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. FUSED PYRROT E DERI VATI VES The invention is concerned
womﬁk}ﬁgggyel fused pyrrol e derivatives of for %mﬁi0b6/069292
wher ei n A is benzene ring or heteroaryl ring,
which is a nonocyclic aromatl-c ring of 5 to 6 ring
atons having one, two, or three ring heteroatons
selected fromN, 0, and S, the remaining ring atons
b i TB44 Ar is naphthal enyl, or heteroaryl,
Which TS a bicyclic aromatic radical of 8 to 10 ring
atons havi ng at | east one aronatic ring containing

one, two, or < r' d fromN,
0, and S, theﬁéﬁ |‘|§Und T rrg-at um s Sai d

napht hal enyl and heteroaryl being optionally
substituted by one to three substituents

i ndependent|ly selected fromthe group consisting of
The inentivn) iscenFerogd vish inloy¢l fused pprroleclevativey bf fotula (1),
al kyl, C2..6 al kenyl, C2.5 al kynyl, hydroxy, C16

al koxy, hal ogen, heteroalkyl heteroal I rgxy, nitro,
cyano, am no and nono- or di-Cl6 al kyl .sUbstituted
am no; Rl is hydrogen, hal ogeny§j.16 al kyl, Cl16
al koxy, carboxyl, nitro, cy@ho ani 0, no- or-

di -Cl1_6 al kyl substltuted
het er oal koxy, C3_7 c¥g;o. cyc @Blkyl ClL 6
al kyl, C2,6 al kenyl q

al koxy, optionally su
-al kyl, optionally substitutet
het er ocycl yl carbonyl -C1_6 al kyl, optionally
substituted phenyl-Cl.6 aIkyI optionally
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whcrem

A isbenzene ring or heteroaryl ring, which is a monocyclic aromatic ring
of 5 to 6 ring atoms having one, two, or three ring heteroatoms selected from N, O,

and S, the remaining ring atoms being C;

Ar  isnaphthalenyl, or heteroaryl, which is a bicyclic aromatic radical of 8 to
10 ring atoms having at least one aromatic ring containing one, two, or three ring
heteroatoms selected from N, O, and S, the remaining ring atoms bciﬁg C, said
" naphthalenyl and heteroaryl being optionally substituted by one to three

- substituents indépendently selected from the group consiSting of C1_6 alkyl, Cs.7
cycloalkyl, Cs 7 cycloalkyl C; 6 a]kyl,-Cz.G alkenyl, Cy.¢ alkynyl, hydroxy, Cy.¢ alkoxy,
halogen, heteroalkyl, heteroalkoxy, nitro, cyano, amino and mono- or di-Cy_¢ alkyl
substituted amino;

R' ishydrogen, halogen, Cy.¢ alkyl, Cy.¢ alkoxy, carboxyl, nitro, cyano,
amino, méno- or‘di—Cl_s alkyl substituted amino, heteroalkyl, heteroalkoxy, Cs.7
cycloalkyl, Ca 7 cycloalkyl Cy.¢ alkyl, Cs.¢ alkenyl, C.6 alkynyl, hydroxy, Cy_¢ alkoxy,
optionally substituted heterdcyclyl—Cl_s alkyl, optionally substituted
heterocyclylcarbonyl-Ci.¢ alkyl, optionally substituted phenyl-C.¢ alkyl, optionally
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2 substituted phenyl carbonyl -C16 al kyl, optionally
substituted heteroaryl-Cl 6 al kyl, optionally

W0 PRksd2ut ed het eroaryl carbonyl - C16 al kyl or PCT{EP2006/069292

het er oal koxy- C16 al kyl, or R is N(R)(R
N(RD(R')-Cl1_6 al kyl- or N(W(R'3-carbonyl-Cl_6
alkyl-, in which R and R' are independently sel ected

fromthe group conS|st|ng of hydrogen, Cl16 al kyl,
@Bbsvmttyépg envigarbongs Crs allayd, epgiogally eul tlwtwi/hetel@zrsé Cy.6 alkyl,
3pkismally: su@xt@te@h@éi’oar@@irﬁ&@l(h%la]kﬂef hQoakh lﬂx ctl uta]kél or

substi tuted phenyl optional Iy su
het er oar yl optionally substltuted

C15
ot R NGRS, SR et oh Sty g N Dt teamyl-Cuo alki-

p@Rth 38R W'are RREpARBA Y s seﬁé{?:atﬂc;n‘r' oy consisting of
| car bonyl "and optionally subs % ed

het
g@f?ﬁ%@@{sﬂ@h%a Ay loallgyl, Cs.7 cyc Vlsclwaﬂ@@qu( s Rikpn 1 Cee
iﬂ 1; heéér?o?%dc% sibhstifut @(%5 C%Lnyl CB%; al@ﬁ ptm%\.ll\%sﬁ%uﬁlted
he erqafﬂ&?m afigyl, apaomq%hébbﬁé@tﬁfl hgteEqayely} %Els Aleybraptienally

o PSR, o PSS st el S forlc P

@ptl%lagwmﬁwltuteﬁb@témwlﬂyar onth ?Tonal | y substituted
phenyl , optionally substituted heteroaryl ~optionally

S ubsRi t yg Rdchﬁmwpm aakywﬂ@toqa@lrhgk At ReLs0,-
henyl, C16 al opt I onal substitute heteroaryl
B{B B kg ki @&)ﬂ%aalrwz-y&%smcma@mm whish IR adi”

- ﬁleiiﬁ'ciependenﬂy@glect%ﬁ'oﬁfﬁe%u cﬁlsisﬁg?ﬁfgﬂﬂ%%hycl g alkyl, Cs.7

cyano, nitro

hydroge
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- bsdtugg h@é@e“ycyqbé tmﬁlonﬁlﬂwéﬁm@ted@heaymz scaliey], mp@en@igs
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IS prefer ogen gen,

alkoxy carngyl nltro am no, nono-
dH6RajaRgIR s%g@@pe@@@ﬂaﬁwﬁmﬁmﬂ&g@m RO, nitro, amino,

ﬁ@h@f &%}@%&’a]k@uﬁsﬂﬁ%@& Qﬁkﬂﬁy bl 6 %7hcgd?%cﬁﬂllhacg?3§%ﬁoa]kyl
yar oxy,

91 «%kxl zaqo%]kf‘élryh quy aB%ﬂt hqt@péﬁcyﬁ bydoBEyCi-dlk @y o5

Rdtéshiko@pt i onal Iy substituted

het er ocycl yl carbonyl -C1_6 al kyl, optionally

substituted pheny|-Cl 6 al kyl, optionally substituted

pherfy| c & Bomaeerald w4yl . optional Iy substituted

het eroaryl -Cl1_6 al kyl, optlonally substituted

hed proded ol a6 @fmhce@;@al%la tddle 8t BlepRrkoxy- C1_6

alkgf or Pll?ydrogen l’S‘e’épalk |, C3_7 cycloal k-yl,

RS By baficsrn. Mol ?Slwibéen iFFSaT R pitro,

&dnd aﬁhhylmomptdrqn@:l YIRSttt B el RéadaMkN, fdlroalkoxy,

(g’lr %ﬂoa@ﬁ' onalc:[%]]gﬂg ‘;ﬂi‘ﬁté %‘Et er %;rﬁcl yl ylchyd(i'oxy, -

obyaidnvite ststitutet Bdlerd8y BN QR JHISR okf)@ieﬁlﬂlﬁﬂ@ stltuted
tlonghly substl ted het er oc cIyIcarbon

heferpeye vl p@org;‘]lw)sp stmped ghenwy \#pg’ filk@]igptmnally
sabhithted eﬁﬁ&e(r?o OPEEQ% -alR aptibhaidy @lbkﬂrhted Hefbra\d}ypbl Falkyl,

?é& are in ndently selected romthe group

QRUEHDE PgL e MR BB rarhenVisC g RUFH or bstepoaloey dﬁw;lfyl or

C3_7 cycloallcyl Cl1-6 alkyl, C2_6 al kenyl,

al kyrlyl is Mgt }{Ro;alN(H)(Remlembzwom(qs}(Rt yhﬁ@oﬂﬁewlyﬁl alkyl-,
E@é%l |y subst u@y%gf eteroar% ptionally

i1 3t R AE R e ardsesndeptly sdemted amtyeg%@tqmaﬁwof
phenyl C16 al kyl, optionally substituted heteroaryl

Chs al kyl and optionally substituted heterocyclyl Ch6
al kyl .



Further, the-invention is concerned with a process
and an internedi ate for the-manufacture of the above

WO SR TRestafls, pharnmaceuti cal preparations whi chpéi;@; %0@,069292
such compounds, the use of these conpounds for

producti on of pharmaceuti cal prEgparations as vveII as
a process for the manuf acture of the internedi ate.

The conpounds of formul aé i nhi bit Chynase. Chynase
mdra’g%r@m@ﬂ@l Sbaicrdedkyli G4 @ﬁk’@]kﬂl@&&aﬂ@h (patatkenyl, Co
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st ce e IS ac y pon
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speC| e@glﬁn\ﬂ é%%%‘g‘% er o}p&%@ﬁoyﬁ%ﬂ&fﬁy

pml@naélmsu@mwcd htlewocytglpabauyb % W, S. W Ruggl es,
et al.; JBC 2003 278(36) 34517- 34524) whereby it can

act i pat }_exltg det | I b . | »
coI I g e%ase za(%@gmg luggtg %?IZNIE‘J"%P“%“” (Eﬁﬁt IN-
. 2-Cimralleylpan ﬁémqh R eRd ard Rc‘rﬂmasl@pmdeatly sedesteidvfeom

I
25 s O 01 L
slkpliCosaliwnyh @ivyalansl, heardalkyb thlhlanb’ substitwisd phered,

SH SO AR gl bl W onona

mgmd nﬂteawk@soﬂkylzan@na&bm(@;edlmereayl Ci-nadkyledd

dol . 2004 Cct;
g; gggﬁ}}%{:gq?hgg{or&%pt a H'J Allergy din I'nmunol.
2004 Nov; 114(5):997- 1008; Takai S, et al, Eur J
Fyraharedelinvepion igoncgnsd with agyocesgandrakiater@ediate fat the

e SR TR e ppssii aim e g fins VK bontan

SP(CE)OOQIP?PHM!) the use i these e pyiunids forghe Bmdm‘m eppears a
g%rfnléke gl? F}E aﬁnﬂl lvs%ﬁ%{a pﬁ?t: '?81‘ s!rll‘_%@ of the
arterl a sive disease, Criti ca iSchem a,
iptarmedi@bt. e at heroscl erotic pl aque patl ents, unstable
angi na, congestive heart failure, left ventricular

’bﬂé)&fn&o%’ycﬁﬂm‘ oﬁfcﬁ‘ﬁﬁ I?uﬂﬁﬁ?@fl#ﬁhé%n dhginggé’ is a serme protem ase

card opat en03| S eumat arthr
Witl B@pmess@@maéq@m ﬁylktly Hmiited b & s@ampulam@e@fgaast @cllsr(MCT

Rhseap M&s@h@ﬂﬁél Po rflg HEQE Hﬁls&%ﬂ ﬁﬁt}ﬁn and dggranulatlon

Di abet es provi des t
wblﬁlp orstapss Ge eﬂm pegivity yo Mmphsmveetls@msrrﬁ‘élemase is specifically

iber'of pRlbldaRnf SRGEh: s pREKES bR Hod. 5. w.

Ruggles, et al.; JBC 2003 278(36): 34517-34524) whereby it can activate Angiotensin
II, Endothelin, TGEb, 111, SCF, collagenase and degrade proteins like Thrombin, FN,
APQ Al,2. This pattern renders chymase an attractive target for allergic, -

inflammatory and fibrotic diseases. Indeed a number of successful animal studies
with chymase inhibitors have demonstrated efficacy in atopic animals, vascualr
injury and atheroslerosis (Doggrell SA, Wanstall JC Can I Physiol Pharmacol. 2005
Feb;83(2):123-30; Lindstedt KA, Kovanen PT. Curr Opin Lipidol. 2004
Oct;15(5):567-73; Reed CE, Kita H.J Allergy Clin Immunol. 2004 Nov;114(5):997-
1008; Takai S, et al, .Eur J Pharmacol. 2004 Oct 6;501(1-3):1-8; Takai S, et al,
Trends Pharmacol Sci. 2004 Oct;25(10):518-22; Takai S, Miyazaki M. Curr Vasc
Pharmacol. 2003 Jun;1(2):217-24).



(CH2),, "Ar (Ib). wherein A is benzene ring or
heteroaryl ring, which-is a nonoc-ydic aromatic ring
of 5to 6 ring atoms having%ne, two, or three ring
het at o lec r - S I Nj
Thurs mﬁlrbq fog o c[@%age %ﬁ]geaﬁs PN ﬁgdaﬁggﬁlt ﬁgfngﬁy%’?ﬂgfg,l gé}q:heral
arteiap bbﬁﬁl%)dhse@l, ngitiepit illﬁibalsbl}ermal,bsmlhérubie dathyromieeottoo plague
t hree substituents |nd g@ntl selected fron1%
pati@latwwﬁébﬁsaﬂlgwﬂ@“@?st@i e, Tefaventricylar Bypegyqphy.dschpmia
al ClL /- NYtheufd®i®l kdRds, diabetic
mpﬁﬁgkﬁxy%x%ﬁ aﬁd@ meﬁg &ggﬁkkﬁetgFga ﬁ&l
nephwpghpairkiokle, chwclr Brsewaﬁmnsaiﬁqa& arpingrgisalingo fbugsiulcers in
Ihaﬁ%sg kyl substituted amino; - R is hydrogen,
f " Cl_6 alkyl, C1,6 al koxy, carboxyl, nitro,
~ cyano, am no, nono- or di-Cl _6 alkyl substituted
Theafﬁsﬂo:surdﬂ girevidal ke lnpvdietcenmahdsoxf for@Bda ¢ijchbmhksk, chymase
7 cycloal kyi Cl-6 alkyl, C2.6 al kenyl, C7_6
mh%ﬁ%?nyl hydroxy, Cl-6 al kory, optionally substituted
heterocyclyl ClL 6 alkyl, optionally substituted
In alTRétQERCY eleyd i@,%f&ﬂﬂ%d confpbufdsaif Kythnulaqd)i onal |'y
substituted phenyl-Cl _6 alkyl, optionally
substituted phenyl carbonyi-Cl, 6 al kyl, optionally
substituted heteroaryi-Cl 6 optionally substituted
het eroaryl carbonyl -G -6 al kyl or heteroal koxy-Cl. 6
al kyl , or :

- wherein
A isbenzene ring or hetercaryl ring, which is a manocyclic aromatic ring
of 5 to 6 ring atoms having one, two, or three ring heteroatoms selected from N, O,

and S, the remaining ring atoms being C;

- Ar is naphthalenyl, said naphtha]enyl being optionally substituted by one to three

substituents independently selected from the group consisting of Cjg alkyl, Ci,

cycloalkyl, Cs.7 cycloalkyl Cig4 alkyl, Cog alkenyl, Cog ai.kynyl, hydroxy, C; alkoxy,

halogen, heteroalkyl, heteroalkoxy, nitro, cyano, amino and mono- or di- C,4 alfkyl

substituted amino;

R s hydrogen, halogen, C; alkyl, C,_ alkoxy, carboxyl, nitro, cyano,
amino, mono- or di~C,.¢ alkyl substituted amino, heteroalkyl, heteroalkoxy, Cs»
cycloalkyl, Cs 7 cycloalkyl Ci.g alkyl, Cy.g alkenyl, a5 alkynyd, hydroxy, Cy.s alkoxy,
optionally substituted heterocyclyl-C, 4 alkyl, optionally substituted
heterocyclylcarbonyl-C, ¢ alkyl, optionally substituted phenyﬁC]; alkyl, optionally
substituted phenylcarbonyi-Cy ¢ alkyl, optionally substituted hetercaryi-C, g alkyl,
optionally substituted heteroarylcarbonyi-Ci alkyl or heteroalkoxy-C, ¢ alkyl, or



4a Rl is NNR)(R'), N(R)(R")-C1.6 al kyl- or
N(R) (R')-carbonyl-C1_6 alkyl-, in which R and R' are
i ndependently selected fromthe group consisting of
hydrogen, Cl1 6 al kyl, C3_7 &ydoal kyl, C3_7
cycloaLlcyl C1_6 al kyl, C2_6 al kenyl, al kynyl,

het eroal kyl, optionally substituted phenyl Cl1 6

al kyl ,plopt.i ptwut-ed heterqaryl Gl 6 al kyl,

opt%/on%;ll F%/S suasq{?).t’z\#ggf% Fgﬁé@@{ﬁ"ﬁﬁ\é{g )éRg)‘RVP?HYI"%l-s alkyl-,

opE MB¥El ngélﬂom msﬂtp?ldph*ébwéliaaécbﬂsml the b Bidikg of

S 0 r.ban n i

SRt D P b e B e aenyt, ¢

g%{g@ﬂ@ﬂewagmgﬁwﬁsagt@d@@em R ) =8, Bp @) substituted

(55 ?fé’%%‘é@%‘f ﬁ(?ﬁg“’?a-ﬂéf\f?l%s’t&rl%ﬁ heterpgyclphCenalirl, opRonaliyd

e e oy e el ol O i fUlibony] g

C | : rogen , cycl oa ,

C%Eﬁgiﬁc]lyggﬁ%f}fte%%?t@ S yiFarbesy O%I kenyl , C¥_6 . e

al kynﬁll , heteroal kyl, optionally substituted phenyl,

opt i oRal liyRs(OsN(RUE-Ed, degler @M@bo,mki?g@?gt I, dR’-SOz-
stitute

Sﬁdgﬁt’;ﬂi%%?ﬁ’?ﬁﬁfi%&?@”Eﬁéla%g&;%zwh@ G ol 1
GireGnedpleyderaindeleptd foal thy oSetysédrsistingo ?&%ﬁé}’@;_ﬁyﬂkﬂ, Cssy
%ﬁ% ﬁrﬂ 51’%%%@% 5%81&1 ehe @é}vﬁéﬁ«%&ﬁ Reterasts]
optitinaly aibkssitutalipisiyl, ubeeh AR 0Bstitelkd Akl offimlily
TR T SR L
adulbetityrtearhebeb@i0B). KOk and %pﬁbnaﬂy%ﬁg%tﬁﬁ&g;hg&§ cgggicﬁ_s alkyl;

pharmaceutical ly acceptabl e salt's thereof;

unl e therwse defined, the term "heteroal kyl"
manzﬁcg_én%ﬁiﬁr € gti{ﬁg?ri‘gﬁflé a7 gipgemdalngensyano, nitro, amino,
subst- drubi, s B8l atiseedid\@gnende B 28 Ak 9oy
c(?nsis iCPgl fﬁ%{i‘ ro, hnyroxy, glmggén?"?g}&ano,gg?%doalkﬂ
a ‘I?o%’,s’ zéra%;py, 16 BB kyAesaPEby hydresy COXTPE 6
dlekyrbalbdg; Cl_6 al kyl sulfnyl, Cl1_6 al kyl sulfonyl,

car banoyl, am no and nmono- or di- Cl.6 alkyl
substjtuted am no; the term "heteroal koxy" neans

het effoalRyF-0-; the term"heter oaryl" neans a

nonocyclic aromatic radical of five to eight ring

atrcigpdogetad phitghaeagicallisceplableihREHEl 3G het er oat ons
selected fromN, O, and S. the remaining ring atons

%é?ginpﬁniess otherwise defined,

the term “heteroalkyl” means C, ¢ alkyl substituted by one or more substituents
selected independently from the group consisting of nitro, hydroxy,
halogen, cyano, Cy.¢ alkoxy, formyl, Cy. alkylcarbonyl, carboxyl, C,
alkylthio, Cy.s alkyl sulfinyl, C,.4 alkyl sulfonyl, carbamoyl, amino and
mono- or di- Cy alkyl substituted amino;

the term “heteroalkoxy“ means heteroalkyl-O-;

114 ” . . +
the term “heteroaryl” means a monocyclic aromatic radical of five to eight ring

atoms, containing one, two, or three ring heteroatoms selected from N,

O, and §, the remaining ring atoms being C;



4h the term "heterocyclyl"” means non-aromatic
nmonocyclic radicals of three to eight ring atons in
whi ch one or two ring atong,are heteroatons select ed
fromN, 0, or S(O)n (where nis an integer fromO to
2), the remaining ring atons bei ng 0; the term

"optionally substituted phenyl optionally
sulblst fetmt detehRb@roarph i onal stituted
li eterocycl, j;&?m{gans Sr%{gg%g 781 VOB ﬁlfﬂragﬁélﬁé’f%ﬁwio eight

and het er o¢ ﬁ9nmé@ﬂ%uhambynswbsﬁg@uﬁﬁam@xe@ﬂﬁaéﬁ5sdec&d

0 oup const e e oF PaPEaarEe At Foin Gaom (dahdbe remaiaing
Cl. 6 al kylring@offs Bkikgay! , C2_6 al | cynyl, hydroxy,
Cl..6 al koxy, nono- or di- CL .6 al kyl substi t ut ed

anyaQ roal kyl, and heter oaI koxy; the term -
' bi cy%lﬂlnlpcépar 0 %/ué) SHRdRhenyr) me@ﬁ@naﬂ}rsanﬁstniatedHﬂVdrMy ” and

two ar omat Dptmsnaﬁgslﬂysﬁlnﬁbd ﬁ@ﬁr&ﬂéﬁfﬁ rntée\%lnggc ?DECQE}VQS' phenyl,

4c. In a cond a gg there

phar naceu 85‘?”5@&&@ ferogni g suigtiamt@ONpOung @sre
defi ned abmhseu&nck iBdHRABIREGS I ccept abl e
excipienty In a thi r%—l%aspectééiéC grfleo\f?gl g Egistingof
conpounds %13 %Ff?fé&yad’é’o%f@lm@rcmséwhﬁzgb]]ﬁérg@,e;ggtﬁlagqnyl

active subpdrang @y alldxf h C@S@]aﬁo%]\% s%fﬁg'

provi ded ounds’ as efl ned g0,
t her apeutf’{leré’éﬁ?'n&é‘ dsigedlors for the treatment
and/ or prophylaxis of allergic, inflammatory or

fﬂtﬁr’f@tmérbﬁyﬂﬁaﬁ@ﬁaﬂl@ra&c >, t.athere is

provi ded t{;lfejiluse of corr%)lloﬁ slgzdrs}%r SYPAaRS DEvRemae rings
the prepal BfF &% Bedipapcdartdat.s for the therapeutic
and/ or prophylactic treatnent of allergic,

inflammatory or fibrotic diseases.



Unl ess ot herw se indicated, the follow ng definitions
are set forth to illustrate and define the neaning
and scope of the various Lgrns used to describe the

i nvention herein. The ternf®hal ogen" or "hal 0" means
fluorine, chlorine, bromne and iodine, wth

fluorine, chlorine and fluorine beiqg' referred. The.
In tewerotdCasBeR| thgte” s RroikedoPhITMagIHEt n SHTRATHAE nCBEMe 2
r oups, : : ' ehalkmidmenoval ent
‘m”gPW§ﬁBf§§$%g%P§%%&ﬁ%@ngﬁg&%géﬂﬁgk%%%%on a?ﬁﬁf. Thi s
termis further exenplified by such radicals as - .
In ankirdydpectethinglis provisied pyd compoopdsasylelingdabays for use g fhgippeutic
t-butyl. Cl1.4 alkyl is nore preferred. The term :
mm“%%@@%ﬁﬁﬁkyl" means C-_6 al kyl substituted by one or
nore substituents sel ected i ndependently fromthe

In 8'fOkh l@xﬁ}ib&i, Sthcfc:regiso;ﬁromidtedi ahe hepohipownyds dsabiefged, atmyarior use as
C3_6 al koxy, fornyl, C1.6 alkylcarh |, carboxyl .

thergnc aPFL RFRSanes, don ey TSR Ot preBRyIRY of allersic

inﬂ%ﬁééﬁﬂygpﬁﬁﬁ%kﬂﬁ&%&k, ami no and nono- or di- Cl-6

substituted amino. This termis further

exenplified by such radicals as 2-hydyoxyethyl, .
In pdifth| aspeadnthersyis. pr@w_dgd ;_#IR)HSG SlFSmpPpiR Oasb&:fgxﬁg above for the
Y. r X A0 [ GLRHS ORI 1AL RANRht of allergic,
pregBigE o R eon O B SR PO £ e

infighihbenentfitiadctjsnasat ons are preferred. The term
"het er oal koxy" neans heteroal kyl-0-. 4d.The term"”

hydr oxy. Cl1. | kyl " a . | - € BV def
e TP £t Y TRl e B g
the b@hrdThg Mcg]&ﬁ(ﬁﬁhedar@hs Gerails loydd'totesnibe G iGveatibeyherein:

substituted by one or nore sane or different hal ogen

atoms, 5 The term"C3 7 cycl.oal kyl | 0 N .
et oo, SRS e B S e, v
ﬂuo'i‘i‘aé‘%ﬁlrﬁgtan&ﬁﬁégﬂi&ﬂ%ﬁ%rpa@ﬁfz’@@.n radi cal of three to

seven ring carbons, €.g., cyclopropyl, cyclobutyl,
cycl ohexyl . . L. ] hed _
The term “C; alkyl”, alone or in combination with other groups, means a branched or
- straight-chain monQ\}a]ent alkyi radical, having one to six carbon atoms. This term is
further exemplified by such radicals as methyl, ethyl, n-propyl, isopropyl, n-butyl, s-

butyl, t-butyl. C;.4 al,kyl is more preferred.

The term ‘gheteroa]kyl” means Ci alkyl subsfituted by one or more substituents selected
independently from the gréup consisting of nitro, hydroxy, halogen, cyano, Ci¢ alkoxy,
fbrmyl, C1_6 alkylcarbonyl, carboxyl, Cis alkylthio, Ci¢ alkyl sulfinyl, Cie alkyl
sulfonyl, cérbamoyl, amino and mono- or di- Cp¢ alkyl substituted amino. This term is
further exemplified by such radicals as 2-hydroxyethyl, perfluoromethyl. Cis alkyl
'substituted by one hydroxy group, one carboxyl group, one carbamoyl group, one Ci

alkoxy group or one to three same or different halogen atoms are preferred.

The term “heteroalkoxy” means heteroalkyl-O-.



The term "Cl. 6 al koxy", alone or in conbination with
ot her groups, neans the group R -0-, wherein R is a
Cl16 alkyl. The term"C2_6 dkenyl", alone or in
conmbi nation with other groups, means a straight-chain
or branched hydrocarbon residue conprising an
Thedleh l“myardfxﬁrtqls RN AahO, % kGl XibGRANBP By Jn@FB mowqﬁeferably
as e.g. ethenyl, 2-propeny he term™ %2 -alkynyl
onedIydrexy @FOUPfS)conbi nati on with ot her groups, means a
strai ght-chain or branched hydrocarbon residue
ke [
The‘;tt@%mns]{lﬂé’cﬁ},&ﬁétgg Ué QBik?f ’brﬁ dqg\élléggsdb\é\f?tufeﬁ b?: c?éle%g%?@ same or
different lelagey etoyns, alone or conblnatlon wi th ot her
groups, neans non-aromati c nonocyclic radicals of
three to eight ring atons in which one or two ring
~atons are heteroatons selected fromN, 0, or S(0)n
(where nis an integer fromO to 2), the renaining
ring atonms being C. The termuheteroaryl"”, alone or
conbi nation with other groups, neans a nonocyclic
aromatic radical of five to eight ring atons,
contai ning one, two, or three ring heteroatons
selected fromN, 0, and S, the remaining ring atons
being C. The term"optionally substituted phenyl"
"optionally substituted heteroaryl” and "optionally
substituted heterocyclyl" neans, alone or conbi nation
wi th other groups, respectively phenyl, heteroaryl
and heterocyclyl optionally substituted by one or
nore substituents independently selected fromthe
group consisting of halogen, nitro, cyano, am no,
Cl1_6 alkyl, C2_6 al kenyl, C2_6 al kynyl, hydroxy, Cl-6
al koxy, mono- or di- Cl 6 al kyl substituted am no,
het eroal kyl and het eroal koxy. The term "bicyclic
aromatic radical” neans a radical having two aromatic
rings which are fused to each other. Preferred
radi cals for the chem cal groups whose definitions
~are given above are those specifically exenplified in
Exanpl es. 6 Conmpounds of formula (1) can form
pharmaceutically acceptable acid addition salts.
Exanpl es of such pharmaceutical ly acceptable salts
are salts of conmpounds of formula (1) with
physi ol ogi cal |y conpati bl e mneral acids, such as
hydrochl oric acid, sul phuric acid, sul phurous acid or
phosphoric acid; or with organic acids, such as
nmet hanesul phoni ¢ aci d, p-tol uenesul phonic acid,
acetic acid, lactic acid, trifluoroacetic acid,
citric acid, fumaric acid, maleic acid, tartaric
acid, succinic acid or salicylic acid. The term
“pharnmaceutically acceptable salts" refers to such
salts. Compounds of formula (1) in which a COOH group
I's present can further formsalts with bases.
Exanpl es of such salts are al kaline, earth-alkaline
and anmonium salts such as e.g. Na-, K-, Ca- and
Tri met hyl anmoni unsal t. The term "pharmaceutically
acceptable salts" also refers to such salts. Acid
addition salts as descri bed above are preferred.



"Optional"™ or "optionally" neans that the
subsequently descri bed event or circunstance may but
wonRegms#ei occur, and that the description inchpgdgPr006/069202
i nstances where the event or circumstance occurs an
instances in which it does not.5 For exanpl e, aryl
group optionally substituted with an al kyl group”
means that the al kyl may but need not be present, and
tlhe tees Gainpyelodkylnalentay i combinating withertbert greups; yieans a
S I % 0, rin
g{ttgthgﬂ %ﬁlz V\,hel} te:%{hﬁgi‘ gﬁotc%}b%irléﬁ%@ig £ ﬁlgt Subdt it ut ad &gpons,
ﬁﬁ%ﬁﬂﬁﬁﬁoﬁﬂkﬁﬁk@ﬂﬁmpwdbﬁﬂﬁgnaceut|calIy acceptable
exci pient” nmeans an excipient that is useful in

ThERS ¢ 6%11&%%%%9@@ nerﬂﬁ abergpa 3 Fas the

generally saf e] _non-toxic
BEpdR Her whekein Rois 8iGatslke. and i ncl udes exci pi ent
that is acceptable for veterinary use as well as

MHEBRmPITT ARCHIE | Gétle HSR coﬁbnﬁ'ﬂ@ﬁ med{ﬁérc %ﬁ%samcans a

accep table ex0|p|ent as _used in the sp ec

FRIEA T oo ETERSRSE Sy BEcAboR Scidis GoBTSistTEEAN dlenis botr
i QPRaH t ecul ar
R R G S i ey
gﬁndlng of their atonms or the arrangenent of their
DD 2sPHeBYar HORRPIB FOmbitatien i wféer@"pypr, [Hagans a
StEdigIR! chiih Jrhﬁalﬁ‘!h’é@ RYGTRRbLoR reddifl o 4 t?lg?ﬁ%‘ﬁdaﬁﬁmg

termed "stereoisonefs". Stereoisoners e not
Wr°r fog¥x ?aﬁ%ﬁj’e@om& WHEb agastaimyh ﬂeprppmé»d
"di ast ereoners” and those that are non- superinposable

Thé fefh “hBRERSINN, ASEOrURin Al it FBEr sRR ?E‘tth%@fl%n-

Wien a conpound has an asymmetric center,
URHRRHF @OWOPYC:QC agisplnotthins to sighbrib atomys iR sdvichdereres tearing

SbA R helerBom sQble 8RR ROEPREDS of ﬁ(ﬁoi%gﬂe‘ﬁbls integer from 0
enanti oner can be characteri zed by the absolute

o) thguerasinng rofg dtoms deippdet ri c center and is

descri bed by the R- and S-sequencing rules of Cahn,

-hﬂgg er whi ch t he
: cule rog§? gﬁ?ﬁ8¥m$éﬁégglgg% é¥9%2%0?|gﬁ?mbnd
meslpcgfnlaa sdmasic delital of Hretb@ight oinglatnos, odmhining ¢rie, 6vg, or
est L ve A chiral
Apeelrile ¥ierbarbn SORRER nbRPRED: ke Wencink fipe giogps vine
Gs a mixture thereof A mixture contalnlng equal '
proportions of the enantioners is called a "racemc
fa I SSEess
Th e opidhysAERRURA Sy Bl cr BRI ko TR BRRERR an
ﬁmynmlﬁmbsuﬂm@ddm«:mun’bme@ms alane ngccuﬁbmapm Wrth ittear

FEPR AN e LSRR SO LRy A SHERS o

pREETADIS S@;bstittlmts mds:pf;:n dehdy exiéctedafsomethé gramplcndmtmguﬁ“ I

L oer n e T thod
R, Sl b, LIS MR Cof Mol bondl aidfry
dkoxt srosoi sode (k. 5a]1<31 MEﬂlmkadmmmandtéIBakyl andgeteroalkoxy.
di scussion in Chapter 4 of "Advanced Organic

t: I h n. W, | and. .
Ehen o S R e doipd Bl v Gy e
whmhhﬁ§h&NMeﬁ@ﬂnﬂmﬂs descri bed before, certain
conmpounds of fornula (1) are preferred. i)A preferred

P?&@H@di i@Qls fw&mlcﬁx&a '@%ujééwﬁoe%ﬁmqs e & %n%oae are

erein I's rn drne T ng
tb@seﬁewﬁmayy@cm@dm Ekamgples. Mot her pr eferred
conmpound of the invention is a conmpound of formula
(1), wherein Ar is naphthal enyl or heteroaryl, which
Is a bicyclic aromatic radical of 8 to 10 ring atons,
containing one to three ring heteroatons sel ected
fromO, Nand S, the remaining ring atons being C
sai d napht hal enyl and heteroaryl being optionally
substituted by one to three substituents



8 1iv) Mother preferred conmpound of the invention is
a conpound of formula (1), wherein Rl is hydrogen,

wohalagen; CL_6 al kyl, Cl16 al koxy, carboxyl, ?E'rﬁ«ﬁ%d@(mm
substituted heterocyclyl-Cl6 al kyl, opti onal

substituted heterocyclyl carbonyé-Cl-6 al kyl or
heteroal kyl, or Rl is N(V\)(R') (C1_6 al kylene)- or

N( RD( R") carbonyl-Cl 6 alkyl-, in which R and R' are
Q(Qmﬁd& ff foymy (é):@a@cform @%ﬂmeml@&ip acaspsbktacidgddition
el egsh leg’Bf ﬁhmﬁ%&ﬁ %ﬂbrlﬁ&le ta%&téaﬂpﬁ:e sdits of compounds of

subst tu opt1 ona
Saputla (I meth Rhlyeln mxypaumq)mqm@wsmbly affydrechloric

7 %&fg%&gﬁﬁchg%ﬁ gvhg?ﬁh rouf 258 8%}5 ﬁ%ﬁfﬂ@ gcg%i}g&ﬁj é’%ﬁ&c ¥cids,
N(Cﬁ %S@Wg(amlbbmyllc @Qldﬁpmlkwewlphnnmdhadéhc acid, IRticari,

8&%&85%& @g eﬁ%{g ﬁ;ﬁ@ﬂc&dﬂ M&Q%ﬁ%&q@%ﬂ Sunic acid

rogen an IS especl a

ﬁéﬁﬂh&l}’hc asigk bidheyterre t"pi;ﬂrmaahunmalbyacmptaiﬂc wdtls bwﬁdrsr‘el Shlyll salts.
n&voﬁﬁ&@%%ﬁﬁl (69 mQh1MJ% §8Qﬁ fg%u%}ls §93(s§1}‘1'€§n er form

he“ i nvention I's ere|
Rﬂts ivgthFbases. ERamipRS of @Lk:h@alaﬂ dry hlkali, e8@R alkpiRle) an@lmonium

| k whi ch
%1@‘6‘%5]1 X cé ﬁla) ggéb%nélepe%% y se?%él}sx% ;‘I?Io{r‘]ﬁr?lhlec
grheopacutisiliytacogptafle it deperefeantd BB salisk Yeid additjon salts as

ound of ‘the invention is a
%%Enl'g%%dn 0%%2%&%&6?%&%) wherein one of R2, R2' and

i s hydrogen and the other two are |ndependently

H?Eﬂ%ﬂgb ror "hamrg@m” m@tﬁs thhﬂ@lb sulivpairengiy detceitiedCi@nabKy |

ar eﬁ# aﬁ%g&ﬁ e ot ef ﬁiﬁﬁl gpo(%écﬁlﬁlf)nﬂjéﬁl%@egﬁqﬁmces
Fhere rchmensommhmame aecummmgmatances i Whivhtitvdoes not. For
' o inyention.s a caupoun
L6 S50 §OTR RN DR UEH Ml PR g e
iyl "Ry taxt cheed motchegwestes ani itsrddsefiption inolutisesifontamestere the
WAl | vent.i on. .R1 ' and )
51 48b 5 Blgled o B SRY Rihun 814 gt iree B gl Boup i
w@umtlmed|WMEaﬂqﬁgbepabl y naphthal'enyl. R is nore
pr ef erably hydrogen, carboxyl C16 al kyl or Cl16 al koxy

Oy s B R v
prnp@mg apharmageudisaipmmebsfonftbatris gale(amy safahn arhtcaxiocanid
neither biologically nor otherwise undesirable, and includes excipient that is
acceptable for veterinary use as well as human pharmaceutical use. A
"pharmaceutically acceptable excipient” as used in the specification and claims

includes both one and more than one such excipient.

