et hoxyphenyl, 5-chl oro-2- nethoxyphenyl

5- br ono- 2; met hox hen | ; noxal i n-2-y W02/ 064545 - 22
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met hyl , ﬁ@o éns seﬂ@dH&ngefK @CH-EHMH 3 sand N vegststifdted SaniCPat FP&stS not

or cour SoPe e%ahstﬂatréﬁ SRR Ro61 SRS iy Bl 0 0

literat ugmuprconsrmmgeufthai@bys, pacweiobaglogensn€i-Bodikyl, AppCoplkoxy endEFhorserhave

D Son PeohipBaL if spleltbq HABRE r%r&(g;%ns ftmg'o(flgga B0 GHEALerkP bbterdifpted 998)

Med. memntaumngme 2) nRusheterentons selected fong thengsoup insistingsf N1 Ogand §4B>  Us
4,192, 88 | ndanyl am nes
prepared 5@%%?@?%3&?5{th ngpgf§%Iggmgﬂ%é%ﬁggé%%éﬂﬂ ESdlssolved in a
solvent |ike, for exanple, dichloronethane, THF, toluene or di oxane and
reacted in the presence of base like, for exanple, triethylamne, with an
appropri Rf @ Rbae@xparticulacdadh @kr i vative, for exanple a carboxylic acid
chloride. This reaction is preferably carried out at roomtenperature.

Al tenmatively, the conpounds according to the general formula (1) are

obtai ned by a coupling reaction of the respective ~ 5 indanyl amne with an
aci d, whiAcis prefdeably seleetedelremdhe graupi apnsistjngoel SHband (GHQ@W; Anig/igparticular
function@ﬁiged, in the presence of a base like, for exanple,

di i sopropyl®et hyl am ne, and the use of an appropriate coupling reagent |iKke,
for exanple, carbodiimdes, HATU or TOTU. The thus obtained acyl indanyl

am nes can then be functionalized, in order to obtain further desired
conmpoundg @%ﬁ’éﬂb%eldéteﬂhﬁ)rﬂ@lmgr@h korsiing of (OH, altdeCHeEHS, iIBOR ih@adicafart o t he
above ZOgﬂfntloned acyl indanyl am nes and the reactions used in the

funct? on&2zati on are known to the person skilled in the art. All reactions
for the synthesis of the conmpounds of the fornmula (1} are per se well-known
to the skilled person and can be carried out under standard conditions

accordin tl&?l@fbﬁ%)& Hﬁld{e %l%gg E&&@ﬁiﬁ%{%? HE6p I MeA al g?oﬁﬂ“ﬁethf b&hafure,

for exanp ganlsc engﬁh Tk (Met hods of
Organi ¢ @fh@ﬁh rF‘H@’ ORE QF tRAIF SUDHHuenty selectedRigen thsngroupohn
Wley & gemstin) t i} lmsgéns MGNEE %sﬁbbtitﬁt@d gd AUt meﬁlb@ﬁtu'tddGCi Gﬁia}kyljual .
case, er. to, ayo r oun

of e T ek, LR GaCeabaRy i Guifarite T SRR

bl ock 30 theumdistitments @'rwhmh fry setecteddfromnthe pgroue aonsigtingr ofiFs GiAGs- alboxy,

d t ect |

ar oups | RRERE (T Cog Ry FhehAINE, (COT ARG anl (O “6%@%”@32' Care
conver t e@statkandiyhephgnyl he@rqamﬂcph@uhlord}e&Jwyl Slh’é%tu@ﬂr@thsﬁlé%tQFat@ ;es and
prot ecti yedy QU%nQﬂGXPr G(e'rtcgmkwfc@ms b,@ﬁf-aﬁ@l ;1 SO, - pm:ngm PE) i dual

case are known to
) for

For mif . EFFTeEEY) bSHsS e e, b griz&epa%r@&fwmﬂﬁm Bt
exanpl e IQONE: @ sdlkyld-i z phemyn- G‘IDNHIC;Y opfeh9lgCOPIE, -CTHatkybtar hétergarydQONEgs f or
the pr ep% %a?y (%Nté" CE%@B&”(&-@J—al}()ﬁ?—CO; phenyl-CO; heteroaryl-CO; CF;-CO;
-OCH,0-; -OCF;0-; -OCH;CH;0-; -CH,CH,0-; COO(C;-Cs-alkyl); -CONH,;
-CONH(C;-C¢-alkyl); -CON(di(C;-Ces-alkyl)); CNH(NHz); -SO,NH; -SO,NH(C,-Cs-
30 alkyl); -SO;NH(phenyl); -SO.N(di(C,-Cs-alkyl)); (Ci-Cs-alkyl)SO;NH-;  (C,-Cé-
alkyl)SO,N(C-C¢-alkyl)-; phenyl-SO,NH-; phenyl-SO;N(C,-Cg-alkyl)-; heteroaryl-
SO,NH-; heteroaryl-SO,N(C,-Cs-alkyl)-; and saturated or at least monounsaturated
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



WO 02/ 064545 - 23 PCT/EP02/01444 formula (1) are comrercially avail able or
can be prepared according to or analogously to literature procedures. The
conpoundsy@bi/@isx@d Wi th the above-nenti oned synthesis netpegspdigsad further
obj ect of the present invention. 5 A part of the compounds falling under
formula (1) are disclosed in the literature. However, their use as a

phar maceuti cal conpound is not discl odeéd in any of these references. The
conpounds are for exanple disclosed in Tetrahedron. Lett. (1998) 39(29),
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aryl or a@kétyousd Cai; kyl, or are taken together to form I ower al kyl ene or

| oner al kenyl ene, each of which may be substituted with aryl or may be
condensed with a cyclic hydrocar bon optionally substituted with | ower

al kyl, Iower al koxfy aryl, | oxy or hal ogen, 25 Z3 is |ower alkyl, |ower
al koxy, Rt islmorgrpyéfa mblyosetﬂctedr yom the, group ho stmfgméhphmyl drea gmbsﬂetaytb@th Wi th
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smgfeb ferrin Inition of Z1
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ent enyl ene en ene,
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Fur t her nGs-alkyDtnetcaptet anchthzﬁg;Csaalkmxgmbi plemyl; ﬂrem‘rmryb(j)henytpouhdsroaqdor di ng
to t : f [ | | L.&gh
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subst i t uUCONHx (qin-Coa}é(V 6@@186@1 orlkgh)-; éGdszllqu -Ge; Phﬁ(’é’hcﬁbd@temylt for m
aryl or apyteyn.| HZ@)@C rl’)@lﬁzc)"’“ L@bH@m@-@ -@Wéh;(@utééow\tbﬁ-aﬁc&gg

amno for Z3 or -ngl- for
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(1) ar ealk{ipse S@yNHQJthyliind mzN(aken@Qﬂ@tl)brer (de&lm)lsmzNHL,pe Ceuayl ene,
BRSNS ST o R T e
mononuclear 5- to 7-membered heterocycle_s 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, oxo and CF3, where said heterocycles can optionally be condensed to the said phenyl
25  or the said group Hetar; 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-alkyl, OH, C,;-Cs-alkoxy, and CF3;

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;-C;-alkyl; C;-Cs-alkoxymethyl; 2-amino-3,3,3-trifluoro-
propyl-; CF3; C;-Cs-alkandiyl; phenyl; heteroaryl; benzyl; heteroaryl-methyl; OH; C,-Cs-
alkoxy; phenoxy; trifluoromethoxy; 2,2,2-trifluoroethoxy; (C,-C4-alkyl)COO; (C,-Cs-

35  alkyl)mercapto; phenylmercapto; (C;-Cs-alkyl)sulfonyl; phenylsulfonyl; NHy; (C;-Cs-



s As an exanpl e, 4-fluoro-N-(indan2-yl)benzam de is provided. Conpounds as
such explicitly disclosed by WO 00/51970 are not an object of the present

i nventi ORuo ¢hockb® Present invention also relates to acyl apeglppppdaiyul am nes
according to the general formula (1) in any of their stereoisonmeric forns

or mxtures thereof in any ratio and their pharnmaceutically acceptable
salts for use as pharnaceuticals. R 96Rz ~ B Rs ~NR~ ~AHR4 Zs In the
above formula (1),. R and R4 are independently from each ot her sel ected
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onoubdt | cthet A HeRFAR, BRAYEIRIEARIallnd byl oSN UV WARE 5
subst i t ueng eptismalinipedsers inthe said substitnentsorh they saig rbenylcsribe saif ggous Haial.ogens,

pseudohal gg§RsSsybitufed By b} or GhoreSRibkittiontaRelebtes; frdfd Me gebdiRcdisisting GIOR Z;
CF3; hal ogens; pseudohdl ogens; E;3R~4; ?*?B@f S(O R=6; SOZNR-7R~-R; and
NOz; R2 &4@8@@?@@%@%5@@4'5 I O Cadps-2ky 2 ted fromthe group

consisting of: 1 o H, hal ogens; pseudohal ogens; unsubstituted and at | east
nonosubstituted C~-C ~ -al kyl the substituents of which are selected from

bhondly: o & ey Preidesti kgl T | w87 rolf) FORRNE' o Mol ey,
( C, - C6- alckidroph@ap+ 4-bromsathenylf u4-60i-Gnalkaxy)pdwnyl, nbiralutsemethoxsmbentiendrl CONH-
L
(G, - Co alkgilyrmeymethy nhantls 2 bysre-donetipheaslst Srbyisenpdethomyhenyl, 2
LG5 S e et ety o Tty
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G+ (0 catpRyopiRBler SVl £, TR0, TushioBy, Ruotidghd -
CH- ( C1- Cheakdiyriidazoless-HS i smathyl-3ropoas2,4:-tatrgfydupqwiaexalingdtyl, ofl-phenzhdtan be
Conar o SRR L e s S B
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Cl - C~- al kgprimidinel 5, 2 aldidethgrthigoleds y2; Sdienethyi sl IH-pyrrsie.3-ina S slitasthiyt-Lent s
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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-dimethyl-pyrid-3-yl, 2-amino-6-chloro-pyrid-3-yl, 2-amino-pyrid-3-yl,

25  2-chloro-6-methyl-pyrid-3-yl, 2-chloro-pyrid-4-yl, 2-cyclopropyl-4-methyl-thiazole-5-yl,
2-dimethylamino-4-methyl-thiazole-5-yl, 2-dimethylamino-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-yl, 2-methyl-6-trifluoromethyl-pyrid-3-
yl, 2-methyl-thiazole-5-yl, 2-morpholin-4-yl-pyridin-4-yl, 2-morpholin-4-yl-pyrimidine-5-

30 yl, 2-pyrrolidin-1-yl-pyridin-4-yl, 3,5-dimethyl-1H-pyrazole-4-yl, 3-amino-5,6-dimethyl-
pyrazine-2-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-4-yl-phenyl, 3-piperidin-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-




30 al kyl)mercapto, NH2, (C, -C8-al kyl)am no, and di (C~- Cg-al kyl ) am no;
C3- CS- al kandi yl; phenyl; heteroaryl; aryl- or heteroaryl-substituted

C -C-al 602/&534, NC2; C]—I phenoxy; benzyl oxy; (C, -Cl -al kper/epsdniplO nRz;
SH; pheny am no; benzyl am no; (C~- Cl - al kyl ) CONH-;

(C -C,-alkyl)-CON(Cl -4-al kyl )-; phenyl - CONH-; phenyl -CON(C, -C4-al kyl) -
heteroaryl CONH-; het eroaryl - CON(C, - GA%ad kyl )-: (C 1-Ci -alkyl)-CO
phenyl - CO, 35 heteroaryl CO CF3-CO - OCH0-; OCFZO; - OCH2CHz0- ;

- CHZCH20-; COORz]; CONRzzRz3; H ; X : .
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and 3,4-dichloro-benzo[b]thiophene-2-yl.

25  Heteroaryl is preferably a 5 to 10-membered, aromatic, mono- or bicyclic heterocycle
containing 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, oxazolyl, 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, O and S; the group Hetar is most preferably selected from the group consisting of: furyl,
pyrrolyl, thienyl, thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, pyrazolyl, imidazolyl,



R 2 independently has the sane neaning as R6; PCT/EP02/01444 R 3 is
sel ected fromthe group consisting of: H C -C6-al kyl; unsubstituted and

substi tu\\g{g?%mpgl , benzyl, heteroaryl, (C, -C6-alkyl)-CO pphepplnt&?® and
het eroaryl - CO, the 5 substituents of which are selected fromthe group

consi sting of hal ogens, pseudohal ogens, C, -C3-al kyl, C, -C3-al koxy, and CF3,
and wherein one or nore of these substl8t-uents can be present; R 4

i ndependently has the sane neaning as R 3; to RS is selected fromthe
group consisting o H, G -C,o-al ky| .. , - C3- al koxy),- C~- C3- | : an

Subst | t UPYFHeHRI BEAFIRY ,inyuéé‘dPH@%&X»‘PY,(L%%WWA%HEX’ME?‘@&P@L?é{‘?f’é‘az‘ﬁy"

subst i t ugmhslifi, Mbduikoldiye qetcealisg, fuiaazdyle igobdpbanofiratyl ngenaddibadlggens,
pseudohaLégggg, C,-C3}plﬁ%% lC,-C3a|koxy, and CF3, and wherein one or nore
of these ¢rhgryly @dangdzolylyr esent: 15 R16 is sel ected fromthe group
consisting of C~ -C 1 o-alkyl which can be substituted by one or nore
substituents selected fromthe group consisting of F, OH C, -Cg-al koxy,
aryl oxy, (Cl-C8-alkyl)mercapto, (Cl-C8-alkyl)am no and

di ( C~5 CgAaylky pieferablp pha@pd: and substituted and unsubstituted phenyl and

het eroaryl, the substituents of which are selected fromthe 20 group

consi sting of hal ogens, pseudohal ogens, C~-C3-al kyl, C, -C3-al koxy and CF3,
and wherein one or nore of these substitutents can be present; R

i ndepend8hsIPElEaRlY ¥ Same meaning as R ; 25 R18 independently has the same
meani ng as R8; 30 R19 independently has the sane neaning as R16; R20

I ndependently has the sane neaning as R16; R21 i ndependently has the sane

i R16: | 3t Ly | ;
?ﬁﬁgbgﬁdgimpy:%%fgg‘f‘ﬁé?‘g@%g A3 %&ﬁ“@? ar g%t,hg%%g?;;f?g %’?ﬁ?ﬁ;
I ndependéhet pretered mdagingsnte meere ipreje ReanImEEs tengMep CARBES ane
meani ng % /Rst prefB?& MRARREN SLME Iphrtlafurlly }Re RREE mERAA L defRiRd Bbow are also

an object of the present invention.

Most preferred compounds according to the general formula (I), in any of their
15  stereoisomeric forms or mixtures thereof in any ratio or the pharmaceutically acceptable
salts thereof, are selected from the group consisting of:

N-indan-2-yl-4-trifluoromethyl-benzamide, 5-bromo-thiophene-2-carboxylic acid indan-2-
ylamide, 2-hydroxy-N-indan-2-yl-4-methyl-benzamide, ~ 4-ethylsulfanyl-N-indan-2-yl-
20 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-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 invention, the substituents R' to R’, A and B and the
groups aryl and heteroaryl according to the formula (I) have the following meanings.




RZ~ i ndependently has the sane nmeaning as R-6; PCT/ EP02/ 01444 heteroaryl is
a 5 to 10-nenbered, aronatic, nono- or bicyclic heterocycle containing one

10 or m%@g(g(,qigatons sel ected fromthe group consistingp@®f/ePh2Prand S;
the group Hetar 1s a 5 to 10-nenbered, aromatic, nono- or bicyclic

het er ocycl e contai ni ng one or nore het er oat ons sel ected fromthe group
consisting of N, Oand S; 1s aryl is-gfenyl, naphth-1-yl or naphth-2-yl;

the group Ar is phenyl, naphth-1-yl or napht h-2-yl; mis 0, 1 or 2; 20 Wth
respect to the definitions given above in the context of the conpounds for
use as pharmaceuticals according to the general fornmula (1), the sane

expl anat ROasd RSaledandbpententd o ¢ach ofier seladtek fromithdgionp comigriagnéts as such

| 2 f,the f | h whi ch
one or i AnTRKRSE fog b FeatOpOYeRbdintich YeiimuRl. B R RREH AR G R ©
pr ef er r edlkyednthagsbstitkeatsnirehiph efeaseleetd feam thegaroup bensestieg ofiby @HpKefer r ed
meani Ags (lj&)g‘f ngﬁa&gi‘)&%&% Orre@m OROf d(?l@RHﬂ’”ﬁxszbﬁﬁﬁ%d pz{rﬁf &f rieskt

meani ngs are 50 an ect resent rtnvention. 30 In a

further ewbosibsityted Ehﬁ’éylofb]deb‘ttef@ﬁf}’t]ah@e pubstpents ﬁﬁé\fm}bﬁreu selegted Afrorathy

R e e i i s SRR

fol | owi n@}“?ﬁéé‘t‘ﬂ‘ﬁﬂéﬂ“d Rflle%ﬁﬁ&’%@ "éhsgt'ﬁ ‘?&gfgﬁg?ﬁ'&’é‘ﬁ% %/"rréﬂlrrfr}@ef‘e St&‘?ﬁ‘ésrgtls‘ﬁﬁght ed

from theagr sé(ljﬁhtddd?ﬂ@rhstjld: gg)upfconsm‘@gg)&ﬁ' Hzﬂi p@ﬁdﬂﬁ'ﬁfdﬁﬁ’ﬂﬂ@@ﬂﬂﬂyl&lﬁ Ci- .
n tit a t S Cy-iC - B an

g A SR . ot o S

consi stl AR f]fS(G)mRT-i S@BNRCR kandyNOS; C~- C6- aI kyl ) mercapt o, CN, COORS,

CONR~Rg, unsubstituted and at | east nonosubstituted phenyl and heteroaryl,
t he substltuengs of which are selected from roup consisting of

hal ogensR éWalP@ﬁj’éW&enﬂE roppeachgher S@P‘?t@%%@mﬁg‘k?r%}ﬁ&ommglﬂ%ubst ituted
and at | @p&{al gga@bhalu @d; phebtituRd dndet wa@tamhosubktauﬁut(stmg-ueylt fhe Of

whi ch are sel ect }&%ﬁe aﬁgg@gégmc%a Sti %@‘n&h?@gens %%E hal o gans

C~-C33 g §\§,lrst1tu€nts
pseudogal()}geﬁs-cﬁ-lhlfkoaﬁl pbermﬁh SS((SL,,Q) ?IFCBg (B‘D;ZNBT*I(EQC(,QMI)BMO lti)(G-?ZZI(an](c:l Ra
are | nae n r (0] )
ar e | ndeRROAaRe (5 RTRBCONIE! SRSHRGA MOW A5, HRNALSAIRhSHAG.

G - C6- al IQQNltlhmds phenyl1SGhrds e substthents eofswh&bt ece seleeted hltorgrthepgroup

consi st Qe%%ftmg'*ofpﬂﬁagén %Qu hﬁien?sf YCH; Odind Criefx @l KeX30,-aMR8%0%

S(O) mR-9- CF%" & 15 al'ky

(é~_ @8- alrgubslitutodand a&FF@&%@PFQ%P%U%&821921%9%&%%%%‘3%@@ %ﬁ‘ryl CONH
and phenxéleé&i @om tthe gu@ptcdnsﬁﬁhg of W)hldi(hjlalgeﬂls)e)aﬁﬁﬁ@d phirolidihyie agdoup

(&% co- ciyiyisad 88 Pnattady PR Refom of i Bon BE olBbued pyjcpg or more

(C C6- alskl;dnﬁ(a@;s frdmae thelgoeup ¢qmmtmg omeﬂls-a}kyhmelogeisenﬁenbthwxym the group
consisting of F, di (Cl C3-al kyl ) am no, pyrrolidinyl and 2o piperidinyl; and
phenyl - CO, the phen éart of which can be substituted by one or nore

subst2|5tueﬁnt5§3H:r,@HQ @r Holép-Cotlkyl3t i ng of C -C3-al kyl, hal ogens and
met hoxy; A is CH2, CHOH or CH (C~-C3-al kyl);

B is CH; or CH-(C;-C;-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; C,-Cio-
alkyl; C;-Cs-alkandiyl; phenyl; phenylsubstituted C,-C4-alkyl; CF3; OH; C,-Cyo-alkoxy;
phenoxy; benzyloxy; CF30; (C-Co-alkyl)COO; S(O)mRzo; (C-Cy¢-alkyl)amino; di(C;-
Co-alkyl)amino; (C;-C,o-alkyl)-CONH-; (C;-Cjo-alkyl)-CON(C,-Csz-alkyl)-; (Ci-Cio-
alky])-CO; CF;-CO; -OCH;O-; -OCF,0-; -OCH,CH;O-; -CH,CH,O-; phenylamino;
35  phenyl-CO; COOR2'; CONR22R23; SOZNR24R25; and aromatic or aliphatic, mononuclear 5-
to 7-membered heterocycles containing 1 to 3 heteroatoms from the group consisting of N,



25 Bis CH2 or CH(C -C3-alkyl); RSis an aryl or a heteroaryl group which
can be unsubstituted or carry one or nore substituents selected fromthe
group Ccory §ldedgysof : hal ogens; pseudohal ogens; C, -C, al kylpcgﬁpﬂzmuu

. CS-al kandi yl'; phenyl; phenyl substituted C~-C4-al kyl; CF3;

C, - C~-al koxy; 30 phenoxy; benzyl oxy; CF30; (C--C, -al kyI)COO S(O)nRZ

(C -G -al kyl)am no; d|(C C - aI kyl)adPno; (C, -G -al kyl } - CONH-;

(C, -C, -al kyl) - CC]\I(C~- aIkyI) (C~-Ca|ky|)-CI); CF3-CG - 0CH20-; - QCF20-;
- OCH2CHz Q- ; - CQ, 1. CONR2zR23:.
S02NRZQRRgd Sqviich P%Et@ﬁﬂém%a&qe@r S SHRBTUSERS T5vth. SriNphasiatng of

het er ocykdi@gens,00t-@;alkyy C, C@-a&oh?tﬂidangnWhéremnhll hhegyloghoupoand phemd- of N,
35 O and_ S which can b ubstltutedrg eordm)bst Bgstg& entéfromthe
group coffARINE LTEPPS, ¥ éeﬂ‘?y B prese \ aryhet ein
all phenlydtexgangh;gsoxmsdcaphbmyubstltm @)2/@&4514&10r6(gr6®§/ Eﬂ@tdd)fmm halogemsi ni ng
group i net | I stituents of the said aryl or
hetersts)a\r/%eﬁgor ou dad (%eaqg}]l;}bds: I(:El%-tﬁ(g ’ba%dglﬁg or nore groups selected from
hal ogens, pseudohal ogens, C~-C3-al kyl, C,-C3-al koxy, and CF3; 5 R6 is H,

G - C--al K?’ls}@rclb@giéll&],or%eniﬁ sel ected fromthe group consisting of: H

C~- C6- al kyl whi ch can be phenyl substi tuted; phenyl; indanyl; and

het eroaryl ; and wherein each of the af or ement i oned ar omat i ¢ groups can be
unsubstiRﬁts%dleeﬂédcfmm&w(gnﬁmwonélmmfe substituents fromthe group

consi stipng f ge eyd &

Rg i ﬁ @r (% 6}@ ‘é’ﬁ?{}l a§1 Ee %Bg'?yg%ﬁg&l&g%l éﬁ%'ln?i kﬁ%%lygahgﬁg%gktl%%s ’s?ﬁj ‘% ut ed
or carr ywhe:einoerachwrfehfsafbmmtmmdsarbmem gloaps) ca;ube vosubstytied gr ghrry Bpe or

di (C~- 3y QS phenyl
and heter gg&mﬁﬁﬁggg Sgﬂﬂf #‘Sﬁ%&é B%l t clﬁﬂ% 5{1%10' r oérjnpté? Ldfkg ﬁ

consi sti fer pxxjan(tﬁ,Fm kyl, C, -C3-al koxy, hal ogens, pseudohal ogens, and CF3;
20 R independently has the same neaning as R; 25 30 R' independently has

t he same_geani n R 2 independently has the sane neani ng as R6; R 3
is sé ecgetf'a}?%%‘?ﬁ'éﬁs’?’oup consisting of: H, Cl-C6-alkyl; and unsubstituted

and substituted phenyl, benzyl, heteroaryl, phenyl-CO and het er oaryl - CO,
th bstbt i gh

e SUbS eI el Wl 6 SRR O T 8 ks SOBSRRM Mol
one or ngrogpofconsising sefbsFi t déﬁt@s@&vl)bmnpme@edt unwmtltléed-l ad G- deashl kyl ;
R-5 i's Sﬁloﬁ@u@%ﬂtﬁfeﬁ[ﬁ)ﬂeﬂ? Q'fdoﬁﬁ?%rﬁﬁ??' e :ﬂ.@)sf?tﬁ:entb' of WhidPak! %Yéctedaﬂgm the

substi t ut uns eteroary :
subs 9 t usteup consistingoh Carle-allgyl e@t‘@d‘a*k%)‘nh(ah&e% pegudabalegnns; %‘filcﬁFg’ of
hal ogens, pseudohal ogens, C~-C3-al kyl, C~-C3-al koxy, and CF3, and wherein

one or e Oof the sufstituents, can_be present;
nﬁ“ﬁmgepende ly has the same meamngast P

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

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
30  which are selected from the group consisting of halogens, pseudohalogens, C;-Cs-alkyl,

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

R"is H or C,-Cg-alkyl;

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



WD 02/ 064545 -31 PCT/EP02/01444 R 6 is selected fromthe group consisting
of C -C6-alkyl; CF3; and substituted and unsubstituted phenyl and

het er oar yo o3/ftgsgubsti tuents of which are sel ected from therg8pRUR114

consi sting of hal ogens, pseudohal ogens, C,-C3-al kyl, C--C3-al koxy, and CF3,
and wherein 5 one or nore of these substitutents can be present; R ~

i ndependently has the sane nmeaning as-H+ 10 R-g i ndependently has the same
meani ng as R8; R~9 independently has the same neaning as R-6; R2

i ndependent|y has .the _same neanin s R6;, 15 ' i.ndependently has the
same meafoly GUSKRUNE féiﬂfgéevwéw%a@ﬁsw bl st ﬁv,n@wﬁgFR andpp3
i ndependevtekein basort heresdieseBdiRtit@nBTambe pREéntj ndependent |y has the sane
meaning as R ; R25 independently has the same neaning as Rg; 25 heteroaryl

isabto |1Q- menbered, nono- or bicyclic aromati c heterocycl e containing
one or nR'® inetlectodt fiom theognoupecogsisting ©fin €i-letatiylpCRY, al aubsti®ytedirand i s

Pecor & natpisfubod eyl fianicioy tho siBaifubs O whichlard scldciét BOERAL Bty
expr essi ¢anytingf halagensh dssudphdlogensnt heselkvhC it alkeryprod Glhaandawkareincal

conpoundgpk 6f mbREofith&RIsiBsMHutets ¥ boptescsit;seases. In the context of the
present invention, treatnment 35 includes the therapy as well as the

prophyl axis of the respective diseases. WO 02/ 064545 -32 PCT/ EP02/ 01444
R!” independently has the same meaning as R’;

10
R'® independently has the same meaning as R®;
R" independently has the same meaning as R'S;
15 R independently has the same meaning as R'®;
R?' independently has the same meaning as R,
R* independently 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;
misO,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;



Exanpl es of diseases which can be treated with the conpounds according to
the present invention include cardi ovascul ar di seases |ike stable and

unst abl e yah@i/@sectori s, coronary heart disease, Prinzmepal/ephdiing
(spasn), acute coronary syndrone, heart failure, nyocardial infarction,
stroke, thronbosis, peripheral artery occlusive disease (PAOCD), 5
endot hel i al dysfunction, at her oscl er os#%; restenosis, endot hel damage after
PTCA, hypertension |nclud|ng essential hypertensi.on, pul nonary

hypertensi on, and da t.gnsi on enovascul ar ,hyperte )
chronic 4t @%&I‘%H@%‘Hﬁr}t taﬁﬁi’t]ﬁ ‘é"ﬂ'y‘?; A¥Y Prolﬁetlf‘*ygﬁﬁ l‘%lﬁ‘lfl"a‘ilggrq" Bhni a,
and the oWeH-OH; pih caes R is NG B & not Bsdhl@bpheagt menopausal wormen or after

i ntake of contraceptiva. 10 Conpounds of the formula (1} can additionally
be used in the therapy and prophyl axi s of di abetes and di abetes

conpl i catTmrmn{pwpﬂH apatdiyg to genaralpformyla, (Lhagd dhinemicersomseanne brepacki al e,
chr onisc 1e0akink 3ol tefodS iplbkel snottletmgrahhwr FRBLARER! Ak godsCk ot o

nenDry per nce or estricted 5P erre

i ndi cat | mr%nretestnawpés havgi besn published 4n, f%?’@ﬁml%; Maesyi et fdi,s’F@H@@dron Lett.
hypert enseqnm%)nﬂ@tshebleata etuBf ARAL CRifh. (BAAYII0FIGI76Y 069, SCandn @t abel. EMed

b R4S B o B el U Bahe 28 %%&%%ﬁ%ﬁ@ FRed ool y

conpound<rabits; IChame Ladb | (Bohdond riRa(1024)t 405, dfidangl aminek tpeepa_cadpwadmxgam: thedi ng

to t f . :

ACE: 1int EIPEd PO Teh b ai SRR IS odllerl RC, P PRI SicslpiotEfhanl Hie 00
Caant agonpluens, oradphawbandcmqttsd it taheaprbsem@k of dasentike, far exanaplel, tinthylgsoe
conpound Ft@%‘%ﬁt%ﬂg&rﬁ&&ﬁ@%é 'El@r%a@i% Sfok QxanYﬂltt: 4 M§xylicrhcﬂﬁ£lﬁ6ﬁdél Fhis

vitamn 6; Nl aci ne. The conpounds formula (1) and
thei r phagastie s i Rralerably, samisd A3t eat sroms tef@ﬂ%@%ﬁalAIFW%‘Vébnﬁh%éit’mﬁﬂuwst h

ot hfer pg%&&mﬁﬂgttb Giad geheaatr tforeul€ dyRfUstisined By akuplid fbla&kﬁf 6ftthé @es@&ttml S,
prefera

I rt I to h t b
B0t M dRdE! SPmeyh af B, MRS Simibe agfoT A5¢ nS, iy RBRREY adfor® ™
phar mace dtna@halfwed piarth¢ presence .of kihasdBke, fobgxmnipte, diisdprepyiethglemine] andtiiei on

t her ef or 9%?% gﬂpggéﬁh?? @{HP Bg ';'%%el?tfhﬁebﬁosr e%tgwe ca{rt)gdlmﬁest %TU op I TOTU

pharnace Ica phar ma use as

transcri ;ﬂihedhusmhtmcbaowh@da@é nmuqurcaeﬂmotbhétmcapnmeé,ymonémo ebtaini fnrther
particul "%fesﬁé?]edo'inﬂbﬁﬁdd dtcttaﬁlgtt%t@@ﬁem@orﬁtuw@ tmélracatn fel8ing '@@th“e ABB-1 oned

syndronmes as el r .use for 35 preparin nts for, these

pur pdées mmw%w@p@mﬂ@m%@ &he fteﬂ‘éloﬁﬁ bssdhip %eﬁeﬁtqngﬁzaéwe aan‘S}Q’fﬂ’ct@ut i cal
pr epar at ithdperfsi skilharifigteeit.i cal conpositions) which conprise an

112/ U(-4s-LS -33 PCT/ EP02/ 01444 effective dose of at |east one corrpound of
the formula (1) and/or a pharmaceutically acceptable salt thereof and a
phar maceusli cattignsdor thetsybihesis af thieeompourds afithe formmiby @) picapemae eetlikmahiny
APl abE (FASKIER pSHBRAA AR RICHAL BECLAdY Semasd TRRIPRS TR 56 o
accordi ng ntion can m ni stere exa in the
f or m25f mnalpgousﬂsaﬁo dhracedpges q«lﬁéﬁr&ﬁdt Hbite diteratgarfoe c%it“@ﬁlet abmben Wevhul es,

hard and M@tlinbdéiﬁhé‘i Dfgdtfdhetl Chem@s] ﬂﬁads aif : ccaém@trj()y ’ﬁﬁérltdi-'\ﬂé]flﬁ f
Syr ups S|ons I suspensl ons In e n10
cuppos] t 6 feBic, gft%lﬁn%at?ha wiehe e SPis, offw YORE e ating p the

exanpl e smbnmtstajmm ltlye; intdiviiduabasseplinasridyr oravoid mde/eaaommtsyiurnngtthesﬁnmltdsisof 10
sol utions £ aor | rms
are, for of 2L rquh&%éf; t@%{" anﬂ’elz)ﬂ I}’?l'c bege ei%gar ldt Lmtntagmtgl@ﬁoﬂo@&l 143
t he f3or mfgnctmnnlt grevpssy lmrn@tcmgasotes@vcagrgummdrtadsmetemauhemhe ﬂd@temtagﬁ of
. Systems, pf s§rﬁﬁesﬁ§" Qﬁlirﬁfdd‘éé‘e ﬁﬂﬁtu&ia?tgtﬁ?scm thé‘f&rH]eoff ;%éﬂr%r H#85R! whikh ay % Or

aerosol m xtures, or, for exa ocapsul es |rrp ants or rods
pr ef er r edatEHFFACHION SR GFE CORYH %ép@ﬁuéhe deF“"éngﬁ‘i ignal ogroppe %Hcéeag@lqse be

. treated amdtepiesiahd pidte@ive Qirbips. andliRecudon Broups Qe aterslitalsle if aﬁlntdtmuéla (1)

or epar at | BLARAPRAT (e P o Sfb%svs@éhécﬁp&ﬁg%ﬁﬁ W ifiandec o s00

nmg, i3 qmrnﬁtedl by dustmmaiy tmxrﬁﬁﬁtwrg proeeductss dor leuamplep by dreerystallizatien tgrpe  of

or epar at | ArHIGHAES T, SREREcoRboliha-CT B BRerBROn LIty oY BEREC 0T

of the fornmula (1) and/or their pharnaceutlcally acceptable salts The
preparation of the pharmaceutical preparations can be carried out in a
manner known per se. To this end, one or nore conpounds of the fornula (I)
and/or their pharmaceutically acceptable salts, together with one or nore
solid 25 or |iquid pharnmaceutical carrier substances and/or additives (or
aUX|I|ary substances) and |f de5|red |n conblnatlon mnth other

e

. o .y



35 solutions for injection, or of emulsions or syrups are, for exanple,
wat er, physiologically sodium chloride solution, alcohols such as ethanol,
gl ycer ol w69t sucrose, invert sugar, W002/ 064545 - gdy/FRablERQ2/ 01444
gl ucose, mannitol, vegetable oils, etc. It is also possible to Iyophilize
t he conpounds of the formula (1) and their pharmaceutically acceptable
salts and to use the resulting Iyophi1335'at es, for exanple, for preparing
preparations for i.njection or infusion. Suitable carriers for

m crocapsul es, .inplants or rods,ate, for exanple, copolynmers of glycolic
Rci d 5 AR alegommergialy Falablfcor AR RSHAPEFS LeRBHTRIR OF SrReY o ¢ he
i nvent i onitedtdreC praceéurss. The qbgponnadse wbiatmld pithpdreatbovesmentionad sgyntdesisai n
additives, for exa i isintegrants, binders, lubricants, wetting
agents, é‘?eé}bq%fﬁeearfsﬂ?thgrrr%r'ééit? ?gyre Q?ésébtslﬁgeg%%ﬁts, preservatives, 10
sweeteners, colorants, flavorings, aromatizers, thickeners, diluents,

buffe§ S';bpﬁ%r? § o pbmetfanﬁgeha&ifbma f1) aROREdISsell  1RARLAMIO HAvSARRO!
, ]?ﬁ ts fo

effec r alteri ng t osnot I.C pressure,, coatlgg agents or
ant i oxi darrisusemsca plasmgecudical; sompoynd suRet eclessd in Anmpf dhgse)referpnggs. The
admi ni st epRdodidd/ 8¢ B eRanifie RiisId5RE GHITERAbI0RALERPIIBOBY 3RDY), 51e3-6098;

he. 1 nai vewepairen bt (V) O3, "Riidl 0P R8s O see. W 87R e

on the na&ii$,68%7221 ;W6 36245881 Biord. Met €hdinslostd €19%636(8, 1738 WO 863064G0 on

t he X, , } . gl Vi S i € h ; P i mal
o badt ; EALRD Y98, 90%, AL, CRith ACHR 97 BIBOISS AEOZE Abl. Chif HRD FHo78l
used, on 1hHe2dR76;tkhim: GetcagpikliSocdioutld74Hx (120, KRPHS: Ehem:Ipd 61HTY). 42 €950r on
whet her qf TOMRnE QoafimBi shahed o7n), s, 11a9-549 akPFRONNS  Of
the for n&ﬁ%ﬁ Sljg.ﬁﬁlcr?%gggg{e?g?’?ﬂ?’ dzaieflgyﬁorﬁ)lge of agprg)xigrrg?el y 0.01 to 100

ng/ kg, pro8P&¥7ably 0.1 to 10 my/kg, in particular 0.3 to 5 ng/kg (in each
case ng per kg of bodyweight) is appropriate for admnistration to an adult

wei ghi_ng P iyately 75 kg in,order..to obtain t desi red sults. The
ot 131500 BBRP3Y5B il sesafenAceSlin ocihs Be ot dSmpiia 1 d BRE b€ forunen

| ar ger anbepdtentatien cfethblinesgiemetivitybe di vi ded into several, for exanple two,
three or four individual doses. In sone cases, depending on the individual
response, it may be necessary to deviate upwards or downwards fromthe
given daily dose. The corrpz'ungs according to the formula (1) can al so be
used for other purposes than those-8Q2Z2ndi cated i(fn)the f or egoi ng.
Non-limting exanples incl gde/di agnosti c purposes,‘the use as bi ochem cal
tools, and as internediates for the preparation of further conpounds, e.g.
pharmaceutically active conmpounds. WO 02/ 064545 -35 The present invention
w Il nowbe illustrated in the follow ng exanples: PCT/EP02/01444 Exanpl es:
5 Ex ;. AnEaRrs k‘ll"(“ﬂfal\/ETHYL-l NDAN- 2- YL) - BENZAM DE 370nmg (2. 52mmol )

2-am no- 42'mmt [y iarckaok asyl dr AIowgralkyh 2mmme Jaken togethyt tanform loweralkiilewairved in
5 m di oxane, 40 ( | ) 14-Fl og%gz I ' : nd the
m xture was sti r(r?%rw rf%lkéél%tezcrhogﬁﬁéh er tgges8 t.&?sm?)}{a%’:ﬁ%a(g&g%tbl%ng

m xture was then cpudenseil with@ enielic dwdiacarban wptiprallyesubstifuted avith lowes b,
acetate and concCenk&agsky g}pgab}m&maﬁjg@g’d residue was fractionated with

9 . O - . . .
g;gp.n?éH(P Ié’go/é ané?s’ @gvf@%ﬁ?{,tlé&ér%?&ty%’yl, ary]lanfl)ntor(;rfalr#g{y?%gc : of which (rjr?a'y b\g el d:

substituted with lower alkoxy or halogen, pyridyl, or pyridylamino,

X isCHorN,
Y is a single bond or -NH-, and
o)
(II:
30 Q is

Referring to the definition of Z' and Z* in formula (II), it is stated that preferred lower
alkylenes are tetramethylene or pentamethylene, preferred lower alkenylenes are



~H (d6-DVBO, 300MHz): 2.20 (s, 3H, CH3), 2.80-3.00 (m 2H, -CHZ-),
3.16-3.30 (m 2H, -CH2-), 4.69 (quint, 1H CHN), 6.92-7.10 (m 3H H5, H6,

The enantionmers were separated by prep. HPLC (Chiral peak AD, el ution agent

n heptane:isopropanol 10:1 ), a)
(-)-4-FIuoro-N—(4-nEthyI-!ndan-2-y|):8@nzanide 20 retention-tine: 8. 69 b)
(+)-4-Fluoro-N(4-nethyl-indan-2-yl)-benzam de retention-tinme: 9.46 The

foll ow ng conmpounds re obtajned i n.an anal.ogous - 25 EX 2:

1 FLOOROD R PRSI S YipsntaR B, £ B (S Byclhivafptatbon 46 benzene
4- FLUORGaN: 4 preferfdd Myl HOMMenlyNDAN- 2- YL) - BENZAM DE 30 np. : 160C EX 4:

4- FLUORO N- (5- FLUORO- | NDAN- 2- YL) - BENZAM DE np.: 144C 35 EX 5:

4- FLUORO N- ( 5- METHYL- | NDAN- 2- YL) - BENZAM DE np.: 143C W002/ 064545
PCT/ EPO2Fortketrhore3 6t i§xtaged thagamong\other, preferred compounds according to the general

5- ETHOXY¢ 2= i . B Y& ACI D
>~ (1 N STy e Aot o) EIREAN b RIS o b At ey Poihb
4- FLUORCbaicpndeased- WHHW-OPRMQY?BW)@B%W oM ﬁé‘."."y %ﬂ% gid & to be
BENZQ( 1, gikbh B tdARRONYL bICAS ] athi (1 5,- T BOwhivRAN2bE ubsiifufd with helo@29C EX
10: BENZQ( 1, 3] DI OXOL- 5- CARBOXYLI CACI D ( 6- CHLOR- 1HYDROXY- | NDAN- 2- YI9) - AM DE
mp: 255C 20 EX 11: 4- FLUORO N- (4- FLUORO- | NDAN- 2- YL) - BENZAM DE [ MtFi]

measur ed pyrd¥, or pyridylamino for 7°, CH or N for X, a single bond or -NH- for Y,and

for Q.

