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WO 2006/001894PCT/US2005/013938 INDOLES, 1H-INDAZOLES,
1,2-BENZISOXAZOLES, BENZOISOTIRAZOLES, AND PREPARATION
AND USES THEREOF 5This application claims the benefit of U. S.

Witk gRAgME application Serial No. 60/564,239, filed April 22, PODIS2H§/033938
S. Provisional application Serial No. 60/619,767, filed October 19, 2004,
the entire disclosures of which are hereby incorporated by reference.
10This application is also related to U. S. Patent application Serial No.
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FIELD OF THE INVENTION
The present invention relates generally to the field of ligands for nicotinic
acetylcholine receptors (nAChR), activation of nAChRs, and the treatment of disease
conditions associated with defective or malfunctioning nicotinic acetylcholine receptors,
especially of the brain. Further, this invention relates to novel compounds, which act as
ligands for the o7 nAChR subtype, methods of preparing such compounds, compositions

comprising such compounds, and methods of use thereof.

BACKGROUND OF THE INVENTION
There are two types of receptors for the neurotransmitter, acetylcholine: muscarinic
receptors and nicotinic receptors, based on the selectivity of action of muscarine and
nicotine, respectively. Muscarinic receptors are G-protein coupled receptors. Nicotinic
receptors are members of the ligand-gated ion channel family. When activated, the

conductance of ions across the nicotinic ion channels increases.



Nicotinic alpha-7 receptor protein forms a homo-pentameric channel in

vitro that is highly permeable to a variety of cations (e.g., CO. Each

nicotinic alpha-7 receptor has four transmembrane domains, named M,
WOZ0MB08d M4. The M2 domain has been suggested to foratthesami/ 013938

lining the channel. Sequence alignment shows that nicotinic 5alpha-7 is

highly conserved during evolution. The M2 domain that lines the channel

is identical in protein sequence from chicken to human. For discussions of

the alpha-7 receptor, see, e.g., Revah et al. (1991), Nature, 353, 846-849;
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10 INYERET 12441 his invention relates to novel compounds, which act as

ligands for the a7 NAChR subtype, methods of preparing such
compou r?H? RSB AtNAY LEATRRISR St dh rRTsed Htratiovd brasegisnsfand is
usketieeraob. be involved iDEARA infpBHEHE GERIRATHEIDE &o¥es Trifhe MENTIONs

25%}3@@ t] % n.includes, compou f Formulas I, 11, or Ill: ' WOQ
1y I )
SooaRn f%%%}-’ @_I\_Iﬁﬁﬁ %&Slg}glffasg §1em Iy. ri@isco%mc algha % receptors are localized on
both presynaptic and postsynaptic terminals and have been suggested to be involved in
15 modulating synaptic transmission. It is therefore of interest to develop novel compounds,
which act as ligands for the a7 nAChR subtype, for the treatment of disease conditions

associated with defective or malfunctioning nicotinic acetylcholine receptors.

SUMMARY OF THE INVENTION
20 This invention relates to novel compounds, which act as ligands for the o7
nAChR subtype, methods of preparing such compounds, compositions comprising such

compounds, and methods of use thereof.

DETAILED DESCRIPTION OF THE INVENTION

25  The present invention includes compounds of Formulas I, II, or III:



wherein 5 Xi to X4 are each, independently, CH, CR1, or N, wherein at
most one of X1 to X4 is N; X5 to X8 are each, independently, CH, CR2, or
N, wherein at most one of X5 to X8 is N; X9 to X12 are each,
Witepepdemtly, CH, CR3, or N, wherein at most one of X9 toBCTAIRMNS5/A (3938
Bis 0, S, or H2; Yis 0 or S; 15 20 WO 2006/001894PCT/US2005/013938
Alis 5 wherein when Al is of the following formula, mis 2 or 3, and B is O,
then RI is other than I-I, CH3 or halogen, or le is other than H, CH3, or
C2H5 10 wherein when Al is of the following formula, mis 1 or 2, and B
is 0, then le is other thgn H or CH3, or R8 is other than H, Cfl3, or C2H5

XZ A
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() X\XB/ N
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X10/X\ N A
I N
11 . / (1)
X\X12 Y

wherein
5  X'to X* are each, independently, CH, CR', or N, wherein at most one of X' to X*is N;
X to X8 are each, independently, CH, CRZ, or N, wherein at most one of X° to X% is N;

X° to X' are each, independently, CH, CR3, or N, wherein at most one of X to X% is N;

10
B is O, S, or Hy;
Y isOorS;
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20



A2is  wherein when A, is of the following formula, mis 2 or 3, and B is O,
then R2 is other than H, CH3, or halogen, or RI is other than H, CH3, or
C2H5 R11 104i wherein when A2 is of the following formula, mis 2, and

VEI2006/MEYI4R2 is other than H or CH3, or R8 is other than HPC352005/013938
C2H5,...1F29

7 9 12
Cn 9) O N
r?l ’T’ N or W ;
R® R 10 (o

5  wherein when A; is of the following formula, m is 2 or 3, and B is O, then R! is other
than H, CHj; or halogen, or R is other than H, CHs, or C,Hs

R , and

10  wherein when A; is of the following formula, m is 1 or 2, and B is O, then R! is other
than H or CH;, or R® is other than H, CHs, or CoHs



wherein when A2 is of the following formula, inis 2 or 3, and B is 0, then

R2 is other than H or C113" or R5 is other than CH3, or C2H5 A3is WO

2006/001894PCTTUS2005/013938 wherein when A3 is of the following
WOYMMAOH%%s 2 or 3, Y is 0, and B is 0, then R3 is other than M T3193)05/013938

halogen, NO2 or NH2, or Rl is other than H, CH3, or C2Fi5 5 RI, R2 and

R3 are each, independently, 10H, C1.6-alkyl (e.g., CH3) which is

unsubstituted or substituted one or more times by F, Cl, Br, I, CN, OH,

alkoxy having 1 to 4 carbon atoms (e.g., OCH3), mU3R14, SH, SR,

SORI3, C3_8-cycloallcyl, SO2R23, S@ﬁNﬁlBRM, Ar, Het, or

combinations 15thereof, C2.6-alkenyl which is unsubstituted or

substituted one or more times by F, CtBy, I, CN, OH, allcoxy having 1 to
4 carbon atoms (e.g., OCH3), NRt3 H, spy, SOR13, Cm-cycloalkyl,
S02R13, SO2NRI3R14, Ar, Het, or ations thereof, 5C2_5-alk)myl

which is unsubstituted or substituted one or more times by F, Cl, Br, I, CN,
OH, alkoxy having 1 to 4 carbon atom&(e.g., OCH3), NR1312.14, SH,
SRI3, SOR13, C3"8-cycloalkyl, SO2R13, SO2NRI3,-.K, 1415 Si(R )3, Ar,

Het, or combinations
A2 18

S @ C

N N/ \N/ N
O D0 On N
l}ls '\;’ N or \l ;
R R® F‘Qw ()o
5
wherein when A; is of the following formula, m is 2 or 3, and B is O, then R?is
other than H, CHjs, or halogen, or R is other than H, CHj, or CoHs
1
\.N/R 1
Onm
\
10 '
10 R



thereof, 10Cm-cycloalkyl which is unsubstituted or substituted one or
more times by F, CI, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms
(e.g., OCH3), Nee, sit SHP, SOR13, unsubstituted C3.8-cycloalkyl,
S02R13, SO2NR13-n 14, K Ar, Het, or combinations thereof, 15halogen
weginFyieh Br, i§,0CHe NORpKRIBROA]S R, ISR FBISORD3 IBORR igother than
HIS(P@RB 3;4s Ntlﬁél\?%OZE'téﬁlcgN%ERl& CSNR13R14, COOR13,
{R13C8R14; NeCsRT4, NR13CONR1I3R14, NR13CSNRI3R14,
NRISCOOR14,NRI3BCSOR14, OCONR13R14, OCSNR13R14, 20 25 30
Ar, Het, or R160.; R4 to R12 are eacly independently, WO
2006/001894PCT/tISZOOS/OlS@?ﬁ _4-alkyl (e.g., CH3) which is
unsubstituted or substituted one dr more times by F, Cl, Br, I, CN, alkoxy

having 1 to 4 carbon atoms (e.g; H3), Ar (e.g., phenyl) or
combinations thereof,

wherein when A, is of the following formula, m is 2 or 3, and B is O, then R? is other

than H or CHs, or R’ is other than H, CHs, or CoHs

A3 18



5C3_6-alkenyl which is unsubstituted or substituted one or more times by
F, Cl, Br, I, CN, alkoxy having I to 4 carbon atoms (e.g., OCH3), Ar (e.g.,
phenyl) or combinations thereof, C3.5-alkynyl which is unsubstituted

VP SREd one or more times by F, Cl, Br, 101, CN, alkoxp¢enisayik/003938
4 carbon atoms (e.g., OCH3), or Ar (e.g., phenyl) or combinations thereof,
cycloallcyl having 3 to 10, preferably 3 to 8 carbon atoms, which is
unsubstituted or substituted one or more times by halogen, hydroxy, oxo,
cyano, alkyl havm | 15to 4 carbon atoms, alko having 1 to 4 carbon
atoms, or comblna ions thereof (¢ g., cyclopent , cycloallcylallcyl having
4 to 16, prefera 12 carbghatoms, whi nsubstituted or
substituted in th M{;L allcyl pl rm)n and/or the alky| portion or 20or more
times by halogen; , Cyano, combinations
thereof (e.qg., cyclo gntyllnethyl , Ar-alkyl (e.g.,
benzyl), or 25Het- kyI (e.g., thigRylmethyl); R13 a are each
independently H Ar, 39

., R

° 11 12
m () m N
P[I ’I\l N or %
RG RB ilQm ( )o

wherein when A; is of the following formula, mis 2 or 3, Y is O, and B is O, then R® is
other than H, CHs, halogen, NO, or NHz, or R'? is other than H, CHs, or CoHs

11
\N/R
Ol
\
R
R!, R? and R® are each, independently,
10 H,

Ci6-alkyl (e.g., CHz) which is unsubstituted or substituted one or more times by
F, Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHj3), NRISRM,
SH, SR", SOR", Csg-cycloalkyl, SO,RYB, SOZNR13R14, Ar, Het, or combinations
15 thereof,



Ar-alkyl (e.g., benzyl, fluorobenzyl, methoxybenzyl, phenethyl,
phenpropyl), Het, C).4-alkyl (e.g., CH3) which is tinsubstituted or
substituted one or more times by 5 F, Cl, Br, I, CN, OH, alkoxy having 1

YO 208eMbitatoms (e.g., OCH3), monoalkylamino, diallcylambd /é205/013938
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diethylamino), C3.8-cycloallcyl, or combinations thereof; cycloalicyl having
3 to 10, preferably 3 to 8 carbonatoms, which is unsubstinned 10 or
substituted one or more times by halogen, hydroxy, oxo, cyano, alkyl
having 1 to 4 carbon atoms, alkoxy h%ing Ito 4 carbon atoms, or

combinatfGrsAREREoY RIS BYRIBEHIH O Suhettied P08 Ay mistimes by F CL, Br,
unsubstitiyteN opKyiiktitythal el 0o Monddimessy &g OBE) ISR QNS SH, SR,

alkoxy hayiigal to 4 car agﬂl]pﬁl@e ), AI (e.g.. phenyl) or
combina?iéc/)d?}gthé?'esofg, %@g%%-a ﬁyn?%ﬁ%ﬁﬁéﬁn’%{igﬁﬁlﬁﬁc Igrp{s?&glgﬂ%&ggoﬁ

one or more by F, Cl, Br, I, CN, alkoxy having 1 to 4 carbon atoms (e.g.,

(OCH3C):,H%)1.°efagﬁy_ﬂyl mﬁéwzs 1 gﬁ%@ﬁﬁ(ﬁi&iﬂ%&&gﬁmﬁﬂaﬁé B’rlé't%&i%négw,l Cl, B,
e.g., . i.6-alkyl (e.qg. whijch is upsubstityteg or :
substitut d@egﬁ’:a%%yt ‘élg%@tﬁ,gé%fé?{‘ﬁt ,%ﬁ:g%i&%iﬁg»f% SR,
carbon atPoR (eCgs @THBRYNRIBRTASO.SRER ‘SOIRE 3,08, Seycinadkginations
SOZRlS,ﬂ%Q:gEJRBRM, Ar, Het, or combinations thereof;

Cs.s-cycloalkyl which is unsubstituted or substituted one or more times by F, Cl,
Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHj3), NR" RM, SH,
SRY, SOR", unsubstituted Cs.g-cycloalkyl, SO.R', SO,NRPRM, Ar, Het, or
combinations thereof,

halogen (e.g., F, Cl, Br, I),

CN, NO,, NRPRY, SH, SR", SOR", SO,R"?, SO,NR*R™ NR*SO,R",
CONRPRY, CSNR" R, COOR®, NR®COR!, NR*CSR*, NRPCONRPRY,
NR"PCSNRPRY, NR"*COOR'*, NR*CSOR™, OCONRR*, OCSNR*R,
Ar,

Het, or

R'°0-;

R* to R' are each, independently,

H,



30 C3_6-alkenyl which is =substituted or substituted one or more by F,
Cl, Br, I, CN, OH, alkoxy having Ito 4 carbon atoms (e.g., OCH3), NR"R",
SH, SR13, SOR13, C3.8-cycloallcyl, SO2R13, so2NRI3RI4, Ar, Het, or

WO aBMHESHS thereof, 5C3.5-allcynyl which is unsubstituted 8cSalsstitaed3s

5 =substitufeerets
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one or more by F, CI, Br, I, CN, OH, alkoxy having Ito 4 carbon atoms
(e.g., 0CH3), NRI3SH, SR13, SOR13, C3.8-cycloallcyl, SO2R13,
SO2NR3R14, Ar, Het, or combinations thereof, C3_8-cycloalkyl which is

Unsubstitaied s bticies OReIAL TREBHMES BY Sl Bl b G Qb by
alkoxy haﬁllr%qgh%o icargé)ég atoms, (e.?., OCH3), NR13R14, sH, :

SOR23, =suetitlit ¢ ERERRRIREIT B maTaR ateyrNRe 3REH: hAHeg. arhenyl)
combinatimnetiteneténChetdatycloalkylalkyl which is unsubstituted or
substituted one or more times by F, 15Cl, Br, I, CN, OH, alkoxy having 1

to 4 carbon atongwj;ée.g:, OCH3), NR13R14, SH, SR13, SOR13,
LYKy SO HR dSOANRNBRIcheAr thist; tines by F, Cl, Br,
combinatipusiiheieel haVing 129 Hefitish bRl S 2o %%é.’%r ISRRATY:
r

group containing, 6 to 10 c?rbon atoms which is unsubstituted
combindtions thereof,

Cs.g-alkynyl which is unsubstituted or substituted one or more times by F, Cl, Br,
1, CN, alkoxy having 1 to 4 carbon atoms (e.g., OCHs), or Ar (e.g., phenyl) or

combinations thereof,

cycloalkyl having 3 to 10, preferably 3 to 8 carbonatoms, which is unsubstituted
or substituted one or more times by halogen, hydroxy, oxo, cyano, alkyl having 1
to 4 carbon atoms, alkoxy having 1 to 4 carbon atoms, or combinations thereof

(e.g., cyclopentyl),
cycloalkylalkyl having 4 to 16, preferably 4 to 12 carbon atoms, which is
unsubstituted or substituted in the cycloalkyl portion and/or the alky! portion ore

or more times by halogen, oxo, cyano, hydroxy, C;-s-alkyl, Ci~s-alkoxy or

combinations thereof (e.g., cyclopentylmethyl, cyclopropylmethyl, etc.),
Ar-alkyl (e.g., benzyl), or
Het-alky]l (e.g., thienylmethyl);
R" and R" are each independently H,
Ar,

Ar-alkyl (e.g., benzyl, fluorobenzyl, methoxybenzyl, phenethyl, phenpropyl),
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substituted one or more times by alkyl having | to 8 carbon atoms,

30alkoxy having 1 to 8 carbon atoms, halogen (F, Cl, Br, or |, preferably F

or Cl), amino, cyano, hydroxyl, nitro, 5halogenated alkyl having 1 to 8
Veaa9osi0atems, halogenated alkoxy having Ito 8 carbon atomsCT/US2005/013938
hydroxyallcyl having 1 to 8 carbon atoms, hydroxyalkoxy having 2 to 8
carbon atoms, alkenyloxy having 3 to 8 carbon atoms, 10monoalkylamino
having 1 to 8 carbon atoms, dialkylamino wherein the alkyl portions each
have 1 to 8 carbon atoms, carboxy, alkoxycarbonyl,

Het,

Ci4-alkyl (e.g., CHs) which is unsubstituted or substituted one or more times by
F, Cl, Br, L, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHs),
monoalkylamino, dialkylamino (e.g., diethylamino), Cs.s-cycloalkyl, or

combinations thereof,

cycloalkyl having 3 to 10, preferably 3 to 8 carbon atoms, which is unsubstituted
or substituted one or more times by halogen, hydroxy, oxo, cyano, alkyl having 1

to 4 carbon atoms, alkoxy having 1 to 4 carbon atoms, or combinations thereof

(e.g., cyclopentyl),

Cs¢-alkenyl which is unsubstituted or substituted one or more times by F, Cl, Br,
I, CN, alkoxy having 1 to 4 carbon atoms (e.g., OCHj), Ar (e.g., phenyl) or

combinations thereof, or

Cs.¢-alkynyl which is unsubstituted or substituted one or more by F, Cl, Br, I, CN,
alkoxy having 1 to 4 carbon atoms (e.g., OCH3), or Ar (e.g., phenyl) or

combinations thereof;

is Cy¢-alkyl (e.g., CHs);

is H,

Ci¢-alkyl (e.g., CH;) which is unsubstituted or substituted one or more times by
F, Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHz), NR'*R™,

SH, SR", SOR", Cs g-cycloalkyl, SO,R', SO,NR'*R!, Ar, Het, or combinations
thereof,

10



alkylaminocarbonyl, 15acylamido (e.g., acetamido), acyloxy (e.g.,

acetoxy), allcylthio having 1 to 8 carbon atoms, alkylsulphinyl having 1 to

8 carbon atoms, alkylsulphonyl having 1 to 8 carbon atoms, 20sulfo,
VRiFeiediiho, Het, cycloallcylamino wherein the cycloall@gTgwsepiias9ss

3 to 7 carbon atoms and is optionally substituted by halogen (F, Cl, Br, or

I, preferably F or Cl), alkyl 25having 1 to 8 carbon atoms, halogenated

alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms,

amino, mgnoaljcylamino wherein the alkyl portion has 1 to 8 cayb

tome, cHRGAARIED TIHERST R S BRI CHER TRV PR PEarS P L O
atoms, CORJGIICSRB6ingyhiiod hydomagbnmitte g o i) 1N, RYISE, SR®, SORY,
wherein the a ' tai 130 Mo

naphthyl, %gu%ar‘%ﬁg%%&g’d.%?g ptf(?%%ﬁsﬁgsi%ggge g}&?ﬁ%ﬁgﬁ 3%? é%gp&é&r}{ bbr l,
preferably F or ClI), alkyl having 1 to 8 carbon atoms, halogenated alky!l

shaving  Cjs-alkynyl which is unsubstituted or substituted one or more by F, C, Br, L, CN,
OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHz), NR**R'*, SH, SR*, SOR"?,
Ca.g-cycloalkyl, SO,R'3, SO,NR™®RY™, Ar, Het, or combinations thereof,

Cs.g-cycloalkyl which is unsubstituted or substituted one or more times by F, Cl,
10 Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCH;), NRPR'™, SH,
SR', SOR®, unsubstituted Cs.g-cycloalkyl, SO,R', SO,NRR'™, Ar, Het, or

combinations thereof,

Css-cycloalkylalkyl which is unsubstituted or substituted one or more times by F,
15 Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCH;), NR'*R™, SH,
SR'?, SOR®, unsubstituted Cs.g-cycloalkyl, SO,R'?, SO,NR!*R', Ar, Het, or

combinations thereof,

Ar, or
20
Het;

m is1,2o0r3;
25 o islor2;
Ar is an aryl group containing 6 to 10 carbon atoms which is unsubstituted or
substituted one or more times by
alkyl having 1 to 8 carbon atoms,

30 alkoxy having 1 to 8 carbon atoms,
halogen (F, Cl, Br, or L, preferably F or Cl),

11



WO 2006/001894PCTAIS2005/013938 1 to 8 carbon atoms, alkoxy
having 1 to 4 carbon atoms, amino, monoallcylamino wherein the alkyl
portion has 1 to 8 carbon atoms, diallcylamino wherein the allcyl portions
W84 to 8 carbon atoms, CORI6, CSRI6, cyano, hyd R&FUSR05/013938
0Xo, or thio, 5arylthio wherein the aryl portion contains 6 to 10 carbon
atoms (e.g., phenyl, naphthyl, biphenyl) and is optionally substituted by
halogen (F, Cl, Br, or 1, preferably F or C1), alkyl having Ito 8 carbon
atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy having Ito 4
aming, . . .
carbon atoms, amino, monoallcylamino wherein the alkyl portion has 1 to
8 carbon atomse¢yhatkylamino wherein the allcyl 10portions each have 1 to
8 carbon atomsy, 1 CSRI6, cyano, hydroxyl, nitro, oxo, or thio,
cycloallcyloxy wherein the cycloalicyl group has 3 to 7 carbon atoms and
is optionally sub&ffiited by halogen (F, ClI, Br, or 1, preferably F or Cl),
salkyl having 1 th8 sasikes ateyhBaviaiogermaiachalkytbhaying 1 to 8 carbon
atoms, alkoxy having 151.tg.4 carban afoms, amino, monoallcylamino
wherein the alkﬁapf)%%l%a?\e ésk ix?faoﬂévcl:n aég(ﬁ% 3%3?3%3%5§/Iamino wherein
the alkyl portionkydawty#kykhaviogd ¢afosmbatortenC ORI6, CSRIB, eyano,
hydroxyl, nitro, gxa, kISP hapRtinalioRs hereals 20Ar-alkylis an
aryl-alkylene group (e.g., benzyl, phenethyl, phenpropyl) wherein the
alicylene portiorGSAYATNE Ha¥ns TS SATBRBAL M is unsubstituted or

10substituted one gofdarkeytimes byhalages darch Bonsy |, preferably F or
0O, 2yt naving LR BB OnAlomS Japgenaie L AL NBYROCLIAR, wome
carbon atoms, alkoxXy having 1't0 4 carbon-atoms, amino, monoalkylamino
wherein the alkydapertinn has 1 to 8 25carbon atoms, dialkylamino wherein
the allcyl portiongigach.haye1 to 8 carbon atoms, CORI6, CSRI6, cyano,
hydroxyl, nitro, oxo, or thio, and the aryl portion is Ar as defined above,;
and Hetis a hetetSEARRFFBNhich is fully saturated, partially saturated
150r fully 30unsatukateshidiagang Séamis)ng atoms in which at least 1 ring
atomisaN, 0 or S ato WhiCi’% is unsubstituted or substituted one or
) acyloxy (8.g.,ace oxyy,
more times by
alkylthio having 1 to 8 carbon atoms,

alkylsulphinyl having 1 to 8 carbon atoms,
alkylsulphonyl having 1 to 8 carbon atoms,
20 sulfo,
sulfonylamino,
Het,
cycloalkylamino wherein the cycloalkyl group has 3 to 7 carbon atoms
and is optionally substituted by halogen (F, Cl, Br, or I, preferably For Cl), alkyl
25 having 1 to 8 carbon atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy
having 1 to 4 carbon atoms, amino, monoalkylamino wherein the alkyl portion
has 1 to 8 carbon atoms, dialkylamino wherein the alkyl portions each have 1 to §
carbon atoms, COR'S, CSRIG, cyano, hydroxyl, nitro, oxo, or thio,
aryloxy wherein the aryl portion cantains 6 to 10 carbon atoms (e.g.,
30 phenyl, naphthyl, biphenyl) and is optionally substituted by halogen (F, Cl, Bz, or
I, preferably F or Cl), alkyl having 1 to 8 carbon atoms, halogenated alkyl having

12



alkyl having 1 to 8 carbon atoms, atkoxy having 1 to 8 carbon atoms,
halogen (F, Cl, Br, or |, preferably F or Cl), amino, 5cyan, hydroxyl, nitro,
halogenated alkyl having Ito 8 carbon atoms, halogenated alkoxy having 1

WO 80eePBBiI‘atoms, 10hydroxyallcyl having 1 to 8 carbon ato®&T/US2005/013938

10

15

20

25

30

hydroxyalkoxy having 2 to 8 carbon atoms, alkenyloxy haying 3 to 8
carbon atoms, monoalkylarnino having 1 to 8 carbon atoms, diallcylamino
wherein the alkyl portions each have Ito 8 carbon atoms, 15carboxy,

?elkg xyac c? rlt) Onylg$é<2cg(g Ca(;?(y @er;}?tggl lkyAacreTx]r Don et 5?1%”%' a%ylﬂalronnlga lamino
wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino wherein the alkyl
portions each have 1 to 8 carbon atoms, COR'®, CSR®, cyano, hydroxyl, nitro,
0xo0, or thio,

arylthio wherein the aryl portion contains 6 to 10 carbon atoms (e.g.,
phenyl, naphthyl, biphenyl) and is optionally substituted by halogen (F, Cl, Br, or
I, preferably F or C), alkyl having 1 to 8 carbon atoms, halogenated alkyl having
1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms, amino, monoalkylamino
wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino wherein the alkyl
portions each have 1 to 8 carbon atoms, COR'®, CSRS, cyano, hydroxyl, nitro,
0x0, or thio,

cycloalkyloxy wherein the cycloalkyl group has 3 to 7 carbon atoms and is
optionally substituted by halogen (F, Cl, Br, or I, preferably F or Cl), alkyl having
1 to 8 carbon atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy having
1 to 4 carbon atoms, amino, monoalkylamino wherein the alkyl portion has 1 to 8
carbon atoms, dialkylamino wherein the alkyl portions each have 1 to 8 carbon
atoms, COR_“S, CSRls, cyano, hydroxyl, nitro, oxo, or thio, or

combinations thereof;,

Ar-alkyl is an aryl-alkylene group (e.g., benzyl, phenethyl, phenpropyl) wherein the
alkylene portion contains 1 to 4 carbon atoms and is unsubstituted or substituted
one or more times by halogen (F, Cl, Br, or [, preferably F or Cl), alkyl having 1
to 8 carbon atoms, halogenated alky! having 1 to 8 carbon atoms, alkoxy having 1
to 4 carbon atoms, amino, monoalkylamino wherein the alkyl portion has 1 to 8
carbon atoms, dialkylamino wherein the alkyl portions each have 1 to 8 carbon
atoms, COR'S, CSR', cyano, hydroxyl, nitro, oxo, or thio, and the aryl portion is
Ar as defined above; and

Het is a heterocyclic group, which is fully saturated, partially saturated or fully

unsaturated, having 5 to 10 ring atoms in which at least 1 ring atom isaN, O or S

atom, which is unsubstituted or substituted one or more times by

13



alkylthio having 1 to 8 carbon atoms, alkylsulphinyl having 1 to 8 carbon
atoms, alkylsulphonyl having 1 to 8 carbon atoms, oxo, 25sulfo,
sulfonylamino, cycloalkylamino wherein the cycloalkyl group has 3 to 7

WA 0at8ths  and is optionally substituted by halogen (FPCT/BY208§/213938
preferably F or Cl), alkyl having 1 to 8 carbon atoms, halogenated alkyl
having 1 to 8 carbon atoms, alkoxy 30having 1 to 4 carbon atoms, amino,
monoallcylamino wherein the allcyl portion WO
20061001894PCT/US2005/013938 has 1 to 8 carbon atoms, dialkylamino
wherein the alkylS8riBAShREN 4R ¥88%arbon atoms, CORI, CSR16,
cyano, hydroxyl alkitey, lexingot thi® carbomagdmentaining 6 to 10 carbon

atoms (e.g., phepyl ngphthylghinhenylangis-qpiignally substituted by
halogen (F, ClI, Br, ogrgl, reférably F or CO, zil%yl SQﬁlqg)ving 1 to 8 carbon

atoms, halogen&t@®@lkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4
scarbon atoms, agpaag, monoallcylamino wherein the alkyl portion has | to 8
carbon atoms, ggjl(gylamino wherein the allcyl portions each have 1 to 8
carbon atoms, 18 CSR16, cyano, hydroxyl, nitro, oxo, or thio,
aryl-alkylene grougoote.g., benzyl, phenethyl, phenpropyl) wherein the aryl

10portion contaiﬂzﬁo%gageg &&%%@ﬁgm&mm%{&xke“e portion

contains 1 to 4 carbon atomsand Is Unsubstituted or substituted one or
more times by hi¥agenatrl @kory havingohdoct 819om gfewms, alkyl having 1 to
108 carbon atoms WyategemaiErkailkyl hasiegide Sogarbon atoms, alkoxy

having 1 to 4 ca&bgn atoms, amino orgyoalléxlamino wherein the allcyl
e

portionhas 1 to a9 Viia y aniino T§WHéSrein the alkyl portions

each have 1 to 8lsanpbriahevisg COR t&bA@SRABS,cyano, hydroxyl, nitro,

0xo, or thio,  AYIENIAGIRIBHREAIY BUFHBBEAFRINS 6 to 10 carbon
atoms (e.g., phenyl, naphthyl, biphenyl) and is _optiona’ll substituted by

halogen (F, CI, Bfallsyiemneratbmgirtsaliy] BEjPResAryPE YD el drtsebon  atoms,
15atoms, halogenaig8oaiky! having

alkoxycarbonyl,
alkoxycarbonylmethyl,
alkylaminocarbonyl,
acylamido (e.g., acetamido),
20 acyloxy (e.g., acetoxy),
alkylthio having 1 to 8 carbon atoms,
alkylsulphinyl having 1 to 8 carbon atoms,
alkylsulphonyl having 1 to 8 carbon atoms,
0Xo0,
25 sulfo,
sulfonylamino,
cycloalkylamino wherein the cycloalkyl group has 3 to 7 carbon atoms
and is optionally substituted by halogen (F, Cl, Br, or I, preferably F or Cl), alkyl
having 1 to 8 carbon atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy

30 having 1 to 4 carbon atoms, amino, monoalkylamino wherein the alkyl portion

14



201 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms, amino,

monoallcylamino wherein the alkyl portion has 1 to 8 C atoms,

diallcylamino wherein the alkyl portions each have 1 to 8 carbon atoms,
VEORIGV@BR16, cyano, hydroxyl, nitro, oxo, or thio, arylthio whenespotii®13938

aryl portion contains 6 to 10 carbon atoms (e.g., 25 phenyl, naphthyl,

biphenyl) and is optionally substituted by halogen (F, Cl, Br, or I,

preferably F or Cl), alkyl having 1 to 8 carbon atoms halogenated aIkyI

having 1 to 8 carbon atoms, alko>?%g]zélﬁ/|ngW to 4 atoms amin

monoalkyt&iiFb S AR AR 1) ‘i‘% t')BﬂI’%\?B C hive 10 8
dialkylamindouatutoeis ﬂ:@zé?kmsd?nqrm@agﬁrmemm Sccarhothatoms,

COR16, CSR16, gyay e roug WA UIB 00 Rl Pl Isﬁ%pn nkgﬂé\,’%yl) and

wherein the cycicalky to / ca

substituted aionadysrpsitucd ‘B’r,h%in,eb @f&htﬁ}l P dy regferainly | Theaw (i alkeyl

5 8 carbon lﬁiﬂﬁgsl bpdogepnatedalkybhavingd IR aavken AMaesRIKeK s, alkoxy
having 1§ rbon at ms amino, monoallc% ino w erein the alk
portion h %"i% 8‘%%8 %S*t%?sa‘B BCTAZRITHE apaiY Fﬁ?’ﬁlf @8?/ poRdon
each havhbak fot@ & eation atomsdiaiORbin C8REH), thyatiq]l hydiexytachtiaye 1 to 8
0XO, OF tiQypor, &%@re@&*w@ﬁwcwﬁ@m&m sAlyalsd; padially

saturated or fuIIy unsaturatéd, having 5 to 10 ring atoms in ' which at least

~ 1ring atom is awl@éyl@ﬁﬁw%wbw@mfhxw@@mﬁﬁidfé%r%éhe aryl
10 or more tipRRRYIAHURGS I 0 ChrbbaBroME hrﬁr@lf%ﬂmélﬁ poréibh @kMins 1 to 4

having 1 to 8 carbon atoms, h e ted a 1to 8 carbon
o IR HEOTD D10 HEB LS B HE: RGeSty hlogen
wherein tig Blkpk pantederhls £ oo G)Gaﬁbdhfa{mglk tobleytamatronatieiegenated

the alkyl parj Cfﬁ%ﬁé‘?*%&?é!&t&'oﬁ%&ﬁ?%?&?t @Qﬁé&&ﬁ%ﬁm%ﬂ%
hydroxyl, nitro, oxo; or thio (e.g &g}/wthlenyl methylthienyl, bithicnyl

15benzy|m@m1}1ylﬁ%fb}we¥ﬁﬂbr§§ lr?fémmfdhgbﬁ/fﬂmm@m@aﬂwlammo
15 morpholl%i@@m@mmlﬂﬂyd;bm cabletRreAyelig-alsgiouR, DORMCOIRE, cyano,

heterocylic ort full ‘XTO tU{ated partially saturated or fully

unsatura rng %toms in which at least 1 ring atomis a N,

0 or S atom, anmawbmmmhwaimymmgmu@ cohtaipipgslg.,
carbon atgrms,whe B%QI%%E&S@SW@'%@%‘A ré&"d&ﬂt%ﬂéﬁ‘%y%lﬂg'éﬁ‘éfﬂh Br, or

substituted orie or mofre tim halogen [, Br, or 1, preferab

Cl), alkyl hawigjabiothoesm Bmg%rs beB Ay Hmsalﬁév gyl "having
20 carbon atoms alkaxyatvagkb:tp KhGAROR atedtHnanwine, mmnpalhylammamno

}I;‘I]Ze;ﬁi; tt\;v ee%lel% Itl? Hcyri' po?tsogi ﬁasBI ‘%ar§’8%t%%‘%sm §iaﬂc§iarx oY aon V{Z grgyxb & 51 1
portions each have 1 to 8§ carbon atoms, COR', CSRS, cyano, hydroxyl, nitro,
0x0, or thio,

arylthio wherein the aryl portion contains 6 to 10 carbon atoms (e.g.,
25 phenyl, naphthyl, biphenyl) and is optionally substituted by halogen (F, Cl, Br, or
I, preferably F or C), alkyl having 1 to 8 carbon atoms, halogenated alkyl having
1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms, amino, monoalkylamino
wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino wherein the alkyl
portions each have 1 to 8 carbon atoms, COR'’S, CSR', cyano, hydroxyl, nitro,

30 0%o0, or thio,

15



25portions each have 1 to 8 carbon atoms, COR16, CSR16, cyano,
hydroxyl, nitro, oxo, or thio (e.g., piperidinylethyl), or combinations thereof;
and pharmaceutically acceptable salts thereof 30 WO

WOR8/gou83MPCT/US2005/013938 According to a furtheraspsetafdimss
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invention, in the compounds of Formulas I, I, or lll, R13 and R14 are each
independently H, 5 Ar, Het, 10ClA-allcyl which is unsubstituted or
substituted one or more times by F, Cl, Br, I, CN, OH, alkoxy having 1 to 4
carbon atoms, monoallc%/Iamino, dialicylamino, C3__ 8-cycloallcyl, or

combinations theeetky o cbstki e irricallsl B50ERMER Roriarbamaipns and is
unsubstituteideiisuhstiitied bnaaddeen (MO, Bres Dyph&aeddNk by dp)alkyl having
0X0, cya lcyl.having 1 10.4 carbon atgms,.alk aving 1 to 4 carbon .

o ar R A T e A B B R Baving
substitutedte ﬁ@:@bm@ﬁgﬂpﬁ;@gi@ mogalRylamino wherein the alkyl portion has 1 to §

carbon atoms, dialkylamino wherein the alkyl portions each have 1 to 8 carbon
atoms, CORI6, CSRIG, cyano, hydroxyl, nitro, oxo, or thio,

heterocyclic group, which is fully saturated, partially saturated or fully
unsaturated, having 5 to 10 ring atoms in which at least 1 ring atom isaN, O or S
atom, which is unsubstituted or substituted one or more times by halogen (F, Cl,
Br, or I, preferably F or Cl), alkyl having 1 to 8 carbon atoms, halogenated alkyl
having 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms, amino,
monoalkylamino wherein the alkyl portionhas 1 to 8 carbon atoms, dialkylamino
wherein the alkyl portions each have 1 to 8 carbon atoms, COR'S, CSR'®, cyano,
hydroxyl, nitro, oxo, or thio (e.g., furyl, thienyl, methylthienyl, bithienyl,
benzylprazolyl, thiazolyl, imidazolyl, methylimidazolyl, pyrrolidinyl,
morpholinyl, thiomorpholinyl),

heterocyclic-alkyl group, in which the heterocylic portion is fully
saturated, partially saturated or fully unsaturated, having 5 to 10 ring atoms in
which at least 1 ring atom is a N, O or S atom, and the alkyl portion is an alkylene
group containing 1-4 carbon atoms, wherein said heterocyclic-alkyl group is
unsubstituted or substituted one or more times by halogen (F, Cl, Br, or I,
preferably F or Cl), alkyl having 1 to 8 carbon atoms, halogenated alkyl having 1
to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms, amino, monoalkylamino
wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino wherein the alkyl
portions each have 1 to 8 carbon atoms, COR'®, CSR!®, cyano, hydroxyl, nitro,
oxo, or thio (e.g., piperidinylethyl), or

combinations thereof; and

pharmaceutically acceptable salts thereof.
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I, CN, alkoxy having 1 to 4 carbon atoms, Ar, or combinations thereof, or
20 C3..6-alkynyl which is =substituted or substituted one or more times
by F, ClI, Br, 1, CN, alkoxy having 1 to 4 carbon atoms, Ar or combinations

Wheer2&According to a further aspect of the invention, in tAET/US2005/013938
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compounds of Formulas |, II, or lll, Het is: is a heterocyclic group, which is
fully saturated, partially saturated or fully unsaturated, having 5 to 10 ring
atoms in which at least 1 ring atom is a N, 0 or S atom, which is

=substituted grsubstitylen one of MOEe HDes;oy ?’Q&J&Cééxﬁﬁo%@@gf%&mqas LI,
carbon atoms, alﬂgoxy having 1"to 8 carbon atoms, haloge , CI, Br, or 1,
prefeFHbR/ Faod Bl asmiend, ingensadeniliroxyl, Snitro, halogenated alkyl

having 1 to 8 carbon atoms, halogenated alkoxy having 1 to 8 carbon

atoms, h)ﬁjroxyalkyl having 1 to 8 carbon atoms,

Ar,
Het,

Ci4-alkyl which is unsubstituted or substituted one or more times by F, Cl, Br, I,
CN, OH, alkoxy having 1 to 4 carbon atoms, monoalkylamino, dialkylamino, C;.

g-cycloalkyl, or combinations thereof,

cycloalkyl having 3 to 10 carbon atoms, which is unsubstituted or substituted one
or more times by halogen, hydroxy, oxo, cyano, alkyl having 1 to 4 carbon atoms,

alkoxy having 1 to 4 carbon atoms, or combinations thereof,

C;.¢-alkenyl which is unsubstituted or substituted one or more times by F, Cl, Br,

I, CN, alkoxy having 1 to 4 carbon atoms, Ar, or combinations thereof, or

Cs.¢-alkynyl which is unsubstituted or substituted one or more times by F, Cl, Br,

I, CN, alkoxy having 1 to 4 carbon atoms, Ar or combinations thereof.

According to a further aspect of the invention, in the compounds of Formulas I, II,
or III, Het is:
is a heterocyclic group, which is fully saturated, partially saturated or fully
unsaturated, having 3 to 10 ring atoms in which at least 1 ring atom isa N, O or S
atom, which is unsubstituted or substituted one or more times by
alkyl having I to 8 carbon atoms,

alkoxy having 1 to 8 carbon atoms,

17



hydroxyalkoxy having 2 to 8 carbon atoms, 10alkenyloxy having 3 to 8
carbon atoms, monoallcylamino having 1 to 8 carbon atoms, diallcylamino
wherein the alkyl portions each have 1 to 8 carbon atoms, carboxy,

VEISRGE8HINY |, 15alkoxycarbonylmethyl, alkylaminocarbonykCacyfamici 3938
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(e.g., acetamido), acyloxy (e.g., acetoxy), allcylthio having 1 to 8 carbon
atoms, 20alkylsulphinyl having 1 to 8 carbon atoms, alkylsulphonyl having
| to 8 carbon atoms, sulfo, sulfonylamino, cycloalkylamino wherein the

cycloalkyl group has 3 to, 7.carbon ato Ez:tﬁa d is.gptionally substituted
by halogen (F, %%e%ﬁgl’, %?I’Zérér%%}) rgzr?r ?’gl% aving 1 to 8 carbon

atoms, halogenatethalkyl having 1 to 8 carbon atoms, alkoxy having | to 4
carbon atoms, aipipg, monoallcylamino wherein the alkyl portion has Ito 8

carbon atoms, dialkyfamino wherein the alkyl portions each have 1 to 8
hydroxyl,

nitro,

halogenated alkyl having 1 to 8 carbon atoms,

halogenated alkoxy having 1 to 8 carbon atoms,

hydroxyalkyl having 1 to 8 carbon atoms,

hydroxyalkoxy having 2 to 8 carbon atoms,

alkenyloxy having 3 to 8 carbon atoms,

monoalkylamino having 1 to 8 carbon atoms,

dialkylamino wherein the alkyl portions each have 1 to 8 carbon  atoms,

carboxy,

alkoxycarbonyl,

alkoxycarbonylmethyl,

alkylaminocarbonyl,

acylamido (e.g., acetamido),

acyloxy (e.g., acetoxy),

alkylthio having 1 to 8 carbon atoms,

alkylsulphinyl having 1 to 8 carbon atoms,

alkylsulphonyl having 1 to 8 carbon atoms,

sulfo,

sulfonylamino,

cycloalkylamino wherein the cycloalkyl group has 3 to 7 carbon atoms
and is optionally substituted by halogen (F, Cl, Br, or I, preferably For Cl), alkyl
having 1 to 8 carbon atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy
having 1 to 4 carbon atoms, amino, monoalkylamino wherein the alkyl portion
has 1 to 8 carbon atoms, dialkylamino wherein the alkyl portions each have 1 to 8
carbon atoms, CORM, CSR’G, cyano, hydroxyl, nitro, oxo, or thio,

aryl containing 6 to 10 carbon atoms (e.g., phenyl, naphthyl, biphenyl) and
is optionally substituted by halogen (F, Cl, Br, or I, preferably F or Cl), alkyl

18



carbon atoms, CORI6, CSRI6, cyano, hydroxyl, nitro, oxo, or thio, 30aryl
containing 6 to 10 carbon atoms (e.g., phenyl, naphthyl, biphenyl) and is
optionally substituted by halogen (F, CI, Br, or 1, preferably F or Cl), alkyl

WELRAPRORBE carbon atoms, halogenated alkyl having Ito 8 cAHEBV ERF&13938
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alkoxy having | to 4 carbon atoms, amino, monoallcylamino wherein the

alkyl portion has | to 8 carbon atoms, dialkylamino wherein the alkyl

portions each have 1 to 8 carbon atoms, CORI, CSRI6, cyano, hydroxyl,

nitro, ox thip, Sarylzallcylene group (e.g. l%,ef% neth

phenpro(:)hy?l %n gr%iﬁ%?%%‘r%o&)sﬁ%r% %onta%ésl to 1 %iair Oﬁncggg%lsa%ﬁf ’ E.‘lkoxy
the allcyl&mansottiort eshesinlymsaRisarBieattlaning véenssubstrlind geHon

substitutegong QMR 410HES MUIRAIGERD WhefelnBile A pRiatsIAOIY AV 1 10 8

Cl), alkyl having 1 to 8 carhon atgms, halpgenated alkyl having 1 to 8
carbon af&%?gf’&m&?y(ﬁg&n’gqq]% & %%#%%sz HHinG*oPr thio,

monoalkylaminamikgkeienthe alkyt.potitmmnyhasdntth@l garbgnoaidedersin the aryl
dialkylaming. '& kvl parti Y, 8e rhon ,
CoRic, CAUMEIRRITE & 1Y RIS ey R B Rk P IR L o4
aryl porti6areeneinas enbis oreubiéHted Singbstigutqdmsyir maphiinygs by halogen (F,
bip?enxg?@psﬂ,sg;;@li@f%&@&iltmggm ﬁ@.lﬁ@b ek, c?}la&rat@hﬂs%ﬂxalﬁ(gelnated
preferably , aving 1 to rbon atoms ogenated alkyl,
eing 1 K8 LAt Ao et eI HERT B Ao SOE G,
monoallcy_{ammk)yw:h_ﬁaue iwlttreinifogl zpkytipmrﬂi]mhhstd) 18 Ecatbmsitoms, dialkylamino
oy g SIS AR PR TG} R EBAN AR, oo,

CORI6, CSRI6, cyan roxyl, nitro, oxo, or thio, 20arylthio wherein th
aryl portigbEerthindre t8xP0oEaRion atoms (e.g., phenyl, naphthyl,

bip?emgl) and i%@ﬂ%ﬂﬁ“ﬁr&ﬁhﬁﬁ%?&ﬁ%ﬁ@ﬁﬁﬁ@tﬁ:l’l(ﬁﬁ,r&!d a(t:.ioms (ela.g.,
preferably F or Cl), ving 1 tg 8 carbon atoms, halpgepated alky
Poing 1 T TEE s PSR A B TR E B PSRR o o Ri s b Br. o1
monoallcyjamfaablhE meiCihalakdpogticn Basrbio Sgashoriogtonts] alkyl having

diaik ylam RIS N A IROMPD SR NRNECIE B ERI AR AN Ramino
CORI6, CSR16, cyano, hydroxi(@,émtro, oxo, or thio, cycloalkyloxy wherein

the cycloaTRSyPgr B IkELPartion hasrbBndtaHosgs fiakylamino wherein the alkyl

portions each have 1 to 8 carbon atoms, CORM, CSR'®, cyano, hydroxyl, nitro,

oxo, or thio,

arylthio wherein the aryl portion contains 6 to 10 carbon atoms (e.g.,
phenyl, naphthyl, biphenyl) and is optionally substituted by halogen (F, Cl, Br, or
I, preferably F or Cl), alkyl having 1 to § carbon atoms, halogenated alkyl having
1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms, amino, monoalkylamino
wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino wherein the alkyl
portions each have 1 to 8 carbon atoms, COR'S, CSR'®, cyano, hydroxyl, nitro,
oxo, or thio,

cycloalkyloxy wherein the cycloalkyl group has 3 to 7 carbon atoms and is
optionally substituted by halogen (F, Cl, Br, orI, preferably F or Cl), alkyl having
1 to 8 carbon atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy having

1 to 4 carbon atoms, amino, monoalkylamino wherein the alkyl portion has 1 to §
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optionally substituted by halogen (F, CI, Br, or I, preferably F or CO, alkyl

having 1 to 8 carbon atoms, halogenated alkyl having | to 8 carbon

atoms, alkoxy having 301 to 4 carbon atoms, amino, monoallcylamino
Wihasinofis&4allcyl portion has 1 to 8 WO PCT/US2005/013938

2006/001894PCT/US2005/013938 carbon atoms, diallcylamino wherein

the alkyl portions each have 1 to 8 carbon atoms, COR16, CSRI6, cyano,

hydroxyl, nitro, oxo, or thio, heterocyclic group, which is fuIIy

saturated, partially saturated or fu unsatur gphavm 10 rin
atoms in SRR agl?l}gagfai fgeé{l@eoa%g BIi} fve. 9 8 carbon

unsubstﬁaxtad;c(t@ﬁb%tﬂﬂté& qyn&mmmoeyﬂlmﬁs)bymalmgém(F CI Br, or |,
preferably F °r1?€9ro%2%m'§}ﬂ%? 0Aems Halegeoaedalky iy

having 1 to 8 carbon avm to 4 carbon atoms amino,

monoalkysaiinasdhbrereth @éﬂk%%cﬂ*ﬁéﬁ Ha‘é/l&%ae lgasioorngtaiemis a N, O or 8
5 diallcylanipg WsRiR theuslvkiee &%ﬁﬁsﬁﬁﬁ@dﬂﬁ%%ﬂrﬁ@ré mabw BAES: (F, CI,

ot i B e R0 s e LS
methyllm}damglyl;tqo&mmﬁnhngdomwaﬂtwbrdylvmtgdmﬁpmmw)pnls amino,

heterocyglig; eihy%%ﬁﬂgwne%mnetb@] SRS RO RIS WoRRtHRIBHamino

partially saturated or fully unsaturat avmg S to 10 ring atoms in

15which aﬁfé@z@tfherﬁklghwem%%%h base & QS FrrbeRERR RO R orfioR is G¥O,
10 allcylene @@%&Qﬂ@nm Jodtigaran, @l@m%n‘éfh@rﬁi&lgr’#ﬁlenyl blthlenyl

heterocyclic- a IS ubstitu ubstit ne or times
by halogi’ﬁ“ﬁy %Z‘%Yq &‘F‘l Lhé (it‘—g' ? av(f?’] 5 g ?b
atoms, hatogobted Mh@hﬂiglyﬂ)to 8 carbon atoms, alkoxy havmg Ito 4
carbon atoms, gming. MENARICH RN RMMEEeI e AR RAEIqR Y

to 8 carbon atoms, dialkylamino wherein the alky quortlons each have 1 to
8 carbon @iBHEdCorRDCEReE Ry B ichild Bk S Tl Hisgatgms in
15 piperidinyleB s RhaaMRinakens theredr S atom, and the alkyl portion is an alkylene

group containing 1-4 carbon atoms, wherein said heterocyclic-alkyl group is
unsubstituted or substituted one or more times by halogen (F, Cl, Br, or I,
preferably F or Cl), alkyl having 1 to 8 carbon atoms, halogenated alkyl having 1
to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms, amino, monoalkylamino

20 wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino wherein the alkyl
portions each have 1 to § carbon atoms, COR'S, CSR]‘S, cyano, hydroxyl, nitro,
oxo, or thio (e.g., piperidinylethyl), or

combinations thereof.

25 According to a further aspect of the invention, in the compounds of Formulas I, IL,
or III, Het is:
a heterocyclic group, which is fully saturated, partially saturated or fully
unsaturated, having 5 to 10 ring atoms in which at least 1 ring atom isa N, O or S
atom, which is unsubstituted or substituted one or more times by
30 alkyl having 1 to 8 carbon atoms,

alkoky having 1 to 8 carbon atoms,

20



25According to a further aspect of the invention, in the compounds of
Formulas I, Il, or 1ll, Het is: a heterocyclic group, which is fully saturated,
partially saturated or fully unsaturated, having 5 to 10 ring atoms in which

V@ eae0d1#hdg atom is a N, 0 or S atom, which is unsubstitutertors2005/013938
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substituted one or more times by 30alkyl having | to 8 carbon atoms,
alkoxy having 1 to 8 carbon atoms, halogen (F, a, Br, or |, preferably F or
Cl), amino, cyano, hydroxyl, 5nitro, halogenated alkyl having 1 to 8 carbon

atoms, halogenated alkoxy having 1 to 8§ carbon aigms, hydroxyallcyl
having 1 to 8 ca?ﬁﬁooﬁ%i §E dr"gfégfﬁ%%ﬁya%;?\rg&gs?o 8 carbon atoms,
10alkenyloxy haatmga3 to 8 carbon atoms, monoalkylamino having 1 to 8

carbon atoms, ¢y,

hydroxyl,

nitro,

halogenated alkyl having 1 to 8 carbon atoms,

halogenated alkoxy having 1 to 8 carbon atoms,

hydroxyalkyl having 1 to § carbon atoms,

hydroxyalkoxy having 2 to 8 carbon atoms,

alkenyloxy having 3 to 8 carbon atoms,

monoalkylamino having 1 to 8 carbon atoms,

dialkylamino wherein the alkyl portiorns each have 1 to 8 carbon atoms,

carboxy,

alkoxycarbonyl,

alkylaminocarbonyl,

acylamido (e.g., acetamido),

acyloxy (e.g., acetoxy),

alkylthio having 1 to 8 carbon atoms,

alkylsulphinyl having 1 to 8 carbon atoms,

alkylsulphonyl having 1 to 8 carbon atoms,

sulfo,

sulfonylamino,

cycloalkylamino wherein the cycloalkyl group has 3 to 7 carbon atoms
and is optionally substituted by halogen (F, Cl, Br, or I, preferably F or Cl), alkyl
having 1 to 8 carbon atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy
having 1 to 4 carbon atoms, amino, monoalkylamino wherein the alkyl portion
has 1 to 8 carbon atoms, dialkylamino wherein the alkyl portions each have 1 to 8
carbon atoms, COR'®, CSRI6, cyano, hydroxyl, nitro, oxo, or thio,

aryl containing 6 to 10 carbon atoms (e.g., phenyl, naphthyl, biphenyl) and
is optionally substituted by halogen (F, Cl, Br, or I, preferably F or Cl), alkyl
having 1 to 8 carbon atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy

21



diallcylamino wherein the alkyl portion; each have 1 to 8 carbon atoms,
carboxy, alkoxycarbonyl, 15alkylaminocarbonyl, acylamido (e.qg.,
acetamido), acyloxy (e.g., acetoxy), alkylthio having 1 to 8 carbon atoms,

VleMsimpyidyl having 1 to 8 carbon atoms, 20alkylsulphony| PEUSReNS/BL3938

carbon atoms, sulfo, sulfonylamino, cycloalkylamino wherein the
cycloalkyl group has 3 to 7 carbon atoms and is optionally substituted by
halogen (F, ClI, Br, or I, preferably For Cl), alkyl 25having 1 to 8 carbon

atoms, halogenated alkyl having 1 tq 8 carb s, all havi to .
AL carbor B S T PhO B R P AR S ST B orion

lto 8 carbls atorRsadiaticytamidiiyiensin themiyipolighoeans tatddve 1 to 8

o 8 carbon AN CORICICSIE GyaNS, NI DI L1t e

aryl containing 6 to 1 on atorns (e. I, naphthyf, biphenyl) and

30is optionally suBselgsar M RyenEmAd) Pheneihy ] prasepedy U deein, the aryl
salkyl havigw%t&é&%m&%&mﬁlﬁ%@@mw kytnavinerlide &sarkonto 4

atoms, al

10

15

20

25

30

WO 201 1894P
cgr)t%n at(())ms%n& ?s{ %%s&%ﬁtut%ﬂg ?&%gg{t%& %%g <8)r more times by halogen (F,

Cl, Br, or I, preferably F or Cl), alkyl having 1 to 8 carbon atoms, halogenated
alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms, amino,
monoalkylamino wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino
wherein the alkyl portions each have 1 to 8 C carbon atoms, COR'S, CSR'¢,
cyano, hydroxyl, nitro, oxo, or thio,

aryloxy wherein the aryl portion contains 6 to 10 carbon atoms (e.g.,
phenyl, naphthyl, biphenyl) and is optionally substituted by halogen (F, Cl, Br, or
I, preferably F or Cl), alkyl having 1 to 8 carbon atoms, halogenated alkyl having
1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms, amino, monoalk).rlamino
wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino wherein the alkyl
portions each have 1 to § carbon atoms, CORIS, CSR16, cyano, hydroxyl, nitro,
0xo0, or thio,

arylthio wherein the aryl portion contains 6 to 10 carbon atoms (e.g.,
phenyl, naphthyl, biphenyl) and is optionally substituted by halogen (F, Cl, Br, or
I, preferably F or C), alkyl having 1 to 8 carbon atoms, halogenated alkyl having
1 to 8 C atoms, alkoxy having 1 to 4 carbon atoms, amino, monoalkylamino
wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino wherein the alkyl
portions each have 1 to 8 carbon atoms, COR'®, CSR’G, cyano, hydroxyl, nitro,
0x0, or thio,

cycloalkyloxy wherein the cycloalky! group has 3 to 7 carbon atoms and is
optionally substituted by halogen (F, CL Br, or I, preferably F or Cl), alkyl having
1 to 8 carbon atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy having
1 to 4 carbon atoms, amino, monoalkylamino wherein the alkyl portion has 1 to 8
carbon atoms, dialkylamino wherein the alkyl portions each have 1 to 8 carbon

atoms, COR!'¢, CSR'¢, cyano, hydroxyl, nitro, oxo, or thio,
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having 1 to 4 carbon atoms, amino, monoallcylamino wherein the alkyl
portion has 1 to 8 carbon atoms, dialkylamino wherein the alkyl portions
each have Ito 8 carbon atoms, CORI6, CSRI6, cyano, hydroxyl, nitro, oxo,

Vi? 34l 088 M allcylene group (e.g., benzyl, phenethyl, phenpr8plyHraeseiioss

the aryl Sportion contains 6 to 10 carbon atoms and the allcylene portion
contains Ito 4 carbon atoms and is unsubstituted or substituted one or
more times by halogen (F, Cl, Br, or I, preferably F or Cl), alkyl having 1 to
8 carbon atoms; halagenat Ikyk having 1 to 8 carbon atoms, alkoxy

hoR{3
having 1 to 4 carbon t?_)lrlﬁ i a]%’lr%({j)l? Cr?%é?]gla_?@ g%a?ﬁo’ %%?el?%{nsﬁlt%r%{ﬁ?y?r fully
portion h Y088reiafbbavie M, tlaikglemmsonohine atinatid aikg/hioortiond, O or S

each havesia, 8v&iGrRNRRMRAMECRRbGRRIE oy 8P Ry BHEMy Bl een (F, C1,
0Xo, or thg), & %ox W#]ere the aryl portion ccntains 6 to 18, carbon
atoms (e.q.’ %éﬁ% ) eﬁ%ﬂ% 9t @pﬁﬁﬁ%ﬁaﬁﬁ’@ 1518 SRR e sdhetessmsted alkyl

5 halogen (Fgv@ig Brtp GrdgrbosferminlyakaryChy ikl taviaghdn tednepahim,

e AR hag Lkl S ARDAL 3103 AR P tamin

to 4 carbon atoms, amino, monoa Ino wherein the allcyl portion

1 to 8 carBFfsichrsalbyARSigRFRIshieraih 8 GIRGGORS ca8R havent,
to 8 carbeRdtaM snit:ORdRo, GBIRIS (Sxa My N XRHINY! ¥tk OHOXRY OhitRiGny1,

6 to 10 carbon atoms (e.g.,

lthio wherein th ign conta ) ¢
phenyi HESIYD EgHBAS o E BBy GeRe AP isiogen (-

10 Cl, Br, orhqupbfénagtlyhiomodhelatid), baving 1 to 8 carbon atoms,

halogenated alky| having.ith8&atoms, alkoxy having | to 4 carbon
atoms, amino, monoallcylamino wherein the alkyl portion has 1 to 8

carbon atoms, dialkylamino wherein the alkyl portions each have 1 to 8

carbon atqeesrdifd R6 a GRRHE: 8RR, MY dFReediniRinde@XRcRIdRIQompounds of

cy 8%':1?{5 wherein the cycloallcyl group has 3 to 7 carbon atoms and is
optionally substituted by halogen (F, CI, Br, or |, preferably For Cl), alkyl

15 having 1 to 8 carbon atoms, halogenated alkyl having | to 8 carbon atoms,

20

alkoxy having | to 4 carbon atoms, amings monoallcylamino wherein the
alkyl portion has 1 to 8 30carbon atoms, fialkylamino wherein the allcyl
portions each have Ito 8 carbarxatom ,CSR' 6, cyano, hydroxyl,
nitro, oxo, or thio, X]I ~

N (Ia)

wherein
X' to X*, and B are as defined previously;

A1 iS
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heterocyclic group, which is fully saturated, partially saturated or fully

unsaturated, having 5 to 10 ring atoms in which at least 1 ring atom is a N,

0 or S atom, which is unsubstituted or substituted one or more times by
VHARYSEPOLRIACI, Br, or |, preferably F or Cl), alkyl having 1 to BEHHS3#5/013938

atoms, halogenated alkyl 5having 1 to 8 carbon atoms, alkoxy having 1 to

4 carbon atoms, amino, monoallcylamino wherein the alkyl portion has 1

to 8 carbon atoms, dialkylamino wherein the alkyl portions each have 1 to

8 C atoms, COR ia, CSR16, cyano, hydroxyl, nitro, oxo, or thio (e.g., furyl,

thienyl, methylthienyl, bithienyl, benzylprazotyl, thiazol [, imidazolyl,

methylimidq7olyl, pyreelidigyl, 20morgkglinyl, thio f}f linyl), or

combinations thereof.| ~()A cordinﬁﬁéurther aspect, the present

invention includes compgunds of Fotmu : |

and B are as defined preljously; Atis &nd R4 - R7, R1R, m and o are as

previously defined; and Bharmaceutic:{{ﬁ/ acceptable sa

According to a further aspect, the present invention includes compounds

of Formula I(b): \N/R \N/Rm

and R*-R’, R, m and o are as previously defined;

5
and pharmaceutically acceptable salts thereof.
According to a further aspect, the present invention includes compounds of
Formula I(b):
10
| B
X A
Xﬁ/ NN \N 1
o A (Ib)
\X4 N
H
wherein
X! to X*, and B are as defined previously;
15

A1 is
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wherein XI to X4, and B are as defined previously; A;is WO
2006/001894PCT/US21105/013938  Riand lel are as defined
previously; and 5 m is |; and pharmaceutically acceptable salts thereof

Weteigstd a further aspect, the present invention includesR§Grijsaonids 3938
of 10Formula I(c): wherein 15XI to XI, and B are as defined previously;

IS

R'® and R' are as defined previously; and
5 mis];and
pharmaceutically acceptable salts thereof,

According to a further aspect, the present invention includes compounds of
10 Formula I(c):

B
1
3 _ N lc
X\X4 ﬁ/ (o)

wherein
15 X'toX*, and B are as defined previously;

A1 iS
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WO 2006/001894PCT/US2005/013938 R1, R" and in are as defined
previously: and 5RI is C2.6-alkyl (e.g., C21-15) which is unsubstituted or
substituted one or more tim3Residby F, Cl, Br, I, CN, OH, alkoxy having 1
WO Zeadhitsitatoms (e.g., OCH3), SH, SR13. SOR13, Cm-cyd6dlii#2005/013938
SO2R13, SO2NR131(1,14, Ar, Het, or combinations thereof,
10C2_6-alkenyl which is unsubstituted or substituted one or more times

by F, CI, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCH3),
NR13R14, SH, SR13, SOR13, C3.8-cycloalkyl, SO2R13, SO2NR13R14,
Ar, Het, or combinations thereof, CZ.MCﬁlyl which is unsubstituted or
substituted one or more times by F, C1, Br, 15I, CN, OH, alkoxy having 1

to 4 carbon atoms (e.g., OCH3), NR SH, SR13, BRizt, si(R15.)3,
SOR13, C3.8-cycloalkyl, SO2R13, s r, Het, or combinations
thereof, = Cm-cycloalkyl which is un uted or substituted one or

more times by F, CI, 20Br, |, CN, OH, alkgxy k,aaving Ito 4 carbon atoms
(e.g., OCH3), NR13R14, SH, SR13, SOR13, Unsubstituted
C34-cycloallcyl, SO2R13, SO2NR13R14, Ar, Het, or combinations

thereof
18

5

10

15

20

25

R and m are as defined previously; and

R'is  Cs.e-alkyl (e.g., CoHs) which is unsubstituted or substituted one or more times by
F, Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHz), NR"*R™,
SH, SRY, SORY, C;.g-cycloalkyl, SO,R", SO,NRPR', Ar, Het, or combinations
thereof,

C,.s-alkenyl which is unsubstituted or substituted one or more times by F, CI, Br,
I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHz), NR”R', SH, SR",
SORE, Cs.g-cycloalkyl, SOZR”’, SO,NRBRM, Ar, Het, or combinations thereof,

C,.¢-alkynyl which is unsubstituted or substituted one or more times by F, Cl, Br,
I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHz), NR®R', SH, SR",

SORY, Cs.g-cycloalkyl, SO,R'3, SO;NRPR™, Si(R")s, Ar, Het, or combinations
thereof,

Cs.g-cycloalkyl which is unsubstituted or substituted one or more times by F, Cl,
Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHa), NRR™, SH,
SRY, SOR'?, unsubstituted Cs.g-cycloalkyl, SO:R'?, SO,NR'R™, Ar, Het, or

combinations thereof,
CN, NO,, NR*R*, SH, SR'®, SOR", SO,R", SO,NR"*R", NR"*SO,R",

CONRPR™, CSNR"R', COOR", NR®CORM, NR"*CSR'*, NR*CONR"R",
NRBCSNRPR™, NRP¥COOR', NR*CSOR", OCONR®R!, OCSNR"R™,
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CN, NO2, NR13R14,SR13, SOR13, SO2R13, SO2NR13R14,
NRI3s02R14, 25CONR13R14, CSNR13R14, COOR13, NR13COR14,
NR13CSR14, NR13CONR13R14, NIRDCSNRI3R14, NR13COOR14,
WIRIBOS®R14, OCONR13R14, OCSNR13R14, WO PCT/US2005/013938
2006/001894PCT/US2005/013938 Ar, Het, or 5R160-; and
pharmaceutically acceptable salts thereof. According to a further
aspect, the present invention includes compounds of 10Formula I(d):
wherein 1§12(1 to X4, and B are as defined previously; Ai is

Het, or
5 R160~; and
pharmaceutically acceptable salts thereof.

According to a further aspect, the present invention includes compounds of
10 Formula I(d):

B
1
2.~ 1
x|3| T w Id
X \X4/ N/' ( )
H
wherein
15
X' to X*, and B are as defined previously;
A1 is
™~ N~ R®
()
)
8 :
20 R

R® and R are as defined previously; and
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20 Rg and R9 are as defined previously; and m is 3; and

pharmaceutically acceptable salts thereof. 5According to a further aspect,

the present invention includes compounds of Formula Re): 10 wherein
W012686004183kd B are as defined previously; Alis 15 ,R9 PCT/US2005/013938

mis 3; and

pharmaceutically acceptable salts thereof.

5 According to a further aspect, the present invention includes compounds of
Formula I(e):
B
1
Xﬁ/x\ N Ay
XA i# N/N (Ie)
X H

10  wherein
X' to X*, and B are as defined previously;

Al is
15

R? and R’ are as defined previously; and

20 R'is Cpe-alkyl (e.g., C;Hs) which is unsubstituted or substituted one or more times by
F, Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHz), NR**R',
SH, SR'?, SOR", Cs.s-cycloalkyl, SO,R', SO,NR’R™, Ar, Het, or

combinations thereof,
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R8 and BY are as defined previously; and 20RlI is C2_6-alkyl (e.g.,

C21-15) which is unsubstituted or substituted one or more times by F, Cl,

Br, I, CN, OFT, allcoxy having Ito 4 carbon atoms (e.g., OCH3),
WORABRIBISH, SR13, SORB, C3_8-cycloallcyl, SO2R13, SCTIRIBRIEA]13938

Ar, Het, or combinations thereof, C2.5-alkenyl which is unsubstituted or

substituted one or more times by F, CI, Br, I. CN, OH, alkoxy having Ito 4

carbon atoms (e.g., OCH3), NR13R14, SH, SR13, SOR13,

C3.8-cycloallcyl, SO2R13, so2NR13-.14, Ar, Het, or combinations thereof,

5 C2.6- allgnyl which is unsubstituted or substituted one or more times b

F, C, Br, f2erikessl whighis Hatihgifuisdos sHBgued pee@ groo @me) by F, Cl, Br,
NR13R", ﬁHN%%l&Q?B&nﬂ,‘g%t@ﬁd%ﬁ?yht&&?{R 303@?)“1@113141148}1 SR,
Si(R15)3, Het; or c ther 10.¢3 loalkyl which is
unsubstlt&@ é\fbs‘fcto %d@ﬁrlm%éﬁ%é}é b’y %glgr,cﬁ%@l{f, s thereof,
5alkoxy having | to 4 carbon atoms (e.g., OCH3), N-R13R14 , SR13,

SORI3, unsubgUicRie R QX0 OB Rue Al Réﬁ&%"m&e t38tct, Br,

or comblnatlons thereof, 15 haICégen e F, Cl, Br, I) Q 1 5
NR13R14: SN Qik pikaspheymneddokea WW@%Q%@&@%O&R{L&H SR

CONR"RBEOKCSNRISRIAIKG ORI, SMRGQRS REDIASRIA, or combinations
NR13CO |3 14, 20NR13CSNR13R14, NR13COOR14, NR13CSOR14,

OCONR1 ; OCSNR13R14, Ar, Het, or
10

Cs.g-cycloalkyl which is unsubstituted or substituted one or more times by F, Cl,
Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCH;), NR'*R'*, SH,
SR", SOR'?, unsubstituted Cs.g-cycloalkyl, SO,R'®, SO,NR®R, Ar, Het, or
combinations thereof,

15
halogeﬁ (e.g.,F, Cl, Br, D),

CN, NO,, NR"®R', SH, SR", SOR", SO,R", SO,NR"*R™ NRBSO,RY,
CONRPRM™, CSNRPR™, COOR", NRPCOR™, NR**CSR, NRPCONRPR™,
20 NRPCSNRPR™ NRP®*COOR™, NR"®CSOR", OCONR"R!, OCSNRRY,
Ar,
Het, or
25
RmO-; and

pharmaceutically acceptable salts thereof.

30 According to a further aspect, the present invention includes compounds of
Formula I(f):

29



25 ; and pharmaceutically acceptable salts thereof. 30According to a
further aspect, the present invention includes compounds of Formula I(f):
WO 2006/001894PCT/US2005/1113938 wherein 5 XI to X4, and Al are

VWAL 28e4 8P previously; and B is S; and 10pharmaceutically abeEta§ns/013938

10

15

20

salts thereof According to a further aspect, the present invention
includes compounds of Formula I(g): 15 20

(1)

wherein

X' to X*, and A, are as defined previously; and
Bis S; and

pharmaceutically acceptable salts thereof.

According to a further aspect, the present invention includes compounds of

Formula I(g):
B
1
XZ/X\ N A1’
'3' N (I9)
X\X4/ N
H
wherein

X! to X, and A, are as defined previously; and
B is Hp; and

pharmaceutically acceptable salts thereof.
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wherein Xi to X4, and Al are as defined previously; and B is 142; and
pharmaceutically acceptable salts thereof. According to a further
aspect, the present invention includes compounds of Formula 11(a):

WEhaieih0i8940 X8, and B are as defined previously; and 10 ARG /T52HE/R3938
R6, R7, R12, m and o are as previously defmed; and pharmaceutically
acceptable salts thereof

According to a further aspect, the present invention includes compounds of
Formula II(a):

(la)

wherein
X5 to X8, and B are as defined previously; and

10
Az is

15 andR*, 'Rs, R”, R, m and o are as previously defined;

and pharmaceutically acceptable salts thereof.
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According to a further aspect, the present invention includes compounds

of Formula 11(h): 5 wherein X5 to X8, and B are as defined previously;

10A2is 7R11 RI and RH are as defined previously; and 15 mis 1; and
WihaienAeEdfically acceptable salts thereof 20According to a REFHEPASHRISO3S

the present invention includes compounds of Formula Ii(c): wherein 5 X5

to X8, and B are as defined previously; A2is

According to a further aspect, the present invention includes compounds of

- Formula II(b):
B
5
& A,
|7l ) (Itb)
XN 7 N
X H
5
wherein
X° to X%, and B are as defined previously;
10 Az is
11
\N/R
O
I
R '
R!% and R"" are as defined previously; and
15
mis1;
and pharmaceutically acceptable salts thereof.
20 According to a further aspect, the present invention includes compounds of

Formula II(c):
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10 R1, R11 and m are as defined previously; and R2 is C2..5-alkyl (e.g.,
C2H5) which is unsubstituted or substituted one or more times by F, Cl,
Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., 0OCH3), NRBR14,

WIEZBBRI, C3_8-eycloalk-yl, SO2R", SO2NR131214, ArAqE{U}005/013938
combinations thereof, = C2.6-alkenyl which is unsubstituted or
substituted one or more times by F, C, Br, 1, CN, 01-i, alicoxy having 1 to
4 carbon atoms (e.g., OCH3), NeRia, sH, SR's, 20SORB, C34-cycloallcyl,
SO2R13, SO2NRBRI4, Ar, Het, or comb@ations thereof, C2_6-alkynyl
which is unsubstituted or substituted one{jor more times by F, Cl, Br, I, CN,
OH, allcoxy having 1 to 4 cagb €. ..AQCHS), NR13R14, SH,
SR13, WO 2006/001894Pg]i/U 13938 SOR13, C3,8-cycloalky1,
S02R13, SO2NRI3R14, SifR15)3Ar, Het, or combilibns thereof,
C3,8-cycloallcyl which is unsubtituted or substituted one or more times
by F, CI, 5 Br, 1, CN, OH, allcoxy having | to 4 carbon atoms (e.g.,
OCHB3),1NR 3Ria, sH, SR13, SOR13, unsubstituted C3.8-cycloallcyl,
S02R13, wka¥yR13R14, Ar, Het, or combinations thereof, CN, NO2,
NR13R14, SH, SR13, SOR13, SO2R13, SO2NR13- 14, NR13S02R14,
10CON1R"R14, CSNR13R14, COOR13, NRI3COR14, NIR"CSR14,

5 NRL3G Ol RABR 14, M RIBSNRGS o0,

Ag is

10

R R and m are as defined previously; and

R%is Cae-alkyl (e.g., C2Hs) which is unsubstituted or substituted one or more times by

F, Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon  atoms (e.g., OCHz), NRPR™,

15 SH, SR*, SOR"?, Cs.g-cycloalkyl, SO,R", SO,NR'*R™, Ar, Het, or combinations
thereof,

Ca.6-alkenyl which is unsubstituted or substituted one or more times by F, Cl, Br,
I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHs), NR! *R™, SH, SR,

20 SOR®, Cs.g-cycloalkyl, SO,R", SONRPR™, Ar, Het, or combinations thereof,

Ca¢-alkynyl which is unsubstituted or substituted one or more times by F, Cl, Br,
1, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHj3), NR”RM, SH, SRY,
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K NR13CO0OR14, NR13CSOR14, OCONR13R14, OCSNR13R14, Ar, Het,
or RisO_; and pharmaceutically acceptable salts thereof According to a
further aspect, the present invention includes compounds of Formula

WO@nes/ofBtrein X5 to X8 and B are as defined previously; WOX/US2005/013938
2006/001894PCT/US2005/013938 A2is 5 Rg and R9 are as defined
previously; and

SORY, Cs.g-cycloalkyl, SO,R", SO,NRPR™, Si(R'*)s, Ar, Het, or combinations
thereof,

Cs.g-cycloalkyl which is unsubstituted or substituted one or more times by F, Cl,
5 Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHs), NR"*R™, SH,

SRY, SOR", unsubstituted Cs.g-cycloalkyl, SO,R", SO,NR'*R™, Ar, Het, or
combinations thereof, '
CN, NO,, NR"”R', SH, SR, SOR", SO,R", SO,NR"R'*, NR®SO,R™*,

10 CONRPRYM, CSNR" R, COOR", NR"*COR!, NR®CSR!, NRPCONR"RY,
NRP®CSNRPR*, NR®*COORY, NR"*CSOR!, OCONR"*R', OCSNR"R™,
Ar,

15 Het, or

R'0-; and

pharmaceutically acceptable salts thereof.

20
According to a further aspect, the present invention includes compounds of
Formula I1(d):
B
5
XG/X\ Ay
I A\
Xy ()
N
25
wherein

X° to X® and B are as defined previously;
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m is 1 or 3; 10and pharmaceutically acceptable salts thereof.

According to a further aspect, the present invention includes compounds

of Formula Ike): 15 (11e) wherein X5 to Xs and B are as defined
VReis8r?9920 A2is WO 2006/001894PCT/US2005/013938 PRURGIRY13938

and m are as defined previously; and 5Rl is C2_6-alkyl (e.g., C2H5) which

is unsubstituted or substituted one or more times by F, Cl, Br, I, CN, OH,

alkoxy having | to 4 carbon atoms (e.g., OCH3), NR13R14, SH, SR13,

SOR13, Cm-cycloalkyl, S0212.13, SO2NRI3R14,Hot, or combinations

Az is

R® and R’ are as defined previously; and
mislor3;
10  and pharmaceutically acceptable salts thereof.

According to a further aspect, the present invention includes compounds of

Formula Ii(e):
B
X2 A
6.~ 2
X7 TN
X P (le)
\Xs N
15 H
wherein

X° to X® and B are as defined previously;
20
Az is

35



thereof, 10C2.6-alkenyl which is unsubstituted or substituted one or more
times by F, Cl, Br, I, UN, OH, alkoxy having 1 to 4 carbon atoms (e.g.,
OCH3), NR13nK14, SH, SR13, SORB, C3,g-cycloallcyl, SO2R13,
VEBO2MRAIBRILA Het, or combinations thereof, C2.5-allcynyl wh{Thi§2005/013938
unsubstituted or substituted one or more times by F, Cl, Br, 15 I, ON, OH,
alkoxy having Ito 4 carbon atoms (e.g., OCH3), NRI3R14, SH, SR",
SOR13, C3"8-cycloalkyl, SO2R/3, SO2NR13R14, Si(R15)3, Ar, Het, or
combinations thereof, C34-cycloalkyl which s unsubstituted or substituted

one or more times by F, Cl, 20 Br, |, ADH, alkoxy having Ito 4 carbon
atoms (e.g., OCH3), NRI3R14, sH, SR13, 50R13, unsubstituted
C3.8-cycloalkyl, SO2R13, SO2NR131( 114, Ar, Het, or combinations
thereof, halogen (e.g., F, Cl, Br, 1), 2

2006/001894PCT/US2005/013938 2, NR13R14, SH, SR", SORIS3,
SO2R13, SO2NR13R14, NRIBSOZlZ.l%B CONR"R14, CSNRI3R14,
COOR13, NRI3COR", NR13CSR14, NER13CONR13e, NR13CSNRI3n
14, K NRI3BCOOR14, NRISCSOR14, OCONR13R14, OCSNRI3R14, 5Ar,

Het, or R180-; and
&{Q RB and m are as defined previously; and

5 R'is Cye-alkyl (e.g., C;Hs) which is unsubstituted or substituted one or more times by
F, Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHz), NR"®R",
SH, SR", SOR", Cs-cycloalkyl, SO,R', SO;NR*R™, Ar, Het, or combinations

thereof,

10 Ca.¢-alkenyl which is unsubstituted or substituted one or more times by F, CI, Br,
I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHs), NRPR™, SH, SRY,
SORY, Cy.g-cycloalkyl, SO,R™, SO;NRR™, Ar, Het, or combinations thereof,

Cz.¢-alkyny! which is unsubstituted or substituted one or more times by F, Cl, Br

15 I, CN, OH, alkoxy having 1 to0 4 carbon atoms (e.g., OCH;), NR'*R*, SH, SR'?,
SOR", Cy s-cycloalkyl, SOR™, SO,NRR™, Si(R'*)s, Ar, Het, or combinations
thereof,

b

Cs.g-cycloalkyl which is unsubstituted or substituted one or more times by F, Cl,
20 Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCH;3), NR*RY, SH,
SR, SOR", unsubstituted C3.g-cycloalkyl, SO,R', SO,NR*R™, Ar, Het, or

combinations thereof,

halogen (e.g., F, Cl, Br, I),
25
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pharmaceutically acceptable salts thereof = According to a further

aspect, the present invention includes compounds of Fa'inula wherein 20

X5 to X8 and B are as defined previously; A2is R5 is as defined
Wareeligl®and mis 1; and pharmaceutically acceptable sal®HER205/013938

According to a further aspect, the present invention includes compounds

of Formula 11(g): wherein to X8 and B are as defined previously; A2is 20

CN, NO,, NRP*R™, SH, SR, SOR", SO,R", SO,NRPR', NR"’SO,R",
CONRPR™, CSNRPR™, COOR®, NRPCOR™, NRPCSR', NR">*CONR"R",
NRBCSNRPRM, NRBCOOR™, NR'>*CSOR™, OCONR*R™, OCSNRR",

5 Ar,
Het, or
RIGO-; and
10

pharmaceutically acceptable salts thereof.

According to a further aspect, the present invention includes compounds of

Formula II(f):
15
B
5
6/X\ Ay
X] A
Xty (i
oy
wherein
20 X to X® and B are as defined previously;
Az is
N
E( )
I
RS



R5 and m are as defined previously; and WO
2006/001894PCT/1JS20115/013938 RI is Cm-alkyl (e.g., C2H5) which is
unsubsfituted or substituted one or rmri ore times by F, CI, Br, I, CN, OH,

WANCHY/ 1&%Ahg 1 to 4 carbon atoms (e.g., 0 SH, SR13, SOR1BCT/US2005/013938
C3_8-cycloallcyl, SO2R13, SO2NRI3R14, Ar, Het, or combinations
thereof; 5 C2.6-alkenyl which is unsubstituted or substituted one or more
times by F, Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.qg.,
OCHB3), NRI3R14, SH, SRI3, SOR13, C3..8-cycloalkyl, SO2R13,
SO2NRI3R14, Ar, Het, or combinations thereof, 10C2.6-alkynyl which is
un&ibistisutelinet putviritshaedmshe or more times by F, CI, Br, 1, CN, OH,
alkoxy having 1 to 4 carbon atoms (e.g., OCH3), NR13R14, SH, SRI3,
SOR13, C3_8-cycloalkyl, SO2R13, SO2NRBRIi4 , Si(R15)3, Ar, Het, or
coMdfhtions thereof: 15C3.8-cycloalkyl which is unsubstituted or

5substituted one or more times by F, CI, Br, I, CN, OH, alkoxy having 1 to 4
carbaon ﬁt%nseﬁﬁig% OCHG%E‘E%I"R@%%? eSfH, SR13, SOR13. unsubstituted
Cséél-c?/c%aﬁ%y. Ié’F%i% I\? i , Ar, Het, or combinations thereof;
20halogen (e.g., F, Cl, Br, 1),

According to a further aspect, the present invention includes compounds of

Formula II(g):
10
B
5
xﬁ/x\\ /*\/U\ Ae
X< B/J\ N> (llg)
X
H
wherein
15
X° to X® and B are as defined previously;
Az is
N
\
5
20 R

R® and m are as defined previously; and
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- CN, NO2, NR13R14, SH, SR13, S01113, SO2R13, SO2NRI3R14,
NR13S02R14, CONR13R14, CSNRI3R14, COOR13, NR13COR14,
NR13CSR14, NRIBCONRI3R14, NR"CSNR13R14, NR13COOR14,
WORMBEWEHR 4, OCONR13R14, OCSNR'R", Ar, Het, or R16@CIHi{G004/()3938
2006/0(11894PCT/US2005/013938 and pharmaceutically acceptable salts

10

15

20

25

30

thereof.

According to a further aspect, the present invention includes

compounds of Formula lI(h): 5 wherein 10 X5 to X8, and A2 are as

dhefi{ieﬁl PreviaushaNdBHS) SidAhRIneeauicR IRARRRIARIE SR re times by
thereot. ]}5, Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHz), NR*R!,

SH, SR, SOR", C;3.g-cycloalkyl, SO,R", SO,NR'*R™, Ar, Het, or combinations
thereof,

C,.¢-alkenyl which is unsubstituted or substituted one or more times by F, CI, Br,
I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCH;), NR**R'*, SH, SR*,
SOR", Cs s-cycloalkyl, SO,R'®, SO,NRR", Ar, Het, or combinations thereof,

Ca.¢-alkynyl which is unsubstituted or substituted one or more times by F, Cl, Br,
L, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCH3), NR*R™, sH, SR'? R

SORY, Csg-cycloalkyl, SO,R", SO,NRPR', Si(R'*)s, Ar, Het, or combinations
thereof,

Cs.s-cycloalkyl which is unsubstituted or substituted one or more times by F, CI,
Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHs), NRPR™, SH,
SR", SOR", unsubstituted C;.g-cycloalkyl, SO,R">, SO,NR®R, Ar, Het, or
combinations thereof,

halogen (e.g., F, Cl, Br, 1),

CN, NO,, NRP®R™, SH, SR', SOR", SO,R", SOZNR13R‘4, NR2SO,R!,
CONR"R™, CSNR"R™, COOR", NRPCOR", NR*CSR'*, NR*CONR*R™,
NR"“CSNR"R', NR"*COOR™, NR">*CSOR", OCONR" R, OCSNRPR ™,
Ar,

Het, or

R'0-; and
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According to a further aspect, the present invention includes compounds

of Formula HO): 20 wherein X5 to X8, and A2 are as defined previously;

and WO 2006/001894PCT/US2005/013938 B is 112; and
Vihatraestically acceptable salts thereof.  According to B‘ff@ﬂﬁé?%/‘m%s

aspect, the present invention includes compounds of Formula li1(a): 10

wherein X9 to X12, B and A3 are as defined previously; and 15Y is S;

and phaunaceutically acceptable salts thereof

and pharmaceutically acceptable salts thereof.

According to a further aspect, the present invention includes compounds of

Formula II(h):
5
B
5
Xﬁ /X\ \ A,
X7\ P (lih)
x° N
wherein

10  X°toX® and A, are as defined previously; and
BisS;and

pharmaceutically acceptable salts thereof.

15
According to a further aspect, the present invention includes compounds of
Formula II(i):
B
X3 A,
6.~
AT TN .
NP, (i
X H
20
wherein

X° to X8, and A, are as defined previously; and
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10

135

20

25

According to a further aspect, the present invention includes compounds

of 20Formula 1ll(b):  wherein WO 20061001894PCT/US2005/013938 X9

to X12. Y and A3 are as defined previously; and B is S or H2; 5and
Vehawedetidtically acceptable salts thereof. According to &Glirtiep05/013938

aspect, the present invention includes compounds of Formula Ili(c): 10

(MC) wherein 15 X9 to X12, B and Y are as defined previously; and A3is

B is Hy; and

pharmaceutically acceptable salts thereof.

According to a further aspect, the present invention includes compounds of
Formula ITI(a):

B
X3 A
10~ 3
X1|1' \ \,N (llia)
X \X12 Y

wherein

X to X' B and Ajare as defined previously; and
YisS;

and pharmaceutically acceptable salts thereof.

According to a further aspect, the present invention includes compounds of
Formula I(b): ‘

B
x2 A
X'lﬁ/ NS \N 3
11
X N v (1)

wherein
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WO 2006/001894PCT/US2005/013938 161 and R4 - R9, R12, m and o

are as previously defined; 5and pharmaceutically acceptable salts thereof

According to a Further aspect, the present invention includes compounds
VP PGARG8%HI(d): 10 (111d) wherein 15 X9 to X12, B and Y BF&/ES2005/013938

defined previously; and A3is

X° to X'2, Y and Az are as defined previously; and
Bis S or Hy;
5  and pharmaceutically acceptable salts thereof.

