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wherein

A isbenzenering 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 is naphthalenyl, 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 being C, said
naphthalenyl and heteroaryl being optionally substituted by one to three
substituents independently selected from the group consisting of C;.¢ alkyl, Cs.7
cycloalkyl, Cs.7 cycloalkyl Cy_¢ alkyl, Cy.6 alkenyl, C, 6 alkynyl, hydroxy, C;.¢ 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, mono- or di-C.¢ alkyl substituted amino, heteroalkyl, heteroalkoxy, Cs.7
cycloalkyl, Cs.7 cycloalkyl Cy_¢ alkyl, Cy.6 alkenyl, C, 6 alkynyl, hydroxy, C;.¢ alkoxy,
optionally substituted heterocyclyl-C;_¢ alkyl, optionally substituted
heterocyclylcarbonyl-C;.¢ alkyl, optionally substituted phenyl-C,_¢ alkyl, optionally
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cycl oal kyl, C3-7 cycl oal kyl Cl-6 al kyl, C2-6 al kenyl,
C2-6 al kynyl, hydroxy, Cl-6 al koxy, optionally
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substituted heteroaryl C;.¢ alkyl and optionally substituted heterocyclyl C;_¢ alkyl;

R?, R* and R* are independently hydrogen, halogen, cyano, nitro, amino,
mono- or di-Cj_¢ alkyl substituted amino, C¢ alkyl, Cs.7 cycloalkyl, Cs_;7 cycloalkyl
C1.6 alkyl, Cs6 alkenyl, C,.¢ alkynyl, heteroalkyl, hydroxy , C.¢ alkoxy or

heteroalkoxy;
n isan integer of 0to 4;
and prodrugs and pharmaceutically acceptable salts thereof.

R' is preferably hydrogen, halogen, Cy.¢ alkyl, Cy.¢ alkoxy, carboxyl, nitro,
cyano, amino, mono- or di-C;_¢ alkyl substituted amino, heteroalkyl, heteroalkoxy,
Cs.7 cycloalkyl, Cs.7 cycloalkyl Cy.¢ alkyl, Cs.¢ alkenyl, C,.¢ alkynyl, hydroxy, Cj.¢
alkoxy, optionally substituted heterocyclyl-Ci_¢ alkyl, optionally substituted
heterocyclylcarbonyl-C;.¢ alkyl, optionally substituted phenyl-C,_¢ alkyl, optionally
substituted phenylcarbonyl-C;_¢ alkyl, optionally substituted heteroaryl-C;_¢ alkyl,
optionally substituted heteroarylcarbonyl-C;.¢ alkyl or heteroalkoxy-C;.¢ alkyl, or

R' is N(R)(R”), N(R)(R”)~C}.¢ alkyl- or N(R*)(R”)-carbonyl-Cy.¢ alkyl-,

in which R”and R” are independently selected from the group consisting of
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The compounds of formula (I) inhibit Chymase. Chymase is a serine proteinase
with an expression pattern striktly limited to a sub-population of mast cells (Mcr
mast cell). Chymase is activated only upon mast cell activation and degranulation
which restricts the enzyme activity to Mcr positive tissues. Chymase is specifically
cleaving a number of pathologically relevant substrates (Raymond, W. W., S. W.
Ruggles, et al.; JBC 2003 278(36): 34517-34524) whereby it can activate Angiotensin
II, Endothelin, TGFb, 111, SCF, collagenase and degrade proteins like Thrombin, FN,
APO 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 J 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).
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fluorine, chlorine and fluorine being preferred.

The term “Cj.6 alkyl”, alone or in combination with other groups, means a
branched or straight-chain monovalent alkyl 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 alkyl is more preferred.

The term “heteroalkyl” means C;.¢ alkyl substituted by one or more substituents
selected independently from the group consisting of nitro, hydroxy, halogen, cyano,
Ci.¢ alkoxy, formyl, C;.¢ alkylcarbonyl, carboxyl, C;.¢ alkylthio, C;¢ alkyl sulfinyl,
C1.¢ alkyl sulfonyl, carbamoyl, amino and mono- or di- C;_ alkyl substituted
amino. This term is further exemplified by such radicals as 2-hydroxyethyl,
perfluoromethyl. C,.¢ alkyl substituted by one hydroxy group, one carboxyl group,
one carbamoyl group, one C;.¢ alkoxy group or one to three same or different

halogen atoms are preferred.
The term “heteroalkoxy* means heteroalkyl-O-.

The term “ hydroxy C;.¢ alkyl” means Ci_¢ alkyl substituted by one or more,
preferably one hydroxy group(s).

The term “hydrogenated C,.¢ alkyl” means C,.¢ alkyl substituted by one or more

same or different halogen atoms.
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The term “heterocyclyl”, alone or combination with other groups, 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(O), (where n is an integer from O

to 2), the remaining ring atoms being C.

The term "heteroaryl”, alone or combination with other groups, means a
monocyclic aromatic radical of five to eight ring atoms, containing one, two, or
three ring heteroatoms selected from N, O, and S, the remaining ring atoms being
C.

29 <

The term “optionally substituted phenyl”, “optionally substituted heteroaryl” and
“optionally substituted heterocyclyl” means, alone or combination with other
groups, respectively phenyl, heteroaryl and heterocyclyl optionally substituted by
one or more substituents independently selected from the group consisting of
halogen, nitro, cyano, amino, C,¢ alkyl, C,.¢ alkenyl, C,.¢ alkynyl, hydroxy, C,.¢

alkoxy, mono- or di- C;¢ alkyl substituted amino, heteroalkyl and heteroalkoxy.

The term “bicyclic aromatic radical” means a radical having two aromatic rings

which are fused to each other.

Preferred radicals for the chemical groups whose definitions are given above are

those specifically exemplified in Examples.



The term "hal ogen" or "hal 0" neans fluorine, chlorine,
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circumstance may but need not occur, and that the description includes instances
where the event or circumstance occurs and instances in which it does not. For
example, "aryl group optionally substituted with an alkyl group” means that the
alkyl may but need not be present, and the description includes situations where the
aryl group is substituted with an alkyl group and situations where the aryl group is
not substituted with the alkyl group.

"Pharmaceutically acceptable excipient" means an excipient that is useful in
preparing a pharmaceutical composition that is generally safe, non-toxic and
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



saturated nonoval ent cyclic hydrocarbon radical of

three to seven ring carbons, e.g., cyclopropyl,
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or in conbination with other graqups, nmeans the group

R-O, wherein R is a Cl-6 alkyl. The term"C2-6
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"Advanced Organic Chemistry", 4th edition J. March, John Wiley and Sons, New

York, 1992).

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

compounds of formula (I) are preferred.

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

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

i1)  Another preferred compound of the invention is a compound of formula (I),
wherein Ar is naphthalenyl or heteroaryl, which is a bicyclic aromatic radical of 8 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 C.¢ alkyl, Ci¢ alkoxy and halogen. A preferred heteroaryl is 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, C;.¢ alkoxy and halogen.

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

wherein n is an integer of 1 to 4, more preferably 1.
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the group consisting of hydrogen and C,.¢ alkyl.

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

which are

/Ar
. (CH,),
R
2 o)
R A\
R> N OH
\
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useful i.n pr ri ng a pharmaceutical conposition that
ig“ﬁ%ﬂgﬁgﬂﬁ§ggipé?gnon-toxic and neither biologically

nor ot herw se undesirable, and includes excipient that

I siiiac aapthebpefdroad coatppiundaf yhelis eendisn\ied toragoutndnafiformula (1),
phg; ceutical use. A "pharmaceutically acceptable
eXPPi®ht" as used in the specification and clains

i ncl udes both one and nore than one such exci pi ent.
Compounds that have the sanme nol ecgltar Formul a but

differ in the nature or sequsence of bonding of their
atons or the arrangenent of Atons in space are
ternmed "isomers." |so rat inAhe

arrangenent of their Rtesf 1 p gpady aresterned

"stereoi soners”. Stereoi,sp s |that/are\not mrror

i mages of one another Rre\terwet~Ndi ast e(dnmers" and
those that are non-superinposameawﬁrror

(CH,),

N

Ar

(Ib),

wherein A, Ar, RI,RZ, R* and R?* and n are as described before in the broadest
definition of this invention. A, Ar, RI,RZ, R* and R* and n are preferably as
described in i) to iv) above. R'is more preferably hydrogen, Cy.¢ alkyl, carboxyl Cy.
¢ 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 (I),

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,



i mages of each other are ternmed "enantioners". \Wen a
conpound has an asymmetric center, for exanple, if a

w@ a00po686at om i s bonded to four di ff erent gr oupBCT/BP86/069292
of enantioners is possible. inantioner can be
characterized bythe absolute co 9|guration of its
asymmetric center and is described by the R~ and

S-sequ [ rul gol.d d e . or. by
the matndriie DR enaHBiablP B o Rr aEFhEe e oy
pol ari zed |ight and designated as dextrorotatory or
| evor otl aBangth ¢li-naphth s --)meth yl) -1 H-irsloie?-sarboxylic acid,
respectively). Achiral conpound can exist as either

i ndi vi Cfl.t§| eol}] %tcrllzooqﬁghl% h&S3 almFt)fl ﬁs ofmcfohee charboxyhc acid,

m Xture con ng e pro or
enanti oner s |s called a "racemic m xture". The
conpougddsrixyfmethylibdluer)- ldarlyposdeszo[bibiophemBrydmethyl)- 1H-

asynme ) ess indicated ot herw se, the
descrlgif%%ggg%%&ﬂ¥”1ﬂgf a particular conpound in the

speC|f|cat|on and clalns is intended to include both
i ndi vi dudtmethglnbdnanidr thiepignni-ximatled)- 1Haiodeadec2-earboxylic acid,
ot herwi se, thereof, as well as individual epiners and

m xturg E».ﬁ{h%% 1- g@%tﬂﬁgtﬁf’ﬂﬁioﬁ@ﬁ bR 9'1?&2&%{&‘61”“ i on of

stereochem stry a separation of ”'St er eoi SOMer s

are well-known in the art (see discussion in Chapter 4
of " AdvdAceethoxyehiyl-enaitkalen 1-yimethyk bl tingele-2-carboxylic
March, ;dghn Wley and Sons, New York, 1992). Wile the
br oadest definition of thls invention is described
before, certain conpounds of forrmula (I) are

pikef er Agather prefgyresi ooy nd GfPsURYEIGON iHacorARAHY ffoimgula

a conpeynghieh if ormula (1),

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,

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-
ylmethyl-1H-indole-2-carboxylic acid,

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

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

acid,



wherein Ais a benzene ring or a pyridine ring,

preferably a benzene ring. ii) Another preferred
wa@eovpoessell of the invention is a conpound of f orPemER2006/969292

, Wherein Ar is naphthalenyl or heteroaryl, which is a

bi cyclic aromatic radical of 8 tb 10 ring atonmns,

containing one to three ring heteroatons sel ected from

O N and..S, .the renuini Li at.o bei n ai d
mapht narah b FER R Ry 5 B (CRarEhaRpfmaka £
subst i ylneehlylpyHoindole@-tdrbegylisubid] i t uent s i ndependent |y
sel ected fromthe group consisting of Cl-6 al kyl, Cl-6

al koxy ha . referre eter [ .
o1 cyol POk P e s PR ERFES IRGEH T ind D Bicarqroc cid
one ring heteroatomselected fromQO N and S, the

r emai nilAg- Mluog-atpbimldnel 1y «Eh yidi mbthiyk 11d ph d eladt-¢ayboxylic
substi%gaed by one to three substituents independently
sel ect &d"from t he group consisting O Cl- 6 alkyl, Cl-6
al koxy and hal ogen. iii) Another preferred conpound of

t he i nudfthloorot maphthadamp biyndetbfl) -Hamathboay-( Hy indolek caboxytic
is an 5 eger of 1to 4, nore preferably 1.iv) Another
preferred conpound of the invention is a conmpound of
formula (1) , wherein Rl is hydrogen, hal ogen, Cl-6

al kyl , 3Qin:tiayl¢eokamodaethokyi(7-foyro-anphthgles ubgmethyt e tH-
het ero =i - I , optionally substituted
hetero%%@%%#ggiggﬂévﬁ%#-6 al kyl or heteroal kyl, or Rl

is NNR)(R")-(C -6 al kyl ene)- or

N(R ) ( R(Y-Ieerooraphtl@ilen- & yhhétyl)-3- (nrethrycdrbRnylamih oRmeth yl)-
are i ndgp ;8 ect.ad fromthe group consisting

of hyd?%@@ﬁgﬁ 1%%b§§ﬁ§%§ﬁheteroalkyl, optionally

substituted phenyl Cl-6 al kyl and optionally
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)- IH-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-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-ylmethyl)- IH-indole-2-carboxylic acid,



substituted phenyl carbonyl, nore preferably Rl is

hydr ogen, Cl1-6 al kyl, carboxyl Cl- 6al kyl, hydroxy
W@1006/0686kYy| , Cl-6 al koxy Cl-6 al kyl, carboxyl , POI/EP2006/069292

N(R)(R')-carbonyl- Cl1-6 alkyl-, _in which R and R

are i ndependently sel ected fronﬂ%he group consi sting

of hydrogen and Cl1-6 alkyl. Rl is especially hydrogen,

t hyl b t hyl i net ' bonyl I
e ot SRy CTo R et CRu e oSS e
i nvent intth yl-Sindn €Rieyildl [finddeMdagbdxylic acidvherein Rl is
R-OCONR)-C1-6 alkyl-, R-S®-N(R')-G _6 al kyl -

or (R)(RINSO2 -NR.")-Ci | Kyl = 500 ich R
and' R MG R R oercr Seliynr helHat gy Gogafino-
consi siiedgyl o1 Hhydolegecarbamd1i€eif, al kyl . vi) Anot her
preferred conpound of the invention is a conpound of

f or mul I erein.one of i S dr.oge
and ¢ ha-Gitugrorns Sl i -F) T ek ta gy
Cl- 6 abhkyiq)-hyttydgdhatdade-Cratoallicydcidor Cl- 6 al koxy,

nore preferably two of R2, R2 and R2 are hydrogen and

t he ot ] I a4 ' ' -

pref or paamisE LB S S R FR L SR e bl miophen -
of t heyinmikyli-lBhindsled?-cobpodindcidf formula (1) , which
are (la),wherein A, Ar, RZ and R2 and n are as

descri f [ Q.1 I of this
invent?%ﬁ?gﬁgp&f?hgﬁygﬁggggagﬁ%kﬁ_é&%ﬂ%ﬁggg?ably as
descr i badthianesu)fon damno-mbthyb - 1 Hvindde-Ganeb pykd @idiviry
napht halenyl. Rl is nore

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 R 2 R1
R o . R o R2
2 \ X 2 \ ,
" N  Oo-R \—ar " N R R’
2" - 2" o- ;
R R 2
\\Ar R

R1
O
\
N OH
\\Ar
V) (V) (V1) (1

Ar, RI,RZ, R* and R? and n are as defined before. R*is methyl or ethyl. Xis

chloro, bromo or iodo.



preferably hydrogen, carboxyl C _6 alkyl or C _6

al koxy G _6 alkyl. R, R and R are nore preferably
whyaroesnr viii) Another preferred conmpound of PETEP2006/069292

invention is a conmpound of fornila (1) , which are Ar

(I'b), wherein A, Ar, R2 and R2 fid n are as described

before in the broadest definition of this invention.

) ToCebyBha B O e R LBt Ry GRS B be

ahdapinp lsmcbcmyll a Mase,be.al Ki,, KAy dr Q)(Me@b Lo Nabkyid ,a solvent like

CALOF o, i N R#ﬁl?s&ag%hal&”” iagrel G HDE g erably at

ngOlETQ 100als G td RYeahe MydblOgesa @My Kiydidlyaiskyflthe iextpr (VI) can be

BB OH nhPE OF Preciafb T 5 i 14 Hi0, MeOH or

1 tataphdfodl refe, llreydramp hiyil a  hiliktifed off €H 23, caﬁdmx@H qo agffdtd the

3- car box h f.l uoro- 1-naphthal en- 1-yl nethyl -
 EE ARG S ToRHIBE 1 - aci d.
3-di net hyl car banoyl net hyl - 5-fl uoro- 1-napht hal en-

1- yl| nmetalvgbn-ndth yindetietive- Q‘HV)bOh(lylvﬂﬁch Ar is naphthalenyl, if not
aci d na htha en-

et hyl ) - .
| gprflﬁlc%(r(l%ﬂyzavgg?‘tﬂ% 8 pég?aaed %y sﬂlila'leclinI ¥)el)son based on its common

general knowledge. In addltlon the derivatives (IV) can be prepared according to
the following literature references:

11) Bailey, 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), WO9857932Al.

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), W0O2002066457A1.

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



| - (8- et hyl - napht hal en- 2-yl et hyl ) - | Hi ndol e- 2- car boxy
lic acid,

wo 2q030646R0r 0- benzo[ b] t hi ophen- 3-yl net hyl ) - | H | PADER2086/069292
ar boxylic acid,
3-carboxynethy|-5-f|uoro-l-(5-fﬂﬁoro-benzo[b]thiophen-
3-yl nethyl)-I H ndol e- 2-carboxylic acid,
| - (3-net hyl - benzo[ b] t hi ophen-5-yl net hyl ) -1 Hindol e-2-c
ar boxyoi exacpled, the- staping hahterials lofyfomatifay{(IV°)l kaiyrbe prepared in

F?%%yéggggggﬁ%%%@P%ﬁgg%géﬁfﬁélen- 1-yl met hyl -

| Hindol e- 2- car boxylic aci d.,.Apet her preferred
conpound of the invention is a conpound of formula

(1), Ny IS 5- Ruowe= 3y ( met hoxycar bgmyh am no- net hy
1- nap}k | er—* y| ng | H imdel e- l Ar boxy+H—e aci
5-f 3- (et hanfg fonyl am noraf ) - b

1-naggehal en- 1-;Iga yl - 1 H ndol ex{Z<car boxylic ac

5- FRuor o- 3- [ ( met h8xycar bonyl - net hyi - ani no) - met hyl |R

- 1- naphhhal en- 1- ylgyet hyl - | Hi ndol gy 2-carboxylic v

aci d,

3- [ (Et hoxycar bonyl - et hyl - ami no) - met hyl ] - 5-f | uor o-

1- napht hal en- 1- ylnethyl- | Hindole- 2-carboxylic

aci d, pb ¢ .

5- FI ubr o=3- [ bt nAndSUrs By MYMSERY ! Shtithof- et ryfpaiyl &

- tyaheabht Hal e nlkyll-Cos alkenyl, Cs6 alkynyl, hydroxy, Cy¢ alkoxy, halogen,
heteroalkyl, heteroalkoxy, nitro, cyano, amino or mono- or di-C;_¢ alkyl substituted

amino. Xis chloro, bromo or iodo.

Tetralones (VII) can be methylated and dehydrated to give the dihydro
naphthaline derivative (II). Aromatization of compound (II) can be effected with
3,4,5,6-tetrachloro-1,2-benzoquinone to give the methylnaphthalenyl derivative
(IIT) which can be chlorinated or brominated using N-chlorosuccinimide of N-
bromosuccinimide, respectively, to give the chloro- or bromo-
naphthalenylderivatives (IV’). The process is described in G.A. Potter et al., PCT
Int. Appl. (1999), W09940944.

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., Journal of Organic Chemistry (1950), 15, 685-7.

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

7) La Colla, Paolo et al., PCT Int. Appl. (2002), W0O2002083126.



yl met hyl - | Hi ndol e- 2-carboxylic acid,

3-[ (Et hyl - met hoxycar bonyl - am no) - net hyl ] - 5-f 1l uor o-
wd2apbssbal en- 1- yl nethyl - | Hindol e- 2-car borg1/ER2006/069292

aci d, 3-Ethoxynethyl-5-fluoro- 1-naphthal en-

1- ylnethyl | Hi ndol e- 2- carbox§$|c

acid, S-D nethylcarbannylnethyl S—fluoro-

| ﬁé %ﬁ‘&k‘t‘/g{‘)ﬁa@éﬁw&%{gke{l géT(ﬁﬁ y(%(ﬂog) W02002010169.

' gﬂ%&dg{l‘ et%l 'C@Eht )I%g?:J?elgrh% C?fé\/le LY Ohemistry (1997), 2(3), 253-261.
16 Y’}hHSr?an%%Q%hﬁ'ﬁ*rintVAﬂﬁtﬁ}ébé) WS ¥4y, | H i ndol e-

I-(7 Fluoro napht hal en-1 -yl met hyl ) - 4- net hoxy- | H-i ndol e
-2-carboxylic acid, 3-D nethyl carbanoyl net hyl -

| AQ7defsérﬂﬁﬁoaﬂ(‘)@9hth@aéo%{bou%d¥ldf%fﬁﬂll)a (Ii Hndate- compounds and

2-carboxylic acid
| H(h'!blFI qlndm@smapﬁhwal eqmpoyndyeednppquestly npevest ydigr posivplien of

mA?gloE?ltsﬁyﬂI )Endlo'ﬂliéﬁlal enﬁ? 41 Cgép,gc)&?ﬁ%éeﬁaéca'ng de%radatllon of rotelns

uor o- napht net hanesu

nilh@Th@[rmlyn)FNJ ARQ A él:hgy @l@;r@fgls@yqan @ealgqtdjfor the treatment and/ or
Reezfﬁlll:t}l . no?@& hﬁﬁﬁ@ﬁn{atéﬁ]yn%(mﬂ JibPadid 'ﬁ%mg(yﬁ&hb%éhergy,

|'e- 2-carboxylic acl
asthma 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, rheumatoid arthritis, diabetic nephropathy, irritable Bowel Disease,

Crohns’ disease, atherothrombosis and/or burns/ulcers in Diabetes/CLI.

Prevention and/or treatment of allergic, inflammatory or fibrotic diseases,

particularly atherothrombosis or asthma, is the preferred indication.

The invention therefore also relates to pharmaceutical compositions comprising a

compound as defined above and a pharmaceutically acceptable excipient.

The invention likewise embraces compounds as described above for use as
therapeutically active substances, especially as therapeutically active substances for
the treatment and/or prophylaxis of allergic, inflammatory and/or fibrotic diseases,
particularly as therapeutically active substances for the treatment and/or
prophylaxis of allergy, asthma, 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, rheumatoid arthritis, diabetic nephropathy, irritable
Bowel Disease, Crohns’ disease, atherothrombosis and/or burns/ulcers in
Diabetes/CLI.

