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Indazolyl ester and amide derivatives for the treatment of
glucocorticoid receptor mediated disorders

The present invention relates to novel indazolyl ester or amide derivatives, to
pharmaceutical compositions comprising such derivatives, to processes for preparing such
novel derivatives and to the use of such derivatives as medicaments (for example in the

treatment of an inflammatory disease state).

Sulphonamide derivatives are disclosed as anti-inflammatories in WO 2004/019935 and
WO 2004/050631. Pharmaceutically active sulphonamides are also disclosed in Arch. Pharm.
(1980) 313 166-173, J. Med. Chem. (2003) 46 64-73, J. Med. Chem (1997) 40 996-1004, EP
0031954, EP 1190710 (WO 200124786), US 5861401, US 4948809, US3992441 and WO
99/33786.

It is known that certain non-steroidal compounds interact with the glucocorticoid receptor
(GR) and, as a result of this interaction, produce a suppression of inflammation (see, for
example, US6323199). Such compounds can show a clear dissociation between anti-
inflammatory and metabolic actions making them superior to earlier reported steroidal and
non-steroidal glucocorticoids. The present invention provides further non-steroidal
compounds as modulators (for example agonists, antagonists, partial agonists or partial
antagonists) of the glucocorticoid receptor.

These new compounds are contemplated to have improved properties such as selectivity,

efficacy, etc. over the known compounds.

The present invention provides a compound of formula (I):
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wherein:

A is Cyrealkyl, Cy.shydroxyalkyl, Ci¢cyanoalkyl, cyano, Cy.gnitroalkyl, nitro, Cy.¢alkylS(O)n,
Cr.salkoxy, Cs.7cycloalkylC.galkyl, Cs.scycloalkyl, Cs.7heterocycloalkyl, Cs.
7heterocycloalkylC;salkyl, C;haloalkyl, C;.salkylCj.gthioalkyl, C_¢thioalkyl, C_alkylOC;.
salkyl, Ci-6alkylOC,.6alkylOC;.salkyl, Ci-salkylOC,.alkylO, C;.6alkylC(O)C;.¢alkyl, C;.
salkylC(O), Ci6alkylC(O)OC,.salkyl, C;.6alkylC(O)O, C;_¢alkylOC(O)C,.¢alkyl, C;.
salkylOC(0O), HOC(O), NR’R°C,.qalkyl, NR’RS NR’RC(0)C;.¢alkyl, NR’R®C(O),
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NR’R°0C(0)Calkyl, NR’R°OC(0), R'NH, Cs.jparylC,.salkyl, Cs.joaryl, Cs.jsheteroarylC;.
salkyl or Cs.jpheteroaryl, whereby the cycloalkyl, heterocycloalkyl, aryl or heteroaryl may be
optionally substituted by one or more substituents independently selected from halo, cyano,
hydroxy, Ci4alkyl, C;.4alkoxy, Ci4haloalkyl, C;4alkylOC(0O), Ci4alkylOC;4alkyl, C;-
48lkylS(0), and C, 4haloalkylO, and R* is hydrogen, or

A forms together with R* a 5 to 6 membered azacyclic ring optionally having one or more
further heteroatoms independently selected from O, N and S;

R! and R are independently selected from hydrogen, C,.alkyl, C,shydroxyalkyl, C;.
4alkylOC 4alkyl, C,4alkylC4thioalkyl and C;4haloalkyl, or R! and R'* together are oxo;

R? is hydrogen or C;4alkyl;

R? is Cs.jparyl, Cs.j0arylCi.qalkyl, Cs.joarylO, Cs.j0arylOC;4alkyl or Cs.joheteroaryl, which
may be optionally substituted by one or more substituents independently selected from B;

B is Cyshydroxyalkyl, hydroxy, Ci4alkyl, Cj4alkoxy, Ci4alkylCithioalkyl, Ci4thioalkyl,
Cs_¢cycloalkylCi4thioalkyl, Cs_¢cycloalkylS, Ci.3alkylS(0),Ci4alkyl, C;3alkylS(O),, Ci.
shaloalkyl, C;4haloalkylO, halo, nitro, cyano, Ci.4alkylOC;4alkylOC.4alkyl, C;.
4alkylC(0)C4alkyl, Ci.4alkylC(O), C;4alkylC(O)OC,.4alkyl, C;4alkylC(O)O, C;.
4alkylOC(0)C4alkyl, C14alkylOC(0), NR®*R’C; 4alkyl, NR®*R® NR*R’C(0)C,.salkyl,
NRER’C(0), NRR’OC(0)C;.4alkyl, NR®*R°OC(0), NR*R’C(0)OC;.4alkyl, NR*R’C(0)O,
R’C(O)R®NC4alkyl, R’C(O)R®NH, C,_4alkyINH, C}4alkylOC(O)NH, C}.4alkylC(0)OC;.
4alkyINH, C;.4alkylC(0)C;4alkylNH, C;4alkylC(O)NH, NR*R’S(0),C.4alkyl or
NRER’S(0)n;

nis 1l or2;

R*is hydrogen, hydroxy, halo, C;4alkyl or C;.shaloalkyl;

W is hydrogen, or

phenyl, C;alkyl, Cs;cycloalkyl, thienyl, isoxazolyl, pyrazolyl, pyridinyl, pyridazinyl or
pyrimidinyl all of which are optionally substituted by one or more substituents independently
selected from C;shydroxyalkyl, hydroxy, C;.salkyl, C;.4alkoxy, Ci4alkylC; sthioalkyl, C;.
sthioalkyl, Cs.¢cycloalkylC.sthioalkyl, Cs.¢cycloalkylS, Cs¢cycloalkyl, Cs¢cycloalkylC.
salkyl, Cs_gheterocycloalkyl, Cs.gheterocycloalkylC;salkyl, C4alkylS(0),C;.4alkyl, C;.
4alkylS(0),, Ci.shaloalkyl, C;.shaloalkylO, halo, nitro, cyano, C;.4alkylOC; 4alkyl, C;.
4alkylOCy4alkylOC4alkyl, Ci4alkylC(O)Ci4alkyl, Cy.4alkylC(O), C14alkylC(O)OC4alkyl,
C14alkylC(0)O, Ci14alkylOC(0)C1alkyl, C1.4alkylOC(O), NR'RMC).4alkyl, NR'R",
NRR!'C(0)C,.4alkyl, NR'R*C(0), NR'R''C(0)0OC .4alkyl, NR°®R''C(0)0,
NR!’RMOC(0)C;4alkyl, NR'RM0C(0), R"'C(0)R'*NC; 4alkyl, R*'C(O)R!’NH, C..
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4alkylOC(0)C;alkyINH, C;4alkylOC(O)NH, C; 4alkylC(0)OC 4alkyINH, C;.4alkylC(O)C1
4alkyINH, C,alkylC(O)NH, NR'’R'!S(0),C .4alkyl or NR'R''S(0),;

X is CH,, O, S, S(O)y, NH or NCjalkyl;

Y is hydrogen, halo, Cy.salkyl, Ci4alkoxy, C;4thioalkyl, Ci4haloalkyl, Ci4 haloalkylO, nitro,
cyano, hydroxy, R'2C(0), R™0C(0), R*C(0)0, C,.¢alkylS(0),, R1ZR*NS(O),, benzyloxy,
imidazolyl, C4alkyINHC(O), NR*?R**C(0), C;4alkylC(O)NH or NR?R'?;

ZisQorS;

R® RS RE, R%, R RY, R'? and R" are independently selected from hydrogen, Cy.¢alkylC(O),
NHR’C(O) and Cy.¢alkyl; and

R” is hydrogen, Ci.alkyl, CyalkylC(O)OC,3alkyl, Ci.alkylC(O)O, C1.6alkylOC(O)C;.
salkyl, Ci4alkylOC(0), Ci.6alkylC(O), Cs.ioheteroarylCi salkyl, Cs_igheteroaryl, Cs.jparylCi.
salkyl, Cs_yparyl, CsecycloalkylCy salkyl or Csscycloalkyl;

or a pharmaceutically acceptable salt thereof.

One embodiment of the invention related to compounds of formula I wherein:

A is Cyealkyl, Cighydroxyalkyl, Cy.¢cyanoalkyl, cyano, Cygnitroalkyl, nitro, Cy.¢alkylS(O)y,
Ci.¢alkoxy, CsqcycloalkylCy galkyl, Csseycloalkyl, Cssheterocycloalkyl, Cs.
7heterocycloalkylCy_galkyl, Ci.ghaloalkyl, C;¢alkylC ¢thioalkyl, C;.¢thioalkyl, C;.¢alkylOC,;.
salkyl, C;.6alkylOCi.alkylOCi galkyl, C;.¢alkylOCi.6alkylO, Ci.6alkylC(O)Ci.salkyl, Ci-
6alkylC(0O), Cy.6alkylC(O)OC1.¢alkyl, Ci.alkylC(O)O, Ci.6alkylOC(O)C;¢alkyl, C;.
salkylOC(0), HOC(O), NR’R°Cy.galkyl, NR’R® NR’R°C(0)C;.¢alkyl, NR’R’C(O),
NR’R®0OC(0)C;alkyl, NR’R*OC(0), R'NH, Cs.jparylCysalkyl, Cs.jearyl, Cs.joheteroarylC.
salkyl or Cs.joheteroaryl, whereby the cycloalkyl, heterocycloalkyl, aryl or heteroaryl may be
optionally substituted by one or more substituents independently selected from halo, cyano,
hydroxy, Ci.salkyl, C;4alkoxy, Cishaloalkyl, C;.4alkylOC(O), C;4alkylOC;.4alkyl, C;.
4alkylS(0), and Cj_shaloalkylO, and R* is hydrogen, or

A forms together with R* a 5 to 6 membered azacyclic ring optionally having one or more
further heteroatoms independently selected from O, N and S;

R! and R™ are independently selected from hydrogen, C;_4alkyl, Ci.shydroxyalkyl, C;.
4alkylOCj4alkyl, C;.4alkylCi 4thioalkyl and C;.shaloalkyl, or R! and R™® together are oxo;
R?is hydrogen or C;4alkyl;

R?is Cs.ioaryl, Cs.joarylCy_salkyl, Cs.1parylO, Cs.10arylOCy_4alkyl or Cs_jgheteroaryl, which

may be optionally substituted by one or more substituents independently selected from B;



WO 2008/076048 PCT/SE2007/001136

B is Cyshydroxyalkyl, hydroxy, C).4alkyl, C).4alkoxy, C;.4alkylC.athioalkyl, C;4thioalkyl,
Cs.scycloalkylC 4thioalkyl, Cs.scycloalkylS, C.3alkylS(0),Ci4alkyl, C;3alkylS(O)y, Ci-
shaloalkyl, C;_shaloalkylO, halo, nitro, cyano, Ci.4alkylOC;.4alkylOC,_salkyl, C;.
4alkylC(0)C1alkyl, C;4alkylC(0), C14alkylC(0)OC.4alkyl, Ci4alkylC(0)O, C:.
4alkylOC(0O)C)4alkyl, C14alkylOC(0), NR®R’C,4alkyl, NR*R®, NR®R’C(0)C 4alkyl,
NR*R’C(0), NR®*R’0C(0)C;4alkyl, NR®*R°OC(0), NR®R’C(0)OC _4alkyl, NR®R°C(0)0,
R°C(O)R®NC.4alkyl, R°C(O)R®NH, Cy4alkyINH, Ci.4alkylOC(O)NH, C;.4alkylC(0)OC,.
4alkyINH, C)4alkylC(O)C14alkyINH, C;4alkylC(O)NH, NR*R?S(0),C;4alkyl or
NR®*R’S(0).;

nislor2;

R* is hydrogen, hydroxy, halo, Cy4alkyl or Cj4haloalkyl;

W is phenyl, Cj4alkyl, Csscycloalkyl, thienyl, isoxazolyl, pyrazolyl, pyridinyl, pyridazinyl or
pyrimidinyl all of which are optionally substituted by one or more substituents independently
selected from Cy_shydroxyalkyl, hydroxy, Cy.salkyl, C;.salkoxy, Cy4alkylCi.athioalkyl, C;.
sthioalkyl, Cs¢cycloalkylCy_gthioalkyl, Cs.¢cycloalkylS, Cs.gcycloalkyl, CsgcycloalkylCi.
aalkyl, Cs_gheterocycloalkyl, Cs.gheterocycloalkylCi galkyl, Ci.4alkylS(0),C;.4alkyl, Ci.
4alkylS(O),, Ci4haloalkyl, C;4haloalkylO, halo, nitro, cyano, C;.4alkylOC; 4alkyl, C;.
4alkylOC1 4alkylOC qalkyl, C;4alkylC(O)Cyalkyl, C14alkylC(O), C4alkylC(0)OC, 4alkyl,
C1.4alkylC(0)0, C14alkylOC(0)C;.4alkyl, C14alkylOC(O), NRR'C4alkyl, NR''R!!,
NR!®R!'C(0)C)4alkyl, NR'’RMC(0), NR!®R!'C(0)OC 4alkyl, NR’R"C(0)O,
NR'RMOC(0)C)4alkyl, NRPR™OC(0), RN C(O)R®NC 4alkyl, R" C(O)R!NH, C,.
4alkylOC(0)Cy_4alkyINH, Cy4alkylOC(O)NH, C;.4alkylC(O)OC4alkyINH, Cy_4alkylC(O)C,.
salkyINH, C,4alkylC(O)NH, NR’R''S(0),C1.4alkyl or NR'*RS(0),;

X is CHy, O, S, S(O)s, NH or NCy.qalkyl;

+ Y is hydrogen, halo, C;.salkyl, Ci4alkoxy, Ci4thioalkyl, Ci4haloalkyl, C.4 haloalkylO, nitro,
cyano, hydroxy, R*C(0), R"20C(0), R'2C(0)0, C.salkylS(0),, R**R®*NS(O),, benzyloxy,
imidazolyl, Cy.alkyINHC(0), NR*RPC(0), C,4alkylC(O)NH or NRZR'?;

ZisOorS;

R’, R®, R%, R%, R'* R, R'? and R** are independently selected from hydrogen, C.alkylC(O),
NHR'C(0) and Cy¢alkyl; and

R’ is hydrogen, C.ealkyl, C1.alkylC(O)OCsalkyl, Cy.salkylC(0)O, Ci.calkylOC(O)C;.
salkyl, C1.6alkylOC(O), C,.6alkylC(O), Cs.joheteroarylCi_salkyl, Cs.joheteroaryl, Cs.joarylCi.
salkyl, Cs.jearyl, Cs¢cycloalkylCalkyl or Cs¢cycloalkyl;

or a pharmaceutically acceptable salt thereof.
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Another embodiment of the invention related to compounds of formula I wherein:

A is R'NH, and R* is hydrogen;

R! and R'® are independently selected from hydrogen, Cialkyl, Ci4hydroxyalkyl, C;.
4alkylOC; 4alkyl, C14alkylC)sthioalkyl and Cj.4haloalkyl, or R! and R'® together are oxo;

R? is hydrogen or Cj4alkyl;

R3is Cs.ioaryl, Cs.jparylC.salkyl, Cs.joarylO, Cs.10arylOC;.4alkyl or Cs_jgheteroaryl, which
may be optionally substituted by one or more substituents independently selected from B;

B is Cishydroxyalkyl, hydroxy, Ci4alkyl, C;.4alkoxy, C;.salkylCi4thioalkyl, Ci4thioalkyl,
Cs.¢cycloalkylC sthioalkyl, CsgcycloalkylS, Ci.3alkylS(0),Ciaalkyl, Ci3alkylS(O)y, Ci-
shaloalkyl, C;_4haloalkylO, halo, nitro, cyano, C;-4alkylOCy.4alkylOC;_salkyl, C;.
4alkylC(O)Ci4alkyl, C;.4alkylC(O), C1.4alkylC(O)OC;.4alkyl, C;4alkylC(O)0O, Ci.
4alkylOC(0)C1.salkyl, C14alkylOC(0), NR®*R’C)4alkyl, NR®R®, NR®R’C(0)C;.4alkyl,
NR®R’C(0), NR®R’0C(0)C,.4alkyl, NR®R°0OC(0), NR®R’C(0)OC _salkyl, NR*R’C(0)O,
R’C(O)R*NC, 4alkyl, R°C(O)R*NH, C;4alkyINH, C,4alkylOC(OQ)NH, C;4alkylC(O)OC,.
4alkyINH, C;_4alkylC(O)C 4alkyINH, C,.4alkylC(O)NH, NR®*R’S(0),C;4alkyl or
NRER’S(0),;

nis 1 or2;

R*is hydrogen, hydroxy, halo, C;.alkyl or Cy4haloalkyl;

W is phenyl, Cy_4alkyl, Cs.cycloalkyl, thienyl, isoxazolyl, pyrazolyl, pyridinyl, pyridazinyl or
pyrimidinyl all of which are optionally substituted by one or more substituents independently
selected from C,.shydroxyalkyl, hydroxy, C;.salkyl, C;4alkoxy, C;4alkylCi 4thioalkyl, C;.
sthioalkyl, Cs.scycloalkylCi.sthioalkyl, Cs.scycloalkylS, Csscycloalkyl, Cs.gcycloalkylCy.
salkyl, Csheterocycloalkyl, Cs ¢heterocycloalkylCy salkyl, Ci.4alkylS(0),Ci-salkyl, C;.
4alky1S(O),, Ci4haloalkyl, C;shaloalkylO, halo, nitro, cyano, C;4alkylOC;4alkyl, C;.
4alkylOCy4alkylOCy_4alkyl, C;.4alkylC(O)C,.salkyl, C4alkylC(0O), C;4alkylC(O)OC; salkyl,
C1.4alkylC(0)O0, C;.4alkylOC(O)C 4alkyl, C;4alkylOC(O), NR!*R''C _4alkyl, NR'°R",
NR'RMC(0)C)4alkyl, NRR''C(0), NR'’R''C(0)OC;4alkyl, NR°R''C(0)O,
NRRM0C(0)C,4alkyl, NR'RMOC(0), R1'C(O)R!’NCsalkyl, R C(O)R''NH, C;.
4alkylOC(O)C14alkyINH, C,.4alkylOC(O)NH, C,_4alkylC(O)OC;. 4alkyINH, C;.4alkylC(O)C;.
salkyINH, C;4alkylC(O)NH, NR'*R"S(0),C;4alkyl or NR'’R!S(0)y;

X is CHy, O, S, S(O),, NH or NCy 4alkyl;
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Y is hydrogen, halo, Cy.4alkyl, Cy.4alkoxy, Ci.sthioalkyl, Cyshaloalkyl, Ci4 haloalkylO, nitro,
cyano, hydroxy, R12C(0), R120C(0), R™*C(0)0, C1.¢alkylS(O)y, RZRNS(0),, benzyloxy,
imidazolyl, C_salkyINHC(O), NR?R*C(0), C;.4alkylC(O)NH or NR'*R";

ZisOorS;

R s R6, RS, R9, RY R”, R2 and R* are independently selected from hydrogen, C;.¢alkylC(O),
NHR'C(O) and Cy.¢alkyl; and

R’ is hydrogen, Ci.¢alkyl, Ci6alkylC(O)OC;.salkyl, C1.4alkylC(O)O, C;6alkylOC(O)C;.
salkyl, Ci.6alkylOC(O), C;_4alkylC(0O), Cs.igheteroarylCy salkyl, Cs.joheteroaryl, Cs.joarylCi.
salkyl, Cs.jparyl, Cs.¢cycloalkylC; salkyl or Cs.¢cycloalkyl;

or a pharmaceutically acceptable salt thereof.