10
More preferred compounds according to the general formula (II) are those having Z' and
72 taken together to form methylpentenylene, butenylene condensed with benzene, or
pentenylene which may be condensed with benzene optionally substituted with lower
alkoxy.

15
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. o
20

The present invention also relates to acylated indanyl amines according to the general

formula (I) in any of their stereoisomeric forms or mixtures thereof in any ratio and their

pharmaceutically acceptable salts for use as pharmaceuticals.

0
B, R
N,
A H

R2

25 ("

In the above formula (1),

R! and R? are independently from each other selected from the group consisting of:

H; unsubstituted and at least monosubstituted C;-Co-alkyl, C;-Cio-alkenyl and C;-Cio-
30 alkynyl, the substituents of which are selected from the group consisting of F, OH, C-Cs-



retention-tine: 4,91 25 EX 12: 4- FLUORO N- ( 4- HYDROXY- | NDAN- 2- YL) - BENZAM DE
[ MFH+] neasured: 272 retention-tinme: 4,37 EX 13:

4- FLUCROWN% b Bk aQPROPOXY- | NDAN- 2- YL) - BENZAM DE 30 [ MrH+] pepeppdieg314
retention-time: 5,21 EX 14: N-(S, 6- DI CHLORO | NDAN- 2- YL) - 4- FLUORO- BENZAM DE

[ MrH+] neasured: 324 35 retention-tine:5, 01 W02/ 064545 PCT/ EPO2/ 01444
-37 EX 15A° N (4- CHLORO- | NDAN- 2- YL) - 42F-UCRO- BENZAM DE ° [ M+H+] measur ed:
290 retention-tine: 4,94 (Rf on prep. HPLC (Chiral peak AD, sol vent

tonitril:i I ' 9:1 5 EX B:
- - CHLARE NGRS pmetcapio ¥, BEQRNGRNIR H+and hnssbstiaried pad at least

; gte f 2; : ?@plhégmssﬁthz@d &eﬁﬁfaga;hd)@irs?yl,wﬂe @ul?sﬁ![ﬂie!h@ @E&hiuﬁ([j}ue selevtedtfrom thel .
Il e:l sopr.opano : (o] e 0 e.c 5A

1B Lo L MOuR SRty halRiensh pstdBROaR. | CEC KA cihralesy TR Ga " "

N- 5 5- %L@B?oétmégda% Miipasé mohbKUREN BENpAbh IENd hefeharid] thosalsstitedts ¢oghich

retention-ti , ; ' I

et ont ¢ e elEFieq I i brofip fgg%?gﬁﬁﬁ'@“ﬁkm‘ﬁdﬁ% YiCHy), Cr-Cs-

N- (S- CHL@RexY Nm&FQ-I%QO;zQ@N  SERORIE 6F s 2lmlpaansypsendebslngens; NROR';

retenti omﬁtlfi. BR0),20%: 50, NRI7EOR HND,; HPLC (Chi ral peak AD, sol vent
acetonitri é:1soprdpanol 9:1)) One of the conpounds of exanples 16A and 16B
is the R enantioner and the other one is 25 the S enantiomer. EX 17:

N- (4, 7- DRMadHXe lilapBhdnily: Frofir dakh/oer BHRSAMr6I thd\irohip comsbsing e 316
{mﬁrrl](} ! g@;ilélggé}sﬁg%dg}?al%né8@3\%5&&%&%&4léés%%ls‘ﬁbls%%'fé% 8[—(%'&)—51%5%@“/' DE
substituents of which are selected from the group consisting of OH, phenyl, and heteroaryl;
OH; C,-Cio-alkoxy; phenoxy; S(O)mR'®; CF3. CN; NOy; (Ci-Cje-alkyl)amino; di(C,-Cio-
alkyl)amino; (C;-C¢-alkyl)-CONH-; unsubstituted and at least monosubstituted phenyl-
CONH- and phenyl-S0,-O-, the substituents of which are selected from the group
15 consisting of halogens, pseudohalogens, CH; and methoxy; (C;-Cs-alkyl)SO,-O-;
unsubstituted and at least monosubstituted (C,-Cs-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 C;-Cs-alkyl, halogens and methoxy;
20
A is selected from the group consisting of CH, CHOH and CH-(C,-C3-alkyl);

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

25 R’ is a group Ar or a group Hetar both of which can be unsubstituted or carry one or more
substituents selected from the group consisting of: halogens; pseudohalogens; NHj;
unsubstituted and at least monosubstituted C;-Cj¢-alkyl, C,-Cp-alkenyl, C;-C,¢-alkynyl,
C\-Cip-alkoxy, (C;-Cjo-alkyl)amino, di(C;-Cjo-alkyl)amino, the substituents of which are
selected from the group consisting of F, OH, C,-Cs-alkoxy, aryloxy, (C;-Cs-

30 alkyl)mercapto, NH;, (Ci-Cg-alkyl)amino, and di(C;-Cs-alkyl)amino; C3-Cs-alkandiyl;
phenyl; heteroaryl; aryl- or heteroaryl-substituted C;-Cq-alkyl; CF3; NO2; OH; phenoxy;
benzyloxy; (C,-Cjo-alkyl)COO; S(0)R?’; SH; phenylamino; benzylamino; (C-Cjo-alkyl)-
CONH-; (C;-Co-alkyl)-CON(C-C4-alkyl)-; phenyl-CONH-; phenyl-CON(C;-Cy4-alkyl)-;
heteroaryl-CONH-;  heteroaryl-CON(C,-Cs-alkyl)-;  (C;-Cyo-alkyl)-CO; phenyl-CO;

35  heteroaryl-CO; CF;-CO; -OCH;0-; -OCF,0-; -OCH,CH,0O-; -CH;CH,O-; COOR?;
CONR*R?; CNH(NH,); SO;NR*R%; R®S0O,NH-; R¥’SO,;N(C;-Ce-alkyl)-; and saturated



retention-tine: 2,49 condition: b 35 EX 19:

2- AM NO- N- ( 2- METHYL- | NDAN- 2- YL) - Nl COTI NAM DE =~ W002/ 064545 -38 [ M+l - | +]
measur edywa@fHodigdsention-time: 1,75 condition: b PCT/ EPOZ/pclﬁéﬂ)zﬁn@_g 20:

2, 5-Dl I\/ETHYL 1- PYRI DI N- 4- YLMETHYL- 1H PYRRCLE- 3CARBOXYLI C ACI D

(2 METHYL- | NDAN- 2- YL) - AM DE [ M+tH+] neasured: 360 Retention-tine: 1,89
condition: b 10 EX 21: 4- FLUORO N- (| NI3AN- 2- YL) - BENZAM DE 43. 70g (258n01)
2- am noi ndane hydrochl ori de and 53.43g (528mmvp1l) triethylam ne were added
to 250 m of tetrahydrofuran, 42.89g (270 I%' 4-f] uorgbenzoyl chl ori de
ver e added at et trnen%nﬁtttma@dwagp}saﬁlpf menopugless f- dp ‘Rmembsrerd, betegagyeles ng

m xture m&alhilﬁ n tml hegtrauids séledt€Rfrbld thel prbuwfy eonsislfiﬁg I @eﬂdm echigh t at e

| filt d h HC03- sol ut
o UM R S A NS R T
g (73% odnsa;tmgnd)fehah:)gyrs; aCi-Crprelkpl, 0Gy€s-alkomy, AHICoRO0 bl (EMI—WE;erQS@jd

oot o P A 3 ke g P 5l g 7

H5, 6/ 4, 7yhergimall (aryl, heteraqgyl, phenyl, @y1-gorg@ningd hetmarxlrzvon@wng gnéphenyl- 1 H,

N CQJP ' I 3
1, SR LS S GO SR

hydr ochl Aﬁoaéhea éroyp ar, emgqyulml %f)%sw &t ppre syhs ispieptp

di ssol vethel grodp 2BilsifngdofhdlofANEpltadchalapAs AC1-0s-alkyh| OH| O)-Gyfalkax§mand of

the rfspgﬁtlve acid in 2.5nml of dichloronethane (DCM and stirred for 10
i‘nterrperature There were then added 0. 7mmpl of the 35 respective

[ ndanyl am ne and stirring was continued over night. WO 02/ 064545

R® 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 di(C,;-Cs-alkyl)amino; aryl-(C,;-Cs-alkyl) and

15 heteroaryl-(C,-C4-alkyl), which can be substituted by one or more substituents selected
from the group consisting of halogens, C-C4-alkoxy, and di(C,-Ce-alkyl)amino;

R is selected from the group consisting of: ,

H; C,-Cyo-alkyl which can be substituted by one or more substituents seiected from the
20 group consisting of F, C,-Cg-alkoxy, di(C,-Cg-alkyl)amino and phenyl; phenyl; indanyl;

and heteroaryl; and wherein each of the aforementioned aromatic groups can be

unsubstituted or carry one or more substituents from the group consisting of halogens,

pseudohalogens, C;-Cs-alkyl, C;-Cs-alkoxy and CFj;

25 RbisHor Ci-Cyp-alkyl;
R® is selected from the group consisting of: C;-Cjp-alkyl which can be unsubstituted or
carry one or more substituents from the group consisting of: F, (C;-Cg)-alkoxy, di(C;-C;-
alkyl)amino; and unsubstituted and at least monosubstituted phenyl and heteroaryl, the
30  substituents of which are selected from the group consisting of C;-C;-alkyl, C;-Cs-alkoxy,
halogens, pseudohalogens, and CF3;

1 independently has the same meaning as R’;

35 R'' independently has the same meaning as R%,



-39 PCT/ EPO2/ 01444 The resulting solution was then washed 2 x with 2N HC
and once with a saturated | CHCO3-sol ution, dried over MgSO4, filtered and
t he resi t,ajsned after evaporating to dryness was cry | from

et hyl acﬁ@t eﬁ)( igxane- or MeOHdi et hyl et her-m xtures or pu???f hzﬁ'\@\ng?h HPLC.
5 The retention tines given are those obtai ned on a Beckmann HPLC-system
using a YMC ODS- AM 4. 6x250mm col uim an2f acetonitrile/water/0, 1

% FA-gradi ent (0% acetonitrile to 80% acetonitrile in 40 mn) under a flow
of 1 m/m (unless stated otherwi se).. ~0 EX 22:

2- HYDROXR' ntlyvhas AheEmevneanng 2R be np.: 163C EX 23:

4- ETHOXY-2- HYDROXY—N-I NDAN- 2- YL- BENZAM DE np.: 163C is EX 24:

3- FLUORO- N5 | NDAN- ENZAM DE S 256. .2 r on-Li
15. 48 20 1%(152??13‘@% G0Nk N gz;‘?ﬂ‘»"ééf&ﬂ&‘&ﬁ“ﬁ%‘f 4 supstjluld
measur ed:phddyd, Zbeneylenhétexoaryl, EC,-Ce-aB@1)EX026phenyl-CO, and heteroaryl-CO, the

Ry otk e e i e PERBRN neidir bR ABRIGREG, ™

286. 2 30 G eCealkylof1G:ratkaxy, 86 €, 28d whereSOPROPYIOreYoftheseEnbstituents @ENEAM DE
[ M+H+J hed: 296.2 retention-time: 17.96 35 EX 29:

3, 4- DI METHYL- RE | NDAN- 2- YL- BENZAM DE =~ WD 02/ 064545 -40 [ MtH+] measur ed:
266.2 retention-time: 17.71 EX 30: 4- BUTOXY- N- | NDAN- 2- YL- BENZAM DE 5 [ MtH+)

measur ed:R B #fiegendently has the same meaning as R'?;
10

R is selected from the group consisting of: H; C;-Cjg-alkyl; (Ci-Cs-alkoxy)-C,-Cs-alkyl;
and substituted and unsubstituted benzyl, phenyl and heteroaryl, the substituents of which
are selected from the group consisting of halogens, pseudohalogens, C,-Cs-alkyl, C,-Cs-
alkoxy, and CF3, and wherein one or more of these substituents can be present;
15
R'% is selected from the group consisting of: C;-Cjo-alkyl which can be substituted by one
or more substituents selected from the group consisting of F, OH, C,-Cg-alkoxy, aryloxy,
(C,-Cg-alkyl)mercapto, (C-Cs-alkyl)amino and di(C,;-Cs-alkyl)amino; CFs3; and substituted
and unsubstituted phenyl and heteroaryl, the substituents of which are selected from the
20 group consisting of halogens, pseudohalogens, C,-Cs-alkyl, C;-C;-alkoxy and CF3, and
wherein one or more of these substitutents can be present;

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;
2 independently has the same meaning as R';
30
R*! independently has the same meaning as RS,

22 independently has the same meaning as R’;

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



retention-tine: 20.83 PCT/EP02/ 01444 EX 31:

3- CHLORO 4- METHOXY- N- | NDAN- 2- YL- BENZAM DE [ Mtl - ~" ~] neasured: 302.2 10
retenti oRyd iIssdyé 27 EX 32: 4- PHENOXY- N- | NDAN- 2- YL- BENZAM &Fr b 1y
nmeasured: 330.2 retention-tinme: 20.54 15 EX 33:

3- BROMO- 4- FLUCRO- N- | NDAN- 2- YL- BENZAM DE [ MFH+] neasured: 334.2
retention-tinme: 18.71 20 34: 3- CHLOR®28-NMETHYL- N- | NDAN- 2- YL- BENZAM DE

[ MFH+] neasured: 286.2 retention-tine: 19.23 EX 35:

3- FLUORQ: 4- METHOXY- N- | NDAN- 2- YL- BENZAM DE z5 [ MtH+] neasured: 286. 2

ret ent i oR- tpqpgenaestly basine sgne meanipg GERHOXY- N- | NDAN- 2- YL- BENZAM DE [ MrH+]
neasured: 298.2 30 retention-tine:13.93 EX 37:

3- CHL A-F NDAN- 2- YL- BENZAMLDE [ MrH+] neasured: 290. 2
retenti on- t‘ﬁ*‘#@?“@@g a%ée ERNGHCALNG AHNVETHYL- N- | NDAN- 2- YL- BENZAM DE WD
02/ 064545 -41 |[MrH+] nmeasured: 266.2 ' retention-tinme: 16.84 EX 39:

3,4-QF - P MtrH+] measured: 274.2 retention-tine:
16. 4 E§t4di:l&3%%§8@9 Eﬁ%@%@g%- ENZAM DE [ MrH+] neasured: 344. 2
R? independently has the same meaning as R'S

heteroaryl is a 5 to 10-membered, aromatic, mono- or bicyclic heterocycle containing one
10  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 S;
15  aryl is phenyl, naphth-1-yl or naphth-2-yl;
the group Ar is phenyl, naphth-1-yl or naphth-2-yl;

mis 0,1 or2;

20
With respect to the definitions given above in the context of the compounds for use as
pharmaceuticals according to the general formula (I), the same explanations as laid out
above in the context with the compounds as such apply.

25 Compounds of the formula (I) for use as pharmaceutical, in which one or more, including
all, of the above-mentioned groups have the preferred meanings, the more preferred
meanings, the even more preferred meanings, the most preferred meanings, or the
particularly preferred meanings defined above are also an object of the present invention.

30 In a further embodiment, the object of the present invention is attained by compounds of
the formula (I) for use as pharmaceutical wherein the substituents R' to R, A and B and
the groups aryl and heteroaryl have the following meanings.

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



t oretention-tine: 20.38 PCT/EP0O2/ 01444 EX 41:
5- BROMO- THI OPHEN- 2- CARBOXYLI C ACI D- | NDAN- 2YLAM DE [ MtH+] neasured: 322.2

15 retenw(?w(l_‘g[ﬁ 18.14 MP.: 158.5C 1H NVR (400 Mz, d6- pMBEbi2/03480- 2, 98
3,20-3,29 (m 2H, H-3/HL) 4,63 (sext., 1 H H2),

7 13 7,19 (m 2H H4,H7 or H5, H6), 7,22-7,28 (m 3H H4, H7 or H5,

H6 and H 3 or HA&'), 7,64 (d, 1H H 4°2%r H3'), 8,73 (d, 1 H NH 20 EX 42:

3- BENZYLOXY- 4- METHOXY- N- | NDAN- 2- YL- BENZAM DE [ MeH+] neasur ed: 374 2

b LR ok e R GobS U EpEr A o Cash L A6
feﬁhﬁrﬁ“ Hmuzstﬁeag@glvgghm &iedtéﬂbmzl{tgn‘dubliofxmmg\bfrﬁﬁﬂkr(éﬁﬁﬂ78 2
e O (et 68, SHEHE, SOORRALL. MRt Yho SNAM D
- PCT/ EPO2/rfidnoédtiEiedt Gheny @nume@@weﬂmbswmmwmmaszmmdﬁom fhwm]
e S P R il &y ey o

r et ent i orunsubstitutadsangiat leaxt mgnosp M@U‘@!‘Yﬁ q‘i‘l@ﬂ% F N—e‘QtS?I[“@E‘IQZAM DE
[ MtH] megs WEiede P BdnPineEir8E) cOMisting®f hhlogérs, pseudohalogens, C;-Cs-alkyl, C-Cs-

alkoxy and CFj; R°CO; CONR''R"; COOR'?; CF3; halogens; pseudohalogens; NRR';
OR'3; S(O)mR'®; SO;NR'R'®; and NO;
10
R? and R are independently from each other selected from the group consisting of:
H; halogens; pseudohalogens; unsubstituted and at least monosubstituted C;-Cg-alkyl the
substituents of which are selected from the group consisting of OH, phenyl, and heteroaryl;
OH; C;-Ce-alkoxy; phenoxy; S(O)mR'%; CF3; CN; NOy; (Ci-Ce-alkyl)amino; di(Ci-Ce-
15 alkyl)amino; (C;-Cg-alkyl)-CONH-; unsubstituted and at least monosubstituted phenyl-
CONH and phenyl-SO,-O-, the substituents of which are selected from the group
consisting of halogens, pseudohalogens, CH; and methoxy; (Cy-Cg-alkyl)SO,-O-;
unsubstituted and at least monosubstituted (C;-C¢-alkyl)CO, the substituents of which are
selected from the group consisting of 'F, di(C,-Cs-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;-Cj-alkyl, halogens and methoxy;

A is CH,, CHOH or CH~(C,-C;-alkyl);
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; C,-Cio-
alkyl; C3-Cs-alkandiyl; phenyl; phenylsubstituted C;-Cs-alkyl; CF3; OH; C;-Cyo-alkoxy;
30  phenoxy; benzyloxy; CF30; (C1-Cio-alkyl)COO; S(O)mR*; (Ci-Cio-alkylyamino; di(Ci-
Cyo-alkyl)amino; (C-Cjo-alkyl)-CONH-; (C,-Cio-alkyl)-CON(C;-Cs-alkyl)-;  (Ci-Cyo-
alkyl)-CO; CF5-CO; -OCH0-; -OCF»O-; -OCH,CH,0-; -CH,CH,0O-; phenylamino;
phenyl-CO; COOR?!; CONR*RZ, 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, C;-Cs-alkoxy and CFj; wherein all phenyl groups and phenyl-



~ 5 EX 49: 2- METHOXY- 4- METHYL- N- | NDAN- 2- YL- BENZAM DE [ MrH+] neasured: 282. 2
retention-tine: 18.10 EX 50: 4- TRl FLUOROVETHYLOXY- N- | NDAN- 2- YL- BENZAM DE 20

[ MEH+]  mpas 5322.2 retention-tinme: 19.90 EX 51: PCT/EP(
3- FLUORO- 4- I—h?L N- | NDAN- 2- YL- BENZAM DE [ MtH+] neasur ed: C27/0 )22/0545“

retention-tinme: 18. 09 EX 52: 4- METHOXY- 3- METHYL- N- | NDAN- 2- YL- BENZAM DE

[ MFH+] neasured: 282.2 retention-tinme30%7.73 30 EX 53:

4- PROPYLOXY- N- | NDAN- 2- YL- BENZAM DE [ M+l -1 ~] measured: 296.2 retention-tine:
19. 60 35 EX 54: 3, 4-Dl ETHOXY- N- | NDAN- 2- YL- BENZAM DE [ MkH+] neasured: 326. 2
WO 02/ 06eBUEning goupse WhiRf B1ay t berbresant. g7 thecsaidsy @1@4%40%%1655& arylor

4- (CYCLqTﬁé?bgryE?{ Ydam\bé N@&l\&tﬁecy BﬁNZAMnDEe grbbfsHediedigh $ione talogddk, 2 5
retention- t|(@1 Hii EX 5 _}g@ ZOFURAN- 5- CARBOXYLI C ACI D
| NDAN- 2 YPS&Hfieielqach Yir SrLa889%% a9 Gl ent i on-ti me: 15. 67 EX 57:
- 4- FLUORO- 2- TR FLUOROVETHYL- N- | NDAN- 2- YL- BENZAM DE [ MtH+] neasured: 324. 2

{(:/L?n_;][ | ﬁgf, isll}_:ire(al_ ?g%&%e%ISS 3- FLUORO- 2- METHYL- N- | NDAN- 2- YL- BENZAM DE
~ a .

R’ is selected from the group consisting of:

H; C;-Cg-alkyl which can be phenyl-substituted; phenyl; indanyl; and heteroaryl; and

wherein each of the aforementioned aromatic groups can be unsubstituted or carry one or
10 more substituents from the group consisting of halogens, pseudohalogens, C-Cs-alkyl, C;-

Cs-alkoxy and CFj;

R® is H or C;-Ce-alkyl;

15 R is C;-Ce-alkyl which can be unsubstituted or carry one or more substituents from the
group 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,-Cs-alkyl, C,-C;-alkoxy, halogens, pseudohalogens, and CF3;

20 R!%independently has the same meaning as R

' independently has the same meaning as RS

12 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,
C,-Cs-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; C;-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;-Cs-alkyl, C-C;-alkoxy, and CF;, and
wherein one or more of these substituents can be present;



retention-tinme: 16.54 20 EX S9: 4- FLUORO 3- METHOXY- N- | NDAN- 2- YL- BENZAM DE

[ MFH+] neasured: 286.2 retention-tinme: 16.65 EX 60:

3, 5- DI FLW:&6/0d45NDAN- 2- YL- BENZAM DE 25 [ MrH+] neasured:  2dé1/8po2/01444
retention-tinme: 17.76 EX 61: 2- BROMO 4- FLUORO N- | NDAN- 2- YL- BENZAM DE [ M+H+]
measured: 334.2 30 retention-tine:16.73 EX 62:

4- FLUORO- 3- TRI FLUORVETHYL- N- | NDAN- 2- YB1BENZAM DE [ MrH+] neasured: 324.2
retention-tinme: 20.31 35 WD 02/ 064545 -44 PCT/ EP02/ 01444 EX 63:

5- ACETYL- THI OPHEN- 2- CARBOXYLI C ACI D | NDAN- 2YLAM DE [ MtH+] neasured: 286. 2
retention-tinme: 14.20 5 EX 64 5- METHYL- THI OPHEN- 2- CARBOXYLI C ACI D

| NDAN- 2 YR BMsDEzldchiHfilomTeIRs wi@p: cofsitidg r &ft antCoakyl reF;; kind 6subbtituied &Rt

?fé'h???w%?sh@@%ﬁ%“ﬂ%iﬂe@ﬁ? SRR TR T S BRORED B @it ¢

ACI D | Nammmmg,mme[nmwydmbgme@]-Camkﬂ, Cetlenatkonn-dndrel;, a8l WhetitP. :
147.5C 2 91-2,99 (m 2H, H1 /H3),
3, 22% e%r%gz&&éggﬂtﬁwteg@Cgi?%msgm 1 H H2), 7,13-7.19 (m 2H,

H- 4, H-7 or 5, H6), 7,21-7,28 (m 2H, H4,H7 or HS5, H-6} 7,50 (d, 1 H,
H- 6"/ Hr RV13dé§@nc(e%ly¥aﬁhe'§hrﬁe“é§ﬂmg§sﬁ8: (s, 1 H HA), 871 (d, 1H NH)

R'® independently has the same meaning as R%;
R!? independently has the same meaning as R,
R? independently has the same meaning as R'S;
15 R* independently has the same meaning as R%;
R? independently has the same meaning as R’;
2 independently has the same meaning as R},
20
R* independently has the same meaning as R’;

R independently 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.
The compounds according to the general formula (I) can be used to upregulate the
expression of the endothelial NO synthase and are helpful pharmaceutical compounds for

the treatment of various diseases. In the context of the present invention, treatment
35  includes the therapy as well as the prophylaxis of the respective diseases.



25 EX 67: 2- PHENOXY- N- | NDAN- 2- YL- BENZAM DE [ M+tH+] measured: 330.2
retention-tine: 20.77 EX 68: 2,4-Dl FLUORO N- | NDAN- 2- YL- BENZAM DE 30 [ M¥H~]
measur edyy@ §Hedsdset ention-time: 15.93 EX 69: PCT/EP02/01444

4- CHLORO- N- | NDAN- 2- YL- BENZAM DE [ MtH+] neasured: 272.2 35

retention-tine: 17. 00 WO 02/ 064545 PCT/ EP02/ 01444 - 45 EX 70:

4- CHLORO 2- HYDROXY- N- | NDAN- 2- YL- BENZAMZDE ' [ MtH+] neasured: 288. 2
retention-tine: 20.87 5 EX 71: 2- HYDROXY- N- | NDAN- 2- YL- BENZAM DE [ MtH+]
neasured:; 254, 1 retention-tinme: 17.15 EX 72: N, N -Dl -1 NDAN- 2- YL- PHTHALAMLDE
10 [ M+H+ExamRles of diseasss ke Gied i tﬁ% cQPesinds fcconding 10 e present

2- AM NO- inJehiidiNmetuife cEidNsaddular disbiides likeratable aad unsidble dngiba pectoris, coronary
0 AT B e R S AR i

nmeasur ed
2- ACETYL Aivokiddid] linBAddoR; YireKBENEAMbDEs] MripHeraleaterr occludos dideaset @NORR-t i me:
res ge

13 .3.9 76: , - B 1 | - .
175, 25c RRdGiRyel: iRt Aiordliasts CRAMBNG endiihid | kgl ek FRCAC 2P
mol e) dihyBesiansioy | inelnging rgsprntiab hypsriemaipn; pulnaparyt Bypesiepsipnf ¥idaecqpday gi ven
271 my (Qy nS8R! ) (renovascular hyiertension, chronic  glomerulonephritis), erectile

ene),

O [ (cyanaogét hoxycar bonyl net h -am nol- N,,N, N., N -t et r anet hyl '
tetral u&yﬁt{]iﬁ?tél“e k¢ ar( é‘?" &d ai“ﬁ ﬁhem lopRERe % tcé'f‘ﬁ‘i%asﬁﬁ?fu;r%ﬁyr lrjqr‘png at

room t enpestaterogausal Wonhdnr & afibr it4ke O f oomtaceftivane respective ami ne
hydr 8h| oride and 172 ~1 ( 1.000 nmol) DIPEA in 1 m DWVF was added. After

stirri'ng for 6h the mxture was filtered and evaporated. The 35 residue was
t aken up Gompeuhdd ofathe tformala () com sthditiomalkydwsused én yhevthedap @ndvprophyleidis cddnd 20

diabetes and diabetes complications (nephropathy, retinopathy), angiogenesis, asthma
bronchiale, chronic 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.

The compounds according to the formula (I) can also be used in combination with other
20 pharmaceutically active compounds, preferably compounds which are able to enhance the

effect of the compounds according to the general formula (I). Examples of such

compounds include:

statins; ACE-inhibitors; AT1-antagonists; argininase-inhibitors; PDE V-inhibitors; Ca-

antagonists; alpha-blockers; beta-blockers; metimazol and analogous compounds; arginine;
25  tetrahydrobiopterin; vitamins, in particular vitamin C and vitamin B6; niacine.

The compounds of the formula (I) and their pharmaceutically acceptable salts, optionally
in combination with other pharmaceutically active compounds, can be administered to
animals, preferably to mammals, and in particular to humans, as pharmaceuticals by
30 themselves, in mixtures with one another or in the form of pharmaceutical preparations.
Further subjects of the present invention therefore also are the compounds of the formula
(I) and their pharmaceutically acceptable salts for use as pharmaceuticals, their use as
transcription stimulating agent for endothelial NO synthase and in particular their use in
the therapy and prophylaxis of the above-mentioned syndromes as well as their use for
35  preparing medicaments for these purposes. Furthermore, subjects of the present invention
are pharmaceutical preparations (or pharmaceutical compositions) which comprise an



WO 02/ 064545 -46 PCT/ EP02/ 01444 nl 5% sodi um hydrogencar bonate sol ution.
The resulting organi c phase was evaporated and purified via prep. HPLC. (RP

18, acet bihdsglswater). The retention tines given were OR¢prpeA
1940 a
HPLC- I\/S-gk'hstem( P 1100, Detector: HP 5 DAD Gl315A) using a Mer c’k Li chro

CART 55-2 Purosphere STAR RP 18e 3~, an acetonitril/water+0.1% formc acid
(B) gradient (9598 to 5% B in 1,25 m'r?t 508 for 3,5 mn, 5%B bis 9598 in
0,25 min, and 9598 fiir 0,5 mn under a flow of of 0,75 m/mn EX 77:

2, 5- DI FLUORO- N- | NDAN- 2- YL- BENZAM DE t ent

2 73 Ex dioiize gopt pF GRS NOTNEARPOIRA o KNS [RARGT fo Rl asrutsyly' 5 ™

:Tgt enti gébc'izeﬂggﬁe?’sa@@ t@%owandzacbﬁmeﬁmwmdwmmkm Yi.e BENZ AW Bi6rg M+H+]
asure r on-.t.i.ne EX

N- | NDAN- Ehama?“gﬁéwﬂ?ﬂ% B?N?Aw% eﬁlﬂ&?r additivesad: 329 retention-tine:

- 3,45 25 EX 81: N-I NDAN- 2-YL- 2, 3- DI METHOXY- BENZAM DE [ MrH+] neasured: 298

retent i oggl h}%@a@’%%}éa@)%c%% mghd mwbe%g& s, 6 AarTRINEIT Oy BONGAMP i0

[ MEHF
N- | NDAN- the Yform of il sveetlietscyla bletsy rwgmwﬁts dahiets; erogplesyhard and soft
retenti OEelEﬁﬂ'?apsﬁ’leé]aqueéﬁ@, Q@é%ﬁ@%ﬂ%lly solutions, syrups, emulsions or suspensions, or

rectally, for example in the form of suppositories. Administration can also be carried out

parenterally, for example subcutaneously, intramuscularly or intravenously in the form of
10 solutions for injection or infusion. Other suitable administration forms are, for example,

percutaneous or topical administration, for example in the form of ointments, tinctures,

sprays or transdermal therapeutic systems, or the inhalative administration in the form of

nasal sprays or aerosol mixtures, or, for example, microcapsules, implants or rods. The

preferred administration form depends, for example, on the disease to be treated and on its
15  severity.

The amount of compounds of the formula (I) and/or its pharmaceutically acceptable salts
in the pharmaceutical 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
20 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 acceptable 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 (I) and/or their pharmaceutically acceptable salts, together with one or more solid
25  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 pharmaceutical in human or veterinary medicine.

30 For the production of pills, tablets, sugar-coated tablets and hard gelatin capsules it is
possible to use, for example, lactose, starch, for example maize starch, or starch
derivatives, talc, stearic acid or its salts, etc. Carriers for soft gelatin capsules and
suppositories are, for example, fats, waxes, semisolid and liquid polyols, natural or
hardened oils, etc. Suitable carriers for the preparation of solutions, for example of

35  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,



-47 EX 84: N-I NDAN- 2- YL- 2, b- DI METHOXY- BENZAM DE [ M+H+] neasured: 298
retentign time: 3,01 5 EX 8S: 2- ETHOXY- N- | NDAN- 2- YL- BENZAM DE [ MtH+]
nmeasur e .ention-time: 3,31 PCT/EP02/01444 EX 86:

BI PHENYL%(;@%%% LI C ACI D | NDAN- 2- YLAM DE 10 [ M+H+] rreasﬂ?Te/ l)02/01]2“
retention-tinme: 3,24 EX 87: N-|INDAN- 2-YL- PHTHALAM C ACI D METHYL ESTER
[ MktH+] neasured: 296 ~ 5 retention-ti-d:- 3,01 EX 88:

2- (4- FLUORO BENZOYL) - N- | NDAN- 2- YL- BENZAM DE [ MtH+] neasured: 360
retention-tine: 3, 29 20 EX 89: 2- ACETYL- N- I NDAN- 2- YL- BENZAM DE [ M+~ "]
measur edglupee, ﬂ@ﬂ@m j Yggcltabhénlsgetth palsoypaggible to lyophilize the compounds of the

3, 18 Bx Sk oA D BBy O 0. Lekt) - eacul s 66
asur,

Cetent omopmk@ate%%ew@sy b5 RESRPRE IETRES 20y SRR w@ﬁt%@%}qﬂbh

measur edcardid® 3P mi@beipsules)-imphts3ord8ds alérdd 2kangk4 bopolyiBers bKgB@olic acid

NI NDAN- 2- Y1 2-'( 20 PHENETHYL) - BENZAM DE ' [ MeH] neasured: 342

Besides the compound or compounds according to the invention and carriers, the
pharmaceutical preparations can also contain additives, for example fillers, disintegrants,
binders, lubricants, wetting agents, stabilizers, emulsifiers, dispersants, preservatives,

10 sweeteners, colorants, flavorings, aromatizers, thickeners, diluents, buffer substances,
solvents, solubilizers, agents for achieving a depot effect, salts for altering the osmotic
pressure, coating agents or antioxidants.

The dosage of the compound 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 animal 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 active compounds are administered in
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 adult 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, depending on the individual
response, it may be necessary to deviate upwards or downwards from the given daily dose.

The compounds according to the formula () can also be used for other purposes than those

30 indicated in the foregoing. Non-limiting examples include diagnostic purposes, the use as
biochemical tools, and as intermediates for the preparation of further compounds, e.g.
pharmaceutically active compounds.



retention-tine: 3,36 PCT/EP02/01444 5 EX 94:
3- BROMO- N- | NDAN- 2- YL- 4- METHYL- BENZAM DE [ MtH~] neasured: 33l

retenti oRgd 1 &4sed 32 EX 95: N-1NDAN-2- YL- 3, 4, S- TRI METHOXYpEhEAMiIBE 1 O
[ MtHH+] rreasured 328 retention-time: 3,10 EX 96:

N- | NDAN- 2- YL- 3- TRI FLUOROVETHYL- BENZAM DE [ MtH+] neasured: 306 ~ 5
retention-time: 3,27 EX 97: 4- CYANO Ne BNDAN- 2- YL- BENZAM DE [ M+H+] neasur ed:
263 retention-time: 3,06 20 EX 98: 4- ACETYLAM NO- N- | NDAN- 2- YL- BENZAM DE

[ MrH+] neasured: 295 retention-tine: 2,88 25 EX 99:

4- ETHYLSULFANYL- N- | NDAN- 2- YL- BENZAM DE [ MtH+] neasured: 298 retention-tine:

3, 25 EX 1f:prédehiNeédition Viitl hERERHT At i€ tiolo B dkampREER 30 [ MrH+]
measured: 296 retention-time: 3,12 EX 101: 4- BENZOYL- N- | NDAN- 2- YL- BENZAM DE
[ MFH+] neasured: 342 35 retention-tine: 3, 25 WO 02/ 064545 -49 EX 102:
- 4- ACETYL-Exanifpdéds- 2- YL- BENZAM DE [ MFH+] neasured: 280 retention-tine: 3,02
PCT/ EFS>02/ 01444
EX 1: 4-FLUORO-N-(4-METHYL-INDAN-2-YL)-BENZAMIDE
370mg (2.52mmol) 2-amino-4-methylindane and 257mg (2.52mmol) triethylamine were
dissolved in 5 ml dioxane, 400mg (2.52 mmol) 4-fluorobenzoylchloride were added, and
the mixture was stirred for 2 h at room temperature (RT).
10 The resulting mixture was then poured onto an ice/HCl-mixture, 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
'H (d6-DMSO, 300MHz): 2.20 (s, 3H, CH;), 2.80-3.00 (m, 2H, -CH,-), 3.16-3.30 (m, 2H,
-CH,-), 4.69 (quint, 1H, CH-N), 6.92-7.10 (m, 3H, H>, H®, H"), 7.39 (1, 2H, H*, H%), 7.94
15 (dd,2H, H?, 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-Fluoro-N-(4-methyl-indan-2-yl)-benzamide
retention-time: 9.46

The following compounds were obtained in an analogous way:
25

EX 2: 4-FLUORO-N-(5-METHOXY-INDAN-2-YL)-BENZAMIDE
mp.: 160°C
EX3: 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-(5-METHYL-INDAN-2-YL)-BENZAMIDE

mp.: 143°C



5 EX 103: 5- FLUORO 1H | NDOLE- 2- CARBOXYLI C ACI D | NDAN- 2YLAM DE [ M+H+]
measured: 295 retention-tinme: 3,14 to EX 104: 1H | NDOLE- 3- CARBOXYLI C ACI D

| NDAN- 220 MM gs[ MrHH] neasured: 277 retention-tinme: 3, OfcieobR7444

1H | NDOLE- 5- CARBOXYLI C ACI D | NDAN- 2- YLAM DE 15 [ M+H+] neasured: 27
retention-tinme: 3,05 EX 106: 1- METHYL- 1H | NDOLE- 2- CARBOXYLI C ACI D

| NDAN- 2YLAM DE 20 [ MtH+] neasured: 29Bfr-etention-time: 3,29 EX 107:

PYRAZI NE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ MtH+] measured: 240 25
retention-tinme: 2,92 EX 108: 2- CHLORO N- | NDAN- 2- YL- NI COTI NAM DE [ MtH+]
measured: 273 retention-tine: 2,9S 30 EX 109:

2- HYDROX¥XNs:! NDAN- RCHFI6: VETWOIDNI CCHIEVHIORY -2 \INDANTZAIUC ARBAMOYL)-
retention-tine: 22%@'5%%%#8% PYRI DI NE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE
[ MFH+] neasur ed: 4545 -50 retention-tinme: 3,14 PCT/ EP02/ 01444
EX 111: SpBUBYIC PYRI DI NE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE ' [ M+H+]

n”easu§ ed: 295 5 retention-tine: 3,49 EX 112: 2-PHENYL- QU NOLI NE- 4- CARBOXYL1C

ACI D T NDAN- 2YLAM DE M-H+] neasured: 365 1 o retention-tinme: 3,40
EX7: TIC ACID 2-(INDAN-2-YLCARBAMOYL)-5-METHYL-
PHENYL ESTER
mp.: 116°C
10 EXS: 4-FLUORO-N-(TRANS-1-HYDROXY-INDAN-2-YL)-BENZAMIDE
mp.: 247°C
EX9: BENZO[1,3]DIOXOL-5-CARBOXYLICACID (5-NITRO-INDAN-2-
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-FLUORO-INDAN-2-YL)-BENZAMIDE

[M+H"] measured: 274
retention-time: 4,91

25 EX12: 4-FLUORO-N-(4-HYDROXY-INDAN-2-YL)-BENZAMIDE
[M+H'] measured: 272
retention-time: 4,37

EX 13: 4-FLUORO-N-(4-ISOPROPOXY-INDAN-2-YL)-BENZAMIDE
30 [M+H'] measured: 314
retention-time: 5,21

EX 14: N-(5,6-DICHLORO-INDAN-2-YL)-4-FLUORO-BENZAMIDE
[M+H"] measured: 324
35 retention-time: 5,01



EX 113: QUI NOLI NE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ MtH+] measured: 289
retention-tine: 3,30 15 EX 114: QUI NOLI NE- 4- CARBOXYLI C ACI D | NDAN- 2- YLAM DE
[ MrH+] mepg Wi ed545289 retention-tine: 2,98 20 EX 115: PCT/EP02/01444

N- | NDAN- 2- YL- 4- METHANESULFONYL- BENZAM DE [ MtH+] measured: 316

retention-tine: 2,99 EX 116: NI NDAN- 2- YL- 4- SULFAMOYL- BENZAM DE 25 [ M+H+]
nmeasured: 317 retention-tine: 2,98 EX-BI%:

2- HYDROXY- N- | NDAN-.2- YL- NI COTI NAM DE [ M+l -~ ~] measured: 255 30
retention-tine: 2,80 EX 118:

N- | NDAN- 2EX115A: VETHOH-CHMOROASDANCAY BEAFON ORQ-BENJZAMABE r ed: 314 35
retenti oneNih T8 measared: Y¥P2/ 064545 -51 PCT/ EP02/ 01444 EX | 19:

(& N
1H BENZ1M DAZCOLE- 5- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ MtH+] neasured: 278
r et ent i ontetqngign-times 4,9 (R{ qpgrepy H%\@rm%wﬁfg?ssﬁmﬁpﬁ?lm@m{
| NDAN- 2YLQAWHDE [ MrH+] neasured: 279 retention-time: 2,89 to EX 121:
2,4,5-TRI FL N- | NDAN- 2- YL- BENZAM DE [ MtH+] neasured: 292 retention-tine:

3,21 EX 122: N-1NDAN-2- YL-N -(S)-1- PHENYL- ETHYL) - PHTHALAM DE ~ 5 [ MtH+]
measur ed: EX86B: et enN#(@+CHLORO-INDBAN-2-YL)-4-FLUORO-BENZAMIDE

[M+H"] measured: 290
retention-time: 16,79 (Rf on prep. HPLC (Chiralpeak AD, solvent acetonitrile:isopropanol
9:1)) '

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-(5-CHLORO-INDAN-2-YL)-4-FLUORO-BENZAMIDE

15 [M+H"] measured: 290
retention-time: 7,21 (Rf on prep. HPLC (Chiralpeak AD, solvent acetonitrile:isopropanol
9:1))

EX 16B: N-(5-CHLORO-INDAN-2-YL)-4-FLUORO-BENZAMIDE

20 [M+H'] measured: 290
retention-time: 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.