The invention also relates to the use of compounds as described above for the
preparation of medicaments for the therapeutic and/or prophylactic treatment of

allergic, inflammatory and/or fibrotic diseases, particularly for the therapeutic



3- [ (Et hoxycar bonyl - et hyl - am no) -nmet hyl ] -1-(7-fl uoro-n
apht hal en-lyl nethyl )- | Hi ndol e- 2- car boxylic acid,

wo 20740846201 0- napht hal en- | -yl met hyl ) - 3- [ ( met haneS/EPINY069292
-nmet hyl -am no)- nethyl] - IF#inggle-Z-carboxylic aci d,
5-Fluoro-I-(7-fluoro-naphthal en-?-yl nmet hyl ) - 3- (met hoxy
car bonyl am nonet hyl )- | H i ndol e- 2- car boxylic acid,

5- Fl uoro-1-(7-f1 uoro-napht hal en-1 -yl net hy] ) - 3- (net.hane .
SRy ARG KO R Rt o by By el 3Pl oecusive
Sdkskaser @itlcal Tmblisthedid) aphichbleesth broydigretih plagud phiidmes, dxtable
ycar.bo

| glﬂﬂ%hg@%l@%b%iﬁlﬂg& ;egtie{ﬁerr]l)(rliclulér hypertrophy, ischemia reperfusion
3iljlubt heylear kanlydm pwaiamy, - aestdhokisrethrylatdd f lavdriois,| - didbetic
;jg:? 3%8%@?,2%5%%&0Bo%élybﬁgﬁs@’ b}o_hnlst{sQase, atherothrombosis and/or

aeuthshrlédrsiah oPlabétés/TLUOr Sustaphédicinsmtd cphipeisdyd odpb(fd as
et.hanesul f onyl met hyl - am no) -net hyl] -
IgﬁFﬁEﬁf@¥?@carboxylic aci d,

| - (5- Fl uor o- benzo[ b] t hi ophen- 3-yl net hyl ) - 3- (et hanesu

f oy liaveh domatshytlhtes kdlthinpiok&s 2nd aidimxarhiediagsi fdy manufacturing

| -(5-Fl - b b].t hi.ophen-3-yl net hyl ) - 3- t
 BlgPBRURDY Shie e oC RS FECay Wl el B0 APBbRSHRE e
agitekmediates.

3- Di et hyl car banoyl nmet hyl - 5-fl uoro-1-(5-fl uoro-benzo[b

] tIﬂle qg}?i%ﬂi_o%_ of lcl?y%tlzpsxl‘t)y_ thlel_léolrrll’]f)joouln _szo_fctﬁgz bp?g:( H ?nvaeg%igﬂ can be

demonstrated by the peptide substrate assay as described hereinafter.

For the chymase a substrate was chosen containing the 4 amino acid peptide AAPF
as a standard substrate for chymotrypsin like 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 Appl 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 HCI, 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 compounds of the present invention preferably

amount to about 1000 to 0.1 nM, especially about 40 to 0.1 nM.



5- Fl uoro-1I-(5-fluoro-benzo[ b] t hi ophen- 3-yl net hyl ) - 3-
(met hanesul f onyl am no- net hyl ) - I H i ndol e- 2- car boxyl i c

waeoiod/oesort

PCT/EP2006/069292

5- Fl uoro-1I-(5-fl uoro-benzo[ b]thiophen-3-yl nmethyl)-3-[(

met hoxycar bonyl net hyl -
| Hi ndol e- 2- carboxyllc acid. The conpounds of the

pres

generé@@§yﬁ?hetlc pr

am no) -

Conpounc

{hyl ]

ared, for exanple, by the
described bel ow. Genera

Synt heti c Procedur es s of formula (F) can be
prepalElntde 50w 111 Schyiene 1. Schene 1 Ar, R2 and R2
and are as defined before. |[Ra is nmethyl or ethyl. X
is chlaoro, brono or [i odo Cougling of the indoles (V)
and t|hexapmlofen- net Hyl erivadtives (1V) can be

acconpl i shed with a|base, e.q. IiH KH or preferably
NaH i drof urane or preferably

di nmet
OCtog

60 0C to give

hyiigrnanide atf 0 EC to

the indol

of t
pr ef

eExastde 53 V1) ca
rably NaCH in &
tetr

A

n b&) ef fé

sol vent

andbel0A T8 2 For d 1

ord th
Hal ogen- net hyl deri \

efeggbty
e conpour
atives (I

napht hadaem¢ 106 f not

cobder ci

100 OC, preferably at 20
e ester (VI). Hydrolysis
cted with i OH KOCH or
li ke H2O, MeOH or

in a mxture of H2QO

ds of formula (F).

V), in which Ar is

ally avail able, can be

prepared by a skillég based on its comon

Example 117

d person
1

The compounds of formula (I) and/or their pharmaceutically acceptable salts can
be used as medicaments, e.g. in the form of pharmaceutical preparations for
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, rectally, 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
compatible 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



general know edge. In addition, the derivatives (1V)
can be prepared according to the following literature
wo edognessees: 11) Bailey, Denis M et al., U S PCLBBRYP6/069292
U S. 4,169,108. 12) Andri eux, Jign et al., Eur. Pat.
Appl . (1996), EP709371Al1. 13) Katlsson, OUe et al.
PCT Int. Appl. (1998) W00857932A1. 14) Bonnier, Jane
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erivatives.
Usual stabilizers, preservatives, wetting and emulsifying agents, consistency-
improving agents, flavour-improving agents, salts for varying the osmotic pressure,

buffer substances, solubilizers, colorants and masking agents and antioxidants come

into consideration as pharmaceutical adjuvants.

The dosage of the compounds of formula (I) can vary within wide limits depending
on the disease to be controlled, the age and the individual condition of the patient
and the mode of administration, and will, of course, be fitted to the individual
requirements in each particular case. For adult patients a daily dosage of about 1 to
1000 mg, especially about 1 to 300 mg, comes into consideration. Depending on
severity of the disease and the precise pharmacokinetic profile the compound could

be administered with one or several daily dosage units, e.g. in 1 to 3 dosage units.

The pharmaceutical preparations conveniently contain about 1-500 mg, preferably

1-100 mg, of a compound of formula (I).

The following Examples serve to illustrate the present invention in more detail.

They are, however, not intended to limit its scope in any manner.



(M1) (N (ill) (I'V) Ro and Rc are independently

hydr ogen, Cl1-6 al kyl, C3-7 cycloal kyl, C3-7 cycl oal kyl
W@1006/0686kY | , C2-6 al kenyl, C2-6 alkynyl, hydr oRGT/EED06069292

al koxy, hal ogen, heteroalkyl ? er oal koxy, nitro,

cyano, am no or nono- or - al kyl substituted

amno. X is chloro, brono or |odo Tetral ones (VII)

can be net hyl ated and dehy ratqd to give the dihydro

napht hal i ne derivative (IIE—lﬁgg%atization of compound

(I'l') can be effected with 3, 4,5, 6-

t €lenaahprocaiulres2A:Feazoatidnnenie ttartiig\eateiids (TV')

met hyl napht hal enyl derivative (l111) which can be

chl.ori nat Q t ed N—chlor su f
N oot e TEZMECHELI Mt S REUBTLIE (55 m
owabaddudnaghiCthiledtpt (@Srml a0 mekr @ﬂ kiﬁ)ethdeuleerp) aod @ssmixgure was
Pat.t e

des bed
(556 M Cpsttunn TR Ep b thimeds e AP pgyratg ageous
aMthxrthe prdaalcl lyyeadaied ableeaporatediTheaeqidepaisadissdoived in toluene
0 R ERREh O b OB Bl PR 70
béorpnelpar €He anarrdi was twasltddewﬁthl Watet,nthel otganmt layﬁ diigd and
CRupgyed s FBs sy ips S5 B Rpppnt BAT oY Pipepgne/ RO 20:1
Hei givothealilegir¢ddB®alinsiklidd)ve (A823- 2847. 3) G ay, Nancy
M eta L, Journal of Medicinal Chemistry ( 1991),

3%54)A mlx%3 ure o "“the the dihydronaphthalin derivative (II) (6.0 mmole) and
3,4,5,6-tetrachloro-1,2-benzoquinone (6.6 mmole) in diethylether (15 ml) was

stirred at 22 °C for 3 h. The mixture was chromatographed on silica (n-heptane) to

give the methylnaphthalin derivative (1II).

1.3. A mixture of the methylnaphthalin derivative (III) (5.0 mmole), n-bromo- or
N-chloro-succinimide (5.5. mmole) and benzoylperoxide (0.35 mmole) 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 (I")

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/AcOEt, 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



4) Brehm Warren J . eta L, Journal of Organic
Chem stry (1950), 15, 685-7. 5) FJ-Gendy, Adel A et

w@bkaoy/oéssehi ves of Pharmacal Research (2001), 2B¢1EP2006/069292

21-26. 6) Tani, Masanobu et al., Synlett (1996), (9),
931-932. 7) La Colla, Paolo et &., PCT Int. Appl.
(2002), V12002083126 8) Bentl ey, Jonathan Mark et a
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23} theZindol2@lcarBéRyliEuad derivatdani’ck et al . PCT | nt.
Appl . (1998), W8 15552. As descri bed above, t he
c§%$ou§ s of fornmula (1) are active conpounds and

[ chymase. These conpounds consequently prevent
t BeMadyi- V-ahploihaleh - 1Ayig eth y@n$ -in dolle-2 Emdokiied dcid  TGFb,
111, SCF, coll agenase and degradation of proteins |like
Thrombin, FN, APO Al , 2. ey/thgrefore can be used
for the treatnent and/or % on of allergic,

i nflammat ory and/or fibrofYc Wi sases, such as

al l ergy, asthma, peripheralafterial occlusive

di sease, critical linb iscaib a, vul nerabl e

at heroscl eroti c pl aque pati-ﬂié unst abl e angi na,
congestive heart failure, le ventricul ar

hyRRIct fe@BhaY prdce&ire s, 8- measi- flI:![Sin@{ileLZlbéthxyli‘étachi(@thyl ester was
restengsi s

cardlo t hy, eunmat arthrltls
dFaIed & vHe Hrtaﬁgltomﬁt hy rnrapb%r © BaMEI ﬂﬁ Juadeet ebpied was
dhs@aseed &t %1% @k it 10 aBRAP b Sn @R WRitdedIias MIS:GeL$ (M-H]").
D abet es/ Prevention and/or treatnent of allergic,
flammtory or fibrotic diseases, particularly
YPBEHr onbosi s or asthmm, is the preferred
i ndi cation. The invention therefore also relates to
pBarhTeRe Uhisiadh aled MPES et h yO1$] - GId- 2-8armg x dic acid

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-HJ").



conpound as defined above and a pharmaceutically

acceptabl e excipient. The invention |ikew se enbraces
w@empoessels as descri bed above for use as PCT/EP2006/069292

therapeutically active substancgi, especially as

t herapeutically active substanc for the treatnent
and/or prophyl axis of allergic, inflanmmtory and/or
E?rot di seases, particularly as therapeutically
aCtiVBSubst ances for the treatment and/or prophylaxis
of allergy, asthma, peripheral arterial occlusive
d3sMdedexy-¢maphtalent 1 -glndth glhiniad ols-Qlcagyoalpli€acid

at heroscl eroti c plaque patients, unstabl e angina,

congestive heart failure, |eftyventricular

hypertrophy, ischem a repegfusiop injury, stroke,

car di onyopat hy, restenosi rivetfmatoid arthritis,

di abeti c nephropathy, irriYable Bbwel Di sease, Crohns'

di sease, atherothronbosis andfor burns/ulcers in

Di abetes/ CLI. The inventi oy o relates to the use of

conpounds as descri bed above the preparation of
nmedi canments for the therapeutit and/or prophylactic

t [Bﬁtgrgeﬂérapéroaédueé B 3-mdthdyalrrad dule- 2Ll oxklid ddid exhiyiCester (Lit.

di seases, rticularly f t he er apeutj cand .
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nerabl e at heroscl erotic plaque patients, unstable
congestlve heart failure, left ventricular

h@%@? ophy i schem a reperfusion injury, stroke,

cardi onyopat hy, restenosis, rheumatoid arthritis,

dil agpthiticalete phliapdl N YH-ihdslet2abliRabowglic didease, Crohns'

di sease, atherothronbosis and/or burns/ulcers in

Di abetes/ CLI. Such nedi canent g,gpnprise a conpound as
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Using general procedure B, 1H-indole-2,3-dicarboxylic acid dimethyl ester was

OH

coupled with 1-bromomethyl-naphthalene and the product obtained was

hydrolyzed to give the title compound as a white solid. MS: 344.3 ([M-HJ").
Example 5

3-Carboxymethyl-1-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid
COOH
0
Cri4
N  OH

Y&



descri bed above. The invention also relates to the

process and the internedi ates for manufacturing the
wa@oeopoessels of forrmula (1) as well as the proceBST/EP1006/069292

manuf acturing the internedi ates, The inhibition of

chymase by the conpounds of the %resent i nvention can

be denonstrated by the peptide substrate assay as

R Or B AT REAG t o th S0 2 HORRE, 1 ARBPA SGeh 1. 2

shamdﬁnﬁbaubﬁhrabﬂnﬁ@hampymaﬂmy@eumaﬁdkﬁeqﬁﬂmamndﬁmned was

(supel o Ao A scProc Phe; 7. am nosd- rpC bl goums .l

chymase: an i nproved procedure for expression in
PEgimpleast ori s and purification of the highly active
enzyne." Bi ot echnol Appl Bi ochem published as

paasaaboa sty Trbs S RE HE a5 g aca

purity of 95% from Bachem Bubendorf, Sw tzerland).
Chymase purified form human ski CWast cells was
obt ai ned from Cal bi ochem ( Mer Bi osci ences, San

Di ego, California, USA). \sgay buffer was 0.15 M
NaCl, 0.05M Tris HA S

(3-[ (3-Chol am dopr opyl ) - di met hyl anmoni o] - | pr opane

sul phonate), O Il ng/mM Hepa (Heparin sodium Signa,
porci ne intestinal nucosa)\ @FBZWNIAAPF substrate, |1 nM
Chymase at pH 7.4. The assayvwas perforned in 96-well
pl ates (Packard Optiplate), with a 0.05m vol une at

%%mg general procedure B, 3-(2-ethoxycarbonyl-ethyl)- 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: 372.4
([IM-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
([IM-H]).



tenperature. Chymase activity was indicated by the
initial rate of increase in fluorescence at 340/ 440nm
w@ eoociotsari on / emission) fromfree 7-am no-4- PCT/EP2006/069292
met hyl coumarin rel eased fromt hg substrate. Inhibition
of the activity by inhibitory c ?rpounds was read after
30 mn pre- incubation with the chymase at room
tﬁﬁgerg ure in assay buffer w thout AAPF-substrate.
was then started by addition of the
i ndi cated concentration of AAPF-substrate. The | C50
val[(ﬂaalzga]tmt-h@l acilin o)emetbpfoungshtdler-he/lpetsenH-indole-2-
i nvention eferably amount to about 1000 to 0.1 nM
e§?f§87‘3§’rcl"\f dbout 40 to 0.1 nM The conpounds of formula
(1) and/or their pharmaceutically acceptable salts can
be used as nedi canents, e.g. in form of
pharmaceuti cal preparations fo eral, parenteral or
topical admnistration. They-ocan be adm ni stered, for
exanpl e, perorally, e.g formof tablets,
coated tablets, dragees nd soft gel atine
capsul es, sol utions, enulsions Dr suspensi ons,
rectally, e.g. in the form9f suppositories,
parenterally, e.g. in the fosmof injection solutions
or suspensions or infusion uti ons, or topically,
e.g. in the formof ointnments, creans or oils. Oral
adm nistration is preferred. The production of the
phlama@mriab apropecear 8t i dheeoarl-methglf freippenetinlh [H-indole-2-

1 a e
RS LR oS L2 LB Py PRI A R e
| alamdhfbprqml@t pb@hmdm@%hydrolmxy tagbephabite cmmosmd aS a pale
og%ﬂoqxg hdy §Qgglg\qq§1nfn with other therapeutically
val ua e su

tanc o a gal eni cal

Example 9
3-Morpholin-4-ylmethyl-1-naphthalen-1-ylmethyl- 1H-indole-2-carboxylic acid

o

o
Y&

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
([IM-H]).



adm ni stration formtogether with suitable, non-toxic,
inert, therapeutically conpatible solid or liquid
w@aoriess2at eri al s and, if desired, usual PCT/EP2006/069292
pharmaceuti cal adjuvants. Suitable carrier materials
are not only inorganic carrier terials, but also
organic carrier materials. Thus, for exanple, |actose,
c%rn sfgrch or derivatives thereof, talc, stearic acid
oFX4PRledl t s can be used as carrier materials for
tabl ets, coated tablets, dragees and hard gel ati ne
c 3 sa+Mesh yl Beh t@dreinognidteyl] Tatahitalleh - f-9mabft IH-indole-2-
gel tiqeca ules are, for exanple, vegetable oils,
mﬁ%§8§y5é?gfand senmi-solid and liquid polyols
(dependi ng on the nature of the active ingredient no
carriers mght, however, be requxed in the case of
soft gel atine capsul es). Suitgbhe/carrier materials

for the production of solutjens and syrups are, for
exanpl e, water, polyol .xroge, i nvert sugar
Suitable carrier rmteri of\ i njection solutions

are, for exanple, water, al ohdl s, pol yol s, glycero

and vegetable oils. Suitabke carrier materials for
suppositories are, for pphe, natural or hardened

oils, waxes, fats and sem quid or liquid polyols.
Suitable carrier materials for topical preparations

are glycerides, sem -synthetic and synthetic

gUpter eehesal pyodedyenBt Sd (ineshylttiegedydannaeesyethylbydHdindole-2-
0 . i - ] _

D e e Nl e AL AT 1 1B Rl naphthglene pnd the
spedsiuict gletnimed pras dadrodized e givaudte tithpccampb uadh dssi Whitengplid. MS:
aggﬂggmdggffistencyinproving agents, flavour-inproving
agents, salts for varying the osnotic pressure,

Example 11

4-Fluoro-1-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid

Using general procedure B, 4-fluoro-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 pale yellow solid. MS: 318.1 ([M-H]).



buf f er substances, solubilizers, colorants and masking

agents and antioxidants cone into consideration as
w@barnoesseut i cal adj uvants. The dosage of the cPOPBPIN&069292

of formula (I) can vary within wide |linmts depending

on the disease to be controlled?Sthe age and the

i ndi vidual condition of the patient and the node of

adm ni stration, and will, of course, be fitted to the

i H?QP%JQI requirenents in each particular case. For

adult patients a daily dosage of about 1 to 1000 ny,

edpdethal-1-yaplbdlen A1 -{1en e80Q- 1 in oty gaibokdic acid

consi deration. Depending on severity of the di sease

and the preci se pharmacokipetic profile the conpound

could be adm nistered wthione of several daily dosage

units, e.g. inl1lto 3 do~E:§ it s. The pharnmaceuti ca

preparati ons conveni ent| y>~0mM ai A about 1-500 ny,

preferably 1-100 ng, of a camgpound of formula (1). The

foll owi ng Exanpl es serve t Lustrate the present

invention in nore detail. gy \are, however, not

intended to limt its scope imany manner. Exanpl es

General procedures A: Preparation of the starting

MefsBlol @h&ral prvtedhird B, 29n@h AOIHLH dle-0fcattRQy i RIRNS ester was

(VI1) (15 pmol e) in tetrahydrof urane (7.% m) was .

afededyt wigh Oclr‘q\p@wrne(dwlglaa{\:‘gha@pg apd afhe product obtained was

dhedan)-&d Redide @Btk B@mgbafﬁ&_asea pasydmatefd ahs: efd vyM-H]).

tenperature for 6 h . The m xture was washed w t

saturated aqueous NH C, the organic layer dried an

el3yBP%tled. The residue was dissolved in tol uene (20

m ), toluenesulfonic acid (9.0 g) was added and the

MY X16bh 8 x YA ap B EHa®H - 1-91nddh G H-ind ole-2-carboxylic acid

Using general procedure B, 4-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 pale yellow solid. MS: 330.1 ([M-H]").
Example 14

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



for 4 h . The m xture was washed with water, the
organic | ayer dried and evaporated. The resi due was
wa@ kooansssogr aphed on silica (n-heptane/ AcCEt, POI/EP2006069292
gi ve the di hydronapht halin derivgtive (rr)y. 1.2, A
m xture of the the dihydronapht% lin derivative (I1)
(6.0 mmol e) and 3,4,5,6-tetrachl oro-1, 2-benzoqui none

6 I [ i et th 5 i t, 2
OEParEReR] protel i Pl MR Bleta S PaRvisrebhe@i #feg was
( polye@t awh tlcbrgmeendiing-naphihylenaphihdatien pteductabobigned was

| 1.3. . Amx ft hyl ' ]
GbyibherL & 1% s Y GmAnet 5 T RhuR il Mo 2800 avm,
N-chl oro-succi nimde (5.5. mmol e) and benzoyl per oxi de

(@x@bplmsl e) in CCU (15 nm) was heated at refl ux
tenperature for 4 h . The suspension was filtered and

t filtrat s _chromat e n silica (n-heptane)
S grere [ hREr Y PP RAf o BR Baetac  vee
(I'V). Ceneral Procedure B: Preparation of the
2-carboxylic acid derivatdvg \) @.1. To a solution of
the indole nethyl- or eth LT (V) (9.0 mmole) in

di et hyl f or mani de (100 m ) was) added at 22 0C NaH
(55-65%in oil, 9.6 mMmvle) anrd stirring was conti nued
until gas evol ution ceased \ in). The m xture was
treated with the hal ogen- net derivatives (1V) (9.6
nol e) and stirring was continued at 50 OC for 3 h

The m xture was partitioned between aqueous NH C and

elhipe goetahpeoceds Br ydupro-IHyiadolascan@nyie agidt ¢thyl ester was
W@(Bﬁﬂed dg.gd lﬂﬂgm%ﬁml%taﬁgthalene and the product obtained was

hydrolyzed to give the title compound as a white solid. MS: 318.1 ([M-HJ").

Example 16

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

Using general procedure B, 5-chloro-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: 334.0 ([M-HJ").



The resi due was chromat ographed on silica (n-heptane/
AcCOEt, 4:1) to give the the indole ester (VI). 2.2. A
waedoanessm of the indole ester (VI) (7.8 nmol e) PETIEP2006/069292
et hanol (300 m) was treated w h NaOH (4 N, 65 m)
and stirring was continued at 66/0C for | h . The
sol uti on was evaporated, the residue partitioned
bg}meeg gqueous HC and AcOEt, theorganic |ayer was
dr¥a J'porated and the residue triturated with
di ethyl ether to give the indole- 2-carboxylic acid
derMutayi- V-@ apithalefxiapipl egh yl- 13- rioley 2 -carborgphichial en-
1-ylmethyl - | Hindol e- 2-carboxylic acid Using genera
procedure B, 3-nethyl-1Hindol e- 2-carboxylic acid
ethyl ester was coupled w hyyononet hyl - napht hal ene
and t he product obtained wa drol yzed to give the
title conpound as a white saglid. Ms: 314.1 ([MH )
Exanpl e 2 3-Chl oro- 1-napht en- l-ylnmethyl- IHin
dol e- 2-carboxylic acid Usinyg yeral procedure B
3-chl oro- | Hindol e-2-car boxy acid nethyl ester was
coupl ed with 1-brononethyl - napht hal ene and the product

(o] &1
a V\ﬁllg[%q ? dd&é&'Nﬁé% gSeglgtl&E QHV}_FdBEeZ Eéri)l)fylﬁoﬂppé’tﬂgl &fer was
3cq\}ml¢pbxy1th 1_1H:gpmom@|t]@ﬁ_nam t/&1|ah:g§ hynd the product obtained was
.
ISAAMLET P RRaNL SpR0h S LELIR. SReSpL racpdunr o
(lit. 1) was coupled with 1- bronnnethyl napht hal ene
aﬁ@mﬁhblﬁroduct obt ai ned was

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

Using general procedure B, 5-tert-butyl-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 pale brown solid. MS: 356.3 ([M-HJ).
Example 19

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



hydrol yzed to give the title conmpound as a white
solid. Ms: 332.1 ([MtH +) . Exanple 4 1-Napht hal en-
wd 20070686kl - | H i ndol e- 2, 3-di carboxyl i ¢ aci d UBCTIBP2006/069292
general procedure B, | Hindole-2, 3-dicarboxylic acid
di met hyl ester was coupl ed Wi t h? 28
1- br ononet hyl - naphthalene and the product obtai ned was

Shig, 08 oty by Speh e PR SR B ter vas

letgpét halten-- Hroyioﬁf&itmlnaphﬁfaleﬁd ohed 2thearpyodydti ©btained was

aci i ng. gen rocedur

B fRRer et bR B BERPPYES e rlcibiopy elds M 3983 (D).
was coupled with 1-brononethyl - napht hal ene and t he
pERatiple 20bt ai ned was hydrolyzed to give the title
conpound as a white solid. Ms: 358.9 ([MH )

Eéagﬁégﬂgfﬁh%ﬁ#ﬁ%&%ﬁ§%§§@§¥bb%§%ngggﬁgghggkgdgenera
procedure B,

3- (2- et hoxycarbonyl - et hyl|) -1 Hi ndol e- 2- car boxyl i ¢ aci d
et hyl ester was coupl ed r met hyl - napht hal ene

and the product obtained ﬁ rgl,yzed to give the
title conpound as a white solid. VB: 372. 4 ([MH )
Exanpl e 7 3-(3-Carboxy-prop 1- napht hal en-
1-yl met hyl - | Hindol e- 2-car (C acid

3- (3- Car boxy- propyl ) -1 H i ndol carboxylic acid (lit.