One embodiment of the invention related to compounds of formula I wherein:

A is Cyealkyl, Ci¢hydroxyalkyl, Ci.salkoxy, Cszcycloalkyl, Cs.7heterocycloalkyl, C;.
¢haloalkyl, Cy_¢alkylOC,_ ¢alkyl, C;.¢alkylOC; ¢alkylOC, galkyl, C, 4alkylC(O)OC;4alkyl, C;.
salkylOC(0), HOC(0), NR’R’C_¢alkyl, NR*R°C(0O), NR*R°0C(0), R'NH, Cs_;0arylC.
salkyl, Cs_jparyl or Cs.joheteroaryl, whereby the cycloalkyl, heterocycloalkyl, aryl or
heteroaryl may be optionally substituted by one or more substituents independently selected
from halo, cyano, hydroxy, C;4alkyl, C;4alkoxy, C;_shaloalkyl, C;4alkylOC(O), C;.
4alkylOC; 4alkyl and C;.4alkylS(O), and R* is hydrogen, or

A forms together with R* a 5 membered azacyclic ring optionally having one or more further
heteroatoms independently selected from O and N;

R' and R are independently selected from hydrogen, C;.4alkyl, C;.shydroxyalkyl, C;.
4alkylOCj4alkyl and C;_4haloalkyl, or R! and Rlatogether are 0xo;

R? is hydrogen or C;4alkyl;

R? is hydrogen;

R%is Cs.roaryl, Cs.1parylC.4alkyl, Cs.jparylO, Cs.10arylOCi4alkyl or Cs.jgheteroaryl, which
may be optionally substituted by one or more substituents independently selected from B;

B is hydroxy, C;.4alkyl, C;.salkoxy, C;4alkylCi4thioalkyl, C;.4thioalkyl, CscycloalkylS, C;.
3alkylS(0),C4alkyl, Cy.3alkylS(O),, Ci4haloalkyl or halo;

nis 1or2;

R is hydrogen;

W is phenyl, C;_4alkyl, C;;cycloalkyl, pyridinyl, pyridazinyl or pyrimidinyl all of which are
optionally substituted by one or more substituents independently selected from C,.
shydroxyalkyl, Cs_sheterocycloalkylC).salkyl, halo, C;4alkylOC(O) and NRR*'C, 4alkyl;
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XisOorS;

Y is hydrogen, halo or Cy.salkyl;

ZisOorS;

R, R®, R'" and R are independently selected from hydrogen, C;.¢alkylC(O), NHR'C(O) and
Ci.¢alkyl; and

R’ is hydrogen, C,.salkyl, C;.6alkylOC(O)Ci.3alkyl, Cs.jgheteroarylCi_salkyl or Cs.¢cycloalkyl;

or a pharmaceutically acceptable salt thereof.

One embodiment of the invention related to compounds of formula I wherein:
A is Cyshydroxyalkyl, Cs_scycloalkyl, C;shaloalkyl or NR5R6C(O);

R’ and R™ are independently selected from hydrogen and C;_salkyl;

R” is hydrogen;

R%is Cs.joaryl Csy0arylOCialkyl or Cs joheteroaryl, which may be optionally substituted by
one or more substituents independently selected from B;

B is C;salkoxy or Cy3alkylS(O),;

nis2;

R* is hydrogen;

W is phenyl which is optionally substituted by one or more halo;

X is O;

Y is hydrogen;

Zis O;

R’ and R® are independently selected from hydrogen and C_salkyl; and

R is hydrogen;

or a pharmaceutically acceptable salt thereof.

One embodiment of the invention relates to compounds of formula I wherein R, R™ R R
RY, R’, R%, R, R?, R R, R'2, R, R*, Y, W and n are as defined above, and A is R’"NH and
R’ is hydrogen, Ci.alkyl, C;.6alkylOC(O)C.salkyl, Cs.ioheteroarylC, salkyl or Cs.scycloalkyl.

In yet a further embodiment relating to compounds of formula I R* is hydrogen; R*is

hydrogen; X is O; Y is hydrogen; and Z is O.
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In one embodiment relating to compounds of formula I R is C; 4alkyl, R'* is hydrogen, R? is

hydrogen; R* is hydrogen; X is O; Y is hydrogen; and Z is O.

In yet another embodiment relating to compounds of formula I R? is hydrogen; R* is
hydrogen; W is phenyl which is optionally substituted by one or more fluoro; X is O; Y is
hydrogen; and Z is O.

In one embodiment relating to compounds of formula I A is Cyealkyl, C;.shydroxyalkyl, C;.
salkoxy, Cseycloalkyl, Cs7heterocycloalkyl, Ci-ghaloalkyl, Ci.¢alkylOC,.¢alkyl, C;-
salkylOC.salkylOC, galkyl, CysalkylC(O)OC; alkyl, Cy.¢alkylOC(0), HOC(O), NR’R°C;.
salkyl, NR’R°C(0), NR’R®0C(0), R'NH, Cs.10arylCysalkyl, Cs.paryl or Cs.joheteroaryl,
whereby the cycloalkyl, heterocycloalkyl, aryl or heteroaryl may be optionally substituted by
one or more substituents independently selected from halo, cyano, hydroxy, C;4alkyl, C;.
salkoxy, Cr.shaloalkyl, C;.4alkylOC(O), Ci4alkylOC;.4alkyl and C;.salkylS(O), and R* is
hydrogen, or

A forms together with Rx a 5 membered azacyclic ring optionally having one or more further
heteroatoms independently selected from O and N; and

R’ RS, R® R’ R R'" R'? and R" are independently selected from hydrogen, Cy.¢alkylC(O),
NHR’C(O) and C)alkyl; and

R’ is hydrogen, C.alkyl, Cy.¢alkylC(O)OC.salkyl, C1alkylC(0)O, C;.6alkylOC(O)C;.
salkyl, Cy.4alkylOC(0), C;.6alkylC(O), Cs.ipheteroarylCi_salkyl, Cs.joheteroaryl, Cs.jparylCi.
salkyl, Cs.joaryl, Cs.¢cycloalkylC;salkyl or Cs.¢cycloalkyl.

In one embodiment relating to compounds of formula I A is Csscycloalkyl. In another
embodiment A is cyclopropanyl, cyclobutanyl or cyclopentanyl. In a further embodiment A is
Cs.seycloalkyl substituted with hydroxy or methyl.

In one embodiment relating to compounds of formula I A is Cs_7heterocycloalkyl. In another
embodiment A is pyrrolidiny! optionally substituted with tert-butyl-carboxylate.

In a further mebodiment relating to compounds of formula I A is methyl, ethyl, n-propyl, i-
propyl, n-butyl, i-butyl, s-butyl, t-butyl, n-pentyl, i-pentyl, neo-pentyl, n-hexyl or i-hexyl. In
one embodiment A is methyl, ethyl, n-propyl, i-propyl or i-butyl,

In one embodiment relating to compounds of formulaI A is C;;haloalkyl. In another

embodiment A is fluoromethyl, difluoromethyl, trifluoromethyl, fluoroethyl, difluoroethyl,
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trifluoroethyl, fluoropropyl, difluoropropyl, trifluoropropyl, chloromethyl, dichloromethyl,
trichloromethyl or fluorochloromethyl.

In a further embodiment relating to compounds of formula I A is C;shydroxyalkyl. In one
embodiment A is hydroxymethyl, hydroxyethyl, hydroxy-i-propyl, hydroxy-n-propy,
hydroxy-n-butyl, hydroxy-i-butyl, hydroxy-s-butyl or hydroxy-t-butyl.

In yet a further embodiment relating to compounds of formula I A is C;salkoxy. In one
embodiment A is methoxy.

In an alternative embodiment relating to compounds of formula I A is Cj.3alkylOCj.salkyl. In
one embodiment A is methoxymethyl, methylethoxy or ethylmethoxy.

In another embodiment relating to compounds of formula I A is C;.alkylC(O)OC;alkyl. In a
further embodiment A is methylethoxymethyl.

In yet another embodiment relating to compounds of formula I A is t-butyl-OC(O), n-butyl-
0OC(0), 1-propyl-OC(O), n-propyl-OC(0), ethyl-OC(O), methyl-OC(O) or HOC(O).

In one embodiﬁlent relating to compounds of formula I A is Cs.jparylCisalkyl or Cs_jparyl. In
another embodiment A is phenyl. In yet a further embodiment A is phenyl substituted with
trifluoromethyl. In a further embodiment A is phenylC,.salkyl. In another embodiment A is
benzyl.

In another embodiment relating to compounds of formula I A is Cs.jgheteroarylCy.salkyl or Cs.
ioheteroaryl. In one embodiment A is oxazolyl, furanyl, thiophene, pyrimidinyl,thiazolyl,
pyrazolyl, pyrrolyl, imidazolyl, triazolyl, oxadiazolyl, benzoimidazolyl, benzothiophene,
benzothiazolyl, imidazolidine-2,4-dione, pyrazolo[1,5-a]pyridinyl or pyridinyl optionally
substituted with one or more substituents independently selected from hydroxy, C;.salkyl, C;.
salkoxy, C14alkylOC(0), C;.3haloalkyl, C;3alkylOC;.salkyl, cyano, halo or C;3alkylS(O)s.
In one embodiment A is thiazolyl substituted with methyl.

In yet another embodiment relating to compounds of formula I A forms together with R*a 5
membered azacyclic ring optionally having one or more further heteroatoms independently
selected from O and N. In one embodiment A forms together with R* an imidazolidine-2,4-
dione group.

In a further embodiment relating to compounds of formula I A is NR’R’C) 4alky] or NR°R®.
In one embodiment relating to compounds of formula I A is propanamide or butanamide. In a
further embodiment relating to compounds of formula I A is R®NH- wherein R is NH,C(O)-.
In an alternative embodiment relating to compounds of formula I A is NR’R°C(O) and R’ and
R® are independently selected from hydrogen, methyl, ethyl, n-propyl, i-propyl, n-butyl, i-
butyl, s-butyl, n-pentyl, i-pentyl and neo-pentyl. In one embodiment both R’ and RS are
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hydrogen. In another embodiment both R’ and R® are methyl. In a further embodiment R’ is
hydrogen and R® is methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl, s-butyl, t-butyl, n-
pentyl, i-pentyl or neo-pentyl.

In another embodiment relating to compounds of formula I A is R’NH. In one embodiment R’
is furan-methyl-. In another embodiment R is C;.,alkylOC(O)C.zalkyl. In a further
embodiment R’ is cyclopentanyl. In one embodiment R’ is dimethylpropyl. In another

embodiment R is formamide.

In one embodiment relating to compounds of formula I R3is Cs.oaryl, Cs.joarylCiaalkyl, Cs.
10arylO, Cs.10arylOCi.salkyl or Cs.jpheteroaryl, which may be optionally substituted by one or
more substituents independently selected from B;

B is hydroxy, C;.alkyl, C;.salkoxy, C;.4alkylCi.athioalkyl, C;.sthioalkyl, Cs¢cycloalkylS, C;.
3alkylS(0),C;.salkyl, C;.3alkylS(O),, C;.4haloalkyl or halo; and

nis lor2.

In one embodiment relating to compounds of formula I R? is phenyl. In another embodiment
R? is phenyl substituted with one or more B. In a further embodiment R? is phenyl substituted
with one or more substituents independently selected from hydroxy, methoxy, ethoxy, methyl,
ethyl, n-propyl, i-propyl, n-butyl, i-butyl, s-butyl, t-butyl, trifluoromethyl, fluoro, chloro,
methylsulfanyl, ethylsulfanyl, cyclopropylsulfanyl, methylsulfanylethyl, ethylsulfanylmethyl,
ethylsulfinylmethyl, methylsulfinylethyl or methylsulfonyl. In another embodiment R? is
phenyl substituted with methoxy. In yet another embodiment R® is phenyl substituted with
fluoro, In one embodiment R? is phenyl disubstituted with fluoro. In a further embodiment R
is phenyl substituted with chloro. In another embodiment R? is phenyl disubstituted with
fluoro and chloro. In yet another embodiment R? is phenyl substituted with methyl. In one
embodiment R® is phenyl di- or tri-substituted with methyl. In yet a further embodiment R? is
phenyl disubstituted with methyl and fluoro. In another embodiment R? is phenyl
disubstituted with methyl and methoxy. In yet another embodiment R? is phenyl disubstituted
with fluoro and methoxy.

In one embodiment relating to compounds of formula I R? is CarylC;_alkyl. In yet another
embodiment R? is benzyl.

In another embodiment relating to compounds of formula I R®is phenoxymethyl.

In yet another embodiment relating to compounds of formula I R? is naphthalenyl.
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In another embodiment relating to compounds of formula I R%is Cs.ioheteroaryl. In one
embodiment R? is 3-pyridinyl or 4-pyridinyl substituted with methoxy. In a further
embodiment R? is dioxabicyclodecatrienyl. In another embodiment R> is quinolinyl. In one

embodiment R? is dihydrobenzofuranyl.

In one embodiment relating to compounds of formula I W is phenyl substituted with halo. In
another embodiment W is phenyl substituted with fluoro. In yet another embodiment W is
phenyl para substituted with fluoro. In a further embodiment W is phenyl substituted with
chloro. In one embodiment W is phenyl substituted with methylOC(O)-. In a further
embodiment W is phenyl substituted with dimethylaminomethyl. In one embodiment W is
phenyl substituted with hydroxymethyl.

In another embodiment W is phenyl substituted with morpholinylmethyl.

In yet another embodiment relating to compounds of formula I W is benzoate.

In a further embodiment relating to compounds of formula I W is pyridinyl, pyridazinyl or
pyrimidinyl. In another embodiment W is pyridazinyl substituted with halo.

In one embodiment relating to compounds of formula I W is cyclopentanyl. In another

embodiment relating to compounds of formula I W is n-propyl.

In one embodiment relating to compounds of formula I X is O. In another embodiment X is S.
In one embodiment relating to compounds of formula I Z is O. In another embodiment Z is S.
In one embodiment relating to compounds of formula I R'* is hydrogen.

In another embodiment relating to compounds of formula I R! is methyl, ethyl or n-propyl, i-
propyl, n-butyl or i-butyl. In a further embodiment R! is methyl. In another embodiment R! is
ethyl, n-propyl or methylpropyl.

In a further embodiment relating to compounds of formula I R! is methoxymethyl. In yet
another embodiment relating to compounds of formula I R' is hydroxymethyl.

In another embodiment relating to compounds of formula I R! is trifluoromethyl.

In one embodiment relating to compounds of formula I R'* and R' are oxo.

In one embodiment relating to compounds of formula I R? is hydrogen.
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In one embodiment relating to compounds of formula I R* is hydrogen.

In one embodiment relating to compounds of formula I'Y is hydrogen. In another embodiment

Y is halo. In a further embodiment Y is chloro. In one embodiment Y is methyl.