EX 17: N-(4,7-DIMETHOXY-INDAN-2-YL)-4-FLUORO-BENZAMIDE
[M+H"] measured: 316
retention-time: 4,81
30
EX 18: 4-FLUORO-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



EX 123: N-| NDAN- 2- YL- 2- ( 4- METHYL- BENZOYL) - BENZAM DE [ M+tH+] neasured: 356 20
retention-tine: 3,29 EX 124:

3- (2- CHL@R F76EN¥EL) - 5- METHYL- | SOXAZOLE- 4CARBOXYLI C ACI D | pAdNpeoYkAM DE

[ MrH+] neasured: 353 25 retention-tinme: 3,16 EX | 25:

4- ACETYL- 3, 5- DI METHYL- 1H PYRROLE- 2- CARBOXYLI C ACI D | N DAN- 2- YLAM DE [ M+H+]
nmeasured: 297 30 retention-time: 2,93 X8 126:

4- CYCLOHEXYL- N- | NDAN- 2- YL- BENZAM DE . [ M+tH+] neasured: 320 retention-ti ne:
3,48 35 E[X }!% . 4- BRC N- | NDAN- 2- YL- 2- METHYL- BENZAM DE WO 02/ 064545
PCT/ EP02/\4% ] measged: 208 1y neasured: 330 retention-time: 3,21 EX 128:

N- | NDAN- Zet¥éhtich-fTie FLVEOROVETHOXY- BENZAM DE 5 [ MFH+] neasured: 322

retenti on-t %iggh_ 3,23 EX 129: 2,4, 6- TRI FLUORO- N- | NDAN- 2- YL- BENZAM DE [ M+H+]
measur ed:“°2 fetention-tinme: 3,01 EX 130:

+ 4- CHLORO 2- FLUORO- N- | NDAN- 2- YL- BENZAM DE [ Mt1-1+] neasured: 290

ret ent 0%;26?3 3, 315 HIMEPTHYL-1-MVRIDIN-£ Y IMENFALAM-PYRRGLEERT- BUTYL
ESTER [ M+ measured:. 281 (-tert.- hutyl W an: : 14 20 EX 132:
3- CHLORO: THI CPHENE ARBRASMG 4GB @M{ﬁéﬁhg lﬁr}mml asured: 278
retenti or[Mim‘q:me’&sﬁéd;%oEX 133: N- I NDAN- 2- YL- 2- PYRROL- 1- YL- BENZAM DE [ MtH+]
measured:_ 303, .
Retention-time: 1,89

condition: b

EX 21: 4-FLUORO-N-(INDAN-2-YL)-BENZAMIDE

43.70g (258mol) 2-aminoindane hydrochloride and 53.43g (528mmol) triethylamine were
added to 250 ml of tetrahydrofuran, 42.89g (270 mmol) 4-fluorobenzoylchloride were
added, and the mixture was stirred for 2 h at RT.

15  The resulting mixture was then poured onto an ice/HCl-mixture, the obtained precipitate
was filtered, washed with a NaHCO;-solution and water and dried in vacuo. The crude
product was crystallized from methanol. There were obtained 47.8 g (73%) of a white,
crystalline product.
mp.:167°C

20
MS: [M+H"]:256.1

'H-NMR (300 MHz, d-DMSO0): 2.96 (dd, 2H, H1/3), 3.25 (dd, 2H, 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)

COUPLING OF INDANYL AMINES WITH VARIOUS AROMATIC
CARBOXYLIC ACIDS

30 Method A:
0.5 mmol (96mg) 1-ethyl-3-(3-(dimethylamino)propyl)carbodiimide hydrochloride and 0.5
mmol (87ul) 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 stirred for 10 min at room temperature. There were then added 0.7mmol of the
35  respective indanyl amine and stirring was continued over night.




retention-tine: 3,18 EX 134:

5- METHYL- 2- PHENYL- 2H-[ 1, 2, 3] TRI AZOLE- 4- CARBOXYL1C 30 ACI D | NDAN- 2- YLAM DE .
[ MrHH] nRas Wi /6ds4s319 retention-tinme: 3,42 EX 135: PCT/EP02/01444

3, 5- DI METHYL- | SOXAZOLE- 4- CARBOXYL1C ACI D | NDAN- 235 YLAM DE [ MtH+] neasur ed:
257 WO 02/ 064545 -53 retention-tine: 2,98 PCT/EP02/ 01444 EX 136:

2- ETHYLSULFANYL- N- | NDAN- 2- YL- NI COTI NAMB®E [ MrH+] neasured: 299 5
retention-tine: 3,11 EX 137:

2- (2, 3- DI METHYL- PHENYLAM NO) - N- | NDAN- 2- YL- BENZAM DE [ MtH+] neasured: 357
ret ent i onThe msultisge®lutipnExas den washede2r Mywith ROHE@EPrd-aneaNmith- TARBEICA | C
ACI D | NDANy2-OfL0ikiok, drdidbier m&ﬁ»r fiftered and BRL REIHLO Bbthin® aftér AQpddatifpitol 39:
2- ACETYLAM NO-6- CHLORO- N A %n TL- BEN%AM DE JTW (~)]H FRasur ed: .3&]9

retenti orﬂrb’P‘?ﬁé:W% WStQBlZEé(%:C yl acetate/hexane- eOH-diethylether-mixtures or

2- CHLORO- pirifN@ANtRHFLEG- METHYL- | SONI COTI NAM DE [ MrH+] neasured: 287
retention-tine: 3,11 EX 141: 5- CHLORO 6- HYDROXY- N- | NDAN- 2- YL- NI COTI NAM DE
25 [I\/Hrﬁ-|+] nmeasured: 289 retention-tine: 2,80 EX 142:

7- VETHOX YT IRENEOE DR 3 -gBARBOX HosCoi@ingd lonpABeckyiantvHRE . C-system using a YMC

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

10 EX22: 2-HYDROXY-N-INDAN-2-YL-4-METHYL-BENZAMIDE
mp.: 163°C

EX 23: 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
retention-time: 15.48

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

EX 26: 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-ISOPROPYLOXY-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 296.2
retention-time: 17.96
35
EX 29: 3,4-DIMETHYL-N-INDAN-2-YL-BENZAMIDE



30 [ MtH~] neasured: 308 retention-tinme: 3,20 EX 143:

2- FLUORO- N- | NDAN- 2- YL- 5- TRI FLUOROVETHYL- BENZAM DE [ MtH+] neasured: 324 35
retenti onwd vir4s29 WO 02/ 064545 -54 PCT/ EP02/ 01444 EX pdéiEro2/01444

5- METHYL- 1- PHENYL- 1H PYRAZCOLE- 4- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ M+H+]
measured: 318 retention-tinme: 3,14 5 EX 145: 5- METHYL- PYRAZI NE- 2- CARBOXYLI C
ACI D | NDAN- 2YLAM DE [ MrH+] neasured: 24d-retention-tinme: 2,97 to EX 146:
2- (2- CYANO- PHENYLSULFANYL) - N- | NDAN- 2- YL- BENZAM DE [ M+tH+] neasured: 371
retenti g&&t:}ﬁ 3, 23 ﬁg EX 147: N-1 NDAN- 2- YL- 2, 6- DI METHOXY- NI COTl1 NAM DE

[ MrH+] SF éreaswsed: 280€nti on-ti ne: 3, 23 EX 14$:

2- CHLOROrétefitidd-fiab)ORCFIN- | NDAN- 2- YL- BENZAM DE 20 [ MrH+] measured: 308
retention-tinme: 3,20 EX 149: N- | NDAN 2- YL- 4- PYRRCL- 1- YL- BENZAM DE [ MtH~]
measured: 303 25 retention-tine: 3,20 EX 150:

3, 5- DI - TEX36UTYL - H-BUDAXY-NINBANZ2WIDBENZAMIDF:asur ed: 351

retentio Npi : fed:3q0BX 151 2- CHLORO- N- | NDAN- 2- YL- 6- METHYL- NI COTI NAM DE
[M+H~'t5~] qnee’mﬁ?”e_%? %dSE?
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-FLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 334.2
retention-time: 18.71

20 EX34: 3-CHLORO-4-METHYL-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 286.2
retention-time: 19.23

EX 35: 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-2-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



retention-tinme: 3,01 35 EX 152: 3-BENZOYL- PYRI DI NE- 2- CARBOXYL1C ACI D
| NDAN- 2YLAM DE WD 02/ 064545 -55 [ MrH+] neasured: 343 retention-tinme: 3,21

PCT/ EPO2ARA3 64664 E% | 53: 1H- |1 NDOLE- 6- CARBOXYLI C ACI D | NDAN- %%.EE%WE 5 [ MrH+]
nmeasured: 277 retention-tine: 3,00 EX 154: 1H- | NDAZCOLE- 3- LI é ACI D

| NDAN- 2- YLAM DE [ MtH+] neasured: 278 tO retention-tine: 3,02 EX 155:

5- (4- CHLORO PHENYL) - FURAN- 2- CARBOXYLI-@IACI D | NDAN- 2YLAM DE [ M+H+] neasur ed:
338 15 retention-tine: 3,40 EX 156:

2, 6- DI CHLORO,N- | NDAN- 2- YL- | SONI COTI NAM DE [ M¥l -1 ce] neasured: 307

r et ent i ofMeHybmeasugesl: 266X 157: N- | NDAN- 2- YL- 4- METHYLAM NO- BENZAM DE [ M+H+]
nmeasur edretdfiibnltBh@&niigan-tinme: 3,55 25 EX 158:

4- BUTYLAM NO- N- | NDAN- 2- YL- BENZAM DE [ MtH+] neasured: 309 retention-tine:
6,06 EX 159: 4- DI METHYLAM NO- N- | NDAN- 2- YL- BENZAM DE 30 [ MtH+] neasured: 281
retenti oX39e: 5, 34-IBNFLIGOR-BHRBANL-¥YLBRBR2AMIBEACI D | NDAN- 2- YLAM DE

[ Mt '5“] Wﬁ?ﬂ%@ésuf’e]d‘:lﬁézr etention-tine: 3,94

retention-time: 16.47

EX 40: 4-BENZYLOXY-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 344.2
10  retention-time: 20.38

EX 41: 5-BROMO-THIOPHEN-2-CARBOXYLIC ACID- INDAN-2-
YLAMIDE
[M+H"] measured: 322.2
15  retention-time: 18.14
M.P.;: 158.5°C
1TH-NMR (400 MHz, d6-DMSQ): 2,90-2,98 (m, 2H, H-1/H-3), 3,21-3,29 (m, 2H, H-3/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, 1H, NH)
20
EX 42: 3-BENZYLOXY-4-METHOXY-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 374.2
retention-time: 19.62

25 EX43: 4-FLUORO-NAPHTHALENE-1-CARBOXYLIC ACID- INDAN-2-
YLAMIDE
[M+H"] measured: 306.2
retention-time: 18.47

30 EX44: 5-CHLORO-THIOPHEN-2-CARBOXYLIC ACID- INDAN-2-
YLAMIDE
[M+H"] measured: 278.2
retention-time: 17.74

35 EXA4S: 4-CHLORO-3-METHYL-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 286.2



WO 02/ 064545 PCT/ EPO2/ 01444 -56 EX 161:

N- | NDAN- 2- YL- 4- TRI FLUOROVETHYL- BENZAM DE [ MtH+] neasured: 306

retenti ogyd ddidys43, 36 5 EX |1 62: 4- ETHYL- N- | NDAN- 2- YL- BENZAM-PEpd2 Mt ]
nmeasured: 266 retention-tine: 3,19 EX 163: 1- METHYL- 1H PYRROLE- 2- CARBOXYLI C
ACI D | NDAN-210 YLAM DE [ MtH+] neasured: 241 retention-tine: 3,00 EX 164:

5- BROMO- FURAN- 2- CARBOXYLI C ACI D | NDAN42-YLAM DE 15 [ MrH+] neasured: 306
retention-tinme: 3,08 EX 165: 2- ETHOXY- NAPHTHALENE- 1- CARBOXYL1C ACI D

| NDAN- 2YLAM DE 20 5<I\/HrH+] measured: 332 retention-tinme: 3,19 EX 166:

1H PYRRASEMIOEARSOXIFC ACI D | NDAN- 2- YLAM DE [ MFH~] neasured: 227 25
retention-tinme: 2,88 EX 167: 3- METHYL- TH OPHENE- 2- CARBOXYLI C ACI D

| NDAN- 2Y, DE [ MH] = : I 20D th0e 3, X 168:
TH ODHE@%%RBO)&M%%X@?&XMW%&@%M&AE 244
retenti O[‘Mt*Hﬁbne@u&ﬁ: IR.EX 169: N | NDAN- 2- YL- 1- OXY- 1 SONI COTI NAM DE WO
02/ 064545, - MEE asured: 255 ' retention-tine: 2,51 EX 170:
6- Wﬁo&tﬂﬁﬁﬁﬁmk¢g‘ml COTI NAM DE 5 [ MtH+] neasured: 25S retention-tine:
2, 60

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

[M+H"] measured: 282.2

retention-time: 18.20

EX 48: 2-CHLORO-4,5-DIMETHOXY-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 332.2
retention-time: 15.27

15 EX49: 2-METHOXY-4-METHYL-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 282.2
retention-time: 18.10

EX 50: 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

EX 52: 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 EX54: 3,4-DIETHOXY-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 326.2



EX 171: 2- AM NO- N- | NDAN- 2- YL- NI COTI NAM DE [ MtH+] neasured: 254 o
retention-tinme: 1,55 EX 172: 6- AM NO- N- | NDAN- 2- YL- NI COTI NAM DE [ M+H+]
measur edywaedodsglsention-time: 1,62 15 EX 173: PCT/EP02/01444
N—INDAN—2 YL- 6- METHYL- NI COTI NAM DE [ MrH+] neasured: 253 . retention-tine:
2,43 20 EX 174: NI NDAN- 2- YL- NI COTI NAM DE [ MtH+] neasured: 239

ret ention-tinme: 2,63 EX 17S: N-| NDAN--A3¥L- | SONI COTI NAM DE 25 [ MrH+]
nmeasured: 239 retention-tine: 2,56 EX 176:

N- | NDAN- 2- YL- 2- METHYL- NI COTI NAM DE [ MtH+] neasured: 2S3 30

ret ent i oretentign-timed 78X 177: 3- ACETYLAM NO- N- | NDAN- 2- YL- BENZAM DE [ MH] -1 ~]
nmeasured: 295 retention-tine: 2,83 35 PCIT/EP02/01444 EX 178:

et ent i of% T 5, HCRRLOBERE ORI SaNbaa- vher N tmBE ) 7 **
measur ed[M280] mehsrdd: 0B4.2i me: 3, 28 PCT/ EP02/ 01444
5  retention-time: 21.53

EX 56: 2,3-DIHYDRO-BENZOFURAN-5-CARBOXYLIC ACID INDAN-2-
YLAMIDE
[M+H'] measured: 280.2
10  retention-time: 15.67

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-2-METHYL-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 270.2
retention-time: 16.54

20 EXS59: 4-FLUORO-3-METHOXY-N-INDAN-2-YL-BENZAMIDE
[M+H*] measured: 286.2
retention-time: 16.65

EX 60: 3,5-DIFLUORO-N-INDAN-2-YL-BENZAMIDE
25  [M+H'] measured: 274.2

retention-time: 17.76

EX61: 2-BROMO-4-FLUOROQO-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



EX 180: 3- CHLORO BENzZ(J B] THI OPHENE- 2- CARBOXYLI C ACI D | NDAN- 2YLAM DE t o

[ MMFH+] neasured: 328 retention-tine: 3,44 EX 181:

N- 1 NDAN- Ry (Y b2/#64RDIHENOXY- NI COTI NAM DE [ MtH+] neasured: 331 gdSp/epoz/oriis
retention-tinme: 3,20 EX 182: 2- DI METHYLAM NO- N- | NDAN- 2- YL- BENZAM DE [ M+H+]
measured: 281 retention-tinme: 2,86 20 EX 183:

N- 1 NDAN- 2- YL- 2, 4, 6- TRI METHOXY- BENZAM DE4[-M+H+] neasured: 328

retention-tinme: 2,98 25 EX 184:

N | NDAN- 2- YL-4- (2, 2, 2- TRI FLUORO- 1, 1- DI HYDROXY- ETHYL) BENZAM DE [ M+H+]

measur ed: EX33: r et erf-AGETY bl HE)PHENG2CARBOX LI NO- £CRZI NEINDBARBOXYLI C
ACI D | NDAN- 2- YLAM G AMiiiyg neasured: 255 retention-tine: 4,71 condition: a
35 EX 186; 4- METHYL- 2- PHENYL- THI AZOLE- 5- CARBOXYLI C ACI D | NDAN- 2- YLAM DE

WO 02/ 064B4EH 199easmiedn386:dasur ed: 335 retention-tinme: 5,32 condition: a
PCT/ EPO2/ Richfidn-BinfeX14.83: 2- AM NO- N- | NDAN- 2- YL- 4, 6- DI METHYL- NI COTlI NAM DE

[ MFH+) neasured: 282 retention-tine: 3,85 condition: a 0 EX 188:

6- CYANO- N- 1NDAN- 2- YL- NI COTI NAM DE [ MFH+] neasured: 264 retention-tine: 4,31
condi ti onEX&415 EX S:MPETNYINDANOPHEN2-6ARBGXYVICM CIIF INDMNDE- [ M+H+]

measured: 267 ret enﬁ'LRR/IltﬂIf'E: 3,43 condition: a
[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: 15.70

15 EX66: 2,2-DIFLUORO-BENZO[1,3]DIOXOL-5-CARBOXYLIC ACID
INDAN-2-YLAMIDE

[M+H"] measured: 318.2
retention-time: 18.73
M.P.: 147.5°C

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

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-2-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



20 EX 190: NI NDAN-2-YL-1-OXY-N COTlI NAM DE ( M+rH*] neasured: 255

retention-time: 1,44 condition: ¢ 25 EX 191: QU NOLI NE- 3- CARBOXYLI C ACI D

| NDAN- 2- ddsfsM-H+] nmeasured: 289 retention-tine: 1, 71pepppliddien: ¢ 30
EX 192: & NN 0

I'NE- 4- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ MFH~] neasur ed:
retention-time: 1,64 condition: ¢ 35 EX 193:
5- BROMO- N- | NDAN- 2- YL- NI COTI NAM DE [ M3 - measured: 317 WO 02/ 064545 -60
retention-tine: 1,74 condition: ¢ PCT/EP02/ 01444 EX 194:
N- | NDAN- 2- YL- 2- METHYLSULFANYL- NI COTI NAM DE 5 [ MtH+] _neasured: 285
retenti oEX70re: 1, $CEbAROZHYDR@XY1NNDAN-2-YL-BENZAMIDE

N- | NDAN- Zrq¥ P nVifie? 298 Dl COTI NAM DE 10 [ MrH+] neasured: 271 EX 196:

1H PYRAZOLE- 4- CARB%Yéj C ACI D | NDAN- 2- YLAM DE [ MtH+] neasured: 228

ret ent i oREIERAR-UPE N5 condition: ¢ EX 197: QU NOXAL1NE- 2- CARBOXYLI C ACI D
| NDAN- 2- YLAM DE [ MtH+] neasured: 290 retention-tinme: 1,82 20 condition: c

EX 198: 3] TH o :W_ 5 | Gy A LWUNPE 2- YLAM DE [ M+H+]
maasu?edgd)%zb ret eﬁ%ﬁﬁm: { 8?2@ &ﬁ&éﬂ: c EX 199:
N- | NDAN- M¥H P nrfeastidkdyRSWI FANYL- NI COTINAM DE [ MtH+] neasured: 361
retention; 'ﬁ-ﬁi:ﬁ BiA condition: ¢ EX 200:
5- I\/ETHYL[il THF - &E‘Ud%%\/ETI—NL- PHENYL) - 1H[ 1, 2, 3] TRI AZOLE- 4- CARBOXYLI C ACI D
| NDAN- 2- YLAM DE [ MtH+] measured: 387 35 retention-tine: 1,93 condition: c

EX 72: N,N'-DI-INDAN-2-YL-PHTHALAMIDE

10 [M+H+] measured: 397.2
Retention-time: 16.89

EX 73: 2-AMINO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 253.1
15 retention-time: 19.26

EX 74: 2-(INDAN-2-YLAMINOCARBONYL)-BENZOIC ACID
[M+H'] measured: 282.2
retention-time: 18.48

20
EX 75: 2-ACETYLAMINO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 295.2
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 ul (1.575 mmole) diisopropylethylamine
30 (DIPEA) in 5 ml tetrahydrofuran were given 271 mg (0.825 mmol) O-[(cyano-

ethoxycarbonylmethylene)-amino]-N,N,N',N'-tetramethyluronium tetrafluoroborate

(TOTU) (dissolved in 1 ml DMF). After 15 min stirring at room temperature a mixture of

0.900 mmol of the respective amine hydrochloride and 172 pl (1.000 mmol) DIPEA in 1

ml 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



WO 02/ 064545 -61 PCT/ EP02/ 01444 EX 20l :
4- PHENYL- [ 1, 2, 3] THI ADI AZOLE- 5- CARBOXYLI C ACI D | NDAN- 2YLAM DE [ M+l - | ~]

measur ed

5, 6- D1CHL

. sJsetention-tinme: 1,84 condition: ¢ EX 202! per/EP02/01444
Wcée@l@? DAN- 2- YL- NI COTI NAM DE [ Mt ~] measured: 307 ©

retention-tine: 1,73 condition: ¢ EX 203:
2, 6- DI CHLORO N- | NDAN- 2- YL- NI COT1NAM DH6[-M+H+) neasured: 307 ~ 5
n-time: 1,61 condition: ¢ EX 204: 1 H | M DAZOLE- 4- CARBOXYLI C ACI D

retentio

| NDAN- 2- YLAM DE [ MtH+] neasured: 288 20 retention-tine: 0,62 condition:

¢ EX

205: N- | MDAKe BodiimAhyHRd genCIOROVERT sutiow. GHE| fewiimE ofgopic+phage yes esaporgied 25

retentio
N- | NDAN-
retentio

- ACI D | NDAe 2befhREn@boibéd-Wele slaRe ela HPIT-MS-SyterTHPI 1190, Detédtor: NP

%%@%&%@n%?%%ﬁ%tﬁwﬁlﬂraﬁgsur ed: 269 30

n-time: 1,64 condition: ¢ EX 207: S- METHYL-1H PYRAZOLE- 3- CARBOXYL1C

4~ VETENL DAID REIRR S 4 tsty e e OB TR PHBITHET\SRAR, R A B 0

10

15

20

25

30

35

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

EX77: 2,S-DIFLUORO-N-INDAN-Z-YL-BENZAMIDE
[M+H"]} measured: 274

retention-time: 3,13

EX 78: 2,6-DIFLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 274
retention-time: 3,09

EX79:; 2-CHLORO-6-FLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 290
retention-time: 3,18

EX 80: N-INDAN-2-YL-2-PHENYLAMINO-BENZAMIDE
[M+H"] measured: 329
retention-time: 3,45

EX 81: N-INDAN-2-YL-2,3-DIMETHOXY-BENZAMIDE
[M+H"] measured: 298
retention-time: 3,17

EX 82: N-INDAN-2-YL-2,3,4-TRIMETHOXY-BENZAMIDE
[M+H"]} measured: 328
retention-time: 3,32

EX 83: N-INDAN-2-YL-2,4-DIMETHOXY-BENZAMIDE
[M+H'] measured: 298
retention-time: 3,17



5 [ MtH+] neasured: 337 retention-tinme: 1,65 condition: ¢ EX 209:

5- METHYL- 1- PHENYL- 1H PYRAZCOLE- 3- CARBOXYLI C ACI D 10 | NDAN- 2- YLAM DE [ MrH+]
measur edwabhgodsgisention-time: 1,75 condition: ¢ ~ 5 EX 21P¢1/EP02/01444

2- ETHYL- 5- METHYL- 2H PYRAZOLE- 3- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ M+l -1 ~]
nmeasured: 270 retention-tine: 1,62 . conditions: ¢ 20 EX 211:

2, 5- DI METHYL- 2H PYRAZOLE- 3- CARBOXYLI G- 4 D | NDAN- 2 YLAM DE [ MtH+] neasur ed:
256 retention-tine: 1,64 25 condition: ¢ EX 212:

4- METHYL-[ 1, 2, 3] THI ADI AZOLE- 5- CARBOXYLI C ACI D | NDAN 2- YLAM DE [ M+H+]
measur ed:EX8®: 30 r &-ENDAN24Y12,6iDBVEJFQAXY-BENZAMXDE1 3:

N- | NDAN-ﬁ r;inPeEﬁW&EBWNYL NI COTI NAM DE [ M+H+] neasured: 339 35
retentio 90 condition: c WO 02/ 064545 - 63 PCT/ EP02/ 01444 EX
214: 3- PI-HERM'_Q‘BWfl 91 3) TRI AZOLE- 4- CARBOXYLI C ACI D | NDAN- 2YLAM DE ' [ MrHH+]
* nmeasured: 305 5 EX 215 N- | NDAN- 2- YL- 6- MERCAPTO- NI COTI NAM DE [ M+H+]

measured:p 24t " et et A I YN-INDAN-3 3 HENZAMIDE
[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

EX 87: N-INDAN-2-YL-PHTHALAMIC ACID METHYL ESTER
[M+H"] measured: 296
15 retention-time: 3,01

EX 88: 2-(4-FLUORO-BENZOYL)-N-INDAN-2-YL-BENZAMIDE
[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

EX91: 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



10 EX 216: 2, 5- DIl METHYL- 1H PYRROLE- 3- CARBOXYLI C ACI D | NDAN- 2 YLAM DE [ M+H+]
measured: 255 retention-time: 1,64 15 condition: ¢ EX 217:

3- I\/ETHYL“Q) TR ALOROVETHYL - | SOXAZOLE- 4 CARBOXYLI C ACI D | NRANpRo2Xk4¥Y1 DE
[ MtHH+] rreasurea 311 20 retention-tinme: 1,80 condition: ¢ EX 218:

2- METHYL- | M DAZJ 1, 2- A] PYRI DI NE- 3- CARBOXYLI C ACI D | NDAN- 2- YLAM DE 25 [ MtH+]
nmeasur ed: 292 retent| on-tinme: 1,42 corddi-tion: ¢ EX 219:

2, 6- DI CHLORO 5- FLUORO- N- | NDAN- 2- YL- NI COTI NAM DE 30 [ MtH+] neasured: 325
retention-tinme: 1,81 condition: ¢ EX 220: 1 H PYRROLE- 3- CARBOXYLIC ACI D

| NDAN- 2- EXM3:DE 35N{INDAN-21¥3a2{ 2R HENETHMIOBENAAMMERE 0,87 WD 02/ 064545
- 64 condj M ?ln %%&6%2%4 N- 1 NDAN- 2- YL- 5- METHYL- NI COTI NAM DE [ M+tH+] neasur ed:
253 5 re 1)n %3 condition: ¢ EX 222:

5- HEX- 1- mwtlmﬁm’e YL- NI COTI NAM DE [ MtH+] neasured: 319 10
“retention-tine: 1,91 condition: ¢ PCT/EP02/ 01444 EX 223:

S UETHYUL L VETH L g R B S VIR IR | DAY 2- YL o
[M+H"] measured: 331
retention-time: 3,32

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

EX 96: N-INDAN-2-YL-3-TRIFLUOROMETHYL-BENZAMIDE
[M+H'] measured: 306
15 retention-time: 3,27

EX 97: 4-CYANO-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 263
retention-time: 3,06
20
EX 98: 4-ACETYLAMINO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 295
retention-time: 2,88

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

EX 101: _ 4-BENZOYL-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 342
35  retention-time: 3,25



retention-tinme: 1,91 condition: ¢ EX 224:

5- METHYL- 1- (4- METHYL- BENZYL) - 1H PYRAZOLE- 3 20 CARBOXYLI C ACI D

| NDAN- 2- AdEs{sMrH+] nmeasured: 346 retention-tinme: 1, 93pepppidoi9 € 25
EX 225: - (4- FLUORO PHENOXY) - N- | NDAN- 2- YL- NI COTI NAM DE [ M+tH+] measured: 349
retention-time: 1,92 condition: ¢ 30 EX 226:

5- METHYL- | SOXAZO_E- 4- CARBOXYLI C ACI D +#DAN-2 YLAM DE [ MrH+] neasured: 243
retention-tine: 1,69 condition: ¢ 35 EX 227:

3- METHYL- | SOXAZOLE- 4- CARBOXYLI C ACI D | NDAN- 2 WO 02/ 064545 -65 YLAM DE

[ M+H+] n%Xllﬂzxd 2 43A CET3T:-NoFNRAN2- Y1,-BENGAMIPEoN: ¢ 5 PCT/ EP02/ 01444 EX

228: 1- l;}lgp_zlg 3- CARBOXYLI C ACI D | NDAN- 2YLAM DE [ MtH+] measur ed:
291 rete |ont|rre 79 10. condition: c¢c EX 229:

N- | NDAN- ZEWEU‘B‘-' 121323 QZ TRI FLUORO- ETHOXY) -4 TRI FLUOROVETHYL- NI COTI NAM DE
© [ MiHH] rreasured 405 15 retention-tine: 1,93 condition: ¢ EX 230:

S Y RGN PSR R R MR 0 1 o

EX 231: N-| NDAN- 2- WEAMYBEHOXY- 4, 6- DI METHYL- NI COTI NAM DE 25 [ MtH+]
measur ed: [1\1%491}*] measured: 295

retention-time: 3,14

10 EX104: 1H-INDOLE-3-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H'] measured: 277
retention-time: 3,06

EX 105: 1H-INDOLE-S5-CARBOXYLIC ACID INDAN-2-YLAMIDE
15 [M+H'] measured: 277
retention-time: 3,05

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

EX 107: PYRAZINE-2-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H'] measured: 240
25  retention-time: 2,92

EX 108: 2-CHLORO-N-INDAN-2-YL-NICOTINAMIDE
[M+H"] measured: 273
retention-time: 2,95
30
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 INDAN-2-YLAMIDE
[M+H'] measured: 239



retention-tine: 1,65 condition: ¢ EX 232:
5- METHYL- 3- PHENYL- | SOXAZOLE- 4- CARBOXYLI C ACI D 30 | NDAN- 2- YLAM DE [ MrH+]

measur edydShdigkention-tinme: 1,83 condition: ¢ 35 EX 233pcr/EPozotiss

2, 4- DI METHYL- THI AZOLE- 5- CARBOXYLI C ACI D | NDAN- 2YLAM DE WO 02/ 064545 -66

[ MitH+] neasured: 273 retention-tine: 4,18 condition: a PCT/EP02/01444 5 EX
234: 2- METHYL- 4- TRI FLUOROVETHYL- THI AZA0E- 5- CARBOXYLI C ACI D | NDAN- 2- YLAM DE
[ MFH+] neasured: 327 retention-tine: 4,61 condition: a 10 EX 235:

5- TRI FLUOROVETHYL- THI ENJ 3, 2- B] PYRI DI NE- 6 CARBOXYLI C ACI D | NDAN- 2- YLAM DE
[ MFH+]  nesgentiondime383l4r et ention-tine: 4,69 15 condition: a EX 236:

N- | NDAN- 2- YL- 6- TRI FLUOROVETHYL- NI COTI NAM DE [ MtH+] neasured: 307
retention-tinme: 4,67 20 conditian

N- | NDAN- EX1115. VETHAU URY i VR 276 iR ZS’Z:&FW'[%WW 2 YLAMIDE. 4. 32

© 25 retenfyvoerr m@@_;,u&(fﬂgszondl tion: a EX 238: 4'-PROPYL-BI PHENYL- 4- CARBOXYLI C

ACI D %NDIIIFterEl()n .35 30 [ MtH+] neasured: 356 retention-tine: 3,54
condifio

EX 112: 2-PHENYL-QUINOLINE-4-CARBOXYLIC ACID INDAN-2-
YLAMIDE
[M+H"] measured: 365
10 retention-time: 3,40

EX 113: QUINOLINE-2-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H'] measured: 289
retention-time: 3,30

15
EX 114: QUINOLINE-4-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M-+H"]} measured: 289
retention-time: 2,98

20 EX11S5: N-INDAN-2-YL-4-METHANESULFONYL-BENZAMIDE
[M+H"] measured: 316
retention-time: 2,99

EX 116: 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

EX 118: N-INDAN-2-YL-2-METHOXY-4-METHYLSULFANYL-
BENZAMIDE
[M+H"] measured: 314
35 retention-time: 3,33




EX 239: 3, 5- D BROMO- N- | NDAN- 2- YL- 4- METHYL- BENZAM DE 35 [ MtH+] neasured: 408
retention-tine: 3,50 WO 02/ 064545 -67 condition: ¢ r PCT/ EP02/ 01444 EX
240: 3- BRd /0L NDAN- 2- YL- 4- METHOXY- BENZAM DE [ MtH+]  measpéfeporaft 840
retention-tinme: 3,09 condition: ¢ EX 241: 5- BROVD 1H | NDOLE- Z CARBOXYLI C
ACI D | NDAN-2 YLAM DE | 0 [ MtH+] neasured:, 355 retention-tinme: 3,18
condition: ¢ EX 242: 4-(1, 3-DI OXCO 1, 3-BIlHYDRO- 1SO NDOL- 2- YL) - N- | NDAN- 2- YL15
BENZAM DE [ MtH+] measured: 383 EX 243: N-| NDAN- 2- YL- | SOPHTHALAM C ACI D

bad 4, 5 BROASD THBEREITPAZRTE s EARBORPIFoy ApARed L Rl =
measur ed: [MOH Tmesntadod?& i me: 3,31 condition: ¢ EX 245:
2-(2,6-DIE _tgk% %) - N- | NDAN- 2- YL- ACETAM DE 30 [ MrH+] neasured: 288 .

retention-t1 ne; condition: ¢ EX 246:
" N- | NDAN- 2- YL- 4- TRI FLUOROVETHYLSULFANYL- BENZAM DE 35 [ MtH+] neasured: 338

retentiongki %: 3. 2PH-BENZOTRIAZOLE-5-CARBOXYLIC ACID INDAN-2-
YLAMIDE
[M+H"] measured: 279
retention-time: 2,89

10 EX121: 2,4,5-TRIFLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 292
retention-time: 3,21

EX 122: N-INDAN-2-YL-N'-(S)-1-PHENYL-ETHYL)-PHTHALAMIDE
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)-S-METHYL-ISOXAZOLE-4-
CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H"] measured: 353
25  retention-time: 3,16

EX 125: 4-ACETYL-3,5-DIMETHYL-1H-PYRROLE-2-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
EX 127: 4-BROMO-N-INDAN-2-YL-2-METHYL-BENZAMIDE



WO 02/ 064545 -68 condition: ¢ PCT/EP02/ 01444 EX 247:

2- FLUORO- N- | NDAN- 2- YL- 3- TRI FLUOROVETHYL- BENZAM DE [ M+H+] neasured: 324 5
retenti oRod bifsssd 1 b condition: c EX 248: PCT/EP02/01444

5- FLUORO N- I NDAN- 2- YL- 2- METHYL- BENZAM DE [ M+tH+] neasured: 270 o
retention-tine: 3,04 condition: ¢ EX 249:

2- FLUORO- N- | NDAN- 2- YL- 3- METHYL- BENZAM T { MtH+] neasured: 270 15
retention-tine: 3,10 condition: ¢ EX 250:

3- CHLORO 2- FLUCRO- N- | NDAN- 2- YL- BENZAM DE [ MrH+] neasured: 290 20

ret ent i ondMtik] mgasueedi 84%i ti on: ¢ EX 251: 3- METHYL- 1H- | NDENE- 2- CARBOXYLI C
ACl D | NDAR:tenti0ndivh&B #1s [ MkH+] neasured: 290 retention-tinme: 3,15
condition: ¢ EX 252: 7-N TRO 1H-| NDOLE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE 30
[ MrH+] neasured: 322 retention-tine: 3,10 condition: ¢ EX 253:

© 3- BROVO- NEX\IZSY 2- YN-INDANHLYT-SHRENTBREMEFHOX YRBENZAMIDB46

r et ent i50n-[M'+rﬁa:] m%a&zed: 3%) 02/ 064545 -69 condition: ¢

retention-time: 3,23

EX 129: 2,4,6-TRIFLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 292
10 retention-time: 3,01

EX 130: 4-CHLORO-2-FLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 290

retention-time: 3,21

EX 131: 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
retention-time: 3,25

25 EX133: N-INDAN-2-YL-2-PYRROL-1-YL-BENZAMIDE
[M+H"] measured: 303

retention-time: 3,18

EX 134: 5-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



PCT/ EPO2/ 01444 EX 254: 5- METHYL- 1H | NDOLE- 2- CARBOXYLI C ACI D | NDAN- 2YLAM DE
5 [ MtH+] neasured: 291 retention-tine: 3,11 condition: c¢ EX 255:

7- METHYLyJ bt d NQRQSE- 2- CARBOXYL1C ACI D I NDAN-2 10 YLAM DE [ pgetfeboiRasur ed:
291 retention-tine: 3,11 condition: ¢ 1 s EX 256:

N- INDAN- 2- YL- 4- ( 2, 2, 2- TRIFLUORO- ACETYL) - BENZAM DE [ M+H+] neasured: 334
retention-tinme : 2, 8 8 condition: c 28 EX 257:

3- CHLORO N- | NDAN- 2- YL- 2- METHYL- BENZAM DE [ M+rH+] neasured: 286
retention-tine: 3,09 condition: ¢ 25 EX 258:

N- 1NDAN- etention-timg 2198 | SOPROPYL- BENZAM DE [ MtH+] rmeasured: 36S EX 259:

2, 3, 5- TRI CHLORO- N- | NDAN- 2- YL- BENZAM DE [ MtH+] neasured: 340 30
retention-time: 3,21 conditiqn. . B- ETHY] - - 2- CARBOXYLI C
ACI D | ND LAM é@ﬁ%@%ﬁiﬁﬁﬁﬁ%@ﬂ%ﬁhﬁ@ﬂ “ 3,18

condi ti 0|[|M+(H+] mé&3upell- Q64545 - 70 PCT/ EP02/ 01444 EX 261:

1- PHENYL- ‘5l PRCPtYL-, PYRAZOLE- 4- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ MtH+]
measuP ed FOSHOTIPE e 1ti on-tinme: 3,13 condition: ¢ EX 262:

2, 4- DI CHLORO 5- FLUORO- N- | NDAN- 2- YL- BENZAM DE [ M+H+] neasured: 324 10

1S oL ool I3 A TR S RN RL M) N INDAN. 2 Y1 -BENZAMIDE
r et ent i ofMtiHndmegsured: 88Adi ti on: ¢

retention-time: 3,68

10
EX 138: 4-DIMETHYLAMINO-NAPHTHALENE-1-CARBOXYLIC ACID
INDAN-2-YLAMIDE
[M+H"] measured: 331
retention-time: 3,20
15
EX 139: 2-ACETYLAMINO-6-CHLORO-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 329
retention-time: 2,97

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

EX 141: 5-CHLORO-6-HYDROXY-N-INDAN-2-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-5-TRIFLUOROMETHYL-BENZAMIDE
[M+H"] measured: 324
35 retention-time: 3,29



EX 264: 2- CHLORO N- | NDAN- 2- YL- 3- METHYL- BENZAM DE [ M+H+] neasured: 286 20
retention-tine: 1,95 condition: ¢ EX 265:
3- CHLOROwWo (4 IRGRANE- 2- SULFONYL) - THI OPHENE- 2CARBOXYLI C ACI R:Jr/NWN‘@nYLAM DE
25 [ MtH+] neasured: 385 retention-tinme: 3,04 condition: ¢ EX 2
2- FLUORO- N- | NDAN- 2- YL- 5- METHYL- BENZAM DE 30 [ MtH+] neasur ed: 270
retention-tine: 3,08 condition: ¢ EX -28i-
3- ACETYLAM NO- 2- CHLORO- N- | NDAN- 2- YL- BENZAM DE 35 [ MtH ~] maasured: 329
retention-tinme: 2,75 WO 02/ 064545 -71 condition: ¢ EX 26
4- ETHYLABDNG4S- | Nmmzrmwm-lpmmmgwga\mxum ACID
retention-tinme: 2, 9fngaARINTOAMIDEPCT/ EPO2/ O1444 EX 269:
N, N- DI ETHYL- 3, 6- DI FLUORO- N' - | NDAN- 2- YL- PHTHALAM DE [ M+tH+] neasured: 373 0
retent i ofMEHRmSavEed: 3h8li 1 on: ¢ EX 270: ACRI DI NE- 9- CARBOXYLI C ACI D
"~ | NDAN- 2- Ydt&lonEtiradi8l 4 neasured: 339 15 retention-tine: 2,87 condition: ¢ EX
271: 9- OXO 9H FLUCRENE- 4- CARBOXYLI C ACI D | NDAN-2 YLAM DE 20 [ MtH+]
measu?ed 340 retention-tine: 3,09 condition: ¢ EX 272:
2- BROMO- [EX NIBAN- 2- YMBEMAH)E{RZIIFW-E]AR&QXHME 31ACH ent i IDMDANRe: 2, 08
condition: ¢ EX 273§ supEORO- N- | NDAN- 2- YL- BENZAM DE 30 [ M-H+] neasur ed:
256

[M+H"] measured: 254

retention-time: 2,97

EX 146: 2-(2-CYANO-PHENYLSULFANYL)-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 371

retention-time: 3,23

15 EX147: N-INDAN-2-YL-2,6-DIMETHOXY-NICOTINAMIDE
[M+H"] measured: 299
retention-time: 3,23

EX 148: 2-CHLORO-4,5-DIFLUQRO-N—INDAN-Z-YL-BENZAMIDE
20 [M+H'] measured: 308
retention-time: 3,20