3) was esterified using

Using general procedure B, 5-isopropyl-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 pale brown solid. MS: 342.0 ([M-HJ).
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]").



HC / MeOH to give the
3- (3-net hoxycar bonyl - propyl ) -1 Hi ndol e- 2- car boxyl i c

wa@edod/oessthyl ester. Using general procedure B,PCT/EP2006/069292

3- ( 3- net hoxycar bonyl - propyl ) - I H-i ndol e- 2- car boxyl i c
acid nmethyl ester was coupled wih

1- br ononet hyl - napht hal ene and t he product obtai ned was
hydr ol d to give the title conmpound as a white
syéf‘?fBP%@%: 386.3 ([MH ) .Exanple 8

3-[ (Benzyl - net hyl - am no) - net hyl ] -1 - napht hal en-1 -yl et h
y b-BrbmiontahghtRales-dr oyt yil-d Hamdd 1eB-cad o gy iveic &l

procedure B,

3-[ (benzyl - met hyl - am no) - nethyl] L Hi ndol e- 2-
carboxylic acid ethyl est 4) was coupled with
1- br ononet hyl - napht hal e heo@roduct obt ai ned was
hydrol yzed to give the title_conpound as a pal e yell ow
solid. Ms: 433.4 ([MH ) .anple 9

3- Mor phol i n-4-yl met hyl - 1- @ en- 1-yl net hyl -

| H i ndol e- 2-carboxylic acid Usthg general procedure B
3 nDrphoIin 4-yl met hyl -1 H i ndol e- 2- car boxyl i ¢ aci d

1 br r% ch‘e&ure?%la prt &Y ﬁ"ﬁ%l@'i t?a boxylic acid ethyl ester was

naph e and the product” obtai ned was
hy@ir;d#t@/zwdht d- lgpmmdﬁlﬁ/ltnaph@ab@ﬁp@mdldtms pogutt @btained  was

Sﬂ%]ﬂhﬁg§h¢$%%£§gg%@% 0& d tEy%?mﬁonapﬁg%éf%ﬁfﬂ yl nme
thyl -1 H i ndol e- 2-
Example 23

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

Using general 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



carboxylic acid Using general procedure B,

3-[ (4- et hyl - benzoyl am no) - et hyl ] -1 Hi ndol e- 2-
wa@20000886ki ¢ aci d nmet hyl ester was coupl ed w t hPCT/EP2006/069292
1- br ononet hyl - napht hal ene and the product obtai ned was
hydrol yzed to give the title co%ound as a white
solid. Ms: 447.3 ([MH ) . Exanple 11 4-Fl uoro-

]L]_él{gﬁl%h%egﬁrlé gfocéii%rlggﬁhééllﬂérol—'l_hi—i?lggfe—ez_—gzirgg{y % {dl gth?flcfi:sger was
4ebupled owltht ilngdohenitedmapkihlaicae aandl et Prbdwst ebtavasl was

coupl ed with 1-brononethyl - napht hal ene and )
ol ledvarpar B goeactad §rbens muopeh Msmabh At
a pale yellowsolid. Ms: 318.1 ([MH ) .Exanple 12
4EMahpil25 1- napht hal en- 1-yl net hyl -

| H i ndol e- 2-carboxylic acid Using general procedure B

4-net hyl -1 H i ndol e- 2- carboxyl i.c, aci,d t hyl ester was
cEBr R B SR ST M st realRle ¢ or oduct
obt ai ned was hydrolyzed to give the title conmpound as
a pale yellow solid. Ms: 3 ([H ) . Exanple 13
4- Met hoxy- 1-napht hal en~_ OIH-

| Hi ndol e- 2-carboxylic aél d Usi\ng general procedure B,
4- et hoxy- | Hi ndol e- 2-carbox{ c acid nethyl ester was
coupl ed with 1-brononet hyl - Naphthal ene and t he product
obt ai ned was hydrol yzed to gi the title conmpound as
a pale yellowsolid. Ms: 330.1 ([MH )

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-HJ").
Example 26

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

o
O
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-HJ").



Exanpl e 14 5-Brono- 1-naphthal en- 1-yl nethyl -
| H i ndol e- 2- car boxyl i ¢ aci dUsi ng general procedure B
w®2roess21 H i ndol e”- car boxylic acid ethyl estePCTVEB2006/069292

coupled with 1-bronnnethy|-naphghalene and the product
obt ai ned was hydrol yzed to give the title conmpound as
a white solid. Ms: 380.1 ([MH ) . Exanple 15
5- Fl uor o=, 1- napht hal en- 1-yl net hyl -
Iﬁf?ﬂagﬁ%-z-carboxylic aci d Using general procedure B
S-fluoro-I Hindol ercarboxylic acid ethyl ester was
C GuNiktadx il tiap htHaltedn DR MY 1- ITdpiddiaRensoaplic idi¢ product
obt ai ned was hydrolyzed to give the title conmpound as
a white solid. Ms: 318.1 MH ) . Exanple 16

S | -

5- Chl oro- 1-napht hal en- ,
| H i ndol e- 2- carboxylic ac i ngigeneral procedure B
yc acid ethyl ester was

5-chl oro-I Hi ndol e- 2- car e
coupl ed with 1-brononethyl pht hal ene and the product
obt ai ned was hydrolyzed to e\ the title conpound as

a white solid. Ms: 334.0 ([MH ) .Exanple 17

5- Met hyl - 1- napht hal en- 1-yl et hyl -

| i - - | 4 i i: 0 .
S TR, oy MR ORGP R REP I or L
c buplasgowpled withh -briomremiethyl-napthtlaneaed sivdpradecpplbidingd was

SHNEE, KR GBI Bl M o £

Example 28

7-Methyl-1-naphthalen-1-ylmethyl- 1H-indole-2-carboxylic acid

Using general procedure B, 7-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: 314.3 ([M-HJ").
Example 29

6-Chloro-5-fluoro-1-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid
F 0
T
cl N OH

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



5-tert-Butyl- 1-naphthal en- 1-ylnethyl-

| H i ndol e- 2-carboxylic acid Using general procedure B
wW®2d0e0686but yl - | H- i ndol e- 2- carboxylic acid et hyPCEEPB®NG6/069292

was coupled with 1-brononethyl - fphthalene and the

product obtai ned was hydrolyzed 0 give the title

conpound as a pale brown solid. NB 356 3 ([Mwﬂ )

Et h 1-.napht hal en- -

PRSIl e el VSR S aingh A8 uE stlie M 3520
S(@ﬂh&])lk#lndoleA carboxylic acid ethyl ester was
coupled wi th 1-brononet hyl - napht hal ene and t he product

talnfg was hydrolyzed to give the title conpound as

Pown solid. Ms: 328.3 ([MH ) . Exanple 20

5 Isopropyl- 1- napht hal en- 1-yl net hyl -
| AHlndolemilod 1 bophth atena tiytin by gH gedde 2 capbxgédacié B,
5-i sopropyl -1 Hindol e-2-carboxylic acid ethyl ester
was coupl ed wi th 1-bronmonethyl -naphthal ene and the
product obtained was hydrolyzed to give the title
conpound as a pal e brown : 342.0 ([MH )
Exanple 2 1 5-Methoxy- 1-ng (haPen- 1- yl met hyl -
[ [ [ 5ing general procedure B
5-nethoxy-|F#lndole-Z-carbdib c acid ethyl ester was
coupl ed with 1-brononet hyl -mg hal ene and the product
obt ai ned was hydrolyzed to give the title conpound as
white solid. Ms: 330.0 ([MH ) .Exanple 22 6-Brono-

1{RmRhéna € ProckdiitenBt Mfhuord-Hrh&HGL B 2n &6 R0V d§li@GLd ethyl
ester (Lit. 8) was coupled with 1-bromomethyl-naphthalene and the product

obtained was hydrolyzed to give the title compound as a white solid. MS: 332.0
([IM-H]).

Example 31
5-Chloro-3-methoxy-1-naphthalen-1-ylmethyl- 1H-indole-2-carboxylic acid
OMe
Cl (o)
A
N  OH
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
([IM-H]).



Usi ng general procedure B
6- brono-| H i ndol e- 2-carboxylic acid ethyl ester was
wa@omploess2iv t h 1- br onmonet hyl - napht hal ene and t hECPEPZHIN€069292
obt ai ned was hydrol yzed to give %he title conpound as
white solid. Ms: 380.1 ([MH )3% Exanple 23
1- Napht hal en- |-yl nethyl-6-trifl uoronethyl -
IE%indflg-Z-carboxylic acid Using general procedure B
6 SK4TPIA6r onet hyl -1 H- i ndol e- 2- carboxyl i ¢ acid met hyl
ester was coupled wi th 1-brononethyl-naphthal ene and
t BeFlpsrocBsaietiplbtlad apdchalas 1 ydethlyly viddn d dle-@Hoaebdxytic titill | e
compound as white solid. Ms: 368.0 ([MH ) . Exanple
24 6-Chl oro- 1-naphthal en- 1-y| nmethyl -
| Hi ndol e- 2-car boxyl i ¢ aej dUsilng @eneral procedure B
-chl oro-1 H i ndol e™- car box acd et hyl ester was
coupl ed with 1-brononet hyl “hapht hdl ene and t he product
obt ai ned was hydrolyzed to giye the title conmpound as
a pale yellow solid. Ms: @ [MH ) . Exanple 25
6- Met hoxy- 1-naphthal en- 1-y ﬁEbhyl-
| H i ndol e- 2-carboxylic acid Usi'ng general procedure B
- met hoxy- I Hi ndol e*-carboxylic acid nethyl ester was
c bgjpigegbnwtal IprdcebnenBneiftuplo-Aapérhkial riedda-dahlsoxytiodeidt ethyl

gg%kﬁ;af: ‘?’%d?\é\%%&%ﬂ]rsﬂ%%gg@e%%gﬁ%tg‘a .gnetsipta ega(%g%.%fl %gta’%Sed was
6 hiabhyéd toleivaghb titakempodnd haeewhiyd solid. MS: 332.1 ([M-H]").
| H i ndol e- 2- carboxylic acid

Example 33

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

COOH
F 0
N\
N OH

Using general procedure B, 3-ethoxycarbonylmethyl-5-fluoro-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-HJ).



Usi ng general procedure B
6- net hyl -1 H i ndol e- 2-carboxylic acid nethyl ester was
wa@omploess2iv t h 1- br onmonet hyl - napht hal ene and t hECPEPZHIN€069292
obt ai ned was hydrolyzed to give_the title conmpound as
a white solid. Ms: 314.1 ([MH]3‘} . Exanpl e 27
7 thhoxy 1- napht hal en- 1-yl net hyl -
|nd 2-carboxylic acid Using general procedure B
ﬁ@PB@Q@ | Hi ndol e- 2-carboxylic acid ethyl ester
(I|t 6) was coupled with 1-brononethyl - napht hal ene
aBdButhlearpamdytictoydt Bilned- vasphideo! lydadtityd- 181-inel ot
tit ound as a white solid. Ms: 330.3 ([MH )
&%Bi‘!élci’él% Met hyl - 1-napht hal en- 1-yl net hyl -
IH-|ndoIe 2-carboxylic acid Using general procedure B
7- et hyl -1 H i ndol e- 2- carboxyl® c acid nethyl ester was
coupl ed with 1-brononet hyl - naphthatene and the product
obt ai ned was hydrol yzed_tQ_gi vebthe title conpound as
a white solid. MS: 314. ﬁ H ) . Exanple 29
" 1-yl et hyl -

6- Chl oro-5-fluoro- 1-nap

| H i ndol e- 2- car boxyl i ¢ acjd¢Usi ng general procedure B
6-chl oro-5-fl uoro-| Hindo s carboxylic acid ethyl
ester (lit. 7) was coupl ed
1- br ononet hyl - napht hal ene and t he product obt ai ned was
hydrol yzed to give the title conpound as a white

SsSB4l dA mVBur8 62 3-@afbobdyrhlpth)yl-5- ﬂﬁmm‘rﬂ)hapﬁﬂlalen 1-ylmethyl- 1H-indole-
%_caubc%igl C %n&f?%%g}? %?th g M acet%chqerldél &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+NH,]").

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 CH,Cl, (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 HCI 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-H]).

Example 35

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

carboxylic acid



Usi ng general procedure B,

7-fluoro-4-nethyl-1Hindol e-2-carboxylic acid ethyl
w@saoeneseki t. 8) was coupled with PCT/EP2006/069292

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

hydrol yzed to give the title coﬁ%ound as a white

solid. Ms: 332.0 ([MH ) . Exanple 3 1

BT e e BRI Bl e M ioleal p digge

S¢binogxampleTBa. N9 xyas| dhd opkaled-witle dipediditel &t 2P tetehnel the title

ig%ggm%?ywﬁlﬁ%ﬁfihmﬁgé%fﬁé )or oduct obt ai ned was

hydrol yzed to give the title conmpound as a white
sokadpleb: 364.1 ([MH ) .Exanple 32
5- Fl uor o- 3- net hyl - 1 napht hal en- 1-yl net hyl -

ST & EEROIY 10T RSP AT bl BB el Gty ol

egtearbosglic aadipl ed wi th 1-br ononet hyl - napht hal ene and
t he product obtai ned was hydrolyzed to give the title
conpound as a white solid. M5:,332.1 ([MH ) .

Exanpl e 33 S- Car boxymet hyl - S-fllLy6r s 1- napht hal en-
1-yl methyl - | Hindol e-2-carb xylgnc—/aci d Using general
procedure B,

3- et hoxycar bonyl net hyl -
carboxylic acid ethyl ester it. 10) was coupled wth
1- br ononet hyl - napht hal ene @ t he product obtai ned was
hydrol yzed to give the tit rrpound as a white

o-bH i ndol e- 2-

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

5-Fluoro-3-[2-(4-hydroxy-piperidin-1-yl)-2-oxo-ethyl]-1-naphthalen-1-ylmethyl-
IH-indole-2-carboxylic acid

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 4-hydroxypiperidine at 22 °C to give the
title compound as a white solid. MS: 461.0 ((M+H]").



solid. Ms: 376.4 ([MH ) .Exanple 34
S- But yl car banoyl net hyl - S-fl uoro- 1-napht hal en-
wd 20070686kl - | H i ndol e- 2- carboxylic acid 34. 1PAI/EP2006/069292
m xture of S-carboxynethyl-S-fluyoro- 1-naphthal en-
1-ylmethyl - | Hindole- 2-car box§ ic acid (fromexanple
34, 0. 5 g) in acetylchloride (6.2 mM) was heated to
Efl ux 3 r 5 h . The solution was evaporated and the
SBBE ®riturated with diethylether to give
6-fl uor o- 9- napht hal en- 1 -yl et hyl - 4, 9- di hydr o- pyr ano[ 3,
4 5-Hij dorodioh gpHth et 1 oyimeas/]-3-(Radxe- Y plpesins 0lyi-dthyNSH-indole-2-
377b4@§1{§|\/++ H 4]1+) . 34.2. To a solution of
P8 ! apht haI en-| -yl net hyl - 4, 9- di hydr o- pyrano[ 3,
4- b]indole-I,3-dione (1.0 mole) in CHA (3 m) was
added n-butylarn'ne(5 mmol e) d-stirring was
continued at 60 OC until co Ni ofifof the reaction.
The m xture was evapor e residue partitioned
bet ween aqueous HO and he organic | ayer was
dried, evaporated and the“feYi d®¥ triturated with
di et hyI ether to give 3-but ar banmoyl net hyl - 5-f [ uor o-
1- napht hal en- 1-yl net hyl | dol e- 2-carboxylic acid
as a white solid. Ms: 431. H ) . Exanple 35
5- Fl uor o- 1-napht hal en-
| -yl met hyl - 3- (2- oxo- 2-pi peridin- 1l-yl-ethyl)-
| BHRlnaol & naphth den-deptykihgl-4,9-dihydro-pyrano[ 3,4- b]indole 1,3-dione

S ST SR NP Sa P R0 e

r cowg poyehasch whitchsobid p&S: ditté (BM+P2)0C to give t he title

Example 39

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

indole-2-carboxylic acid

o/_/

N

H

F 0
\

N  OH

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 ethanolamine at 22 °C to give the title
compound as a white solid. MS: 421.0 ((M+H]").



conpound as a white solid. Ms: 445.4 ([MH +) .

Exanpl e 36 5-Fl uor o- 3-(2- nor phol i n-4-yl - 2- oxo- et hyl ) -
wd2apbssbal en- 1-yl met hyl - | H-i ndol e- 2- car boxpdT/EPR06/059292

6- Fl uor o- 9- napht hal en-1 -yl met hyl - 4, 9- di hydr o- pyrano[ 3,

4-b] indole- 1,3-dione (fron1ex§ﬁple 34.1.) was ring

opened with norpholine at 22 0OCto give the title

Eggﬁﬁg@%§$s a white solid. Ms: 447.0 ([MH +)

5- Fl uor o- 3-[ 2- (4- hydr oxy- pi peridin-I-yl)-2-oxo0-ethyl]

- 3-Dhiapdalt yiedrbam o fimek g tShiyd drbt- 1 -h apchoh ez gyl ll Heindole -
6- Fl uor.o- 9- napht hal en-1 -yl met hyl - 4, 9- di hydr o- pyrano[ 3,
ASHPOXVIESCE. 1, 3-dione (from exanple 34.1.) was ring
opened with 4-hydroxypi peridine at 22 0C to give the
title conpound as a white solid® WMs: 461.0 ([ M+H +)

. Exanpl e 38 5- Fl uoro- 1-napht hatdYe

| -yl met hyl - 3- ( 2- oxo- 2- pifper@zi\n- ol-yl -et hyl ) -

| H i ndol e-2- carboxylic aﬂiﬂ

6- Fl uor o- 9- napht hal en- | - yl tret Ayl -4, 9- di hydr o- pyr ano[ 3,
4-b] indole- 1,3-dione (frag xanmple 34.1.) was ring

opened wi th piperazine at to give the title
conpound as a white solid. 46.1 ([ MeH +)
Exanpl e 39

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 dimethylamine at 22 °C to give the title
compound as a white solid. MS: 403.5 ([M-H]J).

Example 41

3-Carbamoylmethyl-5-fluoro-1-naphthalen-1-ylmethyl-1H-indole-2-carboxylic

acid

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").



5- Fl uor o- 3-[ ( 2- hydr oxy- et hyl car banoyl ) - met hyl | -
1- napht hal en- 1-yl nethyl- | H ndole- 2-carboxylic acid
W®2007 06860t 9- napht hal en-1 -yl net hyl - 4, 9- di hydr o- pyT/BPZID&E069292
4-b] indole- 1,3-dione (fron1ex8nple 34.1.) was ring
opened with ethanol am ne at 22 € to give the title
conpound as a white solid. Ms: 421.0 ([ MtH +)
.Egang#%_40 S- Di et hyl car banoyl net hyl - S-f | uor o-
1554PREAZI en- 1-yInethyl - | Hindol e-2- carboxylic acid
6- Fl uor o- 9- napht hal en- 1 -yl net hyl - 4, 9- di hydr o- pyr ano[ 3,
4311 Carbadbelmeth d-cditenso y( F methyéx&fipbe - Béajh thalsas] -ylntegh yl-
opgne ith dinmethylamne at 22 0OCto give the title
cgﬁﬁagﬁ#'%gafgo%ﬁﬁc fddol i'a. “Mer 403, 5 ([MH ) .
Exanple 4 1 S Carbanoyl nmet hyl -S-fl uoro- 1-napht hal en-
1-yl met hyl - | Hindol e-2-car boxyl i cNaci d
6- Fl uor o- 9- napht hal en- I -yl et HT$~9-dihydro-pyrano[3,
4-b] indole- 1,3-dione (fro ex@np?e 34.1.) was ring
opened with amonia at " toPgive the title
conpound as a white soli © 845.1 ([MH ) .Exanple
42
3- [ (Car banoyl et hyl - car ba )-nmet hyl ]-5-fluoro-I-naph
thal en-1 -yl methyl | H indo carboxylic acid
6- Fl uor o- 9- napht hal en- | -yl | -4, 9-di hydro-pyrano[ 3,
4-b] indole- 1,3-dione

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 gycinamide at 22 °C to give the title

compound as a colourless gum. MS: 432.3 ([M-H]).
Example 43

1-(6,7-Dimethoxy-naphthalen-1-ylmethyl)- 1H-indole-2-carboxylic acid

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-HJ").



(fromexanple 34.1.) was ring opened with gyci nam de
at 22 0Cto give the title conpound as a col ourl ess
w@eoor/088621 432. 3 ([MH ) . Exanple 43 PCT/EP2006/069292
| - (6, 7- D met hoxy- napht hal en- %Inethyl)
| Hi ndol e- 2-carboxylic acid Usi % general procedure B,
| H i ndol e-2-carboxylic acid ethyl ester was coupl ed
-%Qloronﬁthyl-6,7-dinEthoxy-naphthaIene (lit.
ABRE *he product obtained was hydrol yzed to give
the title conmpound as a pale yellow solid. Ms: 360.0
( [ N7 Bfleth ox =X apptith eled4 - VImethyWe t Haxyela2pdat hady@ia acid
1-ylmethyl)- | Hindol e-2-carboxylic acid Using genera
procedure B, | Hindol e-2-carboxylic acid ethyl ester
was coupled with |-chlorg vyl #'7- met hoxy- napht hal ene
(lit. 12) and the product~dbtNai ned was hydrol yzed to
give the title conmpound as a ite solid. Ms: 330.1
([MH ) . Exanple 45 |- (7% Chl or o- napht hal en-
l1-ylmethyl)- IHin dole-2-%¢ oxglic acid 45.1. Using
general procedure A (Exp. 1.
7-chl oro- 3, 4-di hydro- ZFLnaphthaIen- l-one (lit. 13)

]ﬁ]lg ﬁEIeag r{gl: ?ﬂgbﬁ/gha Ed%?‘gﬁcglr oxyli gﬁlg %Iéylaes§/eé Ivlvaos V\cl:oupled
oerth l\/shlomrsetbﬂ{? methf)xy-na@St@len@s(lLﬁg 1gepet ahe prasiwed gbined

d the t d ite solid. MS: 330.1 ([M- .
o ehl B i o e RPN i MR
mnth 3,4,5, 6 tetrachloro |, 2- benzoqui none to give 7-
Example45

1-(7-Chloro-naphthalen-1-ylmethyl)- IH-indole-2-carboxylic acid
0
0
N  OH

Cl

45.1. Using general procedure A (Exp. 1.1), 7-chloro-3,4-dihydro-2H-naphthalen-
I-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-methyl-1,2-dihydro-
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 to give 1-bromomethyl-7-chloro-naphthalene as
a white solid. MS: 253.9 ([M] ).