A further embodiment of the invention related to compounds of formula Ib

L 4
R' R
R?
X N
A—C(2) ,\] R1a . /N (Ib)
H R N
W

wherein:

Ais Ci.salkyl, Cishydroxyalkyl, Co.scyanoalkyl, Co_gnitroalkyl, C;.6S(O),alkyl, Ci.salkoxy,
Cs_scycloalkylCosalkyl, C;.ghaloalkyl, CyalkylthioCy.salkyl, C;alkylOC;.¢alkyl, C;.
6alkylOC,.¢alkylOCigalkyl, CosalkylC(O)Co.salkyl, Co.salkylC(O)OCy.galkyl, Co.
s2lkylOC(0)Cysalkyl, NR'RCysalkyl, NR’R®C(0)Cy.salkyl, NRR°OC(0)Cy.salkyl, R’NH,
Cs.i0arylCoalkyl or Cs.jpheteroarylCosalkyl, whereby the cycloalkyl, aryl or heteroaryl may
be optionally substituted by C;.4alkyl, C;.4alkoxy, C;.4haloalkyl, C; shaloalkoxy;

R! and R' are independently selected from hydrogen, C,4 alkyl, C;shydroxyalkyl, C;.
4alkylOC; salkyl, Cy4alkylSCi.4alkyl and C;.4 haloalkyl,

R? is hydrogen or C;4 alkyl;

R3is Cs.0arylCosalkyl, Cs.10arylOCysalkyl, Cs_joheteroarylCy.salkyl, Ci.¢alkyl, C;.salkenyl or
Ci-salkynyl which may be optionally substituted by one or more B;

B is Cyshydroxyalkyl, Cjualkyl, Ci4alkoxy, CosalkylthioCo4alkyl, Cs.¢cycloalkylCo.
sthioalkyl, Cy3alkylS(0),Cy.4alkyl, C;.¢haloalkyl, C;.shaloalkoxy, halo, nitro, cyano, C;.
4alkylOC, galkyl, Ci¢alkylOCy_4alkylOC,. qalkyl, CosalkylC(O)Cygalkyl, Co.4alkylC(O)OCy.
salkyl, Co.4alkylOC(0)Coalkyl, NR’RCysalkyl, NR’R®C(0)Coalkyl, NRR*OC(0)Cy.
salkyl, NR’R°C(0) OCo.4alkyl, R®C(O)R’NCy.4alkyl, Co4alkylOC(O)Co4alkyINH, Cq.
4alkylC(0)OCy4alkyINH, Co4alkylC(O)Co4alkyINH or NR’R®S(0),Coalkyl;

nis0, 1 or2;

R*is hydrogen, hydroxy, halogen, C;4 alkyl or C;4 haloalkyl;

W is hydrogen or phenyl, Cs.scycloalkyl, thienyl, isoxazolyl, pyrazolyl, pyridinyl or
pyrimidinyl all of which are optionally substituted by one or more halo, Coshydroxyalkyl, C;.
salleyl, Cy4alkoxy, CogalkylthioCyalkyl, Cs.scycloalkylCo4thioalkyl, Co4alkylS(0)nCosalkyl,
Ci.ghaloalkyl, C;_shaloalkoxy, halo, nitro, cyano, Ci_4alkylOC; salkyl, C;.salkylOC;.
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salkylOC1.¢alkyl, CoalkylC(O)Co.salkyl, Co.4alkylC(O)OCo.alkyl, Co4alkylOC(0)Coualkyl,
NRR®Calkyl, NRR®C(0)Cyalkyl, NR’RSC(0)OCy.salkyl, NR*ROC(0)Cy4alkyl,
ROC(O)R’NCy.alkyl, Co4alkylOC(0)Co4alkylNH, CoalkylC(0)OCoalkyINH, Co.
4alkylC(0)Co.salkyINH or NRR®S(0),Co.4alkyl;

X is CHy, O, S, S(O),, NH or NC; 4 alkyl;

Y is hydrogen, halo, C;.4alkyl, Ci4alkoxy, Cj4thioalkyl, C;shaloalkyl, C;4alkoxyhalo, nitro,
cyano, hydroxy, R°C(0), R*0C(0), R’C(0)0, S(0),C1alkyl, R°R°NS(O),, benzyloxy,
imidazolyl, C1salkyINHC(O), NR’RC(0), C,.4alkylC(O)NH or NRRS;

ZisOorS;

R’ and R® are independently selected from hydrogen and Cj.salkyl; and

R’ is Co-6alkylC(0)OCy.zalkyl, Co.6alkylOC(0O)Cysalkyl, Cs.ioheteroarylCy.zalkyl, Cs.iparylCo.
salkyINH or C;.¢cycloalkylCy.salkyl;

or a pharmaceutically acceptable salt thereof.

In another aspect the present invention provides the individual compound:
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-

' yl]cyclopropanecarboxamide,
2,2,2-trifluoro-N-[(1R,28S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-
yl]acetamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yljoxy-1-phenyl-propan-2-yl]propanamide,
methyl N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-phenyl-propan-2-yl]carbamate,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-yl1]-2-hydroxy-2-
methyl-propanamide,

2,2 2-trifluoro-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-
methoxyphenyl)propan-2-yl]acetamide,
N-[(1R,28)-1-(4-ethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-2-
hydroxy-acetamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-yl]-2,2-
dimethyl-propanamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-methylsulfanylphenyl)propan-2-y1]-
2-methoxy-acetamide,
[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-y1]oxy-1-(4-methylsulfanylphenyl)propan-2-

yl]carbamoylmethyl acetate,
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N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(4-methylsulfanylphenyl)propan-2-y1]-
2-hydroxy-acetamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-methylsulfonylphenyl)propan-2-yl]-
2-hydroxy-acetamide,

2,2 2-trifluoro-N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-
methylsulfanylphenyl)propan-2-yl]acetamide,
N-[(1R,28)-1-(4-ethylsulfanylphenyl)-1-[1-(4-fluorophenyl)indazol-5-yljoxy-propan-2-yl1]-
2,2 2-trifluoro-acetamide,

N-[(1R,2S)-1-(4-cyclopropylsulfanylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-
2-y1]-2,2,2-trifluoro-acetamide, n
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-yl]-2-hydroxy-
acetamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(6-methoxypyridin-3-yl)propan-2-
yl]eyclopropanecarboxamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(6-methoxypyridin-3-yl)propan-2-
yl]cyclopropanecarboxamide,
N-[(1R,28)-1-(2,5-dioxabicyclo[4.4.0]deca-7,9,11-trien-8-y1)-1-[1-(4-fluorophenyl)indazol-5-
yljoxy-propan-2-yl1]-2,2,2-trifluoro-acetamide,

2,2 2-trifluoro-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-naphthalen-2-yl-propan-
2-yllacetamide,
N-[(1R,28)-1-[1~(4-fluorophenyl)indazol-5-ylJoxy-1-naphthalen-2-yl-propan-2-y1]-2-
hydroxy-acetamide,

N-[(1R,28)-1-(3-ethylphenyl)-1-{ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl1]-2,2,2-
trifluoro-acetamide,

N-[(1R,25)-1-(3-ethylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-yl1]-2-
hydroxy-acetamide,

2,2 2-trifluoro-N-[(1R,2S)-1-{1-(4-fluorophenyl)indazol-5-yljoxy-1-(3-methylphenyl)propan-
2-yl]acetamide,

N-[(1R,2S)-1-[4~(ethylsulfanylmethyl)phenyl]-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-
2-y1]-2,2,2-trifluoro-acetamide,

N-[(1R,2S)-1-[4-(ethylsulfinylmethyl)phenyl]-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-
2-y1]-2,2,2-trifluoro-acetamide,

N-[(1R,28)-1-[4-(ethylsulfanylmethyl)phenyl]-1-[ 1-(4-fluorophenyl)indazol-5-yl]Joxy-propan-
2-y1]-2-hydroxy-acetamide,
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4-amino-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yljoxy-1-phenyl-propan-2-
yl]butanamide,
N-[(1R,25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-yl]acetamide,
N-[(1R,2S5)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-phenyl-propan-2-yl]-3-methoxy-
propanamide,
N-[(1R,25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-yl]-2-methoxy-
acetamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-yl]benzamide,
N-[(1R,2S)-1-[ 1-(4-fluorophenyl)indazol-5-yljoxy-1-phenyl-propan-2-yl]-2-phenyl-
acetamide,
[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylloxy-1-phenyl-propan-2-yl]carbamoylmethyl
acetate,

methyl [(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-phenyl-propan-2-
yl]carbamoylformate,
[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-phenyl-propan-2-yl]jcarbamoylformic acid,
N-[(1R,25)-1-[1~(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-yl]-2-methyl-
propanamide,
2-chloro-N-[(1R,25)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-phenyl-propan-2-yljacetamide,
2,2-dichloro-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-
yl]acetamide,
2,2,2-trichloro-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-
yl]acetamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-ylJbutanamide,
N-[(1R,25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-yl1]-2,2-dimethyl-
propanamide,

N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-
yl]cyclobutanecarboxamide,
2,2-difluoro-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-phenyl-propan-2-
yllacetamide,

2-fluoro-N-[(1R,28)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-yl]acetamide,
N-[(1R,2S)-1-(4-ethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl1]-2,2,2-
trifluoro-acetamide,
2-~chloro-2-fluoro-N-[(1R,25)-1-[1-(4-fluorophenyl)indazol-5-y1]oxy-1-phenyl-propan-2-

yl]acetamide,
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(2S)-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-phenyl-propan-2-y1]-2-hydroxy-
propanamide,

2,2 2-trifluoro-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-
hydroxyphenyl)propan-2-yllacetamide,

N-[(1R,2S)-1-(4-ethylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-2-fluoro-
acetamide,
N-[(1R,2S)-1-(4-ethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-2-methyl-
propanamide,

N-[(1R,2S)-1-(4-ethylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-2,2-
dimethyl-propanamide,
2-fluoro-N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-
yl]acetamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-yl]-2-
methoxy-acetamide,
N-[(1R,25)-1-[1-(4-fluorophenyl)indazol-5-y1]oxy-1-(3-methoxyphenyl)propan-2-yl]-2-
methyl-propanamide,
N-[(1R,25)-1-[1-(4-fluorophenyl)indazol-5-y1l]oxy-1-(3-methoxyphenyl)propan-2-
yl]ecyclopentanecarboxamide,
(2R)-N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-y1]-2-
hydroxy-propanamide,
(25)-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-y1]-2-
hydroxy-propanamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-[4-(trifluoromethyl)phenyl]propan-2-yl]

2-methoxy-acetamide,

N-[(1R,25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-[4-(trifluoromethyl)phenyl]propan-2-yl]

2-hydroxy-acetamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-[4-(trifluoromethyl)phenyl]propan-2-
yl]propanamide,

2,2 2-rifluoro-N-[(1R,2S)-1-[1-(4-fluorophenyl)-6-methyl-indazol-5-yl]oxy-1-phenyl-
propan-2-yljacetamide,
N-[(1R,25)-1-[1-(4-fluorophenyl)-6-methyl-indazol-5-yljoxy-1-phenyl-propan-2-y1]-2,2-
dimethyl-propanamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)-6-methyl-indazol-5-yljoxy-1-phenyl-propan-2-y1]-2-
hydroxy-acetamide,
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2,2,2-trifluoro-N-[(1R,2S)~1-[1-(4-fluorophenyl)-6-methyl-indazol-5-yljoxy-1-(3-
methoxyphenyl)propan-2-yl]acetamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)-6-methyl-indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-
y1]-2,2-dimethyl-propanamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)-6-methyl-indazol-5-y1]oxy-1~(3-methoxyphenyl)propan-2-
yl]-2-hydroxy-acetamide,

2,2, 2-trifluoro-N-[(28S,3S)-3-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-4-phenoxy-butan-2-
yl]acetamide,

2,2,2-trifluoro-N-[(2R,3R)-3-[ 1-(4-fluorophenyl)indazol-5-ylJoxy-4-phenoxy-butan-2-
yl]acetamide,

2,2, 2-triftluoro-N-[(2S,3R)-3-[1-(4-fluorophenyl)indazol-5-yljoxy-4-phenoxy-butan-2-
yl]acetamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-yl]-2-(2-
methoxyethoxy)acetamide,

2,2,2-trifluoro-N-[(2S,3R)-3-[ 1-(4-fluorophenyl)indazol-5-ylJoxy-4-phenyl-butan-2-
yl]acetamide,
N-[(2S,3R)-3-[1-(4-fluorophenyl)indazol-5-yljoxy-4-phenyl-butan-2-y1]-2,2-dimethyl-
propanamide,
N-[(2S,3R)-3-[1-(4-fluorophenyl)indazol-5-yl]Joxy-4-phenyl-butan-2-yl1]-2-hydroxy-
acetamide,

tert-butyl [(1R,2S)-1-] 1-(4-fluorophenyl)indazol-5-yljoxy-1-(3-methoxyphenyl)propan-2-
yl]carbamoylformate,
N-[(1R,28S)-1-[1-(4-fluorophenyl)indazol-5-yl]Joxy-1-(3-methoxyphenyl)propan-2-
yl]oxamide,

propan-2-yl [(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-
yl]carbamoylformate,

ethyl [(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-
yl]carbamoylformate,

N-[(1R,2S)-1-[ 1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-yl]-N'-
methyl-oxamide,

N-[(1R,2S)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-yl]-N',N'-
dimethyl-oxamide,

N'-[(1R,2S)-1-[ 1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-y1]-N-

propan-2-yl-oxamide,
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N-[(1R,25)-1-[1~(4-fluorophenyl)indazol-5-y1]oxy-1-(3-methoxyphenyl)propan-2-y1]-N'-tert-
butyl-oxamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-yl]-4-
(trifluoromethyl)benzamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxypheny)propan-2-y1}1,3-
oxazole-2-carboxamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-y1]1,3-
oxazole-4-carboxamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxypheny!)propan-2-yl]furan-2-
carboxamide,
N-[(1R,28)-1-[1~(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-
yl]thiophene-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxypheny!)propan-2-
yl]pyrimidine-4-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-
yl]pyridine-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(4-methoxypheny!)propan-2-y1}-2,2-
dimethyl-propanamide,
N-[(1R,2S)-1-[1~(4-fluorophenyl)indazol-5-ylJoxy-1-phenyl-pentan-2-yl]-2-hydroxy-
acetamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-phenyl-pentan-2-yl]-2,2-dimethyl-
propanamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)pentan-2-yl]-2-
hydroxy-acetamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)pentan-2-y1]-2,2-
dimethyl-propanamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl|oxy-1-phenyl-butan-2-y1]-2-hydroxy-
acetamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yljoxy-1-phenyl-butan-2-y1]-2,2-dimethyl-
propanamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]Joxy-1-(3-methoxyphenyl)butan-2-yl]-2-
hydroxy-acetamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl}oxy-1-(3-methoxyphenyl)butan-2-y1}-2,2~

dimethyl-propanamide,
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N-[(1R,28)-1-[6-chloro-1-(4-fluorophenyl)indazol-5-yljoxy-1-(4-fluorophenyl)propan-2-yl}-
2,2,2-trifluoro-acetamide,
N-[(1R,2R)-1-[6-chloro-1-(4-fluorophenyl)indazol-5-ylJoxy-1-(4-fluorophenyl)propan-2-
yl]acetamide,
N-[(1R,28)-1-[6-chloro-1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-fluorophenyl)propan-2-
yl]acetamide,

2,2,2-trifluoro-N-[(1R,2S)-1-[ 1-(4-fluorophenyl)indazol-5-yl]sulfanyl-1-phenyl-propan-2-
yllacetamide,

1-(Cyclopentyl)-3-{(1S,2R)-2-[1-(4-fluorophenyl)-1 H-indazole-5-yl)oxy]-1-methyl-2-phenyl-
ethyl }urea,

1-{(1S,2R)-2-{[1-(4-Fluorophenyl)-1 H-indazole-5-yl]oxy} -1-methyl-2-phenylethyl } -3-(2-
furylmethyl)urea,

Ethyl N-{[(1S,2R)-2-{[1-(4-fluorophenyl)-1H-indazole-5-yl]oxy}~1-methyl-2-
phenylethyl]carbamoyl} glycinate,

1-((R)-1,2-Dimethylpropyl)-3-{(1S,2R)-2-[ 1-(4-fluorophenyl)-1 H-indazole-5-yl]oxy]-1-
methyl-2-phenylethyl}urea,

1-{(1S,2R)-2-{[1-(4-Fluorophenyl)-1 H-indazole-5-ylJoxy }-1-methyl-2-phenylethyl } -3-(2-
furylmethyl)thiourea ,

N-{(15)-1-[(R)-(3-Fluorophenyl)-{[1-(4-fluorophenyl)-1 H-indazole-5-ylloxy } methyl}-3-
methyl-butyl}-2-methoxyacetamide,

2,2,2-Trifluoro-N-{(15)-1-[(R)-(3-Fluorophenyl)-{[ 1-(4-fluorophenyl)-1 H-indazole-5-
ylloxy}methyl}-3 -methylt;utyl} -acetamide ,

N-[(15)-(2R)-(3-Fluorophenyl)-2-{[ 1-(4-fluorophenyl)-1 H-indazole-5-yl]oxy}-1-
(methoxymethyl)ethyl]-2-methoxyacetamide,

N-[(15)-(2R)-(3-Fluorophenyl)-2-{[ 1-(4-fluorophenyl)-1 H-indazol-5-ylJoxy}-1-
(methoxymethyl)ethyl]furan-2-carboxamide,

N-[(15)-2-(3-Fluorophenyl)-2-{[ 1 -(4-fluorophenyl)-1H-indazol-5-ylJoxy } -1-
(hydroxymethyl)ethyl]-2-methoxyacetamide,

N-[(15,2R)-1-Methyl-2-phenyl-2- {[1-(3-pyridyl)-1 H-indazol-5-ylJoxy} ethyl])furan-2-
carboxamide,

N-[(1S,2R)-1-Methyl-2-phenyl-2-{[1-(4-pyridyl)-1 H-indazol-5-yljoxy } ethyl]furan-2-
carboxamide,