According to a further aspect, the present invention includes compounds of

Formula II(c):
B
9
X‘ﬁ/x\ < Ag
s J N (llic)
0 \X12 Y
wherein

15 X’ to X' BandY are as defined previously; and

A3 is
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Rl and RI | are as defined previously; and 5m is |; and pharmaceutically
acceptable salts thereof. According to a further aspect, the present
invention includes compounds of 10 Formula BE(e): 3 XeCL-CA 11N

W@ 2489/04 5% herein X9 to XI2, B and Y are as defined previoBSH/UAAYFABR38
12111, RI 1 and m are as defined previously; and 5R3 is C2.6-alkyl (e.qg.,
G2H5) which is unsubstituted or substituted one or more times by F. Cl,
Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCH3), NRI3R1-4,
SH, SR", SORI3, C3.8-cycloalkyl, SO2R13, SO2NR13R14, Ar, Het, or
combinations thereaf, 1002_5-a|kq§nyl which is udsubstituted or

substituted one o times by R.Cl, Br, |, C;'OH, alkoxy having 1 to 4
carbon atoms (e.g., OGH3), NF{?.} ,

N, N N

R R® \/( )o

9
\N/R7 \\N/R \N/R12

On 9 N

) v :

R° R® ()

and R*-R®, R, m and o are as previously defined;
5  and pharmaceutically acceptable salts thereof.

According to a further aspect, the present invention includes compounds of

Formula III(d):
B
9
A
X1ﬁ/ XS 3
i J N (lid)
\X12 Y
10
wherein

15 X’ toX'%, BandY are as defined previously; and

As is
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SH, SR13, SORI3, C3.8-cycloalkyl, SO2R13, soNRunia, Ar, Het, or
combinations thereof; C2.6-allcynyl which is unsubstituted or substituted
one or more times by F, CI, Br, 15 1, ON, OH, alkoxy having 1 to 4 carbon

WAGRIE/PR184 OCH3), NR13ntc14, SH, SR13, SOR13, C3_87RGEIHEM(F/013938
SO2R13, S02NRI3R14, Si(1215)3, Ar, Het, or combinations thereof,
C34-cycloalkyl which is unsubstituted or substituted one or more times by
F, Cl, 20 Br, I, ON, OH, alkoxy having Ito 4 carbon atoms (e.g., OCH3),
NRI3RI 4, sH, SRI3, SOR13, unsubstituted ¢34-cycloallcyl, SO2R13,
SO02NRI3R14, Ar, Het, or combinatioﬁS\mePéof; ON, NRI3R14 (wherein at
least one of R'3 andR14 is other than H), SH, SRI3, 25SOR13, SO2R13,
SO2NRI3R14,NR13802RI, CONRI3 NRI3R14, O00RI3,
NRI3COR14, NR13CSR14, NRI3CO im K
NR-CSNRI3R14, NR13COOR14, NRI3{80R14, 000NR13R14,
OCSNR"RI4, WO 2006/001894PCT/USR2Q05{013938 Ar, Het, or 5 R160-;
and

R' and R" are as defined previously; and
5 misl;
and pharmaceutically acceptable salts thereof,

According to a further aspect, the present invention includes compounds of
10 Formula ITI(e):

B
X2 A,
10~
Xvu b N 1
X \X12' Y/ (Ille)

15 wherein
X° to X'%, B and Y are as defined previously; and

A3 is
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pharmaceutically acceptable salts thereof 10Alkyl throughout means a
straight-chain or branched-chain aliphatic hydrocarbon radical having
preferably 1 to 4 carbon atoms. Suitable alkyl groups include, but are not
Vifrtae % 8taethyl, ethyl, propyl, isopropyl, butyl, sec-butyl, aRETar200fpn 3938
Alkoxy means alkyl-0- groups in which the alkyl portion preferably has 1 to
4 15carbon atoms. Suitable alkoxy groups include, but are not limited to,
methoxy, ethoxy, propoxy, isopropoxy, isobutoxy, and sec-butoxy.
Cycloalkyl means a cyclic, bicyclic or tricyclig,saturated hydrocarbon
radical having 3 to 8 carbon atoms. Sui@blré) cycloallcyl groups include,
but are not limited to, 20cyclopropyl, cydlobutyl, eyclopentyl, and
cyclohexyl. Other suitable cycloallcyl grougas include spiropentyl,
bicyclo[2.1.0]pentyl, and bicyclo[3.1. eyl The cycloalkyl groups
can be substituted by 0.4-alkyl, Chea . hydroxyl, amino,
monoalkylamino having 1 to 4 carbon atogs, and/or dialklyamino in which
each 25 alkyl group has 1 to 4 carbon dfoms.’ Cycloallcylalkyl refers to
cycloallcyl-alkyl radicals in which the cycloalkyl and alkyl portions are in
accqgdapce with previous discussions. Suitable examples include, but are
no imﬁe@?&,%ﬁ)ﬁgﬁuﬁﬁ?éfﬂmﬁ&' c¥opentylmethyl. 30 Aryl, as a
group or substituent per se or as part of a group or substituent, refers to
angrQmatic lic.radical. containi 0. carban.aioms, unles
5 e o s e B ST L B s B oy
phenyl, nBfthyBaddBipREhylkeubbaiingd trjlcgrbepams (de tAEHs), NR PR,
above-d%@ﬂb@,@@ﬂx@?p@p@g&m&@R@Sﬁj&ﬂ@dmﬁ?,Qf, P! S BB inations
by halogen, allgyl, hydroxy, alkoxy, nitro, methylenedioxy, ethylenedioxy,
amino, aﬁ&ﬁ%ﬁﬁino, dialkylamino, hydroxyallcyl, hydroxyalkoxy, carboxy,
cyano, acyl, alkoxycarbonyl, allcylthio, allcylsulphinyl, alkylsulphonyl,

10 phe”"”@%%ﬁc%ﬁmﬁc qtﬁlﬁ&%%%Rg%?ﬁ%%@lﬁ%ﬂeﬁ%%‘éso}om%% fimes by F, Cl, Br,

aryl-alkyl-radical in e ary kyl portions are in accord n "
with the gréfe (8 eberpliorses induie mapnsd stel (eIDBr&nofH, SR,
limited togbeiz ), 1-phenatlysG:R\esetut i npram. dRemiMions thereof,

phenpentyl, and napthylmethyl. 15Heterocyclic groups refer to saturated,
partially saturated and fully unsaturated
Ca.6-alkynyl which is unsubstituted or substituted one or more times by F, Cl, Bz,

15 I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHs), NR*R!, SH, SR,
SOR", C3 ¢-cycloalkyl, SO;R, SONRPR™, Si(R!%)s, Ar, Het, or combinations
thereof,

Cs.s-cycloalkyl which is unsubstituted or substituted one or more times by F, Cl,
20 Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms (e.g., OCHs), NR"*R', SH,
SR*, SOR®, unsubstituted Cs.g-cycloalkyl, SO.R'?, SO,NR*R', Ar, Het, or

combinations thereof,

CN, NRPR' (wherein at least one of R" and R is other than H), SH, SR,

25 SORY, SO,R", SO,NRPRM NR¥SO,R!, CONRPR™, CSNR*R*, COORY,
NRBCOR™ NRI*CSR™, NRPCONRP’R™ NRPCSNR"R", NR*COOR!
NR™CSOR™, OCONR"R', OCSNR!*R,
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heterocyclic groups having one, two or three rings and a total number of 5
to 10 ring atoms wherein at least one of the ring atomsisan N, 0 or S
atom. Preferably, the heterocyclic group contains 1 to 3 hetero-ring atoms
W RLLAY Y N, 0 and S. Suitable saturated and partially satGrAtSg005/013938
heterocyclic groups include, but are not limited to, 20 tetrahydrofuranyl,
tetrahydrothienyl, dihydropyranyl, pyrrolidinyl, piperidinyl, piperazinyl,
morpholinyl, isoxazolinyl and the like. Suitable heteroaryl groups include
but are not limited to fury!, thienyl, pyrrolyl, pyrazolyl, imidazolyl, pyridyl,
pyrimidinyl, benzopyranyl, indolyl, quinolinyl, isoquinolinyl, naphthyridinyl,
oxazolyl, t?’rézolyl and the like Other non-limiting examples of suitable
heterocyclic groups include 2- 25quinolinyl, 1,3-benzodioxyl, 2-thienyl,
2'ben20f%1%¥‘¥)| 2-benzothiophenyl, 3-thienyl, 2,3-dihydro-5-benzofuranyl,
4-indoyl, 4-pyridyl, 3-quinolinyl, 4-quinolinyl, 1,4- benzodioxan-6-yl,
33-indoyl, 2-pyrrolyl, benzopyran-6-yl, 5-indolyl, 1,5-benzoxepin-8-yl,
3-pyridyl, R*egumgyinyl, 5-benzofuranyl, 2-isoimidazol-4-yl, 3-pyrazolyl,
and 3- carbazolyl. 30 WO 20061001894PCT/US2005/013938
Substituted heterocyclic wows refer to the heterocyclic groups described
abgtermdiehiesityudospiabieddns angcar, more places by, for example,
halogen, aryl, alkyl, allcoxy, cyano, trifluoromethyl, nitro, oxo, amino,
allcylamino, and dialkylamino. 5Radicals which are substituted one or
10more timedlisrbtratshonameatste Sraighthaizns bespheiathaih alighatic hydrocarbon
SUQﬁH{&@Iﬁﬁ,ﬂIﬁE lifi ti ts d radicals such as
ha!‘j)genated a B%%ﬁ%?&%?ﬁﬁ%%gﬁﬁ%te%%%@%ﬁgﬁ;ggrggﬁﬁ%@%d%% gre not
su

W’é@%ﬂ%f%%ﬂéﬂ? LR ARYh ESRRIRIEL e serbrtilirrsRerabieyl 12 are
each preferably H, alkyl, halogenated allcyl (e.g., CF3), OR16 (such as

alkoxy (e.g H3) an enated alkoxy (e.q., OCF3, OCHF2)),

halogen (&%?%ggﬁr > é}%hlg&c?h 28450 r‘%;l ?ﬁ&é&&q{%{%&%@ﬁtmﬁf P?y has 1 to 4
IS unsapsmatenpHanigble gkofy gropmemthdecthioryphetriitirtddo, methoxy, ethoxy,

triflyRARR CRYP- Q5 JRELisSBEIb A3 ahi bR ip3fed to, substituted or

nnsubstituted thienyl, substituted or 15unsubstituted furyl, substituted or
unsubstituted pyrazolyl, substituted or unsubstituted thiazolyl, substituted

or unsubstiuitediginyeany tacld, sopstitutad GclnssbsitutediRaaly badical

suhsti [ stituteddriazolyl, substituted or. unsubstituted .

im%%uz%%?f t§n8d%§u gt#@tnel% ostrm%%s?ﬁ Bgﬁﬁj%ggf i%%)‘(lg%lff/?fl%m BHTEC Rk Hipiisd to.
20 of eYEPRICRYYESYBgbaRd. spelnensd aod 2sttidieyly13 Stenyiitable cycloalkyl groups

2-(AmekhyhtbiRam, %i@cmﬁh%‘flﬁﬂly&d%ﬁ§a%@wﬁﬂexyl.

(trifluoromethylphenyOthienyl, methyllthiazolyl,
(3,6-dihydro-2H-pyran-4-y1), (1- benzyl-1H-1,2,3-triazol-4-y1),
§'0X0'3‘ﬁfb@)ﬂj’mmﬂ|igmﬁ;b@’]?lnd?‘@?byﬁﬁaﬁwwytz%alﬂ%yl, Cy4-alkoxy, hydroxyl,
e%&élmﬁ%g Lr%}% -fur -furyl,and 2-(5-me uryl). WQ ]
2006/00°.894P gﬁﬁu 12 ﬁgyg%bg%y é’ax‘bon at%rgls, andt}&l zhafl}iyzxmmo in which each
alkyl group has 1 to 4 carbon atoms.

Cycloalkylalky! refers to cycloalkyl-alkyl radicals in which the cycloalkyl and
alkyl portions are in accordance with previous discussions. Suitable examples include,

but are not limited to, cyclopropylmethyl and cyclopentylmethyl.
30
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X' to X4 are each preferably CH or CRI. X5 to X8 are each preferably CH

or CR2. X9 to X.12 are each preferably CH or CR3. X', X6, and X9 are

each preferably CH. X4 is preferably CH or CR wherein R" is alkyl,
Warsgenamrdd alkyl, alkoxy, halogenated alkoxy, or halogen. X&&US2005/013938

preferably CH or CR2 wherein R2 is alkyl, halogenated alkyl, alkoxy,

halogenated alkoxy, or halogen. X12 is preferably CH or CR3 wherein R3

is alkyl, halogenated alkyl, alkoxy, halogenated alkoxy, or halogen. X2 and

X3 are eachprefe %@s@t&n\f\’p&r@ Q)Bds‘?(ﬁ'kké@ ’a@m%%%gtm%, refers to
alkoxy, halogenated alkoxy, halogen, cyano, alkynyl, cg;cloallcyl,

cy DGR, eFavRiAIRESE), misining. kdoand HeRpranipapipdicated
CI—bﬁ(re&E%Er'{Wﬁﬁfﬁmaﬁ% Q?gbsﬁ?@@ﬂiﬂmdrﬁ&ﬁ?talﬁ(ﬁﬁﬁyd halagehnteghpthyl and
10 X er no..alkynvl,.cyclpalkyl, cyclo XY, .
cyc %%ﬁ%k%g %\%ér/aa 20 éélréél @fé:rtje(%a% XB?@%%%%%&W hgteppy which are
S wheresitRal igngl Ry Imieztdiaeras chalfigen. alkox iy alog eviated atkoxmethylenedioxy,
h , Meaal K
alagBEn RNAA0 aﬂﬂﬁ)ﬂ[‘)ﬂklg ,WAI%MQQ@%?%?&%X?XQ&Z} é%!@%%@ Qhrboxy,

Het. 15R7, R6, RI% and R12 are each preferably Hot a .
RAYEIREHe i HeF R g a digHre iy i ahigy e Al xb2plampxy, and
cycloaticy lelkylatetgxygyelopropylmethyl) or Ar-alkyl (e.g., benzyl). 20In the
compounds of formula I, Al is preferably selected from 8-methy1-8-
azabicyclo[3.2.1]octan-3-amino (endo and/or exo),

10 petahydrépyletio]1efers]pyminyhliyl-radical in which the aryl and alkyl portions are in

3-TReind 8 AiaZADIHBIR - d- 44 ORIGR: Ssamine examples include, but are not limited
8-methyl-3,8-diazabicyclo[3.2.1]oct-3- yI,
9-&?&?@%‘2&2&‘% 12 DR R EcaRrRRY L BReS wilyeheaRentyl, and
2-maitiylrizgtigrabicyclo[2.2.21octan-5-amino, (rel 6R,
SaS)-octahydroindolizin-6-amino, (ref 25octahydroindolizin-6-amino,
2-azabicyclo[2.2.1]heptan-5-amino, and 8-

15 azabicyclBfEPR et rreramitpto sathiathd peridbusatis dtdans didly nmaaisated

prefeaklyc8oBripsInSriaZ SRICYSIPES Rrdd 0 z3:aMMRA LGRS &P¥H9K 0 ring
ex%ﬁgwﬁo.zo%/omsm CT/US2005/013938 In the compounds o

for oA 8L FATE PR 0 BT NB ALABRSEHR N} 4L § atom. Preferably, the
azabieycio]d: 2rbjpctanBaamins ferdedpdiaonexe)e8eah ety N3Band S. Suitable

g[%g%}b;?gﬁﬁééﬁg théﬁ%%%%?le_rg_cg%ﬁ% %1:0518% ch_:Iude, but are not limited to,

20 meppaBEmty SR adathishsh dbsdrRrvente amidinakajperidinyl,
piperazinyl, morpholinyl, isoxazolinyl and the like. Suitable heteroaryl groups include
but are not limited to furyl, thienyl, pyrrolyl, pyrazolyl, imidazolyl, pyridyl, pyrimidinyl,
benzopyranyl, indolyl, quinolinyl, isoquinolinyl, naphthyridinyl, oxazolyl, triazolyl and
the like. Other non-limiting examples of suitable heterocyclic groups include 2-

25  quinolinyl, 1,3-benzodioxyl, 2-thienyl, 2-benzofuranyl, 2-benzothiopheny1, 3-thienyl,
2,3-dihydro-5-benzofuranyl, 4-indoyl, 4-pyridy!, 3-quinolinyl, 4-quinolinyl, 1,4-
benzodioxan-6-yl, 3-indoyl, 2-pyrrolyl, benzopyran-6-yl, 5-indolyl, 1,5-benzoxepin-8-yl,
3-pyridyl, 6-coumarinyl, 5-benzofuranyl, 2-isoimidazol-4-yl, 3-pyrazolyl, and 3-
carbazolyl.

30
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5 According to a further aspect of the invention, the compounds are of
formula I in which Ai is 8-azabicyclo[3.2.1]octan-3-amino,
8-methyl-8-azabicyclo[3.2.1]octan-3- amino (Endo and/or exo),
VO28618y896[3.3.1]Jnonan-3-amino, or 9-methy1-9- PCT/US2005/013938
azabicyclo[3.3.1]non-3-amino (endo ancUor exo); B is 0; Ru is H or CH3;
and H."is CF3, 10CH30, CF30, cyclopropyl, cyano, ethynyl which is
substituted or unsubstituted, phenyl which is substituted or =substituted,

furyl Wh'%’&ﬁ%'&t&%&%%@%&%ﬂﬁ% M{W Lsg%l.ﬁ’ﬁtﬁég&ﬁ)&f above,

unsubstltuted bithienyl which is substituted or unsubstléuted pyrazo

whitdhi5E &6t hRFO LR ISRERIaSH DolF Sremfs Belpgthuisd: 6P¥>’1 alkoxy,

unsyh&utuiﬂdonmtémmlyimhtﬁtmarﬁhinsalhﬁednmoumbaﬂimtadmyrrol|d|nyI
which is 15substituted or unsubstituted, morpholinyl which is substituted
or unsubstituted, or thiomorpholinyl which is substituted or =substituted

5 Accordindledigateihichasp sebshitgted mgeritperetmesarrioahihare o 3

formylaitithes, cWRiEhIM 8r2 87RimEXAIO A thd IReRIAMSIaMRRuents. Halogenated
2-methyl-2- azablcyclo[z 2.1]heptan-5- 20amin

2. ﬁ%ﬁk‘l Shstoas %@g@ﬁt%d %argi;%eferably f?uormated and include perhalo radicals
2-mathyi Afarabioytbid[2.2.2)octan-5- amino; B is 0; and R11 is H or CH3.
According to a further aspect of the invention, the compounds are of

formula I in which Ai is 3,8- dlazablcyclo[3 2.1]octan- 8 -amino,

103-methyl-Bighesunap e A Bp3mtErdctEnts. &t Br arc cach preferably H, alkyl,
8-mgibydrdigidiRgpRIGY el3; bﬂ:}ég&hasamm@ (@nd Bdsid. and hﬁ\lé@@ﬁﬂﬂ&galkoxy
to g furthe ounds in ac nce |th rmuI ‘
(G S B A - RSP B BRI s o
as sfknbetimedi @t&ﬂﬁb(mrgoﬂummheofhﬂwﬁtmpmmn elsdafiffoompltasyl) Hy Bet,
1. gl%ﬁ ’ag,' Yot ‘11;!)‘% limited to, substituted or unsubstituted thienyl, substituted or
15  unsubstituted furyl, substituted or unsubstituted pyrazolyl, substituted or unsubstituted
thiazolyl, substituted or unsubstituted dihydropyranyl, substituted or unsubstituted
oxazolyl, substituted or unsubstituted triazolyl, substituted or unsubstituted imidazolyl,
and substituted or unsubstituted isoxazolyl. Suitable examples of Het include, but are not
limited to, 2-thienyl, 3-thienyl, 2-(4-methyl)thienyl, 2-(5-methyl)thienyl), 2-oxazolyl,
20  (trifluoromethylphenyl)thienyl, 2-(4-methyl)thiazolyl, (3,6-dihydro-2H-pyran-4-yl), (1-
benzyl-1H-1,2,3-triazol-4-yl), 2-oxo0-3-propylimidazolidin-1-yl), dimethylisoxazolyl, 1-
benzyl-1H-pyrazol-4-yl, 2-furyl, 3-furyl, and 2-(5-methyDfuryl).
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compounds of Examples 10, 19, and 21. WO
2006/001894PCT/US2005/013938 In addition, preferred inhibitors in
accordance with the invention are compounds described by
VeQEROeAIses I'a-Hrf, and Jilailif which correspond, respectiveBCTars2005/013938
Formulas I, 11, or Il but exhibit the following preferred groups: 5 I'a X" X2
and X3 are each CH; X4 is CRI, and

10

15

20

25

30

X! to X* are each preferably CH or CR!. X°to X® are each preferably CH or CR>.
X° to X'2 are each preferably CH or CR®. X!, X®, and X’ are each preferably CH. X" is
preferably CH or CR" wherein R' is alkyl, halogenated alkyl, alkoxy, halogenated alkoxy,
or halogen. X8 is preferably CH or CR? wherein R? is alkyl, halogenated alkyl, alkoxy,
halogenated alkoxy, or halogen. X' is preferably CH or CR® wherein R® is alkyl,
halogenated alkyl, alkoxy, halogenated alkoxy, or halogen. X?and X? are each preferably
CH or CR! wherein R’ is alkyl, halogenated alkyl, alkoxy, halogenated alkoxy, halogen,
cyano, alkynyl, cycloalkyl, cycloalkyloxy, cycloalkylalkoxy, Ar or Het. XCand X are
each preferably CH or CR? wherein R? is alkyl, halogenated alkyl, alkoxy, halogenated
alkoxy, halogen, cyano, alkynyl, cycloalkyl, cycloalkyloxy, cycloalkylalkoxy, Ar or Het.
X% and X" are each preferably CH or CR® wherein R? is alkyl, halogenated alkyl, alkoxy,
halogenated alkoxy, halogen, cyano, alkynyl, cycloalkyl, cycloalkyloxy,
cycloalkylalkoxy, Ar or Het.

R’ R®, R", and R'? are each preferably Hor alkyl (e.g., CHs).

RY, R%, R® R® and R are each preferably H, alkyl (e.g, CHs or CyHs),
cycloalkylalkyl (e.g., cyclopropylmethyl) or Ar-alkyl (e.g., benzyD).

In the compounds of formula I, A; is preferably selected from 8-methyl-8-
azabicyclo[3.2.1]octan-3-amino (endo and/or exo), octahydropyrrolo[1,2-alpyrazinyl,
3-methyl-3,8-diazabicyclo[3.2.1]octan-§-amino, 8-methyl-3,8-diazabicyclo[3.2.1]oct-3-
yl, 9-methyl-9-azabicyclo[3.3.1]nonan-3-amino (endo and/or exo), 2-methyl-2-
azabicyclo[2.2.2]octan-5-amino, (rel 6R,8aS)-octahydroindolizin-6-amino, (rel 65,8aS)-
octahydroindolizin-6-amino, 2-azabicyclo[2.2.1]heptan-5-amino, and 8-

azabicyclo[3.2.1}octan-3-amino.

In the compounds of formula II, A; is preferably 8-methyl-8-

azabicyclo[3.2.1]octan-3-amino (endo and/or exo).
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B is 0. PI) XI' X2 and X4 are each CH; 10 X3is CRI;and Bis 0. Ic X"
X3 and X4 are each CH;

WO 2006/001894 PCT/US2005/013938

In the compounds of formula IT], A; is preferably selected from 8-methyl-8-
azabicyclo[3.2.1]octan-3-amino (endo and/or exo), 8-methyl-3,8-
diazabicyclo[3.2.1]octan-3-amino, 2-methy-2-azabicyclo[2.2.2]octan-5-amino, and 9-

methyl-9-azabicyclo[3.3.1]nonan-3-amino(endo and/or exo).

According to a further aspect of the invention, the compounds are of formula I'in
which A, is 8-azabicyclo[3.2.1]octan-3-amino, 8-methyl-8-azabicyclo[3.2.1]octan-3-
amino (endo and/or exo), 9-azabicyclo[3.3.1]nonan-3-amino, or 9-methyl-9-
azabicyclo[3.3.1]non-3-amino (endo and/or exo); B is O; R'!is H or CHs; and R' is CF;,

10  CH30, CF;0, cyclopropyl, cyano, ethynyl which is substituted or unsubstituted, phenyl
' which is substituted or unsubstituted, furyl which is substituted or unsubstituted, thienyl
which is substituted or unsubstituted, bithienyl which is substituted or unsubstituted,
pyrazolyl which is substituted or unsubstituted, thiazolyl which is substituted or
unsubstituted, imidazolyl which is substituted or unsubstituted, pyrrolidinyl which is
15  substituted or unsubstituted, morpholinyl which is substituted or unsubstituted, or

thiomorpholinyl which is substituted or unsubstituted

According to a further aspect of the invention, the compounds are of formula Iin
which A; is 2-azabicyclo[2.2.1]heptan-5-amino, 2-methyl-2-azabicyclo[2.2.1]heptan-5-
20  amino, 2-azabicyclo[2.2.2]octan-5-amino, and 2-methyl-2-azabicyclo[2.2.2]octan-5-

amino; B is O; and R'" is H or CH.

According to a further aspect of the invention, the compounds are of formula I'in
which A; is 3,8-diazabicyclo[3.2.1]octan-8-amino, 3-methyl-3,8-
25  diazabicyclo[3.2.1]octan-8-amino or 8-methyl-3,8-diazabicyclo[3.2.1]octan-8-amino; and
Bis O.

According to a further aspect, compounds in accordance with formulas I, II, or III
(without the proviso clauses) in which R!-R? are Br are particularly useful as
30 intermediates for production of other compounds of Formulas I, II, or IIl. See, e.g., the

compounds of Examples 10, 19, and 21.
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X2 is Cle;and 15 Bis O. I'd XI' X2 and X3 are each CH; X4 is CR1; B

is 0, and 20 R1 is alkyl, halogenated alkyl, alkoxy, halogenated alkoxy, or
halogen.

WO 2006/001894 PCT/US2005/013938

In addition, preferred inhibitors in accordance with the invention are compounds
described by subformulas I'a-I'f, II'a-II'f, and III'aIII'f which correspond, respectively, to
Formulas I, II, or I but exhibit the following preferred groups:

5 T'a X" X2 and X are each CH;
X* is CRl; and
Bis O.

I'b X" X? and X* are each CH;
10 X3 is CR!; and
Bis O.

I'e  X“X and X* are each CH;
X% is CR'; and
15 BisO.

I'd X" X? and X° are each CH;
X*is CR';
Bis O; and
20 R! is alkyl, halogenated alkyl, alkoxy, halogenated alkoxy, or halogen.

I'e X5 %% and X* are each CH;
X% is CR';
Bis O; and
25 R is alkyl, halogenated alkyl, alkoxy, halogenated alkoxy, halogen, Ar or
Het.

If  X“X® and X* are each CH;

X2 is CR";
30 Bis O;and
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Fe -rl,-t2r A A. and X4 are each CH; X3is CR1; Bis0;and 25 R’
isalkyl, halogenated alkyl, alkoxy, halogenated alkoxy, halogen, Ar or

PCT/US2005/013938

R'is alkyl, halogenated alkyl, alkoxy, halogenated alkoxy, halogen, Ar or

Het.

X> X% and X are each CH;
X? is CR?; and
BisO.

X> X and X® are each CH;
X" is CR% and
Bis O.

X>X" and X® are each CH;
X° is CR?; and
BisO.

X>X® and X are each CH,
X% is CR%;
Bis O;and

R*is alkyl, halogenated alkyl, alkoxy, halogenated alkoxy, or halogen.

X> X8 and X8 are each CH;
X’ is CR%
B is O; and

R%is alkyl, halogenated alkyl, alkoxy, halogenated alkoxy, halogen, Ar or

Het.

XX and X® are each CH;
X% is CR?;
Bis O;and

R%is alkyl, halogenated alkyl, alkoxy, halogenated alkoxy, halogen, Ar or

Het.
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XI' X3 and X4 are each CH; X2 is CR1; 30 Bis 0; and WO
211061001894 Ira PCDUS2005/013938 Rl is alkyl, halogenated alkyl,

alkoxy, halogenated alkoxy, halogen, Ar or Het. X5 Xs and X7 are each
WORI®/KBY CR2; and PCT/US2005/013938

Ir'a X>X'°and X'! are each CH;
X'? is CR?; and
B is O.

5 b X>X'° and X' are each CH;
x!is CR? ; and
BisO.

e  X>X! and X' are each CH;
10 X' is CR?; and
BisO.

Ird  X> X' and X! are each CH;
X' is CR%;
15 Bis O;and
R? is alkyl, halogenated alkyl, alkoxy, halogenated alkoxy, or halogen.

Ile XX and X'* are each CH;
X' is CR%;
20 Bis O;and
R? is alkyl, halogenated alkyl, alkoxy, halogenated alkoxy, halogen, Ar or
Het.

It XX and X' are each CH;

25 X" is CR’;
B is O; and
R® is alkyl, halogenated alkyl, alkoxy, halogenated alkoxy, halogen, Ar or
Het.

According to a compound and/or method aspect of the invention, the compounds

30 are selected from:
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Bis O. II'b X5' Xs and Xs are each CH; X7is CR2; and 10 Bis O. Tlc
X5' X7 and Xs are each CH; Xsis CR2; and
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(8-Methyl-8-azabicyclo[3.2.1]non-3-yl)-6-(2-thienyl)-/ H-indazole-3-carboxamide
hydroformate,

(8-Methyl-8-azabicyclo[3.2.1]non-3-y1)-6-(2-thienyl)-/ H-indazole-3-carboxamide,
3-(Hexahydropyrrolo[1,2-a]pyrazin-2(1H)-ylcarbonyl)-/ H-indazole hydroformate,
3-(Hexahydropyrrolo[ 1,2-a]pyrazin-2(1H)-ylcarbonyl)-/ H-indazole,
3-[(3-Methyl-3,8-diazabicyclo[3.2.1]oct-8-yl)carbonyl]-7 H-indazole hydroformate,
3-[(3-Methyl-3,8-diazabicyclo[3.2.1]oct-8-yl)carbonyl]-7 H-indazole,
3-[(8-Methyl-3,8-diazabicyclo[3.2.1]oct-3-yl)carbonyl]}-/ H-indazole hydroformate,
3-[(8-Methyl-3,8-diazabicyclo[3.2.1]oct-3-yDcarbonyl]-/ H-indazole,
3-[(8-Methyl-3,8-diazabicyclo[3.2.1]oct-3-yl)carbonyl}-5-(trifluoromethoxy)-1 H-
indazole hydroformate,
3-[(8-Methyl-3,8-diazabicyclo[3.2.1]oct-3-yl)carbonyl]-5-(trifluoromethoxy)-1 H-
indazole,

5-(1-Benzyl-1 H-pyrazol-4-yl)-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)- 1 H-indazole-3-
carboxamide hydroformate,

5-(1-Benzyl-1 H-pyrazol-4-yl)-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-/ H-indazole-3-
carboxamide,

5-(2,3'-Bithien-5-y1)-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1 H-indazole-3-
carboxamide hydroformate,
5-(2,3'-Bithien-5-y1)-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1 H-indazole-3-
carboxamide,

5-(2-Furyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-carboxamide,
5-(3,5-Dimethylisoxazol-4-yl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-/ H-indazole-3-
carboxamide hydroformate,
5-(3,5-Dimethylisoxazol-4-y1)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-
carboxamide,

5-(3-Furyl)-N-(8-thethyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide
hydroformate,

5-(3-Furyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yI)-1 H-indazole-3-carboxamide,
5-(3-Furyl)-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1 H-indazole-3-carboxamide

hydroformate,
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Bis 0.15 II'd Xs'Xs and X7 are each CH; X8is CR2; Bis0; and

5-(3-Furyl)-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-I H-indazole-3-carboxamide,
5-(4-Fluoropheny1)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide hydroformate,
5-(4-Fluorophenyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide,

5-Bromo-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-carboxamide,
5-Cyano-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-carboxamide
hydroformate,

5-Cyano-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
5-Ethynyl-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
5-Methoxy-3-[(8-methyl-3,8-diazabicyclo[3.2.1]oct-3-yl)carbonyl]- 1 H-indazole
hydroformate,
5-Methoxy-3-[(8-methyl-3,8-diazabicyclo[3.2.1]oct-3-yl)carbonyl]-/ H-indazole,
5-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)- 1 H-indazole-3-carboxamide
hydroformate,

5-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)- 1 H-indazole-3-carboxamide,
5-Methoxy-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)- 1 H-indazole-3-carboxamide
hydroformate,

5-Methoxy-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)- H-indazole-3-carboxamide,
5-Methoxy-N-methyl-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide hydroformate,
5-Methoxy-N-methyl-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide,

6-(2-Furyl)-N-(8-methyl-8-azabicyclo[3.2.1]Joct-3-yl)-1 H-indazole-3-carboxamide
hydroformate,

6-(2-Furyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
6-(3-Furyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)- 1 H-indazole-3-carboxamide,
6-(4-Fluorophenyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-
carboxamide hydroformate,
6-(4-Fluoropheny!)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-

carboxamide,
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R2 is alkyl, halogenated alkyl, alkoxy, halogenated alkoxy, or halogen. 20
llia X5' Xs and Xs are each CH; X7is CR2; Bis0;and R2 isalkyl,
halogenated alkyl, alkoxy, halogenated alkoxy, halogen, Ar or 25
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6-Bromo-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-carboxamide,
6-Bromo-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-/ H-indazole-3-carboxamide
hydroformate,

6-Bromo-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1 H-indazole-3-carboxamide,
6-Cyano-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide
hydroformate,

6-Cyano-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)- ] H-indazole-3-carboxamide,
6-Cyclopropyl-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3-
carboxamide hydroformate,

6-Cyclopropyl-N-(8-methyl-8-azabicyclo[3.2.1}oct-3-y1)-1 ,2-benzisothiazole-3-
carboxamide,
6-Ethoxy-N-(8-methyl-8-azabicyclo[3.2.1Joct-3-y1)-1,2-benzisothiazole-3-carboxamide
hydroformate,
6-Ethoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3-carboxamide,
6-Methoxy-3-[(8-methyl-3,8-diazabicyclo[3.2.1]oct-3-yl)carbonyl]-1,2-benzisothiazole
hydroformate,
6-Methoxy-3-[(8-methyl-3,8-diazabicyclo[3.2.1]oct-3-yDcarbonyl}-1,2-benzisothiazole,
6-Methoxy-3-[(8-methyl-3,8-diazabicyclo[3.2.1]oct-3-yl)carbonyl]-7 H-indazole
hydroformate,

6-Methoxy-3-[(8-methyl-3,8-diazabicyclo[3.2.1Joct-3-yl)carbonyl]-/ H-indazole,
6-Methoxy-N-(2-methyl-2-azabicyclo[2.2.2]oct-5-y1)-1,2-benzisothiazole-3-
carboxamide,
6-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-3-carboxamide
hydrochloride,
6-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3-
carboxamide,
6-Methoxy-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1,2-benzisothiazole-3-
carboxamide,

6-Methoxy-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1 H-indazole-3-carboxamide,
6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-carboxamide,
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alkyl, halogenated alkyl, alkoxy, halogenated alkoxy, halogen, Ar or Het.
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7-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-3-carboxamide
hydroformate,
7-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3-
carboxamide,

7-Methoxy-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)- H-indazole-3-carboxamide
hydroformate,

7-Methoxy-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1 H-indazole-3-carboxamide,
8-Methyl-N-{[5-(3-thienyl)-/ H-indazol-3-ylJmethyl }-8-azabicyclo[3.2.1]octan-3-amine
hydroformate,

8-Methyl-N-{[5-(3-thienyl)- H-indazol-3-yl]methyl }-8-azabicyclo[3.2.1]octan-3-amine,
N-(2-Azabicyclo[2.2.1Thept-5-yl)-1 H-indazole-3-carboxamide,
N-(2-Cyclopropylmethyl-2-azabicyclo[2.2.1]hept-5-y1)-/ H-indazole-3-carboxamide
hydroformate,

N-(2-Cyclopropylmethyl-2-azabicyclo[2.2.1]hept-5-yl)- / H-indazole-3-carboxamide,
N-(2-Ethyl-2-azabicyclo[2.2.1]hept-5-yl)-1 H-indazole-3-carboxamide hydroformate,
N-(2-Ethyl-2-azabicyclo[2.2.1]hept-5-y1)-1 H-indazole-3-carboxamide,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-yl)-/ H-indazole-3-carboxamide hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-yl)-1 H-indazole-3-carboxamide,
N-(2-Methyl-2-azabicyclo[2.2.2]oct-5-yl)-1 H-indazole-3-carboxamide,
N-(8-Azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide hydrochloride,
N-(8-Azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(1,3-thiazol-2-yl)-1 H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(1,3-thiazo}-2-yl)-/ H-indazole-3-
carboxamide,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(1-methyl-/ H-imidazol-2-yl)-/ H-indazole-3-

carboxamide hydroformate,
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WO 2006/001894PCT/US2005/013938 Ill'a X9' X19 and X11 are each

CH; X12 is CR3; and is 0. 51lI'b X9' X' and X12 are each CH; X CR3; and

isa [lUc X9' X11 and X12 are each CH; 10X19 is CR3; and is 0. Mid
WD200¢/M8P4C11 are each CH; X12 is CR3; 15B is 0; and R3 REEIK§R005/013938

halogenated alkyl, alkoxy, halogenated alkoxy, or halogen. Die X9' XI and

X12 are each CH; X11 is CR3; 2013 is 0; and R3 is alkyl, halogenated

alkyl, alkoxy, halogenated alkoxy, halogen, Ar or Het.

N<( S-Methyl—S-azabiéyclo [3.2.1]oct-3-y1)-5-(1-methyl-/ H-imidazol-2-y1)-1 H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(2-thienyl)- / H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(2-trimethylsilylethynyl)- H-indazole-3-
5  carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(3-thienyl)- / H-indazole-3-carbothioamide
hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(3-thienyl)-/ H-indazole-3-carbothioamide
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(3-thienyl)-/ H-indazole-3-carboxamide
10 hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(3-thienyl)-/ H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(5-methyl-2-thienyl)-/ H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(5-methyl-2-thienyl)- H-indazole-3-
15  carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(morpholin-4-y1)- ] H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(morpholin-4-yl)-/ H-indazole-3-
carboxamide,
20 N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(pyrrolidin-1-yl)-/ H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(pyrrolidin-1-yl)-7 H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(thiomorpholin-4-y1)- / H-indazole-3-
25  carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(thiomorpholin-4-y1)-  H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(trifluoromethoxy)-7 H-indazole-3-
carboxamide hydroformate,
30 N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(trifluoromethoxy)-/ H-indazole-3-

carboxamide,

2
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HIT X9' X11 and X12 are each CH; 25X19 is CR3; B is 0; and R3 is alkyl,
halogenated alkyl, alkoxy, halogenated aLkoxy, halogen, Ar or Het.
According to a compound and/or method aspect of the invention, the

YRR EHES30are selected from. WO 2006/001894PCT/USRODSBHEII38

5

10

15

20

25

30

(8-Methyl-8-azabicyclo[3.2.1]non-3-y0-6-(2-thienyl)-/H-indazole-3-carboxa
mide hydroform ate,
(8-Methyl-8-azabicyclo[3,2.1]non-3-y1)-6-(2-thieny1)-/H-indazole-3-carbox

amids, 3- hydropyrrala[l,2-alp nz2(1H)-vl =-1H-inG 2
e R e SR -
/Hemazaidde hydroformate,
ﬁ'[é/s(g/f-'ﬁﬂ%?ﬁ%ﬂ@@@l%@ﬁﬁ)&u@l?ﬁiﬁféﬁl@ﬁﬁﬁbﬁﬁﬁ{éﬁﬂﬂﬂﬁ@@ﬂlﬂﬁindazo1e-3-
ydroformate,

3-REIFAMIAS 8-diazabicyclo[3.2.1]oct-8-yOcarbonylk/H-indazole,

3- [(BeMetiwiy BsBagtinabiccio - bebtsefAcsifbemythtkhshdazyld- 1 H-indazole-3-

hydroformate,
S-ﬁgr?f\ﬂ}é%ﬁiﬁf%%%?g(z)g%?%clo[B.2. 1]oct-3-y1)carbonylpH-indazole,

103-[BNeshrlB3Bhicaiabictiets P yloctd-yibuaremaln D rbeant dfdndamls-3-
Xy k4fboingdaggle hydroforrnate,

B AR -

] nehirdiazbled3-tackazateidd- hdrofmnmtamide hydroformate,

> REORLERYIBRRLAN D s Ry adahiaiclaleal HieRs ¥ itk -
1 H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-thiazol-2-yl)-/ H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-thiazol-2-yl)-/ H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6~(1-methyl-7 H-imidazol-2-y1)-1 H-indazole-3-
carboxamide dihydrochloride,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1-methyl-/ H-imidazol-2-yl)-1 H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(2-trimethylsilylethynyl)-7 H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(2-trimethylsilylethynyl)-/ H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(3-thienyl)- / H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(5-methyl-2-thienyl)-/ H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1Joct-3-y1)-6-(5-methyl-2-thienyl)-1 H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y])-6-(trifluoromethoxy)-/ H-indazole-3-

carboxamide hydroformate,
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5-(2,3'-Bithien-5-y1)-N-(9-methyl-9-azabicyclo[3.3.1]non-3-y1)-/H-indazole
-3- carboxamide hydroformate,
205-(2,3q3ithien-5-y1)-N-(9-methyl-9-azabicyclo[3.3.1]non-3-y1)-/H-indaz
W2 @4iB¥amide, V PCT/US2005/013938
5-(2-Fury1)-N-(8-methy1-8-azabicyclo[3.2.1]oct-3-y1)-/H-indazole-3-carb
oxamide,
5-(3,5-Dimethylisoxazol-4-y1)-N-(8-methyl-8-az3bicyclo[3.2.1]oct-3-y1)-1H

N -3- carb ' f o .

o T TR E O opometbary HEingalerds
-1idaihdsarolde3- carboxamide,

5-(R- U8 st 18 A7 RRIYSISIE s liestdorldmkhindazle R iraRge-3-

xamide hydroformate,
5-(@Uba¥ D4 rEdReEIYS- azabicyclo[3.2.1]oct-3-y1)-/H-indazole-3-carbox
5 annd@-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-[(3-trifluoromethyl)phenyl}-7 H-indazole-3-
305-1( -Fur &Q-N-(9-methy1-9-azabicyclo[3.3.11non-3-y1)-/H-indazole-3-ca
Carbox;
rboxamide hydroformate, . ‘
5-(B-EuMaihn-§rriiayglofd &z Hiskyvelb3-3(4fndha omgtisimeaybié Biedatsde-3-
XaiiBxamide hydroformate, _ '
5-(4-Fluoropheny1)-N-(8-methyl-8-azabicyelo .2.1]oct-?f-y&)-/ -indazole-
3. é{aq%mmﬂd%w %ﬂ{i&a%el%ctﬁ-yl)-@[é-trl uoromethyl)phényl|-/ H-indazole-3-
10 5-(daftlesciafeleeny 1)-N-(8-methyl-8-azabicyclo[3.2.1)oct-3-y1)-/H-indazole-
3- amide, . . . .
(3~ 8- -3-y])-7- -1 H- le-3-
B R Gy L A i L
amidédoxamide hydroformate,

5-Gyaneibid-gostikR1szabipyelal3iR Alaehishothvigdazniadd-errboxa

mide hydroformate,
5-CHENSARES: methyl-8-azabicyclo[3.2.110ct-3-y1)-/H-indazole-3-earboxa
15 Mide(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-1 H-indazole-3-carboxamide hydroformate,

L0 A (RS 3 AR IS YOI A ndlofs etz ole-3-ear
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(1,3-thiazol-2-yl)-1 H-indazole-3~
carboxamide hydroformate,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(1,3-thiazol-2-y1)-/ H-indazole-3-

20  carboxamide,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(1-methyl-/ H-imidazol-2-yl)-1 H-indazole-
3-carboxamide dihydroformate,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(1-methyl-/ H-imidazol-2-yl)-/ H-indazole-
3-carboxamide,
25  N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(2-trimethylsilyethynyl)-/ H-indazole-3-
carboxamide
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(3-thienyl)-/ H-indazole-3-carboxamide
hydroformate,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(3-thienyl)-/ H-indazole-3-carboxamide,
30  N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(4-methyl-2-thienyl)-/ H-indazole-3-

carboxamide hydroformate,
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5-Methoxy-3-[(8-methy1-3,8-diazabicyclo[3.2.1]oct-3-y1)earbonylk/H-inda
zole hydroformate,
5-Methoxy-3-[(8-methy1-3,8-diazabicyclo[3.2.1]oct-3-ypearbonyl1-/H-inda
W RI06/001894 PCT/US2005/013938
5-Methoxy-N-(8-methy1-8-azabieyelo[3.2.1]oct-3-y1)-/H-indazole-3-carbox
amide 15hydroformate,
5-Methoxy-N-(8-methyl-8-azabicyclo[3.2.110et-3-y1)-/H-indazole-3-earbox
amide, . . Crrps .
o et LA e R R e A RO e i
anfidbdprgaridformate,

5-Mehen-Ranetydis-azaienciol-8. dhaphaivn-yh-Inddaleid-rarbox

amide, 20 .

5- ISR RYERHRE IR TRF8:2methyl-8-azabicyclo[3.2.1]oct-3-y1)4H-indazole-
5 3- Na(bdKahyIc drbiofdMatd Jnon-3-y1)-5-(morpholin-4-yl)-1 H-indazole-3-

5-MeEh9{§XﬁQlémethyl-N-(8-methyl-8-azabieyelo[3.2.1]oct-3-y1)-/H-indazoIe

car
-3- car%oxaraide,

6- D=t aastdensiof: d- Hpreyd s B2 nywelidn 1 ik iHdadeels3aarbox

amigle Zahidrefarsiaiate, ‘ _

s AR S R Z e A dRgelidacarbe
10 6-(Cafburpigidd; (8-methy1-8-azabicyclo[3.2.1]oct-3-y1)-/H-indawle-3-carbo

xami . . . .

-(9-Methyl-9- 3.3.1]non-3-y1)-5-(thiomorpholin-4-yl)-/ H-indazole-3-
6-(%—?@5?0_{) enyl 1-cﬁ?io-met I31/1-8-%]1%ab(|cyclo[§l.32.1]oct-yS)-y1)-/H-|ndazole
-3-ceEhprenpaidsl de HgigIatinate,

3067(4-Mugsesbanayibyii(8metanBypzalicyelofshalblaci AL irit-sidazol
e-3- earboxamide, WO 2006/001894PCT/US2005/013938 6-8
rorﬁ?i‘-‘ﬁ’-‘(’é'—‘?ﬂ%thy [-8-azabi cyclo [3 .2.1] oct-3-y1)-

15 H-iNd@Adlets3ieanaabiaynladd 3 6-BooiBroNS (Griflotnyintizorabiéiicitd 4aple-3-
e P G
amig€9-Methyl-9-azabicyclo[3.3.1 Tnon-3-yl)-5-(trifluoromethoxy)-/ H-indazole-3-

carboxamide,
N~(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-6-(1,3-thiazol-2-y1)-1 H-indazole-3-

20  carboxamide hydroformate,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-6-(1,3-thiazol-2-yl)-1 H-indazole-3-
carboxamide,

N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-6~(2-thienyl)-1 H-indazole-3-carboxamide
hydroformate,

25  N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-6~(2-thienyl)-/ H-indazole-3-carboxamide,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-6-(4-methyl-2-thienyl)-/ H-indazole-3-
carboxamide hydroformate,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-6-(4-methyl-2-thienyl)-/ H-indazole-3-
carboxamide,

30  N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(trifluoromethoxy)-/ H-indazole-3-

carboxamide hydroformate,
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56-Cyano-N-(8-methyl-8-azabicy clo [3 .2.1] oet-3-y1)-/

H-indazole-3-carboxami de hydroformate, 6-Cyano-N-(8-methyl-8-azabicy

clo[3.2.1]oct-3-y1)- ./H-indazole-3-carboxamide , 6-Cy
VEIR8)IRE(8-methy |-8-azabi cyclo [3.2.110ct-3-y1)-1,2-beREBERFH005/013938

azole-3- carboxamide hydroformate, 10
6-Cydopropy1-N-(8-methyl4-azabicyclo[3.2.1loct-3-y1)-1,2-benzisothiazol
e-3- carboxamide, 6-Ethoxy-N-(8-methy1-8- azabicyclo [3.2,

1ot By kg %Qéﬁgﬁ%&%lcy(&%@% \]l?%%ft ?H— dazq é

6-Ethoxy-N- 8 methyl1-8-aza isothiazole
car5b

é5WW@{wmﬁmﬁﬂoﬁﬂﬁ@%ﬁ@%&]@%@w@ﬁﬁﬂmﬂw&&w,
e

ot @{%iy 3 f%%fﬁﬁ@ ‘}efézz‘%t?ré@cfoffé@i?&?3933758%&‘6’6‘??3/11 1,2-ben
ZISNMSMF@XW@ANSLWMWLB] SLdislzablicctar®x2adifle hydroformate,

ocvva \Adrdtydnaiarmle. RYATOfRIAIE RS carboxamide
6- Met OXYy- 3 me%ﬂgil 3,8- dlazablﬁ cIo[3 2.1 %ct 30?/roocar ]%Jnylk/H indaz

ole BRHBHiR WE&Y %ﬂ*’rﬁﬁ“’l%%@ Yeqora 1y Hy-indazole-3-carboxamide,

oef\/‘EMél:byl - (Smzihelisazabieyl SJarPOYAMINE)- / H-indazole-3-carboxamide
%%N (8-methy1-8-azabicyclo[3.2.1]oct-3-341-1,2-benzisothiazole

-3 -ca oxamlde hydrochloride,
10 25éM@h%xWMe(@mﬁemvhysﬁawbiey@]@[@zzlmqewlw 2-RAdventisatbiazol

e-%m%mwﬁggoxy N-(9-methy1-9-azabicyclo [3

.3.%]1(1/})%3-%\)[ 1,2-benzisothiazole-3- carboxamide,
-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2. 1]oct-3 -yl)-l 2-benzisothiazole-3-

carboxamide,
7-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3-

15  carboxamide hydroformate,
7-Methoxy~N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3-
carboxamide,
6-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
6-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,

20 6-Methoxy-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1 H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(2-trimethylsilylethyn-1-yl)- 1 H-indazole-3-
carboxamide,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(2-trimethylsilylethyn-1-yl)-/ H-indazole-3-
carboxamide,

25 5-Methoxy-N-methyl-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-
carboxamide hydroformate,
5-Methoxy-N-methyl-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)- / H-indazole-3-
carboxamide,
6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2. 1Joct-3-y1)- ] H-indazole-3-carboxamide

30  hydroformate,
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6-Methoxy-N-(9-methyl-9-azabicyc10 [3.3.11non-3-y1)-/H-indazole-3
-carboxamide, 30
6-Methoxy-N-(endo-8-methy1-8-azabicyclo[3.2.1]oet-3-y1)-1H-indazole-
WQ2AHEYEide, WO 20061001894PCT/US2005/013938  PCT/US2005/013938
7-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3
-carboxamide hydroformate,
7-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3
- W@%ﬂijfd%razabicyclo[3 .2.1]oct-3-y1)-6-(2-trimethylsilylethyn-1-yl)- 7 H-indazole-3-
57-N¥ﬂthox -%&-r}]ethgg-Q-azabicyclo[B.3.1]non-3-y1)-/H-indazole-3-ear
boKarith Ormate.
7-MéthdxshN-§Ranisityplo3-a Aabicy el p[B(2-timeth@lsjly)cthyintiabolé iBdeaets-3-
OXaMEide | _ .
8-Methyl-N- f5-(3-th|en?/1%;/H-|ndazoI-3- [Imethyll-8-azabicycio[3.2.1]octan
S A AFR Y oAGARSNE LA Ny R st Sy - Handazole-5
1H-ndazakR-yllmethyll-8-azabicyclo [3.2.1] octan-3-amine,

N-(2- bi .2.1]1hept-5-y1)-/H-indazple-3- ide, .
N%@%ﬂ%ﬁ %@é}%ﬁ&%ﬂ@é@g rf%:e){/y g%%%@%ltg@ryﬁ(%nal}h 22016-3-carb
oxdilyide foydatsformate,

N-§2 d-@lm%mpxlmﬁém}r%@mmﬂm@.&m%%{m)yaaf&ﬂrsd.@m@;3-carb

oxamide, 1 ) ] i

10 N-pEpargry (EraeiycforsabivirebtlagAvbd Zdideslermsianmmide
hyayefeinaie.,
N-(2-Fthyls2-3zabicyc %% %‘) ept-piyL)-/H:i _%i}ol -3-carboxamide
N S e T A T e
hysh@iorahadeqpyrrolo[1,2-ajpyrazin-2(1H)-ylcarbonyl)-6-methoxy-1 H-indazole
N-{ZaMeshwlzé-azabicyclo[2.2.1]hept-5-y1)-/H-indazole-3-carboxamide,
N- -Methyl-é-azabicyclo[z.2.2]oct-5-y1)-/H-indazole-3-carbo>gamide, 20

15 N-pelAzaBKd et Get B WA mMA I Ba7orebs v brB aRathne Hydrdeibride,

N- 8¢z ahieysliof312alhonitdotil st ioHazeidet chtoptaritie @y droformate,
N-(8;Methy1-8-azabicyc1o[3.2 1?0_- - %Q.- -l%g zisothiazole-3-carboxa
mlgé}\%‘f}(gﬁgt Qi%ar%gﬁ%%é%f' 8%%% ééf/bﬁ’ r} ga%z% é-3-carboxamide
hydrcidriethd-Srnagabicsinld-8ldedicyitiof@lenylthio)-1 H-indazole-3-carboxamide
]oqlif,gfggo}igalfgndawle-&carboxamide,
25N- 8-Methlyi-8-a2abicyclo 3.2.1]oct-3-y -5-(1]H3-thiazol-2- 1):/H-indazal

20 o_4/-(8-Methyl-8-azabicyclo[3. .1]oct-3-yl)-5-(phenylthio)-/ H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y])-6~(1,3-oxazol-2-yl)-1 H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-0oxazol-2-yl)- 7 H-indazole-3-
carboxamide,

25  N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-0xazol-2-yl)-/ H-indazole-3-
carboxamide hydroformate,
N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-0xazol-2-yl)- 1 H-indazole-3-
carboxamide,

N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-0xazol-2-yl)- 1 H-indazole-3-

30  carboxamide hydroformate,
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carboxamide hydroformate, N-(8-Methyl-8-azabicyclo [3 .2 .1]o
ct-3-y1)-5-(1,3-thiazol-2-y1)-11/-indazole-3- carboxamide,
N-(8-Methyl-8-azabicyclo [3 .2. 1

WO2804943884 (1 -methyl-/H-imidazol-2-y1)-/H-indazole-3- 30 cAGHKEaPAIEL13938

5

10

15

20

25

30

hydroformate, WO 2006/001894PCT/US2005/013938 N-(8-Methy1-8-
carboxarnide hy N-(8-Methy1-8- carboxamide, 5 N-(8-Methyl-8-
carboxamide hy N-(8-Methyl-8- carboxamide, N-(8-Methyl-8- 10

RS e

d N-(8-Methyl-8 20 carboxamide, N-(8-Methyl-8

ammiﬂﬁh~§ki§ﬂ%ﬁgﬂyjzﬁ R pRigRs o2 rNHErMRB a8 oxamide

S dfoorhats
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-nitro-1 H-indazole-3-carboxamide,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-nitro- / H-indazole-3-carboxamide
hydroformate,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-nitro- H-indazole-3-carboxamide,
5-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-carboxamide
hydroformate,
5-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-carboxamide,
5-(3,6-Dihydro-2H-pyran-4-yl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide hydroformate,
5 ~(3,6-Dihydro-2H~pyran—4-yl)-N-(S-méthyl«S—azabicyclo[S .2.1Joct-3-yl)-1 H-indazole-3-
carboxamide,
5-(3,6-Dihydro-2H-pyran-4-yl)-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-/ H-indazole-
3-carboxamide hydroformate,
5-(3,6-Dihydro-2H-pyran-4-yl)-N-(9-methyl-9-azabicyclo[3.3.1]non-3-y1)- / H-indazole-
3-carboxamide,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(1,3-0xazol-2-yl)-/ H-indazole-3-
carboxamide hydroformate,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(1,3-0xazol-2-yl)-1 H-indazole-3-
carboxamide,

and pharmaceutically acceptable salts thereof.

According to a further compound and/or method aspect of the invention, the
compounds of Formulas I, IT and III are selected from:
(8-Methyl-8-azabicyclo[3.2.1]non-3-yl)-6-(2-thienyl)-1 H-indazole-3-carboxamide
hydroformate,

(8-Methyl-8-azabicyclo[3.2.1]non-3-y1)-6-(2-thienyl)-/ H-indazole-3-carboxamide,
3-(Hexahydropyrrolo[ 1,2-a]pyrazin-2(1H)-ylcarbonyl)-/ H-indazole hydroformate,
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carboxamide h N-(8-Methyl-8 carboxamide, 30 N-(8-Methyl-8
carboxamide hydrofonnate, [(3-thfluoromethyl)pheny1]-113-indazole-3-
[(3-trifluoromethyl)phenyl]-/H-indazole-3- [(4-trifluoromethyl)phenyl]-

WO 3eLL8843- [(4-trifluoromethyl)phenyl]-/H-inda7ole-3-  PCT/US2005/013938
(543-(trifluoromethyl)phenyl]-2-thienyll-
{543-(trifluoromethyl)phenyl]-2-thienyll-(1,3-thiazol-2-y1)-/H-indazole-3-

(1 3-thiazol-2-y1)-/H-indazole-3-

nfg{%a[{‘ I:T[;’rl?(‘jgaz -2% ;1%?"/?_7]- dgggéefl?cgrbonyl) 1H-indazole,

(2&f[(ﬁMﬂﬁéﬂdwzyb@]qquﬁjaj&ﬂgt§-yl)carbony1] -1H-indazole hydroformate,

(2t Sk daz - oarbony)-1Hindazol
-(3- th|e |) “TH-indazole ?%g?bo 9 y)ca:r onyl}-1 H-indazole,

WEENER wré%amﬁ@&%&&%ﬁ %é’%é%h?&“i"cﬁéﬁ%ﬁffﬁﬁr‘?&gﬁwt%

5-(trishpcr oty 1§ didbidaciole: 3—1]6&(8-9%&3&61@3&27[&5@2@[3 2.
P S e A AP AOHR R
N- (@WWW%@Q@M@CNB 2. carboxamide hydroformate,

N-(3-frheimtls B peabieysianegs 2Q BerBoxaRIesyN- s&M@&Bwr&m@cmlo
[3.2. carboxamide hydroformate, N-(8-Methyl-8-azabicyclop .2.

carﬁgﬁéﬂﬁde 15N-(9-Methyl-9-azabicyclo [3 .3. N-(9-Methyl-9-azabicyclo
10[3.3-N- &rMﬁtmmﬁﬂzaMCbe{@.{mmhybﬁmabidwhyarbﬂdmxa:taﬂ)—]H-indazo1e~3—

N- (9 jgj&@[#ﬁ% 3 .3. 20 carboxamide, N-(9-Methyl-9-azabicyclo
[3. 3% car oxa roformat N-(9-Methyl-9- azablc clo [3.3

3- céﬂoﬁawéé%w@mw&@@fﬁﬁk F e APD meﬁeyl) -1H-indazole-3-
N-(9aM et azablcyclo [3.3 hydroformate, N-(9-Methyl-9-azabicyclo [3.3

30 N %3 MB%% eln—g _?,%) I% %L%t ?3)/1:-)’ (ﬁ:ﬁﬂ%%);% H% ﬁ,r%rnq ngrl'?%&s—mdazole%—

15  carboxamide hydroformate,
5-(2,3'-Bithien-5-y1)-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-/ H-indazole-3-
carboxamide,
5-(2-Furyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-/ H-indazole-3-carboxamide,
5-(3,5 -Dimethyﬁsoxazo1;4-y1)—N-(8-methyl-S—azabicyclo [3.2.1]oct-3-yl)-1 H-indazole-3-

20  carboxamide hydroformate,
5-(3,5-Dimethylisoxazol-4-yl)-N-(8-methyl-8-azabicyclo[3.2.1]Joct-3-y1)-1 H-indazole-3-
carboxamide,
5-(3-Furyl)}-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide

. hydroformate,

25  5-(3-Furyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
5-(3-Furyl)-N~(9-methyl-9-azabicyclo[3.3.1]non-3-y1)- 1 H-indazole-3-carboxamide
hydroformate,
5-(3-Furyl)-N~(9-methyl-9-azabicyclo[3.3.1]non-3-yl)- / H-indazole-3-carboxamide,
5-(4-Fluorophenyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-

30  carboxamide hydroformate,
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VERROHPBRAmide hydroformate,

5

10

15

20

25

30

N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(4-methyl-2-thieny1)-1H-indaz
ole-3- carboxamide,
N-(9-Methy1-9-azabicyclo[3.3.1]non-3-y1)-5-(morpholin-4-y1)-1H-indazol

5N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(morpholin-4-y1)-/H-indazole
-3- carboxamide,
N-(9-Methy1-9- azabicyclo[3 3. 1]non-3-y1)-5-(pyrrolidin-l-yl)-/H-indazoIe-

3- d
N-(gé% thg{?l }gt%?c); Qrm%‘? r%ar?lg = -(p{/r%lg fﬁ? %?-llefr%aazole
-3£m>@anm§kam|de
N-QcVsthvl-Gazabigyuclobd3ytiogn 3widRyithiomampholin-dayloshrrindaz

oIe 3-"carboxamide hydroforrnate,
FURLBSALY-azabicyc10o[3.3.1]non-3-y1)-5-(thiomorpholin-4-y1)-/H-inda
ZO|BGy&a¥quaﬁmﬂ@1- -azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-carboxamide,

LN M Sragnbieyglol abpon St RsemR iz

N- @N%@mw@ Hﬁam@ﬂré[@ @M@%%Jwﬁﬁm}mmnwﬂwmgme-
3- %?&R%ﬁ{mge

) 2 %%gg}lé-g-azablﬁg%ﬁ%“a lcyc ¥ 2. 1 jdc% t@ gz?r o P])/E'-ﬂﬁggﬁme 3
N-(ENteiibyl- O~ z-ainitydl8f 8o idyndelB2y pd- 1y B-tHaindhDip )¢ kttiondazid ke -

3- arb am de

N- %I%t y- -azablcyclo[3 3.1]non-3-y1)-6-(2-thieny1)-111-indazole-3-car
bo)ﬁa]}vm&@ﬁya’r@gﬂﬁb‘yé—&azabmyclo[3 2. l]oct- -yl)-1 H-indazole-3-carboxamide,
25}1(%&42&%& - B2k eYclobBidydinas 31uda-6-B-thisnydlolblandaraianiie
arboxamide

N-(]@fma&-’azablcycloﬁ 3.1]non-3-y1)-6-(4-methyl-2-thieny1)-/H-indawl
e-35-basthoxaidierttydfbaasdteyclo[3.3.1]non-3-yl)- ] H-indazole-3-carboxamide,

5-Methoxy-N-methyl-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-

carboxamide hydroformate,
5-Methoxy-N-methyl-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-
carboxamide,

6-(2-Furyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-carboxamide
hydroformate,

6-(2-Furyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-carboxamide,
6-(3-Furyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
6~(4-Fluorophenyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide hydroformate,
6-(4-Fluoropheny1)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide,

6-Cyano-N-(8-methyl-8-azabicyclo[3.2.1Joct-3-y1)-1 H-indazole-3-carboxamide
hydroformate,

6-Cyano-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
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N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-6-(4-methyl-2-thieny1)-/H-indaz

ole-3- carboxamide,

30N-(exo0-8-Methy1-8-azabicyclo[3.2.110ct-3-y1)-6-(trifluoromethoxy)-/H-i
V{4 2A5189%8% arboxamide hydroformate, PCT/US2005/013938

N-(exo-8-Methy1-8-azabicycl10[3.2.1]oct-3-y1)-6-(trinuoromethoxy)-111-in

dazole-3- carboxamide,

N-[(re/-6R 8aS) Octahydroindolizin-6-y1]-/H-indazole-3-carboxamide

hydy.ef 1~N (8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3-
N-Kre/-6R,8a5 Octahydromdollzm -6-y1NH-indazole-3-carboxamide, 5

N-1EPE cpaTaide; A Eindo Lizin-6-y11-/H-indazole-3-carboxamide
hy dr@fpeinateyl-V-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3-
N- I&% Q? ?S) Octahydroindolizio-6-y11-/H-indazole-3-carboxamide,
N- Methy methyl -8-azabicyclo[3.2.1]oct-3-yl)-/H-indazole-3-carboxam
|de6-Ethoxy-N -(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3-carboxamide
Methised@; methy1-8-azabicyclo[3.2.1]oct-3-y1)-/H-inda7ode-3-carbox
amldgfgﬂ% format
BRI T S Ry O Ryl 2 braeisatyeralopiarbasamid,
hladmmﬁeme[Q&amtﬂﬂh},&idmﬂalﬁcmB 2.1Joct-3-yl)carbonyl]-1,2-benzisothiazole
6-N) 5@ ggtéendo -8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothia
zoIe 3- carboxamide,
107. mmm&mww&mmﬁieﬁ%ﬂé@tﬂw@c&mm-z,b@mmmle,
ZO'@isfetle t{@B‘%fQﬂﬂﬁ @}ﬂd&% @[3 2. lﬂoct— Dcarbonyl]-7H-indazole
!\f! hotx (endo -8-methyl-g-azabicyclo[3.2.1]oct-3-y1)-1,2-bennsothia
e Xamlde

6 Meﬂuﬁxyewse&mm Bladiabibyyi]3.2. Lboss-31ycytbhindazala3tarbo

oy ooyl 2 ambioyclel2.2 21 Sivld 0-benrisotiiazale sy
15 rbo%éf?ﬁ?@é“
6-MathmosA@smtinyl-9-azakici6[0[3.8 b3yl kdiZi06as0le -3 S bmide

xaml%f)

Ct?%yﬂ‘-jﬁ-azablcyclop 2.1]oct-3-y1)-5-(2-trimethylsilyiethym1-y1)-/H-
indeddterSeyebirfonathydi@;azabicyclo[3.2. 1Joct-3-y1)-1,2-benzisothiazole-3-
N@r%gcgy& -9-azabicycl1o[3.3.1]non-3-y1)-5-(2-trimethylsilylethyn-1-y1)-/
H-indazole-3-"carboxamide,

20 H58-MestionsAR hresiyl-Rreahiny Sor i jrems vkitidybeopasothipsoleayl).-H-i
ndaz®iexanide,

6-Methoxy-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-/ H-indazole-3-carboxamide,

6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
7-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3~y1)-1,2-benzisothiazole-3-carboxamide
25  hydroformate,
7-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3-
carboxamide,
7-Methoxy-N-(9-methyl-9-azabicyclo[3.3.1]non-3-y1)-/ H-indazole-3-carboxamide
hydroformate,
30 7-Methoxy-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-/ H-indazole-3-carboxamide,
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carboxamide hydroformate,

5-Methoxy-N-methyl-N-(endo-8-methyl-8- azablcyclo[S 2.11oct-3-y1)-11-/-i
ndazole-3- carboxamide, 6-Methoxy-N-(endo-8-ntethyl4-azabic;
v‘fféI%9t3§.’2‘.’11j?)‘tt-3-y1)-1H-indazole-3-carboxamide 30 hydroforRf&t@&S2005/013938
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(2-trimethylsilylethyn-1-ye-/H-in
dazole-3- carboxamide hydroformate,

N-(8-Merhy1-8- azabicyclo[3 2.1]oct-3-y1)-6-(2-trimethylsilylethyn-1-y1)-/H-
ind

SN@gﬁgthﬁ% azablcyc oj[génf]agglt %”yll‘?%t (Vi}sgt?ﬁg‘%ﬁ’%k’ﬁ) 1 |n azo ine

o-3VEEREERH i
N (S#Méﬂd&ZDI{-ES‘Ykﬂﬂﬁﬁmﬂ)- - Bictiaaettiyl BractBRICY GlodBiddib Pr A M@ 08nine,
N S et eyl A B el s
5 10%?@8?5“?&%8 methyl -8-azabicyclo[3.2.1)oct-3-y1)-/H-indazole-3-carbox
g?&%?eth 1-2-azabicyclo[2.2. i]{]he -5 —ylg JH-indazole-3;carbaxamide.

methyl- -azablcyclo[ .2.1]Joct-3-y1)-/H-indazole-3-carboxam
-2-azabicyclo[2.2.1]hept-5-y1)-7 H-indazole-3-carboxamide hydroformate,

3I (N (=Esthydrapyiodfl 222 ablepeziny (1 Hhydeaskonydh6xmathoxy-M-indaz
ole :
153%“3%%% abicioha 32 sat b ezl S cobasarai hplopere.
10 5z 2 VBt heazahisrgiiabdtpodtahytioriszpyridojihoxainydezine

hyW-QgOM@ﬁiﬁ 8—azab1cyclo[3 2. 1]0ct 3-yl)-1,2-benzisothiazole-3-carboxamide,

2- OH&&%% é-ylearbon gocta dro 2H yrido[1,2- almazme

@’Y ﬁé‘ﬂ%@? i3 ’éof{&f/%%?%‘éﬁﬁ@wﬂ Yhindaralerdte-3-
cadachamnidéctydrofenmade, 20

Elég(%'(%%%gﬁl&%@@%&(@gﬂ&gzz lﬂ%g_-sﬁngig%g% —}SB } E—m azo ee.% 3-car

15 N- @M’éﬂ@ﬂ&-azabicycloﬁ 2.1]oct-3-y1)-6-(1,3-oxazol-2-y1)-/H-indazole-3

- c es%ﬂf@lﬂ[@@uoct 3-yl)-5-(1-methyl-7 H-imidazo]-2-y H)—]H _ind ole 3-
- a(fap clo[3 2.1]oct-3-y1)-6-(1,3-0xazol-2-y1)-I mdaz
_3 81' rofto

2SN@WMWWléyldkﬂ{t&%&ﬂ)}é{(&ﬁn&éﬂ@yﬁJH1MZDEW$MM&016—3-
dag&llgﬁgmré?oxamide hydrofommte,

20 N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(2-thienyl)-1 H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(2-trimethylsilylethynyl)- / H-indazole-3-
carboxamide,

N-(8-Methyl-8-azabicyclo[3.2.1Joct-3-y1)-5-(3-thienyl)- ] H-indazole-3-carbothioamide
hydroformate,

25 N—(S-Methyl—S-azabicyclo [3.2.1]oct-3-y1)-5~(3-thienyl)-7 H-indazole-3-carbothioamide,
N-(8-Methyl-8-azabicyclof3.2.1]oct-3-yl)-5-(3-thienyl)-7 H-indazole-3-carboxamide
hydroformate,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(3-thienyl)-7 H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(5~methyl-2-thienyl)- ] H-indazole-3-

30  carboxamide hydroformate,

5 FI (%ro
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N-(exo-8-Methy1-8-azabicyclo[3.2.1Joet-3-y1)-6-(1,3-0xaz01-2-y1)-1H-ind
azole-3- carboxamide,
N-(endo-8-Metliyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-mrazol-2-y1)-/H-in
V220081836 carboxarnide hydroformate, WO PCT/US2005/013938
2006/001894ITT/US2005/013938
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-0xazol-2-y1)-/H-inda
zole 3- carboxamide,
Rt Bz abier A eSS0 B hit e e
N (Bubretiryids- azablcyclo[3 2.1]oct-3-y1)-5-nitro4H-indazole-3-carboxami
dea.cg -Methyl~8-azabmyclo{3 .2.1]oct-3-yl)-5-(morpholin-4-yl)-/ H-indazole-3-
N-(9-Methyl-9-azabicyclo[3.3.1]non- % -y1)-5-nitro-/H- |n azole-3-carboxami
de Wa%ga}m%lggdroformate
5 N- (9= aiydy Dsazabicyatgi3 3 [adyB-$ 1 \hnipitdml i indazal@agdotadoxa
mide
5- I\ﬁmlt]?\oxy ﬁ (exo-8-methyl-8-azabicyclo[3.2.110ct-3-ye-/H-indazole-3-car
boXé&Ritéetty 8rdraboryniafe,2. L Joct-3-y1)-5-(pyrrolidin-1-yl)-/ H-indazole-3-
5-Methoxys N B¥e:doneify 1-8-azabicyclo[3.2.1]oct-3-y1)-1H-indazole-3-c

arboxamide,
5- (368D S abirnlp g hleet B et practisinsieybdfE ndepsle:-3-y 1)/
10 H-isglazaderde carboxamide hydroformate,
=302 Ay el & azaedals 2 Joet )
5- (sad:mm@lménpfyrmm -y1)-N-(9-metliy1-9-azabicyclo[3.3.1]non-3-y1)
far
oD O o gl
)- /I—?ﬁ‘f?&éi@l’é‘gzcarboxamlde
1520 W@-Memh}yl@aambjemmfﬂ Bdilaeny3-yit)iadibBetiazpli 2-ydatdibindaz
ole-3- carbo a 9 Qformate
N-(@aﬁvfe y -%—a% Iblcyc 0[3.3.1]non-3-y1)-5-(1,3-oxazol-2-y11-1H-indazole
-3- ¥4 Bty cheazatit yshel Adaldecitically Saduidvrabtec i i &réwtazole-3-

carboxamide,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-[ (3-trifluoromethyl ) phenyl]-7 H-indazole-3-

20  carboxamide hydroformate,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-[(3-trifluoromethyl)phenyl]-7 A-indazole-3-

carboxamide, '
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-[(4-trifluoromethyl)phenyl1}-  H-indazole-3-

carboxamide hydroformate,

25  N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-[(4-trifluoromethyl)phenyl}-7 H-indazole-3-

carboxamide,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-{ 5-[3-(trifluoromethyl)phenyl}-2-thienyl }-

1H-indazole-3-carboxamide hydroformate,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-{5-[3~(trifluoromethyl)phenyl]-2-thienyl } -

30  IH-indazole-3-carboxamide,
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25  According to a further compound and/or method aspect of the
invention, the compounds of Formulas 1, Il and Il are selected from:
(8-Methy1-8-azabicyclo [3.2.1]

VAP (2-thieny1)-/H-indazole-3-carboxamide hydrofolGai&S2005/013938
30(8-Methyl-S-azabicyclo[3 .2.1] non-3-yl)-6-(2-thienyl)-1 H-ind azo
le-3-carboxamide, 3-(Hexahydropyrrolo,2pyrazin-2(1H)-ylcarbonyl)- /
Thindazo le hydroformate, WO 2006/001894PCT/U82005/013938

> iegarmnsiall S pysg e A iSabaTso,
hyGPélP@mm ide hydroformate,

3[(3-Meteth y@ﬁﬁ%ﬂ@{@@ﬁ%&t@%@a@ﬁﬁmnﬂbﬂ)ﬂﬂﬂﬁa@%}
3-[(8- !%/Iethy -3,8:-diazabicycl10o[3.2.1loct-3-yOcarbonylp/H-iudazole
hydfOfShALES:

5 534(88%@1—833&@&?@1&3[&;&1@3&2 Apot(3-yibaidhiptlidbiohdaZdple-indazole-3-
3- [@IM%Q;%( %9&%?6%&8'0[3 .2.11oct-3-ybearbonyll-54trifluoromethoxy)

-1Hindaz roformate

3- [&Q&Mﬁskw@%‘afa%?&d@%&ﬁ& Slypedutd flIusaaeirstbid&ingsaple-3-
) -/ %ﬁ?ﬂ@?@!ﬂde,

105 (el Basol o V8 ey 0 ap IS oDt
10- Berazlgﬂmmpqiazbd)fdrym}ebl (9-methyl-9- azablcyclo[3 3.1]non-3-y1)-1H-ind
azolerS PR %ﬁ% 10 3.2. Hoet:341)-6-(0-trimethylilylethynyl): {Hrindazole-s

5-(2,31-Bithien-5- y1) -methy aza icyclo[3:3.1]non=-3-y1)-/H-indazol
e- 3Qarboxam1de

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(3-thienyl)-/ H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methyl-2-thienyl)- / H-indazole-3-

15  carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methyl-2-thienyl)- ] H-indazole-3-
carboxamide,

N-(8-Methyl-8-azabicyclo[3.2.1}oct-3-yl)-6-(trifluoromethoxy)-/ H-indazole-3-

carboxamide hydroformate,

20  N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(trifluoromethoxy)-/ H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-[(3-trifluoromethyl)phenyl]-/ H-indazole-3-
carboxamide hydroformate,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-[ (3-trifluoromethyl)phenyl]-/ H-indazole-3-

25  carboxamide,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-[ (4-trifluoromethyl)phenyl]-7 H-indazole-3-
carboxamide hydroformate,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-[ (4-trifluoromethyl)phenyl]}- 7 H-indazole-3-
carboxamide,

30  N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-7-(trifluoromethoxy)-/ H-indazole-3-

carboxamide hydroformate,
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15 carboxamide hydroformate,
5-(2,31-Bithien-5-y1)-N-(9-methy1-9-azabicyclo[3.3.1]rxm-3-y1)-1H-indazo
le-3- carboxamide,

VD ZAB(981894N - (8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-/H-ind ARG L HIGR38
amide,
5-(3,5-Dimethylisoxazol-4-y1)-N-(8-metby1-8-azabicyclo[3.2.1loct-3-y1)-/H
-indazole-3- 20 carboxamide hydroformate,

53 &f@i@ﬁ%lpy'%ﬁ%%ﬁbl DSty asaRiesdel3 2-Hogk Ry 1)-H

4ndazole-3- carboxamide
5-@hYFRIIR- (8-methy1-8-azabicyclo[3.2. 1]oct-3-y1)4H-indazole-3-carbo
xawu@e;\lretﬁwmmat@clom.3.1]non-3-y1)-5-(1,3-thiazo1-2-y1)-1H-indazo1e-3-

255 aI(BQ’ Fur}/dle)hy dggfgnmel% g/l-8-azab|cyclo[3.2.1]oct-3-y1)-/H-|ndazole-3-carb

5 5 @-@Wﬁﬂﬂ%@m@b@ézﬁbimy&@b?ﬁ&ﬂ,]hﬁﬂaﬁeyl)ywﬁﬁﬁﬂzm&&carbo
M formate,

I\f (9-methy1-9- azablcyclo[3 3.1]non-3-y1)-/H-indazolc-3-earb
f‘ﬁ?dg/ thyl-9 -azabmyclo[?» 3.1]non-3-yl)-5-(1-methyl- / H-imidazol-2-yl)-1 H-indazole-

5 @ﬁu&z&ah@nﬂ%&jﬁm’hyl -8-azabicyclo[3.2.1]oct-3-y1)-/H-indazole-

3 &ng‘fl%bt djg @ﬁ%gé%gr&%tﬁgl-JH-imidazol-z-yl)-zhf-indazole-
10 211@@@4?% mdazole 3- carboxamide,

> SOy Sl pealriaurleloPs oSt A IRARFRAA- AR

amlde hydroforma e,
55eEDRFENdE 8-methy1-8-azabicydo[3.2. 1joet-3-y1)-/H-indazole-3-earboxa
migieovietiynyai@yiethyl-Grazaig)slo3leaddil)- / H-indazole-3-carboxamide
Ml%??ﬁ /H indazole-3-earboxamide, 5
OXY- af8 methyl -3,8-diazabieyelo[3
15 2 H18edsSbybearsbieydin[Bi3id dereleyhyd(Sfbnerate, / H-indazole-3-carboxamide,

> Mt Aanieyciont ARSI LA s PR S22

10"5”!9?’@‘% N ElorAt-8-azabicyclo[3.2.1]oet-3-y1)-/H-indazole-3-carb

oxarfdddiyglrofabaiglo[3.3.1]non-3-y1)-5-(4-methyl-2-thienyl)-/ H-indazole-3-
carboxamide,

20 N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(morpholin-4-y1)-/ H-indazole-3-
carboxamide hydroformate,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(morpholin-4-yl)-1 H-indazole-3-
carboxamide,

N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(pyrrolidin-1-y1)-/ H-indazole-3-

25  carboxamide hydroformate, |
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(pyrrolidin-1-y1)- H-indazole-3-
carboxamide,

N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(thiomorpholin-4-yl)-/ H-indazole-3-
carboxamide hydroformate,

30 N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(thiomorpholin-4-yl)-/ H-indazole-3-

carboxamide,
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5-Methoxy-N-(8-methyl-8-azabicyclo [3.2.1]
oct-3-y1)-/H-indazole-3-carboxamide,
5-Methoxy-N-(9-methyl-9-azabieyelo[3.3.1]non-3-y1)4H-indazole-3-carbox

Yt/ PRidPéforrnate, 155-Methoxy-N-(9-methyl-9-azabieyeldCT/US2005/013938
[3.3.1]non-3-y1)-/H-indazole-3-carboxamide,
5-Methoxy-N-methyl-N-(8-methy1-8-azabieyelo[3.2.1]oet-3-y1)-/H-indazol
e-3- earboxamide hydroformate,
> MRS B e YR s B B R nblRGH YA alRRes e
206ha=anyity- Ndsofpemaia. 8-azabicyclo[3.2.1]oct-3-y1)-1H-indazole-3-ear
boxquidgeaydraipamnaielof3.3.1]non-3-y 1)-5-(trifluoromethoxy)-/ H-indazole-3-
6-(2-Fury1)-N-(8-methyl-8-azabieyelo[3.2.1]oet-3-y1)-/H-indazole-3-carbo
xar e 814e ry1)-N-(8-methy1-8-azabieyclo

5[3. 2Vi([®dleBhy I p-Hdainclad o2 Bigarboxdntide,3-thiazol-2-y1)- 1 H-indazole-3-

6-(4:5lyox qu&%%@ethyl-&azabieyelo [3.2.1
Joct-3- J% -indazole-3- 25 earboxamide hydroformate,

6-(4CitiubiesBrichyaabieyEom eoB ayhisidy difezplty-yD-/ H-indazole-3-
OCtwarpdiattiiéndazole-3- earboxamide,
_6);1C ﬁ?%ggg—%_%g éﬁé%ﬂﬁ@%@?é#g el’t!:-n?;fl)—JH—indazole-B-carboxamide

10306 lyaioo=ake8-methyl-8-azabieyelo[3.2.1]oct-3-y1)-1H-indazole-3-earbo

XaW\E@J i@%%’&@}’&éﬁ'@fﬁﬁ&@@g& é%i@f%%ﬂ?— ole-3-carboxamide,
.2.110ct-3-y1)-1,24,erzisothiazole-3- carboxamide éllrlo ormate,
6-CRopf LRT%%M@&%%?B&@I@@#@ 5oy 1y Bidasidzo
le-Zafirremxdsndasoformate, _ _ _

S0 SN G Mol aaioycloff 2 oct 2 YD 2SRRI g3

15  carboxamide,

N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(trifluoromethoxy)-/ H-indazole-3-
carboxamide hydroformate,
N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(trifluoromethoxy)-/ H-indazole-3~
carboxamide,

20 N-[(rel-6R,8aS)-Octahydroindolizin-6-yl]-1 H-indazole-3-carboxamide hydroformate,
N-[(rel-6R,8aS)-Octahydroindolizin-6-yl]-/ H-indazole-3-carboxamide,
N-[(rel-6S,8aS)-Octahydroindolizin-6-yl]-/ H-indazole-3-carboxamide hydroformate,
N-[(rel-68,8aS)-Octahydroindolizin-6-yl}-/ H-indazole-3-carboxamide,
6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-ylI)-1,2-benzisothiazole-3-

25  carboxamide hydrochloride,
6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-3-
carboxamide,
7-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-3-
carboxamide hydroformate,

30  7-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3-

carboxamide,
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6-Ethoxy-N-(8-methyl-8-azabicyclo [3.2. 1 Joct-3 -y
0-1,2-benzisothiazole-3-carboxarnide,
6-Methoxy-3-[(8-methy1-3,8-diazabicyclo13.2.1Joct-3-ypearbonylj-1,2-ben

WASHHHABIY hydroforrnate, PCT/US2005/013938
106-Methoxy-3-[(8-methyl-3,8-diazabicyclo[3.2.1joct-3-y1)carbonyl]-1,2-be
nzisothiazole,
6-Methoxy-3-[(8-methyl-3,8-diazabicyclo[3.2.1]oct-3-yl)earbonyINH-indazo
Ie h drofonnate

b syl 8 shiedscyMbE D 1Bt S perealpom okt
azcﬂEMethoxy~N (exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)- ]H—mdazole_ 3-car_boxam1de
e e
[3 ZVﬂﬁyM@ly&&iZbeéﬁ@%ﬂﬂm&@ éa(aomm@wermm@ﬂw -indazole-3-

56-Mathaxmie(8-methyltazabicyclo[3.2.1]oet-3-y1)-1,2-benzisothiazole-3-
carboxamide

208 MBIt g o3 AaRey el G- Hiisly i ety kv Drddrngospte-3-

e-eathrkaxaia)ide,

O Ve (SRR arARaNEOI SAMON S BN laRathes.

ethoxy4V mothyl -8-azabicyclo[3

1]oetrBoyamige. h?d&?f@t@fg%arboxamlde
107-Methaxy=NABHnainw-g-a%2RiawaioRs-dzdbicyclof3.2.1]oct-3-y1)-1 H-indazole-3-

joet-3-y1)-1,2-benzisothiazole-3 -carboxamide 25 hydrofonnate,
7-MBRSAPSs-methyl-8-azabicyclor3
2 lqadeiBexiAL(2xbeB zisaitlyia-aletBeyciriok dneid-yl)-1 HH-indazole-3-carboxamide
%ﬂ f?‘gu 1é9-methyl-9-azabicyclo[3 3.1]non-3-y1)-1H_-indazole-3-earbo
xam ormate, 307-Metho 9-methyl-9-azabicyclo [3
3. ;g}fr@rme—Sfp;qmg&g@[é %Jdggﬁé/% ~(fetrimethylsilylethyn-1-yl)-/ H-indazole-3-
158- l\@;ﬁymtﬂ%(&@mﬁﬂy@) -/H-indazol-3-yllmethyl}-8-azabicyclo[3.2.1]octa
n-3; ar(n R/?eth%j rggl% cyglo[?» 2.1]oct-3-y1)-6-(2-trimethylsilylethyn-1-yl)-/ H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-thiazol-2-yl)-/ H-indazole-3-
carboxamide