45.4. Using general procedure B, 1H-indole-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]").



chl or o- 1- met hyl - napht hal ene as a col ourless oil. 45.3.
Usi ng general procedure A (Exp. 1.3.),
wQ 2006860t | - et hyl - napht hal ene was reacted w tPCT/EP2006/069292
N- br onbsucci nim de to give
I-bronDnEthyI-7-ch|oro-naphthalé%e as a white solid.
M5: 253.9 ([M +) . 45.4. Using general procedure B
I indpu_- 2-carboxylic acid ethyl ester was coupl ed
T H P b6Pononet hyl - 7- chl or o- napht hal ene and t he
product obtai ned was hydrol yzed to give
| 4{(8-Cb1or vaphalpdiéhalyén ethit) ylHrgi doped- R -catbidxiy et -
2-carboxylic acid as a white solid. Ms: 334.0 ([MH )
. Exanpl e 46 |-(6-Chloro-naphthal gn- 1-yl nethyl)-
| Hi ndol e- 2- car boxyl i ¢ ad (8i g general procedure B
| H i ndol e- 2- car boxyli ¢ acr& et hybrnester was coupl ed
wi th 6-chl oro-1-chl oronet hyl - napht hal ene (lit. 14) and
t he product obtai ned was hq;iolyzed to give the title
conmpound as a white solid. W

: 334.0 ([MH ) .
Exanpl e 47 |- (6-Met hoxy-nap l en- 1-ylnmethyl)-
| H i ndol e- 2-carboxylic acid Usicng general procedure B
| H i ndol e-2-carboxylic acid ethyl ester was coupl ed
' | & -B- i\t N : i1t
R e T ST o ol it aipted
c onhduatorss l-ghighiomethgbnaphthNgne e’i@oléi) gr{dvsheflpryduct obtained was
o Bie |+ . - e |
PR v e TORhAROYs AARVARAGER, Ms BB MIAD)
procedure A (Exp. 1.1),
6Exgapleddgoxy- 3, 4- di hydr o- 2Hnapht hal en-

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

A,
&

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

Example 48

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

i,
&
<



1-one was reacted with MeMyl to give

7-1sopropoxy-4-nethyl-1,2- dihydro-naphthal ene as a
wa@oeloonedeess oil . MS: 203.4 ([MHH +) . 48. 2. WBCTIBP2006/069292

general procedure A (Exp. 1.2.)

7-1sopropoxy-4-nmethyl -1, 2- dlhydﬁbnaphthalene was

reacted with 3,4,5, 6- tetrachloro |, 2- benzoqui none to

SR BRSNS B P G 0

ph@;ﬁi&ﬁaléle IPOI(eEWps rdacfed) Wlth MeMgl to give 7-isopropoxy-4-methyl-1,2-

A R R i

I-bronDnethyI 6- |sopropoxynaphthalene as col ourl ess
oug.2. Nﬁng%%ﬁerﬂd f)][dk!éd'tl]re )A (Ex$8.12.), USiistIgog@x‘}eth-aiethyl 1,2-dihydro-

V\/B%I%le:tg%jﬁ? d’va\%I Iieﬁcte vlw?ﬁ ijﬁﬁgt%getrélclh oro alci geneztola 1norelfS: tt% give 6-

| isopaporetl hyikthGk h gt gy apaehehal ene MB1d0 1. B N HID C
obt ai ned mas hydrolyzed to give

h hyl ) -1 Hindg
camo e pRERIN N TRl BT R oty o e halene
Exaspleactédd with NFErombarcomfprhtdeatee rpivel -1ybroetomydth yl-6-isopropoxy-
Lﬂg@gg%@e '3 C%?gl%é‘ on‘lﬁvlé‘%g 14t ! N9 general

7-fl uoro- 3, 4-di hydr o- ZFLnaphthaIen- l-one (lit. 16)

\Né& 4r é&htgegenﬂralhpﬂvbé@retlﬁz gHviadole—2 carboxylic acid ethyl ester was
h ne_a .

carutf] S ey CLONEoRRERIRBRERN 0 opoqus gorainet

1was )hycﬁelfytemlo rto- gwereilhﬁhsdpr@odlyhm(ihmmkphl iz eelng) \WEsin dole-2-

car%og%c M3 DwhitsSid. el{/IrSa'%%l PlRi- h]% benzoqui none to

Example 49

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

o
X
N  OH
(D
49.1. Using general procedure A (Exp. 1.1), 7-fluoro-3,4-dihydro-2H-naphthalen-

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

naphthalene as a colourless oil.

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 ([M]Y).



fl uoro-1-net hyl - napht hal ene as a colourless oil. M

160.1 ([M +) . 49.3. Using general procedure A (Exp.
wa2®7)p¢s6Zt f | uor o- | - met hyl - napht hal ene was r eacPETERZ0061069292

N- br onbsucci nim de to give

| - br ononet hyl - 7-f | uor o- naphthalé%e as white solid. Ms:

238.1 ([M +) .49.4. Using general procedure B,

RN BB N 05 B PR RSP e

peogiled withtlabiatbriias lhyﬁnoﬂoyﬂaqﬂlthaler@l an@l the product obtained was

- (7-f1 uoro-naphth t H-
| P&Jrg&z a%) agl\%n L(@ ﬁ%?ro apﬁglaﬁ]%lgyhn t%)ﬂ?%#—]e 5n%ofea£ car)t%xyhc
Exédnk eshoo selfid MS:1318-:0(fMMET hyl - napht hal en-
1- ylnethyl) | Hi ndol e-2-carboxylic acid and |- (8-

- en-2-yl nmethyl)- | Hindol e-2-carboxylic
g?’ B?gq gl{Blng general procedure A (Exp. 1.3.),
1, 7-di et hyl - napht hal ene was reacted with
N-lt(ﬁdﬂathybm;rﬂtmﬂdeltwmgﬂhwb Bhvindidepandolxeli@: lacili xtod e 1-(8-

s Y GRBE Ry LY | HaBAC R GRBCOSIS A8, 2. s ng

general procedure B, | Hindole-2- carboxylic aci d et hyl

ester was coupl ed the 2:1-m xt
| - br ononet hyl - 7- D=+apht hal e @Q A br ononet hyl -
1- et hyl - napht hal éne 'and®t he esters obtarned were

separ at ed by chronmetQgraphy (cycl ope
fol l oned by hydrol s.to give |-(¥
nmet hyl - napht hal en- thyl)- I'K
acid (first eluting as ester fromt¥e chromat ogr aphy)
as a white solid, Ms: 314.1 ([MH ) ; and

| 5681 Tty N3k Nab8Redure A (Exp. 13.), 1,7-dimethyl-naphthalene was

reacted with N-bromosuccinimide to give an inseparable 2:1-mixture of 1-

bromomethyl-7-methyl-naphthalene and 7-bromomethyl- 1-methyl-naphthalene.

50/51.2. Using general procedure B, 1H-indole-2-carboxylic acid ethyl ester was
coupled with the 2:1-mixture of 1-bromomethyl-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) as a white solid, MS: 314.1 ([M-H]); and 1-(8-methyl-
naphthalen-2-ylmethyl)-1H-indole-2-carboxylic acid as a white solid, MS: 314.3
([IM-H]).

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

O
A
N OH

S



2-yl methyl) -1 Hindol e-2-carboxylic acid as a white
solid, Ms: 314.3 ([MH ) . Exanple 52
wo 2@enasspb] t hi ophen- 3-yl et hyl - | H i ndol e- 2- car POREP1006/069292
aci dUsi ng general procedure B, | Hindol e-2-carboxylic
acid ethyl ester was coupled w
3-ch|oronethy| benzo[b]thiophene and t he product
|ned

gt &1 g Ipao e%é’: é’oglqdng‘fl Zpﬁarlgox}’h%)?glﬂpfftﬁ}%g%%r was coupled

| wih-Chtlofcmdesiaah bibithosphenc dng tes bt obbhiicdoboehy2rlyzed
e SRS imagnd s ESAEF Sk TP BEHIHL coupt ec

wi t h 3-brononet hyl - 4- chl or o- benzo[ b] t hi ophene (Ii. 17)
alidarhple 5pr oduct obt ai ned was hydrol yzed to give the
title conpound as a white solid. Ms: 340.0 ([MH )

TS aeniroR s hEet ) Hsbigle-3 FrpRadicasic car
boxylic acid Using general procedure B,

| H i ndol e- 2- car boxyl i ¢ acid \hy' ester was coupl ed
wi th 3-brononet hyl - 5-chl o hen :Lb]thiophene and the
product obtained was hydrolyzed to give the title
conmpound as a white solid.sur: 340.0 ([MH ) .Exanple
55 Cl

| - (5- Fl uor o-benzo[ b] t hi ophen yl met hyl ) -1 H i ndol e- 2-c
arboxylic acid Using general procedure B
| H i ndol e-2-carboxylic acid ethyl ester was coupl ed

Using general procedure B, 1H-indole-2-carboxylic acid ethyl ester was coupled

with 3-bromomethyl-4-chloro-benzo[b]thiophene (Li. 17) and the product

obtained was hydrolyzed to give the title compound as a white solid. MS: 340.0
([IM-H]).

Example 54

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

O
A
N OH

s
cl
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-HJ").



wi th 3-brononet hyl - 5-fl uor o- benzo[ b] t hi ophene (lit.
18) and the product obtained was hydrol yzed to give
wo b7tk e conpound as pal e yell ow solid. MS: BRHEP2006/069292
([MH ) . Exanple 56
5- Chl or 0- 1 - (5- f | uor o- benzo[ b] t h*bphen- 3-yl net hyl ) -1 H i
ndol e- 2- carboxylic acid Using general procedure B
5-chl o %-IH-indoIe-Z-carboxyIic acid ethyl ester was
cgﬁﬁPB% Wi th 3-brononet hyl - 5-f | uor o- benzo[ b] t hi ophene
(lit. 18) and the product obtained was hydrol yzed to
gil \(6-Rlin& ot beh k6] b thigydien B - glgn sty }-eHsial bd-2-ddbb 0358 adid
[MH ) . Exanple 57
| - (5- Fl uor o- benzo[ b] t hi ophen- 3-y| net hyl)-5-nmethyl - | Hi
ndol e- 2- car boxylic acid ral procedure B
S-net hyl -1 H i ndol e®- car bo ¢ aokd ethyl ester was
coupl ed with 3-brononet hyl -5- 1 uor o- benzo[ b] t hi ophene
(lit. 18) and the product gbtlai ned was hydrol yzed to
give the title conpound as e solid. Ms: 338.1
([MH ) . Exanple 58 F
| - (5- Fl uor o- benzo[ b] t hi ophen- 3-yl net hyl ) - 4- met hoxy- | H

i ndol e- 2- car boxyl i c_aci d i ng general procedure B

o LRl AT aiect o P Rk PEo el Bt 1 Bt ey geupled

C @ikl 8dbrhidineth A PR bhlzo ] flisiMee bangz ofi§)] tdhidophe ngroduct

( lolbttaine:(ll%as %gfgrotlyzgd to give the title compound as pale yellow solid. MS: 324.0
(IM-H]).

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-HJ").

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

O
DA
N OH

S



product obtained was hydrolyzed to give the title

conpound as yellow solid. Ms: 354.0 ([MH ) . Exanple
W® 2007/068621 PCT/EP2006/069292

3- Car boxynet hyl - | - (5-fl uoro- benz%gb] t hi ophen- 3-yl net hy

1)-1Hindol e-2- carboxylic aci d*¥Using general

procedure B, | Hindole-2, 3-dicarboxylic acid diethyl

ester (lit, 2 S | ed, with L
SthPsneinhg el iR Jor b sy b enlesruhenyiciteid byl sypy vas
t beuledduich  Bbramoaethyes-fydo deyzgt]thiopgece (Lhe 18)t bed the
gglr”g)d%lép gbt%lsneg v%ll}y%roslgzleldd[b g%% thg%%l'esco{l{p'\gumi a)s Wh%éasgﬁli.e MS:
33&&at bioiyner. hyl - 5-fl uoro-1 - (5-fl uoro-benzo[ b] t hi ophen-
3-ylnmethyl)-1Hindol e- 2-carboxylic acid Using general

procedure B,

3%“5?%8%;3& bonyl met hyl - 5- f | uor o- | Hi ndol e- 2-

carboxylic acid ethyl ester (lit. 10) was coupled with
31 b5 diworetteyilze [ thi apdien Beyineith 1 ]-tHm apbven 8H(ih d dle- 218y baxytic
t he product obtai ned was hydrolyzed to give the title
c8found as a white solid. M. 400.3 ([MH )

Exanple 6 1 |-Benzofuran-3-yl nethyl -

| H i ndol e- 2- car boxyl i ¢ acigMeUsi ng general procedure B,
| H i ndol e- 2- car boxylic ac&?{l‘){ ester was coupl ed
wi t h 3-brononet hyl - benzof L. 19) and the
product obtai ned was

S

Using general procedure B, 4-methoxy-1H-indole-2-carboxylic acid methyl 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 yellow solid. MS:
354.0 ([M-HJ").

Example 59

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

COOH
0

N
N  OH

S

carboxylic acid

Using general procedure B, 1H-indole-2,3-dicarboxylic acid diethyl ester (Lit. 2)
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:
382.3 ([M-HJ").



hydrol yzed to give the title conmpound as a white
solid. Ms: 290.2 ([MH ) .Exanples 62 and 63

wo 2q0308882 0yl - benzo[ b] t hi ophen- 3-yl net hyl ) - | H | PADER2086/069292
arboxylic acid and | -(3-
nmet hyl - benzo[ b] t hi ophen- 5- yInetﬁ@I)-Ik+|ndole 2- car box
ylic acid 62/63.1. Using general procedure A (Exp.

&% % 5- di met hyl - benzo[ b] t hi ophene was reacted with
N8RS cci ni ni de to give an inseparable 2:1-mxture
of 3- brononet hyl - 5- et hyl - benzo[ b] t hi ophene and
53T oot dilyy1- Bflowiohi( 3 E03@-hdulzo [Hipptenes-yhddtba)-2dH-indole-
U?inﬁ)g§ﬁera procedure B, | Hindol e-2-carboxylic acid
B¥e?“has coupled with the 2:1-mixture of

3- br ononet hyl - 5- net hyl - benzo[ b] thi ophene and
5- br ononet hyl - 3- net hyl - benzo[ b}HcAPtOphene and t he
esters obtai ned were sepa O chr omat ogr aphy
(n-hepatne/ AcOEt 20:1) fallk hydrol ysis to give
| - (5- met hyl - benzo[ b] t hi ophen-3yyl net hyl)-1Hindol e-2-c
arboxylic acid (first elutipg(as ester fromthe
chr omat ogr aphy) as pal e yelShgmsolid, Ms: 320.1 ([MH]
) ; and
| - (3- et hyl - benzol[ b] t hi ophen-5-yl met hyl )-1 Hi ndol e-2-¢
arboxylic acid as a white solid, MS: 320.3. Exanple 64
3UNmght geakein- piecy:tim&t hB) 3Jet}hdx9chﬁb@1yﬁnetawbﬁ>mb'rcc 1Heindole-2-

CﬁzlerP@algoa((%d % E;est% &]91}&' gwh%shc%lé)?egs w]th K [)romgmethyl 5-fluoro-
1 p2n [ Elthioplaaich@ite 1§)7and thevasdwd dd@chimdd Wadkydrolyaddutol @ive the

ofutlle (l;(larlnpoun({sas a white solid. MS: 400.3 ([M-H]").

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

O
A
N OH

O

Using general procedure B, 1H-indole-2-carboxylic acid ethyl ester was coupled
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-HJ").



carboxylic acid ethyl ester (1.70 g) in
1, 2-dichloroethane (7 m) and the m xturewas heated at

wo edorsseeenperature for 2 h . The m xture was PCT/EP2006/069292
partitioned between ice cold water and AcCEt, the
organi c | ayer was washed with aéﬁeous Na CCs, dried
and evaporated. The residue was chromat ographed on
silic - he ne/ AcCeEt, 5:1) to give
3E¥ﬂggﬁ§ﬁ%wgﬁéfl-carbonyl)-lF#indole-z-carboxylic aci d
ethyl ester as pale yellow solid. Ms: 344.1 ([ MtH +)
. 184-M&hyTeenaofgthid prosm -Bflmethyl)- IH-indole-2-carboxylic acid and 1-(3-
3- (napht hal -1 -carbqnyl ) -l H-i.ndal e- 2- car hoxyl i c acid
iR e B R iaghed e [ B e e b A5 6

was added triethylsilane (1.5 ml) and stirring was

continued at 22 0 201 h . Th pensi on was
filtered, the res e, hed mﬁtﬂf;iﬁgp&hne and dried
5

to give 3-naphthalén-\1-yl['net hyl - TH'hdot-
2-carboxylic acid | ester as a ite solid. Ms:
328.1 ([MH ) . 64

3- Napht hal en-1 -yl net -IFLindoIeg_; arboxylic acid

ethyl ester was hydroflyZed as desc d in the genera

procedure B (Exp. 2.2) to give 3-naphthalen -
| t o H ~d- Ca | { 6 \agisdy; whi ;
63’/!62.?. I@élngg 61‘3121@%%%6%1&) A.t@l%a%fg])’e §,'ggh§1%tlﬁfl BB Aofb] thiophene

solid. M

| waarersseginetthyN-bBomapiseanils- to12iy¢ gatipggparable 2:1-mixture of 3-
| BedRoiak@sy 12-5-%%&@2%&1&&@?&%%@& a splquti 81, Bfhomethyl-3-methyl-
3-naphtha?en- 1-ylmethyl - 'H i n dole- 2-carboxylic
abprrofblfyippkaicer (50 ng, from Exp. 64.2.) in

di methyl formam de (1.5 nm) was added NaH (1.3 eq.),

Eg%/ﬁg]g?(pgfn% %ﬁcérag?h(gcregﬁireaﬂ 23108016 9L cadQo il -acRNGhyl ester was

C . Ethyl brono acetate (33 was added,

t Beumekwith éhéndd -mptireod rypmpmetidd-mathyi-beryedl] thiophene and

beIyME R methyl-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-methyl-benzo[b]thiophen-5-ylmethyl)- 1H-indole-2-carboxylic acid as a
white solid, MS: 320.3.

Example 64

3-Naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid

ors4,
5

==
@]

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



aqueous NH O and AcOet. The organic |layer was dried,
evaporated and the residue was chromat ographed on

W@ edo7mes6tn- hept ane/ AcOEt, 10:1) to gi ve 1- PCT/EP2006/069292
et hoxycar bonyl net hyl - 3- naphthal l1-ylmethyl - IHin
dol e- 2-carboxylic acid ethyl e %er whi ch was
hydr ol yzed as described in the general procedure B

ggxzia? Bea%wé&t r%ﬁgg Iﬁe\ﬁ?;regw pﬁe éor 2%( ;@glprg& e %vsas %artltloned between ice
| ﬁ@ \g&ihhm@/Ae@]gy the ngﬁﬁlp hiyeawamn wadhed| wigh bqﬂleous Na,COs, dried
%n ol e- OX I C ac

ﬁmﬂ?&i‘%‘% fefle YhyRe Cﬁﬁmaﬁo%f?)]i’okée%zo% g%h%)%]lﬁegtagg/lA&OEt
eshy lto @Bt &t (nfapHaldBe- 1f dabOnER Pl H-6dd ode-R-darboxylic acid ethyl ester as

| for was added NaH (1.3 eq.),
gleﬁ%%?oélmgéﬁghﬁﬁ% 22 0C for 30 mn.
I-Bronn 2- met hoxy- et hane (99 ng) was added, the
mo&t 2Ur o iasolstion o€ B-fnaphthalehe-dncripanyl)i tH - dnésle-Retavieemlic acid

o oSOt L i RihpEaeain Nia s AR far BFaHRR Bl tLs m)
Shhd Garr{ny WeptansueAoOBER, °Cor1)1 ho Tieveispension was filtered, the

| T Eorened Bl otipfine BRI BRG) T ends FaPPh R ettt -

hydiotd- yzeld)oaﬁlddaeﬁwhﬁestet o 4 Weitggehier MS: Bpo¢ edus1E] B
Ex to give the title conpound as a white

p.
H e %iﬁa@ﬁ’ﬁla& A PABRAH il PERBR T Gy Sl ngster vas
b1y
ﬁlﬁf@b?@i@/ hd dzbsa?hg:]d 1%h?%ng1§?pﬂéo:ag(;mb g@lﬂpl re2)Bp glv(;: 3-naphthalen-
oAb T B gria S S Sl Pl .
( %000)1, 6\;@000044753) was
xample

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

COOH
N O

L
oH

To a solution of 3-naphthalen-1-ylmethyl- 1H-indole-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 NH4Cl and AcOEt. The organic layer was dried, 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]").



coupl ed wi th 1-brononethyl - napht hal ene and the product

obt ai ned was hydrol yzed to give the title conpound as
wa@2mhiosss2sol id. M5: 301.3 ([ MH )Exanpl e 68 PCT/EP2006/069292

3-(2-Azetidin- |-yl-2-oxo-ethyl)-5-fluoro-

1- napht hal en- 1-yl net hyl - IFLlnﬂ%Ie 2- carboxylic acid

68.1. A mxture of S-carboxynethyl-S-fluoro-

1- naph l en- 1-ylnethyl- | Hindole- 2-carboxylic acid

Exhp mple 33, 0.5 g) in acetylchloride (6.2 )

was heated to reflux for 5 h . The solution was

evapaviechegly-athgl)t eaptabaleue - imiethyt-aHeid dodet carboxylic acid

di et hyl ether to give

6-f | uor o- 9- napht hal en-1 -yl met hyl,;,4, 9- di hydr o- pyrano[ 3,

4- b]indole-I,3-dione as a pale/yellow solid. Ms:

377.4 ([ MFNH 4] +) . 68. 2. sgl ution of

6-fl uor o- 9- napht hal en-1 - -4, 9-di hydro- pyrano[ 3,

4- Db]indole-1,3-dione (1.

added azetidine(5 nmol e) and

22 0C until conpletion of f{ eaction. The m xture

was evaporated and the resid partitioned between

aqueous HC and AcOEt. The organic | ayer was dri ed,

evaporated and the residue triturated with

dlIetdWSHI@tﬁchﬁbf B.aghthaled- - ?lnfbﬂ%ﬂi 16H- ﬁrdole—2 carboxyhc acid ethyl ester

o @m%a@i%ﬁlﬁql@g@g g Re e dat pddeamia (13 <.

43!176 Iﬁu(tlﬁM'vlTﬂs stijred BX 2Pt €01680 min. 1-Bromo-2-methoxy-ethane (99 mg)
fluoro- azetJdln l-ﬁ7% 2- oxo-ethy] [ -5-fl uor
d

0“135 ﬁ‘ég‘?ﬂ HQF SRAXFUrE | Wast HiyradHor; @dzp%ralfl% briavegg jagueous

SNEIM ragd ls)xonma htihal &gaﬂlc Yys®ihy lridd, @vah dixea Qnﬂ)’ch@@@[(ﬁbe was
z:hr]on{art]og?a[?hed on s119<:|a (n- heptane/AcOEt 20:1) to give 1-(2-methoxy-ethyl)-3-

t|rr|ng was continued at

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 semisolid. MS: 358.1 ([M-H]J).