Compounds that have the same molecular Formula but differ in the nature or
sequence of bonding of their atoms or the arrangement of their atoms in space are
termed "isomers.” Isomers that differ in the arrangement of their atoms in space
are termed “stereoisomers”. Stereoisomers that are not mirror images of one
another are termed "diastereomers” and those that are non-superimposable mirror
images of each other are termed "enantiomers". When a compound has an
asymmetric center, for example, if a carbon atom is bonded to four different

groups, a pair of enantiomers is possible. An enantiomer can be characterized by



(I'b), wherein A, Ar, R1,R2, R2' and R2"and n are as
descri bed before in the broadest definition of this

woheMRBsd2Pn. A Ar, R, R2, R2' and R2"and n ar PCT/EP2006/069292
preferably as described in i) to iv) above. 'S

nore preferably hydrogen, C16 af kyl, carboxyl Cl6

al kyl, hydroxyCh6 al kyl, carboxyl, or

N(RD(R') car bonyl - C16 al kyl-, in which R and R' are
thrrdyselitregeniiguragipe of deladymanettip eergc:rmm;d ig dessiibed bythoR- and

SACAOEI A, el i b LI B8y S R pie on
(nc)lecuhﬂo(t;aﬁesi the plane of polarized light and designated as dextrorotatory or
T G020 TR RO
as cythmutdn;zdual mantmmhﬂogaga ntiztubo shetdof. Aamldture ¢c®1tamm g equal

gaag%r&&ségogfqﬁ@&ﬁmﬁ%& id eMleH RPN hichEbige! e- 2- car boxy

1- (8- nmet hyl - napht hal en- 2-yl net hyl ) - 1H-i ndol e- 2- car box
¥he eorgppends of formula (I) can possess one or more asymmetric centers.

I 1)
ggggegiilé@f:ea 5431?%&%% b%lg rﬂ%&:ﬁ i & §L[gﬁ}gl¥ 2 rpaﬁttéfw Bhgodind in
agiohand @1&@13? istitkengdiete- 13clyﬂf; bash hiydiyidual enantiomers and
I
%1%9& R E RO PG e ol pindivyd i gl aniptore
thgraedx Yhe meﬁmdd for the determmatlon of stereochemistry and the separation

- &&&%&ML& Qe RRAN A thiefaH 148! fsckisfH RVt At ¢

M‘@“m(ﬂwmﬁm 4thetitival JeNatchy fohet Wylky dritd SoxdoNew
Y8aC 96Xyl i ¢ acid.

While the broadest definition of this invention is described before, certain

compounds of formula (I) are preferred.

i) A preferred compound of the invention is a compound of formula (I),

wherein  A1s a benzenering or a pyridine ring, preferably a benzene ring.

~i1)  Another preferred compound of the invention is a compound of formula (1),
wherein Ar is naphthalenyl or heteroaryl, which is a bicyclic aromatic radical of § to
10 ring atoms, containing one to three ring heteroatoms selected from O, N and S,
the remaining ring atoms being C, said naphthalenyl and heteroaryl being
optionally substituted by one to three substituents independently selected from the
group consisting of Cy.¢ alkyl, Cy_¢ alkoxy and halogen. A preferred heteroarylis a
bicyclic aromatic radical of 9 ring atoms, containing one ring heteroatom selected
from O, N and S, the remaining ring atoms being C, which is optionally substituted
by one to three substituents independently selected from the group consisting of C;.
¢ alkyl, Cyi¢ alkoxy and halogen.

i) Another preferred compound of the invention is a compound of formula (1),

wherein n is an integer of 1 to 4, more preferably 1.



x) Mot her preferred conmpound of the invention is a
conpound of formula (1), which is

5 3- (et hoxycar bonyl am no- et hyl ) - 1- n
wo-oﬁ@}é%%?hyl 1H i ndol e- 2-car boxylic acid, 5-Fl gEWEB 0669292

(meth anesul fonyl am n o-nethyl)g 1- napht h al en-

1-yl nmet hyl - 1Hi ndol e- 2-carboxylic acid,

5- Fl uor o- 3-[ (met hoxycar bonyhnet hyl - am no) -nmet hyl ] -1-n
apht Habther prefartavetomypoubid-df tltkoingerRionds b ooty pown dacfi fdymula (1),

0 thl 5-fl uoro-.1-n
STt RSP IE el Uk 0 tiony pbfgyhany
Bulﬂtmmh@el[oﬁypéyllf@lmeﬂkyl fctpmpha]ﬂlseetulbyﬂltu&ﬂl hecresyelylepdionit-C, ¢

ﬂf’e‘t %Q?]%%I met hyl - 1Hi ndol e- 2-car boxylic acid, 3-
F%%ﬁw G kycar bonyl - am no) - et hyl |
-5 fluoro-1-naphthal en- 1-

)RI lﬁé?ﬂ(]ﬂ')IRl)-KCnddkﬁeﬂe)ea)r MR}ZKR’C) achahyl-Crs aJkyl— 111 whzch R’
gntf car %J}:Xgl?xﬁl fge}ég{ ehgtrgi?p gonsmt]}{g gFltq ogen

8lkpi, hettipalkyh Dpammﬂyrmbhmitc& phensd Cos ﬁlkﬁz]Yanfdl opmmna.lﬂbap ht h
@Ab%ﬂfu]céd gﬂéﬁ?{c@gokidl Il_Ill-OII'('r)] g%lfé?'a y Skil )é}{ogle él 6 a%tyl carboxyl C,.
¢ alkyl, hydroxy C,.¢ alkyl, Cy.¢ alkoxy C.¢ alkyl, carboxyl, or N(R){(R”)-carbonyl-
Cy¢ alkyl-, in which R’ and R” are independently selected from the group
consisting of hydrogen and C¢ alkyl. R' is especially hydrogen, methyl,
carboxylmethyl, dimethylaminocarbonylmethyl or 2-methoxyethyl.

v)  Another preferred compound of the invention is a compound of formula (I),
wherein .R1 is R’-0-CO-N(R”)-C.¢ alkyl—, R™-SO;-N(R”)-C}.¢ alkyl- or (R)(R”)N-
SOg—N(R”-’)—Cl_G ajkyl—, in which R’, R” and R’ are independently selected from
the group consisting of hydrogen and Cy_¢ alkyl.

vi)  Another preferred compound of the invention is a compound of formula (T),
wherein one of R% R* and R” is hydrogen and the other two are independently
hydrogen, halogen, C;.¢ alkyl, hydrogenated C,¢ alkyl or Cy.¢ alkoxy, more
preferably two of R%, R* and R* are hydrogen and the other is hydrogen or

halogen. Fluorine is preferred as halogen.

vii) Another preferred compound of the invention is a compound of formula (),

which are
//,l\r
- (CH,),
. RZ' \ O
R N OH
\H1

(1),



5- Chl oro- 1- (7-f 1 uor o- napht hakn- 1-yl met hyl ) - 1H i ndol e-
2-car boxylic acid,

Wolgo%aézsgijor o-naphthal en-1-yl met hyl ) - 5- et hyl - Lk Bogk Geozen
-2-carboxylic acid,

1- (7- Fl uor o- napht hal en- 1-yl net eyl ) - 4- net hoxy- 1H-i ndo

e- 2-carboxylic acid, 3-Di nethylcarbanoyl nethyl - 1-

(7-flu oro-n aphthal en- 1-yhnethyl)- 111-

e A2AG & RG)BA arcd REaneH n are as described before in the broadest

- & 7.o.Fl 0-.napht hal en-. 15 yhargt-hyl. },23- ( met hoxycar,bonyl
O S OO AR YR TR Bl Rt By o
HegcTibéd ) oo ivapisvealse is thoyd prefetublly) nph(nikinlyh ri'ssifoony |
am.no-nmet hyl ) - 1H | | es,2-capboxylic.acid, 1z > 2
PR R ab conn G 8P F Tk Cranaty RoRE ang imare
etdyy prefxable hydnveérhy| | - 1H- i ndol e- 2- car boxyl i ¢ aci d,

3-[ (Et hoxycar bonyl - met hyl - ami no) -nmet hyl ] -1-(7-fl uor o-
naphth n-1- ylnethyl)-1Hi ndol e- 2-.car boxyl i cid
P AR b et R O R Frorii ot
Wwhimhtdng | - ami no) - net hyl - 1H-i ndol e- 2- carboxylic acid,
5-Flu oro- 1- (7-flu oro-naphth alen- 1-ylnethyl)-3-
(meth oxycarbonyl amin o-nethyl)- '
1H-i ndol e- 2- car boxyl i ¢ acid, R :
5- Fl uor o- 1- (7- f | uor o- naphtfal en- 1yl net hyl ) - 3- (et han
esul fonyl am nonet hyl ) - 1Hi pdol e- 2 car boxyl i ¢ aci d,

5- Fl uoro- 1- (7- f | uor gy?lapy yl met,yl ) -3-[ (et ho
xycar bonyl net hyl - am no) - N ndgl e- 2- car boxyl

c acid, | R? N OH

(Ib),

wherein A, Ar, R',R% R* and R*'and n are as described before in the broadest
definition of this invention. A, Ar, R'R* R* and R*'and n are preferably as
described in i) to iv) above. R'is more preferably hydro gen, Cy¢ alkyl, carboxyl C;.
6 alkyl, hydroxy C;.¢ alkyl, carboxyl, or N(R")(R”)-carbonyl-C;_¢ alkyl-, in which R’
and R” are independently selected from the group consisting of hydrogen and Cy.¢
alkyl.

ix)  Another preferred compound of the invention is a compound of formula (1),

which is
3-methyl-1-naphthalen-1-ylmethyl- 1H-indoele-2-carboxylic acid,

3-carboxymethyl-5-fluoro-1-naphthalen-1-ylmethyl- 1H-indole-2-
carboxylic acid,

3-dimethylcarbamoyimethyl-5-fluoro- 1-naphthalen- 1-ylmethyl- IH-indole-
2-carboxylic acid,



[ (Et hoxycar bonyl - met hyl - am no) - met hy1] - 5-f | uor o- 1- (

- f1 uor onapht hal en- 1-yl et hyl ) - 1Hi ndol e- 2- car boxyl i c

WO 3ifboss21 2

5-F uoro 1- (7-fluoro-napht hakn-1- ylnethyl) BPFfmT?wwmwﬂu
esul f onyl met hyl - am no) - met hyl ] 4@H-i ndol e- 2- car boxyl i c
aci d,

1- (5- Fl uor o- benzo[ b] t hi ophen- 3-yl1net hyl) - 3- ( net hanesu

| f onyll&ififhoretaphihaleht §-pldwitleyd 2 1 damdobeyd-carbaxgilid acid,

1- (5- Fl uor o- benzo[ b] t hi ophen- 3-yl net hyl ) -3-[ (met hoxyc

ar bonyl gTELy) ATRAGTE KLy it RIS 2o AR

3 D wethylcarbarno met hyl-5-fl uoro-1-(5-fl uoro-benzo
[b] t At @phnsto-denzalbithiophyn-BrdlinathyD eli2-indaledxaprtaxylic acid,
acid,

5- Fl uar laer | t

(ot o e A R TR (D, (AT Ao hEh bty -1

aci d, imsfole-2- carboxyhc acid,
5- Fluoro 1- (5-fl uor.o-benzo[ b] t hi ophen-3-yl net hyl ) -3-]
(et h@mgﬁ&hﬂw&n@@m}ml o@{g@}m{@ﬁﬁy - hido e RdrBof1ie @kid,

boxylic acid. The conp ds Of the present I nvention
can be pre ared, for exanple, by the general

synt hétaph elivimeth doEbn dedes 2rsarbowylicasicen)

Synt heti c Procedures
I-(2-methoxy-ethyl)-3-naphthalen- 1-ylmethyl- 1H-indole-2-carboxylic

acid.

X) Another preferred compound of the invention is a compound of formula
(ID, which is

5-Fluero-3-(methoxycarbonylarnino-methyl)- 1-naphthalen- 1-ylmethyl-
1H-indole-2-carboxylic acid, -

5-Fluoro-3-(methanesulfonylamino-methyl)- 1-naphthalen- I-ylmethyl- 1H-

indole-2-carboxylic acid,

5-Fluoro-3-[ (methoxycarbonyl-methyl-amino)-methyl]- 1-naphthalen-1-
ylmethyl- 1H-indole-2-carboxylic acid,

3-[(Ethoxycarbonyl-methyl-amino)-methyl]-5-fluoro- 1-naphthalen-1-
ylmethyl-1H-indole-2-carboxylic acid,

5-Fluoro-3-[(methanesulfonyl-methyl-amino)-methyl]- 1-naphthalen-1-
yimethyi- 1H-indole-2-carboxylic acid,

3-[(Ethyl-methoxycarbonyl-amino)-methyi] -5-fluoro- 1-naphthalen- 1-
ylmethyl- 1H-indole-2-carboxylic acid,

3-Ethoxymethyl-5-fluoro-1-naphthalen- 1-ylmethyl- 1H-indole-2-carboxylic .

acid,



Compounds of fornmula (1') can be prepared as shown in

Schene 1. Schene 1 13 Coupling of the indoles
;the hal ogen-nethyl derivatives (1V)
WO%@:@Q@ Ished with a base, e.g. LiH |ICH or 9@?@‘?2%)@’)969292

NaH in a solvent hie tetrahydrafiurane or preferabl y
dimethylformamde at 0 Cto 100 C, preferably at 20 C
to 60 Cto give the indole ester (VI). Hydrolysis of

t he eStldmdthflgarbanoiim egfyl-Seflvedovii- (T ThedH apklian-1-

ref erabl in | i ke H20, MeOH or
?etraﬁ%t%lgﬁ%l]&doﬁ?% :1’853’ 2 nixture of HR0,

andMeOH to afford the conmpounds of fornmula (1').

Hal ogérzhtetca{H(7-deiora-abphvbslet Mimettryahli ehdé¥d-2 @arboxylic acid,
napht haknyl, if not commercially avail able, can be

prepa e as

DD, BB - RS  S DSy
can becigr epared according to the foll owi ng I |terature
references: 11) Bailey, Denis M et al.

1982 3 ;
bor a7t bt i sy 4%39@2%%‘ carpppdic
et alagidPCT Int. Appl. (1998), W9857932A1. 14)

Bonni er, Jane Marie et al., Bulletin de |a Societe

Chi M §45inddeh il@lifoichethil-1- @ oro A8 Rthaten- 1-ylmethyl)- 1H-

indole-2-carboxylic acid,

1-(7-Fluoro-naphthalen- 1-ylmethyl)- 3-(methoxycarbonylamino-methyl)-
1H-indole-2-carboxylic acid, :

1-(7-Fluoro-naphthalen- 1-ylmethyl)-3- (methanesulfonylamino-methyl)-
1H-indole-2-carboxylic acid,

1-(7-Fluoro-naphthalen- 1-ylmethyl)-3-] (methoxycarbonyl-methyl-amino)-
methyl]- 1H-indole-2-carboxylic acid,

3-[(Ethoxycarbonyl-methyl-amino)-methyl]- 1-(7-fluoro-naphthalen-1-
ylmethyl)-1H-indole-2-carboxylic acid,

1-(7-Fluoro-naphthalen- 1-ylmethyl)-3-[ (methanesulfonyl-methyl-amino)-
methyl}-1H-indole- 2-carboxylic acid,

5-Fluoro-1-(7-fluoro-naphthalen- 1-ylmethyl)-3-(methoxycarbonylamino-
methyl)-1H-indole-2-carboxylic acid,

5-Fluoro-1-(7-fluoro-naphthalen- 1-yimethyl)-3-(methanesulfonylamino-
methyl)- 1H-indole-2-carboxylic acid,

5-Fluoro- 1-(7-fluoro-naphthalen- 1-ylmethyl)-3-[ (methoxycarbonyi-
methyl-amino)-methyl}- 1H-indole-2-carboxylic acid,

3-[(Ethoxycarbonyl-methyl-amino)-methyl]-5-fluoro-1-(7-fluoro-
naphthalen-1-ylmethyl)- 1H-indole-2-carboxylic acid,



15) Mukerjee, Y. N et al., Indian Journal of
Chem stry, Section B: Organic Chem stry I ncl udi ng

W"&dg}é’?’i\%?l Chemistry (1985), 24B(9), 985-7. 1’%%@%"}5’069292

et al., Tetrahedron Letters (2003),
4007-4010. 17) Chapman, Norman2B. et al., Journal of
the Chem cal Society [Section] C' Organic (1968),
(22), 2747-51. 18) Chapnman, Norman Bellany et al.,
Jour natFleérot h€7-Gnem-oaphtBaen-at simehght 3- fim et e@ilfaryi-c

e BBttty S n g S g non e

Sevricourt et al., Bulletin de | a Societe Chimque de
Fr anc é-(048atp; be@‘&eﬂn]tﬂ%pheﬂ)?; y]ﬁ&@hyl)]:S (nibghanesulfoRgiamino-

exan‘plme,thj}ejw?ﬂsﬁla feliw rl ?]ﬁls of formula (1V') may

be preéepar I'n accor the foll owi ng Schene
2: Scheme 2 ?1110.

1-(5-Fluoro-benzo[b]thiophen-3-ylmethyl)-3-[ (methoxycarbonyl-methyl-
amino)-methyl]- 1H-indole-2-carboxylic acid,

3-Dimethylcarbamoylmethyl-5-fluoro-1-(5-fluoro-benzo[b] thiophen- 3-
ylmethyl)- 1H-indole-2-carboxylic acid,

5-Fluoro-1-(5-fluoro-benzo[ b]thiophen-3-ylmethyl)-3-

(methanesulfonylamino-methyl)- 1H-indole-2-carboxylic acid, or

5-Fluoro-1-(5-fluoro-benzo[b] thiophen-3-ylmethyl)-3-[ (methoxycarbonyl-
methyl-amino)-methyl]- 1H-indole-2-carboxylic acid.

The compounds of the present invention can be prepared, for example, by the

general synthetic procedures described below.

General Synthetic Procedures

Compounds of formula (I") can be prepared as shown in Scheme 1.

Scheme 1
2 R1
.R A\ o * »
R® . \__ N
Rz" ﬁ O—R o
) {v) (Vl)

Ar, R\ R% R” and R¥and n are as defined before. R®is methyl or ethyl. Xis

chloro, bromo or iodo.
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9?0@/09469" C2_6 al kenyl, C2-6 al kynyl, hydroigé /Egl)%ﬁlowwz-
hal ogen, heteroal kyl, heteroalkoxy, '{ o,

cyano, am no or nono- or di-Cl§3al kyl substltut ed

am no. Xis chloro, brono or iodo. Tetral ones

(VIl) can be nethyl ated and dehydrated to give the

di hy dbuph@)hﬁ ﬂnalmdxdesjef)l arat thwehaﬁdgeﬁ -mdih gindetivatites ¢IV)odan be

SRR MhaC RIS, S2o LBl BHh oF bl bl ip o solvent T

tmltahydlmﬁp'hhdﬂei preferaliie dindethiyNern{anhitly anbi*Cho 460 °“Oepreferably at

2 P ob Lt ERP ARG IS e Vi Py T GG JBS ety (V5 can be

effdosedowith (LiOHO NKO&D bt hadferaplydeiOHMaini &/ ﬁ.ﬂve(nk ‘]dk&: H,h EMeOH or

rocess.is descrihed in GA.Potter taI
553 o0 abetpnb i TRt A Fep mab veGH (B aford the
tan pod mls\Of Erendo(iner ci al [y avai | abl e or can be

prepared by a skilled person based on its common

at oS e Rerra BV o i & i Pl i not

tdrenfendidliiyvavaiatie, tean &t qji'q)ardd bizalskilled pegsef batedadn its common

3] FngRlgi | B S5 e ABENEY (NP4 b bt according o

a&qsmowingﬁ(emyrerz&zamzam. 3) Gay, Nancy M eta 1.
Journal of Medicinal Chemstry (1991), 34(4),

HA%RR4, Denis M. et al,, U.S. (1982), U.S. 4,169,108,
12) Andrieux, Jean et al., Eur. Pat. Appl. (1996), EP709371A1.
13) Karlsson, Olle et al., PCT Int. Appl. (1998), W09857932A1.

14) Bonnier, Jane Marie et al., Bulletin 'de la Societe Chimique de France (1967),
(11), 067-9.

15) Mukerjee, Y. N. et al, Indian Journal of Chemistry, Section B: Organic
Chemistry Including Medicinal Chemistry (1985), 24B(9), 985-7.

16) Cui, Dong-Mei et al., Tetrahedron Letters (2003), 44(21), 4007-4010.

17) Chapman, Norman B. et al., Journal of the Chemical Society [Section] C:
Organic (1968), (22), 2747-51.

18) Chapman, Norman Bellamy et al., Journal of the Chemical Society [Section] C:
Organic (1968), (5), 518-22.

19) Saitou, Hirosi et al., PCT Int. Appl. (2002), WO2002066457A1.

20) Cugnon de Sevricourt et al., Bulletin de la Societe Chimique de France (1977),
(1-2,Pt. 2), 139-41.



4) Brehm Warren J. eta 1., Journal of Ckganic
Chem stry (1950), 15, 685- 7 5) F1-CGendy, Adel
chi ves of Pharnmacal Research (2001)
Wog@@}ﬂgﬁzg Tani, Masanobu et al., Synlett (195%}2&{)%03?/069292
931-932. 7) La Coils., Paolo ettal., PCT Int. Appl.
(2002), W2002083126. 15 8) Bentl ey, Jonathan Nhrk.
et al., PCT Int. Appl. (2002), W2002010169. 9) Bos,

M et opea r L G2 .Str :
¥, S5 copEOBERaIaN Rty A IE VRIS Yrepara i
pprdance with phe follooda) Schywpe815552. As descrl bed above,
t he conpounds of forrmula (I) are active conpounds and
i nhi bit chynmase. These cofigstinds consequent |y prevent
the. (vation of~An helin, TGFB
, col Lagen ind deg_gdatl f proteins
onbi n, Fl AWPO Al, 2. They
pht and/ or pR ion of al
i ngt@mmat ory andger” fi brotic di seaS€s, such as RS
alleg@%, ast hma, per|pheral arterial occlusive

di se critical I%nb ischenmia, vufferable

at heroscl erotic plaque patients, unstabl e angina,
congestive heart failure, left ventricular
hypertrophy i schem a reperfusion injury, stroke,

car dRorapdpRE reye inéqteed@gryshydmmcm chllad,tﬂr;irtdysloa]kyl Cs7

TR S

hﬁelmiaﬁdylebe@c@ﬂkomrmvem}ram, aamigkb o mtmevatondnCl @alkyl substltutcd

, I t or fibrotic di seases,
hltlcu cth$t§ o?ﬁ%ghb05|s or asthma, is the

preferred |nd|cat|on The invention therefore al so
r el atfezaloresiNaD vac beamiethalatesbansbdshyiatesl to@ingrths fdibgdee

g@gﬁiﬂgld@ﬁvﬁ% 6ﬂ? A ARROME A0 o Ac AR IRAGEY Chif BL Lfected with

€ excl
3,4,5,6-tetrachloro-1,2- benzoqumone to give the methylnaphthalenyl derivative

—_p

(IIT) which can be chlorinated or brominated using N-chlorosuccinimide of N-
bromosuccinimide, respectively, to give the chloro- or bromo-
naphthalenylderivatives (IV’). The proeess is described in G.A. Potter et al., PCT
Int. Appl. (1999), W(0994(944.,

The starting materials of formula V are commercially available or can be
prepared by a skilled person based on its common general knowledge. In addition,
the starting materials of formula V can be prepared according to the following
literature:

1) Galun, Arjeh et al., Journal of Heterocyclic Chemistry (1979, 16(2), 221-4,

2) Collot, Valerie et al., Heterocycles (1999), 51(12), 2823-2847.

3) Gray, Nancy M. eta 1., Journal of Medicinal Chemistry (1991), 34(4), 1283-92.
4) Brehm, Warren J. eta 1., Journé.l of Organic Chemistry (1950), 15, 685-7.

5) El-Gendy, Adel A. et al., Archives of Pharmacal Research (2001), 24(1), 21-26.
©) Tani, Masanobu et al.,.Synlett (1996), (9),931-932.

7) La Colla, Paolo et al., PCT Int. Appl. (2002), W02002083126.
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The invention |ikew se enbraces conpounds as
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ch ynaﬁ?%{l/él?ﬂlg&g%ﬁ%ghﬁ s o? %E% rggfglggérlttﬂmll%\t/@r}tl on can
be denonstrated by the peptide substrate assay as
THhesiavegion thereforg EtOeruelathdp PhREmageyties €OMPEsiHERY eqraprising a
caliQ% t PF
A B L Pt AP oA
compounds
Thsudwrienyien Afkewiiea SPPESRE FYMRRTAGS 45 ndtsaifhasuahays fgr; use as

th%ﬁ@.ﬁfcﬁ]l}BEeﬂv@tsuﬁétanoes SRCMY 120 {kra prbTRAY REVe S@istances for

mase: an i nmproved procedufe for expression in
tb? rEnepaseder srophylazisatpilergics svlagmatngy andien fbratie diseases,
; Rly & %cﬁﬁﬁﬁﬁ@ﬂca]ﬁppacu@ Oﬂm RUulth; sfigd t&ﬁtment and/or
I mmedi at e _publication 26 My 04 as manuscri pt
repptdua 78 phergy msthiast regpheral agtymlhec@ltlﬁefa difopse. gritical limb
1§BHEﬂn'iay Win PR faﬁfé%s@ﬁ:?&t Tbla a@&@%ﬁﬁlﬁftg s um¥ible §h $iRR Qon gestive
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Siehangte), 0.1ng/ ml Heparin (Heparin sodium Signma
porcine I ntestinal nucosa), 0.02mM AAPF-substr ate,

1nM Chymase at pH 7.4. The assay was performed in

Te- iertiop| %lﬁ%geletpaék dhel uspof spapeyndsppg Hesgribedghgve for the
Y Ronads h@&%@ﬁﬁ%ﬁﬁwﬁa g@d&f@éﬁﬂ&cgto\eﬁh&}ﬁcﬁ@ﬁeatment of

|nd|cated by the initial rat I ncre

aflengisy diapwatory @Wiera Gbravic( dieasesatiapticularbiriers then fherapeutic
fromfree 7-am no-4- nethyl coumarin released fromthe
substrate Inhibition of the activity by inhibitory
conpounds was read after 30 min pre-incubation with

the chymase at roomtenperature in assay buffer

wi t hout AAPF-substrate The assay was then started by
addltlon of the |nd|cated concentratlon of AAPF-
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and/or prophylactic treatment of allergy, asthma, peripheral arterial occlusive
disease, critical limb ischemia, vulnerable atherosclerotic plaqué patients, unstable
angina, congestive heart failure, left ventricular hypertrophy, ischemia reperfusion
injury, stroke, cardiomyopathy, restenosis, rheumatoid arthritis, diabetic
nephropathy, irritable Bowel Disease, Crohns’ disease, atherothrombosis and/or
burns/ulcers in Diabetes/CLI. Such medicaments comprise a compound as

described above,

The invention also relates to the process and the intermediates for manufacturing
the compounds of formula (I) as well as the process for manufacturing the

intermediates.

The inhibition of chymase by the compounds of the present mnvention can be

demonstrated by the peptide substrate assay as described hereiafter.

For the chymase a substrate was chosen containing the 4 amino acid peptide- AAPF
as a standard substrate for chymotrypsin Jike compounds (succinyl-Ala-Ala-Pro-
Phe-[7-amino-4-methylcoumarin]; Lockhart BE, et al., “Recombinant human mast-
cell chymase: an improved procedure for expression in Pichia pastoris and
purification of the highly active enzyme.” Biotechnol App! Biochem . published as
immediate publication 26 May 2004 as manuscript BA20040074)). The peptide was
synthesized with a purity of 95% from Bachem, Bubendorf, Switzerland). Chymase.
purified form human skin mast cells was obtained from Calbiochem (Merck
Biosciences, San Diego, California, USA). The assay buffer was 0.15 M NaCl,
0.05M, Tris HCl1, 0.05% CHAPS (3-[(3-Cholamidopropyl)-dimethylammonio]-1-
propane sulphonate), 0.1mg/ml Heparin (Heparin sodium, Sigma, porcine
intestinal mucosa), 0.02mM AAPF-substrate, inM Chymase at pH 7.4, The assay
was performed in 96-well plates (Packard Optiplate), with a 0.05ml volume at room
temperature. Chymase activity was indicated by the initial rate of increase in
fluorescence at 340/440nm (excitation / emission) from free 7-amino-4-
methylcoumarin released from the substrate. Inhibition of the activity by
inhibitory compounds was read after 30 min pre-incubation with the chymase at
room temperature in assay buffer without AAPF-substrate. The assay was then
started by addition of the indicated concentration of AAPF- substrate.

The IC50 values of the active compbunds of the presenf invention preferably

amount to about 1000 to 0.1 nM, especially about 40 to 0.1 nM.
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The caBpounyssl ofiforaulad swber tegophrurrebizalnrdwer2blp salts can

be used as medicaments, e.g. in the form of pharmaceutical preparations for
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I'i qYrEkafml
pharjmaceuti cal adj |
only inorg

ar e |nat
Her mat
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enteral, parenteral or topical administration. They can be administered, for
example, perorally, e.g. in the form of tablets, coated tablets, dragées, hard and soft
gelatine capsules, solutions, emulsions or suspensions, recta.lly, e.g. in the form of
suppositories, parenterally, e.g. in the form of injection solutions or suspensions or
infusion solutions, or topically, e.g. in the form of ointments, creams or oils. Oral

administration is preferred.

The production of the pharmaceutical preparations can be effected in a manner
which will be familiar to any person skilled in the art by bringing the described
compounds of formula I and/or their pharmaceutically acceptable salts, optionally
in combination with other therapeutically valuable substances, into a galenical
administration form together with suitable, non-toxic, inert, therapeutically
compatibie solid or liquid carrier materials and, if desired, usual pharmaceutical

adjuvants. '

Suitable carrier materials are not only inorganic carrier materials, but also organic
carrier materials. Thus, for example, lactose, corn starch or derivatives thereof, talc,
stearic acid or its salts can be used as carrier materials for tablets, coated tablets,

dragées and hard gelatine capsules. Suitable carrier materials for soft gelatine
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coupled with 1-brononet hyl - napht hal ene and t he
p-Bodunixtubtod itirethethayin aph thradih ydesinative (Gl 65.9 banele}, Inebromo- or

ROIREANG AT iR a5 EemBRld) hnd YRn 23tk N0 43 dmole) in CCL (15

ml) was heated at reflux temperature for 4 h. The suspension was filtered and the

filtrate was chromatographed on silica (n-heptane) to 'give the chloro- or bromo-

naphthalenylderivatives (IV’).