EX 149: N-INDAN-2-YL-4-PYRROL-1-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
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



retention-tine: 3,00 condition: ¢ EX 274:
2,3,6-TR FLUCRON—I NDAN- 2- YL- BENZAM DE 35 [ MrH+] neasured: 292

retenti ow {I& s 99 WD 02/064545 -72 condition: ¢ EX 2¢&i/Epe2/01444

2- CHLORO AN—Z YL- BENZAM DE [ MrH+] neasured: 272 5 retention-tine: 2,97
condition: ¢ EX 276: 2, 3- Dl CHLORO- N- | NDAN- 2- YL- BENZAM DE [ M+tH+] measur ed
306 1 o retention-tinme: 3,11 conditionS<c EX 277:

2, 4- DI CHLCRON—I NDAN- 2- YL- BENZAMLDE [ M+H+] neasured: 306 ~ 5

retention-ti 3,07 condition: c PCT/EP02/ 01444 EX 278:

5- BROMO- 2 m@awrtrd\l@ANz YL- BENZAM DE [ MtH ~] neasured: 35| 20

retenti opstbAtR-tile: B22cONdi tion: ¢ EX 279:

2, 5- DI CHLORO- N- | NDARF 2- YL- BENZAM DE [ MFH+] neasured: 306 25 retention-timne:
3,11 condition: ¢ EX 280: 2,6-D CHLORO N- | NDAN- 2- YL- BENZAM DE [ M+H+]

' rreasur ed EX3088:30 reHerNDOEE—G-@&RBOKWAUIDHNIEAM-YMMIDE

N- | NDAN- NVETHY NZAM DE [ MtH+] neasured: 252 35 retention-tine: 2, 97
condi ti oiM %T’f "(5?‘%8?5545

retention-time: 3,00

EX 154: 1H-INDAZOLE-3-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H"] measured: 278
10  retention-time: 3,02

EX 155: 5-(4-CHLORO-PHENYL)-FURAN-2-CARBOXYLIC ACID INDAN-2-
YLAMIDE
[M+H"] measured: 338
15  retention-time: 3,40

EX 156: 2,6-DICHLORO-N-INDAN-2-YL-ISONICOTINAMIDE
[M+H"] measured: 307
retention-time: 3,22

20
EX 157: N-INDAN-2-YL-4-METHYLAMINO-BENZAMIDE
[M+H"] measured: 267
retention-time: 3,55

25 EX158: 4-BUTYLAMINO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 309
retention-time: 6,06

EX 159:; 4-DIMETHYLAMINO-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



-73 EX 282: N-|1 NDAN- 2-YL- 2, 4, 6- TRI METHYL- BENZAMLDE [ MtH+] neasured: 280 .
retention-tirre 3,09 5 condition: ¢ EX 283: 3-CHLORO N-| NDAN- 2- YL- BENZAM DE
[ MtH~] z4s272 retention-tine: 3,08 10 condition: cpExepsiiis

3- CYANO- N- NI5AN—2 YL- BENZAM DE [ MrH+] neasured: 263 retention-ti rre 2,94 15

condition: ¢ EX 285: 3,5-D CHLORO N- | NDAN- 2- YL- BENZAM DE [ M+tH+] measur ed:
306 retention-time: 3,28 2o condition:3®-EX 286:
N- | NDAN- 2- YL- 3- PHENOXY- BENZAM DE [ MtH+] neasured: 330 retention-tine: 3,23

25 condition: ¢ EX_287: 3- BENZOY! H+] nmeasur ed:
392" rot ehR AL | meN-BVRARE oy D OROSEI P E Nz K miE

N- I NDAN- qwm*qnwlh%, -39ENZAM DE [ MtH+] neasured: 252 retention-tine: 3,02
3s condi tion. PC;I{'{E%OZ/ 01444 WO 02/ 064545 -74 EX 289:

4- BROMO- Nf 'ieﬂﬁfﬁNt-‘ ENZAM DE [ MtH+] neasured: 316 retention-tinme: 3,09
~condition: ¢ 5 EX 290: 4-DI ETHYLAM NO N- | NDAN- 2- YL- BENZAM DE [ MtH+]

measured: pRq8; s et enti PVl REINSARS2-SANBENZAMIDE! ©
[M+H'] measured: 266
retention-time: 3,19

EX 163: 1-METHYL-1H-PYRROLE-2-CARBOXYLIC ACID INDAN-2-
10 YLAMIDE

[M+H"] measured: 241

retention-time: 3,00

EX 164: 5-BROMO-FURAN-2-CARBOXYLIC ACID INDAN-2-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-THIOPHENE-2-CARBOXYLIC ACID INDAN-2-
YLAMIDE
[M+H"] measured: 258
30 retention-time: 3,08

EX 168: THIOPHENE-3-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H"] measured: 244
retention-time: 2,96
35
EX 169: N-INDAN-2-YL-1-OXY-ISONICOTINAMIDE



EX 291: N-| NDAN- 2- YL- 4- METHOXY- BENZAM DE [ MtH~] neasured: 2,96
retention-tine: ¢ PCT/EP02/ 01444 ~ 5 EX 292:

N- | NDAN- 2v¢Y ba/de4MeTHYLSUL
retention-tinme: 3,04 con

N- | NDAN- 2- YL- 4- PENTYL- BENZAM DE [ M+rH+] neasured: 308 retention-tine: 3,4l

condition: ¢ 25 EX 294
[ MFH+] neasured: 288 ret

FANYL- BENZAM DE [ M+l ~] measur ed: BEfEP02/01444
dition: ¢ 20 EX 293:

NAPHTHAL ENE- 1-X3ARBOXYLI C ACI D | NDAN- 2- YLAM DE
ention-tinme: 3,09 condition: ¢ 30 EX 295:

NAPHTHALENE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ M+l ~] neasured: 288

ret ent i ofMr-Hykmeasupesl: g6,

dition: ¢ 35 EX 29G FURAN- 3- CARBOXYLI C ACI D

| NDAN- 2- ¥i:&MoRbihdMets] neasured: 228 WO 02/ 064545 -75 retention-tine:
2,84 condition: c¢ PCT/EP02/01444 EX 297: TH OPHENE- 2- CARBOXYLI C ACI D

| NDAN- 2- YLAM DE 5 [ M+rH+]

nmeasured: 244 retention-tine: 2,94 condition:

© 298: 5- MENICH¥- 1H- 6MDYDROX YARBNDAN-Z- VGINIGOICEIWARHDYL AM DE [ MrH+]

measur.ed: i

4- HYD?QOXM%H’%E%%%E}

[ MEHH]  meetentionetim@ 230G et

2- CHLORO N- | NDAN- 2- YL- 5-
EX171: 2-AMIN
[M+H"] measured: 254

10  retention-time: 1,55

EX 172: 6-AMIN
[M+H"] measured: 254
retention-time: 1,62

15
EX 173: N-INDA
[M+H"] measured: 253
retention-time: 2,43

20 EX174: N-INDA
[M+H'] measured: 239
retention-time: 2,63

time: 3,00 condition: ¢ 15 EX 299:

HYL- QUI NOLI NE- 3CARBOXYLI C ACI D | NDAN- 2- YLAM DE
ention-tine: 3,07 condition: ¢ 20 EX 300:
METHYLSULFANYL- BENZAM DE [ MtH+] neasured: 318

O-N-INDAN-2-YL-NICOTINAMIDE

O-N-INDAN-2-YL-NICOTINAMIDE

N-2-YL-6-METHYL-NICOTINAMIDE

N-2-YL-NICOTINAMIDE

EX 175: 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-BENZAMIDE

[M+H'] measured: 295
retention-time: 2,83
35

EX 178: N-INDAN-2-YL-4-PENTYLOXY-BENZAMIDE

c

EX



retention-tinme: 3,09 condition: ¢ 25 EX 301: 4'-ETHYL- BI PHENYL- 4- CARBOXYL1C
ACI D | NDAN- 2- YLAM DE [ MtH+] neasured: 342 retention-tine: 3,41 condition: c
30 EX 303y 42/ LUORO- N- | NDAN- 2- YL- BENZAM DE [ MeH~] nmeapgigdi2/éi i
retention-tinme: 3,03 condition: ¢ 35 EX 3083:
N- | NDAN- 2- YL- 2- ( 3- TRI FLUOROVETHYL- PHENYLAM NO) WO 02/ 064545 -76
NI COTI NAM DE [ M+rH+] neasured: 398 reteftion-tine: 3,54 condition: ¢ 5
PCT/ EPI 02/ 01444 EX 304: 2- BROMO 5- CHLORO- N- | NDAN- 2- YL- BENZAM DE [ MtH~]
measured: 35Q_ retentjon-tine: 3,10 condition: ¢ 14 EX 305:
4- HEXYLOXYU | respswred: 924 BENZAM DE [ MbH+] neasured: 338 retention-tine: 3,45
condi t i ORgtemtiokotia 346 3- ETHOXY- N- | NDAN- 2- YL- BENZAM DE [ M+H+] neasur ed:
282 retention-tine: 3,06 condition: ¢ 20 EX 307:

N- | NDAN- 2- YL- 4- METHYLSULFANYL- 3- Nl TRO- BENZAMIDE [ MtH+] neasured: 329
’ EX 179: N-INDAN-2-YL-4-PROPYL-BENZAMIDE

5  [M+H"] measured: 280
retention-time: 3,28

EX 180: 3-CHLORO-BENZOI[B]THIOPHENE-2-CARBOXYLIC ACID
INDAN-2-YLAMIDE
10 [M+H"] measured: 328
retention-time: 3,44

EX 181: N-INDAN-2-YL-2-PHENOXY-NICOTINAMIDE
[M+H"] measured: 331
15 retention-time: 3,20

EX 182: 2-DIMETHYLAMINO-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 281
retention-time: 2,86

20
EX 183: N-INDAN-2-YL-2,4,6-TRIMETHOXY-BENZAMIDE
[M+H"] measured: 328
retention-time: 2,98

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+H'] measured: 255
retention-time: 4,71
condition: a

35 EX186: 4-METHYL-2-PHENYL-THIAZOLE-5-CARBOXYLIC ACID
INDAN-2-YLAMIDE



retention-time: 3,15 condition: ¢ 25 EX 308:

4- HYDROXY- QUI NOLI NE- 2- CARBOXYLI C ACI D | NDAN- 2YLAM DE [ MrH+] neasured: 305
retenti oRed biBeysé 81 30 condition: ¢ EX 309: PCT/EP02/01444

4- (4, 6- DI METHYL- PYRI M DI N- 2- YLAM NO) - N- | NDAN- 2- YL BENZAM DE [ M+H+]
measured: 359 35 retention-tine:3,03 condition: ¢ WO 02/ 064545 77

PCT/ EP02/ 01444 EX 310: 4-[ (4, 6- DI METHA%--PYRI M DI N- 2- YL) - METHYL- AM NJ| - N

| NDAN- 2- YL- BENZAM DE [ MtH+] neasured: 373 5 retention-tinme: 3,07 condition:
c EX 311: 4, 6-Dl CHLORO 1H- | NDOLE- 2- CARBOXYLI C ACI D | NDAN- 2YLAM DE 1 o

[ MtH+]  mstl boneasgngl: B33 ent i on-time: 3,30 condition: ¢ EX 312:

2- CHLORO Qb ftfiAdh & 532 4- METHANESULFONYL 15 BENZAM DE [ MFH+] neasured: 350
retention-tine: 2,88 condition: ¢ 20 EX 313:

2- METHYL €QudWifINgL - 1H BENZO M DAZOLE- 5- CARBOXYLI C ACI D | NDAN- 2- YLAM DE
- [ MtH+] measured: 368 retention-tinme: 2,86 condition: ¢ 25 EX 314:

320 SondR A o soumiNor SNSRI WIEFIGE G  AIRE B \oav: -
[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: 4,31

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

condition: ¢

25  EX191: QUINOLINE-3-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H"] measured: 289
retention-time: 1,71

condition: ¢

30 EX192: CINNOLINE-4-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H"] measured: 290
retention-time: 1,64
condition: ¢

35 EX193: 5-BROMO-N-INDAN-2-YL-NICOTINAMIDE
[M+H"] measured: 317




YLAM DE [ M+tH+] neasured: 311 retention-tine: 3,14 35 condition: c WO

02/ 064545 78 EX 316: 2, 5- DI BROMO- N- | NDAN- 2- YL- BENZAM DE [ MrH+] neasur ed:
394 reteRfd 3,13 condition: ¢ 5 PCT/EP0O2/ 01444 E

4- BROMO %M‘ =0 N—I NDAN- 2- YL- BENZAM DE [ M+tH+] neasur ed: XPé]l/%POZ/()]-H-l
retention-time: 3,12 condition: ¢ 10 EX 318:

5- BENZYLOXY- 1H- | NDOLE- 2- CARBOXYLI C ACI-B0INDAN- 2YLAM DE [ MtH+] neasured: 383
retention-tinme: 3,23 ~ 5 condition: ¢ EX 319:

3- METHYL- BENZOFURAN- 2- CARBOXYLI C ACI D | NDAN-2 YLAM DE [ MtH+] neasured: 292
20 r et ent raentionsteme3 178 condi tion: ¢ EX 320:

2,3,4-TR g{,ﬂ%%l&l— | NDAN- 2- YL- BENZAM DE [ M+tH+] neasured: 292 25
retention-tine: 3,07 condition: ¢ EX 321:
3- CHLORO- 4- I\/ETHANESULFO\IYL THI OPHENE- 2 CARBOXYLI C ACI D | NDAN- 2- YLAMLDE 30

S [ MEHE] meguied:  3SKR.INDYANLI-§1-2 METHY ISSULPANYIL-NICOTINAMIBE
1- (4- CHL MWF‘F‘)EHTT\%P S Egpw 1H PYRAZOLE- 435 CARBOXYLI C ACI D
| NDAN- 2- YE il ured: 381
retention-time: 1,68

condition: ¢

EX 195: N-INDAN-2-YL-2-MERCAPTO-NICOTINAMIDE
10 [M+H"] measured: 271

EX 196: 1H-PYRAZOLE-4-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H'] measured: 228
retention-time: 1,54

15 condition: ¢

EX 197: QUINOXALINE-2-CARBOXYLIC ACID INDAN-2-YLAMIDE
[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
retention-time: 1,70

25  condition: ¢

EX 199: N-INDAN-2-YL-2-P-TOLYLSULFANYL-NICOTINAMIDE
[M+H"] measured: 361
retention-time: 1,87

30  condition: ¢

EX 200: 5-METHYL-1-(3-TRIFLUOROMETHYL-PHENYL)-1H-
[1,2,3]TRIAZOLE-4-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H"] measured: 387
35  retention-time: 1,93
condition: ¢




WO 02/ 064545 -79 retention-tine: 3,27 condition: ¢ EX 323:

4- DI HEXYLAM NO- N- | NDAN- 2- YL- BENZAM DE 5 [ MtH+] neasured: 422

retentioR-tie: <4, 26 condition: c PCIT/EP02/ 01444 EX 324:

3- CHLO?OQ%(B% BENZQ( B] THI OPHENE- 2- CARBOXYLIC to ACI D TRBEN—'ZQM#( 4AI\/I DE

[ MiH+] neasured: 346 retention-tine: 3,40 condition: ¢ 15 EX 325:

2, 6- DI BROVO- N- | NDAN- 2- YL- BENZAM DE [ M+ neasured: 394 retention-tine:
3,06 condition: ¢ 20 EX 326: 5- (1 NDAN- 2- YLCARBAMOYL) - | SOPHTHALI C ACI D

DI ETHYL ESTER [ MrH+] neasured: 382 retention-tine: 3,22 condition: ¢ 25 EX
327: 4-(2,5-D METHYL- PYRROL- 1- YL) - N- | NDAN- 2- YL- BENZAM DE [ MtH -] nmeasur ed:

331 ret epiX ooyt | ”M-Iﬁil?ﬂﬂpilgi,%]"\lﬁzmmmﬁk-ﬁ&RBOXYuC ACID INDAN-2-

4-1 M DAZOL- 1- YL- I\I-Jv\lig)élgkﬁ - BENZAM DE [ MtH~] measured: 304 retention-ti ne:
2,3 7 condition: ¢ E29: 3, 4- DI CHLORO- BENZQ] B] THI OPHENE- 2- CARBOXYLI C

* ACID  WOVRRI'DAwastbed: 802 | NDAN- 2- YLAM DE [ MrH+] neasured: 362

retenti Orr‘ét%ﬂtpo%:-tirgie:lll?84 condition: ¢

condition: ¢

EX 202: 5,6-DICHLORO-N-INDAN-2-YL-NICOTINAMIDE
[M+H"] measured: 307

10 retention-time: 1,73
condition: ¢

EX 203: 2,6-DICHLORO-N-INDAN-2-YL-NICOTINAMIDE
[M+H") measured: 307
15 retention-time: 1,61

condition: ¢

EX 204: 1H-IMIDAZOLE-4-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H'] measured: 288
20 retention-time: 0,62

condition: ¢

EX 205: N-INDAN-2-YL-4-TRIFLUOROMETHYL-NICOTINAMIDE
[M+H"] measured: 307
25  retention-time: 1,57

condition: ¢

EX 206: N-INDAN-2-YL-2-METHOXY-NICOTINAMIDE
[M+H"] measured: 269

30 retention-time: 1,64
condition: ¢

EX 207: S5-METHYL-1H-PYRAZOLE-3-CARBOXYLIC ACID INDAN-2-
YLAMIDE
35  [M+H'] measured: 242
retention-time: 1,47



5 PCT/ EPO2/ 01444 EX 330: 5- CHLORO 2- FLUORO N- | NDAN- 2- YL- BENZAM DE [ M+H+]
measured: 291 retention-tine: 3,12 condition: ¢ t0 EX 331:

2- BROMO- %ﬁ%g}%N— 1NDAN- 2- YL- BENZAMLDE [ MrH~] neasured: BEPEpo2/01444
retention-tinme: 3,12 condition: ¢ ~5 EX 332:

3- CHLORO 6- METHYL- BENZ(J B] THI OPHENE- 2- CARBOXYLI C . ACI D | NDAN- 2- YLAM DE

[ MMFH+] nmeasured: 342 retention-tine: 36032 20 condition: ¢ EX 333:

5- CHLORO 7- TRI FLUCROVETHYL- THI ENJ 3, 2- B] PYRI DI NE- 3 CARBOXYLI C ACI D

| NDAN- 2- YLAM DE [ MtH+] neasured: 397 25 retention-tine: 3,49 condition: ¢ EX
334: 3,6-9 RO- BENZ([ B] THI OPHENE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE 30

[ MMFH+] neasured: 362 retention-tine: 3,56 condition: ¢ EX 335:

Vo 02 064635 U8b1 1 P M TR i KSE N TR So EEX YL BP0
* 1- ( 3- FLUORO- PHENYL ) ENIYANEEIIAMEIBRBOXYLI C ACI D 5 | NDAN- 2- YLAM DE
5 [M+H'] measured: 337

retention-time: 1,65

condition: ¢

EX 209: 5-METHYL-1-PHENYL-1H-PYRAZOLE-3-CARBOXYLIC ACID
10 INDAN-2-YLAMIDE

[M+H"] measured: 318

retention-time: 1,75

condition: ¢

15 EX210: 2-ETHYL-5-METHYL-2H-PYRAZOLE-3-CARBOXYLIC ACID
INDAN-2-YLAMIDE
[M+H"] measured: 270
retention-time: 1,62
conditions: ¢
20
EX 211: 2,5-DIMETHYL-2H-PYRAZOLE-3-CARBOXYLIC ACID INDAN-2-
YLAMIDE
[M+H"] measured: 256
retention-time: 1,64
25  condition: ¢

EX 212: 4-METHYL-[1,2,3]THIADIAZOLE-5-CARBOXYLIC ACID INDAN-
2-YLAMIDE
[M+H"] measured: 260
30 retention-time: 1,60
condition: ¢

EX 213: N-INDAN-2-YL-5-PHENYLETHYNYL-NICOTINAMIDE
[M+H"] measured: 339

35  retention-time: 1,90
condition: ¢



[ MFH+] neasured: 324 retention-tine: 3,26 condition: ¢ to EX 337:
2- (2- FLUORO Bl PHENYL- 4- YL) - N- | NDAN- 2- YL- PROPI ONAM DE [ MtH+] neasured: 360

retenti oRydiBeysd 27 condition: c is EX338: PCT/EP02/01444
3- PHENYL- 6- TRI FLUCROVETHYL- THI EN([ 3, 2- B] PYRI DI NE- 2CARBOXYLI C ACI D

| NDAN- 2- YLAM DE [ M+l i ~] neasured: 439 retention-time: 3,42 condition: ¢ 20
EX 339: 5, 6- DI METHOXY- 1H- | NDOLE- 2- CARBOXYLI C ACI D | NDAN-2 YLAM DE [ M+l - C ~]
nmeasured: 337 retention-tine: 2,91 25 condition: ¢ EX 340:

5- BROMO- N- | NDAN- 2- YL- 2, 3- DI METHOXY- BENZAM DE [ MtH+] neasured: 376
retention-time: 3,20 30 condition: ¢ EX 341:

1- (4- CHLEROAFENYL3 pori T HME-1H2 BYRAZOEB14 - FARRRIOX YL ACWE TDNBADA &= XL AM DE
[ Ml - h] measured: 353 35 retention-tine: 3,10 condition: c WO 02/ 064545
-82 PCT/ EP02/ 01444YE ~ 3- CHLORO 4- METHYL- THI OPHENE- 2- CARBOXYLI C ACI D

* | NDAN- 2- JAM' Plnedsitted! 3062asured: 292 5 retention-time: 3,20 condition: ¢ EX
343: 1-1 SOPROPYL- 2- TRI FLUOROVETHYL- 1H BENZO M DAZOLE 5- CARBOXYLI C ACI D

| NDANE 2- YLAM DE 10 [ MFH+] neasured: 388 retention-tine: 3,10 condition: ¢
EX 344: EXCHSORO 2NANRANIRD-GMERSMNPTOINISIOFINAMADES [ MkH+] neasur ed:

308 ret emh_plﬂ] hei®red32®p condition: c

retention-time: 1,59
condition: ¢

10
EX 216: 2,5-DIMETHYL-1H-PYRROLE-3-CARBOXYLIC ACID INDAN-2-

YLAMIDE

[M+H'] measured: 255
retention-time: 1,64

15 condition: ¢

EX 217: 3-METHYL-5-TRIFLUOROMETHYL-ISOXAZOLE-4-
CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H"] measured: 311
20 retention-time: 1,80

condition: ¢

EX 218: 2-METHYL-IMIDAZO[1,2-A]PYRIDINE-3-CARBOXYLIC ACID
INDAN-2-YLAMIDE
25 [M+H'] measured: 292
retention-time: 1,42

condition: ¢

EX 219: 2,6-DICHLORO-5-FLUORO-N-INDAN-2-YL-NICOTINAMIDE
30  [M+H"] mesured: 325

retention-time: 1,81

condition: ¢

EX 220: 1H-PYRROLE-3-CARBOXYLIC ACID INDAN-2-YLAMIDE
35  [M+H'] measured: 227
retention-time: 0,87



EX 345: 2, 6- DI FLUORO N- | NDAN- 2- YL- 3- METHYL- BENZAM DE 20 [ M+tH+] measur ed:
288 retention-tine: 3,02 condition: ¢ EX 346:

2- CHLORONG0 Gh/bRE N- | NDAN- 2- YL- 3- METHYL- BENZAM DE 25 [ Mt pbripasHigd: 304
retention-tinme: 3,06 condition: ¢ EX 347:
6- CHLORO 2- FLUORO- N- | NDAN- 2- YL- 3- METHYL- BENZAM DE 30 [ MtH+] neasured: 304
retention-tine: 3,06 condition: ¢ EX 3648
N- | NDAN- 2- YL- 2, 5- DI METHYL- BENZAM DE 35 [ MtH+] neasured: 266 retention-tine:
3,07 WO 02/ 064545 -83 condition: ¢ EX 349:

4- HEXYL Avbidiito: £ NDAN- 2- YL- BENZAM DE [ MFH+] neasured: 337 5
- retention-tine: 3,31 condition: ¢ PCT/EPO2/ 01444 EX 350:
4- BROMO- 2- FLUORO- N- | NDAN- 2- YL- BENZAM DEN[ J nmeasured: 334 10
ret enti oEX 23k 3, 1 N-EWRAN2-0-SMEXHM;-NICOTINAMIDE

"1-(4-NT +11?1-*| méhgmgd Dk FLUOROVETHYL- 1 H PYRAZOLE- 4CARBOXYLI C ACI D
| NDAN- 2- YLA H+] neasured: 417 retention-tine: 3,13 condition: c
EX 352: ZetSmES] *BENZ( 1, 4] DI OXI NE- 5- CARBOXYLI C ACI D 20 | NDAN- 2- YLAM DE
[ MEH+] neaaditiegt:c 296 retention-tine: 3,01 condition: ¢ 25 EX 353:
5- TRI FLUOROMVETHOXY- 1H- | NDOLE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ M+H+]
nmeasured: 361 retention-tinme: 3,21 condition: ¢ 30

EX 222: 5-HEX-1-YNYL-N-INDAN-2-YL-NICOTINAMIDE

[M+H"] measured: 319
10  retention-time: 1,91

condition: ¢

EX 223: 5-METHYL-2-(4-METHYL-BENZYL)-2H-PYRAZOLE-3-
CARBOXYLIC ACID INDAN-2-YLAMIDE
15 [M+H'] measured: 346
retention-time: 1,91

condition: ¢

EX 224: 5-METHYL-1-(4-METHYL-BENZYL)-1H-PYRAZOLE-3-
20 CARBOXYLIC ACID INDAN-2-YLAMIDE

[M+H"] measured: 346

retention-time: 1,93

condition: ¢

25  EX225: 2-(4-FLUORO-PHENOXY)-N-INDAN-2-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
condition: ¢
35
EX 227: 3-METHYL-ISOXAZOLE-4-CARBOXYLIC ACID INDAN-2-



EX 354: 5- CHLORO 3- PHENYL- 1H- | NDOLE- 2- CARBOXYLI C ACI D | NDAN- 2- YLAM DE
[ MMFH+] neasured: 387 retention-tine: 3,S6 35 condition: c WO 02/ 064545

-84 PCT/ R 44/0ldf4 EX 355: 2, 5-DI OXO 2, 3, 4, 5- TETRAHYDRO- 1%%Wﬂ1§]4
[ 1, 4] DI AZEPI NE - 8- CARBOXYLI C ACI D | NDAN- 2- YLAM DE [ M+rH+] neasured: 336

retention-tine: 2,64 5 condition: ¢ EX 356:

3- PYRI DI N- 2- YL- 6- TRI FLUOROVETHYL- THI EN@b3, 2- B] PYRI DI NE- 2- CARBOXYLI C ACI D

| NDAN- 2- YLAMLDE; TRI FLUORCACETATE 10 [ MtH+] neasured: 440 retention-tine:
3,41 condition: ¢ EX 357: 2- ACETYLAM NGO 5- CHLORO THI OPHENE- 3- CARBOXYLI C 15
ACI D | NDAN- 2- YLAM DELAMHBE neasured: 335 retention-tinme: 3,20 condition: ¢
© 20 EX 35845 dF3440R0O- N- | NDAN- 2- YL- BENZAM DE [ MrH+] neasured: 334
retention=tinme: 3,01 condition: ¢ 2s EX 359:

 2- (2, 4- DI eMngRotEes 8RO PHENYL) - N- | NDAN- 2- YLACETAM DE [ M+l ~] neasured: 338
retenti onedrdifon: 8, 17 condition: ¢ 30 EX 360:

2- CHLORO- 3, 6- DI FLUORO N- | NDAN- 2- YL- BENZAM DE [ MtH+] neasured: 308
retention-time: 3,04 condition: ¢ 35 EX 361:

N- | NDAN- 2EX1228: VETH¥MBTHNYIF1LHAINDOLEY3-CRRREONYIHC ACID INDAN-2-

YLAMIDE
[M+H"] measured: 291
retention-time: 1,79

10  condition: ¢

EX 229:; N-INDAN-2-YL-6-(2,2,2-TRIFLUORO-ETHOXY)-4-
TRIFLUOROMETHYL-NICOTINAMIDE
[M+H"] measured: 405
15  retention-time: 1,93
condition: ¢

EX 230: 2,5-DIMETHYL-1-PYRIDIN-4-YLMETHYL-1H-PYRROLE-3-
CARBOXYLIC ACID INDAN-2-YLAMIDE
20  [M+H"] measured: 346
retention-time: 1m52

condition: ¢

EX 231: N-INDAN-2-YL-2-METHOXY-4,6-DIMETHYL-NICOTINAMIDE
25  [M+H"] measured: 297

retention-time: 1,65

condition: ¢

EX 232: 5-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-5-CARBOXYLIC ACID INDAN-2-
YLAMIDE



WO 02/ 064545 -85 [ MtH+] neasured: 320 retention-tine: 3,14 condition: ¢
PCT/ EP2/ 01444 5 EX 362: 2- CHLORO 5- SULFAMOYL- THI OPHENE- 3- CARBOXYLI C ACI D

| NDAN- 2- Xh:OMb g sdvitl ~] nmeasured: 357 retention-tine: 2,855E9 ',m § ¢ 10
EX 363: 2- CYANO THI OPHENE- 3- CARBOXYLI C ACI D | NDAN-2 YLAM ]?

measured: 269 retention-tine: 2,90 15 condition: ¢ EX 364:
3- BROMO- 5- METHYL- THI OPHENE- 2- CARBOXYLI-G6ACI D | NDAN- 2- YLAM DE [ M¥l - 1~]
nmeasured: 336 20 retention-tine: 3,24 condition: ¢ EX 365:
2- METHYL- THI OPHENE- 3- CARBOXYLI C ACI D | NDAN-2 YLAM DE 25 [ M+tH+] neasur ed:
258 ret entMsH I mpasured: 813 condi ti on: ¢ EX 366:
2- ETHYL - TRiGIioEMme3 4GARBOXYLI C ACI D | NDAN-2 30 YLAM DE [ MFH+] neasured: 272
retention-tife: 3,12 condition: ¢ 35 EX 367:
2 METHANESRAGEINYE - THI OPHENE- 3- CARBOXYLI C ACI D | NDAN- 2- YLAM DE WD

02/ 064545 -86 [ MtH+] neasured: 306 retention-tine: 2,77 condition: c

PCT! P21 R, & 55 3 e S T R SRR E A G Rvac
ACID INDAN-2-YLAMIDE
[M+H"] measured: 327
retention-time: 4,61
condition: a
10
EX 235: S-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-2-YL-6-TRIFLUOROMETHYL-NICOTINAMIDE
[M+H'"] measured: 307 | |
retention-time: 4,67

20  condition: a

EX 237: N-INDAN-2-YL-2-METHYL-6-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; 3,5-DIBROMO-N-INDAN-2-YL-4-METHYL-BENZAMIDE
35  [M+H"] measured: 408 '
retention-time: 3,50



[ MkH+] neasured: 272 retention-tine: 3,09 condition: ¢ 10 EX 369:

4- (4- HEPTYL- BENZYLAM NO) - N- | NDAN- 2- YL- BENZAM DE; SALT W TH TRI FLUORO- ACETI C
ACI D [ MtHyh oomagyy ed: 441 retention-tine: 3,82 ~ s condi tkg?/' pha/&f 8 70:

1- (4- FLUORO PHENYL) - 3, 5- DI METHYL- 1H PYRAZOLE- 4CARBOXYLI C IJS

| NDAN- 2- YLAM DE [ M+tH+] neasured: 350 20 retention-tine:3,01 condition: ¢ EX
371: 3-(4- FLUORO BENZOYLAM NO) - BENZO G ¢%GI D | NDAN- 2 YLAM DE 25 [ MtH+]
nmeasured: 375 retention-tine: 3,02 condition: ¢ EX 372:

N- | NDAN- 2- YL- 3- | SOBUTYRYLAM NO- BENZAM DE 30 [ M+l T~] measured: 323

retenti oncendv@on:2 93 condition: ¢ EX 373:

N- | NDAN- 2- YL- 3- ( 2- PHENOXY- ACETYLAM NO) BENZAM DE 35 [ MtH+] neasured: 387
retention - 3,04 WO 02/ 064545 conditi on c_ PCT/ EP02/ 01444 EX
5o PR R GRTND AN A e MR XY BEREAVIBE o ed- 371 & 10
EX 375: S{HHJH?’RﬁthﬁOB%I NDAN- 2- YL- BENZAM DE [ MtH+] rmeasured: 323

retentj ont| ndition: ¢ EX 376:
3- (CY - AM NO) - N- | NDAN- 2- YL
conditlon c
EX 241: 5-BROMO-1H-INDOLE-2-CARBOXYLIC ACID INDAN-2-
YLAMIDE

10  [M+H'] measured: 355
retention-time: 3,18
condition: ¢

EX 242: 4-(1,3-DIOXO0-1,3-DIHYDRO-ISOINDOL-2-YL)-N-INDAN-2-YL-
15 BENZAMIDE
[M+H'] measured: 383

EX 243: N-INDAN-Z—YL-ISOPﬁTHALAMlC ACID METHYL ESTER
[M+H+] measured: 296
20  retention-time: 3,01

condition: ¢

EX 244: 4,5-DIBROMO-THIOPHENE-2-CARBOXYLIC ACID INDAN-2-
YLAMIDE
25 [M+H"] measured: 400
retention-time: 3,31
condition: ¢

EX 245: 2-(2,6-DIFLUORO-PHENYL)-N-INDAN-2-YL-ACETAMIDE
30 [M+H'] measured: 288

retention-time: 3,02

condition: ¢

EX 246: N-INDAN-2-YL-4-TRIFLUOROMETHYLSULFANYL-BENZAMIDE
35  [M+H'] measured: 338
retention-time: 3,25



BENZAM DE [ MtH ~] neasured: 321 retention-tine: 2, 89 ~ 5 condition: ¢ EX
377: N-[3-(1 NDAN- 2- YLCARBAMOYL) - PHENYL] - NI COTI NAM DE [ M+H+] neasured: 358
retenti oRydlyilyseds 81 20 condition: ¢ EX 378: EP02/01444

3- ( 3- METHYL- BENZOYLAM NO) - BENZO C ACI D | NDAN-2 YLAM DE | I\M;H measured: 371
25 retention-tinme: 3,08 condition: ¢ EX 379: FURAN- 2- CARBOXYLI C ACID

[ 3- (1 NDAN- 2- YLCARBAMOYL) PHENYL] - AM DE6830 [ MtH+] measured: 347
retention-tinme: 2,92 condition: ¢ EX 380:

3- (2, 2- DI METHYL- PROPI ONYLAM NO) - N- | NDAN- 2- YL35 BENZAM DE [ M+H+] neasur ed:
337  WOCOMHHUSAS 88 retention-time: 3,00 condition: ¢ PCT/ EP02/ 01444 EX
381: 3-(4- METHYL- BENZOYLAM NO) - BENZO C ACI D | NDAN-2 5 YLAM DE [ M+H+]

3 BRov TN M3 2 I HRB R bR AR it foRENEpvL SR AVIPE

[ MH] - ~] (M&kh]mdasu&ﬁmﬂx 383:

2, 2-DLVE Spé%h D1HYDRO- 2H BENZJ 1, 4] OXAZI NE- 615 CARBOXYLI C ACI D
| NDA %gé 31|\9F|1'B 0,48; M5 (ES-) : 33 5 [ MtH+] neasured: 337 EX
384: 3- (KLOIFCUJMQ@ BENZENESULFO\IYLAI\/I NO) - N- | NDAN- 2- YL20 BENZAMLDE [ M+H+]
measur ed: 41 |

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-2-YL-3-METHYL-BENZAMIDE
[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
20  retention-time: 3,10

condition: ¢

EX 251: 3-METHYL-1H-INDENE-2-CARBOXYLIC ACID INDAN-2-
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-BROMO-N-INDAN-2-YL-2-METHOXY-BENZAMIDE
35  [M+H'] measured: 346
retention-time: 3,07



EX 385: 5- (| NDAN- 2- YLCARBAMOYL) - NI COTI NI C ACI D [ MtH+] neasured: 283 25
retention-tine: 1,80 condition: b EX 386: PYRI DI NE-3, 5- DLCARBOXYLI C ACI D

Bl S- | NDARY@ 02/6AMsDE [ MrH+] measured: 398 30 retention-ti npeRepe/@endi tion:
b EX 386A: 5- AM NO- 1- PYRI DI N- 2- YL- 1H PYRAZOLE- 4- CARBOXYLI C ACI D

| NDAN- 2- YLAM DE 35 [ MtH+] neasured: 320 WO 02/ 064545 -89 PCT/ EP02/ 01444
EX 386B: N-I NDAN- 2-YL-4-(2, 2, 2-TRI FLUSR®- ETHOXY) - BENZAM DE [ M+H+] rmeasur ed:
336 Rf (DIP) = 0.20 5 EX 387: 6-CHLORO N-| NDAN- 2- YL- NI COTI NAM DE [ MtH+]
nmeasured: 273 retention-tine : 2,19 condition: b 10 EX 388:

N- | NDAN- 22opitien\ETHANESUL FONYLAM NO- BENZAM DE [ MtH+] neasured: 331 EX 389:
4- FLUORO- N- (5- N1TRO- | NDAN- 2- YL) - BENZAM DE To 5.0g (19. 6mmol)

4-fl uoro- i<ndan- 2- = Zami ' w1 i gting 15

m xture oﬁk%éaﬂ co%&M%Tﬁﬁé@é%(gﬁg'#gxﬁb%ggﬁcs‘% %?IN(E:H ‘A‘eﬁ:"?a, fol | owed
by stirring over 3 YLAMIDEOmM tenperature. The m xture was worked up by
pouri ng i r mxture, extraction with ethyl acetate, washing
of thg oﬂ%ﬁﬂ?%ﬁgﬁaﬁgﬁh a solution of sodi um hydrogencarbonate, drying
and evapoetgntiogstimg: #dyness. The thus-obtai ned residue was crystallized form
et hyl acelgligiohept ane. yield: 3.29 (54%, np.: 167C 20 EX 390:

N- (5- AM NO- | NDAN- 2- YL) - 4- FLUOROBENZAM DE 1. 20g (4. 0mmol)
4-fluoro-N-(5-nitro-indan-2-yl)-benzam de were hydrogenated in 100nmlL of

et hanol opX2s58d/ carbMETAYL VHINDORE-2-CARBOXNYA1CeAGIBIIN®AN2e cat al yst,
955ny 0(ca. 88% pro obt ai ned, which were used 2s in the further

r eact 1%n steps with further purification. EX 391:

N- ( 5- BENZ®YHAN m@surib2¢12- Y1) - 4- FLUOROBENZAM DE 100ng (0. 37nmo1l)

N- (5- ami nQc. in=-2:¥h)-4-fl uorobenzam de and 41.2ng (0. 41mol)

triethyl g%tellr}gg@\g?% %’llgsol ved in 2.5 mM THF, 57.2nmg (0.41 mmol) benzoyl

chl ori de $&8f#I0OB0C added, and the whole was stirred over 6h at RT. The

m xture was then poured onto an ice/HClI m xture, the precipitate was

Fi1tered BLhand Py et B B FBhad BokBARa5vE BENAVEDE 17
[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-2-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: ¢

EX 260: 5-ETHYL-1H-INDOLE-2-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H"] measured: 305

35  retention-time: 3,18
condition: ¢



[ MFH~] neasured: 375.1 retention-tine: 4.92 (95% H20 (0, 05%FA) to 95%
acetonitrile, 4mn, 95% acetonitrile 3s |,5m n, Merck Porospher 3p, 2x55mm)
WO 02/ 064p¢ 82/6G1{sEP02/ 01444 -90 There were obtained in anpgfph@anys way: EX
392: N (5- ACETYLAM NO- | NDAN- 2- YL) - 4- FLUOROBENZAM DE [ MtH+] neasured: 313.1
5 retention-tinme: 4.30 (95% H20 (0, 05%FA) to 95% acetonitrile, 4mn, 95%
acetonitrile 1.5m n, Merck Porospher 37)-2x55m) EX 393:

4- FLUORO N- (5- (2- METHYLPROPI ONYLAM NO) - | NDAN-2 10 i s YL) BENZAM DE [ M+H+]
measured: 341.1 retention-tinme: 4.68 (95% H20 (0, 05%FA) to 95%
acetonitrile, 4mn, 95% acetonitrile |I.5mn, Merck Porospher 3~, 2x55nm EX

394: 4- Flyoney N- (51 METHANGUS FROPAN NR:-H WNRARCDE UEEARNO DELI ¢ eip measur ed:
349.2 retention-ti r{g Q‘ikﬁgﬁf&ﬁfo (0. 059%FA) to 95% acetonitrile, 4mn,
95% acetonitrile | 18R ) ospher 3~, 2x55mm) 20 25 EX 395:
+ N- ( 5- BENABNESYniiiréd/346- | NDAN- 2- YL) - 4FLUOROBENZAM DE [ MrH+] neasur ed:

411. 2 retention-ti 4 89 (95% H20O (0. 05%FA) to 95% acetonitrile, 4m n,
95% acet dft° {‘ﬁ"?‘}ngng Mer ck Porospher 3~, 2x55mm) EX 396:
N- ( 4- BROMohdiDanE@- YL) - 4 FLUORO BENZAM DE AND

N- ( 5BROVD- | NDAN- 2- YL) - 4- FLUORO- BENZAM DE 8. 0g (31. 3nmp1l)
N- (i ndan-2-yl)-4-fl uoro-benzam de were dissolved in 12S mi 926 ng (3.1

mol ) Fe{EXR2f2ch| oZ4PIGELOBAGELUGRA- E'IWT%Y@%E?WW% wer e added

30 dropw HAMAEurdd 334i rring at RT the mixture was poured onto ice and

extracte W|th et hy g’\}\gcetate After drying and evaporation, 6.2 g of a
cryst ¥ | i REPeRsHIE: 3hdr e obt ai ned.

condition: ¢

EX 263: 4-CHLORO-2,5-DIFLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 308

15 retention-time: 3,17
condition: ¢

EX 264: 2-CHLORO-N-INDAN-2-YL-3-METHYL-BENZAMIDE
[M+H"] measured: 286
20  retention-time: 1,95

condition: ¢

EX 265: 3-CHLORO-4-(PROPANE-2-SULFONYL)-THIOPHENE-2-
CARBOXYLIC ACID INDAN-2-YLAMIDE
25 [M+H"] measured: 385
retention-time: 3,04
condition: ¢

EX 266: 2-FLUORO-N-INDAN-2-YL-5-METHYL-BENZAMIDE
30 [M+H'] measured: 270

retention-time: 3,08

condition: ¢

EX 267: 3-ACETYLAMINO-2-CHLORO-N-INDAN-2-YL-BENZAMIDE
35  [M+H'"] measured: 329
retention-time: 2,75



The two isomers were obtained fromthis m xture by nmeans of a prep.