Example 67

I-Naphthalen-1-ylmethyl-1H-pyrrolo[2,3-b]pyridine-2-carboxylic acid

ey
Y&

Using general procedure B, 1H-pyrrolo[2,3-b]pyridine-2-carboxylic acid ethyl ester
(Adams, David Reginald et al., PCT Int. Appl. (2000), W02000044753) was
coupled with 1-bromomethyl-naphthalene and the product obtained was

hydrolyzed to give the title compound as a white solid. MS: 301.3 ([M-H]")



(from Exanple 68.1.) was ring opened with
3, 3-di fluoro-azetidi ne hydrochl oride and NEt3 at 22 0C
WO 200giogss2t he title conpound as a white solid. MI/EED06/@9292
([MH ) . Exanple 70
S- Cycl opr opyl car banoyl net hyl - S PPuoro- 1- napht hal en-
1 yl met hyl - | H i ndol e-2- carboxylic acid
Fl uo 9- napht hal en-1 -yl et hyl - 4, 9-di hydr o- pyr ano[ 3,
Eﬁ? ﬁgﬁle- 1, 3-di one (from Exanple 68.1.) was ring
opened mnth cyclopropylanine at 22 0Cto give the

BB B RIS RuBRt dup N Ryt fl-daore >

1cmbphwhakeh 1-yl met hyl - IH-|ndoIe 2- carboxyllc acid
6- Fl uor o- 9- napht hal en- | -yl et hyl - 4, 9- di hydr o- pyr ano[ 3,
4-b] indole- 1,3-dione (from nple 68.1.) was ring
opened with nethylamne at 22 0Cto give the title
compound as a white solid. M5\389.1 ([MH )

Exanple 72 F OH
5- Fl uor o- 3-[ 2- ( 3- hydr oxy- @ =| -yl)-2-0x0-ethyl]
- 1- napht hal en- 1-yl et hyl | dol e- 2- car boxyl i c acid
6- Fl uor o- 9- napht hal en- 1 -yl yl -4, 9-di hydr o- pyrano[ 3,
4-b] indole- 1,3-dione (fro nple 68.1.) was ring
opened with azetidin-3-o0l an t at 22 0Cto give the
title conpound as a white solid. Ms: 431.3 ([MH )

. Exanpl e 73

68.1. A mixture of 3-carboxymethyl-5-fluoro-1-naphthalen- 1-ylmethyl- 1H-indole-
2-carboxylic acid (from Example 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 pale yellow solid. MS: 377.4 ([M+NH,]").

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 stirring was continued at 22 °C until completion of the reaction. The mixture
was evaporated and the residue partitioned between aqueous HCI 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-1-ylmethyl- 1H-indole-
2-carboxylic acid as a white solid. MS: 417.4 ((M+H]").



3-[ (Et hyl - net hyl - car banoyl ) - met hyl ] - 5-f | uor o- 1 - napht ha
 en-1 -yl met hyl - | H ndol e- 2-carboxylic acid

W®2007 06860t 9- napht hal en-1 -yl net hyl - 4, 9- di hydr o- pyT/BPZID&E069292
4-b] indole- 1,3-dione (fromExanple 68.1.) was ring
opened wi th ethyl met hyl am ne at°%2 oC to gi ve the
title conpound as a white solid. Ms: 417.3 ([MH )
Exanpl e 74 5-Fl uoro- 1-naphthal en-
| Eydmplett@l - 3- (2- oxo- 2-pyrrolidin- 1-yl-ethyl)-
| H i ndol e-2- carboxylic acid

6 F al en- vyl - dj n

T R T R eI S o Rl P A Rl 2 ltany
opEniadolgi -earpgrisiaridi ne at 22 0C to give the title
conpound as a white solid. Ms:_429.3 ([MH ) .Exanple
75 S-Di et hyl car banoyl net hyl - s-flworo- 1- napht hal en-
1-ylmethyl - | Hindol e-2- carbdxylic acid

6- Fl uor o- 9- napht hal en- I -yl net @/I -4, 9-di hydr o- pyrano| 3,
4-b] indole- 1,3-dione (frorﬂ anple 68.1.) was ring
opened with diethyl am ne& O®H o give the title
compound as a white solid, 2 ([MEH +) .

Exanpl e 76 3- Am nonet hyl - 5- 1- napht hal en-

1-yl nmethyl - I Hindole-2-carpgxylic acid 76.1. A

m xture of POCI3 (0.79 m) nmet hyl f ormani | i de
(1.07 mM) was stirred

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 as a white solid. MS: 450.9 ([M-H]).
Example 70

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

carboxylic acid

NH
@]
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-H]).



at 220C for 10 min. To the solid forned was added a
sol ution of 5-fluoro-Inaphthal en- 1-ylnethyl-

wo bbornessbe- 2- car boxylic acid ethyl ester (2. 00PQI/EPIING/069292
Exanpl e 15) in 1, 2-dichloroethapne (25 m) and the
solution was stirred at reflux ?%nperature for 5 h
The solution was poured into a solution of ice-cold
m?}er % q m ) containing sodiumacetate (4.6 g) and
st{¥Pd ‘'was continued at 22 for 2 h . The layers were
separated, the aqueous |ayer extracted with
di-Gghl or t hane.. t he .caonbi ned tracts e I.e
o areT e R P GRRL TRe R Bk S lh S B o>
sicdrbeayligsicdlg n- hept ane/ AcOEt (10:1) to give
5-fluoro-3-fornyl- 1-naphthalen- 1- ylnethyl-

| H i ndol e-2-carboxylic acid etfyl ester as a
colourless solid. Ms: 376.4 H+) .76.2. To a
suspensi on of 5-fluoro-3-formy})- 1-naphthal en-

1-yl methyl - | Hindole- 2= xyti ¢ acid ethyl ester
(1.16 g) in EtOH (35 m) d at 220C pyri di ne

(8.0 m) and hydroxyl am ne hydyochl oride (0.54 g) and
the m xture was heated to r ux tenperature for 2 h .
The m xture was evapor at ed he residue partitioned
between 1 N HO and t-butyl | ether. The organic

| ayer was dried and evaporated to give

55 o0 Ra M AL VWi B9 T8t A dro-phr AP B NA RIdte- 1,3-dione
1-%Inethyllk+ I ndol'e-2- carboxylic acid ethyl ester as

a (legndiempde 68.bamas MBE opgncd with Weethylamine gt@23C tpgiye the title
sebMpb £fa whitd éa)%om@@sx@'z@immm- methyl)- _

1- napht hal en- 1- ylnmethyl- |I'Hindol e-2-carboxylic acid
ethyl ester (1.17 g) in AcOH (75 m) was added at 220C
sbgimpledéet ate (4.9 g) foll owed by portion wise

addi ti on of zinc dust

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

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 azetidin-3-ol and NEts at 22 °C to give
the title compound as a white solid. MS: 431.3 ([M-H]J).



(0.78 g) and stirring was continued at 220C for 3 h .

The m xture was evaporated and the residue partitioned
whedomeess2i ce- col d aqueous 2 N NaOH and t - but yl pet/Rp1006/069292

et her. The aqueous | ayer was extracted several tines;

t he conbi ned organic | ayers wer 8 dri ed and evapor at ed.

The residue was di ssolved in EtOH saturated with HC

(éo m])§,7 the solution was stirred at 220C for 16 h and

evajid t'8d agai n. The residue was suspended in

t-butyl methyl ether and the suspension was filtered to

0BV €EtB yl-ampthyd-ombhayloyD-rhéth ol O~ fluornaphiphah dén- 1-ylmethyl- 1H-

1-y| nethyl - | Hindol e-2-carboxylic acid ethyl ester;

sﬁ%/‘{‘)l?ﬂ;‘tcﬁrbr?fﬂﬂlﬁcoagf chloride as a yellow solid. M

377.3 ([MtH +) . 76.4. 3-Am nonet hyl -5-f| uoro-

1- napht hal en- 1-ylnmethyl- | H i\n’d/ol e- 2-carboxylic acid

ethyl ester; salt with hydrogefi chl oride was

hydrol yzed as described in they general procedure B

(Exp. 2.2) to give 3-am ngpe

1- napht hal en- 1- yl net hyl

hydro-chl ori de as an off-

) . Exanple 77

5- Fl uor o- 3- (et hoxycar bonyl

1- napht hal en- 1-yl nethyl - | I e- 2-carboxylic acid

77.1. To a suspension of 3-am nonethyl-5-fluoro-

1- napht hal en- 1-yl nethyl - | Hi ndol e- 2-carboxylic acid

etitiores?-eaphtbakn- 1vylinkthiyl dOodikyd roty yoan off & 4(H] malwleEk amfpd ree

76. 3., 0. 2 in di chl or onet hane (2. 0. .
2Bt By CREh Doy Pndicpn Bt S LlEReh au il 3P Tt eve he
stitle compgowvabascowltitanodid. MS: 2PDE(FMHILG h . The

ﬁ(J)I e- 2-carboxylic acid
ofid. Ms: 347.4 ([MH

Example 74

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

carboxylic acid

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 pyrrolidine at 22 °C to give the title
compound as a white solid. MS: 429.3 ([M-H]J").



m xture was washed wth 1N aqueous HCO, the organic
| ayer was dried, evaporated and the residue was

wa@ kooansssogr aphed on silica using n-heptane/ ACEEL/EPIN06/069292
gi ve 5- fIuoro-3-(nethoxycarbonélanlno met hyl ) -
1- napht hal en- 1-ylnethyl- I Hin bl e- 2 carboxylic acid
ethyl ester as a colourless solid. Ms: 435.4 ([ MH +)
. . - Fl uor o- 3- (met hoxycar bonyl ani no- net hyl ) -
1Eﬁﬁﬁﬂkﬁglen- 1-yl met hyl - | Hi ndol e- 2-carboxylic acid
ethyl ester was hydrol yzed as described in the genera
pBGmeﬂiyicﬁrtﬁn(chhﬁeth?d 2)flubeo-gina@hthalen-1-ylmethyl-1H-indole-2-

Luoro 3- (met hoxycar bonyl am no- et hyl ) - | napht hal en-
C§1ﬁ§¥ﬁy?l | Hindol e-2-carboxylic acid as a
colourless solid. Ms: 405.5 ([MH ) .Exanple 78
3-(Ethoxycarbony|anino-nethy%}-S-fluoro- 1- napht hal en-
1-yl met hyl - | Hindol e- 2-carboXy\ic acid
3- Ami nonet hyl - 5-f [ uoro- 1- néb Ahalen- 1-yl net hyl -
| Hi ndol e-2-carboxylic a etylOester; salt with
hydr ogen chl oride (from 2~ X
with ethyl chloroformate as d scribed in exanple 77. 1.
to give 3-(ethoxycarbonyl anjsaghet hyl )- 5-fl uoro-
1- napht hal en- 1-yl net hyl - @EZdole-Z-carboxylic acid
()

et hyl ester which was hydr ol as described in the
general procedure B (Exp. 2.2)7to give the title
conpound as a pale yellow solid. Ms: 419.5 ([MH ) .
Exdiipdre- 9ZBaphthalen 1-ylmethyl-4,9-dihydro-pyrano[3,4-b]indole-1,3-dione

:El):(ﬁ‘lé% %B?i? aﬁgiﬁﬁfﬂar E?ﬂ%fﬁggiﬁggylammey at)22 °C to give the title

compound as a white solid. MS: 433.2 ((M+H]").

Example 76

3-Aminomethyl-5-fluoro-1-naphthalen-1-ylmethyl- 1H-indole-2-carboxylic acid
NH,
F ¢)
(I\Q«
N OH

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-1-
naphthalen-1-ylmethyl-1H-indole-2-carboxylic 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, evaporated 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
(IM+H]").



2-carboxylic acid 3-Am nonet hyl - 5-fl uor o-

1- napht hal en- 1-ylnethyl- | Hindole- 2-carboxylic acid
wetdwlessst er; salt with hydrogen chloride (froreERP2ODS/@9292

76.3.) was reacted with isopropgl chl orof ormat e as

described in exanple 77.1. to grve 5-fluoro-3-

(i sopropoxycar bonyl am no- net hyI ) 1- napht hal en-

WA e THASITRSBNER S Seato-daREPY naae AT RS |gumepyf THohdole-2-

p bmeﬁlylfcama eﬁﬁx Bster2( 1206 & én Et@l& (th i) whd zeide@ avm&@q;yﬁama (8.0

aI el%g %@%’%’R}P% rhwﬁ%foﬁw ((0 14% ggl ﬁ%q,] élilee angture was heated to

ér@ﬂuﬁ&hﬁp&mtdrkﬁdr?ﬁl@ | Bredn &aITH QY ﬁWanoM¢(ﬁand the res1(|1ue partitioned
- Am no -5-fluoro-. 1- al.en-

B N HG s bRt AR TEr T afeatichRychapi, dried and
h_y@ﬁr’]p@@ﬂéﬂ abl givd dSeﬂll(cfrbcﬁnlﬁmwmzirﬁgﬁan&h)yl)mmamﬂm&ed ylmethyl-
With 4- njtr n roate as cri i

7 hindpls BB g B o fyPIu ey S SO TSH)").

1- napht hal en- 1-yl nethyl- | Hindol e-2-carboxylic acid
evayl Tot er whittch was Hyldoad- yzﬁyﬂraSyidﬁm‘rhidﬁlqd)-'ﬂmaphmalen-1-

o LG Fate s el ReP 2 T A G5 mb vas
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and the residue partitioned between ice-cold aqueous 2 N NaOH and t-butylmethyl

ether. The aqueous layer was extracted several times; the 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-1-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid ethyl

ester; salt with hydrogen chloride as a yellow solid. MS: 377.3 ([M+H]").

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-aminomethyl-5-fluoro-1-naphthalen-1-
ylmethyl-1H-indole-2-carboxylic acid hydro-chloride as an off-white solid. MS:
347.4 ([M-HJ).



3- Am nonet hyl - 5-fl uoro- 1-napht hal en- 1-yl net hyl -

| H i ndol e-2-carboxylic acid ethyl ester; salt with
whyaroesn chl ori de (from Exanple 76.3.) was r eBCL/EP2006/069292

with acetyl chloride as describeg in Exanple 77.1. to

gi ve 3-(acetyl am no-net hyl) - 5- uor o- 1-naphthal en-

1-yl methyl - | Hindol e-2-carboxylic acid ethyl ester

whi ch washydrol yzed as described in the genera

pEgaepitr’d B (Exp. 2.2) to give the title conpound as a

colourless solid. Ms: 389.5 ([MH ) . Exanple 82

5 - ..

o (e e s AP g g
c drdedscyicpidogrichesl Ani nonet hyl - 5-f1 uoro- 1- napht hal en-
1-ylmethyl - | Hindol e-2-carboxylic acid ethyl ester;

salt with hydrogen chloride (fﬁgnmExanple 76.3.) was
reacted with propionyl chlorideyas described in

exanple 77.1. to give 5 fl orn-HQEnaphthalen- 1-
yl met hyl - 3- (pr opi onyl am @ etNy) - | H-i ndol e- 2- car boxy
lic acid ethyl ester whi chsvas hyg ol yzed as descri bed

in the general procedure B (
title conpound as a col our
) . Exanple 83 5-Fl uoro-3-{ig6butyryl am no-nethyl) -

1- napht hal en- 1-yl net hyl - pdol e- 2- carboxylic acid

3- Ami nonet hyl - 5-fl uor o- 1-naphthal en- 1-yl net hyl -

| BhingQl -2z : i ' h r: i

Py A oagnt CITANaD e %%%Eiﬁﬁgfﬂe? 53} ropBfulent thetnyl 1
wintdeld-Bgagpoyylic acid ethyl ester; salt with hydrogen chloride (from Example

76.3., 0.2 mmole) in dichloromethane (2.0 ml) was added at 22°C methyl

chloroformate (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/AcOEt to give 5-
fluoro-3-(methoxycarbonylamino-methyl)- 1-naphthalen- 1-ylmethyl- 1H-indole-2-
carboxylic acid ethyl ester as a colourless solid. MS: 435.4 ([M+H]").

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-1H-indole-2-carboxylic acid as a colourless solid. MS: 405.5
([IM-H]).



chl oride as described in Exanple 77.1. to give
5-fl uoro-3-(isobutyryl am nonet hyl)- 1-naphthal en-
wd. 2007686kl - | Hin dol e-2-carboxylic acid et hyPCEEPB®NG6/069292
whi chwas hydrol yzed as described_in the genera
procedure B (Exp. 2.2) to give Phe title conpound as a
colourless solid. Ms: 417.5 ([MH ) . Exanple 84
5- Fl uor o- 3- ( net hanesul f onyl am no- et hyl ) -
1Erappktvdl en- 1-yl nethyl - | Hindole- 2-carboxylic acid
3- Am nonet hyl - 5-fl uoro- 1-napht hal en- 1-yl net hyl -

(o - 2= [ cd ro_ 1S bRy
e R e Bublol afihgten ISRkl tf-indole
tarbpayhad@dul f onyl chlori de as described in Exanple

77.1. to give 5-fluoro-3- (isobutyrylam no-nethyl)-
1- napht hal en- 1-ylnethyl- | Hi e- 2-carboxylic acid
ethyl ester which was hydrol yzgd as described in the
general procedure B (Exp.2.7) Mt® give the title
conmpound as a pale yellg ol M5: 425.4 ([MH )
Exanpl e 85 3- ( Et hanesul f Bm @t met hyl ) - 5-f | uor o-
1- napht hal en- 1-yl net hyl - /i ndol e-2- carboxylic acid
3- Am nonet hyl -5-fluoro- 1 pht hal en- 1-yl net hyl -

| Hi ndol e- 2- car boxylic aci yl ester; salt with
hydr ogen chl oride (from Exanpbe 76.3.) was reacted
wi t h et hanesul fonyl chloride as described in Exanpl e

7§ Aminofh @ WS- fioro-1-naphthalen- I-ylmethyl- H-indole-2-carboxyli id
(S RARCSPRE R, e i Ry Teime il S ipdqlehepapate el
1 efyhestasygalt with hysiegea-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
title compound as a pale yellow solid. MS: 419.5 ([M-H]").

Example 79

5-Fluoro-3-(isopropoxycarbonylamino-methyl)-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
isopropyl chloroformate as described in example 77.1. to give 5-fluoro-3-
(isopropoxycarbonylamino-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 pale yellow solid. MS: 433.3
([IM-H]).



carboxylic acid ethyl ester which was hydrol yzed as
described in the general procedure B (Exp. 2.2) to give
wo b7tk e conpound as a col ourl ess solid. NMS:PABRP206/069292
([MH ) . Exanple 86 5-Fl uoro-3-nethylam nonet hyl -
1- napht hal en- 1-yl net hyl - | i na®l e- 2- car boxylic acid
86 1. To a solution of 5-fluoro-3-fornyl-
ﬂg # len- 1-ylnethyl- |Hindole- 2- carboxylic
B ester (from Exanple 76.1., 0.60 g) in MeOH
(5.0 m), AcOH (0.92 m), tetrahydrofuran (2.0 m) and
ﬂétﬂ]yéro&?ﬁd’mly(lﬁmwbhﬁthﬂﬂﬁ naphzhaidn) 1 wasetadid Hd-ipdsle2anrboxylic
Na(CN) BH (202 ng) and stirring was continued at
22@* for 3 h . The mixture was evaporated and the
resi due partitioned between 1N aqueous HCO and
di chl or net hane. The pH of the agueous | ayer was
adjusted to 11 using NaOH, extratted with
di chl oronet hane, dried apd gvaporated to give
5-fluoro-3- nethylam none napht hal en-
1-yl methyl - | Hindol e-2-carfoxyl i@ acid ethyl ester as
a colourless oil. Ms: 391.3 H +) . 86.2.
5- Fl uor o- 3- net hyl am nonet h 1- napht hal en-
1-ylnmethyl - | Hindole-2- ca lic acid ethyl ester
was hydrol yzed as descri bed i he general procedure B
(Exp. 2.2) to give 5 quoro 3- met hyl am nonet hyl -
1- napht hal en-_ 1- - | Hi ndol e- 2-carboxylic acid
as AP BemsERyl és%u%rarlu aapwlergé1ymef@[ﬂvllﬂqmyiole %%‘fb‘P’é/hS? acid
3et|B|yIT&ftdEiy b vitR Mgt Fogkn Shiolride ( froml Exeapplt H8/3eNwas reacted with 4-
1}1}@0%% }’1 formatlengg) | Sés%r_ibed in Example 77.1. to give 5-fluoro-3-

formylaminomethyl-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 ([M-HJ).

Example 81

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

o

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

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



carboxylic acid 5-Fluoro-3-fornyl- 1-naphthal en-
1-ylmethyl - | Hindol e-2-carboxylic acid ethyl ester

w@ booansdaxanpl e 76.1.) was reacted wi th di met hyPCERP2066/069292
as described in Exanple 86.1. to give
3-dinethylaninonethyI-S-fIuoro-53-naphthalen-
1-ylmethyl | H indol e-2-carboxylic acid ethyl ester

i ch.was hydrolyzed as described,in engral . .
bR SERUARE sRXEITIptA 31 A8 R BB (B oo aivaghg e
cobrapolhebss S@lldudlesdddlid 3VIS: BBAJ (WWHH])). . Exanpl e 88
5- Fl uor o- 3-[ (i sopropyl - net hyl - am no) - net hyl ] -

1- napht hal en- 1-yl net hyl - | H ndol e- 2-carboxylic acid

5Ekdmuple@23- f or nyl - 1- napht hal en- 1-yl net hyl -

| H i ndol e-2-carboxylic acid ethyl ester (from Exanple

76 , . . ‘

o iR RARLET, ki SHpERAL R Ko ARHH- AT indole 2

5cabawylisasid (i sopropyl - net hyl - ami no) - net hyl ] - | napht hal
en- 1l-ylnmethyl- | Hindole-2-carboxylic acid ethyl

ester which was hydrol yzed as é%se(ibed in the genera

procedure B (Exp. 2.2) to give the title conmpound as a
col ourl ess solid. MS: 4Q3, [M'H] ) .Exanple 89

5- Fl uor o- 3-[ (met hoxycar bd ptflyl - am no) -net hyl ] -1-n
aphthal en-| -yl methyl | H i g- 2-a¢ar boxylic acid

5- Fl uor o- 3- et hyl am nonet hyl - /1- napht hal en-

1-yl nmethyl - | Hindol e-2-ca ylic

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
propionyl 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-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 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



acid ethyl ester (fromExanple 86.1.) was reacted wth

met hyl chl orof ormate as described in Exanple 77.1. to
w@eae/088621 uor o- 3- [ (met hoxycar bonyl - et hyl - am nNBQF/EP2006/069292

nmet hyl ] - 1-napht hal en- 1-y|nethgl- | Hin

dol e-2-carboxylic acid ethyl es @r which was

hydr ol yzed as described in the general procedure B

(Exp. 2.2) to give the title conpound as a col ourl ess

f easmhydiSlyzdd 8s desCfitddHh the gedexalnpbecdade B (Exp. 2.2) to give the title

3- C . - A methyl ]-5-fl uoro-
19%1%15{)1%% Seaﬂowqﬁy?sn@hmsﬁﬂﬁn@y gﬁ )2- carboxylic acid
5- Fl uor o- 3- et hyl am nonet hyl - 1- napht hal en-
1Epamele - | Hindol e- 2-carboxylic acid ethyl ester
(from Exanple 86.1.) was reacted with ethyl

C Bl @ 03- (Faé@ aR&udes@hmbRmieth yEX BBpieth £ién U-ylhit1gj1 eI -indole-
32[5 thog¥ca5bonyl-nethyl-anino)-nethyl]-S- fl uoro-
11 ﬁ%ﬂ"ﬁ T 1-yInethyl - | Hindole- 2-carboxylic acid
et hyl ester which washydrol yzed as described in the
general procedure B ( Exp. 2.2)(¥p%give the title
conmpound as a col ourless solid—Nb: 433.5 ([MH ) .
Exanpl e 9 1 5-Fl uoro- 3- [ (orm ®t hyl - ami no) - net hyl ] -
1- napht hal en- 1-yl net hyl - e- 2-carboxylic acid

5- Fl uor o- 3- net hyl am nonet hyl - 1- napht hal en-
1-yl met hyl - | Hindol e- 2-car ylic acid ethyl ester
(from Exanple 86.1.) was re wi th 4-nitrophenyl

formate as described in Exanp 77.1. to give
5-fluoro-3-[(fornyl-nethyl -am no) - net hyl ] -1 napht hal en-

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
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: 425.4 ([M-HJ").