General Procedure B: Preparation of the 2-carboxvlic acid derivative (17

2.1. To a solution of the indole methyl- or ethylester (V) (9.0 mmole) in
dimethylformamide (100 ml) was added at 22 °C NaH (55-65% in oil, 9.6 mmole)
and stirring was continued until gas evolution ceased (30 min). The mixture was
‘treated with the halogen-methyl derivatives (IV) (9.6 mmole) and stirring was
continued at 50 °C for 3 h. The mixture was partitioned between aqueous NH4Cl
and ethyl acetate, the organic layer was washed with water, dried and evaporated.
The residue was chromatographed on silica (n-heptane/AcOFEt, 4:1) to give the the
indole ester {VI).

2.2. A solution of the indole ester (VI) (7.8 mmole) in ethanol (300 ml) was treated
with NaOH (4 N, 65 ml) and stirring was continued at 60 °C for 1 h. The solution

was evaporated, the residue partitioned between aqueous HCl and AcOEt, the



Exanple 2 3-Chloro - 1-n aphth alen -1-yl nethyl -
1Hin dol e-2-carboxylic acid C Using genera

WOQ‘;OC}%%%L‘) e B, 3-chloro-1Hindol e-2- carboxyl i Cpagiedroneinee292
h ester was coupled with

1- bronDnEthyI napht hal ene and ©be product obtai ned

was hydrolyzed to give the title conpound as a white
solid. Ms: 334.3 ([MH). 21 Exanple 3 3-Meth

oxganio lnyapheshiriedervaporateyl| amdt thy residuie tritweited with diethylether to

e BB bRt BBl 20t elhyl ost or

(Lit. 1) was coupled with 1-brononethyl-naphthal ene
Ehﬂnphd,product obt ai ned was hydrolyzed to give the

%}Met%pff? Eali aleH -y %I%Pioy4oqe— —:,\]é%box%%_f acui [ MeH)
doIe 2, 3- dlcarboxyllc acid
[ :I‘g 4
9
()

Using general procedure B, 3-methyl-1H-indole-2-carboxylic acid ethyl ester was
coupled with 1-bromomethyl-naphthalene and the product obtained was
hydrolyzed to give the title compound as a white solid. MS: 314.1 ([M-H]").

Example 2
3-Chloro-1-naphthalen-1-ylmethyl- ITH-indole-2-carboxylic acid
Cl
0
C4
N  OH
Using general procedure B, 3-chloro-1H-indole-2-carboxylic acid methyl ester was

coupled with 1-bromomethyl-naphthalene and the product obtained was
- hydrolyzed to give the title compound as a white solid. MS: 334.3 ([M-H]").



COCH Using general procedure B
1H i ndol e- 2, 3-di carboxylic acid dinethyl ester was _

W ﬁﬁg k&dy Wi th 1-broromet hyl - napht hal ene and t Bermpanossms

0 @uct obt ai ned was hydrolyzed to glve the t 6 ?32 069292

conpound as a white solid. Ms:2B44.3 ([MH). Exanple
5
3- Car boxynet hyl - | - napht hal en-1 -yl nmet hyl - 1H i ndol e- 2- ¢
Exopkl3ic acid 22 Using general procedure B
1H i ndol e- 2, 3-di carboxylic add diethyl ester (Lit. 2)

g g G f@ﬁ%ﬁ?@%@ﬁ?ﬁ it

conpound as a white solid. N%ﬁ 358.9 ([MH-). _
gn- 1- yl met hyl - 1H i ndol e

Exanpl e 6
3- (2- Car boxy-ethyl)-1-n Eﬁn'a
st gemeral procedure B
i ndol e- 2- car boxyl i ¢ add

- 2-carboxylic add COOH
3- (2- et hoxycar bonyket hyl ) -1
et hyl ester was coupl ed
1- br ononaet hyl - napht hal ené t he product obtai ned

was hydrolyzed to give the e compound as a white

IS_Iom g gcnel\llg procezdu?'e ﬁ[ é\/k o fgxy- 1H-indole-2-carboxylic acid ethyl ester (Lit.
1) was coupled with 1-bromomethyl-naphthalene and the product obtained was
hydrolyzed to give the title compound as a white solid. MS: 332.1 ([M+H]").

Example 4

- 1-Naphthalen-1-ylmethyl- 1H—indole-2,3—dicarboxylic acid

COOCH
o]
N
OH

S

Using general procedure B, 1H-indole-2 3-dicarboxylic acid dimethyl ester was
coupled with 1-bromomethyl-naphthalene and the product obtained was
hydrolyzed to give the title compound as a white solid. MS: 344.3 ([M-H]").

Example 5

3-Carboxymethyl-1-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid

COOH
0
N
N OH

&



Exanmple 7
3-(3- Car boxy- propyl) - 1- napht hal en- 1- yl net hyl - 1H i ndol

5 poxylic acid COOH CH
Woglm?/'g rboxy- propyl) - 1H i ndol e- 2- car boxyl i c ggT P2006/069252

(Lit. 3) was esterified using B/ MeOH to give the

3- (3-net hoxycar bonyl - propyl) - 1H i ndol e- 2- car boxyl i c

acid nethyl ester. Using general procedure B,

BLS'(n@ gmtﬂabp;madmnBI 1£ﬂfiﬂ¢gl¢)2r3lﬂ:icimbd®j&k:~ &id didplopt yester (Lit. 2)

s 0
B o ME i - Ehand R BRER Rt pd e prosry sigained was
h@xkobgwﬁ tml gl\zeetﬂie tivlegbmpotihe ag & whize sdidp MHB588 (BMvHI ) .€
solid. Ms: 386.3 ([MH). 23 Exanple 8

ﬁi%q%%zyl - met hyl - am no) - net hy1] - 1- napht hal en- 1-yl net
82 ndol e- 2= car boxylic acid Using general
procedure B,
3-(R-{(zebayyt-ethet)-Hyh apduthale)-1 rbmnbeply]- 1H Hin il old €2} earBoxylic acid
carboxylic acid ethyl ester (Lit. 4) was coupled with
1- br ononet hyl - napht hal ene and gdg product obt ai ned

was hydrolyzed to give the titde conpound as a pale
yel l ow solid. Ms: 433.4 1l9. Exanple 9

3- Mor phol i n- 4-yl net hyl - alen-1-yl nethyl-1Hind
ol e- 2-carboxylic acid N OH

Using general procedure B, 3-(2-ethoxycarbonyl-ethyl)-1H-indole-2-carboxylic
acid ethyl ester was coupled with l-bromomethyl-naphthalene and the product
obtained was hydrolyzed to give the title compound as a white solid. MS: 372.4
([M-H]).

Example 7
3-(3-Carboxy-propyl)- 1-naphthalen- 1-ylmethyl-1H-indole-2-carboxylic acid

COOH

3-(3-Carboxy-propyl)- 1H-indole-2-carboxylic acid (Lit. 3) was esterified using
HCI/MeOH to give the 3-(3-methoxycarbonyl-propyl)-1H-indole-2-carboxylic

acid methyl ester.

Using general procedure B, 3-(3-methoxycarbonyl-propyl)- 1H-indole-2-carboxylic
acid methyl ester was coupled with 1-bromomethyl-naphthalene and the product
obtained was hydrolyzed to give the title compound as a white solid. MS: 386.3
([M-HI).



Usi ng general procedure B
3-nor phol i n-4-yl net hyl1l- 1Hi ndol e- 2- car boxylic acid

ter (Lit 5) was coupled with
wO%E(’E)fagﬁgﬁethyl-naphthalene and the product ob?%Tﬁgﬁm““”””

was hydrolyzed to give the titkg conpound as a white
solid. Ms: 399.3 ([M11]). 24 Exanple 10

3-[ (4- Met hyl - benzoyl am n

Gkamplel8y| | - 1- napht hal en-1 -yl met hyl -1 Hi ndol e- 2-
carboxylic acid Using general procedure B

- [£4- net hyl < benzaoyl agi no) - net hyl ] - 1H i ndol.e- 2-
et B R D2Y AP s B fdore-2-
tarborytizreidhy| - napht hal ene and the product obtai ned
was hydrolyzed to give the title conpound as a white
solid. Ms: 447.3 (EMH -). Exanple 11

4- Fl uor o- 1- napht hakn- 1- yl net hyl| i ndol e- 2- car boxyl i
c acid Using general procedyre™B;
4-fl uoro-1Hi ndol e- 2-carboxylic acid nethyl ester was
coupled with 1-bronone - t hal ene and the
product obtained was h Nyzemh t o give the title
conpound as a pale yellow solid. Ms: 318.1 ([M11]).

»

Using general procedure B, 3-[(benzyl-methyl-amino)-methyl]-1H-indole-2-
carboxylic acid ethyl ester (Lit. 4) was coupled with 1-bromomethyl-naphthalene
and the product obtained was hydrolyzed to give the title compound as a pale
yellow solid. MS: 433.4 ([M-HT).

Example 9

3-Morpholin-4-ylmethyl-1-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid

Nr’\o
oo
@]
N .
N OH

Using general procedure B, 3-morpholin-4-ylmethyl- 1H-indole-2-carboxylic acid
ethyl ester (Lit. 5) was coupled with 1-bromomethyl-naphthalene and the product

obtained was hydrolyzed to give the title compound as a white solid. MS: 399.3
([M-H]").



25 Exanple 12
4- Met hyl - 1- napht hal en- 1- yl net hyl - 1H i ndol e- 2- car boxy!

' j Usi ng general procedure B, 4-nethyl
“K)Hﬁﬁﬂgggk-z-carboxylic acid nmethyl ester was E%Emfmgaman9z

wi th 1-brononet hyl - napht hal ene2and the product
obt ai ned was hydrol yzed to give the title conpound as
a pale yellow solid. Ms: 314.1 GWH ). Exanple 13
Exdepledry- 1- napht hal en- 1-yl met hy1- 1H-i ndol e- 2- carboxy
lic acid Ove Using general procedure B, '

1H i ndol e- 2-
MR et o s %ﬁwiqﬁ%lﬁlﬁygwﬂ-a’?ﬂiﬁtﬂwa}ﬁ ipile-2
parbOxdic sofdt ai ned was hydrol yzed to give the title
conmpound as a pale yellow solid. Ms: 330.1 GMHI).
Exanpl e 14 5-Bronoaphth alen - 1-ylnmethyl-1H
dol e-2-carb o xylic acid BrogQ

N
H
O
N
N OH

5

Using general procedure B, 3-[(4-methyl-benzoylamino)-methyl]-1H-indole-2-
carboxylic acid methyl ester was coupled with 1-bromomethyl-naphthalene and the
product obtained was hydrolyzed to give the title compound as a white solid. MS:
447.3 ((M-HJT).

Example 11

4-Fluoro-1-naphthalen- 1-ylmethyl- 1H-indole-2-carboxylic acid
o}
Cr4
N OH

Using general procedure B, 4-fluoro- 1H-indole-2-carboxylic acid methyl ester was
coupled with I-bromomethyl-naphthalene and the product obtained was
hydrolyzed to give the title compound as a pale vellow solid. MS: 318.1 ([M-H]").



26 Using general procedure B
5- brono- 1Hi ndol e- 2-carboxylic acid ethyl ester was
wi th 1-brononet hyl - napht hal ene and t
Wog&l’@k{’% obt ai ned was hydr ol yzed to g| ve t he ?IE'PFIG’ZOOGIOGMS‘Z
conpound as a white solid. Ms:2880.1 (EMHr). Exanple
15 '
5- Fl uor o- 1- napht hal en- 1-yl i net hyl - 1Hi ndol e- 2- car boxy
Ekampleild Usi ng general procedure B
5-fl uoro- 1H i ndol e- 2- carboxylic acid‘ethyl ester was

AR E Bt G y}dioié gar BGutiid 71 ¢

conpound as a white solid. Ms: 318 1 ([MH). Exanple
16 _

5- Chl or o- | - napht hal en- | -y&s | -1H i ndol e- 2- carboxy
lic acid CI0 Using gener oc dure B,

5-chl oro- 1Hi ndol e- 2- car boxybi c acid ethyl ester was
coupl ed with 1-brononethy apht hal ene and the
product obtai ned was hydr d to give the title
compound as a white solid. 334.0 G HD. 27
Exanpl e 17 5-Methyl - 1-n aphthal en- 1- ylnethyl 1H—in

E ey anpioptr B. 3 et ol EOTercarmaR iR Sl mehgger was
SOHALE Swith t h-BroRloaiBaRIAYh thARABL BAKNeheaNHolith® RbeGME was

obtai ned was hydrolyzed to give the title conpound as
hydiglyeed oggiyethe fte cgq_lgoq_nct ey ]pﬁle} yellow solid. MS: 314.1 ([M-H]").

Example 13
4-Methoxy-1-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid

OMe

Using general procedure B, 4-methoxy- IH-indole-2-carboxylic acid methyl ester
was coupled with I-bromomethyl-naphthalene and the ‘product obtained was
hydrolyzed to give the title compound as a pale yellow solid. MS: 330.1 ([M-H]J").

Example 14

5-Bromo-1-naphthalen- l-ylniethyl- 1H-indole-2-carboxylic acid



Exanpl e 18
5-tert-Butyl-1-naphthal en-1-yl met hyl - 1Hi ndol e- 2-carb

cid Using general procedure B,
wo gﬁﬁ%fgl?st% %utyl 1H i ndol e- 2-carboxylic acid et hy TleEg%Oé)?IOGMQZ

was coupled with 1-brononethyl 2aapht hal ene and t he
product obtai ned was hydrolyzed to give the title
conmpound as a pale brown solid. Ms: 356.3 ([M14]-).
Bxagydeaerhd pfocEng| B,| 5-hrapdvl - hidele—?l—cgnibnaylhz adid ethist ester was

boxylic aci | . _
?ué)g%% Wﬁﬂ (P%O }Ciilllap h@&kg aBar boxgﬁ) | gmgt 0(5’ tained - was
hy@lyzﬁsto@va%s mleupin@duml :19% Whlte solid. MS: 380.1 (IM-H]J").
1- br ononet hyl - napht hal ene and the product obtained

E?s hl)éggol yzed to give the title conmpound as a pale
lid. M5: 328.3 ([MH). Exanple 20

5- 1 sopropyl- 1- napht hal en- 1-yl net hyl - 1H i ndol e- 2- car bo
fyHhiaroalchaphthalen- 1-ylmethyl-1H-indole-2-carboxylic acid

F o]
S
N  OH
Using general procedure B, 5-fluoro-1H-indole-2-carboxylic acid ethyl ester was

coupled with 1-bromomethyl-naphthalene and the product obtained was
hydrolyzed to give the title compound as a white solid. MS: 318.1 ([M-H]").

Example 16

5-Chloro- i—n aphthalen-1-ylmethyl-1H-indole-2-carboxylic acid

Using general procedure B, 5-chloro-1H-indole-2-carboxylic acid ethyl ester was
coupled with l-bromomethyl-naphthalene and the product obtained was
hydrolyzed to give the title compound as a white solid. MS: 334.0 ([M-H]").



Usi ng general procedure B,
5-isopropyl - 1H i ndol e- 2-carboxylic acid ethyl ester
|l ed with 1-brononethyl-naphthal ene a
wo pr ogucflhoobt ai ned was hydrolyzed to give the ?.EF}FE&’““’““”Z
conpound as a pale brown solid27Vs: 342.0 ([MH).
Exanpl e 21
5- Met hoxy- 1- napht hal en- 1-yl net hyl - 1H i ndol e- 2- car boxy
Eksmpleild Usi ng general procedure B,
5- met hoxy- 1H i ndol e- 2- car boxyl i c aci d et hyI ester was

W th Y. he
SR EE - HapAlen RSt ﬂf@ﬁe-?- I
conpound as white solid. Ms: 330.0 GMll] ). 29
Exanpl e 22 0
6- Br or no- 1- napht hal en- 1mV«6|}H- i ndol e- 2- car boxyl
ic acid OH Using general progedure B,
6- brono- 1H i ndol e- 2- car boxy¥¥c acid ethyl ester was
coupl ed with 1-brononethyl t hal ene and the
product obtai ned was hydr ol to give the title
conpound as white solid. Ms: 380.1 ([M11]-1. Exanple
23 :
wswamntral Emcgd@nerlﬁtfrwlrﬂadﬂﬁ indgder Swertbioyylic1adid ade] ester was

c pr, e )
6 Qfﬁ@o}l} orIreat{} H?I—Fﬁrﬁgﬁﬁ{agéng ar & %?H rgglll(} Obmﬁn?d was
byirelyzetio &m}bb@mle\mmmonncbawhm mlid AbELAdI(BveHhhd

t he product obtained was hydrol yzed to give the title
yjgd as white solid. Ms: 368.0 (1Mfir). Exanple
B -

5-tert-Butyl-1-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid

v

Using general procedure B, 5-tert-butyl- 1H-indole-2-carboxylic acid ethyl ester was
coupled with I-bromomethyl-naphthalene and the product obtained was
hydrolyzed to give the title compound as a pale brown solid. MS: 356.3 ([M-H]").

‘Example 19

5-Ethyl-1-naphthalen-1-ylmethyl- 1H-indole-2-carboxylic acid
0
UIHA
N  OH



6-Chloro - 1-n aphth alen -1-ylnmethyl- 1Hin
dol e- 2-carboxylic acid CINOH 30 Using genera

‘VOB@Q& W e B, 6-ch|oro-1FLindole-2-carboxylicPekaﬂmwmwzn
ethyl "éster was coupled with .

1- br ononet hyl - napht hal ene and pRe product obtai ned

was hydrolyzed to give the title conpound as a pale
yell ow solid. Ms: 334.0 (EMH ). Exanple 25 .6-Meth .
bising denerah phivdedate B, 5-dhyil Rbdiindole-2Hdarboxylic acid ethyl ester was

-i ndol e- 2- car,boxyl i cid i n ener,al prqcedure .B
ST cnfh S R A PriRRe (BT BhORA bt was
Wadrobaetptoegdvanihe litlk-cbimpoong by pale bgphinwlid N dR1308.8 KEM-H] ).
product obtained was hydrolyzed to give the title

0 as a white solid. Ms: 330.1 ([MElLT).
E§%ﬁ§@2826 6- Met hyl - 1-n aphth alen - 1-ylnethyl- 1H
-in dole-2-carb oxylic acid Using general procedure

B, Is@propylhlyhaphithalen dl dimthodd Hodoglolee?-earbdxyliztaeid  est er

" was coupled with 1-brononet hyl - napht hal ene and the

product obtai ned was hydrol yzed to give the tide
conpound as a white sol id. M5, 334.1 ([M11]-).
: N
- N OH

Using general procedure B, S-isépropyl-1H—indole—2—carboxy]ic acid ethyl ester was
coupled with Il-bromomethyl-naphthalene and the product obtained was
hydrolyzed to give the title compound as a pale brown solid. MS: 342.0 ([M-H]").

Example 21

5-Methoxy-1-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid

Using general procedure B, 5-methoxy-1H-indole-2-carboxylic acid ethyl ester was
coupled with 1-bromomethyl-naphthalene and the product obtained was
hydrolyzed to give the title compound as white solid. MS: 330.0 ([M-H]").



31 Exanple 27
7- Met hoxy- 1- napht hal en- 1-yl net hyl - 1H i ndol e- 2- car boxy

' Ld Using general procedure B
WO%&_O&%)?%%Q)/_ 1H i ndol e- 2-carboxylic acid ethyl lég @Fmﬂﬁmm”
(Lit. 6) was coupled with 1-brggonethyl-naphthal ene

and the product obtained was hydrol yzed to give the
title conpound as a white solid. Ms: 330.3 ([MH).
Exanple2228 7- Methyl - 1-n aphthal en- 1-ylnmethyl- 1Hin

dol e- 2-carboxylic acid Using general procedure B

F a0 SRR e TSl £ e

product obtained was hydrolyzed to give the title

conmpound as a white soli d.\5 %94.3 ([MH). Exanple
29 | [

6-Ch|oro-5-f|uoro-l-naﬁ%thaleN—19§knethyI-1FLindole-2
-carboxylic acid WD 2007/ 088621PCT/ EP2006/ 069292 32
obt ai ned was hydrol yzed towgiAs the title conmpound as
a white solid. M& 352.0 ([M).

Using general procedure B, 6-bromo-1H-indole-2-carboxylic acid ethyl ester was
coupled with 1-bromomethyl-naphthalene and the product obtained was
hydrolyzed to give the title compound as white solid. MS: 380.1 ([M-H]").

Example 23

1-Naphthalen- 1-ylmethyl-6-trifluoromethyl- 1H-indole-2-carboxylic acid

Using generél procedure B, 6-trifluoromethyl-1H-indole-2-carboxylic acid methyl
ester was coupled with 1-bromomethyl-naphthalene and the product obtained was
hydrolyzed to give the title compound as white solid. MS: 368.0 ([M-H]").

Example 24

6-Chloro-1-naphthalen-1-ylmethyl- 1H-indole-2-carboxylic acid

5



Exanpl e 30
7- Fl uor o- 4- et hyl - 1- napht hal en- 1-yl met hyl - 1Hi ndol e- 2

- lic acid Using general procedure B, _
WO%@P’E%% 4- met hyl - 1Hi ndol e- 2- carboxylic acid PC’gtEﬁ%om@m

ester (Lit. 8) was coupled wthg

1- br ononet hyl - napht hal ene and t he product obtai ned

was hydrolyzed to give the title conpound as a white
ihiﬂgdgenbﬁl p332dire( BM-idhloyo- lEbeiamleeeZ—Bﬂrboxyhc acid ethyl ester was

5- Chl riethox al e nmet h 1H-1 ndo
89‘%18 Eyl |%rogbqn&g@é“a@$g’%§ﬁ nﬁnée t afl)roé?‘btc &’W%e({ was
IBydﬁ»lyzhdl oy givStherithb@synpdbhd ado pde Felar dadidy MS: 334.0 d(M-HT).
ethyl ester (Lit. 9) was coupled with
\%bro t hyl - napht hal ene and.- t he product obtai ned

_ {sr’?ﬂgglyzedto give the title conmpound as a white
solid. Ms: 364.1 ([MH). 33 Exanple 32
5-Mtthoxp-1 raph thweh- 1-yiraghy R HH énd dleyPH auethdxylie 4d#d i ndol e- 2
-carboxylic acid Using general procedure B,
5-fl uoro- 3-net hyl 1H-i ndol e- 2- car b(ﬁxyl ic acid ethyl
ester was coupled with 1-K "‘\1-- yl - napht hal ene and
t he product obtai ned wass"hy&rol yzed to give the title
conpound as a white solid. M5/ 332.1 ([M1-1]-).

Using general procedure B, 6-methoxy-1H-indole-2-carboxylic acid methyl ester

was coupled with 1-bromomethyl-naphthalene and the product obtained was
hydrolyzed to give the title compound as a white solid. MS: 330.1 ([M-H]").

Example 26

6-Methyl-1-naphthalen-1-ylmethyl- IH-indole-2-carboxylic acid

0
PORE
N OH
Using general procedure B, 6-methyl-1H-indole-2-carboxylic acid methyl ester was

coupled with 1-bromomethyl-naphthalene and the product obtained was
hydrolyzed to give the title compound as a white solid. MS: 314.1 ([M-H]").



Exanpl e 33
3- Car boxynet hyl- 5-f| uor o- 1- napht hal en- 1-yl i net hyl - 1H
[ -2-carboxylic acid Using general proc
wo é‘fbg}tak%)%%car bonyl met hy1-5-fl uoro- 1H i ndol e- 2- ?8‘_['&?2(%5/069292
carboxylic acid ethyl ester (L3t 10) was coupled with
1- br ononet hyl - napht hal ene and t he product obtai ned
was hydrolyzed to give the title conpound as a white
Fedrhple 2V5: 376.4 (EM Hr). 34 Exanple 34
3- But yl car banoyl net hyl-5-fl uoro-1-n

IR Y it AR S G SaHBR L ha et ¢

3- car boxynet hyl1-5-fl uoro- 1- napht hakn- 1-yl net hyl - 1H-in
dol e2- carboxylic acid (f xagple 34, 0.5-g) in
acetylchloride (6.2 m) &%ﬂtﬁéﬁ{?d to reflux for 5 h.
The sol uti on was evaporat €d agnd t'he residue _
triturated with diethyl éffres’to give

6-f | uor o- 9- napht hal en-
1-yl met hyl- 4, 9-di hydro- pyr aN , 4- M ndol e-1, 3-di one
as a pale yellow solid. Ms: 377.4 ([ M:N11l]) 34.2. To
a sol ution of

Elsinig gonaralopnoagshir Bk ratethydnyet i dale-G-caibydtioagy edmbseer (Lit.

-2- i NG

O CREIED Jyith EBOohtul)-BPRhieh abithe Brddhol obialfE vas
. bydrolynerbid give e tide gompbudapd whitospligi Mha3p34EMiBh).

The m xture was evaporated and the residue

Eg&ﬁg&bgned bet ween aqueous HC1 and AcCEt. The

organi c |layer was dried, evaporated and the residue

triturated with diethylether to give- )

3 Niethyk banpaiiveion ey imeihd- 1 irsiode- Eonehonylieddid 1- y1 et hy

| 1Hi ndol e- 2-carboxylic acid as a white solid. Ms:

431.4 (D4-14]). Exanple 5- Fl goro- 1- napht hal en-
1-y|nethy1-3-(2-oxo-2-picgﬁicf' car boxylic acid
N OH

Using general procedure B, 7-methyl-1H-in dole—2—car56xyﬁc acid methyl ester was
coupled with Il-bromomethyl-naphthalene and the product obtained was
hydrolyzed to give the title compound as a white solid. MS: 314.3 (fM-H]).

Example 29

6-Chloro-5-fluoro-1-n aphthalen-1-yimethyl-1H-in dble—Z—carboxy]ic acid
F 0
T
cl N OH

Using general procedure B, 6-chloro-5-fluoro-I1H-indole-2-carboxylic acid ethyl
ester (Lit. 7) was coupled with 1-bromomethyl-naphthalene and the product



35 6-Flu oro -9-naphthalen - 1-ylnethyl-4,9-
di hydro-pyran o [3,4-b] in dole- 1,3- dione (from

34.1.) was ring opened with piperidi
Wogﬁt%ggﬁ?lve the title conmpound as a white solid BET%EZ&%MQM

445. 4 ([ M+1-1]). Exanple 36 32
5- Fl uor o- 3- ( 2- nor phol i n-4-y1-2- oxo-et hyl ) - 1- napht hal e
n-1-yl methyl - 1Hin dol e2-carboxylic acid 6-Fluoro
oBtained pldshhyaliralyzedlto gikerdtehyitle dor@pouhichyda oviyitersatid. MS: 352.0
ﬁﬁé{ﬁ in dole- 1,3- dione (fromexanple 34.1.) was

i pened with norpholine at 22 Cto give the title
compound as a white solid. Ms: 447.0 ([ MtHr). Exanple
BXample 30
5- Fluoro 312 (4 hydroxy pi peridin-I-yl)-2- oxo ethyl]

%]Falor% ﬁbﬁﬂ e )grhrfkthlyp‘iiﬁhmiolg_ L b h XX llc C i %CI d

di hydr o- pyrano [3, 4 1) ] in doI e- 1 3- dione (from

exanple 34.1.) was ring opened with
4- hydr oxypi peri di ne at e the title conpound
as a white solid. Ms: 4 It 4-1]1+).

F

L

Using general procedure B, 7-fluoro-4-methyl-1H-indole-2-carboxylic acid ethyl
ester (Lit. 8) was coupled with l-bromomethyl-naphthalene and the product
obtained was hydrolyzed to give the title compound as a white solid. MS: 332.0
([M-HI).

Example 31
5 —Chloro-3-nicthoxy~ l-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid

o OMe

cH 0

o

N ©H

Using general procedure B, 5-chloro-3-methoxy-1H-indole-2-carboxylic acid ethyl
ester (Lit. 9) was coupled with 1-bromomethyl-naphthalene and the product

obtained was hydrolyzed to give the title compound as a white solid. MS: 364.1
([M-HI").



36 Exanple 38
5- Fl uor o- | - napht hal en- 1-yl net hyl - 3- (2- oxo- 2- pi perazin

hyl)-1Hin dol e-2- carboxylic acid
wo Z(é%k%%t hal en- 1-yl nethyl-4, 9- di hydro-pyr aﬁcﬂaﬂzo‘aﬁ@ﬁgzgz

[3,4- 1) ] in dole- 1,3- dione Bfromexanple 34.1.)
was ring opened with piperazine at 22 Cto give the
title conpound as a white solid. Ms: 446.1 ([ MtHr).
Exanple&239

5- Fl uor o- 34(2 hydr oxy- et hyI carbanoyl) - met hyl | - 1- napht

S our Yo el SBh S AR 2 eSlte o

di hydr o- pyrano [ 3, 4-Db] |n dole- 1,3- dione (from
exanpl e 34.1.) was ring openeg wi t h et hanol am ne at
22 Cto give the title ¢ ds/as a white solid. Ms:
421.0 ([ MH]). N OH

q‘i%iib

Using general procedure B, 5-fluoro-3-methyl-1H-indole-2-carboxylic acid ethyl
ester was coupled with 1-bromomethyl-naphthalene and the product obtained was
hydrolyzed to give the title compound as a white solid. MS: 332.1 ([M-HJ").

Example 33

3-Carboxymethyl-5-fluoro-1-naphthalen- 1-ylmethyl- 1H-indole-2-carboxylic acid

COOH
F o
N
N OH

Using general procedure B, 3-ethoxycarbonylmethyl-5-fluore-1H-indole-2-

~ carboxylic acid ethyl ester (Lit. 10) was coupled with 1-bromomethyl-naphthalene
and the product obtained was hydrolyzed to give the title compound as a white
solid. MS: 376.4 ([M-H]).



37 Exanpl e 40 3-Di net hyl car banoyl met hy1-5-f| u oro-1-n
apht hal en-| -yl nethyl - 1Hin dole-2- carboxylic acid

- -9-n aphth alen - 1-ylnethyl-4,9-
Wog?(ﬁb)g%?pyran 0[3,4-b] in dole- 1,3- di onePfF/rEg%r(wmﬁmﬁgm

exanple 34.1.) was ring opened3w th dinethylainine at
22C to give the title conpound as a white solid. M
403.5 G# 1-1]-). Exanple 41

Ex@apladdoy| net hy1l- 5-f | uor o- 1- napht hal en- 1-yl net hyl - 1H
-i ndol e- 2-carboxylic acid 6-Fluoro- 9-n aphthalen -

el gt s oot LR Y e
amnborylic atd 22 C to give the title conpound as a white
solid. Ms: 375.1 ([MH). 38 Exanple 42

¢
N/\/\
o
A\ f
N CH

s

34.1 A mixture of 3-carboxymethyl-5-fluoro-1-naphthalen-1-ylmethyl- 1H-indole-
2-carboxylic acid (from example 34, 0.5 g) in acetylchloride (6.2 ml) was heated to
reflux for 5 h. The solution was evaporated and the residue triturated with
diethylether to give 6-fluoro-9-naphthalen-1-ylmethyl-4.9-dihydro-pyrano[3,4-
~ blindole-1,3-dione as a pale yellow solid. MS: 377.4 ((M+NH4]").

34.2. To a solution of 6-fluoro-9-naphthalen-1-ylmethyl-4,9-dihydro-pyrano[3,4-
blindole-1,3-dione (1.0 mmole) in CH2Cl; (3 ml) was added n-butylamine (5
mmole) and stirring was continued at 60 °C until completion of the reaction. The
mixture was evaporated and the residue partitioned between aqueous HCl and
" AcOEt. The organic layer was dried, evaporated and the residue triturated with
diethylether to give 3-butylcarbamoylmethyl-5-fluoro-1-naphthalen-1-ylmethyl-
1H-indole-2-carboxylic acid as a white solid. MS: 431.4 ([M-HT").

Example 35

5-Fluoro-1-naphthalen-1-ylmethyl-3-(2-oxo0-2-piperidin- 1-yl-ethyl)- 1H-indole-2-

carboxylic acid



3- [ (Carbanoyl net hyl -carb anoyl)-nethyl]-5-fluoro-1-n
aphth alen -1-ylinethyl 1H i ndol e-2-carboxylic acid

= - 9-naphthalen - 1- ylnaethyl- 4,9-
Wog?ﬁ{)ﬁg&g?pyrano [3,4-1)] indole- 1,3- dione ( (r:r(r)'FEPZ006/069292
exanple 34.1.) was ring opened3wth gyci nam de at 22
Cto give the title conpound as a col ourless gum ©NS:
432.3 ([MHTr). Exanple 43 1- ( 6,7-Di nethoxy-n aphth
&l ldnoro-Eanyphrhialbn yilyimethhfl-49-dibldroZpyeaid) B Xy Jircl odes i 8-dione

e éggg [&Q%ggﬁé §ngegéw@ 2,%94 Rk SP5P N Sve the title
tempbodaet Wyite Hlid: MEEdhaXpMaERHEL hal ene (Lit. 11)
and the product obtained was hydrolyzed to give the
Ezf‘tl %n'pound as a pale yellow solid. Ms: 360.0
39 Exanpl e 44

1-(7- I\/Et hoxy- napht hal en- 1-yl net hyl ) - 1H i ndol e- 2- car bo
Syl @ oei:-{ 2mids pinglirgéyb2adxopstioy pduraphhalen-1-yimethyl-1H-indole-
\%‘H-I ndol. e- 2 carboxylic acid ethyl ester was coupl ed

POV oret hy1- 7- et hoxy- napht hal ene (Lit. 12)
and the product obtained was hydrolyzed to give the
title conpound 'as a white soI‘Pd/—l\/S 330.1 Qv HD:
Exanpl e 45 NP
1- (7- Chl or o- napht hal enkg I) 1H i ndol e- 2- car box
ylic acid 45.1. Using ga grocedure A (Exp. 1.1),
7-chl or o- 3, 4- di hydr o- 2H Naphy haf'en1-one (Lit 13) was
reacted with MeMy, | to giye
6-chl oro-4-nethyl-1, 2-di
oil. M5 178.0 ([M).

apht hal ene as a yel |l ow

6-Fluoro-9-naphthalen- 1-ylmethyl-4,9-dihydro-pyrano[ 3,4-b]indole-1,3-dione
(from example 34.1.) was ring opened with morpholine at 22 °C to give the title
compound as a white solid. MS: 447.0 ([M+H]").