HPLC- separation (silica, heptane/ethyl acetate). 35 EX 396A:

N-(4-B LWAREs2- YL) - 4- FLUORO- BENZAM DE ( ENANTI OVER 1)  pci)p634/1964545 - 91
np.: 169 CT/ EPO2/ 01444 EX 396B: N (5- BROMO- | NDAN- 2- YL) - 4- FLUORO- BENZAM DE
(ENANTIOMVER 11) 5 np.:140C EX 397:

N- (5, 6- DI BROVO- | NDAN- 2- YL) - 4- FLUORO- BENZAM DE The conpound was obt ai ned as
a byproduct in the synthesis of exanple 396 A and B. [ MtH+) neasured: 412
10 retention-time: 5,17 condition: a EX 398A

4- FLUORC- 9ty 2. F| UOROPHENYL) - | NDAN- 2- YL] - BENZAM DE 251 ng ( 1.8mmmo1)

4-f 1 uorobenzene boronic acid, 500 ng ( 1.5mmol) of a m xture of N-(415

N (5- br ofid #48an. 2P LAMEE D AN Gt AINERRIE 200 30% | 708
(2. 24mo[M+HA} insasutedd2®ixi de oct ahydrate and 50 ny

tetrakis iphe ) sphi ne) - pal | adi um were suspended in 10nl of water and
10m }’éf &ﬁ%’é@ﬁg%éé?%ne, under an, argon atnosphere, and stirred over 2h at

80C. Thecenditia:é was poured onto ice water, the forned precipitate was
filtered off and 20 crystallized fromethyl acetate/hexane. 170 ng (27%

4-fluoro-N-[15-(4-fl uorophenyl )indan-2-vyl]-be ] de X e

obt ai nedEXA633935: NABIBHON DAL EORGN AN FpaRi AL AN o
Fr omthegmmpmehguempm})f exanpl e 398A, there were obtained, by prep. HPLC,
(RP18, 2 acetonit_rziuée/water, | % trifluoroacetic acid) 71 nmg ( 11 %
4- 1 ddr oTREPP UM 2% ophenyl ) i ndan- 2-yI | - benzami de, np.: 157C. EX 399:
N ( 5- ACEEMdifiddDAN- 2- YL) - 4- FLUORO- BENZAM DE 2. 87 g (21. 6rmol) al um ni um
trichloride were suspended in 10 m 1, 2-dichl oroet hane, 500 30 ng (4.9
mol ) acetic anhydri de and LOAgl%BN- i ndan-2-yl)-4-fl uoro-benzam de added,
and the Wo2HW:was AGRIYE-9:C Q’éﬁﬂ.c mn%@m%%l\ﬂmﬁe was pour ed
onto ice W;Hégmeﬁgggact ed wi th dichloronmet hane, the organic phase was
dried WII[ Na2SO4 and evaporated. yield:1.0 g (85% np.: 148C There were

obt ailhed IEENtUER-HAG e¥ous way: 35 EX 400:
N- ( 5- BENEeMitidMNRAN- 2- YL) - 4- FLUORO- BENZAM DE

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-BROMO-N-INDAN-2-YL-BENZAMIDE
25  [M+H'] measured: 316

retention-time: 2,98

condition: ¢

EX 273: 2-FLUORO-N-INDAN-2-YL-BENZAMIDE
30 [M+H"] measured: 256

retention-time: 3,00

condition: ¢

EX 274: 2,3,6-TRIFLUORO-N-INDAN-2-YL-BENZAMIDE
35  [M+H"] measured: 292
retention-time: 2,99



WD 02/ 064545 -92 np.: 65C PCT/ EP02/ 01444 EX 401:
N-[ 5- (3- DI METHYLAM NO- PROPI ONYL) - | NDAN- 2- YL] - 4FLUORO- BENZAM DE -

TR FLUO?%{ 5y 340 g (0.58 nmol ) PCT/EPO2/01444

N (5-acety -1 N an 2-yl)-4-fluoro-benzam de were dissolved in 20 m dry
ethanol, 0.1 m conc. HCl, then 150 ng (1.74 mol)

N, N- di rret hyl net hyl eneammni unchl ori de- er e added, before the nixture was
heat ed under reflux, for 8h. The thus-obtained m xture was poured onto
water, extracted with ethyl acetate, and the residue obtained after

evapor at icomditiers cf r act i onat ed by neans of prep. HPLC (RP 18, 10
acetonitrile/water, 1% trifluoroacetic acid). yield: 90 ng of a colourl ess

oiI (17% 1H (d6- DI\/BO 300 2) 3.0-3.1 (m 2H,

SCHz-), FEX2B:4 [P #W'}NQ%A‘BS éﬁﬁﬁ”wl@z , 3.5-3.58 (m 2H,

. -CHz-), M7+5{+ ﬁﬁxixﬂédml HCHN, 7.3 (t, 2H, HPhcnyI en), 7,45(d, 1 H H7),
7.85 d "‘H—‘S’%‘ 790 (s, I H H4), 7.90-8.00 (m 2H, 15 HPhenyI en) EX

402: 4- %2(% HYDROXY- ETHYL) - | NDAN- 2- YLJ BENZAM DE 400 ng (1. 35

nmol ) N- (cﬁndmemyzl -indan-2-yl)-4-fluoro-benzam de were dissolved in 10nl 20

of net hanol, then 100ngy (2 7rrrml) sodi um bor ohydri de were added. The

m xture was worked up b rolga ont0|ce/HC| the resulting solid was
filtered EXfZ76'y| el 6,3 Q!%H&Q N%N'zlﬁ@WZﬁMMe obtained, in an

anal OgOUS[W]
4- FLUORO-'N- ( XY- PHENYL METHYL) - | NDAN- 2- YL] BENZAM DE np.: 70C 30 EX

404: W- FE@J@N@W’(“S XY- | NDAN- 2- YL) - BENZAM DE 1. 45g (5. 08mmo1)

4-f | uor o-dyndiiopad hoxy-i ndan- 2-yl ) - benzam de were dissolved in 50 m of

di chl oronethane, 13 m { 12.7 mmol) boron tribromde ( 1 Min

di chl oronet hane) were added, the whole was stirred for 30 min at RT. The
resul ti ngEXhZWure \%DMHM@HNJNW-XL -BENZAMIEPE the organic phase was
washed tW agn ¢ dried, evaporated and 35 the residue obtained was
subj ecte 0 hromato raphy on silica with a m xture of

di chl Br orretendoretimet hhol 98:2. WO 02/ 064545 -93 yield: 200ng (16%, np.:
1 99C EX 40Q34itiBENZENESULFONI C ACI D

EX 278: 5-BROMO-2-CHLORO-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 351
20 retention-time: 3,12

condition: ¢

EX 279: 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: ¢

EX 281: N-INDAN-2-YL-2-METHYL-BENZAMIDE
[M+H"] measured: 252

35  retention-time: 2,97
condition: ¢



5 0 PCT/ EPO2/ 01444 2-(4- FLUOROBENZOYLAM NO) | NDAN-5- YL ESTER 95 ny
(0.35mmol ) 4-fluoro-N-(5-hydroxy-indan-2-yl)-benzam de were di ssolved in
2m  of pwéqamsﬁl 20 nmg (0.72mmol ) of benzenesul fonic aci geplebedide were
added, and the mxture was stirred for 5h at 70C. The m xture was dropped
onto ice water extracted with ethyl acetate. The residue obtained after
drying with Na2SO4 was subjected to cHPonatography on silica with a mixture
of dichl or omet hane/ net hanol 98:2. yield: 40ny (41% 'H (d6-DVSO 300MHz):
2.91 (dd, 2H, -CH2-), 3.22 (dd, 2H, -Cl-1z-), 4.70 (sextett, 1 HCHN),
6.75 (dd, 1 H H6), 6.95 (d, | H H4), 7.20 (d, | H H7), 7.28 (t, 2H,
Egﬂeny: ;m)czs?z; 68d(N-,Il\Q):1\I§HDYW_I-_h ALTRI%E—TH%_ d-BENZANuDibPenyl en und B 406
eny ) ere was obtained, in an anal ogous way: :
NETMNESM%@??‘&Q%H%-F%’-‘@- FLUOROBENZOYLAM NO) | NDAN- 5- YL ESTER 20 ~H
. (d6- DVBCOret@fiohitime: 30998 (dd, 2H, -CH2-), 3.28 (dd, 2H, -CHz-), 3.38 (s, 3H,
CH3) 4'@0@?3&{3%“’ 1 HCHN), 7.16 (dd, 1 H H6), 7.23 (d, | H H),
7.25-7.3 m 3H, H + HPhenylen), 7,95 (ABdd, 2H, HPhenylen), 8.70 (d, NH)
EX 407: 4- HYDROXYMETHYL- 2- OXY- FURAZAN- 3- CARBOXYLI C ACI D 25 | NDAN- 2- YLAM DE
500ny ( 2gS528%70! €S3.HBORNIINDANDYNVIOBENZARIIDEL4 g (2, 95 mol es)
et hyl -4h§cﬁlllr ﬁﬁ/met hyl -.s-fxyfl uazan- 3- car boxyl ate and 298ng (2,95 mol es)
triethyl &Mt mepuredi 272 ed at 40 Cin 5 nl nethanol for 4h. The reaction
m xt ure y@aéntjoartime 3008 20g ice /diluted HO and the resulting precipitate
colli ted by.filtration, yielding 495 ng 4 30
hydr ynﬁ?rﬁgﬁ@k-coxy-furazan-3-car boxylic acid indan-2-ylam de as a white
solid. Md.: 158C [ M+tH+] neasured: 276 retention-tinme: 4,71 condition: a

WO 02/ 06 94 P¢ . W_ %9 BBENZAMIDE
4- FLUCROi!?él zﬁ'l ODC- | ﬁl—ejzﬂ )‘%EK’&% DE 500 ng (1,96 mmol es)
N-i ndan- QWVE hmepsvsrds 262nzani de, 336 ng (2, 74 mmol es} al uni niuntrichl oride

and 2080 rgfEntion-fhe: @ es) benzyl tri met hyl ammoni um s di chl oroi odi nate were

stirred in 25 m dry nmethylenchoride at RT for 18 h. Subsequently,
15 condition: ¢

EX 285: 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-PHENOXY-BENZAMIDE
[M+H"] measured: 330
retention-time: 3,23

25  condition: ¢

EX 287: 3-BENZOYL-N-INDAN-2-YL-BENZAMIDE
[M+H'] measuerd: 342
retention-time: 3,12

30 condition: ¢

EX 288: N-INDAN-2-YL-3-METHYL-BENZAMIDE
[M+H"] measured: 252
retention-time: 3,02

35  condition: ¢



the reaction m xture was poured on 40g ice, the aqueous phase was extracted
wi th met hyl enchori de and the conbi ned organi c phases were evaporated to

dryness. \Jhgy,68Ra" ation of the two isoners was achieved byc ﬁgf,mgﬂgraphy
on silica using n-heptane / ethylacetate 6:1 as el uent. Fractl on 1:

4-fl uoro-N-(4-iodo-indan-2-yl)-benzam de Fraction |0
2:4-fluoro-N-(5-iodo-indan-2-yl)-benzd#i-de. [ MtH+] neasured: 382
retention-tine: 0,33 condition: ¢ 15 EX 409:

4- FLUORO- N- (5-1 ODO- | NDAN- 2- YL) - BENZAM DE The. conpound was obt ai ned
accor di nEXt2¥9exanp4-BWQ M@AM&BENZJ@M IPE: ention-time: 0,29 20

condltlo

4- FL "d‘i FHLS 3 LUCRO PHENYL) - VI NYL] - | NDAN- 2- YL} BENZAM DE 150 ng (0. 45
mol es) HMGASIME Sfan- 2-yI - 4-f 1 uor o- benzani de, 1 ng pal | adi um (I1) 25

. acet at e, ceghddtiomgctri-o-tolyl phosphine and 88 ng (0.72 muol es)
para-fluorostyrene were conbined in 2nl triethylamne and stirred under
reflux for 9h. Subsequently, the reaction m xture was poured on a m xture
of ice aRX 280t ut ed4-BIETHYBAMINGONINRANZ Y BENZAMIBE acet ate and t he
resul ti nwgg L0t ¢ and evaporated to dryness. The residual oil was
purified-usi prep LC chromat ography. (RP 18, acetonitrile/water, | 30
trifluor teiensiondimes 33, 152 ng (90%

4-f 1 uor opddtkidi2e (4- f 1 uor o- phenyl ) - vi nyl ] -i ndan- 2y1} - benzam de were

obt ai ned. [M-H+] nmeasured: 376 retention-time: 5,59 3s condition: a There
was obtained in an anal ogous way: WO 02/ 064545 PCT EP02/01444 - 95 EX
411 N- [ £X( 31D VETNMINDYGSRAVOYL4-MEBYHOXYIBENZAMIDE 5 FLUORO BENZAM DE

$ d a35 ention-time: 3,57 condition: a EX 412:
UORgiﬁL Fhe‘P% %ﬁp?%b N- 4- YL- 3- OXO- PROPENYL) | NDAN- 2- YL] - BENZAM DE to 15
[M+H+] medeiosdime@@5 retention-tinme: 4,53 condition: a EX 413:

N-{4-[ 2- (4- CHLORO PHENYLCARBAMOYL) - VI NYL] - I NDAN- 2YL} - 4- FLUOCRO- BENZAM DE

[ MH T~] neasured: 435 retention-tine condi tion:
15° EX292: N-INDAN-z YL-4-METHYLSULFANYL BENZAMIDE

[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: ¢

25 EX29%4: NAPHTHALENE-1-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H"] measured: 288
retention-time: 3,09
condition: ¢

30 EX295: NAPHTHALENE-2-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H"] measured: 288
retention-time: 3,22

condition: ¢

35 EX296: FURAN-3-CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H'] measured: 228



20 EX 414: 4- FLUORO N-[ 4- ( 3- TRI FLUOROVETHYL- PHENYL) - | NDAN- 2YL] - BENZAM DE 25
30 35 150 ng (0.45 mmol es) 4-brono-Nindan-2-yl-4-fluoro-benzam de, 102 ngy

(0.54 Jzj4 i fl uoromet hyl benzeneboroni c acid, 211 ngctRefrfoaiol es)
bari unmhy r@i%@é%’ct ahydrate and 20 ng tetrakis-triphenyl gﬁosphi ne- pal | adi um

were suspended in 10 m 1, 2-di met hoxyethane and 10 ml water and heated to
reflux for 7h. Subsequently, the reaciVon nixture was evaporated to
dryness, the residue taken up in nmethylenchloride and extracted twice with
water. The oil remainrig after evaporation of the organic phase was

puri fi ed reientip-tmep2.844PLC chr onat ogr aphy. (RP18, acetonitrile/water, | %
trifluorQaagtibg @cid). 80 ng (45% of the title conpound were obtained.

[ MFH+] neasured: 400 retention-tine: 5,36 condition: a There was obtai ned
in an anal ogous way: EX 415:

N-[ 4- ( 3, EX0REHL OROTRHOPH ENEMDAXRBOX Y IHC-ACIBANDAW-HDYLOGMEBE - 96

BENZAM ‘1. nea d: 400 retention-tine: 5,58 condition: a 5 10
PCT/ Eéogﬁb&’%ﬁ "kﬂs‘if‘i‘gz% - FLUORO- N- ( 4- THI OPHEN- 3- YL- | NDAN- 2- YL) - BENZAM DE

[ MFH+] neesotiadtimg3894 et ention-tine: 5,06 condition: a EX 417:

N- [ 4- (5- g(—;h%gggghwl OPHEN- 2- YL) - | NDAN- 2- YL] - 4- FLUORO BENZAM DE [ M+H#]

measur ed: retention-tine: 2,98 ~ 5 condition: b EX 418: .

N- [ 4- ( 2- CHLORO- PHENYL) - | NDAN- 2- YL] - 4- FLUORO BENZAM DE [ M+H+] neasured: 366

20 retentggnegi me: 3, HETIRONY-1 HENPOEE-ZEXRBOXYLIC ACID INDAN-2-
4- FLUORO N- (4- PYRI g{m Bk | NDAN- 2- Y1) - BENZAM DE; SALT W TH
TRI FLIOORO- ACETI C A I

[M+H'] measured: 307
retention-time: 3,00

condition: ¢

15 EX299: 4-HYDROXY-7-TRIFLUOROMETHYL-QUINOLINE-3-
CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H"] measured: 373
retention-time: 3,07
condition: ¢
20
EX 300: 2-CHLORO-N-INDAN-2-YL-5-METHYLSULFANYL-BENZAMIDE
[M+H"] measured: 318
retention-time: 3,09
condition: c
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)-



25 [ MtH+] neasured: 333 retention-tine: 1,78 condition: b EX 420:
4- FLUORO N- (4- PYRI DI N- 4- YL- | NDAN- 2- YL) - BENZAM DE; 30 SALT W TH

TRI FLUCRC&@WT,&Q.—,ACI D [ MrH+] neasured: 333 retention-ti mepcf,E;Jz,{ﬁgmdl tion:
b 35 EX 421: N-[4-(2,3-DI CHLORO- PHENYL) - | NDAN- 2- YL] - 4- FLUOROBENZAM

02/ 064545 -97 PCT/ EP0O2/ 01444 [ MWH+] neasured: 400 retention-tinme: 2, 96
condition: b 5 EX 422: -76 -

N-[ 4- (3, 5- DI FLUORO- PHENYL) - | NDAN- 2- YL] - 4- FLUOROBENZAM DE [ M¥l - 1" ~]

nmeasured: 368 retention-tine: 2,85 condition: b t0 EX 423:

N-[ 4- ( 3- CYANO- PHENNICORIAMIDE | - 4- FLUORO- BENZAM DE [ M+H+] measured: 357
retentio M# meas@é_d gopdition: b i5 EX 424:

N[4-(2,3 ;{ENYL)-I NDAN- 2- YL] - 4- FLUORO BENZAM DE [ M+rH+] neasur ed:
368 reteﬁ?‘F‘b‘iP“tﬁ“H% 79 20 conditon: b EX 425:

N-[ 4- ( 3- CARBAMDYLPHENYL) - | NDAN- 2- YL] - 4- FLUORO BENZAM DE [ M+H+] neasur ed:
375 2? retention-tine: 4,38 condition: a EX 42b:

5- OXOr 1- PHENYL- 4, 5- DI HYDRO- 1H PYRAZOLE- 3- CARBOXYLI C ACI D | NDAN- 2- YLAM DE 30
pr epar ed EX304:di ng2tBROMOAMCHLORA+N-INDAN12=¥ L-BENZAMIDE

[M+H"] measured: 350
retention-time: 3,10

condition: ¢

EX 305: 4-HEXYLOXY-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 338
retention-time: 3,45
condition: ¢
15
EX 306: 3-ETHOXY-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 282
retention-time: 3,06
condition: ¢
20
EX 307: N-INDAN-2-YL-4-METHYLSULFANYL-3-NITRO-BENZAMIDE
[M+H"] measured: 329
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: c

EX 309: 4-(4,6-DIMETHYL-PYRIMIDIN-2-YLAMINO)-N-INDAN-2-YL-
BENZAMIDE
[M+H"] measured: 359
35 retention-time: 3,03
condition: ¢



Rf (MIB) = 0.3; (nethyl tert.-butylether = MIB) EX 427:

5- AM NO- 1- PHENYL- 1H PYRAZOLE- 4- CARBOXYLI C ACID 3 5 | NDAN- 2- YLAM DE pr epar ed
accordi ngud eyergtRod B WO 02/ 064545 -98 [ M+l - T~] neasur eg¢r/Bb@/ori44
(MIB/)DIP 1:1 ) = 0.2 PCT/EP02/ 01444 EX 428:

N- (4- ETHYL- | NDAN- 2- YL) - 4- FLUORO- BENZAM DE 5 300 ng (0. 87 nmol es}

4-br omo- N-i ndan- 2-yl - 4-f | uor o- benzani-d€,- 20 ngy

t etraki stri phenyl phosphi ne-pal | adium a trace of

2,6-di-tert.-butyl -4-net hyl phenol and 310 ng (0.95 nmol es)
tributylvinnylstannane in 7.5 m toluene were heated to reflux for 4 h.

Subsequegptd ¥10; 1 M 44p¢4;6-DIVEPHYLASPY RIMIDINY2-Yi)METHY DIAMINO¢-Naci d conpl ex
(70% HF) were adde ﬁg& %Rﬁeﬂdﬁ% i%i{rred for 16h. The resulting m xture
was diluted with Otert. - &V her, extracted with water, 1N HC
~and sat ufetEd] messurrdn 3@ ogencar bonat e, the organi c phases were dried and

the oLl r i ni .aft-er evaporation purified using prep. HPLC

chronét oé&%‘rﬁ’@tnﬁﬁgdﬁ acetonitrile/water, 0,1 %trifluoroacetic acid)

yi el di ngcamBitiony c(44% of 4-fl uoro- N-(4-vinyl-indan-2-yl)-benzani de. The

| atter was hydrogenated in ethanol with palladiumon charcoal (10% dry) to

give, after prep. HPLC chronatography. 1 RP tong trilelwater, | %
trifluor (Ed%éfl’c acM)DK%H-#&RQG%&-@P&W%W&X@Q&-Aﬂl? ngR e

4-fl uoro- benzam devyjMNfDEMeasured: 284 retention-tine: 5,22 20 condition:
a EX 429:#4_\#{4 7-Dl | | NDAN- 2- YL) - 4- FLUORO- BENZAM DE 3.0 g

4- 1 U8r oINH Jjgﬁg‘?—r‘iﬂ[‘?&nzam de were dissolved in 10 m of trifluornethane
sul f oni c retentibn-timel33) t o 0C and 2.6 g N-i odosucci ni m de added in three
portions. S&i{irﬂ'ic”g was 25 continued for 45 m nutes at anbient tenperature.
The mi xt (PEWAS poured on ice, neutralized using saturated aqueous Na2CQO3
solution and 50 m of a saturated aqueous Na2SQO3 sol uti on added. The

resul ti nmm%ur e wqmﬁn@m.?ﬂmw.qwummmswmma ate each,
dried using SO and t he sol vent renpoved under reduced pressure.

Chr ontdt ogr aphy on &EN%@MJBE usi ng ethyl acetate/n-heptane 1:4 yielded 200
nmg of theM3eI'Jamasieed: 3s0opound as an anorphous solid. Rf = 0.11. [ MrH+]
measured: 508 EX 4-3998 3- AM NO- 1- PHENYL- t H PYRAZOLE- 4- CARBOXYLI C ACI D 35

| NDAN- 2- YEURRHQtime: 2, -

condition: ¢

20 EX313: 2-METHYL-1-PHENYL-1H-BENZOIMIDAZOLE-5-CARBOXYLIC
ACID INDAN-2-YLAMIDE
[M+H"] measured: 368
retention-time: 2,86

condition: ¢
25
EX 314: 3,4-DICHLORO-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 306
retention-time: 3,20
condition: ¢
30

EX 315: 5-CHLORO-1H-INDOLE-2-CARBOXYLIC ACID INDAN-2-
YLAMIDE

[M+H"] measured: 311

retention-time: 3,14

35 condition: ¢



WD 02/ 064545 -99 PCT/ EP02/ 01444 a)
3-am no- 1- phenyl - 1H pyr azol e- 4- car boxylic acid: 300 ng ethyl
3- ami no- %@Dg&mﬁlmyrazol e-4-carboxyl ate were di ssol ved par/@péilorsss
et hanol / 1 and 1.95 m of an aqueous solution of NaOH added. Stirring
was continued at anbient tenperature for 2 days and the sol vent renoved
under reduced pressure. The product wa8 suspended in 5 M of water and 5 pH
adj usted to pH=6 using aqueous solution of HCI. The product was filtered
and dried under reduced ﬁressure. Yi el d 200 of colourless crystals, mp.
208-210cﬂ>ﬂéwrrposﬂﬁ-am,ONO(MNPAI&@eth%Eﬁ%ﬂ% 10:1 ) = 0.53; Ms (Cl)
204 (Ml ) meadlie 193 - phenyl - 1H-pyrazol e- 4- car boxylic acid
i ndan- 2-yl am de ,was epared using nmethod B) Rf (CH2C 2/ DI P/MIB S:5:2) =
0.23. to FPeREAtiMeabis ed: 319 EX 431: 4- AM NO- 5- OXO- 1- PHENYL- 2, 5- DI HYDRO- 1
. H PYRROLEog&BBQXYLI C ACI D | NDAN- 2- YLAM DE 15 a)

4- am no- 5- oxo- 1- phenyl - 2, 5-di hydro-1 H pyrrol e-3-carboxylic acid was
obt ai Red fol | ow ng the procedure discribed above %exanpl e 430). b)Rf (D P)
= 0. 08. TEX 3t?poudeBROMOR:CHIDRONANBANR-YE+-BENZAMIREH+] neasured: 334
20 EX 433Z; M 3- PYRI DI N- 3- YL- BENZAM DE 100 ng of
3- br ono- M+@A%§§}€q'§gﬂzam de, 88 ng bis-(pinacol ato)-dibor, 93 ng
pot assi urrespidemtimeahd2 48 ng PddA (dppf) were dissolved in 6 M DVF and
stirred glyn8@enfOr 2 h. The solution was cool ed to anbient tenperature and
100 m% of 3-brono-pyridine 25 added. Then, further 24 ng of PdC (dppf) were
added'%nd the mixture stirred at 80C for 3.5 h. The mixture was cooled to
anmbi ent tEXpesat ur s-BANZVILOXYE HAINDQODE2-CARBOXXE4CAEID INDAN-Bede ni xture
was washed three ti W 5 m of a saturated aqueous sol ution of Na2CGO3
each and dried overﬁﬁfg . The solvents were renoved under reduced pressure
and the r[détiengasuriedi 33 by chromat ography on silica gel using MB. Yield
60 ny of [:SC0 oil. Rf (MB) = 0.2. [MHt] measured: 315 There were
obt ai ned l?tr?ﬁg?f{gﬁigl g’g%us way: 35 EX 433:
N- | NDAN- 2cordit@npPYRI DI N- 2- YL- BENZAM DE; SALT W TH TRI FLUORO- ACETIC ACID WD
02/ 064545

EX 319: 3-METHYL-BENZOFURAN-2-CARBOXYLIC ACID INDAN-2-
YLAMIDE
[M+H'] measured: 292
20 retention-time: 3,25

condition: ¢

EX 320: 2,3,4-TRIFLUORO-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 292

25  retention-time: 3,07
condition: ¢

EX 321: 3-CHLORO-4-METHANESULFONYL-THIOPHENE-2-
CARBOXYLIC ACID INDAN-2-YLAMIDE
30  [M+H'] measured: 356
retention-time: 2,92
condition: ¢

EX 322: 1-(4-CHLORO-PHENYL)-5-PROPYL-1H-PYRAZOLE-4-
35 CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H"] measured: 381



- 100 PCT/EPO2/ 01444 [ MtH+] measured: 315 - retention-tine: |, 88
condition: b 5 EX 434: N-|NDAN- 2-YL- 3-PYRI DI N- 4- YL- BENZAM DE; SALT W TH

TRI FLUORQ ANFli&asACI D [ MeH+] neasured: 315 retention-ti mepcygppébaendi tion:
b 10 EX 435: N-|1NDAN- 2- YL- 4- PYRI DI N- 3- YL- BENZAM DE; SALT W TH

TRI FLUORO- ACETI C ACI D [ MrH+] neasured: 315 retention-tinme: 1,75 15

condition: b EX 436: N-|1NDAN- 2- YL-4- PYH DI N- 2- YL- BENZAM DE; SALT W TH

TRI FLUORO- ACETI C ACI D [ MtH+] neasured: 315 20 retention-time: 1,86

condition: b EX 437: NI NDAN 2-YL-4-PYRI DI N-4- YL- BENZAM DE; SALT W TH

TRl FLUOR®GetamoR-EnaQ,2Y 25 [ MkH -] neasured: 315 retention-time: 1,73

. condi tiony,diuEK 438: N-1 NDAN- 2- YL- 2- PYRI DI N- 4- YL- BENZAM DE; SALT 30 WTH
TRI FLUORO- ACETI C ACI D [ MtH+] neasured: 315 retention-tinme: 1,59 condition:

b 35 EX 439: 4- FLUORO N- (4- TRI FLUOROVETHYL- | NDAN- 2- YL) BENZAM DE WD

- 02/ 06454@){31:91 P@DE[EX)Y(IMM!NB)N4NDAN¢M¥IQBENMMIDEan- 1-one: 4.5 g

3-(2-trif Mjﬁ_i,ﬁrret h Q@Znyl )-propionic acid were dissolved in 15 nl SO 2

and tﬁe 8?‘?3? ‘f d for 2h. The volatiles were renoved under reduced

pr essur e rewedtidgrhmeesl@ue di ssolved in 50 M of dry CH2C 2. Again, the

vol atile }é@lﬁ renoved under reduced pressure. The residue was dissol ved

using 10 "5 dry CH2A 2 and divided into 10 equal parts. Each part was

diluted with 20 M dry CH2O 2, cooled to -70C and 160 ~I of trifluornethane

s;ﬂ fonic @)t@iﬁ%ﬁdde%cﬁtmm nwmmqmnznwmlmﬂttﬂnmmgmm@mﬁt:by
stirring at anbien e seperate reaction m xtures
wer e Worbi ned in Z(ﬁﬁﬁfﬂgb"‘yéglﬁﬁ&lbi aqueous solution of Na2CO3 and
extract eﬁM#anxdabm Mt h 100 M CH2CA 2 each. The sol ution was dried using
MySO4 an

retention-time: 3,40

condition: ¢

15 EX325:; 2,6-DIBROMO-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 394
retention-time: 3,06

condition: ¢

20 EX326: 5-(INDAN-2-YLCARBAMOYL)-ISOPHTHALIC ACID DIETHYL
ESTER
[M+H"] measured: 382
retention-time: 3,22
condition: ¢
25
EX 327: 4-(2,5-DIMETHYL-PYRROL-1-YL)-N-INDAN-2-YL-BENZAMIDE
[M+H'] measured: 331
retention-time: 3,21
condition: c
30
EX 328: 4-IMIDAZOL-1-YL-N-INDAN-2-YL-BENZAMIDE
[M+H"] measured: 304
retention-time: 2,37
condition: ¢
35
EX 329: 3,4-DICHLORO-BENZO[B]THIOPHENE-2-CARBOXYLIC ACID



~ 0 the solvent renoved under reduced pressure. The residue was purified
usi ng chromat otraphy on silica gel using ethyl acetate/ n-heptane 1:8 as

el uent. Y&hdhaQd my of a colourless oil. Rf = 0.2; M5 (Gp¢repdblsfaMtl ) +.
b) 4-trifluoronethyl-indan-1, 2-dione 2-oxinme: 33 ~1 nethanol, 1.5 m CH2C 2
and 2.6 m n-heptane were m xed and 47 pl acetyl chloride added at OC. Next
was the dropwi se ~ 5 addition of 520 of 4-trifluoronethyl-indan-1-one in
2 M CH2C 2 at OC followed by the addition of 335 ng of
3-nmethyl-butylnitrit. Stirring was continued for 2h at 0C. The crude
reaction nixture wh Dﬂ%ﬁ‘ﬂdﬁg{wwith 10 m n-heptane, the CH2O 2 renvoved
under reqw]megggw;gﬁgnd the product filtered and dried under reduced
pressure. Yield.270 , pale yellow crystals. mp. 185-187C, M5 (Cl) : 230
(Mr1) +.  Jgteponipge; %’F%or omet hyl -i ndan- 2-yl ami ne: 460 ng of

. 4-trifl uaopadigbhyd - i ndan- 1, 2- di one 2oxi ne were dissolved in 15 m acetic
acid, 500 ul SO (conc.) and 200 ng Pd/C (10% added. The m xture was

hydroéenat ed for 24 h (5 bar H2). The catal yst was then renoved by
filtrati dgX386e acétCHLORQ-2-E tNARD AN Y BENZAMMERE and t he ni xture

di | uted le\aqnégurg& Hqter. pH = 9 was adjusted using a saturated aqueous
sol ution 'of Na2CO3. The 25 product was then extracted three tinmes using 30
nm ethyl raeater-Emeadh? The sol ution was dried using MySO4 and the sol vent
renoved uhdeitionegluced pressure. Yield 200 ng; Rf (ethyl acetate/nethanol
10:1) =0.1; Ms (C) : 202 (M) +. d)
4-f 1 uk?ro-N—(4-trifI uor onet hyl -i ndan- 2-yl ) - benzam de was prepared foll ow ng
met hod B)EX'$3#! d 52-BBONRO-4-DH)ORGBNZBYDAN-2-3I)-BENZAMINEL )+ 30 [ M+H+]
measur ed: 1.
5- AM NO 1[- %&MQQ’\?&PDAZI N 3- YL) - 1H PYRAZOLE- 4CARBOXYLI C ACI D
| NDAN- 2- YEHRRIDELBE: 3,)2
5- am no- ]c‘o%ﬁftﬁ?m.h@xy‘ pyri dazi n-3-yl)-1H pyrazol e-4-carboxylic acid: 1.0 g
5-am no- 1(6-chl oro-pyridazin-3-yl)-1H pyrazol e- 4-carboxylic acid ethyl
esterlwere dissolved in 6 ni WO 02/ 064545 - 102 PCT/ EP02/ 01444 et hanol
?nd 4-h5 nir:]x@‘szia IN mm@nosamrmmhmmld E]S‘QH@J’H]DNEQ-EWRBDW%SLI&TI uxed
or 2h, the sol vent er reduced pressure. 20 wat er
wer e added to the r“eéflﬁﬁlgﬁmyﬁﬁ@ﬂé@, ust ed using an aqueous sol ution of
HO . The PGtdYuseassaiedil4@n was extracted three times with 100 m et hyl
acetate e . The sel:ytion was dried using MgSO4 5 and the sol vent renoved
under red%ela_tf)%—?glseég‘rsg. Yield 200 ng, viscous oil; Rf (DIP) =0.11; M5 (Q)
2502q Mrgoriditionpy  5- ami no- 1- ( 6- et hoxy- pyri dazin-3-yl)-1
H pyrazol e- 4- carboxylic acid indan-2- ylam de was synt hesi zed usi ng net hod

*) bvR D N 111 R QREORI ORBNE H Lt BN IR BIRY RIpRIE 3
3- pyri di n- 2-yl - 3H bEARBOX VRO ACH INDADKYIGAMIDE net hyl ester as a

m xture whth 14,15 ri.didy 2-yl - 1H benzoi m dazol e- 5- carboxylic acid net hyl
ester: 1W§Hbﬁrﬂia§¥'rﬁdd§a§’ol e-5- carboxylic acid nethyl ester, 1.1 g

2- f | ues opsetantiionginznd,43. 7 g Cs2C8 were dissolved in 60 ml of dry DWF. The
m xture wWgs,qdddd: t€d at 120C for 8h. After cooling to anbient tenperature,
the m xture was poured into 200 m of water and stirred at anbient

tenperature for 1h. The precipitated product was filtrated and dried under

reduced 2@xp3zssur e3,6-PNICHLORO-BENZQ| B TYHORNENEL2-CAREOKB)LIE ACID; M5
(ESH) + 254 (M) |NDAN-2-YLAMIDE
30 [M+H'] measured: 362
retention-time: 3,56

condition: ¢

EX 335: 1,1-DIMETHYL-INDAN-4-CARBOXYLIC ACID INDAN-2-
35 YLAMIDE
[M+H"] measured: 306



b) 3-pyridin-2-yl-3H benzoi m dazol e-5-carboxylic acid as a m xture with
1-pyridin-2-yl1 H benzoi m dazol e-5-carboxylic acid: 400 ng of a m xture of
esters a)w(?@f\/g() djsssolved in 5 m methanol and 1.9 m of apérpasiHeRAUS
solution o C"I—l added. The m xture was refluxed for 2h, the sol vent
removed under reduced pressure. 10 ml of water were added to 25 the residue
and pH = 6 adjusted using an aqueous s8 ution of HO. The precipitating
product was filtered and dried under reduced pressure. Yield 280 ng.

anor phous solid. Rf (EE) = 0.14; M5 (Cl) : 240 (M¥l )+. c)

3- pyri di re@ntydn-8iebBAZoi mi dazol e- 5- carboxylic acid indan-2-yl anmide as a

m xture .owitiéﬁpé”i din-2-yl -1 H benzoi m dazol e-5-carboxylic acid

i ndan- 2-yl'am de was syt hesi zed 30 using general procedure B). Rf (EE) =
0.13; Ms (ES+) : 355 (M#1l)+. [ M+H+] neasured: 355 WO 02/ 064545

. PCT/ EPO2/ 2% 44¢- - 1oa-ﬁmmﬂmmmrmmmmmm5

(unl ess indicated er i sﬁmti on a condition b condition ¢ Merck

Por ospher 55x2nm 3%, W&d : % H20 (0, 05%FA) to 95% acetonitrile, 4
mn, 95% [A¢ed mhdasured: 3245ni n, 0,5 m/min ) YMC J' Sphere ODS H80, 33x2.1mm
39, gradie tt'i Qg?{%l—g%(0,0SWFA) to 95% acetonitrile, 2.5 mn, 95%
acet oni t rPI8" Y8 m, 1L m/mn ) LiChroCart 55-2, PuroSpher STAR, RP 18 a
(MERCK), eoHitentc A: acetonitril/water (90:10) + 0.5% fornic acid; solvent
B: acetonitril/water (10:90) + 0.5%formc acid; gradient: 95%B 0,5 mn,
95% B to 5% B in 1,75 mn, 5%B 2 1n o/ m i1 \J.i cagel
60, Fs4 EXS37k), Sol%ERUORO m&mﬁﬁﬁﬁaﬁ'&?g@‘gﬁ‘ﬁ%s are
given in {mmt]qgei(gmta;mch condition) 5 Measurenment of activation of eNOS
transcription Ac.tiygtz' on of eNOS transcription was neasured as described in
detai | i nfefqnu@R-te: SweActj vation of protein kinase C al pha and/ or epsilon
enhances ¢onditiont cption of the human endothelial nitric oxide synthase
gene", Mol . Pharnmacol. 1998; 53: 630-637. |10 Briefly, a 3,5kB | ong fragnent
5" of the starting codon of the eNOS gene was cl oned, cl oned
in firefl EXIA38: f er SBHENYeSsTRIFLUQROMETRY IoRHIE %Sﬁﬁﬁﬁﬁqﬁﬁg‘i’@ﬂ?he eNOS
pronoter by report ef ARHIEXYEICACHD INDANRIYVIEANADREl i al cell line stable
transfected and expressing this pronoter-reporter construct was used for
compound [M#&H higeasexedf 43%er e i ncubated for 18h with conpounds. 15 All
conpoundsra@kiendings 3l42ed before in sterile DMSO. A final concentration of
0. 5% DVSO i n.conpl ete nmedi um was al | owed. | nduction of reporter gene
expr essi ofl Ocnlr"lrgse cells was neasured using a standard | uciferase assay
systepo (Pronmega, Cat. No E150) according to the manufacturer's
| NSUrUCt i gigsaag UC! f SEASRMEPHEXY THARDIALEL-CARBOX P10 (ACED MmN
were conparedto those 1 ncubated wth solvent alone. The ratio of both WO
02/ 064545 YLAMIDE

[M+H"] measured: 337
retention-time: 2,91

(D

25  condition: ¢

EX 340: 5-BROMO-N-INDAN-2-YL-2,3-DIMETHOXY-BENZAMIDE
[M+H"] measured: 376
retention-time: 3,20

30  condition: ¢

EX 341: 1-(4-CHLORO-PHENYL)-S-METHYL-lH-PYRAZOLE-4-
CARBOXYLIC ACID INDAN-2-YLAMIDE
[M+H'] measured: 353
35 retention-time: 3,10

condition: ¢



-104 PCT/ EPO2/ 01444 activities (transcription induction ratio, TIR) was
plotted as a function of conpound . concentration. Typically, TIR val ues

started @y AN eRncentrations at a ratio of I, indicatingp@grsprrednd
effect, and extended up to a maxi mum TI R val ue TIR(max) which indicates the

i ncrease of the eNOS transcription. EC50 values of transcription induction
ratios as a 5 function of conpound cor82ntrati on were deternined

graphically. The effect of conpounds on eNCS-transcription were confirnmed
in a second assay based on eNOS protein detection. Primary human unbili cal
vein cord endothelial cells (HUVEC) were isolated and cultivated according

to st a”dﬁﬂ 3:pOocedy efLGROLA-MOTHYAL-THIGFEENEC2LCARBONYILICACRDUNdS  f or
18h and the effect on eN%S r ﬁé@ expression determned 1 o by a
quantitative West erlMARNY ‘XS‘A&E{ dure. After compounds incubation, HUVEC
. were | ysegMtH'] &saelid92ysi s buffer containing 10nM Tris-HO, pH 8.0, 1 %
SDS and pr?Ft as in?i pi tors. The |lysate was subjected to a standard
denat ur at FFUBBMIE P¥0ani d gel el ectropheresis and blotted to

ni trocel | edndg®nmenbr anes. Using a specific primary nonocl onal anti body
(Transduction Laboratories, UK) and al kal i ne phosphatase | abelled 15

secondary anti body (Jackson Labs a specific eNOS prqtel

vi sual i zeBXaig: quanl-l3@88@&@6&'%“@@&89”%&%&@@@6@%@hod.
The results are shoywr ARBOXYLLRPAECIDINDAN-20VAMIDE No: EC-50 (! LM Tl R(max) 1
a6. 02. 8015\8. é,s 0043. Q2 %5302. 5061. 22. 5570. 12. 5788. 02. 20210. 84. 10227. 02. 102
35. 0210024 HH2] mewrrds 380260, 93. 80270. 23. 60 WD 02/ 064545 - 105 Conpound
No: ( EC- Sftention-time: 3,10

I'~M Tl R( max) 282. 54. 40290. 83. 80303. 02. 94316. 03. 05321. 74. 00334. 03. 30341. 73. 40
410. 182. 48X 60660. 142. 7690. 44. 20730. 74. 00185272, 41874. 42. 5189102. 220316
2.72160. 72. 82300. 8204233132. 52362222377. 72. 52430. 1102. 82460. 6702. 52487. 82. 8

249152. 52 5251 3% _ EP02/ 01444
V0 03/ o4 A F: 200 TILHEORY 1T BTN OROTSMNDAR THIEBINZAMIDE

| 32. 5254082l measred1889 7266222, 52672. 82. 52680. 48532721. 62. 92732. 62. 82742
127S0. 559324RRdn kR 2154, 1328 0. 6843282162. 3283152, 5286262. 6287132. 92890. 142
2. 6291 0. 2382, 82920. 0392. 9293141. 7294142. 22950. 8462. 4296132. 5302272. 83060. 26
32. 7312165084401 50 2315162, 23170. 1972. 9319252, 4 -

EX 345: 2,6-DIFLUORO-N-INDAN-2-YL-3-METHYL-BENZAMIDE
20 [M+H'] measured: 288

retention-time: 3,02

condition: ¢

EX 346: 2-CHLORO-6-FLUORO-N-INDAN-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-2-YL-2,5-DIMETHYL-BENZAMIDE
35  [M+H'] measured: 266
retention-time: 3,07



PCT/ EP02/ 01444 WD 02/ 064545 - 107 Conpound No: (EC-50 p, M Tl R(max) 320
1233219. 62. 5322

232. 3324%&32 Ja3&2. 62.5328242. 43292. 21. 5330122. 23310. 147 2p 8EBRch/R£3350. 9432

. 7341222. 450. 2873346262. 63500. 5232. 9. 3584. 72. 5360102. 6361212. 53642. 12. 936

50. 2503366372. 5368172. 53721. 62. 73758. 02. 33765. 32. 43802. 32. 6381122. 5382212. 5

38BA5. 13. 3386B0. 3092. 5387322. 6 PCT/ EPO24301444 WO 02/ 064545 -108 Conpound

No: (EC- 50

p, M Tl R(max) 3881. 12. 4396A0. 63. 55397301. 7398B303. 46404123. 50405302. 80408112.

