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FUSED PYRROLECARBOXAMIDES; A NEW CLASS OF
GABA BRAIN RECEPTOR LIGANDS

Field of the Inveation

This invention relates to novel fused pymolecarboxamides which selectively bind to
GABAA receptors. This invention also rolates to pharmacentical compositions comprising such
compounds, It further relates to the use of sach compounds in treating suxiety, sleep and
seizure disorders, and overdoses of benzodiazepine-type drags, and enhancing alertness.

~
Description of the Related Art

y-Aminobutyric acid (GABA) is regarded 2z one of the major inhibitory amino acid
mnmﬂulmﬂlemmhmm Over 30 years have olapsed since its presence in the brain
was demonstrated (Roberts & Frankel, J. Biol. Chem 187: 55-63, 1950; Udenfriend, J. Biol
Chem. 187: 65-69, 1950). Since that time, an enormous amount of effort has been devoted to
implicating GABA in the etiology of seizure disorders, sleep, anxiety and cognition (Tallman
and Gallager, Ann. Rev. Neuroscience 8: 21-44, 1985). ‘Widely, although unequally, distributed
through the mammalian brain, GABA is said to be a transmitter at approximately 30% of the
synapses in the brain. In most regions of the brain, GABA is sssociated with local inhibitary
neurans and only in two regions is GABA associsted with longar projections. GABA medistes
many of its actions through a complex of proteins localivzed both on cell bodies and nesve
cadings; these are called GABAa recoptors.  Postsynaptic responses to GABA are mediated
throngh alterstions in chloride conductance fhat genorally, althongh not invariably, lead to
hypetpolarization of the cell. Recent investigations have indicated that the complex of proteins
associated with postsynaptic GABA responses is 2 major site of action for a number of
structurally unrelated compounds capsble of modifying postsynaptic responscs to GABA.

-2-
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‘Depending on the mode of interaction, these compounds sre capable of producing a spectrum of

sctivities (cither sedative, snxiolytic, and anticonvalsant, or wakefisinces, scizurcs, and anxiety).

1,4-Benzodiszepines continue to bo among the most widely used drags in the workd.
Principal among the benzndiazepines marketed are chlordiazepoxide, diszepam, flurazepam,
and triazolam. These compounds are widely used as anxiolytics, sedative-hypnotics, muscle
relsxants, and anticonvulsants. A number of thess compounds are extremely potent drugs; such
patency indicates  sito of action with & high affinity and specificity for individual receptors.
Early electrophysiological studies indicated that a major action of benzodiazepines was
cohancament of GABAergic inhibition, The bensndiszepines wees capable of enhancing
mmﬁchﬁﬁﬁmdnmmympﬁcvﬂdmdnﬂqamm}m(&m
ot al, 1967, Arch. Exp. Path. Pharmakol 258: 69-82). All subsequent electrophysiological
studies (reviowed in Tallman et al. 1980, Scienoe 207: 274-81, Haefley et al, 1981, Handb.
Bxptl. Pharmacol 33: 95-102) have generally confirmed this finding, and by the mid-1970s,
there was a general consensus among electrophysiologists that the benzodiazepines counld
enhance the actions of GABA.

With the discovery of the "receptor” for the benzodiazepines and the subsoquent
dofinition of the naturs of the interaction between GABA and the benzodiszepines, it appears
that the behaviorally important interactions of the bomzodinzepines with diffirent
neurotrangmitter systems are due in & large pat to the enhanced ability of GABA itself to
modify thess systems. Each modified systam, in tum, msy be associated with the expression of
a behavior. .

Studies on the mechanistic nature of these interactions depended on the demonstration of
a high-affinity benzodiazepine binding site (receptor). Such a receptor is present in the CNS of
all vertebrates phylogenetically newer than the boney fishes (Squires & Braestrup 1977, Nature
166: 732-34, Mohler & Okada, 1977, Science 198: 854-51, Mohler & Okada, 1977, Br. J.
Psychistry 133: 261-68). By using tritiated diazepam, snd a variety of other compounds, it has

3.
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boen demonstrated that these benzodiazepine binding sites fulfill many of the criteria of
pharmacological receptors; binding to these sites in yitro is rapid, reversible, stercospecific, and
satursble. More importantly, highly significant correlstions have been shown between the
ability of benzodiazepines to displace diazepam from its binding site and activity in a number of
animal hehavioral tests prodictive of benzodiszepine potency (Braestrup & Squires 1978, Br. J.
Psychistry 133: 249-60, Mohler & Okads, 1977, Science 198: 854-51, Mohler & Okada, 1977,
Br. J. Pychiatry 133: 261-68). Tho average therapoutic doscs of thess drugs in man slso
correlate with receptor potency (Tallman et al. 1980, Science 207: 274-281).

In 1978, it became clexr thif GABA and related analogs could interact at the low affinity
(1 mM) GABA binding sits to enhance the binding of benzodiazepines to the clonazepam-
sensitive site (Tallman ot el 1978, Nature, 274: 383-85). This enhancement was cansed by an
increase in the affinity 6f the benzodiazepine binding site dus to occupancy of the GABA site.
The data were interpreted to meen that both GABA and benzodiarepine sites were allosterically
limked in the membeane as part of a complex of proteins. For a mumber of GABA analogs, the
ability to enhance diazepam binding by 50% of maximum and the ability to inhibit the binding
of GABA to brin membranos by 50% could be directly correisted Enhsnoement of
benzodiazepine binding by GABA agonists is blocked by the GABA receptor sntagonist (+)
bicucnlline; the stercoisomer (-) bicaculline is mmch less active (Tallman et al, 1978, Naturs,
274; 383-85).

Soon after the discovery of high affinity binding sites fior the benzodiszepines, it was
discovered that a triazolopyridazine could interact wifh benzodiazepine receptors in a rumber of
r@m&hhﬁhumeﬁﬂwﬁhmﬂhﬂoﬂwﬁ
cooperstivity. In theso studies, Hill coafficients significantly less tham cne were observed in a
mumber of brain regions, including cortex, hippocampus, and stristom. In cercbeltum,
triszolopyridazins interacted with benzodiszepine sites with a Hill coefficient of 1 (Squires et
al, 1979, Pharma. Biochem. Behav, ]Q: 825-30, Kiepner et al. 1979, Pharmacol. Biochem.

-4
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Behav. 11: 457-62). Thus, muitiple benzodiazepine receptors were predicted in the cortex,
bippocampus, striatum, but not in the cercbelim, '

Based on these studies, extensive receptor autoradiographic localization studies were
camied out st a light microscopic level. Although receptor heterogeneity has been demonstrated
(Young & Kuhar 1980, J. Pharmacol, Exp. Ther. 212: 337-46, Young ct al., 1981 J, Pharmacol
Exp. ther 216: 425-430, Nichoff et al. 1982, J. Pharmacol. Exp. Ther. 221: 670-75), no simple
correlation between localization of receptor subtypes and the behaviors associated with the
region has omerged from the early studies. In addition, in the cerchellum, where one receptor
was predicied from binding studics, sutoradiography rovealed hetorogencity of reccptors
(Niehoff et al.,, 1982, J. Pharmacol. Bxp. Ther. 221: 670-75).

A physical basis for the differences in drug specificity for the two apparent subtypes of
WMMMWWW&MMIMNMMM
Using gel electrophoresis in the presence of sodium dodecyl suifate, the presence of soveral
molecular weight receptors for the benzodiazepines has been reported. The receptors were
identified by the covalent incorporation of radicactive flunitravepam, a benzodiazepine which
can covalently label all receptor types. The major labeled bands have moleculsr weights of
50,000 to 53,000, 55,000, and 57,000 and the triazolopyridazines inhibit labeling of the slightly
higher molecular weight forms (53,000, 55,000, 57,000) (Scighert et al. 1983, Eur. J.
Pharmacol. §8: 291-99).

At that time, the possibility was rxised that the multiple forms of the receptor represent
"isorecoptons” or multiple allelic forms of the receptor (Tallman & Gallager 1985, Ann. Rev.
Neurosci. § 21-44). Although common for cozymes, genetically distinct forms of recaptors
have not generally been described. As we begin to study receptors using specific radioactive
probes and electrophoretic techniques, it is almost certein that isorecoptors will emerge as
important in investigations of the etiology of psychiatric disorders in peaple.
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The GABAa receptor subunits have been cloned from bovine and human ¢cDNA libeeries
(Schoenficld et al, 1988; Dumsn et al.,, 1989). A number of distinct cDNAs were identified as
subunits of the GABAAa receptor complex by cloning and expression. These are categorized into
a, B, 7, 5, , and provide a molecular basis for the GABA= receptor heterogeneity and distinctive
regional pharmacology (Shivvers et al, 1980; Lovitan et al., 1989). The y subunit appears to
enable drugs like benzodiezepines to modify the GABA responses (Pritcheit et al,, 1989). The
prosence of low Hill coefficients in the binding of ligands to the GABA= receptor indicates
Wiqﬂepmﬂﬂofmbwmphmhsicﬂlﬂﬁm

DmgummuﬂnGABAamepmmmamdphmmlom
awmmdpnhynhuwMMMmMMMBdmud@mﬁIMEMWMQNME
carbolines were first isolated based npon their shility to inkbit competitively the binding of
diazepam to its binding site (Nielsen et al, 1979, Life Sci. 25: 679-86). The receptor binding
assay is not totally predictive about the biological activity of such compounds; agonists, partial
structure was determined, it was possible to synthesize a mumber of analogs and test these
the actions of diazepam behaviorally (Tenen & Hirsch, 1980, Nature 288: 609-10). In addition
to this sntagonism, beta-carbolines possess intrinsic activity of their own opposite to that of the
benzodinzepines; they bocome known as inverse agonists.

In addition, » number of other specific antagonists of the benzodiszepine recaptor were
developed based on their ability to inhibit the binding of benzodiszepines. The best studied of
these compounds is an imidarodiazepine (Hunkeler ct al., 1981, Natare 290: 514-516). This
compound is a high affinity competitive inhibitor of benzodiazepine and beta-carboline binding
and is capable of blocking the pharmacological actions of both these classes of compounds. By
itself, it possesscs little intrinsic pharmacological activity in snimals and lumans (Hunkeler et
al., 1981, Nature 290: 514-16; Darragh et al., 1983, Eur. J. Clin, Pharmacol. 14: 569-70). When

-



LLLLL

’-
“

 GTESD" TTELBES

10

a radiolabeled form of this compound was studied (Mohler & Richards, 1981, Nature 294; 763-
65), it was demongtrated that this compound would interact with the ssme number of sites as the
benzodiazepines and beta-carbolines, and that the interactions of these compounds were purely
competitive. This compound is the ligand of choice for binding to GABAa receptors becauss it
does not possess receptor subtype specificity and meamires each state of the receptor.

The study of the interactions of a wide variety of compounds similar to the above has led
to the categorizing of these compounds. Presently, those compounds possessing sctivity similar
to the benzodiazepines are called agonists. Compounds possessing activity opposite to
Wusuﬂeﬂm%mﬂhmﬂnbb&ummoﬁﬂ:ﬂy
have been tormed antsgonists. This categorization has been developed to emphasize the fact

that a wide variety of compounds can produce a spectrum of phanmacological effects, to indicate .

that compounds can interact at the same receptor to produce opposite effects, and to indicate that
beta-carbolines and autagonists with intrinsic anxiogenic effects are not synonymons.

A biochemical test for the pharmacological and behavioral propesties of compounds that
interact with the benzodiazepine receptor continues to emphasize the interaction with the
GABAergic system. In contrast to the benzodiszepines, which show an increase in their affinity
due to GABA (Taliman et al,, 1978, Nature 274: 383-85, Tallman et al, 1980, Science 207;
274-81), compounds with antagonist propertics show little GABA shift (L., change in receptor
affinity due to GABA) (Mohler & Richards 1981, Nature 294: 763-65), and the inverse agonists
actually show a decrease in affinity due to GABA (Brasstrup & Niclson 1981, Nature 294; 472~
474). Tims, the GABA shift predicts generally tho expected behavioral properties of the
compounds.

Various compounds have been prepared as benzodiazepine agonists and antagonists. For
Exzmple, US. Patents Nos. 3,455,943, 4,435,403, 4,596,808, 4,623,649, snd 4,719,210,
German Patent No. DE 3,246,932, and Liebigs Ann. Chem. 1986, 1749 teach assorted
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henzodiazepine agonists and antagonists and relsted anti-depressant and central nervous system
active compounds.
U.S. Patent No. 3,455,943 discloses compounds of the formula:

ijl X
Ri N
Ry
5 wherein R) is a member of the group consisting of hydrogen and lower alkoxy; R2 is a member
of the group consisting of hydrogen and lower alkoxy; R3 is a member of the group consisting

of hydrogen and lower alkyl; and X is a divalent radical selected from the group consisting of
™~

D N
YNH \(""nmr allo

lower alkyl lower afky!
and /\l
YN
lower atkyl
10  and the non-toxic acid sddition salts thereof.
Other references, such as U.S. Patent No. 4,435,403 and German patent DE 3,246,932

oa ¥
N H
H

where A is carbon or nitrogen.
15 A variety of indole-3-carhoxamides are described in the literatare. For example, J. Org.
Chem., 42: 1883-188S (1977) discloses the following compounds.



BETEBOD" TTELBESG

O‘TQ‘ O OTI“‘J@

J. Heterocylic Chem., 14: 519-520 (1977) discloses a compound of the following

Cﬁ‘”‘w@

None of these indole-3-carboxamides incindes an oxy substituent at the 4-position of the
indole ring.

ﬂ" e
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SUMMARY OF THE INVENTION

This invention provides novel cosopounds of Formula I which interact with 8 GABAa
binding site, the benzodiazepine receptor.

The invention provides pharmacexutical compositions comprising compounds of Formmla
1 The invention also provides compounds useful in the diagnosis and treatment of anxiety,
sleep and seizure disorders, overdose with benzodiazepine drugs and for enhancement of
memory. Accordingly, a broad embodiment of the invention is directed to compounds of
geoeral Formula I:

Ry G
N
|

\
n N T
X

[LD

I
or the pharmaceutically acceptable non-toxic salts theveof wherein:
G represents

g"ﬁwmz

whaere

Q is pheayl, 2- or 3-thienyl, or 2-, 3-, or 4-pyridy), all of which may be mono or
disabstituted with hydroxy or halogen;

Thmmmmmmmﬂmml-smm&

W is oxygen, nitrogen, sulfur, or CR7Rg where R7 and Rg are the same or
diffrent and rcprescut hydrogen, alkyl, or R7-R8 tsken together
represents a cyclic moiety having 3-7 carbon atoms;

X is hydrogen, hydroxyl, or alicyl;

-10-
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Zis

hydroxy, C,-C, cycloalkylC,-C, alkoxy, or C,-C, alkoxy where the alkyl
portion is optionally substituted with aniino, momo- or diC,-
Cealkylamino, or azaC,-Cicycloalkyl;

amino, or mono- or diC,-C,alkylamino, (trifluoromethyl)methyl, C,-C,

cyoloalkyl optionslly substituted with C,-C, alkyl, or C;-
CroycloalkylC,-Cealkyl

pheayl or pheayC,-CJalkyl where the pheny} portion is optionally
substitted with C-C; alkyl, hydroxy, C,-C; alkoxy,
trifionromethyl, halogen, amino, or mono- or diC,-C, alkylamino;

2-, 3-, or 4pyrdyl, 1- or 2-imidazolyl, 1-, 2-, or 3-pymolyl, or

) adamantamo-2-yk: each of which may be substituted on a tertiary
carbon or a secondary nitrogen with C,-Calkyl;

NR9COR](¢ where R9 and Rjg are the same or different and represent
hydrogen or C,-G alkyl or C;-C, cycloalkyl; or

Z is connected, optionally through W, to Q to from a 1-6 membered ring; or
Z represents

R
. -‘J - )

a group of the formmin:

TR

‘a""‘”»
where
pisl,2,0r3;
D and D’ independently represcat oxygen, NR, or CHR, provided
that only ane of D and D” may be NR, where cach R, is hydrogen
or C-C, alky]; or and

-11-
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R, is hydrogen or C,-C, alkyf;
a group of the formula:

L

pis1,2,0r3;

where

qis0,1,0r2;
R, is hydrogen or C,-C, alkyl; or
a group of the formula:
Tyt
o
where

8is 0, 1,2 or 3, and the sum of s end m is not less than 1;

R, is hydroxy, C,-Calkoxy, amino, mono- or diC,-C,alkylsmino
where cach alkyl is independently optionally substituted with
amino, mono- or 4iC,-C,alkylamino, or

R, is a gronp of the formula

e
A

wherop, D, D, and R, are as defined above;

AU A g AN vty roprosent & carbon chsin optionally
substituted with hydrogen, halogen, or straight or branched chain lower alkyl

having 1-6 carbon atoms;
wherein
kis0, 1,2, or3;
-12-
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mis0, 1,2, or 3; end

nis0,1,2, or3;

R3, R4, RS, and R are the same or different and are selected from hydrogen, alkyl , -
COR11 or <CO2R11 where R11 is alkyl or cycloalkyl having 3-7 carbon atoms;
or -CONR12R 13 where R12 and R13 are selected independently from hydrogen,
akyl, cycloalkyl having 3-7 carbon atoms, phenyl, 2-, 3-, or 4-pyridyl, or
NR{2R]3 forms a heterocyclic group which is morpholinyl, piperidinyl,

fidinyl, or N-alkyl piperazinyi; or

R3-R4 may be taken togother to form & cyclic moiety having 3-7 carbon atoms; or

R5-Rg may be taken together to form a cyclic moiety having 3-7 carbon atoms; and
where each alkyl group forming an R3, R4, RS, or Rg substitutent or portion

thereof may be substituted independently with hydroxy or mono- or
dialkylamino where each alkyl is independently alkyl or cycloalkyl
having 3-7 carbon atoms,

These compounds are highly sclective agonists, antagonists or inverso agomists for
GABAa brain reccptors or prodrugs of agonists, antagonists or inverse agonists for GABAs
brain receptors. In other words, while the compounds of the invention all interact with GABAa
useful in tho diagnosis end trestment of anxiety, slecp and seizore disorders, overdose with
benzodinzepine dmgs and for enhancement of memory. For exsmple, these compounds tan be
used to treat overdoses of benzodiazepine-type drugs es they would competitively bind to the

1%



The novel compounds encompassed by the instant invention can be described by general
formula I set forth above or the pharmaceutically acceptable non-toxic salts thereof.

In addition, the present invention encompasses compounds of Formula IL

ln& NJ:;f*M%%Z
Resl T ¥
® . MELLEN

I
wherein Y is hydrogen, halogen, or hydroxy; and W, Y, Z, k, m, n, R3, R4, RS, and R§
arc defined as sbove.

The present invention also encompasses compounds of Formula HI

. Y
[ R Nt
m

wherein Y is hydrogen; halogen, or hydroxy; and W, Y. Z, k, m, n, R3, R4, RS, and Rg
are defined as above.

YTESBD" TYELBES
s

&

The present invention also encompasses compounds of Formula IV, IVa, IVb, and IVc.
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H
v
v f 1 Qoﬂe
Z
:‘awu Y
Rg .N
H
IVa
Y
Ry i L
Re z
LS
s N
IVb
Y
Ry 1 L
N 4
g
Rs N
H
Ve

wherein Y is hydrogen, halogen, or hydroxy; and W, Y, Z, k, m, o, R3, R4, RS, &id R§
10 are defined as above.

The present invention also encompasses compounds of Fozmula V.
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Z
o Q
R.R' H;
Rs I\ Y _
ML

v

wherein Y is hydrogen, halogen, or hydroxy; snd W, Y, Z, k, m, n, R3, R4, RS, and Rg
arc defined as above.

The present invention also eacompasses compounds of Formula VI.

0
R¢
Rs Y "
Rg
VI
wherein Y is hydrogen, halogen, or hydroxy; snd W, Y, Z, k, m, n, R3, R4, Rs, and Rg
are defined as above.

The present invention also encompssses compounds of Formula VIL

W
o f 3 O
RR; T N H |
Re N
H

v
wherein W, Z, m, n, R3, R4, RS, and Rg are defined as above.

-16-



G6TESO" FTEZLS8E 0O

15

Ths present ittvention also encompasses compounds of Formula VIIL

0w 3
Ry N
Rs 1\

Re N

H
Vi

wherein W, Z, m, n, R3, R4, RS, and Rg are defined as above.

Ry

Thcpreu:tinvuﬁonalg&mmpammndsoﬂmﬂaﬂ

4
Sl
R4Ra H W
Pl
b

X
whersin W, Z, k, m, n, R3, R4, RS, and Rg are defined as sbove.

The present invention also encompasses compounds of Forrmals X,

4 o
Rs ,\"'
MY

X

wherein W, Z, k, m, n, R3, R4, RS, and Rg aro definod ss shove.

-17-
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Preferred compounds of the invention are those where n is-1 or 2. Particularly prefarred
sre those where X snd T are both hydrogen. Thrus, preferred compounds of the invention have

formulas Ia and Ib.
o) 0
Ry G R o)
Ry N Re N
Rs ] N\ R¢ T\
Re N N
H H
- s Ia b

S

~

a Preferred G substituents of the invention include the following:
2
e Dﬁ t,{@(MOR'
t .
. A
E 10 .  whereRg represents hydrogen or alkyl where the alkyl is optionally halogenated; and
's ¢ is an intoger of 1-3.
e More preferred G substituents of formla A include those whero ¢ is 1, 2, or 3, and R is

hydrogen, methyl, ethyl, isopropyl, or cyclopropyl. Particularly preferred G substituents of
fornmla A inclode those where e is 1, 2, or 3, and Ry, is hydrogen or methyl.

15 Another preferred G substituent is the following fornmla:
L 4 Of “CHROR
=
B

where Ry represents hydrogen or alkyl where the alkyl is optionally balogensted; and
¢is an integer of 1-3.
-18-
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More preferred G substituents of formula B include those where e is 1, 2, or 3; and Ry is
hydrogen, methyl or ethyl. Pasticularly preferred G mubstituents of formula B include those
where e is 1 or 2, and R, is hydrogen or methyl.

Another preferred G substituent is the following formula:

ﬁ°‘(cwn”&&
hl Hal

C
where

Hal represents a halogen, preferably finoro, bromo, or chioro;

Rq a0d Rp independontly represeat lpdrogen, C;-Ce alkyl, C;-Creycloaliyl, Cy-
CyeycloalkyiC,-Calkyl where the cycloalkyl group may be substituted with
halogen, C,-C; alkyl, C,-C, alkoxy, or mono- or diC,-C, alkylamino; and

¢ is an integer of 2-3.

. Preferred compounds having fornmula C as the G group include those where Hal is finoro
and eis 2, 3, or 4.

More prefirred G substituents of formula C include those where Rg is hydrogen, methyl
or etiyl; and Rp is hydrogen. Particularly prefizred G substituents of formmla C include thoso
whare o is 2; Ry is hydrogen or methyl; and R} is hydrogen.

Another prefirred G substituent is the following formnla:

3“~©[°‘<crt.);"“-“°
Hal
C-1

-19-
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where
Hal represents a halogen, preferably fluoro, bromo, or chloro;
Ra and R}, independently represent hydrogen, C,-C; alkyl, C,-Cyoycloalkyl, C-
C.oycloalkylC,-Cealkyl where the cycloalkyl group may be substituted with
5 halogen, C,-C, alkyl, C,-C, alkoxy, or moeno- or diC,~C, alkylamino; and
e is an integer of 2-3.
Preferred compounds having formmla C-1 as the G group include those where Hal is
fluoro and e is 2, 3, or 4.

™~
10 Another prefesred G substituent is the following formula:

Y. mmkvg.
4 y R
D
where Rq represents hydrogen, alkyl, or C3.7 cycloalkyl, or & group of the formula:

Re
o
N4
where
pisl, 2, or3;
D and D’ independently represent oxygen, NR, or CHR,, provided that
only ono of D and D’ may bo NR,, where cach R, is hydrogen or C-Cy
alkyl; end
20 R, is hydrogen or C,-C, alkyl; and

R} represents hydrogen, alkyl, or acyl;
Y and Y” independently represent hydrogen or halogen; and

G6TES0D" TTELBEGD

15
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e is an intoger of 1-3.

More preferred G substituents of formula D are those where Y is hydrogen or flucrine;
and ¢ is 1 or 2. Particularly preferred G substituents of formmla D sre those where Y is
hydrogen or fluoring; ¢ is 1 or 2; Ry is hydrogen, C1.3 alkyl, or cyclopropyl, and Ry is
bydrogen, mothyl, or acyl. Other particularly preferred G substituents of formula D are those
where Y is hydrogen end Y" is fluorine. Still other particularly prefemred G groups of Formula
D are those where ¢ is 1 or 2; Ry, is hydrogen, C1.3 alkyl, cyclopropyl or cyclopropylmethyl,
x0d Ry is hydrogen, methyl, or acyl.

Another preferred G substituent is the following fornmola:

N R
Y y R
D-1

where Ry represents rydrogen, alkyl, or C3-7 cycloalkyl; and
Rp represents hydrogen, alkyl, or acyl; or
Ra and R, independently represent hydrogen, C,-C, slkyl, C3-7cycloalkylC,-Calkyl;

Y and Y* independently represent hydrogen or halogen; and

¢ is an integer of 1-3,

More preferred G substituents of formula D aro thows whete ¥ is hydrogen or fiuorine;
and o is § or 2. Particularly prefared G substituents of formula D are those whers Y is
hydrogen or finoring; o is 1 or 2; Rq is hydrogen, C1.3 alkyl, or cyclopropyl, and Ry, is
hydrogen, methyl, or acyl. Other particularly prefirred G substituents of formula D are those
where Y is hydrogen and Y is fluorine. Still other particularly prefirred G groups of Formula

-21-
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D are those where & is 1 or 2; Ry is hydrogen, C].3 alkyl, cyclopropyl or cyclopropytmetiyl,
and Ry is hydrogen, methyl, or acyl.