20  N-(IH-Indazol-3-ylmethyl)-N,8-dimethyl-8-azabicyclo[3.2.1]octan-3-amine
dihydroformate,
N-(1H-Indazol-3-ylmethyl)-N,8-dimethyl-8-azabicyclo[3.2.1]octan-3-amine,
5-Fluoro-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-carboxamide
hydroformate,

25  5-Fluoro-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
3-(Hexahydropyrrolo[1,2-a]pyrazin-2(1H)-ylcarbonyl)-6-methoxy-/ H-indazole
hydroformate,
3-(Hexahydropyrrolo[1,2-a]pyrazin-2(1H)-ylcarbonyl)-6-methoxy-1 H-indazole,
2-(1H-Indazol-3-ylcarbonyl)octahydro-2H-pyrido[ 1,2-a]pyrazine hydroformate,

30  2-(1H-Indazol-3-ylcarbonyl)octahydro-2H-pyrido[1,2-a]pyrazine,
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8-Methyl-N-{[5-(3-thieny1)-111-inds7M-3-yljmethy1}4-azabicyclo[3.2.1]oct

an-3-amine,

N-(2-Cyclopropylmethy1-2-azabicyclo[2.2.1]hept-5-y1)-/H-indazole-3-carb
Wé?ﬂﬁﬂ}g%ydroformate, PCT/US2005/013938

N-(2-Cyclopropylmethy1-2-azabicyclo[2.2.1]hept-5-y1)-1H-indazole-3-car

boxamide,

N-(2-Ethy1-2- azabicyclo[Z 2.1Thept-5-y0-/H-indazole-3-carboxamide

T T L —

i|héyytifodpindte]-indazole-3-carboxamide hydroformate, 10

N- %ﬁﬁ%@s%ﬁ?@?ﬁ% fi’oct%ﬁ%y@é%?[ 9?%?)%3&8‘(@%%9&%1@

ethyl-8-azabicyclo[3.2. nzisothiazole-3-carboxami
eN—(S—Methyl—S azablcyclo 3.2.1]oct-~ 3~yl) 6-(1,3-0xazol-2-yl)-1 H-indazole-3-

5 N- émﬁ@h@aﬁgw%@[s .2.1]oct-3-y1)-5-(1,3-thiazo1-2-y1)-/H-indazol
R B A a2 By S el s 4857 ez

e- Bsaﬁ&wmdn(amlde
N-(B-Metys é@%@%ﬁiﬁ@ﬁs@ﬁ&é y#b%fé NELYh B n/earal A/

H-indazole-3- carboxamide hydroformate

N- (PR ABEYdESERAS[3. 2. 1]oct-3-y1)-5-(1-methy1-/H-imidazo1-2-y1)-/
10 H-ind@zele-Breaaimxamigelol2. 1Joct-3-y)-6-(1,3-oxazol-2-y1)- 1 H-indazole-3-

N- (84\(/]1)etk}>{:|d 8-azabicyclo[3.2.110ct-3-y1)-5-(2-thienyl)-/H-indazole-3-carb

oxamide

N-(B-MethnBtictraBioyatolB:12[E LoticgHp1yLb &R L bHmetimiSiyletifHmdgzit-hr
'anygﬂ;)bx 591599 ﬁ?g%‘fi(ﬁ‘mate

N-(8-Methy1-8-azabicycloP.2.110ct-3- 1) 5é3 thienyl)-1H-indazole-3-car
botp{ré%mlﬁd%l}@%fgﬁﬁ%&@yggﬁ 2. l]oct- -yI)-6-(1,3-0xazol-2-yl)- 1 H-indazole-3-

slgl (&M@&mﬂd@ azabicyclo[3.2.1)oct-3-y1)-5-(3-thienyl)-1H-indazole-3-car
ot
I e B Bese by ebepmide

N- (ByMefmhe&eazablcyclo[S 2.1]oct-3-y1)-5- (3 thieny1)-1H-indazole-3-carb

Wﬁlq\dethyl-S azablcyclo[S 2.1]oct-3- gl) -5-nitro- ]H—mdazole 3-carboxamide,
N-(8-Methy1-8-azabicyclo[3.2.1]oct- -5- (5 methy1-2-thienyl)- 1H |nda

20l 8-82-de b azabifdel d%dtwﬁ%zéféf agoleatis
20 N-(ByMethyda®; carboxamide h

N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-nitro-/ H-indazole-3-carboxamide,

5-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)- 1 H-indazole-3-carboxamide
hydroformate,
5-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-carboxamide,

25  5<(3,6-Dihydro-2H-pyran-4-yl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-/ H-indazole-3-

carboxamide hydroformate,

5-(3,6-Dihydro-2H-pyran-4-yl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-

carboxamide,
5-(3,6-Dihydro-2H-pyran-4-yl)-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-/ H-indazole-

30  3-carboxamide hydroformate,
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5 N-(8-Methy1-8- carboxamide, N-(8-Methy1-8- carboxamide h
N-(8-Methyl-8- 10 carboxamide, N-(8-Methy1-8- carboxamide h
N-(8-Methy1-8- carboxamide, 15 N-(8-Methy1-8- carboxamide h

VRO @a¢1e4rsP¥-8- carboxamide, N-(8-Methyl-8- 20 carboxamidedT/us2005/013938
N-(8-Methy1-8- carboxamide, N48-Methy1-8 carboxamide h 25
N-(8-Methy1-8- carboxamide, N-(8-Methyl-8 /H-indazole-3- N-(8-Methy1-8
30/H-inda zo le-3- floct-3-y1)-5-(5- methyl—2-thieny1)-/H-indazole-3-

gl_?ogct:'%é/ ]%l}éf hOHn-%ggﬂ g‘l—g}%abicyclo[&?}. 1Jnon-3-yl)-7 H-indazole-

1]@ep@bpx)1¢m®yrrolldth l-y1)-/H- mdazole 3-

1]l nd ] i : 3.
T ) T g 2 fndasole

1] deEbexAryide dRAARIPBHG N -4-y1)-/H-indazole-3-
5 1)m@%ﬁhﬁrﬁm&uﬂ@mgﬂwam}aaxoleasoxazol 2-y1)-1H-indazole-3-
1)oct -(trifIuoromethoxy)-/H-indazole-3-
1]oc ai%‘ -[(3-trifluoromethyl)pheny1]-/H-indazole-3-
1] oo Phamacp(Bicniivevenpietls btidhsigoH-indazole-3-
1]oct-3-y1)-5-[(4-trifluoromethypphenyl]-IH-indazole-3-
1)oct-3-y1)-5-[(4- trlfluoromethyl)phe Ik/H-indazole-3- ct-3- %
543- (tnflu‘é?B HEF SoPRBRY PIY/AF SRS spect of the ’nve““"“ the
10 [SJ&nﬁmMMMy&a&leﬂyﬁl -2-thienyll- N-(8-Methyl-8- azabi cycl o [3

2 e e A AP g

caridrahiidezdiprpchabhisrdde Nudsforaats-8-azabicyclo [3.2.1 ]

OCts bk GosHR%ARYSrbonylJamino} -N-(endo-8-methyl-8-azabicyclo[3.2. 1]oct-3-
y1)-1H-indazole-3-carboxamide,

15  5-Amino-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-carboxamide
hydroformate,
5-Amino-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
5-Amino-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1 H-indazole-3-carboxamide
hydroformate, -

20  5-Amino-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1 H-indazole-3-carboxamide,
6-(1-Benzyl-1H-1,2,3-triazol-4-yl)-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yD)- 1L H-
indazole-3-carboxamide dihydroformate,
6-(1-Benzyl-1H-1,2,3-triazol-4-yl)-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-
indazole-3-carboxamide,

25  6~(3,6-Dihydro-2H-pyran-4-yl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide hydroformate,
6-(3,6-Dihydro-2 H-pyran-4-yl)-N-(8-methyl-8-azabicyclo[3.2.1Joct-3-yl)-1 H-indazole-3-
carboxamide,
6-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide

30  hydroformate,
6-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
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N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6- 10 carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo [3 .2.1] oct-3-y1)-6- carboxamide,
N-(8-Methyl-8-azabicyclo [3 2.1] oct-3-y1)-6- N-(8-Methy1-8-azabicyclo

W9.2004/6/5¢83Ly 1)-6- 15 carboxamide hydroformate, PCT/US2005/013938

5

10

15

20

25

30

N-(8-Methy1-8-azabicyc10 [3.2.1] oct-3-y1)-6- carboxamide,
N-(8-Methyl-8-azabicyclo [3 .2.1] oct-3-y1)-6- carboxamide hydrofonnate,
20N-(8-Methy1-8- azabicyclO [3.2. 1] oct 3-y1)-6- carboxamide,

R A S praa,

N-{8rdvedy ﬂﬁ?ﬂa@eazablcyclo [3.2. 1] oct 3 yl) -6- carboxamlde hydroformate,

N @Wﬁ@mlw&ﬁﬁ@ 224805 Rl -Procest @I’?Q@azole&—carboxamlde
g‘}(é-fSMeth I-8-azabicyclo [3.2.1] oct-3-y1)-7- carboxanaide

azl%tbldycwE@Z{ (R ateBryild-biidleis [B1et iwaxp)y/hiniigdeieetBodyl - | H-indazol-6-yl)-
22PN, R g2 Hndazole 3

-aﬁb}’éycfé[@S{Kﬁm@&&?@%@%i&l@?&ﬂ)ﬂmmﬂ 1 H-indazol-6-yl)-
1H-1,2,3-triazol-1-yl}acetate,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 ,2-behzisoxazole—3 -carboxamide
hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisoxazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5~(phenylsulfonyl)-1 H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5~(phenylsulfonyl)-1 H-indazole-3-
carboxamide,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6~(4-methyl-1,3-thiazol-2-y1)-1 H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(4-methyl-1,3-thiazol-2-y1)- 1 H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methyl-1,3-thiazol-2-y1)-1 H-indazole-3-
carboxamide hydroformate,

N»(S-Methyl—S-azablcyclo[3 2.1]oct-3-y1)-6~(5-methyl-1,3-thiazol-2-y1)-1 H-indazole-3-
carboxamide,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(nitro)-1 H-indazole-3-carboxamide
hydroformate,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(nitro)-1 H-indazole-3-carboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(1,3-thiazol-2-yI)-1 H-indazole-3-
carboxamide hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1Joct-3-y1)-5-(1,3-thiazol-2-y1)-1 H-indazole-3-

carboxamide,
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-azabicyclo[3.3.1]non-3-y1)-5-(1-methyl-/H-imidazol-2-y1)-/H-indazoledihy
droformate,
-azabicyclo[3.3.1]non-3-y1)-5-(1-methyl-/H-imidazol-2-y1)-/H-indazole,

WE29PER343.3 .1.1non-3-y0-5 -(2-trimethylsilyethyny1)-/H-iR6&AG20@/013938
azabicyclo[3.3.1]non-3-y1)-5-(3-thienyl)-/H-indawle-3-carboxamide
azabicyclo [3.3.1]non-3-y1)-5-(3-thieny1)-/H-indazole-3-carboxamide,
azabicyclo [3 .3 .1 Mon-3 -y1)-5- (4 methyl -2-thieny1)- / H-indazole-3-
ydrofonnate, azabicyc

S R ERTIR A e Rl fgimdazole-3-carbonamide
.3. hlaafednsty; 5-(morpho lin-4-y1)-/H- mdazole 3- yd roformate,

63}\? %%ﬁ@ﬁe%yggpyrro cfl Sf% %?’ o -ilay gﬂle %Eq%zro ormz:rfe(:%)alr Biide,
Melhﬂo‘hagaym)c@(éy?rﬂdmﬁrxl};ﬁl@iﬂq@mamﬂrexs)-IH-mdazole-3-

5azaclgm§g?g§d§ ldaeRamd)-5-(thiomorpholin-4-y1)-/H-indazole-3-
ydroformate,

azdbieyeTs etwbA-apisys Lol Aah H i sometkssia: -indazole-3-

N-(exdetiyi®,azabicyclo[3.3.11non-3-y1)-5-(trifluoromethoxy)-/H-indazole

A R o A5 o syl -

3 caqib@lgﬁn@péboxamlde hydroformate,

105N Mes i &z abieysiad o3 dngac3sysh)-6-{ ishinaahenstbcksindasy-1 -

le-3- earboxamide hydroformate,
N- (BRI RIZBRIRI0[3.3. 1]n0N-3-y1)-6-(1, 3-thiazol-2-y1)-/H-indazole
-3- Naaduefyhfighyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(4-methyl-1,3-thiazol-2-y1)-1 H-

indazole-3-carboxamide hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(4-methyl-1,3-thiazol-2-y1)-1 H-

15  indazole-3-carboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(5-methyl-1,3-thiazol-2-yl)-1 H-
indazole-3-carboxamide hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methyl-1,3-thiazol-2-yl)-1 H-
indazole-3-carboxamide,

20  N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(nitro)-1 H-indazole-3-carboxamide
hydroformate,

N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(nitro)-1 H-indazole-3-carboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(trifluoromethoxy)-1 H-indazole-3-
carboxamide hydroformate,

25  N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(trifluoromethoxy)-1 H-indazole-3-

carboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-[ 1-(2-piperidin-1-ylethyl)-1H-1,2,3-
triazol-4-y1]-1H-indazole-3-carboxamide trihydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-[ 1-(2-piperidin-1-ylethyl)-1/-1,2,3-

30 triazol-4-yl]-1H-indazole-3-carboxamide,
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N-(9-Methy1-9-azabicyclo[3.3.1]non-3-y1)-6-(2-thienyl)-/H-indazole-3-car

boxamide 10 hydrofmmate,

N-(9-Methy1-9-azabicyclo[3.3.1]non-3-y1)-6-(2-thieny1)-1H-indazole-3-ca
WRFRAGIHE4 PCT/US2005/013938

N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-6-(4-methy1-2-thieny1)-/H-indaz

ole-3- carboxamide hydrofornaate,

N-(9-Methyl-9- azabicyclo[3 3.11non-3-y1)-6-(4-methyl-2-thieny1)-/H-indaz

N N by 2 ey o e et

olee&boammd@hmiefhydatﬂ‘,ormate
IV- g?g&&hﬂ@éﬂ}ﬂ&%@&&%ﬂ% Adkochs-yH SMlupsometpox/bda

zole-3- carboxamide, 2
N- I%?@?QGF@S%) -Octahydroindolizin-6-y1]-1H-indazole-3-carboxamide

5 hyWQEQmB&!%thyl- -azabicyclo[3.2.1]oct-3-y])-5-(nitro)- 1 H-indazole-3-carboxamide
N [ i 70%R S) Octahydroindolizin-6-y1]-/H-indazole-3-carboxamide,
e

%) -Octahydroindolizin-6-y11-/H-indazole-3-carboxamide
hyd(ﬂiégm&dtéethyl -8-azabicyclo[3.2.1]oct-3-y1)-5-(nitro)-1H-indazole-3-carboxamide,

N-[fre/:0S8assRetamtoingohzin 8-y U - peazale 3 arbexamids o1 3-

|
6-Methoxy-N- %E?do -8-methyl-8-azabicyclo[3.2.1]oct-3- yl) ,2-benzisothi
zoleAPo38ids Sy dspfaeeafydrochloride,

10 6-Methexg-Metaric®-2-miestE82a7abr-3-y1)-5-(trifluoromethoxy)-1 H-indazole-3-
cyclo 3 2 ct 3-y1)-1,2-benzisothiawle-3- carboxamide,
7-NMeth oxy- -(endo -8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothia
zo|¥-Gredrbbsthrhidadapiisiothialdoct-3-y1)-6-(4-methyl-1,3-thiazol-2-y1)-1H-

307sMethoxy:Ns(endes8 mg}f&ézablcyclo[:s 2.1]oct-3-y1)-1,2-benzisoth
iazole-3- carboxamide O 2006/001894PCT/US2005/013938

6-Metfiss-Metbrirsargig domd Raioia D- ¢ 16erostipt brihiazeioled: brbo
Sxaﬂmm&cbﬂemﬁxxamt(iexo -8-methy1-8-azabicyclo[3 .2.1]oct-3 -y1)-

/
o e ol sy N sy oA s o
xam@@w@m@m@m&m@z 1]

OCtI@%JJUJSM@tﬁ pmetiRIdRos- ;19 ARHGT 5%{&9@9}@%
N-(9- ethyl 9 azablcyclo .3.1]non-3-y1)-5-(2-trimethyisilylethyn- 1 -y1)- /

H-if¥azRe3 e apEuRMnide,
20  N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)~6-(nitro)-1 A-indazole-3-carboxamide

hydroformate,
N-(exo0-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(nitro)-1 H-indazole-3-carboxamide,

and pharmaceutically acceptable salts thereof.

25 According to a further compound and/or method aspect of the invention, the
compounds of Formulas I, IT and ITI are selected from:
5-{[(Cyclopentylamino)carbonyljamino}-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-
yI)-1H-indazole-3-carboxamide hydroformate,
5-{[(Cyclopentylamino)carbonyl]amino}-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-

30  yD-1H-indazole-3-carboxamide,
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5-Methoxy-N-methyl-N-(endo-8-methyl-8-azabicyclo [3.2.1]
oct-3-y1)-/H-indazole-3- carboxamide hydrofonnate,
105-Methoxy-N-methyl-N-(endo-8-methyl-8-azabicyclo [3.2 .1]

W EBNPPIIY4-indazole-3- carboxamide, PCT/US2005/013938

10

15

20

25

30

6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-/H-indazole-3-c
arboxamide hydroformate, N-(8-Methyl- 8-azabicyclo [3.2.1]
oct-3-y1)-6-(2-trimethylsilylethyn-1 -y1)-/H-indazole-3- 15 carboxamide
hyﬁ@ﬂﬁmﬁt—%-%ﬁtﬁ' -Q—E@é&iﬁ:}@;@g@!ﬁ)ﬁ&t&- 1)-1H-indazole-3-carboxamide
[3.2.1]oct-3-y1)-6-(2-trimethylsily ethyn-1-5P6-/H-|ndazole-3- carboxamide,
NEEHEIRAR-azabicyclo [3 .2.1] o ct-3-y1)-6-(1,3-thiazol-2-y1)-
H4ndazwl 5-3-srthax@aistectflo[3.2.1]oct-3-yl)-1H-indazole-3-carboxamide,

A s e R e e
[3lydiptretaaie3-mrdne,
S-EIHQraNv(B MEthv-8:828RII6I018 AnbiRs By B-tddndazalescahaxam

ide hydroformate, ) .

255 ERereN-Blmetiyre b abd\ersrs 3 - mete sashiex ek o1kl idnib k-
arpidgole-3-carboxamide dihydroformate, .

B St O AT e e D s i
3-{rdexelnydrabgratofie, 2-a)pyrazin-2(1H)-ylcarbony1)-6-methoxy-/H-indaz

0l8. 3413y ndazals3 arRAY RAGEINMH A byl hid Ry IRTiNndazole-3-
hydgoforma}igg?ao ZF-%H-Indﬁgzo%-yl&?gﬁ)onypog?ahy?dgro-%H-py%(?o e

[1982Resamids hygroformate,

N-483\elthityskid-a Zapyeyciofd) 2Vi(Detcthy L §-azgphenia StiA)iddd 3ndarbliad3zcle-3-

arboxarnide hydroformate, :

N-C(%rﬁ\%eat]ﬁil -38-azabicyclo[3.2.1]oct-3-y1)-5-(phenylthio)-/H-indazoIe-S-earb

oxoavithexy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1/-indazole-3-carboxamide

N+SaPdeiyA:8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-0xazol-2-y1)-/H-indazol

e-3- 5 carboxamide hydrofon,nat?, . .
6-Methoxy-N-(§-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,

6-Methoxy-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1H-indazole-3-carboxamide

hydroformate,

6-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl1)-1 H-indazole-3-carboxamide
hydroformate,

Ethyl [4-(3-{[(8-methyl-8-azabicyclo[3.2.1]oct-3-yD)amino]carbonyl}- 1 H-indazol-6-y1)-
1H-1,2,3-triazol-1-yl]acetate dihydroformate,

Ethyl [4-(3-{[(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)amino]carbonyl}-1H-indazol-6-y1)-
1H-1,2,3-triazol-1-yl]acetate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5~(phenylsulfonyl)-1 H-indazole-3-

carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(phenylsulfonyl)-1 H-indazole-3-
carboxamide,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(4-methyl-1,3-thiazol-2-yl)-1 H-indazole-3-

carboxamide hydroformate,
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10

15

20

25

30

N-(8-Methy1-8-azabicyc1o[3.2.1]oct-3-y1)-6-(
1,3-oxazol-2-y1)-/H-indazole-3- carboxamide,
N-(exo0-8-Methy1-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-0xazol-2-y1)-/H-inda
W RSB oxamide hydrofonnate, PCT/US2005/013938
10N-(ex0-8-Methyl-8-azabicycl1o[3.2.1]oct-3-y1)-6-(1,3-0xazol-2-y1)-/H-in
dazole-3- earboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.110ct-3-y0-6-(1,3-0xazol-2-y1)-/H-inda

Z0jer B\ 18.v1)-6-(4- -1,3-thiazol- 3.
(e(ndo 8- ethylggc aza %c%)/fcﬂl;g[g )1]o(ct Isl’wﬁ 16}L (31%‘35"2& 1 1%{‘ 83

Zeeboxande, bhoxamide,
N -(8ebARttyE-8- mmmp[.a.z}a&@cﬁwa&mmy Isl-tifig20] 06/ §-CarRaXARL 3 -

roforen
%ﬂ(mx ITE za |cyc§o[3 2.1]oct-3-y1)-5-nitro-/H-indazole-3-carboxamid
e, N (8-Methy1—8-azab1cyclo[3 2.1]oct-3-y1)-6~(5-methyl-1,3-thiazol-2-y1)-1 H-indazole-3-
N-(29dethyds 9-azabieyclo[3.3.1]non-3-y1)-5-nitro-1H-indazole-3-carboxa
m|de 20 hydroformate,

Y@ﬁﬁ‘&ﬁ%%?&?&%s@kfﬁéﬁ%%)%@u% indapRiecdoratsamitscami
d dlydro formate,

box ?%W%?éﬁ?yfér-g?%b%g@e‘ﬁyi %]o %%@g,f)\/glgﬁr )]ﬂ?fmga% %*ca’}ga}é%'l?dé” ear

5- M&hé&@-ﬂ%@&b&%ﬂm@tﬁmlﬂ%%éﬂmyém{liﬂl Dthigzgt)-H)-IdaudiecB-Sar

boxaR3idehide hydroformate,
255- é3 ,6-Dihydro- Zl%gyan -4-y1)-N-(8-methyl-8- azab|e%elo[3 .2.1]oct-3- ¥1)

TG R Ate Hy Gt - L-hiazol-2-y D - indazole-

5 -(3rbekrhiydsp-2H-pyran-4-y1)-N-(8-methy1-8-a.zabicyc1o[3.2.1]oct-3-y1)-
o (50 B S ST A Sl R il T b e ey

1Hl3iﬁ@£mt630 3-carboxamide hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(nitro)-1 H-indazole-3-carboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(trifluoromethoxy)-1 H-indazole-3-
carboxamide hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(trifluoromethoxy)-1H-indazole-3-
carboxamide, ‘
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-{ [ (propylamino)carbonyljamino} -1 H-
indazole-3-carboxamide hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-{[(propylamino)carbonyl]amino} -1 H-
indazole-3-carboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(4-methyl-1,3-thiazol-2-y1)-1 H-
indazole-3-carboxamide hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(4-methyl-1,3-thiazol-2-y1)-1 H-
indazole-3-carboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methyl-1,3-thiazol-2-y1)-1 H-

indazole-3-carboxamide hydroformate,
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WO 2006/001894PCT/U 82005/013938 5 -
(3,6-Dihydro-2H-pyran-4-y1)-N-(9-methy1-9-azabicyclo[3 .3.1] non-3-yl)-1
H-indazole3-carboxamide, N-(9-Methyl-9-azabicyclo [3 .3.1]
W13R08%4093881 (1 3-0xazol-2-y1)- /H-indazole-3 - carboxamid@CT/US2005/013938
hydroformate,
5N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(1,3-0xazol-2-y1)-/H-indazole
-3- carboxamide, and pharmaceutically acceptable salts thereof.

Accgrdin fyrther compo d/ t aspect of the inventio

the G R S S P B S IaPE e Ar L By -
amimdizle{@nadaamedhyl-8 -azabicyclo [3 .2.1] oct-3-

y1)AH %99@291&1%19@@9&9&%@%%{%{%18 nitro)-1 H-indazole-3-carboxamide

5-{[(Clopentylamino)carbonyllaminol-N-(eéndo-8-methyl-8-azabicyclo[3.2.1]
octIHAPIBE dazole-3-carboxamide,
5155vAenns SNV@Hyies iyl Brasaliydipla. 2 lijostaatnh) 1 Hemagarotecirbathaide,

ide h ) ) '
AR e b iasle s A ST pee e sty
midearboxamide hydroformate,

5-AmipRdl Miaaigl:2azabigy IR 34N kb Hdndareler3saasbrxs.-

amide hydroformate,
2052 HRFFERIGS¢9-methy1-9-azabicyclo[3.3.1]non-3-y1)-1H-indazole-3-carb

1 OOXam'(d@dm8-Methyl—8-aza_bicyclo[3 2.1Joct-3-y1)-6-[ 1-(2-piperidin-1-ylethyl)-14-1,2,3-

6-(]&{3%_24/_?1& _Il—h:_l.‘l,ﬂzd3-ct}|l'!5 A _ocléﬁ%{l -Ii\lg-e(}?%jo-%—txc’{}etg\é!-&azablcyclo[3.2.1]0
ct-3-y1)-1Hindazole-3-carboxamide dihy roforma e,
6-(WEerdny§-Yiethy 28 nzabizptialy2) L ledlehtib-6-rhédiperidiabiziethol 3 127412, 3-
ct-3gybhindezolgr3crbamidtide, _
256-(3,6-Dihydro-2H-pyran-4-y1)-N-(8-methy1-8-azabic cIo[3.2:1C]joct-39/1
)-1 s oM g AR ARl Fy didtrbra; (1,3-thiazol-2-yl)-1-indazole-3-
156-(3AHosaydde BAitefyramed-y1)-N-(8-methy1-8-azabicyclo
[3.’3{\;: oCt-3- 1&-11t§jndgtzo ie-§-2q rb93)<_a Nide, o oL 2
M e S R T T s sl
amiefsboxamide,
N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(nitro)-1 H-indazole-3-carboxamide
hydroformate,

20 N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(nitro)-1 H-indazole-3-carboxamide,
N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(trifluoromethoxy)-1 H-indazole-3-
carboxamide hydroformate,
N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(trifluoromethoxy)- 1 H-indazole-3-
carboxamide,

25  N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(4-methyl-1,3-thiazol-2-yl)-1 H-
indazole-3-carboxamide hydroformate,
N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(4-methyl-1,3-thiazol-2-y1)-1 H-
indazole-3-carboxamide,
N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methyl-1,3-thiazol-2-yI)-1 H-

30  indazole-3-carboxamide hydroformate,
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30 hydrofonnate,

6-Methoxy-N-(8-methy1-8-azabicyclo[3.2.1]oct-3-y1)-1H-indazole-3-carbo

xamide, WO 2006/001894PCT/US2005/013938
VEIOHHRGMN - (9-methyl-9-azabicyclo [3 PCT/US2005/013938

.3.1]non-3-y1)-1H-indazole-3-carboxamide hydroformate,

6-Methoxy-N-(exo-8-methyl-8-azabicyclo [3 .2.1] o et-3-y1)-1H-indazo

Ie 3-carboxamide hydroformate, 5Ethyl [4-(3-{ [(8-methyl-8-azabicyclo

gvi](%xg %rlazolgf)-? {?acecg{eo(ﬁ }#;&%Horlqg%'glli’?ﬁ ﬁ?ﬁiz” Ehlazc’l' Yi-1H-
[(8m¢bm§d Mh@@yn&ﬁ [3 .2.1] oct-3-y Damino] carbonyl }- |
Wji 79k8ehly ﬂk'a}a&éyyi@é@ﬁaéé%%%e(m&' B M1 AZARICHEIRe

[3.2.1] oet-3-y1)-1,2-benziso xazole-3-carboxamide 10 hydrofonnate,
N- (B ‘éfﬂ’ma@zazablcyclo [3.2.1]
5 octﬁ@ﬂ&ﬁﬂdﬂ%ﬂﬂmﬁi@kﬁ@ mIMWiﬂST(Ntf&WMb&W%EMﬁ@e,
él@ B m}{l(}eutl%% Isu}{fq ]é;ér%?azole -3- earboxamide
8 §874 ICyClo [3 .2.1]

oct 3-y1)-5-(phenylsulfonyl)-1H-indazole-3 - 15 carboxamide,

N-(8- Metw&&a%w%m&%ﬁfomd and/or method aspect of the 1nvent10n, the
oet-3 y1) 6-(4-methyl-1,3-thiazol-2-y1)-1H-indazole-3- earboxamide

hy oA ON: oy I a%&b?é@éﬂﬁ@d from:
10.2. Tho@-Biids6-nekuh- Sibisstol Bovihidioindepaiac eallpgwamide,
20N eth I 8-azabieyclo [3.2.1]
octyg %A ’rnethyl -1,3-thiazo1-2-y1)-1H-indazole-3- earboxamide
hymtmmwmwmhg=&@a@m[§33,2]mq)n—3-y1)—1H—indazole~3—carb0xamide
octiZardisRriremethyl-1,3-thiazol-2-y1)-1H-indazole-3- carboxamide,
6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3-

15  carboxamide hydroformate,
6-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-3-
carboxamide hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-yD)-5-(trifluoromethoxy)-1H-indazole-3-
carboxamide hydroformate,

20 6-Methoxy-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-y1)-1 H-indazole-3-carboxamide
hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1Thept-5-y1)-6-(4-methyl-1,3-thiazol-2-yI)-1 H-indazole-3-
carboxamide hydroformate,
5-Difluoromethoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-

25  carboxamide hydroformate,
5-Difluoromethoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-
carboxamide hydroformate,
5-Difluoromethoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-
carboxamide hydroformate,

30  6-Difluoromethoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-

carboxamide hydroformate,
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N-(8-Methyl-8-azabieyelo[3.2.1]oet-3-y1)-6-(nitro)-1H-indazole-3-carboxa
m de 25 hydrofonnate, N-(8-Methyl-8-azabieyelo [3 .2.1] oct-3
-yD)-6-(nitro)-1H-indazole-3- earboxamide,

YR A8 E Methyl-8-azabicyclo[3.2.1]oet-3-y1)-5-(1,3-thiazoPEX/VS20eA1Ha938
azole-3- carboxamide hydroformate, N-(endo-8-Methy1-8-azabicyclo
[3.2.1] oet-3-y1)-5-(1,3-thiazol-2-y1)-1H-indazole-3- 30 carboxamide,
N-(endo-8-Methyl-8-azabicyclo [3 hydrofotmate,

N- (@Edﬂt&MﬁéﬂyskjaAaz&hia&gl—@[&&M@nﬁ@B&.ﬁ/ﬁe&hﬂLﬁ)aﬂbiﬂymg-S

car %&m %e H}?e, N-(endo-8-Methyl-8-azabicyclo[3

carboxami -(en ethyl-8-azabicyclo[3 inda7ole-3-carboxamide
hdec(ﬂJMeﬂwl(&ﬁé@@%@&hﬁlﬁ%&éﬁbyﬁ:@@m&icﬁé@%@r&d&hiﬁd@@mlﬁ—
N-(ende8idethyl-8-azabicyclo [3 indazole-3-carboxarnide hydrofo
N-(endo-8-Methyl-8-azabicyclo[3 15indazole-3-carboxamid

SRR e AL b et e
N- (eﬂdmﬁ-Me%pka&mbdbad:yﬂm{ﬁatadazole -3-carboxamide, 20

i (élrr;t?i%/g et y1- - cyc L%%t])éj %%%hhe%mfl%thé%z Wiy l[g-mdazole 3
car%k&*ﬁ qﬁ@@f@?ﬁ?\%{f‘e 25 N-(endo- 8 -Methyl-8-azabicyclo[3
Car@QZ,%[IUﬂ@dro-2H—pyran~4-y1)~N—(2—1nethyl—2-azablcyclo[2.2.l]hept— 5-yl)-1H-indazole-
10 3-carboxamide hydroformate,
. N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-yI)-6-(5-methyl-1,3-thiazol-2-y1)-1 H-indazole-3-

carboxamide hydroformate,

6-Difluoromethoxy-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-y1)-1 H-indazole-3-
carboxamide hydroformate,

15 N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-6-(1,3-thiazol-2-y1)-1 H-indazole-3-
carboxamide hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y])-5-(5-methyl-1,3-thiazol-2-y1)-1 H-indazole-3-
carboxamide hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y)-6~(trifluoromethoxy)-1 H-indazole-3-

20  carboxamide hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(4-methyl-1,3-thiazol-2-y1)-1 H-
indazole-3-carboxamide hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-6-(2-thienyl)-1 H-indazole-3-carboxamide
hydroformate,

25  N-(2-Methyl-2-azabicyclo[2.2.1Thept-5-y1)-5-(1,3-0xazol-2-yl)-1 H-indazole-3-
carboxamide hydroformate,
5-(3,6-Dihydro-2H-pyran-4-yl)-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-y1)-1 H-indazole-
3-carboxamide hydroformate,

5 -Methoxy—N—(Z—methyl—Z-azabicycloi’_2 .2.1Thept-5-yl)-1H-indazole-3-carboxamide

30  hydroformate,

83



N-(endo-8-Methyl-8-azabicyclo [3 triazol-4-y1]-1H-indazole-3-carbo
N-(endo-8-Methyl-8-azabicyclo [3 30triazol-4-y1]-1H-indamle-3-carbo
N-(exo0-8-Methyl-8-azabicyclo[3.2.floct-3-y1)-5-(1,3-thiazol-2-y1)-1H-indaz
Wi 9608 Hxamide hydroformate, PCT/US2005/013938
N-(exo-8-Methy1-8-azabicyclo[3.2.floct-3-y1)-5-(1,3-thiazol-2-y1)-1H-indaz
ole-3- carboxamide, 5
N-(exo0-8-Methy1-8-azabicyc10[3.2.1]oct-3-y1)-5-(nitro)-1H-indazole-3-car
boxaigie: Pydretermatenyl-2-azabi 2.1Thept-5-y1]-6-(4- -1,3-thiazol-2-y])-
N-(e rg-S-M>4th ﬁS-azab?,cydo[:%.iyiﬁ%)g%-%-y%)epg-%nsiﬂo())- 4H1{1ier%}z’alzgl3e%1-ag§%ﬁz ¥

oxal -IH]é]’azo e-3-carboxamide,

N- (@ 0+8HVI: 541822 biylcdof3aBidkns(l 2-y Iepr-Brifip orarmeig xy)3likinsla .yi)-
zolgﬂgfnﬁﬁgg@g%%ﬁﬁ%gformate, 10

N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(trifluoromethoxy)-1H-inda
570 -BreatidamRideMethyl-2-azabicyclo[2.2.1]hept-5-y1]-5-(trifluoromethoxy)-1 -
N-éﬁg&&eh@egm,&rﬁ@@picyclo[&z.1]oct-3-y1)-6-(4-methy|-1,3-thiazol-2-y1
?\f - Qg@@%ﬁ%ﬁ%@%ﬁ%%ﬁg%@3t1ejhept-5 -yl]-5-(trifluoromethoxy)-1H-
[3. florti33ydarirtdmiieihyl-1,3-thiazol-2-y1)-111-
15ipda: -Ga ids, )-8-Methyl:8-azabic 2,
o e S AR N e
10 hyﬂmﬁ‘i‘a@, ydroformate,
N-exendoMatilitsazabigyipi3 A hlact-Avil GGz ey, Sxhiazohd-yl

)-1Hi.rgdazol -3-C rkgoxamide, 20
N-fglx&@ﬁgﬁjvif@-g%%%yclo[&2.1]oct-3-y1)-6-(nitro)-1H-indazole-3-carb
oxarildei¢thi-Grerabitpslo2.2. 1Thept-5-y1)-6-(5-methyl-1,3-thiazol-2-y1)-1 H-indazole-3-
N-Qg&&%g&%@amgyclo[&z1]oct-3-y1)-6-(nitro)-lH-indazoIe-B-carb

oxamide, and pharmaceutically acceptable salts thereof 25According to a

15 Luf‘%ré%%?wpsbgﬁaaaﬁaréﬁ(%ﬂib%éﬁéb%ﬁﬂwwmpfw@mmms
of Eprnulasid thlianHaage selected from: 5+

R e e TR,
carboxamide hydroformate,
6-Amino-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-yl)-1 H-indazole-3-carboxamide,

20 5-(1-Benzyl-1H-1,2,3-triazol-4-y1)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)- 1 H-
indazole-3-carboxamide dihydroformate,
6-{[(Cyclopentylamino)carbonyl]amino}-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-
yD-1H-indazole-3-carboxamide hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-{[(propylamino)carbonyljamino} -1 H-

25  indazole-3-carboxamide hydroformate,
5-({[(4-Fluorophenyl)amino]carbonyl }amino)-N-(erdo-8-methyl-8-azabicyclo[3.2.1]oct-
3-yl)-1H-indazole-3-carboxamide hydroformate,
6-({[(4-Fluorobenzyl)amino]carbonyl}amino)-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-
3-yl)-1H-indazole-3-carboxamide hydroformate,

30 5-({[(3-Methoxyphenyl)aminojcarbonyl}amino)-N-(endo-8-methyl-8-
azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide hydroformate,
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5- {[(Cyclopentyl amino)earbonyl] amino} -N-(endo-8-methyl-8-azabicyclo
[3.2. fleet-3- 30 yl)-1H-indazole-3-carboxamide,
5-Amino-N-(8-methy1-8-azabicyclo [3

WO 294803894 )- 1H-indazole-3-earboxamide hydroformate, ~PCT/US2005/013938
5-Amino-N-(8-methy1-8-azabicyclo[3.2.1]oct-3-y1)-1H-Mdazole-3-earboxa
rnide,
5-Amino-N-(9-methyl-9- azabicyclo[3 3.11non-3-y1)-1H-indazole-3-carbox

e BRI R ME S 00 Ol
6 (2zBEpvsio A RH R DAy Al m@ﬂz?lf&ﬁ@ﬁﬂm@mhvﬁ8>mm@yclo[3 2.110
Ct-JriBladetl Fﬂkﬂ%ﬁcﬁ%ﬁ%m@@ Siygroformate, ;grlﬂuﬁa%l%ll 'gll) |-

,2,3- trlazol endo-8-methy1-8-azabicyclo [3.2.1]oet-3-y1)-1
md’éﬂ% hydroformate,

56-(3,6- D|Wﬁrph&ﬂmymaﬂwédceﬁ@mmﬂo&ﬁzabicyclo[3.2.1]
oct-3-y1)-1H-indazole-3- earboxamide hydroformate,
6-(3,6-Dihydro-2H-pyran-4-y1)-N-(8-methy1-8-azabicyclo[3.2.1]oct-3-y1)-1
H-indazo Ye@rdiagioxaitridier compound and/or method aspect of the invention, the

15@Mpty-M8-metby iBaazabiryclab3idades-3-y1)-1H-indazole-3-car

boxamide hydroformate
6-MathBy IR e-AEmF gt Al aigndaname k- aeghipelolihdd Jans33v ot i

10 Oxaﬁdiﬂﬁle-?: -carboxamlde hydroformate,

A R PR e

2 PP&@PC@JW)lH indazole-3- carboxamlde hydroformate, Ethyl

[4- @M&ﬁdﬁﬁw%&&éﬁh @-&a@r&@%{ﬁ?’y@ﬁmmﬂ) 1 H-indazole-3-carboxamide
carbonyl}-1H-indazol-6-y1)- 1H-1,2,3-triazol-1-yllacetate dihydrofortnate,

Eth}Wt f%“{‘ﬂ@ methyl-8-azabicyclo [3.2.1loct-3-yDaminoicarbonyl
15}-11a-Mietaaey-Brydnda2 S-htihy2 Bdridigle b Badadatd,yl)-1 H-indazole-3-carboxamide,

5-Methoxy-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1 H-indazole-3-carboxamide
hydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(trifluoromethoxy)-1 H-indazole-3-
carboxamide hydroformate,

20  N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-nitro-1 H-indazole-3-carboxamide
hydroformate,
5-Amino-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1 H-indazole-3-carboxamide
hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(nitro)-1 H-indazole-3-carboxamide

25  hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(nitro)-1 H-indazole-3-carboxamide,
6-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-3-carboxamide
hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(4-methyl-1,3-thiazol-2-y1)-1 H-indazole-3-

30  carboxamide hydroformate,
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N-(8-Methyl-8-azabieyelo [3 .2.1]oct-3-yl)-5-(phenyl s
ulfonyl)-1H-indawle-3- carboxamide hydroformate,
N-(8-Methyl-8-azabieyelo [3 .2.1]
Wer2820/9918%pheny1sulfonyl)-1H-indazole-3- earboxamide, PCT/US2005/013938
30N-(8-Methyl-8-azabicyclo [3.2.1] oet-3-y1)-6-(4-methyl-1,3-th i
azol-2-y1)-1H-indazole-3- carboxamide hydroformate,
-3-y1)-6-(4-methyl-1,3-thiazol-2-y1)-1H-indazole-3-

-3- W—Ifﬁr@ﬁmﬁmﬂﬁa&o?db'Qéoi']gc%@ylﬁ-j(ldm%'}yl)-1H~indazole-3-

-3- y1 5-r 3 thlazol 2-y1)-1H-indazole-3-
-3-y §b8"% E)E?Iyd Q¥ t%.-3-carboxamide

-3- ﬁlglss@mmjlﬁi}}mtébl}%}é&fmaﬂndhyk ~azabicyclo[3.3.1]non-3-y1)-1H-
Tokys Qadtigal R ncazole >

1joct-3-y1)-5-(1,3-thiazol-2-y1)-1H-indazole-3-
31]oct %411% itbienr o Drhirea Srecteatseabisnele[3.3. 1 Jnon-3-y])-1 H-indazole-3-
1]oeﬁrBoximﬁi&miymbfi;Hnmazole -3-earboxamide 1] oct-3-y1)-5

t I e-3- . . .
1(| (;Iét I%\?- %%]C'} e, ﬁgﬁ%gfﬁ_lﬂag)%%_]jpon{%—yl)»lH—mdazole-B-carboxamlde

1]th£3£5le)n®I{‘{mropylammo)carbonyl]amino} 1Hte.
1]05% %%)&MWW%@&?QMB@QM'%@W%(%Ehlényl) 1 H-indazole-3-

Joct-3-y1)-6-(4-methyl-1,3-thiazol-2-y1)-1H
Iloc‘ia@%ﬁn@‘g@l it% thiazol-2-y1)-1H-

floct-Beyd)-6-KEethglthyakabiSytitpe 8l fnpd B Hi)-3QingRAgIE2 e PHNEMidR Z0le-3-
hydro%ormat
N (en tﬁ{&rfg-azagfcyclo[s 2.1]oct-3-y1)-6-(5-methyl1-1,3-thiazol-2-
yl)l\ﬂ:ﬁqn@a%(b@tgy@érmmp 3.1]Jnon-3-y1)-6-(2-thienyl)-1 H-indazole-3-

carboxamide hydroformate,

15 N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-6-(4-methyl-2-thienyl)-1 H-indazole-3-
carboxamide hydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(1,3-thiazol-2-yl)-1 H-indazole-3-
carboxamide hydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(1,3-oxazol-2-y1)-1 H-indazole-3-

20 carboxamide hydroformate,
N~(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(1-methyl-1#-imidazol-2-y1)-1 H-
indazole-3-carboxamide dihydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-6-(1,3-thiazol-2-y1)-1 H-indazole-3-
carboxamide hydroformate,

25 N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(2-trimethylsilylethyn-1-y1)-1H-
indazole-3-carboxamide,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(morpholin-4-y1)-1 H-indazole-3-
carboxamide hydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(pyrrolidin-1-yl)-1 H-indazole-3-

30  carboxamide hydroformate,
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N-(endo-8-Methy1-8-azabicyc10 [3 2.1] oct-3-y1)-6-(nitro)-1H-indazole-3
-carboxamide hydrofommte,
5N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(nitro)-1H-indazole-3-ca
WBeReHeI894 PCT/US2005/013938
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(trifluoromethoxy)-1H-ind
azole-3- carboxamide hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-ye-6-(trifluoromethoxy)-1H-indn
ole-3- carboxamide ] ) . )
10N-{@idcdVetbihy reasbiss Rl Ao Btk 3 hipmamholinipafulifingrzele-3-
yl)<bibokadndddigdaifémyible1 H-indazole-3-carboxamide trihydrofommte,
N- -8- I-8-azabicyclo[3.2.1]oct=3-y1)-6-11-(2-piperidin-1- 1)-
L e A e R S TR ko«
N-(@kdEBiMietiolct3gcathabinyclofdladtpdengitp] )-5-(1,3-thiazol-2-y1)-1H-inda

5 20'19:@8-1%{&911@93&%@&9@1&13%5[85- U8).6-[1-(2-piperidin-1-ylethyl)-1#-1,2,3-triazol-4-
N-(exo-8-Methy1-8-azabicyclo[3.2.1]oct-3-yl)-5-(1,3-thiazol-2-yl)-1H-indaz
ol eyg: ]&lﬂg% ?éﬁn/qia—é:’arboxamlde,

N-(Expeddethyi-8;a2akicptlofd)Vi[®eicthy B8saatiio)kbit-hdreneyd-tarbo

Xamié(ja%o'?é(-gf‘@f"%ﬁ”%atelﬂe dihvdroformate

20N (EXo-8-Me yﬁ@-azablﬁyc ofg.li.I]oct-3-y1)-5-(nitro)-1H-indazole-3-ca

rboxéidazyl-1H-1,2,3-triazol-4-yl)-N-(endo-8-methyl-8-azabicyclo[3.2.1Joct-3-y1)-1 H-
10 N-GaR:SrdViethyb:8razriaadRIR i ddoct-3-y1)-5-(trifluoromethoxy)-1H-ind

azole-3- carboxamide hydroformate . ,

N-XE S RPN eRaB N Ayl reratela & ) oritrdy 1 -
zolgrBrzoRrBaxsvtideide hydroformate,
25N-(ex0-8-Methy1-8-azabicyclo[3.2,11oct-3-y1)-6s(4-methyl-1,3-thiazol-2-
N AR R SENE SRR 1
N-(iextezglavieensiogamidbicycl o [3.2.1] oct-3-y1)-6-(4-methyl-1 ,3

15 -thigzglv=ydrbHindazelsr 3 caphaxamides[ (propylamino)carbonyllamino }-1 H-
N-(ex0-8-Methy14-azabicyclo[3.2.1loct-3-y1)-6-(5-methyl-1,3-thiazol-2-y1)
-1 HOdgEql s sepUds SV AR AlSeiroformate,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-{[(propylamino)carbonyljamino}-1 H-
.indazole-3-carboxamide,
6-{[(Cyclopentylamino)carbonyl]amino}-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1H-

20  indazole-3-carboxamide hydroformate,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-{[ (propylamino)carbonyl]amino}-1H-
indazole-3-carboxamide hydroformate,
5-({[(4-Fluorophenyl)amino]carbonyl } amino)-/N-(8-methyl-8-azabicyclo[3.2. 1]Joct-3-yD)-
1H-indazole-3-carboxamide hydroformate,

25  6-({[(4-Fluorobenzyl)amino]carbonyl}amino)-N-( 8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-
1 H-indazole-3-carboxamide hydroformate,
5-({[(3-Methoxyphenyl)amino]carbonyl}amino)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-
yl)-1H-indazole-3-carboxamide hydroformate,
6-({[(3-Methoxybenzyl)amino]carbonyl}amino)-N-( 8-methyl-8-azabicyclo[3.2.1]oct-3-

30  yD)-1H-indazole-3-carboxamide hydroformate,
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WO 2006/001894PCT/US2005/013938 N-(ex0-8-Methyl-8-azabicyclo
[3.2.1] oct-3-y1)-6-(5-methy1-1,3-thiazol-2-y1)-1Hindazole-3-carboxamide,
N-(exo-8-Methyl-8-azabicyclo

W9 20496981834y 1)-6-(nitro)-1H-indazole-3-carboxamide hydrof¢H#i82005/013938

10

15

20

25

30

5N-(ex0-8-Methyl-8-azabicyclo [3.2.1) oct-3 -y1)-6-(nitro)-1H-indazo
le-3-carboxam ide, and pharmaceutically acceptable salts thereof.
According to a further compound and/or method aspect of the invention,

the,c me%@alﬁf_@%\g@gaﬁ%ﬁ N GFesS g&@@&{%%%oﬁzou&n.1-y1)-1H.

[(6-Methoxy-1H-Indazol- yO carb onyl)octahydro-2

(L BBl e oY dRormate
7-KletiiosyoifeadoreatiimiBazabiiotH 3 binenifyinkhindazole-3-
carboxamide hydroformate,

6-ffie ﬂ%%(n)}f *(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothia
zofeldfluGoartbagribeipdafethyhfeazabicyclo]3.2.1]oct-3-y1)-1 H-indazole-3-
6-M%p%ﬁ&;(exo-&methyl-8-azabicyc|o[3.2.1]oct-3-y1)-1,2-benzisothiaz
ole-3- carboxamide hydroformate, )
N-{RRemgmsthoaniiyers s meinksazbiordqiifdesiietholdfindazmedz ol
e-3arbaxhxa@ide hydroformate,

R S Mo e R Sl G R YD RS o oo
N-¢2baeamjilobadaishdguibf2. 2. 1]hept-5-y1)-6-(4-methyl-1,3-thiazol-2-y1)-1
H-NBa7 Qe GRRRMIALS IR Bicy clo[3 2.1 oct-3-y1)- 1 H-indazole-3-

5-Difluoromethoxy-N-(endo-8-methyl-8-azabicyclo[3.2.110ct-3-y1)-1H-ind
aztfthoxamide hydrochloride,

5-Difluoromethoxy-/N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-
carboxamide hydrochloride,
6-Difluoromethoxy-V-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide,

6-Difluoromethoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-
carboxamide,

6-Difluoromethoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-
carboxamide,

6-Difluoromethoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-
carboxamide hydrochloride,
6-Difluoromethoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-
carboxamide hydrochioride,
6-Difluoromethoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-
carboxamide hydrochloride, and
6-Difluoromethoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1Joct-3-y1)-1 H-indazole-3-

carboxamide hydroformate,

and pharmaceutically acceptable salts thereof,
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25 carboxamide hydroformate,
5-Difluoromethoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1H-indaz
ole-3- carboxamide hydroformate,
VOBMIEBPEHethoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-BFLIHSRLOFIE 3838
- carboxamide hydroformate,
306-Difluoromethoxy-N-(endo-8-methy1-8-azabicyclo[3.2.1]oc1-3-y1)-1H-i
ndazole-3- earboxamide hydrofbrmate
6-Difluoro e ho -N-(8- me I-8-azabicyclof 3.2.1]

oct-3- yl) ee_ 5 m@cﬁW&B?ma?éﬁlons comprising a compound of
N (WMB@&E@HM&@Q@H&BM&E&MW&hﬁhﬂmmlaﬂoﬂe)-&ctwe
Qﬁ%ﬂ%cﬁﬁm%dg method of stlmulatnﬁgr acfivatin, ﬁqmi?ﬂiﬂi‘nﬁqa ipha" 2_

exo -8- Met 1-8- azablcyclo[s 2.1]oct-3 5-(4-me
yl)rﬂ.‘l“‘?u%ﬂ% o%%@ﬁéﬁﬁmlﬂw%f@ fpmentional assay or one described herein,

sN-(ervtetinying-az abioyctal 2rlsdinant2:-yib) 2 AAnme thykdl, Jnthazadndmil i in a

d b de hydraqf
o R e i ﬁl%?ﬁ%?éo(%ﬁag%vffﬁ%%&éyépaffmn@at asgopialy
-1qum@q@@mmmmmmme memory impairmert, etc. method of
N-(GMEIY T NG GOl AR R 3aY ) ﬁpﬁ H‘EJJM} Y !1%%%11% ylé "

H-incla7ole-3- carboxamide hydroformate,
6- DIt M&tBosF: F@f‘(‘?‘?ﬁé‘iﬁﬂ?nazablcyclo[z 2.1]Itpt-5-y1)-1H-indazole-3
10- carboxamide hydroformate, 15 N-(2-Methyl-2-azabicyclo[2 2

- dazol rb
ﬁl/r(ljerg}osrraa -0 Gk thcg Vr\%l%eyé)z 1H A azolﬂg r?lag/: %e gr)e(:%zra?é econventwnally Some

1]heptks lch)vﬁx@qmﬂqquecmazols@dﬁwmu@tbm& calbaxaimideaterials are

hydrofarmaiemMa( M etiianaz i 9dm known wr starting materials,
.2.1]hept-5-y1)-6-(trifluoromet oxy) 1H-indazole-3- 20 carboxamide

hydroformate,
15 The synthesis of similar compounds is disclosed in copending application Serial

No. 11/018,429, filed December 22, 2004, the entire disclosure of which is hereby

incorporated by reference.

Acids that were used in the preparation of the bicyclobase amides were
20 commercially available or were prepared by known procedures described in the literature
or as described below. For example, indazole-3-carboxylic acid was commercially
available. A variety of the simple substituted indazole-3-acids, such as the
bromoindazole acids, were prepared from the corresponding isatins by basic hydrolysis,
diazotization, and reduction (Snyder, HR.; et al. J. dm. Chem. Soc. 1952, 74, 2009).
25
Some substituted indazole-3-acids were prepared by modifying existing indazole
acids or esters. For example, 5-nitroindazole-3-acid was prepared by nitration of
indazole-3-acid (Kamm, O.; Segur, I.B. Org. Syn. Coll. Vol 1. 1941, 372). 6-
Nitroindazole-3-acid was prepared from 3-iodo-6-nitroindazole using copper (I) cyanide
30  followed by hydrolysis. Some non-aromatic heterocyclic derivatives were prepared from

the bromides by metal-halogen exchange, trapping of indazole aryllithiums with ketones,
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N-(endo-8-Methy1-8-azabicyclo[3.2.1]oct-3-y1)-5-(4-methyl-1,3-thiazol-2-y
1)-1Bindazole-3-carboxamide hydrofoate,
N-(2-Methyl-2-azabicyclo[2.2.11hept-5-y1)-6-(2-thienyl)-1H-indazole-3-ca
WHSRHIME hydroformate, PCT/US2005/013938
25N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-5-(1,3-0xazol-2-y1)-1H-indaz
ole-3- carboxamide hydroformate,
5-(3,6-Dihydro-2H-pyran-4-y1)-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-y1)

-1R1ipdedeled AR @ mige hydr P uMAifation. Aromatic substituted indazole-3-
5-Methoxy-N-(2-methy1-2-azabicyclo[2.2. 1 Thept-5-y1)-1H-indazole-3-car

b&gg}ﬁm%@mg%?mzﬁg bromides via palladium mediated cross-coupling with

N4drehit aeids o5 pRdMet wdageaz ahieyeo [.R.1 hent-Oryl MHed ARmetivk/ db, 7,
ia%?kf-yl)- 1H-indazole-3-carboxamide,
N-Krel-18,48,5R)-2-Methyl-2-azabicyclo [2.2.1]
hept-5-y11-6-(4-methy1-1,3-thiazol-2-y1)- libindazole-3-carboxamide,

SN-[( Some substituted indazole-3-acids were ﬁrepared from simple benzene
re/-18,48 5R)-2-Methy1-2-azabicyclo[2.2,1 ept-5-y1]-5-(tr|f?uoromethoxy)-

1 FeE At Y este POr -SSR RIS eglifluoromethoxyindazole-3-acid was prepared from 3-
N-tfoalels MadRpibNe thybRen et eyigibiRiRd e pirb; yadcbidiriito samsthox
y)-1Hindazole-3-c ide. - N-(2-Methyl-2-azabicyclo 1]

L S T e S R fe o v, o

hydirsroipriae, Rrlpiheenatearyindzolaidiepidonss prepared in a similar manner from

291196k Sy i Rfor g néhlehbl - MEAZ BlRro SRR oxynitrobenzene
hydrofon-nate,

NYEMBRE BSR2LHieD Mo ReRaied Stog Pyt ophsnek Ry £rhes frmatim 9.1

H sierhietiotevdthcatvoxa it eriwdtiofosstateymide, nitration, amide hydrolysis, and a

15N-an %}@XL&%%}%}# rm.§?§]1Q)%gﬁ—é§-yl)-5-(trif|uoromethoxy)-lH-indaz

ole-3- carboxami

The benzisoxazole- and benzisoxazolecarboxylic acids were prepared using
similar strategies outlined for the indazole acids. For example, ethyl 6-
bromobenzisoxazole-3-carboxylate was prepared from 2,5-dibromonitrobenzene by
reaction with diethyl malonate, saponification and decarboxylation, and reaction with
isoamylnitrite. Ethyl benzisoxazole-3-carboxylate was obtained by hydrogenolysis of the
6-bromo derivative. 3-Benzisothiazolecarboxylic acid was prepared from thiophenol by
reaction with oxalyl chloride and aluminum chloride followed by treatment with

hydroxylamine, hydrogen peroxide, and sodium hydroxide.

Bicycloamines that can be used in the preparation of the bicyclobase amides are
commercially available, can be prepared by known procedures described in the literature,
or as described below. For example, 2-Methyl-2-azabicyclo[2.2.2]octan-5-amine was
obtained by the reduction of the 2-Boc-2-azabicyclo[2.2.2]octan-5-amine (J. Med. Chem.
1973, 16, 853; Synthesis 1979, 50; W097/40016). 2-Methyl-2-azabicyclo[2.2.1]heptan-
5-amine (Tetrahedron 1998, 54, 8047-8054; J. Med. Chem. 1992, 35, 2184-2191),
octahydroindolizin-6-amine (US4213983), 2-azabicyclo[2.2.1]heptan-5-amine (J. Med.
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N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-6-(4-methyl-1,3-thiazol-2-y1)-1
H-indazole-3- carboxamide hydroformate,
6-Amino-N-(2-methyl-2-azabicyclo[2.2.1]1ept-5-y1)-1H-indazole-3-carbox
VEeh?des/3084 1 -Benzy1-1H-1,2,3-triazol-4-y1)-N-(8-methyl-8-axatsitspois /(33938
.2.1j oct-3-y1)-1H- indazole-3-carboxamide dihydrofonnate,
6-{[(Cyclopentylamino)carbonyllaminol-N-(endo-8-methyl-8-azabicyclo[3.2
.1]oct-3- y1)-1H-indazole-3-carboxamide hydroformate,

N eVl ozl 2 ot e ORI P e v,

amino}-1H- T 1] /0 mld
5 UR%F&@&@@MW@%%MGH!%WH&M%@)N YendoFaoEildy Ldsamabimine
Zud40l3- Y73 ingazalso3: ‘3‘%@%?'9'%@8139%9%@1644 1815) were

6 ( (4 Fluorobenzylgamlno carbonyl amlno -N-(endo-8-methy1-8-azabicyc

Io[é’?@fﬁ@l@%ﬁllﬁlﬁ Srisbie Bresthggant Hydrdrrabisislodd.2. 1]00t3n-3-amm5
55- (@(a% deliex yihe typaiwicial cathes yl arinahbinienae4 T 8aibY it exo- isomers

I321t- 1Hd|3b dhf
o e e e R e
az amyabq@ D19Rc 3. 9881 HRif ddizwsidsd-Sarbbizarhifie i idntfordrmténe was
}g« tvoR: azanieneipkRen LastRiy 1 &@W&&%\S&kﬁi&%ﬁi}%ﬁib}

- indazole-3-carboxamide hydrofonnate, 5and pharmaceutically

ac blegm iR RYEEfe redRetio oS Viihret- Bt -Arldpenan-3-amine
10memwlasmmﬁhhaam/hyﬂto)ysmefgmmmdsx@fgzmmiyag»1 11 and Il

t
o BSOS Hponan-2-qmips cod amixtye of endp- gnd excroMetbyboy
3- qu)ammequé %Hazm@mmM@Wmmmg to the procedures set forth in
6-Mgiageass Mﬁﬂ@g&&ﬁﬁ%& 87abicyeI0l3 SNRA-3 ¥ &t BrRRNFSO iR tane

zole-3-_carhoxami
6- MBS Ariatasahisyinld b osagr e Brepae 5 e samene il

15 Carm;dahtEtcﬁeHWmIKBbmm&t,se by lithium aluminum hydride reduction and reductive

15(3% é'l\&'\gf%ﬁ%o gepr&%%%n?rgszp%%: i:lo[3.3.1]non-3-y1)-1H-indaw1e
-3-carboxami

5-Methoxy-N-(endo-9-methyl-9-a7abicyclo[3.3.1]non-3-y1)-1H-indazole-3-
carboxamigde diysliefasatide can be prepared by the coupling reaction of acids with the

bicycloamine and HBTU or HOBt and EDCI in DMF, or by converting the acids to the
20 corresponding acid chloride and then reaction with the bicycloamine (Macor, J.E.;
Gurley, D.; Lanthorn, T.; Loch, J.; Mack, R.A.; Mullen, G.; Tran, O.; Wright,N.; and J.
E. Macor et al., "The 5-HT3-Antagonist Tropisetron (ICS 205-930) is a Potent and
Selective -7 Nicotinic Receptor Partial Agonist," Bioorg. Med. Chem. Lett. 2001, 9,
319-321). The couplings are generally performed at room temperatures for 18-24 hours.
25  Thioamide analogs can be prepared from the amides by reaction with Lawesson’s reagent
(Wipf P.; Kim, Y.; Goldstein, D.M., J. Am. Chem. Soc., 1995, 117, 11106). Bicyclobase
methylenamine analogs may be prepared from bicydobase amides by standard reduction
procedures as described, for example, below. The resultant adducts can be isolated and
purified by standard techniques, such as chromatography or recrystallization, practiced by
30  those skilled in the art.
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N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(trifluoromethoxy)-1H-in
dazole-3- carboxamide hydroformate, 20 N-(endo-9-Methyl-9-azabicyclo
[3.3.1] non-3 -yI)-5 -nitro-1H-indazole-3 -carboxamide hydroformate,

VHOAMIMEIN2endo-9-methyl-9-azabicyclo[3.3.1]Jnon-3-y1)-1H#0TAXe P38
rboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(nitro)-1H-indazole-3-carboxa
mide 25 hydrofonnate,

N-(8-Meth I-8-_azz_;1bic.clog3.2.1]oct-3-y1)-5-%nitro)-1H-indazol‘e-3-,carboxa
mide, e nicotinic ligands can, alternatively, be prepared by modification of other

6-I\AgmﬁﬁyﬁgaﬁﬁwgB&%pﬁ@ﬂeﬂqmaphh@yagmmsq@wm@m-3
-carboxamide hydroformate, N-(8-Methyl-8-azabicyclo [3.2.1] o .
N R S e

hydwdégematbstituted ligands served as precursors for modified ligands where appropriate.

5 N-(@smefhylsSsazabieielaldiestIoelsdntbicalf ooy Ane winkhiuldd-indgole-

3- carboxamide hydroformate,
5-(1-Benzyl1-1H-pyrazol-4-y1)-N-(endo-9-methy1-9-azabicyclo[3.3.11no
n-3-y1)-18ird#zelendr¢ skilDxathide: Ryt reteghiatethat compounds of Formulas I, I1, or
553 3:Bithien -2 vl (end0 D me - 9 a7 RRICY P IRIR: 2 AR Y Mot i
ndazofés: carboxamlreiydlrofgrmate, SeOMCHical IShishic 10MS,= Tot example,
'5-(8orunhyl Negatathing - rihetHymalai-Stsieyritodob3 Y Moat@ryigmippinga forecthyl-9-

10 3-CRARXAMIES MYFRRRIMALS, strubli@Rdand Vel $RZABICYRIOR 4, isomer, exo
.3.1)non-3-y1)-5-(3-thieny1)-1H-indazole-3- 10 carboxamide, o
hdeB%q.rmgfemmtures thefeof. All of these compounds, including cis isomers, trans

N-(ebaher)-Meinttotraz abigyeis]3 Ackivian; 3nchydeditn etiwtaZ¢hiehyehpdtiomers,

H-indazole:3- carboxamide hydroformate, . .... . .

N IR AP LTRSS MR, i e oms of Y renon

3- Cattstaetindizl o hipd FofofPRIRES IBNEane Bavtethyn -8/ 2atsicy€lghpagrreyponding
15NON5 3y GridhiBR DY frd i DY) rldis 1R 291 €a8st preferably no more than 1%.

The optical isomers can be obtained by resolution of the racemic mixtures
according to conventional processes, for example, by the formation of diastereoisomeric
salts using an optically active acid or base or formation of covalent diastereomers.

20 Examples of appropriate acids are tartaric, diacetyltartaric, dibenzoyltartaric,
ditoluoyltartaric and camphorsulfonic acid. Mixtures of diastercoisomers can be
separated into their individual diastereomers on the basis of their physical and/or
chemical differences by methods known to those skilled in the art, for example, by
chromatography or fractional crystallization. The optically active bases or acids are then

25  liberated from the separated diastereomeric salts. A different process for separation of
optical isomers involves the use of chiral chromatography (e.g., chiral HPLC columns),
with or without conventional derivation, optimally chosen to maximize the separation of
the enantiomers. Suitable chiral HPLC columns are manufactured by Diacel, e.g.,
Chiracel OD and Chiracel OJ among many others, all routinely selectable. Enzymatic

30  separations, with or without derivitization, are also useful. The optically active

compounds of Formulas I, II, or III can likewise be obtained by utilizing optically active

92



carboxamide hydroformate,
N-(endo-9-Methy1-9-azabicyclo[3.3.1]non-3-y1)-5-(1,3-thiazol-2-y1)-1H-in
dazole-3- carboxamide hydroformate, N-(endo-9-Methyl-9-azabicyclo[3.3.
WO AYIRHPY-5-(1,3-0xazol-2-y1)-1H-indazole-3- 20 carboxarfiftkéUS2005/013938
hydroformate,
N-(endo-9-Methy1-9-azabicyclo[3.3.1]non-3-y1)-5-(1-methyl-1H-imidazol-
2-y1)-1Hindazole-3-carboxamide dihydroformate,

N-(ER60s Shete-: pAR ARS8 FHORRA Yhig- (LaddiogRafi¥i T %o not

azole-3- carboxamlde hydroformate,
SRS TABYIRAERY 1-9-azabicyclo[3.3.1]non-3-y1)-5-(2-trimethylsilylethyn-
1-y1)-1H- indazole-3- carboxamlde

N-(endo Iq aﬁﬁ uX' 9 aza IO 3- ?(1-]7]?1‘? 'ng a¥t13v§l ecoé%pz%l Itli])at ﬂvng' )cg'rxljpcl)qlgds can

azole-3- Chrboxaniige hydoro
5 N- b@mwgnw&hwx@qmbm@ drion-Sgy18nSidimyriolitinednydhy- oFH dH, ''C,

zolec3a R rareoxamigie YAIQIDEMABaMSrt, the compounds are deuterated. Such
2006/001894PCT/US2005/013938

N-(EHERSVRIRY Lan s aBRAT e Brecefivendsssued. b o semsiNes- 9 Pra fil4 and
Indﬁmeﬁ- carbdusaritiele 1hy[dI$1f<PafEtﬁtBlos 5,846,514 and 6,334,997, deuteration can

8-Methy1-8- zabl 10[3.2.1 1)-6 idin-1- erthyI) -1H-1,
1a261-4° 81”{?0 B0 az£ofe 5 Caf o%aorzr’u afrlﬂlpé}% ate,
10 5N (8 Methy1-8-azabicyclop2.11oct-3-y1)-641-(2-piperidin-1-ylethyl)-1H-1

,2,3-razplefireydrd Lok RAAZ OG- GRID OXRBYdEhthesized using various methods such
5-(1- BenZﬁl -11=1-1,2,3-triazol-4-y1)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3

i dasrabes sy 3%%09§%e%m alrthorn%m Advances in the Synthesis and
5-(ApBkauziphsl bf- R 2iditbakadl-Gopdpoikfe o -BragethigbSrazakiayoiselopment. [In:
[3- 2 HOBINIBE! 2000, 6(10)] (2000), 110 pp. CAN 133:68895 AN 2000:473538
15 CAPLUS; Kabalka, George W.; Varma, Rajender S. The synthesis of radiolabeled
compounds via organometallic intermediates.  Tetrahedron (1989), 45(21), 6601-21,
CODEN: TETRAB ISSN:0040-4020. CAN 112:20527 AN 1990:20527 CAPLUS; and
Evans, E. Anthony. Synthesis of radiolabeled compounds, J. Radioanal. Chem. (1981),
64(1-2), 9-32. CODEN: JRACBN ISSN:0022-4081, CAN 95:76229 AN 1981:476229

20 CAPLUS.

Where applicable, the present invention also relates to useful forms of the
compounds as disclosed herein, such as pharmaceutically acceptable salts or prodrugs of
all the compounds of the present invention for which salts or prodrugs can be prepared.

25  Pharmaceutically acceptable salts include those obtained by reacting the main compound,
functioning as a base, with an inorganic or organic acid to form a salt, for example, salts
of hydrochloric acid, sulfuric acid, phosphoric acid, methane sulfonic acid, camphor
sulfonic acid, oxalic acid, maleic acid, succinic acid, citric acid, formic acid, hydrobromic
acid, benzoic acid, tartaric acid, fumaric acid, salicylic acid, mandelic acid, and carbonic

30 acid. Pharmaceutically acceptable salts also include those in which the main compound

functions as an acid and is reacted with an appropriate base to form, e.g., sodium,
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10 indazole-3-carboxamide dihydroformate, 5-{
[(Cyclopentylamino)carbonyl]aminol-N-(8-methyl-8-azabicyclo [3.2.1
Joct-3-y1)-1Hindazole-3-carboxamide hydroformate,

VOGB4 Nntylamino)carbonyllaminol-N-(8-methy1-8-azabRGEISPH|bt938

10

15

20

25

30

t-3-y1)-1Hindazole-3-carboxamide, 15
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-1[(propylamino)carbony11
amino }-1Hindazole-3-carboxamide hydroformate,

Nﬁ&mwﬂeﬁcmmm uﬁﬁio%xw%) -Patinapylamine)aasbonyititMithe art

no}-1Hindazole-3- carboxamlde
[(G§E) %Wﬁ%%%aﬁgﬂ]a?ﬂm? f\?lt%%@m%@%magds may be prepared

[353/ 1&@01&3;1)th&@an3¥8%@me@ inydroaforommateanic acid via any of a

SHEIRSE A kS LUPIRRAINARE M co v

am no 1 |r1§aazole carboxaml ormate,
5-PIFparFdubY opkRsing B mﬂ’@&rwéﬁﬁfaﬁhﬁn@ymt(@mthyhsmmmm_vxa a

1]0strdsyddxdMrnaaredg: 3-carboxamide hydroformate,
256-({[(4-Fluorobenzyl)amino]carbonyllamino)-N4 8-methyl-8-azabicyclo

[3.2.1] oct-3-y1)- 1Thindazole-3-carboxamide hydroformate,
5- ({[(3 Meih dxljpherydiafuribdc araompiianti ] -$d {8 thae thy b8 @ aibécyisyafBiction
Ctn’?‘or%;r}lé"_&rm 91@ %cTﬂ'b %&Hﬁé@et} (%E?JQ erI%‘i%ates, citrates, aspartates,

3-MethoxybenzyT)amino|carbonyllamin

8 h?éﬂ?? e&aﬁ&@éﬁyﬂéom%ct bisufates)- 1 PHiV@Fole ©30eRIIEIREM figluconates,
hyéif& pkaiSpropionates,  dodecylsulfates, ethanesulfonates glucoheptanoates
ndo- -m I-8-azabicyclo[ oct-3-y. 2-0X0-3 li olid

PR Lo e B Lt MhaRscn Amthats, Rcheromides
5 ﬁ‘grﬂtmedm@thoiy}?dréﬁﬂmwlmtﬂﬁyclbﬁ&@sl]oméﬁeytt}-lHnethmtéf&lates
- qﬂﬁ%ﬁf@t@%’d%lnaphthalenesdfonates oxalates, almoate% Zpectmates gersulfates, 3-

55- leluoromethoxy N-(endo-8-methy1-8-aza icyclo[3.2.1]oct-3-y0-1H-ind
azg]@;glpmag@ﬁmg@rates pivalates, propionates, succmates tartrates, thiocyanates,

S-Rifluare MeMymys Md exeeSmoefity 1-8-azabicyclo[3.2.11oct-3-y1)-1H-ind
azole-3- carboxamide, 5-D ifluoromethoxy-N-(8-methy1-8-azabicyclo [3

.2.1] oct-3-y1)-1Hindazole-3-
Preferably, the salts formed are pharmaceutically acceptable for administration to

mammals. However, pharmaceutically unacceptable salts of the compounds are suitable
as intermediates, for example, for isolating the compound as a salt and then converting
the salt back to the free base compound by treatment with an alkaline reagent. The free

base can then, if desired, be converted to a pharmaceutically acceptable acid addition salt.

The compounds of the invention can be administered alone or as an active ingredient of a
formulation. Thus, the present invention also includes pharmaceutical compositions of
compounds of Formulas I-I1I, containing, for example, one or more pharmaceutically

acceptable carriers.
Numerous standard references are available that describe procedures for preparing

various formulations suitable for administering the compounds according to the

invention. Examples of potential formulations and preparations are contained, for
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I 0 carboxamide hydrochloride,
5-Difluoromethoxy-N-(endo-8-methy1-8-azabicyclo [3.2.1]
oct-3-yl)-1H-indazole-3- carboxamide hydrochloride,

VB3GR thoxy-N-(exo-8-methy1-8-azabicyc10[3.2.1]oct-BFIYSER(4ai3038
zole-3- carboxamide hydrochloride,
156-Difluoromethoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1H-indazol
e-3- carboxamide, _
(2’3;%Q%ﬁ?%%%gﬂas’ﬁgg&ﬁ&ﬁd&ﬁhﬁ?&%@@x‘;ﬁé@?ﬂ?&%@ﬂ@&nﬁ%‘%{aﬁ')fx%&'éﬂﬁ@yﬁ
6-BHERSHRRMTBRS iR, umsraticsh hesran Froad) debisty (highermian,
oler3ciiflafakoNaige, editors) current edition, published by Marcel Dekker, Inc., as
e o%(%meletéﬁ%%;%gﬁﬁ%g‘}}gg%'%%%%'&Yscd M A e e g A

5 ifluehidiedthoxy-N-(endo-8-methy1-8-azabicyclo [3.2.1]
oct-3-y1)-1H-indazole-3- carboxamide hydrochloride,
256-Diflugromethoxy-N-(exo-8-methy1-8-azabhicyclo[3.2.1]oct-3-y1)-1H-in
dazole-3 B AEENGE APSRERITREGRIER GBS e letABy Ui digh degree of
-8-paRiiyieg-dzabicyplodds. D1 e eprdsydy) - ikiveinidazole B adrbakamideao anyone
hyd r%‘ﬁﬁﬁmastt‘?fnﬁ a%gg %'%aa A<M t{'%g‘e" toar(s:cep}&acpnll?nss%rlgggge%?g f be accomplished
Preferred aspects include pharmacedutical compos&lons comprising a

10 consordiagofotmiatinnyareds dprd exanplenarelyticaisiisc cepsratblellyatsidcaiateously,
OPHQARA/YBNNNELARIY ARt AR-AIREHARL AW RTIRINGY Rhalation, rectally,

stimulating or activating inhibjting_alpha-7_nicotinic receptors, e.g., as
detE#RALYG ity a0 Givaies ddmiigHeYescribed herein, Seither in

-vitro or in vivo (in an animal, e.g., in an animal model, or in a mammal or

na h“ma\?Qiiéusm%ﬁ?Qgr%f JRAHN S ANUCIRYIS BRI Bk ORBcdhds of the
memory, especially

15  invention including such solid forms as tablets, gelcaps, capsules, caplets, granules,

lozenges and bulk powders. The compounds of the present invention can be administered

alone or combined with various pharmaceutically acceptable carriers, diluents (such as

sucrose, mannitol, lactose, starches) and excipients known in the art, including but not

limited to suspending agents, solubilizers, buffering agents, binders, disintegrants,

20  preservatives, colorants, flavorants, lubricants and the like. Time release capsules, tablets

and gels are also advantageous in administering the compounds of the present invention.

Various liquid oral dosage forms can also be used for administering compounds
of the inventions, including aqueous and non-aqueous solutions, emulsions, suspensions,
25  syrups, and elixirs. Such dosage forms can also contain suitable inert diluents known in
the art such as water and suitable excipients known in the art such as preservatives,
wetting agents, sweeteners, flavorants, as well as agents for emulsifying and/or
suspending the compounds of the invention. The compounds of the present invention
may be injected, for example, intravenously, in the form of an isotonic sterile solution.

30  Other preparations are also possible.
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long-teilll memory, cognitive impairment or decline, memory impainnert,

etc. method of treating a disease state modulated by nicotinic alpha-7

activity, in a mammal, e g , a human, e.g., those mentioned herein. 10
WELEBIEBHNds of the present invention may be prepared cBRVERGBHAIRI38

Some of the known processes that can be used are described below. All

starting materials are known or can be conventionally prepared from

known starting materials. 15The synthesis of similar compounds is

disclosed Saﬁ@m%@@aam@aimxﬁmﬁbw@f M@&&Mdﬁt&d@meﬁmﬁm

22,20 4 the entire disclos re of whic ereb}/t ineor oratet buth

ref@?gnceprﬁgagi%t atwere uSed Pthe pré prepara tion of the Dicyclobage 0o Putier.

amidbsylugrea20 polynihtoial jawedilablerovlayisnes rﬁnewaggdltgdmmuon can be in

brogeckyies stespien Nl iaiie £ . de e el B aRlfing, in

indazole-3- carbox%lllc acid was commerdcially available. idvarlety of the
5 simpstditiomiaitireativenzsrdiontasigh seiiehltHerbro AB AT LIE their,
were prepared from the correspondlng |sat|ns by basic hydrolysis,
diazotization, and e ction Am. Chem. S
74, 2009)}9 o?ne Subs tr % gla caaC|c 3 %Srleoﬁlré’%%redl%%ge form of
mocliéging e»usmgtmdmt@fa,CMQmesmuémm exepeipiions, gels, solutions, pastes,

5>- nHBW@Q@Z S{ﬁﬁ@%%@@@%ﬁ@ﬁ‘ DiratR-afdndazale Biacie, ear or nose.
(Kamm, 0.; Segur, J.B. Org. Syn. Coll. Vol 1. 1941, 372). 6-

10N.tr5%&&@@z@ma%wéﬂ%éwwﬁﬂ%m ABHRESen  gneans such as
coppersibrepapiganadfollowed by hydrolysis. Some non-aromatic
heterocyclic derivatives were prepared from the bromides by

metal-halogen exchange, trapping of indazole aryllithiums with ketones, )
WO 20064860894 @1niev20 05 8ki8 JaB fdndviseriby realinbabiiar alsjdcan be made.

megiaied.siNalaRAreMaiserRslitiiad dazale:3rREidR WaHpounds according

preg}ired from the bromides via palladium mediated, cross-coupling with
Shorbhithe drE B aryiazie radigiyiet Péjeé’éfewl?ﬂlﬁorbtmaf DB ali%’é”der (g

Devgicrda)3d)Voraf@he form of atomized solutions or suspensions. The aerosol formulation

can be placed into a pressurized acceptable propellant.

The compounds can be administered as the sole active agent or in combination

20  with other pharmaceutical agents such as other agents used in the treatment of cognitive
impairment and/or memory loss, e.g., other a-7 agonists, PDE4 inhibitors, calcium
channel blockers, muscarinic ml and m2 modulators, adenosine receptor modulators,
amphakines NMDA-R modulators, mGluR modulators, dopamine modulators, serotonin
modulators, canabinoid modulators, and cholinesterase inhibitors (e.g., donepezil,

25  rivastigimine, and glanthanamine). In such combinations, each active ingredient can be
administered either in accordance with their usual dosage range or a dose below their

usual dosage range.
The compounds of the invention can be used in conjunction with “positive

30 modulators” which enhance the efficacy of nicotinic receptor agonists. See, e.g., the
positive modulators disclosed in WO 99/56745, WO 01/32619, and WO 01/32622. Such
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5 Some substituted indazole-3-acids were prepared from simple benzene
derivatives. For example, 5-difluoromethoxyindazole-3-acid was prepared
from 3- bromo-4-nitrophenol by reaction with ethyl difluoroacetate,
WezetaOtith diethyl malonate, decarboxylative saponificatioRCT/US2005/013938
esterification, reduction of the nitro group, and 10 diazotization.
6-Difluoromethoxyindazole-3-acid was prepared in a similar manner from
2-bromo-5-difluoromethoxynitrobenzene. The
2-bromo-5-difluorotriethoxynitrobenzene used in that preparation was
prefRARORHRLIRAERBY BN BF By tRdF SO mR SABA TR RegtR RS Rlgd with reduced
congiositiant-pratesiion as the amide, nitration, amide hydrolysis, and a
Sandmeyer reaction with copper (I) bromide. 15 The benzisoxazole-
and benzisoxazolecarboxylic acids were prepared using similar strategies

outlined féurHist HefanP aBidsIED Perashpleoatygien with compounds that bind to

sbromeRenzsOxA7 ey CReX RIS NMAS Bﬁﬂ@fﬁ?tf&@ﬁo «7nACh receptor subtypes.
2,5- |bromon%)r b}anzgne by reaction with diethyl malonate, saponification
|

Q
andP &SNy I3t id reaction with 20 isoamylnitrite. Ethyl
benzisoxazole-3-carboxylate was obtained by hydrogenolysis of the

6-brorno derivati - isothi li id wasp fr .
thiopheno %/ %gﬁ?gn%%ﬁga%ﬁﬁ%@gﬁ gﬂ% %Ig ndgmggh%ge%ﬁ%%%llgva\?e&mowe
by gsiteHientalith/hydpssaisaisneriony dibgeriirerssia, iaventeimgludes methods of
10?@@3&?@&%@&1@9@1{&%&?@ @Tmﬂtﬁi@&&%r%rﬁparﬁgméogégg a mammal
ICyC ase amides are commercially avalla , can pe prepared oy
oWt BeRHTED) JRR At 5 HEPARIHEVIAIA e riDUaRsaisup iegh such as
exawipte,sdekl ethiyhida padyi cylitof2cBridjdotanveningenwasl alitai neadmynidse such as

redyction, -Bog-2- | NeS-ami M. . . .
197%% 1'1%6513%%?’1%%% ﬁgs Ig%%f?é@ﬁ —?JW as 4% 1%?0%%@&1{‘&3%&%%& 'mmlmstermg

2-Meth PRz AStsieyicibpmmal | reshiah 2 305aming cleatirretront 998, aaupound of

158047588045 4, M@Q ), AR a&g%aa@f 3@&41121%%&1, as disclosed herein.
octahydroindolizin-6-amine (US4213983),

2-azabicyclo[2.2.1]heptan-5-amine (J. Med. Chem.1990, 33, 1924),
8-azabicybiof&:@rddoct awitB-amétie 488 68 thk lindeizal, Glaeenis. ptO8Be 36 method

3704 tgeam§9§éﬂr (%%O,Ja lﬁémﬁ%%@c@&da human) sufferiné from a disease state (e.g.,

9-azabicyclo[3.3.1jnonan-3-amine (W038680A1; J Med. Chem.. 1993, 36, _

370RemONy dAPEHBFAY 2omprising B ifeiah e fAe it Gr¢Rmp@nd according to
20litergdepipsocedures. BrMetayi-Brsvakicy digbdse. atlaindidRinR&eaR8 nicotinic

obtaine(iic rqém commercial sources as a variable mixture of endo- and exo-

iSO Pgégcﬁ?}% %c?g-ltghd pure endo- isomers were prepared
according to the literature (J.