54112. 02. séidifiod2. 54138. 52. 54273. 72. 54280. 8412. 84290. 62. 84329. 62. 5433192. 64

35142. 5436182. 64398. 92. 6 Ani mal Mdel s PCT/ EP02/ 01444 Al |l ani nal

experiments were perforned in accordance to the Gernan_ani nal protection 5

| aw and t &XA#:gui dtHBXYLAVINQNUNDAN-2=YbeBENLAMIDENi nal s as gi ven by

- the Qui de (A" ARabRés® 33nd Use of Laboratory Animals of the US National
Institutes of , alt{;i Cni mal s and Treatnent (Experinments A - C 1 o ApoE

and eNOS deeRtiansbpe .3k (C57BL/ 6] background, Jackson Laboratory, Bar

Har bor, Mepndwioe dused. Al animals were 10 -12 weeks of age and wei ghed 22

to 28 g. Three days before surgery mce were divided into 4 groups (apoE

control, n=10-12; apoE with test conpounds, n=10-12; eNOCS control, n=10-12;

eNCS wi t h EX350:c onpd:BROMO=21BLUDRAMN-INDAN2YLBENEAMIRE andar d r odent

chow {Cont[ﬁzi+'ﬁ+']‘%eﬂsx%éé-%t34a”d 0,001 %cholesterol; in the WO 02/064545 -
109 )
10  retention-time: 3,17

condition: ¢

EX 351: 1-(4-NITRO-PHENYL)-5-TRIFLUOROMETHYL-1H-PYRAZOLE-4-
CARBOXYLIC ACID INDAN-2-YLAMIDE
15 [M+H'] measured: 417
retention-time: 3,13

condition: ¢

EX 352: 2,3-DIHYDRO-BENZO[1,4]DIOXINE-5-CARBOXYLIC ACID
20 INDAN-2-YLAMIDE

[M+H"] measured: 296

retention-time: 3,01

condition: ¢

25 EX353: 5-TRIFLUOROMETHOXY-1H-INDOLE-2-CARBOXYLIC ACID
INDAN-2-YLAMIDE
[M+H"] measured: 361
retention-time: 3,21
condition: ¢
30
EX 354: 5.CHLORO-3-PHENYL-1H-INDOLE-2-CARBOXYLIC ACID
INDAN-2-YLAMIDE
[M+H"] measured: 387
retention-time: 3,56

35  condition: ¢



PCT/ EPO2/ 01444 foll owi ng desi gnated as pl acebo group) or a standard rodent
chow + test conpound (10 or 30 ng/kg/d p.o.). A Anti-hypertensive effect in
ApoE kno%(%g,%qg_g_e 5 Bl ood-pressure was determ ned in conggi/pp®ik&e Usi ng
a conputerized tail-cuff system (Visitech Systens, Apex, Nc). After
treatment of ApoE deficient mce and eNOS deficient mce with the test
conmpounds the bl ood pressure was conpa84d to the results obtained with a
pl acebo treatnment. 10 For conpound 21, after 4 nonths treatnment of ApoE
deficient mce blood pressure was significantl l%EEKO'OS | owered in the 30
m9/ kg/ d GRS conp A DIOR QP dckbd EFRAHNMINRO(S HENZQIH1L ¢ DA ZERINE - 2
mrHg) . No bl ood prgseNRBOXTEEC AT INDAN2E-YAMIYEY at sinilar dosing in
eNCS deficie m ce after 4 weeks treatnment. 15 B I nhibition of neointinm
for mat i odMid 1 Me3ewredieidbsi s (fermoral artery cuff) After 3 day treatnent of
. ApoE def irgteptidn-timee2 84t h t he respective conpound, ( |10ng/kg/d pressed in
chow), aninmal.s were anesthetized with an intraperitoneal injection of 20
pent oBar B tlo{’ffo ng/ kg) followed by an intramuscul ar injection of xylazin
(2 ng/kg) and a cuff was placed around the fenoral artery as described in

Voroi et gkae) O SpYRIBI2- ¥R1-FRIFLEOROMET IV THIEKO AR I RIBRITOr 2l

artery was dissected. non- occl usi ve nm pol yet ene cuff made o
PE-50 tubing (i nneNERZGARBOXYEEC mACH)Yt ENDANRIeYeAMIYSs FRIFIZIORS:

Di cki nson, Mount ai w¢MrgWTECa) was placed around the artery and tied 25 in
place with t 7-0 sytures. The right fenoral artery was isolated fromthe
sur r olfndi H%\ﬁé%‘iﬁ‘é%re@ﬁfthoa cuff was not placed. Treatnment with the

respect i veteatigptitied3was continued for 14 days after surgery. Then the
animal s were. sacrificed. The aorta were taken for determ nation of vascul ar
eNCS exprcé)élgﬁtlé’ﬁsc by quantitative western blotting. Both fenoral arteries
were harvested, fixed in formalin and enbedded in paraffin. 20 cross
sections %&%s?? V‘mz-)Q@E@rWAMJN&BLmL@ﬁéﬁmmPHM-QfCAhﬁdﬁLIé enor al
artery an romthe correspondi ng segnent of the right artery. Sections
were Bubjected to NAGHIANDANARY Mﬁ)ﬂ‘: and eosin staining. Mrphonetric
anal yses Wﬁ]pﬁéd‘s@,@msusi ng an i mage anal ysi s conputer program
(LeicaQNn, Leica | 8i ng Systems, Canbridge, GB). For each cross section
the area 'Sfenfiyt rrgﬁ the neointima and the nmedia were deternined. To this
end, the @ndhiatati ma was defined as the area between the |lumen and the
internal elastic |lamna and the nedia was defined as the area between the
internal and the external elastic |am na. The WD 02/ 064545 - 110

PCT/ ERO2/ BXA358: r at i bBROME6-RITEORON-INDAN2-YdoBENZAMIBE t he area of the
medi a wasi\gxffaRskbredS3i e neoi ntima/ medi a ratio. The conpounds according
to the pr%sen_t I nvention reduce the nmal adaptive neo-intima 5 formation in
this modefetentigpbigisad-031 reduced the neo-intima formation by a factor of 2,
decr easi nghrditonneoi ntima to nmedia ratio from0.39 0.07 in the placebo
group to 0.170 0.04 in the conmpound group. In parallel, vascular eNOS
expressi on was enhanced by a factor of 2.1. No effect of the conpounds
accor g5 ngEX@39he pr2z4DIOHIEOROHRAOROBEHENYhEN-ENRAN-2rYd-si i | ar set up
usi ng eNOS defi ci enf o fphft ead of ApoE knockout to mice. C Prevention of
at heroscl erotic plaque formation in chronic treatnment ApoE deficient mce
vere trealMdHfbneasgrededd& with the respective conpound pressed in i 5 chow
and final ffensidfltinid: 389. Aortas were renoved from each nouse, fixed in
formalin and, enbedded in paraffin. Plaque formation was neasured via lipid
| esi ons feAMHHIIA in the aortas (fromaortic arch to di aphragn) and was
anal yzed by oil red O staining. For quantifying the effect of the

T eSPEcti VaCoROUNd, 08RG s A N TORP AR DAN-2 A -BENZAMIDE
[M+H"] measured: 308
retention-time: 3,04
condition: ¢

35
EX 361: N-INDAN-2-YL-2-METHYL-3-TRIFLUOROMETHYL-BENZAMIDE



fenoral arteries were used in this experinent. 20 The conpounds accordi ng
to the present invention reduce plaque formation. Wth respect to conpound
21, pl aq%]‘,ﬁ&gg}g on was significantly reduced (5.2 1 %y@,gp@m]lg%“s t 2.6
in the placebo group, values in overall plaque size in %of total surface).
Vascul ar eNOS expression was found to be 1.75 fold up-regulated in the
treatnment group. 25 D Inprovenent of cggonary function in di seased ApoE
deficient mce Od Male wild-type C57BL/6J m ce (Charles R ver Wga GrbH,
Sul zfel d), and apoE deficient mce (C57BL/6J background, Jackson

Labor at or¥+HB3meaaredr320Me) 6 nonth of 30 age and weighing 28 to 36 g were
used in the i) s. Mce were divided into 3 groups (C57BL/ 6, n=8;
apoE contr?tgw?&ﬁﬁ@;%'r%g%E wi th respective conmpound, n=8) and received for 8
weeks ei tdeaditianst andard rodent chow (containing 4 % fat and 0, 001

. cholesterol) or a standard rodent chow + respective conpound (30 ny/kg/d

p.o.). Mce were anesthetized with sodium t bjto / i.p.),
and t e HEXB6%: wer @-CHLOROHR-SULFAMOY lﬂﬂ‘&ﬁgﬁﬂﬂkr%f&é\ﬁék&gﬁgp ‘ﬁgﬁ)usi on
buffer. The aorta wWpARnoviAMIDEND connected to a perfusion apparatus
(HUGO SA ECTRO\IA% Frei burg, Gernmany) WO 02/ 064545 -111

PcT/ EP02/ Y244 M8 \iRd started i mediately at a constant perfusion

pr essur e refenfiéh-timetR)85 Hearts were perfused in a retrograde fashion with
nodi fi ed cKrn -t‘ﬁ% b& carbonate buffer, equilibrated with 95% 02 and 5 % C02 and
mai nt ai ned At '37°5 C. A bevel ed smal | tube (PE 50) was passed through a

pul roary vein into the left ventricle 5 and pulled through the ventricul ar
wal I, “ancigngs:. i N e yapes-THIGPHENEE S CARBONYLIOATID NDAR-R

ti p-mcromanoneter (Mllar 1.4 French). The left atriumwas cannul at ed

t hrough the sane p p;Evei n and the heart switched to the working node
wi th a constRf)tmekat®arbopr essure of 10 nm Hg and an afterload pressure of
60 mm Hg. AO{.ti C oy%te)éow and atrial inflow were continuously neasured using
ul t r asoni €PHORPo t o (HSE/ Transonic Systems Inc.). Coronary flow was
cal culsat egbndsionhe di fference between atria) flow and aortic flow All
henmodynam ¢ data were digitized at a sanpling rate of 1000 Hz and recorded
with a PC using specialized software HEI’\‘Q Not ocord). Hearts were all owed
to stabi |IEX86for 33-BROMA-5-MEREY LA A1 OFRBN rafq XY LG ACHR s ur ed
during steady stat gNIpAN-20VUAMIDER! ume- and pressure | oading. 15 Left
ventricul ar function _curves were constructed by varying pre-load pressure.
For acqui @Mt ﬁn?i’ﬁmﬁfié#%ad curves, afterload was set at 60 nm Hg and

prel ogd Wegentohtigiee8,24n 5 mm Hy steps over a range of 5 to 25 mm Hg. Hearts
were all om&g. to. stabilize at baseline conditions between pressure- and

vol une- | o H’é’.n'fsol ated hearts from ApoE deficient aninmals displayed a

| ower coronary flowin this setup 20 conpared to C57B16 wi | dtype mice (3.6
mimn vepxst. 9° AMETHYL TIROPINEACARBOLZLIE A0ID IRDAN.2. Wi L h the
conmpounds "accor di n&éo t he present 1 nvention increases coronary flow They
al so i nprove pre-| dent coronary flow and reduce the incidence of
vent rycul pu+BTrhivdstiedassgas an indicator for anti-ischenmic efficacy. Wth
respect to cqng_g.uncj ﬁi coronary flow was inproved to S m/mn conparabl e
to the | etftantonsims 300, i seased wil dtype mice, and the inprovement in
pre-| oad cegaivent coronary flow and the reduction of the incidence of
ventricular arrhythm cs were al so observed. WO 02/ 064545 -- 112 d ai ns:

PCT/ EP02/ 01444
EX 366: 2-ETHYL-THIOPHENE-3-CARBOXYLIC ACID INDAN-2-

30 YLAMIDE
[M+H'] measured: 272
retention-time: 3,12

condition: ¢

35  EX367: 2-METHANESULFINYL-THIOPHENE-3-CARBOXYLIC ACID
INDAN-2-YLAMIDE



1. An acyl ated indanyl am ne according to the general fornula (1) in any
of its 5 stereoisoneric fornms or a mxture thereof in any ratio or a
phar naceg@,égﬁ},dl4y4 sacceptable salt thereof Fil O R2 . WB ~RscpePRa/MA H R4 10
wherein Rl and R4 are independently from each ot her selected from the group
consisting of: H, unsubstituted and at |east nonosubstituted C1 -C |
o-al kyl, Cz-C ~ o-al kenyl and C2Cl o- akBgnyl, the substituents of which are
selected fromthe group consisting of F, OH, C, -Cg-al koxy,
{C -C8-al kyI)rrercapto CN, COOR6, CONR7R8, and 15 unsubstituted and at
| east nordétiYmeastred: ?fﬂ66nyl and heteroaryl, the substituents of which are
sel ected p consisting of hal ogens, pseudohal ogens, Cl-C3al kyl,
C -C3-al k%&e;ﬂlﬂgﬁ gﬁq&%%unsubstl tuted and at | east nonosubstituted phenyl and
het er oar ydonditieg: §ubsti t uents of which are selected fromthe group
. con5| sting of hal ogens, pseudohal ogens, C--C3-al kyl, G -C3-al koxy and CF3;

S( 0 nﬂcoﬁ%(??ﬂﬂ?l %%T\ﬁﬁ Egzib E'Q?é?\ ”eﬁmgﬁﬂﬂﬁqom e;ach ot her

selected fromthe grbaMIDHisi sting of: H, hal ogens; pseudohal ogens;
unsubsti t +and at .| t nmonosubstituted C ~-C, o 25 al kyl the

substi tuemlgﬁolfm%ﬁ}]} g’fzz sel ected fromthe group consisting of OH phenyl,
and het erwtengibn-ti@e; 309- C, o- al koxy; phenoxy; S(O nR-9; CF3; CN, NO2;

(C - C-oal kgt po;  di (C~- Coo-al kyl ) ami no; (Cl - C6-al kyl ) - CONH-;
unsubstituted and at | east nonosubstituted phenyl - CONH and phenyl - SCz- O,
the sibstituents of which are selected fromthe group consisting of

hal oge?stngssmdd ogala pmpﬁ‘ﬁmmmmom-mﬂm@rl ;Hf-)Bgllgismth DE;
unsubstituted an S1| pal ky e
substituents of V\ha%‘ﬁtiak&trg | R #’mﬁ%ﬁ%“@éﬁ consi sting of F, WO
02/ 064545[M1H3] MEakuted024101444 di (C, - C3-al kyl ) am no, pyrrolidinyl and

pi peridin ( I . the phenyl part of which can be substituted by
one or %éémfgﬁq?&{]é@r?ts fromthe group consisting of C -C3-alkyl, hal ogens

and ne$ hosonditionAci s sel ected fromthe group consisting of CH2, CHO-l and
CH (C -C3-al kyI) Bis selected fromthe group consisting of CHZ and

CH (C~-C3-al k RS is rQup. Ar_or a hcan be
unsubst i t@t"eﬂ%’ér cab¢-F M\égﬁp‘ Hgm)ﬁéﬁﬁﬁﬁ?ﬁghr@@?% romthe gr oup
consi sting of: hal o QARBORYENGACIDINDAN-BPLAMIDBStituted and at | east
nonosubst | t.u | kyl, CZ-C i -alkenyl, C C, -alkynyl, C -Ci

- al koxy, t +E%“Fasuﬁq(ax9§¢am no, and di (C ~ -C ~ -alkyl)ami no, the
subst b uerdtentioh-tivhe:S01lar e sel ected fromthe group consisting of F, OH,

Cl - C8- al k%x}'di ii}{%l oxy, (C, -Cg-alkyl)mercapto, NH2, (Cl-Cs-al kyl)am no, and
di (C -Cg ylI)am no; C3-CS-al kandi yl; phenyl; heteroaryl; aryl- or

het eroaryl - substituted CLC4-al kyl; CF3; NOz; OH, phenoxy; benzyl oxy;

(C -G, -al iy 3HXO, Séfahmoﬁb-nnmmmmopsmgm ACID INDAN-2-
(C~-C~-al kyl ) - CONH-; @/l Ig*?r al kyl ) - CON(C, - C4al kyl ) -; phenyl - CONH-;

phenyl - CON( C, - C4- al W-I eteroaryl - CONH-; het eroaryl CON(C ~ -C4-al kyl) -
(C ~ 2€, {®HE] JnetfdreddBBERY| - CO, het er oar yl {cO, CF3-C0

retention-time: 3,02

condition: ¢

EX 372: N-INDAN-2-YL-3-ISOBUTYRYLAMINO-BENZAMIDE
30 [M+H'] measured: 323

retention-time: 2,93

condition: ¢

EX 373: N-INDAN-2-YL-3-(2-PHENOXY-ACETYLAMINO)-BENZAMIDE
35  [M+H"] measured: 387
retention-time: 3,04



20 -OCHzO-; - OCF20-; -OCHZCH20-; -CH2CH20-; COORZ~; CONRZZR2s; CNH(NH2);
SzZNR24R2s; R26SQZNH-; R2~S02N( Cl1- C6-al kyl)-; and saturated and at | east
mnounsa%q}/&gsﬁl i phatic, nononuclear 5- to 7-nenbered heptpEeOWIlAS

cont ai ni ng to 3 heteroatons selected fromthe group consisting of N, O
and S, which heterocycles can be substituted by one or nore substituents
sel ected fromthe group 25 consisting-87-hal ogens, C,-C3-alkyl,

Cl - C3-al koxy, OH, oxo and CF3, and wherein said heterocycles can optionally
be condensed to the said group Ar or the said group Hetar; and wherein all
aryl, hetanddiopi¢ phenyl, aryl-containing, heteroaryl-containing and

phenyl - cont ai ni ng groups, which are optionally present in the said

substituents of the said gr ' be

substit utB¥ 3c7§= one NN -Z%Eﬁﬁﬁﬂﬁﬂﬁmg@ﬁ@ 'W%h@%g%r oup

. consi sti ngyeH Tha¢as@eds37lpseudohal ogens, Cl-C3al kyl, OH, C -C3-al koxy, and
CF3; R6 is selected fromthe group consisting of: H C -C -alkyl, which can
be subdtituted by one or nore substituents selected from35 the group
consi st i NEX¥75F,  C3-BYENRY¥LAMENQ-NHINDANG-YLBENZAMBIE o y| - ( C~- C4al kyl )
and heterggr = (A= yl), which can be substituted by one or nore WO
02/ 064545ﬁ?+%&g%ﬁE§0%/ 01444 substituents selected fromthe group

consi st i negtestiondimeydP3, C1- C4- al koxy, and di (C1 C6-alkyl)anmino; R is

sel ected {4famdane group consisting of: 5 H C, -C--alkyl which can be
substituted by one or nore substituents selected fromthe group consisting
of F, 1€, - Cg-al koxy, di(C, -Cg-al kyl)amni no and phenyl; phenyl; indanyl; and
het er oar yEX 396 Whe3-¢CN CL:0PROP ANECARBON¥EL: ANINO )N INDAN-29¥baps can be

unsubstituted or c nore substituents fromthe group consisting
of hal ogens, pseudgﬁgﬁﬁgﬁgﬁtG- C3-al kyl, G -C3-alkoxy and CF3; o R8 is H
or C, -Cl - Mkl mBssuiesl: 821 ect ed from the group consisting of: C -G, -al kyl

whi ch can S bidgut ed or carry one or nore substituents fromthe group
consi sti ngrzj %?t%gé%)%%l@&) -al koxy, 15 di (Cl-C3-al kyl )am no; and
unsubd$i t cenditiem@ at | east nonosubstituted phenyl and heteroaryl, the
substituents of which are selected fromthe group consisting of Cl-C3

al kyl, C, -C3-al koxy al age ; i dently
has the s&Ee3hEanin 'g&&BAEB'@E#mﬁfrmgﬁ%C;Bg%emﬁgﬁ?ng as Rs;
R 2 i ndep¢riden gadueesl: 868 same nmeaning as R6; 25 R 3 is selected fromthe
group consitsttion_ioé,:2 » C,-C6-al kyl; unsubstituted and substituted phenyl,
benzyl , h&% E’H)g%/ "C, -C6-al kyl)-CO phenyl-CO and heteroaryl CO the-
subst i2zbuerbsdibén:whi ch are sel ected fromthe group consisting of hal ogens,
pseudohal ogens, C, -C3-al kyl, Ci1-C3-al koxy, and CF3, and wherein one or nore

of these substituents can be pre .3 i e e sane
meani ng a¥X3B: R S3T(§‘MEIT&Yﬁ@ﬁﬁfgﬁm‘{t‘#@\‘%éﬁﬂiﬁﬂéﬁgﬁﬁ81? Bilﬁ'a'
C -C -al kyl; (Cl-C3yalAMIPE- C, - C3al kyl; and substituted and unsubstituted
benzyl, pTﬁMh ?nrégsurr]eec{:%ﬁ?aryl , the

25 retention-time: 3,08

condition: ¢

EX 379: 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-PROPIONYLAMINO)—N-INDAN-2-YL-
35 BENZAMIDE
[M+H"] measured: 337



35 substituents of which are selected fromthe group consisting of
hal ogens, WO 02/ 064545 -115 PCT/ EP02/ 01444 pseudohal ogens, C, - C3-al kyl,

C, -C3-al K@gﬂo{ﬁ?ﬂ CF3, and wherein one or nore of these spPskpdugN4S can be
present; Rl6 Is selected fromthe group consisting of: C, -Coo-al kyl which
can be substituted by 5 one or nore substituents selected fromthe group
consisting of F, OH, C--Cg-al koxy, arylsgxy, (G -C8-al kyl ) ner capt o,

(G -Cg-al kyl)am no and di (C~-C8-al kyl )am no; CF3; and substituted and
unsubstituted phenyl and heteroaryl, the substituents of which are sel ected
from t he §HatpNtEKs 30 ng of hal ogens, pseudohal ogens, Cl-C3-al kyl ,

C, - C3al kogndaith: €F3, and wherein one or nore of these substitutents can be
present; 0 R' independently has the sane nmeaning as R ; R-g independently
has the same neaning as R8; ~ 5 RI9 independently has the sanme neani ng as

. R16; Re | EXASndent 3:44-METHNS.-BENZOKEAMENQ) BRNZOFO AGHYEVRANCH | y has

t he sapre meani ng asyRampde R22 i ndependently has the sane neaning as R ;
R23 i ndependent|y has tl\%e same neani ng as R8; 25 R24 independently has the
sane nean[MyHakmresuredp3Ho5 i ndependent |y has the sane neaning as Rg: R26

i ndependepddfiofasnd: R@esame neaning as R-6; R2' independently has the sane
meaning as R-6; heteroaryl is a 5 to 10-nenbered, aromatic, nono- or

bi cyclic f Ye§cl e contai ning one or nore heteroatons sel ected fromthe
group consisting of NN, Oand S; 35

10 EX382: 3-BROMO-N-INDAN-2-YL-BENZAMIDE
Rf (DIP) = 0,38; MS (CI) : 316 (M+1)+
[M+H"] measured: 316

EX 383: 2,2-DIMETHYL-3-0X0-3,4-DIHYDRO-2H-BENZO|1,4|OXAZINE-6-
15 CARBOXYLIC ACID INDAN-2-YLAMIDE

Rf (MTB) = 0,48; MS (ES-) : 335

[M+H"] measured: 337

EX 384: 3-(4-FLUORO-BENZENESULFONYLAMINO)-N-INDAN-Z-YL-
20 BENZAMIDE
[M+H"] measured: 411

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-INDAN-2-YLAMIDE
[M+H"] measured: 398

30 retention-time: 2,32
condition: b

EX 386A: 5-AMINO-1-PYRIDIN-2-YL-1H-PYRAZOLE-4-CARBOXYLIC ACID
INDAN-2-YLAMIDE
35 [M+H'] measured: 320



WO 02/ 064545 - 116 PCT/EPO2/ 01444 the group Hetar is a 5 to 10-nenbered,
aromatic, nono- or bicyclic heterocycle containing one or nore heteroatons

sel ect edw‘q@m(, 44e group consisting of N, O and S; 5 aryl p@r/@hgmﬂ“
napht h-1 napht h-2-yl; the group Ar is phenyl, naphth-1-yl or

naphth2y| mis 0, 1 or 2; to with the prowsothat in case R, R, R3
and R4 are aII H, RS is not unsubstitutd&d phenyl, unsubstituted pyridyl,
phenyl nonosubstituted with hal ogen, 5-chloro- 2et hoxyphenyl ,

case rs 1 ExRel) RIRDANE M@WB@#WWWWM s not -
5 net hyl le+B]xaed$QfedCBB©—|3 ; in case R2 is NO2, R5 is not 3-chlorophenyl.
2. An acyhglg@? Qﬂ amne in any of its stereoi someric forns or a

m xture t ny ratio or a pharmaceutically acceptable salt thereof
. according to claim1, wherein in the formula (1) 20 R is selected fromthe

g7 oup conghelgno Of e pEORA-RYIN ST S I BES:  hal ogens

pseudohal 0 en§ (C~- m; and unsubstituted and at | east
nonosubst [Mr BRRUFAT 2@1d heteroaryl, the substituents of which are

sel ected fertéqmohhﬁmgrzqu consi sting of hal ogens, pseudohal ogens,

C~-C3-al k g:-} al koxy and 25 CF3, and wherein heteroaryl is selected
fromthe é?‘lﬁ'u‘b“rb nsisting of 5- and 6 menbered heterocycl es containing one
or nore heteroatons fromthe group consisting of NN, O and S; R2 and R3 are

I ndepende rom : 30 H
hal ogiﬂ Egés%iﬁ{]ohal @@D%%M'@*%@%g ‘g{égﬁﬁﬁ% ﬁ% e sane
meani ng afMRIT'| measireseB3Lt ed from t he group consisting of CH2 and CHOH, 35
WD 02/ 064545 - 117 B is selected fromthe group consisting of CH2 and

CH CH3; PCT/EP02/ 01444 RS is_a group Ar or oup Hetar_both of which can
be unsubs®X 38%d or 4dAYYRELN- ‘égN QMN’(%M @@ﬁgﬁ fromthe group

consi sti n@ofog heleagrsly 4-fladro-NE@ndan-2-yl)-benzamide was given, at 5-10°C, a nitrating
15 mixture of 10ml conc. nitric acid and 12 ml conc. sulfuric acid, followed by stirring over 3
h at room 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
EX 390: N-(5-AMINO-INDAN-2-YL)-4-FLUOROBENZAMIDE
1.20g (4.0mmol) 4-fluoro-N-(5-nitro-indan-2-yl)-benzamide 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 ml 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% H,0 (0,05%TFA) to 95% acetonitrile, 4min, 95% acetonitrile
35  1,5min, Merck Porospher 3, 2x55mm)




5 unsubstituted and at |east nonosubstituted C -C8-al kyl, C2-Cg-al kenyl,
CZ- Cgal kynyl , Cl1-CR-al koxy, (Cl-Cg-al kyl)am no, and di (C1-C8-al kyl)am no,
the substjd kgRLyssof which are selected fromthe group congi-gkppanels F, C
~- C6- al koxy, phenoxy, (C, -C6-alkyl)nercapto, NH2, (Cl-C6-al kyl)am no, and
di (C, - Coal kyl ) am no; C3-CS-al kandi yl ; ghenyl ; heteroaryl; phenyl- or

het eroaryl -substituted C,-Cz-al kyl; CF30-OH phenoxy; benzyl oxy;

(C -Co-alkyl)COO S(O", (C1l-C6)-al kyl; S(O m phenyl; S(O m heteroaryl; SH;
phenyl am no; benzyl am no; (Cl-C6-al kyl ) CONH;

(C~- Co- al Kigrg w @meézman@p@lygeuSMw -CONH-; phenyl - CON(C, - C4al kyl ) -;
het eroaryl - CONH-; heteroaryl -CON(C, -C4-al kyl)-; (C, -C6-al kyl)-CGO

e i il R0 W P pHE ko

. - CON(di (QM-a4a] wgdspjed: TN NH2) ; - SOZNHz; - SOZNH( C, - C~-al kyl ) ;

- SO2NH(p idn-rimial NGA! o5de dorka) (593500 addbiir SORNE, 95% acetonitrile

(a - Cg' aﬁ%%&@b%ﬁ%cwé@ﬁ@?ﬁ(yf @’b%ﬂo)erﬁ?l)-gOZNl-f; phernyl - SO2N( C(:) i-1086(3 al kyl)-;
het er oar yl.58ar Merek Rerosphsa iy BO2M0E) - C6- al kyl )-; and saturated and at | east
nonounsat urated aliphatic, 20 nononuclear 5- to 7-nmenbered heterocycles

containing.1 to 3 heteroat ons r o) S of N, O
and S, V\/nﬁx,@‘)ﬁ'et er &VEU&R‘S%-(%@@%@%}?@"E@Ny&mﬁﬁﬁ%ﬁs‘ﬁ’ﬁ' i tuents
sel ected fromthe gYD)BENBAMMIE ng of hal ogens, C,-C3-alkyl, Cl-C3-al koxy,
OH, oxo w+§F3 anddy\?ﬁrﬁi n said heterocycles can optionally be condensed
to th¥ sa r]dB??SW or the said group Hetar; and wherein all heteroaryl,
25 pheny| retdnebrtioee: Y68cO5VaHhd (0,031 Fdn en\A5% eertenifiilegimine §5% agtenitilar e
optionall f ' [ ituents of the said group Ar or the
said gr ou%‘sﬁggg\?&%gﬁro&ﬁeﬁéé ,5%5;35?12% by one or nore substituents sel ected
fromthe group consisting of hal ogens, pseudohal ogens, Cl-C3-al kyl, OH,

C, - C3- al kpxyzo4and GERLIBIROSNK5-METHANSELFONYLAMENGENDAN-2F onat i ¢,  mono-
or bicyclic heterocyc| %lﬁﬁmng one or nore heteroatons selected from
the gtdup consisti ngLH? ; S; the group Hetar is a 5 to 10-nenbered,
aromat i c,¥mm}medsu&wcy4g,1c het erocycl e contai ning one or nore heteroatons
selected fromthe gro eNnsi sthndo \ ) 1,118
the gr oupreA‘?m’log'QB‘P'neg rﬂ/‘ﬁp(gﬁggﬁzﬁ (9%3 ('ﬂg:rA l\)lnté’g?ﬁ qﬁg@?}ﬁﬂsﬁ ?%O%r@ g.géélﬁtrﬂe
PCT/ EP02/ 05444, Nergk Porosplaey Bat 2xPSmmahnyl anmine in any of its stereoisoneric
forms or a mxture thereof in any ratio or a pharmaceutically acceptable
salt thereof according to claiml or_ 2, V\heéﬁ'%iﬁimforwla () R is H,
hal oga®h oEX395¢4- al Ny(P-BENZENESUF QN YiAM YARRz-Yldedbsendent Iy has the
sanme neani ng as R ; FRiBOROBENZAMBOE s phenyl or a group Hetar both of
whi ch can beﬁ]ngUbStidt#heﬂ or carry one or nore substituents selected from
the group M3Hs) BEIEGF hal ogens; " ON. NH2; unsubstituted and at | east
nmonosubst idtention-tithe: @B8%A(959h H,0Z005YaTHeantpl 95%acaonittlea HRymyd5% @cetamirie k oxy,
(C, -Ca-al kyd ).amin meles yl)am no, the substituents of which are
sel ected :jI'SS)nH ’mg&ér@&(épgéorrggf %ﬁknnghgf F, C, -C3-al koxy,
(C1C3=2al kyl ) mercapt o, and NH2; C3-CS-al kandiyl; phenyl; heteroaryl; phenyl -
or heter Og&/ k9«f.ub5t NL%IWO‘EIOI@AN-EWE)-W%U@D-BENZ-A(MiBEkYJ\NGDON-(S-

-a

(6 Chal kyl) 00 pRBAMGHRAN-ANI R SloRAHERZMIOE G o~ Oy

’

- %25!42%3;0 (@h-lléghﬁ& _ -@ga&,ﬁlz-ylc):_@-mhdwbm@ﬁmwzm diGONYIGN-1C4-ral RIB, 926
s AT s S SRSy T v i

(C, - Caoal kiydpva@z Mfer3Catimingyat RT thameixgise waspaedagfodee and-exraptssh sithsatbXlr at ed
al i phatic, HOAORY | 9o dnd t&m&m@&gg%fa%ﬁ&aw&mau&%@@amm&ng 1to3

“het er oat ons sel'‘ec om { he group nsistipg of N, _O and ich .

het er ocycllhe twariseraers wWese beﬁt"ég fram dhie HB?‘%B% means of # PESh: J’ﬁjs[ed\'g?ﬁ"’éﬁmpr om
the group (GABSheptandetryl doalrgens, C, - C3-al kyl, CI1-C3-al koxy, OH, oxo and
"CF3, and wherein said heterocycles can optionally be condensed to the said
phenyl or the said group Hetar; and wherein all heteroaryl, phenyl,

het er ogr yIEX 39683 ni INJ(4BROMORINDAN-2-0t)d-FLUPROBENZAMIRE are optional |y

present in the sai d(ﬁHRﬂ'ﬁUﬁﬁksl)Of the said



WO 02/ 064545 - 119 PCT/ EPO2/ 01444 phenyl or the said group Hetar, can be
substituted by one or nore substituents selected fromthe group consisting
of hal og ggdohal ogens, C -C3-alkyl, OH C-- C3-al koxyer/@psh/dha 5

het er oary |s a5 to 10-menbered, aromatic, nono- or bi cyclic heterocycle
contai ning one, two or three heteroatons sel ected fromthe group consi sting
of NN Oand S; the group Hetar is a 5 -9 -10- menbered, aromatic, nono- or

bi cyclic heterocycle containing one, two or three het er oat ons sel ected from
the group consisting of N, O10 and S; mis Oor 2. 4. An acylated indanyl
amine in By 16P°Cts stereoisoneric forms or a nmixture thereof in ~ 5 any
rati o or a pharnaceutically acceptable salt thereof according to any of the

cl ai s 1 wher ei C -C4-al kyl;
20 R2 and %g% eaEF@F‘iﬁQgP‘EﬂWIé}X&i fﬁyuhig&mgmam ng as R-; A
. and B are each CHZ; (HNANTIOMBRIIr a group Hetar both of which can be
unsubsgltut edM%FCcarry one or nore substituents selected fromthe group

consi s ; C,-C3-al kyl; C1C3-al koxynet hyl ;
2- am no- 3 3, 3 trifluoro-propyl-; CF3; C3-CS-al kandiyl; phenyl; heteroaryl;

benzyl ; garyl - ﬁefsf&bmﬁb O-mMIBARLK 4F’bﬁmw BBRZAMIDE Or onet hoxy;

2,2, 2tr| uoroetho al k nmer c ;

pheny! ner diptcgmppend @@S &PF@Wefis"ﬁW g)‘@‘%ﬁxgé é §¥ﬂt hg\//‘PB %0586 A and B.
(C -c4-al EMb}ﬁ]Srhﬁ@suraj @4e>- C4-al kyl )am no; (C, -C3-al kyl ) - CONH-;

(G -C3-al QZNH- C~-C3-al kyl ) CO phenyl -CO - OCH20-; - OCFzZO;

- crecio- ML Kyl ): - CONH2; - CONH(Gi - C4- al kyl ) :

- CON( di (Cpoﬁﬂtxai layl )); CN; -S02NH2; -SQzNH(C~-C4-al kyl); 35

-SQZN(di (G -C4-al kyl)); pyrrolidinyl; piperidinyl; norpholinyl; and

t hi onor phol i nyl ; WO 02/ 064545 - 120 PCT/ EPQ2/ 01444 and wherein_all
het er oar yIEX 398Awy | , HIdsBOBO-N-5e@ri BUARQPHEN NP AN YA BENZ

whi ch are, Q%B?P%Wolm SRBRIbehAnt B@ro‘ﬁﬁ! déuﬁ@b@frrlgt(qeﬂﬁrﬁo!)fofhfhﬂxﬁﬁéﬂf phenyl or

the said group Hetar, can be subs d by one | tuen
sel ectléd F‘Uﬁ?ﬂ?’@"&rﬂﬁrﬁ Ruprerbeyza eb re Vo JEMen géégg%‘ﬁaﬁgg Qmo- df“{a“ z
- G3-al kyl ; lqiﬂu&o*ben%nﬁlbk(@éqmveaﬁhﬂo%tm)%) helOSmga(M4mmoBdiaemtre¢iydmﬂmbt he

g;g;gl ;FnSI é%%‘i}gg é éézu(-ﬁ[ﬂij/s?mpln%/ﬂ § h'h%{féﬁl pall g&z\%r%lsusﬂeﬁgé(mnmlydf’
pyri dyl , " pyatérnira mnm olb«hnzadwxyethaxtﬂ, yahdertmrnmgnn atmosphereh e Bimedopyet 2h at
qui nol i nyl 80°C. JBl’?eo i (ﬁi‘% z%y our%H’)rﬁg \'vﬁl\flll ’thequUnggﬁ Qli'e)rg: dplta{en\gég ﬁlltered off and

benzofuranyl enzo enzot |op en azo
Hetar 20s seystallized fromnethyt agetaiafexanssi] §9|rns @ﬁ%)f‘lrﬂypro Wgﬂ&fwwpﬂ )léﬁw
t hi azol yl ’mda?loi Di)eRkathide, RZ PIL, werebtamdy! . pyrazolyl, im dazolyl,

pyri dazi nyl,
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) 71mg (11%) 4-fluoro-N-[4-(4-fluorophenyl)-
indan-2-yl}-benzamide, mp.: 157°C.