Methyl 4-(5-{(1R,25)-2-[(2-furylcarbonyl)amino]-1-phenylpropoxy}-1H-indazol-1-
ylbenzoate,
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N-{(1R,2S5)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenylpropan-2-yl}-5-methyl-
[1,3,4]oxadiazol-2-carboxamide,
2-methoxy-N-[(1R,2S)-1-phenyl-1-(1-pyridin-2-ylindazol-5-yl)oxy-propan-2-ylJacetamide,
N-[(1R,28)-1-[1~(6-chloropyridazin-3-yl)indazol-5-ylJoxy-1-phenyl-propan-2-y1]-2,2,2-
trifluoro-acetamide,
2-methoxy-N-[(1R,28)-1-phenyl-1-(1-pyrimidin-2-ylindazol-5-yl)oxy-propan-2-yl]acetamide,
N-[(1R,2S5)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-yl]-2-
hydroxy-acetamide,
2,2,2-trifluoro-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-quinolin-3-yl-propan-2-
yl]acetamide,

N-[(1R,2S)-1-(2,5-dioxabicyclo[4.4.0]deca-7,9,11-trien-8-y1)-1-[ 1-(4-fluorophenyl)indazol-5-
yl]oxy-propan-2-yl]-2-hydroxy-acetamide,
N-[(1R,2S)-1-(2,5-dioxabicyclo[4.4.0]deca-7,9,11-trien-8-y1)-1-[ 1-(4-fluorophenyl)indazol-5-
yl]oxy-propan-2-yl]-1-methyl-cyclopropane-1-carboxamide,
(25)-N-[(1R,28)-1-(2,5-dioxabicyclo[4.4.0]deca-7,9,1 1-trien-8-y1)-1-[1-(4-
fluorophenyl)indazol-5-yljoxy-propan-2-yllpyrrolidine-2-carboxamide,
N-[(1R,2S)-1-[1-(4-chlorophenyl)indazol-5-yljoxy-1-(3-methoxyphenyl)propan-2-y1]-2,2,2-
frifluoro-acetamide,

N-[(1R,2S5)-1-(2,5-dioxabicyclo[4.4.0]deca-7,9,11-trien-8-y1)-1-[ 1-(4-fluorophenyl)indazol-5-
yl]oxy-propan-2-yl]-2,2-difluoro-propanamide,
N-[(1R,2S)~1-[1-(4~chlorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-yl]}-2,2-
difluoro-propanamide,

2,2 2-trifluoro-N-[(1R,2S)-1-phenyl-1-(1-propan-2-ylindazol-5-yl)oxy-propan-2-
yl]acetamide,

N-[(1R,2S5)-1-(1-cyclopentylindazol-5-yl)oxy-1-phenyl-propan-2-yl]-2,2 2-trifluoro-
acetamide,
N-[(1R,2S)-1-[1~(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-y1]-5-
methyl-thiophene-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yljoxy-1-(3-methoxyphenyl)propan-2-y1]-3-
methyl-thiophene-2-carboxamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-yl]-1-
methyl-pyrrole-2-carboxamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-

yl]thiophene-3-carboxamide,
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N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-y1]1,3-
thiazole-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-y1]Joxy-1-(3-methoxyphenyl)propan-2-y1]-5-
methyl-1,2-oxazole-3-carboxamide,
N-[2-[1-(4-fluorophenyl)indazol-5-ylloxy-2-phenyl-acetyl]-2-methyl-propanamide,
(2R)-N-[(1R,2S)-1-[1-(4-flucrophenyl)indazol-5-yl]oxy-1-[4-(trifluoromethyl)phenyl]propan-
2-y1]-2-hydroxy-propanamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-[4-(trifluoromethyl)phenyl]propan-2-yl}-
1-hydroxy-cyclopropane-1-catboxamide,
(2S)-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-[4-(trifluoromethyl)phenyl]propan-
2-y1]-2-hydroxy-propanamide,

2,2 2-trifluoro-N-[(1R,28)-1-[1-[4-(hydroxymethyl)phenyl]indazol-5-yl]oxy-1-phenyl-
propan-2-yljacetamide,

2,2, 2-trifluoro-N-[(1R,2S)-1-[1-[4-(morpholin-4-ylmethyl)phenyl]indazol-5-yl]oxy-1-phenyl-
propan-2-yllacetamide,
N-[(1R,28)-1-[1-[4-(dimethylaminomethyl)phenyljindazol-5-y1]oxy-1-phenyl-propan-2-yl]-
2,2, 2-trifluoro-acetamide,

2,2 2-trifluoro-N-[(1R,2S)-1-[1-[3-(hydroxymethyl)phenyl)indazol-5-yl]oxy-1-phenyl-
propan-2-yl]acetamide,
2,2,2~trifluoro-N-[(1R,2S)-1-[1-[3-(morpholin-4-ylmethyl)phenyl]indazol-5-yl]oxy-1-phenyl-
propan-2-yl]acetamide,
N-[(1R,28)-1-[1-[3~(dimethylaminomethyl)phenyl]indazol-5-yl]oxy-1-phenyl-propan-2-y1]-
2,2,2-trifluoro-acetamide,

2,2-dimethyl-N-[2,2,2-trifluoro-1-[[ 1-(4-fluorophenyl)indazol-5-yl]oxy-phenyl-
methyl]ethyl]propanamide,
N-[(1S,2R)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(6-methoxypyridin-3-yl)propan-2-
yl]cyclopropanecarboxamide,

N-[(1R,28)-1-(3,4-dimethylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-

2,2 2-trifluoro-acetamide,
N-[(1R,25)-1-(3,4-difluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-2,2,2-
trifluoro-acetamide,

2,2,2-trifluoro-N-[(1R,28S)-1-(3-fluoro-4-methyl-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-
yl]oxy-propan-2-yl]acetamide,
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2,2, 2-trifluoro-N-[(1R,2S)-1-(3-fluorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-
2-yl]acetamide,
N-[(1R,28)-1-(2,5-dimethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-yl]-
2,2, 2-trifluoro-acetamide,
N-[(1R,28)-1-(2,4-dimethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-yl]-
2,2, 2-trifluoro-acetamide,
N-[(1R,2S)-1-(3-chlorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]Joxy-propan-2-y1]-2,2,2-
trifluoro-acetamide,

2,2 2-trifluoro-N-[(1R,28)-1-(4-fluoro-2-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-
yl]oxy-propan-2-yl]acetamide,
2,2,2-trifluoro-N-[(1R,25)-1-(5-fluoro-2-methyl-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-
yl]oxy-propan-2-yl]acetamide,

2,2 2-trifluoro-N-[(1R,2S)-1-(5-fluoro-2-methoxy-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-
yl]oxy-propan-2-yl]acetamide,

2,2 2-trifluoro-N-[(1R,2S)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-methoxy-3,5-
dimethyl-phenyl)propan-2-yl]acetamide,

N-[(1R,25)-1-(4-chlorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-2,2,2-
trifluoro-acetamide,

N-[(1R,28)-1-(3-chloro-5-fluoro-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yloxy-propan-2-
yl]-2,2,2-trifluoro-acetamide,

2,2 2~trifluoro-N-[(1R,25)-1-[1-(4-fluorophenyl)indazol-5-yl]Joxy-1-(2,4,5-
trimethylphenyl)propan-2-yljacetamide,

- 2,2, 2-trifluoro-N-[(1R,2S)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-tert-
butylphenyl)propan-2-yl]acetamide,

2,2,2-trifluoro-N-[(1R,2S)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-1-(2-
methoxyphenyl)propan-2-yl]acetamide,

2,2 2-trifluoro-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-propylphenyl)propan-
2-yl]acetamide,

N-[(1R,2S)-1-benzo[1,3]dioxol-5-yl-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-
2,2 2-trifluoro-acetamide,

2,2 2-trifluoro-N-[(1R,2S)-1-(3-fluoro-2-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-
yl]oxy-propan-2-yljacetamide,
N-[(1R,2S5)-1-(4-chloro-3-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-
yl]-2,2,2-trifluoro-acetamide,
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N-[(1R,2S)-1-(4-chloro-2-methyl-phenyl)- 1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-
yl]-2,2,2-trifluoro-acetamide,

N-[(1R,28)-1-(4-chloro-3-fluoro-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yljoxy-propan-2-
y1]-2,2,2-trifluoro-acetamide,
N-[(1R,2S)-1-(3,4-dimethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-2,2-
dimethyl-propanamide,
N-[(1R,2S)-1-(3,4-difluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-y1]-2,2-
dimethyl-propanamide,

N-[(1R,2S)-1-(3-fluoro-4-methyl-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-
y1]-2,2-dimethyl-propanamide,
N-[(1R,2S)-1~(3-fluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-ylloxy-propan-2-yl]-2,2-
dimethyl-propanamide,
N-[(1R,28)-1-(2,5-dimethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]Joxy-propan-2-y1]-2,2-
dimethyl-propanamide,

N-[(1R,28)-1-(2,4-dimethylphenyl)-1-[1-(4-fluorophenyl )indazol-5-yl]oxy-propan-2-y1]-2,2-
dimethyl-propanamide,

N-[(1R,2S)-1-(3-fluoro-4-methoxy-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl|oxy-propan-2-
y1]-2,2-dimethyl-propanamide,

N-[(1R,2S)-1-(3-chlorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-2,2-
dimethyl-propanamide,

N-[(1R,28)-1-(4-fluoro-2-methyl-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-
yl]-2,2-dimethyl-propanamide,
N-[(1R,28)-1~(5-fluoro-2-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-
y1]-2,2-dimethyl-propanamide,

N-[(1R,28)-1-(5-fluoro-2-methoxy-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-
y1]-2,2-dimethyl-propanamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-methoxy-3,5-dimethyl-
phenyl)propan-2-yl]-2,2-dimethyl-propanamide,

N-[(1R,28)-1~(4-chlorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yljoxy-propan-2-y1]-2,2-
dimethyl-propanamide,
N-[(1R,2S)-1~(3-chloro-5-fluoro-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-
yl]-2,2-dimethyl-propanamide, '
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methylphenyl)propan-2-y1}-2,2-

dimethyl-propanamide,
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N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yljoxy-1-(4-tert-butylphenyl)propan-2-y1}-2,2-
dimethyl-propanamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(2-methoxyphenyl)propan-2-y1]-2,2-
dimethyl-propanamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-propylphenyl)propan-2-yl]-2,2-
dimethyl-propanamide,
N-[(1R,28)-1-benzo[1,3]diox0l-5~y1-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl}-2,2-
dimethyl-propanamide,
N-[(1R,2S)-1-(3-fluoro-2-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-
yl]-2,2-dimethyl-propanamide,

N-[(1R,28)-1-(4-chloro-3-methyl-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yljoxy-propan-2-
y1]-2,2-dimethyl-propanamide,

N-[(1R,2S)-1-(3,4-dimethylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-5-
methyl-1,3-thiazole-2-carboxamide,

N-[(1R,2S)-1-(3,4-difluorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-5-
methyl-1,3-thiazole-2-carboxamide,
N-[(1R,2S)-1-(3-fluoro-4-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yl Joxy-propan-2-
yl1]-5-methyl-1,3-thiazole-2-carboxamide,
N-[(1R,2S)-1-(3-fluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-5-methyl-
1,3-thiazole-2-carboxamide,

N-[(1R,2S)-1-(2,5-dimethylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl)oxy-propan-2-y1]-5-
methyl-1,3-thiazole-2-carboxamide,

N-[(1R,2S)-1-(2,4-dimethylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-5-
methyl-1,3-thiazole-2-carboxamide,
N-[(1R,25)-1-(3-fluoro-4-methoxy-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]Joxy-propan-2-
y1]-5-methyl-1,3-thiazole-2-carboxamide,

N-[(1R,2S)-1-(3-chlorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-y1}-5-
methyl-1,3-thiazole-2-carboxamide,
N-[(1R,2S)-1-(4-fluoro-2-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-
yl]-5-methyl-1,3-thiazole-2-carboxamide,

N-[(1R,28)-1-(5-fluoro-2-methyl-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-
yl]-5 —methyl- 1,3-thiazole-2-carboxamide,
N-[(1R,2S)-1-(5-fluoro-2-methoxy-phenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-
y1}-5-methyl-1,3-thiazole-2-carboxamide,
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N-[(1R,2S)~1-[1-(4-fluorophenyl)indazol-5-ylloxy-1-(4-methoxy-3,5-dimethyl-
phenyl)propan-2-y1]-5-methyl-1,3-thiazole-2-carboxamide,
N-[(1R,2S)-1-(4-chlorophenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-yl1}-5-
methyl-1,3-thiazole-2-carboxamide,
N-[(1R,2S)-1-(3-chloro-5-fluoro-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-
yl]-5-methyl-1,3-thiazole-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(2,4,5-trimethylphenyl)propan-2-yl}-5-
methyl-1,3-thiazole-2-carboxamide,

N-[(1R,2S)-1-[ 1-(4-fluorophenyl)indazol-5-y1]oxy-1-(3-methylphenyl)propan-2-yl]-5-methyl-
1,3-thiazole-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-tert-butylphenyl)propan-2-y1}-5-
methyl-1,3-thiazole-2-carboxamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(2-methoxyphenyl)propan-2-yl]-5-
methyl-1,3-thiazole-2-carboxamide,
N-[(1R,2S)-1-benzo[1,3]dioxol-5-yl-1-[1-(4-fluorophenyl)indazol-5-y1l]oxy-propan-2-y1]-5-
methyl-1,3-thiazole-2-carboxamide,

N-[(1R,2S)-1-(3,4-dimethylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-yl1}-1-
methyl-cyclopropane-1-carboxamide,
N-[(1R,2S)-1-(3,4-difluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-yl]-1-
methyl-cyclopropane-1-carboxamide,
N-[(1R,28)-1~(3-fluoro-4-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yl ]Joxy-propan-2-
y1]-1-methyl-cyclopropane-1-carboxamide,
N-[(1R,2S)~1-(3-fluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-yl1]-1-methyl-
cyclopropane-1-carboxamide,
N-[(1R,2S)-1-(2,5-dimethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl1]-1-
methyl-cyclopropane-1-carboxamide,

N-[(1R,2S)-1-(2,4-dimethylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-y1Joxy-propan-2-yl]j-1-
methyl-cyclopropane-1-carboxamide,

N-[(1R,2S)-1-(3-fluoro-4-methoxy-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl Joxy-propan-2-
yl1]-1-methyl-cyclopropane-1-carboxamide,

N-[(1R,28)-1-(3-chlorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-1-
methyl-cyclopropane-1-carboxamide,

N-[(1R,2S)-1-(4-fluoro-2-methyl-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-

yl]-1-methyl-cyclopropane-1-carboxamide,
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N-[(1R,28)-1-(5-fluoro-2-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yl Joxy-propan-2-
yl]-1-methyl-cyclopropane-1-carboxamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(4-methoxy-3,5-dimethyl-
phenyl)propan-2-yl]-1-methyl-cyclopropane-1-carboxamide,
N-[(1R,28)-1-(4-chlorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yljoxy-propan-2-yl}-1-
methyl-cyclopropane-1-carboxamide,

N-[(1R,28)-1-(3-chloro-5-fluoro-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-
yl]-1-methyl-cyclopropane-1-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(2,4,5-trimethylphenyl)propan-2-yl]-1-
methyl-cyclopropane-1-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methylphenyl)propan-2-yl]-1-methyl-
cyclopropane-1-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-tert-butylphenyl)propan-2-yl]-1-
methyl-cyclopropane-1-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(2-methoxyphenyl)propan-2-yl}-1-
methyl-cyclopropane- 1-carboxamide,
N-[(1R,25)-1-(3,4-difluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yljoxy-propan-2-y1]-2,2-
difluoro-propanamide,

2,2-difluoro-N-[(1R,2S)-1-(3-fluoro-4-methyl-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-
yl]oxy-propan-2-yl]propanamide,

2,2-difluoro-N-[(1R,2S)-1~(3-fluorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-
yl]propanamide, '
2,2-difluoro-N-[(1R,2S)-1~(3-fluoro-4-methoxy-phenyl)-1-[1-(4-fluorophenyl)indazol-5-
yl]oxy-propan-2-yl]propanamide,

N-[(1R,2S)-1-(3-chlorophenyl)-1-[ 1~(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-2,2-
difluoro-propanamide,

2,2-diftuoro-N-[(1R,2S)-1-(4-fluoro-2-methyl-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-
yl]oxy-propan-2-yljpropanamide,

2,2-difluoro-N-[(1R,28)-1-(5-fluoro-2-methyl-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-
yl]oxy-propan-2-yl]propanamide,
2,2-difluoro-N-[(1R,28)-1-(5-fluoro-2-methoxy-phenyl)-1-[1-(4-fluorophenyl)indazol-5-
ylJoxy-propan-2-yl]propanamide,
2,2-difluoro-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(4-methoxy-3,5-dimethyl-
phenyl)propan-2-yl]propanamide,



27
WO 2008/076048 PCT/SE2007/001136

N-[(1R,2S)-1-(4-chlorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl Joxy-propan-2-yl]-2,2-
diftuoro-propanamide,
N-[(1R,28)-1-(3-chloro-5-fluoro-phenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-
yl]-2,2-difluoro-propanamide,
2,2-difluoro-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methylphenyl)propan-2-
yl]propanamide,
N-[(1R,295)-1-(3,4-dimethylphenyl)-1-[1~(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-2-
fluoro-2-methyl-propanamide,

N-[(1R,28)-1-(3,4-difluorophenyl)-1-[1-(4 -ﬂudrophenyl)indazol—S -yl]Joxy-propan-2-yl]-2-
fluoro-2-methyl-propanamide,
2-fluoro-N-[(1R,2S)-1-(3-fluoro-4-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-
propan-2-yl]-2-methyl-propanamide,
2-fluoro-N-[(1R,2S)-1-(3-fluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-
2-methyl-propanamide,
N-[(1R,25)-1-(2,5-dimethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-2-
fluoro-2-methyl-propanamide,
N-[(1R,2S)-1~(2,4-dimethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-yl]-2-
fluoro-2-methyl-propanamide,