5 Another preferred G substituent is the following formuia:

LI

where Z is axygen, nitrogen, or methylene; asndmis 1 or2

g Particularly preferred G substituents of formula E are thoss where Z is oxygen, and m is
. 210 1or2 Other particularly prefired G substitucnts of formula E re those where Z is nitrogen,
. H sodmis]or2.

-

b

]

3 Another preferred G substituent is the following formula:

W

¥

0

.- :'L{Q:zbh

15 ' F
where Z is oxygen or nitrogen; and m is 1 or 2.
Particularly prefesred G substituents of formyula F sre those where Z is nitrogen, snd m is

_‘_ lor2.

Another prefirred G substituent is the following formmla:
e
20 11;©:o
H

-22-
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W
where Z is oxygen, nitrogen, or methylene; and m is 1 or 2.

Particularly preferred G substituents of formula H are those where Z is nitrogen, and m

islor2

5 Another preferred G substituent is the following formula:

y Ro

1

]
where Ry represents hydrogen, slkyl, ar C3-7 cycloalkyl;

Rp roprasents rydrogen, alkyl, or acyl;

Y and Y* independently reprosent bydrogea or halogen; and

o is an integer of 1-3,

More preferred G substituents of formula J are those where Y and Y are independently
hydrogen or flucrine; and ois 1 or 2. Particularly preferred G substituents of formula J are those
where and Y” are independently hydrogen ar fluorine; o is 1 or 2; Ry is hydrogen, C1-3 alkyl, or
15  cyclopropyl, and R is hydrogen, methyi, or acyl.

Another preferred G substitnent is the following formula:

@( (cHXNReRs
:1! N
K

—
(-~
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Rq and Rp independently represent hydrogen, C-Cy alkyl, C-Cycycloalkyl, C,-
CieycloalkylC,-C alkyl where the cycloalkyl group may be substituted with

halogen, C,-C, alkyl, C,-C, alkoxy, or mono- or diC,-C, alkylamino; and
© is an integer of 2-3.

Another proferred G substituent is represented by the following formmia:
Ru Ro
M
where
" Ry is hydrogen, halogen, C,-Cyalkyl, C;-Cealkaxy, or triffuoromethyl;

sis 0, 1, 2 or 3, and the sum of s and m is not less than 1;

R, is hydroxy, C,-Cyslkoxy, amino, mono- or diC,-Cialkylamino
where each alkyl is independently optionally substituted with
amino, mono- or diCy-Cealkylamino, or

R, is a group of the formula
e,

s
pisl,2,or3;

D and D’ independently represent cxygen, NR, or CHR, provided
that only one of D and D* may be NR, where each R, is

hydrogen or C,-C alkyl; or and
R, is hydrogen or C,-C, alkyl.
-24-
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Preferred M groups are those where R, is hydrogen or halogen, most preferably fluoro,
and R, is a group of the formula:
Ris
Ru J—N
"‘y"_(ﬁu o
where
5 Ry, i8 hydrogen or C,-Cealkyl;
R, i hydrogen or C,-C,alkyl;
Ryq is hydrgen, ethyl, or methyl;
Ry, is C;-Cealkyl; aial
0 J is a C,-C, alkylene group, prefersbly methylens, ethylens, or propylene.
. ﬁm Particularly preféired groups of Formnla M include those where ¢ is 1 and R, is ethoxy,
y
=
§ _:E_/_NH SNH "c""\ a’\ §'N\/
¢ (
] AN
:“m “:trn/l\/\/"sl'
15
-.. Representative compounds of the invention are shown below in Table 1.
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4 k/N\ NH

&QN,U&QW

@RQ fg@#?

The following numbezing conventions are used to idantify positions on the ring systems
in the compounds of the invention:

0 0
el e
M M~
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Representative compounds of the present invention, which are encompassed by Formula
I, include, but are not limited to the compounds in Table I and their pharmaceutically acceptable
salts. Non-toxic pharmacentically acceptable salts include salts of acids such as hydrochloric,
benzoic, citric, tartaric, maleic, hydroiodic, alksnoic such as scetic, HOOC-(CH2)y-COOH
whero n is 0-4, and the like. Those skilled in the art will recognize a wide variety of non-toxic

Representative compounds of the present invention, which are encompassed by Formula
I, include, but are not limited to the compounds in Table 1 and their pharmaceutically acceptable
salts. The present invention also encompasses the acylsted prodrugs of the compounds of
Formmila L Those skilled in tho art will recognize various synthetic methodologies which may
bumﬂmnwmw;.mmmkwmmwﬂmwummmuummnmuumwmi
prodrugs of the compounds encompassed by Formula L

By "alkyl” or "lower alkyl"™ in the present invention is meant straight or branched chain
alkyl groups having 1-6 carbon atoms, such as, for example, methyl, ethyl, propyl, isopropyl, n-
butyl, sec-butyl, tert-butyl, pentyl, 2-pentyl, isopentyl, neopentyl, hexyl, 2-hexyl, 3-hexyl, and
3-methylpentyl

By "slkoxy” or "lower alkoxy” in the present invention is meant straight or branched
chain alkoxy groups having 1-6 carbon stoms, such as, for exsmple, methoxy, ethoxy, propoxy,
hexoxy, 2-hexoxy, 3-hexoxy, and 3-methylpentoxy. i

By *diC-C.alkylamino™ is meant an-amino group carrying two C-Cealkyl groups that
are the same or different.

By “benzoxazinyl” as used herein is meant a moiety of the formmia:

2 <
213
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A benzoxazin-6-y! group is depicted.

By "halogen” in the present invention is meant fluorine, bromine, chlorine, and iodine.

By “2-hydroxyethoxy” is meant a group of the fonmula: -OCH2CHZ0H.

By a 2, 3, or 4-pyridyl, 1- or 2-imidazolyl, 1-, 2-, or 3-pyrrolyl, or adamantane-2-yl
group that is substituted on a tertiary carbon or a secondaty nitrogen with C,-Cealkyl is mesnt
any such group in which a hydrogen atom is replaced with an sppropriate alkyl group. By way
of example, such groups include the following:

ﬁ!f;\ __ -;_Q_CH' lﬁ[:zm and :1![?_\%

By "N-alkylpiperazyl" in the invention is meant radicals of the formmla:

whero R is a straight or branched chain lower alkyl as defined above.

ﬁwmawawm@mmw&om
assay for GABA&a receptor binding activity.

Assays are carried out as described in Thomas and Tallman (J. Bio, Chem. 156: 9838-
9842 , J. Neurosci. 3: 433440, 1983). Rat cortical tiseus is dissected and bomogenized in 25
volumes (w/v) of 0.05M Tris HCl buffer (pH 7.4 at 4°C). The tissue homogenate is
centrifoged in the cold (49) at 20,000 x g for 20". The supematant is decanted and the pellet is
rehomogenized in the same volume of buffer and again centrifuged at 20,000 x g. The

supematant is decanted and the pellet is frozen at -20°C ovemight. The pellet is then thawed
=30-
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and rehomogenized in 25 volume (original wi/vol) of buffar and the procedure is carried out
twice. The pellet is finally rosuspended in 50 volumes (w/vol of 0.05 M Tris HC! buffer (pH
7.4 at 409C),

Incubations contain 100 ml of tissus homogenate, 100 ml of radioligand 0.5 oM (3H-
RO15-1788 {3H-Flumazenil] specific activity 80 Ci/mmol), drug or blocker and buffer to a total
volume of 500 ml. Incubations are carried for 30 min at 4°C then are rapidly filtered through
GFB filters to sepamte free and bound ligand. Filters are washed twice with fresh 0.05 M Tris
HCl buffer (pH 7.4 at 4°C) and counted in a liquid scintillstion counter. 1.0 mM diazopam is
added to some tubes to determine nomspecific binding. Data sre collected in triplicate
determinations, sveraged and % inhibition of total specific binding is calculsted. Total Specific
Binding = Total - Nonspecific. In some cases, the amounts of unlsbeled drugs is varied and
total dispiacement curves of binding are carried out. Data are convertad to Ki's; resulis for
compounds of this invention are listed in Table 2.

]
;

b
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The compounds of general formula I may be administered orally, topically, parenterally,
by inhalation or spray or rectaily in dosage unit formulations containing conventional non-toxic
pharmaceuticaily acceptable carriers, adjuvants and vehicles. The term parenteral as used herein
includes subcutameous injections, intravenous, intramuscular, intrastemal injection or infusion
techniques. In addition, there is provided a pharmaceutical formulation comprising a compound
of general formnla I and a pharmaceutically acoeptable carrier. One or more compounds of
general formula I may be present in association with one or more non-toxic pharmaceutically
acceptable camricrs and/or diluents and/or adjuvants and if desired other active ingredients. The
pharmacentical compositions containing compounds of general fornmla I may be in a form
suitable for ozal use, for example, as tablets, troches, lozenges, aquecus or oily suspensions,
dispersible powders or granules, emmision, hard or soft capsules, or syrups or elixirs.

Compositions intended for oral nse may be prepared scconding to any method known o
the art for the manufacture of pharmaceutical compositions and such compositions may coatain
ono or more agents selected from the group consisting of sweetening agents, flavoring agents,
colocing agsnts snd preserving agents in order to provide pharmecoutically clegant and palstable
preparations.  Tablets contsin the sctive ingredient in admixture with non-toxic
pharmaceutically acceptable excipients which are suitable for the manufacture of tablets. These
excipients may be for exsmpie, inert diluents, such s calcium carbonats, sodiom carbonats,
Iactose, calcium phosphate or sodfum phosphate; gramulating and disintograting egents, for
example, com starch, or alginic acid; binding agents, for example starch, gelatin or acacia, and
Iubricating agents, for example magnesiom stearats, stearic acid or talc. The tablets may be
mncoated o they may be coated by known techniques to delay disintogration and absorption in
the gastrointestinal tract and thercby provide a sustained action over a longer pariod. For

32-
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example, a time delay material such as glyceryl monosterate or glyceryl distearste may be
employed.

Formulations for oral use may also be presented as hard gelatin capsules wherein the
active ingredient is mixed with xn inert solid diluent, for example, calcium carbonate, calcium
phosphate or kaolin, or as soft gelatin capsules whercin the active ingredient is mixed with
water or an oil medium, for example peannt oil, liquid paraffin or olive oil

Aqueous suspensions contain the active materials in admixture with excipients suitable
for the mamufacture of aqueous suspensions. Such excipients are suspending agents, for
siginate, polyvinylpyrrolidone, gum tragacenth and gum scacis; dispersing or wetting agents
may be a naturelly-occurring phosphatide, for example, lecithin, or condensation products of an
mylmoﬁuwimﬁn;mhmhpmuhymmamm
of ethylene oxide with long chain aliphatic alcohols, for example heptadecacthyleneoxycetanol,
or condensation produsts of cthylene oxide with partial esters dexived from fatty acids and a
hexitol such as polyoxysthylens sorbitol monooleats, or condensation products of ethylens
oxide with pertial esters derived from fatty acids and hexitol snhydrides, for exsmple
polyethylene sorbitan monooleste. The aqueons suspensions may also contain oms or more
preservatives, for example ethyl, or n-propyl p-hydroxybenzoate, one or more colaring agents,
one or more flavoring agents, and one or more swectening agents, such as sucrose or saccharin,

Qily suspensions may be fonmmilated by suspending the active ingredients in » vegatablo
oil, for example arachis oil, olive oil, seeame 0il or coconut oil, or in & mineral oil such as liquid
paraffin. ‘The oily suspensions may contain a thickening agent, for cxample beeswax, hard
paraffin or cetyl alcohol. Sweetening agents such as those set forth sbove, and flavoring agents
may be added to provide palatable oral preparations. These campositions may be presexved by
the addition of su snti-oxidant such as ascorhic acid.

-33-
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Dispersible powders and grsmiles suitable for preparation of an aqueous suspension by
the addition of water provide the active ingredient in admixture with a dispersing or wetting
agent, suspending agent and one or more presczrvatives. Suitsble dispersing or wetting agents
and suspending agents are exemplified by those already mentioned above. Additional
excipients, for example sweetening, flavoring and coloring agents, may also be present.

Pharmaceutical compositions of ths invention may also be in the form of oil-in-water
cmulsions. The oily phase may be a vegetable oil, for exempls olive oil or arachis ail, or a
minunloil,formmploliquidpmﬁnon_n;ixhnuofthm Suitable emulsifying agents may
benﬂnﬂymmformhmwmmmmm
phosphatides, for examplo soy bean, lecithin, and esters or partial csters derived from fitty acids
and hexitol, anhydrides, for example sorbitan monoleate, and condensation products of the said
emulsions may slso contain sweetening snd flavoring ageats.

Syrups and elixirs may be formulated with sweetening sgents, for example glycerol,
propyiens gtycol, sarbitor or sucrose. Swch formmlations may also contsin & demmicent, a
prosexvative and flavoring and coloring agents. The pharmacentical compositions may be in the
form of a sterile injectable aqueous or oleaginoms suspension. This suspension may be
formulated according to the known art using thoee suitable dispersing or wetting agents and
also be sterile injectable solution or suspepsion in a non-toxic parentally acceptablo diluent or
solvent, for example as a solution in 1,3-butanediol. Among the sccoptable vehicles and
solvents that may be employed aro water, Ringar's solution and isotonic sodium chloride
solution. In addition, sterile, fixed oils are conventionally employed as a solvent or suspending
medium. For this purpose any bland fixed oil may be employed inchuding synthetic mono-or
diglycezides. In addition, fatty acids such as oleic acid find use in the proparation of injectables.
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The compounds of genera! formuls I may also be administered in the form of
suppositorics for rectal administration of the drug. Thess compositions can be prepared by
mhdngthedmswhhuuihbhmhﬁuﬁngmdpimwhiehisnﬁd_u.mdhnympmm
but Liquid at the rectal temperature and will therefore meit in the rectum to releaso the drug.

' Such materials are cocou butter and polycthylene glycols.

Compounds of general formula I may be administered parenterally in & sterile medium.
The drug, depending on the vehicle and concentration used, can either be suspended or
dissolved in the vehicle. Advantageously, adjuvants such as local anaesthetics, preservatives
and buffering agents can be dissolved in the vehicle.

Dosage levels of the order of from about 0.1 mg to about 140 mg per kilogram of body
weight per day are useful in the trestment of the above-indicated conditions (about 0.5 mg to
sbout 7 g per patient pet day). The amount of active ingredient that may be combined with the
carrier materials to produce a single dosage form will vary depending upon the host treated snd

. the particular mods of administretion. Dosage unit forms will generally contain between from

sbout 1 mg to about 500 mg of an active ingredient.

It will be understood, however, that the specific dose level for any particular patient will
depend upon & variety of factors including the activity of the specific compound employed, the
sge, body weight, general healfh, sex, diet, time of administration, route of administration, and
rate of excretion, drmg combination and the severity of the particular discase undergoing
therapy.

An illusiration of the preparstion of compounds of the present invention is given in
Scheme L

.-rg'ﬁ; S T
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!

DMF, 0°

IN NaOH, EtOH
100°
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where Q, W, k, m,n, Z, R3, R4, RS, and R§ are as defined shove.

5 Those huving skill in the art will recognizs that the starting materials may be varied and
additional steps employed to produce compounds encompassed by the present invention, as
demonstrated by the following examples.

In some cases protection of certwin reactive functionalitics may be necessary to achieve
“Some of tho above transformations. In general the need for such protecting groups will be

© 10 epparent to those akilled in the art of organic synthesis as well s the conditions necessary to

'ﬁ?' Mmdmmm;hw.wmmﬂuofﬂmmofm

~

E protected aniline desivatives are shown in Schames IT (1), (2) and (3).

78
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3 Scheme II
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O, 22 O
Be MeCN, 0°
Pyridine, TFAA
CH,Cl,, 0°
\ o 10% Pd/C, H, -
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CICH,CH,0R,
< > K,CO,, Nal { 3
OH r O\/\OR“
Cs,C0,, DMF, 75°
0%
E-ue
Hz"—< FO\/\OR“
® )
@ socl, @
0\/\011 ___bso' o al
RyRoNH, i-PrOH
scaled tube, 100°
O B Q
\/\N&Rm BtOH o\/\mm
R=H -
R,y = COCF3 P’""’m'm o :,FM'
5 (for Ry =H)

Compounds of Formula I where G is 2 group of, for example, formias C, C-1, D, D-1,
K or M can be made using the shove ontlined methods and, e.g,, sdditional ester and amide
coupling reactions. In certsin situstions, protection of the indole ring nitrogen will be necessary.

For example, compounds where R, is a dialkylamino group can be prepared from a.2-(4-

10  nitrophenoxy)ethan-1-ol made as described sbove and oxidation of the hydroxy group, and

subsequent formation of an acid chloride or active ester. The active ester or acid chloride may
-38-
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then be coupled to an appropriate amine and the resulting nitrophenyl compound used as shown
in the above schemes.

The disclosures in this application of all articles and references, including patents, are
incorporated herein by reference in their entirety.

One skilled in the art will recognize that modifications may be made in the present
invention without doviating from the spirit or scope of the invention. The invention is
illustrated further by the following examples which are not to be construed as limiting the
invention or scope of the specific procedures or compositions described herein.

mmm‘.mmmhMWummweu
known synthetic methods.

Representative examples of methods for preparing intermediates of the invention are set
forth below.

4-0x0-4,5,6,7-tetrahydrobenzofursn-3-carboxylic acid is prepared acconding to the

following procedure. Potassium hydroxide (345 g, 6.15 mol) is dissolved in methyl alcohol (1.2

L) then cooled in an ice water bath. A solution of cyclohexsnedione (714 g, 6.15 mof) in methyl

alcohol (1.2 L), dissolved nsing gentle heat, is added dropwise to the cold, stired KOH solution

over 2h. A solution of ethyl bromopyruvate (1200 g, 6.15 mol) in meéhyl alcohol (1.5 L) is

then added dropwise over 3 h. The reaction mixture is allowed to reach ambient temperatare
-39-



6TEEBD"TTELBES

and stirred an additiona] 14.5 h. While cooling the reaction mixturo via & water bath,  solution
of sadium hydroxide (492 g, 12.4 mol) in water (984 mL) is added dropwise over 2.5 h. After
stirring at ambiext temperature for 15.5 h, the reaction mixture is cooled in an ice water bath,
500 g of ice edded, and the resulting mixture is then acidified with concentrated hydrochloric
acid (ca 1L) to pH 1. The reaction mixture is concentrated in vacuoa, 1L of ice is added, and the
precipitate filtered, washed with ice water (3 X 200 mL), and then dried in 8 vacuxm oven at
759 C to afford 4-0x0-4,5,6,7-tetrahydrobenzofiran-3-carboxylic acid (560 g). m.p. 137-1389
C.

~40-
e '
- ."'-F'ﬂ - LR
"".r-'-la . ".'i-- (] ‘I‘
'3.‘#; . -I;?‘-;f-'a-. . +E



FTEBD" TTELBE O

15

20

N
\
H
To a stitred mixture of 4-0x0-4,5,6,7-tetrahydrobenzofuran-3-carboxylic acid (640 g,
3.55 mol), potassium carbonate (1.7 kg, 10.65 mol) and cesium carbonate (100 g, 0.32 mol) in

N,N-dimethyiformamide (9.0 L) is added iodoethane (1250 g, 8.01 mol). The mixture is heated

8600 C for2 L. After cooling to ambient temperatore, the mixture is filtered, the sobid is rinsed
with eyl acetats, and the filtrate concentrated i vacwo . Water (2 L) is added then extractod
with ethyl scetate (2 X 2L); the combined organic extracts are washed with brine, dried over
magnesium sulfate, filtered, snd concentrated fx wacko o give ethyl d-oxo-4,5,6,7-
totralyvirobenzofran-3-carbexylic acid (642 g). A mixturs of this ester (640 g, 3.07 mol) and
smmonium acetate (426 g, 5.53 mol) in N;N-dimethylformamide (320 mL) is heatod to 100° C
for 2 h. The reaction mixtare is cancentrated in vacwo , ioo water (2.5L) is added, and extracted
with dichloromethane (2 X 3L) ; the combined organic extracts are washed with brine, dried
over magnesium sulfite, filtered, and concentrated in yocwo to give cthyl 4-axo-4,5,6,7-
tetraliydroindole-3-carbaxylate (357 g). A mixtaro of this ester (170 g, 0.82 mal) in cthyl
alcohol (250 mL) and & solution of sodinm hydroxide (165 g, 4.1 mol) in water (1 L) is heated
at refiux for 1 b, then cooled in an ico water bath. - Conceatrated hydrochloric acid (350 mL) s
added dropwise, the precipitate collected by filtration, rinsed with ioe water (3 X), and dried in &
vacunm oven at 759 C to afford 4-0x0-4,5,6,7-tetrahydroindole-3-carboxylate (125 g). m.p.
269-2700 C.

0
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A solution of p-nitrobenzylbromide (5.40 g, 25 mmol) in acetonitrile (60 ml) is added
dropwisc to a stirred golution of aqueous methylsmine (65 mL, 40 wt%, 0.75 mol) in
acctonitrile (50 mL) at 09, After stirring an additional 15 minutes, the solution is poured into
bjnn,dﬁedomwdimuﬂﬁte.ﬁhuad,mdmcuﬂmtedinmtogiw4—
@MME?MMMMﬂmmmuﬂmu

A solution of trifiuoracetic anhydride (4.46 mL, 31.6 mmol) in dichloromethane (10 mL)
hlddeddmpwinbtlﬁnedmluﬁmofﬂmuhylmmaﬂlyl)ﬁhobmﬂ.mm
mmol) and pyridine (2.16 mL, 26.7 mmol) in dichloromethane (25 mL) at 0°. After stirring an
additional 30 minutes, the solution is poured into aqueous 3.6N hydrochloric acid and extracted
with dichloromsethsne. The organic layer is washed with brine, dried over sodium sulfate,
filteed, ud concentrated i wacwe to  give  4{N-rifluoroacetyl-
(mucthylaminomethyl)Jnitrobenzene (6.55 g).

Cruds 4-{N-triffucroacetyl-{methylaminomethyl)nitrobenzens (6.55 g) is dissolved in
eftiyl alcohol (75 mL) , added to10% Pd/C (655 mg) in a Parr bottle and shaken under Hydrogen
(50 PSI) for 4 homrs. The mixture is filtered through Celite snd concentrated in vacko to give 4-
[N-trifinoroacetyl-(methylaminomethyl)eniline (5.75 g).

The 3-aminoalkylanilines are prepared in a similar fashion according to the procedure
gencally sct forth in part (1) of Scheme I above.
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A mixtare of p-nitrophenol (1.39 g, 10 suol), 2-chlorosthoxytrimethylsilane (3.2 ml, 20
mmol), potassiom carbonate (4.15 g, 30 mmol), cesium carbonats (163 mg, 0.5 mmol), and
sodium jodide (149 mg, 1 mmol) in N,N-dimethylformamide 10 mI) is heated at 75° for 19.5
bours. After cooling to ambient temperature, the mixture is diluted with ethyl acetate and
filtered. The filtrate is washed with saturated aqueous sodium bicarbonate, then washed 2X
with water, dried over magnesium sulfiste, filtered, concentrated i vacuo, and purified on Silics
gel (1:1 ethyl acetate / hexanes) to give 4-nitro-(2- Hydroxyethaxy)benzeno (125 g).

4 Nitro-(2-Hydroxyethoxy)benzene (1.13 g, 6.2 mmol) in thicnyt chloride (10 mL) is
heatod at reflux for 3 hours then concentrated ir vacuo . After cooling the residne in an ice
watter bath, satursted aqueous sodinm bicarbonate is added and the precipitate collected, rinsed
with water, and dried to give 4-nitro-(2-chloroethoxy)benzene (909 mg).

A mixture of 4-nitro-(2-chloroethoxy)benzene (781 mg, 3.9 mmol) snd aqueous
methylamine (15 mL, 40 wt. %) in isopropyl alcohol (15 mL) is heated in a sealed tube at 1000
for 4 hours. Afer cooling in en ice water bath, the mixtured is poured into brine and extracted
ZX with dichloromethane, dried over sodium sulfate, filtered, and concentrated ix vacuo to give
4-nitro-(2-methyilsminoethoxy)benzeme (697 mg).

To » solution of 4-nitro~(2-methylaminoethoxy)benzene (766 mg, 3.9 mmol) and
pyridine (0.35 mL, 4.29 mmol) in dichloromethane (S mL) at 0° C is added dropwiso
trifuroscetic anlrydride (0.72 mL, 5.08 mmol). After stiring at 0° C for 3.5 hours, the mixtare
is poured into aqueous 1.2 N hydrochloric acid end extracted with dichloromethane. The
sodium sulfute, filtered, and concentrated in vacuo to give 4-nitro-(N-trifinoroacetyl-2-
methylaminocthoxy)benzens (1.06 g). Treatment of this nitro compound with 109 Palladtum

43-
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on carbon in ethyl alcohol (18 mL) in a Parr bottle under Hydrogen (55 PSI) for 2.25 hours
affords 4-amino-(N-trifluoroacetyl-2-methylaminoethoxy)benzeae (709 mg).

Example 2

o o)
N HD’\NHMQ

s v
To a stirred solution of 4-0x0-4,5,6,7-tetrahydro-1H-indole-3-carboxylic acid (100 mg,
0.6 mmol) and triethylamine (0.15 mL, 1.1 mmol) in N;N-dimethylformamide (5 mL) st 0° C is
added ethy] chloraformate (0.1 mL, 1.1 mmol). After stiming an additional 1 hour, 3-(N-
triflnoroscetyl-(metiylamincmethyfaniline (0.3 g, 1.3 mmol ) is sdded. The resction mixtureis
stirrred for 4 hours, then poured into saturated aqueous ammoninm chloride and extracted 2X

-
o

with cthyl acetste. The combined organic layers are washed sequentially with brine, aqueous
2N hydrochloric acid, then brine, dried over sodium sulfate, filteyed, and concentrated ix vacuo .
To the residue is added 15% aqueous potassinm bicarbonate (5 mL) and methyl alcohol (3 mL),

' Ba6TESD" FTEL EGO

then heated at refux for 3 hours. After oooling, the reaction mixture is extracted with ethyl
acetate, the arganic Iayer dried over sodium sulfite, filtered, and concentrated in vacso to give
N-{3-(methylaminomethyl)phenyi]-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-carbaxamide;
(Compound 1) m.p. 130-132°C.