In accordance with a method aspect of the invention there is provided a method

for the treatment or prophylaxis of a disease or condition resulting from dysfunction of

25  nicotinic acetylcholine receptor transmission in a patient (e.g., a mammal such as a
human) comprising administering an effective amount of a compound according to

Formulas I, II, or IIL
In accordance with a method aspect of the invention there is provided a method

30  for the treatment or prophylaxis of a disease or condition resulting from defective or

malfunctioning nicotinic acetylcholine receptors, particularly o7nACh receptors, in a
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Med. Chem.. 1998, 41, 988).
3,8-Dimethy1-8-azabicyclo[3.2.1]octan-3-amine was prepared from
3-aminotropane by exposure to di-tert-butyl dicarbonate followed by

WRHUMHAREHinum hydride reduction. PCT/US2005/013938

10

15

20

25

30

endo-9-Methyl-9-azabicyclo[3.3.11nonan-3-amine 10 was obtained by the
acid hydrolysis of granisetron exo-9-Methy1-9-
azabicyclo[3.3.1]nonan-3-amine and a mixture of endo- and

exgafeMethyl-9 'n%%@yﬂa{%@ﬂﬂﬂgmm% Wﬂﬁ@t%g ine g_ffective amount

ccqrding to the procedures set forth in European Patent Application No.

a
"0 618 13BrRYS Aeariins e kpgpabidy dops Bl1joctane and

3-methyl-3,8-diazabicyclo[3.2.1joctane were prepared from the

commergial llable 8-B rotected.hase by lithium aluminu

hydride E%{%%%ﬁ%%‘%e%&C‘%?\%et%%%%?%ﬁ%ngwggﬁ%eﬁe‘gtlescﬁlg ,lHed a method
redpedar digatmentige piepkidpdscofimidiscesm tecondpameddsyiting douplimgpressed
reagdinmief acidrMstindhediayelaansine ARdik B THiRhHRBL and ERGH Ruch 45
DMF, or by converting the acids to the 20corresponding acid chloride and

th %ﬁ%ﬁ%ﬂ?%ﬂﬁ%}@%?&&ﬁﬁﬁéﬂ%&&&? wopmpenpb peqordingrithBernyas I, 1T,
LochlIDeffetsiok, tiRabdtivhdeitimA Ch;rdoanio®).; Wright, N.; and J. E. Macor et

al., "The 5-HT3-Antagonist Tropisetron (ICS 205-930) is a Potent and

Selective a-7 Nicotinic Receptor Partial Agonist,” Bioorg. Med. Chem. Lett.
2001, 9, B1 :gpdyngheide aphihgs mebgd mepait Peitformeitardbere is provided a

te BRI YL SO frdndh U Ropa9I HMAARIPS ARAMOER 6B PE cﬂ%ﬁf%ﬁqmpainnent
fr(g%] the amides b reac'%ﬁ? with Lawesson's reagent (Wipf P.; Kim, Y.;

GOt ™ TF AR Ehefh. B0 BERB M 1if3ar86): BiRjitEhAGE @ mammal
metiehlenamihenzmalagmmiainpeaprepiarathfrom ittyctiohasenamides BY compound
stag&g%gq@%gg ’(:ﬁd&r as described, for example, below. The

resultant adducts can be isolated and purified by standard techniques,
such as chromatography or recrystallization, practiced by 30those skilled

in the arty \MebRRAGLONAB MRGT /HheRBA%HHE3O3B the i EENAOMRIE HIBRASIed o
can, %It%r]}jat%elgr, be gregared 1m_odl icatjon of other nicotinic ligands.

ol EX&THe TS TS MERES 8% WASTBre pa R HRR fiseriting from loss of
cwkm_ﬁpcng@ﬁngfmmwddmligapd@w apalladinmasathlyreid asoasiaoupingomprising
reagils(Hhe LhelagaD: MR SPE JIRTR PRIV RS BIFSHISAIS T or i

modified ligands where appropriate. 5A inal exaniple, urea analogs
were prepared from aniline substituted analogs. One of ordinary skill in

the art wilk ieeeghize thahceRaUResQl Eepulase InntbaaREXIRt Rovided 2

different, tautomeric and geometrical ispmeric forms. For example o
ke R v e EE T,
9-niethGhoreteptabioy ¢lofBiB:df nEre 3-amirmstalictucks can bruindie Eofiprising
Of dhARAR UMl 210: SANE: P MR RIS F R, 1 11 or i
compounds, including cis isomers, trans isomers, didstereomic mix ares,
racemates, nonracemic mixtures of enantiomers, substantially pure, and

pure endntiemetanasawithificthe: $EaREIOLHREL RN AOYNNIO here is provided a

Subs&latati?liy ure enantiomers contain no more than 50/f w/w of the
coRdl Saonamé}o ecting neurons in a patient (e.g., a mammal such as a human) from

neurotoxicity induced by activation of a7nACh receptors comprising administering an

effective amount of a compound according to Formulas I, II, or ITL.
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15 opposite enantiomer, preferably no more than 2%, most preferably no
more than 1% The optical isomers can be obtained by resolution of
the racemic mixtures according to conventional processes, for example,

W8/ 2Re/4B¥ation of diastereoisomeric salts using an opticallyPGERA WS 8138
base or formation of covalent diastereomers. 20 Examples of appropriate
acids are tartaric, diacetyltartaric, dibenzoyltartaric, ditoluoyltartaric and
camphorsulfonic acid. Mixtures of diastereoisomers can be separated into
their individual diastereomers,.on the.basis of their, ical lor. . .
chemical diifSrences Bvﬁhmzél%ﬂtggg %F?[él\?v%n %(S)ptef%sc’%' gﬁ%@%@tﬁﬂ%ﬁ%fa provided a
exaetpie forytoh et iy by krsists farenpseanmeratre dnerdpthyampibiting the
agliugiNaeSAY ﬁéfggae@rﬁ)tﬁmnﬁ%éﬁ&q from thgeeRaEAt@0mammal such as a

a

diastereomeric salts. A different process for separatio? of optical igomers.,
inVHTORY) (RS BB IR O RSy AR Y& B HPEER rfgPording to

5 withiulshonf @amventional derivation, optimally chosen to maximize the
separation of the enantiomers. Suitable chiral HPLC columns are
manufactured by Diacel, e.g., Chiracel OD and Chiracel al among many
others, alihrarstrdaiycsendtrasriherroihediessogephrhtioneniinn Betwisaupvided a

derjvitization Reealag Healls The qpticallyaelive sampauads ok Rolowas from

I, 11, or IIl can likewise be, gbtained by utilizing optically acti ,
OB AP TIS00 B985 SR A e ey bie oo o

10 procepsesdunderdieaciiBorochditjdhsmiHfich do not cause racemization. In
addition, one of ordinary skill in the art will recognize that the compounds
can 5be used in different enriched isotopic forms, e.g., enriched in the

content dhZcaimes@ithansthen mefhogmsprseticlithe MM Eisteteprovided a

CORRRMNdS: g Giakier alathituchrdauinkaias fombscanibembgashgeptides in a
procedure described in U.S. Patent Nos. 5,846,514 and 6,334,997

: 97..A
oBEABBC ) STBRE TS & BHEE 1o B R 07 SR ARy amoumt
15 impfaveipeweiieacyrdngtinBoeaskesthdidardtion of action of drugs. 10
Deuterium substituted compounds can be synthesized using various
methods such as described in: Dean, Dennis C.; Editor, Recent Advances

in the SyAttsebiech At PREBHCER DRSS FAREHNINERE P CHMBSTRETo cospRgund is an

Disgryaly apeRavielapmentrdin Garse Bharmwriess, oRHBRARAMut can be
110 pp. CAN 133:68895 a@N 2000:473538,15 CAPLUS: Kabalka, George

W 3Ry el RarlwhRs & lePREIGUhARELR IShSHBISH c%%uﬁguﬁﬁf(ﬁgcgeemng of
20 orgaticimeiaikcinterniBdistes caetrahedibnafpe8dyted (2 oheagOtdinary skill in the
COREN; | B 09404 Q0GP g6 BN 1RR8A%4Y particularl
CA@_&%;%nE&%%:fr@%Mrﬁthony. %?/ntlh'esis of radiolabeled compo‘un%s,”3 o
J Ruiftddaedoinifaiende Pl pascdsp e npaepb s ncluding, but by no
IS SN2 eS8 ko CAMAR; 228 1RANA RIS A icd2 8 201mABE Wihine subjects, farm
Where applic%ble theg[r se Eingntil(r)ln %Isonrglg;eﬁ tg gsgéjla@ ms, Oll;lfgh%b'ects
coripBARuES bR O Ss SHEfaceutically sceeptaple o oo
25 saltsildrapindisisiettat theheowidoemsacfablegicelsgat imyarssesicio enitaidp, such as
Sal}r%iger, %%9%9&&9@09&%%@3{%%3, dogs, cats, etc., avian species, such as chickens,

turkeys, songbirds, etc., i.e., for veterinary medical use.
The compounds of the present invention are nicotinic alpha-7 ligands, preferably

30  agonists, especially partial agonists, for the alpha-7 nicotinic acetylcholine receptor.

Assays for determining nicotinic acetylcholine activity are known within the art. See,
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25 Pharmaceutically acceptable salts include those obtained by reacting
the main compound, functioning as a base, with an inorganic or organic
acid to form a salt, for example, salts of hydrochloric acid, sulfuric acid,
VheemeHe4acid, methane sulfonic acid, camphor sulfonic adt€Ta&e5/013938
acid, maleic acid, succinie acid, citric acid, formic acid, hydrobromic acid,
benzoic acid, tartaric acid, fumaric acid, salicylic acid, mandelie acid, and
carbonic 30acid. Pharmaceutically acceptable salts also include those in
which the main compound functions as an acid and is reacted with an
apﬁr%pﬂﬁ‘t’é%a’%g‘i’c?%} Charact ; binding of [3H I
2006/0RAHR0MEI Ty BRENNRLOAIZRES tpplassitdinl @al6tiie, aadtesidéteceptors.

a ni nd.choli <J.NO illed in the art.will further

e AN ﬁﬁ%&?@&?ﬁ%ﬂdﬁﬁw&% o i fsasgrors. the
prejoateeipis reasseitldnthe popyirirdndiththedms st toligeasis ord

5 OrORRIRFIFMB AMYOK AT UBRSH A HRAWE ELRO %ic&%‘tﬁbfmﬁl@éeeptors

and alkaline earth metal salﬁs can be Sprepared by reacting the i )
coBOSAUEBF G HERBI WRESRISLS A5 A HarRPEeder Vs ihiatpetcins which
kndovm methiod Son-condileeify poweinerasadyrihereexasiples lafoaci & alisathat Ch

can.h 8?&%@%91? reagdion,wish inorganic or organic icigs: acetates :
ad?r?a%:s, aginategl?ccitrates,\gspgzlé'jites,e 10 gr?i%’aftllgg, enezresrl{cg%%f()er%{gfg%s? din
bistit @ iphstal parseuceFiphdedidd,; dighwonates,

10 cyclopentanepropionates, dodecylsulfates, ethanesulfonates,
glucoheptanoates, glycerophpsphates, hemisulfates, heptanoates, .
Pexanoatbls RN b Ry QPR B 2o RIPIRISR o heteropentameric, The
2-Foptitypey setivanbsut@riatescdasititeblcntisates, imsih Aoesplionaater, o7 receptor
nicQiRAe s, 2 RRRRINAE oGS WIRnAIES 1A eS R ?'QAOPJT%S@;&%%{'Q?%@% ‘affinity for

persulfates, 3- 15phenylpropionates, picrates, pivalates, propionates,
suesAERES aganisht SRt HIb ByRiareRiotdR ategOMEsy Idtediesridve shown the a7nACh

15 UngleeaReaRsists cAtrsleusdiil ithesalisdemnet R e macaulicalddegenerative

acg%;étable fOJ administration to mammals. However, pharmaceutically
un

BSa it SR B th U HIBG R SIS B8 s T e 4 fhknown
exagopld, foreisolatingnivd compouddvalsansait afidothen eanvEhtingthisalfonists,

backpldits eechiasc, amBoUnMaY HealnepB-anake e eagen
Thegf?re,]e b%se c%n thg%, if désired, be converted tor ap Jé?m%%gﬁﬁgg”éﬁems than
acE&PiBle acid addition salt.  The compounds of the invention can be

20 administered alone or as an active ingredient of a 95formulation. Thus, the

present inyention also 'nclu%es. harmaceuytical ¢ osjtions of e
compounng\{éeofJ %Pr%“ﬂés%% Aifing, 18r ei'gﬁrﬁéld%ﬁ§ grgn%fzgahy dropyridine is a
phasmeadeticatyngdoait dibkertznrivasine worms (nemertine worms) and ants. See, e.g.,

Kem et al,, Toxicon, 9:23, 1971. Anabaseine is a potent activator of mammalian

nicotinic receptors. See, e.g., Kem, Amer. Zoologist, 25, 99, 1985. Certain anabaseine
25 analogs such as anabasine and DMAB (3-[4-(dimethylamino)benzylidene]-3,4,5,6-
tetrahydro-2’,3’-bipyridine) are also known nicotinic receptor agonists. See, e.g., US
5,602,257 and WO 92/15306. One patticular anabaseine analog, (B-3-[2,4-dimethoxy-
benzylidene]-anabaseine, also known as GTS-21 and DMXB (see, e.g., US 5,741,802),
is a selective partial a7nACh receptor agonist that has been studied extensively. For

30  example, abnormal sensory inhibition is a sensory processing deficit in schizophrenics
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Numerous standard references are available that describe procedures for
preparing 30various formulations suitable for administering the
comcounds according to the invention. Examples of potential formulations
VW aoprepfdtions are contained, for WO PCT/US2005/013938
20041001894PCT/US2005/013938 example, in the Handbook of
Pharmaceutical Excipients, American Pharmaceutical Association (current
edition); Pharmaceutical Dosage Forms: Tablets (Lieberman, Lachman
and.Rciars. AR EREAHon. 2 %%Qg&dagﬁ A REKC S tion with
as well as Remington's Pharmaceutical Sciences Ahur Ct)soﬁ"edl orﬁ,
15530 'Sgnreeeient SedlifiGn)Stevenneyrbwlsy chehhatpisecoarindfaingr27 (1998).
activity and, preferably their high degree of selectivity, the compounds of
the present invention can be admipistered to anyone needing stimulation =
of ipha A PERR BRI IS AR DB A TSGR 1 EBIRA AR i
5 patienpineas j.for lekBringteiropathB orgisallylephrartioxaliytd SEECItENRRLE! ¥t al.,
NSRRI ISR SRR 300 Pt AUSICIN O ve A7 Nicorinic

inhalation, rectally, vaginally, topically an
SeRpIos kA b eoBIsEBIBTs LAt béarsddfol Mminfstdihg compounds
of the 15 invention including such solid forms as tablets, gelcaps,

capsules, caple ranules, lozenges and bulk powders. The compounds
of the pre‘%%%%slr%\ﬁlgﬁ??n%%é)alﬁcﬁg%ﬂgﬁ i‘%&?&&eﬁ%‘f@%’ﬁ@mﬁ% ted as useful

0
10 varioubeplrastmzot wiidally propbpiadecfavriess dilsensts (sutvasisionsoseyticularly

?;ﬁ}?@ﬁ&@&k%ﬁ&?ﬁ%ﬁ%aégeﬂa%%%@ggg@ KRN e AT IRSIUFIRG Bl i

mited to suspending agents, solubilizers, buffering’agents, binders,
disﬁfﬁéﬁ?aﬁ‘?g,%g‘é@@r\‘? R AR sosRitioPaimBaitBeE ainelusing ffer example,
likecHirvghrelensecRpsulesitahigitansh galaiéeR|SesaRIMAlRBRALS 8 psychotic

ad lisnilggggl theetctzqmé)o nds o t_ergresen.t inver}?ﬁn, Varjous liquid
oral JOSagE forma can alss B (g RS te G Rsisp s UtRest ples of
15 inmﬁmemmmQiMMUSC.agdth@ndEQMstommn@zhﬂmwom’m%se, Lewy
SU%PS@%@&%VAB&B%@%E'%é’iéra?%EE%Q&%?Q&K%U@%&%&%%%COBE%% loss,

suitable inert diluents’known in the art such as water and suitat
exCRFBIRNIGRERR ritorEodelich: AXtprberRafividlvpstaniiy iy dHserder), and other
sweseteneis aflarataieis, dsvellressagients, fairRambisivingmneé/@ition, treating pain
suwendinggthe compoupoq]%of the invention. The compounds of th

resent

LA e Ay BE ol JpUpSPIREction, and KABHRE I8 tstos- WO
20 of 87/3560801W SIAE38SItIY BUERMEY, PYeparaidnd; dlelkidy poskilévied. Chem.,
40:26, 4169-94 (1997); Schmitt et al., Annual Reports Med. Chem., Chapter 5, 41-51
(2000); Stevens et al., Psychopharmatology, (1998) 136: 320-27; and Shytle et al.,

Molecular Psychiatry, (2002), 7, pp. 525-535.

25 Thus, in accordance with the invention, there is provided a method of treating a
patient, especially a human, suffering from psychotic diseases, neurodegenerative
diseases involving a dysfunction of the cholinergic system, and conditions of memory
and/or cognition impairment, including, for example, schizophrenia, anxiety, mania,
depression, manic depression [examples of psychotic disorders], Tourette’s syndrome,

30  Parkinson’s disease, Huntington’s disease [examples of neurodegenerative diseases],

and/or cognitive disorders (such as Alzheimer’s disease, Lewy Body Dementia,
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Suppositories for rectal administration of the compounds of the present

invention can be prepared by mixing the compound with a suitable

excipient such as cocoa butter, salicylates and polyethylene glycols.
VHOPENSHS for vaginal administration can be in the form ofP& p&iS2eNs/013938

tampon, cream, gel, paste, foam, or spray formula containing, in 5addition

to the active ingredient, such suitable carriers as are known in the art.

For topical administration the pharmaceutical composition can be in the

forg0bG ﬁ{@i&é@ﬂnﬁl&mi@%ﬂ{érm%wlsmﬁ@mnamm deficit,
gels, Soluti onscfgastes powd ersa{#prays and drops suitable fqr

adfmdtadsHch hecaken Rrled i memsixin PFopies semRmeRisiLgne to
alsadpyadve dfatRdarnahactmitis tatipouthaneadisgsiodioasitaristeonTal.
patches. Aerosol formulations suitable for administering via inhalation

also can be made. For example, for treatment of disorders of the

5 respiratohetradeenerebyspbinnde sisebidin gvitBinghp epiedstidriheanagent invention

adminiatersi ByeinbaiBhaRdNdh edorm Af ABOWHRIpIS i mierANEBHRS Wiseases,
the form of atomized solutions or suégensmns The aerosol formulatio

cahipespiseaiem i iuste SEMR SR Haiie BRSHETAS:. SHRECSHTAL PR BX (Steel-
Can{iaﬁaﬁlimimﬁiéfaﬂeasrﬂﬂhisyﬂEmdegemganhQShyMﬂmmvﬁﬁ)mmhtor neuron
other pharmage &'Ca' UGH 88 O slro@xg,eragsg s?gh%tq?aﬁgsat%@mal basal

of COGNitive Impai e or memory 0SS, €.9., o er a-/ agonists,

10 pDiedeirembinors Mﬁ&@ﬂﬂ%ﬁ@ﬁ@@%@r@m%aﬁﬁuﬁﬁmﬂdwm sclerosing
magilaiish-2AENORIRG: gﬁ?ﬁ@%&dmﬁl@féoﬁﬁﬂﬁ@&@ewigﬁﬁtMes primary

modulators, mGIuR mo onin

opamine maduyl
BRSSO P8 e o RSSOt B Rspas(ep fgocerebeliar
doaeRiziype3, rwafsbgmmme;mmrglagammmn@mm Eadm Gombitatibsesse, bulbar,

h t ih thei )
c2SL SENRIDISIE, 80 RS AU SN0 RO R s

15 coniprasme srsingiaey ineterlonciernsife Lf%@dlﬁ?ﬁ cnftincherpagap inidaie-Hoffmann
30medulatenssewbichvenbrreaithaeffiitacs afhnicatnice cSAFAGNMIEE. familial

See, e.g., the positive WO 99/56745, WO
o1 SO gﬁww%%@ e VbR A (RSRS, PR e Sippessve
treattﬂgfamhdduknaﬂdwhab@smﬁsmmtd&mﬂs eakices Gicatifiklt-Jakob, Gerstmann-

tra mis h c
W T R

20 of m@pmuwmamAm@r@e@pfeh%t%@a%@ @&u%eg@f@w@éusm and
ThenpigBent Iemion fukharda M%ﬁﬁ&@ﬁ@ﬁg@&mﬂfmmﬁmm but not

;Cetlvatlon Of, aegl nd? tin %recqpté)ur]?arél'c csndthaen = eargzterle %Btloa%c{n gcergmal and
intravertebral lesions (including, but not limited to, contusion, penetration, shear,
compression and laceration).

25

In addition, a7nACh receptor agonists, such as the compounds of the present
invention can be used to treat age-related dementia and other dementias and conditions
with memory loss including age-related memory loss, senility, vascular dementia, diffuse
white matter disease (Binswanger's disease), dementia of endocrine or metabolic origin,

30 dementia of head trauma and diffuse brain damage, dementia pugilistica and frontal lobe

dementia. See, e.g., WO 99/62505. Thus, in accordance with the invention, there is
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10

15

10 selectively activating/stimulating a-7 nicotinic receptors in a patient
(e.g.., amammal such as a human) wherein such activation/stimulation
has a therapeutic effect, such as where such activation may relieve

W@ ABGERSIhvolving neurological syndromes, such as the loREBIURGAIBI38
especially long-term memory. Such methods comprise administering to a
patient (e.g., a mammal such as a human), an effective amount of a
compound of 15Formulas 1, 11, or lll, alone or as part of a formulation, as
disclosed herein. In accordance with a method aspect of the invention,
B g or RAFE S RGBSR A E BN it
huipraatisnsriribefrdementitseadeendibogs. withweemory lapafmuatsing administering
CoORising.atM i&%f%%%ﬂ?o@@%ﬂ%@&ﬁ@%%ﬁg%@%%ﬂ%@, 1L, or ITI.
20Formulas I, 11, or Ill. Preferably, the disease state involves decreased
nicotinic acetylcholine receptor activity. In accordance with a method
aspect of'the, invesidatiereiih prdwvithes antelioafohehprésent ieshin includes
pr&%ﬁ}ﬂ@é‘ ¥ %Jr]sceﬁqgg &%%tgrs&ffg}%gqpo{g %%gﬁggﬁf{r%maigxgﬂtl Gﬁg%‘ %gr%)S(am e, mild
nicotinic acety chéline receptor transmission ih a Batlen]i2 (e.g., a mammg}
SURITRE v HipriFmeB nslve sta graiigirdrbeimsan eifesstvedhidoplrenipa Parkinson’s
COMBANG-RGEARING; (QiERENUIBSKs 1di08HE, Creul FACORKIBNERMM Bepression,
method rﬁespe(:t of the i?g(en%?\gl?there is provided a method 30far the

of

ettt SromIsK SRR Br EoBTRb eI MY HEHa b fleniRtia and
orathetfuactidegivg ntoatiiticracetyletib indlistepdorasdpavdicul arlytiseasA Clomprising

reSaRIRTS N0, 200SIRRAAPCTILSR0BIOK IR0 IS 0 By

i
mammal such as a human) comprising administering’ an effective’arhoun
of a compound according to Formulas 1, Il, or Ill. In accordance with a

Itmethod W@#@ﬂw@?&@gm i&l@@B?ﬁﬂi@e%ﬁ% TdRUE, e.c., ABiao,
reaiment or pro axis or a disease or condaiuon resyiting rrom .,
e AR o1 G T8 B YA o T B e Apmiers
a disamnalba a*ﬁa@ gdpﬁdeam)wnpnisiﬁtgpéidmnih@erén@mi'aimychmhbbare known
CORRQLR %ﬁ&ﬁﬁg%cgﬁ t&aﬁ&ﬂ?@ﬁéfﬁ&c&lﬁ&r 'kb%gtb%gf%eﬁ& a@?t%?h%teﬁn%m%hmat AB

receptors. 10In acCordance with another me as ect of the invention

th@rEtidesrbdidel a/methotpsenithie trEkitin aaeBs Wikoels Brabpsenefidhe AB
di%éfﬁiﬁés&&@@ﬂﬂﬂ@ﬂ@&@%@éﬁ(@&-tﬁ&ﬁﬁ?ﬁ\éﬂfﬂ@@ééﬁ&@&l%%iseases. See, e.g.,

A Ro s AEH O DLAR 2wl VAL a7 BRptgens esins

20 accontimigity Eeomattaiswith, Adb ptides. See, e.g., Kihara, T. et al., Ann. Neurol., 1997,

42, 159.

Thus, in accordance with an embodiment of the invention there is provided a

method of treating and/or preventing dementia in an Alzheimer's patient which comprises

25  administering to the subject a therapeutically effective amount of a compound according

to Formulas I, 1], or III to inhibit the binding of an amyloid beta peptide (preferably, AB;.
42) with nACh receptors, preferable o7nACh receptors, most preferably, human a7nACh
receptors (as well as a method for treating and/or preventing other clinical manifestations

of Alzheimer's disease that include, but are not limited to, cognitive and language

30  deficits, apraxias, depression, delusions and other neuropsychiatric symptoms and signs,

and movement and gait abnormalities).
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In accordance with another method aspect of the invention there is

provided a method for the treatment or prophylaxis of a disease or

condition resulting from loss of cholinergic synapses in a patient (e.g., a
WRAMES8¢h as a human) comprising administering an effeREVA SAMSHABI38

of a compound according to Formulas 1, Il, or Ill. In accordance with

another method aspect of the invention there is provided a method for the

treatment or prophylaxis of a neurodegenerative disorder by activation of

a7nACh receptors in a patient (e.g., a mammal such as a human)

comprising administering an effective amount of a compound according to

FormulasTh#, p)'edd:ht mvhmiaﬁcaﬁd@rme\xMﬂs angatods rﬁethmitagomh@f hh@loidosis

Invgggggésth%r% 13 geq 5@% b?a?t Ctl rons i a a C hered1tary

(e.g., a mammal suc asa uma from neuroto Clt fnéluceduﬁ)})

actmﬂ@rdoPaWA@fwmt@@wmbwm@ladmaM@m rgnzifiad fidedilasranean fever,
5 amﬂﬂﬁkﬁtW&Q et 2 eearbiRGdR-fort PR batle-Ofnld] cal¥f@k-related amyloidosis,

200 001894PCT/US2005/013938 C(()Mdance with another method
aspect of tife ?%@ﬂﬂéﬁ‘t‘ﬁé%a?gyp%\‘}ﬁ&a“ leirﬁ’é 8% s iment or
prophylaxis of a neurodegenerative disorder by inhibiting the binding of Ap

pepides 1, AR SERRISILARZ AL By SMANTALSERA ol in e

human) comprising a mlnlsterln an effective am nt of a com
acdniigrIremiresal ingeition. T hlm a&@s&aﬁquammmba used in

10aspeeRhbihenventisHd henaiswipMdaes @mﬁﬁb%af@érpﬂ%%sm‘kﬁﬁ U RS ordance
ina tlenﬁﬁ%?ég{ a ma al such as a human neurotox C|ty induced

lé%%‘p? g‘%o%?ﬁféf&?ﬁ%dsa?{% %énﬁm% H Bfging a patient for
10cdenbdundtdreveding toekiong wapatiddt owltlk lanti-a¢oriaancetiithpy comprising
an f
oo {F PS8 MR Formuls 1
patlérﬂr( :g., @ mammal such as a human) comprising administering an

15effective amount 150f a compound according to Formulas 1, 1l, or 111 A

subject or atlent d&lmstra%tlon the ther e tic compound is
an effectiv ?ﬁ‘é}gpeu ic Peg rFo?%oélglé Eef’)r;%ﬁs SFiSSSHe T AR oprotection
huragamsb utdesnagse awcatrmﬂlalvmbludmgea |zdndrateryesniamahih theoomntexbduced
of & clinlealiia! OnELeShIAG: B AR:BCHHY S REMRARL VSRS 6N there is

readily appreciated by one of ordinary skill in the art, the methods,

COrApATds amEtBRsh S JEHABRS HPHISTH S BIVING ST G EPETBEiiaM Agginst damage
20suitggbtaaadninistsatiog tenarycaaimahndagticuaddy. adaesmmaalitandicity compnsmg

mclu(filnﬁqj tbut b¥ ry mean% limi dtto humartlsfdomest nimals, SUCR: |

felife of gffﬁlln 8 ? CtS, Fafm armare S, SULH &5 T HoY ﬂ%c? é’rmu as 1

equiner Baprine, ovine, and porcine subjects, 25 wild animals (whether in

the wild or in a zoological garden), research animals, such as mice, rats,

rabbits, goats, sheep, pigs, dogs, cats, etc., avian species, such as

chickens, 4irReiyd, RoeARIRISEdor Be fIROCiRRpReRI P BHIBRea San Pl be used in
25corarotaamenth pliesend indedien aﬁ&miﬁgtlmm&e@maﬁd&eatmg pain, and

D AR J0EonEIeRAEALY RAFANRRIEIS O SRS St an

embodiment of the mven’uon there is provided a method of treating a patient suffering

from nicotine addiction, pain, jetlag, obesity and/or diabetes, or a method of inducing
smoking cessation in a patient comprising administering to the patient an effective

30  amount of a compound according to Formulas I, IL, or III.
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Assays for determining nicotinic acetylcholine activity are known within the
art. See, e.g., Davies, A.R., et al., Characterisation of the binding
of131-11methyllyeaconitine: a new radioligand for labelling alpha 7-type
Vi@ 2@eri{l 18%dotinic acetylcholine receptors. NeuropharmacolatyA/19895/013938
38(5): P. 679-90. As agonists for a7nACh receptors, the compounds are
useful in the prophylaxis and treatment of a variety of diseases and
5conditions associated with the central nervous system. Nicotinic

acetylchqline receptors are ligand-gastrol ion-channel receptors that are

composell bt FBTBNR St o MR ST doat s CrR R o an
pordlaRrestanilysighere Hpore mgmmmmw ﬁﬁh@ﬂ@ctbptmnsnmn{iuimrvous
(22yzafh AREHREs - il R ev%(é?sam\%/ SYUHNGEREDRUS IEXRIRS SRS Dctivating

the peripheral nervous system (al, 131, y, 6, s). 10 ~ Theé nACh receptor

SUBERSBECCAN BEMERTOTEFBREHBZst- hdieashErapRbiRes TREWnLB)prse cytokines.
whighhasisaseived eamsiterableaiienien © embe MaRSHANS dtEes including

receptor subtype formed from five a7 subunits. The cOnACh receptors
xBTS RIG Rty FBPTIRE S RRIb YA ERRIGTS LR AhStBigeFmic a7 receptor
(aatdgoristjkSyutiie sdapestawmeiay BCihdnheade piol-gRRIIS G response.
be useful in the treatment, of hotic diseases, neurodegenerativ
o S e oL e g mey be
is Bt Vier deyorast iflapenistery) dégaiss tireliding opavertoifl cattbring rdidhtes and

regeRier agonist Repecialbapelestive agenisipesvhichare Jess toxic or
exhibit fewer side effects than nicotine. 20 The compound anabaseine,

i.e., 2-(3-pyridyl)-3,4,5,6-tetrahydropyridine is a naturally occurring toxin
in certairlmarine avcoriménenidrineinbodisjean dfathts ifvestieh ghelketh govided a
al., Taxicon, 9;2 71.. Anabaseine is a pgtent activator of mammalian
i et L R A T g o
anaBasamonsigaeto gydueh e avidbadtddanbemmioBl arthritis, diabetes or sepsis,
(Sddnipimatudaminribenevideaaks: 4mebretetra bydienlo: Q&ggwﬁm&@dmg to

also knqgwn nicotinic receptor agonists. See, e.g., US 5,602,257 and WO
9PEBYES Oe Baticular anabaseine analog, (E-342,4-dimethoxy-

benzylidenel-anabaseine, also known as GTS-21 and DMXB (see, e.g.,

US 5’74%n893z)i’tion, due to their affinity to a7nACh receptors, labeled derivatives of the
compounds of Formulas I, II, or III (e.g., C'' or F'® labeled derivatives), can be used in
neuroimaging of the receptors within, e.g., the brain. Thus, using such labeled agents in

vivo imaging of the receptors can be performed using, e.g., PET imaging.

The condition of memory impairment is manifested by impairment of the ability
to learn new information and/or the inability to recall previously learned information.
Memory impairment is a primary symptom of dementia and can also be a symptom
associated with such diseases as Alzheimer’s disease, schizophrenia, Parkinson’s disease,
Huntington’s disease, Pick’s disease, Creutzfeld-Jakob disease, HIV, cardiovascular

disease, and head trauma as well as age-related cognitive decline.

Thus, in accordance with an embodiment of the invention there is provided a

method of treating a patient suffering from, for example, mild cognitive impairment
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is a selective partial a7nACh receptor agonist that has been studied
extensively. For 30 example, abnormal sensory inhibition is a sensory
processing deficit in schizophrenics WO

WEDHBfIH1%94PCT/US2005/013938 and GTS-21 has been ffabl{§2005/013938
increase sensory inhibition through interaction with a7nACh receptors.
See, e.g., Stevens et al., Psychopharmacology, 136: 320-27 (1998).
Another compound which is known to be a selective a7nACh receptor
2900 IS RUBRISRKRAL Sy ), AAHU GRS S iNOR AR RN Cumvesia
See J.’E. Macor etal, The 5-HT3-Anta o *st Tro Isetron ICS 205-930 1S a
PtEPRIAAt SHRRCHRFRYSREEB Y Earsice 1675 affidi0A & et BiBEFHeRife gmemory
Cliefitike o203 kpdak)y AosHiR! hiediip Iueptimisracabichalio® cognitive

receptors have been indicated as useful 196‘%“%{2? tmentandior. .

pro y’l%l\1X|s’o1g various dfseases andcon |ioH§,/’par |cﬂf3ﬁf psyeéﬂ%lﬁba’ CPrepsy-
disdatsds, avgnitdce giriaianvat.diftages invofvimiea dystbnbsion oflthe  dementia,
ChRlipRIBGS¥e SRR GRS LI BER AR ARHL PRANHANBoxer Syndroms),

impairment, including, for example, schizophrenia, anxiety, mania,
dSBfeBiBIR! SRR fekssitete SAMPISESEY pefohbtERIisBRafgyinistering to the
Toutietiess syleciomenfatkins otispoiteaseofdingtib Famsaldisenser I11.

[examples of 15 neurodegenerative diseases], cognitive disorders (such

as Alzheimer's disease, Lewy Body Dementia, Amyotrophic Lateral

10 Sclerosid hdasegssimphéracamoundsbdihd psssend imiticird dorndtiptiarvariety of

deficite AteRiian BeficidVRe e NRISR dReANAOIBR! M5 88 SYEAStoms, the

treatment of nicotine addiction, inducingbgmoking cessation, treajun%galn
(i. S GRS Pr ORI R MG oI SRS cHiciag iy Frekei Ry jBarlguigle gompound
e.gtilM AR T3S0 8o MGG/ PBER0 ;A0 RIedd pWROIf 3B ddinpound, and
Holladay et al... S. Chem., 40:26, 4169-94 (1997).. Schmitt et al.,

M e S e

15 Psychopharmatology, (1998) 136: 320-27; and Shytle et al., Molecular
Psychiattye(Q8RdufdPeF B o3RRS, ARRGEAANGEMIIANE o, mammals,

invention, there Is provided .a method of treating a patient, especially a

hORRFAR b R S A S RSB iR LB G BYEn &t diseHLlss receptor
inugbwisty avdisie ﬂmik_n;bwh_tbé] (I_im{thﬁmgis{c@g@tmgorastd:mmdiﬁﬂnmﬁﬁoned above.
m;moeeyﬁ&egﬁéﬂhgomseﬂga@ RAI DS MBS HAING  FOLEXAMPIC, 11ivle doses, by oral
Sschizopnrenia, anX|ety, mania, depressmn, manic dle ression fé)xampsleé

20 ofgdayisiftntionstr defspardluttes SPRErEmmel3AFMIKNKL me/kidas e, 0.01-10

H %ﬁﬁ@tﬂgs Qi§e a§§i§@)¥]@m@|@c§;1%ﬂﬁﬁﬁoﬁ§%§ﬁﬁfﬁélvﬁﬂi§‘?gg'i@%cﬁﬂg%pound.
O e s e e e, B0y Dot ttiple

dosages.

25 In carrying out the procedures of the present invention it is of course to be
understood that reference to particular buffers, media, reagents, cells, culture conditions
and the like are not intended to be limiting, but are to be read so as to include all related
materials that one of ordinary skill in the art would recognize as being of interest or value
in the particular context in which that discussion is presented. For example, it is often
30  possible to substitute one buffer system or culture medium for another and still achieve

similar, if not identical, results. Those of skill in the art will have sufficient knowledge of
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WO 2006/001894PCT/US2005/013938 Amyotrophic Lateral Sclerosis,
memory impairment, memory loss, cognition deficit, attention deficit,
Attention Deficit Hyperactivity Disorder) comprising administering to the

Wi E 4 fective amount of a compound according to ForRNAESR095/¢3938
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[ll. SNeurodegenerative disorders included within the methods of the

present invention include, but are not limited to, treatment and/or

prophylaxis of Alzheimer's diseases, Pick's disease, diffuse Lewy Body

disease, progressive s uclear pal Ste Rlc rdson syndrome),

multis s?f/ gt‘g!é ege(r%era ?bgna({éﬁleSDsroaSSer? é;g)ndrom’e lforuﬁ%‘ﬂ% 3@@5&1@&()“ to
inclogiagusinydhstiphienate rafls oletiosidy d@gemmmmpamwmsusmgﬁhalmethods and
basphddd He0EREIAIGReRAIS-Parkinson’s-Dementia complex of Guam,

subacute sclerosing panencephalitis, Huntington's disease, Parkinson's
disease, synucleinopathies, primary progressive aphasia, striatonigral

degdrenatian iMachaden] asete ﬁk&ﬁaﬁﬁéé‘(ﬂiﬂ&e@%&b@ af @E’ﬂ\f@'ﬂo%%% Ron-limiting
li b d t DelaT tt
gl;\l%?(g%nioc %ag%lfgglfg ﬁ%ec{] scli%slv.&)rgs’f%f e e Ou 3 ﬁ 5% Jfﬁ%?gl%aﬂy in mind

seu alsy, spinal MUSCUIAr & op’n sp
m u@éﬁ pthestpod ﬁ}ﬁ%f(@*l nedydmestsigdhealethads dﬂWl&S@daicsdémfgte the present

famiNahapAsHn ReRRIGRMVEIIRICHA Y ARRAISEREEN the relevant art.

Kugelberg-Welander dlsease Tay-Sach's disease, Sandhoff disease,

familial spastic disease, Wohlfart-Kugelberg-Welander disease, spastic
paﬂaﬁheéeﬁgﬁr@tmﬁﬁiwberfmlﬁﬁﬁﬁglem&ﬁeﬂ atipbalepatiys §es: dishasRsrrected
(su feldt-Jako stmannStra I Schel er disease
Kur% a taf%élrlﬁil n%ngﬁsr%?igerzﬁs rllr(la%d?% eg%ﬂ] rati ver}lkgﬁccf’ Sé?ge by
reswma@t from cerebral ischemia or infarction including embolic occlusion

and thrombotic occlusion as well as intracranial hemorrhage of any type
(including, but not |Imligd to, epidural, subdural, subarachnoid and

intracerebrsh 4Ha Hie crEsHal ahaprliratant IBP&?‘}&%%B”@HH‘GRE’&W@ ctet #hotve

limiteditepeoate boehypavetaiod, ishedreaosnpression and laceration). 25
In addition, ct7nACh receptor agonists, such as the compounds of the
present invention can be used to treat age-related dementia and other

dementia¥ #ngithe feligaresnsadieriony [bsthmataghiyray evertbrschahem dry
losg RRANBGYARAINE iHemamias difbisqub e pmrtier disease

(Binswanger's disease), dementia of endocrine or metabolic origin, 30
dementia of head trauma and diffuse brain damage, dementia pugilistica
and frontal lobe dementia. See, e.g., WO 99/62505. Thus, in accordance
with the invention, there is WO 20 T/13S2005/013938
provided a method of treating a patient, especially a human, suffering from
age-related dementia and other dementias and conditions with memory

los3 CQE¥RHEIRE8dBIIHRIE BN KNS NAHIE NS AR TRGHMR AR RMAR Qlifless otherwise
Comtgtegn%oup ?ﬁg'& g%rﬁg Eg)] lélIr%Sill’I‘lfér?Zr (Hz) and peaks are listed relative to TMS (5
0.00 ppm). Microwave reactions were performed using a Personal Chemistry
Optimizer™ microwave reactor in 2.5 mL or 5 mL Personal Chemistry microwave
reactor vials. All reactions were performed at 200 °C for 600 s with the fixed hold time
ON unless otherwise stated. Sulfonic acid ion exchange resins (SCX) were purchased
from Varian Technologies. Analytical HPLC was performed on 4.6 mm x 100 mm
Xterra RPig 3.5 p columns using a gradient of 20/80 to 80/20 water (0.1% formic

acid)/acetonitrile (0.1% formic acid) over 6 min. Preparative HPLC was performed on
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5Thus, in accordance with a further embodiment, the present invention
includes methods of treating patients suffering from memory impairment
due to, for example, mild cognitive impairment due to aging, Alzheimer's
Vfia4R0188hizophrenia, Parkinson's disease, Huntington's dR§EHES20PIER'338
disease, Creutzfeld-Jakob disease, depression, aging, head trauma,
stroke, CNS hypoxia, cerebral senility, multiinfarct dementia and 10other
neurological conditions, as well as HIV and cardiovascular diseases,
comprising administering an effective amount of a compound according to

o rmurad 00 mre pXteraRrep| Bt pac cebsrsrating AR mingtrdiay pedridde 20/80

datiye@ ferediam, Ecﬁl)/&ktzﬁﬁlrﬁ@(é%#’/@%‘rﬁﬁ&eécfxtﬁglﬁ?&%t@éﬁdé”%ﬁ‘ ¥ the
be mvolved in the pathol i? ase. The A131 42

of Alzhemier's 1

BT E TS RS AR ?ﬂ%{*atga fARETIaeBIRRgeld to a
mlaulmhmltmlmtgmttran‘hmlttﬁcsfumtmdt:utﬂimwddha& hedaide texiine dédidding

dD tldes bind to a7nACh receptors. Thus, agents which block the

ﬁ\g of the Ap peptides to a-7 nAChRs are useful for treating

neurodegeneratlve diseases. See, e.g., WO 99/62505. In addition,
aliauetinn: ;ﬂMCh receptors can protect neurons against 200ytotOX|e|ty
assouiged h A13 t| es. S e. % thga T. et al., Ann Neur g)
1997 owmgl' 61' uﬁcf’cé An S Hitiosn BFRBBRT Pt Jgnendazole and
rereistidiattodr edsipticidect acnethodroftieatinitpbied/or preventing
dementia in an Alzheimer's patient which comprises 25 administering to
the subject a therapeutically effective amount of a compound according to
Exeeedmre 1211, or 11l to inhibit the binding of an amyloid beta peptide
(preferphdsdiis - ﬂ%%w&@lanﬁ@tbae&e@terﬁna@aeta@m SARARIRILBINR and

ost r ferabtia/ ?ﬁfCh recept Sfr%ﬂ Il as a method for
Blgﬁ% BF%X/C I]i’rlntiré) f‘a‘f@%‘?smzhelmers
disease that include, but are not limited to, cognitive and language

F09EHES; ANASIARARBIERIQN WIS URINRT 3 ARSI 8[%&&&5‘6%” t% mmol),

symptoms and signs, and movement and gait abnormalities

preserilsvaride ‘s P eutidd enstudesmaaide (g sther Hinyrsgbyyas sealed
ﬁjﬁﬁ%ﬁwté@rt@ilﬁﬁga@t&vemdmmwmrat aﬁg@lg&fw FM‘fé@bﬁ@%@iMﬁne was
ereqit Ol m lo et naayr
PRI TREATB i 0P e R it SRS o BL A e was
mwmq@ahmm ablk congdizic- i@i'ate‘dmnwmdmélsmbinwmth brine, dried
géﬂtéﬁsﬁlﬂt@ f%@%c%%ww%%\%”&iowg V1049518 ture oan- %ano-6-

ad tion, nicotinic receptors have been implicated as playing a role in t
B&t%dt e G HeBHBTf BS oY LR orfiSes Y amhkiesh 96 epitaia-6-
earobRsRHY EhitiitiRatrensafiattobdiwithnrsydalamedibxide and the bright

anti-intoxication ther T ccord ceW| an empodi nto the
e S s o T R R BT Bt B0
Veitierainvg] avdteestinyeepidiiead: (WittrantiritioXk Nattichotidedppaddniphisiogd was

?s%I'T:Q{EHSQﬁI&' '&?t&ﬁa%@c? I\Pﬁ’iﬁ' ER6AR RIGEUNR 310K BE Bl A ARRAINS. AFE0E )i acid
a(?s a gggqvbjngghd Tlolé acid was coupled with the bicyclobase according to procedure A.

3-lodo-6-nitroindazole was prepared from 6-nitroindazole using the method of Collot, C.,
et al., Tetrahedron, 55, 6917 (1999).

The following acid was prepared using this method:
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15 Agonists for the a7nACh receptor subtypes can also be used for
neuroprotection against damage associated with strokes and ischemia
and glutamate-induced excitotoxicity. Thus, in accordance with an

VEPR9BEHEM of the invention there is provided a method of tREEIHG2805/013938

5

10
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patient to provide for neuroprotection against damage 20 associated with
strokes and ischemia and glutamate-induced excitotmdcity comprising
administering to the patient an effective amount of a compound according

to axinelagilindagdléls-Asyarier ahgve, agonists for the a7nACh receptor
subtypes can also be used in 25 the treatment of nicotine addiction,

inducing smoking cessation, treating pain, and treating jetlag, obesity,
diaBegeedume@inflammation. Thus, in accordance with an embodiment of

the inveng i i t f in tient sufferi .
fom nisoiins Sicibn, b Jel e bt ME0P d AL 34Tl gouwine
of inHh&igcloRvRng ExasatirsHbHipadBeHiTRising administering to the

patient an effective 30amount of a compound according to Formulas 1, I,

or 0,2006/001894PCT, 005/01393 The inflammatory reflex i
o 5 BB NAA s LBl AT i
UpatidgmesitreastinflamihacorpsstivlaiUs, AK€ adtarigtmic sfeamentayedefuric acid
respongs)thrauab; theegys @9%&?%5?'&%%@%%8 Nichol eapociglrse of 1 h. The
activating nicotinic a7 receptors on ' macrophages. These macrophages in

turlPEE SEe shgiehEY a3 B%ﬂmé{iérbsawtﬁ?saﬁémwa@md@m@ﬁ dinikbel fige (200

huglarTirfisutidnaienoliisedses inalust MrRRINRie AThAtsvAiaRies At water
Seaﬁﬁde c;gpvrgza jes %gr sgqtrgelrgcotinic al glzrcﬁe tor and it is likely this
receptor that mediates the cholinergic antritihabofy febhopegonitrile and the
Thevgtere, veomiseie o withuaffieity for tHehe nXE@kereeapitivesd to cool to room
MacHARRAGRS FHEY ulfar in ry diseases including
rheymatoid ar'ﬁﬁi;%iﬁg{eg%ngﬁ%ggﬁs{l@g?%.g}j/pf, e fﬁ?a,% cy %\Gﬂﬁi f.thyl >
IntBIFORABZL S E6arboxy s (Pakkes 2 cofpilessipalibordhncasidiithbigined by basic
entyddiipentvafthenlaentianidbis dorevides arpeshestef teating a

patient (e.g., a mammal, such as a human) suffering from an inflammatory
disease, such as, but not limited to, rheumatoid arthritis, diabetes or
sepérsatsrEHeESH @l Sinthesiingolh Wel.dategt 372 effective amount of a
compound according to Formulas 1, Il, or Ill. In addition, due to their

affipity to canACh receptors, labeled derivatives of the compounds of

Fo %f%ﬁol‘fvﬁg&“’iﬁ V&SPrEr S eirg s ansthokrivatives), can be used in
205aNirointagidydb hearorpiotsidithin, e.g., the brain, Thus, using such
labeled agents in vivo imaging of the receptors can be performed using,

e.g., PET imaging. The condition of memory impairment is manifested
byhEesedsriedt of the ability to learn new information and/or the inability to

recall prepiidalirdeasRRAII TR HRAIRIYor the preparation of isatins from anilines and the

conversion of the isatins to the corresponding indazole-3-carboxylic acids.

A solution of the substituted aniline (565 mL) in 6N hydrochloric acid (106 mL) was
added to a suspension of 2,2,2-trichloro-1-ethoxyethanol (678 mL) and sodium sulfate
(3.15 mol) in water (1.4 L) and the reaction mixture was stirred vigorously for 1 h. A
solution of hydroxylamine hydrochloride (2.08 mol) in water (650 mL) was added in one

portion and the reaction mixture was heated at 80°C for 1.5 h. The reaction mixture was
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25 Memory impairment is a primary symptom of dementia and can also be

a symptom associated with such diseases as Alzheimer's disease,

schizophrenia, Parkinson's disease, Huntington's disease, Pick's disease,
Vrelefeig3akob disease, HIV, cardiovascular disease, and HeBE 26050938

as well as age-related cognitive decline. 30Thus, in accordance with an

embodiment of the invention there is provided a method of treating a

patient suffering from, for example, mild cognitive impairment (MCI),

vageHial demetiady ak) ARG RASEURIAY GRODIINRARENE MASD) washed with

amnesia associated w/open-heart-surgery, cardiac arrest; and/or géenera

an®&irean frstisrraveiteemsrdeinRl ¥asisidire of anesthetic agents,

sleep deprivation induced cognitive impairmeént, chronic fatigue syndrome,

nargolepsy, AlIDS:related dementia, epjlepsy- 5 related cognitive .

e B R S Lgane es hestd a 60°C
5 drdgysimdterisecieiuoddursene allimpditrentsp BemantipdPuglisiichwBastiously

SYBS{IF&H‘ Shdnd @Kgﬁlﬁ@ﬂ%}iﬁtﬁ‘e@ soﬂﬁg%ve(fg@olﬁg{gg %%{@ﬁon, washed with

comprising administering to the pa,tlentoan.effectlve amou

comipE AR mg g de dhrisia inif 18 ieldoThe dosages of the

compounds of the present invention depend upon a variety of factors

in ing the particular rome to be treated, the severity of the o

e T R B i oF bl sagrbonvi aid
10 intéressential pdbacanae osthpdasndestiibetifthinddfidacy caoispliomeidrSfitgler, HR.,

pPharmrgolipetinnfodile. ab5re LOMRRUNEL ARBINGRISERCS P 3Wool) was diluted

e

deleterious side-effects, among other considerations. 15 The

oM IS N VER N dolio R ARt afeiarsibtgn. The burgundy
mahnintiats waartiad yoheavian st ahdypisahdpsagel| exels. CUSORAN6Iohadire was
nicotini [ nists such as the known a-7 nicotinic receptor .
ag((%qégﬁclégr%%%ésﬁgadsg%aesn%%%%% vﬁ%%\?e%? F%rsgg%t?%%lg%c Qe R e Qagmol) in

15 pevarenidistavel, Thisisejwsion yasldfdeibeaglty opat 2 nadgaihisiratice sirdace of

dogagg.teval afiten QuamRic. Ot i arkaiday dﬁ»&m&-?@g%r%) a 0 °C. The

mg/kg/day. Unjt dosage forms can contain, for example, 1-20 5 o]

actYE BBt LI RAVERDIRE RenTRAdtReh [RhancitiHeRm dS tp e cold (0

adifinsstetied of Sindle cdonidltipleydesagies? 2bivhar ving@iathe hydrochloric acid

pr r ti tion it is of course to be understood that

e B R e S e was
20 anenaheaingd ape ¢fomineidedreripitaiaditalidbmiess éstdalrd foafiletias, toashed with

inchagle, alhaelpigd natesiale thatane: ahadinanskilnRithg ALY of sufficient

recogniz eing of interest or value, in the particular context in which
thﬂ’% c&im &%és&rﬁéﬁgﬁ? SRE IS RSB FP0pheUpfirther purification.
suBétitubehae thefieidsystesorpmadlifted &oneaidiia fofdnaierdantistilaterial.

achieve similar, if not identical, results. Those of skill in the art will have
sufficient knowledge of such systems and methodologies so as to be

25 abldeiplitiogagide wriserprERtiine tismatkoduch substitutions as will

optimally serve their purposes in using the methods and procedures
d ISSC—L%SJ&%H ?.;—?rllgétzoleﬁ ~acid.
5-Bromo-~1H-indazole-3-acid.
6-Bromo-1H-indazole-3-acid.
30  5-Trifluoromethoxy-1H-indazole-3-acid.
5-Methoxy-1H-indazole-3-~acid.
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5 The present invention will now be further described by way of the
following non-limiting examples. In applying the disclosure of these
examples, it should be kept clearly in mind that other and different
VERA98IHEMs of the methods disclosed according to the preZERTGANA P38
will no doubt suggest themselves to those of skill in the relevant art. 10In
the foregoing and in the following examples, all temperatures are set forth
uncorrected in degrees Celsius; and, unless otherwise indicated, all parts
and percentages are by weight. The entire disclosures of all
applications, patents and publications, cited above 15and below, are
he®Bincedonedorated by reference. Using the following procedures and
further proggdires 9%809@9 Q %%\gargﬁ%l{c%lp %ggzﬁﬁgaerlJnggs%tHllazole—’J‘—aeérgoxylic

Examples 1-191 were prepared. 20 EXAMPLE spectra were recor
at 369D Sbe sIRERd G thinRRONMR unless otherwise stated.
5Coupling constants (J) are in Hertz (Hz) and peaks are listed relative to

TMS (5 25 0.00 Micro) ti g f d usi

me e A A L BB S 5 o
PerkdorideChmisoly driproseavEhreBbtore igls hadledactitins foerese et i,
at 200 L&iRARSWiThe ?ﬁs%m&é@ﬁé&%ﬁ ngééi&m%r% Siated: ethane

Sulfonic acid ion exchange resins (SCX) were purchased arian

TeéhhBibYiE0KAM i I PesTEEsbrE A BIE Slerds (320 mmel) in

10 30$tetimK Ikadduid vabrnedusinga gsadiemiuQ 30RO SHUABWNAILbnto ice
(0.1% le%csgcl%%l]aﬁgo&itrile (10.1% formic acid) oyer 6 min. Preparative
HPLESWAS perfortried on B0 i % 160 TS A PR BBIs s WaBrimit

usifrivagied.rinegradisiitobios B nete0/8@nad bhd. 98 e wrgenic layer was dried

acigyaceipritiils ik fanmiacifdohyaraeonide. salteaf J&?d%ﬁé&%i%miged by

amides were prepared by adding an ethereal solution of hydrochloric aci
to STASRARSERIS STChBHGAEREBTRS e M rOgRE Byttt dhewsothiophene-
15 resuBidpipriedipisaieldasishBraparssians. The following procedures
(1-9) detail the preparation of the indazole and benzisothiazole acids that
were not commercially available.
To a mixture of the dione (0.44 mmol) in 30% aqueous solution of ammonium hydroxide

(2.0 mL) was added 35% aqueous solution hydrogen peroxide (0.2 mL) and the reaction
mixture was maintained for 12 h. The precipitated pink solids were isolated by filtration,
20 washed with water, and dried under high vacuum , thus providing the amide in 42%

yield.

To a solution of the amide (5.46 mmal) in methanol (100 mL) was added 10 N sodium
hydroxide (12 mL). The mixture was heated at reflux for 12 h, cooled to 1t, and was

25 acidified to pH <2 by the slow addition of conc. hydrochloric acid. The organic layer
was extracted with dichloromethane (2x) and was dried over sodium sulfate. The crude
product was purified by chromatography (300/50/1 dichloromethane/methanol/formic
acid), thus providing the acid in 89% as a pink solid.

30  The following acids were prepared by this method:
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10 Procedure 1: Procedure 1 provides a method for the preparation of
6-nitroindazole-3-acid and the coupling with bicyclobases to form
nitro-substituted derivatives. 15A 5 mL microwave reaction vessel was
WD 2PEEBOWHth 3-iodo-6-nitroindazole (1 mmol), copper (1) cyaBid& Y 20n5r9obo38
and NR-dimethylfoonamide (3 nth). The vessel was sealed and subjected
to microwave irradiation at 185 C for 600 sec. The reaction mixture was
partitioned between ethyl acetate (100 niL) and water (100 mL) and the
mixture was flltered through Celite. The organic layer was collected,
waSHEA SR ERE F fiidgnesium sulfate), and concentrated to
glvéﬁﬁ%mmﬁm%mm@yaﬁmo -6- nitroindazole and
6-nit Q Il lid. The 0/1 mixture of 3-eyano-6-
nltrrgo;iﬁé)1 é’% ngr%ﬁéﬁr%?ro%ﬂ, a<'§1I(§)o i€ Was dissolved in 10 N sodium hydroxide

an@-Metkpigheerapigiazdiutioabaslireatidd at 100 C for 1 h. The mixture
5 Waﬁ.ﬂWMMK&EQQmCQM?Iﬁ%ﬁ and carefully acidified (pH = 1)

w? %% droch g)ilc cid. The solid was 25isolated and triturated with
A ’ig %03 #8%hroindazole-3-carboxylic acid as a brown
solid. The acid was coupled with the bicyclobase according to procedure

A. B; I(pcgg 0 rgtromdazole was prepared from 6-nitroindazole using the
me ot, C., et al., Tetrahedron, 55, 6917 (1999). 30 The

following Brerpdess p‘reﬁﬁ@é‘dﬂﬁsﬁg medhadetifrd: thwOcoupling  between  brominated

10 20@&9@&@%@1@&5&%&%}5/9&3@3%@ NigRihblaindaaelsr3caoxvlic aGids and
ﬁedugﬁf%&s Procedure %@rowdes a method for the nitration of

v81e: B A BRI RS Rt hitro-substituted

derlvatlves.
A 0.5 M solution of the Grignard reagent (25.0 mmol, 3.7 eq) in tetrahydrofuran was
diluted with tetrahydrofuran (60 mL) and treated with a 0.5 M solution of zinc chloride
15 (25.0 mmol, 3.7 eq) in tetrahydrofuran at rt. After 10 min, the brominated ethyl
benzisothiazole-3-carboxylate (0.30 mmol) and bis(iriphenylphosphine)palladium (II)
chloride (0.95 mmol, 0.1 eq) were added to the suspension. The reaction mixture was
maintained for 1 h at ambient temperature then at 65 °C for 1 h. The reaction was
quenched with saturated ammonium chloride and was extracted with dichloromethane (3
20 x). The extracts were dried over sodium sulfate and concentrated to dryness. The residue
was purified by chromatography wusing a gradient of 100/0 to 90/10
dichloromethane/methanol to provide the cyclopropyl-substituted amide. The amide was
dissolved in a mixture of methanol/tetrahydrofuran/water (90/10/20 mL) and was treated
with sodium hydroxide (5.8 g). The mixture was heated at reflux for 12 h, cooled to rt,
25  filtered, and was acidified to pH <2 by the slow addition of conc. hydrochloric acid. The
aqueous layer was extracted with ethyl acetate (2x) and was dried over sodium sulfate.
Concentration of the extracts gave the acid in 38% yield. The acid was coupled to the

bicyclobases according to procedure A.

30  This procedure was used, with slight modifications, to derivatize brominated indazole-3-

carboxylic esters and carboxamides with various Grignard reagents. The Grignard
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Ethyl indazole-3-carboxylate (73.7 mmol) was dissolved in 20 mL
concentrated sulfuric acid and the reaction mixture was cooled to 0 C. A
mixture of concentrated sulfuric acid (12 mL) and 70% nitric acid (12 mL)

WU Hropwise over the course of 1 h. The 10 mixture PEEEIRIED 8938
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an additional 1 h at OC and was poured onto of crushed ice (200 g). The
solid was collected by vacuum filtration, washed with several portions of
water and dried in vacuo. The dried solid was suspended in 250 mL

a%%&ﬂ'%@%ﬁlﬁﬁéx&mﬁ@a&@m%l@fl%{aﬁ%ibeﬁhw%wﬁ%ﬁisgm the

allowed to cqol to room temperature and the solid was collected and drie |

in \FEIFEPRI IR, R Ay IeBE TS iRP TR RSP TS SSRGS (s 39sede outlined by
coladess, SuliR.; Ehelacidg. dbiainRek.hphalsRo0$drolysis, Tvaseouplgenwith oxazole,
the bicyclghase accordin ocedure A. Literature reference: Org.

oy SR GRS A SR B eSSl S i
using this method: 5-Nitro-1H-indazole-3-carboxylic acid. Procedure 3:

PropRoties REOMAR Sar JoxtheRiepaition of isatins from anilines

and the 25conversion of the isatins to the corresponding ‘
indawle-3-carboxylic acids. A solution of the substituted aniline (565 mL)
in 6N hgdrbabédieydicidi(deznit-Bwabaddieddd.a suspension of
2,2 2:ri _El@rg- ]3 fhoxyethanal {678 and. sodium sulfate (3.15 mol) in
watsjﬁ(’%c. acl)rll ﬁwg rea{cg%r?%wéta%bw S}Csﬁcrlr‘z'd vigorously for 1 h. A 30
solatidrMsithyidkSxiiansing Hydfddrdaride 12ce®enpliciacidater (650 ml ) was
added ipangLacrirRANd e 1easion 1Xiuaearaied at 80C for 1.5
h. The reaction mixture wa . L
6-(4-Methyl-1,3-thiazol-2-yI)-1 H-indazole-3- carboxylic acid.
6-(5-Methyl-1,3-thiazol-2-yl)-1H-indazole-3- carboxylic acid.
5-(1,3-Oxazol-2-yl)-1 H-indazole-3- carboxylic acid.

6-(1,3-Oxazol-2-yl)-1H-indazole-3- carboxylic acid.

Procedure 6: \
Procedure 6 details the preparation of benzisoxazole-3-carboxylic acid from 2,5-

dibromonitrobenzene.

Diethyl malonate (12.6 g, 79 mmol) was added to a suspension of sodium hydride (3.16
g, 132 mmol) in dimethylsulfoxide (60 ml) over 30 min. The temperature of the reaction
rose to 60 °C and the mixture clarified. 1,4-Dibromo-2-nitrobenzene (10 g, 36.0 mmol)
was added and the solution was maintained for 2 h at 100 °C. The reaction mixture was
allowed to cool to rt and was poured into ice (300g-400g). The precipitated solids were
isolated by filtration and dried to provide 11.0 g of the product (89%).

The ester (11.0 g, 32.0 mmol) was diluted with a 2 N solution of sodium hydroxide (32

mlL, 63 mmol) and the reaction mixture was maintained at room temperature for 16 h.

The aqueous layer was extracted with dichloromethane (20 mL) and was acidified. The
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WO 2006/001894PCT/US2005/013938 cooled to 10C and the precipitated
solids were collected by filtration, washed with water, and dried to provide
the amide in 91% yield. The amide was added to sulfuric acid (1.9L) and
VRS AIE mixture was heated at 60C 5 for 6h. The reactid®§ FpaHS5/013938
was allowed to cool to room temperature and was cautiously poured onto
ice (7 kg). The precipitated solids were collected by filtration, washed with
water, and dried to provide the isatin in 61% yield. The conversion of the
substituted to the co pon |ng indazole-3 arbox acids 10 js )
o BRI U RO E: ol TR ol Skt & QtHine scid
Sngg$et).H.R., et. al../ Am. Chem. Soc. 1952, 74, 2009. The substituted
isatin (22 1 mmol) was diluted with 1 N sodium hydroxide (24 mL) and
was heated at 50 C for 30 min, The burgundy solution was allowed to cool
to SdiwsvsidrhbtaiNed fferhtorheohainmioh heRaife HR% Bo0idamamelan ethanol
5 angwaglfreated Wibtich Ontxaaliinn Hfspdilg @&ﬂhﬁ@ (%ﬁm&s@lmfl 21B, and was
water (5.5 mL). This Iutlon was agr% ed throu erged below
R e e B
(45290 jréd) Q1@ sTherd ditdimicekb At (ﬁ()amtﬂ,lhﬂdr&mcngmwasymavassammhd with
for an, AdiaRRE3 LA g@bﬂé& Cénﬁ%%%f:(j% ML) FRLOBE INIER s aried

(52.7 mmol) in concentrated hydrochloric acid (20 nth) was add
reééﬁ@mk%fﬁ@avém@?ﬁmfa%om@wéa&%aﬁ%&@émg eﬁerm%ammbd

10 for 60 min The precipitated solids were isolated by filtration, washed with

B e R T 1 R ek el e i ettt

fur_(B ér)pmmﬂ_@du tneAtteniedtivelyd bhtcaciteslcmddbeysiatlireddsomracdtic 60 °C. A
acig, 1o:BFONAE dHFC AT %ﬂ&%ﬁe&%&m&m@am@ md%;qp@d’ %%b'iﬂﬂ ethanol

this method: 5-Fluoro-1H-indazole-3-acid. 5-Bromo zole-3-acid

6-Bidm Ak sravass andl heseasindREFESRY HAHRIANSS 608 3 bncldie reaction
15 5-MethaxywhHaindezpie-&acid rt BrdceginerdializedPHOGET W e yHRIENEIRSEd. The

Cor BB Woherpee ey with stk e B A, GO ned organc

layers were washed with water (2 x 1 L) and brine (2 x 1 L) and dried (sodium sulfate).

The residue was purified by chromatography (1/1 to 0/1 hexane/ethyl acetate) to provide
110 g of the product ( 28%).
20
10% Palladium on carbon (1.5g) and triethylamine (7.5 g, 82.4 mmol) were added to a
solution of ethyl 6-bromobenzisoxazole-3-carboxylate (20g, 0.081mol) in ethanol
(300ml) at 0 °C under an atmosphere of nitrogen. The nitrogen atmosphere was removed
by evacuation and replaced with hydrogen gas, and the reaction mixture was maintained
25  for 1 hour. The hydrogen atmosphere was removed by evacuation and replaced with
nitrogen gas, and the palladium removed by filtration through Celite. The filter cake was
washed with ethanol (3 x 50 mL) and the filtrates were concentrated. The residue was
dissolved in dichloromethane (200 mL) and the solution was washed with water (4 x 50
mL), dried (sodium sulfate) and evaporated to provide 13.0 g of the product as a yellow
30 solid (96%). The ester was saponified using sodium hydroxide to provide the acid. The

acid was coupled with the bicyclobase according to procedure A.
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5 To a solution of 3-methoxythiophenol (26.7 mrnol) in ether (20 mL) was
added oxalyl chloride (43 mmol) dropwise. The mixture was heated at
reflux for 1.5 h, cooled to rt, and concentrated in vacuo. The resulting
WA YIS dissolved in dichloromethane (50 inL), cooled R6 BUS206613938
was treated with aluminum chloride (32.0 mmol) in 10portions. The
mixture was heated at reflux for 30 min, cooled to rt, and poured onto ice
water with stirring. The organic layer was separated and successively
washed with saturated, agueous sodum bicarbonate, water, and brine.
The organic layer was dried over magnesium sulfate, filtered and
colhderrnatedeiiervacu oA, rdsMucRebisvpurifiBd Baohroowghodraphybestk, N.M.;
ethy) Acgiate/NeYANEl, (RUG/BY BX)610848- Ripthoxy- 1-benzothiophene-
152,3-dioné in 47% yield as an orange solid. To a mixture of the dione
(0.44 mmol) in 30% aqueous solution of ammonium hydroxide (2.0 mL)
5 wasR0dRewWBY acd wee ysepakticndaEiogemaeroxide (0.2 mL) and the

realcg%emlxture \£v > au%lnt ned r 12 h. The precipitated pink solids
weré |sont13?ix6§/ fitration; Wastied with water, and dried under high
vacuum, thus providing the amide in 42% yield. To a solution of the amide
(5-$Q40i55Dr.methanol (100 ml,) was added 10 N sodium hydroxide (12
mL). The mixture was heated at reflux for 12 h, cooled to rt, and was 25
acidified RPEILE GRS f Ao OEdReRaRg D oh i Werame foxyindazole-

10 orgaaigdlayat Wasastiaaieshhailbldichloromethane (2x) and was dried over
sodium sulfate. The crude product was purified by chromatography
(300/50/1 dichloromethane/methanol/formic acid), thus providing the acid
in 89BtoawaHmiitlogsit] IO0Thenfatibwing adsddd werespregrarenl ¢y spdim hydroxide
me&@@ mﬁ%ﬁ@ﬁ%‘ﬂ%ﬁl@ﬂﬁyﬁ&m%ﬂ@(%'ﬁm and the suspension was maintained for

6-Bromobenzisothiazole-3-carboxylic acid.

%rﬁ&béﬁi&oﬁﬁz@@@%ﬂ@%é@&amled to 0 °C and was treated with ethyl
156- MBI&@K@MS%&@E@M}bOMt@a&ﬂ& mixture was heated at 70 °C for 16 h

7- Me&hoxgbenms tl}le}lzol iy car yllca ed wrchpl ter 00 mL) and was
6- Eat]ﬁox enziso |azole -aC| T ure rocedure provides

a mtmwdowtﬁe @bﬂpﬁp@ﬂﬁ@@émﬁ) m@,}qmg@j combined organic layers were dried
10k ﬁﬂ%&é@ﬁl@gﬂﬁ“‘% @Q&YA%@&E@%}%‘FS‘VW@M@Qmmethyl ether in 75% yield as

indazole-3-carboxylic esters and Grignard reagents to form alkyl- and
hetedsE9¥@Lubstituted acids.
20

Diethyl malonate (328 mmol) was added dropwise to a suspension of sodium hydride
(328 mmol) in dimethylsulfoxide (40 mL) at 0 °C. The reaction mixture was warmed to
60 °C and maintained for 0.5 h. A solution of the difluoromethyl ether (149 mmol) in
dimethylsulfoxide (80 mL) was added dropwise and the reaction mixture was heated at
25 100 °C for 5 h. The cooled solution was poured onto ice water, and the aqueous layer
was extracted with dichloromethane (3x100 mL). The combined organic layers were
dried (magnesium sulfate) and concentrated to give the crude diester in 112% yield as an
oil. The diester (167 mmol), sodium hydroxide (500 mmol), and water (335 mL) were
combined and heated at 60 °C for 1 h. The reaction mixture was allowed to cool to rt and
30  the aqueous layer was washed with dichloromethane (3x100 mL). The pH of the aqueous

layer was cautiously adjusted to 1 with concentrated hydrochloric acid and the reaction
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A 0.5 M solution of the Grignard reagent (25.0 nunol, 3.7 eq) in
tetrahydrofiran was diluted with tetrahydrofuran (60 mL) and treated with a
0.5 M solution of zinc chloride 15 (25.0 mmol, 3.7 eq) in tetrahydrofiran at
WP RfEPOLBPhiM, the brominated ethyl benzisothiazole-3-carbB&JIEI(G/ST938
mmol) and bis(triphenylphosphine)palladium (II) chloride (0.95 mmol, 0.1
eq) were added to the suspension. The reaction mixture was maintained
for 1 h at ambient temperature then at 65 C for 1 h. The reaction was
quenched Witgﬁsat rat manium.chloride and was extracteddwi .
SRR S0 CTRE e P s OB sCiy the soies
andecondémtesdtbyl fithdtipnewd Thed fegithyédeds peidfied15y vhldmatography
using a gradient of 100/0 to 90/10 dichloromethane/methanol to provide
the cyclopropyl-substituted amide, The amide was dissolved in a p%hurg
of AFEH St AP BN VAL O FLOMAEF L S AL el g e 03
5 Sorliin Lyd(oBidethB Ghs Thdeinintlie wastheatedat reflxefosdl® feflux for 15 h.
cogled to rt, 25 filtered, and was acidified tq pH <2 by the slow iti
co T HAROER IR A The i gl Tt Febaf B LR Fetveen

acéidter(@nytharg (21 dnlet awdesasaeiehpedifmebicobrairraidnigf xhel be aqueous

exﬁ?ﬁt%vg@% aaid R BR¥n ¥Rl o @ait 8 P HPIRshtPHR & ombined organic
bicyclobases according to procedure A. 30This pré)cedure W%ze;sedkwg&g yield

SR AR HRSHE A8 GERTRI B 6! SR FARSETRESS PPV B SIE Bt
10 angs gasoeastlides with various Grignard reagents. The Grignard reagent

of thiazole is commercially available. Alternatively, the aryllithium and the

corresponding arylzinc reagent can be generated according to the

pradecster G6fih o)) Reedissolird ietethanol gl Brad.) RELIEeviEh dots (71 mL),
696, g 7iagdeAgeNR RbRNAT SlfrkisneinyiiiarOle: a0 Somein@thiazals). The
were prepared according to this procedure. 5 The following acids, were Alirated
oraTPAHAE R M ARHISE: 8- (8 8RBT i B Py e
15 acigirdudll GelikiazdltRe yiljed bhlindeolesBed avhipeshimalcioied Gimes. The filtrate was
5-(4-Methyl-1,3:thiazol-2-y1)-1H-j l§-3~C iG.acid. . . ;
T SN B P2 ARG i o v s
6-(digorsnejy- foB i bz ITte-§aueans Insa e vaskedigdy fithelagetate (3x50mL) and the
G'EEFM%‘B%E&- 13-thiazeiR -y I dddilng asetexdiccarnexylisodsithyer was extracted with
5-(1,3-Oxazol-2-y1)-1H-ind zoIe-%—. cadrbox lic acid. dried . 1t
15613(%%5%26&%9%%% C vido| [ B saer:t R e it paggesium sulfate).
20 Prooetidrenbydeithil S tRenprepaistonyd hichz i@k anviel3 adrpotepdilwmmepgtate (51.0
from_2.520 dibr i i .
ad 816%6@ Wert AL {N{fi’%{%ﬁ(}?ﬁ% d&l;g' 'tﬁ(%@féb@ﬁ%&%&%elt%&'b@ QB WaSr 16 h.

a suspension of sodium hydride (3. N )
The solution was evaporated and the residue was partitioned between saturated sodium

bicarbonate (50 mL) and dichloromethane (100 mL). The aqueous layer was further

extracted with dichloromethane (2x100 mL) and the combined organic layers were dried
25  (magnesium sulfate) and concentrated to provide the N-acetylindazole ester in 79% yield

as a brown oil.

The ester (63.8 mmol), sodium hydroxide (193 mmol), and water (65 ml) were
combined and the reaction was maintained for 24 h at 60 °C. After cooling to rt, the
30  aqueous layer was washed with dichloromethane (3x50mL). The aqueous layer was

adjusted to pH 1 with concentrated hydrochloric acid. The precipitated solids were

116



g, 132 nuaol) in dimethylsulfoxide (60 ml) over 30 min. The temperature of
the reaction rose to 60 C and the mixture clarified.
1,4-Dibromo-2-nitrobenzene (10 g, 36.0 nunol) 25 was added and the

VQRMEGHMMAS maintained for 2 h at 100 C. The reaction mixtuP€ IE82005/013938

5

10

135

20

25

30

allowed to cool to rt and was poured into ice (300g-400g). The precipitated
solids were isolated by filtration and dried to provide 11.0 g of the product
(89%). The ester (11.0 g, 32.0 mmol) was diluted with a 2 N solution of
SOQM@&!&MWER&&%&, S mpaﬁlﬁ%faﬁ&%ﬂ@{ﬂ&h@m iR provide the
maintained at room temperature for 16 h. The aqueous layer was
exBeeBARY idhloromethane (20 mL) and was acidified. The WO
2006/001894PCT/US2005/013938 precipitated solids were isolated by
filtration and.dried to provide 7.00 g of the acid (89%). Sulfuric acid (1 rnL)
Waghgc%gﬁ%l Soiutiono ﬁ%%dggﬁ?r 83"533 .16‘(%8%330 in ethanol 5 (60
m1). The reaction mixture was warmed to reflux, maintained for 2 h, and
was, GoRGRRIALRR.H)IeL RAYSR BIEsBHESIT hgJesidue was partitioned
between ethyl acetate (250 mL) and saturated sodium carbonate (50 mL)
and the organic layer was washed with saturated sodium carbonate (50
mLiaeediaiiag: (50 mL). The organic layer was dried (sodium sulfate) and

concentrajed to provide 3.00 8%) of the ester as a liguid. 10 .
oy S DB S ks At SRRSO mstyoyndasole-
motyapiefiramdt@rophenal10 L three-necked round bottom flask and the

mixture was warmed to 60 C. A solution of sodium ethoxide, prepared
from_sodium metal (33.5 g, 1.46. mmol) in ethanol (1 L) was added,
dropISERIRBIHE FeAuREH RARAAE KA TrIETRERHEY 16°% hr Reredn §fisegnmol)
mixtureNAdis ateiiethimriedll £0 hanand ds Besfeakioadvad thanbihyd fochbotiin at rt.
aCI&{hJ 1h T C%rll%@turpé)(t%%c\)’gﬁe% & H"ét rclid%gg %Eg%gda aé%}(rﬁcﬁl%%)%afﬂgoroace’cate
the combimned organlcvrayers were washed with water (2 x 1°L) and brine

(2 2L pard) drihe tsectiomngiitiaceyat heated gl edwasTpuHTib sl was concentrated.

chrogaataaraP ad bikiteiOkdh %@a@{&tWb@qst?tgaémgoe\ﬁ&%a%@fe&hﬂ acetate
producaré 28%). 20 10% Palladium on carbon (1.59) (%nd triethylamine

g, §ZAMumIY weldFIBRTRSS SEHRSN BY Bthyter®
6-bromahenszisoyardte- e difhoxylatehyP Oy eDiN 8t glclh ath gl (360m1)
at 0 C under an atmosphere of nitrogen. The nitrogen atmosphere was

removed by evacuation and replaced with hydrogen gas, and the reaction

mixtheeniFaserherifidih aueb fpsidifseivettie raney 6 aumbsphibredyuigh water (25
remaved Ry G¥aCHAHAN wiE FRREAGIVI AHIOIEN. Dasmal chitke inalIadinger (105
removed by filtration th[())?tpjf%h Celig:-.té?e f%%fr c§k$ was Washféd with )

eth@ﬂ?ﬂg’s GATEP R MITHE AR SRR UORE Sy ST PE R R R egsion was
dissibtared throighl drelitretHBmef{R&0cakk ) wasd wachsd lutibnethaolvisbre timdshand the
Wa%%rn%lﬁ% %ﬂ?&t)ss‘l%%% V%%B%Hﬂt%&.'fafﬁl G FLLARY ACI ML 3 e pH

of the productas ay
adjusted to 9-10 with 5 M sodium hydroxide. The aqueous layer was extracted with ethyl

7.5
ied (magnesium s%.lfate) and

acetate (3x100mL) and the combined organic layers were dried (magnesium sulfate) and
concentrated to a yellow oil. The oil was dissolved in acetic anhydride (23.5 mmol) and
the reaction mixture was maintained at rt for 16 h. The reaction mixture was diluted with
water (50 mL) and was neutralized with solid sodium bicarbonate. The precipitated
solids were isolated by filtration, washed with water, and dried to provide the acetamide

in 62% yield as a light yellow solid.
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30solid (96%). The ester was saponified using sodium hydroxide to

provide the acid. The acid was coupled with the bicyclobase according to

procedure A. WO 2006/001894PCT/US2005/013938 Literature reference;
WAhHEHON X Baldwin, I.R.; Bamborough, P.; Deboeck, N.M PEBHGEFOTFI3S

Swanson, S. WO 04/010995 Al 5The following acid was prepared using

this method: 1,2-Benzisoxazole-3-carboxylic acid. Procedure 7:

Procedure 7 provides a method for the preparation of

5-difluoromethoxyinclazole103-acid from 3-bromo-4-nitrophenol.

3-Bromo-4-nitrophenol (10.0 mmol) was added to a suspension of sodium

hydresident@drdientib mnreINvaisraddedforesehitien( 96 the jeaiathidie(13.2 mmol) in

SUSRSRFIRM WAs MY BLRIRRC-ERELR i@k vaEhearaRANSNHMIUIRMAS nitric acid

cooled to 0 C and was treated with_ethyl 15 cfilorodifluoroacetate (20.0

miki6tf, PR Peseti sAdsA AtRniia b HIR EFARHRD &R e YRS ged at reflux for
5 copgexittatek ddudetesitluievwass dilliied wiflh veaev e h{PDMhatiy agcewadayer was

extracted with. et cetate (3x . The combined organic S .
) A ), AR S e a
dif(gnesiuysdthie) mdsvsyiicddepyetide il nio Dieddglinnaedd(328
mmol) was added dropwise to a suspension of sodium hydride (328

mmol) in dimethylsulfoxide (40 nth) %t%g)“l% The reactign mixture w.

wabteRRAB0 O SRR CIEE 1 BB AL CORO BB oy ere
10 ethemlid&imimabedncdimethyistifoxide tBhmaingdvis dddbelidpo6diXe athd reaction

the reaction mixture was 5. for, e. I
R A B i T o e, o

dictshefrwitharieiqaraddried jo Prwide the peking rgd%it gkt sspdighigradlgw solid.

(magnesium sulfate) and concentrated to give the crude diester in 112%

yield as an oil. The diester (167 mmol), sodium hydroxide, (5 upol), and

LGt R EE O B S ALTA 56 ESTOF £ s e T LG oter (1
15 m.imm).eu\iﬂahealéawm toixios! tergtvand S0d186-86 d€cus1dgrep waspleadh ddsolve the

wiiEloRTelans (00 lINEN OhaAUEASIRIPLAR, nitrite (23.2

cautiously adﬁuste to 1 with concentrated hydrochloric acid and t
regerwh in water (5.3 mL) was added during a 15 min period. The solution was

maintained for 40 minutes at 0-5 °C and filtered. Copper (I) bromide (18.8 mmol) was
dissolved in 40% hydrobromic acid (21 mL) and was cooled to 0 °C. The solution of the
20  diazo salt was added slowly to the copper solution and the mixture was maintained for 30
min at 0-10 °C. The reaction mixture was heated at 60 °C for 30 min and then at 100 °C
for 10 min to ensure completion. The reaction mixture was allowed to cool to rt and was
extracted with dichloromethane (3x40mlL). The combined organic layers were washed
with 1 M sodium hydroxide, water, 1 N hydrochloric acid, and water. The organic layer
25  was dried (magnesium sulfate) and concentrated to provide the nitro bromide in 76%

yield as a light yellow solid.

Diethyl malonate (25.7 mmol) was added dropwise to a suspension of sodium hydride
(25.8 mmol) in dimethylsulfoxide (5 mL) at 0 °C. The reaction mixture was warmed to
30 60 °C and maintained for 30 min. A solution of the nitro bromide (11.7 mmol) in

dimethylsulfoxide (7 mL) was added dropwise and the reaction mixture was heated at
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WO 2006/001894PCT/US2005/013938 mixture was heated at 60 C for 1

h. The suspension was cooled to 5 C and the solids were collected by

filtration and dried to provide the acid in 61% yield. Acetyl chloride (203
YRR HaEadded dropwise to ethanol (300 mL) at 0 C. AftePOBUSPSHESI38

acid (101 mmol) was added and the reaction mixture was heated at reflux

for 15 it The reaction mixture was concentrated and the residue was

partitioned between dichloromethane (200 mL) and saturated sodium

blcri\ptagaafte OO,I;EL%((_5 %{18”_6;) eous Ia er was %}grllger eg;rgré dt%g %cl#tghe s &yer was

dichloromettiane n Ined organic fayers w
(magw@@,ndwﬁhliaﬁé}@ﬁm@bﬁwefﬁxé@émtb)prﬁ\h@iem@egisnrgmﬁc)%mldvere dried

10 ﬁl awh eikebesater e d-rime hwasiissahe s ixgthang! 6&03rhe diester

diluted with water (71 mL), and was treated with ammonium chloride

(24é hrinfBmed dSR%‘FFBoWSE’r"( ® 13 AEIFF HEFeN gl 2Ai0loe W yeatigd and
5at nefhied far SO hiotitek. afilket ke Glispaixsion m&ﬂﬁv&t@@o d5otheor ghaGrditRueous

anq the filter c% \g% ed Wil h etg?cr} t es. E;Ir he filtrate wa
conc’éntrated ereS| ue wgléoglgshﬁg% ?n rog orfcgaec‘ﬁll "SR Slayer was

WaQW\ﬂr@l@ﬁéﬁ,ﬁ%W lowiths-encerieatsd @@dmhéy@r matawh‘ém@lawmm athyire was

acefaird 3xadolaeng. thed kR Sehiried 10 Sdiavwih &M RP@UBIids were collected
hydroxide. The a g%ggus layer was extracted with chloroform (3x100mL)

anPYHETigh A8 Inreqede e psid g St irldnesium sulfate). 20

10Acetic anhydride (392 isoamyl nitrite (291 mmol), and potassmm acetate

(510 mahels Alded 9.0s olganiclaver and e sUSnsionyes. sqer 30

heate at refitnc e SO ution W S evapora reS|due

wagpathtiendd bebeaalsuasreddes sad T@wmﬁmmatereswi@mﬂ@t reflux for 15

dichlorgmetbanpd 18 ve) whbe-attipessdaver wasdudherexrasial Wit between
d|c lor meth ne (2x él}%}ml_ and th combined organlc layers were drie

d
LSRR AR BieRRREHf - Stety ihha 4anpaus layer
15 estenas';l f_ﬁiﬂ% yi;&idcasl avittodichtitohb st 2B Bl Nand jhs ooinlined organic layers

hy%gz@da%é&@dgg&m%urf é}tiﬁé %n%%r}l RIS b*aeg% nd the react d as a

was maintain O C. A er coo ng to aqueous Ia
wa8@EsREd with dichloromethane (3x50mL). The aqueous layer was
adjusted to pH 1 with concentrated hydrochloric acid. The precipitated

solids were
.gce’uc anhydride (6.0 mL) was added to a suspension of the ester (3.64 mmol), and acetic

20  acid (7.0 mL) at 0 °C. Zinc dust (14.6 mmol) was added in portions over 15 min and the
reaction mixture was maintained for 30 min at 0 °C and then for 1.5 h at rt. Additional
zine poWder (6.15 mmol) was added and the reaction maintained for 3 h. The suspension
was filtered through Celite and the filtrate was concentrated. The residue was partitioned
between saturated sodium bicarbonate (10 mL) and ethyl acetate (20 mL). The aqueous

25  layer was further extracted with ethyl acetate (3x20mL) and the combined organic layers
were dried (magnesium sulfate) and concentrated to provide the acetamide in 92% yield

as a brown oil.
Acetic anhydride (13.7 mmol), isoamyl nitrite (13.7 mmol), and potassium acetate (2.04

30  mmol) were added to a solution of the acetamide (3.92 mmol) in chloroform (20 mL) and

the suspension was heated at reflux for 16 h. The solution was evaporated and the
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WO 21106/001894PCT/US2005/013938 collected by filtration, washed

with water and dichloromethane, and dried to provide the acid in 27%

yield. The following acid was prepared according to this method: 5
VB98P hethoxy)-1H-indazole-3-carboxylic acid. ProceduR&8US2005/013938

Procedure 8 provides a method for the preparation of

6-difluoromethoxyinda7ole103-acid from 4-nitrophenol. 4-Nitrophenol (162

mmol) was added to a suspension of sodium hydroxide (485 mmol) in

N,N-dimethylformamide (15 and the s spen3|on as alntal dodfor
15 f%slng;t rt\)("?'snep raerglc orgil m%t%%&\}vassaﬁg% eHd {0 \gcw%s ?éeatg PHL) and
ethfichinerodifinsro&etard-15 (3TDanmoiyoThelrractivamifichewastracted  with

he@f@ﬂl&%&@tﬁ%ﬁ@ré@h N0 Was ﬁ@ng@rﬁﬁﬁ@dor-égﬁcf QMW»\’/@é &lif éﬂ%agnesmm

with ice water (200 mL) and was extracted with ethyl acetate (3x100 mL
TheUhHEbiRg &%&ﬂ?&%%%%&?eﬂ& teragivedititaasitratior ang brown i

5concentrated to provide the difluoromethyl ether in 59% y|eId as a yeIIow

oil. r 1 was, di Ived n ethan 7,

dllu]tzé% wit Qv%agt)se#%g&?ﬁ 151;%9 gs treat@%o % mmown?uerlﬁ hxf%“ §2f Q}nbmed
ninféel tsdareticpaves @?a@@glﬁérﬁ@l)’&%@t o fsixaordingts weatedqaeous layer
reﬂwasf%ﬁ%mm%mmg@aﬁp@@ yva?ﬁetgaigéomr%gh‘%lﬂgu&@@ to pH 1

filter cake was w gghed with ethanal three times and the combined filtrates

werS B SRS PRALURRR a0 NS hse e RIS o R ifise Breogollected by
10adjitedoty SabbBedittith Whisodidniilidromelbaridherdqirtols ayetdydse acid in 26%

extﬁg1 ‘d with ethyl acetate (3x100mL) and the combined organic layers

werfe dried (magnesium sulfate) and concentrated to a yellow oil. The oil

was dissolved in acetic anhydride (23.5 mmol) and the reaction mixture

waghe FMeIesR1d Wiey plé-hred REHRBALH iMdidigas diluted with water
(50 mL) and was neutralized with solid sodium bicarbonate. The

precipitated 30solids were isolated by filtration, washed with water, and
15 drigd(Taifprovidetiheyxd éfandiie in BR&byigld asid light yellow solid.