2-fluoro-N-[(1R,28)-1-(3-fluoro-4-methoxy-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-
propan-2-yl]-2-methyl-propanamide,

N-[(1R,2S)-1-(3-chlorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-2-fluoro-
2-methyl-propanamide,

2-fluoro-N-[(1R,28S)-1-(4-fluoro-2-methyl-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-y1l]oxy-
propan-2-yl]-2-methyl-propanamide,

2-fluoro-N-[(1R,2S)-1-(5-fluoro-2-methyl-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-y1l]Joxy-
propan-2-yl]-2-methyl-propanamide,
2-fluoro-N-[(1R,2S)-1-(5-fluoro-2-methoxy-phenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-
propan-2-yl]-2-methyl-propanamide,
N-[(1R,2S)-1-(3,4-difluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-3-
hydroxy-2,2-dimethyl-propanamide,
N-[(1R,2S)-1-(3~fluoro-4-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yl Joxy-propan-2-
yl1]-3-hydroxy-2,2-dimethyl-propanamide,
N-[(1R,28)-1-(3-fluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-3-
hydroxy-2,2-dimethyl-propanamide,
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N-[(1R,28)-1-(2,5-dimethylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yljoxy-propan-2-y1]}-3-
hydroxy-2,2-dimethyl-propanamide,
N-[(1R,2S)-1-(3-chlorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yljoxy-propan-2-y1]}-3-
hydroxy-2,2-dimethyl-propanamide,
N-[(1R,2S)-1-(4-fluoro-2-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yljoxy-propan-2-
y1]-3-hydroxy-2,2-dimethyl-propanamide,
N-[(1R,25)-1-(3,4-dimethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-yljoxy-propan-2-yl}-2-
methoxy-acetamide,
N-[(1R,25)-1~(3,4-difluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yljoxy-propan-2-yl}-2-
methoxy-acetamide,
N-[(1R,2S)-1-(3-fluoro-4-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yljoxy-propan-2-
yl]-2-methoxy-acetamide,

N-[(1R,2S)-1-(2,5-dimethylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yljoxy-propan-2-yl]-2-
methoxy-acetamide, ‘

N-[(1R,2S)-1-(2,4-dimethylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yljoxy-propan-2-y1]-2-
methoxy-acetamide,

N-[(1R,2S)-1-(3-fluoro-4-methoxy-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-
yl]-2-methoxy-acetamide,
N-[(1R,2S)-1-(3-fluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-yl]-2-
methoxy-acetamide,

2,2, 2-trifluoro-N-[(1R,2S)-1~(3-fluoro-4-methoxy-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-
yl]oxy-propan-2-yl]acetamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-methoxy-2-methyl-phenyl)propan-2-
y1]-1-methyl-cyclopropane-1-carboxamide,
N-[(1R,2S9)-1-(2,5-dimethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-yl]-2,2-
difluoro-propanamide,
N-[(1R,25)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(2,4,5-trimethylphenyl)propan-2-y1]-2,2-
dimethyl-propanamide,
N-[(1R,2S)-1-(5-fluoro-2-methoxy-phenyl)-1-[1-(4-fluorophenyl)indazol-5-ylloxy-propan-2-
yl]-1-methyl-cyclopropane-1-carboxamide,
N-[[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-
yljcarbamoylmethyljacetamide,
2-(carbamoylamino)-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-y1]oxy-1-(3-
methoxyphenyl)propan-2-yljacetamide,
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3-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-
yl}imidazolidine-2,4-dione,
5-bromo-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-
yl]thiophene-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-yl]-5-
methylsulfonyl-thiophene-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-yl]-5-
methyl-1,3-thiazole-2-carboxamide,
4-cyano-N-[(1R,25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-
yl]thiophene-2-carboxamide,

5-bromo-N-[(1R,2S)-1-[ 1 -(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-
yl]furan-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-y1]-5-
methyl-1,3,4-oxadiazole-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-yl]-1H-
imidazole-4-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-yl]-1H-
pyrazole-3-carboxamide,
N-[(1R,2S)-1-[1~(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-y1]1,2-
oxazole-3-carboxamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-y1]-1H-
1,2,4-triazole-3-carboxamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yljoxy-1-(3-methoxyphenyl)propan-2-yi]-5-
methyl-1H-pyrazole-3-carboxamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-y1]oxy-1-(3-methoxyphenyl)propan-2-yl]-1-
methyl-imidazole-4-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-yl]-5-
methyl-1,2-0xazole-4-carboxamide,
N-[(1R,2S5)-1-[1-(4-fluorophenyl)indazol-5-yljoxy-1-(3-methoxyphenyl)propan-2-y1]-1-
methyl-triazole-4-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-yl]-4,5-
dimethyl-furan-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-yl}-1,5-

dimethyl-pyrazole-3-carboxamide,
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N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-yl]-5-
methyl-1,3-thiazole-4-carboxamide,
N-[(1R,25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-y1]-4-
methyl-1,3-thiazole-5-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-y1}-4-
methyl-1,3-thiazole-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-ylloxy-1-(3-methoxyphenyl)propan-2-yl1]-4,5-
dimethyl-thiophene-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy~1-(3-methoxyphenyl)propan-2-y1]-3-
methoxy-thiophene-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-y1]-1,9-
diazabicyclo[4.3.0]nona-2,4,6,8-tetraene-8-carboxamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-y1]-1H-
benzoimidazole-2-carboxamide,
5-chloro-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-
yl]thiophene-2-carboxamide,
N-[(1R,2S)-1-[1~(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-
yl]benzothiophene-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-
yl]benzothiazole-2-carboxamide,
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1~-(3-methoxyphenyl)propan-2-y1]-3-
hydroxy-5-(trifluoromethyl)thiophene-2-carboxamide,
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-y1]-5-
(methoxymethyl)thiophene-2-carboxamide,

N-[(1R,2S)-1-(2-chlorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-y1]-2,2-
dimethyl-propanamide,

tert-butyl 3-[[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-
yl]carbamoyl]pyrrolidine-1-carboxylate,
2,2-difluoro-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-
2-yl]propanamide,

(2R)-2-amino-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-
methoxyphenyl)propan-2-yl]propanamide,
(2R)-N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-

yl]pyrrolidine-2-carboxamide,
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N-[(18,28)-3-(2,4-difluorophenoxy)-2-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-1-methyl-propyl]-
2,2,2-trifluoro-acetamide,

N-[(18,2R)-2-(2,3-dihydrobenzofuran-6-y1)-2-[ 1-(4-fluorophenyl)indazol-5-ylJoxy-1-methyl-
ethyl]-2,2-difluoro-propanamide,

N-[(1R,2S)-1-(2,3-dihydrobenzofuran-6-yl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-
yl]-2,2,2-trifluoro-acetamide, and
2,2,2-trifluoro-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxy-4-
methylsulfanyl-phenyl)propan-2-yl]acetamide,

or a pharmaceutically acceptable salt thereof.

For the avoidance of doubt it is to be understood that where in this specification a group is
qualified by ‘hereinbefore defined’, ‘defined hereinbefore’ or ‘defined above’ the said group
encompasses the first occurring and broadest definition as well as each and all of the other

definitions for that group.

For the avoidance of doubt it is to be understood that in this specification ‘C;¢’ means a

carbon group having 1, 2, 3, 4, 5 or 6 carbon atoms.

In this specification, unless stated otherwise, the term "alkyl" includes both straight and
branched chain alkyl groups and may be, but are not limited to methyl, ethyl, n-propyl, i-
propyl, n-butyl, i-butyl, s-butyl, t-butyl, n-pentyl, i-pentyl, neo-pentyl, n-hexyl or i-hexyl. The
term C;4alkyl having 1 to 4 carbon atoms and may be but are not limited to methyl, ethyl, n-
propyl, i-propyl or t-butyl. The term “Cy” in Cy4 alkyl refers to a situtation where no carbon

atom is present.

The term “alkoxy”, unless stated otherwise, refers to radicals of the general formula —O-R,
wherein R is selected from a hydrocarbon radical. The term “alkoxy” may include, but is not
limited to methoxy, ethoxy, propoxy, isopropoxy, butoxy, t-butoxy, isobutoxy,

cyclopropylmethoxy, allyloxy or propargyloxy.

In this specification, unless stated otherwise, the term “cycloalkyl” refers to an optionally
substituted, partially or completely saturated monocyclic, bicyclic or bridged hydrocarbon ring
system. The term “Cj.¢cycloalkyl” may be, but is not limited to cyclopropyl, cyclobutyl,
cyclopentyl or cyclohexyl.
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In this specification, unless stated otherwise, the term “heterocycloalkyl” refers to an optionally
substituted, partially or completely saturated monocyclic, bicyclic or bridged hydrocarbon ring
system having one or more heteroatoms independently selected from O, N or S. The term “C;.

¢heterocycloalkyl” may be, but is not limited to pyrrolidinyl, piperidinyl or tetrahydrofuranyl.

In this specification, unless stated otherwise, the term “A forms together with Rxa 5to 6
membered azacyclic ring optionally having one or more further heteroatoms independently
selected from O, N and S” refers to an optionally substituted, aromatic or partially or completely
saturated monocyclic hydrocarbon ring system having one or more heteroatoms independently

selected from O, N or S. This term may be, but is not limited to imidazolidine-2,4-dione.

In this specification, unless stated otherwise, the terms “halo” and “halogen” may be fluorine

(fluoro), iodine (10do), chlorine (chloro) or bromine (bromo).

In this specification, unless stated otherwise, the term “haloalkyl” means an alkyl group as
defined above, which is substituted with halo as defined above. The term “C;-ghaloalkyl” may
include, but is not limited to fluoromethyl, difluoromethyl, trifluoromethyl, chloromethyl,
dichloromethyl, trichloromethyl or fluorochloromethyl.

The term “C,.shaloalkylO” or “C;_shaloalkoxy” may include, but is not limited to

fluoromethoxy, difluoromethoxy, trifluoromethoxy, fluoroethoxy or difluoroethoxy.

In this specification, unless stated otherwise, the term “thioalky]l” means an alkyl group as
defined above, which is substituted with sulphur atom. The term “C;-¢thioalkyl” may include,
but is not limited to methylsulfanyl, ethylsulfanyl or propylsulfanyl.

The term “cycloalkylS” means a sulphur atom substituted with a cycloalkyl as defined above
such as for instance cyclopropylsulfanyl in example 15.

The term “C,4alkylC;4thioalkyl” or ”C,;4alkylSC,.4alkyl” means a alkyl group with a sulphur
atom between the carbon atoms. The term “C,.4alkylC;4thioalkyl” may include, but is not
limited to ethylsulfanylmethyl as in example 25.

In this specification, unless stated otherwise, the term “Cs._jparyl” refers to an aromatic or

partial aromatic group having 5 to 10 carbon atoms such as for example, phenyl or naphthyl.
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In this specification, unless stated otherwise, the term “Cs.joheteroaryl” refers to 2 mono- or
bicyclic aromatic or partially aromatic ring with 5 to 10 atoms and containing one or more
heteroatoms independently selected from nitrogen, oxygen or sulphur. Example of heteroaryls
are oxazolyl, furyl, thiophenyl, pyrrolyl, pyrazolyl, imidazolyl, pyridinyl, pyrimidinyl,
indolyl, indazolyl, benzofuryl, benzothienyl or dioxabicyclodecatrienyl as in example 19.
Heteroaryl may also be quinolinyl or isoquinolinyl.

When phenyl is substituted by OCH,0, OCH,CH,0O or OCH,CHj, these groups link to
adjacent carbons on the phenyl ring. |

For the avoidance of doubt a group R? defined as Cs.jparyl e.g. phenyl, substituted with a
group Cj.,alkylS(O), includes a phenyl substituted with methylsulphonyl group as in example
12. And a group R’ defined as Cs.oheteroarylC.salkyl includes a furylmethyl group as in
example 105.

It will be appreciated that throughout the specification, the number and nature of substituents
on rings in the compounds of the invention will be selected so as to avoid sterically

undesirable combinations.

One embodiment of the invention relates to compounds of formula Ic

E=3

R’ R
bs
ATCOTN Rl N (ic)
R v 'T'
W

wherein:

A is Cy.y0 alkyl, Cy.10 alkoxy, Ci.10 alkylthio, (Cy.10 alkyl)(R')N or Cs; cycloalkyl, all of
which are optionally substituted by halogen, cyano, nitro, hydroxy, thio, C.¢ alkoxy, Ci6
alkylS(O),, RPRPN, (Cy alkyl)C(0)O, Cs.; cycloalkyl, phenyl (itself optionally substituted
by halogen, C;4 alkyl, CF3, C,.4 alkoxy or OCF3) or heteroaryl (itself optionally substituted
by halogen, C,4 alkyl, CF3, C;4 alkoxy or OCF;); and Cs_; cycloalkyl may additionally be
optionally substituted by C;.4 alkyl;

nis 0, 1 or 2;

R' and R are, independently, hydrogen, C;.4 alkyl or C1.4 haloalkyl;

R%is hydrogen or C;4 alkyl;
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R is aryl, (C14 alkyl)aryl, (C1.4 alkoxy)aryl, (Cy4 alkylthio)aryl, heteroaryl, (Ci.4
alkylDheteroaryl, (C;4 alkoxy)heteroaryl or (C,.4 alkylthio)heteroaryl [wherein the phenyl
rings are optionally substituted by halo, C,.¢ alkyl (optionally substituted by C;.¢ alkoxy), Ci¢
alkoxy, Ci4 alkylthio, Cs.¢ cycloalkylthio, C;.4 haloalkyl, C;.4 haloalkoxy, nitro, cyano, OH,
C(O):H, C(0),(C14 alkyl), S(O)2(C14 alkyl), S(0)2(Cs.¢ cycloalkyl), S(O),NH», S(O):NH(C14
alkyl), S(0):N(C14 alkyl),, benzyloxy, imidazolyl, C(O)(Ci4 alkyl), C(O)NH;, C(O)NH(C,.4
alkyl), C(O)N(C1.4 alkyl),, NHC(O)(C14 alkyl), NR’R®, OCH,0, OCH,CH,0 or OCH,CHy;
the heteroaryl ring is optionally substituted by halo, C;-¢ alkyl (optionally substituted by Ci.6
alkoxy), C1.¢ alkoxy, Cj.4 alkylthio, Cs.¢ cycloalkylthio, C;.4 haloalkyl, Ci.4 haloalkoxy, nitro,
cyano, OH, C(O),H, C(0),(C1.4 alkyl), S(0)2(C,4 alkyl), S(0)2(Cs.¢ cycloalkyl), S(O),NH,,
S(0),NH(C14 alkyl), S(O);N(C1.4 alkyl),, benzyloxy, imidazolyl, C(O)(C;.4 alkyl), C(O)NHa,,
C(O)NH(C.4 alkyl), C(O)N(C1 alkyl),, NHC(O)(C14 alkyl) or NR°RS;];

R* is hydrogen, hydroxy, halogen, Cy4 alkyl or C; haloalkyl;

W is hydrogen or phenyl, Cs.7 cycloalkyl, thienyl, isoxazolyl, pyrazolyl, pyridinyl or
pyrimidinyl all of which are optionally substituted by halo, Cy.¢ alkyl (optionally substituted
by Ci¢ alkoxy), Ci.6 alkoxy, C;.4 alkylthio, C;_4 haloalkyl, Ci4 haloalkoxy, nitro, cyano, OH,
C(0);H, C(0),(C4 alkyl), S(0)2(Ci.4 alkyl), S(O)NH;, S(O),NH(C14 alkyl), S(O)N(Ci4
alkyl),, benzyloxy, imidazolyl, C(O)(C;4 alkyl), C(O)NH,, C(O)NH(C,.4 alkyl), C(O)N(C;.4
alkyl),, NHC(O)(C 1 alkyl) or NR'R;

X is CHy, O, S, S(O), S(O),, NH or N(C;4 alkyl);

Y is hydrogen, halo, C;.6 alkyl, C;_¢ alkoxy, C;.4 alkylthio, C;.4 haloalkyl, C;4 haloalkoxy,
nitro, cyano, OH, C(O),H, C(0),(C;.4 alkyl), S(O)2(Ci.4 alkyl), S(O),NH,, S(O),NH(C;.4
alkyl), S(O)2N(Ci4 alkyl),, benzyloxy, imidazolyl, C(O)(Ci4 alkyl), C(O)NH;, C(O)NH(C,.4
 alkyl), C(O)N(C1.4 alkyl), NHC(O)(C14 alkyl) or NR°R'?;

R® RS, R”, R®, R® and R' are, independently, hydrogen, C,.4 alkyl or Cs.; cycloalkyl;

R'! is hydrogen or Cy. alkyl;

R'? and R" are, independently, hydrogen or Cy.¢ alkyl;

or a pharmaceutically acceptable salt thereof.

For the avoidance of doubt, the definitions of groups and substituents for compounds of

formula Ic is as follows and is distinct and separate from those for formula I and Ib.
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Compounds of of formula (Ic) can exist in different isomeric forms (such as enantiomers,
diastereomers, geometric isomers or tautomers). The present invention covers all such isomers
and mixtures thereof in all proportions.

Suitable salts include acid addition salts such as a hydrochloride, hydrobromide,
phosphate, acetate, trifluoroacetate, fumarate, maleate, tartrate, citrate, oxalate,
methanesulphonate, p-toluenesulphonate, succinate, glutarate or malonate.