Example 3
20 The following compounds are prepared essentially according to the procednres described
in Examples 1-5:
®  N{3-(Mcthyleminomethyl)pheny}-4-oxo-4,5,6,7-tetralydro-1H-indole-3-
.carbaxamide (Compound 1); mp 130-132° C.
44-
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()  N-{4-(Hydroxyethoxy)phenyl}-4-oxo-4,5,6,7-tctrahydro-1H-indole-3- Cad

carboxamide (Compound 16); mp 245-247° C.

()  N-[4-{Mcthoxyethoxy)phenyl}-4-ox0- 4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 2).

(@  N-{4-(3-Methylaminoethoxy)phenyl]-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 17); mp 233-236° C.

(©  N-[4-(Methoxymethyl)phenyl]-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-

_ carboxamide (Compound 18); mp 164-165° C.

(0  N-[4-(AminomethyDphemyl}-4-ox0-4,5,6,7-totrabydro-1H-indole-3-carboxamide
(Compound 6; mp 200 C (4).

(8  N-[4-(MothylaminomethyDphenyl}-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 19); mp 217-219° C.

()  N-{2-Fluoro-4-{methylaminometiyl)phenyl}-4-0xo- 4,5,6,7-tetrahydro-1H-
indole-3-carboxamide (Compound 3); mp 186-1889C.

@  N-{4{N-acetyl{methylaminomethyl)phenyl]}-4-ox0-4,5,6,7-tetrahrydro-1H-
indole-3-carboxamids (Compownd 20); mp 204-206° C.

@  Nj4(Bthylaminomethyl)phenyl}-4-0x0-4,5,6,7-tetmshydro-TH-indole-3-
carboxsmids (Compound 21); mp 194-195° C.

()  N-{4-(Isopropylaminometiryf)pheryl}-4-0x0-4,5,6,7-tetrahiydro-1H-indole-3-
carboxamide (Compound 22); mp 164-166° C.

®  N{4(Cyclopropylaminomefhyf)phenyl}-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 5); mp 171-1730 C.
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(m) N-{4{(Dimethylaminomethyl)phenyi]-4-ox0- 4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 23); mp 216-218°C.

(@  N-{4-(2-Aminoetiyl)phenyl}-4-axo- 4,5,6,7-tetrahydro-1H-ndole-3-carboxamide
(Compound 24); mp 85-90° C.

(o) N-{4(2-Methylsminocthyl)phenyl}-4-oxo- 4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 4); mp 197-200° C.

@  N-4-(Methoxymethylphenyl}-4-ox0-5,5-dimethyl4,5,6,7-tetrahydro-1H-
indole-3-carboxamide (Compound 25).

(@ N{4-(Methylaminomethylphonyl-4-oxo-1,4,5,6,7,8-hexahydro-
cycloheptalblpyrrole-3-carboxamide (Compound 7); mp 173-175¢ C.

©  N-{-Nacetyl(metylminomethylpbenyl]}4-oxo-6 methyl-4,5,5,7-
tetrahydro-1H-indole-3-carboxamide (Compound 26); mp 159-161° C.

®  N-(4-(Mothylaminomethyl)phenyl}-4-oxo-6-mathyl-4,5,6,7-tetrabydro-1H-
indole-3-carboxamide (Compound 27); mp 217-219° C.

©  N-{4-(Hydroxymethylphenyl}-4-oxo-6-methryl-4,5,6,7-tetralydro-1H-indole-3-
carboxamide (Compound 28); mp 260-262° C.

(W  N-{4-C-Hydroxyethoxy)phonyl}4-oxo-6-methyl-4,5,6,7-totrabrydro-18-indole-
3-carboxamide (Compound 9); mp 245-247° C.

()  N3-(Mothylsminomethylphenyl}-4-oxo-5-methy}-4,5,6,7-tetraydro-1H-indole-
3-carboxamide (Compound 29); mp 172-174° C. :

(W)  N{4-{2-Hydroxyethoxy)phenyi]}-4-0x0-6,6-dimethyl-4,5,6,7-tetralrydro-1H-
indole-3-carboxamids (Compound 30); mp 268-270° C.

)  N{3-(Hydroxymethylphenyl}-4-oxo-6,6-dimefiryl-4,5,6,7-tetralrydro-1H-indole-
3-carboxsmide (Compound 8); mp 233-2350C.
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o)  N-{4-(Hydroxymethyl)phenyi]4-oxo-6,6-dimethyi-4,5,6,7-tetrahydro-1H-indolc-

3-carboxamide (Compound 31); mp 245-247°C.

(@ N{4(Methylaminomethyf)phenyi}-4-oxo-6,6-dimethyi-4,5,6,7-tetrabydro-1H-
indole-3-carboxamide (Compound 32); mp 230-232°C.

(aa)  N-(1,3-Benzodioxol-5-yl)-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-catboxamide
(Compound 10); mp 248-249° C.

(bb)  N-(2,3-Dihydro-1,4-benzodioxin-6-y1)-4-0x0-4,5,6,7-tetraliydro-1H-indoje-3-
carboxamide (Compound 11); mp 254-256°C. *

() N-(3,4-Dihydro-ZH-1,4-benzoxzin-6-yl)-4-0%0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 33); mp 2169C.

(dd) N-(2,2-Dimethyl-1,3-benzodioxol-5-yl)-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 34).

(c¢) N-(2,3-Dihydro-1H-indol-5-yl)-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 35); mp 283-286°C.

()  N-(23-Dilydro-1H-indol-6-y1)-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 13); mp 322-323°C.

(s8) N-(1,3-Benzodioxol-5-yl)4-oxo-5,5-dimethyl-4,5,6,7-tctrahydro-1H-indole-3-
carboxamide (Compound 36).

(bh) N-(2,3-Dihydro-1,4-benzodioxin-6-yi)-4-oxo-5,5-dimethyl-4,5,6,7-tetrahydro-
1H-indole-3-carboxamide (Compound 37); mp 241-2439C,

() N-«H-lﬁ-BM%ﬂH-m—S}dhaWH.SﬁJ—mmhydm—lH—il;doh-
3-carboxamide (Compound 38); mp 251-2520C,

G) N«(13-Benzodioxol-5-y[)-4-0zo-14,5,6,7,8-hexnhydro-cyclohoptalblpyrrole-3-
cathoxamide (Conpound 39); mp 210-212° C.

47-
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(kk) N-(2,3-Dilydro-1,4-benzodioxin-6-yl)-4-0x0-1,4,5,6,7,8-hexahydro-
cyclohepta[blpymole-3-carboxamide (Compound 12); mp 222-223° C.

()  N«(2,2-Dimethyl-1,3-benzodioxol-5-yl)-4-0xo-6-methyl-4,5,6,7-totrahydro-1H-
indole-3-carboxsmide (Compound 40); mp 155-1579C.

carboxamide (Compound 41); mp 297-2999C.

(an)  N-(2,3-Dihydro-1,4-benzodioxin-6-yl)-4-cxo-6-mathyl-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide (Compound 42); mp 290-2920C. -

(o)  N<(1,3-Benzodioxal-5-yl)-4-axo-6,6-dimethyl-4,5,6,7-tetrahydro-1H-indole-3-
carbozamide (Compound 43); mp 245-246° C.

(pp) N-(2,3-Dihydro-1,4-benzodioxin-6-yi)-4-ox0-6,6-dimethyl-4,5,6,7-tetrahydro-
1H-indole-3-carboxamide (Compound 44).

(@@ N-(4H-1,3-Benzodioxin-7-yl)-4-ax0-6,6-dimethyl-4,5,6,7-tetrahydro-1H-indole-~
3-carboxamide (Compound 45); mp 234-236° C.

()  N-{(2-Hydroxyethoxy)pyrid-5-yl}-4-oxo-6-metiyl-4,5,6,7-tetrahydro-1H-imdole-
3-carboxamide (Compound 15); mp 221-223° C.

(s2) N{!A—DM&E—IMW&?—M&,TMIHW&
carboxamide (Compound 46).

()  N-[3-2-Pymolidinylethoxy)phenyl}-4-ox0-4,5,6,7-tetrahydro-1 H-indole-3-
carboxamide; [altemate nzme: (4-oxofS,6,7-trihydroindol-3-y1))-N-{4-(2-
pyrrolidinylethoxy)phenyljcarboxamide] (Componnd 47);

(m) N-{3-(2-Dimethylaminoethoxy)phenyl}-4-ox0-4,5,6,7-tetrahydro-1H-indole-3~
carboxamide [alternate name: (4-0xo(5,6,7-trihydroindol-3-y1)-N-{4-(2-
Dimethylaminoothoxy)phenyljcarboxamide] (Compound 48);
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(vw) N-(3-2-n-Propylaminocthoxy)phenyl]-4-ox0-4,5,6,7-tetrahydro-1H-indolo-3-
catboxamide (Compound 49).

(ww) N4{3-(2-n-Butylaminoethoxy)phearyl}-4-ox0-4,5,6,7-tetrahydro-1H-indolo-3-
carboxamide (Compound 50).

(xx) N{3{(2-Isobutyizminoethoxy)phenyl}-4-axo-4,5,6,7-tctrahydro-1H-indole-3-
carboxamide (Compound 51) (syrup).

(0y) N{3-(2-Cyclobutylaminoethoxy)phenyl}-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 52).

(=) N{3-(2-t-Butylaminoethoxy)phenyl}-4-0x0-4,5,6,7-tetraliydro-1 H-indole-3-
carboxamide (Compound 53).

(aas) N-[32-Cyclopropylmetiylaminoethoxy)phextyl]-4-oxo-4,5,6,7-tetrahydro-1H-
indole-3-carboxammide (::ompmd 54).

(bbb) N-{3-{2{(4-Methyicyclohexylaminoethoxy]phenyl}-4-oxo-4,5,6,7-tetrahydro-
1H-indole-3-carboxamide (Compound S5).

(ccc)  N-{3-{2-(3-Triffuoromethyfbenzylamino)ethoxylphenyl} -4-ox0-4,5,6,7-
tetrahydro-1H-indole-3-carboxamide (Compound 56).

(ddd) N-{3-[3-(3-Trifluaromethylbenzylamino)propoxyphenyl}-4-oxo-4,5,6,7-
tetrahydro-1H-indole-3-carboxamide (Compound 57).

(cce) N-{4-(2-Dimethyiaminoethyl)phenyi]-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 58).

() N{4-Q-Pymolidin-1-yletryl)phenyl}-4-0x0-4,5,6,7-tetralrydro-1H-indole-3-
cartboxamide (Compound 59); mp 184-186°C.

(e82) N-{4-(2-Diisopropylaminoethoxy)phenyl]-4-0x0-4,5,6,7-tetrahydro-1H-indolo-3-
carboxamide (Compound 60).

(kbh) N-{4-(2-Methylaminoethoxy)pheayl}-4-cx0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 61).

SR - ca kgl "'-_
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(i) N-{4-(2-Ethylaminocthoxy)phenyi}-4-ax0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 62); mp 140-141°C.

(i) N-[2-Fluoro-4-(2-cthylsminoethoxy)phenyl]-4-0x0-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide (Compovmd 63).

(kik) N-{4-(2-n-Propylaminoethoxy)phenyl}-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 64); mp 130-133°C.

@) N-[2-Fluoro-4-(2-n-propylaminoethoxy)phenyl]-4-oxo-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide (Compound 65).

(mmm) N-{3-Fluoro-4-(2-n-propylaminocthoxy)phenyl}-4-oxo-4,5,6,7-
tetrahysro-1H-indole-3-carboxamide (Compound 66).

(umm-a)  N-{3-Fluoro-4-(2-n-propylaminoethoxy)phenyi}-4-0x0-4,5,6,7-
tetrabydro-1H-indole-3-carboxamide hydrochloride (Compound 67); mp 373°C.

(non) 'N-{4-(2-Cyclopropylaminoethoxy)phenyl]}-4-0x0-4,5,6,7-tetralrydro-1H-indole-
3-carboxamide (Compound 68).

(000) N-{4-(2-Isopropylaminoethoxy)phenyi]-4-oxo-4,5,6,7-tetraliydro-1H-indole-3-
carboxamide (Compound 69); mp 284-286°C.

(erp) N-{4-(2-Cyclopropyimethylaminoethoxy)phenyl]-4-0x0-4.5,6,7-tetrahydro-1H-
indolo-3-carboxamids (Compound 70).

(rpp-2) N-[4-(2-Cyclopropylmethylaminoethoxy)pheay]}-4-ox0-4,5,6,7-
tetrahydro-1H-indole-3-carboxamide hemifumarate (Compound 71); mp234-234°C.

(999) N-{2-Finoro-4-(2-Cyclopropyimethylaminoethoxy)phenyl}-4-oxo-4,5,6,7-
tetrahydro-1H-indole-3-carboxamides (Compound 72); mp 247-250°C. |

(@) N-{3-Fluoro-4-(2-Cyclopropyimethylaminoethoxy)phenyl}-4-ox0-4,5,6,7-
tetrahyxiro-1H-indolo-3-carboxamide (Compound 73).
tetrahydro-1H-indole-3-carboxamide tosylate (Compound 74); mp 222°C.

-50-
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(ws) N{4-(2-Isobutylaminoethoxy)phenyi}-4-0x0-4,5.6,7-tetrahydro-1H-indole-3-
carboxamide (Compoand 75); dust.

()  N-[2-Fluoro-4-(2-Iscbutylaminoethoxy)phenyl}-4-0x0-4,5,6,7-tetraltydro-1H-
indole-3-carboxamide (Compound 76); mp 152-155°C.

(uun) N-{3-Floro-4-(2-Isobutylaminoethoxy)phenyl}-4-0x0-4,5,6,7-tetralydro-1H-
indole-3-carboxamide (Compound 77); mp 147-149°C.

(vvv) N-{4-(2-n-Butylaminoethoxy)phenyl}-4-0x0-4,5,6,7-tetrabydro-1H-indole-3-
carboxamide (Componnd 78).

(vv-a)  N-f4-2-n-Butylaminoethaxy)pheayl}-4-oxo-4,5,6,T-tetrahydro-LH-
indole-3-carboxamide hydrochlotide (Compotnd 79); mp 187-190°C.

(www) N-{3-Fluoro-4-(2-n-butylaminoethoxy)pheayi}-4-oxo-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide (Compound 80).

(ox)  N-{4-(2-t-Butylaminoethoxy)phenyl}-4-0x0-4,5,6,7-totrahydro-1H-indole-3-

carboxamide (Compound 81); mp 290-292°C.

(vyy) N{3-Finoro-4-(2-t-butylaminoethoxy)phesnyi}-4-oxo-4,5,6,7-tetraltydro-1H-
indole-3-carboxamide (Compound 82).

(sans) N-[4-(2-ademant-2-ylaminoothoxy)phenyl}-4-ox0-4,5,6,7-tetrahydro-1H-indole-

3-carboxamide (Compound 83); mp 144-149°C.

(bbbb) N-{4-{(R)-Pyrrolidin-2-yimethoxylphenyl}-4-0x0-4,5,6,7-tetralrydro-1H-indole-

3-carboxamids (Compound 84); mp 164-167-170°C.

(cece) N-{4-{(S)-Pyrrolidin-2-yimethoxylpheayl} 4-0x0-4,5,6,7-tetrabydro-1H-indole-

3-carboxamide (Compotnd 85); mp 165-167°C.

(dddd) N-{4-(Piperidin-3-yimethoxy)phenyl]-4-ox0-4,5,6,7-totrahydro-1H-indole-3-
carboxamide (Compound 86).

(dddd-e)  N-{4-(Piperidin-3-yimethoxy)phenyl]-4-ox0-4,5,6,7-tetralrydro-1H-
indole-3-carboxamide hydrochloride (Compound 87); mp 196-199°C.

-51-
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(ecec) N-[4-(2-Dimethylaminoethoxy)pheayl]-4-0x0-4.5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 88); mp 201°C.

(f) N-{3-Fiuoro-4-(2-dimethylaminoethoxy)phenyl}-4-0x0-4,5,6,7-tctrahydro-1H-
indole-3-carboxamide (Compound 89); mp 203°C.

(8888) N-[4-(2-Pyrrolidin-1-ylethoxy)phetryl]-4-ox0-4,5,6,7-tetrabrydro-1H-indolo-3-
carboxamide (Compound 90); mp 164-168°C.

(bhhh) N-[4-(2-Imidaz-1-ylethoxy)phenyl]-4-ax0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 91); mp 226-230°C.

@iil) N-{3-Fluoro-4-(2-maropholio-1-ylethaxy)phenyi]-4-0x0-4,5,6,7-tetrahydro- L H-
indole-3-carboxamide (Compound 92); mp 200°C. ™

(i) N-{3-Fluoro-4-(2-pyrmrolidin-1-ylethoxy)phenyl}-4-0x0-4,5,6,7-tetrshydro-1H-
indole-3-carboxamide (Compound 93).

(kkkk) N-{4-(2-Piperidin-2-ylethoxy)phenyl}-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 94); mp 281-285°C.

) N-{4{3+(2,2,2,-Triftuorocthyl)aminopropoxy]phenyl}-4-0x0-4,5,6,7-tetrahydro-
1H-indole-3-carboxamide (Compound 95).

(mmmm)  N-{4-(3-Isopropylaminoprapoxy)phenyi}-4-ox0-4,5,6,7-tetraltydro-1H-
indole-3-carboxamide (Compound 96).

(nmnn) N-{4-{3-(2-Methylpropylaminopropoxy]phenyl}-4-ox0-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide (Compound 97).

(0000) N{Wm.cv-mm-w
cxrboxamide (Compound 98).

(rprp) N-{4-(3-Cyclopropyimethylaminopropoxy)pheny{}-4-oxo-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide (Compound 99).

(9299) N-{4-{3-(3-Ethylpropyl)eminopropaxylphanyl}-4-ox0-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide (Compound 100).

-52-
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()  N-{4-(3-Cyclopentylaminopropaxy)phenyi}4-ox0-4,5,6,7-tetrahydro-1H-indole-
3-carboxamide (Compound 101).

(ss8s) N-{4-[3-(N-Cyclopropyimethyl,N-propyl)aminopropoxy}phenyl}-4-ox0-4,5,6,7-
tetrahydro-1H-indole-3-carboxamide (Compound 102).

() N-[4(2-Methylaminocthoxy)pyrid-3-yl]-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide (Compound 103).

(o) N-{4-(2-Ethylaminoethoxy)pyrid-3-yl}-4-0x0-4,5,6,7-tctrahydro-1H-mdole-3-
carboxamide (Compound 104).

(ouuu-e)  N-[4-(2-Ethylaminoethoxy)pyrid-3-yl]-4-ox0-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide hydrochloride (Compound 105); mp 178-180°C.

(vvvv) N-{4-(2-n-Propylaminoethoxy)pyrid-3-yl]-4-0x0-4,5,6,7-tetralrydro-1H-indolo-3-
clrbomide(Compoun; 106).

(vwvva)  N{4-(2-n-Propylaminocthoxy)pyrid-3-yl}-4-0x0-4,5.6,7-tetrahydro-1H-
indole-3-carhoxamide hydrochloride (Compound 107); mp 177-178°C.

(wwww)  N-{4(2-Isopropylaminoethoxy)pyrid-3-yi]-4-0x0-4,5,6,7-tetrabydro-1H-
indole-3-carboxamids (Compound 108).

(wwwo-s)  N-{4-(2-Tsopropylaminoethaxy)pyrid-3-y1}-4-axo-4,5,6,7-tetrahydro- LH-
indole-3-carboxamide hydrochloride (Compound 109); mp 167-169°C.

(oxxx) N-{4-(2-n-Butylaminoethoxy)pyrid-3-yl}-4-ox0-4,5,6,7-tctrabydro-1H-indole-3-
carboxamide (Compound 110).

(coxx-a)  N-{4(2-0-Butylaminoethoxy)pyrid-3-yi}-4-ox0-4,5,6,7-tetralrydro-1H-
indole-3-carboxamide hydrochloride (Compomnd 111); mp 157-159°C.

(yyyy) N{4-(2-t-Butylsminoethoxy)pyrid-3-yl}-4-0x0-4,5,6,7-tetrahydro-1H-indale-3-
carboxamide (Compound 112); mp 274-278°C.

(z=x) N-{4(2-Benzylaminoethoxy)pyrid-3-yi}-4-ox0-4,5,6,7-tetralyrdro-1H-indole-3-
carboxamide (Compound 113)
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(zzzz-2) N-{4-(2-Benzylaminoothoxy)pyrid-3-yl}-4-o0x0-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide Irydrochloride (Compound 114); mp 143-145°C.

(sassad)  N-[4-(Pyrid-3-yimethoxy)pyrid-3-yl]-4-ox0-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide (Compound 115).

(anana) N-[4-(Pyrid-3-yimethoxy)pyrid-3-yl}-4-0x0-4,5,6,7-tetralrydro-1H-indole-3-
carboxamide hydrochloride (Compound 116); mp 276-277°C.

(bbbbb) N-[4-(Pyrid-4-yimethoxy)pyrid-3-yl}-4-ox0-4,5,6,7-totrakydro-1H-
indole-3-carboxamide (Compound 117). e

(bbbbb-e)  N-[4-(Pyrid-4-ylmethoxy)pyrid-3-yl}-4-ox0-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide hydrochloride (Compound 118); mp 293°C.

(cooce) N-{4-{(R)-Pyrrolidn-2-yimethoxylpyrid-3-yl} -4-0x0-4,5,6,7-tetralrydro-1H-
indole-3-carboxamide ((;mpomll 119); mp 195-198°C..

(cococs)  N-{4-{(R)-Pymrolidn-2-yimethoxylpyrid-3-y1}-4-ox0-4,5,6,7-tctrahydro-
1H-indole-3-carboxamide hydrochloride (Compound 120); mp 285-291°C.

(ddddd) N-{4-{(S)-Pyrrolidn-2-yimethoxylpyrid-3-yi}-4-0x0-4,5,6,7-tetrahydro-
1H-indole-3-carboxamide (Compound 121); mp 138-141°C.

(cocoe) N-{4-(2-Dimetirylsminocthoxy)pyrid-3-yl}-4-ox0-4,5,6,7-tetrahydro-1H-indole-
3-carboxamide (Compound 122); mp 163-166°C.

(fEY) N-[4-(3-Dimethylaminopropaxy)pyrid-3-yi]-4-0x0-4,5,6,7-tetrahydro-1H-indole-
3-carboxamide (Compound 123); mp 247°C.

(s2sge)  N{4-(2-Pymolidin-1-ylethaxy)pyrid-3-yl}-4-ax0-4,5,6,7-tetrshydro-1H-
indole-3-carboxamide (Compound 124)

(sssss)  N{4(2-Pymolidin-1-yiethoxy)pyrid-3-yl}-4-0x0-4,5,6,7-tetrabydro-1H-
indole-3-carboxamide hydrochloride (Compound 125); myp 188-245°C (d).

(hbhhh) N-{4-(2-Dimethylaminoethoxy)pyrid-3-yi}-4-ox0-4,5,6,7-tetrahydro-1H-
indole-3-catbexamide (Compound 126).



P
(i) N-{4-{2-(4-Methyl-piperazin-1-yethoxy]pyrid-3-yi} 4-cx0-4,5,6,7-tetrahydro- i
1H-indole-3-carboxamide (Compound 127).
Gilii) N-{4-{2-Morpholin-1-ylothaxy]pyrid-3-yl}-4-ox0-4,5,6,7-totrahydro- 1 H-indole-
3-carboxammide (Compound 128).
5 (k)  N-{4-2-Pipesidin-1-ylethoxylpyrid-3-y1}4-0x0-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide (Compound 129).
(kkkkk-e)  N-{4-{2-Piperidin-1-ylcthoxylpyrid-3-yl}4-0x0-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide hydrochloride (Compound 130); mp 208-211°C.
() N-{4-{(1-Methyl-pyrrolidin-3-yDmethoxylpyrid-3-y1}4-axo-4,5,6,7-tetralrydro-

: ~
. 10 1H-indole-3-carboxamido (Compoand 131); mp 209-211°C.

(o) N-(4-{(1-Beyl pyerlidin 3-ylmethoxylpyrid-3-y1)4-020-4,5,6.7-
teh:l:ydn-lH-indolo-S-;nbonmide (Compound 132).
o) N-(4-2-0-Methyl pyrolidin 2 yDethoryloyrid3-91) 4-cxo-45.5.7-
tetrahydro-1H-indole-3-carboxamide (Compound 133).
15 (oooo)  N-{4{21-Methyl pymoliin2-siomoxylpyrid-3-yl}4-omo-45,6.7-
tetrahydro-1H-indole-3-carboxamide hydrate (Compound 134).
(Govpr)  Nei4-C3-nPropyieminopropomy)pyuid-3-yi}--cmo-4.5.6.7-tutabydro- 1E-
indole-3-carboxamide (Compound 135).
(9000 N-4-Cyclopopyimethylaminopropoxy)pyid-3-y[H-4-azo-45.6.7-
20 tetrahydro-1H-indole-3-carboxamide (Cempound 136).
() N-{4-3-(2- iybutyaminoprogazy gy 3-y1}4-amo-4,5,67-teralyo-1
indole-3-carboxamide (Compound 137).
(sms) N-{4-(3-Cyclobarylsminopropoxy)pyeid-3-y[1-4-0xo-4,5,6.7-tetrabydro-1E-
indole-3-carboxamide (Compound 138).
25 () N4G-Cyolheryhmethylaminopropary)pynid--yil-omo-45,T-Aetmlydro-
1H-indole-3-carboxamide (Compound 139). -

PN
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(umnm) N-{4{3-(Pyrid-4-ylmethyl)aminopropoxy]pyrid-3-yl}-4-0x0-4,5,6,7-
tetrahydro-1H-indole-3-carboxamide (Compound 140).