Procedure 9:
Procedure 9 provides a method for the trapping of indazole aryllithiums with
ketones and the coupling with 3-aminoquinuclidine to form heterocyclic derivatives.
20
fert-Butyl 6-bromoindazole-3-carboxylate was prepared from the acid by reaction with a
2-fold excess of di-tert-butyldicarbonate followed by treatment with sodium hydroxide.
To a suspension of sodium hydride (60% mineral oil dispersion) (4.8 mmol) in
tetrahydrofuran (40 mL) at 0 °C was slowly added a solution of fert-butyl 6-
25  bromoindazole-3-carboxylate (4.0 mmol) in tetrahydrofuran (4 mL). After stirring for
0.5 h at 0 °C, the mixture was cooled to —78 °C and a 1.7 M solution of fers-butyllithium
in pentane (5.1 mmol) was added. After 0.5 h at —78 °C, a solution of tetrahydropyran-4-
one (5 mmol) in tetrahydrofuran (1 mL) was added dropwise. The mixture was stirred at
—78 °C for 1 h and warmed to 0 °C. The reaction mixture was quenched with saturated
30  aqueous ammonium chloride and the mixture was partitioned between ethyl acetate (100
mL) and water (100 mL). The organic layer was separated, washed with brine (50 mL),
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WO 2006/001894PCT/US2005/013938 Acetic anhydride (19.6 mmol) was

added to a solution of the acetamide (13.2 mmol) in chloroform (20 nth)

and the reaction mixture was warmed to reflux Fuming nitric acid (16.0
WA/ WA added dropwise and the reaction mixture was mAATAIEHPHP13938

reflux for 5 30 min. The cooled solution was diluted with water (20 mL)

and the aqueous layer was extracted with diehloromethane (3x10mL). The

combined organic layers were dried (magnesium sulfate) and

congentrated to provide, the nitro-,amide in 83% vyield. The mid%éél.o .

mmol ?’&‘.ﬁ%ﬁeﬁ% roﬁ%lg; 3.g" Ir%mSB]}cgﬁ AWeter ( elnlfﬁﬁé“r‘e purified by

corpipmategrabtiye(7O&6isthyhintaisdeNasanaintainedifor (4-byldounyadtGByQropyran-4-

theiga g all 1 ipi ' e

B R e I A A T A

aniline in 98% yield as a light yellow solid. The aniline (15.7 mmol) was

5 mixedvHiarRtettdidibpyraicagip (A4l e rd svaler (k0 sbRiint)- andyihester (0.86

reaction.mixture yas warmed to 80-90 C.i oggg)r to completely dissolve
the ARG Pha A S AL AT (D) i BB oy maintained at
sodism rigmine8 L fomiéhin WhtesolSeBtmias wesdded duringaadl Hienuesidue was

gk Ae SAIOR VASHEMIAIRR IR 401 BOIER AR5 oA Ve e o s
Copper (1) ,b?ﬁ#k%&% ﬁ%n%% aﬁlﬁggﬁdawﬁ@g%yg rob—r%dréljc o

(21°ABPEHE RRS EBORd td'ee e iBRBRPEI B0 iR a Bis¥dirhRgs according to
10adgeccstovely. to the copper solution and the mixture was maintained for 30
min at 0-10 C. The reaction mixture was heated at 60 C for 30 min and
then at 100 C for 10 min to ensure completion. The reaction mixture was
allobhe datboudig agifs aveepeerest asgividtheticidloromethane (3x40rnL).
The combined organic layers were washed with 1 M sodium hydroxide,
water, 1 N hydrochloric acid, and water, The organic layer 25 was dried
(mggﬁj?e%m ’[ﬂ%‘)’gﬁﬂ‘%ﬁp&éﬁﬂ%‘ﬂé@% brethastisetifro bromide in 76%
15 yieleh@ss Dl yelitypy salid-yDia fihdaattnaien@bylicusial) was added
dropwise to a suspension of sodium hydride (25.8 mmol) in
dimethylsulfwade (5 naL) at O C. The reaction mixture was warmed to
30dteoranuiatiNmPaRtedusT 80 min. A solution of the nitro bromide (11.7
nunol) in digasdindsulixineits mlhwar addeddwppling s '6R6HGRases and
mixture was heated at 100 C for.,5 h, The cooled solution was poured
ont&1e8 ﬁ@?@ﬁ@ﬁ?&%ﬁﬂgm%éjﬁﬂ/%@&racted with dichloromethane

20(3x100 mL). The combined organic layers were dried (magnesium sulfate)

eI SEREERTatef © 0 [0S R SEaigc o a0 Pl IS SESEH R e

mmo dium hydroxide (3 an re’combine

andarboxamide.
}
O

To a solution of benzisothiazole-3-carboxylic acid (0.93 mmol) in tetrahydrofuran (10

25

mL) and N,N-dimethylformamide (1 mL) was added N,N-diisopropylethylamine (2.87
mmol) and 8-methyl-8-azabicyclo[3.2.1]octan-3-amine dihydrochloride (0.99 mmol).
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5 heated at 60 C for 1 h. The reaction mixture was allowed to cool to rt
and the aqueous layer was washed with dichloromethane (3x100 nif.).
The pH of the aqueous layer was cautiously adjusted to 1 with

W RLRPAREH hydrochloric acid and the reaction mixture wasHEEAtSA8T/ G938
C for 1 h. The suspension was cooled to 0 C and the solids were collected
by filtration and dried to provide the acid in 64% yield. 10 Acetyl chloride
(15.3 mmol) was added dropwise to ethanol (50 mL) at 0 C. After 30 mm,
theﬁdde 7,69 mmt%Il) was add%d and the re?ction mixtyre was, heaﬁggd at
el TBoh A A E S IR S L A O R SRS PRYE: o 0 Bagir aftrogen and
wathgaditonié d éhwees!)diclsleddrdettslite (20hniby ascbisaturdtedsodiupartitioned
bicgehoaste (10nFda TNSARIEOUS KYREim Was HHISHGE ex”s%ﬁlﬁgn""'”i‘%rai 95/5

dichloromethane (2x20 mL) and the combined organic layers were dr
(AR LanumRs e cohieribsri toprortedrmeedieiih 4 digidrremethane
5a bﬁﬁwgegigl m)fmmlﬂ)@ddgt('zﬁga @(ng)n;v%sa@f@e@gt% a@lﬁao?mipglﬁ{etmied over
ester (3.64 nunol), and acetic cid.(7.0 ni . Zinc dust (14. -
o I B o Vet s v ey st e
mafksined fens0 thipnaaiCz@Rimid tsérg for 1 Biktatert. AddRibi@d1zintchloromethane
POWRRH AR BHMBRY RS NG ERAGHA0 MARAINGD [958 iR vield.

suzgension was filtered through Celite and the filtrate was concentrated.

Thé Hesatiselabpistisistotrranwan Stieneatbsdih GiddNdREROD) & 8.79
10 mLydang-ethy| noetate, 2bmlop (khe agUeessy 25 fayermyas J0uNer im, 0.5 H), 4.17-

ext d with et te ( and t ombined organic layers
ke A i LM Ao fodrt ied 4 Prob Bt 1S (. 8 B
acétevid i) 2230 §imid, as=3B2aMidi). Acetic anhydride (13.7 mmol),
isoamyl nitrite (13.7 mmol), and potassium acetate (2.04 30 nunol) were
added to a solution of the acetamide (3.92 mmol) in chloroform (20 rriL)
and/tig dhispener) Pineed e e dodorang R IBIPLENHS WEE BERDMSH: was

15 evaporated and the residue was partitioned between saturated sodium

bicarbonate (1Q,mL) iﬁg hEL%o etTan 2 inL%iN'Ehe aqueous layer .
wag ﬁﬁ'l’i’a(la‘? ext éctedg\%i -écl% ?g#ﬁ% ﬁ‘gﬁg o ‘3’"8?%21@8%‘5?1[1{\;%1@@“”‘“3
ordaricofayerstevere dried (magnesium sulfate) and concentrated to

provide the crude N-acetylindazole ester as a brown oil. 5 The ester (3.36
rnmol), sodium hydroxide (10 mmol) and water (5 Int) were combined and
the reaction was maintained for 24 h C. After cooling to rt, the

agueous layer was washed with dichlergmethane (3x30mL). The aqueous
layer was adjusted to pH | with concenthiated hydroghloric acid and the
precipitated solids were collect% filtration, wakhed with water and
dichloromethane, and dried to pravide the acid infﬁ6%39ield. The following
acid was prepared accordi th'@l method:

<

H
20
Prepared by Procedure A in 40% yield. LC/MS (EI) z 3.2 min, m/z 285 (M"+1).
Example 3: 3-(Hexahydropyrrolo[l,2-a]pyrazin-2(1H)-ylcarbonyl)-1H-indazole
hydroformate.
25
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156-(Difluoromethoxy)-1/1-indazole-3-carboxylic acid. Procedure 9:
Procedure 9 provides a method for the trapping of indazole aryllithiurns
with ketones and the coupling with 3-aminoquinuclidine to form

VHe e8P EH derivatives. 20 tert-Butyl 6-bromoindazole-3-caboryls2eoweso3s
prepared from the acid by reaction with a 2-fold excess of
dirtert-butyldicarbonate followed by treatment with sodium hydroxide. To a
suspension of sodium hydride (60% mineral oil dispersion) (4.8 mmol) in
tetrahydrofuran (40 rriL) at 0 C was slowly added a solution of ten-butyl 6-
25 bromoindazole-3-carboxylate (49{@%0 in tetrahydrofuran (4 mL).
After stirring for 0.5 h at 0 C, the migturéiwas cooled to -78 Cand a 1.7 M
solution of tert-butyllithium in pEataNe (5.1 mmol) ;vq%jjdded. After 0.5 h
at-78 C, a solution of tetrahydropyran-4- one (5 mgtot)gg tetrahydrofuran
(1 nth) was added dropwis e nhixture was stirred at -78 C for 1 h and
warmed to 0 C. The reactio e was quenched with saturated 30
aqueous ammonium chloride and the mixture was partitioned between
ethyl acetate (100 mL,) and water (100 mL) The organic layer was
se wash ' i inLy, .
203%%?1%94%?%%%%%% 3%%%%’%%%?&5%‘%%‘%&%3‘? ZA D,
concentrated.The residue was purified by chromatography (70/30 ethyl

5 acdiateipdxases)-@iyialy BropiyoisI el pidiany1a)-ftearbonyl)-6-methoxy-1H-
yl)-}l;j-inoc%g;ﬁlg;%;g,arg exylic acid tert-butyl ester (68%) as a colorless
solid: b6 yd‘?ox{/ltle rahydropyran-4-y1)-1H-indazole-3-carboxylic acid
tert-butyl ester (0.86 mmol) was dissloved in trifluoroacetic acid (3 nth)
and the mixture was maintained at r:iz/m\mperature for 16 It The solvent

was removed in vacuo and the residuedwvasg triturated with ethyl acetate to
provide 6-(3,6-dihydro-211-pyran-4- 1)-1:T'1-indazole-3- carboxylic acid
(76%). The acids were coupled WA icyclobase agcording to 10
procedure A. The following acids were prepared usifg thig method:
5-(3,6-Dihydro-2H-pyran-4-y; -inflazole-3-carboxylic acid.
156-(3,6-Dihydro-2H-pyran- -II-ﬂindazoIe-?;-carboxylic acid.

~0

10 Prepared by Procedure A in 45% yield. LC/MS (EI) z 3.1 min, m/z 301 (M'1).

Example §:  3-[(3-Methyl-3,8-diazabicyclo[3.2.1]oct-8-yl)carbonyl]-1H-indazole
hydroformate.

15

Prepared by Procedure A in 45% yield. LC/MS (EI) g 2.60 min, m/z 271 (M +1).
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Representative Procedure A. Procedure A provides a method for the
coupling between bicyclobases and carboxylic acids to form carboxarnide
derivatives.

VOARNBIBN-(8-Methyl-8-azabicyclo[3.2.1loct-3-y1)-1,2-benAEBNRRL03 3938
carboxamide. 0 To a solution of benzisothiazole-3-carboxylic acid (0.93
mmol) in tetrahydrofuran (10 mL) and /V,N-dirnethylformarnide (1 mL) was
added NN-diisopropylethylamine (2.87 mmol) and
8-methyl-8-azabicyclo[3.2.1]octan-3-amine dihydrochloride (039 mmol)
The reaction mixturg was maintained at room temperature for 30 mm
ungjé‘raﬁfﬁggen And THER M erY)-eSotiarmhisy chedd Rdlnst3 aRenrimy g -indazole
redeyibrefeintate was partitioned between saturated aqueous potassium
carbonate solution and 95/5 dichloromethane/methanol. The aqueous
layer was extracted with 95/5 dichloromethane 5 /methanol (2X), and the
combined organic layers were washed Wihh/brine, dried over sodium
sulfate, filtered and concentrateddn v The residue was purified by
silica gel flash column chromatogpaphy usig a mixtgre of [90/10/1
dichloromethane /methan r:@ monium hydroxidehas thig eluent, thus
providing the product in 20%xield. Alternatively, the residues were

5 purified by preparative HPLC. 'HH\11\412 (CD30D) 8 8.79 10 (dd, .1= 8.3,
1.0, 1 H), 8.10-8.06 (m, 1 H), 7.63-7.49 (in, 2 H), 4.39-4.32 (m, 0.5 H),
4.17- 4.15(m, 0.5 H), 3.33-3.27 (m, 2 H), 2.35 (s, 1.5 H), 2.34 (s, 1.5 H),
2.é’f?f??%déﬁﬁ}’éof?ﬁ?iéfm@‘(mwsh@%ﬁw@mz@o@ (Mm/F, 2030 T3,
general procedure the following compounds were prepared: 15

:2-(1H- ol-3-yle ctahydro-2H-pyrido[1,2-alpyrazine
E;fgr%‘ J%ﬁe; e(_l'ﬂ_' F on y}»ﬁ§%¥a}3—3,%—Xiazabicygz[&z.g]oct-B-F;%)carhonyi]-S—
10 (trifluoromethoxy)-1H-indazole hydroformate.

o o=l
0] O
Ao w AN
N.N
H

Prepared by Procedure A in 65% yield. LC/MS (EI) z 4.90 min, m/z 355 (M'+1).
15

Example 8: 5-(3,6-Dihydro-ZH—pyran—4-yl)-N—(8—methyl—S-azahicyclo[3.2.1]oct—3-yl)-

1H-indazole-3-carboxamide hydroformate,

07 0H

20
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Prepared by Procedure A in 40% yield. LC/MS (El) or 3.2 mm, nilz 285
(M++1). Example 3:
3-(Hexahydropyrrolo[1,2-alpyrazin-2(18)-ylearbonyl)-1H-indazole

W atesfePitete. Prepared by Procedure A in 17% yield. LC/NISTERIRSR1G938
min, m/z 271 (W+1). 5 Example 4:
3-alexahydropyrrolo[1,2-alpyrazin-2(1H)-ylcarbony1)-6-methoxy-1Hindazo
le hydroformate. 10 Prepared by Procedure A in 45% vyield. LC/MS (El)

25? 3.1 min, nilz 301 (M++ . .
e I B SRRy e g PS4 R T Pt
zole hydroformate. 15 H OH
Example 9: 5-(3,6-Dihydro-2 H-pyran-4-yl)-N-(endo-9-methyl-9-

azabicyclo[3.3.1]non-3-yl)-1H-indazole-3-carboxamide hydroformate.

Prepared by Procedure A in 21% yield. LC/MS (EI) #z 4.71 min, m/z 381 (M'-+1).

10 Example 10:  5-Bromo-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-

carboxamide.

Br

15 Prepared by Procedure A in 29% yield. LC/MS (EI) #z 5.40 min, m/z 363/365
M/M2).

Example 11:  5-Fluoro-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yI)-1H-indazole-3-

carboxamide hydroformate.

20

125



Prepared by Procedure A in 45% yield. LC/MS (EItR 2.60 min, rn/z 271
(1\(+1). WO 2006/001894PCT/US2005/013938
Example6:3-[(8-Methyl-3,8-diazabieyelo[3.2.1]oct-3-yl)carbonyll-1H-indaz
Ve tipdibfdrmate. Prepared by Procedure A in 60% yield. IPCIMS2(E3)0tRo38
2.60 min. m/z 271 (A/11-+1).
Example7:31(8-Methyl-3,8-diazabicyclo[3.2.1joet-3-yOcarhOnyll-5-
10(trifluoromethoxy)-1H-indazole hydroformate. Prepared by Procedure A
in 65% vyield. LC/MS (El) tR 4 90 rain, m/z 355 (M++1). 15 Example 8:
5-(3,6-Dihydro-2H-pyran-4-yl)-N-(8-m
1H-indazole-3-carboxamide hydrofor

Prepared by Procedure A in 45% yield. LC/MS (EI) z 3.03 min, m/z 303 (M'+1).

5 Example 12: 5-Methoxy-3-[(8-methyl-3,8-diazabicyclo[3.2.1}oct-3-yl)carbonyl]-1H-

indazole hydroformate.

10 Prepared by Procedure A in 60% yield. LC/MS (EI) 7z 2.60 min, m/z 301 (M'+1).

Example 13: 5-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1}oct-3-yI)-1H-indazole-3-

carboxamide hydroformate.

/
0]
X
\
=P SR
N >
N
0]

Prepared by Procedure A in 69% yield. LC/MS (EI) ¢z 2.85 min, m/z 315 .

15

Example 14: 5-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-

20  carbexamide.
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WO 2006/001894PCT/US2005/013938 Prepared by Procedure A in 9%
yield. LC/MS (Et) tR 3.44 min, m/z 367 (10E+1).
Example9:5-(3,6-Dihydro-2H-pyran-4-y1)-N-(endo-9-methy1-9-

Ve apheel1873.3.1Jnon-3-y1)-1H-indazole-3-earboxamide hydretavirsaess13938
Prepared by Procedure A in 21% yield. LC/MS (El) R 4.71 min, m/z 381
(NE+1). 10
Example10:5-Bromo-N-(8-methyl-8-azabieyelop.2.110et-3-y1)-1H-indazol
e-3- carboxamide. 15 Prepared by Procedure A in 29% yield. LC/MS (EI)
{R 5.40 min, m/z 363/365 (M+/Nk+2).
Examplell:5-FIuoro-N-(8-meti;3%8%€abicyclo[3.2.1]oet-3-y1)-1H-indazoI
e-3- earboxamide hydroformate”20 WO
2006/901894PCTRUS2005/013938 ﬁ

el

N
}\1 N
H

Prepared by Procedure A in 33% yield. LC/MS (EI) ¢z 2.47 min, m/z 315 (M+1).

5 Example 15: 5-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-

carboxamide hydroformate.

/
0
N EZ 2N
/ﬂn  NH 0~ OH
N
H O

10 Prepared by Procedure A in 21% yield. LC/MS (EI) ¢z 2.12 min, m/z 315 (M" +1).

Example 16: S-Methoxy-N-methyl-V-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-

indazole-3-carboxamide hydroformate.

/
(0]
\ X
LA L W
N\
N
O

Prepared by Procedure A in 6% yield. LC/MS (EI) f5 2.55 min, m/z 329 (M'+1).

15
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Prepared by Procedure A in 45% yield. LC/MS (El) tR 3.03 min, nilz 303
(M++1). 5 Example 12:
5-Methoxy-34(8-methy1-3,8-diazabicyclo[3.2.11oct-3-yocarbonylplHindaz
R2pdiedmate. 10 Prepared by Procedure A in 60% YyielRiC T/CSrEAESp38
tR 2.60 min, nilz 301 (M--1-1). Example 13:
5-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1joet-3-y1)-1H-indazole-3-
carboxamide hydroformate. 15 ElI OH Prepared by Procedure A in 69%

é‘%ﬁ%‘&”ﬁ ey RS s arabiovdols 2 pfoces-y)-
caldbiatarale-Srpaixoesiityigsupionynis 2005/013938

/
0
_N
)\‘:Q;/H 07 0oH
N >
-~ N~ NH
o)
5
Prepared by Procedure A in 33% yield. LC/MS (EI) 7z 2.47 min, m/z 315 (M'+1).
Example 18: 6-(3,6-Dihydro-2H-pyran-4-yl)-N-(8-methyl-8-azabicyelo[3.2.1]oct-3-
yD-1H-indazele-3-carboxamide hydroformate.
10

0% 0OH

N
/ﬂﬁ SN NA
0
Prepared by Procedure A in 9% yield. LC/MS (EI) 7z 4.34 min, m/z 367 (M'+1).

15 Example 19:  6-Bromo-N-(8-methyl-8-azabicyclo{3.2.1Joct-3-yl)-1H-indazole-3-

carboxamide.
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Prepared by Procedure A in 33% yield. LC/MS (EI)1R 2.47 min, m/z 315

(M'+1). 5Example 15:
5-Methoxy-N-(exo-8-methyl-8-azabicyelo[3.2.1joet-3-yl)-1H-indazole-3-
Veadsesagnitte hydroforruate. HO 10 Prepared by Procedure BPORRR965/013938
yield. LC/MS (El) 1R 2.12 min, m/z 315 (IVP+1). Example 16:
5-Methoxy-N-methyl-N-(8-methy1-8-azabicyclo[3.2.1loct-3-y1)-1Hindazole
-3-carboxamide hydroformate. 150 Prepared by Procedure A in 6%
yield. LC/MS (El) R 2.55 min, m/z 329 (M4+1). WO
2006/001894PCPUS2005/013938 Example/17:

18-indazole-3-carboxamide hydroformaté:

5-Methoxy-N-methyI-N-(endo-8-methyl-8-a%gbieyelop.2.110ct-3-y1)-

10

15

Ox—NH

N
!
N
H
Br

Prepared by Procedure A in 20% vyield. LC/MS (EI) ¢tz 4.28 min, m/z 363/365
MM +2).

Example 20: 6-Bromo-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1H-indazole-

3-carboxamide.

T

Prepared by Procedure A in 12 % yield. LC/MS (EI) tx 2.26 min, m/z 377 (M.

Example 21: 6-Bromo-/N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1H-indazole-

3-carboxamide hydroformate.

Prepared by Procedure A in 12% yield. LC/MS (EI) #z 2.37 min, m/z 377/379 (M'+1).
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0 5 Prepared by Procedure A in 33% yield. LC/MS (El) tR 2.47 min, m/z

315 (M--11). Example 18:
6-(3,6-Dihydro-2H-pyran-4-A-N-(8-methy1-8-azabicyclo[3.2.1loct-3-
WO-208p41d8%0le-3-earboxamide hydroformate. 10 0 Preparedbys2005/013938
Procedure A in 9% yield. LC/MS (EI)R 4.34 min, in/z 367 (M++1).
15Example19:6-Bromo-N-(8-methyl-8-azabieyelo[3.2.1Joet-3-y1)-11/-inda
zole-3- earboxamide. Prepared by Procedure A in 20% yield. LC/MS (El)

ER 4.28 min, m/z 363/365 (1?/1+71v4+2).

Example 22: 6-Ethoxy-V-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-

3-carboxamide hydroformate.

M

- O

ﬂﬁH\N‘/g HJ\OH
(@)

5
Prepared by Procedure A in 16% yield. LC/MS (EI) g 3.96 min, m/z 346 (M'+1).
Example 23: 6-Methoxy-3-[(8-methyl-3,8-diazabicyclo[3.2.1]oct-3-yl)carbonyl]-1,2-
benzisothiazole hydroformate.
10

Prepared by Procedure A in 22% yield. LC/MS (EI) tz 1.69 min, m/z 318 (M'+1).

15 Example 24: 6-Methoxy-3-[(8-methyl-3,8-diazabicyclo[3.2.1]oct-3-yl)carbonyl]-1H-

indazole hydroformate.

20  Prepared by Procedure A in 55% yield. LC/MS (EI) ¢ 2.40 min, m/z 301 (M'+1).
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5 Example 20:
6-Bromo-N-(endo-9-methyl-9-azabicyclo[3.3.11non-3-y1)-1H-indazole3-ca
rboxamide. 10 Prepared by Procedure A in 12% yield. LC/MS (0)1R 2.26

WwOIRMEWBIY (M+). Example 21.: PCT/US2005/013938
6-Bromo-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-y1)-1H-indazole3-ear
boxamide hydroformate. 15 0 OH Prepared by Procedure A in 12% yield.
LC/MS (ENtR 2.37 rain, m/z 377/379 (M++1) Example 22:

-N-(8-methyl-8-azabieyel 1,2-b thiazole3-
arb %gfﬁp 8(hygnr(e)f H atiza g—ﬁect)ll %Oé—mew{)l% aza?)zlczylcszl(())[25l ZZ?O%t-S?yl) 1,2-

benzisothiazole-3-carboxamide.
& N/
O
N

| H
e
5
Prepared by Procedure A in 33% yield. LC/MS (EI) #g 4.10 min, m/z 332 (M™+1),
Example 26: 6-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yI)-1,2-
benzisothiazole-3-carboxamide hydrochloride.
10
o\.
- Bj \H
HN \N/S
0
Prepared by Procedure A in 66% yield. LC/MS (EI) ¢ 2.56 min, m/z 332 (M™+1),
15  Example 27: 6-Methoxy-/N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yI)-1,2-

benzisothiazole-3-carboxamide.

O\
O

20  Prepared by Procedure A in 61% yield. LC/MS (EI) #g 4.96 min, m/z 332 (M'™+1).
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Prepared by Procedure A in 16% yield. LC/MS (EI)tR 3.96 min, m/z 346
(M++1). Example 23:
6-Methoxy-3-[(8-methy1-3,8-diazabicycloP.2.1joet-3-yl)earbony11-1,2-
Wieptisotm¥dzole hydroformate. Prepared by Procedure A irPQ2%syied13938
LC/MS (El) tR 1.69 min, m/z 318 (We+1). 15Example 24:
6-Methoxy-31(8-methyl-3,8-diazabicyclo[3.2.110et-3-yl)carbonyl]-1H-
indazole hydroformate. 20 Prepared by Procedure A in 55% yield.

L%%]S 1) tg 2.40_mijn, m/z 30 _(I|>‘/|++ e s et-3-vI)-1H-indazole-3-
E 'Bé S:g- etﬁ%ﬁﬁg -%Peélﬁwy? -52%&%:%/%‘I‘37[g%§2§g3?-5-yf3-)1,2- Hcazote:
benrisotmside| bySrodebonténide. Prepared by Procedure A in 33% yield.
LC/MS (El) tR 4.10 min, m/z 332 (M++1).

O/
N
_N 0 L 07 OH
N .
o)

5
Prepared by Procedure A in 38% yield. LC/MS (EI) #z 2.52 min, m/z 315 (M1,
Example 29: 6-Methoxy-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1,2-
benzisothiazole-3-carboxamide.
10
CH,
N
HyG H“;Dﬁ
OQ\i‘“
>
S-N O

Prepared by Procedure A in 58% yield. LC/MS (EI) tz 4.09 min, m/z 346 (M +1).

15 Example 30: 6-Methoxy-N-(endo-9-methyl-9-azabicycle[3.3.1]non-3-yl)-1H-

indazole-3-carboxamide hydroformate.

20  Prepared by Procedure A in 45% yield. LC/MS (EI) 7z 2.68 min, m/z 329 (M+1).
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Example26:6-Metboxy-N-(8-methyl-8-azabicyclo13.2.1]oct-3-yl)-1.2-
benzisothiazole-3-carboxamide hydrochloride. 0 Prepared by Procedure
A in 66% yield. LC/MS (El) tR 2.56 mm, m/z 332 (ivr+1).

WISEREAIHIEP 7:6-Methoxy-N-(8-methyl-8-azabicyclo[3.2.11 00t GHEBRID3013938
benzisothiazole-3-carboxamide. 20 Prepared by Procedure A in 61%
yield. LC/MS (EetR 4.96 min, nilz 332 (M++1). WO
2006/001894PCT/US2005/013938 Example 28:
6-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1joet-3-y1)-11-/-indazole-3-
earboxamide hydroformate.

Example 31: 6-Methoxy-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1H-

indazole-3-carboxamide.

e

H
o KlHﬁ

Vi
= ~

5 H,C-0
Prepared by Procedure A in 45% yield. LC/MS (EI) tg 2.68 min, m/z 329 M1,

Example 32: 6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-

10  benzisothiazole-3-carboxamide hydrochloride.

O\
il E CIH
HN \N/S
o]

Prepared by Procedure A in 66% yield. LC/MS (EI) g 2.56 min, m/z 332 (M™+1).
15

Example 33: 6-Methoxy-/N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-

3-carboxamide hydroformate.

\
N
LN
e b
N7 H™ "OH
N
H
o]
/
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Prepared by Procedure A in 38% yield. LC/MS (EItR 2.52 min, m/z 315
(M++.1).
Example29:6-Methoxy-N-(endo-9-methy1-9-azabicyclop.3.11non-3-y1)-1,
WO HoaPiE8Miazole-3-earboxamide. CH ,s Fisq NH S-N Prep@@iusgo0s/013938
Procedure A in 58% yield. LC/MS (El) tR 4.09 min, m/z 346 (M++1). 15
Example30:6-Methoxy-N-(endo-9-methy1-9-azabicyc1o[3.3.1)non-3-y1)4
H- indazole-3-earboxamide hydroformate. 20 Prepared by Procedure A in
45% yield. LC/MS (El) tR 2.68 min, nilz 329 (M++1).
Example31:6-Methoxy-N-(endo-9-methy1-9-azabicyclop.3.11non-3-y1)-1
H-Frgazd eyPeadaoxamidel % yield. LC/MS (EI) £z 2.51 min, m/z 315 (M'+1).

Example 34: 6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-

5  3-carboxamide.

e

Prepared by Procedure A in 38% yield. LC/MS (EI) tz 2.52 min, m/z 315 (M'+1).

10

Example 35: 6-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-

carboxamide hydroformate.

O/
4“\
N ’ w 07 OH
N S
) 1{ N
H O

15

Prepared by Procedure A in 36% yield. LC/MS (EI) # 2.57 min, m/z 315 (M+1).

Example 36: 7-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-

benzisothiazole-3-carboxamide hydroformate.
20
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5HaC-0 Prepared by Procedure A in 45% yield. LC/MS (El) tR 2.68 min,
m/z 329 (M++1).
Example32:6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1loct-3-y1)-1,2-

W@ B HEIEMiazole-3-carboxamide hydrochloride. 0 Prepar@@15yS2005/013938
Procedure A in 66% yield. LC/MS (EI)tR 2 56 min, nilz 332 (1V1++1).
Example 33:
6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1H-indazole3-c
arboxamide hydroformate. WO 2006/001894PCT1US20051013938
Prepared by Procedure A in 41% vyield. S (El) tR 2.51 min, m/z 315
(M++1). Example 34: 6-M IN-( B-methyl-§azabicyclo
[3.2.1]oct-3-yl)-1H-indazole% 3-cagbox@misle. Prepared-gy Procedure A in
38% yield. LC/MS (EI) tR 2.52 mir'T*,On/z'§15 (M++1). 10

Prepared by Procedure A in 5% yield. LC/MS (EI) tz 3.96 min, m/z 332 (M*+1).

S Example 37: 7-Methoxy-/N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-

benzisothiazele-3-carboxamide.

10 Prepared by Procedure A in 3% yield. LC/MS (EI) #z 3.81 min, m/z 332 (M'+1).

Example 38: 5-Methoxy-/N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1H-

indazole-3-carboxamide hydroformate.

15

Prepared by Procedure A in 44% yield. LC/MS (EI) ¢z 2.56 min, m/z 329 (M*+1).

Example 39: 7-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-

20  benzisothiazole-3-carboxamide hydroformate,
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Example 35:
6-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.110ct-3-y1)-1H-indazole-3-
carboxamide hydroformate. Prepared by Procedure A in 36% vyield.
WEZMSHEIRR 2.57 min, nilz 315 (1\g+1). PCT/US2005/013938
Example36:7-Methoxy-N-(8-methy1-8-azabicyclopsljoct-3-y1)-1,2-
benzisothiazole-3-carboxamide hydroformate. Prepared by Procedure A
in 5% yield. LC/MS (El) 111 3.96 min, nilz 332).
5Example37:7-Methoxy-N-(8-methyl-8-azabieyeloP.2.1loct-3-y1)-1.2-
benzisothiazole-3-carboxamide. 10 Pre by Procedure A in 3%
yield. LC/MS (EOtR 3.81 mnf\ (M Ny O
Example38:5-Methoxy-N-(en -9-rf'aNeth A-9- zableyeI&@HB.11non-3-y1)-1
H- indazole-3-carboxamide hydroforiyateN”

Prepared by Procedure A in 5% yield. LC/MS (EI) ¢ 3.96 min, m/z 332 (M'+1).

5 Example 40: N-(1H-Indazol-3-ylmethyl)-V,8-dimethyl-8-azabicyclo[3.2.1]octan-3-

OH
S S0

10 Prepared by Procedure A in 60% yield. LC/MS (EI) tz 1.34 min, m/z 285 (M'+1).

amine dihydroformate.

Example 41: N-(2-Azabicyclo[2.2.1]hept-5-yl)-1H-indazole-3-carboxamide.

A

(0]

N
H
N
!
N
H

15
Prepared by Procedure A in 37% yield. LC/MS (EI) £ 2.73 min, m/z 257 (M'+1).

Example 42: N-(2-Methyl-2-azabicyclo[2.2.2] oct-5-yI)-1 H-indazole-3-carboxamide.
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15 Prepared by Procedure A in 44% yield. LC/MS (El) t11 2.56 min, m/z
329 (Mf+1).
Example39:7-Methoxy-N-(endo-8-methy1-8-azabicyclo3.2.11oct-3-y1)-1,2
WOHEN2IRdthiazole-3-carboxamide hydroformate. 0 Prepam@lys2005/013938
Procedure A in 5% yield. LC/MS (El) 1R 3.96 min, m/z 332 (M++1).
5Example 40: N-(1H-Indazol-3-ylm ethyl)-N,8-dimethy1-8-azabicyclo f
3.2.1] octan-3- amine dihydroformate. NH2 g- OH 10 Prepared by
Procedure A in 60% yield. LC/MS (ENtR 1.34 min, m/z 285 (1\4*-E1).
Example 41: N-(2-Azabicyclo [2.2.1]
hept-5-yl)-1H-indazole-3-carboxamide0 N
N

\'N

N

H

~

Prepared by Procedure A in 65% yield. LC/MS (EI) #g 2.92 min, m/z 285 (M'+1).

5 Example 43: N-(8-Azabicyclo[3.2.1]oct-3-yI)-1 H-indazole-3-carboxamide
hydrochloride.

ZI

)

0
CIH

o

N
\
N
H

10 Prepared by Procedure A in 91% yield. LC/MS (EI) #x 2.70 min, m/z 271 (M'+1).

Example 44: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisoxazole-3-

carboxamide hydroformate.

15 o’
Prepared by Procedure A in 20 % yield. LC/MS (EI) # 3.53 min, nvz 286 (M'+1).

Example 45: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-carboxamide
20  hydroformate,
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Prepared by Procedure A in 37% yield. LC/MS (El) tR 2.73 min, 172/z 257
(M++1). Example 42:
N-(2-Methyl-2-azabicyclo[2.2.2]oct-5-y10-1H-indazole-3-carboxamide.

V¥ /R Procedure A in 65% yield. LC/MS (ENtR 2.92 nfiRTHHF2008813938
(INe+1). 5
Example43:N-(8-Azabicyclopimoct-3-y1)-1H-indazole-3-carboxamide
hydrochloride. 10Prepared by Procedure A in 91% yield. LC/MS (El) tR
2.70 min, m/z 271 (1v1++1). Example 44:
N-(8-Methyl-8-azabicyclo[3.2.110ct-3-y1)-1,2-benzisoxazole-3-
carboxamide hydroformate. YCH3

H
o)

N 0]
H H’U\OH
N

2

\
N
H

Prepared by Procedure A in 12% yield. LC/MS (EI) £z 2.55 min, m/z 285 (M'+1).

Example 46: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yI)-1H-indazole-3-carboxamide.

|
N

O
N )
H

\
N

N
H
10 Prepared by Procedure A in 64% yield. LC/MS (EI) tz 2.85 min, m/z 285 (M'+1).

Example 47: N-(8-Methyl-8-azabicyclo|3.2.1]oct-3-yl)-5-(triflucromethoxy)-1H-

indazole-3-carboxamide hydreformate.

F

~F
o F
hig
N H” “OH
P R
N
0

Prepared by Procedure A in 15% yield. LC/MS (EI) 7z 5.19 min, m/z 369 (M'+1).

15
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"™-- OH Prepared by Procedure A in 20 % yield. LC/MS (El) tli 3.53 min,

ni/’z 286 (W+1).  Example 45:

N-(8-Methy1-8-azabicyclo[3.2.11oct-3-y1)-1/3-indazole-3-carboxamide 20
VHyareediidte. Prepared by Procedure A in 12% yield. LC/MBCIRSER053)38

mm, nilz 285 (M++1). 5 Example 46: N-(8-Methyl-8-azabieyel013.2.1]

oet-3-yl)-1H-ind azole-3-earboxamide. 10Prepared by Procedure A in

64% yield. LC/MS (El) IR 2.85 min, In/z 285 (W+1). Example 47:

N'(EEMﬁfbyfl'8'al&bicym(m&]lyl-&azabicyclo[3.2.1]oct—3-yl)-5—nitm-1H—indazole-3-

ocp@if%%}%iﬁagﬂor n}ethog)-lHindazole-3-earboxamide hydroformate.

e

FOIOral

Prepar rocedure A'in"15% yield. LC/MS (EI) tR 5.19 min, in/z 369
(M++1).
2
o™N
PN
N 07 “OH
R E N
N
o
5

Prepared by Procedure A in 1% yield. LC/MS (EI) ¢ 2.89 min, m/z 330 QMH1).

Example 49:  N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6~(nitro)-1H-indazole-3-
carboxamide hydroformate.
10

=~
N 0~ "OH

Prepared by Procedure A in 10% yield. LC/MS (EI) tz 4 min, m/z 330 (M*+1).

15 Example 50: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(trifluoromethoxy)-1H-

indazole-3-carboxamide hydroformate.

F
F
o>,
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Example48:N-(8-Methy1-8-azatticyclo13.2.110ct.-3-y1)-5-nitro-1Thindazol
e-3- carboxamide hydroformate. Prepared by Procedure A in 1% yield.
LC/MS (ENtR 2,89 min, m/z 330 (M++1).

VAP EI 4N -(8-Methyl-8-azabicyclo[3.2.110et-3-y1)4-(nitroBPAFHSRIEF018938
3- earboxamide hydroformate. Prepared by Procedure A in 10% yield.
LC/MS (El) IR 4 mm, m/z 330 (M++1). 15Example 50:
N-(8-Methy1-8-azabicyclo[3.2.1loct-3-y1)-6-(trilluoromethoxy)-1H-
indazole-3-earboxamide hydroformate. Prepared by Procedure A in 20%
yield. LC/MS (Et) tR 4.93 min, m/z 369 (M++1).  Example 51:

N-(Bronated by razebies Al 613024 Joeid 3Ly/AMIS (FDue roPAetihoay) BEIBOM™+1).

indazole-3-carboxamide hydroformate.

Example 5I: N~(8-Methyl-8-azabicyclo[3.2.1]oct-3-yI)-7~(trifluoromethoxy)-1H-
5 indazole-3-carboxamide hydroformate.

F7<;
: O
\ 9 I
H NH H OH
%} N \N

O

Prepared by Procedure A in 38% yield. LC/MS (EI) 1z 4.73 min, m/z 369 (M'+1).
10

Example 52: N~(endo-9-Methyl}-9-azabicyclo[3.3.1]non-3-yl)-1H-indazole-3-

carboxamide hydroformate.

15
Prepared by Procedure A in 60% yield. LC/MS (EI) #z 2.95 min, m/z 299 (M’?l).

Example 53: N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(trifluoromethoxy)-

1H-indazole-3-carboxamide hydroformate.
20
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Prepared by Procedure A in 38% yield. LC/MS (El) tR 4.73 min, m/z 369
(M4+1).
Example52:N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-1H-indazole-3-
W eoeitle hydroformate. Prepared by Procedure A in 6000 4i&05/013938
LC/MS (El) tR 2.95 min, m/z 299 (M t+1). Example 53:
N-(endo-9-Methyl-9-azabicyclop.3.1]non-3-y1)-5-(trifluoromethoxy)-
1H-indazole-3-carboxamide hydroformate. WO
2006/001894PCT/U82005/01§[£__938 N-N ¢y

F/KO H \gﬁN )

Prepared by Procedure A in 10% yield. LC/MS (EIL) tz 5.29 min, m/z 383 (M'+1).

5 Example 54: N-(endo-9-Methyl-9-azabicyclo[3.3.1}non-3-yl)-5-nitro-1H-indazole-3-

carboxamide hydroformate.

10 Prepared by Procedure A in 1% yield. LC/MS (EI) t 3.89 min, m/z 343 (M'+1).

Example 55: N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(nitro)-1H-indazole-3-

carboxamide hydroformate.

OH

15

Prepared by Procedure A in 2% yield. LC/MS (EI) #z 3.87 min, m/z 330 (M'+1).
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Prepared by Procedure A in 10% yield. LC/MS (EItR 5.29 min, in/z 383
(Mt-1). 5 Example 54:
N-(endo-9-Methyl-9-azabicyclo[3.3.11non-3-y1)-5-nitro-1H-indazole-3-

Ve poendiifitie hydroformate. Example 55: PCT/US2005/013938
N-(endo-8-Methyl-8-azabieyelo[3.2.1]oet-3-yl)-5-(nitro)-1H-indazole-3-
earboxamide hydroformate. 15 0 OH Prepared by Procedure A in 2%
yield. LC/MS (El) 'R 3.87 min, 777/z 330 (Nr-1-1). Example 56:

N-( -8-Methyl-Q- ieyelo[3.2 11oet-3-y0-5-(trifluoromethoxy)-
o e i (B S P Bsn e hemerhony-
2195 iathazeleArebaxamideydiiefomia®69 (M+1). Example 57:
N-(endo-8-Methy1-8-azabieyelo[3.2.110et-3-yl)-6-(nitro)-111-indazole-3-
earboxamide hydroformaw.

F
)EQ:_,H o-&F
NH

07 OH
°"
N~N
H
5
Prepared by Procedure A in 21% yield. LC/MS (EI) tx 4.73 min, m/z 369 M™1).
Example 57: N-(endo-s-Methyl—-8-azabicycln[3.2.1]oct-3~yl)-6-(nitro)-LH—indazole—3—
carboxamide hydroformate.
10

NH Q
AL ™Ne 0T
S 0

Prepared by Procedure A in 7% yield. LC/MS (EI) tz 3.96 min, m/z 330 (M™+1).

15 Example 58: N—(endo—S—Methyl—S—azabicyclo[3.2.1]0ct—3-yl)-6-(triﬂuoromethoxy)-

1H-indazole-3-carboxamide hydroformate.
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Prepared by Procedure A in 7% yield. LC/MS (El) tR 3.96 min, m/z 330
(M'H). 15Example 58:
N-(endo-8-Methy1-8-azabicyclo[3.2.11oct-3-y1)-6-(trifluoromethoxy)-
WA RS- 3-earboxamide hydroformate. WO PCT/US2005/013938
2006/001894PCT/US2005/013938 Prepared by Procedure A in 28% yield.
LC/MS (El) tR 5.01 min, m/z 369 (Mtl-1). Example 59:
N-(exo0-8-Metby1-8-azabicyclo[3.2.11loct-3-yl)-5-(nitro)-1H-indazole-3-

e Rl CUREPEA RIS B0 25,
N-(exo0-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(trifluoromethoxy)-1Hindaz
oleg3:GasRONIde ByHrQINIRS-dz3616) 3.2, 1] oct-3-y1)-5-(nitro)-1H-indazole-3-

carboxamide hydroformate.

O:CN

Q
N 07 0H
d B Jo NH
= N N
H O

Prepared by Procedure A in 2% yield, LC/MS (EI) #z 3.69 min, m/z 330 M+1).

10 Example 60: N-(exo-8-Methyl-8-azabicyclo[3.2.1}oct-3-yl)-5-(trifluoromethoxy)-1H-

indazole-3-carboxamide hydroformate.

FFF

o]
1
\N H H™ “OH
} tQ NH
H N SN
H O

15  Prepared by Procedure A in 30% yield. LC/MS (EI) ¢z 5.09 min, m/z 369 (M+1).

Example 61: N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yI)-6-(nitro)-1H-indazole-3-

carboxamide hydroformate.
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15 Prepared by Procedure A in 30% yield. LC/MS (El) tR 5.09 min, m/z
369 (M++1). Example 61:
N-(exo0-8-Methy1-8-azabicyclo[3.2.110et-3-y1)-6-(nitro)-1H-indazole--3-
VPRt Ee hydroformate. 0- Nt5"-t0  Prepared by ProceBGFEUAZIMIIz938
yield. LC/MS (El) tR 4 min, m/z 330 (M++1), 5Example 62:
N-(exo0-8-Methyl-8-azabicyclo[3.2.110ct-3-y1)-6-(trifluoromethoxy)-1H-
indazole-3-earboxamide hydroformate. 10 Prepared by Procedure A in
10% yield. LC/MS (EIl) tR 4.89 min, m/z 369 (M++1). Example 63:
N-Kre/-6R,8aS)-Oetahydroindolizin-G-ﬁ%%-indazole-B-earboxamide

hydroformate.
N 07 OH
- N s, NH
; N
H O

Prepared by Procedure A in 4% yield. LC/MS (EI) ¢ 4 min, m/z 330 (M'+1).

5 Example 62: N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yI)-6-(trifluoromethoxy)-1H-

indazole-3-carboxamide hydroformate.

F
o—<F
‘ F
\ X
N H” "OH
L
; N
g O

10  Prepared by Procedure A in 10% yield. LC/MS (EI) £z 4.89 min, m/z 369 (M'+1).

Example 63: N-[(rel-6R,8aS)-Octahydroindolizin-6-yl}-1H-indazole-3-carboxamide

hydroformate.

N
N N~ 0
H [
nHN /LL
9\) \[KL\Q H” OH
o)

15

Prepared by Procedure A in 21% yield. LC/MS (EI) £z 2.93 min, m/z 285 (M™+1).
P
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Prepared by Procedure A in 21% yield. LC/MS (El) tR 2.93 mm, m/z 285
(M++1). Example 64:
N-(re/-6S,8aS)-Octahydroindolizin-6-y11-1H-indazole-3-carboxamide

VW arei6isate. 5 Prepared by Procedure A in 45% yield. LEGASIFEIYPI3938
2.94 min, nilz 285 (M++1). Example 65:
N-Methyl-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1Thindazole-3-
carboxamide hydroformate 10 O Prepared by Procedure A in 12% vyield.

S B S AT P ol s-carbovamiae

carb!ﬂ(wfﬂtféate
i
Faserg
N
H
0

5
Prepared by Procedure A in 45% yield. LC/MS (EI) ¢z 2.94 min, m/z 285 M™+1).
Example 65: N-Methyl-NV-(8-methyl-8-azabicyclo[3.2.1]oct-3-yI)-1H-indazole-3-
carboxamide hydrofoermate.
10

e N

Prepared by Procedure A in 12% yield. LC/MS (EI) £z 2.56 min, m/z 299 (M™1).

15 Example 66: N-Methyl-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-

carboxamide.

20  Prepared by Procedure A in 12% yield. LC/MS (EI) £z 2.52 min, m/z 299 (M™+1).

Example 67: 2-[(6-Methoxy-1H-indazol-3-yl)carbonyl]octahydro-2H-pyrido[1,2-

a]pyrazine hydroformate.
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20 Prepared by Procedure A in 12% yield. LC/MS (El) 1R 2.52 min, m/z
299 (W+1). Example 67:
2[(6-1\4ethoxy-1H-indazol-3-ypearbonylloctahydro-2H-pyrido[1,2-
VEIb3eAIRB Hy droformate. Prepared by Procedure A in 60 % B48I0IS2@AN 938
(El) tR 2.65 min, ni/z 315 (M++1). 5 Example 68:
7-Methoxy-N-(endo-9-methyl-9-azabieyelo[3.3.1]Jnon-3-y1)-11/-
indazole-3-earboxamide hydroformate. NH Prepared by Procedure A in
45% yield. LC/MS (EI) tR 2.56 rain, m/z 329 (1V1+-1-1). Example 69:
6-Methoxy-N-(endo-8-methy1-8-azabie3?é?3§2.110et-3-yl)-1,2-
benzisothiazole-3-carboxamide hydroofoNr@e. o-C(:)HB Eisc-N HIV 0

BN

\}q H OH
i

HG—g
Prepared by Procedure A in 60 % yield. LC/MS (EI) #g 2.65 min, m/z 315 (M'+1).

5  Example 68: 7-Methoxy-V-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yD)-1H-

indazole-3-carboxamide hydroformate.

Prepared by Procedure A in 45% yield. LC/MS (EI) 1z 2.56 min, m/z 329 (M1,

10
Example 69: 6-Methoxy-V-(endo-8-methyl-8-azabicyclo[3.2.1joct-3-y1)-1,2-
benzisothiazole-3-carboxamide hydroformate.
bt
H™ "OH
15
Prepared by Procedure A in 38 % yield. LC/MS (EI) ¢z 3.58 min, m/z 332 M),
Example 70: 6-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-
benzisothiazole-3-carboxamide hydroformate.
20
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H)1.0H O Prepared by Procedure A in 38 % yield. LC/MS (EItR 3.58 min,
m/z 332 (M++1). Example 70: ‘
6-Methox-y-N-(exo-8-methy1-8-azabicyclo[3.2.1]oct-3-y1)-1,2-

Ve A%6edtiaZole-3-carboxamide hydroformate. 0 -CH3 0 H3@AVrPSRICHA 13938
Prepared by Procedure A in 38 % yield. LC/MS (El) tR 3.54 min, in/z 332
(1vl++1). SExample 71:
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-5-(trifluoromethoxy)-11L
indazole-3-earboxamide hydroformate. 10 Prepared by Procedure A in
30 % yield. LC/MS (El) tR 4.15 min, m/z 355 (Nr+13.

H

H C*Nﬂ;: N :
3 ) HJ\OH
H

Prepared by Procedure A in 38 % yield. LC/MS (EI) ¢z 3.54 min, m/z 332 (M" +1).

5 Example 71: N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-yI)-5-(trifluoromethoxy)-1H-

indazole-3-carboxamide hydroformate.

ofF
/\*F(

S O

10 Prepared by Procedure A in 30 % yield. LC/MS (EI) #z 4.15 min, m/z 355 (M" +1).

Example 72: 6-Methoxy-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-y1)-1H-indazole-3-

carboxamide hydroformate.

H,C
b 0
| N N
H “CH lo

Prepared by Procedure A in 50 % yield. LC/MS (EI) #z 1.7 min, m/z 301 (M'+1).

15

147



Example 72:
6-Methoxy-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-y1)-1H-indazO0le-3-
earhoxamide hydroformate. HC 3\ 0 HO 15 C H3 0 Prepared by

W8} 3RUANIEA in 50 % yield. LC/MS (EI) tR 1.7 min, m/z 301 (RAZHY§2005/013938
Example 73:
N-(2-Methy1-2-azabicyclo[2.2.1]hept-5-y1)-6-(4-methyl-E3-thiazol-2-
y1)-1H-indazole-3-earboxamide hydroformate. Prepared by Procedure A

N R A afifelds - VMR £ R SRt AR M E -6 (4-methy1-1,3-thiazol-2-

yD-1H-indazole-3-carboxamide hydroformate.

s .
[/ 9
HC™ N N 0
[ H N

5
Prepared by Procedure A in 20 % yield. LC/MS (EI) ¢z 4.78 min, m/z 368 (M'+1).
Example 74: 5-Diflucromethoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yI)-1H-
indazole-3-carboxamide hydroformate.
10
HC,
N
}Q/H o
: 0
m H OH
7
N
\ Ok
¥ g

Prepared by Procedure A in 40 % yield. LC/MS (EI) #z 4.27 min, m/z 351 (M'+1).

15 Example 75: S-Difluoromethoxy-/N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1H-

indazole-3-carboxamide hydroformate.
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Example 74:
5-Difluoromethoxy-N-(endo-8-methyl-8-azabicyclo[3.2.110ct-3-y1)-1Hinda
zole-3-carboxamide hydroformate. Prepared by Procedure A in 40 %
WY BIRTS (E1) tR 4.27 min, m/z 351 (MF+1). 15Example FAGE/US2005/013938
5-Difluoromethoxy-N-(exo0-8-methy1-8-azabicyclo[3.2.110et-3-y1)-1H-
indazole-3-earboxamide hydroformate. Prepared by Procedure A in 30%
yield. LC/MS (ET) tR 4.25 min, m/z 351 (M++1). SExample 76:
5-DifIuoromethoxy-N-(8-methyl-8-aza'l_:)icyclol3.2.1Ioct-3-y1)-1H-
indazole-3-carboxamide hydroformate. Prepared by Procedure A in
40 % yield. LC/MS (El) tR 4.33 rnin, m/z 351 (M4+1). Example 77:
6-Dif|uoromethoxy-N-(endo-8-methy1-§) jieyelo[3.2.1]oct-3-y1)-1Hinda
zole-3-earboxamide hydroformate WO 2()06/881894PCMIS2005/013938
H,C,

Prepared by Procedure A in 30 % yield. LC/MS (EI) 1z 4.25 min, m/z 351 (M'+1).

5 Example 76: 5-Difluoromethoxy-/V-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-

indazole-3-carboxamide hydroformate.
T
o

F

N
/

O
O
HSC\
\ OH
H
%/ s =N "

10 Prepared by Procedure A in 40 % yield. LC/MS (EI) tg 4.33 min, m/z 351 (M'+1).

Example 77: 6-Difluoromethoxy-/N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-

indazole-3-carboxamide hydroformate
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Prepared by Procedure A in 61 % yield. LC/MS (El) tR 4.15 min, nilz 351
(M++1). 5 Example 78:
6-Difluoromethoxy-N-(8-methy1-8-azabieyelo[3.2.1Joet-3-y1)-1Hindazole-
WH28p8%3ide hydroformate. 10 Prepared by Procedure AR EUSH541H938
LC/MS (El) tR 4.18 min, m/z 351 (1'e+1). Example 79:
N-(8-Methyl-8-azabieyelo[3.2.1]oet-3-y1)-5-(4-methyl-1,3-thiazol-2-y1)-
1H-indazole-3-earboxamide. 150 Prepared by Procedure A in 29 % vyield.
LC/MS (El) tR 4.27 min, m/z382 (M++1). 150 Example 80:
N-(exo-8-Methyl-8-azabicyclo[32.1]oet-3-y1)-5-(4-methyl-1,3-thiazol2-y0-
1H-indazole-3-carboxamide hyﬁ%%nﬁate. H,C NiH OH
N’ H” ou

Z,
Tz
N\

L
A
Prepared by Procedure A in 61 % yield. LC/MS (EI) tz 4.15 min, m/z 351 (M'+1).

5 Example 78: 6-Difluoromethoxy-/V-(8-methyl-8-azabicyclo[3.2.1}oct-3-yl)-1H-

indazole-3-carboxamide hydroformate.
F
|
s}

\N
) H OH
%/ H \N/NH

10 Prepared by Procedure A in 50 % yield. LC/MS (EI) tz 4.18 min, m/z 351 (M'+1).

Example 79: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(4-methyl-1,3-thiazel-2-yl)-

1H-indazole-3-carboxamide.

CH,

15

Prepared by Procedure A in 29 % yield. LC/MS (EI) tg 4.27 min, m/z 382 (M'+1).
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5A a Prepared by Procedure A in 11 % yield. LC/MS (El) t114.32 min, nilz
382 (M++1). Example 81.:
N-(2-Methyl-2-azabieyeloP.2.11hept-5-y1)-5-(4-methyl-1,3-thiazol-2- 10

WD) 2¢4220le-3-earboxamide hydroformate. Prepared by PFECERIpE/ 13938
in 46 % yield. LC/MS (El) tp 4.02 min, m/z 368 (M++1). 15 Example 82:
6-(3,6-Dihydro-2H-pyran-4-y1)-N-(2-methyl-2-azableyelo[2.2.1]hept-5-
y1)-1H-indazole-3-earboxamide hydroformate. Prepared by Procedure A
in 48 % yield. LC/MS (El) tR 2.79 min, in/z 353 (M++1). Example 83:
N-(2-Methyl-2-azabicyclo[2.2.11hept-5-y0-6-(5-tnethyl-1,3-thiazol-2-
y1)Eramniest e S (exttoXinticS zality aehic. lmpfay@dswmumr@wazol-
in 5615 Yk dbsoiMS. (il R fhild FvoREsA8, (ME-I-1). Example 84:
6-Difluoromethoxy-N-(2-methyl-2-azabieyelo[2.2.1"hept-5-y0-1Hindazole-
3-earboxamide hydroformate.

H.C
/N
e
S
HSC,N ., "
PN Ay
H O

Prepared by Procedure A in 11 % yield. LC/MS (EI) 7z 4.32 min, m/z 382 (M'+1).

Example 81: N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-yI)-5-(4-methyl-1,3-thiazol-2-
10  yl)-1H-indazole-3-carboxamide hydroformate.

H3C\/\s Q . i
N== N
N % H” “OH
/ N
N CH
H 3

Prepared by Procedure A in 46 % yield. LC/MS (EI) £z 4.02 min, m/z 368 (M'+1).

15
Example 82: 6-(3,6-Dihydro-2H-pyran-4-yl)-N-(2-methyl-2-azabicyclo[2.2.1] hept-5-
yl)-1H-indazole-3-carboxamide hydroformate.
§ o
H
Nwﬁ\\ HJ\OH
N\
A CH,
20

Prepared by Procedure A in48 % yield. LC/MS (EI) #x 2.79 min, m/z 353 (M'+1).
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Prepared by Procedure A in 56 % yield. LC/MS (EItR 2.97 min, nilz 337
(M++1). 15Example 85:
N-(2-Methy1-2-azabicyclo[2.2.1Thept-5-y1)-6-(1,3-thiazol-2-y0-1H-
WRIAYNE182% arboxamide hydroformate. Prepared by ProceRfcFaIfReps9asa3s
yield. LC/MS (El) ER3.13 min, rn/z 354(M++1). Example 86:
.N-(2-Methyl-2-azabicyclo[2.2.11hept-5-y1)-5-(5-methyl-1,3-thiazol-2-
y1)-1H-indazole-3-earboxamide hydroformate 5 Prepared by Procedure

A I?; ﬁ%g ?jd M§e£ ) E:\)agaﬁ Tﬁ o ?)@ 513)5?61 Ifssailarol-z—

yl-2-aza |cyclo 2.1 he -5- yl) 6- uoromet oxy) HiRdazo
-3- Q’Qr&é’xm%elﬁ?o‘i%‘f ﬁ#?avédwdroformafe

o]
A
N
. b N,
H30\<\" r/q N CH

5
Prepared by Procedure A in 56 % yield. LC/MS (EI) tz 4.31 min, m/z 368 (M'+1).
Example 84: 6-Difluoromethoxy-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-yI)-1H-
indazole-3-carboxamide hydroformate.
10

0
0
J@E\e\ “% e
N N
/ ~
F 0 N CH

~

F
Prepared by Procedure A in 56 % yield. LC/MS (EI) g 2.97 min, m/z 337 (M'+1).

15 Example 85: N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-yI)-6-(1,3-thiazol-2-yl)-1H-

indazole-3-carboxamide hydroformate.

%JOL

b .
s N CH, H” “OH
] " :
N

20
Prepared by Procedure A in 58 % yield. LC/MS (EI) tx 3.13 min, m/z 354(M +1).

Example 86: N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-yI)-5-(5-methyl-1,3-thiazol-2-

yl)-1H-indazole-3-carboxamide hydroformate.
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Prepared by Procedure A in 48 % yield. LC/MS (EItR 4.64 min, m/z 355
(M++1). Example 88:
N-(endo-8-Methy1-8-azabicyclo[3.2.110et-3-y1)-5-(4-methyl-1,3-thiazol15
WAYK/PLIEBHazole-3-earboxamide hydroformate. Prepared bRCR(B820880a3A38
in 40 % yield. LC/MS (El) R 4 23 min, m/z 382 (M++1). 20 Example 89:
N-(2-Methyl-2-azabieyelo[2.2.1Ihept-5-y1)-6-(2-thienyl)-1H-indazole-3-
carboxamide hydroformate. Prepared by Procedure A in 54% yield.
LC/MS (ET) tR 4.85 min, nilz 353 (M++1). Example 90:
N-(2-Methyl-2-azabieyelo[2.2.11hept-5-y1)-5-(1,3-0xazol-2-y1)-1Hindazol
e-3-earboxamide hydroforptate. Prepared by Procedure A in 42 % vyield.
LC/MS (EI)tR 2.46 min, iy 15Exgmple 91,
5-(3,6-Dihydro-2H-pyran-é= p %zabic/yglo[zz.llhept-&
y1)-1H-indazole-3-earboxami drformatesy_ H™ "OH

CH,

5  Prepared by Procedure A in 46 % yield. LC/MS (EI) #z 3.66 min, m/z 368 (M™+1).

Example 87: N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-yI)-6-(trifluoromethoxy)-1H-

indazole-3-carboxamide hydroformate.

10 F

Prepared by Procedure A in 48 % yield. LC/MS (EI) #z 4.64 min, m/z 355 (M'+1).

Example 88: N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yI)-5-(4-methyl-1,3-thiazol-
15  2-yl)-1H-indazole-3-carboxamide hydroformate.

Prepared by Procedure A in 40 % yield. LC/MS (EI) 7z 4.23 min, m/z 382 (M'+1).
20
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20 Prepared by Procedure A in 46 % yield. LC/MS (El) tR 2.83 min, m/z

353 (MII-1). Example 92:

5-Methoxy-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-y1)-1H-indazole-3-
V2880t hydroformate. Prepared by Procedure A in 61RGIYIEI2105/013938

LC/MS (ED ER 2.41 min, m/z 301 (1',e+1). Example 93:

N-We/-1S,4S,5S)-2-Methyl-2-azabicyclo[2.2.11hept-5-y11-6-(4-methy1-

1 3-thiazol-2-y1)-1H-indazole-3-carboxamide. Prepared by Procedure A

LA S s

3- tI‘iPJi’GF‘QWfY EWTHBH’WB carboxamide. Prepared by Procedure A in
32 % yield. LC/MS (EItR 4.04 min, m/z 368 (M+1). 20 Example 95:
N-Kre/-1S,4S,5R)-2-Methyl-2-azabieye|p[2.2.1Thiept-5-yl]-5-
(trifluoromethoxy)-1H-indazole-3-carboxan de{ Prepgred by Procedure A

in 30 % yield. LC/MS (EI) tF ++1). hExample 96:
N-(re/-1S,4S,5S)-2-Methyil-2 e eL@{Z 2. Itkept-Btyll-8¢
CH,

Prepared by Procedure A in 54 % yield. LC/MS (EI) # 4.85 min, m/z 353 (M*+1).

Example 90: N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-5-(1,3-0xazol-2-y])-1H-

indazole-3-carboxamide hydreformate.

(o]
H
N
Q
\ ﬂj\
H CH,

Prepared by Procedure A in 42 % yield. LC/MS (EI) #x 2.46 min, m/z 338 (M'+1).

10

15 Example 91: 5-(3,6-Dihydro-2H-pyran-4-yl)-N-(2-methyl-2-azabicyclo[2.2.1]}hept-5-

yD-1H-indazole-3-carboxamide hydroformate.

20  Prepared by Procedure A in 46 % yield. LC/MS (EI) g 2.83 min, m/z 353 (M'+1).

Example 92: 5-Methoxy-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-yl)-1H-indazole-3-

carboxamide hydroformate.
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(trifluoromethoxy)-1H-indazole-3-earboxamide. Prepared by Procedure A
in 27 % yield. LC/MS (El) IR 4.68 min, in/z 355 (M++1). Example 97:
N-(2-Methyl-2-azabicyclo[2.2.11hept-5-y1)-5-(1,3-thiazol-2-y1)-1Hindazole

WO M Ehide hydroformate. Prepared by Procedure A in BOWES2 013938

10

15

LC/MS (El) tR 4.47 min, m/z 354 (M++1). Example 98:
N-(endo-8-methy1-8-azabicyclo[3.2.1loct-3-y1)-5-(1,3-0xazol-2-y1)-1Hind
azole-3-carboxamide hydroformate. 20 Prepared by Procedure A in 9%
yield. LC/MS (EI) ti? 2.98 min, m/z 352 (M-+1). 5Example 99:
N-(2-Methy1-2-azabicyclo[2.2.1Thept-5-yl)-6-(5-methyl-1,3-thiazol-2-
yl)-1H-indazole-3-earboxamide hydrofogmate. ,CH3 10 Prepared by
Procedure A in 20 % yield. LCHS\E 37/min, ne 368 (M++1).
Example 100: \ H” “OH
N-(2-Methy1-2-azabieyelo[2.2.1]hept 5-y1)-5-(¥r&'ﬂ‘uoromethov)4Hindazole-
3-earboxamide hydroformate. O y

!

Prepared by Procedure A in 61 % yield. LC/MS (EI) #g 2.41 min, m/z 301 (M™+1).

Example 93: N-[(rel-15,4S,55)-2-Methyl-2-azabicyclo[2.2.1]hept-5-y1]-6-(4-methyl-
1,3-thiazol-2-yl)-1H-indazole-3-carboxamide.

0
H \H
\
ﬁl\/l N’N Ho
MG N CH,

Prepared by Procedure A in 23 % yield. LC/MS (EI) tz 4.04 min, m/z 368 (M'+1).

Example 94: N-[(rel-15,4S,5R)-2-Methyl-2-azabicyclo[2.2.1]hept-5-yl]-6-(4-methyl-
1,3-thiazol-2-yI)-1H-indazole-3-carboxamide.

(0]
H \H
S N\ N
/K-rﬂ Nt
C
H,C H Hy

Prepared by Procedure A in 32 % yield. LC/MS (EI) tz 4.04 min, m/z 368 (M'+1).

20  Example 95: N-[(rel-1S,4S,5R)-2-Methyl-2-azabicyclo[2.2.1]hept-5-yI]-5-

(trifluoromethoxy)-1H-indazole-3-carboxamide.
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15 H OH Prepared by Procedure A in 54 % yield. LC/MS (El) tR 4.68
min, m/z 355 (Mf+1).  Example 101: N-(2-Methyl-2-azabicyclo[2.2.1]
hept-5-y1)-6-(4-methyl-1,3-thiazol-2- 20 yl)-1H4o0dazole-3-carboxamide

W areo$ade. 0 H,C  Prepared by Procedure A in 55 %RGEFSEQAHNSI38
(ENtR 4.04 min, ttilz 368 (M++1). 5 Representative Procedure B.
Procedure B provides a method for the coupling between brominated
bicyclobase carboxatnides and boronic acids to form aryl-substituted
derivatives.  Example 102:

0
5-(3-Furyl)-N-(8-methyl-8-az .2.1)aet-34yB-libindazole-3- 10
carboxamide. 0 F g N
o N,

N H “cH,

Prepared by Procedure A in 30 % yield. LC/MS (EI) tz 4.68 min, m/z 355 (M'+1).

5 Example 96: N-[(rel-15,4S,55)-2-Methyl-2-azabicyclo[2.2.1]hept-5-yl]-5-

(trifluoromethoxy)-1-indazole-3-carboxamide.

F o o
F%/ H oM
N N,

N H “cH,

Prepared by Procedure A in 27 % yield. LC/MS (EI) tz 4.68 min, m/z 355 (M'+1).

10

Example 97: N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-5-(1,3-thiazol-2-yl)-1H-

indazole-3-carboxamide hydroformate.

8
X
H,C %H " H” “OH
N \N/
[¢]

15

Prepared by Procedure A in 50 % yield. LC/MS (EI) i 4.47 min, m/z 354 (M'+1).

Example 98: N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(1,3-0xazol-2-yl)-1H-

indazole-3-carboxamide hydrofermate.
20
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In a 5 nth microwave reaction vessel was added
N-(8-methy1-8-azabicyclo[3.2.1]octan-3- 15
y1)-5-bronio-1H-indazole-3-carboxamide (0.286 mmol), furan-3-boronic

VER PO B8®mmol), tris(dibenzylideneacetone)dipalladium (0PXr0R3e5/013938
mmol), tri-tert-butylphosphine tetrafluoroborate (0.0579 mmol), and
potassium carbonate (0.810 mmol). The vessel was evacuated, back-filled
with argon gas, and the contents diluted with N,Ndimethylfounamide (5.0
mL). The vessel was sealed@nd subjected to microwave 20 irradiation at
200 C for 600 s. The content% reaction were filtered through Celite
(methanol wash) and loaded et a¥ HgOSCX column. The column was
washed with methanol (50 mL) ané-the product wasjéluted with 2 M
ammonia in methanol and concenty The sidlie Was purified by
chromatography [1/1 to 0/1 ethyl W 6/001894PCT/US2005/013938
acetate/(70/3011 ethyl acetate/methanol/ammonium hydroxide)] followed
by preparative HPLC, thus providing the product in 4% yield. 1IFINMR
(CIDB0BR6 1§ Brotsdlr-), B.356 (ld H)CAIB(EF) & RINSHIR- #5818 11),
6.87 (s, 1 H), 4.56-4.52 (m, 0.5 H), 4.28-4.26 (in, 0.5 14), 3.97-3.93 (n, 2
H), 2.84 (s, 3 H), 2.49-2.12 (in, 8 H); LC/MS (EIl) iR 4.20 5min, m/z 351

> (mEsempleity 1AMkl pracekioreloRe 2d 1 bopin S S umetbylé;® thiazol-2-
preppEdindakola e bddmide hydroformate.
(8-Methy1-8-azabicyclo[3.2.11non-3-yl)-6-(2-thienyl)-1H-indaz0le-3- 10
carboxamide hydroformate. Prepared by Procedure B in 26% vyield.
LC/MS (El) tR 4.50 min, m/z 367;!\(?!!1&1). 15 Example 104:
5-(1-Benzyl-1H-pyrazol-4-y1)-Nx{endo-9-methyl-9-
azabicyclo[3.3.11non-3-y1)-1H-indazole-3-carboxamide hydroformate.

HN o]
\N.— ﬁ J‘L
H OH
o N
\
CH,

10 Prepared by Procedure A in 20 % yield. LC/MS (EI) ¢ 4.37 min, m/z 368 (M +1).

Example 100: V-(2-Methyl-2-azabicyclo[2.2.1]hept-5-yI)-5-(trifluoromethoxy)-1 H-

indazole-3-carboxamide hydroformate.

0
H 0
Fe O
T ”\A\
F F \'N N HJ‘LOH
N CH,

Prepared by Procedure A in 54 % yield. LC/MS (EI) 1z 4.68 min, m/z 355 (M™+1).

15

Example 101: N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-6-(4-methyl-1,3-thiazol-2-
20 yh-1H-indazole-3-carboxamide hydroformate.
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Prepared by Procedure B in 10% yield. LC/MS (El) tR 5.39 min, in/z 455
(M+1). Example 105:
5-(2,3c13ithien-5-y0-N-(endo-9-methyl-9-azabicyclo[3.3.1)non-3-y1)-

WLHEAYSRY-3-earboxamide hydroformate.  IN-NO F Prepar®elis2005/013938

10

15

20

Procedure B in 8% yield. LC/MS (ENtR 5.43 min, m/z 463 (s.44-+1).
Example 106:
5-(2-Fury1)-N-(8-methy1-8-azabieyelo[3.2.110et-3-yl)-1H-indazole-3-
carboxamide. Prepared by Procedure B in 10% yield. LC/MS (El) R 4.30
min, nz/z 351 04++ . 15Example 107: Y\ n
5-(3,5-Dimethylisoxazol-4-yl)-N HR—%&bicyclo .2.110et-3-
y1)-1H-indazole-3-carboxar®i ormate. WO 1~ ~on
2006/001894PCT/US200
H,C

Prepared by Procedure A in 55 % yield. LC/MS (EI) # 4.04 min, m/z 368 (M™+1).

Representative Procedure B.
Procedure B provides a method for the coupling between brominated bicyclobase

carboxamides and boronic acids to form arylsubstituted derivatives.

Example 102: 5-(3-FuryD)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1H-indazole-3-

carboxamide.

0 S
\N
)Q H NH
N \N

In a 5 mL microwave reaction vessel was added N-(8-methyl-8-azabicyclo[3.2.1]octan-3-
y1)-5-bromo-1H-indazole-3-carboxamide (0.286 mmol), furan-3-boronic acid (0.588
mmol), tris(dibenzylideneacetone)dipalladium (0) (0.0289 mmol), tri-ferz-butylphosphine
tetrafluoroborate (0.0579 mmol), and potassium carbonate (0.810 mmol). The vessel was
evacuated, back-filled with argon gas, and the contents diluted with N, N-
dimethylformamide (5.0 mL). The vessel was sealed and subjected to microwave
irradiation at 200 °C for 600 s. The contents of the reaction were filtered through Celite
(methanol wash) and loaded on a 5 g SCX column. The column was washed with
methanol (50 mL) and the product was eluted with 2 M ammonia in methanol and

concentrated.  The residue was purified by chromatography [1/1 to 0/1 ethyl
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Prepared by Procedure B in 3% yield. LC/MS (El) ER 4.49 min, nilz 380
(M++1). 5Example 108:
5-(3-Fury1)-N-(8-methy1-8-azabicyclo[3.2.110ct-3-y11-111-indazole-3-

WRRABNEHeEe hydroformate. 10 Prepared by Procedure B iR/ §2646/013938
LC/MS (El) ER 4.12 min, m/z 351 (M++1).
Example109:5-(3-Fury1)-N-(endo-9-methyl-9-azabicyclo[3.3.1)non-3-y1)-If
I- indazole-3-carboxamide hydroformate. 15 FIOH Prepared by

ProgedurAy %A%(Bﬂiglgta%a{fgp a%&l%%@dr@%%??oﬁ 0\47-\1;&' )tiy preparative

HPLC, thus providing the product in 4% yield. 'H NMR (CD;OD) & 8.51 (s, 1 H), 8.35

(s, 1H), 7.93 (s, 1 H), 7.70-7.58 (m, 3 H), 6.87 (s, 1 H), 4.56-4.52 (m, 0.5 H), 4.28-4.26

(m, 0.5 H), 3.97-3.93 (m, 2 H), 2.84 (s, 3 H), 2.49-2.12 (m, 8 H); LOMS (EI) 1z 4.20
5 min, m/z 351 (M'+1).

Using this general procedure the following compounds were prepared:

Example 103: (8-Methyl-8-azabicyclo[3.2.1]non-3-yl)-6-(2-thienyl)-1H-indazole-3-

10 carboxamide hydroformate.

S/ :
X
/
H N H  “OH
HN _| N
N
‘ 0

Prepared by Procedure B in 26% yield. LC/MS (EI) #z 4.50 min, m/z 367 (M" +1).

15
Example 104: 5-(1-Benzyl-1H-pyrazol-4-yl)-N-(endo-9-methyl-9-
azabicyclo[3.3.1]non-3-yl)-1H-indazole-3~-carboxamide hydroformate.
o)
H /U\OH
20

Prepared by Procedure B in 10% yield. LC/MS (EI) £z 5.39 min, m/z 455 (M'+1).
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Example110:5-(4-Fluoropheny1)-N-(8-methyl-8-azabicyclo[3.2.110et-3-y1
1-1H- indazole-3-earboxamide hydroformate. 5 Prepared by Procedure
B in 4% yield. LC/MS (EDtR 4.60 min, m/z 379 (M++1).

WOHINETP4 :5-(4-Fluoropheny1)-N-(8-methy1-8-azabicyclo P52/ U342065/B3p38
1)-11/- indazole-3-earboxamide. 10 Prepared by Procedure B in 4% yield.
LC/MS (El) tR 4.60 min, m/z 379-L1). 15Example 112:
6-(2-Fury1)-N-(8-methyl-8-azabieyelo[3.2.110et-3-y1)4H-indazole-3-

earpoxamide rofo ... Prepar y Procedure B in 28% yield.
LC%@"{&% ER3.1 'ér%?‘ﬁ#%“%%’%?’gg‘&‘fﬁ61’é91T§?“Y"9'azab‘°y“‘°{3'3-11“0“'3'3")'
6-(3F-imgaydib-Gondibndmdde hybieyatmide2. 1] oet-3-yl)-1H-indazole-3-

S
ICH3
N
H
L
> NH H™ "OH
- O
N-N
5
Prepared by Procedure B in 8% yield. LC/MS (EI) #z 5.43 min, m/z 463 (M"+1).
Example 106: 5-(2-Furyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y])-1H-indazole-3-
carboxamide.
10
7
l
o
\N
} z_—\\ A R
N N
0]

Prepared by Procedure B in 10% yield. LC/MS (EI) #z 4.30 min, nm/z 351 (M™+1).

15  Example 107: 5-(3,5-Dimethylisoxazol-4-yl)-N-(8-methyl-8-azabicyclo[3.2.1]Joct-3-

y)-1H-indazole-3-carboxamide hydroformate.
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carboxam ide. 10 Prepared by Procedure B in 32% yield. LC/MS (El) ER
5.00 min, in/z 351 (M+1),
Example114:6-(4-Fluorophenyl)-N-(8-methy1-8-azabieyelo [3.2.1]
Wetr861918%4- indazole-3-earboxamid e bydroformate. 15 H ®FH/U§EY05/013938
2006/001894PCUUS2005/013938 Prepared by Procedure B in 5% yield.
LC/MS (El) tR 4.68 min, m/z 379+1).
Examplel115:6-(4-Fluorophenyl)-N-(8-methyl-8-azabieyelop.2.1]oet-3-y1)-
1H- indazole-3-carboxamide. 5 0 Prepared by Procedure B in 5% yield.

Prepared by Procedure B in 3% yield. LC/MS (EI) #z 4.49 min, m/z 380 (M*1).

5 Example 108: 5-(3-Furyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-

carboxamide hydroformate.

10  Prepared by Procedure B in 4% yield. LC/MS (EI) 7z 4.12 min, m/z 351 (M™+1).

Example 109: 5-(3-Furyl)-N—(endo—9—methyl-9—azabicyclo[3.3.1]non-3—yl)—-1H—

indazole-3-carboxamide hydroformate.

/4
HN~
15 N 0

Prepared by Procedure B in 13% yield. LC/MS (EI) tg 4.40 min, m/z 365 M™+1).
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10Example 116:
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(2-thieny1)-1H-indazole-3-
earboxamide. 15 Prepared by Procedure B in 28% yield. LC/MS (El) tR
VE00GeN1894z 367 (W+1). Example 117: PCT/US2005/013938
N-(8-Methyl-8-azableyeloP.2.110et-3-y1)-5-(3-thieny1)-1H-indazole-3-
carboxamide hydroformate. O Prepared by Procedure B in 10% yield.
LC/MS (El) tR 4.39 min, m/z 367 (1vr+1). 5Example 118:
N-¢8- 1- abicyclof3.2.11qct-3-y-5:(3-thienyl)-1H-ind E- -
ca&%&%@ni%e%fg: Prggﬁgéf]‘é’%%l é%&é%ﬁf%)é%éﬁéﬁ“ﬂf%‘?@ ﬁ%t-s-yl)-llf
4.4pdsaplerdrsasboxamide bydnefaplate.19:
N-(8-Methyl-8-azabicyclo[3.2.110ct-3-0)-5-(5-methy1-2-thieny1)-1/1-
indazole-3-carboxamide hydro{:ormate. NH Prepared by Procedure B in
5% vyield. LC/MS (0) tR 4.74 minygalz 381 (M++1). 165

X
\N H™ "OH
SN M
0]
5

Prepared by Procedure B in 4% yield. LC/MS (EI) #z 4.60 min, m/z 379 (M" +1).
Example 111: 5-(4-Fluorophenyl)-N-(8-methyl-8-azabicyclo[3.2.1)oct-3-y1)-1H-
indazole-3-carboxamide.

10

Prepared by Procedure B in 4% yield. LC/MS (EI) #x 4.60 min, m/z 379 (M™+1).

15 Example 112: 6-(2-Furyl)-N-(8-methyl-8-azabicycio[3.2.1]oct-3-yl)-1H-indazole-3-

carboxamide hydroformate,
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Example 120:
N-(8-Methyl-8-azabieyelo[3.2.110et-3-y1)-5-(5-methy1-2-thienyl)-1Hindaz
ole-3-carboxamide. Prepared by Procedure B in 5% yield. LC/MS (El) tR
WOZ0064#A18%z 381 (M41). PCT/US2005/013938
Example121:N-(8-Methyl-8-azabicyclo[3.2.130ct-3-y0-5-[(3-
trifluoromethyl)pheny1]-1H-indazole-3-carboxamide hydroformate.
Prepared by Procedure B in 5% yield. LC/MS (ET) tR 5.01 min, m/z 429
(Mtrl). 15Examplel122:N-(8-Methy1-8-azabicyclo3.2.1)oct-3-y1)-5-1(3-
trifluoromethyl)pheny11-1H-indazole-3-garbpxamide. Prepared by
Procedure B in 5% yield. LC/MS (EIR 5.06'mm, m/z 429 (M++1).
5Example123:N-(8-Methyl-8-azabicyclgf3i2.110oct-3-y1)-5-[(4-
trifluoromethyppheny11-1H-indazole- oxana}_(‘j gﬁlroformate.

Prepared by Procedure B in 28% yield. LC/MS (EI) #z 5.18 min, m/z 351 (M'+1).

5 Example 113: 6-(3-Furyl)—N—(S—methyl—S-azabicyclo[3.2.1]0ct-3—yl)-lFI—indazole—37

carboxamide.
/ (@]
e
\N
§ ‘Q H NH
N \N
O

10 Prepared by Procedure B in 32% yield. LC/MS (EI) #z 5.00 min, m/z 351 (M'+1).

Example 114:  6-(4-Fluorophenyl)-/V-(8-methyl-8-azabicyclo[3.2.1]oct-3-yI)-1 H-

indazole-3-carboxamide hydroformate.

F
O
\S O H)LOH
H o NH
%\ N i N
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0 10 Prepared by Procedure B in 4% yield. LC/MS (EI)tR 5.06 min, m/z

429 (M++1). Example124:N-(8-Methyl-8-azabieyelo[3.2.1]oet-3-y1)-51(4-

trifluoromethyl)pheny11-1H-indazole-3-carboxamide. WO
WHRAE894PCT/US2005/013938 Prepared by Procedure BCIHURZ8ABI3938

LC/MS (El) 'R 5.00 min, m/z 429 (M++1).

5Example125:N-(8-Methyl-8-azabicyclo[3.2.110ct-3-3/0-5-{5-[3-

(trifluoromethyl)phenyl]-2-thienyll-1H-indazole-3-carboxamide

O A by b R B 5% yield. LC/MS (EI) 1 4.68 min, mrz 379 (MF+1).

Example 115:  6~(4-Fluorophenyl)-/V-(§8-methyl-8-azabicyclo[3.2.1Joct-3-yI)-1H-

‘a!D
ﬂ,\, Sy NH

O

indazole-3-carboxamide.

Prepared by Procedure B in 5% yield. LC/MS (EI) z 4.70 min, m/z 379 (M'+1).

10 Example 116: N-(8-Methyl-8-azabicyclo[3.2.1]ect-3-yI)-5-(2-thienyl)-1H-indazole-3-

carboxamide.

(]
N
%/}j \NNH
o

15  Prepared by Procedure B in 28% yield. LC/MS (EI) g 5.30 min, m/z 367 (M+1).

Example 117: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yI)-5-(3-thienyl)-1H-indazole-3-

carboxamide hydroformate.
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10 Prepared by Procedure B in 17% yield. LC/MS (EI) tR 5.34 min, m/z
512 (M++1) Example 126:
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(3-thienyl1)-1H-indazole-3-
Waages@iiite. 150 Prepared by Procedure B in 45% yield. [PCIS2(B$)6iR3938
4.50 min, in/z 367 (M++1). Example 127:
N-(8-Methyl-8-azabicyclo[3.2.1joct-3-y1)-6-(5-methyl-2-thieny1)-1H5
indazole-3-earboxamide hydroformate. Prepared by Procedure B in 4%
yield. LC/MS (EIl) IR 5.54 mm, m/z 381 (M4+1). Example
128:N-(8-Methyl-8-azabicyclo[32.T]oet-3-y1)-6-[(3-
trifluoromethyl)phenyll-Iff-indazol&=3<earboxamide hydroformate. 0

Prepared by Procedure B in 10% yield. LC/MS (EI) #z 4.39 min, m/z 367 (M'+1).

5  Example 118: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yI)-5-(3-thienyl)-1H-indazole-3-

carboxamide.

s X
\N
H NH
)R/N =N
o)

10 Prepared by Procedure B in 4% yield. LC/MS (EI) z 4.40 min, m/z 367 (M'+1).

Example 119: N-(8-Methyl-8-azabicyclo[3.2.1]Joct-3-y1)-5-(5-methyl-2-thienyl)-1H-

indazole-3-carboxamide hydroformate.

15

Prepared by Procedure B in 5% yield. LC/MS (EI) tz 4.74 min, m/z 381 (M'+1).
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Prepared by Procedure B in 4% yield. LC/MS (El) tR 5.10 min, nilz 429

(M++1). Example129:N-(8-Methy1-8-azabicyclo[3.2.110ct-3-y1)-6-[(3-
trilluoromethyl)phenyl1-1H-indazole-3-earboxamide. Prepared by
VRracedursB in 4% yield. LC/MS (EI) tR 5.00 min, m/z 429 (Mea1yS$2005/013938
5Examplel130:N-(8-Methyl-8-azabieyelo[3.2.1loct-3-yl)-6-[(4-
trifluoromethyl)phenyll-1H-indazole-3-earboxamide hydroformate. 0 10
Prepared by Procedure B in 3% yield. LC/MS (El) tR 5.08 min, m/z 429

(M anple131-N-(8-Methyl-8-azabieyelol3. ct-3-yN-6-[(4- .

i ffggla})n”%hy phe%ﬁg‘ll(fﬁmgl-ﬁ- RROERAL: %’%—l%-%—(5~leethyl-2—thlenyl)-1H-

azole- ar ami
indazole-3-carboxamide.

9
S
\N
H
. NH
) LN sy
QO
5
Prepared by Procedure B in 5% yield. LC/MS (EI) g 4.70 min, m/z 381 (M* +1).
Example , 121: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-[(3-
trifluoromethyl)phenyl]-1H-indazole-3-carboxamide hydroformate.
10
X
H™ OH
Prepared by Procedure B in 5% yield. LC/MS (EI) #z 5.01 min, m/z 429 (M'+1).
15 Example 122:

N-(8-Methyl-8-azabicyclof3.2.1Joct-3-yI)-5-[(3-
trifluoromethyl)phenyl]—lH-indazole—3—-carb0xamide.
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WO 2006/001894PCT/US2005/013938 Prepared by Procedure B in 3%
yield. LC/MS (Et) tE 5.10 min, m/z 429 (M44-1).
5Examplel132:N-(endo-9-Methyl-9-azabicycloP.3.11non-3-y1)-5-(3-thienyl
WoL20g6/indeAole-3-carboxamide hydroformate. H OH HNI...N@@®r@jsaredinin3s
Procedure B in 11% yield. LC/MS (Bpi'? 4 60 min, nv 381 (W+1). 10
Example 133:
N-(ertdo-9-Methy)-9-azabieyelo[3.3.11non-3-y1)-S-(4-methyl-2-thienyl)-
1H-indazole-3-carboxamide hydroforma;;e. CH, WO
2006/001894PCT/US2005/013938 Prepayedt by Procedure B in 18% yield.
LC/MS (El) tR 5.62 min, en/z 395 (M+-1:1). F
Example134:N-(endo-9-Methyl-9-aza
1H- indazole-3-carboxamide hydrofor

Prepared by Procedure B in 5% yield. LC/MS (EI) 7z 5.00 min, m/z 429 (M*™+1).