The compounds of formula (Ic) may exist as solvates (such as hydrates) and the present
invention covers all such solvates.

Alkyl groups and moieties are straight or branched chain and are, for example, methyl,
ethyl, n-propyl, iso-propyl, n-butyl, sec-butyl or tert-butyl.

Haloalkyl comprises, for example, 1 to 6, such as 1, 2, 3, 4 or 5 halogen (such as
fluorine or chlorine) atoms. It is, for example, CHF,, CF3, CH,CF3, C,Fs or CH,Cl. Further
examples are CH,F, CHFCl, CCl; or CHCl,.

Haloalkoxy comprises, for example, 1 to 6, such as 1, 2, 3, 4 or 5 halogen (such as
fluorine or chlorine) atoms. It is, for example, OCHF,, OCF3, OCH,CF3, OC,Fs or OCH,Cl.

Cycloalkyl is for example, cyclopropyl, cyclopentyl or cyclohexyl. It can also be
cyclobutyl.

Aryl is, for example, phenyl or naphthyl. In one aspect of the invention aryl is phenyl.

Heteroaryl is, for example, a mono-cyclic, aromatic 5- or 6-membered ring containing 1
or 2 nitrogen atoms, said ring being optionally fused to a benzene ring. Heteroaryl is, for
example, pyrrolyl, pyrazolyl, imidazolyl, pyridinyl, pyrimidinyl, indolyl, indazolyl, benzfuryl
or benzthienyl. Heteroaryl may also be quinolinyl or isoquinolinyl.

When phenyl is substituted by OCH,O, OCH,CH>0 or OCH,CH, these groups link to
adjacent carbons on the phenyl ring.

(C1.4 Alkylaryl is for example benzyl. (Ci.4 Alkoxy)aryl is, for example, CH,O-phenyl.
(Ci4 Alkylthio)aryl is, for example, CH,S-phenyl. (C;.4 Alkyl)heteroaryl is, for example,
CHa-pyridinyl. (Cy.4Alkoxy)heteroaryl is, for example, CH,O-pyridinyl. (Cy4
Alkylthio)heteroaryl is, for example, CH,S-pyridinyl.

In one particular aspect the present invention provides a compound of formula (Ic)
wherein: A is Cy.1 alkyl, Cy.10 alkoxy, Cy.10 alkylthio, (Cy.10 alkyl)(R')N or Cs; cycloalkyl,
all of which are optionally substituted by halogen, cyano, nitro, hydroxy, thio, C;_¢alkoxy, C;.
6 alkylS(0),, R™RN, Cs.7 cycloalkyl, phenyl (itself optionally substituted by halogen, C,.4
alkyl, CF3, C;.4 alkoxy or OCF3) or heteroaryl (itself optionally substituted by halogen, C;.4
alkyl, CFs, C;.4 alkoxy or OCF3); and Cs.7 cycloalkyl may additionally be optionally
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substituted by C14 alkyl; nis 0, 1 or 2; R' and R'® are, independently, hydrogen, Cy.4 alkyl or
C14 haloalkyl; R? is hydrogen or C,4 alkyl; R> is phenyl or heteroaryl [wherein phenyl and
heteroaryl are optionally substituted by halo, C;.s alkyl (optionally substituted by C;.¢ alkoxy),
Ci.6 alkoxy, C;.4 alkylthio, C;.4 haloalkyl, C;.4 haloalkoxy, nitro, cyano, OH, C(O),H,
‘C(O)z(CM alkyl), S(O)(C;.4 alkyl), S(O),NH,, S(O),NH(C.4 alkyl), S(O);N(C,.4 alkyl),,
benzyloxy, imidazolyl, C(O)(C;. alkyl), C(O)NH,, C(O)NH(C,.4 alkyl), C(O)N(C1-4 alkyl),,
NHC(O)(Ci4 alkyl) or NR°R®; and phenyl may additionally be optionally substituted on
adjacent carbons by OCH,0, OCH,CH,0 or OCH,CH,]; R* is hydrogen, hydroxy, halogen,
Ci.4 alkyl or C;.4 haloalkyl; W is hydrogen, phenyl, Cs.; cycloalkyl, thienyl, isoxazolyl,
pyrazolyl, pyridinyl or pyrimidinyl all of which are optionally substiﬁted by halo, C;.¢ alkyl
(optionally substituted by C,.¢ alkoxy), Ci.¢ alkoxy, Ci.4 alkylthio, C;.4 haloalkyl, Ci.4
haloalkoxy, nitro, cyano, OH, C(O),H, C(0)(C;.4 alkyl), S(0)2(C1.4 alkyl), S(O),NH,,
S(0)NH(C14 alkyl), S(0),N(C;.4 alkyl)z, benzyloxy, imidazolyl, C(O)(C,.4 alkyl), C(O)NH,,
C(O)NH(C.4 alkyl), C(O)N(C alkyl),, NHC(0)(C) alkyl) or NR'R?; X is CH,, O, S, S(0),
S(O),, NH or N(Cy-4alkyl); Y is hydrogen, halo, Cy.¢ alkyl, Cy.¢ alkoxy, C;.4 alkylthio, C;4
haloalkyl, C;.4 haloalkoxy, nitro, cyano, OH, C(O),H, C(0),(C;.4 alkyl), S(0),(C;.4 alkyl),
S(0),NH;, S(O),NH(C,.4 alkyl), S(O)N(Cy.4 alkyl),, benzyloxy, imidazolyl, C(O)(Ci4 alkyl),
C(O)NH,, C(O)NH(C 1.4 alkyl), C(O)N(C.4 alkyl),, NHC(O)(C1.4 alkyl) or NR°R'%; R5, R®,
R’ R®, R® and R'® are, independently, hydrogen, C1.4 alkyl or Cs.7 cycloalkyl; R'! is hydrogen
or Cy.10 alkyl; R'? and R* are, independently, hydrogen or Cy.¢ alkyl; or a pharmaceutically
acceptable salt thereof.

In a further aspect the present invention provides a compound of formula (Ic) wherein A
is C3.7 cycloalkyl (optionally subtituted by halogen or C;_¢ alkyl), C;.4 alkyl (such as ethyl or
tert-butyl), C;.4 haloalkyl (such as CF3), C;4 alkoxy (such as methoxy) C;.4 hydroxyalkyl
(such as HOCH,, HO(CH3)CH or HO(CH3)2C), C;.4 alkoxy(Ci4 alkyl) (such as CH;0CHa) or
Ci4 alkylC(O)O(Ci.4 alkyl) (such as CH;C(O)OCHa).

In another aspect the present invention provides a compound of formula (Ic) wherein A is
Cs.7 cycloalkyl (optionally subtituted by halogen or C;.¢ alkyl).

In a further aspect the present invention provides a compound of formula (Ic) wherein A
is Cy.4 alkyl (such as ethyl), C;.4 haloalkyl (such as CF3) or C;.4 alkoxy (such as methoxy).

In another aspect the present invention provides a compound of formula (Ic) wherein R'
is Cy.4 alkyl (for example methyl).

In yet another aspect the present invention provides a compound of formula (Ic) wherein

R'* is hydrogen.
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In a further aspect the present invention provides a compound of formula (Ic) wherein R?
is hydrogen.

In a still further aspect the present invention provides a compound of formula (Ic)
wherein R’ is phenyl optionally substituted by halo, C,.¢ alkyl (optionally substituted by Cj.6
alkoxy), C;.6 alkoxy, C,.4 alkylthio, C;.4 haloalkyl, C;.4 haloalkoxy, nitro, cyano, OH,
C(0)2H, C(0)x(C14 alkyl), S(0)x(Cy.4 alkyl), S(O)2NHy, S(O)NH(C14 alkyl), S(O)N(Cy4
alkyl),, benzyloxy, imidazolyl, C(O)(C,.4 alkyl), C(O)NH,, C(O)NH(C,.4 alkyl), C(O)N(C;.4
alkyl),, NHC(O)(C,4 alkyl) or NR°R®; wherein R® and RS are, independently, hydrogen, C;.4
alkyl or Cs.7 cycloalkyl.

In a further aspect the present invention provides a compound of formula (Ic) wherein R®
is phenyl optionally substituted by halo, C;.¢ alkyl (such as ethyl), C,.¢ alkoxy (such as
methoxy), Ci4 alkylthio (such as CH;S or C,HsS), Cs.6 cycloalkylthio (such as
cyclopropylthio), C;.4 haloalkyl (such as CF3) or S(0),(C;4 alkyl) (such as S(O),CHj3).

In a still further aspect the present invention provides a compound of formula (Ic)
wherein Y is hydrogen.

In another aspect the present invention provides a compound of formula (Ic) wherein R*
1s hydrogen.

In yet another aspect the present invention provides a compound of formula (Ic) wherein
W is pheny! optionally substituted by halo, C,. alkyl (optionally substituted by C,.¢ alkoxy),
Cy.6 alkoxy, Cy4 alkylthio, C,.4 haloalkyl, C;_4 haloalkoxy, nitro, cyano, OH, C(O);H,
C(0)x(Cy4 alkyl), S(O)C4 alkyl), S(O):NH,, S(O).NH(C;.4 alkyl), S(O)N(C; .4 alkyl),,
benzyloxy, imidazolyl, C(O)(C,4 alkyl), C(O)NH,, C(O)NH(C,4 alkyl), C(O)N(C,.4 alkyl),,
NHC(O)(Ci-4 alkyl) or NR'R®; wherein R” and R® are, independently, hydrogen, C;_4 alkyl or
C;7 cycloalkyl.

In another aspect the present invention provides a compound of formula (Ic) wherein W
is phenyl optionally substituted by halo (such as fluoro), C.¢ alkyl, C;.¢ alkoxy, C;.4 haloalkyl
or C;4 haloalkoxy.

In a further aspect the present invention provides a compound of formula (Ic) wherein X
is O, S, S(O) or S(0),.

In a still further aspect the present invention provides a compound of formula (Ic)

wherein X is O.

In a further aspect the present invention provides a compound of formula (Ic) wherein A

is C3.7 cycloalkyl (optionally subtituted by halogen or Ci.s alkyl), Ci4 alkyl (such as ethyl or
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tert-butyl), C;4 haloalkyl (such as CF3), C14 alkoxy (such as methoxy) C;4 hydroxyalkyl
(such as HOCH,, HO(CH3)CH or HO(CH3),C), C1_4 alkoxy(Ci4 alkyl) (such as CH;OCH,) or
C14 alkylC(0)O(C .4 alkyl) (such as CHsC(O)OCH,); R! is Cy4 alkyl (for example methyl);
R'®is hydrogen; R? is hydrogen; R? is phenyl optionally substituted by halo, Cy.¢ alkyl (such
as ethyl), C1.¢ alkoxy (such as methoxy), Ci4 alkylthio (such as CH3S or C;HsS), Cs.6
cycloalkylthio (such as cyclopropylthio), Ci_4 haloalkyl (such as CF3) or S(O),(Ci alkyl)
(such as S(0),CHs); Y is hydrogen; R” is hydrogen; W is phenyl optionally substituted by
halo (such as fluoro), Ci.¢ alkyl, C;.¢ alkoxy, C;4 haloalkyl or C;.4 haloalkoxy; and X is O.

In a further aspect the present invention provides a compound of formula (Ic) having the

stereochemistry shown in the structure immediately below:

4
1
X A\
ATCOT Reg, N (19
R "

Y
W

In another aspect the present invention provides the individual compound:
N-((1S,2R)-2-{[1-(4-fluorophenyl)-1 H-indazol-5-yl]oxy} -1-methyl-2-
phenylethyl)cyclopropanecarboxamide;

2,2,2-Trifluoro-N-((IS, 2R)-2-{[ 1-(4-fluorophenyl)-1 H-indazol-5-yl]oxy } -1-methyl-2-
phenylethyl)acetamide;

N-((15,2R)-2-{[ 1-(4-fluorophenyl)-1H-indazol-5-yl]oxy}-1-methyl-2-
phenylethyl)propanamide;

Methyl ((15,2R)-2-{[1-(4-fluorophenyl)-1 H-indazol-5-yl]Joxy}-1-methyl-2-
phenylethyl)carbamate;
N-[(1R,25)-1-[1-(4-fluorophenyl)indazol-5-yl|oxy-1-phenyl-propan-2-yl]-2-hydroxy-2-
methyl-propanamide;

2,2 2-trifluoro-N-[(1R,28)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-
yl]acetamide;
N-[(1R,2S5)-1-(4-ethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-2-hydroxy-
acetamide;
N-{2-[1-(4-Fluoro-phenyl)-1H-indazo-5-yloxy]-2-(3-methoxy-phenyl)-1-methyl-ethyl}-2,2-

dimethyl-propionamide;
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N-[(1R,2S)-1-[ 1-(4-fluorophenyl)indazol-5-yl]Joxy-1-(4-methylsulfanylphenyl)propan-2-yl]-
2-methoxy-acetamide;
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-methylsulfanylphenyl)propan-2-
yl]carbamoylmethyl acetate; .
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-methylsulfanylphenyl)propan-2-yl]-
2-hydroxy-acetamide;
N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-methylsulfonylphenyl)propan-2-yl]-
2-hydroxy-acetamide;
2,2,2-trifluoro-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-
methylsulfanylphenyl)propan-2-yljacetamide;

N-[(1R,2S)-1-(4-Ethylsulfanylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-yl]-
2,2,2-trifluoro-acetamide; or,

N-[(1R,2S)-1~(4-cyclopropylsulfanylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]Joxy-propan-
2-yl]-2,2,2-trifluoro-acetamide;

or a pharmaceutically acceptable salt thereof.

Compounds of the present invention have been named with the aid of computer software
(ACDLabs 8.0/Name(IUPAC)).

Compounds of formula (I), (Ib) or (Ic) may include an asymmetric centre and be chiral in
nature. Where the compound is chiral, it may be in the form of a single stereoisomer, such as
a enantiomer, or it may be in the form of mixtures of these stereoisomers in any proportions,
including racemic mixtures. Therefore, all enantiomers, diastereomers, racemates and mixtures
thereof are included within the scope of the invention. The various optical isomers may be
isolated by separation of a racemic mixture of the compounds using conventional techniques, for
example, fractional crystallisation, or HPLC. Alternatively the optical isomers may be obtained
by asymmetric synthesis, or by synthesis from optically active starting materials. -

Compounds of formula (I), (Ib) or (Ic) above may be converted to a pharmaceutically
acceptable salt thereof, preferably an acid addition salt such as a hydrochloride,
hydrobromide, phosphate, sulfphate, acetate, ascorbate, benzoate, fumarate, hemifumarate,
furoate, succinate, maleate, tartrate, citrate, oxalate, xinafoate, methanesulphonate, p-

toluenesulphonate, benzenesulphonate, ethanesulphonate, 2-naphthalenesulfonate,
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mesytilenesulfonate, nitric acid, 1,5-naphthalene-disulphonate, p-xylenesulphonate, aspartate
or glutamate.

They may also include basic addition salts such as an alkali metal salt for example sodium or
potassium salts, an alkaline earth metal salt for example calcium or magnesium salts, a
transition metal salt such as a zinc salt, an organic amine salt for example a salt of
triethylamine, diethylamine, morpholine, N-methylpiperidine, N-ethylpiperidine, piperazine,
procaine, dibenzylamine, N,N-dibenzylethylamine, choline or 2-aminoethanol or amino acids

for example lysine or arginine.

The compounds of formula (I), (Ib) or (Ic) and pharmaceutically acceptable salts thereof may
exist in solvated, for example hydrated, as well as unsolvated forms, or as cocrystals and the

present invention encompasses all such forms.

Process

The compounds of formula (I) can be prepared using or adapting methods disclosed in
the art, or by using or adapting the method disclosed in the Example below. Starting
materials for the preparative methods are either commercially available or can be prepared by
using or adapting literature methods.
One embodiment relates to a process for the preparation of compounds of formula (I) by

coupling a compound of formula (IT):

R
i X D
HN" Lra N an
R® N
Y |
W

with acylation reagents of formula (IIIa) or formula (I1IIb)

(8] Lt ZZ
\>/ N (lllb)
| (llla) R~

wherein RY, R'% R%2 R3 R* R”, A, W, X, Y and Z are defined as in compounds of formula (I),
and L' is a leaving group (such as halogen (for example chloro) or, when L' = OH, a leaving
group generated by reaction of a coupling reagent (such as HATU with a carboxylic acid).
The reaction may be performed in a suitable solvent (such as pyridine, THF or DMF), in the
presence of a suitable base (such as a tri(C,.¢ alkyl)amine, for example diisopropylethylamine,

or pyridine) and at a suitable temperature (such as —10° to 50°C).
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Another embodiment relates to a process for the preparation of compounds of formula (II)
according to steps a, b or c.
a) A compound of formula (II), wherein X is O, S or NH, may be prepared by coupling a

compound of formula (IV)

12 N
|
Y w

wherein R*, W and Y are defined as in compounds of formula (I) and L? is a leaving group
(such as halogen or triflate) with a compound of formula (V)

R' Rz
AN XA V)

G

wherein R}, R' R* and R® are defined as in compounds of formula (I) and G corresponds to
R? or a protected precurser to R>.
The reaction can be performed in a suitable solvent (such as an aromatic solvent, for example
toluene) or a polar, aprotic solvent, such as DMF or butyronitril, in the presence of a suitable
base (such as a alkali metal alkoxide (for example sodium ferz-butoxide) or, cesium carbonate,
preferable mediated by a suitable metal catalyst such as Copper(I) iodide at a suitable

temperature (for example in the range 80° to 120°C).