Example 37

S—Fluoro 3-[2-(4-hydroxy-piperidin-1-yl)- 2—oxo-cthyl] 1-naphthalen-1-ylmethyl-
1H-indole-2-carboxylic acid

[
(O
F 0
A\
N OH

6-Fluoro-9-naphthalen- 1-ylmethyl-4,9-dihydro-pyranof3,4-blindole-1,3-dione
(from example 34.1.) was ring opened with 4-hydroxypiperidine at 22 °C to give the '
title compound as a white solid. MS: 461.0 ([M+H]™).



45. 2. Using general procedure A (Exp. 1.2.),

6- chl or o- 4- net hyl- 1, 2- di hydr onapht hal ene was reacted

%09}36526 5,6-tetrachl oro-1, 2- benzoqui none toP@‘r)ﬁﬁzoz)r;m@zsu
'oro- 1-nmet hyl - napht hal ene as a colourless oil.

45. 3. Using general procedure BA6(Exp. 1.3.),

7-chloro- 1-nethyl-naphthal ene was reacted with

N- br onmosucci nimde to give

Exfmpledfet hyl- 7- chl or o- napht hal ene as a white sol i d.

MS: 253.9 ([MY). 45.4. Uelng general procedure B,

i - 2-£ar bgx couphe
SO P RBR Bl -SSP 1 SRR PhSore>
parbdxdic aohit ai ned was hydrolyzed to give
1- (7-chl or o- napht hal en-
1-yl met hyl ) - 1Hi ndol e- 2-carbqxylic acid as a white
solid. Ms: 334.0 ([MH). A4( le 46
1- (6- Chl or o- napht hal en- 1- et h - 1H i ndol e-2- car box
ylic acid Cl Using gene % ogedure B
1H i ndol e- 2-car boxyl i ¢ acFunet fopl ester was coupl ed
with 6-chloro- 1-chloronethyl - napht hal ene (Lit. 14)
and the product obtained 5 hydrol yzed to give the
title conpound as a white—sg d M 334.0 ([MH).
Exanple 47 1- (6-Meth oxy-
apht hakn- | -yl met hyl ) - 1H i ndol e- 2- car boxyl i c aci d

6-Fluoro-9-naphthalen- I-ylmethyl-4,9-dihydro-pyranof 3,4-blindole-1,3-dione
(from example 34.1.) was ring opened with piperazine at 22 °C to give the title
compound as a white solid. MS: 446.1 ([M+H]™).

Example 39

5-Fluoro-3-[(2-hydroxy-ethylcarbamoyl)-methyl]-1-naphthalen-1-ylmethyl-1H-

indole-2-carboxylic acid

OH
o/_/
N
H
F 0
N
N OH

6-Fluoro-9-naphthalen- 1-ylmethyl-4,9-dihydro-pyranof3,4-bJindole-1,3-dione
(from example 34.1.) was ring opened with ethanolamine at 22 °C to give the title
compound as a white solid. MS: 421.0 ([M+H]").



Ove Using general procedure B, 1Hindol e-2-carboxylic
acid ethyl ester was coupled with
Qypy net hyl - 6- met hoxy- napht hal ene (Lit. /2P%ho6/069292

wo lg[{)product obt ai ned was hydrol yzed to give t%' &tlgot e

conpound as a white solid. Ms:3330.1 ([MH). Exanple

48

1- (6- 1 sopropoxy- napht hal en-1-yl met hyl ) - 1Hi ndol e- 2- ca

Eoonyleidd acid 41 48.1. Using general procedure A

(Exp. 1.1), 6-isopropoxy-3,4-dihydro-2Hnapht hal en-

eact.ed. .w . '
SRR R S R S S R Lo AR ngols >
carboxyticesisl 0|I MB: 203.4 ([I\/H—|]) 48. 2. Using
general procedure A (Exp. 1.2.),
7-1sopropoxy-4-nethyl-1, 2-di hygr onapht hal ene was
reacted with 3,4,5,6-tetrachl mel, 2- benzoqui none to
gi ve 6- isopropoxy- I-m}th | - apht hal ene as a pal e
yellow oil. Ms: 201.3 748. 3. Usi ng general
procedure A (Exp. 1.3. ) oprappoxy-
1- met hyl - napht hal ene was reagted with
N- br onosucci nimde to give
1- br oi nomet hy1- 6-i Sopr opoxyR t hal ene as col ourl ess
oil. M5 279.1 ([MHr). 48.4-~“AUsing general procedure
B, 1Hindol e-2-carboxylic acid ethyl ester was

- e S R e R A PR AR Shone
(fr¢rH cx&npledﬂdx)ywmmg bredned with- §imveityllarhine 222 A 6d giv@ the title
@X%aé’rp&fﬂéd dsa @itebofid. MsMbs 8 (Bl M5 358.0 ([MHI).

1- (7- Fl uor o- napht hal en- 1-yl net hyl ) - 1H-i ndol e- 2- car box

Fxdingpladid 49. 1. Using general procedure A (Exp. 1.1),
7-fl uoro- 3, 4-di hydr o- 2H napht haknl-one (Lit. 16) was

SRR Ep oL B e P apEAb-indolp 2 carbonytic

aod our| ess oil.

6-Fluoro-9-naphthalen-1-ylmethyl-4,9-dihydro-pyrano[3,4-b]indole-1,3-dione
(from example 34.1.) was ring opened with ammonia at 22 °C to give the title
compound as a white solid. MS: 375.1 ([M-H]J").



49.2. Using general procedure A (Exp. 1.2.),

6-fl uoro-4-net hyl-1, 2-di hydr onapht hal ene was reacted
i 4,5, 6-tetrachl oro-1, 2- benzoqui none t o,gi 7-

WOWOB@?%&H - met hyl - napht hal ene as a col ourl ess g?’r)_ﬁﬁm:mwmz
160.1 ([M). 49.3. Using genergl procedure A (Exp.
1.3.), 7-fluoro- 1-nethyl-naphthal ene was reacted

wi th N-bronosuccinimde to give
Exdmplaiet hy1- 7- f | uor o- napht hal ene as white solid.

M5: 238.1 ([M). 42 49.4. Using general procedure B

Lhdol e-2- car.boxyl i c .aci ester S. CO e
G SnP s RAgar ot eat e i P insethy -
pHocd6le-Dbdrabxdid asidls hydrol yzed to give
1- (7-fl uoro-napht hal en-
1-yl methyl)-1Hi ndol e- 2-carboxyl i g,acid as a white
solid. M5 318.0 ([MH-). Bxa s 50 and 51
1- (7- Met hyl - napht hal en- 1-yl Byl - 1Hi ndol e- 2- car box
ylic acid and 148- F o
nmet hyl - napht hal en- 2- yl YN H- i ndol e- 2- car boxylic
acid 50/51.1. Using genéfalN prcedure A (Exp. 1.3.),
1, 7-di rnet hyl - napht hal ene.w&s reacted wth
N- br onosucci nim de to gi AN i nseparable 2:1-m xture
of 1- brononethyl-7-nethy agpht hal ene and
7- br ononet hyl - 1- net hyl - naphtfial ene. 50/51. 2. Using
general procedure B, 1Hindol e-2-carboxylic acid
siﬁwdro@sh@hmaén-qmbﬁﬁmgtdnhwl%-l%iran%ra,mﬁ]hﬁio@é-1,3-dione
1-bronmonethyl-7-nmet hyl - napht hal ene and 7- ) ]
BrroratRia 241 wes wipe onspRd rrathe aemanyds ab 22 stdpsgive the title
edth fbiRHasiRicBo Uy RBAG EMPYT B (B POr aphy '
(cyg?ohexane/AcOEt 20: 1) follgmed Ee hydrol ysis to

ive 1-(7- nmethyl-naphthakn-
%gypﬂﬁﬁ%ayl)-lkkindole-2-carboxylic acid (first
eluting as ester fromthe chromatography) as a white
$0b, 70 indth 03 1dlaph t§ {184 Visneyth - 1H-indole-2-carboxylic acid
1-(8-nethyrﬁ%pﬁ%halen-g%ylnethyl)-lH—indoleyz-carboxy
lic acid as a white solid, NB:<§14.3 ([M11]).

Exanpl e 52 N
1- Benzo[ b] t hi ophen- 3-yI - 14 | ndol e- 2- car boxylic
acid : di’
O OMe
OMe

Using general procedure B, 1H-indole-2-carboxylic acid ethyl ester was coupled
with 1-chloromethyl-6,7-dimethoxy-naphthalene (Lit. 11) and the product
obtained was hydrolyzed to give the title compound as a pale yellow solid. MS:
360.0 ([M-H]).



43 Usi ng general procedure B, 1H—indo|e-2-carboxy|ic
acid ethyl ester was coupled with

wo 3507 kRs et hyl - benzo[ b] t hi ophene and t he pr ong;EPz 06/069292
%ta ned was hydrolyzed to give the title conp
a white solid. Ms: 306.4 ([ M H3p. Exanple 53
1- (4- Chl or o- benzo[ b] t hi ophen- 3-yhnet hyl) - 1H i ndol e- 2-
carboxylic acid Using general procedure B,
Exbmpltdde- 2- car boxylic acid ethyl ester was coupl ed
wi th 3-bronnnethy1 4- chl or o- benzo[b]thiophene (U 17)

G e SR VLS R AR e S P

Exanpl e 54

1- (5- Chl or o- benzo[ b] t hi 3-91 met hyl ) - 1Hi ndol e- 2-
carboxylic acid Using g A cedure B,
1H i ndol e- 2-carboxylic acid ethyl ester was coupl ed

wi th 3-brononet hyl- 5-chl benzo[ b] t hi ophene and t he
product obtai ned was hydr d to give the title
conpound as a white solid. 840.0 (P),4-H ). 44

Exanpl e 55 1-(5-Fl uoro-benzo [1)]

t hi ophen- 3-yl met hyl ) - 1H i ndol e- 2- car bogl ic acid
Usingpegeiqb pepceguiscBd Hrlen@le@-parh%ﬂlé-az ethploseyari was coupled

d
%hr%r@rﬁﬁlﬁg%mha?&? fﬁrmzo b] t{1Ll ene £ Ly ¢ mdmt obtained
a’ﬁﬁhydﬂrelym%tmme thp tite permp ﬁiﬁjwb!t%@éld gBé (&MEH] ).
title conpound as pale yellow solid. M5 324 0

aMdit4y. Exanple 56

'1-(7-Chloro-naphthalen-1-ylmethyl)- 1H-indole-2-carboxylic acid

o<,
5

cl

45.1. Using general procedure A (Exp. 1.1), 7-chloro-3,4-dihydro-2H-naphthalen-
1-one (Lit. 13) was reacted with MeMgl to give 6-chloro-4-methyl-1,2-dihydro-
naphthalene as a yellow oil. MS: 178.0 ([M]™).

45.2. Using general procedure A (Exp. 1.2.), 6—chloro-4-niethyl-1,2—d:ihydro—
naphthalene was reacted with 3,4,5,6-tetrachloro-1,2-benzoquinone to give 7-

chloro-1-methyl-naphthalene as a colourless oil.

45.3. Using general procedure A (Exp. 1.3.), 7-chloro-1-methyl-naphthalene was
reacted with N-bromosuccinimide te give 1-bromomethyl-7-chloro-naphthalene as
a white solid. MS: 253.9 ([M]™).

45.4. Using general procedure B, 1H-mdole-2-carboxylic acid ethyl ester was
coupled with 1-bromomethyl-7-chloro-naphthalene and the product obtained was
hydrolyzed to give 1-(7-chloro-naphthalen-1-ylmethyl)-1H-indole-2-carboxylic
acid as a white solid. MS: 334.0 ([M-H]").



WO

5- Chl oro- 1- (5-fl uoro-benzo [ 14
t hi ophen-3-yl nmethyl )-1Hin dol e-2-carboxylic acid Cl

' neral procedure B,
g®2ﬁﬁggﬁ-lkkindole-2-carboxy|ic aci d et hyl eg?ggmﬂggmangz
coupl ed with 3-brononet hyl-5-fhgor o-benzo[ b] t hi ophene
(Lit. 18) and the product obtained was hydrol yzed to
give the title conmpound as white solid. Ms: 358.1
Ckavhpies) . Exanpl e 57 1-(5- Fl uoro-benzo [1)]
t hi ophen-3-yl net hyl ) -5-net hyl -1 H i ndol e- 2- car boxylic

' 45 Usi ener.al ..progedu , .
SRR Re s PP o e eartar it it o1 v
coupl ed with 3-brononet hyl-5-fl uoro-benzo[ b]thi ophene
(Lit. 18) and the produc fai fed was hydrol yzed to
give the title conpound ;Hsolid. M5: 338.1
([M-1). Exanple 58
1- (5- Fl uor o- benzo[ b] t hi op - 3-yl met hyl ) - 4- met hoxy- 11
1-indol e- 2- car boxyl i ¢ aci

Cl

Using general procedure B, 1H-indole-2-carboxylic acid ethyl ester was coupled
with 6-chloro-1-chloromethyl-naphthalene (Lit. 14) and the product obtained was
hydrolyzed to give the title compound as a white solid. MS: 334.0 ([M-HJ).

Example 47

1-(6-Methoxy-naphthalen-1-ylmethyl)-1H-indole-2-carboxylic acid -

C<,
Y&

Using general procedure B, 1H-indole-2-carboxylic acid ethyl ester was coupled
with 1Qbromomethyl—6—methoxy—naphthalené (Lit. 15) and the product obtained
was hydrolyzed to give the title compound as a white solid. MS: 330.1 ({M-H]).

Example 48

1-(6-1sopropoxy-naphthalen-1-ylmethyl)-1H-indole-2-carboxylic acid

<,
SO
o<



Ove Using general procedure B,
4- met hoxy- 1H i ndol e- 2- carboxylic acid nethyl ester

wo N5sRyp! ed with

-brononmet hyl- 5-fl uor o- benzo[ b] t hi ophene (Li F(.JTTBOOGM”M
and the product obtained was hydrol yzed to give the
title conpound as yellow solid. Ms: 354.0 ([MH).

Exanpl e 59

38.Carlixingy ngehbnal - froc&dire uAr ¢Exrenzdj b]&isoppbem&%mtrh 2H-

ﬁ?ﬁ%&éﬂﬁf}- g%'ee‘frlé rilseosgh sl g b P GEREO R 4mehyt-1.2-

dilityéro-faphthaléhe avascotmutlebsad]. WISI203.4 ([M+H] ).
3- bromonet hy1- 5-f | uor o- benzo[ b] t hi ophene (Lit. 18)

308, LRSS DTS Y BB S b e

AfpHikalend &ra@Oreacted with 3,4,5,6-tetrachloro-1,2-benzoquinone to give 6-
3Carbox et 5-f] yoro- 1-

SR e R R R s T VR
48.3. Using general procedure A (Exp. 1.3.}), 6-isopropoxy-1-methyl-naphthalene

was reacted with N-bromosuccinimide to give 1-bromomethyl-6-isopropoxy-
naphthalene as colourless oil. MS: 279.1 ([M-H]).

48.4. Using general procedure B, 1H-indole-2-carboxylic acid ethyl ester was
coupled with 1-bromomethyl-6-isopropoxy-naphthalene and the product obtained
was hydrolyzed to give 1-(6-isopropoxy-naphthalen-1-ylmethyl)- 1H-indole-2-
carboxylic acid as a white solid. MS: 358.0 (|[M-H]).

Example 49

1-(7-Fluoro-naphthalen - 1-ylmethyl)- 1H-indole-2-carboxylic acid
o)
I
N OH
49.1. Using general procedure A (Exp. 1.1), 7-fluoro-3,4-dihydro-2H-naphthalen-

1-one (Lit. 16) was reacted with MeMgl to give 6-fluoro-4-methyl-1,2-dihydro-

naphthalene as a colourless oil.

F

49.2. Using general procedure A (Exp. 1.2.), 6-fluoro-4-methyl-1,2-dihydro-
naphthalene was reacted with 3,4,5,6-tetrachloro-1,2-benzoquinone to give 7-
fluoro-1-methyl-naphthalene as a colourless oil. MS: 160.1 (M.

49.3. Using general procedure A (Exp. 1.3.), 7-fluoro-1-methyl-naphthalene was
reacted with N-bromosuccinimide to give 1-bromomethyl-7-fluoro-naphthalene as
white solid. MS: 238.1 (IM]™).



Usi ng general procedure B,
3- et hoxycar bonyl net hy1- 5- fluoro 1H i ndol e- 2-
ic acid ethyl ester (Lit. 10) was co
“K}%%&@agxtronnrnethyl 5- fIuorobenzo[b]th|opheni‘é@J[Ell‘il%‘?wm;9292
18) and the product obtained wag hydrol yzed to give
the title conpound as a white solid. MS: 400.3
([MH). Exanple 61
19.Be fisofgu gmv:ra?. piocedurg 1B,1 Hﬂmdoleez-aarbax}ﬂmxgdm ctladi gbter was

g%lfpg %’}]etg elrgrg{rg %{gglu'; EJHETO é%tﬁ%&lleean %rptfgélyct obtained was

Bydrobpetretoh piveb dngieflusiman dphithialent 9 )ylmerti yi) il -prdodsi2tcarboxylic
ai ne ive the title conpound as
sméﬁwﬂ&w% MBI IS 57 Bearpl o 65" and

EX@ﬂpk@ﬁmmh}ﬁbnzo[b]thiophen 3-ylinethyl)-1H i ndol e-2
-carboxyllc acid and 1-(3- .

t hi d I b
e e Tt
inethyl-naphthakkh 2 ginieth viba hizimjdo)d hcapbeyie amais r eact ed
wi t-h" N- br onbsucci nim-de to give an inseparable

2:1-m xture of 3- bronnnethyl 5-net hyl - genzo[ b]
t hi ophene and ﬁ D\
5- br ononet hy1l- 3-\Reth eneoH62/ 63. 2.

Usi ng general procedpre B, 1Hindole/2- carboxyllc
acid ethyl ester )
3- brononet hyl- 5- nk
5- br ononet hyl- 3- net H s
esters obtai ned were separated by chromat ography
gn hepat ne/ AcCEt 20:1) followed by hydrolysis to give

0/661 mblsing! ednered opriob r@phe(ﬁxs— 9{13ﬂetltﬂsfdlynelh¥lrmbﬂ@1@e was

XYt € 0

P%Et@&) Ylth CNE cgsgl& p 18!: %glv S%f qgge‘f)kﬁﬁ)[e .Qﬁxture of 1

romat ogr ap y e ye
provaangthylghenethyl-naphthalene and 7- bromomcthyl 1-methyl-naphthalene.

1-(3-nethyl - benzo[b]thiophen 5- ylnethyl) 1H i ndol e- 2-

N S Rl BB G SR R YA LRer was

- equipded mth the 2: 1 mixture of 1bromomethy1—7 -methyl-naphthalene and 7-

bromomethyl-1-methyl-naphthalene and the esters obtained were separated by
chromatography (cyclohexane/AcOEt 20:1) followed by hydrolysis to give 1-(7-
methyl-naphthalen- 1-ylmethyl)- 1H-indole-2-carboxylic acid (first eluting as ester
from the chromatography) és a white solid, MS: 314.1 ([M—H] ");-and -1—(8—methy1—
naphthalen-2-yimethyl)- 1 H-indole-2-carboxylic acid as a white solid, MS: 314.3
([M-HJ).

Example 52
1-Benzo[b]thiophen-3-ylmethyl-1H-indole-2-carboxylic acid

[§)
I
N OH

S



64. 1. To a solution of naphthal ene-1-carbonyl
chloride (3.43 g) and AIC13 (2.40 g) in :
~di chl oroethane (7 mM) was added at 0 C a '
Wo%‘%&fﬁﬂgﬂdol e-2- carboxylic acid ethyl ester ’(’éﬂ%ﬁé’?’ﬂ””z
in 1,2-dichloroethane (7 m) amg the m xture 48 was
heated at reflux tenperature for 2 h. The m xture was
partitioned between ice cold water and AcCEt, the
Usmangeoetabpercedars BatHaddelethcaboetio sicidadb@Bestatrwasdcoupied

a orated., Th si due was ..chronpat ogr aphed on
B EUPBRRR el PolelBTormaRa JRE g raiRY AR potyzed
fo gise thenitlt coiipoiind at 2 white aslio XVBi 306Aq[BI-H hy| ester
as pale yellow solid. Ms: 344.1 ([MtH +). 64. 2. To a

ol Ut of '
g’-‘ﬁﬁﬁﬁ?hal ene- 1-car bonyl) - 1H-i ndol e- 2- car boxyl i c
acid ethyl ester (0.81 g) in trifluoroacetic acid (16
it (}-CQhdgroaletsied b thieg Hepl 3iylnaetbyl) I Hbindo}e- 2xaal bekylicracity
was continued at 22 C for 21 h. The suspension was
filtered, the residue washed w th n-heptane and dried
to gi ve 3-naphthal en- 1- t 1Hi ndol e- 2- car boxyl i c
acid ethyl ester as a wh doled. MS: 328.1 ([MHf).
64. 3. 3- Napht hal en-
1-yl met hyl- 1H i ndol e- 2- cagbhd
was hydrol yzed as -descri bed
B (Exp. 2.2) to give
3- napht hal enl-yl net hyl1l- 1H-i ndol e- 2- car boxyl i c acid as

PSR e plibeglfe’ m S s OEM Lbor b AR EnPiesier was conpled

with odybromoawitilyl-4Fchlarssbénro{Withioph@endbht hgl emd the product

-yl i - ' | e- 2-carhbo ' id hy | t X
Sashinel SBANIAR G i MR Rl s S o 8 3400
ttM-Higs added NaH (1.3 eq.), the nmixture was stirred
at 22 Cfor 30 min and cooled to O C. Ethyl brono
%&%@E%}(SS ng) was. added, the -m xture was stirred

or and partitioned between aqueous NH4Cl and
AcCOEt. The organic |ayer was dried, evaporated and
1462 Ghdariochen zoldhdthidrhenei-siyaghel)t 1bhkingdple-2-garboxylic acid
(n-heptane/ AcCEt, 10:1) to give 1-

et hoxycar bonyl net hy1l- 3- ng t hal gn- - :
1-yl met hyl-"1Hi ndol e- 2- c acid ethyl ester
whi ch was hydrol yzed as té&schti bed i n the general

procedure B (Exp. 2.2) to gix¥e the title conpound as
a white solid. MS: 358.2 §| M

yl4dc acid ethyl ester
t he general procedure

- Using general procedure B, 1H-indole-2-carboxylic acid ethyl ester was coupled
with 3-bromomethyl-5-chloro-benzo[b]thiophene and the product obtained was
hydrolyzed to give the title compound as a white solid. MS: 340.0 ((M-H]").



49 Exanpl e 66
1- (2- Met hoxy- et hyl) - 3- napht hal en- 1-yl net hyl - 1H i ndol e
5 0= xylic acid O To a sol ution of

“K)gﬁﬁgéﬁ?ﬁalen 1-yl net hyl- 1H i ndol e- 2- carboxylr((gT!EPm6'%929'z
ethyl ester (170 ng, from Exp. 464.2.) in
dimethylformamde (1 0 mM) was added NaH (1.3 eq.),
the m xture was stirred at 22 C for 30 mn.
ExBnplet52- met hoxy- et hane (99 ng) was added, the
m xture mas stirred for 17 h and partitioned betmeen

d _Ac I drled
S et R e s g B Rl B e -
silica (n-heptane/ AcOEt, 20:1) to give
1- (2- met hoxy-ethyl)-3- X
napht hal en-1 -yl net hy1-1 -carboxylic acid
et hyl ester which was hydrol zed as described in the
general procedure B ( Exp. 2) to give the title
conpound as a white sems M5: 358.1 ([M11]).
Exanpl e 67
1- Napht hal en- I -yl met hy1- 1H—pyrfb|o[2 3-b] pyridi ne-2-c
arboxylic acid , IrN OH Using general procedure B,
Uklnpydehedab p2ocddiniep,r 11diindol2-2carbaxiit iamdaﬂh_t;l @&tdnyvas coupled

F3h00, O RS0 e teo it ot 18) fand Re " product

dbthineden® hilolyzad b ek graitRnsnigvanine guletyeldt silide MS: 324.0
}ﬂydrolyzed to give the title conpound as a white
)M T301.3 ([MH])

Example 56

5-Chloro-1-(5-fluoro-benzo[b]thiophen-3-ylmethyl)-1H-indole-2-carboxylic acid

Using general procedure B, 5-chloro-1H-indole-2-carboxylic acid ethyl ester was
coupled _with 3-bromomethyl-5-fluoro-benzo[b]thiophene (Lit. 18) and the
product obtained was hydrolyzed to give the title compound as white solid. MS:
358.1 ([M-H]"). |

Example 57
1-(5-Fluoro-benzo[b]thiophen-3-ylmethyl)-5-methyl- 1H-indole-2-carboxylic acid

O
AP
N OH

S



50 Exanpl e 68
- 3-(2-Azetidin-l-yl-2-oxo-ethyl)-5-fluoro- 1-n aphth

| met hyl-1Hin dol e-2- carboxylic aci
wo %Gﬁkuﬁr/e of 3-carb oxymethyl-5-flu oro- 1-n PerBaobinsszn
aphthalen- 1- ylneth yl- 1H i8B5dol e2-carboxylic acid
(fromExanple 33, 0.5 g) in acetylchloride (6 2 m)
was heated to reflux for 5 h. The solution was
Esmporeatat pamdduﬂeeB r%sieth.g&l,L 1H—irtduteai-eatbwkyli¢ acid ethyl ester was

dj 1§thlh | ether, ?}3@5 ighg gzcﬁfe,‘ﬁﬁ ojpgene (Lit. 18) and the

pftdh)lcﬁeﬂt,aﬁled|mé13d501§zqdabegnﬁeﬂhJeGMemhnphunMS{s vdhite. sblid. MS:

é£¢TD§%§¥bg 68.2. To a solution of -
napht hal en-1-yl met hy1- 4, 9-di hydr o- pyrano[ 3
,4- 1)] indole-1,3-dione (1 0 nnnle) in CH2C12 (3 m)

Eﬂanﬁﬁd@d azetidine(5 nmmole) and stirring was
continued at 22 C until conpletlon of the reaction.

1 xtyre evapor ue
S e AT AR B O e R g carbonyic
acigani c | ayer was dried, evaporated and the residue
triturated with diethylether to give
3-(2-azetidin-1-yl-2-oxo-ghyl)-5-fluoro-1-naphthal en
-1-yl met hyl - 1H-i ndol e2- cakboxyl ,c acid as a white
~solid. MS: 417.4 (1M+Hrmanple 69
342-(3,3-Difluoro-azetidra-TNy1pH2- oxo-et hyl]-5-fl uor
i ndol e- 2-car boxylic acid
1-yl nmethyl-4, 9-

0- 1- napht hal en-1-yl met hyl 11
6-Flu oro- 9- naph th aleg—
di hydro-pyrano [3,4-b] in @olg-1,3- dione (from
Exanple 68.1.) was ring operets t h
3,3-difluoro-a7etidine hydrochloride and NEt3 at 22 C

Qolggbg\égfrtﬁr ceghllr% ﬁoﬂ%l l%ﬂ]oxyaﬁ-l-m e— ~C Sboxyﬁc a'\@ methyl ester

was coupled w1th 3—bro_m0methy1—S-ﬂuoro—benzo[b]thlophene (Lit. 18) and the

product obtained was hydrolyzed to give the title compound as yellow solid. MS: -

354.0 ([M-HJ).
Example 59

3- Carboxymethyl—l (5-fluoro-benzo[b]thiophen-3-ylmethyl)-1H-indole-2-

carboxylic acid
GOOH
0
@EQ
N  ©OH

S

Using general procedure B, 1H-indole-2,3-dicarboxylic acid diethyl ester (Lit. 2)
was coupled with 3-bromomethyl-5-flnoro-benzo[b]thiophene (Lit. 18) and the
product obtained was hydrolyzed to give the title compound as a white solid. MS:
382.3 (IM-H]). |



Exanpl e 70
3- Cycl opropyl car banoyl net hy1-5-f 1l uor o- 1- napht hal en- 1-

-1H i ndol e-2- carboxylic acid 6-Flu
wogéogﬁga%%{h al en- 1-yl net hyl-4, 9- di hydro-pyr alﬁeﬂﬁmoomwwz
[3,4-13] indole- 1,3- dione (fmem Exanple 68.1.) was
ring opened with cycl opropylamne at 22 Cto give the
title conpound as a white solid. Ms: 415.0 ([MHr).
FRarrplel e 71
5- Fl uor o- 3- net hyl car barmyl rret h"yl -1 - napht hal en- 1-yl net

\V X c' NH ., 6- 0 -9:= N
RO S goreE oS @HPSP%%%{S%%?%%"MM&
Qmaﬂnghchcﬁ di one (from Exanpl e 68.1.) was ring
opened with nethylamne at 22 Cto glvetheti.tle
conpound as a white solid. M5_389.1 GW11]). Exanple
72 F o :

N

Using general procedure B, 3-ethoxycarbonylmethyl-5-fluoro-1H-indole-2-
'carboxylic acid ethyl ester (Lit. 10) was coupled with 3-bromomethyl-5-fluoro-
benzo[b]thiophene (Lit. 18) and the product obtained was hydrolyzed to give the
title compound as a white solid. MS: 400.3 ([M-H]).

Example 61
1-Benzofuran-3-ylmethyl-1H-indole-2-carboxylic acid

0
0
N  OH.

—

0

Using general procedure B, 1H-indole-2-carboxylic acid ethyl ester was coupledl
with 3-bromomethyl-benzofuran (Lit. 19) and the product obtained was
hydrolyzed to give the title compound as a white solid. MS: 290.2 ([M-H]").



5- Fl uor o- 312- ( 3- hydr oxy-o7eti di n-1-y1) - 2- oxo-ethyl]-1
- napht hal en- 1-yl net hyl- 1H i ndol e-2-carboxylic acid

; uor o- 9- napht hal en- 1-yl net hyl- 4, 9- :

wo ﬁg/%r gi pyrano [3,4-b] in dole- 1,3- dione (FFE%PZOWO@Z”

Exanpl e 68.1.) was ring opened4® th azetidin-3-ol and
NEt3 at 22 Cto give the title conpound as a white
solid. Ms: 431.3 GV H). 53 Exanple 73
BExdrapleh ¢2 amebhy| - car banoyl) - net hyl ] - 5-f | uor o- 1- napht h
al en-1-yl met hyl - 111- i ndol e-2-carboxylic acid \ N_|

iR MY RoenzRi 3B Since 80 MR Sl acid and 1-(3-
mestigiiben S blthjophes- 5 yingtinde tEdndblel-etrbyitylietbil ani ne

at 22 Cto give the title conpound as avvhlte solid.
MB: 417.3 GViHI). Exanrple 74

Ak

62/63.1. Using general procedure A (Exp. 1.3.), 3,5-dimethyl-benzo[bjthiophene

was reacted with N-bromosuccinimide to give an inscparable 2:1-mixture of 3-

O

bromoemethyl-5-methyl-benzo[b]thiophene ~and 5-bromomethyl-3-methyl-
benzo[b]thiophene, -

62/63.2. Using general procedure B, 1H-indole-2-carboxylic acid ethyl ester was
coupled with the 2:1-mixture of 3-bromomethyl-5-methyl-benzo[b]thiophene and
5-bromomethyl-3-methyl-benzo[b]thiophene and the esters obtained were
separated by chromatography {(n-hepatne/AcOEt 20:1) followed by hydrolysis to
give 1-(5-methyl-benzo{b]thiophen-3-ylmethyl)- 1H-indole-2-carboxylic acid {first
eluting as ester from the chromatography) as pale yellow solid, MS: 320.1 ((M-H]");
and 1—(3—méthy1—benzo[b]thiophen—5—y]methyl)—1H-indole¥2—carboxylic acid as a
white solid, MS: 320.3. "

Example 64

3-Naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid
N0
L
OH

64. 1. To a solution of naphthalene-1-carbonyl chloride- (3.43 g) and AICl; (2.40 g)

it 1,2-dichloroethane (7 ml) was added at 0 °C a solution of 1H-indole-2-
carboxylic acid ethyl ester (1.70 g) in 1,2-dichloroethane (7 ml) and the mixture



5- Fl uor o- 1- napht hal en- 1-yl net hyl - 3- (2- oxo0- 2-p
yrrolidin-1-yl-ethyl)-1H i ndol e-2- carboxylic acid
= 0 - 9- naphth alen - 1-ylnethyl-4, 9-

W'quoﬁ}fl)gbr%{ pyrano [3,4-b] indole- 1,3- dione (f}rg%mmooamaam
Exanple 68.1.) was ring opened4gith pyrrolidine at 22
Cto give the title conpound as a white solid. Ms:
429.3 ([MHL-). 54 Exanmple 75 ,
Sabhedtér hiceflba moyparetiy for 2 1 | Ther mixtereapdstpastitemed betwaen ice
thyl - 141 ndol e-2-. carboxylic acid ., 6-Flu oro - .9- .
A ARh A GEE e OOt g T i ity NexCOs, dried
hi3d 4vdpofratadio| The rksidue ciasrbrdriiatoprapkadph eillol .(A-Heprds/ AcOFE,

i opene it h, diethyl amne.at 22 .Ct j.ve .t he
1] fo 2B i G ndiehs TR L Prdho Qe o Bodh g eser as
pExlanglloay FBid7 043344 1 Mt+-E1]€).of POC13 (0.79 nml) and

N-net hyl formanilide (1.07 m) was stirred at 22C for

é{i’.f ?nu'g oaTsoql!lt_ltqgn %?lZ);—Pna]iaﬂ{hgfe%ey@gargggy%qlﬁ—ifc’l%lg-tj-ga?bg;yﬁc acid

erphtsial (6131 1) wi triﬂ‘dmycflacﬂ:ﬁdachidl ddbenl was nddedytrieth yaidare: (1.5 ml)
. 2..00 [ .