5 Example 123: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-[(4-
trifluoromethyl)phenyl}-1H-indazole-3-carboxamide hydroformate.

10  Prepared by Procedure B in 4% yield. LC/MS (EI) tz 5.06 min, m/z 429 (M™+1).

Example 124: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yI)-5-[(4-
trifluoromethyl)phenyl]-1H-indazole-3-carboxamide.
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Prepared by Procedure B in 9% yield. LC/MS (El) 1R 4.02 min, /n/z 381
(M++1). 10Example 135:
N-(endo-9-Methyl-9-azabicyclo[3.3.1Jnon-3-yl)-6-(4-methyl-2-thienyl)-

WIOHeAEBGAGIS- 3-carboxamide hydroformate. H3C CHs 15 Prepafeskéng/013938
Procedure B in 6% yield. LC/MS (El) tR 5.66 min, m/z 395 (W+1).
Example136:8-Methyl-N-{15-(3-thieny1)-18--indazol-3-Amethyll-8-
azabicyclo[3.2.11octan-3-amine hydroformate. WO
2006/001894PCT/1182005/013938

Prepared by Procedure B in 4% yield. LC/MS (EI) 7z 5.00 min, m/z 429 (M™+1).

5 Example 125: N-(8-Methyl-8-azabicyclo[3.2.1] oct-3-y1)-5-{5-[3-
(trifluoromethyl)phenyl}-2-thienyl}-1H-indazole-3-carboxamide hydroformate.

10  Prepared by Procedure B in 17% yield. LC/MS (EI) #z 5.34 min, m/z 512 (M™+1)

Example 126: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yD)-6-(3-thienyl)-1H-indazole-3-

carboxamide.

15



Prepared by Procedure B, followed by lithium aluminum hydride reduction,
in 8% yield. LC/MS (EI)tR 2 55 min, m/z 353 (1\(1-1). Example 137:
N-(8-Methyl-8-azabicyclo[3.2.1loct-3-y1)-5-(3-thieny1)-1H-indazole-3-

Vg eeotiiaBmide hydroformate. Prepared by Procedure B, fedldnieehs/ 013938
reaction with Lawesson's reagent, in 6% yield. LC/MS (El) tR 5.75 mm,
m/z 383 (1\441). Representative Procedure C. 15Procedure C provides a
method for the coupling between brominated bicyclobase carboxamides
and zinc reagents to form aryl-substituted derivatives. Example 138:
N-(endo-9-Methyl-9-azabicyclo[3.3.11non-3-y1)-5-(1,3-thiazol-2-yl)-
1HPisttered by Pissrdoxabniod 1y diokb ridaelSAEIVNG . 50 min, m/z 367 (M'+1).
2006/001894PCT/US2005/013938 CH3 S N

Example 127: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methyl-2-thienyl)-1H-

5  indazole-3-carboxamide hydroformate.

—
S
—
I
\N H™ "OH
H NH
%N SN
O

Prepared by Procedure B in 4% yield. LC/MS (EI) tz 5.54 min, m/z 381 (M'+1).

10
Example 128: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yI)-6-[(3-
trifluoromethyl)phenyl}-1H-indazole-3-carboxamide hydroformate.
F
O FF
o)
\N y O H/U\OH
%/N S\ NH
0
15
Prepared by Procedure B in 4% yield. LC/MS (EI) tz 5.10 min, m/z 429 (M'+1).
Example 129: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yI)-6-[(3-
trifluoromethyl)phenyl]-1H-indazole-3-carboxamide.
20
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In a 10 nth microwave reaction vessel was added
5-bromo-N-(endo-9-methy1-9-
azabicyclo[3.3.1]non-3-yl)-1H-indazole-3-carboxamide (0.8 mmol) and

VWi RefitsSHtetrakistriphenylphosphine (0.16 mmol) The vesBEN#iag005/013938
evacuated, back-filled with argon gas, and the contents diluted with a 0.5
M tetrahydrofuran solution of 2- thiazolylzinc bromide (6.4 mL). The vessel
was sealed and subjected to microwave irradiation at 100 C for 3600 s.
The reaction was quenched with acetic acid £1 ml.) and was loaded on a
10 g SCX column. The column was washedafith methanol (50 mL) and 10
the product was eluted with 2 M ammonia in \

preparative HPLC, thus providing the produ6% yield. 1H NMR
(CD30D) 6 8.8 (s, 1 H), 8.5 (s, 1\&")’ 81(d,38&9,1H),79(d, T=28,1
H), 7.7 (d, J =- 8.7, 1 H), 7.6 (d, 8L H)[4.6im, 1 H), 3.68 (app d,
15J=8.7, 1 H), 2.9 (s, 3 H), 2.72'5 (¥, 2 H), 2% (m, 4 H), 2.0 (app t, J =
24.8, 2 H), 1.7- 1.6 (m, 2 H); LC/MS (El) R°4.82 mm, tn/z 382 (M++1).
Using this general procedure the following compounds were prepared:

20Example139:6-Cyclopropyl-N-(8-methyl-8-azabieyelo[3.2.110ct-3-y1)-1,
- DSROCOB D3RI B ARARITH haMBS AR e 00 g e B 1)

Procedure C in 42% yield. LC/MS (El) tR 4.18 min, tn/z 342 (MI+1).
5 Example 130: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-[(4-
trifluoromethyl)phenyl]-1 H-indazole-3-carboxamide hydroformate.

P F
F
bi§
H> "OH
v G
%/H =N NH
O

10  Prepared by Procedure B in 3% yield. LC/MS (EI) #x 5.08 min, m/z 429 (M'+1).

Example 131: N-(8-Methyl-8-azabicyclo[3.2.1] oct-3-y1)-6-[(4-
trifluoromethyl)phenyl}-1H-indazele-3-carboxamide.
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Example140:N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(1,3-thiazol-2-yl)-
1H- 5indazole-3-carboxamide hydroformate. 0 Prepared by Procedure C
in 2% yield. LC/MS (ENtR 4.05 min, m/z 368 (M++1). Example 141.:

WO (BoMetisyk-8-azabicyclo[3.2.1]oct-3-y1)-5-(1-methyl-1H-imidazals2605/013938
y1)-1H-indazole-3-carboxamide hydroformate. Prepared by Procedure C
in 40% yield. LC/MS (El) 1R 1.19 min, m/z 365 (ME+1).

Example142:N-(8-Methy1-8-azabicyclo[3.2.1loct-3-y1)-6-(1,3-oxazol-2-y1)
4H- indazole-3-carboxamide hydroformate. 2@ 0

F

Prepared by Procedure B in 3% yield. LC/MS (EI) tz 5.10 min, m/z 429 (M'+1).

5 Example 132:  N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-ylI)-5-(3-thienyl)-1H-

indazole-3-carboxamide hydroformate.

/
HN~y

Prepared by Procedure B in 11% yield. LC/MS (EI) ¢z 4.60 min, m/z 381 M™1).
10

Example 133: N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(4-methyl-2-thienyl)-
1H-indazole-3-carboxamide hydroformate.

15
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Prepared by Procedure C in 1% yield. LC/MS (El) tR 3 mm, m/z 352

(MtE1).
5Examplel143:N-(8-Methy1-8-azabieyelo[3.2.1loct-3-yl)-6-(1,3-thiazol-2-y1
WA khoimiagele-3-carboxamide 10 Prepared by Procedure Géra%eoioidsoss
LC/MS (RI) tR 3.76 min, m/z 368 (M++1).
Example144:N-(8-Methyl-8-azabieyelo[3.2.1]oet-3-y1)-6-(1,3-thiazol-2-yl)-
1H- indazole-3-carboxamide hydroformate. 15 H OH Prepared by

Procedure C in 5% yield. LC/MS (El) R 3.67 min, in/z 368 (M*+1g'(1\\/?lo
20(%?@@%@1&%?5@3 agigd. LC/MS (ED £z 5.62 min, m/z 39 +1).

Example 134:  N-(endo-9-Methyl-9-azabicyclo[3.3.1}non-3-yl)-6-(2-thienyl)-1H-

indazole-3-carboxamide hydroformate.

Prepared by Procedure B in 9% yield. LC/MS (EI) tz 4.02 min, m/z 381 (M'+1).

10  Example 135: N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-6-(4-methyl-2-thienyl)-

1H-indazole-3-carboxamide hydroformate.

15  Prepared by Procedure B in 6% yield. LC/MS (EI) tz 5.66 min, m/z 395 (M'1).

Example 136: 8-Methyl-NV-{[5-(3-thienyl)-1H-indazol-3-yl]methyl}-8-

azabicyclo[3.2.1]octan-3-amine hydroformate.
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Example 145:
N-(8-Methyl-8-azabicyclo13.2.1loet-3-y1)-6-(1-methyl-1H-imidazol-2-
yl)-1Thindazole-3-carboxamide dihydroehloride. 50 Prepared by

WErGeEIESE in 53% yield. LC/MS (El) tR 1 41 min, m/z 365 A¢HHT$2005/013938

10

15

20

Example 146:
N-(8-Methy1-8-azabicyclo[3.2.110ct-3-yl)-6-(4-methyl-1,3-thiazol-2-y1)- 10
1H-indazole-3-earboxamide hydroformate. Prepared by Procedure C in
1% yield. LC/MS (ENtR 4.74 min, in/z 382 (M++1). Example 147:
N-(8-Methyl-8-azabicyclo[3.2.1]o8t-3%y1)-6-(5-methyl-1,3-thiaz01-2-y1)-
1H-indazole-3-earboxamide hydro . WO 4 :
2006/001894PCT/U8200§/013938

Prepared by Procedure B, followed by lithium aluminum hydride reduction, in 8% yield.
LC/MS (EI) tz 2.55 min, m/z 353 (M'+1).

Example 137: N—(S-Methyl—S-azabicyclo[3.2.1]oct—3-yl)-5—(3;thienyl)—lﬂ-indazole—S-

carbothioamide hydroformate.

Prepared by Procedure B, followed by reaction with Lawesson's reagent, in 6% yield.

" LC/MS (EI) 1z 5.75 min, m/z 383 (M+1).
Representative Procedure C.
Procedure C provides a method for the coupling between brominated bicyclobase

carboxamides and zinc reagents to form aryl-substituted derivatives.

Example 138: N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(1,3-thiazol-2-yl)-

1H-indazole-3-carboxamide hydroformate.
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15

20

Prepared by Procedure C in 7% yield. LC/MS (El) tR 4.48 mit m/z 382
(M++1). 5SExample 148:
N-(endo-9-Methyl-9-azableyelo[3.3.1]non-3-y1)-5-(1,3-o0xazol-2-y1)-11/-
WRER26I82%arboxamide hydroformate. 10 Prepared by Pro®§du¥&2005113938
29% vyield. LC/MS (EItR 4.21 min, nilz 366 (M++1).
Example149:N-(endo-9-Methy1-9-azabieyelo[3.3.11non-3-y1)-5-(1-methyl
-1H- imidazol-2-y1)-1H-indazole-3-carboxamide dihydrofortnate.
Prepared by Procedure C in 64% yield. LC/MS (El) 'R 1.18 min, m/z 379
(M++1). WO 2006/001894&82005/0%38 Example 150:
N-(endo-9-Methyl-9-azabicyclp(3.3,1 -3-y1)-641,3-thiazol-2-y1)-
1H-indazole-3-earboxamid roformatens5 H Ol
NH H OH

y/
N~ 0
HN

In a 10 mL microwave reaction vessel was added S5-bromo-N-(endo-9-methyl-9-
azabicyclo[3.3.1]non-3-yl)-1H-indazole-3-carboxamide (0.8 mmol) and palladium
tetrakistriphenylphosphine (0.16 mmol). The vessel was evacuated, back-filled with
argon gas, and the contents diluted with a 0.5 M tetrahydrofuran solution of 2-
thiazolylzinc bromide (6.4 mL). The vessel was sealed and subjected to microwave
irradiation at 100 °C for 3600 s. The reaction was quenched with acetic acid (1 mL) and
was loaded on a 10 g SCX column. The column was washed with methanol (50 mL) and
the product was eluted with 2 M ammonia in methanol (50 mL) and concentrated. The
residue was purified by chromatography [1/1 to 0/1 ethyl acetate/(70/30/1 ethyl
acetate/methanol/triethylamine)] followed by preparative HPLC, thus providing the

product in 6% yield. "H NMR (CD;0D) & 8.8 (s, 1 H), 8.5 (s, 1 H), 8.1 (d,/=8.9, 1 H),

7.9, J=28,1H),7.7(,J=8.7,1H),7.6 (d,/=2.8, 1 H), 4.6 (m, 1 H), 3.68 (app d,
J=18.7,1H),2.9 (s, 3 H), 2.7-2.5 (m, 2 H), 2.2 (m, 4 H), 2.0 (app t, /= 24.8, 2 H), 1.7-

1.6 (m, 2 H); LC/MS (EI) tz 4.82 min, m/z 382 (M'+1).

Using this general procedure the following compounds were prepared:

Example 139: 6-Cyclopropyl-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2~

benzisothiazole-3-carboxamide hydroformate.

- /C[')J\
23 \ H> OH
HN \N/S
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Prepared by Procedure C in 3% yield. LC/MS (El) tR 4.86 min, m/z 382
(M++1).  Example 151:

N-(endo-8-Methyl-8-azabicyclo[3.2.11oct-3-y0-5-(1,3-thiazol-2-y1)-1H10
WRIA2eW18%arboxamide hydroformate. Prepared by ProceRftF&I629p5895938
yield. LC/MS (EI)tR 4.39 min, m/z 368 (M++1). Example 152:
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oet-3-y1)-6-(1,3-0xazol-2-y1)-1Hinda
zole-3-earboxamide hydroformate. Prepared by Procedure C in 5% yield.
LC/MS (El) tR 2.54 min, nilz 352 (M+1).  Example 153:
N-(endo-8-Methy1-8-azabicyclo[3.2.1]oct-3-y1)-6-(4-methy1-1,3-thiazol5
z-j’ffa%wa%r@d@r&é?%fé% iwélﬁyméfR Ap fapimet by P dbedire

C in 8% yield. LC/MS (EI)tR 5.03 min, m/z 382 (M++1).

Example 140: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yI)-5-(1,3-thiazol-2-yI)-1H-
5  indazole-3-carboxamide hydroformate.

o
S
X
N
~ n WM H OH
) L N
0

Prepared by Procedure C in 2% yield. LC/MS (EI) #g 4.05 min, m/z 368 (M'+1).

10
Example 141: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(1-methyl-1H-imidazol-2-
yl)-1H-indazole-3-carboxamide hydroformate.
-y
N=
X
N H™ "OH
TR K M
N
0
15
Prepared by Procedure C in 40% yield. LC/MS (EI) 7z 1.19 min, m/z 365 (M'+1).
Example  142:  N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-0xazol-2-yI)-1H-
indazole-3-carboxamide hydroformate.
20
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Example 154:
N-(endo-8-Methy1-8-azabicyclop.2.110ct-3-y1)-6-(5-methyl-1,3-thiazol2-y
1)-1H-indazole-3-carhoxamide hydroformate. Prepared by Procedure C
W 79ipERP4LC/MS (ENIR 4.66 min, tn/z 382 (M++1). Exam#€TYBS2005/013938
N-(exo0-8-Methy1-8-azabicyclo13.2.110oct-3-y1)-5-(1,3-thiazol-2-y1)-1Hind
azole-3-carboxamide hydroformate. Prepared by Procedure C in 1%
yield. LC/MS (EI) tR 4.26 min, m/z 368 (W+1). 5Example 156:
N-(exo-8-Methyl-8-azabicyclof3.2.1loct-3-yl)-6-(1,3-oxazol-2-y1)-1H-
indazole-3-earboxamide hydroformatg¢. H O Prepared by Procedure C in
1% yield. LC/MS (El) tR 7 9 rain, m/z 3 (1\4++1). Example 157:
N-(exo-8-Methy1-8-azableyeloP.2.}Host-3-y1)-6-(4-methyl-1,3-thiazol2-y1)
-111-indazole-3-earboxamide hydr ate. 0OH 0% OH

Prepared by Procedure C in 1% yield. LC/MS (EI) 7z 3 min, m/z 352 (M'+1).

5 Example 143: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-thiazol-2-yl)-1H-

indazole-3-carboxamide

A

S_nN

y 07 OH
- H
. NH
}:Q/N N
0
10 Prepared by Procedure C in 5% yield. LC/MS (EL) #z 3.76 min, m/z 368 (M'+1).

Example 144:  N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y])-6~(1,3-thiazol-2-yl)-1H-

indazole-3-carboxamide hydroformate,

~
S _N
0
_N HJLOH
%/ﬁ =N NH

15 ©
Prepared by Procedure C in 5% yield. LC/MS (EI) tz 3.67 min, m/z 368 (M™+1).
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H O Prepared by Procedure C in 8% yield. LC/MS (ENtR 5.05 min, m/z
382 (M++1). WO 2006/001894PCT/US2005/013938 Example 158:
N-(ex0-8-Methyl-8-azabicyclo[3.2.110ct-3-y1)-6-(5-methyl4,3-thiazo12-y1)
WoRHedRsle-3-carboxamide hydroformate. 5 Prepared by Rroesdenz003938
in 2% yield. LC/MS (El) tR 4.54 min, m/z 382 (M++1). Representative
Procedure D. 10Procedure D provides a method for the coupling between
bicyclobase carboxamides and carboxaldehydes to form tertiary amine
derivatives. Example 159:
N-(2-Cyclopropylmethyl-2-azabicyclo[2.2.11hept-5-y1)-1H-indazole-3-
Caf%mmf'ﬂel St _y!_—§—azabicyclo[3.2.1]oct—3-yl)-6—(l-methyl-IH—imidazo1.2..
yD-1H-indazole-3-carboxamide dihydrochloride.

ey
N _N
CiH CIH
/N H
~ NH
) LN N
O
Prepared by Procedure C in 53% yield. LC/MS (EI) #z 1.41 min, m/z 365 (M™1).

Example 146: N-(8-Methyl—8—azabicyclo[3.2.1]oct-3-yl)-6—(4—methyl~1,3-thiazol-2-yl)-

10  1H-indazole-3-carboxamide hydroformate.

S T
=N
0% 0OH
N
- H
NH
%\ N Ay

Prepared by Procedure C in 1% yield. LC/MS (EI) g 4.74 min, m/z 382 (M'+1).
15

Example 147: N-(8-Methy}-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methyl-1,3-thiazol-2-yl)-

1H-indazole-3-carboxamide hydroformate.
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To the suspension of
N-(2-azabicyclo[2.2.1Thept-5-y0-1H-indazole-3-carboxamide
hydrochloride (0.36 mmol), cyclopropylcarboxaldehyde (0.9 mrnol), and
WANDED SIS propylethylamine (1.08 mmol), acetic acid (0,43RAMBHR05413938

added sodium triacetoxyborohydride (0.61 mmol). The reaction mixture
was maintained at rt for 2 h and was poured into water, extracted with
95/5 dichloromethane/methanol (2 x 30 tnL), and the combined extracts
were concentrated. The residue was purified by preparative HPLC, thus
providing the product in 50% yield. 111NMR_ (CD30D) 8 8.21 (m, 1 H),
7.59 (m, 1 H), 7.45 (m, 1 H), 7.26 (m,8L H), 4.15 (m, 1 H), 3.83 (m, 1 H),
3.10 (m, 3 H), 2.02 (m, 4 1I), 1.37 (m, 2/H), 0.74 (m, 2 H), 0.48 (m, 2 H);
LC/MS (El) tR 2.72 min, ni/z 5311 ( )- Using thig,gengial procedure
the following compounds were prep . Example 160:
N-(2-Ethyl-2-azabicyclaf: eﬂpt-S 1)NH-indazole-3-carboxamide 10
hydroformate. Prepareé&’by Pfocgdur D in 60% yield. LC/MS (El) tR
2.76 min, ni/z 285 (Mt-I-1). Exampfe161,;
N-(2-Methyl-2-azabicyclo12.2.1lhept-5-y1)-1H-indazole-3- carboxamide
hydroformate.

Prepared by Procedure C in 7% yield. LC/MS (EI) #z 4.48 min, m/z 382 (M™1).

5  Example 148: N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(1,3-0xazol-2-yl)-1H-

indazole-3-carboxamide hydroformate.

10 Prepared by Procedure C in 29% yield. LC/MS (EI) z 4.21 min, m/z 366 M™D).

Example  149: N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(1-methyl-1H-

imidazol-2-y1)-1H-indazole-3-carboxamide dihydroformate.

15
Prepared by Procedure C in 64% yield. LC/MS (EI) ¢z 1.18 min, m/z 379 (M+1).
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Prepared by Procedure Din 62% yield. LC/MS (El) R 2.67 min, 771/z 271
(M. 1). Representative Procedure E. Procedure E provides a method
for the coupling between brominated bicyclobase carboxamides and

WAL 24 ER 40 form allcynyl-substituted derivatives. ExampRCTR32005/013938
N-(8-Methy1-8-azabicycloP.2.1loct-3-y1)-5-(2-trimethylsilylethyny1)-
51H-indazole-3-carboxamide. A 5 tnL microwave reaction vessel was
charged with bis(triphenylphosphine)palladium 10 (1) chloride (0.0597
nano, copper (1) iodide (0.0719 mmol), triphenylphosphine (0.124 mmol),
and the bromide (0.578 mmol). The vessel was evacuated and back-filled
witbranyple gd§0ThaVelteydod D ipthyihenabiestlpi3ritaqe-3-yhts: (Adcthiazol-2-yl)-
2Vi N-fimethyonnaniisiside Ryailoxsygist@dded and the vessel was sealed
and subjected to microwave irradiation at 120 C for 1500 sec. The
reaction was reduced under vacuum to -1.5 mL) and was 15 transferred to
a SCX column The column was washed with @hgthanol (50 mL) and the
product was eluted with ammonla [ anol (50 mL) and
concentrated. The residbeas & romatogra phy [1/1 to 0/1
ethyl acetate/(70/30/1 ethyl ac I/ammonl m hydroxide)] to
provide the silylacetylene in 24%% y cldiLC/MS (El) tR 5.98 min, rn/z 381
(W-E1). 20 Using this general pMﬂedur@the following compounds were

5 prepared: Example 163:
5 Ethynyl N-(8-methyl-8-azabicyclo[3.2.1loct-3-y1)-1H-indazole-3-

25 The,sil
coBAAe 5l s G SRS eSS e

Example 151: N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(1,3-thiazel-2-yl)-1H-

10 indazole-3-carboxamide hydroformate.

0% 0OH

Prepared by Procedure C in 8% yield. LC/MS (EI) ¢z 4.39 min, m/z 368 M +1).
15
Example 152: N-(endo-8-Methyl-8-azabicyclo[3.2.1]ect-3-y1)-6-(1,3-0xazol-2-yl)-1H-

indazole-3-carbexamide hydroformate.

OH
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with tetrabutylammonium fluoride (0.6 mL of a 1 M solution in
tetrahydrofuran). The 5 reaction mixture was maintained for 11 h and was
transferred to a SCX column. The column was washed with methanol (50
WRLZPHY Y product was eluted with 2 M ammonia in methaReF(BE49i/913938
and concentrated. The residue was purified by preparative HPLC, thus
providing the product in 4% yield. [l NMR (CD30D) 8 8.35 (s, 1 H), 7.58
(d,J=8.7,1.5,1H),7.49 (dd, J =8.7,1 14), 4.21 (m, 1 H), 3.47 (in, 3 H),
2.51 (s, 3H), 102.36-2.01 (m, 8 H); LC/MS (EIl) ER 3.51 min, m/z 309
(IvEll-1). Example 164:
N-(Brephrpsthy Peoeetaisicl étoT2 icld. obC AR §E5) 2 drivhatiny il RS (M 11).
y1)-1H-indazole-3-carboxamide hydroformate. 15 0 OH Prepared by
Procedure E in 49% yield. LC/MS (El) 1R 5.45 min, nilz 381 E
ExArPRAedN: ARGB46- MRS Sazthieisld 3 i3kt ‘Pf‘% 1,3-thiazol-
5trinzeghylgihiiatigoiel 3 tpbiokanaidz dled Bofathatamide. WO
2006/001894PCT/11S2005/013938 Prepared by Procedure E in 6%
yield. LC/MS (El) 1R 5.53 mm, m/z 395 (M++1). 5 Representative

Procedure F. N |
= S
H \Q\)\ 0% 0OH
o N
|
N-N
H

Prepared by Procedure C in 8% yield. LC/MS (EI) #g 5.03 min, m/z 382 (M'+1).

10
Example 154: N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yI)-6-(5-methyl-1,3-thiazol-
2-yl)-1H-indazole-3-carboxamide hydroformate.
_N
H
: S
N \‘f 07 OH
o7y, N
N~N
H
15
Prepared by Procedure C in 7% yield. LC/MS (EI) tz 4.66 min, m/z 382 (M1).
Example 155: N-(exo-8-Methyl-8-azabicyclo[3.2.1}oct-3-yl)-5-(1,3-thiazol-2-yl)-1H-
indazole-3-carboxamide hydroformate.
20
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Procedure F provides a method for the coupling between brominated
bicyclobase carboxamides and nickel (II) cyanide to form
cyarn-substituted derivatives. 10Example

W@ 0860848 -N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)- 1 H-ineezolee®s5/013938
carboxamide hydroformate. 15A 5 inL microwave reaction vessel was
charged with nickel (II) cyanide (3 11 mmol) and the bromide (0.578
mmol). The vessel was evacuated, back-filled with argon gas, and diluted
with N-methylpyrrolidinone (5.0 mL). The vessel was sealed and
subjected to microwave irradiatigh & 200 C for 2400 sec. The reaction
was transferred to a SCX columiand the column was washed with
methanol (50 ml). The product was gfutex 20 with 2 M ammonia in
methanol (50 mL) and cpncentraﬁad. F@ residue wa pufitied by
preparative HIPLC, thus ing thelprddtiict in 4% yield. ill NMR
(CD30D) 5 8.65 (s, 1 H),”8.52 (5, 1 H), 7'80-7.69 (m, 2 H), 3.92 (s, 1 H),
2.83 (s, 3 H), 2.43-2.02 (m, 8 H); LE/MS (El) ER 2.65 min, m/z 310 (heti).
WO 2006/001894PCT/US2005/013938 Using this general procedure the

e SO 5 B4 35 5 Ao

e-3- 5 carboxamide hydroformate. Prepared by Procedure F in 16%
5 Yiettkanfpi1S1 §6!) IR @830Vt Rics 3N RIS W0 ct-3-y1)-6-(1,3-0xazol-2-y1)-1 A

indazole-3-carboxamide hydroformate,

N )
N0
. 07 0H
- H
NH
JLN A

Prepared by Procedure C in 1% yield. LC/MS (EI) tz 2.9 min, m/z 352 (M'+1).

10
Example 157: N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(4-methyl-1,3-thiazol-
2-yl)-1H-indazole-3-carboxamide hydroformate.
o
=N
07 0H
N
- H NH
U A
H O
15

Prepared by Procedure C in 8% yield. LC/MS (EL) £z 5.05 min, m/z 382 (M'+1).
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15

20

Representative Procedure G. Procedure G provides a method for the
coupling between brominated bicyclobase carboxamides and cyclic,
secondary amines to form amino-substituted derivatives.

VI G ESertiky268:N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y0-5-(pyoolidizndsyd po38
1H- indazole-3-carboxamide hydroformate. 20
A2.5mLmicrowavereactionvesselwaschargedwith
tris(dibenzylideneacetone)dipalladium (0) (0.060 mmol),

[2-(dimethylarpin ?g!%% :## -}#{'clic ¢lohexylphosphine (0.060 nimol),
R (o D BB PR SERs G L AR stinol
withydrddhigdazoltré-eamina(@ig6 myihokpandta. 1 M solution of lithium
hexarnethyldisilazide in tetrahydrofuran (117 mmol) were added and the
vessel was sealed and heated at 65 C for 15 h. The reaction was
transferred to a SCX column and the cglumn was washed with methanol
(50 mL) The product was eluted with 2 ammonia in methanol (50 mL)
and concentrated. The residue was puiyf@d by preparative HPLC, thus
providing the product in 35% vyield. NMR (CD30D) 6 8.36 (s, 1 H),
7.46 (d,J=9.0,1H),7.18(d, J=1. ), 7.01 (dd,9= 98!, 2.4, 1 H), 4.25
(s, 1 H), 3.94 (s, 2 H), 3.31Z-3.30,(m, , 2.84 (s, 3 H), 2.50-2.42 (m, 8
H), 2.08-2.04 (m, 4 EI): %@x& 'ﬁuz"min, m/z 354 (lvr+i). 10 Using
this general procedure the follgwi compounds were prepared:
Example169:N-(8-Methyl-8-azabieyeloplaioet-3-y1)-5-(morpholin-4-y1)-1H
- indazole-3-carboxamide hydroformate. 15

Prepared by Procedure C in 2% yield. LC/MS (EI) #g 4.54 min, n2/z 382 (M'+1).

Representative Procedure D.

Procedure D provides a method for the coupling between bicyclobase

carboxamides and carboxaldehydes to form tertiary amine derivatives.

Example 159: N-(2-Cyclopropylmethyl-2-azabicyclo[2.2.1]hept-5-yl)-1H-indazole-3-

carboxamide hydroformate.
%"’ .
N ‘\> /[L
H

H® "OH

O
H

To the suspension of N-(2-azabicyclo[2.2.1]hept-5-y1)-1H-indazole-3-carboxamide
hydrochloride (0.36 mmol), cyclopropylcarboxaldehyde (0.9 mmol), and N,N-
diisopropylethylamine (1.08 mmol), acetic acid (0.43 mmol) was added sodium
triacetoxyborohydride (0.61 mmol). The reaction mixture was maintained at rt for 2 h

and was poured into water, extracted with 95/5 dichloromethane/methanol (2 x 30 mL),
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Prepared by Procedure Gin 40% yield. LC/MS (El) iR 2.39 mm, m/z 370

(M++1). 20 Example 170:

N-(8-Methyl-8-azabieyelo[3.2.1]oct-3-y1)-5-(thiomorpholin-4-y1)-1Hindazol
W 8a9d8%%¢mide hydroformate. WO 2006/001894PCI7US2BO5/0IR93813938

Prepared by Procedure Gin 40% yield. LC/MS (Et) tR 2.40 min, nilz 386

(M++1). 5Example 171:

N-(endo-9- Methyl -9-azabicyclo[3.3.11non-3-y1)-5-(morpholin-4-y1)-

1H-indazole-3-c am|de h droforma red by Pr

GlnmlcggA ylg ?EF)Y\E? %gllllr%r am Z. 15% 5\5/? szy %%F%f reparative
N- (Hﬁﬁd-gkivbeplm@a_gzhblpgﬂdo{:slﬁ ﬁmmawl)‘ﬁ Wdﬁmaqm&)&zn(m 1 H),
indazgle:3-carboxamide RYIrPRIMA Y, 4.15 (m, 1 H), 3.83 (m, 1 H), 3.10 (m, 3 H),

2.02 (m, 4 H), 1.37 (m, 2 H), 0.74 (m, 2 H), 0.48 (m, 2 H); LC/MS (EI) #z 2.72 min, m/z
5 311 (M+1).

Using this general procedure the following compounds were prepared:

Example 160: N-(2-Ethyl-2-azabicyclo[2.2.1]hept-5-yl)-1H-indazole-3-carboxamide

N/EN i
-
H

Prepared by Procedure D in 60% yield. LC/MS (EI) ¢z 2.76 min, m/z 285 M™+1).

10  hydroformate.

15
Example 161: N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-yI)-1H-indazole-3-
carboxamide hydroformate.
0 N/E/N“ ?
@_/L N H JJ\OH
ﬁ.N
20

Prepared by Procedure D in 62% yield. LC/MS (EI) 7z 2.67 min, m/z 271 M'+1).

Representative Procedure E.
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N-N Prepared by Procedure Gin 23% yield. LC/MS (El) tR 2.40 min, nik
368 (M' +I). WO 2006/001894PCT/US2005/013938 Example 173:
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(thiomorpholin-4-

WA PIPR{0HE%EZ ole-3-carboxamide hydroformate. Prepared byEroseed e 3938
G in 13% yield. LC/MS (El) tR 2.37 min, m/z 400 (11444-1).
Representative Procedure H. 10Procedure H provides a method for the
reduction of nitro bicyclobase carboxamides to form aniline derivatives.
Examplelgl%élédure rgvides a me he coupli tween bromipated bicyclob
5-Amino-N-(8-met ﬁ-g-azablcyc%fg.%ﬁﬁoct-@fx}&?ﬁ@-lnaﬁz&é@g{ae 1cyclobase
eamﬂ;@gﬁﬁﬂ@eﬁ%ﬁ@m‘m}g@_ t¢ Jorm alkynyl-substituted derivatives.

Example 162: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yI)-5-(2-trimethylsilylethynyl)-

5 1H-indazole-3-carboxamide.

A 5 mL microwave reaction vessel was charged with bis(triphenylphosphine)palladium

10 (II) chloride (0.0597 mmol), copper (I) iodide (0.0719 mmol), triphenylphosphine (0.124
mmol), and the bromide (0.578 mmol). The vessel was evacuated and back-filled with
argon gas. The alkyne (0.71 mmol), diethylamine (3.5 mL), and N, N-dimethylformamide
(1.5 mL) were added and the vessel was sealed and subjected to microwave irradiation at
120 °C for 1500 sec. The reaction was reduced under vacuum to ~1.5 mL) and was

15 transferred to a SCX column. The column was washed with methanol (50 mL) and the
product was eluted with 2 M ammonia in methanol (50 mL) and concentrated. The
residue was purified by chromatography [1/1 to 0/1 ethyl acetate/(70/30/1 ethyl
acetate/methanol/ammonium hydroxide)] to provide the silylacetylene in 24% yield.
LC/MS (EI) tr 5.46 min, m/z 381 (M'+1).

20
Using this general procedure the following compounds were prepared:
Example 163: S5-Ethynyl-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-
carboxamide.

25
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A mixture of the 5-nitro compound (11 mg, 0.03 mmol) and 10% palladium

on carbon (11 mg) was diluted with methanol (300 mL). The reaction

vessel was evacuated and the 20 reaction mixture was maintained under
Ve 280aief5Bhere of hydrogen gas for 12 h. The catalyst was redmovezhis/o13938

filtration through Celite and the organic layer was concentrated. The

residue was purified by preparative HPLC, thus providing the product in

23% yield. The aniline was routinely used without purification in

subsequent reactions. ill NMR (CD30D) 6732-7.31 (m, 2 H), 7.01-6.97

(m, 1 H), 453 (brs, 1 H), 4.25 (brs, | \’i.93 (hrs, 2 H), 2,82 (s, 3 H),

2.53-1.85 (m, 8 H); LC/MS (El) tp 1.44 m‘m, [z 300 (M+1-1). Using this

general procedure the following compounds 2 prepared: Example 175:

5-Amino-N-(endo-9-methyl-9-az/abicyclol§.3. tan-3-yl)-1H-indazole3-car

boxamide hydroformate. Prepar PracedureNd in 25% yield. LC/MS

(RN tR 1.45 min, m/z 314 (1\4++1). Example 176:

6-Amino-N-(2-methyl-2-azabicyc|o[2.2.1Th8pt-5-y1)-11I-indazole-3-

carboxamide.

The silane (see example 163) was dissolved in tetrahydrofuran (2.5 mL) and was treated
with tetrabutylammonium fluoride (0.6 mL of a 1 M solution in tetrahydrofuran). The
5  reaction mixture was maintained for 11 h and was transferred to a SCX column. The
column was washed with methanol (50 mL) and the product was eluted with 2.M
ammonia in methanol (50 mL) and concentrated. The residue was purified by preparative
HPLC, thus providing the product in 4% yield. 'H NMR (CD;OD) & 8.35 (s, 1 H), 7.58
(d,J=8.7,1.5,1H),749 (dd, J=8.7, | H), 4.21 (m, 1 H), 3.47 (m, 3 H), 2.51 (s, 3 H),
10 2.36-2.01 (m, 8 H); LC/MS (EI) £z 3.51 min, m/z 309 (M'+1).

Example 164: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(2-trimethylsilylethyn-1-

yl)-1H-indazole-3-carboxamide hydroformate.

N
Si<”
0% 0OH
N
- H NH
%5 NSy
15 0

Prepared by Procedure E in 49% yield. LC/MS (EI) #x 5.45 min, m/z 381 (M'+1).

Example 165: N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yI)-5-(2-
20  trimethylsilylethyn-1-yl)-1H-indazole-3-carboxamide.
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Prepared by Procedure H in 95 % yield. LC/MS (El) tp 1.55 min, m/z 286
(M++1). Representative Procedure I.  Procedure | provides a method
for the reaction of allcynyl bicyclobase carboxamides with azides to form

Wfiaod e8P atives. Example 177: PCT/US2005/013938

5

10

15

20

N-(endo-8-Methyl-8-azabicyclo[3.2.1]oet-3-yl)-611-(2-piperidin-lylethyl)-11
1-1,2,3-triazol-4-y11-1H-indazole-3-carboxamide trihydroformate. 3-
[(5-Ethyny1-1H-indazol-3-yDearbonyl] amino-8-methy1-8-azabicyclo
[3.2.1] octane hydroformate (50 jng, 0,10 mmol) and
2-(1-piperidinyl)ethylazide (20 mg, & fnmol) were suspended in water
(0 3 mL) and tert-butyl alcohol (0.3 jL). Sodi%ﬁ*hscorbate (10 10 mg,
0.070 mmol) was added followed by a §pl g of copper(ll) sulfate
pentahydrate (4 mg, 0.01 mmol) i ter £10'mL), The reaction mixture
was stirred vigorously for 12 h, a s goncentrated. The residue was
purified by preparative HPLC, thusypr@vidiag the product in 9% yield. 1l
NMR (CD30D) 8 8.68 (s, 1 H), 8.45(s, 1 H), 8.35 (s, 2 H), 7.96 (app d, J
8.7,1H),7.70 (app d,J =8.7,1 H), 4.57 (brs, 1 H), 3.85 (t, Jr 11.2, 1 H),

i R T SR U ez e

the following compounds were prepared: 20Example 178: Ethyl
[4-0-{[(8-methyl-8-azabieyelo[3.2.1]oet-3-yDaminolearbonyll-
1H-indazol-6-y1)-1H-1,2,3-triazol-1-yljacetate dihydroformate. Prepared
oy BRIESTRIAETS Prorsstutel: LC/MS (ENR 3.57 min, m/z 438 (M++1).

Procedure F provides a method for the coupling between brominated bicyclobase

carboxamides and nickel (IT) cyanide to form cyano-substituted derivatives.

Example 166: 5-Cyano—N-(S-methyl—S-aiabicyclo[3.2.1]od—S«yl)—lH—indazole—.%—

carboxamide hydroformate.

A 5 mL microwave reaction vessel was charged with nickel (II) cyanide (3.11 mmol) and
the bromide (0.578 mmol). The vessel was evacuated, back-filled with argon gas, and
diluted with N-methylpyrrolidinone (5.0 mL). The vessel was sealed and subjected to
microwave irradiation at 200 °C for 2400 sec. The reaction was transferred to a SCX
column and the column was washed with methanol (50 mL). The product was eluted
with 2 M ammonia in methanol (50 mL) and concentrated. The residue was purified by
preparative HPLC, thus providing the product in 4% yield. 'H NMR (CD;0D) 6 8.65 (s,
1 H), 8.52 (s, 1 H), 7.80-7.69 (m, 2 H), 3.92 (s, 1 H), 2.83 (s, 3 H), 2.43-2.02 (m, § H);
LC/MS (EI) tg 2.65 min, m/z 310 (M'+1).
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5Example 179:
5-(1-Beozyl-1H-1,2,3-triazol-4-y1)-N-(8-methyl-8-azabieyelo[3.2.1]oet-
3-y1)-1thindazole-3-earboxamide dihydroformate. 10Prepared by
WErgeeduiedin 17 % yield. LC/MS (El) tR 5.76 min, m/z 442 (N4XKD)5/013938
Example180:5-(1-Benzy1-1H-1,2,3-triazol-4-y1)-N-(endo-8-methy(-8-
azabicyelo[3.2.1joet-3-y1)-11/-indazole-3-earboxamide dihydroformate.
Prepared by Procedure | in 10% yield. LC/MS (El) R 5.76 min, m/z 442
(M++1). WO 2006/001894PCT/US2005/013938 Representative
Procedure J. Procedure J provides a method for the coupling between

antiiepidycEpset ruadgsaitdellonineiconpanade sverefprepateda
derivatives. 5

le181:5-WCycl entyla bonyllamino)-N-(endo-8-methyl-8-
azggfp BR3.2' % oct %@31 Sségfﬁﬁ%ﬁlﬁ ideyertRorhrdd-indazole-3-

5 carboxamide hydroformate.

N
i
)\CQ/M E\N NH
0

Prepared by Procedure F in 16% yield. LC/MS (E) #z 2.63 min, m/z 310 (M' +1).
10

Representative Procedure G.
Procedure G provides a method for the coupling between brominated bicyclobase

carboxamides and cyclic, secondary amines to form amino-substituted derivatives.

15 Example 168: N—(S—Methyl—S—azabicyclo[3.2.1]oct—3—yl)—5—(pyrrolidin-1~yl)-1H—

indazole-3-carboxamide hydroformate,

N
. H
} ) \ NH
N <N
o]

20 A 2.5 mL microwave reaction vessel was charged with
tris(dibenzylideneacetone)dipalladium (0) (0.060 mmol), [2'-(dimethylamino)biphenyl-2-
ylldicyclohexylphosphine (0.060 mmol), and the bromide (0.550 mmol). The vessel was
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10 Cyclopentyl isocyanate (48 mg, 0.43 mmol) was added to a solution of

5-amino-N-(8-
methy1-8-azabicyclo[3.2.1]oct-3-y1)-1H-indazole-3-carboxamide (100 mg,

V030MAEY4in pyridine (3 mL) and NN-dimethylforraamide (2Peil/)ISEéNs/013938
reaction mixture was maintained for 16 h and was concentrated. The
residue was purified by preparative 15 HPLC, thus providing the product
in 30% yield. 1IHNMR (CD30D) 5 8.50 (s, 1 H), 8.13 (s, 1 H), 7.51 (s, 2 H),

H), .4.24 H), 4.07 (qt.J= 13.2, 1H)392(52H)
> e tEbled i il ot Ml e i Qoo i 4 g ton of
nhﬂml@ztﬂaemﬂle/lélsmzldmng wghgénémmrp(@c?edumenheeielhﬂdadgand the vessel

CORRO LM RIS EHERARS °C for 15 h. The reaction was fransferred ¢ 1
Example18 :N-(endo-8-Methyl-8-azabicyclop.2. 11oct-3 -ﬁ%-%rfe © a SCX column

{L(ﬁ%ﬁ?? H@fb%o?fﬁ%‘ﬁ’él}‘ methanpl (SR mLa Bhsaraist was eluted with 2 M
5 hycirafosniate mBtepelr ez by Pradedientdir@0Yhyiekle M SuEd By 2Rfarative

oD TR S e A S0, Ml L VR RRGD) 5 836 (5, 1 1), 746

cl’open yPamln
azé@;dy%ﬁ;[@ QH]oth&(;iL)Jﬂltﬂndaﬁolboa{eﬁcbwam;dmhyd{pf@umeg,el H)3.94 (s,

Pr e r () d / ) §j 4
e e R oo ARy e aza o et S Ty s Lo
;ﬂ%%f/i %Bl}édf%mlél?ﬁp bl-W-indazole-3-earboxamide hydroformate.

1015
Using this general procedure the following compounds were prepared:

Example 169: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yI)-5-(morpholin-4-yI)-1H-
indazole-3-carboxamide hydroformate,

15

Prepared by Procedure G in 40% yield. LC/MS (EI) 7z 2.39 min, m/z 370 (M'+1).

20  Example 170: N-(8-Methyl-8-azabicyclo([3.2.1]oct-3-yl)-5-(thiomorpholin-4-yl)-1H-

indazole-3-carboxamide hydroformate.
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Prepared by Procedure | in 20 % yield. LC/MS (Epti? 2.81 min, m/z 385
(ME+1). 195 Example 185:
5-(1[(4-Fluorophenyl)aminolearbonyllamino)-N-(endo-8-methyl-8-

W alleYe18H.2.1)oet-3-y1)-1H-indazole-3-earboxamide hydrot6mizRe05/013938
Prepared by Procedure J in 30 % yield. LC/MS (EI) tR 4.07 min, m/z 437
(M++1). Example 186:
6-({[(4-Fluorobenzypaminoicarbonyl}amino)-N-(endo-8-methyl-8-
10azabieyelo[3.2.1]oet-3-yl)-1H-indazole-3-earboxamide hydroformate.
H3C, Prepared by Procedure Jin20% yield. LC/MS (El) tR 4.8 min, m/z
451 (M++1). 15 Example 187: 5-(1] ethoxyphenyllaminol ea

rbonyllarnino)-N-(endo-8-methy1-8- az elo [3.21]
oct-3-y1)-1H-indazole-3-ear mide
211061001894PCDUS200570

ormate.~¥.O
by Procedure J in 30 %
yield. LC/MS (EDtR 4.25 mm, nilz 448 (Ng4-1). Example 188:
6-(1[(3-Nlethoxybenzyl)aminoicarbofyl}amino)-N-(endo-8-methyl-8-
5azabicyclo[3.2.110ct-3-y1)-1H-indazole-3-carboxamide hydroformate.

Prepared by Procedure G in 40% yield. LC/MS (EI) ¢z 2.40 min, m/z 386 (M*+1).

5 Example 171: N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(morphelin-4-yl)-

1H-indazole-3-carboxamide hydroformate

CH,
N

10  Prepared by Procedure G in 15% yield. LC/MS (EI) ¢z 2.36 min, m/z 384 (M™+1).

Example 172: N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(pyrrolidin-1-yl)-1H-

indazole-3-carboxamide hydroformate.

O

15

Prepared by Procedure G in 23% yield. LC/MS (EI) ¢z 2.40 min, m/z 368 M™1).
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Prepared by Procedure J in 40 % yield. LC/MS (El) tR 4.7 min, m/z 463
(M+-11). Representative Procedure K. Procedure K provides a method
for the coupling between bromo bicyclobase carboxamides and thiolates

Ve A08eBEddtient oxidation of the thio ether to form sulfone derViAtivess/013938
Example 189:
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(phenylthio)-1H-indazole3-carb
oxamide hydroformate. WO 2006/001894PCT/US2005/013938 Sodium
phenylthiolate (145 mg, 1.1 mmol) was added to a solution of the bromide
(200 mg, 0.55 mmol) in N,N-dirnethylformarnide (1.7 mL). The reaction
miéraREs diBjecdetendaiidyintianled inaudiaiole BtR 00 @-HyD)-B-ahibmarpholin-4-
coRgeniaifik-dlS IS HMENRR RYGHRD YR eparative HPLC to provide
the phenylthio ether in 1% yield. 1H NMR. 5 (CD30D) 5 8.37 (br s, 1 H),
8.32(s,1H),7.61 (appd,J=8.7,1H), 7.46 (app dd, J = 8.8, 1.6, 1 H),
7.32-7.21 (m, 5 H), 4.23 (br ss1 H), 3.93 ($tgH), 2.84 (s, 3 H), 2.49-2.38
(m, 8 H); LC/MS (El) tE 4.5€ar;i , Nilz 393§M++1).
Example190:N-(8-Methy1-8- abicp?rclggﬁl1oct—3-y1)-5-(phenylsuIfonyl)
-1H- 10 indazole-3-carboxamide hydreformate. 00
8-Methy1-3-([5-1phenylthio) dazd -3-y|Ieart;p#rly@,mino)-&azabicyclo[
3.2.1]octane o

Prepared by Procedure G in 13% yield. LC/MS (EI) tz 2.37 min, m/z 400 (M*+1).
|
Representative Procedure H.
10 Procedure H provides a method for the reduction of nitro bicyclobase

carboxamides to form aniline derivatives.

Example 174:  5-Amino-/N-(8-methyl-8-azabicyclo[3.2.1}oct-3-yl)-1H-indazole-3-

carboxamide hydroformate.

HN
N AN
N
0

A mixture of the S-nitro compound (11 mg, 0.03 mmol) and 10% palladium on carbon

15

(11 mg) was diluted with methanol (300 mL). The reaction vessel was evacuated and the
20 reaction mixture was maintained under an atmosphere of hydrogen gas for 12 h. The
catalyst was removed by filtration through Celite and the organic layer was concentrated.
The residue was purified by preparative HPLC, thus providing the product in 23% yield.

The aniline was routinely used without purification in subsequent reactions. 'H NMR
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15 hydrofoonate (example 151, 10 mg, 0.02 mmol) was diluted with a
solution of oxone (40 mg, 0.07 mmol) in 1/1 methanol/water (200 mL) at O
C. The reaction mixture was allowed to warm to rt and was maintained for

WO WoFpEFBaction mixture was filtered and was concentrate@#CThe residiso3s

5

15

20

was purified by preparative HPLC, thus providing the product in 10% yield
and the N-oxide in 5% vyield. 11-1 NMR. (CD30D) 5 8.93 (s, 1 H), 20 8.55
(s, 1 H), 8.01-7.99 (m, 2 H), 7.92 (app dd, J=8.8,1.8, 1 H), 7.8 (app d, J

= o 183-7.55 (m 6 S, ), 4 br ) 5-3
P e T e S TR P S RS D 132
4. 8(braifd, Hi/2.826 (M1 L. RebbéSentatiy el RIdES dEPe L1 .25 min, n2ro0e e 1).

L provides a method for the coupling between amino bicyclobase
carboxamides and isocyanates to form cyclic urea derivatives. Example

19V sng dhia geacrbrrRre s el promn e d S WATC R rePas - 3-

5propylimidazolidin-I-yl)-1H-indazole-3-earboxamide hydroformate.

tert-Butyl (2-gxoethypropylcarbamate (0.140 nunol), acetic acid (Q.1 mL
R e R PRI TR S A R
5-afriadhdk{Bridrehiydto§ermate.
azabicyclo[3.2.Hoct-3-y1)-1H-indazole-3-carboxamide (0.120 mmol) in
methanol (2 mL) and the reaction mixture was maintained at rt for 16 h.
The reaction was quenched Yith 6 M hydrogen chloride (8 mL), and the
reaction mixture was stirred v uﬂy for 2 h and concentrated. The

provide the amine in 1565%
e (O.&){bcr)r']_imol) was added to

residue was purified by pre tive HPLC
yield as a red solid. N,N-CarbonyIdiimi
a solution of N-(8-methy1-8- ,
azabicyclo[3.2.1]oct-3-y1)-5-{[2-(pro ino)ethyllamino}-1H-indazol-3-c
arboxamide hydroformate (0.100 mmoljin N,N-dimethylformamide (4 mL)
and the reaction mixture 20 was heated at 100 C for 2 h. The reaction
mixture was concentrated and the residue was purified by preparative
HPRi€ptoegro Rfectdareydlic 2¥eayinl SODECNESAES 2 et suilicmiABMRE-+1).
(CD30D) 7.50-7.45 (m, 1 H), 7.24-7.19 (m, 2 H), 4.17 (s, 1.7 H), 4.04 (s,
0.3 H), 3.93 %br s, 1 H), 3.73-3.69 (lm, 21-1),3.66-3.35(m, 4 I—_g 3.12 (s,
0.35pRmpip 1 360-(ninoN-G-gietlyl 2-axabicy dal2- gl ept1Siyy) -3 Hrdndazgle-3-
(M cérbyxdmidel . 70 (M, 2 1-1), 1.06- 251.00 (m, 3 H); LC/MS (El) tR 1.43
min, tn/z 411 (M++1). Example 192: rill MLA binding Materials:

NH,
N
O

Prepared by Procedure H in 95 % yield. LC/MS (EI) #z 1.55 min, m/z 286 (M'+1).

Representative Procedure L.
Procedure 1 provides a method for the reaction of alkynyl bicyclobase

carboxamides with azides to form triazole derivatives.
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Rat Brain:Pel-Freez Biologicals, CAT No. 56004-2 5Protease inhibitor
cocktail tablet:Roche, CAT No. 1697498 Membrane preparation 10Rat
brains in 20 vol (w/v) of ice-cold 0.32 M sucrose with protease inhibitors
Wereo@titidper 50 ml,) were homogenized with a polytron forPT0/882004/013938
setting Il, then centrifuged 10 min at 1000 g, 4 C. The supernatant was
centrifuged again for 20 mm at 20,000 g, 4 C. The pellets were
resuspended in binding buffer (200 mM TRIS-Ha, 20 rnM HEPES, pH 7.5,
144 m1V1 NaCl, 1.5 inM KCI, 1 mM MgSO4, 2 triM CaC12, 0.1% 15
(w/v) BSA) and stored membrane prep at -80 C. For saturation assay,
thel2amglassbly mixditenide§idathybdtanabimdais 20D gpof e hitPapiperidin-1-
Profithy®) 4 12 A4 M oG BAMIEAin RSN ResHiG Rind m&mﬂ%ﬂ&%&!
using 1 M MLA. Competition assay was carried out with 2 nM [314] MLA
and a 20 desirable range of compounds. The assay mixture was
incubated at 22 C for 8.hours, then harvested with GF/B filter presoaked
with 0.3% PEI in bindﬁ%}@ﬂér using Tomtec harvester. The filter was
washed three time with binﬁj_pg buffer amd:spe radioactivity Was counted
with Trilux. 25Binding affinities fg 2P refemred compourdds gfithe
invention are 292 g.M to®4 niyt, ¥specially 2.5 MM to 34 nM. The
preceding examples can be réipgated with simili%ﬂcess by substituting
sthe generically or specifically delcribed reactant /or operating
conditions of this 30invention for those used in the preceding examples.
While the invention has been illustrated with respect to the production and
of BajtichthygorhiFoudds]-i-id )appangljtitiat-Barietighs-armthinyodificati prsaaé
the,BRIRNEAR0E 81D MRS LHE R UAM R AR PR 18%mmon

invention M
were suspended in water (0.3 mL) and tert-buty] alcohol (0.3 mL). Sodium ascorbate (10

10 mg, 0.070 mmol) was added followed by a solution of copper(I) sulfate pentahydrate (4

mg, 0.01 mmol) in water (10 mL). The reaction mixture was stirred vigorously for 12 h,
and was concentrated. The residue was purified by preparative HPLC, thus providing the
product in 9% yield. 'H NMR (CD;0D) & 8.68 (s, 1 H), 8.45 (s, 1 H), 8.35 (s, 2 H), 7.96
(appd,J=8.7,1 H),7.70 (app d, /= 8.7, 1 H), 4.57 (br s, 1 H), 3.85 (t, /= 11.2, 1 H),

15  3.48 (brs, 4 H), 3.39-3.37 (m, 2 H), 3.07 (br s, 4 H), 2.66-1.62 (m, 13 H); LC/MS (EI) tz
4,15 min, m/z 485 (M+Na).

Using this general procedure the following compounds were prepared:

20  Example 178: Ethyl [4-(3-{[(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)amine]carbonyl}-
1H-indazol-6-yl)-1H-1,2,3-triazol-1-yl]acetate dihydreformate.
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Claims: 1.A compound according to Formula I, Il, or Ill: 102(9, X II\\NI
wherein XI to X4 are each, independently, CH, CR1, or N, wherein at most
one of Xito X4 is N; X5 to X8 are each independently, CH, CR2, or N,

WEhBsIA0aEYhost one of X5 to X8 is N; X9 to X12 are each, intieER1®AMIY3938
CH, CR3, or N, wherein at most one of X9 to X12 is N; Bis 0, S, or F12;
YisOorS; Alis MCI3LLP wherein when Al is of the following fommla, m is
2 or 3, and B is 0, then at least one of XI to X4 is CRI in which Rl is other
than H, CH, or halogen, or Rl is other than H, CH3, or C2H5 / Rland
wherein when Al is of the following fornp is°rof 2, and B is 0, then at
least one of X1 to X4 is CR1 in which™®Rl js othgr than H or CH,, or R8 is
other than H, CH3, or C2H5

N
- H
E; — \ NH
N <N
O

2 07 OH

Prepared by Procedure I in 70% yield. LC/MS (EI) 7z 3.57 min, m/z 438 (M" +1).

5 Example 179: 5-(1-Benzyl-1H-1,2,3-triazol-4-yl)-N-(8-methyl-8-azabicyclo [3.2.1}oct-
3-yl-1H-indazole-3-carboxamide dihydroformate.

10 Prepared by Procedure Iin 17 % yield. LC/MS (EI) z 5.76 min, m/z 442 (M"+1).

Example 180: 5-(1-Benzyl-1#-1,2 3-triazol-4-yl)-N-(endo-8-methyl-8-
azabicyclo[3.2.1]oct-3-yI)-1H-indazole-3-carboxamide dihydroformate.

15
Prepared by Procedure I in 10% yield. LC/MS (EI) #z 5.76 min, m/z 442 (M'+1).
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A2ls MCSLLP R7 or wherein when A2 is of the following formula, m
is 2 or 3, and B is 0, then at least one of X5 to X5 is CR2 in which R2 is
other than H, CH3, or halogen,

WO 2006/001894 PCT/US2005/013938

10

15

20

Representative Procedure J.
Procedure J provides a method for the coupling between amino bicyclobase

carboxamides and isocyanates to form urea derivatives.

Example 181: 5-{[(Cyclopentylamino)carbonyl]lamino}-N-(endo-8-methyl-8-
azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-carboxamide hydroformate.

NH 07 OH

Cyclopentyl isocyanate (48 mg, 0.43 mmol) was added to a solution of 5-amino-N-(8-
methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide (100 mg, 0.30 mmol) in
pyridine (3 mL) and N,N-dimethylformamide (2 mL). The reaction mixture was
maintained for 16 h and was concentrated. The residue was purified by preparative
HPLC, thus providing the product in 30% yield. "H NMR (CDs0D) 6 8.50 (s, 1 H), 8.13
(s, 1 H), 7.51 (5,2 H), 4.62 (br s, 1 H), 4.24 (brs, 1 H), 4.07 (qt, J=13.2, 6.5, | H), 3.92
(s, 2 H), 2.83 (s, 3 H), 2.49-2.36 (m, 8 H), 2.01-1.45 (m, 8 H); LC/MS (EI) #z 4.53 min,
m/z 411 (M+1).

Using this general procedure the following compounds were prepared:

Example 182: N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-

{[(propylaminc)carbonyl]amino}-1H-indazole-3-carboxamide hydroformate.

194



wherein when A2 is of the following formula, mis 2, and B is 0, then at
least one of X5 to X8 is CR2 in which R2 is other than H or CH3, or R8 is
other than H, CH3, or C2H5 wherein when A2 is of the following fonnula,

Wi 7809/81184and B is 0, then at least one of X5 to X8 is CR2 REWHRIR213938
other than H or CH3, or Rs is other than H, CH3, or C2H5 204 = A3isrN
/Urn /O -1\17

NH 0% OH

Prepared by Procedure J in 20% yield. LC/MS (EI) # 2.54 min, m/z 385 (M'+1).

5  Example 183: 6-{[(Cyclopentylamino)carbonyl]amino}-N-(endo-8-methyl-8-
azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-carboxamide hydroformate.

HC,
N
N
0 N O
J H
H™ "OH N?

10 Prepared by Procedure J in 20 % yield. LC/MS (EI) ¢ 4.84 min, m/z 411 (M'+1).

Example 184: N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yI)-6-

{[{(propylamine)carbonyl]amino}-1H-indazole-3-carboxamide hydroformate.

Hao\
N
%q\/”
0 N-©
/Lk H
H” ~OH N7
N o]
H ';‘,J(N’\/
15 N CH,

Prepared by Procedure J in 20 % yield. LC/MS (EI) z 2.81 min, m/z 385 (M'+1).
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wherein when A3 is of the following formula, mis 2 or 3, Y is 0, and B is O,
then at least one of X9 to X12 is CR3 in which R3 is other than H, CH3,
halogen, NO2 or NEI2, or Rl is other than H, CH3, or C2H5 R1, R2 and
WORE08HEH, independently, MCSLLP H, C1_6-alkyl whiclP{ST/US2005/013938
unsubstituted or substituted one or more times by F, CI, Br, I, CN, OH,
alkoxy haying I to 4 carbon atoms NRKn14, SH, SR13, SOR13, C3_8-
cycloalkyl, SO2R13, SCI2NR13R14, Ar, Het, or combinations thereof,
C2_6-alkenyl which is unsubstituted or substituted one or more times by
F, Cl, Br, CN, OH, alkoxy haying I to 4 carbon atoms, NR13R14, SH,
SREZ2BPIRIES: SIH{[6-EetvaiibendpRrd cOboyR 1@Rm)-YatendetS onethyl-8-
corppiBRYeRTaaaTRel- v Prikayh RAICH B HasHRS WHiRsARHRStituted
one or more times by F, Cl, Br, I, CN, OH, alkoxy haying | to 4 carbon
atoms, NR13R14, SH, SR13, SOR'3, C3_8- cycloalkyl, SO2R13,
S02NR13R14, Si(R15)3, Ar, Het,"gt combinations thereof, C3_8-cycloalkyl
which is unsubstituted or substitute or more tirges by F, CI, Br, |, CN,
OH, alkoxy haying | to 4 carbor, atoms sNR13R14 , SR13, SOR13,
unsubstituted C34-cycloalkyl,$QgRl3: NR1 14, Ar, Het, or
combinations thereof, halogen, CN, NOg; §&M, SH, SR13, SOR13,
5S0O2R13, SO2NR13R14, NR13S02R14, CONR¥3R14, CSNR13R14,
COOR13, NR13COR14, NR13CSR14, NR13CONR13R14,
S hE B PRt e Sh ggé%f'd YRS B33 20 PSRN 2 R+ 1),

, Ar, Het, or
Example 186: 6-({[(4-Fluorobenzyl)amino}carbonyl}amino)-N-(endo-8-methyl-8-

10 azabicyclo[3.2.1]oct-—3—yl)~1H~indazole-3¥carboxamide hydroformate.
H3c\

Prepared by Procedure J in 20 % yield. LC/MS (EI) #x 4.8 min, m/z 451 (M'+1).

15  Example 187: 5-({[(3-Methoxyphenyl)amino]carbonyl}amino)-/VN-(endo-8-methyl-8-
azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-carboxamide hydroformate.

H3C\
N
/ H
S0
N
1 i

N N
H
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R4 to R12 are each, independently, H, CIA-alkyl which is unsubstituted
or substituted one or more times by F, Cl, Br, I, CN, alkoxy having 1 to 4
carbon atoms, Ar, or combinations thereof, C3_6-alkenyl which is

Wih3uledNtdtdd or substituted one or more times by F, Cl, Br, RQQNSaRERY3938

having 1 to 4 carbon atoms, Ar, or combinations thereof, C3_6-alkynyl
which is unsubstituted or substituted one or more times by F, Cl, Br, I, CN,
alkoxy having 1 to 4 carbon atoms, Ar, or combinations thereof, cycloalkyl
having 3 to 10 carbon atoms, which is unsubstituted or substituted one or
more times by halogen, hydroxy, oxo, cyano, alkyl having 1 to 4 carbon
atdRD AR OX\PrRevifigey to 20arbiehl atdid SAEEDmb R fattiim 3/ th @rdayI+1).
cycloalkylalkyl having 4 to 16 carbon atoms, which is unsubstituted or

Sﬁ%stitut d ig t.h?e] c@/cloalkgl portion and/or the alkyl portion one or more
timeS P IS e (S MS AR MpdrDaminalcarhryy leming b r-8-methyl-s-

5 coenfaibiaticinfS thateat3 Adyal Kiindnidetalladh Rihand iy dfofapach

10

15

20

independently H, Ar, Ar-alkyl, Het, MCSLLP

HyG

Prepared by Procedure J in 40 % yield. LC/MS (EI) 1z 4.7 min, m/z 463 (M'+1).

Representative Procedure K.
Procedure K provides a method for the coupling between bromo bicyclobase

carboxamides and thiolates and subsequent oxidation of the thio ether to form sulfone

derivatives.

Example 189: N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(phenylthio)-1H-indazole-

3-carboxamide hydroformate.

>

OH
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C14-alkyl which is unsubstituted or substituted one or more times by F, Cl,
Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, monoalkylamino,
dialkylamino, C3_ g-cycloalkyl, or combinations thereof, cycloalkyl having

VB g0eMeaHon atoms, which is unsubstituted or substituted R GISEOOTE13938

5

10

15

20

25

times by halogen, hydroxy, oxo, cyano, alkyl having 1 to 4 carbon atoms,
alkoxy having 1 to 4 carbon atoms, or combinations thereof, C3_6-alkenyl
which is unsubstituted or substituted one or more times by F, Cl, Br, I, CN,

al . havi 0 foms, Ar, or co inations ther of'fq :
e P o 0 R ROV RIS e brpmice 200
F, ©8.B},5% onndkexy\Wivirecthydfamanion &tdnmslAr of eorsitisiomgxture was

thes@QtRd aishficraWans Bidipttdn Glogratkybvhichds WasuBHMIGR®" The residue
substituted one or more, times by F, Cl, Br, |, , OH, alkoxy having 1 to 4

B AL KPR S GTLEr) B 1 bt G S s 1 NMR

SQZNRISRLg 3AbHet, BY, sosoliinations. #ekepfd O3-G7alkenyr whieppdd, J = 8.8,

un tituted ar tit o) more i C e

AUy ML 52 BArBa o MRk e S BRI R, £ 33 . 8
cydDakg/MSGER 134 SORNRYBRINM I+ Het, or combinations thereof,
C3_6-alkynyl which is unsubstituted or substituted one or more times by

F, Cl, Br, I, CN, OH, alkoxy having Ito 4 carbon atoms, NR13R14, S14,
SRR 13,10 5. AORCMRIYScrzabier b S ral A Bheivisaliony))- LA
conianaliessifpseahidd -agtaallsyd.which is unsubstituted or substituted

one or more times by F, CI, Br, I, CN, OH, alkoxy having Ito 4 carbon

atoms, NR13R14, SH, SR13, SOR13, unsubstituted C3_8-cycloalkyl,

SO2R13, SO2NRI3R14, Ar, Het, 0 binations MCSLLP thereof,
C4_8-cycloalkylalkyl whichis u tituted or substituted one or more

times by F, CI, Br, I, CN, OH, alkpxy having Ito 4 carbon atoms,

NR13R14, SH,SOR13, unsubstituge
SO2NR13R14, Ar, Het, or combinati

8-cycloalkyl, 502R13,
hereof, Ar, ®f Het}

8-Methyl-3-([5-(phenylthio)-1H-indazol-3-yl]carbonylamino)-8-azabicyclo[3.2.1]octane A
hydroformate (example 151, 10 mg, 0.02 mmol) was diluted with a solution of oxone (40
mg, 0.07 mmol) in 1/1 methanol/water (200 mL) at 0 °C. The reaction mixture was
allowed to warm to rt and was maintained for 12 h. The reaction mixture was filtered and
was concentrated. The residue was purified by preparative HPLC, thus providing the
product in 10% yield and the N-oxide in 5% yield. 'H NMR (CD;0OD) 6 8.93 (s, 1 H),
8.55 (s, 1 H), 8.01-7.99 (m, 2 H), 7.92 (app dd, J = 8.8, 1.8, 1 H), 7.8 (app d, J = 8.9, |
H), 7.63-7.55 (m, 3 H), 4.62 (br s, 1 H), 4.24 (brs, 1 H), 3.65-3.63 (m, 2 H), 2.66 (s, 3
H), 2.61 (brs, 2 H), 2.43- 2.18 (m, 6 H); LC/MS (ED) tr 4.81 min, m/z 425 (M'+1).

Representative Procedure L.
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mis 1,2 or 3; 0 is 1 or 2; Aris an aryl group containing 6 to 10 carbon
atoms which is unsubstituted or substituted one or more times by alkyl
having 1 to 8 carbon atoms, alkoxy having 1 to 8 carbon atoms, halogen,

VAhTH6/08Y&0, hydroxyl, nitro, halogenated alkyl having 1 to BQIAHS2#95/013938

5

10

15

20

25

atoms, halogenated alkoxy having 1 to 8 carbon atoms, hydroxyalkyl
having 1 to 8 carbon atoms, hydroxyalkoxy having 2 to 8 carbon atoms,
alkenyloxy having 3 to 8 carbon atoms, monoalkylamino baying 1to 8

gg{ggﬂ Z{:‘gm: Slaalﬁylﬁm%ggsvgh%%%gﬁ ?or t e! %(()){}Il)%ns %agbegg \é%x%lgobwyclobase

carboxamides and isocyanates to form cyclic urea derivatives.

Example 191: N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(2-0x0-3-

propylimidazolidin-1-yl)-1H-indazole-3-carboxamide hydroformate.

H.C
2 HH
0 o N H
N—¢ N Q

tert-Butyl (2-oxoethyl)propylcarbamate (0.140 mmol), acetic acid (0.1 mL), and sodium
cyanoborohydride (0.200 mmol) was added to a solution of 5-amino-N-(8-methyl-8-
azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-carboxamide (0.120 mmol) in methanol (2 mL)
and the reaction mixture was maintained at rt for 16 h. The reaction was quenched with 6
M hydrogen chloride (8 mL), and the reaction mixture was stirred vigorously for 2 h and
concentrated. The residue was purified by preparative HPLC to provide the amine in
65% yield as ared solid.

N,N-Carbonyldiimidazole (0.170 mmol) was added to a solution of N-(8-methyl-8-
azabicyclo[3.2.1]oct-3-y1)-5-{[2-(propylamino)ethyl]amino }- 1H-indazol-3-carboxamide
hydroformate (0.100 mmol) in N, N-dimethylformamide (4 mL) and the reaction mixture
was heated at 100 °C for 2 h. The reaction mixture was concentrated and the residue was
purified by preparative HPL.C to provide the cyclic urea in 60% yield as a red solid.

'H NMR (CD;0OD) 7.50-7.45 (m, 1 H), 7.24-7.19 (m, 2 H), 4.17 (s, 1.7 H), 4.04 (s, 0.3
H), 3.93 (brs, 1 H), 3.73-3.69 (m, 2 H), 3.66-3.35 (m, 4 H), 3.12 (s, 0.3 H), 3.02-2.94 (m,
3 H), 2.97 (s, 2.7 H), 2.84-2.70 (m, 1 H), 2.46-2.38 (m, 4 H), 1.77-1.70 (m, 2 H), 1.06-
1.00 (m, 3 H); LC/MS (EI) £z 1.43 min, m/z 411 (M'+1).
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alkoxycarbonyl, MC SLIP alkylaminocarbonyl, acylamido, acyloxy,
alkylthio having 1 to 8 carbon atoms, alkylsulphinyl having 1 to 8 carbon
atoms, alkylsulphonyl having 1 to 8 carbon atoms, sulfo, sulfonylamino,

We2006/00¢§10alkylamino wherein the cycloalkyl group has 3 po7/cexineni3938

5

10

15

20

235

30

atoms and is optionally substituted by halogen, alkyl having 1 to 8 carbon
atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4
carbon atoms, amino, monoalkylamino wherein the alkyl portion has 1 to 8

carpon Igt%rﬁzgl [ .\/I\I/Q%reln the alkyl portlons each hqve 1to8
car ; ; : 0, hydroxyl, nitro, oxo, or thio,
aryloxy wherein the aryl portion contains 6 to 10 carbon atoms and is

optigpallygubstituted by halogen, alkyl having 1 to 8 carbon atoms,
halogenated alkyl haviﬁa 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon
y

atoms, ariifid HiBnoalk§idifitfoRtitiesism e AARye %has 1 to 8 carbon

atoms, digtioytasainhibirereiokibie abiyl: porieRsLcarThaye dotygcarbon
atoms, COR16, CSR16, cyano, hydroxyl, nitro, oxo, or thio, arylthio
wherein the aryl portion contains 6 to 10 carbon atoms and is optionally
substituted by halogen, alkyl having 1 to 8 carbon atoms, halogenated

alkyhbaving: i@ Arrpon atoms, alkoxy having 1 to 4 carbon atoms,
amino, monoalkylamino wherein the alkyl portion has 1 to 8 carbon atoms,

dialkylamino wherein the alkyl portions each have 1 to 8 carbon atoms,

COR16, G3Rifinsyad0 yblyrosyf titreol Xm0k tkiRrose vaycialkydewhibitors (one
wherein th cloalkyl aroup has 3 to..7 carpbon atoms and is optionall
e o i M e B RREIPED B Hardbenaletien
alkyPrizfiggdl! fordroatr b gtdrie, Alkexyphaniagt vie uaifrgadaigmndcr 20 min at
am'%gbd@ ’ngaélgyﬁ{y' cﬂy%hgg ' l.portion. h to r "

dialk Iamlgno whereinﬁtéhe al yfggg&%ﬁé%gc lrlegll\clhen% %}%rcé%%gﬁga%t%ﬁg%l’ 20

C TER8R4 Bt cyarld A agbit dlag]. it onlbdd Corithid! BeSOs, 2 mM CaCly, 0.1%
(w/v) BSA) and stored membrane prep at —80 °C.

For saturation assay, the 200 ul assay mixture in binding buffer contains 200 pg
of membrane protein, 0.2 to 44 nM of ’H] MLA. The nonspecific binding was defined
using 1 pM MLA. Competition assay was carried out with 2 nM [°H] MLA and a
desirable range of compounds. The assay mixture was incubated at 22 °C for 2 hours,
then harvested with GF/B filter presoaked with 0.3% PEI in binding buffer using Tomtec
harvester. The filter was washed three time with binding buffer and the radioactivity was

counted with Trilux.

Binding affinities for the preferred compounds of the invention are 292 uM to 34
nM, especially 2.5 pM to 34 nM.