(wvw)  N-[4-(2-Pymolidin-1-ylethoxy)pyrid-3-yl}-4-0x0-4,5,6,7-tetrahytdro-1H-

indole-3-carboxamide (Compound 141); mp 148-150°C.

(wwwww)  N-{4-(3-Di-n-propylaminopropoxy)pyrid-3-yl}-4-ox0-4,5,6,7-tetrahydro-

1H-indole-3-carboxamide (Compound 142).

(ooxxx)  N-{4-{3-Difc-propylmethyl)aminopropoxylpyrid-3-y1}-4-0x0-4,5,6,7-
tetrahydro-1H-indole-3-carboxamide (Compound 143).

(ryyyy) N-{4-3-Di(2-ethylbutyl)aminopropaxylpyrid-3-yl}-4-0x0-4,5,6,7-
totrahydro-1H-indole-3-carboxamide (Compound 144).

(zz222) N- {4-[3-Di(pyrid-d-ylmethrylaminopropoxypyrid-3-yl}-4-0x0-4,5,6,7-
tetrahydro-1H-indole-3-éarboxamide (Compound 145).

(psanan)  N-{4-[2{2-Pyrrolidin-1-ylethoxy)ethoxylprid-3-yl}4-oxo-4,5,6,7-
tetrabydro-1H-indole-3-carboxamide (Compound 146).

(bbbbbb)  N-{4-{2~(2,2-Dimethyleminoettylamino)-2-oxocthyl]phenyl}4-cxo-
4,5,6,7-tetrahydro-1H-indole-3-carboxamide (Compound 147).

(cccccc)  N-{4-{2(4-Methylaminopiperizin-1y1)-2-oxoethyi]phenyl}-4-oxo-
4,5,6,7-tctrshytdro-1H-indole-3-carboxamide (Compound 148); oil.

(dddddd)  N-{4{7-azabicyclo(2.2.1)hept-2-yloxylphenyl}4-0x0-14,5,6,7,8-
hexahydro-cyclohepta[b]pyrrole-3-carboxamids (Compound 149).

(cocccs)  N-{3-(2-Dicthylaminocthoxy)phenyl]4-oxo-1,4.5,6,7,8-hexahyxdro-
cyclohepta[blpyrrole-3-carboxamide (Compound 150). '
(EEE6) N-{3(2-Pyrrolidin-1-ylethoxy)phenyi]-4-0x0-14,5,6,7,8-hexahydro-

cyclohsptalblpyrrole-3-carboxamide (Compound 151).

(zeszzs)  N-{3{2-Di-lsopropylaminoethoxy)phanyl]-4-ox0-1,4,5,6,7.8-hexahydro-

cycloheptalb]pyrrole-3-carboxamide (Compound 152).
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(hhhhhh) N-{3-(2-n-Propylaminoethaxy)phenyl}-4-oxo-1,4,5,6,7,8-hexalrydro-

cycloheptalblpynrole-3-carboxamide (Compound 153).
(iidi}) N-[3-(2-n-Butylzminoethoxy)phenyl]}-4-0xo-1,4,5,6,7,8-hexahydro-
cyclobepta[b]pyrrole-3-carboxamide (Compound 154).

cyclohepta{blpyrrole-3-carboxamide (Compound 155).

(kkkkkk)  N-{3-{3-(N-BthylN-Methyl)aminopropoxy}phenyl}-4-oxo-1,4,5,6,7,8-
hexahydro-cyclohepta[blpyrrole-3-carboxamide (Campound 156).

() N-{3-{3-(N-Cyclopropyimetiyl N-n-propyl)aminopropoxylphemyi}-4-oxo-
1,4,5,6,7,8-hexshydro-cyclohepta[blpyrrole-3-carbaxamide (Campound 157).

(mmmmmm) N-{3-(Azeditinyipropoxy)phenyl]-4-0x0-1,4,3,6,7,8-hexalydro-
cyclohepta[blpyrrole-3-carboxamide (Compound 158).

(mmonn)  N-{3-(3-Ethylaminopropaxy)pheny!]-4-ox0-1,4.5,6,7,8-hexahyidro-
cycloheptafb]pyrrole-3-carboxamide (Compovnd 159).

(oocc00)  N-{3-{3-(2,2,2-Trifluoroetiryl)aminopropoxylphenyl}-4-oxo-1,4,5,6,7,8-
hexabydro-cyclohepta(blpyrrole-3-carboxamide (Compound 160).

(eepppp)  N3-(3-n-Proplaminopropoxy)phenyi}-4-oxo-14,5,6,7,8-hexahydro-
cyclobepta[blpyrrole-3-carboxamide (Compound 161).

(xero) N-{3-(3-Isopropylaminopropoxy)pheeryi}-4-ox0-1,4,5,6,7,8-hexakrydro-
cyclohepta[blpyrrole-3-carboxamide (Compound 163).

(ssssss) N-{3-(3-Cyclopropylaminopropoxy)phenyl}-4-oxo-1,4,5,6,7,8-
hexahydro-cycloheptalblpyrrole-3-carbaxamide (Compound 164).

(tetset) N-[3-(3-Cyclopropylmethylaminopropaxy)phenyl}-4-oxo-1,4,5,6,7,8-hexahydro-
cyclohepta{blpyrrole-3-carboxamide (Compound 165).

(ummnm)  N-{3-3-Cyclobutylaminopropoxy)phenyl}-4-0x0-1,4,5,6,7,8-hexaliydro-
cyclohepta[blpyrrole-3-carboxamids (Compound 166).
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(wvwvwy)  N-{3{3-Cyclohexylaminopropoxy)phemyl}4-0x0-1.4,5,6,7,8-hexahydro-

cyclohepta[bjpyrrole-3-carboxamide (Compound 167).

(wwwwww) N-(3-[3-(3-Ethylpropyl)sminopropoxylphenyl}-4-0x0-1,4,5,6,7,8-
hexahydro-cyclohepta[bjpyrrole-3-carboxamide (Compound 168).

(xoox)  N-{3-{32-MethylpropylJaminopropoxylphenyl}-4-oxo-1,4,5,6,7,8-
hexalrydro-cyclohepta[b]pyrrole-3-carboxamide (Compound 169).

(vyyyyy)  N-{3-(3-Iscbutylaminopropoxy)phenyi]-4-0x0-1,4,5,6,7,8-hexahydro-
cyclohepta[bjpyrrole-3-carboxamide (Compound 170).

(zzzzz2) N-{3-(3-t-Butylaminopropoxy)phenyl}-4-oxo-1,4,5,6,7,8-hexahydro-
cyclohepta[b]pyrrole-3-carboxamids (Compound 171).

(nazaans)  N-{3-[3(2-Mecthyibutylaminopropoxy]phenyi}-4-0xo-1,4,5,6,7,8-
hexaldro-cycloheptafbpymrole-3-carbozamide (Commpound 172).

(bbbbbbb)  N-{3-(3-Isoamylsminopropoxy)phenyl]-4-oxo-1,4,5,6,7,8-hexahydro-
cyclohepta[b]pymrole-3-carboxemids (Compound 173).

(coocooc)  N-{3-{3-(4-MethyipentyDsminopropoxylphenyl}-4-0x0-1,4,5,6,7,8-
hexshydro-cycloheptalblpyrrole-3-carboxamide (Compound 174).

(ddddddd)  N-{3-[3-(1,1-Dimethylpropyl)aminopropoxylphenyl}-4-oxo-1,4,5,6,7,8-
hexehydro-cyclohepta[blpyrrole-3-carboxamide (Compound 175).

(ceoccee)  N-{3-[3-(3,3,-Dimethylbutyl)aminopropoxylpheayi}-4-oxo-14,5,6,7,8-
hexahydro-cyclobeptafblpyrrale-3-carboxamide (Compound 176).

(EEEFR)N-{3-{3-(24-Dimethyipent-3-yDaminopropoxy]phenyi}-4-ox0-1,4,5,6,7,8-
hexahydro-cycloheptalblpyrrole-3-carboxamide (Compound 177).

(sssgage)  N-{3-[3-(4-Methylcyclohexyl)aminopropaxy]phemtyl}-4-0x0-1,4,5,6,7,8-
hexahydro-cyclohepta[b]pyrrole-3-carboxamide (Compound 178).

(hbhhbhh)  N-{3-{3-(4-t-Butylcyclohexyljaminopropoxylphenyl}-4-oxo0-1,4,5,6,7.8-
hexahydro-cyclohoptafblpyrole-3-carboxamide (Compound 179).
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cyclobepta[blpyrrole-3-carboxamide (Compound 181).

(kkkikkk) ~ N-{3-(3-Norborn-2-ylaminopropoxy)phenyl]-4-ox0-1.4,5,6,7,8-
hexahydro-cycloheptab]pymrole-3-carboxamide (Compound 182). )

(1iliit) N-{3-(3-Adamant-1-ylaminopropoxy)phenyf}-4-oxo-1,4,5,6,7,8-hexahydro-
cyeloheptafb]pyrrale-3-carboxamide (Compound 183); mp 175-176°C.

" (ommmmonm)  N-{3-(3-Norbom-2-yimethylaminopropoxy)phenyl]-4-omo-
1,4:567,8 hezalydro-cyclobeptalblpyerole 3-carboxmmide (Compouad 184)

(owmnnn)  N-[3-(3-Adsmant-2-ylaminopropoxy)phenyl]-4-axo-1,4,5,6,7,8-
hﬂmhydro-cyclohq:h[b]pymlod-eubmde {Componnd 185).

(oooc000)  N-{4-(2-Ethylaminoethoxy)phenyi}-4-axo-1,4,5,6,7,8-hexabydro-
cyclahepta[b]pyrrale-3-carboxamide (Compound 186).

(0000000-8)  N-{4-(2-Ethylaminocthoxy)phenyl}-4-ox0-1,4,5,6,7,3-hexaliydro-
cyelohepta[blpyrrole-3-carboxamide hydrochlaride (Compound 187); mp 227-228°C.

(reeppr) N-[2-Fluoro-4-(2-Bthylaminoethoxy)phenyl}-4-oxo-1,4,5,6,7.8-
hexaliydro-cycloheptajb]pyrrole-3-carboxamide (Compound 188).

(2999999)  N-[4-(2-n-Propylaminoethoxy)phenyl]4-oxo-1,4,5,6,7,8-hexalrydro-

- cycloheptalblpymrole-3-carboxsmide (Compound 189).

(o) N-{4-(2-Cyclopropylaminocthoxy)phenyl}-4-ax0-1.4,5,6,7,8-hexahydro-
cyclohepta[b]pyrrole-3-carboxamide (Compound 190).
(ssssses)  N-4-(2-n-Butylaminoethoxy)phenyl}-4-oxo-1,4,5,6,7,8-hexahydro-
cyelohopta(b]pyrrole-3-carboxamide (Compound 191).
(stttts) N-[4-(3-Ethylmminopropaxy)phenyi]-4-oxo-1,4,5,6,7,8-hexshydro-
cycloheptalblpyrrole-3-carboxamide (Compound 192).
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(vmuumu)  N-{4-[3-(1-Phenyl-1-methylethyl)aminopropoxyphenyl} -4-axo-

1,4,5,6,7,8-hexahydro-cycloheptajb]pyrrole-3-carboxamide (Compound 193).

(vvvvvy)  N-[4-(Pyrid-3-yimethoxy)pyrid-3-yl}-4-ox0-1.4,5,6,7,8-hexahydro-
cyclohepta[blpyrrole-3-carboxamide (Compound 194); mp 241-243°C.

(wwwwwww) N-[4-(Pyrid-4-yhmethoxy)pyrid-3-yl}-4-0xo-1,4,5,6,7,8-hexahydro-
cyclohepta(blpyrrole-3-carboxamids (Compound 195).

(wwwwwww-a)  N-{4-(Pyrid-4-ylmethoxy)pyrid-3-yl]-4-0x0-1.4,5,6,7.8-
hexahydro-cycloheptafblpyrrole-3-carboxamide hydrochloride (Compound 196); mp 235-240°C
@. h -

(ooooxx)  N-{4-(2-Dimethylsminoethoxy)pyrid-3-y1]-4-0x0-1,4,5,6,7,8-hexahydro-
cyclohepta[b]pymole-3-carboxamide (Compound 197).

Oyyyyyy) N:[%mﬂhﬁmmd-}yl]-hm-lﬂ.s.ﬁﬂ.&hmhﬁm-
cycloheptablpyrrole-3-carboxamide (Compound 198).

(zzzzzzz)  N{4~(2-Pyrrolidin-1-ylethoxy)pyrid-3-yl}-4-oxo-1,4,5,6,7,8-hexahydro-
cyclohepta[blpyrrole-3-carboxamide (Compound 199).

(zz2zzzzze)  N{4-(2-Pyrrolidin-1-ylethoxy)pyrid-3-yi}-4-ox0-1,4,5,6,7,8-hexalydro-
cyclohepta[b)pyrrole-3-carboxamids hydrochloride (Compound 200); mp 160-162°C.

(oanmaana)  N-[4-(2-Piperidin-1-ylethoxy)pyrid-3-yI}-4-ox0-1,4,5,6,7,8-hexahydro-
cyclohepta[blpyrrole-3-carboxamide (Compound 201).

(bbbbbbbb)  N-{4-{2-(1-Methyl-pymolidin-2-yljethoxylpyrid-3-yi}-4-ox0-14,5,6,7,8-
hexahydro-cyclohepta[blpyrrole-3-cartboxamide (Compound 202).

hexshydro-cyclobeptalblpymole-3-carboxamide (Compound 203); oil.
(dddddddd) N-[4-(2-Morpholin-1-ylethoxy)pyrid-3-yi]-4-0x0-1,4,5,6,7,8-hexahydro-
cycloheptafblpytrole-3-carboxamide (Compound 204).
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(cccecooe)  N-{4-(2-Diethylaminoethoxy)pyrid-3-yi]-4-axo-1,4,5,6,7,8-hexahydro-

' cyclohepta(blpyrrole-3-carboxamide (Compound 205).

(FE5IY) N-{4-(2-n-Propylaminoethoxy)pyrid-3-yl}-4-ox0-1,4,5,6,7,8-hexalrydro-
cyclohepta[b]pyrrole-3-carboxamide (Compound 206).

(fffffiT-a) N-[4(2-n-Propylaminoethoxy)pyrid-3-yl]-4-oxo-1,4,5,6,7,8-hexahydro-
cyclohepta[bpyrrole-3-carboxamide hydrochlorids (Compound 207); mp 210°C.

(sgsgeegy) N-[4-(2-lsopropylaminoethoxy)phenyl]-4-0x0-1,4,5,6,7,8-hexahydro-
cyclohepta[bjpyrrole-3-cerboxamide (Compound 208).

(hhhhhbhh)  N-[4-(3-Isopropylaminopropoxy)phenyl}-4-ox0-1,4,5,6,7,8-hexahydro-
cyclobeptafblpyrrole-3-carboxamide (Compound 20).

cycloheptalblpymole-3-carboxamide (Compound 210).
(iiijiip)N-{4-(3-Cyclobutylaminopropoxy)pheny!]-4-oxo-1,4,5,6,7,8-hexahydro-

' cycloheptalblpyrrole-3-carboxamide (Compound 211).

(KEKKKL)  N-{4-3-Cyclopropylmetiylaminopropoxy)phenyl}-axo-1,4,5,67,8-
hexahydro-cyclohepta[blpysrole-3-carbomamid (Compound 212).

(I N-{4~(3-Isobutylaminopropoxy)phenyl]-4-oxo-1,4,5,6,7,8-hexahydro-
cycioheptalblpyrole-3-carboxamide (Compound 213)

(emmmmmmm)  N-{4-[3-(2.2-Dimethylpropylminopropoxy]phenyl) 4-cxo-
14,5,6,7,8 hexshydro-cyclohepta{blpymrole-3-carboxamids (Compoand 214)

(sononnn) - N-{4-[343-Bityipropy DerminopropaxyJpbenyl) 4-0m0-14.5,67.8-
hexahydro-cycloheptalblpyrrole-3-carboxamide (Comwpound 215). |

(20000000)  N-{4-{3-(2-Matylbrutyaminopropaxylpheayl) 4-cun-1,4,5,6,7,3-
hexahyto-oycioheptafblpysrole-3-carbomamida (Compound 216).

(rorrPPPP)  N-{4{3-Q-Methyipropyllaminopropoxylphenyl}-4-oxo-1,4,5,6,7,8-
hexahydro-cyelohepta[blpyrrole.3-carbommide (Conpound 217).

61-
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(99999999)  N-[4-(3-i-Pentylaminopropoxy)phenyl]-4-oxo-1,4,5,6,7,8-hexahydro-
cyclohepta[blpyrrole-3-carboxamide (Compound 218).

(rrrrem) N-{4-(3-Cyclohexylaminopropoxy)phenyl]-4-oxo-1,4,5,6,7,8-hexaliydro-
cyclohepta[b]pyrrole-3-carboxamide (Compound 219).

(ssssssss)  N-{4-[3-(N-Cyclopropylmethyl, N-o-propyliaminopropoxy]pheayl}-4-
0x0-1,4,5,6,7,8-hexahydro-cycloheptalblpyrmle-3-carboxamide (Compound 220).

(utittet)N-[4-(-Indan-2-ylsminopropoxy)pheayi]-4-0x0-1.4,5.6,7,8-hexehydro-
cycloheptablpyrrole-3-carboxamide (Compound 221),

(uuumuuuu)  N-{3-Fluoro-4-(2-ethaxy-2-oxoethoxy)phenyl}-4-ox0-4,5,6,7-tetralydro-
1H-indole-3-carbaxamide (Compound 222); mp 192-196°C.

(vwwvvw)  N-{3-Fluaro-4-(2-hydroxy-2-oxoethoxy)phenyl}-4-ox0-4,5,6,7-
totrahydro-1H-indolo-3-carboxamide (Compound 223); mp 246-248°C.

(wwwwwwww) N-{3-Fluoro-4-(2-cthylamino-2-oxocthoxy)phenyl}-4-0x0-4,5.6,7-
tetrahydro-1H-indole-3-carboxamide (Compound 224).

(xxxxxxxx) N-{3-Fiuoro-4-(2-dicthylamino-2-oxoethoxy)phenyl}-4-ox0-4,5,6,7-
totrahydro-1H-indole-3-carboxamide (Compound 225); mp 193-196%.

Oyyyyyyy) N-{3-Fluoro-4-[2-(4-methylpiperizin-1-yI)-2-oxocthoxy]Jphemyl} -4-oxo-
4,5,6,7-tetrahydro-1H-indole-3-carboxamide (Compound 226).

(zzezzzzz)  N-ethyl-N-[2-(ethylamino)ethyl}-2- {4-{(4-0x0-(4,5,6,7-tetralrydroindol-3-
yD)emrbonylamino]phenoxy} acetamido (Compound 227).

(sassaneas) N-2-(dipropylamino)ethyl]-2-{4-{(4-0x0-(4,5,6,7-tetralydroindol-3-
yD)carbonylamino]phenoxy} acetamide (Compound 228); mp 148-150°C.

(bbbbbbbbb) N-{2-(diethylemino)ethyl]-N-methyl-2-{4-[(4-0x0-(4,5,6,7-
tetrehydroindol-3-yl))earbonylxmino]phenoxy} acetamide (Compound 229); mp 220-228°C,
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(occcoccos)  N-f2-(diethylaminojethyl]-N-ethyl-2-{(4-{(4-ox0-{4,5,6, T-tetrahydroindol-
3-yi))carbonylaminc)phenoxy} acetamide (Compound 230); mp 165-167°C.
(ddddddddd) N-[4-(2-morpholin-4-yl-2-oxoothoxy)phenyll(4-0xo-(4,5,6,7-
tetrahydroindol-3-y1))carboxamide (Compound 231).
5 (cooccoces)  N-{3-fluoro-4-(2-morpholin-4-yl-2-oxosthoxy)phenyl](4-0zo-(4,5,5,7-
tetrahydroindol-3-yl))carboxamide (Compound 232); mp 110°C.
(EEEEEF)  (4-oxo-(4,5,6,7-triliydroindol-3-y1))- N-{4-(2-oxo-2-
piperazinylethoxy)phemyllcarboxamide (Compound 233)
(sagmEeags) N-[3-{dicthylmino)propyl}-2- (4-{(4-ox0-(4,5,6,7-totrahydroindol-3-
10  yD)csrbonylemminojphenoxy}acetamide (Corapound 234) o
(hhhhbbhhh) N-[3-iethylemino)propyl]-2- (2-fluoro-4-[(4-oxo-(4,5,6,7-
tetrahydroindol-3-yl))carbonylamino}phencry} acetanside (Compound 235).
Gifiii))  N-{4-(diothylamino)-1-methylbutyl]-2- (4-[(4-cx0-(4,5.6,7-
tetrabydroindol-3-yl))carbonylamino]phenoxy) acetamido (Compound 236).
Giiiiiii)  N-[4-{dicthylamino)-1-methylbutyl]-2-{2-flucro-4-{(4-0x0-(4,5,6,7-
totrabrydroindol-3-yD))carbonylamino]pheraxy} soetamio (Compound 237).

b
W

Example 4
Water solubifity for various compounds within the invention was determined and
20 compsred with that for compounds outside the scope of the invention. The compounds
evaluated are encompessed within formmla II:

MY
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The invention and the manner and process of making and using it, are now described in
such full, clear, concise and exact terms as to ensble any person skilled in the art to which it
pertains, to make and use the same. It is to be understood that the foregoing describes preferred
embodiments of the present invention and that modifications may be made therein without
departing from the spirit or scope of the present invention as set forth in the claims. To
particularty point out and distinctly claim the subject matter rogarded as invention, the following

MY
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or the pharmaceutically acceptable non-toxic salts thereof wherein:
G represents -

’::.;Q'H"wmz

hee

Q is phenyl, 2- or 3-thienyl, or 2-, 3-, or 4-pyridyl, all of which may be mono or
disubstituted with hydroxy or halogen;

T is halogen, hydrogen, hydroxyl, amino or alkoxy having 1-6 carbon atoms;

W is oxygen, nitrogen, sulfur, or CR7Rg where R7 and Rg aro the same or
different and represent hydrogen, alkyl, or R7-R8 taken together
represcnts a cyclic moiety having 3-7 carbon atoms;

X is hydrogen, hydroxyl, or alkyl;

Zis
hydroxy, C;-C, cycloalkylC,-C, alkoxy, or C,-C; alkoxy where the alkyl
portion is optionally substitted with amino, momo- or diCy
Cetlkylamino, or azaC,-C,cycloalkyl;
amino, or mono- or &iC,-Cealkylamino, (trifluoromethyl}methyl, C,-C,

cycloalkyl optionally substituted with C,C; akyl, or C,-
CoycloakylC,-Calkyl; |

-66-
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phenyl or phenyl(C,-Calkyl where the phenyl portion is optionally
substituted  with C-C; alkyl, hydroxy, C,-Cs alkoxy,
triflouromethyl, halogea, amin, o mono- or iC-C, alkylamino;
2-, 3-, or 4-pyridyl, 1- or 2-imidazoly), 1-, 2-, or 3-pymolyl, or
adamantane-2-yl; each of which may be substituted on a tertiary
carbon or a secondary nitrogen with C,-Calkyl;
NRgCOR 10 where R9 and R]() are the same or different and represent
hydrogen or C,-Cy alkyl or C;-C; cycloalkyl; or
Z is connected, optionally through W, to Q to from a 1-6 membered ring; or
Z repregents

pis1,2,0r3;
D and D’ independently represent oxygen, NR, or CHR, provided
that only one of D and D' may be NR, where each R, is hydrogen
or C,-C, alkyl; or and
R, is hydrogen or C,-C, alky;

a group of the formula:

m@"

pisl,2,0r3;

where

qis0,1,0r2;

% |
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7,5?
R, is hydrogen or C,-C, alky}; or
a group of the formula:
Ty
(o)
where

8is 0, 1, 2 or 3, and the sum of 5 and m is not less than 1;

R, is hydroxy, C,-Calkoxy, amino, mono- or diC,-Cealkylamino
where cach alkyl is indopendently optionally substituted with
unim,mom—&r\dic.-c.lﬂ:yhmim.or

R, is a group of the formnla

substituted with hydrogen, balogen, or straight or branched chain lower alkyl
having 1-6 carbon atoms;
wherein

kis0,1,2,0r3;

mis0, 1,2, or 3; and

nis0,1,2, or3;

R3, R4, R5, and Rg are the same or different and are selected from hydrogen, alkyl , -
COR{1 or -CO2R11 where R is alkyl or cycloalkyl having 3-7 carbon atoms;
or -CONR12R13 where R12 and R13 are sclected independently from hydrogen,
alkyl, cycloalkyl having 3-7 carbon atoms, phemyl, 2, 3-, or 4-pyridyl, or

-68-
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NR12R13 forms a heterocyclic group which is morpholinyl, piperidinyl,
pyrrolidinyl, or N-alkyl piperazinyl; or
R3-R4 may be taken together to form a cyclic moiety having 3-7 carbon atoms; or
R5-Rg may be taken together to form a cyclic moiety having 3-7 carbon atoms; and
whers each alkyl group forming an R3, R4, RS, or Rg substitutent or portion
thercof may be substituted independently with hydroxy or mono- or
dialkylsmino where each alkyl is independently alkyl or cycloalkyt
having 3-7 carbon atoms.

2 A compound according to claim 1,which is:

R i (Q’H{ wmz
Y
O

wherein Y is hydrogen, halogen, or hydroxy.

293
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3. A compound according to claim 1,which is:

T\
wherein Y is hydrogen, halogen, or hydroxy.
5 4. A compound according to claim 1,which is: |
~
- wherein Y is hydrogen, halogen, or hydroxy.
S. A compound according to claim 1,which is:
p A
o m
’ Y
10 :

wherein Y is hydrogen, halogen, or hydroxy.