PEXri B béiimied S 2G Al Fho s Fhprsion,gas fitered, the

&tsidlueesdashgd irvg‘fﬂo nxhdp&lmgsaiugin ld([;ied }‘tgrg:,iie F:naﬁhmmthyhﬁn};ﬁ-m-

BRI AR B R Bl st &y Shiee GFaC RS PR T hse

continued at 22 for 2 h. The |layers were separat ed,
the 3agirdbpbthatepel-yexdth detfddn dele2-aitedylic oaid hathd, ebthe was

onbj ned extracts re dried va t nd.t
PRl el B S B e YRR S AER B Enaphthaten-
i-vireqh gih 8 A Gie- 2 dOb dxylit acidiay @ white solid. MS: 300.4 ((M-H]).
5-fluoro-3-fornyl-1-naphthal en- 1- _ :
ﬁ}l(rretltc])éé- 1H i ndol e- 2-carboxylic acid ethyl ester as a
corouri’ess solid. Ms: 376.4 ([ M:H]) .

1-Carboxymethyl-3-naphthalen-1-ylmethyl- 1H-ind01é~2-carboxylic acid

X,
5

To a solution of 3—naphthalen—1—ylmethj1— 1H-1indole-2-carboxylic acid ethyl ester
(50 mg, from Exp. 64.2.) in dimethylformamide (1.5 ml) was added NaH (1.3 eq.),
the mixture was stirred at 22 °C for 30 min. and cooled to 0 °C. Ethylbromo
acetate (33 mg) was added, the mixture was stirred for 2 h and partitioned between
aqueous NHyCl and AcOEt. The organic layer was driéd, evaporated and the
residue was chromatographed on silica (n-heptane/AcOEt, 10:1) to give 1-
ethoxycarbonylmethyl-3-naphthalen- 1-ylmethyl- 1H-indole-2-carboxylic acid 'ethyl
ester which was hydrolyzed as described in the general procedure B (Exp. 2.2) to
give the title compound as a white solid. MS: 358.2 {((M-H]").



55 76.2. To a suspension of
5-fluoro-3-fornyl-1-naphthal en-1-yl methyl-1Hindol e-2

3 ylic acid ethyl ester (1.16 g) in Et
WO%?%%gﬁgi(added at 22C pyridine (8.0 m) and 9&&%5006/069292
hydr oxyl am ne hydrochl oride (0454 g) and the m xture

was heated to reflux tenperature for 2 h. The m xture
was evaporated and the residue partitioned between 1
Bxiidplesdtd t - butyl met hyl ether. The organic |ayer was
dried and evaporated to give

X thyl )-.1:-n thal en- .. .

R T e R RS R B ST
a colourless foam Ms: 391.1 ([MtH). 76.3. To a
sol ution of OMe
5-fl uor o- 3- (hydr oxyi m no- nethy{) -1- napht hakn- 1-
yl met hy1l- 1H i ndol e- 2- car Wi ¢faci d ethyl ester
(1.17 g) in AcOH (75 m) Zadggd at 22C sodi um
acetate (4.9 g) followed by portion wise addition of
zinc dust (0.78 g) and sty¢gri\y ng was conti nued at 22C
for 3 h. The m xture was ated and the residue
partitioned between ice-col gueous 2 N NaCH and _
t- butylnethyl et her. The aqueous Iayer was extracted

TR i Y SabmRalen ooy B 1 s St et ester

sEI0U 8 tfﬁﬂn Wikp 64t Lin(difh efHy)forrh ARideql 0t ﬁvamsdeﬁtmm et3eq.),

t 22C for 16 ted |n eS|d
sfaswgsc}%}sr%ﬂfreﬁafg??}é?%yf)@ Bited i et is 30 me)
was afidiéd, Qh@dnixﬁn@ly\/@ amsarrfomomhhamlf Partitioted rb@tweeﬂ- zfd]ueous

1H -i Ie 2- carb ox
%@ﬂgﬁ ‘ﬁ r(])é:ét éﬁw %rg éﬁY%Wﬁﬁf aFﬁge?{aB?{P é 1‘%151d“e was
Yot & Hed onl\@icaizihegtaﬁlbb&bbﬂ 120:1)46 gflve 13 2- ﬁmXEethyl) -3-

PP e Tty ipiringbi RGBSR cicid) clhgh edigg ¢ Wich  vas

hydtoRgan a§ Aeqiibde lﬂﬂﬁe @éﬁi&r@j gﬂﬁ%dlﬁ‘é qus&gsl bep té Biveh@e title

PO sl OSSR SRR b 1.

yl met hyl- 1H-i ndol e- 2- carboxyllc aci d hydro-chloride
‘EngMegﬂf white SO|Id MS: 347.4 aM—III) 56 Exanpl e

| ?ﬁayk‘l Gy R R S o i b L

suspensi on of N
3-an1nonethy1-5-f|uoro-ﬂgéigbrﬁélen 1-yl met hyl -
1Hi ndol e- 2- car boxyl i ¢ aci hyPHester salt with

hydrogen chloride (from le 76.3., 0.2 mmole) in
di chl oronethane (2.0 m) dded at 22C nmet hyl
chl orof ormate (0.22 mmol e) stirring was conti nued

at 22C for 16 h. The m xture was washed with 1 N
Heju e gerseridGrocddnes By Qapyaroldl R 8rblpaedide 2echrbetip asidethd] ester

CRfal D a2 ST PER BAlr ABBE 0005 WB00RPS)  was

¢ouplddoxyiciar Mmyﬂnandethﬂnapmmeh& and - thea@rbudl @btainel- was

hyl] - 1H - i.n dole- 2- X I|c Cl ]
Bl o st it 6B o RS o B Ef -
77.2. 5-Flu oro-3- (neth oxycarb onylanino-nethyl)-
1-n aphth alen- 1-ylnethyl- 1H ndol e-2-carboxylic
acid ethyl ester was hydrolyzed as described in the
general procedure B (Exp. 2.2) to give
5-fl uor o- 3- (et hoxycar bonyl am no- net hyl ) - 1-
napht hal en- 1-yl met hyl - 1H i ndol e- 2- carboxylic acid as
a colourless solid. Ms: 405.5 ([MH-).



WD 2007/ 068621PCT1EP20061069292 57 Exanple 78 3-(Eth
oxycarb on ylam n o-nethyl)-5-fluoro-I-n aphth

- syl methyl - 1Hin dol e2-carboxylic acid F@&
wo %{r?z/tﬂ%%%%/&fl u oro- 1l-naphthalen - 1- yl et hyr(-j%f |IE69292
dol e- 2-carboxylic acid ethyl eSper; salt with
hydr ogen chl oride (from Exanple 76.3.) was reacted
with ethyl chloroformate as described in exanple
FXariplett8 gi ve
3- (et hoxycar bonyl am nonet hyl ) - 5-f | uor o- 1- napht hal en-1
-yl met hyl - 1H i ndol e- 2- carboxylic acid ethyl ester
Bi-cheedio - hydZ-oky -ty rS-hesed insglithalent hglngethee 3 -indole-2-

r.e.qB (Exp. 2.2) to give the title conmpound as

g&ggﬁgkfgdl ow solid. MS: 419.5 ([MH). Exanple 79
5- Fl uor o- 3- (i sopr opoxycar bonylam no- net hyl ) - 1- napht ha
I en-1-yl met hyl - 1Hi ndol e- 2- carjpoxylic acid 3- Atnin
omet hyl-5-flu oro- 1-n aphtdalen - 1- ylnethyl- 1H
indole- 2- carb oxylic acid ethy, ester; salt with
hydrogen chloride (from :’@1‘ e{76.3.) was reacted
wi th isopropyl chlorof ormafenNas @escribed in exanpl e
77.1. to give 5-fluoro-3-
(i sopr opoxycar bonyl ani no- @
yl met hyl - 1H indol e-2- cartfpxylic acid ethyl ester
whi ch was hydrol yzed as deschibed in the general
procedure B (Exp. 2.2) to give the title conpound as
a pale yellow solid. Ms: 433.3 (1IM111).

)- 1-n aphth akn - 1-

68.1. A mixture of 3-carboxymethyl-5-fluoro- 1-naphthalen~1—y]inethy1- 1H-indole-
2—carbo:§;y]ic acid (from Exaﬁlplc 33, 0.5 g) in acetylchloride (6.2 ml) was heated to
reflux for 5 h. The solution was evaporated and the residue triturated with
diethylether to give 6-fluoro-9-naphthalen-1-ylmethyl-4,9-dihydro-pyrano[3,4-
blindole-1,3-dione as a palé yellow solid. MS: 377.4 ({(M+NH4]").

68.2. To a solution of 6-fluoro-9-naphthalen- 1-ylmethyl-4,9-dihydro-pyrano[ 3,4-
b]indole-1,3-dione (1.0 mmole) in CH,Cl, (3 ml) was added azetidine(5 mmole)
and stirrin g was continued at 22 °C until completion of the reaction. The mixture
was evaporated and the residue partitioned between aqueous HCl and AcOEt. The
organic layer was dried, evaporated and the residue triturated with diethylether to
give 3-(2-azetidin- 1-yl-2-oxo-ethyl)-5-fluoro- 1-naphthalen- I-ylmethyl- 1H-indole-
2-carboxylic acid as a white solid. MS: 417.4 ([M+H]™).



58 Exanpl e 80
5- Fl uor o- 3-f or nyl am nonet hyl - 1- napht hal en- 1- yl net hyl -

\Wolﬁhhﬁﬁﬁie 2-carboxylic acid 3- Amin onethyl

1-n aphth alen - 1-ylnaethyl- 1H in FETI%b%bgP/069292
oxyllcaC|d ethyl ester; salt wsth hydrogen chl ori de
(from Exanple 76.3.) was reacted with 4- nitrophenyl
formate as described in Exanple 77.1. to give
%RL%ﬁgkﬁ'B' fornyl am nonet hyl - 1- n aphth akn -

thyl- 1H -in dole- 2- carboxylic acid ethyl
ester which was hydrol yzed as described in
édﬁe(ﬁér Hlusreamtiding 1 oxe- %byléf@weltmhthahnel ylmethyl-
qgnm@gﬁﬁaaﬁbamggbgmrless solid. Ms: 375.5 ([MHL-).
Exanpl e 81 3-(Acetyl am no-net hyl)-5-fluoro-1-n
apht hal en- 1-yl net hyl- 1H i ndol &- 2- carboxylic acid
3-Amin onmeth yl-5-fluoro- 1-né§%ihalen - 1-yl et hyl -
1H in dole- 2-carb oxylic ac et hyl ester; salt
wi th hydrogen chloride (fr anple 76.3.) was
reacted with acetyl chlgride as ggscribed in Exanple
77.1. to give 3-(acetyla yl)-5-
fl uoro-1-naphthal en-1-yl - 1B i ndol e- 2-car boxylic
acid ethyl ester which was _58

6-Fluoro-9-naphthalen- 1-ylmethyl-4,9-dihydro-pyrano[3,4-b]indole-1,3-dione

'.(from Example 68.1.) was ring opened with 3,3-difluoro-azetidine hydrochloride
and NEt; at 22 °C to give the title compound asa white solid. MS: 450.9 ((M-H]).

Example 70

3-Cyclopropylcarbamoylmethyl-5-fluoro-1-naphthalen- 1-ylmethyl-1H-indole-2-

carboxylic acid

NH
O
F ) OH
A\
N O

6-Fluoro-9-naphthalen-1-ylmethyl-4,9-dihydro-pyrano[3,4-b]indole-1,3-dione
(from Example 68.1.) was ring opened with cyclopropylamine at 22 °C to give the
title compound as a white solid. MS: 415.0 ({[M-HJ"). '



hydrolyzed as described in the general procedure B
(Exp. 2.2) to give the title conpound as a col ourl ess
389.5 ([M11]). Exanple 82 5- Fluopgqs

WO%%)toﬁ%Fle\z/E 1-yl met hyl- 3- (pr opi onyl am no- net hyf)?’pi:'i_’gi{og/ngn

oIe 2- carboxylic acid 3-Am ngget hyl- 5-fluoro- 1-n

apht hal en- 1- ylnethyl- 1Hindol e-2- carboxylic acid

ethyl ester; salt with hydrogen chloride (from:

Exanple§176. 3.) was reacted with propionyl chloride as

described in exanple 77.1. to give 5-fluoro-

1- napht hal en- 1-

§+E’immy3jcn®tl(y{i¢aolpﬁlmvﬂmathyﬂrd napthiblydign-1+sHmeidiy]- &5 2n daletfo x

YdrhGx gmet hyl ester which was hydrol yzed as

escribed I1n the general procedure B (Exp. 2.2) to

give the title conmpound as a.colourless solid. M5

403.5 ([MH ). Exanple 83 NH

5- Fl uor o- 3- (i sobut yryl am nd&T

met hyl - 1Hi ndol e- 2- carmoxyl i aomd 3- Am n

onet hyl-5- flu oro - 1- —al en- 1-yl nmet hyl - 1H

i ndol e- 2- carb oxylic aci® P ester; salt with

hydrogen chloride (from Exaapte 76.3.) was reacted

with ibutyryl chloride as @ ribed in Exanple 77. 1.

to &e

5-fluoro-3-(isobutyrylam nonethyl)-1-naphthal en-1-yl m

et hyl - 1H i ndol e- 2- car boxyl i c_ acid et hyI ester whi

ch
6 NRre-hypeptehaiensd-amethes e o dibydronpyrarolddnidiingole-1.3- “dlone

- O Gl 1868, BX Rvas gmg)opteﬁecg’wﬁﬁ h &8yt LaCOMONE v the title
a colourless solid. WNB: I(I{ IY|r).
compound as a white solid. MS: 389 1 ([M

Example 72

5-Fluoro-3-[2-(3-hydroxy-azetidin- I-yl)-2-oxo-ethyl]-1-naphthalen-1-ylmethyl-
1H-indole-2-carboxylic acid

OH
N
o
F OH
\ 4
N O

6-Fluoro-9-naphthalen- 1-ylmethyl-4,9-dihydro-pyrano[ 3,4-bjindole-1,3-dione
(from Example 68.1.) was ring opened with azetidin-3-ol and NEt; at 22 °C to give
the title compound as a white solid. MS:431.3 ([M-H]).



Exanpl e 84 5-Fl uor o- 3- (et hanesul f onyl ami n
o-net hyl)-1-n

n-1 -yl met hyl- 1H i ndol e2- carboxylic a -
WO%&WR&%}GW' 5-flu oro - 1-naphth akn- 1- ylﬁgfﬁyg&%’mm”
1H -in dole- 2- carboxylic acig3ethyl ester; salt
wi th hydrogen chloride (from Exanple 76.3.) was
reacted wi th nethanesul fonyl chloride as described in
Exanpled377.1. to give 5-fluoro-3- (isobutyrylann
o-nethyl) - 1-n aphthalen- 1- ykneth yl- 1Hin dole-

G I R R S R _‘fﬁo

guuﬁ:bhabbkﬁkﬁmﬁbnpound as a pale ye||OMISO|Id

425.4 (EM Hr). Exanple 85 3-(Ethanesul fonylam n

o- net hyl ) -5-fl uoro-1| - napht hal en- 1 -yl nmet hyl - 1Hi ndol e-
2- carboxylic acid 3-Anmin omehﬁyl-S-flu or o-
1-naphth alen- 1- ylmethyl-o=XHin dole- 2-carb oxylic

acid ethyl ester; salt with hydrggen chloride (from
et hanesul f onyl

Exanpl e 76.3.) was react @
chloride as described i n"Beanpl €077.1. to give 3- (

et hanesul fonylamn o -methyl))- 5-flu oro- 1-n
apht hal en- 1-ylnmethyl- 1H¢ TN dol e-2- carboxylic acid
et hyl ester which was hydr® &d as described in the
general 61 procedure B (Exp-#Z.2) to give the title
conpound as a colourless solid. Ms: 439.4 GW11]-).

6-Fluoro-9-naphthalen- I-ylmethyl-4,9-dihydro-pyrano[ 3,4-b]indole- 1,3-dione
(from Example 68.1.) was ring opened with ethylmethylamine at 22 °C to give the
title compound as a white solid. MS: 417.3 ([M—ﬁ]').

‘Example 74

5-Fluoro-1-naphthalen- 1-ylmethyl-3-(2-o0xo-2-pyrrolidin-1-yl-ethyl)- 1H-indole-2-

carboxylic acid

6-Fluoro-9-naphthalen- 1-ylmethyl-4,9-dihydro-pyranol[ 3,4-blindole-1,3-dione
(from Example 68.1.) was ring opened with pyrrolidine at 22 °C to give the title
compound as a white solid. MS: 429.3 ([M-H]").



Exanpl e 86
5- Fl uor o- 3- net hyl am nonet hyl - 1- napht hal en- 1- yl net hyl -
9| e- 2- carboxyllc acid 86.1. To a solu
WO%M?I uoro- 3-formyl- 1- napht hal en- 1-yl i net hyl - Ii:i:? Pﬁf06I069292
- carboxylic acid ethyl ester5¢from Exanple 76. 1.
0.60 g) in MOH (5 0 m), AcOH (0.92 nl),
tetrahydrofuran (2.0 m) and nmethyl amne (2 Min
EkEnpl8 728 nil) was added portion w se Na(CN)BH3 (202
ng) and stirring was continued at 22C for 3 h. The

C ORI o> [
S R YRR S AP B B 08
tdrboadicaoids Iayer was adj ust ed to 11 using NaOH,
extracted wi th dichl oronethane, dried and evaporated

to give 5-fluoro-3- _
nethylan1nonethy|-|-naphthalemf\-ylnethyl-lFLindoIe-Z

-carboxylic acid ethyl est s a colourless oil. Ms:
391.3 ([MrH +). 86.2. ¢ OH

5- Fl uor o- 3- net hyl am none -N-gapht hal en-1-yl t net hyl
-1H i ndol e- 2- carboxylic et Ryl ester was

hydrol yzed as described in the general procedure B
(Exp. 2.2) to give
5-f I uor o- 3- net hyl am nonet hy napht hal en- 1-yl net hyl -
1Hi ndol e- 2-carboxylic acid a col ourless solid. Ms:

361.4 ([MH). 62 Exanple 87 3-Dinet hyl ami n

gﬁﬁd}éjg gaﬁ}bfga%? I1 o thgpﬁghcﬁ.ﬁgdljo oﬁglr%}aqf[g)ﬁnglugd]o}_ell B bione
fExah‘fpilB 681.) Wan?amngeﬂM with thm)mf/a f%ggt;qe/%m: the title
g&r%lﬁo t(P s}/s ahvgl? %e sohgl E\}I)gnélg%és 36)

am ne"as in Exanple 86.1. to
gi ve 3- dlnethylan1nonethy1-5 fluoro- 1- napht hal en-

ke y1l- 1Hindol e-2-carboxylic acid ethyl ester
' %ﬁ%®ﬂgags hydrolyzed as described in the genera

grocedure B (Ex give the tit]le conmpound as
cApinetetind - %?rpdl nmthd%-leﬂﬂemm J-indelerprarbgwylic acid

F O
t@(
N CH
76.1. A mixture of POCL (0.79 ml) and N-methylformanilide (1.07 ml) was stirred
at 22°C for 10 min. To the solid formed was added a solution of 5-fluoro-1I-

naphthalen-1-ylmethyl- 1H—indole~2-ca.rboxyﬁc acid ethyl ester (2.00 g from
Example 15) in 1,2-dichloroethane (25 ml) and the solution was stirred at reflux

temperature for 5 h. The solution was poured into a solution of ice-cold water (40
ml) containing sodium acetate (4.6 g) and stirring was continued at 22° for 2 h. The
layers were separated, the aqueous layer extracted with dichloromethane, the
combined extracts were dried, evaporafed and the residue was chromatographed on
silica using n-heptane/AcOEt (10:1) to give 5-fluoro-3-formyl-1-naphthalen-1-
ylmethyl- 1H-indole-2-carboxylic acid ethyl ester as a colourless solid. MS: 376.4
([M+H]™).



5- Fl uoro-3- [(isopropyl-nethyl-amn
0) - et hyI kl - napht hal en-1 -yl net hyl - 1Hi ndol e- 2- car boxyl

WOE&&@uoro 3- fornyl 1- napht hakn- 1-yl net hyl - 1I—|-FEF5’EF200§IO69292

carboxylic acid ethyl ester (fisem Exanple 76.1.) was
reacted with i-propyl nethyl am ne as described in
Exanple 86.1. to give

362 o la(suﬁ}c[lélos op l5djh;dr94$€lf0tmb/1- h-rmnpht)lah'ai ]hy]h"]ethyl- 1H-indole-2-

t ar bo [
SRR B eteaf R (M6 R IO G L P RS2 g 80
gﬂhendlhydrmhnhme Iﬁrd(cEmilnn@ @.54 @) gnd aht meixture veas heated to
g%ﬁ%ggrﬁ,g?rg e foroi Rufheerﬁlsxtﬁc’roe Ivvas evaporatec? (? thgrem&'ue pe)rtmoned
Beﬁﬁ?o rlol\BH]f}(‘lrrlmmbﬁjm@ﬂIheuhgl leﬁmz .hVhe angaml:) layert !wgk |drikd and
na al en- 1- ndol.e: 2- ca |
BPROHIE 355 RO O RR S SRR Vs feR o vimetnyt-
YHrmtiblel 2-cdrbbxyilie adidleghyl Estelaershoaoldmrbs%fomﬂ ®ISh§91. BMeFH]™).
(from Exanple 86.1.) was reacted with met hyI

f or mat 83 desc [ e [
2037 80 o5 {ofulin ol carShy PRI Rl Syt dihelfaaten-1-
iyloceaoyl+ b kretold- Zwarmixhlydadl&l-ﬂt]mlcﬂsmf Z{-Idarg)anyAm(QHa(@lSdnl) was
I fer which escrib
Rt BT ol e D STy e i Aol of 2 dust
COPoumad atsrrim gowdsotamitiaasd aoAPAC 8.3 H.1PhSmiftivkeldrds evaporated
Exappl e.90 3- car.h -
o) PR s Do -0l agmraps 21N NGt ing Rutvimethyl
dthyt. Midehaguddid Ingtal veas2xoactbd xgieral tmodsgthe combined organic layers
were dried and evaporated. The residue was dissolved in EtOH saturated with HCl
(10 ml), the solution was stirred at 22°C for 16 h and evaporated again, The residue
was suspended in t-butylmethyl ether and the suspension was filtered to give 3-
aminomethyl-5-fluoro- I-naphthalen- 1-ylmethyl- 1H-indole-2-carboxylic acid ethyl
ester; salt with hydrogen chloride as a yellow solid. MS: 377.3 ((M+HJ").

76.4.  3-Aminomethyl-5-fluoro-1-naphthalen-1-ylmethyl- 1H-indole-2-carboxylic
acid ethyl ester; salt with hydrogen chloride was hydrolyzed as described in the
general procedure B (Exp. 2.2) to give 3-aminomethy1—5-ﬂuoro—l-naphthalcn: 1-
ylmethyl- 1H-indole-2-carboxylic acid hydro-chloride as an off-white solid. MS:
347.4 ([M-HJ").



5-Fluoro-3-nethylam n nethyl- 1- n aph thalen - 1-
yl methyl - 1Hin dole- 2-carboxylic acid ethyl ester
anple 86.1.) was reacted with ethyl

wo g@“ﬁ%@g ormate as described in Exanple 77.1. ?8“5?\%@61069292
3-[ (et hoxycar bonyl - met hyl - am n@§- et hyl ] - 5-
fluoro-1-naphthal en-I -yl net hyl - 1H i ndol e- 2- car boxyl i c
acid ethyl ester which was 64 hydrol yzed as
oSG B{Q@ in the general procedure B (Exp. 2.2) to

gl ve “he title conpound as a colourless solid. Ms:
433 5 Q%NLHI) Exanple 9
S=Hiperer (@e@eﬁmaﬂwnmwyrmaﬂwh lonaphhaign-Jl-yimgthyl-1H-

arihalcgiokyld 484 hyl - 1H n dol e- 2- car boxyl i ¢ acid
5- Huor o- 3- nethylan1n onmet hyl - 1-n apht hal en-
-1-ylmethyl- 1Hin dole- 2-carbooxylic acid ethyl
ester (from Exanple 86.1.) mas‘}’ ted with
4-ni trophenyl formate as desg iNed in Exanple 77.1.
to give 5-11luoro-3-[(forpar—aet Byl -am no)-nethyl] -1-
napht hal en-1 -yl met hyl - Esﬂ do ='§ carboxylic acid
et hyl ester which was hyoroIVze s described in the
general procedure B ( Exp. ) to give the title
conpound as a col ourl ess § M5: 389.5 (EM HD
Exanpl e 92 3-[ (Acetyl - nmet hy 71 no) - net hyl ]
- 5-fl uor o- 1- napht hal en- 1- yI =t’hyl - 1H-i ndol e2- car boxyl
ic acid 5-Flu oro -3- net am n onethyl- 1- naphth
ar-énTola yhspsnign - ofl%mmome%é 1-5-flugrgy L avaphiheleact-gimethyl- 1H-
B2 &SIyl SR RICE 8f din) Hififote Wl Rfeiidin Example

acety de as describ I n EXa

36.8¢ a%tgmmcﬁ@t iy | dighipreayethanenyP-D- Bl var added nalp A2 reethyl
Bhloroformate (0.22 mmole) and stirring was continued at 22°C for 16 h. The

mixture was washed with 1 N aqueous HCI, the organic layer was dried, evaporated
and the residue was chromatographed on silica using n-heptane/AcOFEt to give 5-
fluoro-3- (methoxycarbonylamino-methyl)— l—ﬁaphthalen— 1-ylmethyl-1H-indole-2- |
carboxylic acid ethyl ester as a colourless solid. MS: 435.4 (IM+H1.

77.2. 5-Fluoro-3-(methoxycarbonylamino-methyl)-1-naphthalen-1-ylmethyl- 1H-
indole-2-carboxylic acid ethyl ester was hydrolyzed as described in the general
procedure B (Exp. 2.2) to give 5-fluoro-3-(methoxycarbonylamino-methyl)-1-
naphthalen-1-ylmethyl- 1IH-indole-2-carboxylic acid as a colourless solid, MS: 4035.5
([M-H]").



65 1-yl met hyl-111-i ndol e- 2-carboxylic acid et hyl
ester which was hydrol yzed as described in the
procedure B (Exp. 2.2) to give the t
Wog%g%%d as a pale yellow solid. Ms: 403.5 (H&#&F 006/069292
Exanpl e 93 57
5-FIuoro-3-[(nethanesu|fony|-nethyl-anino)-nethyl]-l-
napht hal en- 1-yl met hyl 1H i ndol e- 2- car boxyl i ¢ aci d
i% g@ -3- methylamn methyl- 1- n aphth alen- 1-
naethyl - 1H in dole- 2- car boxylic acid ethyl
ester (from Exanple 86.1.) was reacted with

ﬁéﬁﬁm@wbmdgmlwmhy@éﬁﬁorj@é@mpb@@lcnnl Hailylel H-indole-
BloatboxiRc iy e _

5-fl uof o- 3-[ (et hanesul f onyl - nethyhan1no)

nmet hyl ] - 1- napht hal en-

1-yl met hyl- 1H i ndol e- 2- carboxff*%,a0|d et hyl ester

whi ch was hydrol yzed as descrifpbed in the genera
procedure B (Exp. 2.2f give,fhe title compound as

a colourless solid. Ms: 39,4 H ). Exanple 94

3-[ (Et hyl - met hoxycar bonyl - any no) - met hy1] - 5-f | uoro-1-n
apht hal en- 1-yl met hyl 1Hi pde{ e- 2- car boxyl i ¢ aci d

5-Flu oro- 3- fornyl- 1-n_aphkt{h alen- 1- vyl naethyl -

1H -in dole- 2-carb oxylic d ethyl ester (from
Exanple 76.1.) was reacted with ethyl am ne as

descri bed i n Exanpl e

3-Aminomethyl-5-fluoro- 1-naphthalen- I-ylmethyl-1H-indole-2-carboxylic  acid
ethyl ester; salt with hydrogen chloride (from Example 76.3.) was reacted with ethyl
chloroformate as described in example 77.1. to give 3-(ethoxycarbonylamino-
methyl)-5-fluoro- 1-naphthalen-1-ylmethyl- 1H-indole-2-carboxylic acid ethyl ester
which was hydrolyzed as described in the general procedure B (Exp. 2.2) to give the

titlé compound as a pale yellow solid. MS: 419.5 ([M-H]").

Example 79

5-Fluoro-3-(isopropoxycarbonylamino-methyl)-1-naphthalen-1-yimethyl-1H-

indole-2-carboxylic acid

3- Aminomethyl-5-fluoro-1-naphthalen-1-ylmethyl- 1#l-indole-2-carboxylic  acid
ethyl ester; salt with hydrogen chloride (from Example 76.3.) was reacted with -
isopropyl chloroformate as described in example 77.1. to give 5-fluoro-3-
(isopropoxycarbonylamino-methyl)- I-naphthalen-1-ylmethyl- 1H-indole-2-
carboxylic acid ethyl ester which was hydrolyzed as described in the general
procedure B (Exp. 2.2) to give the title compound as a pale yellow solid. MS: 433.3
([M-H]).



86.1. to give

3- et hyl am nonet hy1-5-fl uor o-1 - napht hakn- 1-yl net hyl - 1H

3 -2- 66 carboxylic acid ethyl ester '

wo %@2@@321\/“ th methyl chlorofornmate as descri ‘é"gg‘f)iﬁgmﬁmmmz
Exanple 77.1. to give 58

3- Ket hyl - met hoxycar bonykam no) - net hy11- 5-

fl uoro-1- napht hal en-1-yl net hyl - 111-i ndol e- 2- car boxyl i
Exanpld 86t hyl ester which was hydrol yzed as descri bed

in the general procedure B (Exp. 2.2) to give

(et net hoxycar bonyl - ani - h = 5-fl yoy o7 )
TR RN RS D R o ey ey e sqapopii
agidan off-white solid. Ms: 433.5 ([MH ). Exanple 95
5- Fl uor o- 3- hydr oxyne
hyl -1 - napht hal en-1 - yhnet hyl - 1H;i ndol e- 2- car boxyl i c
acid 5-Flu oro- 3- fornyl- 1- % aphth al en-
1-ylmethyl - 1Hin dole- 2-carbk-®Hxylic acid ethyl
ester (from Exanple 76. reduced as descri bed
in Exanple 86.1. but wt waddition of an am ne
to give 5-fluoro-3-hydroxynet byl -1-napht hal en- 1-
yl met hyl- 1H i ndol e- 2- car box¥i ¢ acid ethyl ester
whi ch was hydrol yzed as de'ed in the general
procedure B (Exp. 2.2) to gi he title conmpound as
a white solid. Ms: 348.3 G H ). Exanple 96
3- Et hoxynet hy1- 5-f | uor o- 1- napht hakn-1 -yl nmet hyl - 1Hi nd _
Q&nﬁo&ﬁgﬁ&yﬂﬂﬁoa&hﬁbhtﬂﬂeﬁ-lsﬂhiéEH)@ﬂH—indole—Z—carboxyﬁc acid

- o
héf el -

SR bR HGEER S oTilei fagt Exasmple J0snyn teasied pith 4
eitfopheedt dornfHd By, déscdbedExampbangds ARl to give S5-fluoro-3-
%r&%&g{lﬁgﬁ%ﬁ%ﬂ?- I‘&%hﬁl afgnl 1-ylmethyl-1H-indole-2-carboxylic acid ethyl
ester which was hydrolyzed as described in the general procedure B (Exp. 2.2) to
give the titie compound as a colourless solid. MS: 375.5 ([M-H]"). |

Example 81

3-(Acetylamino-methyl)-5-fluoro-1-naphthalen-1-ylmethyl- 1H-indole-2-

carboxylic actd
N
Fa s 0
‘@ng
N  OH
3-Aminomethyl-5-fluoro-1-naphthalen- I-ylmethyl- IH-indole-2-carboxylic  acid
ethyl ester; salt with hydrogen chloride (from Example 76.3.) was reacted with

acetyl chloride as described in Example 77.1. to give 3-(acetylamino-methyl)-5-
fluoro-1-naphthalen-1-ylmethyl- 1H-indole-2-carboxylic acid ethyl ester which was



was added 10 ng of ethyl isocyanate and stirring was
conti nued at 22C for 16 h. 4- 67
am nopyridine (17 ng) was added and

onﬂog)ﬁiég%{l nued at 22C for 4 days. The m xtur eﬁ(\t:/\;iz;lﬁ)iﬂrdg/069292
chromat ogr aphed on silica using9n-heptane/ AcOEt (1:1)
to give 3-ethyl carbanoyl oxynet hyl-5-fl uoro-
1- napht hal en- 1-yl net hyl-1H i ndol e-2- carboxylic acid
Bydylyzeb e Idesa:sibad dol thurderarsl poicedureMB:(EAp.12.3) to give the title

odu in EtOH (1 m),

TR s oS MR G8HED- 1) Tand < e

m xture was heated to 45C for 1 h. The m xture was

cl dificed with AcOH and purified by HPLC (RP-18,
%ﬁg%ﬂ%ﬁgo gradient) to give 3-ethoxynmethyl-5-

fl uoro-I|-napht hal en-1-yl net hyl - 1Hi ndol e- 2- car boxyl i c
adilupras!-maphthalendoylmgthyi/s-(pspeomylapingmetbybntil dndde-2-
Sarbatylxyiaet hyl- 5-fl uoro-1- (7-fl uoro-n

apht hal en-1-yl i net hyl ) - 1Hi ndol e-2- carboxylic acid
OH Using general procedure By

3- et hoxycar bonyl net hyl1-5-fl uor 1N i ndol e- 2-

carboxylic acid ethyl ester t. 10) was coupl ed

Wi th 1-brormrrethy1-7-f'f hithal ene (from Exanpl e

49.3:) to give 3-ethoxy thyl-5-fluoro-1-(7-

fl uor o- napht hal en- 1-yl nmet hylj) - 1H i ndol e- 2- car boxyl i c
acid ethyl ester which wag=Rydrol yzed as described in

.2) to give 3- carb
pu oro- n aphthal en- 1-
poxylic acid as a white

the general procedure B (Y
oxynmet hyl-5-flu oro - 1-
ylmethyl)- 1Hin dole- 2- car
solid. Ms: 394.1 ([MH). WO

2:307iho6eaR1-BERIdEFP200646I6880 2- vimethyl- 1H-indole-2-carboxylic  acid

ethyl ester; salt with hydrogen chloride (from Example 76.3.) was reacted with
propiony!l chloride as described in example 77.1. to give 5-fluoro-1-naphthalen-1-
ylmethyl-3-(propionylamino-methyl)-1H-indole-2-carboxylic acid ethyl ester
which was hydrolyzed as described in the general procedure B (Exp. 2.2) to give the
title compound as a colourless solid. MS: 403.5 ([M-H]").