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



1-yl nethyl - | Hindol e-2-carboxylic acid ethyl ester

whi ch was hydrol yzed as described in the genera
w@emcoeisee B (Exp. 2.2) to give the title conpPCIEPRS6/@69292

colourless solid. Ms: 389.5 ([MH ) . Exanple 92

3-[ (Acetyl - met hyl - ani no) - met hyl P15-f1 uor o-

1- napht hal en- 1-ylnethyl- | Hindole- 2-carboxylic acid

5- Fl uor o- 3- et hyl am nonet hyl - 1- napht hal en-

1pydcadhirkyB ¢ExXpH2 2 do ke Zhcarid oxypoundagd dcadovimydss eslide MS: 439.4

(gﬁgﬂﬁfyanple 86.1.) was reacted with acetyl chloride

a escribed in Exanple 77.1. to give

3-[(acetyl - met hyl - am no) - net hyl ] -5-fl uor o-

1Exappler’al enl-yl met hyl - | Hi ndol e- 2-carboxylic acid

et hyl ester which was hydrol yzed as described in the

061181 o - PhRes M B oB et i1 -n bhZ alér 1 Gl erhiy N EHtihHle-2-carboxylic

conmpound as a pal e yéﬁFOM/ﬁzlid. N%? 40%.5 ([MH ) . g

ERdhpl e 93

5- Fl uor o- 3-[ (et hanesul f onyl - net hyl - am no) - net hyl ] -

1- napht hal en- 1-yl nethyl | H ingoke-2-carboxylic acid

5- Fl uor o- 3- met hyl ami nonet apht hal en-

1-ylnethyl - | Hindole-2-c | i"g, acid ethyl ester

(from Exanple 86.1.) was reacted wth nethanesul f onyl

chloride as described in le 77.1. to give

5-fl uoro- 3-[ (et hanesul f ony hyl -am no) - nethyl]-

1- napht hal en- 1-ylnethyl- | H dol e- 2-carboxylic acid

et hyl ester which was hydrol yzed as described in the

g86.ér B a prlogedof & flBooE3fornyl-Ay naphtigilane 1 tyheethjlt 11é-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 methyl amine (2 M in THF, 3.2 ml) was
added portion wise Na(CN)BH3 (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 using
NaOH, extracted with dichloromethane, dried and evaporated to give 5-fluoro-3-
methylaminomethyl- 1-naphthalen-1-ylmethyl- 1H-indole-2-carboxylic acid ethyl
ester as a colourless oil. MS: 391.3 ((M+H]").

86.2. 5-Fluoro-3-methylaminomethyl- I-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-methylaminomethyl- 1-naphthalen- 1-ylmethyl- 1H-
indole-2-carboxylic acid as a colourless solid. MS: 361.4 ([M-H]").



conpound as a colourless solid. Ms: 439.4 ([MH )
Exanpl e 94

w@2¢o¢aedeyl - met hoxycar bonyl - am no) - net hyl ] - 5- f | BOT/BP2006/069292
1- napht hal en- 1-yl nethyl | H indgle- 2-carboxylic acid
5- Fl uor o- 3-f or nyl - 1-naphthalen-21-ylnethyl-
| H i ndol e- 2-carboxylic acid ethyl ester (from Exanple
76.1.) was reacted with ethyl am ne as described in
EXampple 886. 1. to give 3-et hyl am nonet hyl - 5-f | uor o-
1- napht hal en- 1-yl nethyl- | Hindole- 2-carboxylic acid
CRI T R LR RO AR AR TR 1 page
3cqrpextifiacifiet hoxycar bonyl - ani no) - et hyl ] - 5-
fl uoro-1-naphthal en-1-yl nethyl-I Hindol e-2-carboxylic
acid ethyl ester which was hydrgf yzed as described in
the general procedure B (Exp. 2.2) to give
3-[ (et hyl met hoxycar bonyl - @ ny)y<met hyl ] -5-fl uoro-
1- napht hal en- 1-yl net hyl - ™A "hdot'e- 2-carboxylic acid
as an off-white solid. Ms: 5 ([MH ) . Exanple 95
5- Fl uor o- 3- hydr oxynet hyl - 1«E}- t hal en- 1-yl et hyl -
| Hi ndol e- 2- carboxylic acid uor o- 3-for nyl -
1- napht hal en- 1-yl nethyl - | H1mdol e-2-carboxylic acid

e | ester rom Exampl e 76..1..) s, reduced as .

i R G B T T e s R
apstai fiemt Bxgnple T6.1.) warsoredetby dvidx Wiraéthyl amine as described in
1-napht halen- 1- ylnethyl-.IHin -2-carb l.ic. acid
SERRM 0B e Y U e s Mo h e T by
géHeihdble@-caboxiylie aBid( &kid. esier 2yhidtowgs Medroheed bt Hescribed in the
ngﬁjegzlﬂ?)goc%aur% B (Exp. 2.2) to give the title compound as a colourless solid. MS:

375.5 ([M-H]").

Example 88

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

indole-2-carboxylic acid

g
o,
&

5-Fluoro-3-formyl-1-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid ethyl
ester (from Example 76.1.) was reacted with i-propylmethyl amine as described in
Example 86.1. to give 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 title
compound as a colourless solid. MS: 403.5 ([M-H]).



white solid. Ms: 348.3 ([MH ) . Exanple 96
3- Et hoxynet hyl - 5-fl uoro- 1-napht hal en- 1-yl nethyl -

WO bbornessbe- 2- car boxylic acid To a sol ution PCT/EP2006/069292
5-fl uoro- 3- hydr oxynet hyl - 1-napht hal en- 1-yl nethyl -
| Hindol e- 2- carboxylic acid eb yl ester (51 ng, from
Exanpl e 95) in dichloronethane (0.5 nl) was added 10
n% of g%gyl i socyanate and stirring was continued at
220E"P6°716 h . 4-Di et hyl ami nopyridine ( 17 ng) was
added and stirring was continued at 220C for 4 days.
THeFlwdrot 34 (@n sk yeinbo it v gthg p hideh ) im&h i dan aphitiden - 1-ylmethyl-

n- hept ane CEt. (1:1) to give
3-1gf1ﬁ§}9§é4'ﬁa§ﬁ%ﬂﬁ]8§?§‘ﬁet hyl - 5-f | uor o- 1- napht hal en-

1-ylnmethyl - | Hindole-2- carboxylic acid ethyl ester

as a colourless solid. Ms: 471.9% ([M:Na] +) . The

product was dissolved in EtOH (Nl M), diluted with IN

aqueous NaCH (0.187 m)_and the 1<g'xture was heated to

450C for | h . The rrixtu]f%%Z ?{(l dified wwth AcOH and

purified by HPLC (RP- 18, w20, gradient) to

gi ve 3-et hoxynet hyl -5- fluoro-y 1-naphthal en-

1-ylnmethyl - | Hindole-2-caybexylic acid as a white

solid. Ms: 376.5 ([MH ) pl e 97

3- Car boxynet hyl -5-fl uoro- |- | uor o- napht hal en-

1-ylmethyl)- I Hindole- 2- carboxylic acid Using

general procedure B,

33ty arebgtarh e triey y1-3 - faph dradent Hylmetbylelt2-indole-2-carboxylic

car:ha i Ld e r ' )err: '

A5 0o BT, S rae DI GRIR RO o
described in Example 77.1. to give 5-fluoro-3-[(methoxycarbonyl-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 foam. MS: 419.5 ([M-HJ).

Example 90

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

(@]
O
?’\/
N
N
F o
A\
N OH

5-Fluoro-3-methylaminomethyl- 1-naphthalen- 1-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)-methyl]-5-
fluoro-1-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid ethyl ester which was



(from Exanple 49.3.) to give
3- et hoxycar bonyl net hyl -5-fl uoro-1-(7-
wo bawanessmapht hal en- 1-ylnmethyl)- IHin PCT/EP2006/069292
dol e- 2-carboxylic acid ethyl ester which was
hydrol yzed as described in the 6 neral procedure B
(Exp. 2.2) to give 3- carboxynethyl-5-fl uoro-

r apht hal en- 1-vyl | e-2- .

i BabgT o dERansE 3 i racaD T, B S 2} i Bjveythe dte
. Exapphed &5 Gidirteed oyl celiSbadsyd(vethyl - S-f | uor o-

I-(7 fluoro napht hal en- 1-yl nethyl)- | Hi ndol e-
2 Carbféﬁllc aci d S-Carboxynet hyl - S-fl uor o-

ro- napht hal en- 1-yl nmethyl)- | Hindole- 2-
carboxyllc acid (from Exanple 97) was converted to
6 S{Hluaoe3- B¢ flinuah grapihbhaleelinyl]- 1-naphthalen- 1-ylmethyl-1H-
I -y] methyl.) -4 9-dj hydro- pyranol[ 3, 4-b]i ndol e- 1, 3-di one
agxgégéf¥%%5wﬁﬁwﬁLanple 68. 1. which was converted
according to Exanple 68.2. but using dinmethyl amne to
give the title conpound as a whi{e solid. Ms: 421.0
([MH ) . Exanple 99 5-Chl oro-
|- (7-fluoro-naphthal en- 1-yl mej )N)
| H i ndol e- 2- carboxylic a 7general procedure B
5-chl oro-I Hindol e-2-carb L ¢ agjd ethyl ester was
coupl ed with |-brononet hyl -7-fluor o- napht hal ene (from
Exanple 49.3.) to give 5-chks
| - (7-fluoro-napht hal en- 1- yl) -
| H i ndol e- 2- car boxylic acid ester which was
hydrol yzed as described in the—general procedure B
(Exp. 2.2) to give the title conpound as a white
S 8! HlgbroMSimedbZargin6btl- 1) napbXaNRL & ykR&hyl- 1H-indole-2-carboxylic

acid ethyl ester (from Example 86.1.) was reacted with 4-nitrophenyl formate as

described in Example 77.1. to give 5-fluoro-3-[(formyl-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: 389.5 ([M-H]).

Example 92

3-[(Acetyl-methyl-amino)-methyl]-5-fluoro-1-naphthalen-1-ylmethyl-1H-indole-

2-carboxylic acid

&

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-



| - (7- Fl uoro- napht hal en- |-yl nethyl)-5-nethyl -

| H i ndol e- 2-carboxylic acid Using general procedure B,
wW®@2000686Lt | H- i ndol e”-carboxylic acid ethyl estBCT/REE06/069292

coupled with | -brononet hyl -7-fl ugr 0- napht hal ene (from

Exanple 49.3.) to give |-(7-fl ub o- napht hal en-

| -yl methyl)-5-nmethyl- | Hindol e-2-carboxylic acid

L A

c daqecibadlinade @ednaltpeocedliedB (IMMp. 2332 givé [ tifle Jompound as a pale

Ex le 101 | -(7- - napht hal en-
I @[I;p%ﬁ@l #-844% ﬁyfigﬁgr H i ndol e- 2- carboxyl i ¢ aci d
Usi ng general procedure B,

4FErmhpe¥y- | H i ndol e- 2-carboxylic acid ethyl ester was
coupled with | -brononet hyl -7-fl uor o- napht hal ene (from

le 49.3.) t ' | - (7-11. - ht hal .en-
%%ﬁﬁ%‘?ﬁ%}&f@%ﬁ %ﬂg? ‘Hg%l{ilyiﬁfﬁtéﬁﬁggﬁ g{' g{e@‘g’?}ﬁ L—Q%P l?trgl alenslaylmethyl-
etl Hyindekt 2earbbiytie avds hydrol yzed as described in the

general procedure B (Exp. 2.2) to give the title
conmpound as a white solid. NS 34}8.3 ([MH ) .Exanple

102 3- Car boxynet hyl - | -(7-fl uoreshapht hal en-
1-yl methyl)- | Hindol e- 2- carboyxy{ic acid Using general
procedure B, F o

S- met hoxycar bonyl et hyl - | @ dot«-| - carboxylic acid

met hyl ester (prepared according To lit. 2) was
coupled with |-brononet hyl - Tl uor o- napht hal ene (from
Exanple 49.3.) to give

| - (7-fluoro-naphthal en-1yl rret) -

3- met hoxycar bonyl et hyl - | H i ndol e- 2- car boxylic acid

met hyl ester
5-Fluoro-3-methylaminomethyl- 1-naphthalen- 1-ylmethyl- 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 ([M-H]).

Example 94

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

o}

?’O
\
N
N
F 0
(I\Q
N OH
5-Fluoro-3-formyl-1-naphthalen-1-ylmethyl-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-1-naphthalen-1-ylmethyl-1H-indole-2-



whi ch was hydrol yzed as described in the genera
procedure B (Exp. 2.2) to the title conpound as a
wokioreessol i d. MS: 375.9 ([MH ) . Exanpl e 103PCT/EP2006/069292

3- b met hyl car bamoyl met hyl - |- (7-f1 uoro-napht hal en-
1-yl methyl )- | Hindol e- 2- carb8&ylic acid
3- Car boxynet hyl - |-(7-fluoro- napht hal en- 1-yl net hyl) -

| e-2- |
cbibBRsaaad Shost s, ST Sk it T IRy by b ormate as
4 dBsceibéry tr Bxapyplario[13 tét glvk iz ethet- maﬁy@mleomadms@rmbmgm 5-

P PSS teg e VeRS B OB <She RS M P which was

t hycﬂxellyz&np@ dadrigsd &n MY péhesdd | procedVs BATRp 52.0] M Iefve)3-[(ethyl-

e 104 . .
-%Y%B%@%&HHP%{H&HUN:@-%{%gﬂnfp%the}?afh&w&&ﬂﬂ&hwdgle-

mprarbwbyicid ddHdinnstehite 20lRMRINGS.5 ¢(Maid).104. 1.

I -(7 FI uor o- napht hal en-1 -yl met hyl ) -1 Hi ndol e- 2- car boxy
i{ﬁ% ethyl ester (from Exanple 49.4.) was

H%P d to |-(7-fluoro-napht hal en-1 -yl met hyl ) - 3-

for nyl -1 H i ndol e- 2- carboxylic acid ethyl ester as

dédtui orbeth ydrokuanthlye 1-a@phAthalk@4l-2imethyl- 1H-indole-2-carboxylic acid

| - (7- Fl uoro-naphthal en- |-yl nethyl)-3-fornyl -

| H 1 ndol e- 2-carboxylic acid eth CJH ester was converted

5-Fluoro-3-formyl-1-naphthalen-1-ylmethyl-1H-indole-2-carboxylic 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-fluoro-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]).

Example 96

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

To a solution 5-fluoro-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-



104. 3. 3-Am nonethyl - |- (7-fluoro-naphthal en-
1-ylmethyl)- | Hindol e-2- carboxylic acid ethyl ester;

wa@ adov/ogsiceh HCl was converted to PCT/EP2006/069292
| - (7-fluoro-naphthal enl -
yInethyl)-3-(nethoxycarbony|aniﬁ%-nethyl)-
| H i ndol e-2-carboxylic acid ethyl ester as descri bed

it ﬁ’é@%{uﬁp%ﬁa@@gﬂbﬁg@s _d%'(;_%'%%( %teergingfv\vﬁg%%ﬁ{iﬁl?e%dat bBoC for

| 4(d4yd. Themixtoaphiduhkenalogidpied by kiliedBusing n-heptane/ AcOEt (1:1) to

th b | gm no-nethyl ) -1 Hi | .e-2- i
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| flGdrdf 1 wapecharpht aleaiidl1HyIna®teh¥ karboxylic acid as a white solid. MS:
3-§%§Lﬁﬁ fulfonylanino-nethyl)-lFLindoIe-Z-carboxyIic
ach 3? kster which was hydrol yzed as described in

t he general procedure B (Exp. 2.2) to give the title

Eggﬁﬁﬁgqqgg a colourless solid. Ms: 425.4 ([MH )

| - (7- Fl uor o- napht hal en-1 -yl met hyl ) - 3- [ (met hoxycar bony|
- Artanhoxyamdting) S-flwetohl | 7-fluotoHh dphdiod len-2-ydmetho Ry H-¢n dodé-@-
108bdxylic acid _
| - (7- Fl uoro- napht hal en-1-yl net hyl )-3-fornyl -1 Hi ndol e-
2-carboxylic acid ol

O

F 0
A\

&

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

OH

F

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)-1H-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)- 1H-indole-2-
carboxylic acid as a white solid. MS: 394.1 ([M-H]").



et hyl ester (from Exanple 104.1.) was converted to
| - (7-fluoro-naphthal en-1yl net hyl) -
w@200pb8skam nonet hyl -1 H i ndol e- 2- car boxyl i ¢ acPdr/EPivgé/069292

ester; salt wwth HCO as descri bgg i n Exanpl e 86. 1.

106. 2. |- (7-Fl uoro-napht hal en-

| -yl met hyl) - 3- met hyl am nonmet hyl - | Hi ndol e- 2-

\M%f‘boﬂlé hc acid ethyl ester; salt with HOJ was reacted
£ chl orof ormat e asdescri bed in Exanple 77. 1.

to give | -(7-f| uor o- napht hal en-1 -yl net hyl ) - 3-

[ Grmtrﬂwh(ylaﬁtbhﬁaylhreﬂmuﬁyﬂudim InO)-Awabmdphthalen-1-ylmethyl)- 1H-
| e-2-car bo yIic acid ethyl ester which was

W&?'?‘f@‘a")ﬁh% ribed in the general procedure B

(Exp. 2.2) to give

| - (7-fluoro-naphthal en-1-yl mst\hll ) - 3- [ (met hoxycar bonyl

-net hyl -am no)- nethyl]-1Hinddl e-2-carboxylic acid as

a white solid. M5: 419.5 ([MH, ) . Exanple 107

3- [ (Et hoxycar bonyl - met hyf<.an ) -Arethyl [-1-(7-fluoro-n

apht hal en- | -yI nmet hyl)- I H g- carboxylic acid

- H-| ndol e- 2 carboxyl ic ac
HC was reacted with ethyl
in Exanple 77.1. to give
3-[ (et hoxycar bonyl - met hyl -am no) -nmet hyl ] -1 -
(7-fluoro-naphthal en-1-yl nethyl)-IHindol e-2-carboxyl i
c 3ééﬂrhowravhlylésﬂw0v%(7cﬁumnwmaé¢w retmelhylrdst md@&ﬂ-

' BarbB?ylﬂeH&Hakfr&h‘J%QMF% 7{ B¥R cgn?e)fteﬁotcg' 6’ ﬁu&ﬂ?)e9 (7 fluoro-
title conpound as a brown solid M H
) naplthalapileylmethyl)-4.9- dlhydro pyrano[3,4- b]mdole 1 3 dlone as described

et hyl ester salt with
3% of ormat e as descri bed

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-HJ).

Example 99

5-Chloro-1-(7-fluoro-naphthalen-1-ylmethyl)-1H-indole-2-carboxylic acid
Cl 0]
0
N OH

Using general procedure B, 5-chloro-1H-indole-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)-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: 352.2 ([M-H]").



| - (7- Fl uor o- napht hal en-1 -yl et hyl ) - 3-[ (et hanesul f onyl

-met hyl -am no)- nethyl] -1 Hindol e-2-carboxylic
wa@eiodioes6Zt FI uor o- napht hal en-1 -yl nmet hyl ) - 3- net hp¢ BRP20061869292

thyl -1 H i ndol e- 2- carboxylic acig ethyl ester; salt

with HO was reacted with nethaf sul fonyl chloride as

described in Exanple 77.1. to give

[ -(7-f o- napht hal en-1 -yl met hyl ) - 3- [ (et hanesuh

cg%?Ppkggﬁyl-anino)-nethyl]-lF#indole-z-carboxylic

acid ethyl ester which was hydrol yzed as described in

th ner al ocedur 2 t.o.gi.ve the titl.
N G S D
Exanpl e 109 o

5- Fl uoro-I-(7-fluoro- napyl nmet hyl ) - 3- ( met hoxy
car bonyl am nonet hyl ) - | H Pe&0tNe- 2ogar boxyl i ¢ acid

3- Ami nonet hyl - 5-fl uoro- |- (7-ffuoro-napht hal en-
1-ylnmethyl)- | Hindole-2-
salt wwth HO (prepared ac
was converted to
5-fluoro-I-(7-fluoro-naphthal en-1-yl nethyl)-3-

( wBinfoeyieal basydari B G- ety H- Indolentiohr@oRylicaichbatili ester was

i d h t i bed i I 7.1. h )
S gt M SRt SR E T A an Tor R s FaymledDLE D tp eive
(Ei(paﬂﬁra—haamggg:ﬂel—ylhif“t}tyil)t—ﬁ-endih)ﬂpl lQ{Hilfﬂl 10&52&aﬂm|x91w | R85 ethyl
SOl 1 d. X . a e
S S et SR I S st hat o R S mypedace BréERmA) o
S givt ewytittndongpot@ti Ay b white solid. MS: 332.3 ([M-HJ").

Example 101

1-(7-Fluoro-naphthalen- 1-ylmethyl)-4-methoxy- 1H-indole-2-carboxylic acid

OMe

O
@34
N OH

Lo

Using general procedure B, 4-methoxy-1H-indole-2-carboxylic acid ethyl ester was
coupled with 1-bromomethyl-7-fluoro-naphthalene (from Example 49.3.) to give
1-(7-fluoro-naphthalen- 1-ylmethyl)-4-methoxy- 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]").



| Hi ndol e- 2-car boxyl i c aci d3- Am nonet hyl - 5-f| uor o-

| -(7-fluoro-naphthal en- 1-ylnethyl)- | Hindole-2-
w@20000886ki ¢ acid ethyl ester; salt with HO (pPepEP®U6/069292

according to Exanple 104.2.) was_converted to

5-f|uoro-l-(7-f|uoro-naphthalenj@-ylnethyl)-S-

(met hanesul f onyl am no- net hyl ) - I H i ndol e- 2- car boxyl i c

a&jd e%ﬁék ester as described in Exanple 77.1. which

$ARY yzed as described in the general procedure B

(Exp. 2.2) to give the title conmpound as a col ourl ess

S 8iGaiboAvimetByl 3L-67- (I ddoH] aphthaldnx &yrh &h ¥l H-indole-2-carboxylic

5- Fl.uoro-1-(7-fluoro-naphthal en-1-yl et hyl)-3-[ (nmethox

y@4fbonyl - net hyl ami no) - met hyl ]-1 Hi ndol e- 2- car boxyl i ¢

acid 3- Am nonet hyl -5-fluoro- |-(7-fluoro-naphthal en-

1-ylmethyl)- I Hin dole-2- cgttboxylic acid ethyl

ester; salt with HO (prepa@d according to Exanple

104.2.) was converted to

[ (et hoxycar bonyl - net hyl - afi n®) - ket hyl ] -

| H i ndol e- 2- carboxylic aci hyl ester as descri bed
in Exanple 77.1. which was drolyzed as described in
the general procedure B (EX ) to give the title
conpound as a col ourl ess soli M5: 437.5 ([MH )

. Exanple 112

3-[ (Et hoxycar bonyl - met hyl - ami no) -nmet hyl ] -5-fluoro-1-(7
-fl uoro-napht hal en-1yl nethyl )- | Hindol e- 2- carboxylic

a%lsﬁil g general procedure B, 3-methoxycarbonylmethyl- 1H-indole-2-carboxylic acid
methyl ester (prepared according to Lit. 2) was coupled with 1-bromomethyl-7-
fluoro-naphthalene (from Example 49.3.) to give 1-(7-fluoro-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]J).