6. A compound according to claim 1,which is:
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1l. A compoumd according to claim 1, which is
5 N-[3-(Methylaminometiryf)phenyl}-4-cx0-4,5,6,7-tetrahydro-1H-indole-3-carboxamide .
N-{4-(Hydroxyethoxy)phenyl}-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-carboxamide.
N-[4-(Methoxyethoxy)pheayl]-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-carboxamide.
N-{-4-(3-Methylaminoothoxy)phenyl}-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;
N-{4-(Methoxymethyl)phenyl}-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-carboxsmide;
N-[4-(Aminometiyl)phenyi}-4-ox0-4,5,6,7-tetrabydro-1H-indole-3-carboxamide;
N-{4-(Methylaminomethyl)phanyi}-4-ox0-4,5,6,7-tetrabydro-1H-indole-3-carboxamide;
N-2-Fhuoro-4-(methylaminomethyljphenyl}-4-0x0- 4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;
15 N-{4-[N-acetyl-(nictryleminomethyl)phenyl]}-4-0x0-4,5,6,7-tetratrydro-1H-indole-3-
carboxanide;
N-{4~(BthylaminomethyDphenyl]-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-carboxamide;
N-{4-(lsopropylaminomethyl)phenyl}-4-0x0-4,5,6,7-tetralrydro-1H-indole-3-
carboxamide;
20 N-{4-(CycloproylaminomethyTphenyl}-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;

-t
[
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N-[4-(Dimethylaminomethyl)phenyi}4-oxo- 4,5,6,7-tetrahydro-1H-indole-3-
carboxamide; or
N-{4-(2-Aminoethyl)phenyl]-4-0x0-4,5,6,7-tetrabydro-1H-indole-3-carboxamide.

12. A compound according to claim 1, which is
N[%M@WMM]MA?WIHMI&BM
N-{4-(Methoxymethyl)phenyl}-4-ox0-5,5-dimethy}-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;
N-{4-(Methylsminomethyl)phenyl-4-ox0-1,4,5,6,7,8-hexahydro-cycloheptalblpyrrole-3-
carboxamide;
N-{4{N-acetyl-(methylaminomethyl)phenyl]}-4-ox0-6-methyl-4,5,6,7-tetrehydro-1H-
indole-3-carboxmmide; ‘-
N-{4-(Methylaminomethyl)phenyl]-4-ox0-6-methyl-4,5,6,7-tetrahydro-1 H-indole-3-
carboxamide;
N-{4-(HydroxymefyT)phemyi]-4-0x0-6-mothy)-4,5,6,7-tetrahydro-1H- indole-3-
carboxamide;
N-{4-(2-Hydroxyethoxy)phenyi]-4-oxo-6-methyl-4,5,6,7-tetralydro-1H-indole-3-
cartboxamide .
N-{3-(Methylaminomethyl)phenyi]-4-oxo-6-methyl-4,5,6,7-tetrahdro-1H-indole-3-
carboxamide;
N-{4-(2-Hydroxyethoxyphenyl}-4-0x0-6,6-dimethryl-4,5,6,7-tetralrydro-1H-indole-3-
carboxamide;
N-(3-(Hydroxymethyl)phenyl}-4-oxo0-6,6-dimethyl-4,5,6,7-totralydro-1H-indole-3-
carboxamide .
N-[4(Hydroxymethyl)phenyi]}-4-ox0-6,6-dimeflryl-4,5,6,7-tetraliydro-1H-indole-3-
carboxamide;

13-
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N-{4-(MethylaminomethyT)phenyl}-4-ox0-6,6-dimethyl-4,5,6,7-tetrahydro-1H-indolo-3-
carboxamide;

N(l.S-BmdiomLS—yDW,S.G.?Mhydm—lH-indo}&S—cubunmidq

N-(2,3-Dihydro-1,4-benzodioxin-6-yi)-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;

N-(3,4-Dihydro-2H-1,4-benzoxazin-6-yl)-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;

N-(2,2-Dimethyl-1,3-benzodioxol-5-yl)-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide; or

N+(2,3-Dihydro-1H-indol-5-y1)-4-0x0-4,5,6, 7-tctratsydro-1H-indole-3-carboxamide.

13, Aenmpo;ndmdingtoehim 1, which is
N+(2,3-Dihydro-1H-indol-6-y1)-4-0x0-4,5,6,7-tetraliydro-1H-indole-3-carboxamide;
N-(1,3-Benzodioxol-5-yl)-4-oxo-5,5-dimethyl-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;
N-(2,3-Dihydro-1,4-benzodioxin-6-yi)-4-ox0-5,5-dimethy}-4,5,6,7-tetralyydro-1H-
N-(4B-1,3-Benzodioxin-7-yI)-4-0x0-5,5-dimethyl-4,5,6,7-tetrshydro-1H-indole-3-
carboxamids;
N-(1,3-Benzodioxol-5-yl)-4-oxo-1.4,5,6,7,8-hexahydro-cyclohepta[blpyrrole-3-
carboxamide;
N-(2,3-Dihydro-1,4-benzodioxin-6-yl)-4-oxo-1,4,5,6,7,8-hexahydro-
cycloheptafblpyrrole-3-cartboxamide;
N+(2,2-Dimethyl-1,3-benzodioxol-5-yl)-4-0x0-6-methyl-4,5,6,7-tetrahydro- 1H-indole-
3-carboxamide;

-74-



N<(1,3-Benzodioxol-5-yl)-4-0x0-6-methyl-4,5,6,7-tetrshydro-1H-indole-3-
carboxamide;
N-(2,3-Dihydro-1,4-benzodioxin-6-yl)-4-oxo-6-methyl-4,5,6,7-tetrehydro-1H-indole-3-
carboxamide;
5 N-(1,3-Benzodioxol-5-y[)-4-0x0-6,6-dimethyl-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;
N-(2,3-Dihydro-1,4-benzodioxin-6-yi)-4-ox0-6,6-dimetliyl-4,5,6,7-tetrabydro-1H-
indole-3-carboxamide;
N-(4H-1,3-Benzodioxin-7-yl)-4-0x0-6,6-dimethyl-4,5,6,7-tetralydro-1H-indole-3-

/
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10 carboxamide; or
N-[(2-Hydroxyethoxy)pyrid-5-yl}-4-ox0-6-metiryl-4,5,6,7-tetralydro-1H-indole-3-
carboxamide. h )
14. A compound of the formula:

o

15 where
R3, RS, and Rg independently represent hydroges, or alkyl;
Ry roproscnts hydrogen or alkyl where the lkyl is optionally balogenated; and
¢ is an integer of 1-3.

20 15. A compound of the formula:

-75-
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Tens™

R3, R, and Rg independently represent hrydrogen, or alkyl;
Rg and Ry independently represent hydrogen or alkyl; and
e is an integer of 2-3.

16. A compound of the formula:

R3, Rs, and Rg independently represent hydrogen, or alkyl;
Rg represents hydrogen, alkyl, or C3-7 cycloalkyi;
Ry represeats liydrogen, alkyl, or acyl;

Y represents hydrogen or halogen; and
ois an integer of 1-3.

17. A compound of the formula:

-76-
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R3, R, and Rg independently represent hydrogen, or alkyl;
Rg represents hydrogen or alkyl where the alkyl is optionally halogenated; and
¢ is an integer of 1-3.

18. A compound of the formula:

where G represents

Y CHoe.,..R

Y CHe., R, N=Te

) Ry
X Re e

or {

where Rq represents hydrogen, alkyl, ar C3-7 cycloalkyl;
R} represents hydrogen, alkyl, or acyl;
Y and Y* independently represent hydrogen or halogen; and
¢ is an integer of 1-3.

19. A compound of the formula:



where G represents:

L :am -

where Z is oxygen, nitrogen, or methylens; and m is 1 or 2.

W

20. A compound according to claim 1, which is
N-{3-2- Pyerolidinylethoxy)phenyl}-4-oxo-4,5,6,7-totrahydro-1H- indole-3-carboxamides
N-[3-(2-Dimethylaminoethoxy)phenyi}-4-0x0-4,5,6,7-tetrahydro- 1 H-indols-3-
carboxamide;
N-[3-(2-a-Propylaminoethoxy)phenyl}-4-cxo-4,5,6,7-tetraltydro-1H-indole-3-
carboxamide;
N-{3-(2-n-Butylaminoethoxy)phenyl}-4-0x0-4,5,6,7-tstrahydro- 1H-indole-3-
carboxamide;
N-{3-(2- Isobutylaminocthoxy)phenyl]-4-cxo-4,5,6,7-totrahydro-1H-indole-3-
15 oarboxamids;
N-{3-(2-Cyclobutylaminoethoxy)phenyl]-4-axn-4,5,6.7-totrahydro-1H-indole-3-
ewde;
N-[3-(2--Butylsminoethoxy)phenyl]-4-0x0-4,5,6,7-tetralrydro-1H-indole-3-
carbaxamide;
20 N-[3-(2-Cyclopropylmethylaminocthaxy)phenyl}-4-axo-4,5,6,7-tetrsbydeo-1H-indole-3-
carboxamide;

FTESD" TTELBEBD
s .
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N-{3{2(4-Methylcyclohexyljaminocthoxy]pheayl} -4-0x0-4,5,6,7-tetrahycro-1H-
indole-3-carboxamide; or

N-{3-[2-(3-Trifluoromethyibenzylamino)ethoxy]phestyl}-4-0xo-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide.

21. A compound according to claim 1, which is
N-{3-3-(3-Trifluoromethylbenzylamino)propoxy]jphenyl} -4-ox0-4,5,6,7-tetralydro-1H-
indole-3-carboxamide;
N-{4-(2-Dimethylaminoethyl)pherryl}-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
catboxamide; ~
N-{4-(2-Pyrrolidin-]-ylethyl)phenyl}-4-ox0-4,5,6,7-tetrabydro-1B-indole-3-
N-{4-(2-Diisopropylaminoethoxy)phenyl}-4-oxo-4,5,6,7-tetralydro-1H-indole-3-
carboxamide;
N-{4-(2-Methylaminoethoxy)phenyl}-4-oxo-4,5,6,7-tetrabydro-1H-indole-3-
catboxamide;
N-{4-(2-Ethylaminoethoxy)phenyl}-4-0x0-4,5,6,7-tetrshydro-1H-indole-3-carboxamide;
N-{2-Fluoro-4-(2-ethylaminoethoxy)phenyl}-4-0x0-4,5,6,7-totrshydro-1H-indole
carboxamide;
N-{4-(2-n-Propylaminoethoxy)phenyl}-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamido; _
N-{2-Fluoro-4-(2-n-propylaminoethoxy)phenyl]-4-oxo-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide; or
N-{3-Fluoro-4-(2-n-propylaminoethoxy)phestyi}-4-oxo-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide.
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22. A compound according to claim 1 which is
N-[3-Fluoro-4-(2-n-propylaminoethoxy)phenyl]-4-oxo-4,5,6,7-tetrahydro-1H-indole-3-
b camtie vrochiocide
N-{4-(2-Cyclopropylaminoethoxy)phenyi]-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
o
N-{4-(2-Isopropylaminoethoxy)phenyli}-4-0x0-4,5,6, 7-tetrahydro-1H-indole-3-
i
N-{4-(2-Cyclopropylmethylaminoethoxy)phenyl}-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
ol
N-{4-(-Cyclopropylmethylaminoohoxy)phenyl}-4-cx0-4,5,6.7-tetraliydro- 1 H-indolo-3-
carboxamide hemifomarate;
N-[2-Fluoro-4-(2-Cyclopropylmethylaminocthoxy)phenyi}-4-xo-4,5,6,7-tetrabydro-1H-
indole-3-carboxamide;
N-[3-Flioro-4-(2-Cyclopropyimothylaminoethoxy)phenyl}-4-0x0-4,5,6,7-tetralrydro- 1H-
indole-3-carboxamide;
N-{3-Fluoro-4-{2-Cyclopropylmethylaminoethoxy)pheayl}-4-0r0-45,6, - totrsbrydro-1H-
indolo-3-carboxamids tosylate;
N-{4-(2-Isobutylaminoethoxy)phenyl}-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide; or
N-[2-Fluoro-4-(2-Isobutylaminocthoxy)phenyl}-4-ox0-4,5,6,7-tetrahydro-1H- indole-3-
carboxamide.

23. A compound according to claim 1, which is

N-[3-Fluoro-4-(2-Isobutylaminoethoxy)phenyl}-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;

. - - . i -
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N-{4-(2-n-Butylaminoethoxy)phenyl}-4-0x0-4,5,6,7-tetrahydro- 1H-indole-3-
carboxamide;
N-[4-(2-n-Butylaminoethoxy)phenyl]-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
, ide hvdrochlorid
N-[3-Fluoro-4-(2-n-butylaminoethoxy)phenyl}4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;
N-{4-(2-t-Butylaminoethoxy)phenyl}-4-oxo-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;
M&M&W@MMHW.S,&J—WIH—MM
carboxamide; A
N-{4-(2-adamant-2-ylaminoethoxy)phenyi]-4-0x0-4,5,6,7-tetrahrydro-1H-indole-3-
N-{4-{(R)-Pyzrolidin-2-yimethoxy]phenyi}-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;
N-(4-{(S)-Pyrrolidin-2-ylmethoxy]phenyl}4-ox0-4,5,6,7-tetrahydro- H-indolo-3-
carboxamide; or
N-[4-(Piperidin-3-ylmethoxy)phenyl}-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide.

24. . A compound according to claim 1, which is
N-{4-(Piperidin-3-yimethoxy)phemyi]-4-0x0-4,5,6,7-tetralrydro-1H-indole-3-
carboxamids hydrochloride;
N-{4-(2-Dimethylaminoethoxy)phenyl]-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;
N-{3-Finoro-4-(2-dimethylaminoethoxy)phenyi]-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;

-81-



N-[{4-(2-Pyrrolidin-1-ylethoxy)pheayl}-4-oxa-4,5,6,7-tetrahydro- 1H-indole-3-
carboxamids;
N-[4-(2-Imidaz-1-ylethoxy)phenyl]-4-0x0-4,5,6,7-tetrahydro-1H-indolo-3-carboxamide;
N-{3-Flnoro-4-(2-moropholin-1-ylethoxy)phenyl]-4-oxo-4,5,6,7-tetralydro-1H-indole-3-
5  carboxamide;
N-{3-Finoro-4-(2-pymrolidin-1-ylethoxy)phenyl}-4-0x0-4,5,6,7-tetrahydro-1 H-indole-3-
cartboxamide;
N-{4-Q2-Piperidin-2-ylathoxy)phenyl]-4-ax0-4,5,6,7-tetralrydro-1H-indale-3-
carboxamide;
10 N-{4{3-(2,2,2,-Trifluorethyl)aminopropoxy]phenyi}-4-ox0-4,5,6,7-tetralydro-1H-
indole-3-carboxamide; or
N-{4-(3-Isopropylaminopropoxy)phenyl]-4-cxo-4,5,6,7-tetrakrytiro-1H-indole-3-
carboxamide.

—
th

25. A compound according to claim 1, which is
N-{4-{3-(2-Methylpropyl)aminopropoxy}phenyl}-4-o0x0-4,5,6,7-tetrshydro-1H-indole-3-
carboxsmide;
N-{4-(3-Iscbutylaminopropoxy)phemyl}-4-cxo-4,S5,6,7-tctralydro-1H- indole-3-
carboxamide;
20 N-{4-(3-Cyclopropyimethylzminopropoxy)phenyl}-4-oxo-4,5,6,7-tetralydro-1H-indole-
3-catboxamide; :
NHﬂﬁﬁmhmﬁhﬂmmwdﬂﬂw4ﬂbﬁ#Hﬂﬁﬂbmﬁhk&
carboxamide;
N-{4-(-Cyclopentylaminopropoxy)pheanyl]-4-0x0-4,5,6,7-tetralrysdro-1H-indole-3-
25 carboxamide;
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N-{4-{3-(N-Cyclopropymecthyi,N-propylJaminopropoxylphenyl}-4-0x0-4,5,6,7-
tetrabydro-1H-indole-3-carboxamide;

N-{4-(2-Methylaminoethoxy)pyrid-3-y1}-4-0xo-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;

N-[4-(2-Ethylaminoethoxy)pyrid-3-yi}-4-0x0-4,5,6,7-tetralrydro-1H-indole-3-
carboxamide;

N-{4-(2-Ethylaminoethoxy)pyrid-3-yl]-4-ox0-4,5,6,7-tetratrydro-1H-indole-3-
carboxamide hydrochloride; or

N-{4-(2-n-Propylaminoethoxy)pyrid-3-yl}-4-0x0-4,5,6, 7-tetrahydro-1H-indole-3-
carboxamide, ~

26. A compound socording to claim 1, which is

N-{4-(2-n-Propylaminoethoxy)pyrid-3-yi}-4-axo-4,5,6,7-tetralrydro-1H-indole-3-
carboxamide hydrochloride;

N-[4-(2-Isopropylaminoethoxy)pyrid-3-yl}-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;

* N-{4-(2-Isopropylaminocthoxy)pyrid-3-yil-4-0x0-4,5,6,7-etrahydro-1H-indolo-3-
carboxamide hydrochloride;

N-{4-(2-n-Butylaminoethoxy)pyrid-3-yi} 4-0xo-4,5,6,7-tetrabydro-1H-indole-3-
carboxamide;

N-{4-(2-n-Butylaminoethoxy)pyrid-3-yi]-4-ox0-4,5,6,7-tetrahydro- 1 H-indole-3-
carboxamide hydrochloride;

N-[4-(2-t-Butylaminoethoxy)pyrid-3-yl]-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;

N-{4-(2-Benzylaminoethoxy)pyrid-3-yl}-4-0x0-4,5,6,7-tetraliydro-1H-indole-3-
carboxamide;
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N-{4-(2-Benzylsminoethoxy)pyrid-3-yl}-4-0x0-4,5,6,7-tctrahydro-1H-indole-3-
boxamide hvdrochlogid
N-{4-(Pyrid-3-yimethoxy)pyrid-3-yi}-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide; or
N-{4-(Pyrid-3-yimethoxy)pyrid-3-yl}-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide hydrochloride.

27. A compound according to claim 1, which is
N-{4-(Pyrid-4-yimethoxy)pyrid-3-y1}-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-

carboxamide;
N-{4-(Pyrid-4-yimethoxy)pyrid-3-yl}4-0x0-4,5,6, 7-tetralrydro-1H-indole-3-
3 ide hvdrochlotid

N-{4-{(R)-Pyrrolidn-2-yimethoxylpyrid-3-y1}-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;
N-{4-{(R)-Pymrolidn-2-yimcthoxy]pyrid-3-yl}-4-ox0-4,5,6,7-tctrahydro-1H-indole-3-
carboxamide hydrochloride;
N-{4-{(S)-Pyrrolidn-2-yimethoxy]pyrid-3-yl}-4-0x0-4,5,5,7-tetrahyiro-1H-indole-3-
carboxamide;
N-{4-(2-Dimethrylaminoethoxy)pyrid-3-yi}-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;
N-{4-(3-Dimethylaminopropoxy)pyrid-3-yi}-4-0x0-4,5,6,7-tstrahydro-1H-indole-3-
carboxamide;
N-[4-(2-Pyrrolidin-1-ylethoxy)pyrid-3-yi}-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide;
N-{4-2-Pyrrolidin-1-ylethoxy)pyrid-3-yi}-4-0x0-4,5,6,7-totralrydro-1H-indole-3-
carboxamide hydrochloride; or
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N-{4(2-Dimethylaminoethoxy)pyrid-3-yi]-4-ox0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide.

28. A compound according to claim 1, which is
N-{4-[2-(4-Methyl-piperazin-1-ylethoxylpyrid-3-yl}4-0x0-4,5,6,7-tetrahydro- 1H-
indole-3-catboxammid
N-{4-{2-Morpholin-1-ylethoxylpyrid-3-y1)-4-om>-4,5,6,7-tetrshydro-H-indole-3-
boxarmid
N-{4-[2-Piperidin-1-ylethoxy]pyrid-3-y1} 4-oxo-4,5,6,7-tetrahydro- o-1Fk-indolo 3-
ide; ~
N-{(4-{2-Piperidin-1-ylethoxy]pyrid-3-yl} 4-oxo-4,5,6,7-tetralrydro-1H-indote-3-
boxamide hvdrochlonid
N-{4-{(1-Methyl-pyrrolidin-3-ylmethoxylpyrid-3-yl} -4-0x0-4,5,6,7-tetrahydro-1H-
indole-3-carboxamids;
N- (4-{(1- Bthyl pyrrolidin-3-ylimethaxylpyrid-3-y1)4-cxo-4,5,6,-tetrabydro-1H-
indole-3-carboxamide;
N-{4-{2(1-Methyl-pyrrolidin-2-yl)ethoxy]pyrid-3-yl}-4-ox0-4,5,6,7-tetralydro-1H-
indole-3-carboxamide;
N-{4{2-(1-Methyl-pyrrolidin-2-ylethoxyjpyrid-3-yl}-4-ox0-4,3,6, 7-tetralrydro-16-
indole-3-carboxamide hydrate;
N-[4-(3-2-Propylaminopropoxy)pyrid-3-yi]-4-0x0-4,5,6,7-tetrahydro-1H-indole-3-
carboxamide; or
N-{4(3-Cyclopropylmethylsminopropoxy)pyrid-3-yI}-4-0x0-4,5,6,7-tctrahydro-1H-
indole-3-carboxamide. '

29. A compound according to claim 1, which is
-85-
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N-{4-{3(2-Ethylbutyl)aminopropoxylpyrid-3-yl}-4-0x0-4,5,6,7-totrahydro-1 H-indole-3-
carboxamide;
N-{4-(3-Cyclohexylaminopropoxy)pyrid-3-yi}-4-ox0-4,5,6,7-tetralydro-1H-indole-3-
cerboxamide;
N-[4-(3-Cyclohexylmethrylaminopropoxy)pyrid-3-yl}4-0x0-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide;
N-{4{3-(Pyrid-4-ylmethyaminapropoxy]pyrid-3-yl}-4-0x0-4,5,6,7-tetrahydro-1H-
indole-3-carboxamide;
B N-{4-Q2-Pyrrolidin-1-ylethoxy)pyrid-3-yi}-4-ox0-4,5,6,7-tetrahydro- 1H-indole-3-
m‘i}q
N{m-m-mwwﬂ'}ﬁwﬁﬂmmmm-
carboxamide;
N-{4-{3-Di(cyclopropyimethyl)eminopropoxy]pyrid-3-yi}-4-oxo-4,5,6,7-tetrabydro-1H-
indole-3-carboxamide;
N-{4-{3-Di(2-ethylbutyl)eminopropoxy]pyrid-3-yi}-4-cx0-4,5,6,7-tetralrydro-1H-indole-
3-carboxamide;
N-{4-{3-Di(pyrid-4-ylmethy{)aminopropoxylpyrid-3-yl} -4-ax0-4,5,6,7-tetralydro-1H-
indole-3-carboxamide; ar
N-{4-{2(2-Pyrrolidin-1-ylethoxy)ethoxy]prid-3-y1}-4-ox0-4,5,6,7-totrahydro-1H-
indole-3-carboxamide.

30. A compound according to claim 1, which is
N-{44{2-(2,2-Dimethylaminoethylamino)-2-oxocthyf]phenyl}-4-0x0-4,5,6,7-tetrahydro-
1H-indole-3-carboxamide;
N-{4-{2-(4-Methylaminopiperizin-1y{)-2-oxoethyl]pherryl}-4-0x0-4,5,6,7-tetralrydro-
1H-indole-3-carboxamide; '
-86-
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N-{4-[7-azabicyclo(2.2.1)bept-2-yloxylphenyl}-4-omo-1,4,5,6,7,8-hexahydro-
oyolobeptalblpyrrole. 3-carboxamides
N-{3-(2-Dicthylaminoethoxy)phenyl}-4-ox0-1,4,5,6,7,8-hexalrydro-
cyclaeptalb}pyrrole-3-carbaxamide;
N-{3-{2-Pymrolidin-1-ylethoxy)phenyl}-4-0x0-14,5,6,7,8-bexabrydro-
cyciobeptafblpyrrole-3-carboxamide;
N-{3-2- Di--propylaminoethoxy)phenyl}4-0x0-1,4,5,6,7,8 bexahydro-
cyclohepta[blpyrrole-3-carbaxamide;
N-{3-2-0-Propylaminoethoxy)phenyl}-4-cxo-1,4,5,6,7,-bexahydro-
cyoloheptafblpyrrole 3-carboxamide;
N-[3-(2-n-Butylaminoethoxy)phenyl}4-0x0-1,4,5,6,7,8-hexshydro-
N-{3-(MeGtylaminopropoxy)phenyl]-4-0xo-1,4,5,6,7,8-hexaliydro-cyclobeptafblpyrrole-

. 3-carboxamide; or

N-{3-[3-(N-Bthyl,N-Methyl)aminopropoxy]phenyl}-4-oxo-1,4,5,6,7,8-hexalrydro-
cycloheptalbjpyrrole-3-catboxamide.