Example 83

5-Fluoro-3-(isobutyrylamino-methyl)- 1-naphthalen- 1-ylmethyl-1H-ind ole-2-

carboxylic acid

3-Aminomethyl-5-fluoro-1-naphthalen- 1-ylmethyl- 1H-indole-2-carboxylic  acid
ethyl ester; salt with hydrogen chloride (from Example 76.3.) was reacted with i-
butyryl chloride as described in Example 77.1. to give 5-fluoro-3-(isobutyrylamino-
methyl)-1-naphthalen- 1-ylmethyl- 1H-indole-2-carboxylic acid ethyl ester which



68 Exanple 98
3- Di net hyl car banoyl net hy1-5-fl uoro-1-(7-fl uoro-naphth
y! met hyl') - 1Hi ndol e- 2- carboxylic acid .
Wogﬁ@%ﬁoxymﬁ hyl - 5-flu oro - 1- ( 7-fluoro- PCTIEH%(WM]@Z”
alen- 1-ylinethyl) - 1H - indoke-2- carboxylic acid
(from Exanpl e 97) was converted to
6-fl uoro-9-(7-fluoronapht hal en- 1-ylnethyl) - 4,9-

ngg %’19&1% Ied 5?@?&1{)%1 ﬂ%@e ehé\}ﬁpﬁﬂﬁ&m%%e ? E9cg°,5r" 8), B sive the title
sewpprhes 4@1®(m$®1d681324170@f[w]ﬁg di met hyl ami ne
to give the title conpound as a white solid. Ms:

‘E%Qm 1e@@M H ) . Exanpl e 99
oro-1- (7-fluoro-napht hal en-1-yl net hyl) - 1Hi ndol e

5-
éz%ﬁ%’ Sl einolEryagy n%&%ﬁrﬁk?ge%%@ﬁﬂﬁ—ﬂggq@l iindole-

Camboasiticddid 1- br ononet hy1- 7-f | uor o- napht hal ene (from
Exanple 49.3.) to give.

5-chl oro-1-(7-fluoro-naphthal eay/1-yl methyl ) - 1H- | ndol e
-2-carboxylic acid ethyl ester ,J/\Tﬂ ch was hydrol yzed
as described in the general pfdtgdure B (Exp. 2.2) to
give the title conpound ds @ Whkte solid. Ms: 352.2
([MH ). 69 Exanple 100 N ™

1- (7- Fl uor o- napht hakn- 1-yl yl)-5-net hyl - 1H i ndol e-

2-carboxylic acid - O
W

3- Aminomethyl-5-fluoro-1-naphthalen- 1-ylmethyl- 1H-indole-2-carboxylic  acid
ethyl ester; salt with hydrogen chloride (from Example 76.3.) was reacted with
methanesulfonyl chloride as described in Example 77.1. to give 5-fluoro-3-
(isobutyrylamino-methyl)-1-naphthalen-1-ylmethyl- IH-indole-2-carboxylic  acid
cthyl ester which was hydrolyzed as described in the general procedure B (Exp. 2.2)
to give the title compound as a pale yellow solid. MS: 425.4 ([M-H]").

Example 85

3-(Ethanesulfonylamino-methyl)-5-fluoro-1-naphthalen-1-ylmethyl-1H-indole-2-

carboxylic acid

3-Aminomethyl-5-fluoro-1-naphthalen- 1-ylmethyl- 1H-indole-2-carboxylic  acid
ethyl ester; salt with hydrogen chloride (from Example 76.3.) was reacted with
ethanesulfonyl chloride as described in Example 77.1. to give 3-
(ethanesulfonylamino-methyl)-5-fluoro- 1—naphthalen—'1—ylmethyl- 1H-indole-2-

carboxylic acid ethyl ester which was hydrolyzed as described in the general



CH Usi ng general procedure B,
5- hyI 1H i ndol e- 2- carboxyllc acid ethyl ester was

wi th 1-bronornet hyl-7-fl uoro-napht ha
% ron1 anple 49.3.) to give 1-(7-f|uoro-napt?ﬂ@?gw?mmﬂn
1-yl met hyl ) - 5- net hyl - 1H i ndol e62- car boxyl i ¢ aci d
et hyl ester which was hydrol yzed as described in the
general procedure B (Exp. 2.2) to give the title .

?861&%'3% ?E‘kp‘r.’ll\w Ied %l‘i%%é dile mnp&g’l?d 35 4 bOfbhlidss sBRAMSE439.4

{7 uor o- napht hal en- 1- yl net hyl ) - 4- r net hoxy- 1H i ndo
| e-2-carboxylic acid Ove Using general procedure B

fximbR®sy- 1H- i ndol e- 2- carboxylic acid ethyl ester was
coupled with 1-brononethyl-7-fl uoro-naphthal ene (from

ple, 49,3.) to giv l.uor.0- naph l.en- .
R Aot b SRR Sl B aterpearbonyic
e¢ilyl ester which was hydrol yzed as described in the
general procedure B (Exp. 2.2) to give the title
conmpound as a white solid. Ms: IB48 3 ([M14]-). WO
2007/ 068621PCT/ EP2006/ 06 Exarrpl e 102
3- Car boxymet hy1- 1- (7-f .@ n3pit hakn- 1-yl met hyl ) - 1H

i ndol e- 2- carboxylic acid

86.1. To a solution of 5-fluoro-3-formyl-1-naphthalen- 1-ylmethyl- 1H-indole-2-
carboxylic acid ethyl ester (from Example 76.1., 0.60 g) in MeOH (5.0 ml), AcOH
(0.92 ml), tetrahydrofuran (2.0 ml) and methy1 amine (2 M in THF, 3.2 ml) was '
added portion wise Na(CN)BHj3 (202 mg) and stirring was continued at 22°C for 3
h. The mixture was evaporated and the residue partitioned between 1 N aqueous
HCl and dichlormethane. The pH of the aqueous layer was adJusted to 11 usmg
NaQOH, extracted with dichloromethane, dried and evaporated to give 5-fluoro-3-
methylaminomethyl- l-naphth alen- l—ylmethyl— 1H-indole-2-carboxylic acid ethyl
ester as a colourless oil. MS: 391.3 ((M+H] ).

86.2. 5-Fluoro-3-methylaminomethyl- 1-naphthalen-1-ylmethyl- 1H-indole-2-
carboxylic acid rethyl ester was hydrolyzed as described in the general procedure B
(Exp. 2.2) to give 5—ﬂuorol'?a-méthylaminomethyl— I-naphthalen- 1-ylmethyl-1H-
indole-2-carboxylic acid as a colourless solid. MS: 361.4 ([M-H]").



Usi ng general procedure B
3- nethoxycarbonylnethyl-lFLindoIe-2-carboxyIic acid

ster (prepared according to Lit. |
wo %?Ha?(é%?w th 1-brononet hyl-7- fluoro-napht haF;@fﬂﬂpzm)6M69292

(fron1Exaane 49.3.) to give 1627-fl uoro-naphthal en-
1- yl et hyl) - 3-net hoxycar bonyl net hyl -
1H i ndol e- 2-carboxylic acid methyl ester which was

?%%58 gﬁed as described in the general procedure B
2) to the t|tIe conpound as a white solid.

Ms: 375.9 aMllL151 Ie 103
3-impagh Hyminones yﬁ-ﬂe@ nﬂplqthalend yrsthyl-1H-indole-2-
aphbhalerid -yl methyl )-1H -in dol e-2- carboxylic acid
3-Carb oxynethyl- 1-(7-flu oro-naphthalen- 1 -
yl methyl)- 1Hin dole-2- carboxylic acid (from

Exanpl e 102) was converted to9N(7-f 1 uor o- napht hal en-
1-yl met hyl ) - N/ :
4, 9- di hydr o- pyrano[ 3, 4- b] e-%, 3-di one as

described in Exanple 68.1. whpch 71 was converted
according to Exanple 68. 2. t using dinethyl am ne

to give the title conpound white solid. Ms:

403.5 ([MH ). Exanple 104

1- (7- Fl uor o- napht hal en- 1-yl net hyl ) - 3- ( met hoxycar bonyl
artilmerorfdrply)-1 itdiph thelen- Pyviraetb e iindde2ebarboxylic  acid  ethyl

ester (from Example 76.1.) was reacted with dimethyl amine as described in
Example 86.1. to give 3-dimethylaminomethyl-5-fluoro-1-naphthalen- 1-ylmethyl-
1H-indole-2-carboxylic acid ethyl ester which was hydrolyzed as described in the
general procedure B (Exp. 2.2) to give the title compound as a colourless solid. MS:
375.5 (IM-H]").

Example 88

5-Fluoro-3-[(isopropyl-methyl-amino)-methyl]-1-naphthalen-1-ylmethyl-1H-

indole-2-carboxylic acid

9
v
5-Fluoro-3-formyl-1-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid ethyl
ester (from Example 76.1.)7 was reacted with i-propylmethyl amine as described in
Example 86.1. to gve 5-fluoro-3-[(isopropyl-methyl-amino)-methyl]-1-
naphthalen-1-ylmethyl- 1H-indole-2-carboxylic' acid ethyl ester which was
hydrolyzed as described in the general procedure B (Exp. 2.2) to give the ftitle
compound as a colourless solid. MS: 403.5 ([M-H]").



104. 1.
1-(7- Fl uor o- napht hal en- 1-yl met hyl ) - 1H i ndol e- 2- car box
jd ethyl ester (from Exanple 49.4.)

WO%%drz@e ed to 1-(7-fluoro-napht hal en- 1-yl nmet \r’]\@?}‘m§20061069292
fornyl -1Hi ndol e- 2-carboxylic a8id ethyl ester as
described in Exanple 76.1. 104. 2.

1- (7- Fl uor o- napht hal en-1-yl net hyl ) - 3-f ornyl - 1Hi ndol e
FRamplkel89xyl i ¢ acid ethyl ester was converted to
3-am nomet hy1- 1-(7-fl uor o- napht hal en-1 -yl net hyl ) -

i nd 2- carbo i et hyl
s e Bugr e R aRib by Ry pn SFhthgth 3 imemy
IHAmd nieriRtdrhdxvlic@didf | uor o- napht hal en-
1-yl nethyl)-1Hindol e-2- carboxylic acid ethyl ester;
salt wwth HO was converted tq
1-(7-f|uoro-naphthalenl-ylnethﬁ}f\s (met hoxycar bonyl a
m no- met hyl) - 1Hi ndol e- 2- carbexylic acid ethyl ester
as described in Exanpl & wii ch was hydrol yzed as
descri bed in the general oéuohre B (Exp 2 2) to
gi ve 1-(7-fluoro-naphtha
(et hoxycar bonyl am no- net
acid as a white solid.
Exanpl e 105 ,
1- (7- Fl uor o- napht hal en- 1- yl rre¢hyl ) -'3- ( nnet hanesul f ony
| am no- net hyl ) - 1Hi ndol e- 2-car boxylic acid

e
fdid @thyEx:gmp Kfeomoﬂxamgle Basl. x mt@gtewm methyl chloroformate as
GEeqRaER blaaibh 780! f B S S B B o BT iyt-amino)-
BWQnﬂthan@ShNMmdfﬂawﬂn&Jhbuhy%}Zr&ﬂmnﬁmiemg dhylbestsrl which
PP 0G5 b ORI B8, L e
cqmpwmm@ahwlass faamoNtﬁJﬁlsééé[Mdﬂu V5. 425. 4

([MH). Exanple 106

?xéglgbﬁoro napht hal en-1 -yl net hyl ) - 3-[ (met hoxycar bony
amn o0)- nmethyl]-1H i ndol e-2-carboxylic acid

‘-1H-|ndole 2-carboxylic
5.5 ([MII1). 72

3-[(Ethoxycarbonyl-methyl-amino)-methyl]-5-fluoro-1-naphthalen- 1-ylmethyl-
‘IH-indole-2-carboxylic acid |

N
N
F le]
N
N OH

5-Fluoro-3-methylaminomethyl- 1-naphthalen- I-ylmethyl- 1H-indole-2-carboxylic
acid ethyl ester (from Example 86.1.) was reacted with ethyl chloroformate as
described in Example 77.1. to give 3-[(ethoxycarbonyl-methyl-amino)-methyi]-5-
fluoro-1-naphthalen-1-ylmethyl- IH-indole-2-carboxylic acid ethyl ester which was



106.1. 1-(7-Flu oro-n aphthal en-

1-ylmethyl)-3-fornyl- 1Hin dole-2- carb oxylic acid

, ster (from Exanple 104.1.) was conver

WO %fﬁ?&ﬂ_sz%ﬁﬁuor - hapht hal onr 1. be4Ebo/069292
yl met hyl ) - 3- net hyl am nonet hyl - 64H-i ndol e- 2- car boxyl i c
acid ethyl ester; salt with HCl as described in

Exanple 86.1. 106.2. 1- (7-Flu oro- naphth al en-
hiydrolyzed b Yde@rived Hy | thei genemt ipydcedddd Bi(kxploR.2) 2o give the title

xviic aecid hyi t th HCL was
?%%E?%%{ﬁ (ﬁ’oure% g hﬁﬁ‘o 30?@{“{]2% 73 described in
Exanple 77.1. to give 1-(7-fluoro-naphthal en-
Exarhpletfyl ) - 3- ,
[(nethoxycarbonyl met hyl - am no) - nethyl] 1H i ndol e- 2-c

f I M
S e oo A BRI PR G P
gidede-2- carboxyhc acid

1- (7-fluoro-napht hakn- 1-yl r net hyl)-3-[ (et hoxycar bony
| - met hyl -am no)- nethyl]-1Hindol e-2-carboxylic acid
as a white solid. Ms: 419.5 ([MhH). Exanple 107

3- [ (Et hoxycar bonyl - met hyl - ani y\nethyl] 1-(7-fluoro-
napht hal en- 1-yl net hyl ) £ ol @ 2- carboxylic acid
1- (7-Flu oro-n aphthale t hyl ) - 3- net hyl am n
onet hyl- 1Hin dole- 2- c yli% acid ethyl ester;
salt with HC1 was reacted 1 ethyl chloroformate as
described in Exanple 77.1. [
3- Ret hoxycar bonyl - net hyl - at
(7-fluoro-napht hal en-

1- ylnethyl) 1FL|ndoIe 2- carboxyllc acid ethyl ester

o e VAo S RS Lol e P ngSREIE b pastoryic

&ipalig] kremvirsal Eﬁn}ﬂ‘l@Si‘l@?’wés ﬁe[aMecl Hith) 4-nfit¢égHYn 1I %@&ate as
0-Nn al en- y met anes O
#ﬂ%@'ﬁﬁiﬂ%ﬁﬁﬂ}ﬁ? s SSTE M e S 1-1-
naphthalen- 1-ylmethyl- 1H-indole-2-carboxylic acid ethyl ester whlch was
hydrolyzed -as -described in the general procedure B (Exp. 2.2) to give the title
compound as a colourless solid. MS: 389.5 ([M-H]"). ’

met hyl p 1-

-~ Example 92

3-[(Acetyl-methyl-amin o)-methyl]-5-fluoro- 1-naphthalen-1-yimethyl-1H-indole-

2-carboxylic acid

N
F o}
N
N OH

5-Fluoro-3-methylaminomethyl- 1-naphthalen- 1-ylmethyl- 1H-indole-2-carboxylic
acid ethyl ester (from Example 86.1.) was reacted with acetyl chloride as described
in Example 77.1. to give 3-[(acetyl-methyl-amino)-methyl]-5-fluoro-1-naphthalen-



74 1- »(7- Fluoro-n aphth alen - 1-ylnethyl) -3-
met hyl am n onethyl- 1H -in dole- 2- carboxylic acid

wo Shobsesst er: salt with HCl was reacted W th permppigs69292
met hanesul fonyl chloride as described in Exaine

77.1. to give 1-(7-fluoro-naphthal en-I-yl nethyl)-3-

[ (et hanesul f onyl - net hyl - am no) - et hyl ] - 1Hi ndol e- 2-¢
arboxylic acid ethyl ‘ester which was hydrol yzed as
tredoethpetiHiindelhe-geherviit pidceabyr est® (vEigh Wa2hylwlyzed as

géls_%ﬁﬁ)%(r ﬁé}i}% %q%éﬁ%g‘ggcﬁﬂge ﬁ‘%E}?p %‘) ttg“ gt§r8 ltﬁcdtitle'\é%mpd'osu%dsas apale
Sellewusolid - MIS{ 4033 (idM-6F]Dapht-hal en- 1- yl et hyl ) - 3- ( met hox
ycar bonyl am nomet hyl ) - 1H i ndol e- 2-carboxylic acid -

- Am met hy1l-5-flu oro- 1- (7- flu oro - n
gﬁ%ﬁ}]lglggn- 1- ylnmethyl) - IH - in dole- 2- carboxylic

acid ethyl ester; salt with HC1 (prepared according
t-Fhbcerpl (eetiheuljonyl-methyl-amino)-methyl]- I-naphthalen-1-ylmethyl-

ﬁ@lﬁﬁ?gﬁéﬂéﬁ%}% .-cfalcilaor 0- 1- (7-fl uor o- napht hal en- 1- yl net

(met hoxycar bonyl am no- net hyl ) - 1H i ndol e- 2- car boxyl i c
acid ethyl ester as described i Exanple 77.1. which
was hydrol yzed as descri bed ian:fPe general procedure

B (Exp. 2.2) to give the titl conpound as a

col ourless solid. Ms: 42%; E&J@Ql 1]-). Exanple 110
5- Fl uoro- 1- (7-fl uoro-nap n- letyl met hyl ) - 3- (et hane
sul fonyl am no- et hyl ) - 1H i ngdl e- 2-carboxylic acid

v

5-Fluoro-3-methylaminomethyl- I-naphthalen- 1-yimethyl- 1H-indole-2-carboxylic

acid ethyl ester (from Example 86.1.) was reacted with methanesulfonyl chloride as
described in Example 77.1. to give 5-fluoro-3-[(methanesulfonyl-methyl-amino)-
methyl]-1-naphthalen-1-ylmethyl-1H -indole-2-carboxylic acid ethyl ester which
was hydrolyzed as described in the general procedure B (Exp. 2.2) to give the title
‘compound as a colourless solid. MS: 439.4 (IM-HJ). -

Example 94

3-[(Ethyl-methoxycarbonyl-amino)-methyl]-5-fluoro-1-naphthalen-1-ylmethyl-
1H-indole-2-carboxylic acid

5-Fluoro-3-formyl-1-naphthalen-1-yimethyl-1H-indole-2-carboxylic acid ethyl
ester (from Example 76.1.) was reacted with ethyl amine as described in Example
86.1. to give 3-ethylaminomethyl-5-fluoro- I-naphthalen- 1-ylmethyl- 1H-indole-2-



WD 2007/ 068621PCT/ EP2006/ 069292 75 3- Ami n net hyl -
5-fluoro- 1- (7-flu oro- naphth akn - 1-ylnethyl) -

WO lokiﬁ ol e- 2- carboxyl i_c acid ethyl ester; é?JEi’20061069292
W th Fﬁg (prepared according to Exanpl e 104.5.

wasconvert edt o5-fl uoro- 1- (7-fl 66r o- napht hal en-1 -yl net
hyl ) - 3-

(et hanesul f onyl am no- net hyl ) - 1H i ndol e- 2- car boxyl i c
exbdxyichgdid eshdr esier cdgadr ivedrepstedExwitipl methyl thlowbfoohate as

HEREBS OB 3% 158 Se Pl et HRRASAGE Sl ARRRS Methyn-5-
BobiosHnepistislo iyl BB ol Mckpprloamitptby s which was
_ - 1o (7. i al en- - < 3- |
ByealeER grénbra gt Sod B RubRnre TR0 2 1 WSS kg
dmtlm:xzia}'hmr?fb-%al;ddho)—gm'flgrljl\ﬁ-fmomlay_aphfhalene?ﬁmli%m}_dﬂ-{ilfnﬂole-

HcBrroiic 4514 flah B S <SRIWRS RS g [R Y1) L

HC1 (prepared according to Exanple 104.2.)
WesnpleWsr t edt 05- f | uor o- 1- (7-f | uor o- napht hal en- 1- yl net
hyl ) - 3-

|, - i [ - ' - .
S AR R A S b I S DRy acid
77.1. which was hydrol yzed as described in the

general procedure B (Exp. 2.2y %o give the title
conpound as a col ourl es : 437.5 ([M1-1]-).

OH .
5-Fluoro-3-formyl-1-naphthalen- 1-ylmethyl- 1H-in dolc—2—cafboxy]ic acid ethyl
ester (from Example 76.1.) was reduced as described in Example 86.1. but without
the addition of an amine to give 5-fluora-3-hydroxymethyl-1-naphthalen-1-

_ ylmethyl-1H-indole-2-carboxylic acid ethyl ester which was hydrolyzed as

described in the general procedure B (Exp. 2.2) to give the title compound as a
white solid. MS: 348.3 ([M-H]).

Eﬁamp'le 96

3-Ethoxymethyl-5-fluoro-1-naphthalen- 1-ylmethyl-1H-indole-2-carboxylic acid

o]
IS4
N
N OH
To a solution 5-fluore-3-hydroxymethyl-1-naphthalen-1-ylmethyl-1H-indole-2-

carboxylic acid ethyl ester (51 mg, from Example 95) in dichloromethane (0.5 ml)
was added 10 mg of ethyl isocyanate and stirring was continued at 22°C for 16 h. 4-



76 Exanple 112
3-[ (Et hoxycar bonyl - net hyl - am no) - met hy1] - 5-f | uor o- 1- (

napht hal en- 1yl net hyl ) - 1H i ndol e- 2-c¢
WOZME l'i%gpAm n onethyl- 5- flu oro- 1- ( 7- fIg{jJiﬁﬂdolﬁﬁmm2

aphth alen - 1 -ylnmethyl) 1H -6 dol e-2- carboxylic

acid ethyl ester; salt with HClL (prepared according

to Exanple 104.2.) was converted to 3-

[]Ilmtaﬂxyiayrdaowtd,hhe (‘ﬂé’tmg] wasnaduell -ang tstigring was continued at 22°C for

-5 ..

I‘(lydlaﬁe?ﬁy %&T& iy hlrgmgtog’? a&%‘oxy %@C%gls%g IelilﬁyfanemeOEtél D to

giysc r3|—€bh3ylcarhaIE&jinmmetH§71 =3 flootoi- Hmap\h& aleydr yinedtgd- 186 indole-2-

GROER % it S EotrioulbS S Mo daf pibwRafheffeproduet

wabMdidpglvedbditplEe (1 nl), Elilﬁteﬂamd:h 1¥-agvieddsuga@H(0.187 ml) and the
ht hal | t h | f

TREEE RF B TS o 1, AR Slaciqii i 460 and

@urlﬁﬂi roynEiPhyl (RB-18f I(IHﬁHYHgOl gr(ldﬁeritl) ulor glve r&tpﬂnbh}anethyl 5-

ro- %Xll gﬁ%aﬁ tlh lpﬁ?y(l gllrgsgleoéediz &%% c:y ac1 g- %tshﬁd. MS:

30@:52[1\)1 H]).

wasconvert edt 05-fl uoro-1-(7-fl uoro-napht hal en-1-yl nri
et hyl) - 3-

Ecmepldiesul f onyl - met hyl - ami no) - net hyl ] - 1Hi ndol e- 2-¢
arboxylic acid ethyl ester as described in Exanple

gz@a}bo%&ﬂyl‘—’ﬁﬁucg%df—?l’MgSfBZ-ﬁ%)}Qﬁ&lEﬁ '1%%&etﬂ}1)tm indole-2-

gener al® procedure ive theé tit
euRpalifds a white solid. MBI 457.4 ([MH]). 77

OH

e

Using general procedure B, 3-ethoxycarbonylmethyl-5-fluoro-1H-indole-2-
carboxylic acid ethyl ester (Lit. 10} was coupled with 1-bromomethyl-7-fluoro-
naphthalene (from Example 49.3.) to give 3-ethoxycarbonylmethyl-5-fluoro-1-(7-
fluoro-naphthalen-1-ylmethyl)- IH-indole-2-carboxylic acid ethyl ester which was
hydrolyzed as described in the general procedure B (Exp. 2.2) to give 3-
carboxymethyl-5-fluoro-1-(7-fluoro-naphthalen- 1-ylmethyl)- I1H-indole-2-
carboxylic acid as a white solid. MS:394.1 ([M-H]j). 7



Exanpl e 114
3- Di net hyl car banoyl net hy1-1- (5-fl uoro- benzo[b]th|ophe

- t hyl ) - 1Hi ndol e- 2- car boxyl i ¢ aci d

Wogqﬂé/g}fﬁggﬁynet hyl - 1- (5-flu oro -benzo [1)] PCT/EP2006/069292
t hi ophen-3- ylnmethyl)- H - in @8l e-2- carboxylic acid
(from Exanpl e 59) was converted to 9-(5-fl uorobenzo
[1)] thiophen -3-ylnmethyl) -4,9- dihydro-pyran
ERaripk]98i n dol e- 1, 3- dioneas described in Exanple
68.1. which was converted according to Exanple 68. 2.

| met.hy
e R R o2 P Forph e b pemetbhet-
1ﬁ&ﬂéﬁeﬁﬂmkymﬂﬁﬁdndole 2-carboxylic acid as a white
'solid. M5 409.4 ([MH). Exanple 115 ,
1-(5- Fl uor o- benzo[ b] t hi ophen-3-yl met hyl ) - 3- (et hanesu
| f onyl am no-net hyl )| H i ndol e- g-car boxyl i ¢ aci d 78
115.1. Using general procedere B,
3-fornyl-1Hindol e- 2-cagboxyl yc apld et hyl ester was
coupl ed with 3-brononeth ESE N-EOr 0- benzo[ b] t hi ophene
(Lit. 18) to give 1-
(5-fluoro-benzo[ b] thi ophen-3-yl nmethyl)-3-fornyl-1Hin
dol e- 2-carboxylic acid et 1i}:ster as white solid.
M5: 382.3 ([MHH}). 115.2. Ae
and 76.3, 1-(5-fluoro-benzo[Db ‘h|ophen 3-
yl met hyl ) - 3-fornyl- 1Hi ndol e- 2- carboxylic acid et hyl

@%ﬁﬁo%@&ﬂ%@-@yﬁ{ 6r§dl ﬂ§or0_af)1;‘iﬂinlglﬁ‘%&'{1¥ly1méﬂ1yf) S ftlole-2-

oro benzo - i ophen-

@XYHC ¢ Al ozgwmc Ezgmplee Oy | W@st‘-‘éﬁ‘ﬂ’?ﬁl fo vﬂlﬁoro 9-(7-fluoro-
Héﬁﬂftﬁ’ﬂ&[‘ 15 BfhiyH &1 QRIRIIRE D yAS o3 2B Rd¥RL ] PWichR! iall- described
in Example 68.1. which was converted according to Example 68.2. but using

dimethyl amine to give the title compound as a white solid. MS: 421.0 ({M-H]").

Example 99

5-Chloro-1-(7-fluoro-naphthalen- I-ylmethyl)-1H-indole-2-carboxylic acid
- Gl o) '
0
N CH
Using general procedure B, 5-chloro-1H-indoele-2-carboxylic acid ethyl ester was
coupled with 1-bromomethyl-7-fluoro-naphthalene (from Example 49.3.) to give
5-chloro-1-(7-fluoro-naphthalen-1-ylmethyl)- IH-indole-2-carboxylic acid ethyl

ester which was hydrolyzed as described in the general procedure B (Exp. 2.2) to
give the title compound as a white solid. MS: 352.2 ([M-HY").



115.3. 3-Amin nethyl- 1- (5- flu oro-benzo [1)] "
t hi ophen-3- ylinethyl)- 1H - in dole- 2- carboxylic
yl ester; salt with hydrogen chlorid

wo Millefialy! o1 ¢ (5. f1uoro-benyo [1)] thi ophenCHLr2006/065292
3-ylnmethyl) -3- ( neth anesul f 8@yl am no-nethyl) - 1H
- indol e-2-carboxylic add ethyl ester as described in
Exanple 77.1. which was hydrol yzed as described in
tranpglendbal procedure B (Exp. 2.2) to give
1-(5-fluorobenzo [I)] thiophen -3-ylnethyl) - 3-
(et hanesul fonylamn o- nethyl) - 1Hin dole- 2- carb
dxytHleorgen aphsisalen- d:ofI]IOGﬂhIYBS’Ssms:dl}ﬂdH -Role43 tardoxylic acid
([M11]). Exanple 116
1- (5- Fl uor o- benzo[ b] t hi - yliret hyl ) - 3- (net hoxyca
rbonyl am no-net hyl ) - 1H | =23carboxylic acid
1- (5- Fluor o- benzo[ bi t hi ophen- 3-yl net hyl )-3-fornmyl-1H
i ndol e-2-carboxylic acid erhyl ester (from Exanple
115.1.) was converted to
1- (5-fl uoro-benzo[ b] t hi ophen®-ykaet hyl ) - 3- (nmet hoxycar
bonyl am no- net hyl ) - 1H i ndol e- 2= car boxyl i ¢ aci d et hyl

SR oDl FREeuRE b oip M indhich 2 ok it B, pibvioster was
cdaypted ﬁrll\%)l bmfmsme:hgl\r/]?ﬁﬂ:umd ﬁa;piﬂhﬁemmldirml}?ampilet@ 3. to give
TRpttor el S M) mandBe 1R aRs G 2 ooyl 1isig ooty
estdrowlyich ?‘fi Hyiryried as-denetbiy |ih -théigemael [roddons BARYp.22) to
§5% et coBingund g6 B e SpibrMS: FRAMNTEDs- t or y1- 1h+

i ndol e-2- carboxylic acid ethyl ester (from Exanple

%%%%& Joyes converted to
?Iuorobenzo[b]thiophen 3-yl net hyl ) - 3- net hyl am no
t hyl - 1Hi ndol e- 2-carboxylic acid ethyl ester as
uq;gdlapht}@@nﬁy@ggylj -4-mpethoxy- 1H-indole-2-carboxylic acid

1 (5-fluoro-benzo[ b] t hi ophen-3-yl net hyl ) - 3- et hyl am n

onet hyl- 1Hi ndol e- 2- carboiV?lc acid ethyl ester was
converted to g;;l;§§“§?

1- (5-fl uoro-benzo[ b] t hi - &pethyl)-B-[(nethoxyc
ar bonyl .- met hyl - anmi no) - met hyl - 1Hi ndol e- 2- car boxyl i c
acid ethyl ester as descrybgd in Exanple 77.1..which:
was hydrol yzed as descri o@ t he general procedure
B (Exp. 2.2) to give
1- (5-fl uoro-benzo[ b] t hi ophen- -ylnethyl) 3- [(nethoxyc

gEIB ¥1ller ﬁ%@?&?%%}y % é&gtl?—?%ga]rﬁoxyhg 58 %Eﬂgr ber was

coupled w1th 1-bromomethyl-7-fluoro-naphthalene (from Example 49.3.) to give
1-(7-fluoro-naphthalen- 1-ylmethyl)-4-methoxy- 1 H-indole-2-carboxylic acid ethyl

ester which was hydrolyzed as described in the general procedure B (Exp. 2.2) to
give the title compound as a white solid. MS: 348.3 ([M-HJ").



Exanpl e 118
3- Di net hyl car banoyl net hy1-5-fi uoro-1-(5-fiuoro-benzo[
j en- 3-yl net hyl )- 1H-indol e- 2- car boxyl { 3!
wo gdgg@s%gﬂrqboxynet hyl-5-flu oro- 1- (5-flu or o-ggﬁ@gidaGIOGQZQZ
[1)] thiophen-3-ylnethyl) - 1H7/0n dol e2-carboxylic
acid (from Exanple 60) was converted to
6-fl uoro-9-(5-fl uorobenzo [b]
Ekaropledf2 3- yl met hyl ) - 4, 9- di hydr o- pyrano [3,4-b] in
dole- 1,3- dione as described in Exanpl e 68.1. which

I
85 KRRELERS P B PSS LB B
sallid. M5: 427.2 ([MH). Exanple 119
5- Fl uor o- 1- (5-f 1 uor o- benzol[ b] t hi ophen- 3-yl net hyl ) - 3- (
nmet hanesul f onyl am nonet hyl ) -4 Hi ndol e- 2- car boxyl i c
acid 0, / 119.1. Using ¢ ral procedure B
5-fluoro-3-fornyl-1Hindol e-2-carboxylic acid ethyl
ester was coupled with 2
3- brononet hy1l-5-fl uoro-
give 5- fluoro- 1- (5- fluor
yl methyl)-3-fornyl- 1H i
ethyl ester as white sol
According to Exanples 76.2
5-fl uoro-1-(5- quorobenzo[b]thlophen 3-ylmethyl)-3-fo
rmyl- 1H i ndol e- 2-carboxylic acid ethyl ester was
converted to 3- amn nmethyl- 5-fluoro- 1- ( 5-flu oro
-benzo [I)] thiophen- 3- ylnmethyl) - 1H -in dole- 2-
Vainp geneyiliproceduge Bt hrydetlastyear bOE}dlInBﬂwl -1 H- h}idleoigeaxboxy]ic acid

ﬁl@th%ri egcgr P};}Eﬁre(? %o@o%dﬁgqgl . yﬁl 0%1?)& d"with 1-bromomethyl-7-
fluoro-naphthalene (from Example 49.3.) to give 1-(7-flooro-naphthalen-1-
ylmethyl)-3-methoxycarbonylmethyl- 1H-indole-2-carboxylic acid methyl ester
which was hydrolyzed as described in the general procedure B (Exp. 2.2) to the title
compound as a white solid. MS: 375.9 ([M-H]").

b] ©hi ophene (Lit. 18) to
-benzo [1)] thiophen-3-
ol e-2- carboxylic acid
400.1 ([M+H]). 119. 2.