EX 399: N-(5-ACETYL-INDAN-2-YL)-4-FLUORO-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/HCl,

extracted with dichloromethane, the organic phase was dried with Na;SO, and evaporated.

yield:1.0 g (85%) mp.: 148°C

There were obtained in an analogous way:

35
EX 400: N-(5-BENZOYL-INDAN-2-YL)-4-FLUORO-BENZAMIDE



15 pyrazinyl, pyridyl, pyrimdinyl, benzoi mdazolyl, benzthiazolyl,
benzoxazol yl, quinolinyl, isoquinolinyl, quinoxalinyl, quinazolyl, indolyl,
benzofuraﬂyhymggpzodloonyI benzot hi ophenyl , and i ndazol y¢r/Epy20iivsacy! at ed
i ndanyl amne in any of its stereoisoneric forms or a mxture thereof in 20
any ratio or a pharmaceutically acceptable salt thereof according to any of
the clainms 1 to 4, wherein in the fortA%a (1) R~ is H, hal ogen or

C -C-alkyl; 25 R2, R3 and R4 are each H A and B are each CH2; RS is

sel ected fron1the group consisting of: 4-fluorophenyl, 4-ch|oropheny|, 4 30
br onophefa.. 654C (C, - C3-al koxy) - phenyl , 4-trifl uoronethoxyphenyl,

2- br ono- 4f|uoropheny| 2-chl or o- 4- quorophenyI, 3, 4- di net hyl phenyl ,

2 0 R A S SIS e Y SN TR e
. 3-fl uor o- 4- net hyl pFEAYORO-BERZAMIBE 5 FRIF1IAIIORONEFDATEL 444

gegZSF gl‘»@' OX@' 5f85m}qdl)51% (g-agétw Hah ZWZ; Aubrodbeh-2Rle-weré dissolved in 20 ml
1- ( 4- chI dnoepmenyl() 1 5mi r0|0f1¢ ubdEbntheny 1501 g \+-34 omenol). \N.N-dimethylmethylene-

1-(4-f1ugpps éh}én@e @@e%ﬁgﬁ/%e?or@'ﬂﬁé’ﬁﬁ%ﬁieewés WdatedlurdeP 8RR Forogt0 RS- V! |
1 H-|ndole4 H-|noe6- -i sop rogé/tadgm%rlfluororret

H- benzoi ﬁh%&?ﬂ’éﬁ'@ﬁ%mwmmﬂWHﬂﬂd o\glt(byatexi extr ethyl acetate, an tl-ne fesidue
tetr ahydbﬁtaﬂiﬂdn@ﬁ@ir i é\fa‘pﬁraﬁbn dap h éraytionfatetir ibly| ungansedhyprepHHPL@z GREIS- yI
2- (2hydr O)éé ﬁ/ l%txﬁﬂl H- b n20| E] dazol e-5-yl, 2-(4-cyano-phenyl)-
HoenZBi ni28d9 mr%cte Aidk azol e- 5-yl,

2, 4- di netyiald:-90ymg nfaimsleuﬁesybl,l (W%)jl met hyl -t hi azol e- 5-yl ,

2, 5-di ”Btlﬂg('fj_g- Ji Hhsy! 460 51% Y186 %S/?Hd Nretiy 6391*1&{?3/211 1th?¥f)f05?«33r(§ﬂ 2H

2,5-d t I met
pyr azlolrrgﬂ}-lzy), 3. 6 (m, ,OCH&”‘Sy:& PR Sﬂgyﬁé o-Hp- hét%o@??’“ﬁﬂ%rﬁg é‘Y‘\Iﬂ) 7.3 (

2, 6-di ”Etzlﬂv'm""”@ 3721_‘; 2mm7207%5%wmemyl Tmpr {si18-Mt), 7.90-8.00 (m, 2H,
2- am no- 6-,,;;;;)1 fro- pyr| am nopyrid-3-yl,

2- chilr o6 Wethy! - pyr|d 3-yl, 2-chloro-pyrid-4-yl,

2-cycl opropyl- 4nethy|-thiazo|e 5-yl,

2- di met hyl ani id-4-yl,
> et iyl - AR ALVORG PP g FGETIRREENLETY, 1
met hyl - 1H ben20| m BENZAMIDE , 2- net hyI 3H benzoi m dazol e- 5-yl ,

2- et hyl - t I ]

5. x " hzl 4 gg{ 55 Eﬁ?lm Wilceg'”l dJn 218 )qnﬁﬁ&l{lbﬁ?i'arn;lge Fe¥d dissolved in 10ml

2- rmr%@hoqurmﬁthgﬂd,pt)bﬁil rwemgd2énynol) zocbymr Bl ware pededy; ﬂlezfnwure was

g 5-di ”eg\b%kedl-uﬁ'b ufo%mg%n{h m&mcﬁ RBr&akmgGold vaa&é hufmay»ffazu ne-2-yl,

am no- 5net yi.aglne- - am no- pyrazi ne- 2-y

3- di et hyligfh %}9“&{@ ‘ﬁy‘?‘ppllui%)cl 3 20 ~ di net hyl am no- phenyl ,

3H benzoi m dazol e-5-yl, 1 H benzoi i dazol e- 5- yl,

3net hane | a n thy 3- nethanesulfonylanlno phenyl,

3- nethyl?§5§ %e éhé2%§% rﬁﬁogg&&ﬁ yl - phenyl, 3-piperidin-1-yl- phenyl,
3- pynbolldln 1-yl phenyl, 4-(2,2,2-trifl uoro- ethoxy) phenyl ,

4, 6- di et )’ ri d-gpp lfo-fNﬂ[sﬂFﬂ?ﬁ@kWﬁEMLmrm,)tmﬁsz-Ym-

4- am no- yr|n1 ne- 5-yl', 4-chloro-3 25
nethanesulfonylamlﬁﬁ E 4% chl or o- 3- sul f anoyl - phenyl
4-nethy|,§Pevoxjanino phenyl 4- et hyl -t hi azol e-5-yl, pyridine-2-yl,
5,6, 7, 8-tetrahydro- qU|noI|ne 3-yl, 5-am no-1-phenyl -1 H pyrazol e-4-yl,
5- met hanesul f onyl - 2- net hyl phenyl 5- met hyl - 1- phenyl - 1 éﬂazole 4-yl ,
5- met juy| -EXa04zol e-BFLUOBOMMWRDXY}JFDAMﬂﬁLhFENZX DEe- 2-ylI ,
6-chl oro &géxxln UdefhioRy-Yhdan®- b@hﬁﬁ{hﬂa’h@f@a}@gmeal ﬁlsa,m,
‘6-et hynylpx%&d- - PI)Q ﬁlY&{)‘ @Heﬁﬁé?’ yapl %2 , érret oxy > |

6- net hyi - dtelnlhgmmﬁhamgr b’ymldl% yMO h@&mmbaqmws (byk H‘zi“ﬁ’é‘?r‘&?‘{"thane) bre

6- et hyl @GEH Othd vVHole @a@’%ﬁﬂ&? lfd)ﬂBG’rnﬁh -aP T, OFh3- r)é&ultmg mlxture was poured onto
“6-pyrrolidin- 1-yl - -3-y dazol

9
- 71 £ P uotOohargee Wieh dhosorgpic plas st DTS Hithoveidrs s syamgraleg pod
4- et Eyj sudhéamlup@&mydmecﬁwmtmmtear Enmhilomrr]mya:uphwgﬂ&:m hmr?%/aambﬁmytl Ipﬁenyl :
3- et hoxyc en xycar bony p eny 2br ono- 4- chl or ophenyl ,
2,3-dichV®F@8ﬁ%ﬂ€F én%h?gf Q -(propane -sul fonyl) WO 02/ 064545 - 122
PCT/ EPO2/ 01444 t hi ophene-2-yl, 4-brono-2-chl orophenyl, 4-methoxyphenyl,
4- et hoxyphenyl , 3nethoxypheny|, 3- et hoxyphenyl , 2-nethyl -t hi ophene- 3-yl,
3-chl or o- 4- net hyl t hi ophene- 2-yl, 5-brono-thi ophene-2-yl,
5-chl oro-t hi ophene-2-yl, 5-nethylthiophene-2-yl, 4-nethyl-thiophene-2-yl,
3-net hyl -t hi ophene-2-yl, 5-acetyl




5 t hi ophene-2-yl, pyridine-3-yl, pyridine-4-yl, 4-trifluoronethyl-phenyl,

4et hyl am nophenyl, 4-net hyl am nophenyl, 2-am nophenyl,

4- br ono- 20b haeesehenyl . 2-chl oro-phenyl, 3-chl or o- 4- met hydr/RB@AM bas

4- chl or o- 3- net hyl - phenyl , 2-chl or o- 3net hyl - phenyl, 2-nmethyl -phenyl,

2- acet oxy- 4- et hyl - phenyl , 2-acet oxy- 4-et hoxyphenyl,

2- acet oxy- 4- net hoxy- phenyl, 4-trifl uof®het hyl sul fanyl -phenyl, 1 o

napht hal ene-2-yl, 1, 1-di net hyl -i ndan-4-yl, 3-isobutyrylam no-phenyl,

3- (2, 2di net hyl propi onyl am no) - phenyl, 2-bronophenyl, 2-fluorophenyl,

3- br ono- sﬁi«ﬂd:r%mmgl{ilé%ﬁém: Y9S7C, 3-chl or o- 6- f | uor o- benzo[ b] t hi ophene- 2-yl

and 3, 4-di chl orobenzo[ b] t hi ophene-2-yl. 15 6. An acyl ated i ndanyl am ne or

a pharmaceutically acce |t thereof ac i ainms 1

fo 5. SelERdl 1 r oBIVAERPOYHIINLE o1 Ry FERFEUROBERZOILAMING)-

. Nindan-2-yl -4-tri INDANSEYDWHSTERZzan de, 5-brono-thi ophene-2-carboxylic
acid i_ndap- 2- 1 de, 25 hydr ind - - byl - Lde.

4- et m;l S3&:15%g(}.?ﬁpwag#:%g(%?-lﬁ-ﬁ%leghrﬁo%%ag-ﬂ}l5-6;%1&?:' WO HRHVEEin 2ml of

2, 2-di f | ynyridirieer] 20 rhg AP 20001 -8 - eatrsgylfonic acidd chlatidn -veero Gdgeda ange the

2, 5-di net =1 ol opyl - 1H- pyrrol e- 3-carboxylic acid

i ndan- 2y|’§%hﬁ_gé,“%?%'?ééﬁ?§3%- e,?i/of ur an- 5- carboxyljic aci q_ i ndacp- 2Ya| argi de, 1

H- i ndol e-Breanixéxy Wag deapped Pri@dse walpr exfragted witloethyl aggtate. The residue obtaine

2- (i ndan-grey ldeAhY ITBY NSO, MRhh W o egbMatography on silica with a mixture of

2-am no- N-,1 ndan-2-yl -b nzaﬂﬁj_;g, , 5-di met hyl - 1H pyrrol e- 3car boxylic acid

i ndanl02- ydighprgmet -F/ﬁlqa]ﬂ"‘? ‘ophene- 2- carboxylic acid indan-2 25 yl ami de,

3- chl or o-vieldealing (41b)ophene- 2- car boxyl i ¢ aci d i ndan-2-yl ani de,

3- net hyl tihj 2" yhi ingly I_pehaR- 2- | 88, -

3 oLl PRUSIIE SRR RRILALE A CHY: 320 4 9 i), 470 i, 1

N-i ndan- 2CHINY; 686 kdd, d tl, Hah 91 9SHd A Ha il He?.20 (d,1H, H'), 7.28 (t, 2H, H ), 7.68 (1,

3-chl or o- 4}y (jpme 2 )i phe pehedh cap®oX WHY aci d indan-2-yl am de,
5- et hyl -%"p en ’?%(—)Ip??gagg’%’f car boxylic e)lci d %dan)- 2-yl am de,

5- acetyl -t hi ophene- 2- carboxylic acid 30 i ndan-2-yl am de, and

2- chl or o- fhdrédlagoBainkd, fn BB hhatbgdlis Gyt nam de. WO 02/ 064545 -123
PCT/ EP0O2/ 01444 7. An acyl ated i nanyl am ne according to any of clains 1 to

6 in any of its stereoisoneric forms or a mxture thereof in any ratio or a
phar maceugXciobt y aMETHANESEA/RONIGr eACIDor 24(4-FLIHOROBENSONLAMINOG- 8.

The use of an acyl alw 'gj@g‘yllssfﬁkne in any of its stereoisoneric fornms or
a mxture thereof i rati o or a pharmaceutically acceptable salt

therezff att EDPMPQ,BONEIZ)eROBA1d,1 28 nGHa-)( 1328(ddp2Rp-GHaxR 38 §s, 3UNCH3) ~ A H
Ra  wher e} R)) 7 det 11%), Fromeeashudt hepsgedseqhg3tf HOm t he
group conggérﬁﬁr@gflwgﬁ%’sﬁgggffgﬁgg / am I eastgm)nosubsti tuted C ~-C,
-al kyl, A4-C ),g].%s(vﬁﬂddaﬁﬁ,ﬁz 5)C- (‘ﬁg‘ﬂir)l the substituents of which are
selected fromthe group consisting of F, OH Cl-Cg-al koxy,

(C~- Cg- al kx! 407 capi-prYROXSMRGH PONFORY - FURA ZANBEARBOXYLAMAGID! east
nonosubsti tut ed phenél and heteroaryl, the substituents of which are

sel ected fromthe HYLAMIBE of hal ogens, pseudohal ogens, C, - C3al kyl ,

C -CG3-alk a 3 WNSUNSt it n : 0 j dfpheny! and

20 heter 03%8, Q?ﬁ)g: W&sﬂﬁﬁ%ﬁrﬂng c??lg %\/ﬁhygﬂoq%?%&gﬁlgc dw%trjnﬁ%ﬁltg%gs %p

consi st i nHyd@bxyhdtREEN6xygeatditaiboggar, andi 298MgaR195| mmGlesBiettiylamine avete CF3;

ROCO; CONR-R- ~; COOR1Z; CF3; hal ogerhs; pseudohal oxq&rns; NR13 41;1 5 BSé'

S( O) nR-6; stEred\m-40R%G:in Fnepl sghanol for 4 The reaction mixture was poured on 20g 1c
/diluted HCl 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



25 R2 and R3 are independently fromeach other selected fromthe group
consisting of: H hal ogens; pseudohal ogens; unsubstituted and at | east
nonosubs C~al kyl the substituents of which are romthe
group coﬁié(lsg%/ﬁﬁégof OH, phenyl, and heteroaryl; OH Cl1- Cﬁgpggi@ﬁ4%henoxy,
S(OnR~9; CF3; CN, NO2; (C -C, aI kyl )am no; di (C C~-al kyl ) am no;

(C1- C6- al kyl ) - CONH-; unsubstituted anddat WO 02/ 064545 - 124

PCT/ EP0O2/ 01444 | east nonosubstituted phenyl - CONH- and phenyl - S02-O, the
substituents of which are selected fromthe group consisting of hal ogens,
pseudohal ogens, CH3 and net hoxy; (C, -C6-al kyl)S02-0O; unsubstituted and at

! efiSt t ng@é&ﬁBSE it Uh@iﬁ@ﬁ(ﬁﬁ%ﬁﬂﬁ@%nméﬁg C’Emnmlngi | \)A/ni ch are

sel ecte om 0 stin |§ .- C3; no

pyrroli dﬁ&@l m&nzl Bg @"E‘H?ﬁay "ngﬁhgﬁ'ﬁén@or?ﬁe“ depﬁé%@l méat(?’m{‘)f TR can
. b bst afusiigidimivicliodd nbr e080bshgt L& fomooles) heb pmetbylgimgiang f
e e e e e
consi st i thg ofactBh mirthirChvas o3l ank40g iceRsh¢ aqueqys aphasarwasy exiragteéuwlthiet ar
both of M&%n%ﬂ@n&e a8 SHO ohdbite@ Yo %ﬁm‘éaﬁﬁ eso%r@revﬁﬂfrﬁeéi qgs@ﬂyﬁé&@mﬁle

sel ect ed roup consi sting | ogens; pseudghal ogens; 15 NH2;
unsubst i sepasatioarad tbﬁ W%‘é@mefﬁmé’ﬁlﬂﬁ‘ﬁdﬂ?}’t @H‘”@F‘L"@ apay Ry st ICEIZ‘S‘@g nhepiaesl | czC

- a: tyrﬁll ethy: 1acet@te~6 1Eh|s lémé)it I(r&tionflCVL\lhﬂucﬁbWM MFHMangF?I)%eﬁ@Ihnldﬁfractlon

-al kyl)amn Ltue [ are selected fromthe group
consi'@ti ﬁlg ?ﬂuo dﬁ"o ?{Fﬁ?}g ‘icfr oxy, (C,-CR-alkyl)mercapto, NH2, (C
i - Cg-al kyl ) am no and d| (C, - Cgal kyI )am no; C3-CS-al kandi yl; phenyl;

het eroar)ﬂ%fﬁ% I- orctg%eroaryl substituted C, 20 C4-al kyl; CF3; NO2; OH

phenoxy; SQV’W Cl-al kyl )COO S(O nR2; SH;, phenyl am no;
benzyl aniretenticnaim€, 0,33 kyl ) - CONH-; (C, - d a- al kyI ) - CON(C, - HAal kyl ) -

phenyl - %ﬁ% henyl - CON(C, - C4- al kyl)-; heteroaryl - CONH;

het er oary C4-al kyl)-; (C, -Cl-al kyl)-CO phenyl-CO heteroaryl-CG

CF3- @®, - OCH20-; -OCFzO ; OCHZCHZO - CH2CH20-; COOR2~; CONR22Rz3;

CNS( NHZ) E)?ﬁO‘ﬁOZNRa‘ﬁZ@OH@ DO- ﬁﬁ)m&@) leNZIA%MIDE 7and ms) atu (rj at ed
and at t nonou sat [ ucl ear 5- to 7-nmenbere

het er ocy §°’&‘Bﬂ %’ti‘“‘f‘gacigowg‘lggﬁp ?JB%Q@& ected fromthe group

consi sti rﬁM-ld-I*] hhea@red]dSS whi ch heterocycles can be substituted by one or

more subsftituents cted fromthe group consisting of hal ogens,
Cl- C3- al Isé}Fﬁty%n{}%g'S@ oxy, OH, oxo and CF3, and wherein 30 said

het er20cy cbnditiomrd opti onal |y be condensed to the said group Ar or the said
group Hetar; and wherein all aryI het eroaryl, phenyl, aryl-containing,

e e o SR 2 B ORI - G AR YRS i R S
Het ar, can be substBENngmmE one or nore substituents selected fromthe
085 ar 0wt 48 cmledf i RE AR 3 I Rlone bl 5l iapelldumany,
f romashe agetatep 3domgi tgit 0 -tudylophoisphi®; ag] 88Img (0. 7dtmmhleglapardluordstireneuwers by
one or ”%fognb%é*a%h 2&“%@5&@5’) ﬁﬁrﬁistlfrfeg Mk &Cre@lL Yo Qp'ﬁxb &Ql)ﬂfthe': veaction

C, - Cg- al KO; am no; ary

het er oar ymxme V5- mu@d n AN “’cﬁf] l%%ﬂgﬁﬁeédfl@%? X f%rcxmﬁt\‘:ﬂ yvith
substit U%C\ga&%lt@ﬁﬁ@%ef fe@umlh@@olﬂﬁ@fu drié®and svapogated tddtyd@en The Cesidat ofll koxy,

and di (Cwas punlﬁled aunsllrpgo prep. IﬁPEE' ﬁnoegatgér%ght he(RQ’rIQUpace?omtn“?e/th%r ?‘%
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:



H C~ -C ~ -alkyl which can be substituted by one or nore substituents

sel ected from 10 the group consisting of F, C, -C8-alkoxy,

di (G - C8vibh kyhosys no and phenyl; phenyl; indanyl; and hetgepapydoisand
wherei n each of the aforementioned aromatic groups can be unsubstituted or
carry one or nore substituents fromthe group consisting of hal ogens,
pseudohal ogens, C, -C3-alkyl, C -C3-al kBxy and CF3; t5 R8 is H or

C~-C -alkyl; RO is selected fromthe group consisting of: C ~-C, -alkyl

whi ch can be unsubstituted or carry one or nore substituents fromthe group
consisting of: F, (C, -C4)-al koxy, di (C~C3-al kyl)am no; and unsubstituted

- and at | epRlygDnos WpRL L BO PRYDCARBANRO VALY ENSRSXND AN PIRAL | tuent s of
which are sel ect ed

e oup consi sting of C -C3al kyl, C3- al koxy,
hal ogens, pseudohalfdgé@RO-B E&@& DE- i ndependently has the same neaning as

R: 25 R~[M+HT]dmg.ma@rgsl3y has the same neaning as R8; Rt 2 |ndependently has
t he sarre meani n 5? R~3 is selected fromthe group consisting of: H
C~- C6-"al kﬂﬂeml%g % uted and 30 substituted phenyl, benzyl, heteroaryl,

( C~- C6- al ¢oplditioBd phenyl - CO, and heteroaryl CO the substituents of whi ch
are selected fromthe group consisting of hal ogens, pseudohal ogens,

Cl-C3-al kyl, C 1-C3-al koxy, and CF3, and wherein one or nore of these
subst i t ueFX#H12an bet- ELHSH*@*N-%(Q?MORA’MWWL@ QXO-PROBENY L}rani ng as
R13; WO 02/ 064545@&1@@ Yﬁfﬁ P4 R S is selected fromthe group
consi stin H, i -al kyl; (C C3 al koxy)-C i-C3al kyl; and

subst 1% ut ”éh]dn%%%fﬁgéi%t ut ed benzyl phenyl and heteroaryl, the

subst i t uertdntioh-tiMet 4)33are sel ected from t he group consisting of hal ogens,
pseudohal g&@ﬂ Cl - C3-al kyl, ClI-C3-al koxy, and CF3, and wherein one or nore
of 5 thes B)?t ftuents can be present; R6 is selected fromthe group
consi sting of: Cl-Cl-al kyI V\/ni ch can be substitut ed by one or nore

aryloxy, FEMRE S e“ﬁq“ cagta 6 g&wm EAMOVE) YNV INBARLZ 02

di (C, 18- al kyl )am n ptEut ed and unsubstituted phenyl and
het er oar th+ @ddgl%al 435ent s of which are selected fromthe group
consi sting of, 'hal ogg{gg pseudohal ogens, C, -C3-al kyl, G -C3al koxy and CF3,
and wher elS#18RB-81€ Ade of these substitutents can be present; R'
i ndependegddditidnas t he sane neaning as R ; 15 R 8 independently has the sane
meaning as R8; R 9 independently has the sane neaning as R 6;
20 EX414: 4-FLUORO-N-[4-(3-TRIFLUOROMETHYL-PHENYL)-INDAN-2-
YL]-BENZAMIDE
150 mg (0.45 mmoles) 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 4135: N-[4-(3,5-DICHLORO-PHENYL)-INDAN-2-YL}-4-FLUORO-



20 R2 independently has the sane neaning as R 6; R2' independently has the
same neaning as R6; 25 R22 independently has the same meaning as R ; R23

i ndependgpg byodlas t he same neaning as Rg; R24 independent i:(\ZT/hﬁ@z/(ﬁlilﬁ same
nmeaning as R'; 30 R25 independently has the sane meaning as RS8;

i ndependently has the same neaning as R 6; R2' independently has the sane
nmeaning as R 6; 35 WO 02/ 064545 - 12796-PCT/ EPO2/ 01444 heteroaryl is a S
to 10-nenbered, aromatic, nono- or bicyclic heterocycle containing one or
nore het eroatons sel ect ed fromthe group consisting of NN Oand S; the
group Hetar |s a 5 BENYAMERBered, aromatic, nono- or bicyclic heterocycle
' cont al @s‘ﬁfed”%(? het er oat oms sel ected fromthe group consi sting of
N, O and W phenyl, naphth-1-yl or naphth-2-yl; to the group Ar is
phenyl! , nmm@m 50?8 naphth-2-yl: mis 0, 1 or 2; for the manufacture of
a medi canggidifigi: at he stinul ation of t he expression of 15 endotheli al

NO-synt hase. 9. The use according to claim8, wherein in the formula (1) 20
R is $elected fromthe group consisting of: H G -Ca-alkyl; Cl -C4-al koxy;
CF3: hal 0g3nét6: pseuddAIOBERN:-(4 THIQPHANYL-INDAN-2-YErB DEt ut ed and

at | east | g phenyl and heteroaryl, the substituents of which
are sel ecr@ggfr%%&%ul&%& gSoup consi sting of hal ogens, pseudohal ogens,

Cl - C3- al kydtenton=t@ge:HKoxy and CF3, and where heteroaryl is selected from
the group gofisésti ng of 5- and 6 25 nenbered heterocycl es containing one or
nore heteroatons fromthe group consisting of NN, O and S; R2 and R3 are

i ndepéfidently from each other selected fromthe group consisting of H

hal ogens; mssLdohal NgRRG-CHLOKD-TBIGPKREN-2-YL)-INDAN-2-YL]-4-FLUORO-

BENZAMIDE
[M+H"] measured: 372
retention-time: 2,98
15  condition: b

EX 418: 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-PYRIDIN-3-YL-INDAN-2-YL)-BENZAMIDE;
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



30 R4 independently has the sane neaning as Rl; Ais selected fromthe
group consisting of CH2 and CHOH; WO 02/064545 - 128 B is selected from
the grougy@@sdssdsi ng of CH2 and CH CH3; PCT/ EP02/ 01444 RSp¢REMMNPHP Ar or
a group Hetar both of which can be unsubstituted or carry one or nore
substituents selected fromthe group consisting of: halogens; CN, NH2; 5
unsubstituted and at |east nonosubstitted C -Cg-al kyl, CzZ-C8-al kenyl ,

Cz- C8al kynyl, C~-C8-al koxy, (G -Cg-al kyl)am no, and di (C, - Cg-al kyl ) am no,
the substituents of which are selected fromthe group consisting of F,

C, - C6- al KMl measwesdy40Q C, - 06- al kyl ) mercapto, NH2, (C, - C6-al kyl )ani no, and
- di (C~- Cogdtntionalthé1@,96C3- CS- al kandi yl ; phenyl; heteroaryl; phenyl- or
heteroar\F/I -substituted 1o C -C2-al kyl; CF3; OH phenoxy; benzyl oxy;

(C, -C6-a %‘ﬁfﬁt)‘  S(OmM(C, -06)-al kyl; S(Omphenyl; S(Omheteroaryl; SH;

. phenyl am no; benzyl am no; (C, -C6-al kyl ) CONH-; :

her e?ga?;?lw @5\1&0\'( ﬁ’é@'e%?i)s?r:w L%‘%@Wm W&@*ﬂ?ﬁ&% kyl) -

phenyl - CO het er 0aBENZAMIBE3- CO, - OCH20- ; - OCF20-; - OCHZCHZO-; 15

CH2CH2O- | Gla&Beahky!); - CONHz; - CONH(C, - C6-al kyl ) ;
-CON(di (€, - C-al Kyl )): CNH(NH2); - SOZNH2; - SO2NH(Cl - C6- al kyl ) ;
- SOZNH( pR&eRHop-tt Xi (C,-C6-alkyl)): (C I-06-al kyl)SQZNH; (C

1- C~- al kgbaddG¥NGBC ~- C6- al kyl ) -; phenyl - SO2NH-; phenyl - SO2N( C~- C6- al kyl ) -;
het er paryl - SO2NH-; het er oar yl SO2N( C1- C6- al kyl )-; and saturated and at | east
nonodfsat urat ed al i phatic, 20 nononuclear 5- to 7-nenbered heterocycles

cont ai ni BX 423:0 3 NeldeBoQY ANO-PHENYEFINDAN 2RELGANIUORQ-BENZAMIDE, O
and S, W#’ﬁ@ﬁ?ﬁﬁ%@”%?s can be substituted by one or nore substituents
dfro )

sel ecte mthe group consisting of halogens, C 1-C--al kyl, ClI-C3-al koxy,
OH, oxo astent@metimeidbiher ei n sai d heterocycl es can optionally be condensed
to the sapfdifsPWp Ar or the said group Hetar; and wherein all heteroaryl,
z5 phenyl, heteroaryl -containing and phenyl -cont ai ni ng groups, which are
optidAally present in the said substituents of the said group Ar or the

sai d grox 4gd:ar, OR[E-(23-PIPEUCGRORHEN YA)dNDANR-¥ L3 4ELUORO s sel ect ed
fromthe group cong@ﬁi&gnﬁ hal ogens, pseudohal ogens, Cl-C3-al kyl, OH,

Cl - C3- al koxy, and ; gt‘eroaryl is abto 10-nmenbered, aromatic, nono-
or bi cycl[M+Hi¢measayt|368cont ai ni ng one or nore heteroatons sel ected from

t he grouqe&m_ﬁﬁxi{%ﬁ)f N, Oand S; the group Hetar is a 5 to 10-nenbered,
aromatic, nono- or Dbicyclic heterocycle containing one or nore heteroatons
sel ec0ed donditan:Be group consisting of N, Oand 35 S; WD 02/ 064545 - 129
the group Ar is phenyl, naphth-1-yl or naphth-2-yl; mis 0 or 2. 5 10. The

o STk ads! ©, SN CARBAMEYL PN LI IRDAN-ZH -4 PLUBRD? M hal ogen
BENZAMIDE ,
[M+H'] measured: 375
25  retention-time: 4,38

condition: a

EX 426: 5-0X0-1-PHENYL-4,5-DIHYDRO-1H-PYRAZOLE-3-CARBOXYLIC
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



Rz and R3 are each H, R4 independently has the sane neaning as R; Ais
CH2; PCT/EP02/01444 t 5 RS is phenyl or a group Hetar both of which can be

unsubst i %@?0(%4 carry one or nore substituents sel ected p&pREpsdARLLr OUP
consi sting of: hal ogens; CN, NH2; unsubstituted and at | east

nmonosubstituted C -C6-al kyl, C2- C5- al kenyl, C2-C6al kynyl, C1-C3-al koxy,
(Cl1-4-al kyl)am no, and di (Cl C4- al kyt9&mi no, the substituennts of which
are selected fromthe group consisting of F, C, -C3-al koxy, (C, 20

C3-al kyl ) nme pto, and NH2; C3-CS-al kandiyl; phenyl; heteroaryl; phenyl- or
het er oar yM ﬁci’ﬂ)me?w%él& Cz-alkyl; CF3; OH (C, - CA-al kyl)CO0,

. S(0) M C, REIMER/BYP 1:1)€,0.£a- al kyl ) - CO\IH— (C, -Ca-al kyl)-CON(C, -C4-al kyl) -
(Cl-C4-al kyl)-CO phenyl CO heteroaryl - CO CF3 CO -0CHzO; -QCF20-;

- OCHZCHzO-; -CH2CH20-; COQ(C, - C6-al kyl); -CONHz; - CONH(Ci - C4- al kyl);

- CON(di ( (EXQZS al kyM—M—ETﬂ\C[Nﬂ-NBIAZ\)-:Z YBHMORQ)BEIH(MM@E&I kyl);

- SOZNH 2 H-

(C~- (g:}ﬁarb@oé&?g N&g&gﬁgk‘tl(%}&%ﬁy 'an—(2 rlé&é %h}ﬁgasm otﬁtrrlaskégﬁ'urat ed
al i phat i dnphmmwgmhamp%bdm 7 e of e?dﬁ ﬁeteér-b%tybﬂégetbﬂnhwhaﬁ@ 310t we3

het er oat U@sS.ﬁ!n%&%ﬁ%wtﬁmnw@taaﬁmpmcwssmﬁtdm@eoweﬂél he@teand, RAWMTOER h.

het b tute bst t | f

t ﬁeeéﬁcép%ﬁéeoﬁ%, Jumhpyeaine 4 3es STt dypiucec. aeif ey (BRI and

CEB ?nd wéie héded anditkk ﬂnettm@ﬁyedl &s 16h/Tipiehulting myxthe waniikinsodith metliyb sai d
en r r

Pt o ar yraginanes At T worofy HeiaRy Sy Pt B ibionnti il e |

present iongdrie pases! wmld:)slrued wedttbe ofl remainieg dftprhexapbration tphweifisd ivdingr prap

Het ¢ f th

or oup’ conIgy ng%?‘*%%ﬁ*ﬁdé@”" g§%‘§'§r Eg’ﬁ*%“’? 21 iflce, ARYHAg 0BT {Ne

&, - C3- al ok 44%nal Gguoro- %smzanpd}’rﬂmbhﬁﬁommyqir@g@ra&éﬂrw s a

5 to 10- %@L@gh paN&fi&hioh, chm&eaﬂ (10%, am;y@ ive, 40Rdr Q& HPLE Slﬁﬂﬁlalo@f yone,
eter oa

Ll BB AR el geg e SE S mahE o S e o %ﬁwﬁvﬁm i o

het er ocy d-fluroreazamidg one, two or three heteroatons sel ected fromthe
group consisting of NNh, Oand S; ms 0 or 2. 1o 11. The use according to any
of clainms 8 to 10, wherein in the formula (I) R~ is H, hal ogen or

C~- C4- al M+HY mcaRuredrtB4R3 are each H, 20 R4 independently has the sane
meani ng argeﬁ\’twn_@n% are each CH2; RS is phenyl or a group Hetar both of
whi ch can be unsubstituted or carry one or nore substituents selected from
the gioupropditionsding of: F; C; Br; Ci-C3-alkyl; C, C3-al koxynmethyl;
2-amno-3,3,3-trifluoro- propyl ; CFS C3- CS- al kandi yl ; phenyl; heteroaryl;

benzyl: hekehg2 V! V%4 D¥noBo-1NpaR2 avff)oft(hlﬁ)aﬁ?)oﬁiéNZAMmE

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;SO; solution added. The resulting mixture was extracted twice using 150 ml ethyl
acetate each, dried using MgSO; 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 amorphous solid. Rf = 0.11.

[M+H+] measured: 508

EX 430: 3-AMINO-1-PHENYL-1H-PYRAZOLE-4-CARBOXYLIC ACID
35 INDAN-2-YLAMIDE



25 trifluoronethoxy; 2,2,2-trifluoroethoxy; (Cl-C4-alkyl)COO

(C, -C3-al kyl ) mercapt o; phenyl nercapto; (Cl-C3-al kyl)sul fonyl;

pheny! suhbj@mydessH2; (C - CA-al kyl ) ani no; di (Cl- CA-al kyl ) apg-fRpo2/01444

(C -C3-alkyl)-CONH; (C 1-C3-al kyl)-SQzZNH; (C, -C3-al kyl)CO phenyl-CG

- OCH20-; -OCF20-; -CHZCHZO; COQ(Cl-C4-alkyl); -CONHz; -CONH(CI-C4-alkyl);
-CON(di (C--C4-al kyl)); CN, -S02NHz; --Sl?z-NH( C -C4-al kyl); 30

-S02N(di (C, -C4-al kyl)); pyrrolidinyl; piperidinyl; norpholinyl; and

t hi omor phol i nyl; wherein all heteroaryl, phenyl het er oar yl - cont ai n| ng and
pheny! - c8heamipard-RierY|pdl-piazele-45asbexytic gk ﬁ§0 FreelBpk 3-apilgon kpagnyd 1H

- substi t upiiasolefs- éda&)xs/adtaw@&aﬂydoma i BeniSah£holTHEFPL : Hahd .95 Galb (a8 aguésisi t ut ed

pecudonartuptor a0 sadfd sfirfiey et Sonusuad Rakhich eRegrafire B 2 s ind B2 a5
131 PCTs&RaR/rehdvietl hekeeredaced pressusce The petuttr wan suspenged ipS cd ndiveaterragd of :

fur yI ﬂ—f lelr\]y%ed Eol é/ﬁﬂg Iusm{g %gﬁgo%ls %hkutlbﬁ %tf tH@lz %¥ yroogfé\a%v% ¥ tereh(siﬁ’lé acﬁ'f%hyl

pyrazoly
benzoi i tadal y¢c1ucbrbnmebnuaﬁzo|\9¢d B@azmeazcﬁ‘l ycp o gssmrysﬂsm,, mBoqlﬂf‘r%IOi"ﬁyl

qui noxal igbm géﬁl&azﬁi‘(éth 1'asé{%uﬁeth£ﬁnz@ﬁy£@®3l MP&NF ok gwpi S

benzot hi 0 hen I ddzoly ? ﬁ r i.s sel|lected fron&the group
consi sti PS C?an?ﬂrRheny]pW‘rpéﬂa;?Pre 4 FHIB‘P?SM 1C 4G Wry a‘?’?@t‘ﬂi‘%&rﬁl’%}? ugiegz ol yI

i soxazol yhethddyB ROIGH,ClL/DIRRAHE ¥15: 2)|9=30231a2| nyl, pyrazinyl, pyridyl,
pyrimdinyl, benzolm dazolyl, benzthiazolyl, benzoxazol yl, 10 qui noI i nyl,

i soq nollnyl qui noxal i nyl, quinazolyl, indolyl, benzofuranyl,

benzodi o*MM]nbmatBl@phenyl and i ndazol yl. 12. The use according to any
of clains 8 to 11, wherein in the formula (1) 15 R is H, halogen or
C~-C4-al k R2, R3 and R4 are each H, A and B are each CH2; 20 RS is

sel ect ed gx 83h:t he ArAVENESHOX O BHENYL-23-DIHYDRAVIH-PYRRO Eodheny | |

Zzlblr3 ormphi][llyl 4- f} Ccleﬁomhmf{ty}xcgquﬂm%vmﬁﬁmongt hO?ypheEyl
r ono- uor gp eny C I et ny en
2, 4- dﬁnetahyﬁpﬂﬁ@nw 'OXA?C}TPB‘?‘U] bﬁéﬁpp‘ﬁ%ﬂ%olez” wmwg zPCWC H$§ pﬁémﬂ d
2- hydr oxYfoHowih me b@ﬂ)d}edléi:rib’édﬁmd&qwmﬂpler%@yl phenyl , 4-phenoxyphenyl ,

2. 2- i 1| SOROURID, ﬁé’éﬁh&c@ﬁ%ﬁﬁé&gyﬁ%ﬁ’ iRy Y BB P an. sy

1-(4-ch| or o- phenyl )-5-trifluoronethyl-1H pyrazol e-4-yl,

1-(4-fl u i met hyI 1 Hpyrazole-4-yl, 1 H-benzotri azol e-5-yl,
1 Hi ndo ]:Péh/ Xill&r?-(fﬁggol e-6-y

1-isa@pr opyI 2trifl uor onet hyl - 1H— ben20| m dazol e-5-yl ,

1-met hyl -gx q3p- 1, Zwlﬁﬁﬁhtwlabm’mmgm@nmﬁmm

1-phenyl -5-trifl | di o1
i Dornsl iBaams of SBrmoX adey vl beranyis ¥ penbEiraed At LRy 08 me )
2, 4- di metpoydssiomacetat-dndyd8 mg PACHdppef) lwedre mssolmdjmrfenﬁQMF and stirred at 80°C

g gdhren;{}%{/% hhf%ﬁgoll tllo %Ls eor%'(l) d ggﬁﬁf mlterﬂlbtrg%w Lot ﬁ’lh 'of 3-bromo-pyridine
2, S- dismetadged. Ihpny,rﬁxuhepr-% mg métﬂdﬂl(dmpﬁ) yere added3ing|the mixtue stisreryar 309¢ Sy
pyrazol e-g3s ?{lThe%nﬁg.% %E Qb Sed¥d é:ﬁiblg‘nt%mpgra&:éjWM@WWRH D0 dht 3th¥A acetate.

2, 6-di net hy
he crude mixture was washed three times with 5 ml of a saturated aqueous solution of

Na,CO; each and dried over MgSQOs. 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.