The preceding examples can be repeated with similar success by substituting the
generically or specifically described reactants and/or operating conditions of this

invention for those used in the preceding examples.
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MC S L. LP combinations thereof; Ar-alkylis an aryl-alkylene group

wherein the alkylene portion contains 1 to 4 carbon atoms and is

unsubstituted or substituted one or more times by halogen, alkyl having 1
WEe gegphdiiatoms, halogenated alkyl having | to 8 carbon atB@igy shkeg13938

having 1 to 4 carbon atoms, amino, monoalkylamino wherein the alkyl

portion has 1 to 8 carbon atoms, dialkylamino wherein the alkyl portions

each have 1to 8 carbon atoms, CORI6 CSRIG6, cyano, hydroxyl, nitro,

()¢ and he ortl [ eflned a Hetis a
he&\;%{lzm?c o) Fgﬂ%o%v ¢ch |snft3%8§r§ trated, HE §IF Lxgt@?g WStionsaRg of particular
un%?&t@éshé‘w @g@mﬂ@aﬁ Wegratoms amdmhwdﬁiaatleasbﬁthm gredotioicanMe made
0 o, Bhdtembpaich s RRUBSHIIEL Q- 12B0tREkARe or more times by
alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 8 carbon atoms,
halogen, amino, cyano, hydroxyl, nitro, halogenated alkyl having 1 to 8

5 carbon atoms, halogenated alkoxy having 1 to 8 carbon atoms,
hydroxyalkyl having | to 8 carbon atoms, hydroxyalkoxy having 2 to 8
carbon atoms, alkenyloxy having 3 to 8 carbon atoms,
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monoalkylamino having 1 to 8 carbon atoms, dialkylamino wherein the
alkyl portions each have | to 8 carbon atoms, carboxy, alkoxycarbonyl,
alkoxycarbonylmethyl, alkylaminocarbonyl, acylamido, acyloxy, MCSLLP
alkylthio having 1 to 8 carbon atoms, alkylsulphinyl having 1 to 8 carbon MCSLLP
Claaigdns, alkylsulphonyl having 1 to 8 carbon atoms, sulfo, oxo,
sulfonylamino, cycloalkylamino wherein the cycloalkyl group has 3 to 7
carbon atoms and is optionally substituted by halogen, alkyl having 1 to 8
carbion atornsphaloganatestdiky khavingulato 8 carbion atoms, alkoxy
having 1 to 4 carbon atoms, amino, monoalkylamino wherein the alkyl
portion has 1 to 8 carbon atoms, dialkylamino wherein the alkyl portions
each have 1 to 8 garbon atoms, COR16, CSRI6, cyano, hgdroxyl, nitro,
0Xo0, or thio, aryl containing 6 to 10 carbon at%ms and | optionally
ogenAalkyl having 1 to 8 car atoms; halodenated
alk’}ﬂ;havh 1 carbon atoms, alkoxy haR?ihg 119 4 Sarbon atoms,
amjlo, mooalkylamino wherélh the alkyl pgftion, 0 8 carbon atdHs,
dialkylaXhino vg]erein the alkyl portions each have 1 toh! carbon atoms,

COR16, CSRIG, cyano, hydroxyl, nitro, oxo, or thio,
B
X3 A
X10/ AN N 3
i N (111
X - /
\X12 Y

wherein

X! to X* are each, independently, CH, CRI, or N, wherein at most one of X' to X* is N;
X’ to X are each, independently, CH, CRZ, or N, wherein at most one of X° to X? is N;
X° to X' are each, independently, CH, CR3, or N, wherein at most one of X’ to X2 is N;
B 1s O, S, or Hy;

Y 1sOorS;

A1 18

202



aryl-alkylene group wherein the aryl portion contains 6 to 10 carbon atoms

and the alkylene portion contains 1 to 4 carbon atoms and is unsubstituted

or substituted one or more times by halogen, alkyl having 1 to 8 carbon

atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy having 1 toMCSLLP
carbon atoms amino, mono Ikylamlno wherefln the alkyl portion has 1 to 8
carbon atom dlalkylamlno hereln the alky“oortlons each have 1t0 8

carbon ato 16 CS cyano, hy OXyh, nitro, oxo, or thio,

aryloxy Wh e aryl p dr,t ontains 6 to 10|carbon atoms and is
optlonally S ted by , alkyl ha carbon atoms,
halogenated a|gy| having 1 tG'8 carbon atoms) alko y having 1 to 4 carbon
atoms, aminoXmonoalkylamid wherein the alkyLpdrion has 1 to 8 carbon

atoms, dlalkylamlno wherein the alkyl portions each have 1 to 8 carbon

atoms, COR16, (=13 RJQ cyRﬁo hydroxyhmtro 0X0, 0r th|[3Q12 arylthio

Whereln the apyl portlon Nontains G\fq\jm carbon atoms;and is optionally

to 8 carbon atgms, halogenated

tongs, alkoxy aving to 4 carbon

th the alkyl paction Rgs 1 to 8 carbon
rtions e ?h haye 1ﬁ 8 carbon

atoms, CORI ESR16, ¢ ano, hydroxyl Onitro, 0XO0, or thi ( ’
cycloalkyloxy wherein thé cycloalkyl §foup has 3 to 7 carbon a%%ms and is
optionally substituted by halogen, alkyl having 1 to 8 carbon atoms,
halogenated alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon

whatdmshaminds ﬂﬂh@éﬂi}d&ﬁﬂg(ﬁdﬂh&r@imﬂ@@m@l podt®is @ stHetoaBlessbate of

X! at lkylamino her nt ea rtio s each h golto 8 carbon
X G e e s ot e RaE TP, LFa ANt CE

or @Qdup, which is fuIIy saturated partially saturated or fully unsaturated,
having 5 to 10 ring atoms in which at least 1 ring atom is a N, 0 or S atom,
which is unsubstituted or substituted one or more times by halogen, alkyl
having 1 to 8 carbon atoms, hal\oger]aléd alkyl having 1 to 8 carbon
atoms, alkoxy having 1 to 4 carboW atoms, amino, monoalkylamino
wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino wherein
the alkyl portions each have 1 arbon atoms, CORI6, CSRI6, cyano,
hydroxyl, nitro, oxo, or thio, gxpcyclic-alkyl group, in which the

i, partially saturated or fully

unsaturated, having 5 to 10 ring atqgns in wh h at least 1 ring atom is a N,

0 or S atom, and the alkyl portlonﬁs an alkyl ne group containing 1-4

carbon atoms, wherein said heterocyclic-alkyl group is unsubstituted or

substituted one or more times by halogen, alkyl having 1 to 8 carbon

whegrimmshprald géhealider 4k Wanddgrmwdagreastoer diome Faik Seftieavindeastoue of
X' £PEEQ0 GHOMIS WATUDR! RARRAIYIATTING MRSTEIRENS AlkY RRIIPN BAS, ]oJQ:E’H
carbon atoms, dialkylamino wherein the alf<yl portions each have 1 t6 8
carbon atoms, CORI6, CSRI6, cyano, hydroxyl, nitro, oxo, or thio, or

combinations thereof; or 9

\N/R

()
N
Lo

A2 is
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a phalltaceutically acceptable salt thereof 2.A compound according to
claim 1, wherein said compound is of Formula | and is selected from: (a)
a compound wherein XI to X4, and B are as defined in claim 1, Alis and

R4- R7, R12, m and o are as defined in claim 1; and pharmaceutically MCSLLP

defined in cIa 1;is MC,SLLY R'and R11 gre as defined in claim 1; and

mis 1; an aceutic ceptable reof; (c)a compound
wherein O,

acceptable sa ts thereof; (b) a compound whgreln X'to X4. and B are as

N N
|
R R5 \/( )o
\ /R7 \ /Rg /R” \N/R12
N
or w ;
R R ()o

wherein when A; is of the following formula, m is 2 or 3, and B is O, then at least one of

X’ to X* is CR? in which R? is other than H, CHs, or halogen,

!
R10 ’

wherein when A; is of the following formula, m is 2, and B is O, then at least one of X’

to X® is CR? in which R? is other than H or CH3, or R® is other than H, CH;, or C,H;

N
I'?B and

wherein when A, is of the following formula, m is 2 or 3, and B is O, then at least one of

X° to X® is CR? in which R? is other than H or CH;, or R’ is other than H, CH3;, or C,Hs
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X1 to X4, and B are as defined in claim 1; Alis RIO, E. and in are as
defined in claim 1; and R1 is C2_6-alkyl which is unsubstituted or
substituted one or more times by F, Cl, Br, I, CN, OH, alkoxy having 1 to 4MCSLLP
carbon atoms, NR13R14, SH, SR13, SOR13, Cm-cycloalkyl, SO2R13,
S02NR13R14, Ar, Het, or combinations thereof, C2_5-alkenyl which is
unsubstituted or substituted one or more times by F, Cl, Br, 1, CN, OH,
alkoxy having 1 to 4 carbon atoms, NR|131214, SH, SR13, SOR13,
C3_8-cycloalkyl, SO2R13, SO2NR13leN14, Ar, Het, or combinations
thereof, C2_6-alkynyl which is uns%ﬁt}g d or substituted one or more
times by F, CI, Br, I, CN, OH, alkox 1 to 4 carbon atoms,
NR13R14, SH, SR", SOR13, C3_8-cyclpalkyl, SO2R13, SO2NR13R14,
Si(R15)3, Ar, Het, or 215 MCSLLP combinations thereof, Cm-cycloalky!
which is unsubstituted or substituted one or more times by F, Cl, Br, |, CN,
OH, alkoxy having 1 to 4 carbon atoms, NR'3R14, sH, SR13, SOR13,
Abinsubstituted Csurcycloalkyl, SO2R13, SO2NR13R14, Ar, Het, or
combinations thereof, CN, NO2, NR13R14, SH, SR13, SOR13, SO2R13,
SO2NR13R14, NR13S02R14, CONR13R14, CSNR13R14, COOR13,
NRI3SCOR14, NR13CSR14, NeCONRI3R14, NR13CSNR131214,
NR13COOR14 NR13CSOR14J OCONRlBRlJ OCSNR13R14, Ar, Het,

or; and N
8T ¢
N N
ke N\
\N/R7 \ /Rg \ /R1 \N/R12
N
o )
, R ()

wherein when Aj; is of the following formula, m is 2 or 3, Y is O, and B is O, then at least
one of X° to X'? is CR? in which R? is other than H, CH3, halogen, NO, or NH;, or R"
is other than H, CHj, or C,H;s

Rl, R* and R? are each, independently,
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pharmaceutically acceptable salts thereof; (d)a compound wherein Xl to
X4, and B are as defined in claim 1; is R8 and R9 are as defined in claim
1;and 216 m s 3., and pharmaceutically acceptable salts thereof; (e)a
compound wherein XI to X4, and B are as defined in claim 1; is R8 and
RO are as defined in claim 1; and Rt is C2_6-alkyl which is unsubstituted
or substituted one or more times by F, CI, Br, I, CN, OH, alkoxy having 1
to 4 carbon atoms, NR13R14, SH, SRI3, SORI3, C3_8-cycloalkyl,
S02R13a18 D 2R 134 (hslldstAditddelr aearmbinatiens thefeafmes by F, Cl, Br, 1,

C2_g-alkenyl which is unsubstjtuted or substituted @ne or mere times by
e e P oot s o ST £
SR13cHAIRYS, LCBRY: cyclnaikR SOAR 1t SO 20HRIBREdnthdrieif, or

combinations thereof, C2_6-alkynyl which is unsubstituted or substituted

one or more times by F, CI, Br, I, CN, OH, alkoxy having 1 to 4 carbon
atoras.sNRE3R vhiSH;s SRUSORISE] &3uBstyalablnd cB@4idBmes by F, Cl, Br,

SOINRIBR RIRIRIS: 4 HEY Or gombinatiqns HereQly <ris SOR™, Cs -

cycloalkyl, SO,R", SO,NRR!, Ar, Het, or combinations thereof,

MCSLLP

C,.6-alkynyl which is unsubstituted or substituted one or more times by F, Cl, Br,
I, CN, OH, alkoxy having 1 to 4 carbon atoms, NR"R'*, SH, SR", SOR", Cs4-
cycloalkyl, SO,R", SO,NRR™, Si(R'%);, Ar, Het, or combinations thereof,
C;.g-cycloalkyl which is unsubstituted or substituted one or more times by F, Cl,
Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, NR’R', SH, SR'?, SOR",
unsubstituted C;_g-cycloalkyl, SO;_R”, SO,NR" RM, Ar, Het, or combinations
thereof,

halogen,

CN, NO,, NR"”R", SH, SR SOR", SO,R"?, SO,NRPR!, NR"*)SO,R™,
CONR"R'™ CSNR"R", COOR", NR®COR", NR"*CSR", NR>*CONR*R*,
NR"PCSNR"R", NR"*COOR", NR®CSOR™, OCONR"R" OCSNR*R™,
Ar,

Het, or

R'°0-;

R* to R' are each, independently,
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MCSLLP C3_8-cycloalkyl which is unsubstituted or substituted one or

more times by F, Cl, Br, I, CN, OH, alkoxy haying | to 4 carbon atoms,

NRI3RI4, SH, SRI3, SORI3, unsubstituted C3_8-cycloalkyl, SO2R13,
SO2NRI3R14, Ar, Het, or combinations thereof, halogen, CN, NO2, MCSLLP
NRIBR14, SH, SR, SORI3, SO2R13, SO2NRI3R14, NRI3S02R14,

CONRI3R14, CSNRI3RI4, COORI3, NRI3COR14, NRI3CSRI4,

NR13CONRI3R14, NRIBCSNRI3R14, NR13COOR14, NR13CSORI4,

OC@NR&BB(ITWB@SN&BB&M&H bleluatiRied-oanerphermaseubed)\Cl, Br, 1,
acc thereof éf compound wherein X| to. X4, and are as
deﬁﬁ@fﬁl 31“%& B medufieq %wﬁtﬁm@@

thereof; and (g) a compound whereln Xl to X4, and Al are as defined in
clan& 6- a nlvlcilc 1sBuII15s1|ﬁ|)§f1’glqu or substituted one or more times by F, Cl, Br,

I, CN, alkoxy having 1 to 4 carbon atoms, Ar, or combinations thereof,

Cs.-alkynyl which is unsubstituted or substituted one or more times by F, Cl, Br,

I, CN, alkoxy having 1 to 4 carbon atoms, Ar, or combinations thereof,
cycloalkyl having 3 to 10 carbon atoms, which is unsubstituted or substituted one
or more times by halogen, hydroxy, oxo, cyano, alkyl having 1 to 4 carbon atoms,
alkoxy having 1 to 4 carbon atoms, or combinations thereof,
cycloalkylalkyl having 4 to 16 carbon atoms, which is unsubstituted or substituted
in the cycloalkyl portion and/or the alkyl portion one or more times by halogen,
0xo0, cyano, hydroxy, C;-4-alkyl, C,~4-alkoxy or combinations thereof,
Ar-alkyl, or
Het-alkyl;

R" and R' are each independently
H,
Ar,

Ar-alkyl,

Het,
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aceutically acceptable salts thereof. 3.A compound according to claim 1,

wherein said compound is of foimula Il, and is selected from: (a)a

compound wherein X5 to X8, and B are as defined in claim 1; and A2is
12 NR R4, R6, R7, R12, m and o are as defined in claim 1; and
phatimaedutlcallichdceptabiataaltsahareaft{blacompoorrdivwieetei®, Cl, Br, I,

CN, OH, alkoxy having 1 to 4 carbon atoms, monoalkylamino, dialkylamino, Cs.

g-cycloalkyl, or combinations thereof,

cycloalkyl having 3 to 10 carbon atoms, which is unsubstituted or substituted one
or more times by halogen, hydroxy, oxo, cyano, alkyl having 1 to 4 carbon atoms,

alkoxy having 1 to 4 carbon atoms, or combinations thereof,

C;.¢-alkenyl which is unsubstituted or substituted one or more times by F, Cl, Br,

I, CN, alkoxy having 1 to 4 carbon atoms, Ar, or combinations thereof, or

Cs.¢-alkynyl which is unsubstituted or substituted one or more times by F, Cl, Br,

I, CN, alkoxy having 1 to 4 carbon atoms, Ar or combinations thereof;
is Cl_(,—alkyl;
H,

C,.¢-alkyl which is unsubstituted or substituted one or more times by F, Cl, Br, I,
CN, OH, alkoxy having 1 to 4 carbon atoms, NR'’R'*, SH, SR, SOR"®, C.4-
cycloalkyl, SOzR13, SOZNRBRM, Ar, Het, or combinations thereof,

Cs.¢-alkenyl which is unsubstituted or substituted one or more times by F, Cl, Br,
I, CN, OH, alkoxy having 1 to 4 carbon atoms, NR’R'*, SH, SR'®, SOR", C3.4-
cycloalkyl, SO,R', SO,NRR!, Ar, Het, or combinations thereof,

Cs.¢-alkynyl which is unsubstituted or substituted one or more times by F, Cl, Br,
I, CN, OH, alkoxy having 1 to 4 carbon atoms, NR"R", SH, SR'?, SOR", C;.5-
cycloalkyl, SO,R", SO,NRR™, Ar, Het, or combinations thereof,

Cs.g-cycloalkyl which is unsubstituted or substituted one or more times by F, Cl,
Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, NR" RM, SH, SR, SOR“’,
unsubstituted C;_g-cycloalkyl, SO,R", SO,NR"R™, Ar, Het, or combinations
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X5 to X8, and B are as defined in claim 1; A2is MCSLLP RI and R" are

as defined in claim 1; and mis 1; and pharmaceutically acceptable salts

thereof; (c)a compound wherein X5 to X8, and B are as defined in claim 1;  MCSLLP
is RIO, nand m are as defined in claim 1; and R2 is C2_6-alkyl which is
unsiiestigted or substituted one or more times by F, Cl, Br, I, CN, OH,

alkoxy having 1 to 4 carbon atoms, NRBRia, SH, SRI3, SOR13,

C3_8-cycloalkyl, SO2R13, SO2NRI3R14, Ar, Het, or combinations thereof,

SLIGL3-61 SR IWiHE i unsulastititach O s sspistitetiech ©BERINA1es by F,
times by F, Cl. Br. I, CM, OH, alkoxy havin%élﬂo 4 carbom, atoms

R S s TR Y e B TSRS, SooRibiSRTSOR”

Ar, tielussticambnationsdhigkeotO,R"?, SO,NRR', Ar, Het, or combinations
thereof,

Ar, or

Het;
mis1,2or3;
ois1lor2;

Ar is an aryl group containing 6 to 10 carbon atoms which is unsubstituted or
substituted one or more times by

alkyl having 1 to 8 carbon atoms,

alkoxy having 1 to 8 carbon atoms,

halogen,

amino,

cyano,

hydroxyl,

nitro,

halogenated alkyl having 1 to 8 carbon atoms,

halogenated alkoxy having 1 to 8 carbon atoms,

hydroxyalkyl having 1 to 8 carbon atoms,

hydroxyalkoxy having 2 to 8 carbon atoms,

alkenyloxy having 3 to 8 carbon atoms,

monoalkylamino having 1 to 8 carbon atoms,

dialkylamino wherein the alkyl portions each have 1 to § carbon atoms,

carboxy,

alkoxycarbonyl,
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C2_6-alkynyl which is unsubstituted or substituted one or more times by
F, Cl, Br, I, CN, OH, alkoxy haying 1 to 4 carbon atoms, NR13R14, SH, MCSLLP
SR13, SOR13, C3_8-cycloalkyl, SO2R13, SO2NR13Rm, Si(R13)3, Ar,
Het, or combinations thereof, C3_8-cycloalkyl which is unsubstituted or
substitutcchim@arimoeiebtimes by F, Cl, Br, I, CN, OH, alkoxy having | to 4
carbon atoms, NR13R14, sH, SR13,unsubstituted C3_8-cycloalkyl,
SO2R13, 83 BR14, Ar, Het, or combinations thereof, CN, NO2,
NR13R14aS5H6:5R13, SOR13, SO2R13, SO2NR13R14, NR13S02R14,
CONR13R14, CSNR13R14, GOOR13, NR13COR14, NR13CSR14,
NRlSCOV\?é?’é%ﬂ,Wﬁ’f SRS AN’ 13COOR14, NR13CSOR14,
OCONR13Rd4suBEHMRIESREA, 1818 Eteboar £&bE)-; and phammceutically

acqeptapl% a&tss reo{' d)a comp, uglrgowher%iln X5 to )§8 an_d B are as
defined in c]?&(m“f?%ﬂ% "R%ég%Lﬁ g LARE W as defined in claim 1;
and m is 1soif8; and pharmaceutically acceptable salts thereof;
sulfonylamino,
Het,
cycloalkylamino wherein the cycloalkyl group has 3 to 7 carbon atoms
and is optionally substituted by halogen, alkyl having 1 to 8 carbon atoms,
halogenated alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms,
amino, monoalkylamino wherein the alkyl portion has 1 to 8 carbon atoms,
dialkylamino wherein the alkyl portions each have 1 to 8 carbon atoms, COR'®,
CSRM, cyano, hydroxyl, nitro, oxo, or thio,
aryloxy wherein the aryl portion contains 6 to 10 carbon atoms and is
optionally substituted by halogen, alkyl having 1 to 8 carbon atoms, halogenated
alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms, amino,
monoalkylamino wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino
wherein the alkyl portions each have 1 to 8 carbon atoms, COR'®, CSR'®, cyano,
hydroxyl, nitro, oxo, or thio,
arylthio wherein the aryl portion contains 6 to 10 carbon atoms and is
optionally substituted by halogen, alkyl having 1 to 8 carbon atoms, halogenated
alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms, amino,
monoalkylamino wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino
wherein the alkyl portions each have 1 to 8 carbon atoms, COR'®, CSR'S, cyano,
hydroxyl, nitro, oxo, or thio,
cycloalkyloxy wherein the cycloalkyl group has 3 to 7 carbon atoms and
is optionally substituted by halogen, alkyl having 1 to 8 carbon atoms,
halogenated alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms,
amino, monoalkylamino wherein the alkyl portion has 1 to 8 carbon atoms,
dialkylamino wherein the alkyl portions each have 1 to 8 carbon atoms, COR'S,

CSR'S, cyano, hydroxyl, nitro, oxo, or thio, or
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(e)a compound wherein X5 to X8 and B are as defined in claim 1; A2is

R8, R9 and m are as defined in claim 1; and R 1 is C26-alkyl which is MCSLLP

unsubstituted or substituted one or more times by F, Cl, Br, I, CN, OH,

alkoxy haying 1 to 4 carbon atoms, NR13R14, SH, SR13, SOR13,

Cm-cycloatkylbb@x2id $h SDFNR13R14, Ar, Het, or combinations thereof,

MCSLI.1 C2_6-alkenyl which is unsubstituted or substituted one or more

times by F, Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms,
Ar-aMEﬁlSRMisSdﬂ,aSﬁJﬂkgilaR@r(ﬁiﬁ viheydtotlkwlkSRAE 208 SQANRIBR1tb, 4

eé g[:ombln t{onst erteo 2 6- aﬂ/r%l which is unsubstl %ﬁf

subs%tu‘%e& one %Irlm%Pe“ R OO B GO ATk PR g Htees™

carhtkyblianisg NRILSRABo 5 htpﬁiE{ I&lS@Eﬁ&d@H{_}B ‘eychadlkyl 8 SABRILApms,

SO2 eR4 Sl RI )3, Ar, Het or combinations th f C3 8 cloalk

iR e A G SR P s MR ey

OH pai’monylhrai/mJgSI taronartonms admiky] ARAS R/héreﬁRt]lB AB@RbBtions each

unsuhsti ute C3_8-c cIoaI O2R13% SO2ZN

com maLong 2?80 quogeniét 2, %ﬂt\%@ﬁ %%5130@0%511@

SOZthB%&pNRQ@MRﬂMd&ﬁ@NRb&R&%r@SNR13R14, COORI3,

NR13COR4, NR13CSR14, NR13CONRI3R14, NR13CSNR13R14,

NR13COOR14, NR13CSOR14, OCONRI3R14, OCSNRI3R",
Het is a heterocyclic group, which is fully saturated, partially saturated or fully

unsaturated, having 5 to 10 ring atoms in which at least 1 ring atom isa N, O or S
atom, which is unsubstituted or substituted one or more times by
alkyl having 1 to 8 carbon atoms,
alkoxy having 1 to 8 carbon atoms,
halogen,
amino,
cyano,
hydroxyl,
nitro,
halogenated alkyl having 1 to 8 carbon atoms,
halogenated alkoxy having 1 to 8 carbon atoms,
hydroxyalkyl having 1 to 8 carbon atoms,
hydroxyalkoxy having 2 to 8 carbon atoms,
alkenyloxy having 3 to 8 carbon atoms,
monoalkylamino having 1 to 8 carbon atoms,
dialkylamino wherein the alkyl portions each have 1 to 8 carbon atoms,
carboxy,
alkoxycarbonyl,
alkoxycarbonylmethyl,
alkylaminocarbonyl,
acylamido,

acyloxy,
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Ar, Het, or pharmaceutically acceptable salts thereof; (0a compound
wherein X5 to X8 and B are as defined in claim 1; MCSLLP A2 R5is as
defined in claim I; and m is |; and pharmaceutically acceptable salts
thereof; (g)a compound wherein X5 to X8 and B are as defined in claim 1;
A2is RS afdynasamassielined ndaimitbiand Rl is C2_6-alkyl which is
unsubstituted or substituted one or more times by F, Cl, Br, I, CN, OH,
alkoxy haily RS DPEEHLRR HB L NEIRTAIGRE SR13, SORIS,
Cm-cycloalliyso iy, IRAZNR 138 dAbdM akietisor combinations thereof,

MCSLLP

sulfo,

0xo0,

sulfonylamino,

cycloalkylamino wherein the cycloalkyl group has 3 to 7 carbon atoms
and is optionally substituted by halogen, alkyl having 1 to 8 carbon atoms,
halogenated alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms,
amino, monoalkylamino wherein the alkyl portion has 1 to 8 carbon atoms,
dialkylamino wherein the alkyl portions each have 1 to 8 carbon atoms, COR'®,
CSR'S, cyano, hydroxyl, nitro, oxo, or thio,

aryl containing 6 to 10 carbon atoms and is optionally substituted by
halogen, alkyl having 1 to 8 carbon atoms, halogenated alkyl having 1 to 8 carbon
atoms, alkoxy having 1 to 4 carbon atoms, amino, monoalkylamino wherein the
alkyl portion has 1 to 8 carbon atoms, dialkylamino wherein the alkyl portions
each have 1 to 8 carbon atoms, COR16, CSRw, cyano, hydroxyl, nitro, oxo, or
thio,

aryl-alkylene group wherein the aryl portion contains 6 to 10 carbon
atoms and the alkylene portion contains 1 to 4 carbon atoms and is unsubstituted
or substituted one or more times by halogen, alkyl having 1 to 8 carbon atoms,
halogenated alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms,
amino, monoalkylamino wherein the alkyl portion has 1 to 8 carbon atoms,
dialkylamino wherein the alkyl portions each have 1 to 8 carbon atoms, COR'S,
CSR'®, cyano, hydroxyl, nitro, oxo, or thio,

aryloxy wherein the aryl portion contains 6 to 10 carbon atoms and is
optionally substituted by halogen, alkyl having 1 to 8 carbon atoms, halogenated
alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms, amino,
monoalkylamino wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino
wherein the alkyl portions each have 1 to 8 carbon atoms, CORM, CSRM, cyano,
hydroxyl, nitro, oxo, or thio,

arylthio wherein the aryl portion contains 6 to 10 carbon atoms and is

optionally substituted by halogen, alkyl having 1 to 8 carbon atoms, halogenated
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MCSLLP C2_6-alkenyl which is unsubstituted or substituted one or more

times by F, Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, MCSLLP
NR13R14, SH, SR13, SOR13, C3_8-cycloalkyl, SO2R13, SO2NR13R14,

Ar, Het, or combinations thereof, C2_6-alkynyl which is unsubstituted or
subsiiityitealvore oo ri eeebiom esobys Falkix BhakitiN| OH,calboxyatraysngniito,4

carbon atgm 14, S y kyl SO R13,
sodN ﬂ‘i@kﬁi H?(‘i‘-ﬁ? "A tﬂé %’ dgan |nat|10r?§é t efrbeoo M- dl?lkam(arpmo
Whl&fhma]mﬂtmmmdrmmbmh&m drte Hicanboe titmes, lﬁ;(]R‘ﬁ;ICBR i, cyano,

CN, O d havmgg 4carbon atoms, NRI3R14, SH, SR13,
SoRIY% T Ceycloalkyl, SO2R13, SO2NR13R14, AT. Het,

or comblnayomuq&oegfwhaiegeme@thm@ NRUBRI4 33617 SRDB) atoms and

SRR SR R SR R S N AR,

NRD13OCSMNREBRIKNRAISBO ORMNR)I@@SI@R IKko@CONRY 3R14, carbon atoms,
OCSNR13R14, Ar. Het, or nd.an e lly acce
Saltsmheremfo zﬂ zl amiho w ertﬂn ' A 1Ky g%{g § th% é{aﬁa Qt

ompound wherein A, are as define
claididkgnaoiidCSdrtiPtlis @kahpbphmmcblhwallytadtepﬂab@m COR

ther@gf{m cyano, hydroxyl, nitro, oxo, or thio,

heterocyclic group, which is fully saturated, partially saturated or fully
unsaturated, having 5 to 10 ring atoms in which at least 1 ring atom isa N, O or S
atom, which is unsubstituted or substituted one or more times by halogen, alkyl
having 1 to 8 carbon atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy
having 1 to 4 carbon atoms, amino, monoalkylamino wherein the alkyl portion
has 1 to 8 carbon atoms, dialkylamino wherein the alkyl portions each have 1 to 8
carbon atoms, CORM, CSRM, cyano, hydroxyl, nitro, oxo, or thio,

heterocyclic-alkyl group, in which the heterocyclic portion is fully
saturated, partially saturated or fully unsaturated, having 5 to 10 ring atoms in
which at least 1 ring atom is a N, O or S atom, and the alkyl portion is an alkylene
group containing 1-4 carbon atoms, wherein said heterocyclic-alkyl group is
unsubstituted or substituted one or more times by halogen, alkyl having 1 to 8
carbon atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4
carbon atoms, amino, monoalkylamino wherein the alkyl portion has 1 to 8
carbon atoms, dialkylamino wherein the alkyl portions each have 1 to 8 carbon
atoms, COR16, CSRIG, cyano, hydroxyl, nitro, oxo, or thio, or

combinations thereof; or
a pharmaceutically acceptable salt thereof.

2. A compound according to claim 1, wherein said compound is of Formula

I and is selected from:
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a compound wherein X5 to X8, and A2 are as defined in claim 1; and is

H2; and pharmaceutically acceptable salts thereof. 4.A compound MCSLLP
according to claim 1, wherein said compound is of formula Ill, and is

selected from: (a) a compound wherein X9 to X12, B and A3 are as

defiGgd in eleompbuaddvids:s; and pharmaceutically acceptable salts

thereof; (b) a compound wherein X to X12, Y and A3 are as defined in

claim 1; and is S or H2, and pharmaceutically acceptable salts thereof;

(c)axtomm POt Bhetein AMESUHPCXBtd,X12, B and Y are as defined in

clairxll;

ST Ei
s \_A

|4
R R ),

~ /R \N/R12

N

N or I

R® O

and R*-R’, R'*, m and o are as defined in claim 1;
and pharmaceutically acceptable salts thereof;

(b) a compound wherein

X! to X4, and B are as defined in claim 1;

A1 is



A3 and R4- R9, R12, m and o are as defined in claim 1; and

pharmaceutically acceptable salts thereof; (d)a compound wherein X9 to

X12, B and Y are as defined in claim 1; A3is 1 Ri 227 Rim and RH are MCSLLP
as defined in claim 1; and mis 1; and pharmaceutically acceptable salts

theretfaan@ (E)eccorapbuuitinklerain X@do X12, B and Y are as defined in
clam I;

mis 1; and
pharmaceutically acceptable salts thereof;
(©) a compound wherein
X! to X4, and B are as defined in claim 1;

A1 is

RIO, R and m are as defined in claim 1; and

Rlis C,¢-alkyl which is unsubstituted or substituted one or more times by F,
Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, NR"’R'*, SH, SR"?,
SORIS, C3-g—cycloalky1, SOzR”, SOZNRBRM, Ar, Het, or combinations
thereof,

Cs.¢-alkenyl which is unsubstituted or substituted one or more times by F,
Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, NRPR™ SH, SR,
SOR", Cy4-cycloalkyl, SO,R?, SO,NRR™, Ar, Het, or combinations
thereof,

Cy-6-alkynyl which is unsubstituted or substituted one or more times by F,
Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, NRPR! 4, SH, SRB,

SOR", C3s-cycloalkyl, SO,R", SO.NRR™, Si(R");, Ar, Het, or
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A3is R10, .-.11 Ic and m are as defined in claim 1; and R3 is C2_6-alkyl
which is unsubstituted or substituted one or more times by F, Cl, Br, I, CN,
OH, alkoxy having 1 to 4 carbon atoms, NR13R14, SH, SR13, SOR13,
C3_8-cycloalkyl, SO2R13, SO2NRI3R14, Ar, Het, or combinations
thereof, C2ofraikeindvhigkois unsubstituted or substituted one or more
times by F, Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms,
NRI3SR14, SH SRI3, SOR13, C34-cycloalkyl, SO2R13, SO2NR13R14, Ar,
Het, or corabinaticinsitheraathG2 ubsabisyinyladhichuisstinsebstituseehore times by
substituted.o r more times by F, Cl, Br, I, CN, OH, alkoxy having, 1t
carbon atoimo NI P ETieE B G 0 AT S, i
SO2NR13BRY, SORY mdshiAtthied, O 228cIMI G, ISOR CoshinRicoRY, Ar, Het,
thereof, C3'8-Cé%oa%%“0h%5 unsubstituted or substituted one or more
times by FOCioBr e f—rl?%koxy haying 1 to 4 carbon atoms,

NR13R14, SH, SR13, SOR13, unsubstituted C3.8-cycloalkyl, SO2R13,
SO2NRI3R14, 18, cogbinatiens theke N, 14, e, 14
at least oni%efllgf ﬁ@?l_laﬁr% @314 gﬁoﬁér tr%%%)ﬁ %EI')-?%S R%?jggé%éw@gz F%@%R ’
SO2NR13RONRRSSOSREAREONBORR 1 HRCENIRI SR, CEROR13,
NRI3BCOR14, 1 BSR4, NR NRIBR 14 GSNRI 14
NR13COOM 4 MRS RSONE (ORBNR LN GRS el SOR

OCONRPR™ OCSNR“R™,

MCSLLP

Ar,
Het, or
R'°0-; and
pharmaceutically acceptable salts thereof;
(d) a compound wherein
X! to X4, and B are as defined in claim 1;

A] is

R® and R’ are as déﬁned in claim 1; and
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Ar, Het, or ; and pharmaceutically acceptable salts thereof 5.A compound

according to claim 1, wherein R13 and R14 are each independently H, Ar,

1-let, C14-alkyl which is unsubstituted or substituted one or more times by MCSLLP
F, Cl, Br, I, CN, OH, alkoxy haying 1 to 4 carbon atoms, monoalkylamino,
dialkylamino, C3_ rcycloalkyl, or combinations thereof; MCSLIP

cycloalkyl having 3 to 10 carbon atoms, which is unsubstituted or

sub@ti’tﬁé&‘b‘ﬁe or more times by halogen, hydroxy, oxo, cyano, alkyl

having 1 to 4 carbon atoms, alkoxy having 1 to 4 carbon atoms, or

0 combinatigns thereof, C36- Ike%}/‘which iS unsubstituted or substituted
PhagRRCEp iR ﬁ?ﬁ%%t?%)‘?is,a&ﬁ F*L'CN, alkoxy having 1 to 4 carbon atoms,

Ar, or combinations thereof, or C3_6-alkynyl which is unsubstituted or

substjtuted one or m(gre times by F, Cl, Br, I, CN, alkoxy having 1 to 4
carbon atéht§ RGP SY%B’iﬁlgtions thereof; and

X' to X*, and B are as defined in claim 1;

A1 1S

R® and R’ are as defined in claim 1; and

R'is  Ch¢-alkyl which is unsubstituted or substituted one or more times by F,
Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, NR13R14, SH, SR13,
SORB, Cs.g-cycloalkyl, SOzR13, SOzNR13R14, Ar, Het, or combinations
thereof,

C,¢-alkenyl which is unsubstituted or substituted one or more times by F,
Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, NR"’R"*, SH, SR",
SOR", Csg-cycloalkyl, SO,R", SO,NR'’R', Ar, Het, or combinations
thereof,

C,6-alkynyl which is unsubstituted or substituted one or more times by F,
Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, NR" RM, SH, SR" ,
SOR", Css-cycloalkyl, SO,R", SO,NRR™, Si(R")s, Ar, Het, or

combinations thereof,
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Hetis a heterocyclic group, which is fully saturated, partially saturated or

fully unsaturated, having 5 to 10 ring atoms in which at least 1 ring atom is MCSLLP
a N, 0 or S atom, which is unsubstituted or substituted one or more times

by alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 8 carbon atoms,

halogen, amino, cyano, hydroxyl, nitro, halogenated alkyl having 1 to 8

carbon atoms, halogen te% Ilkoxy having | to 8 carbon aﬁoms, .
hydroxyalKyt-Hav %%ﬁ‘%’g 4 Q‘dSK%‘g?ﬁ%gﬁﬁﬁ%@%ﬁW A0 grangrg times by
carbon ators;] atke mytoXy bEY g3 jhsvaarkon atesmsorimenas| kyteimio SH,
having 1t glga I?R atoms dialké ino wherei yg] lkyl oﬁi each
have 1 to 8 Rarbito M LAHIKES GRESHINy P Ry b inymethyi et
alkylaminogagb@byhations thereof,
halogen,
CN, NO,, NR”R", SH, SR, SOR", SO,R", SO,NR"”R" NR'*)SO,R',
CONR"R"™, CSNR"R", COOR", NR"*COR™, NR"*CSR™,
NR"CONR"R"™, NR®CSNR"R" NR">COOR", NR"*CSOR!,
OCONRMR"™, OCSNR"R™,
Ar,
Het, or
R'°O-; and
pharmaceutically acceptable salts thereof;,
® a compound wherein
X! to X4, and A; are as defined in claim 1; and
Bis S; and
pharmaceutically acceptable salts thereof; and

(g) a compound wherein

X! to X4, and A, are as defined in claim 1; and
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acylamido, MCSI.LP acyloxy, alkylthio having Ito 8 carbon atoms,
alkylsulphinyl having | to 8 carbon atoms, alkylsulphonyl having 1 to 8
carbon atoms, sulfo, sulfonylamino, cycloalkylamino wherein the
cycloalkyl group has 3 to 7 carbon atoms and is optionally substituted by
halggaHalkiiihaving 1 to 8 carbon atoms, halogenated alkyl having 1 to 8
carbon atoms, alkoxy having 1 to 4 carbon atoms, amino, monoalkylamino
wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino wherein
phathealigit poytivospeatb hikatktend carbon atoms, CORI6, CSRIG, cyano,
hydroxyl, nitro, oxo, or thio, aryl containing 6 to 10 carbon atoms and
is optionally substituted by halogen, alkyl having 1 to 8 carbon atoms,
halggenatedcaliiylonadiagedriing caddsim dtomssraikexid kavipgubdd Aotdobmnla
I a%gms,lami 0, monoalkylamino wherein the alkyl portion has 1 to 8 carbon
’ e Gfi15Hino wherein the alkyl portions each have 1 to 8 carbon
atoms, CORI6, CSRI6, cyano, hydroxyl, nitro, oxo, or thio,
aryl-alkylene roup herein.the aryl portion contains 6 to 10 carbon atoms
d( e alﬁyﬁg%?é’ %&%gvﬁl%eﬁ?ains 1 to 4 carbon atoms and is unsubstituted
or substituted one or more times by halogen, alkyl having 1 to 8 carbon
atorgzg,t(? pgd%gaéeaqeaégyde%via%lc{g rg ??gplgn atoms, alkoxy_having lto4
carbon atoms, amino, monoa ylamino wherein the alkyl portion has 1 to 8
carbon atoms, dialkylamino wherein the alkyl portions each have 1 to 8
carl}?n atolrsns, CORI6, CSR' 6, cyano, hydroxyl, nitro, oxo, or thio,
aryloxy wheérein the aryl portion contains 6 to 10 carbon atoms and is
optionally substituted by halogen, alkyl having 1 to 8 carbon atoms,
halogenated alky!l hav[ing 1 to 8 carbon a]toms, alkoxy having 1 to 4 carbon
atoms, amino, mongakylamino wher)eﬁ: alkyl portion has 1 to 8 carbon

MCSLLP

atoms, dialkylamin ein the alkyll portiops each have 1 to 8 carbon
atoms, CORI6, CSRI6,’gyano, hydro njitrs, 0Xo, or thio, arylthio
wherein the aryl portidh contains 6 to 10 €arbon atoms and is optionally
substituted by haloggz}; alkyl having | to 8 &ar natoms, halogenated MC
SL.LP

\N/R12

or ﬁ

N
e (),

R* , R6, R7, Rlz, m and o are as defined in claim 1;
and pharmaceutically acceptable salts thereof;

(b) a compound wherein

X to XS, and B are as defined in claim 1;

A2 18
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alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms,
amino, monoalkylamino wherein the alkyl portion has 1 to 8 carbon atoms,
dialkylamino wherein the alkyl portions each have 1 to 8 carbon atoms,
CORI6, CSRIG, cyano, hydroxyl, nitro, oxo, or thio, cycloalkyloxy
wherein the cycloalkyl group has 3 to 7 carbon atoms and is optionally
substituted by halogen, alkyl having 1 to,8 carbon atoms, halogenated
alkyl having 1 to 8 carbon atoms,\e}\ljcdiy having 1 to 4 carbon atoms,
amino, monoalkylamino wherein the alkyl portion has 1 to 8 carbon atoms,
dialkylamino wherein the alkyl portisns each have 1 to 8 carbon atoms,
CORI, CSRI6, cyano, hydroxyl, hif(g, @xo, or thio, heterocyclic group,
which is fully saturated, partiallyQaturated or fully unsaturated, having 5 to
10 ring atoms in which at least 1 rifg atom is a N, 0 or S atom, which is
unsubstituted or substituted one orgtfore times by halogen, alkyl having 1
to 8 carbon atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy
having 1 to 4 carbon atoms, amino, monoalkylamino wherein the alkyl

portﬁm Q?dsfgntgrg gsaggﬁg e%tg)ﬂﬁaﬁj]a{k%@nino wherein the alkyl portions
have 1

eac to 8 carbon atoms, COR16, CSR16, cyano, hydroxyl, nitro,
0Xo0, or thio, heterocyclic-alkyl group, in which the heterocyclic portion
is fully: saturated, partially saturated or fully unsaturated, having 5 to 10
ring atoms in which at least 1 ring atom is a N, 0 or S atom, and the alkyl
portion is an alkylene group containing 1-4 carbon atoms, wherein said
het%ﬁ?gﬁgﬁﬂ&ﬂtﬂfﬁWJ&%@MP@Q&HE%&E&PbStitUted one or more times
by halogen, alkyl having 1 t0 8 carbon atoms, halogenated alkyl having 1
to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms, amino,
moqgflkylgry&%g(ﬂggjﬁe%%alkyl portion has 1 to 8 carbon atoms,
dialkylamino wherein the alkyl portions each have 1 to 8 carbon atoms,
CORI6, CSRI6, cyano, hydroxyl, nitro, oxo, or thio, or combinations thereof
6.A g@@g@ygﬁ@gg&%gg%g@ 5 gmﬁ{qip Het is a heterocyclic group,
which is fully saturated, partially saturated or fully unsaturated, having 5 to
10 ring atoms in which at least 1 ring atom is a N, 0 or S atom, which is
unsggstituggd or substituted one or more times by alkyl having 1 to 8
carbon atoms, MOSLLP alkoxy having 1 to 8 carbon atoms, halogen,
amino, cyano, hydroxyl,

MCSLLP

/RH
SN

O
N .
Lo
RIO, R!'" and m are as defined in claim 1; and
R?is Cy.¢-alkyl which is unsubstituted or substituted one or more times by F,
Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, NR"*R'*, SH, SR,
SORB, Cs.g-cycloalkyl, SO,R", SOzNRBRM, Ar, Het, or combinations

thereof,
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nitro, halogenated alkyl having 1 to 8 carbon atoms, halogenated alkoxy
having 1 to 8 carbon atoms, hydroxyalkyl having 1 to 8 carbon atoms,
hydroxyalkoxy having 2 to 8 carbon atoms, alkenyloxy having 3 to 8
carbon atoms, monoalkylamino having 1 to 8 carbon atoms, dialkylamino
wherein thep&@kmiwmcﬁachxﬁauetﬁutemwb@ﬁtatamﬁwc@rbmy times by F,

alkoxycarb I acyl midp, acyloxy, alkylthie havj

toScarboré)g% éﬁyﬁfﬁ%ﬂﬁ f8§%‘5 a Q(WQQR S §R13

alkylsulp h(S?M{Haﬂglg@&b&ﬁﬂﬁ@@zm]éﬂm@m&lgﬁlﬁQﬂwﬁm iOgombinations
thereof,

MCSLLP

C,6-alkynyl which is unsubstituted or substituted one or more times by F,
Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, NR' 3RM, SH, SRB,
SOR", Cs.g-cycloalkyl, SO,R", SOzNRISRM, Si(RlS)g, Ar, Het, or

combinations thereof,
Csg-cycloalkyl which is unsubstituted or substituted one or more times by
F, Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, NRPRM SH,
SR13, SORB, unsubstituted C;_g-cycloalkyl, SOzR“’, SOQNR13R14, Ar, Het,
or combinations thereof,
CN, NO,, NR"”R"™, SH, SR", SOR", SO,R"?, SO,NR"R' NR"’SO,R",
CONR"R™, CSNR’R"™ COOR" NR"COR'" NR"CSR",
NRPCONRPR, NRPCSNR"R™, NR"*COOR'", NR"*CSOR",
OCONR"R"™, OCSNR"R",
Ar,
Het, or
R16O—; and
pharmaceutically acceptable salts thereof;
(d) a compound wherein

X to X® and B are as defined in claim 1;

Az 18
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cycloalkylamino wherein the cycloalkyl group has 3 to 7 carbon atoms and
is optionally substituted by halogen, alkyl having 1 to 8 carbon atoms,
halogenated alkyl having Ito 8 carbon atoms, alkoxy having 1 to 4 carbon MCSLLP
atoms, amino, monoalkylamino wherein the alkyl portion has 1 to 8 carbon
atoms, dialkylamino wherein the alkyl portions each have 1 to 8 carbon
atoms, CORI6, CSRI6, cyano, hydroxyl, nitro, oxo, or thio, aryl
containing 6 to 10 carbon atoms-and.i& optionally substituted by halogen,
alkyl having 1 to 8 carbon atoms, halogenated alkyl having 1 to 8 carbon
atoms, alkoxy having 1 to 4 carboplatoms, amino, monoalkylamino
wherein the alkyl portion has 1 {88 cafbon atoms, dialkylamino wherein
the alkyl portions MCSLLP each Halg 1 to 8 carbon atoms, COR16,
CSR16, cyano, hydroxyl, nitro, oxd\or thio, aryl-alkylene group
wherein the aryl portion contains 66 10 carbon atoms and the alkylene
portion contains 1 to 4 carbon atoms and is’unsubstituted or substituted
one or more times by halogen, alkyl having 1 to 8 carbon atoms,
halqg,eg]naﬁg g}léygsh(%\ﬁgg fi11 1%% lgi%aﬁb%g dato‘ms, alkoxy_haying 1to 4 carbon
atoms, amino, monoalkylamino whérein the alkyl portion has 1 to 8 carbon
atoms, dialkylamino wherein the alkyl portions each have 1 to 8 C carbon
atoms S (())5 . CSR16, cyano, hydroxyl, nitro, oxo, or thio, aryloxy
wherein the atyl portion contains 6 to 10 carbon atoms and is optionally
substituted by halogen, alkyl having 1 to 8 carbon atoms, halogenated
alkyl having | to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms,
ami%Icl)c,ﬁﬁ%nogﬁgﬁgﬁgpﬁoa\?v%e&%ﬁl]etﬁ%?& yr%%l?tion has 1 to 8 carbon atoms,
dialkylamino wherein the alkyl portions each have 1 to 8 carbon atoms,
COIE&e ng%gm%)%%%wgr%yl, nitro, oxo, or thio, arylthio wherein the
aryl'portion contains 6 to 10 carbon atoms and is optionally substituted by
halogen, alkyl having 1 to 8 carbon atoms, halogenated alkyl having 1 to 8
C a%mg?l&gféyl#]%\éigg 104 q%r%gpma{?ms, amino,. monoalkylamino ‘
wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino wherein
the alkyl portions each have 1 to 8 carbon atoms, COR16, CSR16, cyano,
hydrpxyl, niro, oxo, or thio, cycloalkyloxy wherein the cycloalkyl group
has 3'to 7 carbon atoms and is optionally substituted by halogen, alkyl
having 1 to 8 carbon atoms, halogenated alkyl having 1 to 8 carbon
atoms, alkoxy having 1 to 4 carbon atoms, amino, monoalkylamino
wherein the alkyl portion has 1 to\‘}\pe?r%on atoms, dialkylamino wherein
the alkyl portions each have 1 to 8 carbon atoms, COR16, CSR16, cyano,
hydroxyl, nitro, oxo, or thio, h yclic group, which is fully saturated,
partially saturated or fully unsat d,| having 5 to 10 ring atoms in which
at least 1 ring atom is a N, 0 or S&taed, which is unsubstituted or
substituted one or more times by hdlogen, alkyl having 1 to 8 carbon
atoms, halogenated alkyl having 1R5 8 carbon atoms, alkoxy having 1 to 4
carbon atoms, amino, monoalkylamino wherein the alkyl portion has 1 to 8
carbon atoms, dialkylamino wherein the alkyl portions each have 1 to 8
MCRELR £ a0mS. & Pt dSREGiRYRNhydroxyl, nitro, oxo, or thio, or
combinations thereof. 7.A compound according to any one of claims 1 to
6, wherein R1, R2, and le are in each case H, alkyl, halogenated alkyl,
OR18.ihalegemikyi AhldRtsSAemRRUNE- 3060HHIRG Onel8ih SreVhREEKY T,

Het is in each case substituted _ 30 14 13
Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, NR'"R™", SH, SR,

SOR", Csz-cycloalkyl, SO,R", SO,NR®R', Ar, Het, or combinations
thereof,
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or unsubstituted thienyl, substituted or unsubstituted furyl, substituted or
unsubstituted pyrazolyl, substituted or unsubstituted thiazolyl, substituted =~ MCSLLF
or unsubstituted dihydropyranyl, substituted or unsubstituted oxazolyl,

substituted or unsubstituted triazolyl, substituted or unsubstituted

imidazolyl,coy sskshijuies; e Wnsi4abtiied isoxazalyltd AspRABEimes by F,
according to claim 7, wherein Het is each case 2-§)hien¥l, 3- thie

I
2~ (2 methyhHiny XAl BRI 3-8k saiypn aoms, NR TR, SH, SR,
(triﬂuoromS@ﬂﬁb%XHﬁ&l@ﬁMy@ﬁ@ﬂR&%W@iWﬁ, Ar, Het, or combinations
(3,6-dihydro-2H-pyran-4-y1), (1- benzy1-1H-1,2,3-triazol-4-y1),
2-oxo-3-pr§5\§ﬁ idazolidin-1-y1), dimethylisoxazolyl, 1-
benzyl-1H-pyrazol-4-yl, 2-furyl, 3-furyl, or 2-(5-methyl)firy1). 10.A
compound accoyding, to.any one of claims 1 to 9, wherein (a) when said
compoundG&-GRHOMRAY ORI ge S8t CREOT MR P
said compaineris,af forol]alitoXpiev are in eabbcasen s NRFPER2SENER ",
(c) when said compound is qf fonnula;ill, X9 & are.inseach case CH
or CR3. 11§ %o%%?@gwthlﬁgﬁg a’r@oo%\gio%la%@l & %ﬁzc\%ﬁtel%in
(@) when sadehbampeunddseof, foiii ula |, Xl is CH; (b) when said compound
is of formula Il, X5 is CH; and (c) when said compound is of formula Ill, X9

is CH. 12.A compound according to any one of claims Ito 10, wherein (a)
when said Coppalsukig of fatirskenkuk4tiiat€Hop s ibtinflE)whe psaicke times by

compound.is f%r u&a@w is,CH or CR2; and (e).when sai Qu

is of formu#a f?},’ i’?’is or é&%’;‘y&@/&%}m% ga}bon atoms’dﬁgw ’ Eﬁ’
SR, SOR", unsubstituted C;.s-cycloalkyl, SO,R", SO,NR”R™, Ar, Het,
or combinations thereof,
halogen,
CN, NO,, NR”R™ SH, SR, SOR"?, SO,R"?, SO,NRPR™ NR’SO,R™,
CONR"R™ CSNR"R™ COOR", NRPCOR", NRPBCSR™,
NRPCONRPRM NRBCSNRERM™, NRPCOORM, NRPCSORY,
OCONR"MR" OCSNR"R™,
Ar,
Het, or
R'%0-; and

pharmaceutically acceptable salts thereof;

6 a compound wherein

X’ to X® and B are as defined in claim 1;
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wherein RI, R2, and R3 are in each case alkyl, halogenated alkyl, alkoxy,
halogenated alkoxy, or halogen. 13.A compound according to any one of!CSLLP
claims 1 to 10, (a) when said compound is of formula I, X2 and X3 are in
each case CH or CR1,; (b) when said compound is of formula 11, X6 and
X7 are in each case CH or CRi; and (c) when said compound is of
formula 111, X1 and XlI are in each case CH or CR1; wherein R1, R2, and
R3 in &4ch case alkyl, halogenated alkyl, alkoxy, halogenated alkoxy,
halogen, cyano, alkynyl, cycloalkyl, cycloalkyloxy, cycloalkylalkoxy, Ar or
Het. 14.A compound according to any one of claims Ito 13, wherein R7,
R9 R", and R12 are in each case H ar alkyl. 15.A compound according to
any one of claims 1 to 14, wherein R4, R5, R6, R8, and R1 are in each
case H, alkyl, cycloalkylalkyl or Arg(?m 16.A compound according to any
one of claims 1 to 13, wherein said.compound is of formula 1 and Ai is
8-methyl-8-azabicyc|o[3.2.1]octan-3-'§mino (endo and/or exo),
octahydropyn-olo[1,2-a]pyrazinyl, R®
3-inethy1-3,8-diazabicyclo[3.2.1]octan-8- amino,
8-methyl-3,8-diazabicyclo[3.2.1]oct-3-yl,
9-methyl:9asaRieYslal3ms-Liggan-3- amino (endo and/or exo),
2-methyl-2-azabicyclo[2.2.2]octan-5-amino, (rd | 6R,8aS)-
octahydroindolizin-6-amino, (rd | 6S,8aS)-octahydroindolizin-6-amino, 2-
azapjcyglo[2.2.1]heptan-5-amino, or 8-azabicyclo[3.2.1]octan-3-amino.
17.A compound according to any one of claims 1 to 13, wherein said
compound is of formula Il and A2 is
8-methyndrazrbitxain]3 e djesanweminedgndo and/or exo). 18.A
compound according to any one of claims 1 to 13, wherein said compound
is of foimula 11l and A; is 8-methy1-8-azabicyclo[3.2.1]octan-3-amino
(endg, and/og sxpdufdnaitydis,8-diazabicyclo[3.2.1]octan-3-amino,
2-methy-2- azabicyclo[2.2.2]octan-5-amino, or
9-methy1-9-azabicyclo[3.3.1]Jnonan-3-amino(endo and/or exo).

X’ to X® and B are as defined in claim 1;

A2 18

R® and m are as defined in claim 1; and

R'is C,6-alkyl which is unsubstituted or substituted one or more times by F,
Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, NRBRM, SH, SR ,
SOR”, Cs.g-cycloalkyl, SOZR13, 'SOZNR13 RM, Ar, Het, or combinations
thereof,
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19. A compound according to any one of claims Ito 13, wherein said
compound is of foonula I, At is 8-azabicyclo[3.2.1]octan-3-amino,
8-methyl-8-azabicyclo[3.2.1]octan-3- amino (endo and/or exo),
9-azabicyclo[3.3.1Monan-3-amino, or 9-methy1-9-
azabiCydC@_-g?!allhléﬁ?l-%’vﬁilEﬂH@ &ﬁﬁﬂﬁ;ﬁﬁf&l@ béeuﬂ)stad%@ 088 @é moRItismeFy F,
CHS30, CF30, cyclopropyl, cyano, ethynyl which is substituted o 13
unsubstitutddBptle ﬁ%@lk%@ﬁ%d & Girethstitieny: m}rﬁ%ﬁi%sSR ’
substituteg orUhsUbstiiiedikiniesyl Whisoissibrttutad 0eUpSEhiEtidigdNS
bithienyl which is substituted or unsubstituted, pyrazolyl which is
substitute&h(‘if‘iﬁ’f’substituted, thiazolyl which is substituted or

unsubstituted, imidazoly1 which is substituted or unsubstituted, pyrrolidinyl
which is substityted or ynsubstituted, morpholinyl which is substituted or
unsubstitutedt; S TR TR R RGBT s b F
20. A compouBy RCUNAIRY Kkary Rnengf Claimsatbienkdom)etiNBsdidsH, SR,
compound, s ofsformula | Ai is.2-373bicyclak?. 2. 11heptan-5-amino,
ety S pe, ARSI R S 5 A7 el G
2-azabicydefbihafeetatr&amino, or

2-methyl1-2-azabicyclo[2.2.2]octan-5- amino, and B is O. 21. A

compound according to any one of claims 1 to 13, wherein said compound

is of formula - Akis di8Adidrabicyniunl3uitattandbainited,one or more times by
3-methy1-3,8-diazapicycl 2.1loctan-8- amino,or 1305 14
8-methy|-§, 8%£a%]éiabﬁc@§0§% .iffg)oéiﬁi\]- 33%1?%@; %ﬁ%ﬂéﬂllsa(so.ms’ 155 > SH,
compounds®EosdRG’ tamsupanetel Clairmsclodlon 65 odrerefOsail "R, Ar, Het,
compound is of formula | gnd is.selected from: (a) a compound wherein

Xl, X2, an&r)@%lrén&ﬁiﬂ%s(il%‘??igl, and B is 0, (b) a compound wherein XI,
X2, and X4 are CH, X3 is CRI, and B is 0, and (c) a compound wherein XI,
X3, and XZ}Ll a}reeCH, X2is CR1, and B is 0. 23.A compound according to

claim 22, WhAergin' R1 is alkyl, halogenated alkyl, alkoxy, halogenated
alkoxy, or halogen.

CN, NO,, NR"®R™, SH, SR", SOR'?, SO,R", SO,NR"R™ NR”SO,R",
CONR"R", CSNR"”R™, COOR"?, NR"*COR" NR"CSR",
NRPCONRPRM™ NRPCSNRPRM NR"¥COOR™, NR*CSOR™,
OCONR"R™, OCSNRR",

MCSLLP

Ar,

Het, or

R'%0O-; and
and pharmaceutically acceptable salts thereof;
(h) a compound wherein

X’ to X®, and A, are as defined in claim 1; and
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24.A-compound according to any one of claims 1, 5 or 6, wherein said
compound is of formula Il and is selected from: (a) a compound wherein
X5, X6, and X7 are CH, X8 is CR2, and B is 0, (b) a compound wherein MCSLLP
X5, X6, and X8 are CH, X7 is CR2, and B is 0, and (c) a compound
wherein X5, X7, and X8 are CH, X6 is CR2, and B is 0. 25.A compound
according to claim 24, wherein R2 is alkyl. halogenated alkyl, alkoxy,
halcﬁg@%téﬁdalkoxy, halogen, Ar, or Het. 26.A compound according to any
one of claims 1, 5 or 6, wherein said compound is of fonnula Ill and is
selected from: (a) a compound wherein X9, X19, and Xil are CH, X12 is
phapaseulicaliyiacseRible eSS niRstein X9, X16, and X i2 are CH, Xn is
CR3, and B is 0, and (c) a compound wherein X9, X11, and X12 are CH,
X1is CR3, and B istﬁ. 7.A compound according to claim 26, wherein R3
is aﬁf%/l, haldyEHAtEY a3 @fkoxy, halogenated alkoxy, or halogen. 28.A
compound according to any one of claims Ito 27, wherein alkyl in each

case is hyl, ethyl, pro% isopropyl, butyl, sec-butyl, or tert-butyl. 29.A
0 2t R8s B IBFE% %"1%528, wherein alkoxy in
B is H,; and

pharmaceutically acceptable salts thereof.

4. A compound according to claim 1, wherein said compound is of formula

III, and is selected from:

(a) a compound wherein

X’ to Xlz, B and Aj are as defined in claim 1; and

Y is S;

and pharmaceutically acceptable salts thereof;

(b) a compound wherein

X’ to Xlz, Y and Aj are as defined in claim 1; and

B is S or Hy;

and pharmaceutically acceptable salts thereof;

(c) a compound wherein
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each case is methoxy, ethoxy, propoxy, isopropoxy, isobutoxy, and

sec-butoxy. 30.A compound according to any one of claims 1 to 29,

wherein cycloalkyl in each case is cyclopropyl, cyclobutyl, cyclopentyl, or
cyclohexyl. 31.A compound according to any one of claims 1 to 30, MCSLLP
wherein Ar is in each case phenyl, naphthyl or biphenyl, which is

unsubstituted or substituted one or more MCSLLP times by halogen,

alkyK Hod¥oxyB anbXyarsigodehiagsias&dmdy, ethylenedioxy, amino,

alkylamino, dialkylamino, hydroxyalkyl, hydroxyalkoxy, carboxy, cyano,

acyl, alkoxycarbonyl, alkylthio, alkylsulphinyl, alkylsulphonyl, phenoxy, or

acylféXy. 325A compound according to claim 1, wherein said compound is

selected from: (8-Methyl-8-azabicyclo [3 .2.1]Jnon-3-y1)-6-(2-thieny1)-
/H-indazole-3-carboxamide,
3-(Hexahydropyrrolo[1,2-a]pyr zin-2(1H)-yIcarPonyl)4H-indazole,
3-[(3-Methy1-3MR-diazabicyclof3.2.1]oct-8-yl)carbonylk/H-indazole,
3-[(8-Methyl %8 zabicy 2yl]oct-3-yI)carbgnylk/H-indazole,
3-[(8-Methy1-3,8-diazabicy 12.1]oct-3-yl)carbany1]-5-(trifluoromethoxy
)-/Hindazole, 5N1-Benzyl- / azol-4-y1)-N-

.3.1]non-3-yl)-&4-indazo| e-3- lcarboxamide, 5-(&,3'- iyﬂ
en-5-y1)-N-(9-methy1-9-azabf3yclo [3.3 .1]non-3-y1)- /A-indazole-3-
carboxamide, 7 9 12
5-(2-Furyl)-Nw@zrﬁethyl-S-w&clo[B.z.1]06[-\3w1)t3/H-indazole-3-carb
oxamide,

5-(3,5-Dimethyfisgxazol-4-y 8-methyl-8-az

-methy1-9-azabicyclo [3

indazole-3- amide, 5{(8-Fury1)-N-(8-methyl-8-azabicyclo [3 .2.1
Joct-3-y1)- /H<indazole-3-ca ide, N
5-(3-Furyl)-N-f}é-methyl-g-azaﬁ{cyclo[s.3.Q]non-3- )-/mindazole-S-carbo
xamicle, R® R (o

5-(4-Fluoropheny1)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-/H-indazole-
3- carboxamide, 5-Cyano-N-(8-m ethyl-8-azabicyclo [3 .2.1] oct-3-y1)-
[Thindazale:3-caroxamide . L1
5-Et?1ny($1{}|-@8%&%&@5’2%&8@0 0 geél ﬁocé?-lélzyll’)-/H-indazole-3-carboxa
mide,

S-MethopaIeEmenny 2 iaqeRiguelpligitloct -y carbony PHindaz
5-Methoxy-/V-(8-methy1-8-azabicycl0o[3.2.1]oct-3-yl)-/H-indazole-3-carbo

xamyjde .

; d wh
5-I\rjl‘ké&ti%oxy?l\f?(lgpr%lélt]hﬂ-gfglznabicyc10[3.3.1]non-3-y1)-/H-indazole-3-carb
oxamide,

5-M X Nﬁ%gﬂflalfé%-srﬁ%ﬁ}ye]d-%%@l;ﬂcyclow.2.1]oct-3-y1)-1H-indazo
1 ( e, ’

e-o- carpoxami
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6-(2-Fury1)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-ye-/H-indazole-3-carbox

am.ide, 6-(3-Furyl)-N-(8-_methyl-8-azabicycIoP .2.1] oct-3 -y1)- MCSLLP
/H-indazole-3-carboxamide, 6-(4-Fluoropheny1)-N-(8-m

ethyl-8-azabicyclo [3.2 .1]oct-3-y1)- /1/-indazole-3- MC Silt

carlpoXamide. are as defined in claim 1; and
6-Cyano-N-(8-methy1-8-azabicyc10[3.2.1loct-3-y1)-/H-indazole-3-carboxa

mide, 6-Cyclopropyl-N-(8-methy1-8-azabicyclo [3
.2.1J9¢¢-8-y1)-1,2-benzisothiazole-3- carboxamide,
6-Ethoxy-N-(8-methyl-8-azabicyclo [3.2.1] oct-3-y1)-1,2-benzisothi
azole-3-carboxamide, 6-Methoxy-3 -[(8-m ethy1-3,8-diazabi cyclo [3.2.1]
- oCt-ghy Prath it diR-Renpiesibisaelehereof; and
6-Methoxy-3-[(8-methy1-3,8-diazabicycloP.2.1loct-3-yl)carbonylPH-indaz

ole, .
6-MethoxyaNoZphgthythéragabicyclo[2.2.2]oct-5-y1)-1,2-benzisothiazole-

3- carboxamide, 6-Methoxy-N-(8-methyl-8-azabicyclo [3.2.1]
oct-3-y1)-1,2-benzisothiazole-3- carboxamide,
6-Mgthexy'N#9nmaethyt-2 azahiqyala @1t ]non-3

-y1)-1,2-benzisothiazole-3- carboxamide,
6-Methoxy-N-(9-methy1-9-azabicyclo[3.3.1]non-3-y1)-/H-indazole-3-carbo

xanlde, s
6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-/H-indazole-3-c
arboxamide, 7-Methoxy-N-(8-methy1-8-azab icyclo [3
.2.1]oct-3-y1)-1,2-benzisothiazole-3- cgrioxamide,
7-Methoxy-N-(9-methy|-9-azabicy?r¢ﬂ3’.3.1]non-3-y1)-/H-indazole-3-carbox

amide,
8-Methyl-N-{[5-(3-thieny1)-/H-inda
n-3-amine,

yllmethy1}-8-azabicyclo[3.2.1]octa

.2.1]hept-5-y1)-/H-indazole-3-carb
oxamide, Lo -
N-(2-Ethyl-2-azabicyclo[2.2.1]hept-8%1)-/H-indazolc-3-carboxamide,
N-(2-Methyl-2-azabicyclo [2.2.1]hept-5-y1)-/H-indazole-3-carboxami de,
N-(8-Methyl-8-azabicyclo [3.2.1] oct-3-y1)-1,2-benzisothiazole-3
-carBSx&hidag N (BeMetivfliBhimabiayelb [§id
.2.1]oct-3-y1)-5-(1,3-thiazol-2-y1)-/H-indazole-3- carboxamide,
N-(8-Methy1-8-azabicyclo [3.2.1]oct-3-y1)-5-(1-m ethyl-

IH-iRidaiz oG 26yl K/ Hwihigh e lenSubstirisos amidbstitu(gdMathy 18 cag dimicy iy F,
[3.2.1] oct-3-y)-5-(2-thi -[H- -3 zcar ide, \p 135 14 13
N-(8-Meth)gﬁS%)igb@c%ﬁggyf%g%%%ﬁ)ﬁig-%%iﬁge%%@%s%%’et Royay o SR
/1-indazo|eS®Ré3ar6@xmlj@,lkyl, SOzR] y SOQNRBRM, Ar, Het, or combinations
N-(8-Meth¥k68ré%%abicyclo[3.2.1]oct-3-y1)-5-(3-thienyl)-/H-indazole-3-carb
othioamide, ’
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(3-thieny1)-/H-indazole-3-carb

oxamide, %2(8—'&{&%9?/1]\?&/%1 q/p M%Bsﬁ?‘?ﬂeli] &Cstﬁ%stituted one or more times by F,
-y1)-5-(5-metﬁy1-2- hieny1)-/H-indazole-3- MOSLLP
CL Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, NR" RM, SH, SR ,
SOR", C;.g-cycloalkyl, SO,R", SO,NRR™, Ar, Het, or combinations

thereof,

C,.6-alkynyl which is unsubstituted or substituted one or more times by F,
Cl, Br, I, CN, OH, alkoxy having 1 to 4 carbon atoms, NRY¥RM, SH, SR,

SOR", Cys-cycloalkyl, SO.R", SO,NR¥R™, Si(R");, Ar, Het, or
228



azabicyclo [3 .2.1]oct-3-y1)-5-(morpholtn-4-y1)-/H-indazole-3- azabicyclo

[3 .2.1]oct-3-y1)-5-(pyrrolidin-1-y1)-/H-indazole-3 - azabicyclo [3
.2.1]oct-3-y1)-5-(thiomorpholin-4-y1)-/H-indazole-3- ' MCSLLP
azabicyclo[3.2.1]oct-3-y1)-5-(trifluoromethoxy)-1H-indazole-3-

azabicyclof3RpHiaatas ¥dreol 3-trifluoromethyl)pheny1]-/H-indazole-3-
azabicyclo[3.2.1]oct-3-y1)-5-[(4-trifluoromethyl)phenyl]-/H-indazole-3-
azabicyclor3 .2.11 oct-3-y1)-5- {5[3-(trifluoromethyl)pheny1]-2-thieny1}-

carboxamigdecycloalkyl which is unsubstituted or substituted one or more times by
azabicyclo[3.2.1]oct-3-y1)-6-(1,3-thiazol-2-y1)-/Thindazole-3- azagicyclo
[3.2.1] oct3 §h Bl She il alkpahaving -y 19-Arakei siens: MBaticyd
[3.2.1] oct-SR/L)go-vimaibisiathy e oahindazolr’3-SO,NR "R, Ar, Het,
azabicyclo[3.2.1]oct-3-y1)-6-(3-thieny1)-/H-indazole-3-carboxamide,
azabicycloY3FP!, 1905 thge: methy1-2-thieny1)-/H-indazole-3-
azabicyclo [3.2.1]oct-3-y1)-6-(trifluoromethoxy)-/H-indazole-3- azabicyclo
[3.2.1 ]Joct-3-y1)-6;[(3-Arifluoromethypph enylk/H-indazgle-3- azabicyclo
[3.2.1]oct-é1$/1- [( -trm&r&m&h&ﬂ?ﬂ%}ﬁﬂf%-iﬁﬁé%lé%@ﬁﬂ%%ﬁ%%L
2.1]oct-3-gRL7 foftiromattiozy), id- mdaxmé'So, a7 kicy ' 1] ,
éirlggggrgiﬁ’glf\lﬁﬁ%{ﬁ, BB I EL AR E MR P r .
N-(9-MethyirRGagalityeio[8iR Afmors Yy NS (SORINYOCONRIAR G 1-2-y1)-
/H-indazolgéé%lr{bgﬁtunide,

Ar,

Het, or

R160—; and
pharmaceutically acceptable salts thereof.

5. A compound according to claim 1, wherein

R" and R'* are each independently
H,
Ar,
Het,
Cj.4-alkyl which is unsubstituted or substituted one or more times by F, Cl, Br, I,

CN, OH, alkoxy having 1 to 4 carbon atoms, monoalkylamino, dialkylamino, Cj.

g-cycloalkyl, or combinations thereof,
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N-(9-Methy1-9-azabicyclo[3.3.1]non-3-y1)-5-(2-tr methy s
lyethyny1)-/H-indazole-3- carboxamide N-(9-M ethy1-9-azabicyclo [3 .3 .1
Jnon-3-y1)-5-(3 -thieny1)- /H-indazole-3-carboxamide, MCSLLP
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(4-methyl-2-thieny1)-/H-indaz
ole-3- carboxamide, N-(9-Methyl-9-azab

cyclo[3.3.1]non-3-y1 -5-émorphoIin-4-y1)-/H_-indazole-3-_carboxamide,
N-(Q&rei@ﬂ%wlgha*z%é/ﬂ (Bearbyworonnya highysromethstiatydqn s Bded-one
carlexasRidenes by halogen, hydroxy, oxo, cyano, alkyl having 1 to 4 carbon atoms,
N-(9-Methyl-9-azabicyc 0[8.3.11non-3-y1)-5_—(th_iomorpholin-4-y1)-/H-indaz
oIe-@k%Yﬂv&Yélﬁgi&é? 4 carbon atoms, or combinations thereof,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(trifluoromethoxy)-/H-indazole-

3- carboxamide, ) ) )

N-(§methirngl aphishircroraist s oty hsimtes ahe 25 0te fupmesiRn &z Sib-Br
3- CQ@NX%[B&Q@& having 1 to 4 carbon atoms, Ar, or combinations thereof, or
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-6-(2-thienye-/H-indazole-3-carb
oxamide,

N-(€&=Methyind-azadt Gy eid3s3t e o3 ybsBridaatbyi BoRienyd) tiirnda Br,

zole-3- carboxamide, o
N-(&xbI8- FAESHY 28 idg A ssten fiems: - 6L e reHRRh B 59 F ARdaz
ole-3- carboxamide,
N-[(,re/-6R,8aS)-Octahydroindoljzin-6-y11—/H-indazole-3-carboxamide
Hetng 1oR 081989} Bt ERYBr STREBIIE Y A RFh oo b cataiehan iy
6-MathaxyaNd andar8-methy B zabie)ial0f8ich boekd-y hink, 2xgnzisdth@or S
zole-3- car%ioxamide, 7-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2
1]y 1Y D Betsiditiurg el s R BERA T more times by
6-Methoxyahit(Bhanetiayil+8-Bzabisyalelds?. 1]oct-3-y1)-/H-indazole-3-carbox
amide, )
6-Methoxy RsBeBRE it B APBiRAaRS3. 2. 1]oct-3-y1)-/H-indazole-3-ca
rboxamidehalogen,
6-Methoxy-N<$l9-methyl-9-azabicyclo[3.3.1]non-3-y1)-/H-indazole-3-carbox
amide, M0
N-(8-Methyly8nazabicyclo[3.2.1]oct-3-y1)-5-(2-trimethylsilylethyn-1-y1)-/H-i
ndazole-3- MCSLLP carboxamide,
N-(9-Meth)l?i’- %4Zabicyclo[3.3.1)non-3-y1)-5-(24rimethylsilylethyn-1-y1)-/H
-indazole-3ritgarboxamide,

halogenated alkyl having 1 to 8 carbon atoms,
halogenated alkoxy having 1 to 8 carbon atoms,
hydroxyalkyl having 1 to 8 carbon atoms,
hydroxyalkoxy having 2 to 8 carbon atoms,
alkenyloxy having 3 to 8 carbon atoms,
monoalkylamino having 1 to 8 carbon atoms,
dialkylamino wherein the alkyl portions each have 1 to 8 carbon atoms,
carboxy,

alkoxycarbonyl,

alkoxycarbonylmethyl,

alkylaminocarbonyl,

acylamido,
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5-Methoxy-N-methyl-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-/H-ind

azole-3- carboxamide, MCSLLP
N-(8-Methy1-8-azabicyclo[3.2.1]oct-3-y1)-6-(2-trimethylsilylethyn-I-y1)-/H-i
ndazole-3- carboxamide,
N-(JH-IndagQlu3y/methyl)-N,8-dimethyl-8-azabicyclo[3.2.1]octan-3-amine,
5-Fluoro-N-(8-methy1-8-azabicyclo[3.2.1]oct-3-y1)-1H-indazole-3-carboxa

mide, alkylthio having 1 to 8 carbon atoms,

3-(HexahyghigpymplablPralpysazio-@ Chibbileameny1)-6-methoxy-/H-indaz

ole, 2-0OH-Indazol-3-ylcarbonyHoctahydro-2H-pyrido[1,2-a]pyrazine,
N-(8-Methg KBSBiEy LR S 281 SR EF3PRB Aoy 1thio)-/H-indazole-3-ca
rboxa de, sulfo,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-0xazol-2-y1)-/H-indazole-3

- carboxanitjfpnylamino,

N-(exo-8-MethylrSiazahicyalatdn’iid estc@ik)Botdud-Bxa2ab 2-¥dnbod-Hstas
zole-3- carboxamide, . v ,

N-(ERAJSERAEHI DR By 29568 i 28 (sl d9 L BB Y3 9Minda
zolerBogafb@gamigehaving 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms,

N-(8-Methy1-8-azabhicyclo[3,2.1]oct-3-y1)-5-nitro-/H-indazole-3-carboxami
d e( arrl\x/lmo, )I/nonoaﬁ(ytfarXino [Where]m ’&xe a)ﬁ]('y)fl port{on tlas T'to éjcar on atoms,

N- (b Srazabieyale]3 Bdinantiyd yhinitiodd-indazoleB 2o EDR
de, . )
5-Mg%liy%fl&g)@i‘?f%)ﬂ{g?a%&&ctllgfé.2. 1]oct-3-y1)-/H-indazole-3-car

boxamid'e,aryl containing 6 to 10 carbon atoms and is optionally substituted by
D A B e X e o 2R AR 2HR8 0 Shron
5-(Shshytiex? Hapittan-&b ywlgalbd R -aretky kdriasabioy 60k 13 ino nAZesei)-the
H-indazole3-carpoxamide, ) . : .
(SO BT L E o n S-Sl mins.bareiy e Ak st

3- ceatiokamidey anchpbarmaneficRly, atsRtablensaligdherdohdd foxo, or
compound according to claim 1, wherein said compound is selected from:

5- rE‘I[E&E’yclopentylamino)carbonyl] amino}

-/V-(endo-8rmeiltyllGragahipyelei@id. tjoatsd-portion contains 6 to 10 carbon

y1)-1H-indazole-3-carboxamide, MCSLA . .
5. Aé?rr]r& ﬁr_léglrlﬁe ]fl%/é}- _% 8%%8?0?8“&.15.81]] %0 4 carbon atoms and is unsubstituted

oct-3ryitpstitlzindlanoler 3roat iaxarbidiealogen, alkyl having 1 to 8 carbon atoms,
_Siﬁ%]%{jO:%t%ﬁ{r%éﬁggﬁﬁz?Eéig%}%%rﬁ%%? _ilalkoxy having 1 to 4 carbon atoms,
-Benmyie] bkdn2aBetianotetwhordia (thaddk8l pettiyh 82a Zatoi Syciob[th 2tbms,
]OCta%a_IX%?érjhljrilgdv%gljghsﬂ?g A Oﬁaprcr)]rigghs each have 1 to 8 carbon atoms, COR',
CSRIG, cyano, hydroxyl, nitro, oxo, or thio,
aryloxy wherein the aryl portion contains 6 to 10 carbon atoms and is
optionally substituted by halogen, alkyl having 1 to 8 carbon atoms, halogenated
alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms, amino,
monoalkylamino wherein the alkyl portion has 1 to 8 carbon atoms, dialkylamino
wherein the alkyl portions each have 1 to 8 carbon atoms, COR'S, CSR'S, cyano,
hydroxyl, nitro, oxo, or thio,
arylthio wherein the aryl portion contains 6 to 10 carbon atoms and is

optionally substituted by halogen, alkyl having 1 to 8 carbon atoms, halogenated

231



6-(3,6-Dihydro-2H-pyran-4-y1)-N-(8-methy1-8-azabicyclo[3.2.1]oct-3-y1)-1
H-indazole-3- carboxamide, 6-Methoxy-N-(8-methy1-8-azabicyclo[3.2.1]
oct-3 -y1)-1H-indazole-3-carboxannde, 6-Methoxy-N-(9-methyl-9-azabi
eyclo [3 .3.1]non-3-y1)-1H-indazole-3 -carbox amide,

6-MatheRiMr e e S netiylaBrag ahiens)mb3idd 1 to 4 carbon atoms, amino,
loet-3-y1)-1H-indazole-3-carboxamide, Ethyl [4-&3- r% ) )
[(8-RehspiBam g yheses Fhﬁqlb&@gm%m afbeHpep atoms, dialkylamino

-1Hvindaze kit ¥ty lnticad daazpivk Y ke getatboNaf S atiayk B-azepieyslano,
[3 .2.1]oct-3-y1)-5-(phenylsulfonyl)-1H-indazole-3 - carboxamide,

N-(8AEt T8t By b PA%2.1] oct-3
'y]ig6'(4'hrﬁl?ﬁfb’eﬂlk:%ﬁi9:&hgl'egny[}i)f@)fcgﬁ WO&G ( p@%ﬁ@ﬁam ¥efon atoms and
N-(8-Methyl-8-azabicyclo [3 .2.1] oct-3-y1)-6-(5-methy1-1

ERIEVI b-sf%§FHH§*£‘oLiﬁéb§19%%{}b@§¥ genR Ao tPIne e abicyct o
[3-?@g@h&e&ﬁl@(ﬁﬁﬁgglfbﬁ?mt]ﬁr3‘56@{&),@1) %(ﬂiﬂﬁaﬁ/ing ll to 4 c):arbon agoms,
N-(endo-8-Methyl-8-azabicyclo[3.2,1]oct-3-y1)-5-(1,3-thiazol-2-y1)-1H-in
azofE %L AM6B% &%?N@(éﬂﬁl&&@@.mm%xipaﬂ J [8 L goms.
-y1)dbd(aitea) idtvneaiolersaikal oxasnideich have 1 to 8 carbon atoms, COR'®,
N-(e 8-Methy1-8-azapicyclo [3.2.1] .

oct-3* gBCXﬂ’i]ﬁ’U(ﬁP'EW& 0 fﬁﬂgﬁ?mﬂdjz%f&s - earboxamide,
N-(endo-8Hdethyl8iazabigy eldilh 2. AlIBciaBaydedplartially saturated or fully
[(propylamino)carbonyl] amino} -111indazole-3-earboxamide, .

N (A1 B iy I T et B3 Aot g is a . O or §
-thiazeh 2+wiipH Hindarsitnd c«dasboxissnicie d (€ bl arSrdMitiey [b§-Azialgiay clik y1

[3.2.1].0ct-3 .

-yl)%-‘%‘-](%-grﬁ Sth§ LA P9R973T: 235l o g B o Rafigibon atoms, alkoxy
N-(émdbr@-ll\ﬂ@_myhr&(&ﬂ_atbimych}r{ﬂx@.ﬂn])noaﬂ_(ylamino wherein the alkyl portion
Kﬁz-e}:%{g i’?g? &%%y%%%%%%?%%?ﬁ%?&ﬁ@gg the alkyl portions each have 1 to 8
oct-GasHonGriniflu CORIEIIESE ) 1YdnalanalesSylcaiboxamiger thio,
N-(endo-8-Methyl-8-azabicyclo [3.2.1] oct-3-y1)-641-(2-piperidin-1
IR S R T e T

N- (ex0u&ibde thyrti8Hazaivicyeld [3. AulljoctAtyilted (hB3-lniay ol - POyin glitbine az

Ole-évh?c%rg%%gg IP%’ng atom is a N, O or S atom, and the alkyl portion is an alkylene

MCSLLP

group containing 1-4 carbon atoms, wherein said heterocyclic-alkyl group is
unsubstituted or substituted one or more times by halogen, alkyl having 1 to 8
carbon atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4
carbon atoms, amino, monoalkylamino wherein the alkyl portion has 1 to 8
carbon atoms, dialkylamino wherein the alkyl portions each have 1 to 8 carbon
atoms, CORIG, CSR16, cyano, hydroxyl, nitro, oxo, or thio,

or combinations thereof.

6. A compound according claim 5, wherein Het is a heterocyclic group,
which is fully saturated, partially saturated or fully unsaturated, having 5 to 10 ring atoms
in which at least 1 ring atom is a N, O or S atom, which is unsubstituted or substituted
one or more times by

alkyl having 1 to 8 carbon atoms,
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N-(exo0-8-Methyl-8-azab.cyclo[3.2.1]oct-3-y1)-5-(nitro)-1H-indazole-3-carb
oxamide, N-(exo-8-Methyl-8-azab
cyclo[3.2.1]oct-3-y1)-5-(trifluoromethoxy)-1H-indazole-3- carboxamide,
N-(exo0-8-Methy1-8-azabicyclo[3.2.1]oct-3-y1)-6-(4-methyl1-1,3-thiazol-2-y
1)-1Hindaz@ie:3; ¢atRR%aMideearbon atoms, _
N-(exo-8-Methy1-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methyl1-1,3-thiazol-2-y
1)-1HindaZBleSbarboxamide, ;
N-(exo-8-Mgthyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(nitro)-1H-indazole-3-carb
oxamide, and pﬁarmaceutically acceptable salts thereof 34.A compound
according t§®18im 1, wherein said compound is selected from:
2-[(6-MethgyyrdHindazol-3-yl)carbonyl]octahydro-2H-pyrido[1,2-a]pyrazin
e

7:Methoxy‘-‘F\tlli‘{’end0-9-methyl-9-azabicyc|o[3.3.1]non-3-y1)-1H-indazoIe-3-
carboxamiffiogenated alkyl having 1 to 8 carbon atoms, _ _
6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothia
z0le-3- Ca'l%ggg?ﬁﬂj%(’l alkoxy having 1 to 8 carbon atoms,
6-MethoxyhhifexPatk Pnathyk8ezpdicsla 3dloct-3-y1)-1,2-benzisothiaz
ole-3- carboxamide )
N-(2-Meth?ﬂéfﬁ’i%m&[?‘@ﬁ]%é‘bfi@?ﬁ?%%ﬁmﬁoromethoxy)-1H-indazol
e-3- carboyadigRxy having 3 to 8 carbon atoms,
6-Methoxy-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-y1)-1H-indazole-3-carbo
xamide, monoalkylamino having’l to 8 carbon atoms,
N-(2-Methyia-aaahieyciRtZes HibemtppdnBrdemnathyve I HtRiIazBLR Mbins,
1H-indazole-3- carboxamide,
5-Difluororff88Ry-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1H-inda
zole-3- cariR¥RRidBonyl,
5-Difluoromethoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1H-indaz
ole-3- carft gocarbonyl,

5-Difluoromathexyd\-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1H-indazole-3
- carboxamide,
6-Dif|uoror?\‘@g?&y-N-(endo-&methyl-8-azabicyc|o[3.2.1]oct-3-y1)-1H-inda
zole-3- M@l®lddRo having 1 to 8 carbon atoms,

alkylsulphinyl having 1 to 8 carbon atoms,

alkylsulphdnyl having 1 to 8 carbon atoms,

sulfo,

sulfonylamino,

cycloalkylamino wherein the cycloalkyl group has 3 to 7 carbon atoms

and is optionally substituted by halogen, alkyl having 1 to 8 carbon atoms,

MCSLLP

halogenated alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms,

amino, monoalkylamino wherein the alkyl portion has 1 to 8 carbon atoms,
dialkylamino wherein the alkyl portions each have 1 to 8 carbon atoms, COR'®,
CSR'®, cyano, hydroxyl, nitro, oxo, or thio,

aryl containing 6 to 10 carbon atoms and is optionally substituted by

halogen, alkyl having 1 to 8 carbon atoms, halogenated alkyl having 1 to 8 carbon

atoms, alkoxy having 1 to 4 carbon atoms, amino, monoalkylamino wherein the

alkyl portion has 1 to 8 carbon atoms, dialkylamino wherein the alkyl portions
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carboxamide, 6-Difluoromethoxy-N-(8-methy1-8-azab
cyclo[3.2.1]oct-3-y1)-1H-indazole-3- carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(4-methyl-1,3-thiazol-2-y1)-1H-
indazole-3- carboxamide,

N-(exen8iMethyd Bcarnhiersial3 IROCte3s k1) Bk alfivhly-HhiazobesY dr
)-1Hindazole-3-carboxamide,
N-(i‘kﬂﬁethyl-z-azabicyclo[z.2.1Thept-5-y1)-5-(4-methy1-1,3-thiazol-2-y1)

-1H-indazqler31i6aEReXaBlis&herein the aryl portion contains 6 to 10 carbon
6-(3,6-Dihydro-2H-pyran-4-y1)-N-(2-methy1-2-azabicyclo[2.2.1]hept-5-y1)-
1H-Rie%s Sag the glkylens pertion contains 1to 4 carbon atoms and 1s unsubstituted

N-(2\Meblithrizesabiaysiole @nldhBphaydontxiRyNetowk: 1,851 3%8k:2 dis,
1H-'nﬁ§azole-3- carboxamide, )

6-Dh 8%8%&%8@% BRI S AhoBi AT  rhtvEng 1) fo - faehesbioms,
3- carhip¥aimieealkylamino wherein the alkyl portion has 1 to 8 carbon atoms,

-(2-Methyl-2-azabicyclq[2.2.1]hept-5-y1)-6-(1,3-thiazol-2-y1)-1H-indazole
_N3_( é}é iyl %v%ere%n th[e alky]1 poprtmn}s/ e)ach ave 1 to 8 C c)zlir‘t))on atoms, COR

N-(Ememﬂyanaéﬁ?&yﬁbﬂ[%ﬁ@]r@ﬂi;%rycﬂﬁo?'(&methy"l,3'thi320|'2'y1)'1
H-indazole-3- carboxamide, . ) ‘
/v-(z-Methﬁ}wé%gﬁwgferbt‘fz%i%%%%%@(ﬂ%%&e%sw-@mﬁ AB|
e-3opathakgmibetituted by halogen, alkyl having 1 to 8 carbon atoms, halogenated

- -8- -8- i 2 -3-y1)-5-(4-methyl-1,3-thiazol-2-
]I\-I)-(figiﬁi ﬁagﬂlfél )fé_gaazggg%‘%%g afﬁg%:fthav%n)g 1 t(o 4 carbgn atoms, amino,y

rgl-(anﬁmngﬁabt{ﬁyleig{axaﬁl_anquptp'ar%&rﬁz(ititlsft&??ag)a(alﬁialawghﬁrﬁy%mo
oxamide, N-(2- -2-azabicycClo|2.2.1]hept-5-y1)-5- 16 16

3 ORUBt P AT FFB 8 LA e bon aidms, COR™, CSR', cyano,
5-(Iedrkylat2hi-pysaor4hyd)-N-(2-methy1-2-azabicyclo[2.2.1]hept-5-y1)-
1H-indazole3-carbaoxamide, 5-M ethoxy-N-(2-methy1-2-azabicyclo .
[z.z.l]hepf&%%l&?iﬁ?ﬁ?ﬁ%gﬁa? A TR Tae © % 10 irbon Homs and is
N-Ripteh &4 SubSjraddeiikR ambiRyCiolZng. 1]tc(j) 8 calrb%n atorgs, halo ;éenated
PR HRGHE TS ol RO Rivdng 1166 B Catort atome, ammor <"

re 1G4 BI5R)Anv ethykid -traticy glofRed hizeptossykibor 4tonesWalkBritino
azo\')&%ygi)ﬂ &1‘&' %{ﬂéjy?%%' i-gﬁg %gtgﬁ)fl%% et’o 8 carbon atoms, COR]G, CSRlé, cyano,

hydroxyl, nitro, oxo, or thio,

MCSLLP

16

b

cycloalkyloxy wherein the cycloalkyl group has 3 to 7 carbon atoms and
is optionally substituted by halogen, alkyl having 1 to 8 carbon atoms,
halogenated alkyl having 1 to 8 carbon atoms, alkoxy having 1 to 4 carbon atoms,
amino, monoalkylamino wherein the alkyl portion has 1 to 8 carbon atoms,
dialkylamino wherein the alkyl portions each have 1 to 8 carbon atoms, COR'S,
CSR16, cyano, hydroxyl, nitro, oxo, or thio,

heterocyclic group, which is fully saturated, partially saturated or fully
unsaturated, having 5 to 10 ring atoms in which at least 1 ring atom is a N, O or S
atom, which is unsubstituted or substituted one or more times by halogen, alkyl
having 1 to 8 carbon atoms, halogenated alkyl having 1 to 8 carbon atoms, alkoxy
having 1 to 4 carbon atoms, amino, monoalkylamino wherein the alkyl portion

has 1 to 8 carbon atoms, dialkylamino wherein the alkyl portions each have 1 to 8
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M CSLLP N-R re/4 S,4S,5R)-2-Methyl-2-azabicyclo [2.2. |
]hept-5-y1]-5-(trifluoromethoxy)-1Hindazole-3-carboxamide,
N-[(rel1-15,4S,5S)-2-Methy1-2-azabicyclo[2.2.1]hept-5-y1]-5-(trifluorometh
oxy)-1Hindazole-3-carboxamide, N-(2-Methy1-2-azabicyclo

[2.2a1eRisp00k S @k agpl2 bk aRCIgsE: CARR@PIde
N-(endo-8-methyl-8-azabicyclo [3.2.1] oct-3-y1)-5-(1,3
-oxazol-2-y 1 pinpdRBoteeodarboxamide,
N-(2-Methy1-2-azabicyclo[2.2.1]hept-5-y1)-6-(5-methyl-1,3-thiazol-2-y1)-
1 1- ndazole-3- carboxamide,

N-(2LMethyh soBRBHBIASFETd IR TR -guem fielimronie thoxyyrtid-RdBZotad

R’ a3 fREhaxamide, Nrid: M@H@é'ﬁ%f&@ﬁkgl, OR'S, halogen, Ar, or Het.
cyclo[2.2.1]hept-5-y1)-6-(4-methy1-1,3-thiazol-2-yI)-1H-indazole-3-

carboxamide,

6-Amino-NA 24l 2a8gaRigyCBld Ant ek NGz 0le: 36BN uted
amide, 5-(1-Benzyl1-1H-1,2,3 -triazol-4-y1)-N-(8-methy1-8 -azabicyclo [3

or q@_s&ﬁ&t;ﬁq@,ﬂ}i_q}pr a%g;@gbaywﬁabﬁmg’geg_furyl, substituted or unsubstituted

pyriltQlyglepenixaminasabanylianmmeb i @ndadaethyk8gsabigyclo
[3.2.1] oct-3- y1)-1H-indazole-3-carboxamide,

dihyyemyaosivahisjised cieseRs iated poeredylasustituted or unsubstituted

trial kP ylarvingleas b anyilhaming indidineRT.ole SRR AR d8subslituted

. &%‘ uorophenyBamino] carbonyl}

1ISO%4I1B)-N-(endo-8-methy1-8-azabicyclo[3.2.1]oct3-y1)-1H-indazole-3-carb
oxamide, 6-({[(4-FluorobenzyBamin o] carbonyl

ino)-N-(endo-8-methyl-8-azabicyclo [3.2.1] oct3-y1)-1H-indazole-3

?crgm’(()))xan'fm gompound azcording to )cllaim[7, wh]erein et)is each case 2-thienyl, 3-

thienyl, 2-(4-methyl)thienyl, 2-(5-methyl)thienyl), 2-oxazolyl,

(trifluoromethylphenyl)thienyl, 2-(4-methyl)thiazolyl, (3,6-dihydro-2H-pyran-4-yl), (1-

benzyl-1H-1,2,3-triazol-4-yl), 2-0x0-3-propylimidazolidin-1-y1), dimethylisoxazolyl, 1-

benzyl-1H-pyrazol-4-yl, 2-furyl, 3-furyl, or 2-(5-methyl)furyl).

10. A compound according to any one of claims 1 to 9, wherein
(a) when said compound is of formula I, X' to X* are in each case CH or CR';
(b) when said compound is of formula II, X’ to X® are in each case CH or CR?; and

(¢) when said compound is of formula ITI, X’ to X'? are in each case CH or CR.

11. A compound according to any one of claims 1 to 10, wherein
(a) when said compound is of formula I, X' is CH;
(b) when said compound is of formula II, X’ is CH; and

(¢) when said compound is of formula III, X’ is CH.

12. A compound according to any one of claims 1 to 10, wherein
(a) when said compound is of formula I, X* is CH or CR';
(b) when said compound is of formula II, X® is CH or CR%; and

(c) when said compound is of formula III, X'? is CH or CR? ;
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5-( {[(3-Methoxyphenyeamino] carbonyl } amino)-N-(endo-8-methy1-8-
azabicyclo [3.2.1] oct-3-y1)-1H-indazole-3-carboxamide, MCSLLP
6-({[(3-Methoxybenzyl)amino]carbonyllamino)-N-(endo-8-methy1-8-
azabicyclo[3.2.1]oct-3-y1)-1H-indazole-3-carboxamide,

whBHE ey oo Lol 2 s Sy s e epromMm ik
y1)-1Hindazole-3-carboxamide, and pharmaceutically’ dcceptable salts

alkﬂ?fé(ré’éﬁ?aﬁg?-‘\lcompound according to claim 1, wherein said compound is
selected from:
5-(3,6-Dihydro-2H-pyran-4-y1)-N-(endo-9-methyl-9-azabicyc1o[3.3.1]non-
3-y1)31 HilidhsomenrguesBesearingeo any one of claims 1 to 10,

@) @Mﬁ@&?&)&d}hﬁ%ﬂﬁai%@?&(?%%ﬁ'ﬁé@hdﬁ}icﬂ@[% ihlBg d¥d chaPer

zisothiazole-3- carboxamide, ¢ _ 1
(b) grhsa iy MR poas-b-phdary1ig-Hy biegé 2o 3rs i aarh 3aye CHHomdB zoled

(c) ¥EHRIXBDBIHBound is of formula 111, X' and X" are in each case CH or CR';
6-Methoxy-N-(endo-9-methy1-9-azabicyclo[3.3.1]non-3-y1)-1H-indazole-3

Wh@&(gfb%xéﬁi@g’ R” are in each case alkyl, halogenated alkyl, alkoxy, halogenated

alkSxYlathoxnNe(aRrg osRymsthi doanafi yikdid e ki Aindazale G Het,
carboxamide, N-(endo-9-Methyl-9-azabicyclo 3
.3.1]non-3-y1)-5-(trifluoromethoxy)-1 H-indazole-3 - carboxamide,
EI-(qmd%-9-,\/l@ém9€r&xaza@b&nﬁ{g[?o%%1%%@-&)&1&&@“{9-@1mfé@éﬁ'ﬁ-@ﬁ%ﬁzl1,

oxamide,

andgRp A dNALhERS OEhB NS -azabicyclo[3.3.1]non-3-y1)-1H-indazole-3-ca
rboxamide,
N-(8-Methy1-8-azabicyclo[3.2.1]oct-3-y1)-5-(nitro)-1H-indazole-3-carboxa ]
midé?G-Méiﬁ%pRE -ﬁ?@ﬂﬁQl@&%éﬁYc%?oo claims 1 to 14, wherein R", R”, R®,

R®, éhd REt3eyih) chob- BERZIBQUNAZ QUR:B R AN R BRI AR Tk y1.
N-(8-Methy1-8-azabicyclo[3.2.1]oct-3-y1)-5-(4-methyl-1,3-thiazol-2-y1)-1H
-indazole-3- carboxamide,

N-(8-6nethyl Bragabicysdebddnblectnd, Whi: S diAmxazel 13- whidklindazole
-3-ca box?mlde, ) _ ,
COH&%f!ééﬁfyf%ﬁwmzﬁxﬁﬁw&mé@%@m@l@l—%%éawab?smqﬂéefzéo

andyeh)eAbiinslazioyardpsarblramisipyrazinyl, 3-methyl-3,8-diazabicyclo[3.2.1]octan-8-
5-(2,3"-Bithien-5-y1)-N-(endo-9-methy1-9-azabicyclo [3.3.1 :

am1}h002r$:§3§fiy¥:£§ﬁgg g_gs_l%@rgoggmia@fl, 9-methyl-9-azabicyclo[3.3.1]nonan-3-

amiDe(Behrilty )ébﬂ[&r(@tbj@%[@@xtﬁﬂr&ﬂﬁ@w A3 R kInon-anyid; Ledanale-
t%-c r%%as@mlde . e .