Example 103

3-Dimethylcarbamoylmethyl-1-(7-fluoro-naphthalen- 1-ylmethyl)- 1H-indole-2-

carboxylic acid

3-Carboxymethyl- 1-(7-fluoro-naphthalen- 1-ylmethyl)- 1H-indole-2-carboxylic
acid (from Example 102) was converted to 9-(7-fluoro-naphthalen-1-ylmethyl)-
4,9-dihydro-pyrano[3,4-b]Jindole-1,3-dione as described in Example 68.1. which



3- Am nonet hyl -5-fluoro- |- (7-fluoro-naphthal en-

1-ylmethyl)- I Hin dole-2- carboxylic acid ethyl
we@saoenesesalt with HC (prepared accordi ng t o ExEIpPm®06/069292

104.2.) was converted to

3-[ (et hoxycar bonyl - net hyl - am noY1 met hyl ] -5-fluoro-1-(7

- fluoro-naphthalen- 1-ylnethyl)- IHin

dol e- 2- L . id eth ter. as.d i hed | :
ERanp R Vi i e i 210 B ERirBEB LT DBtd fvg s tte
genapadnisacellity ®1iB. MBx403.2([R)-H]0. gi ve the title

conpound as a white solid. Ms: 451.5 ([MH )

anpl 3
5- I‘E?nrﬁlﬂ%&g’%-(rf| uor o- napht hal en- | -yl net hyl ) - 3- [ (et han
esul f onyl - met hyl am no) - nethyl]-I Hi ndol e-
2 g arHhwor'y Hi ap héetcilah - B-yAneth st (mydth Sxyichitbon plamin o-methyl)-1H-
I - (7~f uoro-n@oht alen- 1-ylnethyl)- I Hin dole-2-
céﬂ%%zgfﬁf@oéé&' o Ethyl ester; salt with HO (prepared
according to Exanple 104.2.) was converted to
5-fluoro-I1-(7-fluoro-napht hal el |-yl net hyl ) - 3-
[ (et hanesul f onyl - met hyl - ami no)-nmethyl ] -1 Hin
dol e- 2-carboxylic acid ethyl /eSter as described in
Exanple 77.1. which was
general procedure B ( Exp.
compound as a white solid. 457.4 ([WMH ) . Exanpl e
114
3- D net hyl car banmoyl net hyl - | uor o- benzo[ b] t hi ophen
-3-yl net hyl) -1 H ndol e- 2-carbdxylic acid
3- Car boxynet hyl - | - (5-fl uor o- benzo[ b] t hi ophen- 3-yl net hy

| )l(_)A ﬁf—P?qﬂu%foz—haphthalen— 1-ylmethyl)- 1H-indole-2-carboxylic acid ethyl ester
(from Example 49.4.) was converted to 1-(7-fluoro-naphthalen- 1-ylmethyl)-3-

t give the title

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-ylmethyl)- IH-indole-2-
carboxylic acid ethyl ester; salt with HCI was converted to 1-(7-fluoro-naphthalen-
I-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-HJ").



carboxylic acid (from Exanpl e 59) was converted to
9- (5-fl uorobenzo[
whdonioesgsben- 3- yl net hyl ) - 4, 9- di hydr o- pyr ano[ 3, 4r@i/EP2006/069292
i ndol e- 1, 3-dione as described in Exanple 68.1. which
was converted according to Exanﬁ@e 68. 2. but using
di mnet hyl amne to give
3-di ne car banoyl net hyl - | - (5-f | uor obenzo|
bFFﬂPB%Hé% 3-ylmethyl)-1Hindol e- 2-carboxylic acid as
a white solid. Ms: 409.4 ([MH ) . Exanple 115
| 4{(3-Hhh arormaplhetinzed]- blytrieta phanmdet e Iyt ylardinormaéthah elgiH

fonylapin | Hi ndol e- 2-carboxylic acidll5. 1.
u&%&‘?&ﬁ@%ﬂ%ﬂyﬂb‘%edure B, 3-fornyl-IHin

dol e- 2- car boxylic acid ethyl ester was coupled with
3- br ononet hyl - 5-f | uor o- benzo[plthlophene (lit. 18) to

give 1- =F=o

(5-f1 uor o- benzo[ b] t hi ophen- 3- ﬁethyl) 3-fornyl -1 Hind
ol e-2-carboxylic acid et te as white solid. M
382.3 ([MtH +) . 115.2. /ding to Exanples 76.2
and 76.3, |-(5-fluoro-benzo[ bjthi ophen- 3-

yl met hyl ) - 3-fornyl -1 H i ndo)e<2- carboxylic acid et hyl
ester was converted to 3-

am nonet hyl -1 - (5-fl uor o- benzg[ blthi ophen- 3-yl net hyl ) -1
H i ndol e- 2-carboxylic acid ethyl ester; salt with
hydrogen chl ori de obtained as a pale yellow solid.

3 A SR =17 Reorpr gl b BBAols S FHBp YT acid
- ktHyl entiol sdt2witlc Bk dicpm Exaagilel 1e4. By vae sdaeted vatl methiangsulfonyl
h t ol

e R R Y W ety

agi( WWWfopy appw@}eéhy) 1 -indole-2-carboxylic a01d 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: 425.4 ([M-H]).
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- 1H-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
HCl 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 HCI was reacted with methyl chloroformate as



2-carboxylic acid ethyl ester as described in Exanple

77.1. which was hydrol yzed as described in the genera
w@emcoeisee B (Exp. 2.2) to give |- (5-fl uor obene@f/EP2006/069292

b] t hi ophen- 3-yl net hyl ) - 3- (met hapesul f onyl am no- net hyl)

-1 Hi ndol e-2- carboxylic acid af’a col ourl ess solid.

M5: 431.3 ([MH ) . Exanple 116
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general procedure B (Exp. 2.2) to give the title
corpaplrdoas a white solid. Ms: 411.3 ([MH ) .Exanple
117

SRR REe AT BB Rpr 1 |- Pt adbs s dagr Bvd-

a¢Hdindidé-Zcarboxylic acid

| - (5- Fl uor o- benzo[ b] t hi ophen-3-yl met hyl )-3-fornyl -1 Hi
ndol e- 2- carboxylic acid ethyl ester (from Exanple
115.1.) was converted to |-(5-ft4uorobenzo[

b] t hi ophen-3-yl net hyl ) - 3- met kN am nonet hyl - | H i ndol e- 2
-carboxylic acid ethyl \\a§9described i n Exanpl e
86. 1.

OH
(-

1-(7-Fluoro-naphthalen-1-ylmethyl)-3-methylaminomethyl- 1H-indole-2-
carboxylic acid ethyl ester; salt with HC] 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

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



117. 2.
| - (5-fluoro-benzo[ b]thi ophen-3-yl net hyl ) - 3- net hyl am no
woredonpbsebHi ndol e- 2-carboxylic acid ethyl estePCTVEB2006/069292
converted to | -(5-fluorobenzo[
b] t hi ophen- 3-yl met hyl ) - 3- [ ( met hékycar bonyl - met hyl - ani n
o)-nmethyl]-1H ndol e- 2-carboxylic acid ethyl ester as
i.bed in h was h

d 77 whi
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acitlel Sorcpo oy sofidf MBS b ¢ [(M-H ] wor o- benzo[ b] t hi op

hen- 3-yl met hyl ) -1 Hi ndol e- 2-carboxylic acid (from

anpl ) was converted to
gﬁ?ﬁﬁgﬁdgg-(S-fluorobenzo[
b] t hi ophen- 3-yl net hyl ) -4, 9-di hydr o- pyr ano| 3, 4- b]
I G0l @o- 1L Bfldo@reaphsh das ¢yl et yl) 8- Exanpkyeafi®nilamihbch
was r%aT%ed mft d#ne&hyLdanine as described in
e T gngoles el licheid i t 1 e conpound as a white
solid. Ms: 427.2 ([MH ) . Exanple 119
5-FIuoro-l-(5-f|uoro-benzo[b]tﬁ§gphen-3-ylnethyl)-3-(m
et hanesul f onyl ami nonet hyl )- | H{ndol e- 2-carboxylic
acid 119.1. Using general_prog¢edure B
5-fluoro-3-fornyl -1 Hindo >—&ar boxylic acid ethyl
ester was coupled with Nooo
3- br ononet hyl - 5- f | uor o- benzekb] t hi ophene (lit. 18)

'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 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 hydrolyzed as described in the general
procedure B (Exp. 2.2) to give the title compound as a colourless solid. MS: 423.3
([IM-H]).

Example 110

5-Fluoro-1-(7-fluoro-naphthalen-1-ylmethyl)-3-(methanesulfonylamino-methyl)-
IH-indole-2-carboxylic acid



to give 5-fluoro-
| - (5-fluoro-benzo[ b]thi ophen-3-yl nmethyl)-3-fornyl -

wo bbornessbe- 2- car boxylic acid ethyl ester as WhCT/BP2006/069292
solid. Ms: 400.1 ([MrH +) . 119.2. According to
Exanpl es 76.2 and 76. 3, 5-f1 uor &2 | - (5-fiuorobenzo
b]thiophen 3-yl nethyl)-3-fornyl -1 Hindol e-

car box id et ester convyer )
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mptdeanes B (Expy L2t R give de: tate ch@sgrunlded al doldurREgNotd 7 RS:.443.5

?@g#¥L 5-fluoro- 1-(5-

f T enzo[ b] t hi ophen- 3-yl net hyl ) - 3- (et hanesul f onyl
am no- et hyl ) -1 Hi ndol e- 2-carboxylic acid ethyl ester
wike&hplas1 hydrol yzed as described in the genera
procedure B (Exp. 2. 2) to give

uor o- s (.5- fluor
S PR P arsr AR SRUP At or HETHA Y EeT HaBr ey
2 amad Hoxythiyl] - ACid AS 2 @aixglit dcss sol id. MS: 449. 3
([MH ) .Exanple 120
5- Fl uor o- I-(5 fl uor o- benzo[ b] t hi ophen-3-yl nethyl)-3-(m
et hoxycar bonyl am nonet hyl ) - IFLEﬂﬁple 2-carboxylic

aci d
3- Anmi nonet hyl - 5-f | uor o- I o-benzo[b]thlophen-s-
yl met hyl ) -1 Hindol e-2- ca i ,acid ethyl ester;
salt with hydrogen chloride ($rom Exanple 119.2.) was
o8
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 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]").



converted to
5-fluoro-I-(5-fluoro-benzo[ b]thi ophen-3-yl net hyl) - 3-

w@ ewvieseyrar bonyl anmi no- net hyl ) - | H i ndol e- 2- car POREP1006/069292
acid ethyl ester as described in Exanple 77.1. which
was hydrol yzed as described in {e general procedure B
(Exp. 2.2) to give the title conpound as a white
solid. ~ 429.3 ([MH] ) . Exanple 121
5-%?3?9}8%%@?- (5-f1 uor o- benzo[ b] t hi ophen- 3-yl met hyl ) - 3- [ (
met hoxycar bonyl net hyl -
aBi[(Ethexghibdnlyl-hidthytdaliee Pmediyblos Lo - &¢T-Audblndphthalen-1-
5- Fl upr.o-1-(5-fluoro-benzol b]thi ophen-3-yl nmethyl)-3-fo
r qﬁ¥ﬁﬂkh%%@£ 5C%§PB§§VW#% aci d ethyl ester (from
Exanpl e 119.1) was reacted wth nethyl am ne as
described in Exanple 86 to gi o
5-f|uoro-|-(5-f|uoro-benzo[b]Yﬁrdbhen-s-ylnethyl)-s-ne
t hyl ami nonet hyl -1 Hi ndol_e-2- garboxylic acid et hyl
ester; salt wth hydroge I de. 121.2.
5- Fl uoro-1-(5-fl uoro-benzof b]\t hi®ophen- 3-yl net hyl ) - 3-
nmet hyl am nonet hyl - | Hi ndol g<Z- carboxylic acid et hyl
ester; salt with hydrogen bori de was converted to
5-fluoro-I-(5-fluoro-benzo[H thiophen-3-yl net hyl) - 3-
[ (et hoxycar bonyl - net hyl - am n0) - net hyl | -
| H i ndol e-2-carboxylic acid ethyl ester as described
i 8-/ Bopl e¢h y1-5- lyorehi- Chflwer® - iapditlollgrz & glrasth gle S ¢- insode- 2n

th r cedure, B S LVE

s RISl BhAERY ST, rhrifadgbitg o Brample 1042)

ywvaet lephyer@d[ (tret BeXstbaxysarbphylrmethyl-amimoepetivgl] tHyfloroH-(7-

i Iﬂlqgl%l—l":f‘ép%_t}?a%nb?—x)xrlnlf:t%yl)— 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: 451.5 ([M-H]J").

Example 113

5-Fluoro-1-(7-fluoro-naphthalen-1-ylmethyl)-3-[ (methanesulfonyl-methyl-

amino)-methyl]-1H-indole-2-carboxylic acid

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 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]).



acidas a white solid. Ms: 443.4 ([MH ) . Exanple 122
| - (8- Met hyl - napht hal en- 1-yl net hyl) -

wo bbornessbe- 2- car boxyl i c acid Using general proRPEEP®0069292
(Exp. 1.3.), 1,8-dinethyl-naphthal ene was reacted wth
N- br onmosucci nimde to give 77
| - br omonet hyl - 8- net hyl - napht hal ene as white solid. M
234.1 ([ +) . Using general procedure B, ethyl
Z-FﬂaBﬁéw%arboxylate was coupl ed with
| - br ononet hyl - 8- net hyl - napht hal ene to give
| 3{Binteet Yydrbapbylheten-1-(b-fulorettey kg[b] thkdbphen-3-ylmethyl)- 1H-
dol e-2-carboxylic acid ethyl ester which was
hyﬁﬁﬁ?gfgéoééxﬁgg%ribed in the general procedure B
(Exp. 2.2) to give the title conmpound as a white
solid. M5 314.4 ([MH ) .Exanple 123
4-hhphthalen-|-y|nethyl-4k+g I eno[ 3, 2-b] pyrrol e-5-carb
oxylic acid Using general progedure B, nethyl
4H t hi eno[ 3, 2- b] pyrrol e- ox¥l ate was coupled with
1- br ononet hyl - napht hal en
4- napht hal en-1 -yl net hyl - 4Ht hi éno|
3, 2-b] pyrrol e-5-carboxylic Id met hyl ester which was
hydr ol yzed as described in® general procedure B
(Exp. 2.2) to give the titl ound as a white
solid. MB: 306.3 ([MH ) . Exanple 124
6- Napht hal en-1 -yl nmet hyl - 6Ht hi eno[ 2, 3- b] pyrrol e-5-carb
oxylic acid Using general procedure B, nethyl
6H-t hi eno[ 2, 3-b] pyrrol e-5-carboxyl ate was

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-b]indole-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)- IH-indole-2-carboxylic acid as a white solid. MS:
409.4 ([M-HJ).

Example 115

1-(5-Fluoro-benzo[b]thiophen-3-ylmethyl)-3-(methanesulfonylamino-methyl)-
IH-indole-2-carboxylic acid
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coupl ed with 1-brononet hyl - napht hal ene to give
6- napht hal en- | -yl net hyl - 6Ht hi eno|
WQ@2®7l0¢88T r ol e- 5- carboxylic acid nmethyl ester PI/EPRMIGE69292
hydrol yzed as described in the neral procedure B
(Exp. 2.2) to give the title coﬁ%ound as a white
solid. Ms: 306.3 ([MH ) .Exanple 125 4- Napht hal en-
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i:(%rglggl?oggftfrgﬁtq]ﬂ@lgﬂ{ﬁq%gﬂ%;#ﬂ}—gl[f\o/remyl—1H—indole—2—carboxylic acid
3ethybdspy rak ah e SoliarNI®»38Ri3q el “yret hyl ester which was
hydrol yzed as described in the general procedure B
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Exanple 49.3.) to give

4-(J5f1 uoko-na =l =yl et hyl),-4H-t hi enol 3,,.2- 8] Pyr

f33s, AR ket R A e S ke ™1 B RSt 2

hyatbokylizeatihsthge sstei; batl Wwith thydragemeshédrider waedomnertBd to 1-(5-

(P Sy br T IRy & SRR ARt o 1.

6 in(dBld-Rearbox ylap hdith adtleyl- dstey | axeddspilifedo bt Erarapie] 2773t bivipigh was

rol e-5-carboxyl.ic, acid Usi enera ro ure.B

B fRaE AL AThS eoR b BEREEE  BRSF AN L -5 fuoro-
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)-
IH-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-HJ).



coupled with | -brononet hyl -7-fl uoro-napht hal ene (from
Exanple 49.3.) to give

W®2{07/06d620r 0- napht hal en- 1 -yl met hyl ) - 6Ht hi eno[ PCBEPRI0pg069292
rol e-5-carboxylic acid nethyl ester which was
hydrol yzed as described in the 5 neral procedure B
(Exp. 2.2) to give the title conpound as a white
solid. 324.5 ([MH ) . Exanple 128
| -%B?IHB]FI’E\@VCM banoyl met hyl - 3- napht hal en- | -yl net hyl - | H-i
ndol e- 2- carboxylic acid To as sol ution of
3ma&mckmnmnzd)[Joyﬂhﬁfqimm}ylh&eitmpBQ(raethaxmmdniycnmﬂﬂ-amino)-

eh%%ﬁ#‘ Pré%%dgaq?o’;‘/ﬁ%y?l was lagdgg é ?Tgi of NaH (55%

inoil) and stirring was conti nued at 220C for 1 h
The m xture was treated with acso} uti on of
2-chl oro- N, N—dinethylacetanide‘}i% ng) in

di met hyl formami de (0.5 m) angstirring was continued
for 16 h . The nixture quzfggigfd with saturated
aqueous NaHCO and extract t lovet hyl acet ate. The
organi c | ayer was washed with brine, dried, evaporated
and the residue chromat oga ed on silica

(n-heptane/ AcCEt, 3:2) to g

1- di net hyl car banoyl net hyl - 3- ht hal en- 1-yl net hyl -
IH-indoIe 2-carboxylic acid ethyl ester as a

| id 415, 4 IVk: [ .
ot b1y o S8 bl i s g BB Gl atifde &
( Ea«boxﬂ].cZ):ldteﬂl}@ ester (ffilven Ekdrhgle ¢ 05rp.o was caseaed Lol S-Elasro-
lerllz((j)[b]l\ilslopg’en 3- yln%t%ltﬂi% 1)nethyF)r(nqugmethAl 1H-indole-2-carboxylic acid

ethyl ester as described in Example 86.1.

117.2. 1-(5-fluoro-benzo[ b]thiophen-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-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 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]J").

Example 118

3-Dimethylcarbamoylmethyl-5-fluoro-1-(5-fluoro-benzo[b]thiophen-3-ylmethyl)-
IH-indole-2-carboxylic acid
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Example 119

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

119.1. Using general procedure B, 5-fluoro-3-formyl- 1H-indole-2-carboxylic acid
ethyl ester was coupled with 3-bromomethyl-5-fluoro-benzo[b]thiophene (Lit. 18)
to give 5-fluoro-1-(5-fluoro-benzo[b]thiophen-3-ylmethyl)-3-formyl- 1H-indole-2-
carboxylic acid ethyl ester as white solid. MS: 400.1 ((M+H]").

119.2.  According to Examples 762 and 76.3, 5-fluoro-1-(5-fluoro-
benzo[b]thiophen-3-ylmethyl)-3-formyl- 1H-indole-2-carboxylic 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 reacted 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 solid. MS: 449.3 ([M-H]).
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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-
H]).

Example 121

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

<,
S

Using general procedure A (Exp. 1.3.), 1,8-dimethyl-naphthalene was reacted with
N-bromosuccinimide to give 1-bromomethyl-8-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-H]J).
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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-HJ).

Example 124

6-Naphthalen- 1-ylmethyl-6H-thieno[2,3-b]pyrrole-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-HJ).
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cloa Hé% Ci_6 alkyl, C2-6 alkenyl, C2-6 al kynyl,

optlonally substituted phenyl G _6 al kyl,

optlonally substi t ut ed

4-(7-Fluoro-naphthalen-1-ylmethyl)-4H-thieno[3,2-b]pyrrole-5-carboxylic acid

C3-7 cycloal kyl, C3-7

Using general procedure B, methyl 4H-thieno[3,2-b]pyrrole-5-carboxylate was
coupled with 1-bromomethyl-7-fluoro-naphthalene (from Example 49.3.) to give
4-(7-fluoro-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: 324.4 ([M-H]J").
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C3-7 cycloal kyl, C3-7 cy al kyl Cl-6 al kyl, C2-6

al kenyl, C2-6 al kynyl, he gal kyl , hydroxy , Cl-6

al koxy or heteroal koxy; n an integer of 0 to 4; and
prodrugs and pharmaceutically acceptable salts

 WBE e oDt Pernand) QT eifer T ASolsy” EnbSie vas
nb@ﬁﬂ&ﬂb&hlIbﬂﬁﬁ@n&ﬁbEEﬁBdn)nﬂﬁnhﬂémm(&Mnﬂ%@ﬁnﬂme93)togn@
(L)pﬂuco%] Snlagltltlhgl%n Qlf ylm e];[hy(l)) 6lti)/‘cglenoﬁ/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: 324.5 ([M-H]J").

Example 128

I-Dimethylcarbamoylmethyl-3-naphthalen- 1-ylmethyl-1H-indole-2-carboxylic

acid

AN
N—

O/
(0]
BYS
7
OH

To as solution of 3-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid ethyl ester
(46 mg, from Example 64.2.) in dimethylformamide (1 ml) was added 8 mg of NaH
(55% 1in 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 NaHCO; 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 give 1-



hal ogen, cyano, Cl-6 al koxy, fornyl, Cl-6

al kyl car bonyl, carboxyl, Cl-6 al kylthio, Cl-6 alkyl
wanlofjosssky  Cl- 6 al kyl sul fonyl, carbanmoyl, an POI/BEPZN06/069292

nono- or di- Cl-6 alkyl substitg ed amino; the term

"heteroal koxy" means heteroal kyP?O; the term

"heteroaryl" neans a nmonocyclic aromatic radical of

et e b D SR e Lo B A Seg b ot aca

r efigl Bit@10as 4 D@loaileyBohE| MS._(ZutSMe([MﬂF] )hf@heﬁaagsdi;wlralyzed as
ans., n OrTHtl noNQCyCLI r C S. 0 t nr.ee
oAERTPR I o I il s B flfeokpgund as a

heloafle@tsslms ISISI wtedM-Egm N, O, or S(O n (where n is
an integer fromO to 2), the remaining ring atons
being C, the term"optionally substituted phenyl"
" %Egi O{A@%I y substituted heteroaryl” and "optionally
substltut ed het erocycl yl " neans, respectively phenyl,
het eroaryl and heterocyclyl optionally substituted by
ofridmoroatmdr teblsslrshiainiegtle folldependertieytsseh detreahufacymed in a
t i.sting of halogen, nitro, cyano, am no,
?&@Bﬁ@%@?@;@ al kenyl, C2-6 al kynyl . hydroxy, Cl-6
al koxy, mono- or di- Cl-6 al kyl substituted am no,
hét@ediaitkyl and het er oal koxyPet taklet er m " bi cyclic
agammyic radical” means a radical having two aromatic
rings which are fused to each other.