31. A compound sccording to claim 1, which is
N-{3-{3-(N-Cyclopropyimethy],N-n-propyl)aminopropoxy]phenyi}-4-ox0-1,4,5,6,7,8~
hexahydro-cyclohepta[blpyrrole-3-carboxamide;
N-{3-(Azeditinytpropoxy)phenyl}-4-oxo-1,4,5,6,7,8-hexahydro-cycloheptalblpyrrole-3-
carboxamide;
N-{3-(3-Ethylsminopropoxy)phenyl]-4-0x0-1,4,5,6,7,8-hexahydro-cycloheptafbpyrrole-
3-carboxamide;
N-{3-{3(2,2,2-Triftuorcethyaminopropoxy]pheayl}-4-0xo-1,4,5,6,7,8-hexahydro-
cyclohepta[bjpymrole-3-carboxamide;
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N-[3-(3-n-Proplaminopropoxy)phenyi}-4-0xo-1,4,5,6,7,8-hexahydro-
cycloheptafb]pyrrole-3-carboxamide;

N-{3-(3-Isopropylaminopropoxy)pbenyl]-4-ox0-1.4,5,6,7,8-hexahydro-
cyclohepta[b]pyrrole-3-carboxamide;

N-[3-(3-Cyclopropylaminopropoxy)phanyl}-4-ox0-1,4,5,6,7,8-hexalsydro-
cyclohepta{b]pyrrole-3-carboxamide;

N-{3-(3-Cyclopropyimethylaminoprapoxy)phenyl]-4-0x0-1,4,5,6,7,8-hexahyiro-
cyclohopta[b]pymole-3-carboxamide; or

N-{3-(3-Cyclobutylaminopropazy)phenyT]-4-omo-1,4,5,6,7,5- hexshydro-
cyclobeptalblpymole dcuboramide,

32. Aeompm;ndaeeordingmclliml,whichia

N-{3-3-Cycloexylsminopropoxy)phenyl}-4-oxo-1,4,5,6,7,8-hexahydro-
cycloheptafblpyrrole-3-carboxamide;

N-{3-{3-(3-Bthylpropyaminopropoxylphenyl}-4-oxo-1,4,5,6,7,8-hexahydro-

cycichepta{blpyrrole-3-casboxamide;

N-{3-3-(2-Mothylpropyl)aminopropoxy]phenyl}-4-0x0-1,4,5,6,7,8-hexahyiro-
cycloheptafblpyrrole-3-carboxamide;

N-{3-(3-Iscbutylaminopropoxy)phenyl]4-oxo-1,4,5,6,7,8-hexabydro-
cycloheptalblpymrole-3-carboxamids;

N-{3-(3-t-Butylaminopropoxy)phanyl]-4-oxo-1,4,5,6,7,8-hexahydro-
cyclohepta[blpyrrole-3-carboxamide;

N-{3-{3-(2-Methyibuty)aminopropoxylphanyi}-4-oxo-1,4,5,6,7,8-hexahydro-
cyclohepta[b]pysrole-3-carbaxsmide;

N-{3-(3-Isoamylaminopropoxy)phenyl}-4-0x0-1,4,5,6,7,8-hexahydro-
cyclohcptalb]pyrrole-3-carboxamide;

-88-
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N-{3-3-{4-Methylpantyl)aminopropoxy]phenyl}-4-oxo-1,4,5,6,7,8-hexahydro-
cyclohepta[blpyrrole-3-carboxamide;

N-{3-3«1,1-DimethyipropyDaminopropoxy]phenyl}-4-0x0-1,4;5,6,7,8-hexahydro-
cycloheptajb]pyrrole-3-carboxamids; or

N-{3-[3-(3,3, Dimethylbutyf}aminopropoxy]phenyl}-4-oxo-1,4,5,6,7,8-hoxahydro-
cyclohepta[blpyrrole-3-carboxamide.

33. A compound according to claim 1, which is
N-{3{3-(2,4-Dimethylpent-3-yl)eminopropoxy]phenyl} 4-oxo-1,4,5,5,7,8-hexahydro-
cycloheptalblpyrrole-3-carboxamide;
N-{3-{3-(4-Methyicyclohexyl)aminopropoxy]phenyl}-4-oxo-1,4,5,6,7,8-hexatrydro-
eycloheptafblpyrrolo-3-carboxamide;
N-{3-{3-(4-t-Butylcyclohexyl)eminopropoxylphenyl}-4-oxo-1,4,5,6,7,8-hexahydro-
cycloheptajb]pyrrole-3-carboxamide;
N-{3-[3(2,6-Dimsthylcyclohaxyl)amincpropoxy]phenyl} -4-ox0-1,4,5,6,7,8-hexahydro-
cycloheptalbjpyrrole-3-carboxamide;
N-{3-[3-(1-Fhenylethyl)aminopropoxylphemyl}-4-ox0-1,4,5,6,7,8-hexahydro-

cyelohoptafbpymrole- i

N-[3-(3-Norbom-2-ylaminopropoxy)phenyl}-4-oxo-14,5,6,7,8-hexshydro-
cycioheptabjpyrrole-3-carboxamide;

N-[3-(3-Adamant-1-ylaminopropoxy)phenyi}-4-0x0-1,4,5,6,7,8-hexahydro-
cyclohepta[bpyrrale-3-carhoxamids;

N-{3(3-Norbomn-2-yimethylaminopropoxy)phenyl]-4-0x0-1,4,5,6,7,8-hexalydro-
cyclohopta[blpymrole-3-carbaxamide;

N-{3-(-Adamant-2-ylsminopropoxy)phenyl]-4-0x0-1,4,5,6,7,8-hexahysiro-
cyclohepta[bjpymole-3-carboxamide; ar
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N-{4-(2-Ethylaminoethoxy)phenyl]-4-0x0-1,4,5,6,7,8-hexshydro-cycloheptalblpyrrole-
3 wbnmidﬂ )

34. A compound according to claim 1, which is
N-{4-(2-Ethylaminoethoxy)phenyl}-4-0x0-1,4,5,6,7,8-hexahydro-cyclohepta(blpyrrole-
3-carboxamide hydrochloride;
N-{2-Fluoro-4~(2-Ethylaminoethoxy)phenyl]-4-ox0-1,4,5,6,7,8-hexshydro-
cycloheptalbjpyrrole-3-catboxamide;
N-{4-2-n-Propylaminoethoxy)phenyl]-4-ox0-1,4,5,6,7,8-hexahydro-
cycloheptalbjpyrrole-3-carbaxamide;
N-{4-(2-Cyclopropylaminoethoxy)phenyi}-4-axo-1,4,5,6,7,8-hexahydro-
cyclobeptalbJpymrole-3-carboxamide;
N-4-(2-n-Butylaminoethoxy)pheayl}-4-oxo-1,4,5,6,7,8-hexahydro-cyclohepta[b]pyrrole-
3-carboxamide;
N-{4-(3-Ethylaminopropoxy)phenyl}4-axo-1,4,5,6,7,8-hexshydro-cycloheptabpyerole-
3-carboxamide;
N-{4-{3-(1-Phenyl-1-methylethyl)aminopropoxy]phenyl}-4-oxo-1,4,5,6,7,8-hexahydro-
cycloheptafb]pyrrole-3-carboxamide;
N{4-(Pyrid-3-yimethoxy)pyrid-3-yl}-4-oxo-1,4,5,6,7,8-hexahydro-
cyclohepta[b]pyrrole-3-catboxamide;
N-{4-(Pyrid-4-ytmothoxy)pyrid-3-yT}-4-0x0-1,4,5,6,7,8-hexalydro-
cycloheptajblpyrrole-3-carboxamide; or
N-[4-(Pyrid-4-yimethoxy)pyrid-3-yl]4-ox0-1,4,5,6,7,8-hexahydro-
cycloheptafblpyrrole-3-carboxamide hydrochloride.

35. A compound according to claim 1, which is

-850-
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N-{4-(2-Dimethylaminoethoxy)pyrid-3-yi}-4-0x0-1,4,5,6,7,8-hexshydro-
cyclobeptafblpymole-3-carbaxsmide;
N-4-(2-Dicthylaminoethaxy)pyrid-3-yi}-4-oxo-1,4,5,6,7,8-hexshydro-
cyclohepta[blpyrrole-3-carboxamide;
N-{4-(2-Pyrrolidin-1-ylethoxy)pyrid-3-yl}-4-ox0-1,4,5,6,7,8-hexahydro-
cyclohepta[blpyrrole-3-carboxamide;
N-[4-(2-Pymrolidin-1-ylethoxy)pyrid-3-yi}-4-oxo-1,4,5,6,7,8-hexahydro-
cyclobeptalblpyrrole-3-carboxamide hydrochloride;
N-{4-Q2-Piperidin-1-ylethoxy)pyrid-3-yi}-4-ox0-14,5,6,7,8-hexalydro-
cycloheptafblpyrrole-3-carbaxamide;
N-{4-{2-(1-Methy}-pyrrolidin-2-yl)ethoxylpyrid-3-yl}-4-ox0-1.4,5,6,7,8-hexahydro-
cyclobeptablpyrrole-3-carboxamide;
N-{4-{(1-Ethyl-pymrolidin-3-ymethoxylpyrid-3-yi} -4-0x0-1,4,5,6,7,8-hexalrydro-
cycloheptalblpyrrole-3-carboxamide;
N-{4-(2-Mozpholin-1-ylethoxy)pyrid-3-yl}-4-oxo-14,5,6,7,8-hexahydro-
cycloheptalblpyrrole-3-carboxamide;
N-{4-(2Diethylaminoethaxy)pyrid-3-yi]-4-axo-1,4,5,6,7,8-hexahydro-
cyclobeptalblpymole-3-carboxamide; or
N-{4-(2-0-Propylaminoethoxy)pyrid-3-yi}-4-0x0-1,4,5,6,7,8-hexahydro-
cycloheptalblpyrrole-3-carboxamide.

36. A compound according to claim 1, which is

N-{4-(2-n-Propylaminoethoxy)pyrid-3-yl}-4-ax0-1,4,5,6,7,8-hexahydro-
oyclohepta[blpyrrole-3-carboxamide hydrochloride;

N-{4-(2-Isopropylaminoethoxy)phenyl]-4-ox0-1,4,5.6,7,8-hexahydro-
cyclohepta[blpyrrole-3-carboxamide;

91-
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N-{4-(3-Isopropylaminopropoxy)phenyl]-4-oxo-1,4,5,6,7,8-hexshyxdro-
cycloheptalblpyrrols-3-carboxamide;
N-{4-(3-Cyclopropylaminopropoxy)phenyl}-4-axo-1,4,5,6,7,8-hexahydro-
cyclohepta[blpyrrole-3-carboxamide;
N-{4-(3-Cyclobutylaminopropoxy)phenyl}-4-ox0-1,4,5,6,7,8-hexahydro-
cycloheptalblpyrrole-3-carboxamide;
N-{4-(3-Cyclopropylmethylaminopropoxy)phenyl}-4-0x0-14,5,6,7,8-hexahydro-
cyelohcpta[blpymole-3-carboxamids;
N-[4-(3-1sobutylaminopropoxy)phenyi]-4-oxo-1,4,5,6,7,8-hexshydro-
cyclohepta(blpyrrole-3-carboxamide;
N-{4-{3-2,2-Dimethyipropyl}aminopropoxy]phenyl}-4-ox0-1,4,5,6,7 &huahydm-

" cyclobeptalblpyrrole-3-carboxamide;

N-{4-{3-(3-Bylpropyl)aminopropaxy]phenyl}-4-oxo-1,4,5,6,7,8-hexabydro-
cyclohepta[blpyrrole-3-carboxamide; or

N-{4-[3-(2-Methylbutyl)aminopropoxy]phenyl}-4-oxo-1,4,5,6,7,8-hexaltydro-
cyclohepta{blpyrrole-3-carboxamide.

37. A compound according to claim 1, which is
N-{4-{32-Methylpropyl)aminopropoxy]phesyl}-4-0x0-1,4,5,6,7,8-hexshysro-
cyclobepta[blpyrrole-3-carboxamide;
N-[4-(3-i-Pentyleminopropoxy)phenyl}-4-oxo-1,4,5,6,7,8-hexalrydro-
cyclobeptalblpyrrole-3-carboxamide;
N-{4-(3-Cyvlchexylaminopropoxy)phenyl]-4-ox0-1,4,5,6,7,8-hexahydro-
cyclohepta[bpyrrole-3-carboxamide;
N-{4-{3-(N-Cyclopropylmetiryl, N-n-propyl)eminopropoxy]phenyl} -4-oxo-1,4,5,6,7,8-
hexahydro-cyclobeptafblpymrolo-3-carboxamide;
' 92
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N-[4-(3-Indan-2-ylaminopropoxy)phenyl]-4-oxo-1,4,5,6,7,8-hexahydro-
cycloheptalbpyrrole-3-carboxamide;
N-{3-Flnoro-4-(2-cthoxy-2-axoethoxy)phenyl]-4-0x0-4,5,6,7-tetralydro-1H-indale-3-
carboxamide;
5 N-{3-Fluaro-4-(2-hydroxy-2-oxocthoxy)phenyl]-4-ox0-4,5,6,7-tetrahydro-1H-indale-3-
carboxamide;
N-[3-Fluoro-4-(2-cthylamino-2-axocthoxy)phenyl}-4-oxo-4,5,6, 7-tetrahydro-1H-indole-
3-carboxamide;
- N-{3-Fluoro-4-(2-dicthylamino-2-oxoethoxy)phenyi}-4-0x0-4,5,6,7-totrahydro-1H-
10  indole-3-carboxamide; or
N-{3-Fluoro-4-{2-(4-methylpiperizin-1-yl)-2-oxoethoxy]phenyl}-4-0x0-4,5,6,7-
tetrahydro-1H-indole-3-¢arboxamide.

38. A compound according to claim 1, which is
N-ethy}-N-[2~(cthylamino)ethyl]-2- {4-{(4-0x0-(4,5,6,7-tetralrydroindo}-3-
yD)earbonylamino]phenoxy} acetamide;
N-{2-(dipropylamino)ethyl}-2- {4-{(4-0x0-(4.5,6,7-tetralrydroindol-3-
. yD)eathonylamino}phenoxy} acetamide;
N-[2+(dicthylamino)ethyl}-N-methyl-2- {4-{(4-0x0-(4,5,6,7-tetrahydroindol-3-
20  yl))carbomylamino]phenoxy}acetamide;
N-[2-{dicthylamino)ethyi}-N-ctiyl-2-{4-](4-0x0-(4,5,6,7-tetrahydroindo}-3-
yD))eatbonylamino]phenoxy} acetamide;
N-{4-(2-morpholin-4-yl-2-oxocthoxy)phenyl}(4-ox0-(4,5,6,7-tetrahydroindol-3-
yl))carboxamide;
25 N-{3-fluoro-4-(2-morpholin-4-yl-2-oxoethoxy)phenyl}(4-0x0-(4,5,6,7-tetrabydroindol-3-
yD))carboxamide;

FEBO" FTTELEEHBD
O
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(4-0x0-(4,5,6,7-trihydroindol-3-yI))-N-{4-(2-ox0-2-

N-[3-(dicthylamino)propyl}-2-{4-{(4-ox0-(4,5,6,7-tetrahydroindol-3-
¥l))carbanylaminolphenoxy} acetamide;

N-{3-(diethylamino)propyl]-2-{2-fluoro-4-[(4-0x0-(4,5,6,7-tetrahydroindol-3-
yD))carbonylamino]phenoxy} acetamide;

N-[4-(diethylamino)-1-methylbutyl]-2-{4-[(4-ox0-(4,5,6,7-tetrahydroindol-3-
yi))carbonylamino]phenoxy}acetamide; or

N-{4-(dictirylamino)-1-methylbutyl}-2- {2-fluoro-4-[(4-ox0-(4,5,6,7-tetralrydroindol-3-
yD)carbonylamino}phenoxy} acetamide.

39. A compound of the formula:

E‘ R
Re g

H
or the pharmacoutically acceptable non-toxic salts thereof whorein:

Q is phenyl or 3-pyridyl, each of which may bo mono or disubstituted with hydroxy or
halogen;

W is oxygen or nitrogen;

Zis _
hydroxy, Cy-C; cycloalkyiC,-C, alkexy, ar C,-C, alkoxy whers the alkyl portion
is optionally substituted with amino, mono- or diC,-Calkylamino, or azaC;-
Cecycloalkyl;
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smino, or mono- or diC,-Colkylamino, (trifinoromethyl)methyl, Cy-C,
cycloalkyl optionally substituted with C,-C, alkyl, or C,-C,cycloalkylC;-
Calkyl,

phenyt or pheny)(C,-Coalkyl whers the pheay! portiou is optionally substituted
with C,-C, alkyl, hydroxy, C,-C, alkoxy, trifiouromethyl, halogen, amino,
or mono- or diC,-C, alkylamino; .

2-, 3-, or 4-pyridyl, 1- or 2-imidazolyl, 1-, 2-, or 3-pyrrolyl, or adamantane-2-yi;
each of which may be substituted on a tertiary carbon or a secondary
nitrogen with C,-Cealkyl;

NR900R1owhueR9andR10uemem¢;r\diﬂ'ermmwhydmgm
ar C,-Cy alkyl or G,-C; cycloalkyl; or

-y

Ziseonnected,o;ﬁomllyﬂnmghw,quﬂmal-émanhaedﬁng;or
qunm'

pisl, 2, or3;
D and D" independently regresent oxygen, NR, or CHR, provided that
only one of D and D" may bo NR, where each R, is hydrogen or C,-C;
alkyl; or and |
R, is hydrogen or C,-C alkyl;

a group of the formula:

A ¢

22
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pisl,2,0r3;

where

qis0,1,0r2;
R, is hydrogen or C,-C, alkyl; or

5 a group of the formula:

Ny
— 0
where .

8is0, 1, 2 or 3, and the sum of s and m is not less than 1;

R, is, hydraxy, C,-Cealkoxy, amino, mono- or diC,-Coalkylamino whero each
alkyl is independently optionally substituted with amino, mono- or
diC,-Cgalkylamino, or

R, is a group of the formuia

L
afvf

where p, D, D’, and R, are as defined above;

6 TEBO" TTEZBES

15 A,A,mﬂwmammm
substituted with hydrogen, halogem, o straight or branched chain lower alkyl
having 1-6 carbon atoms;

wherein
kis0,1,2,0r3;

20 mis0, 1,2, 0or3; and
nis1or2; md
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R3, R4, Rs, and R§ are the same or different and are selecied from hydrogen, akkyl , -
COR11 or -CO2R1] where R} is alkyl or cycloalkyl having 3-7 carbon atoms;
or -CONR12R13 where R12 and R13 are selected independently from hydrogen,
alkyl, cycloalkyl having 3-7 cmrbon atoms, phenyl, 2-, 3-, or 4-pyridyl, or
NR]12R13 forms a heterocyclic group which is morpholinyl, piperidinyl,
pymolidinyl, or N-alkyl piperazinyl; or

R3-R4 may be taken together to form a cyclic moiety having 3-7 carbon atoms; or

Rs-Rg may be taken together to form a cyclic moiety having 3-7 carbon atoms; and
where each alkyl group forming an R3, R4, RS, or Rg substitutent or portion
thereof may be substituted independently with hydroxy or mono- or dialkylamino
where each alkyl is independently alkyl or cycloalkyl having 3-7 carbon atoms.

40. A compound of formula A or formula B:

o © Ry o
R.RO ﬁ..(?- . RER' H..ca
sl TS >0

N N

A B

or a pharmaceutically acceptable salt thereof wherein

R3, R4, RS, and Rg are the same or different and are selected from hydrogen, alkyl , -
COR11 ar -CO2R|] where R]] is alkyl or cycloalkyl having 3-7 carbon atoms;
or -CONR12R13 where R12 and R13 are selected independently from hydrogen,
alkyl, cycloalkyl having 3-7 carbon atoms, phenyl, 2-, 3-, or 4-pyridyl, or
NR]2R]3 forms a heterocyclic group which is morpholinyl, piperidinyl,
pyrralidinyi, or N-alkyl piperaziny; or

97-
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R3-R4 may bo taken fogether to form a cyclic moicty having 3-7 cmrbon atoms; or
R5-Rg may be taken together to form a cyclic moicty having 3-7 carbon atoms; and
whero each alkyl group forming an R3, R4, RS, or Rg substituent or portion thereof may

be substituted independently with hydroxy or mono- or dialkylamino where oach
alkyl ia independently alkyl or cycloalkyl having 3-7 carbon atoms.; and

G repregents

oy
<

6TEBD" TTELBEGO
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el m

R, is hydrogen, halogen, C,-C;alkyl, C;-C,alkoxy, or triflaorometiryl;
* 8is0, 1,2 or 3, and the sum of » and m is not less than 1;

R, is hydroxy, C,-Calkoxy, amino, mono- ar diC,-Calkylamino
where each alkyl is independently optionally substituted with
amino, mono- or diC,-Cealkylamino, or

R, is a group of the formula

%!

pkLLu&

D and D' independentiy ropresent oxygen, NR, or CHR, provided
that only one of D and D" may be NR, whero each R, is’
hydrogen or C,-C, alky; or and

R, is hydrogen or C,-C, alkyl.

™~
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41. A compound according to claim 40, wherein R, is hydrogen or halogen, and R, is

a group of the formula;
Ris
Ru =N
‘.-i: Ris o
where
3 R;, is hydrogea or C,-Calkyl;
R,s is hydrogen or C,-Cealkyl;
Ry is hydrogen, ethyl, or mothy;
R,; is C,-Calkyl; and
o Y is a C,-C, alkyleno group.
w10
;‘} 42. A compound according to claim 40, wherein 5 is 1 and R, is ethoxy, hydroxy,
tl: ethylamino, dicthylamino, morpholinyl, piperazinyl, 4-methylpiperaziny,
Q.
I; 3 " A-NH TN C’\ .
g oM % N

o C
LS o

15
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or the pharmaceutically acceptable non-toxic salts thereof wherein:

G, X, T, n, and R,-R, are as defined herein,
brain receptors or prodrugs of agonists, sutagonists or invarse agonists for GABAa brain
recoptors. These compounds are useful in the diagnosis and treatment of anxiety, sleep and
scizure disorders, overdose with benzodiazepine drugs and for enhancement of memory.

-100-
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REIVINDICACIONES

1. Un compuesto de la f6rmula:

0 una sal no téxica farmac€uticamente aceptable del miamo en donde:

G representa

2

en donde
Q es un fenilo, 2- o 3- tienilo, o 2-, 3-, o 4-piridilo, todos de
los cuales pueden ser mono o disustituidos con hidroxi o halégeno;

T es halSgeno, hidrégeno, hidroxilo, amino ¢ alcoxl que tienen 1-6 &tomos
de carbono; .

W es oxigeno, nitrégeno, sulfuro, o CR,R, donde R, y R, son lo mismo o
diferent;e Y representan hidr6geno, alquilo, o R,-R, los cuales
juntos representan un mosaico ciclico que tienen 3-7 Atomos de
cari:ono;

X es hidrSgeno, hidroxi o alquilo;

2 es
hidroxi, C(,-C, cilcloalquiloC,-C;(alcoxi), o C,-C; alcoxi donde la
porcifn alquilo es sustituida opcionalmente con amino, mono-

o diC,-Cialquilocamino, o azaC,-C,cicloalquilo;



amino o mono- o di (;-Cjalquilamino, (trifluorometil)metilo, GC,;-C,
cicloalquilo sustituido opcionalmente con C,-Cialquilo o C,-C,
cicloalquilcC,-C; alquilo;
fenilo o fenil(C;-C¢)alquilo donde la porcidén de fenilo es
opcionalmente sustituida con C,-C; alquilo, hidroxi, C,-C;
alcoxi, trifluorometil, halégeno, amino, o mono- o di C,-C
alquilamino;

2-, 3-, o 4-piridilo, J'.-— o 2-imidazolilo, 1-, 2-, 6 3-pirrolilo, o
adamantan-2-ilo; cada uno de los cuales se puede sustutir en
un carbono térciario o un nitrSgeno secundario con GC;-
Csalquilo;

NRgCOR31p en donde Rg y R1p son iguales o diferentes y representan
hidrégeno o C;~C; alquilo o C,-C,; cicloalquilo, ©

Z esti conectado, opcionalmente mediante W, a Q para formar un
anillo de 1-6 miembros; o

Z repregenta un grupo de 1a_f6rmu1a:

i,
o,
en donde
pesl, 2, o 3;
D y D' independientemente representan oxigeno, NR, o CHR,
siempre que s6lo D o D’ puede ser NR, en donde cada R,
es hidrégeno o C,-C; alquilo; o/y
R; is hidrégeno o C,-C¢ alquilo;

Z representa un grupo de la f6rmula:

=

en donde

-

04



pesl, 2, 6 3;

en donde gqes 0, 1, 6 2;
R, es hidrégeno o (;-C¢ alquilo; o

2 representa un grupo de la f6rmuila:
%rRo
O  en donde

ses 0, 1, 2 6§ 3, vy la suma de s y m es no menor que 1;
R, es hidroxi, C,;-Cesalcoxi, amino, mono- © @i-C;-Ci-alquilamino,
en donde cada alquilo es independiente y opcionalmente

sustituido con amino, mono- o dialquilamino, o

R, es un grupo de la f_ﬁrliiula

Rz\_D
[' o
.QN ‘mn

en dende p, D, D', ¥ R; son comc e definen anteriormente;

/{4'\, ke Yy A independientemente representan una cadena

de carbono opcionalmente sustituida con hidr6geno, halégeno,

0 cadenas rectas o ramificadas de alquiios menores que tiene

1-6 dtomos de carbén;
en donde
kes 0, 1, 2, & 3;

mes 0, 1, 2, 6§ 3; vy



nes 0,1,2 o 3;

Ra, Ra, Rsg, y Rg 8on iguales o diferentes y son
independientemente seleccionados en cada caso deade hidré&geno,
alquilo, -COR11 o -CO2R;3 en donde R31 es alquilo o cicloalquilo
que tiene 3-7 &tomos de carbono; o -CONRj2R13 en donde R12 y Ri3 ge
galeccionan 1ndependientemte de hidrégeno, algquilo, cicloalgquilo
que tiene 3-7 Atomos de carbono, fenilo, 2-, 3.-, e 4-5:I.~ridilo, o
NRj2R13 forma ;n; grupo heterociclico de morfolinilo, piperidinilo,
pirrolidinilo, o N-a%quilp piperazinilo; o

Ri-R4 se pueden tomar juntos para forma.r una mitad cfclica dque

tiene 3-7 &tomo.s de carbono; o

R5-Rg se pueden tomar juntos para formar una mitad ciclica que

tiene 3-7 &tomos de carbono;

en donde cada grupo de alquilo que forma R3, R4, R, © Rg

substituyente o mitad del mismo se puede sustituir
independientemente con hidroxi o momo- or dialquilamino
en donde cada alquilo es independientemente alquilo o

cicloalquilo que tiene 3-7 &tomos de carbono.
2, Un compuesto con respecteo a la reivindicacién 1, de féxrmula:

; O/QJ*-W‘“’-Z
. '\HY

donde Y es hidrégeno, halégeno, o hidroxi.