Example 103

3~Dimethylcarbamoy1m¢thyl—' 1-(7-fluoro-naphthalen-1-ylmethyl)-1H “indole-2-

carboxylic acid

3-Carboxymethyl- 1-(7-fluoro-naphthalen- 1-ylmethyl)- IH-indole-2-carboxylic
acid (from Example 102) was converted to 9-(7-fluoro-naphthalen-1-ylmethyl)-
4.9-dihydro-pyrano| 3,4-b]indole-1,3-dione as described in Example 68.1. which



119.3. 3-Amn oneth yl1-5- flu oro -1- (5-
fluoro-benzo [b] thiophen - 3-ylnethyl)-
j -2-carboxylic acid ethyl ester; salt
wo #ﬂﬁ%gkeﬁ chl oride was reacted wi th nethanes ur(‘?’gnyfooaowmz
chl oride as described in Exanplié 77.1. to give
5-fluoro-1-(5- flu oro -benzo [1)] thiophen -
3-ylnmeth yl') - 3- (_nmeth anesuffonylamn o-meth yl)
Wik comddécba@onhm@w@iamla(i% 2. it yin g dgnethyldmioh tavgise the title

E;@%&’urg{%da ‘?%%tegsﬁ’\?/ig'r WRESd §(hgyjgeneral procedure B
5-f|ﬁor6-1-(5-f|uoro-benzo[b]thiophen-s-

YkareplayiD4 - 3- (met hanesul f onyl ani no- et hyl ) - 1Hi ndol e- 2
-carboxylic acid as a colourless solid. Ms: 449.3

I o) _
SRS o p e BB ESHCr (rethoyspbenylamying mechyl)-4Fy
m@bhe&ym@pbﬂnywahlnonethyl) 1H i ndol e- 2- car boxylic
acid 3- Amn onmethyl-5- fluor - 1- ( 5-flu oro-benzo
[ b] thi ophen- 3-ylnmethyl) - 1H.in dol e-2- carboxylic
acid ethyl ester; salt with hﬁﬁ?&gen chloride (from

Exanpl e 119.2.) was converted?ito 5-fluoro- 1- (5-flu
oro-benzo [1)] thiophen ngt hyl ) - 3-
( met hoxycar bonyl am no- v) - okH 1 ndol e- 2-

carboxylic acid ethyl ester )as described in Exanpl e
77.1. which was hydrolyz s described in the

general procedure B ( Exp. to give the title
~conpound as a white solid. 7—7%29.3 (D4- Exanple 121

5- Fl uor o- 1- (5-fl uor o- benzo[ b] t hi ophen- 3-yl net hyl ) - 3-[
(et hoxycar bonyl net hyl - am no) - met hyl ] - 1H i ndol e- 2- car
bl 1+ - Bodh-ndphth dlen -3 - Winathyt) ol H-iddolé-3-cafhaxglioacideth gloester

P m ERhRRRER S VAT to 37 8ESP Haphittaldh- B QSathin)-3-

formyl-1H-indole-2-carboxylic acid ethyl ester as described in Example 76.1.

104.2. 1-(7-Fluoro-naphthalen- 1-ylmethyl)-3-formyl- 1H-indole-2-carboxylic acid
ethyl ester was converted to 3-aminomethyl-1-(7-fluoro-naphthalen- 1-ylmethyl)-
1H-indole-2-carboxylic acid ethyl ester; salt with HCI as described in Example 76.2.
and 76.3. '

104.3. 3-Aminomethyl- 1-(7-fluoro-naphthalen- 1-yimethyl)- 1H-indole-2-
carboxylic acid ethyl ester; salt with HCI was converted to 1-(7-fluoro-naphthalen-
1-ylmethyl)-3-(methoxycarbonylamino-methyl)-1H-indole-2-carboxylic acid ethyl
ester as described in Example 77.1. which was hydrolyzed as described in the
general procedure B (Exp. 2.2) to give 1-(7-fluoro-naphthalen-1-ylmethyl)-3-
{(methoxycarbonylamino-methyl)- 1H-indole-2-carboxylic acid as a white solid.
MS: 405.5 ([(M-HT").



carboxylic acid ethyl ester (from Exanple 119.1) was
reacted with nethyl am ne as described in Exanple 86
5-fluoro-1-(5-fluoro-benzo[ b]thi ophe

Woti%ﬁ%k%"gf) 3- et hyl am nomet hy1- 1H i ndol e- 2- ca?g§¥PF%/069292
acid ethyl ester; salt with hyd2ogen chlori de. 121 2.
5-FIuoro-l-(5-f|uoro-benzo[b]thiophen-3-y|nethyl)-3-

nmet hyl am nonet hyl - 1Hi ndol e- 2- car boxylic acid et hyl
dsample 198l t wi t h hydrogen chlori de was converted to

5 fluoro-1-(5-fluoro-benzo[ b]thiophen-3-yl nethyl) - 3-

C e

TR oA LR P B R R A O LRI
Tﬂ&ﬂeQwhﬂnhyh@mnmydrolyzed as described in the
general procedure B (Exp. 2.2) to give
5-fl uoro-1-(5-11uoro-benzo[ b]t hi ophen- 3-
yl met hyl ) - 3- [(nethoxycarbonylonéghyl am no) -nmet hyl]-1
H i ndol e- 2- car boxyl i ¢ aci das -thlte solid. Ms: 443.4
([M11]-). Exanple 122
1- (8- Met hyl - napht hal en-
ylic acid Using general
1, 8-di net hyl - napht hal ene was/reacted with
N- br onbsucci ni m de to gi v§
1- br ononet hy1l- 8- net hyl - naph qi; ene as white solid.
MS: 234.1 ([M). Using generaV procedure B, ethyl
2-indol e carboxylate was coupled with
1- br ononet hy1- 8- net hyl - napht hal ene to gi ve

3- mmwmdﬂwiﬁaﬁhﬂmﬂn@hﬂlalmlmgthylwﬁhmm 2-carkobplicy acid

L:‘ﬂhg @s@ér aﬁt»biﬂ{ HRSY(Bh 14984 Q)JQJaQ H’é’a%?eq \ﬁgh ethanesulfonyl
crib in the genera ocedure B (EXp. to

Giioede pedssphed @e%ﬁmm t6, it It - Besp chapibaleys b yimethyl)-

Bl(MeanesulBdy lﬁﬁﬁﬁ@n@etﬁ $1H- mdole—2—carb0)§rhc acid ethyl ester which

P"B%ﬁ%‘t B'%‘!éfﬁﬁj‘}esxr 1{’en % gél'l—gl'gllhll)r%geo : (@XB 3. 5) to glve - the title

compound as a colourless solid. MS: 425.4 ([M-H]").

“I)-lFLindoIe-Z-carbox
pr ofedwe A (Exp. 1.3.),

Example 106

- 1-(7-Fluoro-naphthalen - 1-ylmethyl)-3-[(methoxycarbonyl-methyl-amino)-
methyl]-1H-indole-2-carboxylic acid

106.1. 1-(7-Fluoro-naphthalen-1-ylmethyl)-3-formyl- IH-indole-2-carboxylic acid
ethyl ester (from Example 104.1.) was converted to 1-(7-fluoro-naphthalen-1-
ylmethyl)-3-methylaminomethyl- 1H-indole-2-carboxylic acid ethyl ester; salt with
HCI as described in Example 86.1.

106.2. 1-(7-Fluoro-naphthalen- 1-ylmethyl)-3-methylaminomethyl- 1H-indole-2-

carboxylic acid ethyl ester; salt with HC! was reacted with methyl chloroformate as



Usi ng general procedure B, nethyl
4H t hi eno[ 3, 2- b] pyrrol e-5-car boxyl ate was coupl ed

rononet hyl - napht hal ene to give ;
WO%@gpiﬁﬁal en- 1-yl met hyl- 4Ht hi eno[ 3, 2- b] pyrr oFE-T’??’%‘%‘I’P’B”m

oxylic acid methyl ester which78as hydrol yzed as

described in the general procedure B (Exp. 2.2) to
give the title conmpound as a white solid. Ms: 306.3
@fdukibied in M @712t give 1-(7-fluoro-naphthalen- 1-ylmethyl)-3-

I rL l e
DhARRLEEBs - ek R BB f1oR BeBlob it SRl
Gétert Whicln @z[ail;j&kb]]yzqalyersrda:bmb&dmﬂtugcybml EowaBIre Blﬂﬁk}%dﬂ 2) to
iLve

Sk de AP Rh Blen el RO B o sttt aming-
I:rmxl;oﬂ] d:Handdle{md:aln‘yéxyhs taeud anhiwdtitewalid . IVISr 49T @EM-8H ).
described in the general procedure B (Exp. 2.2) to -

%ﬁ fe%7t|tl e conmpound as a white solid. Ms: 306.3
?{‘ P 84 Exanpl e 125
4- Napht hakn 1-yknet hyl - 4H furo[ 3, 2- b] pyrrol e-5-car box
pi{{Ethaxyadrbooyl-mgthgéneriad)-predoeH (e fIBpraveaphthalen-1-ylmethyl)-

iﬁ‘mﬁofg[f%ﬁ%yﬁ?}}ﬁé%@l e-5- carboxyl ate was coupled with

bronone hal ene to give
4- napht hal en- 1-yl net hy1-411- :
furo[ 3, 2-b] pyrrol e-5-car boxyPi c, aci d nethyl ester
whi ch was hydrol yzed as descr bed~in the genera
procedure B (Exp. 2.2) t0o @ veothe title conmpound as
a white solid. Ms: 290. 1[w ) .
’ N

o

1-(7-Fluoro-naphthalen- 1-ylmethyl)-3-methylaminomethyl- 1H-indole-2-
carboxylic acid ethyl ester; salt with HCl was reacted with ethyl chloroformate as |
described in Example 77.1. to give 3-[(ethoxycarbonyl-methyl-amino)-methyl]-1-
(7-fluoro-naphthalen-1-ylmethyl)- 1H-indole-2-carboxylic acid ethyl ester which
was hydrolyzed as described in the general procedure B (Exp. 2.2) to give the title
compound as a pale brown solid. MS: 433.4 ([M-H]").

Example 108

I-(7-Fluoro-naphthalen-1-ylmethyl)-3-[(methanesulfonyl-methyl-amino)-
methyl]-1H-indole-2-carboxylic acid



Exanpl e 126
4- (7- Fl uor o- napht hal en- | -yl net hyl ) - 4H t hi eno[ 3, 2- b] py

carboxylic acid Using general proce
worargo?}t?ﬁéidfl—l-t hi eno[ 3, 2- b] pyrr ol e- 5- car boxyl at eg'Hjiﬁ:I@mwow:292

coupled with 1-brononet hyl-7-fl74or o- napht hal ene (from
Exanple 49.3.) to give 4- (7- flu oro -naphthakn -
1-yh-nethyl) 4Hthien o [3,2-b ] pyrrol e-5-

d 7 Hdngror-wapheh denvityhypethgh i e metthilatineasthy-dHeinyzkd?-as

g:ﬁ%SH(].ﬁeagltcf ({E]P%l %Ste%%%ﬁ hg&gﬁﬁ%g&? ‘gH;x &Pet%es@.&wyhchlonde
eEMekdribed MOERQOFk0686 21 RCHiEP200681u@68-297h B bleirxdayipleth yvl)-3-
e enesfonsk ms PR A el P B 25dsfipg estr
mmﬁm&ﬁdrdglyz:ﬂlas (Ziem:lbeﬂ Me@n@embféggger lﬁgtﬁgu \%gzs) Bo give the
gg% p‘%ﬁhggunct # aln%& %M@fggg#ME%aph?hal ene (from

Exanple 49.3.) to give 6- (7-fluoro-naphthal en- 1-
Ykarepleyl0P- 6H- t hi eno[ 2, 3-b] pyrrol e-5-carb oxylic acid
nmet hyl ester which was hydrol yzed as described in the

L RETREE S
Ewﬂmi) ¢HAia8ole-2- carboxyhc acid

1- D et hyl car banoyl et hy1- 3- napht hal en- 1-yl net hyl -
i ndol e- 2-car boxylic acid o
N

N
H ]
F o)
|
OH

L
3—Aminomethy1—.5?ﬂuor0.-.1;(7—ﬂuoro—naphthalen— 1-ylmethyl)- 1H-indole-2-
carboxyhc acid ethyl ester; salt with HCI (prepared according to Example 104.2.)
was converted to  5-fluoro-1-(7-fluoro-naphthalen- 1-ylmethyl)-3-
(methoxycarbonylamino-methyl)-1H-indole-2-carboxylic acid ethyl ester as
described in Example 77.1. which was hydfolyzed, as described in the general
procedure B (Exp. 2.2) to give the title compound as a colourless solid. MS: 423.3
([M-HT). '

Example 110

5-Fluoro-1-(7-fluoro-naphthalen-1-ylmethyl)-3-(methanesulfonylamino-methyl)-
1H-indole-2-carboxylic acid



To as solution of 3-naphthakn-
1-yl naet hyl- 1H i ndol e- 2- carboxyl i ¢ acid ethyl ester

edbS/0bRey from Exanpl e 64.2.) in dinethylforma
Wonsfb)'r Was1 added 8 ng of NaH (55%in oil) and Sﬁ:?&mﬁ&oﬁmsgzn

was continued at 22C for 1 h. The m xture was treated
with a solution of 2-chloro-N Ndinethylacetam de (18
ng) in dinethylformam de (0.5 m) and stirring was
Sohmnineoedth ¥l fld@ okl -(TFAeorv-raphtiealows - ydinEthtyb ol Hvit dple-2-

é%&g{t af: :glcf‘&ﬂ%.or%zerbr 0 Ei—F@Jy 38 razi‘g({ gc%oﬁ&l%g to Pﬁample 104.2.)

s ne, cmveded evaptr at edd- ﬂndrd—hé?’-rfhls»m}nephthalen I- ylmethyl) 3-

CRCATRLAHREARG R R i BoIP SRGHASE g Dot | Gper as
descyiberketih Ey{hmp]d-l- lW]l dwhrefl Zwaschyd:’rolyiqsd 2@ daritlecdtilnythe general
Ry iR ota bl BEA ki nd Badallsl tigiig e s

EM-E. 2. 2) to give the title conmpound as a dourl ess
solid MS: 385.4 ([MH). Exanple A Film coated
§1font aining the follow ng ingredients can be
%ured in a conventional manner: Ingredients
Per tabl et Kernel:
5-Fluoro-1-(7-flucro-naphthalen- 1-ylmethyl)-3-[ (methoxycarbonyl-methyl-

amino)-methyl}-1H-indole-2-carboxylic acid

- 3- Ammomethyl 5-fluoro-1-(7-fluoro-naphthalen-1-ylmethyl)- IH-indole-2-
carboxylic acid ethyl ester; salt with HCI (prepared according to Example 104.2.)
was convcrted to 5-fluoro-1-(7-fluoro-naphthalen-1-ylmethyl)-3-
[(methoxycarbonyl-methyl-amino)-methyl]- 1H-indole-2-carboxylic acid ethyl
ester as described in Example 77.1. which was hydrolyzed as described in the
general procedure B (Exp. 2.2) to give the title compound as a colourless solid. MS:
437.5 ([(M-H]").



Conpound of forrmula (1) 10.0 ng 200.0 ngy
M crocrystalline cellulose 23.5 ng 43.5 ng Lactose

wo %6906$ 60.0 ng 70.0 ng Pov.i done DO 12.5 ny JdérAeilenso292
76

Examplie 112

3-[(Ethoxycarbonyl-methyl-amino)-methyl]-5-fluoro-1-(7-fluoro-naphthalen-1-
ylmethyl)-1H-indole-2-carboxylic acid

o]
T
F 0

N

N OH

(O~

3-Aminomethyl-5-fluoro- 1-(7-fluoro-naphthalen- 1-ylmethyl)- 1H-indole-2-
carboxylic acid ethyl ester; salt with HCI (prepared according to Example 104.2.)
was converted to 3-[{ethoxycarbonyl-methyl-amino)-methyl]-5-fluoro-1-(7-
fluoro-naphthalen-1-ylmethyl)- 1H-indole-2-carboxylic acid ethyl ester as described
in Example 77.1. which was hydrolyzed as described in the general procedure B
(Exp. 2.2) to give the title compound as a white soid. MS: 451.5 ([M-H]J").

Example 113

5-Fluoro-1-(7-fluoro-naphthalen-1-ylmethyl)-3-[(methanesulfonyl-methyl-

amino)-methyl]-1H-indoele-2-carboxylic acid

{
O::F:‘:O
N
N
OH
(I~
3- Aminomethyl-5-fluoro- 1-(7-fluoro-naphthalen-1-ylmethyl)- IH-indole-2-
carboxylic acid ethyl ester; salt with HCL (prepared according to Example 104.2.)
was converted to 5-fluoro-1-(7-fluoro-naphthalen- 1-ylmethyl)-3-
[(methanesulfonyl-methyl-amino)-methyl]- 1H-indole-2-carboxylic acid ethyl ester
as described in Example 77.1. which was hydrolyzed as described in the general

procedure B (Exp. 2.2} to give the title compound as a white solid. MS: 457.4 ([M-
H]).



Sodi um starch glycolate 12.5 ng 17.0 ng Magnesi um
stearate 1.5 ng 4.5 ng (Kernel Weight) 120.0 ng 350.0

wo Mb7hbdenq Coat : PCT/EP2006/069292
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Example 114

3-Dimethylcarbamoylmethyl-1-(5-fluoro-benzo[b]thiophen-3-ylmethyl)-1H-

indole-2-carboxylic acid

3-Carboxymethyl- 1-(5-fluoro-benzo[b]thiophen-3-ylmethyl)- 1H-indole-2-
carboxylic acid (from Example 59) was converted to 9-(5-fluoro-
benzo[b]thiophen-3-ylmethyl)-4,9-dihydro-pyrano[3,4-bjindole-1.3-dione as
described in Example 68.1. which was converted according to Example 68.2. but
using dimethyl amine to give 3-dimethylcarbamoylmethyl-1-(5-fluoro-
benzo[b]thiophen-3-ylmethyl)- 1H-indole-2-carboxylic acid as a white solid. MS:
4094 (IM-HJ").

Example 115

1-(5-Fluoro-benzo[b]thiophen-3-ylmethyl)-3-(methanesulfonylamino-methyl)-
1H-indole-2-carboxylic acid |

e



Hydr oxypropyl nethyl cellulose 3.5 ng 7.0 ny
Pol yet hyl ene gl ycol 6000 0.8 ng 1.6 ng Talc 1.3 ny

w0 303/088] ron oxyde (yellow) 0.8 ng 1.6 ng PCT/EP2006/069292
78

115.1. Using general procedure B, 3-formyl-1H-indole-2-carboxylic acid ethyl ester
was coupled with 3-bromomethyl-5-fluoro-benzo[b]thiophene (Lit. 18) to give 1-
(5-fluoro-benzo[b]thiophen-3-ylmethyl)-3-formyl- 1H-indole-2-carboxylic  acid
ethyl ester as white solid. MS: 382.3 ([M+H]").

115.2. According to Examples 76.2 and 76.3, 1-(5-fluoro-benzo[b]thiophen-3-
ylmethyl)-3-formyl- Iﬁvindole-Z-carboxy]ic acid ethyl ester was converted to 3-
aminomethyl- 1-(5-fluoro-benzo[b]thiophen-3-ylmethyl)- IH-indole-2-carboxylic
acid ethyl ester; salt with hydrogen chloride obtained as a pale yellow solid.

115.3.  3-Aminomethyl- 1-(5-fluoro-benzo[b]thiophen-3-ylmethyl)- IH-indole-2-
carboxylic acid ethyl ester; salt with hydrogen chloride was converted to 1-(5-
fluoro-benze[b]thiophen-3-ylmethyl)-3-(methanesulfon ylamino-methyl)-1H-
indole-2-carboxylic acid ethyl ester as described in Example 77.1. which was
hydrolyzed as described in the general pfocedure B (Exp. 2.2) to give 1-(5-fluoro-
benzo[b]thiophen-3-ylmethyl)-3-(methanesulfonylamino-methyl)- 1H-indole-2-
carboxylic acid as a colourless solid. MS: 431.3 ([M-H]").

Example 116

1-(5-Fluoro-benzo[b]thiophen-3-ylmethyl)-3-(methoxycarbonylamino-methyl)-
1H-indole-2-carboxylic acid

1-(5-Fluoro-benzo[b]thiophen-3-ylmethyl)-3-formyl- IH-indole-2-carboxylic acid
ethyl ester (from Example 115.1.) was converted to 1-(5-fluoro-benzo[b] thiophen-
3-ylmethyl)-3-(methoxycarbonylamino-methyl)-1H-indole-2-carboxylic acid ethyl
ester as described in Example 77.1. which was hydrolyzed as described in the
general procedure B (Exp. 2.2) to give the title compound as a white solid. MS:
411.3 ([M-HY).



Titan dioxide 0.8 ng 1.6 ng The active ingredient is
sieved and m xed with mcrocristalline cellul ose and

wo 300Xt ure is granulated with a solution OfPCTIEPZO 6/069292
pol yvi nyl pyrrolidon in water The granulate is mX

wi th sodium starch gl ycol ate afdd magesi unst ear at e and
conpressed to yield kernels. of 120 or 350 ng
respectively. The kernels are |lacquered with an
Hepmeplad 130l uti on / suspension of the above nentioned
filmcoat. Exanple B Capsul es containing the

9L K DO AR NS AR TBTHA G Ly 7 fhethy-amin)-

methyl]- BH(ihjole Retaobexylibiagid st arch

ch{

117.1. 1-(5-Fluoro-benzofb] thiophen-3-ylmethyl)-3-formyl- 1H-indole-2-
carboxylic acid ethyl ester (from Example 115.1.) was converted to 1-(5-fluoro-
benzo[b]thiophen-3-ylmethyl)-3-methylaminomethyl- 1H-indole-2-carboxylic acid
ethyl ester as described in Example 86.1.

117.2. 1-(5-fluoro-benzo[bthiophen-3-ylmethyl)-3-methylaminomethyl- 1H-
indole-2-carboxylic acid ethyl ester was converted to 1-(5-fluoro-
benzo[b]thiophen-3-ylmethyl)-3-[(methoxycarbonyl-methyl-aminec)-methyl]- 1H-
indole-2-carboxylic acid ethyl ester as described in Example 77.1.-which was
hydrolyzed as described in the general procedure B (Exp. 2.2) to give 1-(5-fluoro-
benzo[b]thiophen-3-ylmethyl)-3-[(methoxycarbonyl-methyl-amino)-methyl]- 1H-
indole-2-carboxylic acid as a white solid. MS: 425.5 ([M-H}").

Example 118

3-Dimethylcarbamoylmethyl-5-fluoro-1-(5-fluoro-benzo[b]thiophen-3-ylmethyl)-
1H-indole-2-carboxylic acid



Tal ¢ Per capsule 25.0 ng 150.0 ng 20.0 ng 5.0 ng The
conponents are sieved and m xed and filled into

WO pﬁ&gﬁﬁ‘s of size 2. Exanple C Injection sol u?b?ﬁ% ‘5@969292
ave the follow ng conposition: Conpound of ornufa

(1)3.0 ng Pol yethyl ene dycol 800150.0 ng Acetic
Acidg.s. ad pH 5.0 Water for injection solutionsAd

1.0 M The active ingredient is dissolved in a

i Carbwometh y2dt-freeroyl-6h8uGoybaizo A hiophnwiryeneth djy- IH-indole-

ASPERVRE oLB7 rdon, EREPE b, S5 P50k 43 BRSBTS f?l
béreof g shidplain- &rytmcthyb#l neithgdrorhgrasoll - bhndcp]s—l 3-dione
ésc}lﬁ&fsgl éin{s]%lg g8 1, 1 H' aI 5eacFedn\%ﬂ? ﬁugé)cﬁyloﬁnﬁlg tase described in

overage an
Example 68.2. to give the tltle compound as a white solid. MS: 427.2 ([M-H]").

Example 119

5-Fluoro-1-(5-fluoro-benzo[blthiophen-3-ylmethyl)-3-(methanesulfonylamino-
methyl)-1H-indole-2-carboxylic acid

119.1. Using general procedure B, 5-fluoro-3-formyl- IH-indole-2-carboxylic acid
ethyl ester was coupled with 3-bromomethyl-5-fluoro-benzo[b]thiophene (Lit. 18)
to gtve 5-fluoro-1-(5-fluoro-benzo[b]thiophen-3-ylmethyl)-3-formyl- 1H-indole-2-
carboxylic acid ethyl cster as white solid. MS: 400.1 ((M+H").

1192, According to Examples 762 and 763, 5-fluoro-1-(5-fluoro-
benzo[b]thiophen—3—y]1nethyl)—3~fofmy1—1H—indole—2—carboxy]ic acid ethyl ester
was converted to  3-aminomethyl-5-fluoro-1-(5-fluoro-benzo[b]thiophen-3-
ylmethyl)-1H-indole-2-carboxylic acid ethyl ester; salt with hydrogen chloride
obtained as a pale yellow solid. |

119.3.  3-Aminomethyl-5-fluoro-1-(5-fluoro-benzo[b]thiophen-3-ylmethyl)- 1H-
indole-2-carboxylic acid ethyl ester; salt with hydrogen chloride was re_aéted with
methanesulfonyl chloride as described in Example 77.1. to give 5-fluoro-1-(5-
fluoro-benzo[b]thiophen-3-ylmethyl)-3-(methanesulfonylamino-methyl)- 1H-
indole-2-carboxylic acid ethyl ester which .was hydrolyzed as described in the

- general procedure B (Exp. 2.2} to give 5-fluoro-1-(5-fluoro-benzo[b]thiophen-3-
ylmethyl)-3-(methanesulfonylamino-methyl)- 1H-indole-2-carboxylic acid as a
colourless sohid. MS: 449.3 ([M-H]").



Soft gelatin capsules containing the foll ow ng
i ngredi ents can be manufactured in a conventi onal

wogﬁ,ﬁ,@@gﬁn Capsul e contents Conpound of formnul apé-hﬁ;ﬂ;aﬁl 69292-
ng 88 Yell ow wax8.0 ng Hydrogenated Soya bean oil

ng Partially hydrogenated plan8loils34.0 ng Soya bean
oi 1 110.0 ng Wei ght of capsule contentsl165.0 ng

Gel atin capsule Gelatin75.0 ng
Example 120

5-Fluoro-1-(5-fluoro-benzo[b}thiophen-3-ylmethyl)-3-(methoxycarbonylamino-
methyl)-1H-indole-2-carboxylic acid

3-Aminomethyl-5-fluoro-1-(5-fluoro-benzo[b] thiophen-3-ylmethyl)- 1H-indole-2-
carboxylic acid ethyl ester; salt with hydrogen chloride (from Example 119.2.) was
converted to 5-fluoro-1-(5-fluoro-benzo{b]thiophen-3-ylmethyl)-3-
(methoxycarbonylamino-methyl)- 1H-indole-2-carboxylic acid ethyl ester as
described in Example 77.1. which was hydrolyzed as described in the general
procedure B (Exp. 2.2) to give the title compound as a white solid. MS: 429.3 ([M-
HT).

Example 121
5-Fluoro-1-(5-fluoro-benzo[b]thiophen-3-ylmethyl)-3-[ (methoxycarbonyl-

methyl-amino)-methyl}-1H-indole-2-carboxylic acid -

O?_b/

121.1. 5-Fluoro-1-(5-fluoro-benzo[ b] thiophen-3-ylmethyl)-3-formyl- 1H-indole-2-
carboxylic acid ethyl ester (from Example 119.1) was reacted with methyl amine as
described in Example 86 to give S3-fluoro-1-(5-fluoro-benzo[b]thiophen-3-



G ycerol 85 932.0 ng Karion 838.0 ng (dry matter)
Titan-di oxi de0.4 ng Iron oxide yellowl.1 ng The

@ﬁﬂ@h\'ﬁfﬁ ingr edient is dissolved in a warm mel Fgg&f%@gmﬁgzgz

eot ingredients and the mixture is fil
soft gel atl n capsul es of appro@Bgi ate size. The filled
soft gelatin capsules are treated according to the
usual procedures. Exanple E Sachets containing the
Vihd¢tbyl) Femithglasdi @neth yk &H-ib doleedcdrbaxtylic edidi athd ester; salt with

j manner: Conpound of formula (1)50.0 ny
@g%i%ggé&ﬁﬁﬁ%e powder 1015.0 ng Mcrocristalline

cel lul ose (AV1I0EL PH 102) 1400.0 ng Sodi um
dat-BoxFiwerdry+ (Sdbidredbes zolb] thiophen-3-ylmethyl)-3-

meth’ylamhlomethyln 1H-indole-2-carboxylic acid ethyl ester; salt with hydrogen
chloride was converted to 5-fluoro-1-(5-fluoro-benzo[b]thiophen-3-ylmethyl)-3-
[(methoxycarbonyl—methyl—amino)—me’thjfl]—_1H—indo]e—2—carboxyl_ic acid ethyl
ester as described in Example 77.1. which was hydrolyzed as described in the
general procedure B (Exp. 2.2) to give 5-fluoro-1-(5-fluoro-benzo[b] thiophen-3-
ylmethyl)-3-[ (methoxycarbonyl-methyl-amino)-methyl]- 1H-indole-2-carboxylic
acidas a white solid. MS: 443.4 ([M-H]").

Example 122

1-(8-Methyl-naphthalen-1-ylmethyl)- 1 H-indole-2-carboxylic acid

4,
L

Using general procedure A (Exp. 1.3.), 1,8-dimethyl-naphthalene was reacted with
N-bromosuccinimide to give l-bromométhyl-S-methyl—naphthalene as white solid.
MS: 234.1 ([M]"). Using general procedure B, ethyl 2-indole carboxylate was
coupled with I-bromomethyl-8-methyl-naphthalene to give 1-(8-methyl-
naphthalen- 1-ylmethyl)- 1H-indole-2-carboxylic acid ethyl ester which was
hydrolyzed as described in the general procedure B (Exp. 2.2) to give the title
compound as a white solid. MS: 314.4 ((M-HJ").



89 Pol yvi nyl pyrrolidon K 3010.0 ny
Magnesi unst earat e10. 0 ng Fl avoring additivesl.0 ny

wo IR%0dshi ve ingredient is mxed with |actose, permp006/069292
mcrocristalline cellul ose and sodi um car boxymalFﬁyl

cellul ose and granulated with 8 m xture of

pol yvi nyl pyrrolidon in water. The granulate is m xed
wi th magnesi unstearate and the flavouring additives
BramplellR2d i nto sachets. 90 d ains 1. Conpounds
of formula (Ib) R -wherein

4-Naphthalen-1-ylmethyl-4H-thieno[3,2-b]pyrrole-5-carboxylic acid

Using general procedure B, methyl 4H-thieno[3,2-b]pyrrole-5-carboxylate was
coupled with 1-bromomethyl-naphthalene to give 4-naphthalen-1-ylmethyl-4H-
thieno[3,2-b]pyrrole-5-carboxylic acid methyl ester which was- hydrolyzed as
described in the general procedure B (Exp. 2.2) to give the title compound as a
white solid. MS: 306.3 ([M-H]").

Example 124

6-Naphthalen-1-ylmethyl-6H-thieno[ 2,3-blpyrrole-5-carboxylic acid

Using general procedure B, methyl 6H-thieno[2,3-b] pyrrole-5-carboxylate was
coupled with 1-bromomethyl-naphthalene to give 6-naphthalen-1-ylmethyl-6H-
thieno[2,3-b]pyrrole-5-carboxylic acid methyl ester which was hydrolyzed as
described in the general procedure B (Exp. 2.2) to give the title compound as a
white solid. MS: 306.3 ([M-H]).-



A is benzene ring or heteroaryl ring, which is a
nmonocydic aromatic ring of5 to 6 ring atons havi ng

, or three ring heteroatons sel ected @gg
wogl?b@fgg %S) the remaining ring atons being C PPy oncoz92
I s napht hal enyl, said napht hal &yl being optionally
substituted by one to three substituents
i ndependent|ly selected fromthe group consisting of
EtampledPh, C3_7 cycloal kyl, C3-7 cycloalkyl Cl1_6
al kyl, C2_6 al kenyl, C24 alkynyl, hydroxy, Cl1_6

A e D i T

am no; Rl is hydrogen, hal ogen, Cl4 al kyl, Cl1-6
al koxy, carboxyl, nitro, /€yano, ami no, nono- or
di-Cl 6 allcyl substitut am.ngPH het eroal | cyl ,

het er oal koxy, C3_7 cydoal kylN, _7 cydoal kyl C1-6
al kyl, C2-6 al kenyl, Ca-Bxgtkynyl, hydroxy, Cl 6

al koxy, optionally subs it ed heterocyclyl-Cl_6

al kyl, optionally substit
het er ocycl yl car bonyl - C16 yl, optionally
substituted phenyl - C14 al kyl, optionally substituted

| |
R gy %ar S o%c%ﬂr?k Qétk&l?gﬁ;@@_‘i %@?ﬂ’t@k i utcﬁ%oxylate was
hextpdedo aithl bémmnytetlﬁi -0@phthhleyt to rglmﬂerapht_hatm L-ghtdethyl-4H-

gtrt%@ibk‘?’&ﬁ(l%%“ﬁ?‘ﬁ : éar ony‘lﬁ %%R gﬁterN\S\ﬁl éhh%g 9#%1%&?7& a3

écsgribﬂh'epﬁr@dgﬂmtergl metedotelB {Expn22héo giveupe ditlesiostpiomgd as a

C3..7 cycloal kyl, C3-7
ﬁ%ﬁ%ﬁSimﬁ%HﬁwﬁFﬁ¥C2 6 alkenyl C2-6 all cynyl,
heteroalkyl optionally substltuted phenyl Cl1_6

Ekﬂypklé@tlonally substituted heteroaryl Cl 6 al kyl,
optional |y substituted heterocyclyl Cl-6 alkyl,

A OO e

substi tut ed heterocyclylcarbonyl or R

R -CON(R')-CL_6 al kyl -, 0O N(R')-¢1_6 al kyl -
R -S02- N(R') - c16a|ky|\/r\
(R)(R)N-S02-N(R ")-C _6 alkyll, in which R, R' and

R' are independently selested frontthe gr oup

consi sting of hydrogen, 6 al kyl, C3_7 cycl oal kyl,
C3 7 cycloallcyl ClL_6 al C2-6 alkenyl, 2.6

al kynyl , heteroal kyl, opt tly substituted phenyl,
optionally substltuted het er oaryl , optionally

EHBR et e e et PBhert BRI Stbamgee vas
@lpledatvicy 11- bnmah@ptﬁ@h&tﬂhwcsnh;ﬂtthﬂhﬁ@(ﬁhﬂt@mﬂ@c H9.B.) to give

g&?%n%t&%a%ht}tale -Fizy]mREh 2) 1eno f 2 'bﬂf%jﬁpﬁ%ﬁec%%o?ﬁyhc acid

drogen cya
uhtetl-@l eﬁetatvky:h mﬂgtdmly:bedobsawsmmed(iﬂ_tﬁe atreydl, prodire B (Exp.