[M+H"] measured: 315
There were obtained in an analogous way:

35 EX433: N-INDAN-2-YL-3-PYRIDIN-2-YL-BENZAMIDE; SALT
WITH TRIFLUORO-ACETIC ACID



PCT/ EPQ2/ 01444 pyrid-3-yl, 2-am no-4, 6-di nmet hyl -pyrid-3-yl,
2-am no- 6-chl oro-pyrid-3-yl, 2-am nopyrid-3-yl,
2-chl oro < pyrid-3-yl, 2-chloro-pyrid-4-yl, 2-cycl
met hyl -tm%@%-w , 2-di met hyl am no- 4- et hyl -t hi azol e- SPBT@WJMQ“
2-di met hyl am nopyri d-4-yl, 2-ethyl-5-nethyl -2H pyrazol e- 3- yI
2- hydr oxy- 6- net hyl - pyri d- 3-y| , 2 5 meth§-1 H benzoi m dazol e-5-yl,
2- met hyl - 34 benzoi m dazol e-5-yl, 2-nethyl -pyrid3-yl,
2-met hyl -6-trifluoronethyl-pyri d 3-yl, 2-nethyl-thiazol e-5-yl,
2- nor phol IM*Hy) measniedi 13-yl | 2- nor phol i n-4-yl -pyrim di ne-5-yl,
. 2-pyrrol Ifytéilﬂ gm_)(lln}]eoyrglgdl n- 4- yI 3, 5-di net hyl - 1H pyr azol e- 4-yl
3-am no- 5, yl - pyrazi ne- 2- yl, 3-am no-5net hyl - pyrazi ne- 2-yl,
3- ami no- pgﬁf‘gﬂloﬁ’e 2-yl, 3-dinet hyl am no- 4- net hyl - phenyl, 3 to
di et hyl am no- phenyl, 3H benzoi m dazol e-5-yl, 1H benzoi m dazol e-5-yl,

3net hanes | am an o phenyl ,
3- metlfyl |E&<§%I e- ﬁ?p%&#o%ﬁop%ﬂﬁblyr*ﬁ‘é k. ’Ls{“kﬁgeég n- 1-yl - phenyl ,
3-pyrrolidi n 1-yl phi¥H TRIEBUQRDUK(EETHDMI(}I hoxy) phenyl,
4, 6-di rret rfléaq -yé 4- am no- 2et hyl sul fanyl - pyri m di ne-5-yl,
4amn02 {-I r|m I ne-5-yl, 4-chloro-3 15
met hanesuteﬁflﬂﬁyn-élmer‘lé sBhenyl , 4- chl or o- 3- sul f anoyl - phenyl ,
4- et hyI Somttivel gm no- phenyl 4- et hyl -t hi azol e-5-yl, pyridine-2-yl,
56,7 tetrahydr oqw nol i ne- 3 yl, 5-am no- 1- phenyl - 1H pyrazol e-4-yl,
5- net thesul fonyl - 2- net hyl phenyl, 5-nethyl - 1- phenyl - 1H pyrazol e- 4-yl,
g mﬁlt hyl - Exqgaszgl elI@-IWDA]@-ZWLWPWMNN%—YLBE?@II?EDF pPSARZI ne- 2dyl3 5
chl oro-pyri y i met hyl ani no- pyri y
6- et hynyl - pyr| d-3-y ﬁﬁ*f@%ﬁ?ﬁﬁ&ﬁtwg&%@ 6met hoxy- pyri d- 3-yl,
6- net hyl - Wﬁﬁthybamedo.?;m/rl d- 3-yl, 6-nethyl am no pyrazi ne2-yl ,
6- et hyl ; nmor phol i n- 4- yl - pyrid-3-yl,
6- pyrroh%yn § %ﬁrﬁ'el 1’r7§d 3-yl, imdazo[1, 2-3] pyr|d| ne-2-yl ,
6-trifluoe tqiilyb pyrid-3-yl, pyrimdine-4-yl, 4nethyl sul fanyl phenyl ,
4- et hyl sul f anyl phenyl, 3- nethoxycarbonylphenyl 4 25 nmet hoxycar bonyl phenyl ,

2 o o SRR PSR BB DTS RR: AL 5o

4- br ono- 2- chl or opheiITH ZRIELUGROICETIC AG@IDhoxyphenyl , 3met hoxyphenyl ,
3- et hoxyphenyk, t.h t hi ophene- 3-yl, 3-ch|oro-4-nethy|thiophene-2-y|,
5- brono-tW'S%h]erﬁgasﬂreg §IiSS chl oro-t hi ophene- 2-yl, 5-methyl 3o

t hi opteneretenyibn- tima*ré18|6y| -t hi ophene- 2-yl, 3-nethyl -t hi ophene- 2-yl,
5-acetyl tggngg%np 2-yl, pyridine-3-yl, pyridine-4-yl,
4-trifluoronethyl-phenyl, 4ethyl am nophenyl, 4-nethyl am nophenyl,

2- am nophenyl , 4-brono-2-fl uoro-phenyl, 2-chloro-phenyl,

gcm or o—gxrmt hh?/l mqmmm-vnmpmnmmmnnmt MIIl)lE; S?H el

chl or o- 3net hy cet oxy- 4- met hyl - phenyl ,

2- acet oxy-4- et hoxy%*ﬁgﬁﬁ%é@ﬁQ@mxy-phenyl,

4-tri 4 uo[Mm’H"hynéasuteﬂaBﬂﬁ phenyl , napht hal ene-2-yl,

1, 1-di mt%‘ﬁ‘ 8_?%?,1} , 3- |sobutyryl am no- phenyl, 3-(2,2 W O 02/ 064545
~133 PCT/ P JI met hyl pr opi onyl am no) - Phenyl 2- br omophenyl ,

2- f | uor opeagition: 8- br ono- 5net hyl - t hi ophene 2-yl,

3-chl oro-6-fl uoro- benzo[b]thlophene -yl and

3, 4-di chlﬁrobenzo[ th| ophene- 2 é ...5.13. The use according to any of the
clains 8 N@X&A WWNU%X%BEW?QES ted fromthe
gr oupseconsi sti ng ofwm{-] TRIFEOOROACETIC wammet hyl - benzam de,

5- brono-t xylic acid indan-2-ylam de,
- 2- hydr oxy%ﬁ&@g fé)rret hyl - benzam de,
4- et hyl sutefteimph-tiﬂmdaﬁﬁ 2-yl - benzami de,
2,2-difl uﬁ&ﬂ‘t%n %ol 1, 3] di oxol e-5-carboxylic acid indan-2 10 yl am de,

-2, 5-di net 1-pyridin-4-yl met hyl - 14 pyrrol e-3-carboxylic acid
i ndan- 2yl am de, 2, 3-di hydro- benzof uran-5-carboxylic acid indan-2-ylamde, 1

H-i ndej e- fixaisoxyl | £FRUORONFI-TRIFIATOROMRIH VG- INDAN-2-YL)-

2- (i ndan-2-yl carba hyl phenyl ester,
2- am no- N-i ndan- 2- Wﬁbm e, 2,5-dinethyl [1H pyrrol e-3car boxylic acid

i ndan- 2-yl am de, 5- nethyl-thlophene-2-carboxylic acid indan-2 15 yl am de,
3-chl oro- 4- met hyl -t hi ophene- 2- carboxylic aci d i ndan-2-yl am de,

3-net hyl t hi ophene- 2- carboxylic acid indan-2-yl am de,

N-i ndan- 2-yl - 4- net hyl am nobenzam de,

N-i ndan- 2-yl - 4- et hyl sul f anyl - benzam de,

3 chloro 4 (propane Zsulfonyl) thlophene 2- carboxyllc aC|d |ndan 2-yl am de,




- 134 PCT/ EPO2/ 01444 | owering of cardiovascular risk of postnenopausal

wonen or after intake of contraceptives. 15. A pharnmaceutical preparation

conpri si RgoapoRkiective dose of at |east one conpound 5 opciﬂ}ﬁo;ﬂ&wl a (I)

as defined in any of clains 1 to 6 in any of its stereoisoneric torms or

m xture thereof in any ratio and/or a pharnmaceutically acceptable salt
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condition a Merck Porospher 55x2mm, S, gradient:

95% H20 (0,05%TFA) to 95% acetonitrile,

4 min, 95% acetonitrile 1,5min, 0,5 ml/min )

condition b YMC J'Sphere ODS H80, 33x2.1mm, 3p,
gradient: 90% H20 (0,05%TFA) to 95%
acetonitrile, 2.5 min, 95% acetonitrile 0.8
min, 1 ml/min )

condition ¢ LiChroCart 55-2, PuroSpher STAR; RP 18 ¢
(MERCK), solvent A: acetonitril/water
(90:10) + 0.5% formic acid; solvent B:
acetonitril/water (10:90) + 0.5% formic acid;
gradient: 95% B 0,5 min, 95% B to 5% B in
1,75 min, 5% B 2,5 min; 1ml/min

condition d TLC, Silicagel 60, F254 (Merck), Solvent:
n-heptane:ethylacetate = 1:1

retention times 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 alpha 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
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 manufacturer’s 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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electropheresis and blotted to nitrocellulose membranes. Using a specific primary
monoclonal antibody (Transduction Laboratories, UK) and alkaline phosphatase labelled

15  secondary antibody (Jackson Labs), a specific eNOS protein band was visualized and
quantified based on a chemifluorescence detection method.

The results are shown in the table below.

Compound No: [EC-50 [TIR(max)
(uM)
la 6.0 2.80
1b 0.2 3.00
4 3.0 2.95
5 30 2.50
6 1.2 2.55
7 0.1 2.57
8 8.0 2.20
21 0.8 4.10
22 7.0 2.10
23 5.0 2.20
24 2.5 2.88
25 12 2.70
26 0.9 3.80
27 0.2 3.60
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Animal Models

All animal experiments were performed in accordance to the German animal protection

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/6J 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, n=10-12; eNOS with test compounds, n=10-12) and

received either a standard rodent chow (containing 4 % fat and 0,001 % cholesterol; in the
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A Anti-hypertensive effect in ApoE knockout mice

Blood-pressure was determined in conscious mice using a computerized tail-cuff system
(Visitech Systems, Apex, Nc). After treatment of ApoE deficient mice and eNOS deficient
mice with the test compounds the blood pressure was compared to the results obtained with
a placebo treatment.

For compound 21, after 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.

B Inhibition of neocintima formation and atherogenesis (femoral artery cuff)

After 3 day treatment of ApoE deficient mice with the respective compound, (10mg/kg/d
pressed in chow), animals were anesthetized with an intraperitoneal injection of
20  pentobarbital (60 mg/kg) followed by an intramuscular injection of xylazin (2 mg/kg) and
a cuff was placed around the femoral artery as described in Moroi et al.( J Clin Invest.
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 artery and tied
25 in place with two 7-0 sutures. The right femoral artery was isolated from the surrounding
tissues but a cuff was not placed. Treatment with the respective compound was continued
for 14 days after surgery. Then the animals were sacrificed. The aorta were taken for
determination 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  um) were cut from the cuffed portion of the left femoral artery and from the corresponding
segment of the right artery. Sections were subjected to standard hematoxylin and eosin
staining. Morphometric analyses were performed using an image 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



10 10( 10( 10(sS810% & () -
51096 & ()-!, F2 $10% (& ()-g! 13* Mb10% (& ()- @$4"10% & ()-"'6 A~?SH=! 1 10

109 () W& oddAsl& () - ! (10%H#& () - ! s10%@ () - 10%@& () - BADUERE 1)+
fwX9SH=! 1 10s*
109 ()-'10%&& ()-!'D "$10% ()-& 1" "$10%q& () - & (‘ T$10%h& () - & T $10% N &
) - 8BCDERW oP1! Y109%&' ()-s10%& ()- 10##4010## 10##! " F& (10%##& ()- ! F&
(10%@;@4 (O)- !'F& (10%&' ()- WAc_@P1! Y1s10%&' ()- !'# F: $109%&' () -
! 0
F: $10% (rzltlo I:tw%en e grea of the neointima and the area of the media was expressed as the

neointima/media ratio.

The compounds according to the present invention reduce the maladaptive neo-intima
5 formation in this model. Compound 21 reduced the neo-intima formation by a factor of 2,

decreasing the neointima to media ratio from 0.39 + 0.07 in the placebo group to 0.170 =

0.04 in the compound group. In parallel, vascular eNOS expression was enhanced by a

factor of 2.1. No effect of the compounds according to the present invention could be

demonstrated in a similar setup using eNOS deficient mice instead of ApoE knockout
10 mice.

C Prevention of atherosclerotic plaque formation in chronic treatment

ApoE deﬁ‘cient mice were treated for 16 weeks with the respective compound pressed in

15  chow and finally sacrificed. Aortas were removed from each mouse, fixed in formalin and
embedded in paraffin. Plaque formation was measured via lipid lesions formation in the
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.

25

D Improvement of coronary function in diseased ApoE deficient mice

Old Male wild-type C57BL/6J 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 into ice-cold perfusion buffer. The aorta was cannulated and
connected to a perfusion apparatus (HUGO SACHS ELECTRONICS, Freiburg, Germany)
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A beveled small tube (PE 50) was passed through a pulmonary vein into the left ventricle
5 and pulled through the ventricular wall, anchored in the apex by a fluted end, and
connected to a tip-micromanometer (Millar 1.4 French). The left atrium was cannulated
through the same pulmonary vein and the heart switched to the working mode with a
constant preload pressure of 10 mm Hg and an afterload pressure of 60 mm Hg. Aortic
outflow and atrial inflow were continuously measured using ultrasonic flow probes
10 (HSE/Transonic Systems Inc.). Coronary flow was calculated as the difference between
atrial flow and aortic flow. All hemodynamic data were digitized at a sampling rate of
1000 Hz and recorded with a PC using spezialized software (HEM, Notocord).
Hearts were allowed to stabilize for 30 min. All functional hemodynamic data were
measured during steady state, and during volume- and pressure loading.
15 Left ventricular function curves were constructed by varying pre-load pressure. For
acquisition of preload curves, afterload was set at 60 mm Hg and preload was adjusted in 5
mm Hg steps over a range of 5 to 25 mm Hg. Hearts were allowed to stabilize at baseline
conditions between pressure- and volume-loading.
Isolated 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 flow. They also improve pre-load dependent coronary flow and reduce the
incidence of ventricular arrhythmias 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 arrhythmics were also observed.
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1.

An acylated indanyl amine according to the general formula (I) in any of its
stereoisomeric forms or a mixture thereof in any ratio or a pharmaceutically
acceptable salt thereof

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 C»-
Cio-alkynyl, the substituents of which are selected from the group consisting of F,
OH, C,-Cg-alkoxy, (Ci-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, pseudohalogens, C;-Cs-
alkyl, C;-Cs-alkoxy and CFs; 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 CF3; R°CO; CONR''R'Y;
COORlz; CF;; halogens; pseudohalogens; NRR™; ORlS; S(O)le(’; SOzNR”R's;
and NOy;

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

H; halogens; pseudohalogens; unsubstituted and at least monosubstituted C;-Cio-
alkyl the substituents of which are selected from the group consisting of OH, phenyl,
and heteroaryl; OH; C;-Cj¢-alkoxy; phenoxy; S(O)leg; CF3, CN; NOg; (Cy-Cyo-
alkyl)amino; di(C;-Cjo-alkyl)amino; (C;-Ce-alkyl)-CONH-; unsubstituted and at
least monosubstituted phenyl-CONH- and phenyl-SO,-O-, the substituents of which
are selected from the group consisting of halogens, pseudohalogens, CH3 and
methoxy; (C;-Ce-alkyl)SO,-O-; unsubstituted and at least monosubstituted (C,-Cs-
alkyl)CO, the substituents of which are selected from the group consisting of F,
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10F 10 more substituents selected from the group consisting of: halogens; pseudohalogens;
NH,; unsubstituted and at least monosubstituted C,-C,¢-alkyl, C,-C p-alkenyl, C,-
Cie-alkynyl, C,-Cj¢-alkoxy, (C;-Cip-alkyl)amino, and di(C;-Cjo-alkyl)amino, the
substituents of which are selected from the group consisting of F, OH, C;-Cs-alkoxy,
aryloxy, (C;-Cg-alkyl)mercapto, NH,, (C;-Cg-alkyl)amino, and di(C,-Cs-
15 alkyl)amino; C;-Cs-alkandiyl; phenyl; heteroaryl; aryl- or heteroaryl-substituted C;-
Cs-alkyl; CF3; NOy; OH; phenoxy; benzyloxy; (C;-Cio-alkyl)COO; S(O)mR*’; SH;
phenylamino; benzylamino; (C,-Cjo-alkyl)-CONH-; (C;-C,p-alkyl)-CON(C,-Cs-
alkyl)-; phenyl-CONH-; phenyl-CON(C,-Cs-alkyl)-; heteroaryl-CONH-; heteroaryl-
CON(C;-Cy-alkyl)-; (C;-Cip-alkyl)-CO; phenyl-CO; heteroaryl-CO; CF3-CO;
20 -OCH,0-; -OCF,0-; -OCH,CH,0-; -CH,CH,0-; COOR?'; CONR*’R*; CNH(NH));
SOZNR24R25; R26802NH-; R27802N(C1-C6-a]kyl)-; 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 S, which
heterocycles can be substituted by one or more substituents selected from the group
25 consisting of halogens, C,-Cs-alkyl, C;-Cs-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 aryl, heteroaryl, phenyl, aryl-containing, heteroaryl-containing
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
30 substituents selected from the group consisting of halogens, pseudohalogens, C;-Cs-
alkyl, OH, C;-Cs-alkoxy, and CF3;

R® is selected from the group consisting of:

H; C;-C,¢-alkyl, which can be substituted by one or more substituents selected from
35 the group consisting of F, C;-Cs-alkoxy, and di(C,-Cs-alkyl)amino; aryl-(C;-Cs-

alkyl) and heteroaryl-(C|-C4-alkyl), which can be substituted by one or more
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R'? independently has the same meaning as R®;

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

30
R' independently has the same meaning as R";

R is selected from the group consisting of: H; C,-Cjo-alkyl; (C,-Cs-alkoxy)-C;-Cs-
alkyl; and substituted and unsubstituted benzyl, phenyl and heteroaryl, the
35 substituents of which are selected from the group consisting of halogens,
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R'® independently has the same meaning as R";

15 R'® independently has the same meaning as R'S;
R% independently has the same meaning as R'S;

R?! independently has the same meaning as RS,

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’;

R? independently has the same meaning as Rs;

R% independently has the same meaning as R'S;
30
R* independently has the same meaning as R'S;

heteroaryl 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;
35
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30 H; halogens; pseudohalogens; and C;-Cs-alkyl;

R* independently has the same meaning as R';

A is selected from the group consisting of CH, and CHOH;

35
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h& ()5 8 f Shn3Ubitinftpd ! andf B¢ 168y hmbsdds(bstitdiodo G&Cé )alk&{\ Ce\RB-alkenyl, C,-Cs-
alkynyl, C,-Cg-alkoxy, (C;-Cs-alkyl)amino, and di(C;-Cs-alkyl)amino, the
substituents of which are selected from the group consisting of F, C,-Ces-alkoxy,
phenoxy, (C;-Ce-alkyl)mercapto, NH,, (C;-C¢-alkyl)amino, and di(Ci-Cs-
alkyl)amino; C3-Cs-alkandiyl; phenyl; heteroaryl; phenyl- or heteroaryl-substituted
10 C)-Cy-alkyl; CF;; OH; phenoxy; benzyloxy; (C,-Ce-alkyl)COO; S(O)m(C1-Ce)-alkyl;
S(O)m-phenyl; S(O)m-heteroaryl; SH; phenylamino; benzylamino; (C;-Cs-alkyl)-
CONH-; (C;-Ce-alkyl)-CON(C,-C4-alkyl)-; phenyl-CONH-; phenyl-CON(C;-Cy-
alkyl)-; heteroaryl-CONH-; heteroaryl-CON(C;-Cs-alkyl)-; (Cy-Cs-alkyl)-CO;
phenyl-CO; heteroaryl-CO; CF3;-CO; -OCH,0-; -OCF0-; -OCH,CH,0O-; -
15 CH,CH,0-; COO(C;-Cg-alkyl); -CONHz; -CONH(C,-C¢-alkyl); -CON(di(C;-Cs-
alkyl)); CNH(NH;); -SO,NHp; -SO,NH(C,-Ce-alkyl); -SO,NH(phenyl); -
SO,N(di(C-Cs-alkyl)); (C;-Cg-alkyl)SO,NH-;  (Ci-Cs-alkyl)SO,N(C,-Cg-alkyl)-;
phenyl-SO,NH-;  phenyl-SO,N(C;-C¢-alkyl)-;  heteroaryl-SO;NH-;  heteroaryl-
SO,N(C;-Ceg-alkyl)-; and saturated and at least monounsaturated aliphatic,
20 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
one or more substituents selected from the group consisting of halogens, C;-Cs-alkyl,
C)-Csz-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-containing 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 substituents selected from the group consisting of

halogens, pseudohalogens, C{-Cs-alkyl, OH, C;-Cs-alkoxy, and CF3;

30 heteroaryl 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 §;

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 S;
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wherein in the formula (I)

R! is H, halogen or C;-Cs-alkyl;
R? and R? are each H;
R* independently has the same meaning as R

A is CHjy;

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: halogens; CN; NHy;

T #10%

unsubstituted and at least monosubstituted C;-Cg-alkyl, C,-Cg-alkenyl, C,-Cq- |

alkynyl, C;-Cs-alkoxy, (C;-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;-
Cs-alkyl)mercapto, and NH,; C;-Cs-alkandiyl; phenyl; heteroaryl; phenyl- or
heteroaryl-substituted C,-Cy-alkyl; CF3; OH; (C-Cs-alkyl)COO; S(O)m(Ci-Ca)-alkyl;
(Cy-Cy-alkyl)-CONH-; (C;-C4-alkyl)-CON(C,-Cs-alkyl)-; (Ci-Cy-alkyl)-CO; phenyl-
CO; heteroaryl-CO; CF;-CO; -OCH,0-; -OCF;0-; -OCH,CH,0-; -CH>CH,0-;
COO(C -Cg-alkyl); -CONH,; -CONH(C,-Cs-alkyl); -CON(di(C,-Cs-alkyl));
CNH(NH,); -SO;NHj; -SO;NH(C,;-C4-alkyl); -SO,NH(phenyl); -SO;N(di(C;-Cs-
alkyl)); (C;-C4-alkyl)SO,NH-; (C,-Cs-alkyl)SO,N(C,-Cy-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 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, 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
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4, An acylated indanyl amine in any of its stereoisomeric forms or a mixture thereof in
15 any ratio or a pharmaceutically acceptable salt thereof according to any of the claims
1 to 3, wherein in the formula (I)

R'isH, halogen or C;-Cs-alkyl;
20 R? and R® are each H;
R* independently has the same meaning as R':

A and B are each CHj;
25
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;
30 trifluoromethoxy; 2,2,2-trifluoroethoxy; (C,-Cs-alkyl)COO; (C;-Cs-alkyl)mercapto;
phenylmercapto; (C;-Cs-alkyl)sulfonyl; phenylsulfonyl; NH,; (C,-Cs-alkyl)amino;
di(C;-C4-alkyl)amino; (C,-Cs-alkyl)-CONH-; (C,-C3-alkyl)-SO,NH-; (C,-Cs-alkyl)-
CO; phenyl-CO; -OCH,0-; -OCF,0-; -CH,CH,;0-; COO(C;-C;s-alkyl); -CONH,;
-CONH(C,-C4-alkyl); -CON(di(C,-Cs-alkyl)); CN; -SO2NH3; -SO,NH(C,;-Cy-alkyl);
35 -SO;N(di(C,-Ca-alkyl)); pyrrolidinyl; piperidinyl; morpholinyl; and thiomorpholinyl;
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5. An acylated indanyl amine in any of its stereoisomeric forms or a mixture thereof in
20 any ratio or a pharmaceutically acceptable salt thereof according to any of the claims
1 to 4, wherein in the formula (I)

RlisH, halogen or C;-Cs-alkyl;
25 Rz, R? and R? are each H;
A and B are each CHjy;

R’ is selected from the group consisting of: 4-fluorophenyl, 4-chlorophenyl, 4-
30 bromophenyl, 4-(C,-Cs-alkoxy)-phenyl, 4-trifluoromethoxyphenyl, 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-
methoxy-4-methylphenyl, 4-phenoxyphenyl, 3-fluoro-4-methylphenyl,




q10% &' ()-4" W Z; xY: ¢ y##10% 8" &' () - | y##10W{v& ()- @ y##10%mg ()-

1 y##10% H & () - - | Py##100%u& () - 109KK& ()- % Ac10% u& ()- 10% u& ()- 10-Y
10-Y 10- wa ghed¥e Y& () - zl 4g PCT/EP02/01444
TOUKKE' () - 2R10% U& ()- % A Ac  10% & ()-10% u& ()-!510% u& () - .

&L0Y0F9& ()-2 . &L0%& ()-2R10% u& ()- AP~ > AC Sk | 10%& ()- F10% u& () -
10% & ()~ "10K& ()-1 "10%U& ()-10% ug () - "RiA= Ac

| * +0109%vUv& ()- (! +010% - & ()- (. UL0% u& ()- ' F10%!& ()-! N F10% u{ u& () -

110% & 2 9 -- 0 %
710°/<mr&( % ) - t ;/Tenczlpﬂ]gi]?i@g§5( ,-23# ]gfk{%aégr%g 1;' o E& (% ,3 ]dql grcgaenzo]igran-S@
(y#10%U& () g] $-8%if§oroNrethyl-1 0%y rédolo- u- LOPA(Mﬂu&o(;)heH)dEB}BABVTZCI

N #@10%) { & %m&@ﬁgtl)q & H#@10% ey
* 2 109KK&' () - )1"%“%1136%'9%’ %“hﬂ \)&be‘%% %)W%# {5‘5"%‘5 %%ﬁ M

a#@10% & () 1fiscprop@- Mubﬂorﬁetﬁy]#@#&ﬁ%&iml)iai(ﬂﬁﬁwl {\ vl/\mﬁthyl 3-ox0-1,2,3,4-
“410% X&' () -

10%0C& () - s! 4"%6‘53‘&1&@ @e- T ;Mu ppenyl-Seqrifiuorggagthyl-1H-pyrazole-4-yl, - 2- @-
: $109%Y& (hydnox&rb@fm& yb%ltbbenmnmnﬁazom%y& () - 10% u&@-ryangephsayy HogbAvva

c! 40" 10% 4, ; ) ]
k' #10%h& () é@hﬁ}g&'}&é 10% Yofazole-5 Efl 2,4- dlmethyl pyrimidine-5-yl, 2,4-

-4
10068 () - 1ocy<é&n§t§1¥l1tbwmle 3&110 pp-dim %r%‘n@yf(‘)e v »7165‘/‘1‘,:’“8‘&%} -phenyl-1H-
1°40"10%"& S%\(;rolé“ﬁ\- yU\VY §.diméth Fﬂ-@%ndl&‘( }lme&hﬁ#]:ﬂﬁ@ﬁe&e-@}yl- 2,5-dimethyl-2H-

k&osﬁoc(yg I( ) pgr-ﬁ%}l() 3@{%{%@%& 0{5();1% (% 6@11111:5%&/7 Bynd 3891$19 é&aﬁeﬁwl

6# 109 ]} & () )lhd-?%lf]/&-a(‘r)m(B%{@d@diyl@gﬂﬂ)Q1)092 amino-6-chloro-pyrid-3-yl, 2-amino-

i 15 LA RIS Dl ity L 2Bl
s! 10% | & ()- Inmhmﬁm(que m%u Ecwmethxbmc&‘t@et orl, 1 2-dimethydaming-) .1 (
10%4| 4| & () - Hrid HOUMIARG k)T 54m éﬂﬂ% $rakdle-3-yl, 2- hydroxy-6-methyl yrid-3-yl, 2-

9 I

6 2030 | & @et#yln(léﬁﬁé‘@gmﬁ% ey, 3ot ﬁé’?i‘%ylmlyi il ‘V‘*Leyiwﬂ%wme

el 13710 3 %1 %Z&nét}l Dds-&imwréx&eth F-pyrid34y& theﬂm-‘%ﬁjﬁzc(lé-éq],o%h&rphelm el0e

ewK{ Z; F10e el OfV ()2 -1 x fr 01 ridin-d-vl

& ()-!, 10%/§1PY“ %ﬁa &P @?'e %gpé@m%’% ?py °§‘8§é¥ ) Y s

l@l D06 ﬁg"/'(z ) &1(3),5 -dimethylodd bﬁta@()le 4Eylig 13108ines, Q ylun@!yhpymzanegz @, 3-appinosSe 1

. ksS4l 1096 " 8t|;.'€f[5£)fr r]'er/‘é/}’ T(]S) gﬂ%f %2 gQ@ gﬁbt%ammo 4-met@'$ ?g/nlﬂ 3-() “E

s' 10040C8! () methylammo-phenyl 3H-benzmm1dazo e-5- 1H-ben201m1dazole- fu 83
methanesulfonylamino-2-methyl-phenyl, 3-methanesulfonylamino-phenyl, 3-methyl-
isoxazole-4-yl, 3-morpholin-4-yl-phenyl, 3-piperidin-1-yl-phenyl, 3-pyrrolidin-1-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-

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-tetrahydro-
quinoline-3-yl, 5-amino-1-phenyl-1H-pyrazole-4-yl, 5-methanesulfonyl-2-methyl-
phenyl, 5-methyl-1-phenyl-1H-pyrazole-4-yl, 5-methyl-isoxazole-3-yl, 5-methyl-
pyrid-3-yl, 5-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-pyrid-3-yl, pyrimidine-4-yl, 4-
methylsulfanylphenyl,  4-ethylsulfanylphenyl, ~ 3-methoxycarbonylphenyl,  4-

35 methoxycarbonylphenyl, 3-ethoxycarbonylphenyl, 4-ethoxycarbonylphenyl, 2-
bromo-4-chlorophenyl, 2,3-dichlorophenyl, 3-chloro-4-(propane-2-sulfonyl)-
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10 naphthalene-2-yl, 1,1-dimethyl-indan-4-yl, 3-isobutyrylamino-phenyl, 3-(2,2-
dimethylpropionylamino)-phenyl, 2-bromophenyl, 2-fluorophenyl, 3-bromo-5-
methyl-thiophene-2-yl, 3-chloro-6-fluoro-benzo[b]thiophene-2-yl and 3,4-dichloro-
benzo[b]thiophene-2-yl.

15 6. An acylated indanyl amine or a pharmaceutically acceptable salt thereof according to
any of the claims 1 to 5, selected from the group consisting of:

N-indan-2-yl-4-trifluoromethyl-benzamide, 5-bromo-thiophene-2-carboxylic acid
indan-2-ylamide, 2-hydroxy-N-indan-2-yl-4-methyl-benzamide, 4-ethylsulfanyl-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-
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-
sulfonyl)-thiophene-2-carboxylic acid indan-2-ylamide, S5-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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thereof in any ratio or a pharmaceutically acceptable salt thereof according to the

general formula (I)
R
R3 © 5
B R
DR
R® A H
R

|
10

wherein
R' and R* are independently from each other selected from the group consisting of:
H; unsubstituted and at least monosubstituted C;-C,¢-alkyl, C,-C,o-alkeny! and C,-
15 Cio-alkynyl, the substituents of which are selected from the group consisting of F,
OH, C;-Cg-alkoxy, (C,-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, pseudohalogens, C,-Cs-
alkyl, C;-Cs-alkoxy and CF3; unsubstituted and at least monosubstituted phenyl and
20 heteroaryl, the substituents of which are selected from the group consisting of
halogens, pseudohalogens, C;-Cs-alkyl, C;-Cs-alkoxy and CF3; R°CO; CONR'’R'Y;
COOR!'%; CF3; halogens; pseudohalogens; NRPR', OR'"; S(O)mR'é; SO,NR''R'%;
and NOz;

25 R? and R? are independently from each other selected from the group consisting of:
H; halogens; pseudohalogens; unsubstituted and at least monosubstituted C,-Cjo-
alkyl the substituents of which are selected from the group consisting of OH, phenyl,
and heteroaryl, OH; C,;-Cj¢-alkoxy; phenoxy; S(O)leg; CF3. CN; NO,; (C-Cyo-
alkyl)amino; di(C;-C,¢-alkyl)amino; (C;-C¢-alkyl)-CONH-; unsubstituted and at
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least monosubstituted phenyl-CONH- and phenyl-SO,-O-, the substituents of which
are selected from the group consisting of halogens, pseudohalogens, CH3 and
methoxy; (C,-Cg-alkyl)SO,-O-; unsubstituted and at least monosubstituted (C;-Cs-
alkyl)CO, the substituents of which are selected from the group consisting of F,
di(C;-C;-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
C;-Cs-alkyl, halogens and methoxy;

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

R’ is a group Ar or a 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, Co-
Cio-alkynyl, C,-Cjgp-alkoxy, (C;-Cig-alkyl)amino, and di(C,-Cip-alkyl)amino, the
substituents of which are selected from the group consisting of F, OH, C,-Cg-alkoxy,
aryloxy, (C;-Cg-alkyl)mercapto, NHa, (Ci-Cg-alkyl)amino, and di(C-Cs-
alkyl)amino; C3-Cs-alkandiyl; phenyl; heteroaryl; aryl- or heteroaryl-substituted C,-
Cy-alkyl; CF;; NO,; OH; phenoxy; benzyloxy; (Ci-Cy0-alky)COO; S(O)mRZO; SH;
phenylamino; benzylamino; (C;-Cio-alkyl)-CONH-; (C;-Cio-alkyl)-CON(C)-Cs-
alkyl)-; phenyl-CONH-; phenyl-CON(C,-Cs-alkyl)-; heteroaryl-CONH-; heteroaryl-
CON(C;-Cy4-alkyl)-; (C,-Cjo-alkyl)-CO; phenyl-CO; heteroaryl-CO; CF3-CO;
-OCH;0-; -OCF,0-; -OCH,CH,0-~; -CH,CH;0-; COOR?'; CONR™R*; CNH(NH,);
SO,NR*R¥; R*SONH-; RYSO,;N(C|-Ce-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 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, oxo and CF3, and wherein
said heterocycles can optionally be condensed to the said group Ar or the said group
Hetar; and wherein all aryl, heteroaryl, phenyl, aryl-containing, heteroaryl-containing
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
substituents selected from the group consisting of halogens, pseudohalogens, C;-Cs-
alkyl, OH, C,-C;-alkoxy, and CF3;
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' H; C;-Cyg-alkyl, which can be substituted by one or more substituents selected from
the group consisting of F, C,-Cg-alkoxy, and di(C,-Cg-alkyl)amino; aryl-(C,-C,-
alkyl) and heteroaryl-(C,-C4-alkyl), which can be substituted by one or more

5 substituents selected from the group consisting of halogens, C;-Cy4-alkoxy, and di(C,-
Ce-alkyl)amino;

R’ is selected from the group consisting of:

H; C;-Cp-alkyl which can be substituted by one or more substituents selected from
10 the group consisting of F, C;-Cg-alkoxy, di(C;-Cg-alkyl)amino and phenyl; phenyl;

indanyl; and heteroaryl; and wherein each of the aforementioned aromatic groups can

be unsubstituted or carry one or more substituents from the group consisting of

halogens, pseudohalogens, C;-Cs-alkyl, C;-Cs-alkoxy and CF3;

15 R¥is H or C,-C¢-alkyl;

R’ is selected from the group consisting of: Ci-Cjo-alkyl which can be unsubstituted
or carry one or more substituents from the group consisting of: F, (C;-Cy)-alkoxy,
di(C,-C;-alkyl)amino; and unsubstituted and at least monosubstituted phenyl and

20 heteroaryl, the substituents of which are selected from the group consisting of C,-Cs-
alkyl, C,-Cs-alkoxy, halogens, pseudohalogens, and CF3;

R'C independently has the same meaning as R’;
25 R'" independently has the same meaning as R®;
R'? independently has the same meaning as RS;
R" is selected from the group consisting of: H; C,-Cg-alkyl; unsubstituted and
30 substituted phenyl, benzyl, heteroaryl, (C,-C¢-alkyl)-CO, phenyl-CO, and heteroaryl-
CO, the substituents of which are selected from the group consisting of halogens,
pseudohalogens, C,-Cs-alkyl, C;-Cs;-alkoxy, and CF3, and wherein one or more of

these substituents can be present;

35 | R' independently has the same meaning as R";
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and substituted unsubstituted benzyl, phenyl and heteroaryl, the
substituents of which are selected from the group consisting of halogens,
pseudohalogens, C,-Cs-alkyl, Cj-Cs-alkoxy, and CF3, and wherein one or more of

5 these substituents can be present;

R'® is selected from the group consisting of: C;-Co-alkyl which can be substituted by
one or more substituents selected from the group consisting of F, OH, C,-Cs-alkoxy,
aryloxy, (C;-Cg-alkyl)mercapto, (C;-Cs-alkyl)amino and di(C,-Cg-alkyl)amino; CF3;
10 and substituted and unsubstituted phenyl and heteroaryl, the substituents of which are
selected from the group consisting of halogens, pseudohalogens, C,-Cs-alkyl, C,-Cs-
alkoxy and CFs, and wherein one or more of these substitutents can be present;

' independently has the same meaning as R’;

; R'® independently has the same meaning as R,
R'® independently has the same meaning as R'S;
20 R? independently has the same meaning as R';
R*' independently has the same meaning as R%;
R* independently has the same meaning as R’;
25
23 independently has the same meaning as R®;
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'S;

27 independently has the same meaning as R'S;
35
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5 containing one or more heteroatoms selected from the group consisting of N, O and
S;

aryl is phenyl, naphth-1-yl or naphth-2-yl;
10 the group Ar is phenyl, naphth-1-yl or naphth-2-yl;

misO, 1 or2;

for the manufacture of a medicament for the stimulation of the expression of
15 endothelial NO-synthase.

9.  The useaccording to claim 8, wherein in the formula (I)

20 R! is selected from the group consisting of: H; C-Cs-alkyl; C;-Cs-alkoxy; CFs;
halogens; pseudohalogens; (C;-Cs-alkyl)-S(O)m-; 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;, 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;-C3-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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10 C,-Cz-alkyl; CF3; OH; phenoxy; benzyloxy; (C;-Ce-alky)COO; S(O)m(Ci-Ce)-alkyl;
S(O)m-phenyl; S(O)m-heteroaryl; SH; phenylamino; benzylamino; (C;-Cg-alkyl)-
CONH-; (C,;-Cg-alkyl)-CON(C;-C4-alkyl)-; phenyl-CONH-; phenyl-CON(C;-Cs-
alkyl)-; heteroaryl-CONH-; heteroaryl-CON(C,-C4-alkyl)-; (C,-Cq-alkyl)-CO;
phenyl-CO; heteroaryl-CO; CF;-CO; -OCH;O-; -OCF,0-; -OCH,CH,0-; -

15 CH,CH,0-; COO(C;-Ce-alkyl); -CONH,; -CONH(C;-Cs-alkyl); -CON(di(C;-Cs-
alkyl)); CNH(NH,;); -SO;NHz; -SO.NH(C;-C¢-alkyl); -SO,NH(phenyl); -
SO,N(di(C;-Cs-alkyl)); (Ci-Ce-alkyl)SO;NH-;  (C;-Ci-alkyl)SO.N(C-Ce-alkyl)-;
phenyl-SO,NH-;  phenyl-SO.N(C-Cg-alkyl)-;  heteroaryl-SO;NH-;  heteroaryl-
SO,N(C;-Cg-alkyl)-; and saturated and at least monounsaturated aliphatic,

20 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
one or more substituents selected from the 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 group Ar or the said group Hetar; and wherein all heteroaryl,

25 phenyl, heteroaryl-containing 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 substituents selected from the group consisting of
halogens, pseudohalogens, C;-Cs-alkyl, OH, C;-Cs-alkoxy, and CF3;

30 heteroaryl 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;

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 S;
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: 109& () - RRRRRRRRI R3CO#109& () - #109& ()-' #10%& () - #109&" () - #10%& () -
RRRRRRRRKVBCO#109& () -' #109&' () - #109%&' ()-#109%& ()-' #10%& () - RRRRRRRRKL. C
#109&' () - #1098 {s)H #iblsgsh of C)-Cq-alkyl;
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10
R? independently has the same meaning as R';

A is CHy;

15 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: halogens; CN; NHy;
unsubstituted and at least monosubstituted C;-Cg-alkyl, C,-Ce¢-alkenyl, C-Cq-
alkynyl, C;-Cs-alkoxy, (C;-Cs-alkyl)amino, and di(C,-Cs-alkyl)amino, the
substituents of which are selected from the group consisting of F, C,-Cs-alkoxy, (C;-

20 Cs-alkyl)mercapto, and NHj; Ci-Cs-alkandiyl; phenyl; heteroaryl; phenyl- or
heteroaryl-substituted C,-C,-alkyl; CF3; OH; (C-Cs-alkyl)COO; S(O)m(C1-Cy)-alkyl;
(C,-Ci-alkyl)-CONH-; (C;-Cs-alkyl)-CON(C,-Cs-alkyl)-; (Ci-Cs-alkyl)-CO; phenyl-
CO; heteroaryl-CO; CF3-CO; -OCH;0-; -OCF,0-; -OCH,CH,0-; -CH,CH,0-;
COO(Cy-Ce-alkyl); -CONHp; -CONH(C-Cs-alkyl); -CON(di(C,-Cs-alkyl));

25 CNH(NH,); -SO,NH,; -SO,NH(C;-Cs-alkyl); -SO,NH(phenyl); -SO;N(di(Cy-Cs-
alkyl)); (C;-Cq-alkyl)SO,NH-; (Ci-Cs-alkyl)SO,N(Cy-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 S,
which heterocycles can be substituted by one or more substituents selected from the

30 group consisting of halogens, Ci-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,-Cs-alkoxy, and CF3;
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isoxazole-4-yl, 3-morpholin—4-yl-phenyl, 3-piperidin-1-yl-phenyl, 3-pyrrolidin-1-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-
15 methanesulfonylamino-phenyl, 4-chloro-3-sulfamoyl-phenyl, 4-methyl-3-
methylamino-phenyl, 4-methyl-thiazole-5-yl, pyridine-2-yl, 5,6,7,8-tetrahydro-
quinoline-3-yl, 5-amino-1-phenyl-1H-pyrazole-4-yl, 5-methanesulfonyl-2-methyl-
phenyl, 5-methyl-1-phenyl-1H-pyrazole-4-yl, 5-methyl-isoxazole-3-yl, 5-methyl-
pyrid-3-yl, S5-methyl-pyrazine-2-yl, 6-chloro-pyrid-3-yl, 6-cyano-pyrid-3-yl, 6-
20 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-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-sulfonyl)-
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-chloro-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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N-indan-2-yl-4-trifluoromethyl-benzamide, 5-bromo-thiophene-2-carboxylic acid
indan-2-ylamide, 2-hydroxy-N-indan-2-yl-4-methyl-benzamide, 4-ethylsulfanyl-N-
indan-2-yl-benzamide, 2,2-difluoro-benzo[1,3]dioxole-5-carboxylic acid indan-2-
10 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, S5-methyl-thiophene-2-carboxylic acid indan-2-
15 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, S5-methyl-1-phenyl-1H-
pyrazole-4-carboxylic acid indan-2-ylamide, 5-acetyl-thiophene-2-carboxylic acid
20 indan-2-ylamide, and 2-chloro-N-indan-2-yl-6-methyl-nicotinamide.

14. The use of a compound as defined in any of claims 8 to 13 in any of its
stereoisomeric forms or a mixture thereof in any ratio or a pharmaceutically
acceptable salt thereof for the manufacture of a medicament for the treatment of

25 cardiovascular diseases, 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

30 hypertension, chronic glomerulonephritis, erectile dysfunction, ventricular
arrthythmia, diabetes, diabetes complications, nephropathy, retinopathy,
angiogenesis, asthma bronchiale, chronic renal failure, cirrhosis of the liver,
osteoporosis, restricted memory performance or a restricted ability to learn, or for the
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and a pharmaceutically acceptable carrier.

16. A pharmaceutical preparation according to claim 15, which pharmaceutical

10 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 injection or infusion, ointment,

tincture, spray, transdermal therapeutic systems, nasal spray, aerosol mixture,

microcapsule, implant or rod.

15

17. A method for the synthesis of a compound according to any of claims 1 to 6, 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-

20 obtained compound.