Or,
b) A compound of formula (IT) may be prepared by reacting a compound of formula (VII)
1
R R? g
o) (vi)
G

HX
N (Vi)

wherein R}, R?, R* R?, X, W and Y are defined as in compounds of formula (I), G
corresponds to R? or a protected precurser to R* and L is a leaving group (such as halogen,

mesylate or tosylate).
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The reaction can be performed in a suitable solvent (such as DCM, DMF or acetonitrile), in
the presence of a suitable base (such as an alkali metal carbonate, for example cesium
carbonate or potassium carbonate) at a suitable temperature (for example in the range -10 to
50°C), followed by a subsequent reductive amination step using or adopting literature

methods.

Or,
¢) a compound of formula (II) may be prepared by reacting a compound of formula (VIII)

with a compound of formula (IX)

l|3G
1 N

R>A<Rz

R o (1X)

wherein R!, R™®, R? and R? are defined as in compounds of formula (I) and PG is a suitable
protecting group such as BOC, Ms, Ns, T’ or related carbonyl-or sulfonyl residues.

The reaction can be performed in a suitable solvent such as DCM or toluene in the presence of
a suitable base such as NaH or KOtBu, followed by a deprotection step using or adopting
literature methods.

As a specific case of a compound of formula (V), a compound of formula (X) might be used
to prepare a compound of formula (IT)
R1 R1a
OH
HN *)
G

wherein R!, R'* and G are defined as in compounds of formula (V).

Compounds of formula (X) may be prepared by reacting a nucleophile G-M with a carbonyl
compound of formula (XI) followed reduction and subsequent deprotection of the

intermediate of formula (XII)

1 1a

R1 R1a R R R1 R151

PG. 0 G-M PG\N 0 OH
N oy —= ) o) ——  HN )
PG

L PG G Rr®

wherein R!, R'® and R? are defined as in compounds of formula (I) and G corresponds to R* or
a protected precurser to R* and L is a leaving group (such as alkoxy, methoxy(methyl)amino).

M is a metal such as Li or Mg-halide.
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The addition of the nucleophile may be performed in a suitable aprotic solvent such as THF at
moderate temperature between —-10 and 50°C. The following reduction and deprotection steps

might be carried out by using or adopting literature methods.

Alternatively, compounds of formula (X)) may be prepared by a reaction of a nuceophile G-M

with an aldehyde of formula (XIIT) and a subsequent deprotection.

1 1a
oe R\ R o oM Rl R™
\ oy TV e
PG H 3

wherein R', R' and R are defined as in compounds of formula (I) and G corresponds to R’ or
a protected precurser to R® and PG is a protecting group or hydrogen. M is a metal such as an
alkali metal (e.g. Li) or Mg-halide.

The reaction may be performed by following disclosed protocols for addition of carbanions

to aldehydes.

Another way to prepare a compound of formula (X) is the reaction of nitroalkyles of formula
(XIV) with aldehydes of formula (XV), followed by reduction of the nitro function

) 1a R1 R1a

R\ R
PN OH

xv)y  + G0 (xvy — H,N xX)

O,N” H &
wherein R' and R' and R? are defined as in compounds of formula (I), G corresponds to R? or
a protected precurser to R® and PG is a protecting group or hydrogen.

Both steps may be carried out by following or adopting literature methods.

Medical use

Because of their ability to bind to the glucocorticoid receptor the compounds of formula (I),
(Ib) or (Ic) are useful as anti-inflammatory agents, and can also display antiallergic,
immunosuppressive and anti-proliferative actions. Thus, a compound of formula (), (Ib) or
(Ic), or a pharmaceutically acceptable salt thereof can be used as a medicament for the
treatment or prophylaxis of one or more of the following pathologic conditions (disease
states) in a mammal (such as a human):

(i) Lung diseases, which coincide with inflammatory, allergic and/or proliferative processes:
chronically obstructive lung diseases of any origin, mainly bronchial asthma, chronic

obstructive pulmonary disease
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bronchitis of different origins

Adult respiratory distress syndrome (ARDS), acute respiratory distress syndrome
Bronchiectases

all forms of restructive lung diseases, mainly allergic alveolitis

all forms of pulmonary edema, mainly toxic pulmonary edema

sarcoidoses and granulomatoses, such as Boeck’s disease

(i1) Rheumatic diseases/auto-immune diseases/degenerative joint diseases, which coincide
with inflammatory, allergic and/or proliferative processes:

all forms of rheumatic diseases, especially rheumatoid arthritis, acute rheumatic fever,
polymyalgia rheumatica, collagenoses, Behget’s disease

reactive arthritis

inflammatory soft-tissue diseases of other origins

arthritic symptoms in degenerative joint diseases (arthroses)

traumatic arthritides

collagen diseases of other origins, for example systemic lupus erythematodes, discoid lupus
erythematosus, sclerodermia, polymyositis, dermatomyositis, polyarteritis nodosa, temporal
arteritis

Sjogren’s syndrome, Still syndrome, Felty’s syndrome

Vitiligo

Soft-tissue rheumatism

(iii) Allergies, which coincide with inflammatory, allergic and/or proliferative processes:
All forms of allergic reactions, for example Quincke’s edema, insect bites, allergic reactions
to pharmaceutical agents, blood derivatives, contrast media, etc., anaphylactic shock,
urticaria, contact dermatitis (e.g. allergic and irritative), allergic vascular diseases

Allergic vasculitis

inflammatory vasculitis

(iv) Vascular inflammations (vasculitides)

Panarteritis nodosa, temporal arteritis, erythema nodosum

Polyarteris nodosa

Wegner’s granulomatosis

Giant-cell arteritis

(v) Dermatological diseases, which coincide with inflammatory, allergic and/or proliferative
processes:

atopic dermatitis (mainly in children)
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exfoliative dermatitis,

psoriasis

erythematous diseases, triggered by different noxae, for example radiation, chemicals, burns,
etc.

acid burns

bullous dermatoses, such as, for example, autoimmune pemphigus vulgaris, bullous
pemphigoid

diseases of the lichenoid group

itching (for example of allergic origins)

all forms of eczema, such as, for example, atopic eczema or seborrheal eczema
rosacea

pemphigus vulgaris

erythema exudativum multiforme

erythema nodosum

balanitis

Pruritis, such as, for example, allergic origin)

Manifestation of vascular diseases

vulvitis

inflammatory hair loss, such as alopecia areata

cutaneous T-cell lymphoma

Rashes of any origin or dermatoses

Psoriasis and parapsoriasis groups

Pityriasis rubra pilaris

(vi) Nephropathies, which coincide with inflammatory, allergic and/or proliferative processes:
nephrotic syndrome

all nephritides, such as, for example, glomerulonephritis

(vii) Liver diseases, which coincide with inflammatory, allergic and/or proliferative
processes:

acute liver cell decoimposition

acute hepatitis of different origins, for example virally-, toxically- or pharmaceutical agent-
induced

chronically aggressive and/or chronically intermittent hepatitis

(viii)  Gastrointestinal diseases, which coincide with inflammatory, allergic and/or

proliferative processes:
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regional enteritis (Crohn’s disease)

Gastritis

Reflux esophagitis

ulcerative colitis

gastroenteritis of other origins, for example native sprue

(ix) Proctological diseases, which coincide with inflammatory, allergic and/or proliferative
processes:

anal eczema

fissures

haemorrhoids

idiopathic proctitis

(x) Eye diseases, which coincide with inflammatory, allergic and/or proliferative processes:
allergic keratitis, uvenitis iritis

conjunctivitis

blepharitis

optic neuritis

chorioiditis

sympathetic ophthalmia

(xi) Diseases of the ear-nose-throat area, which coincide with inflamumatory, allergic and/or
proliferative processes:

allergic rhinitis, hay fever

otitis externa, for example caused by contact dermatitis, infection, etc.

otitis media

(xii)  Neurological diseases, which coincide with inflammatory, allergic and/or
proliferative processes:

cerebral edema, mainly tumor-induced cerebral edema

multiple sclerosis

acute encephalomyelitis

different forms of convulsions, for example infantile nodding spasms

Meningitis

spinal cord injury

Stroke

(xiii)  Blood diseases, which coincide with inflammatory, allergic and/or proliferative

processes:
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acquired haemolytic anemia

thrombocytopenia such as for example idiopathic thrombocytopenia

M. Hodgkins or Non-Hodgkins lymphomas,

thrombocythemias,

erythrocytoses

(xiv)  Tumor diseases, which coincide with inflammatory, allergic and/or proliferative
processes:

acute lymphatic leukaemia

malignant lymphoma

lymphogranulomatoses

lymphosarcoma

extensive metastases, mainly in breast and prostate cancers

(xv) Endocrine diseases, which coincide with inflammatory, allergic and/or proliferative
processes:

endocrine orbitopathy

thyrotoxic crisis

de Quervain’s thyroiditis

Hashimoto’s thyroiditis

Hyperthyroidism

Basedow’s disease

Granulomatous thyroiditis

Lymphadenoid goiter

(xvi)  Transplants, which coincide with inflammatory, allergic and/or proliferative
processes;

(xvii)  Severe shock conditions, which coincide with inflammatory, allergic and/or
proliferative processes, for example anaphylactic shock

(xviii) Substitution therapy, which coincides with inflammatory, allergic and/or
proliferative processes, with:

innate primary suprarenal insufficiency, for example congenital adrenogenital syndrome
acquired primary suprarenal insufficiency, for example Addison’s disease, autoimmune
adrenalitis, meta-infective, tumors, metastases, etc.

innate secondary suprarenal insufficiency, for example congenital hypopituitarism
acquired secondary suprarenal insufficiency, for example meta-infective, tumors, etc.

(xix)  Emesis, which coincides with inflammatory, allergic and/or proliferative processes:
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for example in combination with a 5-HT3-antagonist in cytostatic-agent-induced vomiting.

(xx) Pains of inflammatory origins, e.g., lumbago

Without prejudice to the foregoing, the compounds of formula (I), (Ib) or (Ic) can also
be used to treat disorders such as: diabetes type I (insulin-dependent diabetes), Guillain-Barré
syndrome, restenoses after percutaneous transluminal angioplasty, Alzheimer’s disease, acute
and chronic pain, arteriosclerosis, reperfusion injury, thermal injury, multiple organ injury
secondary to trauma, acute purulent meningitis, necrotizing enterocolitis and syndromes
associated with hemodialysis, leukopheresis, granulocyte transfusion, Conies Syndrome,
primary and secondary hyperaldosteronism, increased sodium retention, increased magnesium
and potassium excretion (diuresis), increased water retention, hypertension (isolated systolic
and combined systolic/diastolic), arthythmias, myocardial fibrosis, myocardial infarction,
Bartter's Syndrome, disorders associated with excess catecholamine levels, diastolic and
systolic congestive heart failure (CHF), peripheral vascular disease, diabetic nephropathy,
cirrhosis with edema and ascites, oesophageal varicies, muscle weakness, increased melanin
pigmentation of the skin, weight loss, hypotension, hypoglycemia, Cushing's Syndrome,
obesity, glucose intolerance, hyperglycemia, diabetes mellitus, osteoporosis, polyuria,
polydipsia, inflammation, autoimmune disorders, tissue rejection associated with organ
transplant, malignancies such as leukemias and lymphomas, rtheumatic fever, granulomatous
polyarteritis, inhibition of myeloid cell lines, immune proliferation/apoptosis, HPA axis
suppression and regulation, hypercortisolemia, modulation of the Thl/Th2 cytokine balance,
chronic kidney disease, hypercalcemia, acute adrenal insufficiency, chronic primary adrenal
insufficiency, secondary adrenal insufficiency, congenital adrenal hyperplasia, Little's
syndrome, systemic inflammation, inflammatory bowel disease, Wegener's granulomatosis,
giant cell arthritis, osteoarthritis, angioneurotic edema, tendonitis, bursitis, autoimmune
chronic active hepatitis, hepatitis, cinhosis, panniculitis, inflamed cysts, pyoderma
gangrenosum, eosinophilic fasciitis, relapsing polychondritis, sarcoidosis Sweet's disease,
type 1 reactive leprosy, capillary hemangiomas, lichen planus, erythema nodosum acne,
hirsutism, toxic epiderrnal necrolysis, erythema multiform, psychoses, cognitive disorders
(such as memory disturbances) mood disorders (such as depression and bipolar disorder),

anxiety disorders and personality disorders.

As used herein the term "congestive heart failure” (CHF) or 'congestive heart disease"”

refers to a disease state of the cardiovascular system whereby the heart is unable to efficiently
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pump an adequate volume of blood to meet the requirements of the body's tissues and organ
systems. Typically, CHF is characterized by left ventricular failure (systolic dysfunction) and
fluid accumulation in the lungs, with the underlying cause being atfributed to one or more
heart or cardiovascular disease states including coronary artery disease, myocardial infarction,
hypertension, diabetes, valvular heart disease, and cardiomyopathy. The term "diastolic
congestive heart failure" refers to a state of CHF characterized by impairment in the ability of
the heart to properly relax and fill with blood. Conversely, the term "systolic congestive heart
failure" refers to a state of CHF characterized by impairment in the ability of the heart to
propetly contract and eject blood.

As will be appreciated by one of skill in the art, physiological disorders may present as
a "chronic" condition, or an "acute" episode. The term "chronic", as used herein, means a
condition of slow progress and long continuance. As such, a chronic condition is treated
when it is diagnosed and treatment continued throughout the course of the disease.
Conversely, the term "acute" means an exacerbated event or attack, of short course, followed
by a period of remission. Thus, the treatment of physiological disorders contemplates both
acute events and chronic conditions. In an acute event, compound is administered at the onset
of symptoms and discontinued when the symptoms disappear.

In another aspect the present invention provides the compounds or formula (I), (Ib) or
(Ic), or a pharmaceutically acceptable salt thereof, for use in therapy (such as a therapy
described above).

In yet another aspect the present invention provides the use of a compound of formula
(D), (Ib) or (Ic), or a pharmaceutically acceptable salt thereof, in the manufacture of a
medicament for use in the treatment of a glucocorticoid receptor mediated disease state (such
as a disease state described above).

In a further aspect the invention provides the use of a compound of formula (I), (Ib) or
(Ic), or a pharmaceutically acceptable salt thereof, in the manufacture of a medicament for use
in the treatment of an inflamnmatory condition (such as an arthritic).

In a still further aspect the invention provides the use of a compound of formula (), (Ib)
or (Ic), or a pharmaceutically acceptable salt thereof, in the manufacture of a medicament for
use in the treatment of asthma.

In another aspect the invention provides the use of a compound of formula (I), (Ib) or
(Ic), or a pharmaceutically acceptable salt thereof, in the manufacture of a medicament for use

in the treatment of COPD.
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In another aspect the present invention provides the compounds or formula (I), (Ib) or
(Ic), or a pharmaceutically acceptable salt thereof, for use in treating an inflammatory
condition, asthma and/or COPD.

The present invention further provides a method of treating a glucocorticoid receptor
mediated disease state (such as a disease state described above), an inflammatory condition,
asthma and/or COPD, in a mammal (such as man), which comprises administering to a
mammal in need of such treatment an effective amount of a compound of formula (I), (Ib) or

(Ic), or a pharmaceutically acceptable salt thereof.

In the context of the present specification, the term "therapy” and “treatment” also includes
prophylaxis and prevention unless there are specific indications to the contrary. The terms
"therapeutic" and "therapeutically” should be construed accordingly.

In this specification, unless stated otherwise, the terms “inhibitor” and “antagonist” mean a
compound that by any means, partly or completely, blocks the transduction pathway leading to
the production of a response by the agonist. An agonist may be a full or partial agonist.

The term “disorder”, unless stated otherwise, means any condition and disease associated with

glucocorticoid receptor activity.

Pharmaceutical composition

In order to use a compound of formula (I), (Ib) or (Ic), or a pharmaceutically acceptable salt
thereof, for the therapeutic treatment of a mammal, said active ingredient is normally
formulated in accordance with standard pharmaceutical practice as a pharmaceutical
composition.

Therefore another aspect the present invention provides a pharmaceutical composition
comprising a compound of formula (I), (Ib) or (Ic), or a pharmaceutically acceptable salt
thereof, (active ingredient) and a pharmaceutically acceptable adjuvant, diluent or carrier. One
embodiment relates to the use of a pharmaceutical composition comprising a compound of
formula (I), (Ib) or (Ic), or a pharmaceutically acceptable salt thereof, for treating a
glucocorticoid receptor mediated disease state (such as a disease state described above), an
inflammatory condition, asthma and/or COPD.

A further aspect the present invention provides a process for the preparation of said
composition comprising mixing the active ingredient with a pharmaceutically acceptable

adjuvant, diluent or carrier. Depending on the mode of administration, the pharmaceutical
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composition can comprise from 0.05 to 99 %w (per cent by weight), for example from 0.05 to
80 %w, such as from 0.10 to 70 %w (for example from 0.10 to 50 %w), of active ingredient,
all percentages by weight being based on total composition.

A pharmaceutical composition of the present invention can be administered in a standard
manner for the disease condition that it is desired to treat, for example by topical (such as to
the lung and/or airways or to the skin), oral, rectal or parenteral administration. Thus, a
compound of formula (I), (Ib) or (Ic), or a pharmaceutically accepfable salt thereof, may be
formulated into the form of, for example, an aerosol, a powder (for example dry or
dispersible), a tablet, a capsule, a syrup, a granule, an aqueous or oily solution or suspension,
an (lipid) emulsion, a suppository, an ointment, a cream, drops, or a sterile injectable aqueous
or oily solution or suspension.

A suitable pharmaceutical composition of this invention is one suitable for oral
administration in unit dosage form, for example a tablet or capsule containing between 0.1 mg
and 10 g of active ingredient.