¢ }@'ﬁ IS SRS - SIS g S irirs GrAmRAY) 2 H-indazole

azabZeycBS XA MhigiRan-5-amino, or 8-azabicyclo[3.2.1]octan-3-amino.
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(4-methyl-2-thieny1)-
1H-indazole-3-carboxamide,
N-(eﬁd0-9N%iﬂﬁ&rﬂ&ﬁ&ﬂ@&&aim%ﬁ@)dﬁré%wQB)’%}héﬂéﬂﬁ%ﬁ’@me'
3- carpoxamide, . . :

comGoIS. 6t REmyARd ey S g B0 g reriga yerdo

andAndaaple-3- carboxamide,

18. A compound according to any one of claims 1 to 13, wherein said
compound is of formula IIT and A3 is 8-methyl-8-azabicyclo[3.2.1]octan-3-amino (endo
and/or exo), 8-methyl-3,8-diazabicyclo[3.2.1]octan-3-amino, 2-methy-2-
azabicyclo[2.2.2]octan-5-amino, or 9-methyl-9-azabicyclo[3.3.1]nonan-3-amino(endo

and/or exo).
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N-(endo-9-Methyl-9-azabicyclo[3.3.]1non-3-y1)-5-(1,3-thiazol-2-y1)-1H-ind
azole-3- MCSLLP carboxamide, N-(endo-9-Methyl-9-azabicyclo [3.3.1] no
n-3-y1)-5-(1,3-oxazol-2-y1)-1H-indazole-3- carboxamide, MCSLLP
N-(endo-9-Methy1-9-azabicyclo[3.3.1]non-3-y1)-5-(1-methyl-1H-imidazol-
2-y1)-1Hindazole-3-carboxamide,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-6-(1,3-thiazol-2-y1)-1H-ind
azolt23- cafbepmpsided according to any one of claims 1 to 13, wherein said

comb68RE9%: Y Methy1;9-azabicyclo[3.3.1]non-3-y1)-5-(2-trimethylsilylethyn-I-y
1)-1Hindazole-3-carboxamide,

N-(ehdi-8-mebigydobFabityei] S Sulinon S3nyathB-frieadhalinod3y - Joktdne -

BRO(ERT0 GADOXBIDING. azabicyclo[3.3.1 -3-ami _methyl-9c
amN-(énagé-ﬁeth%}g-agzﬁlc?]cﬁg 3.3.1}%8%%%-yla)ml?&5ﬁrrgl|g]|?1t-li3fy%)-lH-|nd

azaligyelal 3 Gatbesahiiaino (endo and/or exo),
N-(efglo§-Mathy1-9-azabicyclo[3.3.1]non-3-y1)-5-(thiomorpholin-4-y1)-1H
-indazole-3- carboxamide, o .
N-(Mtﬁfb@-ﬁz@bf&%ﬂb[Q’QIWBQTW@(MbWh@-mW@%ﬂ,
uns%l%ﬁﬂﬁé@,llbﬂ%iwﬂmqgg{%éiﬁﬁgg%qméqgstimted, furyl whic iis bstitléted or
5-(1-Benzyl-1H-1,2,3-triazol-4-y1)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y
unsypstititerh 2Blensl sdHshxa sbatituted or unsubstituted, bithienyl v_vhich is substituted
or RrédbBRNzL HiateRyBitiazelsAursliNensaifmetivled; arabisyF RIRA - Ho
ct-3-y1)-1Hindazole-3-carboxamide, 5- { . '
substisytad & nRabatiB ehrisaidprahfi vt issistiyid ar ubydyioned,
pyrrél st Jiik :l-i'gﬁgﬁi?tﬁlgd%f(iﬁ{mﬁm{gg’morpholinyl which is substituted or
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5- .
unsubsHrBisdethifiyearpbAy Ehhth i-inerialed e aneheimts,

20. A compound according to any one of claims 1 to 13, wherein said
compound is of formula I,

A is 2-azabicyclo[2.2.1Theptan-5-amino, 2-methyl-2-azabicyclo[2.2.1]heptan-5-
amino, 2-azabicyclo[2.2.2]octan-5-amino, or 2-methyl-2-azabicyclo[2.2.2]octan-5-
amino, and

Bis O.

21. A compound according to any one of claims 1 to 13, wherein said
compound is of formula I,
Ay is 3,8-diazabicyclo[3.2.1]octan-8-amino, 3-methyl-3,8-diazabicyclo[3.2.1]octan-8-
amino or 8-methyl-3,8-diazabicyclo[3.2.1]octan-8-amino; and

Bis O.

22. A compound according to any one of claims 1, 5 or 6, wherein said
compound is of formula I and is selected from:
(a) a compound wherein XI, Xz, and X’ are CH, X*is CR', and B is O,
(b) a compound wherein X', X?, and X* are CH, X° is CR', and Bis O, and
(c) a compound wherein X', X°, and X* are CH, X? is CR', and B is O.
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6-
{[(Cyclopentylamino)carbonyllaminol-N-(8-methy1-8-azabicyclo[3.2.1]oct- \
3-y1)-1Hindazole-3-carboxamide, N-(8-Methyl-8-azabicyclop .2.1] MCSLLP
oct-3-y1)-6- {Rpropylamino)carbonyliamino } -1Hindazole-3-carboxamide,
5-({[(4-Fluorophenyl)amino]carbonyll am ino)-N-(8-methy1-8-azab cyclo

[3 .2.1]oct-3 -yl)- 1H- indazole-3 -earboxamide, 6-( L
{[(4-FluoroBeFoVparIAgreardinayn AR/ whaandinyssladabidgernis:d

anqz,-Mﬁskﬁ;-wgkﬂa{eé%a&lgy;zﬁq{gg?amide, MCSLLP 5(
{[(3-Methoxyphenyl)aminolcarbonyl
amino)-N-(8-methy1-8-azabicyclo[3.2.1]oct-3-

yl)-ilrllnd@zelﬁnézﬁﬁﬂ)%@}HQ% to any one of ¢laims 1, 5 or 6, wherein said
6-(}[(3-Methoxybenzyl)amino]carbonyHamino)-N-(

comgpi -t {oapiy digradis selecsdyfigmH-indazole-3-carboxamide,

(a) BldangonddnatbielnBrazabiayal B2 10eE 3 Y I-RA2:Qx g Ry pyopylimidazol
idin-1-y1)-1Hindazole;3-carboxapide, - 5 ’
(b) & FmRSHBI SYREREHINS (82eth K seke Sble el R 1jerd-B-piaadndazole-

(c) 3coarpoxamidRrein X°, X', and X® are CH, X is CR?. and B is O, _
5-Difluoromethoxy-N-(endo-8-methyl-8-azabicyclo{3.2.1]oct-3-y1)-1H-inda
zole-3- carboxamide, _ _
5-DifsiorometaapoiNrerdoamgthydiBrazabiskelels @ Hogld: Whldhdiindaz
ole-3- carboxamide,

alky 3ffaRYo AL OEERH- kATl e e adicEIBE: 2. 1]oct-3-y1)-11 1-indazole-
3- carboxamide,

6-Difluoromethoxy-N-(endo-8-methy1-8-azabicyclo[3.2.1]oct-3-y1)-1H-ind
azoll%-?;- Cg%b%m ; according to any one of claims 1, 5 or 6, wherein said

conﬁa&iﬂd@gwﬂﬁiﬁﬁtﬁé-Ni(m@selé‘éféd‘ﬁoﬁiﬁbicydoﬁ-2-1]0C|3t'3'hy1)'1:|'i”daz
-3- ide, and pharmaceutically acceptable salts thereof.

(a) g lgoglpg%'l’l%o\)ﬁ(/ g;e(ljn 3?, Xlra, and XS:1 are CHY X%ispCRq, and B is O,

(b) a compound wherein X, X" and X'? are CH, X''is CR?, and B is O, and

(c) a compound wherein X, X'!, and X'? are CH, X" is CR?, and B is O.

27. A compound according to claim 26, wherein R® is alkyl, halogenated

alkyl, alkoxy, halogenated alkoxy, or halogen.

28. A compound according to any one of claims 1 to 27, wherein alkyl in each

case is methyl, ethyl, propyl, isopropyl, butyl, sec-butyl, or tert-butyl.

29. A compound according to any one of claims 1 to 28, wherein alkoxy in

each case is methoxy, ethoxy, propoxy, isopropoxy, isobutoxy, and sec-butoxy.

30. A compound according to any one of claims 1 to 29, wherein cycloalkyl

in each case is cyclopropyl, cyclobutyl, cyclopentyl, or cyclohexyl.

31. A compound according to any one of claims 1 to 30, wherein Ar is in each

case phenyl, naphthyl or biphenyl, which is unsubstituted or substituted one or more
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36. A compound according to claim any one of claims 32 to 35, wherein
said compound is in the form of a hydroformate or a hydrochloride salt.
37. A compound according to claim 32, wherein said compound is
selected from

timas R BN LSRR HRSEy Zottd SN Ed ARER IS 2h o,
alkyﬁa(éﬂﬁ?ﬁmﬁmkammmm&@}wﬂaﬂmwﬁwlﬁm@wﬁdmmdamlacyl,
r
keI R B RS A B SRS Sassl
hydroformate
Met

diazabicyclo[3 2 1]act-3-yhcarbonylk/H-indazale
ofmma‘% co! ?&I%S%F:C%’é % 1}l”btlzéyél TRCRP L EIRIBOIRAR selected

from2 lloct-3- yecarbonyl] -5- (trlfluoromethoxy) -/Hindazole hydroformate,

TR N et sy 2 AR

-In rmate,

3- (m@t@%&mm&[m}a&pymma{y@-mmbfm fijdanel8,-y1)-/H-indazole
233 dr
3"[(£}(\§%ﬁg§fet y |s|g)\>{<C Z {))g f) g%ect%ryf%vl za Iélgi/dcé \1362 1]oct-3-y1)-M
3- [(SFMaﬁqlbﬁ-dMId)iaynldﬁﬁyﬂhﬁbﬁmél@benyl] -1H-indazole,
-8 t- 3,¢arb
3 [(g(af?%nl ﬁ%t)gil\(l%rmat H(ﬁzéfﬁﬁl/gll[)@%%rlﬁgﬁl? q 53 g%gé%ég%&% Kok

mdazole}non 3-y1)-/H- ndazole 3-carboxamide hydroformate,

5- (13 A ‘f‘%%hg%e“ 1z%yéﬁ%%étﬁﬁ@@i%%ﬂ}?fo%liQﬁhc?’nl/?r)yﬂ"7%%9&%& 3.

oxa mate
cartpCyide;N-(8-methy1-8-azabicyclo[3.2.1]oct-3-y1)-1H

5- (%g’aéc%ne% gar[BB%a@ WP@%%@ (g?a .3.1]non-3- 1) 1H-indazole-3-

OXY- 3 -3,8-diazabicyclo[3.2.1]oet- yecarbonyll -/H-indazo
carbexuplidsformate,

s- RPN RrgaRipys!2fde 1o Anblisbledaealstaathe
5- (35%mQW@W%Q&m@W%[&@@}W@BL?f].z)l/]@%é'laébiéﬁélﬁé?b@lﬁ -3-
carliRige (@:d roformate,

5-(3-Furyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-carboxamide,
5-(3-Furyl)-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-/ H-indazole-3-carboxamide,
5-(4-Fluorophenyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide,

5-Cyano-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
5-Ethynyl-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
5-Methoxy-3-[(8-methyl-3,8-diazabicyclo[3.2.1]oct-3-yl)carbonyl]-/ H-indazole,
5-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-carboxamide,
5-Methoxy-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-/ H-indazole-3-carboxamide,
5-Methoxy-N-methyl-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/H-indazole-3-
carboxamide,

6-(2-Furyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-carboxamide,
6-(3-Furyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
6-(4-Fluorophenyl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-
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5-Methoxy-N-methyl-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-M-indazole-
3- earboxamide hydroform ate,
6-(2-Fury1)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-/H-indazole-3-earbox
amide hydrofonnate,
Carb%—)ggfﬁll?l eorop_henyl)-N-(8-methyl-8-azabicyclo[3.2.1]oet-3-y1)-/H-indazole-
-"carboxamide hydroformate,

@Cﬁa%yar?c&meﬂamamma'@mbnamqt&rzsm)emwgaaﬂlmaam@&mmmxa
miae at . . .
RGN Srovabicyelpfa2 Loes Syl 2bgrisobiazolede.

carbe@mad)oxamide hydrofotmate,

6—E§1§<§?%% é'-\I'ﬁ%"lgzgt‘é’z'é%’%‘jégEYQ'PJE’@E%@}??}I?i%]e)ﬁzli’s%'t%‘?a”z% oihiazole-%iie,

ide rofonnate,

6-VBthathExi(B=H@HyieRid3 BabliayabBy IS 2 3Ljd htaBby Yt hllsd gl zl50thienle,
ispthiazole hydrof t CSlhi .
R e R L

6-MatéhdraroiGrmatyl-2-azabicyclo[2.2.2]oct-5-y1)-1,2-benzisothiazole-3-
carbb;)—)%Iu[(]agltllgi(e):xyTN-(8-methyl-8.-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3
-carboxamide hydrochloride,
6-MptitethdveySNa@hylergtBiayelblSy2blec2 3t ybet-3-Ya)isothienviedthiazole-
3-c%bgexamide hydrofonnate,
-ﬁethoky-N-(9-methyl-9-azabicyc|o[3.3.1]non-3-y1)-/H-indazole-3-carbox
6-Mathietey HydPofoethgke®-azabicyclo[3.3.1]non-3-yl)-1,2-benzisothiazole-3-

car

Carb%)l(\/letgl%l-N-([S-(&thienyl)-/H-indazoI-3-yIImethyll-8-azab
cycalo .2.1]octan-3-amine hydroformate,

6-MeHRAOy GOty b rclabicdiotm e heptisndayole-inderorasicarh

6- MRS hydrafar B8fy1-8-zabicvelol3 2. Hoct-3-yl)-/ Hindagole-3-carboxami
Ne%g(égtﬁgl -2-azab%}:yc 01[2.251.21?] 18 (t:-%[yl)- O?indayz?t)le-3lga%%§ arﬁ?éeOXMIde’

7-Muybosfolrdenethyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-3-

carl#l';é - Ehyl-2-azabicyc|o[2.2.1]hept-5-y1)-/H-indazole-3-carboxamide
yaroforrnate,

7-MethexmeYHp1nsetpdtiicyelia dafodti3npn)35yil- BHHrdesiole it yavhovdaréfe-
8—h/?étﬁ}%[%i(ﬁngiﬁlngﬁmﬁﬁzolé-yl]methyl }-8-azabicyclo[3.2.1]octan-3-amine,
N-(2-Cyclopropylmethyl-2-azabicyclo[2.2.]1]hept-5-yl)-/ H-indazole-3-carboxamide,
N-(2-Ethyl-2-azabicyclo[2.2.1Thept-5-yl)- 1 H-indazole-3-carboxamide,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-yl)-/ H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(1,3-thiazol-2-yl)-/ H-indazole-3-
carboxamide,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(1-methyl-/ H-imidazol-2-yl)-/ H-indazole-3-
carboxamide,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(2-thienyl)-/ H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(2-trimethylsilylethynyl)-/ H-indazole-3-
carboxamide,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(3-thienyl)-7 H-indazole-3-carbothioamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(3-thienyl)-/ H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(5-methyl-2-thienyl)-/ H-indazole-3-
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N-(8-Methy1¥8-azabicyclo[3.2.1]oct-3-y1)-5-(1-methyl-/H-imidazol-2-y1)-/H
-indazole-3- carboxamide hydrofonnate, MCSLLP
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(3- h
enyl)-/H-indazole-3-carbothioamide hydrofonnate,
bN-(8- ethyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(3-thienyl)-/H-indazole-3-carb
carogxA hydrofotate,
N-(PMBiMethyizaBrezabjeyriDfa:R3dpt-3yd)phdbrardethy 1 F2ithiemia)3Hi-indaz
g oIe-3-Mcarboxamide hydrofonnate,
carbQX A ASthy1-8-azabicyclo[3.2. 1]oct-3-y1)-5-(morpholin-4-y1)-/H-indazole-3
N-(8-Sesthexamiddioydisarigtet-3-yl)-5-(pyrrolidin-1-yl)-1 H-indazole-3-
bN- 8-%ethy1-8-azabicyclo[3.2.1]oct-3-y1)-5-(pyrolidin-1-y1)-/H-indazoIe-3-
car (%‘%r% dmide hydrofonnate,
N-(SMBtMbthwzBbazabifyAd[Ra-3}ett-3iiipm¢thichorphblid4-ydpdbldrdazol
car e-3- carboxamide hydrofonnate,
‘N- - Sthyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(trifluoromethoxy)-/H-indazoIe-
N-(8MatybamidéchythiGfarijate 3-yl)-5-(trifluoromethoxy)-/ H-indazole-3-
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-[(3-trifluoromethyl)phenyl]-M-in
Carb(ﬁaé((zag]%ﬁ-%’- NICSLIS carboxamide hydrofointate,
N-(sgh(ﬁemmwa&aydb[éymmtaa;]beﬁ-e(%m);ﬁuﬁmmmhw}mhmhwmn@dqzo}q—3-
Carb—(l)ndaz]l le-3- carboxamide hydroformate, N-(8-Methy1-8-azabicyclo [3.2.1]
oC E-uél-y -5- -(543-(trifluoromethyl)pheny1]-2-thienyl}-
N-($-Madiat-Slesatcaybfamit ttydndierrEtesi fluoromethyl)phenyl]-/ H-indazole-3-
CarbNO;((EEtB-I}/(li%thy!-8-azabic:yc:|o[3.2.1]oct-3-y1)-6-(1,3-thiazol-2-y1)-/H-indazole-3
- Carboxamide hydrofonnate,
N-(NNBMatByrk Biayeloidy2|b]8c2-3]dets3{§ A at(ifluoromethyl)phenyl]-2-thienyl } -
-methyl-/H-i idazol.-g-yl)-/H-indazole-3- carboxamide dihydrochloride
IH- -3 ’
ﬁ]-[fgz-f%eet f&%ﬁ%}cﬁtlo[&z.1]oct-3-y1)-6-(2-trimethylsiIerthynyl)-/H-ind
N-(3:2dkeh31-8arbdvaynldE 1y trofopmate-(1,3-thiazol-2-yl)-1 H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1-methyl-/ H-imidazol-2-yl)-/ H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(2-trimethylsilylethynyl)-/ H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(3-thienyl)-/ H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methyl-2-thienyl)- / H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(trifluoromethoxy)-/ H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-[ (3-trifluoromethyl)phenyl]-/ H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-[ (4-trifluoromethyl)phenyl]-/ H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-7-(trifluoromethoxy)-/ H-indazole-3-
carboxamide,

N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(1,3-thiazol-2-yl)-/ H-indazole-3-
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N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methyl-2-thieny1)-/H-mdazol
e-3- carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(trifluoromethoxy)-/H-indazole-
3- carboxamide hydroformate,
carf¥x@hdethyl-8-azabicyclo[3.2.1]oct-3-y1)-6-[(3-trifluoromethyliphenyl]-JH-i
ndazole-3- carboxamide h drof(())i‘g[late, o )
V- i hyabieiRt B et s el R
3-c4iBgRkenatecarboxamide hydroform ate,

QS seebiprda tocs ) T (ropmetion s
card¥x(@nirthy1-9-azabicyclo[3.3.1]non-3-y1)-5-(1,3-thiazol-2-y1)-/H-indazole
-3- carboxamide hydroformate, ) i )
N-QMegiwtetrpracsdbicydiBlana iiton-S JaiEBY-HstRg 7Rl GG oramy &9

N-($iNndrgzotes-geidyexem e dindrofpsnattethyl-2-thienyl)-/ H-indazole-3-
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(3-thienyl)-/H-indazole-3-carb
i€ hydroformate,
N-(NNRtMethyil-Hiazabicys|0]303-BlR0ns3aibrirthrmethyl i 2rthiemsly-3-
/H-indgzole-3- carboxamide hydroformate,
carf@XyMNHSthy1-9-azabicyclo[3.3.1]non-3-y1)-5-(morpholin-4-y1)-/H-indazole-
N-(S-Magboxpansiadyytiormate-3-yl)-5-(pyrrolidin-1-yl)-/ H-indazole-3-
N-(9-Methyl-9-azabicyclo[3.3.11non-3-y1)-5-(pyrrolidin-1-y1)-/H-indazole-
careg xamide hydrofolate, MCSUP
N-(NNRtMathyikDiazalolcysl1063:3 I ips-Ghidinbriihidinadrgie Liniddakpid43ind
azole-3- earboxamide hydroformate,
carhoX§NfiSthy1-9-azabicyclo[3.3.11non-3-y1)-54
N-(fudesigbthaxyh:éTbiojdaz - sahaxanithydedfoxyiatél-indazole-3-

carboxamide,

N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl1)-6-(1,3-thiazol-2-yl)-/ H-indazole-3-

car

carboxamide,

N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-6-(2-thienyl)-/ H-indazole-3-carboxamide,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-6-(4-methyl-2-thienyl)- / H-indazole-3-
carboxamide,

N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(trifluoromethoxy)-/ H-indazole-3-
carboxamide,

N-[(rel-6R,8aS)-Octahydroindolizin-6-yl]-/ H-indazole-3-carboxamide,
N-[(rel-65,8aS)-Octahydroindolizin-6-yl]-/ H-indazole-3-carboxamide,
6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-3-
carboxamide,

7-Methoxy-N-(endo-8-methyl-8-azabicyclo[3 2.1Joct-3-y1)-1,2-benzisothiazole-3-
carboxamide,

6-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
6-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-carboxamide,
6-Methoxy-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-/H-indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(2-trimethylsilylethyn-1-yl)-/ H-indazole-3-
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N-(9-Methy1-9-azabicyclo[3.3.1]flon-3-y1)-6-(1,3-thiazol-2-y1)411-indazol
e-3- carboxamide hydroformate,
N-(9-Methy1-9-azabicyclo[3.3.1]non-3-y1)-6-(2-thieny1)-/H-indazole-3-car
boxamide hydroformate,
carb¥s(S:gthyl-9-azabicyclo[3.3.1]non-3-y1)-6-(4-methyl-2-thieny1)-/H-indaz
ole-3- cérboxar_nide hydroformate, ) ) o
N-§iiskerb hpee gl idperets B ock syrefhohssrmbibnd f-ikianls -
cart%Qigide carboxamide hydrofoimate,
N-[frel-6R,8aS)-Octahydroindolizin-6-y1]-111-indazole-3-carboxamide
5-1\/][1-:\)1; 6;@%%pyl—N-(endo-8—methyl—S-azablcyclo[3 .2.1]oct-3-yl)-1H-indazole-3-

carb¥l4EB{#S,8aS)-Octahydroindolizin-6-y1]-IH-indazole-3-carboxamide

hydroformate, ) ) )
NN B ARy B eyl ey w -ttt >
cartflenddgearboxamide hydrochloride,

7-Methoxy-N- endo-8-methyl-8-azabicyc|o[3.2.1Joct-3-y1)-1,2-b_enzisothia
N—(%rén§g€g;-g- g}ﬁmw&tﬁmgj&azabwyclo[ .2.1]octan-3-amine,
5-FRiY&IRQrynN et Msierae-8ametayd-rpzabianalelR-2-Liesbdmnldd/H-in

dazole-3- carboxamide hydrofonnate .
3-(en by Rrqiahts-8 lryetrin-a A hilsrehsyd frores oy H-indadfe-3-c
2-(bdaRIde-YyaredeRT)ateahydro-2H-pyrido[ 1,2-a]pyrazine, _
QG aesnse e o) SR eI,
N-(ANiHnidazekduylanathy - N-slignpthyl-8-azahityciaf 3 2 lldeiane3yam ne

dihydrofoimate,
carbORHS:N-(8-methy1-8-azabieyelo[3.2. 1]oct-3-y1)-/H4ndazole-3-carboxa
N-(8rislg-RyelrfogragdBicyclo[3.2.1]oct-3-y1)-6-(1,3-oxazol-2-yl)- 1 H-indazole-3-
3-(He>,<$hydropyrrolo[l,2-a]pyrazin-2(1H)-yIcarbonyl)-6-methoxy-/H-indaz

MCSLLP

carbgx foiin ate,

N-(entilBIndaral-8-ylesihenioeiabydioyBH-pyrideikiadpyazinendazole-3-
hydrofoate,

carRPX@INfiSthyI-8-azabicyclo[3.2. 1]oct-3-y1)-5-(phenylthio)-M-indazole-3-carb

N-(exdetide-bydediopiafe.2 MIe8LI-R1)-5-nitro- / H-indazole-3-carboxamide,

N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-nitro-/ H-indazole-3-carboxamide,
5-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide,
5-(3,6-Dihydro-2H-pyran-4-yl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-
carboxamide,
5-(3,6-Dihydro-2H-pyran-4-yl)-N-(9-methyl-9-azabicyclo[3.3.1non-3-yl)-/ H-indazole-
3-carboxamide,

N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(1,3-0xazol-2-yl)-/ H-indazole-3-
carboxamide,

and pharmaceutically acceptable salts thereof.

33. A compound according to claim 1, wherein said compound is selected
from:
5-{[(Cyclopentylamino)carbonylJamino }-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-

yl)-1H-indazole-3-carboxamide,
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N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-0xazol-2-y1)-/H-indazole-3

- carboxamide hydrofonnate, MCSLLP
N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-0xazol-2-y1)-/H-indaz

ole-3- carboxamide hydroformate,

5- AMitRNAo:Sybeiys- 82@811\49'&9&5930131 ?oéﬂ@CSrﬁ yh)-addzSrezazebexybidk-ind

azole-3- carboxamide hydrofor
5- Amwﬁé&-w%h&a?b@krsyﬁg[i]ééd%O;f}l% Bt oleca R BBidide

6-(1bpdrefarm-aler 3-triazol-4-yl)-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-
N- §9 Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-nitro-/H-indazole-3-carboxami
indagalRstraromratade;

6-(3osMetaxy-NH(gxar8-mathyl-8-azahigyel el duic Wos3 2 Ml pek t-iglazoledrade-3-

rboxamide hydroformate,
caurt@-’f@f’?s’-‘t?ihydro-2H-pyran-4-y1)-N-(8-methy|-8-azabicyc|o[3.2.1]oct-3-y1)-/
6- MdtM@ZNl%an@@m%mﬂeﬁmmlﬂﬁafa yl)-1H-indazole-3-carboxamide,

36D| dro H-pyran-4-y1)-N-(9-meth -azabi 3.1 3-yl
6- Mq g %19{6 ?ﬁﬂ‘i’écﬁ érqg -3- &? fléaml(%/ ?4% no(;)(%ml )
6-MuthS M ethy9- &m&mcw&&&mﬁ{ﬁy l)oEt(i@l—)OXHZﬁJdZZwQ-ISbbdﬂdamﬁde
bun s, GERATIdS hydrofopnats, 38/ rompoynd according (3 4AIM 33, v,

1HA [K@m@metwayﬂm)a&rbonyl]amlnol -N-(endo-8-methyl-8-azabicyclo [3

N R S o o P ROa e Rl arbox

car‘tﬂﬁ:zii’rWiH@fOnnate
N- (grﬁa‘éxﬁyg%% cﬁgﬂ}% ?foct% Sycfs)k’i(fﬁ yl l h}aggﬂg?ﬁ? Fi _CgaZ(% 3-
carboxamide,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methyl-1,3-thiazol-2-yl)-1 H-indazole-3-
carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(nitro)-1H-indazole-3-carboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(1,3-thiazol-2-yl)-1 H-indazole-3-
carboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(nitro)-1H-indazole-3-carboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(trifluoromethoxy)-1H-indazole-3-
carboxamide,

N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5- {[(propylamino)carbonyl]amino } -1 /-
indazole-3-carboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(4-methyl-1,3-thiazol-2-yl)-1/-
indazole-3-carboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(5-methyl-1,3-thiazol-2-yl)-1H-
indazole-3-carboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(nitro)-1H-indazole-3-carboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(trifluoromethoxy)-1H-indazole-3-
carboxamide,

N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-[ 1-(2-piperidin-1-ylethyl)-1/4-1,2,3-
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6-(1-Benzyl1-1H-1,2,3-triazol-4-y1)-N-(endo-8-methyl-8-azabicyclo [3.2.1]
oct-3-y1)-1Hindazole-3-carboxamide dihydrofonnate,

6-(3,6-Dihydro-2H-pyran-4-y1)-N-(8-methy1-8-azabicyclo[3.2.1]oct-3-y1)- ~MCSLLP
H-indazole-3- carboxamide hydrofonnate,

maz%]'\ﬂemoi%%&szgtﬁ‘ﬁéaﬁo@%ﬁﬁi%d0[3 .2.1]oct-3-y1)- 1H indazole-3-carbox
a ide’hydrofonnate, MCSLLF 6-Methoxy-N-(9-methyl-9- -azabicyclo p

N-(e43ridstBy)By-apabinelebleld legrBokamidentfdretbringie] /7-indazole-3-

Carbgmmgxy N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1H-indazole-3-ca
rboxamide hydro formate, Ethyl

N—(({m(&ll/{q@nﬁﬁeﬁwﬁbsca@@ﬁc%lh{wM%@w%hﬂn@@%ﬁ%rémarboxmmde

N- (egzﬁg"ﬂq%%‘@%ﬁbé%'ﬂo% %Jﬁ %ylb@ﬁ{%@m@{ rﬁﬁgndazole 3-
N-(8-Methyl-8-azabicyclo[3.2. ]oct- -y1)-5-(phenylsulfonyl)-1H-indazole-3

Carboéaﬁbéﬁamlde hydrofonnate,
N-( A 8-Met gﬂ@a%ﬁiewst@@ d]%&%t AV H: r(fkt'{{/}@m)al -hidARiazoh2ryd)-1H

-indazole-3- carboxamide hydroform ate, N-(8-Methy1-8- azablcyclo [3.2.1]
indagele33yq3rBopsumethy1-1, 3-thiazol-2-y1)-1H-indazole-3 - carboxamide

Mﬁ%&fﬂﬁtgaa?ablcycloB 2.1]oct-3- gl) -6-(5-methyl-1,3-thiazol-2-yl)-1H-
Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(nitro)- -1H-indazole-3-carboxa
md@ﬂﬂﬁﬁﬁ@ﬁ]ﬁméﬁé@é N-(endo-8-Methy1-8-azabicyclo [3.2.1]

N-(SGB VR iazRlkd y)Hdkb-ingazanigido rathaxamide hydreiannate,
N (endo -8-Methyl-8- azablcyclo[13 .2.1]oct-3- y1) -5-(nitro)-1H-indazole-3-car
H@aﬁy@p@ﬂs}?ﬁ yeacceptab e salts thereof.

N (endo -8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(trifluoromethoxy)-1H-ind
azole-3- carboxamide hydroformate N-(endo-8-Met ch -8-azabicyclo

2. 1:]6(:'[ 3- ﬁiy@nm@ﬁfgb%glﬂﬁmég%ﬁmﬂaﬁa{m in said compound’is sc{ected

fromplHindazole-3-carboxamide hydrofonnate,
2-[(6-Methoxy-1H-indazol-3-yl)carbonyl]octahydro-2H-pyrido[ 1,2-a]pyrazine,
7-Methoxy-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1H-indazole-3-carboxamide,
6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-3-
carboxamide,

6—Meihoxy—N—(exo—8—methy1—8—azabicyclo[S .2.1]oct-3-yl)-1,2-benzisothiazole-3-
carboxamide,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-5-(trifluoromethoxy)-1H-indazole-3-
carboxamide,
6-Methoxy-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-yl)-1H-indazole-3-carboxamide,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-6-(4-methyl-1,3-thiazol-2-yl)-1H-indazole-3-
carboxamide,
5-Difluoromethoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-
carboxamide,
5-Difluoromethoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-
carboxamide,

5-Difluoromethoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide,

6-Difluoromethoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-
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N-(endo-8-Methy1-8-azabicyclo[3.2.1]oct-3-y1)-6-(4-methyl-1,3-thiazol-2-y

1)-1Hindazole-3-carboxamide hydrofonnate,

N-(endo-8-Methyl-8-azabicyclo [3

.2.1]oct-3-y1)-6-(5-methy1-1,3-thiazol-2-y1)-1Hindazole-3-carboxamide
carfdydipiganate,

N-(endo-8-Methyl-8-azabic cIo[3:2.1]oct-3- 1)-6-(nitro)-1H-indazole-3-car
6-Dgg%gﬁmféwr fragthyl- -azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-
carddslGRRR;8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(trifluoromethoxy)-1H-ind

azole-3- carboxamide hydro form ate, N-(endo-8-Methy1-8-azabicyclo
N—(éfgl}éqﬂ}ﬁbﬁ@%@@c[p@_ }d@ﬁd}ﬁy@_—éréﬁﬁmﬁt@ql_ﬂ’,é’-gl_lazol—Z—yl)—1H—1ndazole—3—
cardb#aldty1]-1H-indazole-3-carboxamide trihydroformate,

N-(exo0-8-Methy1-8-azabicyclo[3.2.1]oct-3- 1)-5-(1,3-thiazo|-2-y13-1H-inda
N-(ggrtefindS-prabicuiobkanlae rytbofof imtethyl-1,3-thiazol-2-yl)- 14
indMolexn@riisthvid8-azabicyclo[3.2.1]oct-3-y1)-5-(nitro)-1/1-indazole-3-carb

oxamide hydroformate, ) i
N-(Riskor s avieiyreslar 2Bl Jarbfs Y WioctsR A drintiirsrhendkyrndieie-3-
cartFlgnddearboxamide bydroformate,

N-(ex0-8-Methy1-8-azabicyclo[3.2.1 oct-S-%l)-G-(4-methyl-1,3-t{1iazo|,—2-y1
6—(3}_6_[ st RpyEBEk Xhie 45 sqeAza 1cyclo[2.2.1]hept-5-yl)-1H-indazole-
3-cd¥b(ExentdMethy1-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methy1-1,3-thiazol-2-y

1)-1Hindazole-3-carboxamide hydrofommte, and . )
N'(h)lYl@ﬂaYh%v?éﬂWF%Q‘é’i%\ﬁré}‘&F .ZY!L)I&?‘:Q-SSI-’S‘/?L)‘%I—'(%f’[?g}‘f’fﬂl-iaé’é%{é’ﬁl-%%%le'3“
carsosaiaide, hydroformate. 39.A compound according to claim 34, wherein

said compound.is selected from; . .
oD BNy DB 2 BB R AR S byrazin
cartbRydiaformate, _
N ?E%éf&ﬁﬂ@fﬁﬁ%?&ﬂt BN PR b Rdazole-
cartoMeathirexy-N-(endo-8-methy1-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothia

le-3- carboxamide hydrofonnate . .
N S S D A e e s 2o el >
cartd@agride,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-yl1)-6-(trifluoromethoxy)-1H-indazole-3-

MCSLLP

carboxamide,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(4-methyl-1,3-thiazol-2-yl)-1H-
indazole-3-carboxamide,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-6-(2-thienyl)-1H-indazole-3-carboxamide,
N-(2-Methyl-2-azabicyclo[2.2.1Thept-5-y1)-5-(1,3-0xazol-2-yl)-1 H-indazole-3-
carboxamide,
5-(3,6-Dihydro-2H-pyran-4-yl)-N-(2-methyl-2-azabicyclo[2.2.1Thept-5-yl)-1H-indazole-
3-carboxamide,
5-Methoxy-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-yl)-1H-indazole-3-carboxamide,
N-[(rel-15,48,55)-2-Methyl-2-azabicyclo[2.2.1]hept-5-y1]-6-(4-methyl-1,3-thiazol-2-yl)-
1 H-indazole-3-carboxamide,

N-[( rel-18,4S,5R)-2-Methyl-2-azabicyclo[2.2.1]hept-5-y1]-6-(4-methyl-1,3-thiazol-2-yl)-

1H-indazole-3-carboxamide,
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carboxamide hydrofonnate,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-5-(tnfluoromethoxy)-1H-indazol  wcsLLp
e-3- carboxamide hydrofonnate,
6-Methoxy-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-y1)-1H-
N- Zale-3seqrbovfamige Rydbfosmate, 1 jhept-5-y1]-5-(trifluoromethoxy)-1H-
) [%-Methﬁ-azabicyclo[z.z.1?hep§%5-y%)-g-(4-¥n]eth§/l-l,3 h azol )
indazoler§-eprhowpapisle-3 - carboxamide hydroformate,
N.[@-QJfﬂyg@,m@%ﬁk@%ﬁay&%ﬁwﬂﬁm@wlp(iﬁﬁula}&ﬁe&oxy)-1H.
_-yl)-1H-indazole-3- carboxamide hydrofommte,
indaz PR rsPEPRE B N- (exo0-8-methyl-8-azab cyclo [3.2.1[0a-3-y1)-1Th
N-(N9RZ0IA-3-Lamyannde Nydrefognate;1 3-thiazol-2-yl)-1 H-indazole-3-
5-Difluoromethoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1H-indazole-3
carboxgpidamide hydrofotate,
N—(@’Z@ﬂ}lﬁf&'ﬁ‘ﬁm@%T%S%ﬂqgﬁﬂ&wjﬁ)'gzéﬁklm&@}yl)—1H~indazole—3-
a.l]oct-3-yl1)-1H-indazole-3- carboxamide hydroformate,
carbrstidfromethoxy-N-(8-methyl-8-azab cyclo [3 .2.1]oct-3
N-(2YMeitindazsles3totarboxaipice mydrofanemia, 1 ,3-thiazol-2-yl)- 1 H-indazole-3-
N-(ex0-8-Methy1-8-azabicyclo[3.2.1]oct-3-y1)-5-(4-methyl-1,3-thiazol-2-y
carbPXmifBazo1e-3-carboxamide hydroformate,
N-(NnNRMethysliazaleicyelo{Regtlihaps Ftyit)ndrtAneipyl-d B-thinzel=23y 1)-1
H-indazole-3- carboxamide hydrofonnate,
carRO¥aBIYSihy dro-2H-pyran-4-y1)-N-(2-nnethy1-2-azabicyclo[2.2.11hept-5-y1
N-(2=MéhyndazaleR s zamtes Bydnofoimmbehyl-1,3-thiazol-2-yl)-1/-indazole-3-
N-(2-Methy1-2-azabicyclo[2.2.1]hept-5-y1)-6-(5-methyl-1,3-thiazol-2-y1)-
carbQiaids ole-3- carboxamide hydroformate,
6-AGn Rl OmMRINGXY-N-6B15yetbyl -2 -BRepicysinl 2 /2. ieptd3ydirBdkindazole-
3- carboxamide rydrofoun

S-(NBeWktHy1L2:37587Scls §.Eée‘.f1<fﬁé‘bfi@l7§)?é?(‘iif§/-ﬂﬁ&3z8Il;i?;?iﬁ?ﬂhh’dazo|
ind&rdte CRtASH@MIgAd)ydroformate,

6-{[(Cyclopentylamino)carbonyl]amino }-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-
yl)-1H-indazole-3-carboxamide,

N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6- {[(propylamino)carbonylJamino } -1 H-
indazole-3-carboxamide,

5-({[(4-Fluorophenyl)amino]carbonyl }amino)-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-
3-yl)-1H-indazole-3-carboxamide,

6-({[(4-Fluorobenzyl)amino]carbonyl } amino)-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-
3-yl)-1H-indazole-3-carboxamide,

5-({[(3-Methoxyphenyl)amino]carbonyl } amino)-N-(endo-8-methyl-8-
azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-carboxamide,

6-({[(3-Methoxybenzyl)amino]carbonyl } amino)-N-(endo-8-methyl-8-
azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-carboxamide,
N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(2-0x0-3-propylimidazolidin-1-yl)-14-
indazole-3-carboxamide,

and pharmaceutically acceptable salts thereof.
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N-(2-Methy1-2-azabicyclo[2.2.1]hept-5-y1)-5-(5-methyl-1
,3-thiazol-2-y1)-1Thindazole-3- carboxamide hydrofotmate,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-6-(trifluoromethoxy)-1F/-indazol
e-3- carboxamide hydroformate,
N-(gpdo-8AMetiybiBazakiFualors . AdRal- 3 ddhr chinesfoluRithisaieliy
1)-1Hindazole-3-carboxamide hydrofonnate,
fronN-(Z-Methyl-2-azabicyc|o[2.2.1]hept-5-y1)-6-(2-thienyl)-lH-indazole-3-car
5—(SMW%WPJM?L}N—(WCI’OQ—methyl—9—azabicyclo[3 .3.1]non-3-yl)-1H-
~N-(2-Methyl-2-azabicyclo[2.2.11hept-5-y1)-5-(1,3-0xazol-2-y1)-1H-indazol
indagade-3a¢pbEAdhy droformate,
6-Mer{6y ity rRe-2HnRy aneday pi NL M e tlor-azapicydeleidotineptday1)-
1H-indazole3-carboxamide hydroformate,
carbRy@iNGxy-N-(2-methyl-2-azabicyclo[2.2. 1]hept-5-y1)-1H-indazole-3-carbo
6-MeRaide Mygratnnnatenyl-9-azabicyclo[3.3.1]non-3-yl)-1H-indazole-3-carboxamide,
N-(2-Methy1-2-azabicyclo[2.2.11hept-5-y1)-5-(1,3-thiazol-2-y1)-1H-indazo.
6-Methoxyarh 1&&%&%&@@%&1@@% Hud A/ a-cgapramide.
5—N!r?f%&?{‘z(@Mﬁ%ﬁ;@lﬁ’&&%gﬁﬂﬁl)?w@]wh d LRI aideamide,
ydrofoimate, N-(2-Met -2-azabi cycla [2.2,1] h ept-5-y1)-6-(5-
NN oH 2 9 PR O HYER oIzl 3
carf¥x@nMgthyl-2-azabicyclo[2.2.1]hept-5-y1)-5-(trifluoromethoxy)-1H-indazol
e-3- carboxamide hydroformate, . . , .
V- D 7B > el T e e s oy e
5—A£ﬂi(ﬁdﬂ¢@éﬁﬂ6=34ﬁaﬂm>@ﬁﬂﬁﬁdﬂ&ﬁfggm]ﬁtﬁk3—y1)-1H—indazole—fS—carboxamide,
5-(1-Benzyl-1H-1,2,3-triazol-4-y1)-N-(8-methyl-8-azab :
N‘@%ﬂ?&’.@%ﬁ’&é .lgyyf?fiéi&i%%a. :géﬁ%%ﬁ%@éw%éf&ﬁﬁ%?@de»
6-MEEylopesttiemingcadondiarminalddt(endp-Bnettyiddhazalicyclo[3.2.1
Joct-3- y1)-1H-indazole-3-carboxamide hydrofonnate,
Calrh\‘fzi%tf’ll%%-Methy1-8-azabicyclo[3.2.1]oct-3-y1)-6-
N-(§lireapylaningicaienyl]a ool 31ljrtlazotetBytarBakamide idioidate]e-3-

carboxamide,

N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(1,3-0xazol-2-yl)-1H-indazole-3-

MCSLLP

carboxamide, _
5-(1-Benzyl-1H-pyrazol-4-yl)-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1H-
indazole-3-carboxamide, '
5-(2,3'-Bithien-5-yl)-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1H-indazole-3-
carboxamide,

5-(3-Furyl)-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)- 1 H-indazole-3-carboxamide,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(3-thienyl)-1H-indazole-3-
carboxamide, N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(4-methyl-2-thienyl)-
1H-indazole-3-carboxamide,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-6-(2-thienyl)-1 H-indazole-3-
carboxamide,

N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-6-(4-methyl-2-thienyl)-1 H-indazole-3-
carboxamide,

N—(endo-9—Methy1—9-azabicyclo[3 .3.1]non-3-yl)-5-(1,3-thiazol-2-yl)-1H-indazole-3-
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5-( {[(4-Fluorophenyeamino] carbonyl [

amino)-N-(endo-8-methyl-8-azabicyclo [3 .2.1] MCSLLP

oct3-yl)-1H-indazole-3-carboxamide hydroformate, 6-(

[(4-Fluorobenzyl)amino] carbonyl}
cartyRARQNN-(endo-8-methy1-8-azabicyclo[3.2.1]oct3-y1)-1H-indazole-3-carb

oxamide hydrofonnate, o
N-(gq-Methdsgprerigedilimd) s BommyitaminbyQxebo-linkihiidszole-3-
cartiahigyglo[3.2.1]oct-3-y1)-1H-indazole-3-carboxamide hydroformate,

6-(1] 3-Meth02xgybenzyBamino]¥carbonyl amino)-N-iendo-S,—metﬂél-S-

I T

N-(glniteershs 2136 S g 0L Pty didl3-AtpBR il i drerred)-dAa
ind di@-methyek&radabicyclo[3.2.1]oct-3-y1)-5-(2-oxo0-3-propylimidazolidin-1-
y1)-1Hindazole-3-carboxamide hydrofoimate. 40.A compound ac ordin%
N-(g849ainY SEVRAERISEHP b bBERE s Sellechddharg! -+-y1)- 1i{-Indazole-3-
carfokdrdihydro-2H-pyran-4-y1)-N-(endo-9-methy1-9-azabicyclo[3.3.1]non-
3-y1)-1Hindazole-3-carhoxamide hydraofonnate, ,
VRN RS FHEb g1 BB 73 13 Gimethytslylethyr -y
indalPnen-3ayoxdhitiglazole-3-carboxamide hydrofonnate,
5-Methoxy-N-(endQ-9-methyl-9-azabicyclo [3.3.1 Jnon-3-y1)-1H-indazol
N S A RS o RS- CrorpHol 431 A B
carb¥xt@fide-9-Methy1-9-azabicyc1o[3.3.1]Jnon-3-y1)-5-(trifluoromethoxy)-1H-i
ndazgqle-3- carboxamide hydroformage, o .
V- B RSy OB TS e A
cartsusaimide, hydroformate,
W R e et arebicydnla Sanen v Ay daEsiaiag s
carb¥x@bdethyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(nitro)-1H-indazole-3-carboxa
e hydroformate, 6 oxy-N-(8-methy1-8-azabjcycl i
V- R Sl i Tl DR SrF A1 23-riazol
4-yN-1BHifetrypl8 RzabieyetafR.2. 1]oct-3-y1)-5-(4-methyl-1,3-thiazol-2-y1)-1H-
indazole-3- oxamide hydrofonna -(8-methy1-8-azabicyclq [
SRR N R S SRR
indazole-3-carboxamide,
5-(1-Benzyl-1H-1,2,3-triazol-4-yl)-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-
indazole-3-carboxamide,
5-{[(Cyclopentylamino)carbonyl]amino } -N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-
indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-{[(propylamino)carbonyl|amino }-1H-
indazole-3-carboxamide,
6-{[(Cyclopentylamino)carbonyl]amino } -N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-
indazole-3-carboxamide,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-{[(propylamino)carbonyl Jamino } -1 /-
indazole-3-carboxamide,
5-({[(4-Fluorophenyl)amino]carbonyl } amino)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-
1H-indazole-3-carboxamide,
6-({[(4-Fluorobenzyl)amino]carbonyl }amino)-N-( 8-methyl-8-azabicyclo[3.2.1]oct-3-

yl)-1H-indazole-3-carboxamide,
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carboxamide hydrofoimate,
5-(1-Benzyl-1H-pyrazol-4-y1)-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3- ~ MCSLLP
y1)-1Hindazole-3-carboxamide hydro formate,
5-(2,3'-Bithien-5-y1)-/V-(endo-9-methyl-9-azabicyclo[3.3.1]Jnon-3-y1)-1H-i

m%&(ﬁﬁ@ﬁ%ﬁmlﬂﬁ byahafonaaito)-V-(8-methyl-8-azabicyclo[3.2.1]oct-3-
3-Furyl)-N-(endo-9- methyl -9-azabicyclo[3.3.1]non-3-y1)-1H-indazole-

5’1) 33 éﬁﬁ%?n?’d@ fate,
6-( {{andarsibe rRERNGYSIRIA Bhlnen3-y  nbe(Sythienublcl Hdsiaagiet-3-

carboxamlde ydroformate, N-(endo-9-Methyl-9-azabicyclo [3.3

yD- lﬂﬁﬁﬁa@ 4R RS E:2-thieny1)-1H-indazole-3- earboxamide
N_(Mjnggﬂ%ﬁé? 8haz]a-1b910yclotg3 2. ll]o[%t ?? -yl)-5- (230x0 3-prop?l/11m1dazohd1n 1-yl)-1H-
endo-9-Methy1-9-azabieyelo 11non 1)-6-(2-thieny1)-11I-indazol
indyzele 35 tRsHRidhy drofommte, Yot o
5-DiNH{RRslacthbisthy s Srazaiicyeials S:diben-31yt)-SA-nTetndazotisigny 1)-1H
-indazole-3- earboxamide hydrofonnate,
carhX@Rils:9-Methy1-9-azabieyelo[3.3.1]non-3-y1)-5-(1,3-thiazol-2-y1)-1 H-
5-Dhifiageiersth &arboxanisis hydrefiosiaaidicyclo[3.2.1]oct-3-yl)-1H-indazole-3-
N-(endp-9-Methy1-9-azabicyclo[3.3.1]non-3-y1)-5-(1,3-0xazol-2-y1)-1H-in
=3+ carboxamide hydroformate,
5-DiNt(enelath sty l-Yoazaiay@ 1ol 2oidna o 3-¥1 03 mbthyl-itd-imideszol-
2-ye- 1H- MCSLLP indazole-3-carboxamide dihydroformate,
carRXERS-9-Methy1-9-azabicyclo[3.3.1]non-3-y1)-6-(1,3-thiazol-2-y1)-1H-in
6-Difigetenietbathoxamidetiyidsaiaabiaielo[3.2.1]oct-3-yl)-1 H-indazole-3-
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(morpholin-4-y1)-1H-ind
carbRISC v arhoxamide hydrofonnate,
6-Difluoromethoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-

carl

carboxamide,
6-Difluoromethoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide,

and pharmaceutically acceptable salts thereof.

36. A compound according to claim any one of claims 32 to 35, wherein said

compound is in the form of a hydroformate or a hydrochloride salt.

37. A compound according to claim 32, wherein said compound is selected
from:
(8-Methyl-8-azabicyclo[3.2.1]non-3-yl1)-6-(2-thienyl)-/ H-indazole-3-carboxamide
hydroformate,
3-(Hexahydropyrrolo[1,2-a]pyrazin-2(1H)-ylcarbonyl)-/ H-indazole hydroformate,
3-[(3-Methyl-3,8-diazabicyclo[3.2.1]oct-8-yl)carbonyl]-/ H-indazole hydroformate,
3-[(8-Methyl-3,8-diazabicyclo[3.2.1]oct-3-yl)carbonyl]-/ H-indazole hydroformate,
3-[(8-Methyl-3,8-diazabicyclo[3.2.1]oct-3-yl)carbonyl]-5-(trifluoromethoxy)-/ H-
indazole hydroformate,

5-(1-Benzyl-1H-pyrazol-4-yl)-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-/ H-indazole-3-
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N-(endo-9-Methy1-9-azabicyclo[3.3.1]non-3-y1)-5-(pyrrolidin-1-y1)-1H-ind
azole-3- carboxamide hydroformate,
N-(endo-9-Methy1-9-azabicyclo[3.3.1]non-3-y1)-5-(thiomorpholin-4-y1)-1H
-indazole-3- carboxamide hydroformate,

Carg}gmmyafgf@mlgyclow 2.1]oct-3-y1)-641-(2-piperidin-1-ylethyl)-1H-1,
2,3-triazol4-y1]-1H-indazole-3-carboxamide trihydroformate,

5-(B53(Biskisay MM O Dehyt-azpbonclalintthpea-2abitdnfezltdet-3-y

carﬂg)xaﬁiag%gl%fgrﬁ%goxamlde dihydroformate,
zy1l-1H-1,2,3-triazol-4-y1)-N-(endo-8- met@/I -8- azablcyclo[3 2.

>- <3e§?ymytﬁwﬂﬁa%%%%&m&édoﬁmﬁwm 3-ylJ- TRt 5.

Carﬁgggﬁgl@@gmy@mmmarbonyl]ammo} N-(8- methyl -8-azabicyclo[3.2.1]oct-
1)-1Hindazole-3-carboxamide hydrofonnat

(‘E?Weﬁ’hgﬁ BebabRyeisEitloct-319sY: %J{Rdﬁdga%%fca%hmaiﬂﬁm
hy d}é—jmﬂ@g@le -3-carboxamide hydroformate, 6-

s dliSyelopeniamnolcaorlamngL NG ety Siezabiordo3 2 age

hde)’f&-[Ntﬁéhw -8-azabicyclo[3.2. 1]oct 3 yl) -6-
ropylamino)carbonyBaminol -1Hi dazole 3- carb ﬂ?@' gﬁgﬁq%mmate

R e e Aoy R it

carﬂdg%ﬁiqu»dl&fdﬁﬂgéole -3- carboxamlde hydroformate,

S ) D e heeschmide
hydiyfhiofateate,

o S s L N et gl

hydﬁo(t{{fﬁr&t’lgthoxybenzyBam|no]carbonyllam|no) N-(
l\/ﬁ methyAIT? aéznaet glg.;Ole[g) Zyﬁ%gt% %aﬁ?-'?ng'az&rb? -car oxamlde

hydi-{emeas3-methy1-8- azablcyclo[3 2. 1]oct 3 -y1)-5-(2-oxo0-3-propylimidazoli

in-I-y1)-1Hind 3-c bo P .
5'%%&%{}6{@@@%2@ TQ ?ga Cé/ rsf:j}—g-lf’(\{l |3-carb0xam1de
hy@@fo%nyalt):lH -indazole-3- carboxamlde hydrochlorlde _
5- l\/i%t%ggjyo @ d_'gé Oﬁ%n etg cyclce)‘lz:r‘a 9 ﬁ/o log%'}%)};l?ic-gh%yzl -e]—' —-mda
carEoDaﬂudedmatdslﬁ»xm&ﬂe(exo -8- methyl -8-azabicyclo[3.2.1]oct-3-y1)-1H-indaz

bgx ydrochloyi
o B ey - e 2 Bt e Aol st .
hydcafboxate)ide hydrochlorlde
iflitor me meth C ct-3-y1)-1H-inda
Zg Clﬁélg 8&6883?@@}%%}’0 % cyclo ng“P Xtc I?[ﬁ) ]}‘}qndwglle)dll

m
carlbokithidedipéthfoxyrie(exo-8- methyl -8-azabicyclo[3.2.1]oct-3-y1)-1H-indaz

le- 3 box rochl i
6- C%EB?I ome%%‘l@eﬁz%g (rir:;%hlyfg gBl({%'lo aﬁoﬁo%tcg ﬁafﬁdlndaz
hydteesmeasoxamide hydrofonnate.
6-Cyclopropyl-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-3-

MCSLLP

carboxamide hydroformate,
6-Ethoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-3-carboxamide

hydroformate,
6-Methoxy-3-[(8-methyl-3,8-diazabicyclo[3.2.1]oct-3-yl)carbonyl]-1,2-benzisothiazole

hydroformate,
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41 .A compound according to claim 1, wherein said compound is of
formula I in which X1 to X4 are each CH or CR]; Al is endo or exo MCSLLP
8-azabicyclo[3.2.1]octan-3-amino, 8-methy1-8- B
azabicyclo[3.2.1]octan-3-amino, 9-azabicyclo[3.3.1]Jnonan-3-amino, or
6- MR Or3ep8 -G dmethy §-8razahicyrpi3 3 fHnon3asioay B- isQimigb
CHS; and Rl'is CF3, CH30, CF30, cyclopropyl, cyano, ethynyl which is
hydefgsirtifed or unsubstituted, phenyl which is substituted or unsubstituted,
6-Muthd whiehg ituteahRsyunsiabstifated.-thienylyshicloigiaUbetitutas 8% amide
unsubstituted, bithienyl which is substituted or unsubstituted, pyrazolyl
hydgpshlRtidsubstituted or unsubstituted, thiazolyl which is substituted or
7-MéssIBaiLtech didaz ebibdiabl s suRsiitater orupsuhsiiMicd] Ry realisiayide
which is substituted or unsubstituted, morpholinyl which is substituted or
hydgpfermatiuted, or thiommpholinyl which is substituted or unsubstituted.
7-MehOxSONPRLNE B ECREINGAR I, Linwhersin-saideRmnesnehis famide
formula | in which Al is endo or exo
hydgofRERR(F-8-azabicyclo[3.2. 1]octan-3-amino,
s-Meghanydrgeyralabhdalipyiadiagl-3-yl jmethyl }-8-azabicyclo[3.2.1]octan-3-amine
3-methy1-3,8-diazabicyclo[3.2.1]octan-8-amino, 8-
hydpRéiy1ts, 8-diazabicyclo[3.2.1]oct-3-yl, endo or exo
N-(B-0ietbyioPydnaticyelabi chileran3aspne. yl)- 1 H-indazole-3-carboxamide
" dgéfnéethyl-}azabicyclo[z.2.2Ioctan-5-amino, (ref 6R,
Y %hydroindolizin-& amino, (ref 65,
N-(Bahactabydioirutglizint hrapningl R/azakieyelel2-2aijbeptate Iradrifientite,
-azabicyclo[3.2.1] -3-amino; IrJ(%ﬁ(l X4 gre each CH. or CRI; and
N S G AR S ER T L Ly e R GHAA B ARt
N-(&lkoutiiy halagenaerd oK dalgye . (Cyredaadknyl)-ayeivaisd]e-3-
bc(}/cloa(lgr{gﬁy, dg cloalkylalkoxy, Ar or Het. 43. A pharmaceutical
cat c@ﬁtﬁb itbry ct f{\'ﬂﬁé?ng a compound according to any one of claims 1 to
N-(82/reith b phashiagaolically accepipbleicarsil -  H-dddhiss-pid) compddnslic-3-
. accord'nﬁvtlg aga/ one of claims 1 to 42 in the preparation of a medicament
carbaxamide RSP KR A fing/stimulating a-7 nicotinic receptors in a patient
N-(vhvergivl Sushabiztivis(Orl sticuslation H1a5-tiherbpditisdatielet 3 -cartibhidaaide
h doffa corpgjound according to any one of claims 1 to 42 in the preparation of
YORMEditament for treating a patient suffering from a psychotic disease, a
N-(dddeddagnerbicyel di3easp tndoilins & diysiuyigtidi-oiitreleFebagigiamide
Sy tem, and/or a condition of memory and/or cognition impairment.
ydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(5-methyl-2-thienyl)-/ H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(morpholin-4-yl)-/ H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(pyrrolidin-1-yl)-/ H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(thiomorpholin-4-yl)-/ H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(trifluoromethoxy)-/ H-indazole-3-

carboxamide hydroformate,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-[(3-trifluoromethyl)phenyl]-/ H-indazole-3-
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46. The use according to claim 45, wherein said patient is suffering from
schizophrenia, anxiety, mania, depression, manic depression, Tourette's
syndrome, Parkinson's disease, Huntington's disease, Alzheimer's
disease, Lewy Body Dementia, Amyotrophic Lateral Sclerosis, memory

Carggggﬂ{mq%mwoss cognition deficit, attention deficit, and/or
Attention Deficit Hyperactivity Disorder. 47. Use of a compoun

N-(§:deitaih frdigys %%éﬂ%éﬂb H et prem iR v éhicdarif 3-

Carg@igﬁgggm@&@ay@g{esuffenng from dementia and/or another condition with
memor)( loss. Use of a comé)ound according to any one of claims

N-(8r Mty @tﬁéab»@ﬁé?é%rérl et 3rddieamid it o rarnery PRbem sdrdiry ) -

1H- Immmemm{mq%%@ﬁgmzhelmers disease, mild cognitive
impaiiment due to a Iée% schizophrenia, Parkinson's disease, gluntlngtons

N-(sidstied-Praebigys H%ﬁﬁ‘fé]l}i?ialgbﬂlb%%]a%é’ Héﬁ’ré‘é@% ing,
carfRash lidwy@osiakae CNS hypoxia, cerebral senility, multi-infarct

dementja, HIV and/or cardlovasc lar disease Us pound
VR NG o 2 s S04 A
cmﬁ@ﬁgﬁg@gmﬂ%@ﬁmm@ntmg dementia in an Alzheimer's patient by

|nh|b|t| theﬁ%‘r(}'?ﬁ% ‘.3[,%;2 ige%?glo @hgﬁgﬁg}(ﬁ%‘( Eﬁ% r};%]e%{%;zole 3-

car%ﬂpﬂ@élﬁyd@@@mawcament for treating a patient for alcohol withdrawal

R SRS o097 o Bl e Sl BHAPRAB 3 a

carbpgdiganefiitabieaing a patlent to provide for neuroprotectlon agalnst
damage associated wit rok s emia a |n
Vo B s e R ORI b iy B¢ DF ciaims 1
carboxdhiadheqregpanatign of a medicament for treating a patlent suﬁerlng
ine addiction,.pain and/or
V- B e Biaing 5y b 01 ARG RS 5 e e 5>
carlmmﬁddzanyaFdﬁQmatéUcmg smoklng cessation in a patient. 54. Use of
c:cor f 1t042.in tion of a
I FEltg 2 DRt A M A LOoa Gy >
carl{M@xi);dﬁalsyMafodmmentla (VaD) age assouated cognitive decline
sia as art-surger diac arrest,
R e R e D e S s,
carlﬁbaemﬂepﬂfdaﬂﬂmmwuced cognltlve |mpa|rment chronic fatigue syndrome,
DS r t| P itive | irment,
N(%%?wbéﬁ) '?!ddraolcgcﬁgﬁwdl?%%%rg @t?rr?e}% a grﬁd/gg{; gnc:apeﬁ%uced
carboemdade inydadfiorents;, Dementia Pugllstlca (Boxer Syndrome), or
an| al d ofac rd an
M e T gre oy o S PR e g B o
3-cabmemaody dihydratientate, 56. Use of a compound according to any one

W EIIRE o5 ot heereparation of & mediamens for iealing s bationt
erl rOf mer ofy‘impairme use according to claim

hyduffermamald memory impairment is due to decreased nlcotlnlc

N—(eﬁ\%té{[ C}H Ire‘t%a e’i%% O[%%CH/ 1i-3-y1)-5-(4-methyl-2-thienyl)-/ H-indazole-3-

carboxamide hydroformate,

N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(morpholin-4-yl)-/ H-indazole-3-

MCSLLF

carboxamide hydroformate,
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(pyrrolidin-1-yl)-/ H-indazole-3-

carboxamide hydroformate,
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58. Use of a compound according to any one of claims 1 to 42 in the
preparation of a medicament for the treatment or prophylaxis of a disease
or condition resulting from dysfunction of nicotinic acetylcholine receptor
transmission in a patient. 59. Use of a compound according to any one
N-(helaisolaa v 1018 Piepatation-of @mmeatissBaRIAN {he tigatnaator
prophylaxis of a disease or condition resulting from defective or
carhopitaBHERIAEGERic acetylcholine receptors in a patient. 60. Use of
N-(S-XRERPRYNG ARE0CHINYIq Ro¥-90R)f - ¢laim e 4RIntbernisaasation of a
medicament for the treatment or prophylaxis of a disease or condition
carhiiAg Wg‘lfﬁ}ﬁ@ssed nicotinic acetylcholine receptor transmission in
N-(R-PRUSNLY-azaBibyblS€30f. 81ORNIUNEL ACTariingIto-ay/ena i Llaims 1 to
42 in the preparation of a medicament for the treatment or prophylaxis of a
carbpamide by dE g Fesulting from loss of cholinergic synapses in a

N-(PAIEMY1-9-a52b1 H48g0P 3. CHBROWIN agearding e Anynango0f-slaimw:lataide
in the preparation of a medicament for protecting neurons in a patient from
hydrpdQrBi8iicity induced by activation of a 7nACh receptors.  63. Use of a

N-(SOMHpRH gl HG6REgiNg 333 anyoans @i -elaims ol 42tHdhe ) Prepai@iionof-a
medicament for the treatment or prophylaxis of a neurodegeneratiye
carpea)ifSh LR A% inhibiting the bindingof Ap peptides to a 7nACh

N-(6£68PIAER1-B RAbisidlclo| 3641 |dse30§13-6 ArRIvAchagBeXgINgHT @y §18S Of
claims 1 to 42 in the preparation of a medicament for treating a patient
carQiRaNg P’&Wé‘ﬂﬁnﬁ?ﬁ%mmatory disease.  65. The use according to

N—[W&M@@&ﬁiﬁﬂlﬂﬁ%}%%EYHiQQEWIBSWMM&TyHMZﬁnMG,
.66, t t
NG e A L 7o ok e SO R e
6-MythpatatiorRfasnecicamnenfacrele s ey acdivating/sibmilating ale/3-

_nicotinéc hecept S in a patient wherein such activation/stimulation has a
carhRxaanide, Edéﬁg%[[? erein said compound is selected from:

7-MefBoamO-EABoTeihyth:B-82abitypln]§ 2 1lat-3-y1)-1 pHiesazolki@siarboxa

mide, .
carbOABIS N YE IHeRA(F:8-azabicyclo[3.2. 1]oct-3-y1)-/H-indazole-3-carboxa
5-Muiblexy-N-methyl-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-
6-Bro o-N-CﬁQ- ethyl-9-azabicyclo[3.3.1]non-3-y1)-/H-indazole-3-carboxa
Caﬂ?ﬂﬁgﬁgﬁ&% 8%31@gﬁtically acceptable salts thereof
6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/H-indazole-3-carboxamide

hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(2-trimethylsilylethyn-1-yl)-/ H-indazole-3-
carboxamide hydroformate,
N-(1H-Indazol-3-ylmethyl)-N,8-dimethyl-8-azabicyclo[3.2.1]octan-3-amine
dihydroformate,

5-Fluoro-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide
hydroformate,
3-(Hexahydropyrrolo[1,2-a]pyrazin-2(1H)-ylcarbonyl)-6-methoxy-/H-indazole
hydroformate,

2-(1H-Indazol-3-ylcarbonyl)octahydro-2H-pyrido[ 1,2-a]pyrazine hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(phenylthio)-/ H-indazole-3-carboxamide

hydroformate,
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N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-0xazol-2-yl)-/ H-indazole-3-
carboxamide hydroformate,
N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(1,3-oxazol-2-yl)-/ H-indazole-3-
carboxamide hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl1)-6-(1,3-0xazol-2-yl)-/ H-indazole-3-
carboxamide hydroformate,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-nitro- / H-indazole-3-carboxamide
hydroformate,

N-(9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-nitro-/ H-indazole-3-carboxamide
hydroformate,

5-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-carboxamide
hydroformate,
5-(3,6-Dihydro-2H-pyran-4-yl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-
carboxamide hydroformate,
5-(3,6-Dihydro-2H-pyran-4-yl)-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)- / H-indazole-
3-carboxamide hydroformate, and
N-(9-Methyl-9-azabicyclo[3.3.1]non-3-y1)-5-(1,3-oxazol-2-yl)- 1 H-indazole-3-

carboxamide hydroformate.

38. A compound according to claim 33, wherein said compound is selected
from:
5-{[(Cyclopentylamino)carbonyl]amino }-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-
yl)-1H-indazole-3-carboxamide hydroformate,
5-Amino-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide
hydroformate,
5-Amino-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1H-indazole-3-carboxamide
hydroformate,
6-(1-Benzyl-1H-1,2,3-triazol-4-yl)-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-
indazole-3-carboxamide dihydroformate,
6-(3,6-Dihydro-2 H-pyran-4-yl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide hydroformate,
6-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-carboxamide

hydroformate,
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6-Methoxy-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1H-indazole-3-carboxamide
hydroformate,

6-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-carboxamide
hydroformate,

Ethyl [4-(3-{[(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)amino]carbonyl } -1/-indazol-6-yl)-
1H-1,2,3-triazol-1-yl]acetate dihydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(phenylsulfonyl)-1 H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl1)-6-(4-methyl-1,3-thiazol-2-yl)-1H-indazole-3-
carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methyl-1,3-thiazol-2-yl)-1 H-indazole-3-
carboxamide hydroformate,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl1)-6-(nitro)-1 H-indazole-3-carboxamide
hydroformate,

N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(1,3-thiazol-2-yl)-1 H-indazole-3-
carboxamide hydroformate,
 N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(nitro)-1 H-indazole-3-carboxamide
hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(trifluoromethoxy)-1H-indazole-3-

- carboxamide hydroformate,

N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5- {[(propylamino)carbonyl]Jamino } - 14-
indazole-3-carboxamide hydroformate, |
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(4-methyl-1,3-thiazol-2-yl)-1H-
indazole-3-carboxamide hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methyl-1,3-thiazol-2-yl)-1H-
indazole-3-carboxamide hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(nitro)-1H-indazole-3-carboxamide
hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(trifluoromethoxy)-1H-indazole-3-
carboxamide hydroformate,

N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-[ 1-(2-piperidin-1-ylethyl)-1H-1,2,3-
triazol-4-yl]-1H-indazole-3-carboxamide trihydroformate,

N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(1,3-thiazol-2-yl)-1 H-indazole-3-
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carboxamide hydroformate,
N-(exo0-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(nitro)-1 H-indazole-3-carboxamide
hydroformate,

N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(trifluoromethoxy)-1 H-indazole-3-
carboxamide hydroformate,
N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(4-methyl-1,3-thiazol-2-yl)-1H-
indazole-3-carboxamide hydroformate,
N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-(5-methyl-1,3-thiazol-2-y1)- 1 H-
indazole-3-carboxamide hydroformate, and
N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6-(nitro)-1H-indazole-3-carboxamide
hydroformate.

39. A compound according to claim 34, wherein said compound is selected
from:
2-[(6-Methoxy-1H-indazol-3-yl)carbonyl]octahydro-2 H-pyrido[1,2-a]pyrazine
hydroformate,
7-Methoxy-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1H-indazole-3-carboxamide
hydroformate,
6-Methoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-3-
carboxamide hydroformate,
6-Methoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1,2-benzisothiazole-3-
carboxamide hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-5-(trifluoromethoxy)-1H-indazole-3-
carboxamide hydroformate,
6-Methoxy-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-yl)-1 H-indazole-3-carboxamide
hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1hept-5-yl)-6-(4-methyl-1,3-thiazol-2-yl)-1H-indazole-3-
carboxamide hydroformate,
5-Difluoromethoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-indazole-3-
carboxamide hydroformate,
5-Difluoromethoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide hydroformate,

5-Difluoromethoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
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carboxamide hydroformate,
6-Difluoromethoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide hydroformate,
6-Difluoromethoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide hydroformate,
N-(exo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(4-methyl-1,3-thiazol-2-yl)-1H-
indazole-3-carboxamide hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-5-(4-methyl-1,3-thiazol-2-yl)-1H-indazole-3-
carboxamide hydroformate, »
6-(3,6-Dihydro-2H-pyran-4-yl)-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-y1)-1 H-indazole-
3-carboxamide hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-6-(5-methyl-1,3-thiazol-2-yl)-1H-indazole-3-
carboxamide hydroformate,
6-Difluoromethoxy-N-(2-methyl-2-azabicyclo[2.2.1Thept-5-yl)-1 H-indazole-3-
carboxamide hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-6-(1,3-thiazol-2-yl)-1/H-indazole-3-
carboxamide hydroformate,

N—(2—Methy1—2—azabicycld[2.2. 1]hept-5-y1)-5-(5-methyl-1,3-thiazol-2-yl)-1H-indazole-3-
carboxamide hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-6-(trifluoromethoxy)-1H-indazole-3-
carboxamide hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(4-methyl-1,3-thiazol-2-yl)-1/-
indazole-3-carboxamide hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1Thept-5-y1)-6-(2-thienyl)-1 H-indazole-3-carboxamide
hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1Thept-5-y1)-5-(1,3-0xazol-2-yl)-1H-indazole-3-
carboxamide hydroformate,
5-(3,6-Dihydro-2H-pyran-4-y1)-N-(2-methyl-2-azabicyclo[2.2.1hept-5-yl)-1H-indazole-
3-carboxamide hydroformate,
5-Methoxy-N-(2-methyl-2-azabicyclo[2.2.1]hept-5-yl)-1H-indazole-3-carboxamide
hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1Thept-5-y1)-5-(1,3-thiazol-2-yl)-1/H-indazole-3-

carboxamide hydroformate,
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N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(1,3-0xazol-2-yl)-1 H-indazole-3-
carboxamide hydroformate,
N-(2-Methyl-2-azabicyclo[2.2.1]hept-5-y1)-6-(5-methyl-1,3-thiazol-2-yl)-1 H-indazole-3-
carboxamide hydroformate,

N-(2-Methyl-2-azabicyclo[2.2.1 ]hept-5-y1)-5-(trifluoromethoxy)-1H-indazole-3-
carboxamide hydroformate,

N-(2-Methyl-2-azabicyclo[2.2.1 hept-5-y])-6-(4-methyl-1,3-thiazol-2-yl)-1 H-indazole-3-
carboxamide hydroformate,
5-(1-Benzyl-1H-1,2,3-triazol-4-yl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1 H-
indazole-3-carboxamide dihydroformate,

6-{[(Cyclopentylamino)carbonyl]amino }-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-
yl)-1H-indazole-3-carboxamide hydroformate,
N-(endo-8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6- {[ (propylamino)carbonyl|amino } -1 H-
indazole-3-carboxamide hydroformate,

5-({[(4-Fluorophenyl)amino]carbonyl } amino)-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-
3-yl)-1H-indazole-3-carboxamide hydroformate,

6-({[(4-Fluorobenzyl)amino]carbonyl } amino)-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-
3-yl)-1H-indazole-3-carboxamide hydroformate,
5-({[(3-Methoxyphenyl)amino]carbonyl } amino)-N-(endo-8-methyl-8-
azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-carboxamide hydroformate,
6-({[(3-Methoxybenzyl)amino]carbonyl } amino)-N-(endo-8-methyl-8-
azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-carboxamide hydroformate, and
N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(2-0x0-3-propylimidazolidin-1-yl)-1 H-

indazole-3-carboxamide hydroformate.

40. A compound according to claim 35, wherein said compound is selected
from:
5-(3,6-Dihydro-2 H-pyran-4-yl)-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1H-
indazole-3-carboxamide hydroformate,
6-Methoxy-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1H-indazole-3-carboxamide
hydroformate,
5-Methoxy-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1H-indazole-3-carboxamide

hydroformate,
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N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(trifluoromethoxy)-1 H-indazole-3-
carboxamide hydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-nitro-1 H-indazole-3-carboxamide
hydroformate,
5-Amino-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1 H-indazole-3-carboxamide
hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(nitro)-1H-indazole-3-carboxamide
hydroformate,
6-Methoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-1,2-benzisothiazole-3-carboxamide
hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-5-(4-methyl-1,3-thiazol-2-yl)-1 H-indazole-3-
carboxamide hydroformate,
N-(8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(1,3-0xazol-2-yl)-1 H-indazole-3-
carboxamide hydroformate,
5-(1-Benzyl-1H-pyrazol-4-yl)-N-(endo-9-methyl-9-azabicyclo[3.3.1 non-3-yl)- 1 -
indazole-3-carboxamide hydroformate,
5-(2,3'-Bithien-5-yl)-N-(endo-9-methyl-9-azabicyclo[3.3.1]non-3-yl)-1H-indazole-3-
carboxamide hydroformate,

5-(3-Furyl)-N-(endo-9-methyl-9-azabicyclo[3.3.1 non-3-yl)-1 H-indazole-3-carboxamide
| hydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(3-thienyl)-1 H-indazole-3-
carboxamide hydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(4-methyl-2-thienyl)-1H-indazole-3-
carboxamide hydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1 non-3-yl)-6-(2-thienyl)-1 H-indazole-3-
carboxamide hydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-6-(4-methyl-2-thienyl)-1 H-indazole-3-
carboxamide hydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl1)-5-(1,3-thiazol-2-yl)-1 H-indazole-3-
carboxamide hydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(1,3-oxazol-2-yl)-1 H-indazole-3-
carboxamide hydroformate,

N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(1-methyl-1H-imidazol-2-yl)-1H-
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indazole-3-carboxamide dihydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-6-(1,3-thiazol-2-yl)-1/-indazole-3-
carboxamide hydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(morpholin-4-yl)-1H-indazole-3-
carboxamide hydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl)-5-(pyrrolidin-1-yl)-1H-indazole-3-
carboxamide hydroformate,
N-(endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yl1)-5-(thiomorpholin-4-yl)-1H-indazole-3-
carboxamide hydroformate,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-6-[ 1-(2-piperidin-1-ylethyl)-1H-1,2,3-triazol-
4-yl]-1H-indazole-3-carboxamide trihydroformate,
5-(1-Benzyl-1H-1,2,3-triazol-4-yl)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-
indazole-3-carboxamide dihydroformate,
5-(1-Benzyl-1H-1,2,3-triazol-4-yl)-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-
indazole-3-carboxamide dihydroformate,

5-{[(Cyclopentylamino)carbonyl]amino }-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-
indazole-3-carboxamide hydroformate,
N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-{[(propylamino)carbonyl Jamino } -1 H-
indazole-3-carboxamide hydroformate,

6-{[(Cyclopentylamino)carbonyl]amino }-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-
indazole-3-carboxamide hydroformate,

N-(8-Methyl-8-azabicyclo[3.2.1]oct-3-yl)-6- {[(propylamino)carbonylJamino } -1 H-
indazole-3-carboxamide hydroformate,

5-({[(4-Fluorophenyl)amino]carbonyl } amino)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-
1 H-indazole-3-carboxamide hydroformate,

6-({[(4-Fluorobenzyl)amino]carbonyl }amino)-N-( 8-methyl-8-azabicyclo[3.2.1]oct-3-
yl)-1H-indazole-3-carboxamide hydroformate,

5-({[(3-Methoxyphenyl)amino]carbonyl } amino)-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-
yl)-1H-indazole-3-carboxamide hydroformate,

6-({[(3-Methoxybenzyl)amino]carbonyl } amino)-N-( 8-methyl-8-azabicyclo[3.2.1]oct-3-
yl)-1H-indazole-3-carboxamide hydroformate,
N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-y1)-5-(2-0x0-3-propylimidazolidin-1-yl)-1H-

indazole-3-carboxamide hydroformate,
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5-Difluoromethoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-
carboxamide hydrochloride,
5-Difluoromethoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-
carboxamide hydrochloride,
5-Difluoromethoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide hydrochloride,
6-Difluoromethoxy-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1 H-indazole-3-
carboxamide hydrochloride,
6-Difluoromethoxy-N-(endo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-
carboxamide hydrochloride,
6-Difluoromethoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-
carboxamide hydrochloride, and
6-Difluoromethoxy-N-(exo-8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-1H-indazole-3-

carboxamide hydroformate.

41. A compound according to claim 1, wherein said compound is of formula I
in which

X! to X* are each CH or CR];

A is endo or exo 8-azabicyclo[3.2.1]octan-3-amino, 8-methyl-8-
azabicyclo[3.2.1]octan-3-amino, 9-azabicyclo[3.3.1]nonan-3-amino, or endo or exo 9-
methyl-9-azabicyclo[3.3.1]non-3-amino;

Bis O;

R'' is H or CHs; and

R' is CF3, CH30, CF;0, cyclopropyl, cyano, ethynyl which is substituted or
unsubstituted, phenyl which is substituted or unsubstituted, furyl which is substituted or
unsubstituted, thienyl which is substituted or unsubstituted, bithienyl which is substituted
or unsubstituted, pyrazolyl which is substituted or unsubstituted, thiazolyl which is
substituted or unsubstituted, imidazolyl which is substituted or unsubstituted,
pyrrolidinyl which is substituted or unsubstituted, morpholinyl which is substituted or

unsubstituted, or thiomorpholinyl which is substituted or unsubstituted.

42. A compound according to claim 1, wherein said compound is of formula I

in which

262



MCSLLP

A is endo or exo 8-methyl-8-azabicyclo[3.2.1]octan-3-amino,
octahydropyrrolo[1,2-a]pyrazinyl, 3-methyl-3,8-diazabicyclo[3.2.1]octan-8-amino, 8-
methyl-3,8-diazabicyclo[3.2.1]oct-3-yl, endo or exo 9-methyl-9-azabicyclo[3.3.1]nonan-
3-amino, 2-methyl-2-azabicyclo[2.2.2]octan-5-amino, (rel 6R,8aS)-octahydroindolizin-6-
amino, (rel 6S,8aS)-octahydroindolizin-6-amino, 2-azabicyclo[2.2.1]heptan-5-amino, or
8-azabicyclo[3.2.1]octan-3-amino; and

X" to X* are each CH or CR'; and
X2 and X are each CH or CR! in which R is alkyl, halogenated alkyl, alkoxy,
halogenated alkoxy, halogen, cyano, alkynyl, cycloalkyl, cycloalkyloxy,
cycloalkylalkoxy, Ar or Het.

43. A pharmaceutical composition comprising a compound according to any

one of claims 1 to 42 and a pharmaceutically acceptable carrier.

44. Use of a compound according to any one of claims 1 to 42 in the
preparation of a medicament for selectively activating/stimulating a-7 nicotinic receptors

in a patient wherein such activation/stimulation has a therapeutic effect.

45.  Use of a compound according to any one of claims 1 to 42 in the
preparation of a medicament for treating a patient suffering from a psychotic disease, a
neurodegenerative disease involving a dysfunction of the cholinergic system, and/or a

condition of memory and/or cognition impairment.

46. The use according to claim 45, wherein said patient is suffering from
schizophrenia, anxiety, mania, depression, manic depression, Tourette’s syndrome,
Parkinson’s disease, Huntington’s disease, Alzheimer’s disease, Lewy Body Dementia,
Amyotrophic Lateral Sclerosis, memory impairment, memory loss, cognition deficit,

attention deficit, and/or Attention Deficit Hyperactivity Disorder.
47, Use of a compound according to any one of claims 1 to 42 in the

preparation of a medicament for treating a patient suffering from dementia and/or another

condition with memory loss.
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48.  Use of'a compound according to any one of claims 1 to 42 in the
preparation of a medicament for treating a patient suffering from memory impairment
due to Alzheimer’s disease, mild cognitive impairment due to aging, schizophrenia,
Parkinson’s disease, Huntington’s disease, Pick’s disease, Creutzfeldt-Jakob disease,
depression, aging, head trauma, stroke, CNS hypoxia, cerebral senility, multi-infarct
dementia, HIV and/or cardiovascular disease.

49.  Use of a compound according to any one of claims 1 to 42 in the
preparation of a medicament for treating and/or preventing dementia in an Alzheimer's

patient by inhibiting the binding of an amyloid beta peptide with nACh receptors.

50.  Use of a compound according to any one of claims 1 to 42 in the
preparation of a medicament for treating a patient for alcohol withdrawal or treating a

patient with anti-intoxication therapy.

51. Use of a compound according to any one of claims 1 to 42 in the preparation
of a medicament for treating a patient to provide for neuroprotection against damage

associated with strokes and ischemia and glutamate-induced excitotoxicity.

52.  Use of a compound according to any one of claims 1 to 42 in the
preparation of a medicament for treating a patient suffering from nicotine addiction, pain,

jetlag, obesity and/or diabetes.

53.  Use of a compound according to any one of claims 1 to 42 in the

preparation of a medicament for inducing smoking cessation in a patient.

54. Use of a compound according to any one of claims 1 to 42 in the
preparation of a medicament for treating a patient suffering from mild cognitive
impairment (MCI), vascular dementia (VaD), age-associated cognitive decline (AACD),
amnesia associated with open-heart-surgery, cardiac arrest, general anesthesia, memory
deficits from exposure to anesthetic agents, sleep deprivation induced cognitive
impairment, chronic fatigue syndrome, narcolepsy, AIDS-related dementia, epilepsy-
related cognitive impairment, Down's syndrome, Alcoholism related dementia,

drug/substance induced memory impairments, Dementia Puglistica (Boxer Syndrome), or
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55. Use of a compound according to any one of claims 1 to 42 in the

preparation of a medicament for treating loss of memory in a patient.

56.  Use of a compound according to any one of claims 1 to 42 for the

preparation of a medicament for treating a patient suffering from memory impairment.

57.  The use according to claim 56, wherein said memory impairment is due to

decreased nicotinic acetylcholine receptor activity.

58. Use of a compound according to any one of claims 1 to 42 in the
preparation of a medicament for the treatment or prophylaxis of a disease or condition

resulting from dysfunction of nicotinic acetylcholine receptor transmission in a patient.

59.  Use of a compound according to any one of claims 1 to 42 in the
preparation of a medicament for the treatment or prophylaxis of a disease or condition

resulting from defective or malfunctioning nicotinic acetylcholine receptors in a patient.

60.  Use of a compound according to any one of claims 1 to 42 in the
preparation of a medicament for the treatment or prophylaxis of a disease or condition

resulting from suppressed nicotinic acetylcholine receptor transmission in a patient.

61.  Use of a compound according to any one of claims 1 to 42 in the
preparation of a medicament for the treatment or prophylaxis of a disease or condition

resulting from loss of cholinergic synapses in a patient.

62.  Use of a compound according to any one of claims 1 to 42 in the
preparation of a medicament for protecting neurons in a patient from neurotoxicity

induced by activation of a 7TnACh receptors.

63. Use of a compound according to any one of claims 1 to 42 in the

preparation of a medicament for the treatment or prophylaxis of a neurodegenerative
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disorder by inhibiting the bindingof Ap peptides to & 7TnACh receptors in a patient.

64.  Use of a compound according to any one of claims 1 to 42 in the
preparation of a medicament for treating a patient suffering from an inflammatory

disease.

65. The use according to claim 64, wherein said inflammatory disease is

rheumatoid arthritis, diabetes or sepsis.

66. The use according to any one of claims 44 to 65, wherein said patient is a

human.

67. Use of a compound for the preparation of a medicament for selectively
activating/stimulating « -7 nicotinic receptors in a patient wherein such
activation/stimulation has a therapeutic effect, wherein said compound is selected from:
5-Bromo-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/ H-indazole-3-carboxamide,
6-Bromo-N-(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)-/H-indazole-3-carboxamide,
6-Bromo-N-(9-methyl-9-azabicyclo[3.3.1]non-3-yl)-/ H-indazole-3-carboxamide,

and pharmaceutically acceptable salts thereof.
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