SR8 kg oSN HOR WY ot IS AMERTY. 1 g

alkoxy or heteroal koxy; is 1;

on



wo 2008h&%

and prodrugs and pharmaceutically acceptable salts
t hereof; wherein, unless otherw se defined, the term
Q_@I kyl" neans Ci _6 al kyl substituted byc-f 52@5,069292
nore substituents sel ected independently from't
group consisting of nitro, hydB®xy, hal ogen, cyano,
ClL.6 alkory, fornyl, C. .6 al kylcarbonyl, carboxyl,
Cl-6 alkylthio, Cl1-6 alkyl sulfi_nyl, Cl1_6 alkyl
Exdiplayl27 car banoyl, ami no and nono- or di- Cl..6
al kyl substituted am no; the tern1"heteroalkory"

tg .
P sl Ty il 7 ey P BESAR acio
atons, containing one, two, or three ring heteroatons
selected fromN, O, and S, the remaining ring atons
being C; 92 the term "heterocyclyl" neans
non-aromati ¢ nonocyclic radicals of three to eight
ring atoms in which one 6%Zr§gjéypg atons are

het er oat oms sel ected frof Ny or S(0)n (where nis
an integer from0O to 2), .the ré&mining ring atons
being C, the term"opti 'y substituted phenyl "
"optionally substituted eroaryl” and "optionally
substituted heterocyclyl' pBans, respectively phenyl,
heteroaryl and heterocyclyl optlonally substi tuted by

one or nore substituents independently selected from
Ubieg greoenal pomeilete By nofthylabldgkieno[i2ix-bb ,pynywﬂ@pa:hnkyim was

[, -
T = A T
W{ﬂuprmaaﬁﬁbdbmdyymml)h@ﬂdhmabm}p]pyrrole—S carboxyhc acid
methyl ester which was hydrolyzed as described in the general procedure B (Exp.
2.2) to give the title compound as a white solid. MS: 324.5 ([M-HJ").

Example 128

1-Dimethylcarbamoylmethyl-3-naphthalen- 1-ylmethyl-1H-indole-2-carboxylic

acid

\4-‘

N
.

OH-

To as solution of 3-naphthalen-1-ylmethyl- 1H—ind01€-2—carboxylic acid ethyl ester
(46 mg, from Example 64.2.) in dimethylformamide (1 ml) was added $ mg of NaH
(55% m oil) and stirring was continued at 22°C for 1 h. The mixture was treated
with a solution of 2-chloro-N,N-dimethylacetamide (18 mg) in
dimethylformamide (0.5 ml) and stirring was continued for 16 h. The mixture was
diluted with saturated aqueous NaHCQO; and extracted with ethylacetate. The
organic layer was washed with brine, dried, evaporated and the residue

chromatogarphed on  silica  (n-heptane/AcOEt, 3:2) to gve 1-



the term"bicyclic aromatic radical" means a radical
having two aromatic rings which are fused to each
W{)%O%Esszlz The conpounds according to clain, /%ﬁﬁfo 069292
I's hydrogen, halogen, Cl1_6 alkyl, Cl1 6 ar o
carboxyl nitro, cyano, am no, 8ono- or di- Cl. 6 aI kyl
substitut ed anmino, heteroal kyl, heteroal koxy, C3-7
cycl oal kyl, C3-7 cydoallcyl C1_6 alkyl, C2_6 al kenyl,
@Qn@hﬂb&bmbymﬂdﬂﬁmph@lalﬁl éﬂyﬂme@ayl Oiptindolai2 qarboxytic  acid
' yl p y .
M SRR A s 1y SR o yicoyaed as
dpﬁmbcﬂhm Sllesgdustail qamm@dumBr(’yEle C2.2) & givk)th&; tidptcoorpminhy as a

sugéﬁstﬁ%‘gg‘@@egro ryFﬁ 1_6C;| Ey?l, kglpti gﬁ;: F;al Y

substituted heteroaryl carbonyl-Cl 6 al kyl or

heteroalkoxy Q 6 al kyl, or Rl is NNR)(R"),
Rganple R 6 alkyl- or N(R)(R")-carbonyl-Cl1_6
al kyl -, | n vvhi ch R and R' are independently sel ected

ffianeckha t%l@t'é Eoﬁﬁﬂﬁh Cyc I]]Q{v]:%ylﬁél%gi?:ﬁts c(z‘&-b@ rﬁblmﬁictured ina

C3_7 cycl oal
@wn&@m}wnal@@neeral kynyl heter oaI l cyl, opti onal I y
substituted phenyl C1_6 allcyl, optionally

stiddisit ed heteroaryl Cl. 6pal fhlet Optionally
substituted heterocyclyl Cl.6 alkyl, optionally

Kgmeli t ut ed phenyl carbonyl, optionally substi tut ed
&8&?69&&8%&%9% and opti gg 'n'q%’ Substi t UbRH o mg

_ rocycl yl carbonyl ; or _
Mlclvcm@alh@pchﬂmse 6 al kyl -, 2¥5mg2- N(R') C1465é!1$<yl

02 -Cl_6 al kyl - irgovmln h R, are
%depe nt I y sel ected from t he gr oup conS| stl ngg of

Ryddoydm30 C1-6 al kyl, 03-7 cydimal kyl, C3 7150mg

93 aIkyI Ikenyl
%@%}%g@;@a kyl, opti orﬁ%%gsubst i tut eé phe%yl ,
: M?gn@nanlstpal@tcbst ituted heter daérmE, optional I95mg

| het-erocycl yl , l'y substisls
n%/llw al kyl, opti onal Fey sgf@st ituted he?er Oar yl
Bim&mtkyl and optional |y substituted heterocyclyl

T g R L O

thuylm glirawd 5000 0.8 mg 1.6 mg
Talc _ 1.3 mg 2.6mg
- Iron oxyde (yellow) - 0.8mg 1.6 mg
Titan dioxide ~ 0.8mg 1.6 mg

The active ingredient is sieved and mixed with microcristalline cellulose and the
mixture is granulated with a solution of polyvinylpyrrolidon in water. The
granulate i1s mixed with sodium starch glycolate and magesiumstearate and
compressed to yield kernels of 120 or 350 mg respectively. The kernels are

lacquered with an aqueous solution / suspension of the above mentioned film coat.
Example B

Capsules containing the following ingredients can be manufactured in a

conventional manner:



The conpounds according to any one of clainms 1 to 3,

wherein Ais a benzene ring. 5. The conpounds
Wog@q@g%bfg to any one of clains 1 to 4, wher ei’Fr/ﬁi’2d0§1069292

napht enyl, said naphthal enyl being optionally

substituted by one to three sul83tituents

i ndependently selected fromthe group consisting of

Cl 6 alkyl, Cl-6 al koxy and hal ogen. 6. The

tugredientd's accordlng to any one of clains Rertcap&ile

mhereln Rl is hydrogen, halogen, Cl.6 alkyl, Cl_6

Eg%¥ ﬁ8%§ optionally substituted
het 89% y Ag)alkyl optionally subst|?ute%
het er ocycl yl carbonyl -C1_6 al kyl or heteroalﬁ¥l, or R
Lactper ) (R') - (C1_6 al kyl ene)- or
N(RYR") - carbonyl -C1_6 al kyl-, in which R and R' are
gent |y sel ected fromthe group conQQ?gﬁgg of
hydrogen, Cl1-6 al kyl, heteroal kyl, optiona
substituted phenyl Ci_6 al kyl and optionally
alsstituted phenyl carbonyl. 7. The conpodHddg
according to any one of claims 1 to 6, wherein RL is
hydrogen, Cl1_6 al kyl, carboxyl Cl1_6 al kyl, hydroxy
Cl1_6 alkyl, C1_6 al koxy C1_ 6 al kyl, carboxyl, or
R )(R")-carbonyl n which R  an
%%C?%%&f@%@éﬁ@wds@dée%a apd éH?ti &0 EARSHSS lovrsi t ing
of hydrogen and C1_6 alkyl. 8. The conpounds
E@ﬁggg(pg to any one of clainms 1 to 7, wherein one of
and R2 i s hydrogen and the other two are
ndepend nII ydrogen, . hal ogen, Cl.6 al kyl,
i cbgaatent e e tas PIOR L oginetkER, - o4’ 9. The
conpounds according to any one of clains 1 to 8,
Gbaipeund bfforeifuldRA) R2' and R2- are hydrogeo mpgd the
ot her is hydrogen or- hal ogen. 10. The conpound

cordin 0 im1lor 2, whichis 3-nmethyl:1
ﬁ?ﬁl %‘ﬁ%ﬁg’?@ﬁﬁﬁﬂ@ net hy1l- 1H i ndol e- 2- car bo@g‘q E&ci d,
3-car boxynet hyl-5-f | uor o- 1- napht hal en- 1-yl nmet hyl - 1H- |

AchticeAd?d car boxyl i ¢ aci d, q.s.ad pH 5.0
3- dlnethylcarbannylnethyl 5-f | uor o- 1- napht hal en- 1- yl m
Rt o ihdAGR Gifusy Poxy! 1 ¢ acid, Ad 1.0 ml

The active ingredient is dissolved in a mixture of Polﬁthylene Glycol 400 and water
for injection (part). The pH is'adjusfed to 5.0 by Acetic Acid. The volume is
adjusted to 1.0 ml by addition of the residual amount of water. The solution is

filtered, filled into vials using an appropriate overage and sterilized.
Example D

Soft gelatin capsules containing the following ingredients can be manufactured in a

conventional manner:
Capsule contents

Compound of formula (I) 50mg



1- (7-fluoro-naphthal en-1-yl net hyl ) - 1H-i ndol e- 2- car box

ylic acid,

}?0@”%5%% hyI napht hal en- 2- yI met hyl) - 1Hi ndol epdy5dsdirsores
ic acid

1 (5- f1 uor o- benzo[ b] t hi ophen- 388! net hyl ) - 1H-i ndol e- 2-

carboxylic acid,

3- car boxynet hyl-5-fl uoro-1-(5-fl uoro- benzo[b]thlophen

Y8lgw wex hyl ) - 1Hi ndol e- 2- car boxyl i ¢ acid, 80mg

1- (3- et hyl - benzo[ b] t hi ophen- 5- ylnethyl) 1FL|ndoIe 2-

gsﬁggﬁ¥%aﬁsﬁﬁﬁ ?Pnethyl 1FL|ndoIe-2-carboxyI|% acid

fm¢ﬁﬂﬂhﬂh©ﬁvw§ﬁh¥Mﬁ4§bnaphthaIen-l-ylneth%*omhiindole
-2-carboxylic acid. 11. The conpound according to
ehaiyidoftir 2, which is 5 -Fluoro-3 110.0 mg
- (‘met hoxycar bonyl am no - net hyl) -
-napht hal en-1 -yl met hy1- 1Hi ndol e- 2- car boxyl i ¢ aci d,
&f eapsuleebisatfesul f onyl ani no- net hyl ) - 165448t hal en
- 1-yl net hyl - 1Hi ndol e- 2- car boxyli c aci d, _
@Eﬁhﬁg&?mﬁg[(nethoxycarbonyl-nethyl-anino)-nethy]]-l-
napht hal en- 1yl net hyl 1H—indo|e-2-carboxy|ic acid 95
g%%éEihoxycarbonyl nmet hyl - am no) -net hyl | -5 éluoro 1-n
Ral en- 1yl net hyl - 1H—|ndole-2-carboxyll

- Fl uor o- 3-[ (et hanesulf onyl - net hyl - am no) - net hyl ] - 1-
_ mbﬂom&fem 1- ylnethyl-1Hindole-2-carbOxyldgmeaci d,

3-[ (Et hyl - met hoxycar bonyl - am no) - net hy1] - 5-fl uoro-1-n

%grqct)g@; en-lylmethyl -1 Hi ndolre- 2 car boxyl Iﬁo?ﬁ:glgﬁ—ymatter)

Titan dioxide 0.4 mg

Iron oxide yellow 1.1mg

The active ingredient is dissolved in a warm melting of the other ingredients and
the mixture is filled into soft gelatin capsules of appropriate size. The filled soft

gelatin capsules are treated according to the usual procedures.
- Example E

Sachets containing the following ingredients can be manufactured in a conventional

manner:
Compound of formula (I) 50.0mg

Lactose, fine powdt_ar 1015.0 mg
Microcristalline cellulose (AVICEL PH 102) 1400.0 mg

Sodium carboxymethyl cellulose ' 140 mg



3- Et hoxynet hyl-5-fluoro- 1 -naphthalen- 1
-ylinethyl -1Hindol e- 2-car boxylic acid,

' yl car barmoyl net hy1-5-fl uor0-1-(7-fl uogps
wog?@r??@iﬁ-&{]yl met hyl ) - 1H-i ndol e- 2- car boxyl i ¢ aci E?TMQ&EB@EZ
5- Chl oro- 1- (7-f1 uor o- napht hal eg9l -yl net hyl ) - 1H-i ndol e

-2-carboxylic acid,

1- (7- Fl uor o- napht hakn- I -yl met hyl ) - 5- net hyl - 1H i ndol e-
Polyamylpyyrblidoakid, 1 - ( 7-Fl uor o- napht hal0.emg 1 -yl m
et hyl ) - 4- met hoxy- 1H-indol e-2-carboxylic acid,

' banmoyl net hy1-1- (7-fl uoro- nap n-1-vyl

r}ﬁeﬁgﬁlﬂ%ﬁiﬁ{&ol e- 2-carboxylic acid, i‘éﬁﬁlge
1- (7-Fl uor o- napht haknThyl net hyl ) - 3- (met hox- ycar bonyl a
irfaveripgaddiives 1H-i ndol e- 2- carboxylic aci d].0mg (
7- Fl uor o-naphthalen-1 -ylnethyl)-3 -
(et hanesul f onyl am no- net hyl ) - 1H-i ndol e- 2- car boxylic
aci d,
1- (7- Fl uor o- napht hal en-1 -yl net hyl ) - 3-[ ( met hoxycar bony
Theethyg ingediens inEirgdiyith lcioselsnisroeristgline eoliuleseapf godium

< - Shi“ - e t L - - .
3?%2% oy %l%ag&@{/aldr?g{%yl ) -tfﬂ%%dag‘%meﬂf gebrh %%i"nﬁ’gﬁ gig%Pm
yatey- e gsrlaa phnber adtimgemesivrystoarate aqdyiie ilarewinig asidjtives
hadBhIWhiAGLRgs - Met hyl [ - 1Hi ndol e- 2- car boxyli ¢ acid,



P
N

1- (5- Fl uor o- benzo[b]thlophenFé yl
~acid,

b] t hi ophen-3- yl net hyl) -

96 -
5- Fl uoro- 1- (7-f 1l uor o- napht hal en-1 -yl net hyl ) - 3- (nethox

‘ycar bonyl am nonet hyl ) - 1H i ndol e- 2- car boxyl i ¢ aci d,

5-FIuOro-l-(?-fIuoro-naphthalen-l-ylnethyl)-B-(nethan
esulf onylam nonet hyl) - 1H-i ndol e- Zpcar boxyl i ¢ aci d,

5- Fl uoro- 1-(7-fl uor o- napht hal en-1-yl net hyl ) - 3-[ (et ho
xycar bonyl - met hyl am no) - met hyl ] - 1Hi ndol e- 2- car boxyl i
c acid, Claims

3- [(Ethoxycarbonyl met hyl - ami noj - met hyl ] -5-fl uoro- 1-(
7-f 1 uoronapht hal en- 1-.yl net hyl ) - 1H i ndol e--2- car boxyl i c
acid, 5-Fluoro-1-(7-fluoro-naphthal en-1-yl nethyl) - 3-
[ (met hanesul fonyl - net hyl am no) - net hyl1] - 1H i ndol e- 2- ca
rbokyl i cCanpalindt of {domhbla(@¥)o- benzo[ b] t hi ophen-3
-ylmethyl)-3 -

( met hanesul f onyl am nomet hyl ) - 1H—|ndqle 2-carboxylic
aci d,

.thyI)-S-[(nEthoxyc

ar bonyl - net hyl am no) - net@yl L i oole-ZcparboxyIic

3-Di wethylcarbanoylnethy ar 0-/A- (5~f| uoro- benzo]
ol eNp- carbB&ylic acid,
5- Fl uor o- 145-f | uor o- benzo[b]thlophé yl met hyl ) - 3-
(nethanesulfonylan1no nethyl) 1Hin 2& 2-carboxylic
acid, or
5- Fluoro 1- (5-fluoro-benzo[ b] t hi ophen- Sﬂylnethyl) 3-
( met hoxycar bonyl met hyl - ani-no) - nethyl] AHi ndol e- 2-car
boxylic acid. 12. Pharnmaceuti cal nﬁ |tions

a

conpri sing a conmpound according to of clains 1 to

11 and . a pharmaceutically acceptable ex0|pient.

wherein

A isbenzene ring or heteroaryl ring, which is a monocyclic aromatic ring

of 5 to 6 ring atoms having one, two, or three ring hetercatoms selected from N, O,

and S, the remaining ring atoms being G;

SA8.0}

- Ar is naphthalenyl, séli_d naphthalenyl being optionally substituted by one to three

substituents independently selected from the group consisting of Cis alkyl, Cs ‘

cycloalkyl Cs7 cycloalkyl Cy¢ alkyl Ca¢ alkenyl, Cy¢ alkynyl, hydroxy, Ci alkoxy,

halogen, heteroalkyl, heteroalkoxy, nitro, cyano, amino and mono- or di- Ci4 alkyl

substituted amino;

R'  ishydrogen, halogen, Cy alkyl, C, alkoxy, carboxyl, nitro, cyano,
amino, mono- or di-Cy.¢ alkyl substituted amino, heteroalkyl, heteroalkoxy, Cs.7

cycloalkyl, Cs7 cydoalkyi Ci¢ alkyl, Cy ¢ alkenyl, Cy alkynyl, hydroxy, Cy.s alkoxy,
optionally substituted heterocyclyl-Cy ¢ alkyl, optionally substituted
heterocyclylcarbonyl-Cy.s alkyl, optionally substituted phenyl-C, 4 alkyl, optionally
substituted phenylcarbonyl-C;  alkyl, optionally substituted heteroaryl-C 4 alkyl,
optionally substituted heteroarylcarbonyi-C. alkyl or heteroalkaxy-cg alky], or



ta, 0
13. The conpounds according to any one of clainms 1 to g’g‘} e

11 for use as therapeutic active substances. 14. The
compounds according to any one of clains Ito 11 for
use as therapeutic active substances for the
treatment and/ or prophylaxis of dllergic,
inflammatory or fibrotic diseases. 97 15. Use of

o opar Xt o A A RERAANY s Shote ¥ ASRAGR e socbcanitCos alkyl,
pr ophilch @Y hod RP ead imelBben@bn @ k@S Chrorh Thd g%ﬂﬁfc?ﬁs\fstﬁg of

fi tic diseas 16. The use according to claim

Wnef’ PRSP -66@%‘@2@@ W@O%M?»e@ww@éﬂ%@w PetiGhetkehyl, Cy

ar nA) hevarehlud] ¥eidH98 a88 e +ekd bi [ [ WA, 1 s
vubﬁgrgbl at kgl olg%l ergt [ cué%éé%gg‘gjégl'%nt I,’ éﬁr@%ﬁf“& stituted
ané? ﬁ%ﬂar%gh@ : %EVBH?I%%IWU‘PS&HW dietereqyelylent alkdudpsionally

hy pesstitehyhenykeRRvR op RSN FUS LR LIRIN {eyoarﬂ%%r?@I and

G BT R EFgToTaiFrRenE: Bovel D) Sease,

Crohns' di sease, atherothronbosis or burns/ulcers in

Di abet RS/ @R’-CO-N(R”)-Cy. alkyl-, R*-0-CO-N(R”)-C, alkyl-, R*-SO,-
N(R”}-Cys alkyl— or (R*)(R”)N-SO,-N(R**)-C, alkyl—, in which R, R” énd R
are independently selected from the group consisting of hydrogen, Cy.¢ alkyl, Cs_,
cycloalkyl, Cs7 cycloalkyl Cy.¢ alkyl, C,.5 alkenyl, C,.6 alkyny, heteroalkyl,
optionally substituted phenyl, optionally substituted heteroaryl; optionally
substituted heterocyclyl, optionally substituted phenyl C,.s alkyl, optionally
substituted heteroaryl C,. alkyl and optionally substituted heterocyclyl Cy¢ alkyi;

R* R¥ and R* are independently hydrogen, halogén, Cyano, nitro, amino,
mono- or di-Cj_g alkyl substituted amino, Cy.¢ alkyl, Cs7 cycloalkyl, Cs, cycloalkyl

Ci6 alkyl, Cz,ﬁ-alkenyl, Cos al_kynyi, heteroalkyl, hydroxy , C,.¢ alkoxy or
heteroalkoxy;

nooisly
and prodrugs and pharmaceutically acceptable salts thereof;

wherein, unless otherwise defined,

the term “heteroalkyl” means C, alkyl substituted by one or more substituents
selected independently from the group consisting of nitro, hydroxy,
halogen, cyano, C,s alkoxy, formyl, Cy. alkylcarbonyl, carboxyl, Cy
alkylthio, Cy.6 alkyl sulfinyl, C, 4 alkyl sulfonyl, carbamoyl, amino and
mono- or di- Cy¢ alkyl substituted amino;

the term “heteroalkoxy” means heteroalkyl-O-;

the term “heteroaryl” means a monocyclic aromatic radical of five to eight ring
atoms, containing one, two, or three ring heteroatoms selected from N,

O, and §, the remaining ring atoms being C;
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the term “heterocyclyl” means non-aromatic monocyclic radicals of three to eight
ring atoms in which one or two ring atoms are heteroatoms selected

from N, O, or S(0),, (where nisan integer from 0 to 2), the remaining

ring atoms being C;

the term “optionally substituted phenyl”, “optionally substituted heteroaryl” and
“optionally substituted heterocyclyl” means, respectively phenyl,
heteroaryl and heterocyclyl optionally substituted by one or more
substituents independently selected from the group consisting of
halogen, nitro, cyano, amino, Cis allyl, Gy alkenyl, C, 4 alkynyl,
hydroxy, C, alkoxy, mono- or di- Ci-s alkyl substituted amino,
heteroalkyl and heteroalkoxy;

the term “bicyclic aromatic radical” means a radical having two aromatic rings
which are fused to each other,

2. The compounds according to claim1, wherein

R' is hydrogen, halogen, C, 4 alkyl, C¢ alkoxy, carboxyl, nitro, cyano,
amino, mono- or di-C; ¢ alkyl substituted amino, heteroaikyi, heteroalkoxy, C;.;
cycloalkyl, Cs.; cycloalkyl C, alkyl, C,.6 alkenyl, Cy4 alkynyl, hydroxy, C, ¢ alkoxy,
optionally substituted heterocyclyl-C, ¢ alkyl, optionally substituted
heterocyclylcarbonyl-C, alkyl, optionally substituted phenyl-C;.¢ alkyl, optionally
substituted phenylcarbonyl-C; alkyl, optionally substituted heteroaryl-Cy_q alkyl,
optionally substituted heteroarylcarbonyl-C; 4 alkyl or heteroalkoxy-C, 4 alkyl, or

R' s N(R)R”), N(R)(R")-C) ¢ alkyl- or N(R’)(R”)-carbonyl-C, 4 alkyl-,
in which R’ and R” are independently selected from the group consisting of
hydrogen, C; 4 alkyl, Cs_; cycloalkyl, Cs_, cycloalkyl C;4 alkyl, C, ¢ alkenyl, C, ¢
alkynyl, heteroalkyl, optionally substituted phenyl C, 4 alkyl, optionally substituted
heteroaryl Cy.¢ alkyl, optionally substituted heterocyclyl C, 4 alkyl, optionally
substituted phenylcarbony], optionally substituted heteroarylcarbonyl and
optionally substituted heterocyclylcarbonyl; or

R' is R-0-CO-N(R”)-C,.¢ alkyl-, R’-SO;-N(R")~Cy g alkyl— or (R)(R”IN-
SO2-N(R’”)-Cy.¢ alkyl-, in which R’,R7 and R are independently selected from
the group consisting of hydrogen, Cy ¢ alkyl, Cs, cycloalkyl, Cs.; cycloalkyl C, ¢



93

alkyl, Cy alkenyl, Cy-¢ alkynyl, heteroalkyl, optionally substituted phenyl,
optionally substituted heteroaryl, 6ptionally substituted heterocyclyl, optionally
substituted phenyl Cj.¢ alkyl, optionally substituted heteroaryl C.¢ alkyl and
optionally substituted heterocycelyl C; alkyl.

3. ‘The compounds according to any one of claims 1 and 2, wherein Aisa

benzene ring or a pyridine ring.

4. The compounds according to any one of claims 1 to 3, wherein A is a
benzene ring.
5. The compbunds according to any one of claims 1 to 4, wherein Ar is

naphthalenyl, said naphthalenyl being optionally substituted by one to three
substituents independently selected from the group consisting of Cy.¢ alkyl, Ci
“alkoxy and halogen. '

6. The compounds according to any one of claims 1 to 5, wherein R! is
hydrogen, halogen, C.¢ alkyl, Cy.¢ alkoxy, carboxyl, optionally substituted
heterocyclyl-Cy_s alkyl, optionally substituted heterocyclylcarbonyl-Ci alkyl or
heteroalkyl, or |

R' is N(R}R*")HC16 alkylene)} or N(R*)(R")-carbonyl-Cy alkyl-, in which R

: :ind R’’ are independently selected from the group éonsisting of hydrogen, Cis
alkyl, heteroalkyl, optionally substituted Iﬁ_henyl C1-6 alkyl and optionally
substituted phenylcarﬁonyl.

7. The compounds according to any one of claims 1 to 6, wherein Rlis
hydrogen_, Cy.6 alkyl, catboxyl C; alkyl, hydroxy Cy alkyl, C; alkoxy C; alkyl,
carboxyl, or N(R*)(R’*)-carbonyl-C). alkyl-, in which R” and R”’ are

- independently selected from the group consisting of hydrogen and Cy. alkyl.

8. The compounds according to any one of claims 1 to 7, wherein one of R?,

R* and R*" is hydrogen and the other two are independently hydro gen, halogen,
C1.¢ alkyl, hydrogenated C alkyl or C; alkoxy.
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The compounds according to any one of claims 1 to 8, wherein two of R?,

R* and R*" are hydrogen and the other is hydrogen or halogen;

10.

11

The compound according to claim 1 or 2, which is
3-methyl-1-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid,

3-carboxymethyl-5 fluoro-1 -naphthalen-1-ylmethyl-1H-indole-2-carboxylic
acid,

3-dimethylcarbamoylmethyl-5-fluoro- 1 -naphthalen-1-ylmethyl-1H-indole-
2-carboxylic acid,

1-(7-fluoro-naphthalen-1-yimethyl)- 1 H-indole-2-carboxylic acid,

’ l-(8—methyl—naphthaﬂen-Z-ylmethyl)*lH—indole-Z-carboxylic acid,

1-(5-fluoro-benzo[b]thiophen-3 -ylmethyl)-1 H—in&éle—2—carboxylic acid,

3-carboxymethyl-5-fluoro-1-(5-fluoro-benzo[b]thiophen-3-ylmethyl)-1 H-

indole-2-carboxylic acid,

1-(3 —methyl—benzo [bithiophen-5-ylmethyl)-1H-indole-2-carboxylic acid,
3-naphthalen-1-ylmethyl- lH-inddie-Q—carboxylic acid or

1-(2-methoxy- ethylr)—3 -naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid.
The compound according to claim 1 or 2, which is
5-Fluoro-3-(methoxycarbonylamino-methyl)-1-naphthalen-1-ylmethyl-1H-
indole-2-carboxylic acid, .
5“Fluoro-3-(methanesulfonylamino-methyl)-1-naphthalen-1-ylmethyl-1H-
indole-2-carboxylic acid,
5-Fluoro-3-[(methoxycarbonyl-methyl-amino)-methyl]-1-naphthalen-1-
ylmethyl-1H-indole-2-carboxylic acid,
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3-[(Ethoxycarbonyl-methyl-amino) -methyl]-5-flucro-1-naphthalen-1-
ylmethyl- 1H-indole-2-carboxylic acid,

5-Huoro-3-[(methanesulfonyl -methyl-amino)-methyl]-1-naphthalen-1-
ylmethyl-1H-indole-2-carboxylic acid,

3—[(Ethyl-methoxycarbonyl-amiuo)—methyl] -5-fluoro-1-naphthalen-1-
yimethyl- 1H-indole-2-carboxylic acid,

3-Ethoxymethyl-5-fluoro-1-naphthalen- 1-ylmethyl-1H-indole-2- carboxyhc
acid,

3-Dimethylcarbamoylmethyl-5-fluoro-1 -(7-fluoro-naphthalen-1-
yimethyl)-1H-indole-2-carboxylic acid,

5-Chloroe-1-( 7-fluoro-naphthalen- 1—Ylmethyl)-lH—indole—Z—cﬁrboxylic acid,

1-(7-Fluoro-naphthalen- 1- -Ylmethyl)-5-methyl-1H-indole-2- carboxyhc

acid,

1-(7-Fluoro-naphthalen—l-ylmethyl).-él—methoxy-lH—indoIe-Z—carboXyIic

acid,

3-Dimethylcarbamoylmethyl-1-~(7 -fluoro-naphthalen-1-ylmethyl)-1H-
indole-2-carboxylic acid,

1—(7—F1uoro~naphthalen-l—ylmethyl)—3-(methoxycarb0nyIamino~methyI)~
1H-indole-2-carboxylic acid,

1-(7-Fluoro-naphthalen-1-ylmethyl)-3- (methanesulfonylamino- methy1)~
1H-indole-2-carboxylic acid,

1-(7-Fluoro-naphthalen-1-ylmethyl)-3-[( methoxycarbonyl-methyl-amino)-

methyl]-1H-indole-2-carboxylic acid,

3-{(Ethoxycarbonyl-methyl-amino) -methyl]-1-(7-fluoro-naphthalen-1-
ylmethyl)-1H-indole-2-carboxylic acid,

1-(7-Fluoro-naphthalen-1-ylmethyl)-3-[( methanesulfonyl-methyl-amino)-
methyl]-1H-indole-2-carboxylic acid,
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5-Fluoro-1-(7-fluoro-naphthalen- 1 -ylmethyl)-3-(methoxycarbonylamino-
methyl)-1H-indole-2-carboxylic acid, |

5-Fluoro-1 —(%ﬂuoro-nﬁphthalen— 1-ylmethyl)-3-(methanesulfonylamino-
methyl)-1H-indole-2-carboxylic acid,
5-Fluoro-1-(7-fluoro-naphthalen-1-ylmethyl)-3-[(methoxycarbonyl-methyl-
amino)-methyl]-1H-indole-2-carboxylic acid,
3-[(Ethoxycarbonyl-methyl-amino)-methyl]-5-fluoro-1-(7-fluoro-
naphthalen-1-yimethyl)-1H-indole-2-carboxylic acid,
5-Fluoro-1-(7-fluoro-naphthalen-1-ylmethyl)-3-[(methanesulfonyl-methyl-
amino)-methyl]-1H-indole-2-carboxylic acid, |
1-(5-Fluoro-benzo[b]thiophen-3-ylmethyl)-3-(methanesulfonylamino-
methyl)-1H-indole-2-carboxylic acid, ‘
1-(5-Fluoro-benzo[b]thiophen-3 -ylmethyl)—3~ [(methoxycarbonyl—methyl—
amino)-methyl]-1H-indole-2-carboxylic acid,
3-Dimethylcarbamoylmethyl-5-fluoro-1-(5-fluoro-benzo[b]thiophen-3-
ylmethyl)-1H-indole-2-carboxylic acid,

5-Fluoro-1-(5-fluoro-benzo [b]thiophen-3-ylmethyl)-3- _
(methanesulfonylamino-methyl)-1H-indole-2-carboxylic acid, or

5-Fluoro-1-(5 —ﬂuoro#ben_zo [b]thiophen-3-ylmethyl)-3-[(methoxycarbonyl-

- methyl-amino)-methyl]-1H-indole-2-carboxylic acid.

Pharmaceutical compositions comprising a compound according to any of

claims 1to 11 and a pharmaceutically acceptable excipient.

The compounds according to any one of claims 1 to 11 for use as

therapeutic active substances.

The compounds according to any one of claims 1 to 11 for use as
therapeutic active substances for the treatment and/or prophylaxis of

allergic, inflammatory or fibrotic diseases.
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Use of compounds according to any of claims 1 to 11 for the preparation of
medicaments for the therapeutic and/or prophylactic treatment of allergic,

inflammatory or fibrotic diseases.

The use according to claim 15, wherein the disease is allergy, ésthma,

- peripheral arterial occlusive disease, critical limb ischemia, vulnerable

atherosclerotic plaque patients, unstable angina, congestive heart failure,
left ventricular hypertrophy, ischemia reperfusion injury, stroke,
cardiomyopathy, restenosis, rheurnatoid arthritis, diabetic nephropathy,
irritable Bowei Discase, Crohns’ disease; atherothrombosis or burns/ulcers

in Diabetes/CLL -