Compound of formula (I) 10.0 mg 200.0 mg
Microcrystalline cellulose 23.5mg 43.5mg
Lactose hydrous 60.0 mg 70.0 mg
Povidone K30 12.5 mg 15.0 mg
Sodium starch glycolate 12.5mg 17.0mg
Magnesium stearate 1.5 mg 4.5mg
(Kernel Weight) 120.0 mg 350.0 mg
Film Coat:

Hydroxypropyl methyl cellulose 3.5mg 7.0 mg
Polyethylene glycol 6000 0.8 mg 1.6 mg
Talc 1.3mg 2.6 mg
Iron oxyde (yellow) 0.8 mg 1.6 mg
Titan dioxide 0.8 mg 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 is 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:



2. The conpounds according to claim1, wherein Rl is
hydr ogen, hal ogen, Cl1-6 al kyl, Cl1-6 al koxy, carboxyl,
wmReaoroes6eyano, am no, nono- or di-C 1-6 al kyl PCT/EP2006/069292
substituted am no, heteroal kyl, heteroalkoxy, C3-7
cycl oal kyl, C3-7 cycloal kyl Cl-87alkyl, C2-6 al kenyl,
C2-6 aIkynyI hydr oxy, Cl-6 al koxy, optlonally
subst .t ut ed heterocycIyI-Q -6 al kyl, optiaopal |
sﬁﬁgﬁhﬁﬁﬁed het er ocycl yl car bonyl -G - 6 a|k&%1£méuk
optionally substituted phenyl C -6 alkyl, optionally
s Gostpotintl @f fqrhenyIrar bonyl - G -6 al kyl , opt25ohahd y
substituted heteroaryl-Ci -6 aIkyI optlonally
| tuted heteroaryl carbonyl -G -6 al kyl
oIty koxy-Gi-6 al kyl, or Rl s N(R)(Rﬁoomg
NR)(R')-G _6 alkyl- or N(R)(R")-carbonyl -
aMajze-startln which R and R' are |ndependentmy03&gected
fron1the group consisting of hydrogen, Cl-6 alkyl,
¢ cycloal kyl, C3-7 cycloal kyl Cl-6 al kyd -6

alﬁen C2-6 aIkynyI, het er oal kyl , optlona?ly
substltuted phenyl Cl1-6 al kyl, optionally substituted
het eroaryl Cl1-6 al kyl, optionally substituted

het erocyclyl Cl1-6 al kyl, optionally substituted
PHEBYHGBH AW Are sRRL a‘?ﬂ%l)&d sHPafEd Mt BEhpsules of size 2.

het eroaryl carbonyl and optionally substltuted
heterocyclyl carbonyl; or RLis R-OCONR'")-GC _6
aBrymple (R - 50 2- N(R') C_ 6 alkyl- or (R)(R')NSO2-
N(R "Y-C _6 alkyl-, inwhich R, R" and R" are
'ﬂg@&%‘ﬂ@%ﬁﬁﬂoﬁs s&l eRb ek f%ﬂ@mnfgféem%auanconw sting of

hydr ogen, Cl1 al kyl, C3-7 cycloal kyl, C3-7 cycl oal kyl
Cl- 6al kyl al kenyl, C2-6 al kynyl, heteroal kyl,
oﬁ??ﬁﬁﬁpﬂ?fgﬁﬁgﬂngted phenyl , optlonally 30H8E t ut ed
het eroaryl, optionally substi t ut ed het er ocycl yl ,

opbiyethdlehy Glycol 400 150.0 mg
Acetic Acid g.s.ad pH 5.0
Water for injection solutions Ad 1.0 ml

The active ingredient is dissolved in a mixture of Polyethylene Glycol 400 and water
for injection (part). The pH is adjusted 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) 5.0mg



substituted phenyl Cl1-6 al kyl, optionally substituted
heteroaryl Cl-6 al kyl and optionally substituted
whedognessycl yl Cl-6 al kyl. 3. The conpounds accCPCTEPZPOE/@69292
any one of clainms 1 and 2, mhergin A is a benzene ring
or a pyridine ring. 4. The conp finds according to any
one of clains 1 to 3, wherein Ais a benzene ringO .-
5 he conpounds according to any one of clainms 1 to
4}%&ﬂ%V@¥n Ar is naphthal enyl or heteroary#?nﬁ%ich i's
a bicyclic aromatic radical of 8 to 10 ring atons,
c bhytedgenatrgd Sow Hean blir ee ring heteroatons se0ented from
O Nand S, the remaining ring atons being C, said
napht hal enyl teroaryl being optiona
sggggﬁ¥u¥£'g%gagHggyénghree substituents i%%%%@ndently
sel ected fromthe group consisting OC 1-6 al kyl, Cl1-6
abepxbeannd hal ogen. 6. The conpounds accordi0dgngo any
one of clainms 1 to 5 wherein nis 1. 7. The conpounds
a [ e of clains 1 to 6, whejaei 'S
h?@?@%éﬁ?qﬁgkggéﬁ?&01-6 al kyl, Cl1-6 alkoxy#%éngixyl,
optional |y substituted heterocyclyl-C -6 al kyl,
oprlasngrpsplesubst i t ut ed het erocycl yl carbonyl -Ci -6 al kyl
or heteroalkyl, or RLis N(R)(R')-(G -6 al kylene)- or

NRLGR') -carbonyl -G _ 6 alkyl-, in which g mg
Glycerol 85 % 32.0mg
Karion 83 8.0 mg (dry matter)
Titan dioxide 0.4 mg
Iron oxide yellow 1.1 mg

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) 50.0 mg
Lactose, fine powder 1015.0 mg
Microcristalline cellulose (AVICEL PH 102) 1400.0 mg

Sodium carboxymethyl cellulose 14.0 mg



and R' are independently selected fromthe group

consi sting of hydrogen, Cl-6 al kyl, heteroal kyl,
wo@pioroesakl y substituted phenyl Cl-6 al kyl and PCT/EP2006/069292

optionally substituted phenyl carbonyl. 8. The

conmpounds according to any one 87 claims 1 to 7,

wherein Rl is hydrogen, Cl-6 al kyl, carboxyl Cl-6

al kyl dr -6 al kyl, Cl-6 al koxy C1- | kyl,
c%Pé?S%‘lr, r8l?‘é%<itg3)0( R)- car bnyl-G_ 6 al Fmeli
which R and R' are independently selected fromthe
gMugpedansteshieng of hydrogen and Cl-6 al kyl0.0 &g The
compounds according to any one of clains 1 to 8,

rei.n >.0f R2, R2 and R2 is hydrogen apgd the ot her
}N\Eﬂgavgrrnég i%ndgté%egndent 'y hydrogen, hal ogen, ngme’;g al kyl ,
hydr ogenat ed Cl1-6 al kyl or Cl-6 al koxy.10. The
compounds according to any one of clains 1to 9,
wherein two of R, R2 and R2 are hydrogen and the
e R IR R e et e ero 1B HAPRAALE ang sodium
( kapoxyrzethitvellWosppadras g ebwith agnixtira nfpamen @ yredlad omsin
1 ' . ) : i nq:..
¢ St o b oS bl M madhty H T RRLRE AR e
1ayd frB¢chpko sacket.ndol e- 2- car boxyl i ¢ aci d,



3- car boxynet hyl - 5-fl uoro- 1-naphthal en- 1-yl nethyl -
| H i ndol e-2- carboxylic acid,
wW@2m706seby | car banoyl net hyl - 5-f |l uor o- 1- napht haP@mnEP2006/069292
1-ylnmethyl - | Hindole- 2-carboxylic
acid, | -(7-fluoro-naphthal en- 1- @nethyl)-
| H i ndol e- 2- car boxylic acid,
:ig8ag?g?yl napht hal en- 2 y1éﬁhggl) | Hi ndol e- 2- car boxy
| - (5-fluoro-benzo[ b]thi ophen-3-yl nethyl)-1Hindole-2-c
ar boxyl i c acid,
3 car boxynet hyl - 5-fl uoro-1 - (5-fl uoro-benzo[ b] t hi ophen-

yl me ndol e- car boxylic acid,
|J(3 ng?ﬁ§#u8gnzo F%%Qphen-s-y|nethy|)-|rrindo|e-2-c

arboxylic acid, 3-naphthalen- 1-ylnethyl- IH-in
dol e- 2- carboxylic acid or

| - (2- met hoxy- et hyl ) - 3- napht hal en- 1- y|nefh -

| i ndol e- 2-carboxylic acid. 14. The 6Hﬁ§mund
according to claim1l or 2, ﬁﬁlch IS

5- Ruor o- 3- ( met hoxycar bo
1- yInethyIIFL i ndol e- K-

&5naphthalen-

1 naphthalen- 1- ylnethwR gﬂfarﬁnxylic acid,
5- Fl uor o- 3- [ (met hoxycar bonyl - net hyl - ali no) - net hyl ]
-1-napht hal en- 1- ylnethyl- | Hindole- 2-carboxylic
aci d, (D

wherein

A isbenzenering 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 is naphthalenyl, 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 being C, said
naphthalenyl and heteroaryl being optionally substituted by one to three
substituents independently selected from the group consisting of C;.¢ alkyl, Cs.7
cycloalkyl, Cs.7 cycloalkyl Cy_¢ alkyl, Cy.6 alkenyl, C, 6 alkynyl, hydroxy, C;.¢ 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, mono- or di-C.¢ alkyl substituted amino, heteroalkyl, heteroalkoxy, Cs.7
cycloalkyl, Cs.7 cycloalkyl Cy_¢ alkyl, Cy.6 alkenyl, C, 6 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-C;_¢ alkyl,
optionally substituted heteroarylcarbonyl-C;.¢ alkyl or heteroalkoxy-C;.¢ alkyl, or



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

1-napht hal en- 1- ylnethyl- | Hindole- 2-carboxylic
W@e00d/068621 PCT/EP2006/069292

5- Fl uor o- 3- [ (met hanesul f onyl - et hyl - am no) - net hyl ]

-1-napht halen- 1- ylnethyl- | H hdol e- 2-car boxylic

aci d,

3-[ (Et,hyl .- R carbonyl - am no) - net.hyl ]-,5-fl uor o-

T hapRt bt SRR RO -E MRl BT SRR 3o PG att-

agd whicBRELRORY Rt inyiépendéd tiokeReted fivaptiehab@ineonsisting of

BT b SR 51 R B o athens. o

;‘dﬂ(?]l‘l%] Wr@alkﬁlph%thﬁiaﬁyl lsub'lstituydlzd‘rpl’(dﬂ]y} Q'rg dlk¥) cf}iﬁ'ﬁb?@ll-ly substituted
-carbo ic.acid,5- oro- |-(7-fluqraosna al.en-

TSRy S o PHeRATR SE i gt Yty o O, SBthay

| sibstifdtetDpleenyRpitons, optidmraylly REb iyl tpd hete®tabydarbdiyi aetdl e-

2-car b?xyl | C. aci g )

| OO 1&8%%‘&5‘?1 HETOSHEIYIcarP AR ) - 4- et hoxy- | H- i ndol e

-2-carboxylic acid, 3-D nethylcarbanoyl net hyl -

| - ( 7- Rl uak &-0apNRA-€N; alkyly] REChZO)}N(RB-Ododlkeyl—, R-SO,-

N R AR aN- P0IBT g it B B s

Mafedn degiehylén)tly sklekted doheth?d -cearpaamyisiig éftiydrogen, Cy.q alkyl, Cs.7

L;%@ﬁ%{dﬁ%ﬁ;&&%ﬁﬁad%%ﬂ&i-‘&.ﬁ!‘%ﬁ@&? &3 SR aneRuony!
optionally substituted phenyl, optionally substituted heteroaryl, optionally
substituted heterocyclyl, optionally substituted phenyl C,_¢ alkyl, optionally

substituted heteroaryl C;.¢ alkyl and optionally substituted heterocyclyl C;_¢ alkyl;

R?, R* and R* are independently hydrogen, halogen, cyano, nitro, amino,
mono- or di-Cj_¢ alkyl substituted amino, C¢ alkyl, Cs.7 cycloalkyl, Cs_;7 cycloalkyl
C1.6 alkyl, Cs6 alkenyl, C,.¢ alkynyl, heteroalkyl, hydroxy , C.¢ alkoxy or

heteroalkoxy;

n isan integer of 0to 4;
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, Cj.¢ alkoxy, formyl, C;.¢ alkylcarbonyl, carboxyl, Ci.¢
alkylthio, C.¢ alkyl sulfinyl, C;.¢ alkyl sulfonyl, carbamoyl, amino and

mono- or di- C; 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 S, the remaining ring atoms being C;



| H 1 ndol e- 2- car boxylic acid,
| - (7-Fl uor o- napht hal en-1 -yl net hyl ) - 3-[ (et hoxycar bonyl

w0 p@vlgde2am no) - met hyl] - | H i ndol e- 2- car boxyPCT/ERZNNE069292

3- [ (Et hoxycar bonyl - et hyl - aninob methyl]-1-(7-fluoro-n
apht hal en-1yl met hyl )- | H i ndol e 2- carboxylic acid,
| - (7-Fl uor o- napht hal en- I-ylnethyl) 3- [(nethanesulfonyl

- net hyl -.an - methyl] - | Hindol e-2- I d,
1Bt (b PRr e n S pheraim i Ro o e Ry of fffisgent
car bonyl afihpeoaidiy wWhich &hd srdab ern%-amﬁbm&)hleteﬁoa‘ﬁ@hd selected
oul f oyl aliP DRt S OR PnaaI e esPb 5 | b ol remaining
5- Fl uor o- hn%§gaéggﬁé@aphthalen I-ylnethyl) 3-[ (et hox
ycar bonyl met hyl - amo) nethyl] -

lsktlfl!f g&k%éaﬁﬁ%ﬁ?ﬁ%@ﬁ ;ﬁelwh nepteradlyyyhstigited heserearyl {
-fluor Ona%tnﬁlaﬁﬁsub%ﬁﬁﬁltéﬂé@é&b%yclﬂ Hhkdhs, respectively phenyl,

dol e- 2-carboxylic acid

5- Fl uor o- het(:mgfyl apg betﬁ@ﬁmlﬂaqpélﬁnallywuhﬁttthsﬁzﬁ)byynp CHBtHan
gsg; ggilyg(ﬁ%hbdents@ﬁﬂ@@ﬂdéﬁ@y@&k&ted frbfit thBYRI S consisting of

aci d, | - (5h#pgeis Bittse ayPbiniicobhetk . ¢ aalkenyl, 23 alkydylha
nesul f ony} ¢Fb a0 @t HHJo)cy, héfid- rg)gi Q& 2o ‘Elsfl Q%Mldté‘d éPﬂn@

| - (5-Fl uoro- benzo (gth ophen-3-yl neth met hoxyca
r bonyl - mehetgroahiyhand 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' ishydrogen, halogen, Cy¢ alkyl, Cy.¢ alkoxy, carboxyl, nitro, cyano,
amino, mono- or di-C.¢ alkyl substituted amino, heteroalkyl, heteroalkoxy, Cs.7
cycloalkyl, Cs.7 cycloalkyl Cy_¢ alkyl, Cy.6 alkenyl, C, 6 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-C;_¢ alkyl,
optionally substituted heteroarylcarbonyl-C;.¢ alkyl or heteroalkoxy-C;.¢ alkyl, or

R' is N(R)(R”), N(R)(R”)-Cs alkyl- or N(R’)(R”)-carbonyl-C_¢ alkyl-,
in which R”and R” are independently selected from the group consisting of
hydrogen, C,_¢ alkyl, Cs_7 cycloalkyl, Cs.7 cycloalkyl C;_¢ alkyl, Cs.¢ alkenyl, Cyz.6
alkynyl, heteroalkyl, optionally substituted phenyl C,_¢ alkyl, optionally substituted
heteroaryl C,_¢ alkyl, optionally substituted heterocyclyl C,.¢ alkyl, optionally
substituted phenylcarbonyl, optionally substituted heteroarylcarbonyl and
optionally substituted heterocyclylcarbonyl; or

R' isR-0-CO-N(R”)-C¢ alkyl-, R-SO,-N(R”)-C ¢ alkyl- or (R’)(R”)N-
SO,-N(R’”)-Cy6 alkyl—, in which R’, R” and R are independently selected from
the group consisting of hydrogen, C.¢ alkyl, Cs.7 cycloalkyl, Cs_; cycloalkyl C;.¢



-methyl] - | Hindol e-2-carboxylic acid,
3- Di net hyl car banoyl net hyl -5-fl uoro-1-(5-fl uoro-benzo[b

w0 edvrogdeen- 3- yl net hyl ) - | H i ndol e- 2- car boxyl i BCHEPZIN6/069292
5- Fl uoro-1I-(5-fluoro-benzo[ b] t hi ophen- 3-yl net hyl ) - 3-
(nethanesulfonylanino-nethyl)-l?ﬁindole-2-carboxy|ic
acid, or

bR R RO BB
| bbii(ﬁn‘h_ﬂ)liySul?sti@t&é@h&yidacyl,&qjtﬂnallﬁsub%tﬁtddiﬂfbg?b&}@?ﬂ, op;ion;gl}y
SR R S L
expiifiBRtsubstiuted heteerppaunidaliat.cording to any one of

claims 1 to 14 for use as therapeutic active
sybstances. 17. The cqnpounds accordi ng to.any one, of
cPai ms | 1° MR RCEE TR AREPIE RS dapfl gantierdin A Ra
subst abeesné dhg bhe pyrdiat ept and/ or prophyl axi s of
allergic, inflammatory or fibrotic diseases. 18. Use

of, compaunds ageardi ng, & (%o%n%or?f Ghal 'ﬁtolgO feteih R isan®
prepar af't 6H Bf " HEdCEARERt'S *PoP"t A" T Rer apsut T “4ndrdr
pr ophybeacfnerihgeat ment of allergic, inflamuatory or

fibrotic diseases. 19. The use according to claim18,

artor i AntBauphEFealrdudh hfne PRLANE % WG i

vuhptehabhy or heteroaryl, which is a bicyclic aromatic radical of 8 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, C.¢ alkoxy and halogen.
6. The compounds according to any one of claims 1 to 5, wherein n is 1.

7. The compounds according to any one of claims 1 to 6, wherein R’ is
hydrogen, halogen, C;.¢ alkyl, C_¢ alkoxy, carboxyl, optionally substituted
heterocyclyl-C;.¢ alkyl, optionally substituted heterocyclylcarbonyl-C;.¢ alkyl or
heteroalkyl, or

R'is N(R’)(R”)—(Cy.6 alkylene)— or N(R’)(R”)-carbonyl-C,_¢ alkyl-, in which R’
and R” are independently selected from the group consisting of hydrogen, Ci.¢
alkyl, heteroalkyl, optionally substituted phenyl C,_¢ alkyl and optionally
substituted phenylcarbonyl.

8. The compounds according to any one of claims 1 to 7, wherein R’ is
hydrogen, C;.¢ alkyl, carboxyl Cy_¢ alkyl, hydroxy C,.¢ 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 C;_¢ alkyl.

9. The compounds according to any one of claims 1 to 8, wherein one of R?,
R* and R* is hydrogen and the other two are independently hydrogen, halogen, C;.
¢ alkyl, hydrogenated C;_¢ alkyl or C;.¢ alkoxy.



at heroscl erotic plaque patients, unstabl e angina,
congestive heart failure, left ventricular

whyeensssophy, ischem a reperfusion injury, strBPREEP2006/069292
car di onyopat hy, restenosis, rhegnatoid arthritis,
di abeti c nephropathy, irritable Bovel D sease, Crohns'
di sease, atherothronbosis or burns/ulcers in
Diabetes/ CLI. 20, The .invention her ei nhef ore. 2
a&fli ned e SPPPLUIsAFTOT YRR AP i e ¢ R Rsin two of R
c ®ipad mdsare hpdekee i dthe tharedh wasgentos halvges and
processes.

11. The compounds according to any one of claims 1 to 10, which are
_Ar
. (CH),
R
o
R N\ P
2
R N OH
(Ia).
12. The compounds according to any one of claims 1 to 10, which are
R1
on
R
2
R N\
2
R N OH
(CH,),
\\\Ar
(Ib).
13. 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,
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1-(7-fluoro-naphthalen- 1-ylmethyl)- 1H-indole-2-carboxylic acid,
1-(8-methyl-naphthalen-2-ylmethyl)- 1H-indole-2-carboxylic acid,
1-(5-fluoro-benzo[b]thiophen-3-ylmethyl)- 1H-indole-2-carboxylic acid,

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

indole-2-carboxylic acid,
1-(3-methyl-benzo[b]thiophen-5-ylmethyl)- 1H-indole-2-carboxylic acid,
3-naphthalen-1-ylmethyl-1H-indole-2-carboxylic acid or

1-(2-methoxy-ethyl)-3-naphthalen-1-ylmethyl- 1H-indole-2-carboxylic

acid.
14. 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,

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-
ylmethyl-1H-indole-2-carboxylic acid,

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

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

acid,

3-Dimethylcarbamoylmethyl-5-fluoro- 1-(7-fluoro-naphthalen-1-
ylmethyl)- IH-indole-2-carboxylic acid,
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5-Chloro-1-(7-fluoro-naphthalen- 1-ylmethyl)- 1H-indole-2-carboxylic acid,

1-(7-Fluoro-naphthalen- 1-ylmethyl)-5-methyl- 1H-indole-2-carboxylic

acid,

1-(7-Fluoro-naphthalen-1-ylmethyl)-4-methoxy- 1H-indole-2-carboxylic

acid,

3-Dimethylcarbamoylmethyl- 1-(7-fluoro-naphthalen-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)- IH-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-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-ylmethyl)- IH-indole-2-carboxylic acid,

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

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

(methanesulfonylamino-methyl)- IH-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.

Pharmaceutical compositions comprising a compound according to any of

claims 1 to 14 and a pharmaceutically acceptable excipient.

The compounds according to any one of claims 1 to 14 for use as

therapeutic active substances.

The compounds according to any one of claims 1 to 14 for use as
therapeutic active substances for the treatment and/or prophylaxis of

allergic, inflammatory or fibrotic diseases.

Use of compounds according to any of claims 1 to 14 for the preparation of
medicaments for the therapeutic and/or prophylactic treatment of allergic,

inflammatory or fibrotic diseases.

The use according to claim 18, wherein the disease is allergy, asthma,
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, rheumatoid arthritis, diabetic nephropathy,
irritable Bowel Disease, Crohns’ disease, atherothrombosis or burns/ulcers
in Diabetes/CLI.

The invention as hereinbefore defined, particularly with reference to the

new compounds, intermediates, medicaments, uses and processes.