-

Pt



3. Un compuesto de acuerdo con la Reivindicacién 1, de la £f6rmula:

- j uj:l*'f‘"N-Z
P. ’ \

R,

en donde Y es hidrégeno, halégeno o hidroxi.

4. Un compuesto de acuverde con la Reivindicacién 1, de la férmula:

en donde Y es hidrégeno, haldgeno o hidroxi.

5. Un compuesto de acuexdo con la Reivindicacién 1, de la férmula:




b

29}
en donde Y es hidrégeno, halégeno o hidroxi.
6. Un compuesto de acuerdo con la Reivindicarién 1, de la fé6rmula:
7. Un compuesto de acuerdo con la Reivindicacién 1, de 1la

f6rmula:

P Pas



8. Un compuesto de acuerdo con la Reivindicacién 1, de la

f6rmula:

9. Un compuesto de acuerdo con la Reivindicacién 1, de la

f6rmula:

10. Un compuesto de acuerdo con la Reivindicacién 1, de la férmula:

R oﬂw}m
Sy
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11. Uncompuesto de acuerdo con la Reivindicacién 1, el cual es,

N- [3- (Metilaminometil) Fenil] -4-oxo-4,5, 6, 7-tetrahidro-1H-indol-3-
carboxamida;

N-[4- (Hidroxietoxi)fenil] -4-ox0-4,5,6,7-tetrahidro-1H-indol-3-
carboxamida;

N-[4- (Metoxietoxi) fenil] -4-ox0-4,5,6,7-tetrahidro-1H-1indol-3-carboxamida;
N-[4-(3-metilaminoetoxi)fenil] -4-ox0-4,5,6,7-tetrahidro-1H-indol-3-~
carboxamida;

N- [4- (Metoximetil) fenil] -4-ox0-4,5,6,7-tetrahidro-1H-indel -3-carboxamida;
N-[4- (Aminometil) fenil) -4-ox0-4,5,6, 7-tetrahidro-1H-indol-3-carboxamida;
N- [4- (Metilamincmetil) fenil] -4-ox0-4,5,6,7-tetrahidro-1H-indol-3-
carboxamida;
N-[2-F1uoro-4-(métilaminometil)fenil]-4-oxo-4,5,6,7-tetrahidro-1ﬁ-indol-
3-carboxamida;

N-{4- [N-acetil- {metilaminometil) fenil] }-4-oxo0-4,5,6,7-tetrahidro-1H-
indol-~3-carhoxamida;

N- [4- (etilaminometil) fenil] -4-oxo-4,5,6,7-tetrahidro-1H-indol-3-
carboxamida ;

N- [4- (isopropilaminometil) fenil] -4-oxo0-4,5,6,7-tetrahidro-1H-indol-3-
carboxamida;

N-[4- (ciclopropilaminometil) fenil] -4-ox0-4,5,6,7-tetrahidro-1H-indol-3-
carhoxamida;

N- [4- (dimetilaminometil) fenil] -4-oxo0-4,5,6,7-tetrahidro-1H-indol-3-
carboxaﬁida;

N-[4-(2-aminoetil) fenil] -4-ox0-4,5,6,7-tetrahidro-1H-indol-3-carboxamida
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12. Un compuesto de acuerdo con la Reivindicacién 1, el cual es,
N-[4-(2-Metilaminoetil)Fenil) -40x0-4-5,6,7-tetrahidro-1H-indol-3-
carboxamida;
N-[4- (Metoximetil) fenil) -4-ox0-5,5-dimetil-4,5,6,7-tetrahidro-1H-indol-3-
carboxamida;
N-[4- (Metilaminometil) fenil-4-oxo-1,4,5,6,7,8-hexahidro-
ciclohepta[blpirrol-3-carboxamida;
N-{4- [N-acetil- (metilaminometil)fenil] }-4-oxo-6-metil-4,5,6,7-tetrahidro-
1H-indol-3-carboxamida;
N-[4- (Metilaminometil) fenil] -4-oxo-6-metil-4,5,6, 7-tetrahidro-1H-indol-3-
carboxamida;
N-[4- (hidroximetil) fenil] -4-oxo-6metil-4,5,6,7-tetrahidro-1H-indol-3-
carboxamida;
N- [4- (2hidroxietoxi) fenil] -4-oxo-6metil-4,5,6,7-tetrahidro-1H-indol-3-
carboxamida;
N-[3-{metilaminometil) fenil) -4-ox0-6-metil-4,5,6,7-tetrahidro-1H-indol-3-
carboxamida;
N-{4- (2-hidroxietoxifenil])-4-ox0-6,6-dimetil-4,5,6, 7-tetrahidro-1H-
indol-3-carboxamida;
N-[3- (hidroximetil) fenil] -4-oxo0-6,6 dimetil-4,5,6,7 -tetrahidro-1H-

indole-3-carboxamida;

N-[4- (hidroximetil) fenil] -4-ox0-6,6-dimetil-4,5,6,7-tetrahidro-1H-indol -
3-carboxamida;

N-[4- (metilaminometil) fenil] -4-oxo-6,6dimetil-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida;

N-(1,3-benzodioxol-S-yl)-4-ox0-4,5,6,7-tetrahidro-1H-indol-3-carboxamida



N-(2,3-dihidro-1,4-benzodioxin-6-yl) -4-oxo-4,5,6,7-tetrahidro-1H~-indol-3-
carboxamida
N-(3,4-dihidro-2H-1,4-benzoxazina-6-yl)-4~-oxo0-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida
N-(2,2-dimetil-1,3-benzodioxin-S5-yl)-4-ox0-4,5,6,7-tetrahidro-1H-indol-3-
carboxamida

N- (2,3-dihidro-1H-indol-5-yl) -4-0Xo-4,5, 6, 7-tetrahidro-1H-indol -3-

carboxamida

"13. Un compuesto de acuerdo con la Reivindicacién 1, el cual es,
N-(2,3-dihidro-1H-indol-6-yl) -4-oxo-4,5, 6, 7-tetrahidro-1H-indol-3-
carboxamida;

N-(1,3-benzodioxol-5-yl) -4-0x0-5,5-dimetil-4,5,6, 7-tetrahidro-1H-indol-3-
carboxamida;

N-{2,3-dihidro-1,4-benzodioxin-6-yl) -4-ox0-5,5-dimetil~-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;

N- (4H-1,3-benzodioxin-7-yl)-4-oxo-5,5-dimetil-4,5,6, 7-tetrahidro-1H~
indole-3-carboxamida;

N-(1,3-benzodioxol-5-yl) -4-oxo-1,4,5,6,7,8-hexahidro-ciclohepta[b]lpirrol-
3-carboxamida;

N-(2,3,-dihidrec-1,4-benzodioxin-6-yl) -4-oxo0-1,4,5,6,7,8-hexahidro-
ciclohepta{b] pirrol-3-carboxamida;
N-(2,2-dimetil-1,3-benzodioxol-5-yl)-4-oxo-6-metil-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida;

N-(1,3-benzodioxol-5-yl) -4-oxo-6-metil-4,5,6,7-tetrahidro-1H-indol-3-

carboxamida;



B

N-(2,3-dihidro-1,4-benzedioxin-6-yl) -4-oxo-6-metil-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida;

N-(1,3-benzedioxol-5-yl) -4-ox0-6,6-dimetil-4,5,6,7-tetrahidro-1H-indole-
3-carboxamida;

N-(2,3-dihidro-1,4-benzodioxin-6-yl) -4-oxo-6,6 dimetil-4,5,6,7 -
tetrahidro-1H-indel -3 -carboxamida;
N-(4H-1,3-benzodioxin-7-yl) -4-oxo-6, 6-dimetil-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida;

N-[{2-hidroxietoxi)pirido-5-yl] -4-ox0-4,5,6,7-tetrahidro-1H-indole-3-

carboxamida;

14. Un compuesto de acuerdo con la Reivindicacién 1, de la f&6rmula:

en donde
Ri, R5, y Rg representan independientemente hidrégeno, o alquilo;
Rz reprepenta hidr6geno o alquilo en donde el alquilc es
halogenadeo opcionalmente; y

e es un nimero entero de 1-3.

LT Y



15, Un compueato de acuerdo con la Reivindicacién 1, de la férmula:

o St

N

donde

R;: Rs, Y R representan independientemente hidrégeno o alquilo;
Ra y Rb representan independientemente hidrégeno o alquilo; y

e es un niimero completo entre 2-3.

16. Un compuesto de la férmula:

0
o |

donde

Ri, Rs, Y Ry representan independientemente hidrégeno o algquilo;
Ra representa hidrSgeno, algquilo, o C,-; cicloalquilo;

Rb representa hidrégeno, alquilo o acilo;

Y representa hidrégeno o halégeno; y

e es un nimero completo de 1-3,

17. Un compuesto de la férmula:



donde

R3, RS y R6 representan independientemente hidrégeno o alquilo;

Ra representa hidrégeno ‘© alquilo donde el alquilo es opcionalmente
halogenado; y

e es un niimero completo de 1-3.

18. Un compuesto de la f6rmula:

0
) R N/G
H
R |
Rg o
donde G representa



donde Ra representa hidrégeno, alquilo, o C;-,cicloalquilo;
Rb representa hidrSgeno, alquilo o acilo;
Y y ¥/ representan independientemente hidrégeno o haldgeno; y

e es un nimerc completo de 1-3.

19. Un compuesto de acuerdo con la Reivindicacién 1, de la férmula:

en donde G representa:

:{@}}' x@jzb}"ﬂ:b"

en donde Z es oxigeno, nitrégeno, o metileno; ymes 1 &6 2.

20. Un compuesto de acuerdo con la Reivindicacién 1, el cual es

N-(3-(2-pirrolidinetoxi) fenil] -4-oxo-4,5,6,7-tetrahidro-1H-indol-3-
carboxamida;

N-[3-(2-Dimetilamincetoxi)fenil] -4-oxo0-4,5,6,7-tetrahidro-1H-indol-
3-carboxamida;

N-[3-(2-Propilaminocetoxi)fenil] -4-oxo0-4,5, 6, 7-tetrahidro-1H-indol-
3-carboxamida;

N-[3-(2-n-butilaminoetoxi) fenil] -4-oxo0-4,5, 6, 7-tetrahidrc-1H-indol-

3-carboxamida;
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N-[3-(2-isobutilaminoetoxi)fenil] -4-oxo0-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida;

N-[3-(2-ciclobutilaminoetoxi)fenil] -4-oxo0-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida;

N-([3-(2-butilaminoetoxi) fenil] -4-ox0-4,5,6, 7-tetrahidro-1H-indol
carboxamida;

N-[3-(2-n-ciclopropilmetilaminoetoxi) fenil] -4-oxo0-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;

N-{3-[2~ (4-metilciclohexil)aminoetoxi) fenil}-4-oxo-4,5,6,7-
tetrahidro-1H-indol-3~carboxamida; o

N-{3-[2-(3-triflurometilbenzilamino)etoxi] fenil}-4-oxo-4,5,6,7-

tetrahidro-1H-indol-3-carboxamida.

21. Un compuesato de acuerdo con la Reivindicacién 1, el cual es
N-{S-[3—(3-Trif;uoromctilbenci1amino)propoxi]fenil}-4-oxo-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;
N-[4-(2-Dimetilaminoetil) fenil] -4-oxo-4,5,6,7-tetrahidro-1K-indol-
3-carboxamida;
N-[4-(2-Pirrolidin-l1-iletil)fenil) -4-oxo0-4,5,6,7-tetrahidro-1H-~
indol-3-carboxamida;
N-[4-(2-Diisopropilaminoetoxi)fenil] -4-oxo-4,5,6, 7-tetrahidro-1R-
indol-3-carboxamida;
N-[4—(Z-Metilaminoetoxi)fenil]-4-oxo-4,5,6,7-tetrahidro-1H-in§ol-3-
carboxamida;
N-[4-(2-Etilamincetoxi) fenil] -4-ox0-4,5,6,7-tetrahidro-1H-indol-3-
carboxamida;



N-[2-Fluoro-4-(2-etilaminoetoxi) fenil] -4-oxo-4,5,6, 7-tetrahidro-1H-
indol carboxamida;

N-[4-({2-n-Propilaminoetoxi)fenil] -4-oxo-4,5,6,7-tetrahidro-1H~
indol-3-carboxamida;

N-[2-Fluoro-4- (2-n-propilaminoetox) fenil} -4-ox0-4,5,6,7-tetrahidro-
1H-indol-3-carboxamida; o

N-[3-Fluoro-4- {2-n-propilaminoetoxi) fenil] -4-oxo-4,5,6,7-

tetrahidro-1H-indol-3-carboxamida.

22. Un compuesto de acuerdo con la Reivindicacién 1, la cual es

H-[3-F1uoro-4-(é-n-propilaminoetoxi)fenil]-4-oxo-4,5,6,7-
tetrahidro-1H-indol-3-clorhidrato de carboxamida;

N-{4- (2-Ciclopropilaminoetoxi)fenil) -4-oxo-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida;

N- [4- (2-TIsopropilaminoetoxi) fenil] -4-oxo-4,5, 6, 7-tetrahidro-1H-
indol-3-carboxamida;

N-[4-(2-Ciclopropilmetilaminocetoxi)fenil) -4-oxo0-4,5,6,7-tetrahidro-
1H-indol-3-carboxamida;

N-[4-(2-Ciclopropilmetilaminoetoxi) fenil] -4-oxo-4,5,6, 7-tetrahidro-
1H-indol-3-carboxamida hemifumarato;

N-[2-F1uoro-4-(2-cicloproéilmetilaminoetaxi)fenil]-4-oxo-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;

N- [3-Fluoro-4-(2-Ciclopropilmetilaminoetoxi) fenil) -4-oxo-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida; -

N- [3-Fluoro-4-(2-Ciclopropilmetilaminoetoxi) fenil] -4-oxo-4,5,6,7-

tetrahidro-1H-indol-3-carboxamida tosilato;

’b‘;
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N-[4-(2-Tsobutilaminoetoxl) fenil] -4-ox0-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida; o
N-[2-Fluoro-4- (2-Isobutilaminoetoxi) fenil) -4-ox0-4,5,6,7-

tetrahidro-1H-indol-3-carboxamida.

23. Un compuesto de acuerdo con la Reivindicacién 1, la cual es
" N-(3-Fluozo-4- (2-Isobutilaminoetoxi) fenil] -4-oxo-4,5, 6, 7-

tetrahidro-1H-indol-3~carboxamida;

N-[4-(2-n-Butilaminoetoxi)feqil]-4-oxo-4,5,S,T-tetrahidro-lﬂ-indol-
3-carboxamida;

N-[4-(2—n—Butilaminoetoxi)fenil]-4-oxo-4,5,6,7—tetrahidrq-lu-indol-
3-clorhidrato de carboxamida;

N- [3-Fluoro-4-(2-n-butilaminocetoxi)fenil)] -4-oxc-4,5,6,7-tetrahidro-
1H-indol-3-carboxamida;

N-[4-(2-t-Butilaminoetoxi) fenil] -4-ox0-4,5,6,7-tetrahidro-1H-1indol-
3-carboxamida;

N-[3-Fluoro-4- (2-t-butilaminoetoxi) fenil} -4-ox0-4,5, 6, 7-tetrahidro-
1H-indol-3-carboxamida;

N-[4-(2-adamant-2-ilaminoetoxi)fenil] -4-oxo0-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida;

N-{4-[(R) -Pirrolidin-2-ilmetoxi] fenil}-4-oxo-4,5,6,7-tetrahidro-1H-~
indol-3-carboxamida;

N-{4-[(8)-Pirrolidin-2-ilmetoxi} fenil}-4-oxo0-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida; or

N-[4-(Piperidin-a-ilmetoxi)feqil]-4-oxo-4,5,6,7-tetrahidro-1H-

indol-3-carboxamida.
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24. Un compuesto de acuerdo con la Reivindicacién 1, la cual es

N-[4—(Piperidin-B-ilmetoxi)feqil]-4-oxo—4,5,6,7-tetrahidro-1H-
indol-3-clorhidrato de carboxamida;

N- [4- (2-Dimetilaminoetoxi) fenil] -4-ox0-4,5, 6, 7-tetrahidro-1H-indol-
3-carboxamida;

N-[3-Fluoro~4- (2-dimetilaminoetoxi)fenil) -4-oxo0-4,5,6, 7-tetrahidro-
1H-indol -3 -carboxamida;

N-[4-(2-Pirrolidin-1-iletoxi)fenil] -4-oxo0-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida;

N-[4-(2-Imidaz-1-ileéoxi)fenil]-4-oxo-4,5,G,T-tetrahidro-ln-indol-
3-carboxamida;

N-[3—Fiuoro-4-(z-morofolin-l-iletoxi)fenil]-4—oxo-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;

N-{3-Fluoro-4-(2-pirrolidin-l-iletoxi)fenil] -4-oxo-,5,6,7-
tetrahidro-1H-indol-3-carboxamida;

N-[4-(2-Piperidin-2-iletoxi) fenil] -4-ox0-4,5,6,7-tetrahidro-1iH-
indol-3-carboxamida;

N-{4-([3-(2,2,2,-Trifluoretil)aminopropoxi] fenil}-4-oxo-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida; o

N-[4- (3-Isopropilaminopropoxi)fenil) -4-oxo-4,5,6,7-tetrahidro-1H-~

indol-3-carhoxamida.

25, Un compuesto de acuerdo con la Reivindicacién 1, la cual es

N-{4-[3- (2-Metilpropil)aminopropoxil fenil}-4-oxo-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;

N-[4-(3-Isobutilaminopropoxi) fenil] -4-oxo-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida; '
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N-[4-(3-Ciclopropilmetilaminopropoxi) fenil] -4-oxo0-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;

N-{4-[3-(3-Btilpropil) aminopropoxi) fenil}-4-oxo0-4,5,6,7-tetrahidro-
1H-indol-3-carboxamida; '

N-[4-(3~Ciclopentilaminopropoxi)fenil}] -4-oxo-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida;

N-{4-[3- (N-Ciclopropilmetil,N-propil)aminopropoxi] fenil}-4-oxo-
4,5,6,7-tetrahidro-1H-indol-3-carboxamida;

N-[4-(2-Metilaminoetoxi)pirid-3-ilo] -4-ox0-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida; '

N-[4-(2-Etilaminoetoxi)pirid-3-ilo)] -4-ox0-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida;

N—[4-(2-Eti}aminoetoxi)pirid-3-ilo]-4-oxo-4,5,6,7-tetrahidro-1H-
indol-3-clorhidrato de carboxamida; o

N- [4- (2-n-Propilaminoetoxi)pirid-3-ilo] -4-oxo0-4,5,6,7-tetrahidro-
1H-indol-3-carboxamida. |

26. Un compuesto de acuerdo con lg Reivindicacién 1, el cual es

N- [4- (2-n-Propilaminoetoxi)pirid-3-ilo] -4-oxo0-4,5, 6, 7-tetrahidro-
1H-indol-3-clorhidrato de carboxamida;

N- [4- (2-Isopropilaminoetoxi)pirid-3-ilo] -4-oxo0-4,5,6,7-tetrahidro-
1H-indol-3-carboxamida;

N-[4- (2-Isopropilaminoetoxi)pirid-3-ilo] -4-oxo0-4,5,6,7-tetrahidro-
1H-indol-3-clorhidrato de carboxamida;

N-[4-(2-n-Butilaminoetoxi)pirid-3-ilo] -4-ox0-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida;



N-{4- (2-n-Butilaminocetoxi)pirid-3-ilo] -4~oxo0-4,5,6, 7-tetrahidro-1H-
indol-3-clorhidrato de carboxamida;

N-[4-(2-t-Butilaminocetoxi)pirid-3-ilo] -4-oxo0-4,5,6,7-tetrahidro-1H-
indol-3—carboxamida;

N-[4-(2-Bencilaminocetoxi)pirid-3-ilo] -4-oxo-4,5,6, 7-tetrahidro-1H-
indol-3-carboxamida;

N- [4~ (2-Bencilamincetoxi)pirid-3-ilo) -4-ox0-4,5,6,7-tetrahidro-1H-
indol-3-clorhidrato de carboxamida;

N-[4-(Pirid-3~ilmetoxi)pirid-3-ilo] -4-ox0-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida; o _

N-[4-(Pirid-3-ilmetoxi)pirid-3-ile] -4-oxo0-4,5,6,7-tetrahidro-1H-
indol-a-clorhidraéo de carboxamida.

27. Un compuesto de acuerdo con la Reivindicacién 1, el cual es

N-[4-(Pirid-4-ilmetoxi)pirid-3-ilo] -4-oxo-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida;

N-[4-(Pirid-4-ilmetoxi)pirid-3-ilo] -4-oxo-4,5,6,7-tetrahidro-1H-
indol-3-clorhidrato de carboxamida;

N-{4-[(R) -Pirrolidin-2-ilmetoxi]lpirid-3-ilo}-4-oxo-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;

N-{4-[(R) -Pirrolidin-2-ilmetoxilpirid-3-ilo}-4-ox0-4,5,6,7-
tetrahidro-1H-indol-3-clorhidrato de carboxamida;

N-{4-{(S)-Pirrolidin-2-ilmetoxilpirid-3-ilo}-4-oxo-4,5,6,7-
tetrahidro-1H-indol -3 -carboxamida;

N-[4-(2-Dimetilaminoetoxi)pirid-3-ilo] -4-ox0-~-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida;

g
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N-[4- (3-Dimetilaminopropoxi)pirid-3-ilo] -4-oxo0-4,5,6,7-tetrahidro-
1H-indo}-3-carboxamida;

N-[4-(2-Pirrolidin-1-iletoxi)pirid-3-ilo] -4-oxo-4,5,6,7-tetrahidro-
1H-indol-3-carboxamida;

N-[4-(2-Pirrolidin-l1l-iletoxi)pirid-3-ilo) -4-ox0-4,5,6,7-tetrahidro-
1H-indol-3-clorhidrato de carboxamida; o

N-[4-(2-Dimetilaminoetoxi)pirid-3-ilo] -4-oxo0-4,5,6,7-tetrahidro-1H-
indol-3-carboxamida.

28. Un compuesto de acuerdo con la ReivindicaciSn 1, la cual es
N-{4-[2- (4-Metil-piperazin-1-ilo)etoxi]pirid-3-ilo}-4-ox0-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;
N-{4-[2-Morfolin-l-iletoxi]pirid-3-ilo}-4-oxo0-4,5,6,7~-tetrahidro-
1H-indol-3-carboxamida;
N-{4-[2-Piperidin-1-iletoxi]pirid-3-ilo}-4-oxo0-4,5,6,7-tetrahidro-
1H-indol-3-carboxamida;
N-{4-[2-Piperidin-1-iletoxi]pirid-3-ilo}-4-oxo-4,5,6,7-tetrahidro-
1H-indol-3-clorhidrato de carboxamida;
N-{4-[(1-Metil-pirrolidin-3-ilo)metoxi]pirid-3-ilo}-4-ox0-4,5,6,7-
tetrahidro-1H-indol -3-~carboxamida;
N-{4-[(1-Etil-pirrolidin-3-ilo)metoxi)pirid-3-ilo}-4-oxo0-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;
N-{4-[2- (1-Metil-pirrolidin-2-ilo)etoxi]pirid-3-ilo}-4-oxo-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;
N-{4-[2-(1-Metil-pirrolidin-2-ilo)etoxi]lpirid-3-ilo}-4-oxo0-4,5,6,7-

tetrahidro-1H-indol-3-hidrato de carboxamida;

,,706
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N-[4- (3-n-Propilaminopropoxi)pirid-3-ilo)] -4-oxo0-4,5,6,7-tetrahidro-
1H-indol-3-carboxamida; o
N-[4-(3-Ciclopropilmetilaminopropoxi)pirid-a-ilo]-4-ax6—4,5,6,7—
tetrahidro-1H-indol-3-carboxamida.

29, Compuestolsegﬁn la Reivindicacién 1, que es

N-{4-[3-(2~etilbutil)aminopropoxi]pirid-3-il}-4-oxo-4,5,6,7-

tetrahidro-1H-indol-3-carboxamida;
N-[4-(3-ciclohexilaminopropoxl)pirid-3-1l1] -4-oxo0-4,5,6,7-

tetrahidro-1H-indol-3-carboxamida;

N-[4- (3-ciclohexilmetilaminopropoxi)pirid-3-1il] -4-oxo0-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida; '

N-{4-[3- (pirid-4-ilmetil)aminopropoxi]l pirid-3-yl}-4-oxo0-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;

N-[4-(2-Pirrolidin-l1-iletoxi)pirid-3-yl] -4-oxo-4,5,6, 7-tetrahidro-
1H-indole-3-carboxamida;

N- [4-(3-di-n-propilaminopropoxi)pirid-3-il}-4-oxo-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;

N-{4-[3-di (ciclopropilmetil) aminopropoxilpirid-3-il}-4-ox0-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;

N-{4-[3-di(2-ethilbutil)aminopropoxi)pirid-3-1i1}-4-oxo-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;

-N-{&-[3-di(pirid-4-ilmet11)aminopropoxi]pirid-3-il}-4-oxo-4,5,6,7-
tetrahidro-1H~indol-3-carboxamida; or

N-{4-[2-(z-pirrolidin-l-ileéoxi)etoxi]pirid-a-il}-4-oxo-4,5,6,7-

tetrahidro-1H-indol-3-carboxamida.
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30. Compuesto seqiin la Reivindicacién, 1 que es

N-{4-{2-(2,2-dimetilaminoetilamino) -2-oxoetil] fenil}-4-oxo-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;

N-{4-[2- (4-metilaminopiperizin-1il)-2-oxoetil] fenil}-4-oxo-4,5,6,7-
tetrahidro-1H-indol -3-carboxamida;

N-{4-[7-azabicic10(2.2.1)hept-é-iloxi]fenil}-4-oxo-1,4,5,6,7,8-
hexahidzo;ciclohepta[b]pirrol-3-carboxamida;

N-{3-(2-dietilaminocetoxi) fenil] -4-oxo0-1,4,5,6,7,8-hexahidro-
ciclohepta[b]l pirrol-3-carboxamida; .

N-[3-(2-pirrolidin-1-iletoxi) fenil] -4-ox0-1,4,5,6,7,8-hexahidro-
ciclohepta [b] pirxrol-~3-carboxamida; _

N-(3-(2-di-i-propilaminoetoxi)fenil) -4-oxo-1,4,5,6,7,8-hexahidro-
ciclohepta [b]pirrol -3-carboxamida;

N-[3-{2-n~-propilaminoetoxi)fenil] -4-ox0-1,4,5,6,7,8-hexahidro-
ciclohepﬁa[b]pirrol-3-carboxamida;

N-({3-(2-n-butilaminoetoxi) fenil] -4-oxo-1,4,5,6,7,8-hexahidro-
ciclohepta [b] pixrol-3-carboxamida;

N-[3- (metilaminopropoxi) fenil] -4-oxo-1,4,5,6,7, 8-hexahidro-
ciclohepta[blpirrol-3-carboxamida; or

N-{3-[3- (N-etil,N-metil)aminopropoxi} fenil}-4-oxo-1,4,5,6,7,8-
hexahidro-ciclohepta [b]l pirrel-3-carboxamida.

31. Compuesto segiin la Reivindicacién 1, que es

N-{3-[3-(N-ciclopropilmetil,N-n-propil)aminopropoxi] fenil}-4-oxo-
1,4,5,6,7,8-hexahidro-ciclohepta [blpirrol-3-carboxamida;

N-[3- (azeditinolpropoxi) fenil] -4-oxo0-1,4,5,6,7,8-hexahidro-

ciclohepta{b]lpirrol-3-carboxamida;
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N-[3- (3-etilaminopropoxi) fenil] -4-oxo0-1,4,5,6,7,8-hexahidro-
ciclohepta[b]pirrol-3-carboxamida;
N-{3-{3-(2,2,2-trifluoroetil)aminopropoxi) fenil}-4-oxo-1,4,5,6,7,8-
hexahidro-ciclohepta [b) pirrol-3-carboxamida; -
N-[3-(B-n-propilaminoprapoxi)fenil]-4-oxo-1,4.5,6,7,8-hex;hidro-
ciclohepta [b] pirrol-3-carboxamida; -
N- [3- (3-isopropilaminopropoxi) fenil] -4-oxo-1,4,5,6,7,8-hexahidro-
ciclchepta(blpirrol-3-carboxamida; ]
N-[3-(3-ciclopropiliminopropaxi)fenil]-4-oxo-1,4,5.G,?,S-hexahidro—
ciclohepta [blpirrol-3-carboxamida;
N-[3-(3-ciclopropilmetilaminopropoxi)fenil) -4-oxo0-1,4,5,6,7,8-
hexahidro-ciclohepta[b]pirrol-3-carboxamida; o
N-[3-(3-ciclobutilaminopropoxi) fenil] -4-oxo-1,4,5,6,7,8-hexahidro-
ciclohepta [b]lpirrol-3-carboxamida.

32. Compuesto segiin la Réivindicacién 1, que es

N—[3-(3-cicléhexilaminopropoxi)fenil]-4—oxo—1,4,5,6,7,B-hexahidro-
ciclohepta (bl pirrol-3-carboxamida;

N-{3-{3-(3-etilpropil)aminopropoxi] fenil}-4-oxo0-1,4,5,6,7,8-
hexahidro-ciclohepta[b]pirrol~-3-carboxamida;

N-{3-[3-(2-metilpropil)aminopropoxi] fenil}-4-oxo-1,4,5,6,7,8-
hexahidro-ciclohepta [b] pizrol-3-carboxamida;

N-[3-{3-iscbutilaminopropoxi)fenil)] -4-oxo0-1,4,5,6,7,8-hexahidro-
ciclohepta [b]lpirrol -3-carboxamida;

N-[3-(3-t-butilaminopropoxi)fenil)] -4-oxo0-1,4,5,6,7,8-hexahidro-~

ciclohepta[bl pirrol-3-carboxamida;



N-{3-[3- (2-metilbutil)aminopropoxi] fenil}-4-oxo-1,4,5,6,7, 8-
hexahidro-ciclohepta[b] pirrol-3-carboxamida;

N-[3-(3-Isoamilaminopropoxi)feni}]-4-oxo-1,4,5,6,7,8-hexahidro-
ciclohepta[h]pirrol-;-carhoxamida; .

N-{3-[3~(4-metilpentil)aminopropoxi] fenil}-4-oxo-1,4,5,6,7,8-
hexahidro-ciclohepta[b]lpirrol-3-carboxamida;

N-{3-[3-(1,1-dimetilpropil)aminopropoxi] fenil}-4-oxo0-1,4,5,6,7,8-
hexahidro-ciclohepta[b]pirrol-3-carboxamida; o

N-{3-[3-(3,3,-dimetilbutil)aminopropoxi] fenil}-4-oxo-1,4,5,6,7,8-
hexahidro-ciclohepta [b)pirrol-3-carboxamida.

33. Compuesto seg(n la Reivindicacién 1, que es

N-{3-[3-(2,4-dimetilpent-3-il) aminopropoxi) fenil }-4-oxo-
1,4,5,6,7,8-hexahidro-ciclohepta[b]pirrol-3-carboxamida;

N-{3-[3- (¢-metilciclohexil) aminopropoxi] fenil}-4-oxo-1,4,5,6,7, 8-
hexahidro-ciclohepta[b]lpirrol-3-carboxamida;

N-{3;[3-(4-t-butilciclohexil)aminopropoxi]fenil}-4-oxo-1,4,5,6,7,8-
hexahidro-ciclohepta[b] pirrol-3-carboxamida;

N-{3-[3-(2,6-dimetilciclohexil)aminopropoxi] fenil}-4-oxo-
1,4,5,6,7,8-hexahidro-ciclohepta[b]lpirrol-3-carboxamida;

N-{3-[3-(1-feniletil)aminopropoxi] fenil}-4-oxo0-1,4,5,6,7,8~
hexahidro-ciclohep;a[b]pirrol-3-carboxamida;

N- [3- (3-norboxrn-2-ilaminopropoxi) fenil)] -4-oxo-1,4,5,6,7,8-
hexahidro-ciclohepta (b] pirrol-3-carhoxamida;

N-[3-(3-adamant-1-ilaminopropoxi) fenil] -4-oxo0-1,4,5,6,7,8-
hexahidro-ciclohepta[b] pirrol-3-carboxamida;
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N-[3-(3-norborn-2-ilmetilamincpropoxi) fenil} -4-oxo-1,4,5,6,7,8-
hexahidro-ciclochepta [b] pirrol-3-carboxamida;
N-[3-(3-adamant-2-ilaminopropoxi)fenil] -4-oxo-1,4,5,6,7,8-
hexahidro-ciclohepta [b]pirrol-3-carboxamida; o
N-[4-({2-etilaminoetoxi)fenil) -4-oxo0-1,4,5,6,7,8-hexahidro-

ciclohepta [b] pirrol-3-carboxamida.

34. Compuesto segiln la Reivindicacién 1, que es

N-[4~-(2-etilamincetoxi) fenil] -4-ox0-1,4,5,6,7,8-hexahidro-
ciclohepta [b] pirrol-3-carboxamida clorhidrato;

N-[2-fluoro-4-(2-etilaminocetoxi) fenil] -4-ox0-1,4,5,6,7,8-hexahidro-
ciclohepta [b] pirrol-3-carboxamida;

N-[4-(2-n-propilaminocetoxi) fenil] -4-oxo0-1,4,5,6,7,8-hexahidro-
cicloheptab]pirrol-3-carboxamida;

N- [4-(2-ciclopropilaminoetoxi) fenil] -4-ox0-1,4,5,6, 7, 8-hexahidro-
ciclohepta[b}pirrol-3-carboxamida;

N-4-(2-n-butilaminoetoxi) fenil] -4-oxo0-1,4,5,6,7,8-hexahidro-
ciclohepta([b] pirrol-3-carboxamida; -

q-[4-(3-etilaminopropoxi)fenil]-4-omo-1,4,5,s,7,B-hexahidro-
ciclohepta [b]l pirrol-3-carboxamida;

N-{4-[3-(1-fenil-1-metiletil)aminopropoxi) fenil}-4-oxo-1,4,5,6,7,8-
hexahidro-ciclohepta [b]l pirrol-3-carboxamida;

N- [4- (pirid-3-ilmetoxi)pirid-3-1i1] -4-ox0-1,4,5,6,7,8-~-hexahidro-
ciclohepta [b] pirrol-3-carboxamida;

N-[4-(pirid-4-ilmetoxi)plrid-3-il) ~4-ox0-1,4,5,6,7,8-hexahidro-

ciclohepta{b)pirrol-3-carboxamida; o
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N-[4-({pirid-4-ilmetoxi)pirid-3-1i1] -4-oxo0-1,4,5,6,7,8-hexahidro-
ciclohepta [blpirrol-3-carboxamida clorhidrato.

35. Compuesto seglin la Reivindicacién 1, que es

N-[4-(2-dimetilaminoetoxi)pirid-3-il1] -4-oxo-1,4,5,6,7,8-hexahidro-
ciclohepta[h]pirrol-B-cérboxamida;

N=-[4-(2-dietilaminoetoxi)pirid-3-il] -4-ox0-1,4,5,6,7,9-hexahidro-
ciclohepta (bl pirrol-3-carboxamida;

N-[4-(2—pirrqlidin-l-ilethoxi)pirid-B-il]-4-oxo-1,4,5,6,7,8—
hexahidro-ciclohepta [b] pirrole-3-carboxamida;

N-[4-(2-Pirrolidin-l-iletoxi)pirid-3-il]-4-oxo0-1,4,5,6,7,8~
hexﬁhidro-ciclohepta[h]pirrole-a-garboxamida clorhidrato;

N- [4- (2-piperidin-1-iletoxi)pirid-3-il] -4-oxo-1,4,5,6,7,8-
hexahidro-ciclohepta [b] pirrol-3-carboxamida;

N-{4-[2-(1-metil-pirrolidin-2-il)etoxi]pirid-3-il}-4-oxo-
1,4,5,6,7,8-hexahidro-ciclohepta[blpirrol-3-carboxamida;

N-{4-[{l-etil-pirrolidin-3-il)metoxi)lpirid-3-il}-4-ox0-1,4,5,6,7,8-
hexahidro-ciclohepta [b]l pirrol-3-carboxamida;

N-[4-(2-morfolin-l1-iletoxi)pirid-3-il] -4-ox0-1,4,5,6,7,8-hexahidro-
ciclohepta [b]pirrol-3-carboxamida;

N-[4-(2-dietilamincetoxi)pirid-3-il] -4-oxo-1,4,5,6,7,8-hexahidro-
ciclohepta[bipirrole-s-carboxamida; o

N-[4-{2-n-propilaminoetoxi)pirid-3-il] -4-oxo-1,4,5,6,7,B8-hexahidro-
ciclohepta[b]lpirrol-3-carboxamida.

36. Compuesto segfin la Reivindicacifn 1, que es
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N-[4-(2-n-propilaminoetoxi)pirid-3-1l1) -4-oxo0-1,4,5,6,7,8-hexahidro-
ciclohepta [b]lpirrol-3-carboxamida clorhidrato;

N-[4-(2-isopropilaminoetoxi)fenil] -4-oxo0-1,4,5,6,7,8-hexahidro-
ciclohepta [b]l pirrol-3-carboxamida;

N- [4- (3-isopropilaminopropoxi) fenil] -4-oxo-1,4,5,6,7,8-hexahidro-
ciclohepta[b]lpirrole-3-carboxamida;

N-[4-(3-ciclopropilaminopropoxi) fenil] -4-oxo0-1,4,5,6,7,8-hexahidro-
ciclohepta [b] pirrol-3-carboxamida;

N-[4- (3-ciclobutilaminopropox) fenil] -4-oxo-1,4,5,6,7,8-hexahidro-
ciclohepta [b] pirrol-3-carboxamida;

N-[4- (3-ciclopropilmetilaminopropoxi)fenil)-4-oxo-1,4,5,6,7,8-
hexahidro-ciclohepta[blpirrol~3-carboxamida;

N-[4- (3-isobutilaminopropoxi)fenil] -4-oxo0-1,4,5,6,7,8-hexahidro-
ciclohepta [b]lpirrol-3-carboxamida;

N-{4-[3-(2,2-dimetilpropil)aminopropoxi] fenil}-4-ox0-1,4,5,6,7,8-
hexahidro-ciclohepta [b] pirrol-3-carboxamida;

N-{4-[3-(3-etilpropil)aminopropoxi] fenil}-4-ox0-1,4,5,6,7,8-
hexahidro-ciclohepta[b]lpirrol-3-carboxamida; o

N-{4-[3-(2-metilbutil)aminopropoxi] fenil}-4-oxo-1,4,5,6,7,8-
hexahidro-ciclohepta [blpirrole-3-carboxamida.

37. Compuesto seqgiin la Reivindicacién 1, que es

N-{4-[3-(2-metilpropil)aminopropoxi] fenil}-4-oxo-1,4,5,6,7,8-
hexahidro-ciclohepta [b] pirrol-3-carboxamida;

N-[4-(3—i-pentilaminopropoxi)fenil]-4-oxo-1,4,5,S,T;B-heﬁahidro-

ciclohepta[b] pirrol-3-carboxamida;

L



N- [4- (3-ciclohexilaminopropoxi) fenil] -4-oxo-1,4,5, 6, 7, 8-hexahidro-
ciclohepta [blpirrol-3-carboxamida;

N-{4-[3- (N-ciclopropilmetil, N-n-propil)aminopropoxil] fenil}-4-oxo-
1,4,5,6,7,8-hexahidro-ciclohepta[b] pirrol-3-carboxamida;

N-[4- (3-indan-2-ilaminopropoxi) fenil) -4-oxo0-1,4,5,6,7,8-hexahidro-
ciclohepni[b]pirrol-a-carboxamida;

N-[3-f1uoro-4=(z-etoxi-z-oxoetoxi)fenil]-4-oxo-4,5,6,7:tetrahidro—
1H-indol -3 -carboxamida;

N-{3-fluoro-4-(2-hidroxi-2-oxoetoxi) fenil] -4-oxo0-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida; ‘

N-[3-fluoro-4~ (2-etilamino-2-oxoetoxi) fenil] -4~-ox0-4,5,6,7-
tetrahidro-1H-indol-3-carboxamida;

N-[3-f1uoro-4-(2-dietilaminp-z-oxoetoxi)fenil]-4-oxo-4,5,6,7-
tetrahidro-lﬂ-indol—B-carbdxamida{ o .

N-{3-fluoro-4-[2-(4-metilpiperizin-1-il) -2-oxoetoxi] fenil}-4-oxo-

4,5,6,7-tetrahidro-1H-indol-3-carboxamida.

38. Compuesto seglin la Reivindicacién 1, que es

N-etil-N-[2-(etilamino)etil] -2-{4-[(4-0ox0-(4,5,6,7-tetrahidroindol-
3-1i1) ) carbonilamino] fenoxi}acetamida;

N-[2-(dipropiiamino);till-2-{4-[(4-oxo-(4,5,6,7-tetrahidroindol-3-
il) )carbonilamino] fenoxi}acetamida;

N-[2-(dietilamino)etil] -N-metil-2-{4-[(4-oxo-(4,5,6,7-
tetrahidroindol-s-il))carbonilamino]fenomi}acetamida;

N-[Z-(&ietilamino)etil]-N-etil-a-{l-[(4-oxp-(4,5,6,7-

tetrahidroindol-3-il))carbonilamino] fenoxi }acetamida;



N-[4-(2-morfolin-4-il-2-oxoetoxi) fenil] (4-oxo-(4,5,6,7~
tetrahidroindol-B-il))carhoxamida;

N-[3-fluoro-4-(2-morfolin-4-1i-2-oxoetoxl) fenil] (4-oxo-({4,5,6,7~-
tetrahidroindol-3-11) ) carboxamida;

(4-oxo- (4,5, 6,7-trihidroindol-3-il.1) } -N-([4-(2-ox0-2-
piperaziniletoxi) fenil] carboxamida;

N- [3- (dietilamino)propil] -2-{4- [ (4-oxo- (4,5, 6,7-tetrahidroindol-3-
11) ) carbonilamino] fenoxi Jacetamida; '

N- [3-{dietilamino)propil] -2-{2-fluoro-4-[(4~oxo-(4,5,6,7-
tetrahidroindol-3-1il})carbonilamino} fenoxi }acetamida;

N- [4- (dietilamino) -1-metilbutil] -2-{4-[(4-ox0-(4,5,6,7-
tetrahidroindol-3-1il))carbonilamino) fenoxi}acetamida;

N-[4- (dietilamino) -1-metilbutil] -2-{2-fluoro-4-[(4-oxo-(4,5,6,7-
tetrahidroindol-B-il))carhonilémino]fenoxi}ncetamida;

N-(2-{[2- (N-metilacetamida)etil]amino}pirid-5-11) -4-oxo-4,5,6,7~
tetrahidro-1H-indol -3 -carboxamida

N- (2-etoxi-4-metilpirid-5-il1) -4-oxo-4,5, 6, 7-tetrahidro-1H-indol-3-
carboxamida;

4-oxo-4,5,6,7-tetrahidro-1H-indol~3-8cido carboxflico {4-[2-
(tiofeno-2-sulfonilamino) -etoxi] -fenil}-amida;

4-oxo-4,5,6,7-tetrahidro-1H-indol-3-4cido carboxflico (4-[1,2,4]-
triazol-1-il-fenil) -amida;

4-o0x0-4,5,6,7-tetrahidro-1H-indol-3-&cido carboxflico {4-[3-(1-
metil-1H-imidazol-4~sulfonilamino) -propoxi] -fenil}-amida;

4-oxo0-4,5,6,7-tetrahidro-1H-indol-3-&cido carboxilico imidazol(1,2-
a]piridin-5-ilamida; o

yod

i - -



4-oxo0~-3a,4,5,6,7,7a-hexahidro-1H-indol-3-&cido carboxilicol[é6- (3;

propil-[1,2,4]tidazol-5-1lamino) -piridin-2-iljamida.

39. Compuesto seglin la Reivindicacién 1, de la f6rmula:

(o]
Ry ot

N Wt
B
N
H

PLD

© las sales no téxicas farmacéuticamente aceptables de la misma donde:

Q es fenil o 3-piridil, cada uno de los cuales puede ser monosustituido o

bisustituido por un hidroxi o un halégeno;

W es oxigeno o nitrégeno;

Z es hidroxi, C;-C, cicloalquil{C;-C¢ alcoxi), o (C,-Cs alcoxi) donde la

porcién alquilo es sustituida opcionalmente con amino, mono- o
di (C,-Cs alquil,)amino, o C,-Cg¢ azacicloalquil;

amino o mono- o di(C,-Cs alquil,)amino, o C3;-C; cicloalquil

opcionalmente sustituido con C;-Cs algquil, o C3-C; cicloalquil C,-Cg

alguil;

Z ea fenil o fénil(C;-Cglalquil donde la porcién fenil es opcionalmente

sustituida por C;-C¢ alguil, hidroxi, C;-Cs alcoxi, trifluorometil,
trifluorometoxi, halégeno, amino, o mono- o diC;-C¢ alquila_mino, o
es 2-, 3-, o 4-piridil, 1- o 2-imidazolil, 1-, 2-, o 3-pirrolil, o
adamantano-2-il; cada uno de los cuales puede ser sustituido ‘en un
carbono terciario o un nitrégenc secundario por C;-Csalquil, o

es NRgCOR1gp donde Rg y Rjlp son iguales o diferentes y representan

hidrégeno o C,-C¢ alquil o C;-C; cicloalquil, o



%

Z esti unido, opciocnalmente a través de W a Q deade un anillo de 1 a 6
miembros; o

Z representa un grupo de la fSrmula:

R,

-

s

donde

pesl, 2, o3;

D y D' representan independientemente oxigeno, NR, o CI-IR,, siempre y
cuando a85lo uno de D y D’ sea NR, donde cada R, es hidrégeno o C,-Cs
alquil; y
R, es hidrégeno o C,-Cg alquil, o

Z repregenta un grupo de la férmula:

p
H

donde
pesl, 2 0 3; -
qges 0, 1 o0 2;
R; es hidrégeno o C,-Cs alquil; o
un grupo de la formula:
gf*){ﬂzRo
O  donde
8 es 0, 1, 203, vyla suna de s ym es no menos de 1;
R, es hidroxi, (;-Cgalcoxi, amino, mono- o diC;-Cgalquilamino, donde
cada alquil es independiente u opcionalmente sustituido por
amino, mono o diC,-Csalquilamino, o

R, e8 un grupo de la férmula



Nv;o
.2 p
donde p, D, D' y R, son segin se define a continuacién;

/{4( Y /{”IQ representan independientemente una cadena de
carbono opcionalmente sustituida por hidré6geno, halégeno, oxo,
ciano, nitro, amino, mono o 4di(C;-C¢)alquilamino, una cadena
recta o ramificada C;-Cg¢ alquil, C;-Cs alquenil, C;-Cg alquinil,
trifluorometil, trifluorometoxi, o cicloC,-Cs alquil;
en donde

kes 0, 1, 2 0 3;

mes 0, 1, 20 3; y

A representa una cadena de carbono opcionalmente sustituida por

Rs YReynes 0, 1, 2 0o 3;

R3, Rgq, R5, Y Rg son ilguales o diferentes e independientemente
peleccionados en cada ocurrencia de: hidrSgeno, C,-Cg alquil, -
COR11 © -CO2R131 donde Rjjy es C,-Csalquil o C,;-C, cycloalquil; o
-CONR12R13 donde R12 y Ri3 son independientemente
seleccionados entre hidrSgeno, C,-C¢ alquil, C;-C; cicloalquil,
fenil, 2-, 3- o 4-piridil, o NR12R13 forma un grupo
heterociclicp que es morfolinil, piperidinil, pirrolidinil o
N-alquil piperazinil; o

R3-R4 pueden ser tomados juntos para formar una mitad ciclica que

contenga 3 a 7 &tomos de carbono; o
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R5-Rg pueden ser tomados juntos para formar una mitad cfclica que
contenga 3 a 7 &tomos de carbono; y

Donde cada grupo alguil que forme un sustituyente R3, R4, Rs,

(o Rg o una porcién del mismo pueda ser

independientemente sustituido por un hidroxi o mono- o

dialquilamino donde cada alquil es independientemente un

C;-C,; alquil o qicloalquil que contenga 3 a 7 aton;os de

carbono.



40. Compuesto de la férmula A o f£6rmula B:
o © o ©
Ra .G R

G
N R
’ Rg

N
H

I

BLD

\ \
N N
A B
o una sal farmacéuticamente aceptable de la misma en donde
Ri, R4, R5 y Rg son igualeas o diferentea y son seleccionados de:
hidr6geno, algquil, -COR11 © -CO2R11 donde Rj1 es un alquil o
cicloalquil que contiene 3 a 7 &tomos de carbono; o -CONRj12R3i3
dc;nde R12 y Ri3 B8on independientemente seleccionados de
hidrégeno, alquil, cicloalquil que contiene 3 a 7 &tomos de
carbono, fenil, 2-, 3-, o 4-piridil, o NRj12R13 forma un grupo
heterociclico que es morfolinil, piperidinil, pirrolidinil, o
N-alquil piperazinil; o
R3-R4 pueden ser tomados juntos para formar una mitad cfclica que
contenga 3 a 7 &tomos de carbono; o
Rs-Rg pueden ser tomados juntos para formar una mitad ciclica que
contenga 3 a 7 4tomos de carbono; y
Donde cada grupo alquil que forma un sustituyente R3, R4, R5 o Rg ©
una porciém del mismc puede ser independientemente sustituido
por un hidroxi o mono- o dialquilamino donde cada alquil es
independiente un alquil o un cicloalquil que contenga 3 a 7

itomos de carbono; y



G representa

Yo St

Rn es hidrégeno, hal6geno, C,-Cealquil, C;-Csalcoxi o

trifluorometil;

s es 0, 1, 2 03, vy la suma de 8 y m es no menos de

i;

R, es hidroxi, ¢,-Csalcoxi, amino, mono- o dicC;-
Csalquilamino donde cada alquil es independiente y
cpcionalmente sustituido por amino, mono- o diC,-
Csalquilamino, o

R, €8 un grupo de la f6rmula

RF\-D\D'
SN
pesl, 2, or 3;
D y D' representan independientemente oxigeno, NR,
o CHR, siempre y cuando s86lo unc de D y D’ sea
NR, donde cada R, es hidrégeno o (;-Cs alquil; y
R, es hidré6geno o C,-C¢ alquil.
41, Compuesto segfin la Reivindicacién 40, en donde R; es hidrégeno

o halégeno y R, es un grupo de la férmula:

R



Ris
Ru =N
N Rz
! Ris

donde

R4 €8 hidrégeno o C;;C.alquil;
R:s es hidrSgeno o C,-Cgalquil;
Ris es hidrégeno, etil o metil;
Ryy es C,-Cealquil; y

J es un grupo C;-C, alquileno.

42. Compuesto segGn la Reivindicacién 40, en donde s es 1 y R, es etoxi,
hidroxi, etilamino,  dietilamino, morfolinil, piperazinil, 4-

— N s /:I\N’\
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