In another aspect a pharmaceutical composition of the invention is one suitable for
intravenous, subcutaneous, intraarticular or intramuscular injection.

In one embodiment the compounds of formula (I), (Ib) or (Ic), or a pharmaceutically
acceptable salt thereof, are administered orally.

In another embodiment the compounds of formula (I), (Ib) or (Ic), or a pharmaceutically
acceptable salt thereof, are administered by inhalation.

Buffers, pharmaceutically-acceptable cosolvents such as polyethylene glycol,
polypropylene glycol, glycerol or ethanol or complexing agents such as hydroxy-propyl B-
cyclodextrin may be used to aid formulation.

The above formulations may be obtained by conventional procedures well known in the
pharmaceutical art. Tablets may be enteric coated by conventional means, for example to

provide a coating of cellulose acetate phthalate.

The invention further relates to combination therapies or compositions wherein he
compounds of formula (I), (Ib) or (Ic), or a pharmaceutically acceptable salt thereof, or a
pharmaceutical composition comprising he compounds of formula (I), (Ib) or (Ic), or a
pharmaceutically acceptable salt thereof, is administered concurrently (possibly in the same
composition) or sequentially with one or more agents for the treatment of any of the above

disease states.
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For example, for the treatment of rtheumatoid arthritis, osteoarthritis, COPD, asthma or
allergic rhinitis a compounds of formula (I), (Ib) or (Ic), or a pharmaceutically acceptable salt
thereof, can be combined with one or more agents for the treatment of such a condition.
Where such a combination is to be administered by inhalation, then the one or more agents is
selected from the list comprising:

e a PDEA4 inhibitor including an inhibitor of the isoform PDE4D;

¢ aselective f.sub2. adrenoceptor agonist such as metaproterenol, isoproterenol,
isoprenaline, albuterol, salbutamol, formoterol, salmeterol, terbutaline, orciprenaline,
bitolterol mesylate, pirbuterol or indacaterol;

e amuscarinic receptor antagonist (for example a M1, M2 or M3 antagonist, such as a
selective M3 antagonist) such as ipratropium bromide, tiotropium bromide, oxitropium
bromide, pirenzepine or telenzepine;

¢ asteroid (such as budesonide);

¢ amodulator of chemokine receptor function (such as a CCR1 receptor antagonist);

¢ an inhibitor of p38 kinase function;

e an iphibitor of matrix metalloproteases, most preferably targeting MMP-2, -9 or
MMP-12; or,

¢ an inhibitor of neutrophil serine proteases, most preferably neutrophil elastase or

proteinase 3.

In another embodiment of the invention where such a combination is for the treatment of
COPD, asthma or allergic rhinitis, the compounds of formula (I), (Ib) or (Ic), or a
pharmaceutically acceptable salt thereof, can be administered by inhalation or by the oral
route and the other agent, e.g. xanthine (such as aminophylline or theophylline) can be
administered by inhalation or by the oral route. The compounds of formula (I), (Ib) or (Ic), or
a pharmaceutically acceptable salt thereof, and the other agent, e.g xanthine may be
administered together. They may be administered sequencially. Or they may be administered

separately.

Examples
The following Examples illustrate the invention. The following abbreviations are used in the
Examples:

TFA Trifluoroacetic acid;
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THF Tetrahydrofuran

DCM Dichloromethane

HPLC High Performance Liquid Chromatography;

LC/MS  Liquid Column Chromatography / Mass Spectroscopy;

GC Gas Chromatography

DMSO Dimethylsulfoxide;

APCI-MS Atmospheric Pressure Chemical Ionisation Mass Spectroscopy;

NMP 1-methyl-2-pyrrolidinone

DIEA N,N-diisopropylethylamine

HATU O-(7-azabenzotriazol-1-y1)-N,N,N',N'-tetramethyluronium hexafluorophosphate
r.t. Room temperature, which is a temperature in the range from of 16°C to 25°C

General Methods

NMR spectra were recorded on a Varian Mercury-VX 300 MHz instrument or a Varian Inova
400MHz instrument. The central peaks of chloroform-d (H 7.27 ppm), acetone (H 2.05 ppm),
dichloromethane-d2 (H 5.32 ppm)or DMSO-ds (H 2.50 ppm) were used as internal references.
Alternativly, NMR spectra were recorded on a Varian Inova Unity 500MHz instrument.
Proton-NMR experiments were acquired using dual suppression of residual solvent peak and
H,O.

The following method was used for LC/MS analysis:

Instrument Agilent 1100; Column Waters Symmetry 2.1 x 30 mm; Mass APCI; Flow rate 0.7
mL/min; Wavelength 254 nm; Solvent A: water + 0.1% TFA,; Solvent B: acetonitrile + 0.1%
TFA ; Gradient 15-95%/B 2.7 min, 95% B 0.3 min.

The following method was used for GC-MS analysis:

Low resolution mass spectra and accurate mass determination were recorded on a Hewlett-
Packard GC. MS system equipped with EI ionisation chamber, 70eV.

The following method was used for LC analysis:

Method A. Instrument Agilent 1100; Column: Kromasil C18 100 x 3 mm, 5p particle size,
Solvent A: 0.1%TFA/water, Solvent B: 0.08%TFA/acetonitrile Flow: 1 mL/min,

Gradient 10-100%/B 20 min, 100% B 1 min. Absorption was measured at 220, 254 and 280 nm.

A Kromasil KR-100-5-C18 column (250 x 20 mm, Akzo Nobel) and mixtures of
acetonitrile/water (0.1% TFA) at a flow rate of 10 mL/min was used for preparative HPLC.
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Unless stated otherwise, starting materials were commercially available. All solvents and

commercial reagents were of laboratory grade and were used as received.

Example 1
N-((1S,2R)-2-{[1-(4-fluorophenyD)-1 H-indazol-5-y1]oxy}-1-methy]l-2-

phenvlethyl)cyclopropanecarboxamide
o]
AP Qs

Re

F

Chiral

To a stirred solution of (IS, 2R)-1-{[1-(4-fluorophenyl)-1 H-indazol-5-yl]oxy}-1-
phenylpropan-2-amine (18 mg, 50 umol) in dichloromethane (2 ml) was added triethylamine
(100 pl), followed by cyclopropanecarbonyl chloride (15 mg, 150 umol). The stirring was
continued for 20 min at r.t., then the solvent was removed under reduced pressure, and the
product purified by semi-preparative HPLC. Yield 20 mg (95 %).

APCI-MS: m/z 430 [MH"]

1H NMR (400 MHz, ds-acetone) 6 8.04 (d, /= 0.5 Hz, 1H), 7.77 (m, 2H), 7.71 (d, J = 9.2 Hz,
1H), 7.58 (br.d, /= 7.8 Hz, 1H), 7.46 (d, J="7.3 Hz, 2H), 7.35 (m, 4H), 7.28 (d, /= 7.4 Hz,
1H), 7.25(dd, J=9.2, 2.3 Hz, 1H), 7.10 (d, /= 2.3 Hz, 1H), 5.51 (d, J= 3.5 Hz, 1H), 4.32
(m, 1H), 1.58 (septet, J=4.2 Hz, 1H), 1.19 (d, /= 6.9 Hz, 3H), 0.79 (m, 1H), 0.71 (m, 1H),
0.67—-0.53 (m, 2H).

(IR, 2S)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-I-phenyl-propan-2-amine (1a)

@W@?b

The title compound was prepared essentially by the metod described by Job & Buchwald: Org.
Lett. 2002, 4 (21), 3703-3706.

1-(Fluorophenyl)-5-iodoindazole (43 mg, 0.12 mmol), (1R,2S)-norephedrine (16 mg, 0.1 mmol),
copper (I) iodide (2.2 mg, 5 mol%) and caesium carbonate (84 mg, 0.26 mmol) were suspended
in butyronitrile (1 mL). The reaction vessel was capped and the mixture was stirred at 125 °C.
The progress of the reaction was followed by HPLC (R.P. C-18, 20-90% gradient of CH3CN in
water, 0.1% TFA). After 7.5h additional (1R,2S)-norephedrine (70 mg), copper (1) iodide (16
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mg) and caesium carbonate (136 mg) were added and the stirring was continued at 125 °C. After
2h all 1-(fluorophenyl)-5-iodoindazole was consumed and the mixture was cooled, filtered and
evaporated. Flash chromatography (SiO,, gradient of 0-30% MeOH in EtOAc) gave the title
compound (19 mg, 41%).

APCI-MS m/z: 362.2 [MH'].

'H-NMR (300 MHz, DMSO-dg+ D,0, TfA added): 8.16 (1H, d), 7.76-7.68 (3H, m), 7.43-7.28
(8H, m), 7.12 (1H, d), 5.64 (1H, d), 3.70 (1H, qd), 1.16 (3H, d).

PF_NMR (DMSO-ds): -115.97 (tt, unresolved).

Example 2
2.2.2-Trifluoro-N-((1S,2R)-2-{[1-(4-fluorophenyl)-1 H-indazol-5-y1Joxy} -1-methyl-2-
phenylethylacetamide

o Chiral

F.

F C@b

Prepared as described in Example 1 using (1S, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
ylJoxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 pmol) and trifluoroacetic anhydride (31 mg,
150 pmol). Yield 18 mg (78 %).

APCI-MS: m/z 458 [MH")

1H NMR (400 MHz, ds-acetone) & 8.62 (br.d, /= 7.8 Hz, 1H), 8.03 (d, /= 0.7 Hz, 1H), 7.77
(m, 3H), 7.70 (d, J=9.2 Hz, 1H), 7.49 (d, /= 7.3 Hz, 2H), 7.34 (m, 4H), 7.24 (dd,/=9.1, 2.4
Hz, 1H), 7.15(d, J=2.3 Hz, 1H), 5.51 (d, /= 4.8 Hz, 1H), 4.44 (m, 1H), 1.38 (d, /= 6.9 Hz,
3H).

Example 3
N-((1S.2R)-2-{[1-(4-fluorophenyl)-1H-indazol-5-yl]oxy}-1-methyl-2-

phenvlethy])propanamide

\)OJ\N /'\/0 Chiral

A\
I
N

ke

F
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Prepared as described in Example 1 using (/5,2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
yl]oxy}-1-phenylpropan-2-amine (1a, 14 mg, 38 pmol) and propanoyl chloride (10 mg, 114
umol). Yield 14 mg (90 %).

APCI-MS: m/z 418 [MH"]

1H NMR (400 MHz, ds-acetone) 6 8.03 (d, J=0.7 Hz, 1H), 7.77 (m, 2H), 7.70 (d, J= 9.0 Hz,
1H), 7.46 (d, J=".1 Hz, 2H), 7.38 — 7.26 (m, 5H), 7.23 (dd, J=9.2,2.5 Hz, 1H), 7.11 (d, J=
2.3 Hz, 1H), 5.48 (d, /= 3.9 Hz, 1H), 4.33 (m, 1H), 2.13 (m, 2H), 1.19 (d, /= 6.9 Hz, 3H),
0.99 (t, J=17.6 Hz, 3H).

Example 4
Methvl ((1.5.2R)-2- {[1-(4-fluoropheny])-1 H-indazol-5-ylloxy}-1-methvyl-2-
phenylethyDcarbamate

- /U\ /‘\/ Chiral

%%

Prepared as described in Example 1 using (/S, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-

yl]oxy }-1-phenylpropan-2-amine (1a, 14 mg, 38 pmol) and methyl chlorocarbonate (11 mg,
114 pmol). Yield 14 mg (90 %).

APCI-MS: m/z 420 [MH']

1H NMR (400 MHz, ds-acetone) & 8.03 (s, 1H), 7.77 (m, 2H), 7.70 (d, J= 9.0 Hz, 1H), 7.46
(d, J=1.3 Hz, 2H), 7.40 — 7.26 (m, 5H), 7.24 (dd, J=9.1, 2.4 Hz, 1H), 7.10 (d, /= 2.1 Hz,
1H), 6.43 (br.d, J="7.8 Hz, 1H), 5.46 (d, J= 3.5 Hz, 1H), 4.06 (m, 1H), 3.54 (s, 3H), 1.23 (d,
J=6.9 Hz, 3H).

Example 5
N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-vl]oxv-1-phenyl-propan-2-v1]-2-hydroxy-2-

methvyl-propanamide

LA o
N \@E\:\N
QA

9

F

To a stirred solution of (15,2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-yl]oxy }-1-

Chiral

phenylpropan-2-amine (18 mg, 50 pmol) in dichloromethane (2 ml) was added triethylamine
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(100 pl), followed by 2-chloro-1,1-dimethyl-2-oxoethyl acetate (24 mg, 150 umol). The
stirring was continued for 20 min at r.t., then the solvent was removed under reduced
pressure, and the residue dissolved in ethanol (1 ml). Aqueous sodium hydroxide solution (1
M, 1 ml) was added, and the mixture was stirrer at 80 °C for 30 min. Then it was cooled to
r.t., acidified with TFA, and concentrated under reduced pressure. The product was purified
by semi-prep. HPLC. Yield 22 mg (96 %).

APCI-MS: m/z 448 [MH"]

1H NMR (400 MHz, ds-acetone) 6 8.04 (d, J= 0.7 Hz, 1H), 7.77 (m, 2H), 7.70 (d, /= 9.0 Hz,
1H), 749 (d, J= 7.4 Hz, 2H), 7.43 - 7.27 (m, 5H), 7.25 (dd, J=9.1,2.4 Hz, 1H), 7.15 (d, /=
2.3 Hz, 1H), 5.48 (d, J=4.6 Hz, 1H), 4.33 (m, 1H), 1.30 (s, 3H), 1.23 (d, /= 6.7 Hz, 3H),
1.20 (s, 3H).

Example 6
2.2,2-Trifluoro-N-[(1R.2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-

2-yl]acetamide

Chiral
F>(ﬁ\ N (o} N
F o \©j\N

F )

Lo

Prepared as described in Example 1 using (1R,25)-1-{[1-(4-fluoropheny!)-1H-indazol-5-

yl]oxy}-1-(3-methoxyphenyl)propan-2-amine (90 mg, 230 pmol) and trifluoroacetic
anhydride (98 mg, 460 pmol). Yield 101 mg (90 %).

APCI-MS: m/z 488 [MH"]

1H NMR (400 MHz, ds-acetone) 6 8.60 (br.d, J= 8.1 Hz, 1H), 8.05 (d, /= 0.9 Hz, 1H), 7.77
(m, 2H), 7.71 (d, J=9.0 Hz, 1H), 7.32 (m, 3H), 7.24 (dd, /=9.1, 2.4 Hz, 1H), 7.16 (d,J = 2.1
Hz, 1H), 7.06 (m, 2H), 6.87 (m, 1H), 5.48 (d, /=4.8 Hz, 1H), 4.44 (m, 1H), 3.78 (s, 3H),
1.38 (d, /= 6.9 Hz, 3H).

(IR,25)-1-{[1-(4-fluorophenyl)-1H-indazol-5-yl]oxy}- 1-(3-methoxyphenyl)propan-2-amine (6a)

1-(Fluorophenyl)-5-iodo-1H-indazole (338 mg, 1 mmol), (1R,2S)-2-amino-1-(3-
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methoxyphenyl)propan-1-ol (220 mg, 1.2 mmol), copper (I) iodide (19 mg, 100 pumol, 10
mol%), and cesium carbonate (764 mg, 2 mmol) were suspended in butyronitrile (2 ml). The
reaction vessel was capped and the mixture was stirred at 125 °C for 5 h. Then the mixture
was cooled, the precipitate removed by filtration and washed with ethyl acetate (10 ml). The
combined organic solutions were concentrated under reduced pressure. The product was
isolated by flash chromatography on silica gel (gradient of 0-30% MeOH in EtOAc) to afford
the subtitle compound (148 mg, 38%).

APCI-MS nv/z: 392 [MH]. ,
'H-NMR (400 MHz, CD;0D): 7.88 (d, J= 1.8 Hz, 1H), 7.54 (m, 2H), 7.46 (d, /= 8.8 Hz,
1H), 7.24 - 7.12 (m, 4H), 7.02 (d, /= 1.6 Hz, 1H), 6.95 (m, 2H), 6.78 (m, 1H), 5.04 (d, J=5.1
Hz, 1H), 3.70 (s, 3H), 3.22 (quintet, J= 6.1 Hz, 1H), 1.15 (d, /= 6.7 Hz, 3H)

(1R,2S)-2-amino-1-(3-methoxyphenyl)propan-1-ol (6b)

NJ\{O

L,

To a stirred solution of fert-butyl [(15,2R)-2-hydroxy-2-(3-methoxyphenyl)-1-
methylethyl]carbamate (317 mg, 1.13 mmol) in dichloromethane (3 ml) was added water (3 ml),
and TFA (5 ml), so that a clear solution has been obtained. The mixture was stirred at r.t. for 1 h,

than poured into water (30 ml). The aqueous layer was washed with dichloromethane ( 30 ml),

and made alkaline (pH = 10) by addition of 10 N aqueous NaOH. Brine (20 ml) was added, and

the solution was extracted with dichloromethene ( 3 x 30 ml). The extracts were dried with
NaySOy4, and the solvent was removed under reduced pressure to afford the subtitle compound as
colourless oil. Yield 179 mg (88 %).

APCI-MS nv/z: 182 [MH"].

"H-NMR (400 MHz, CDCL): & 7.24 (d, J = 8.3 Hz, 1H), 6.90 (m, 2H), 6.81 (m, 1H), 4.53 (d,
J=4.6 Hz, 1H), 3.81 (s, 3H), 3.19 (dt, /= 11.3, 6.5 Hz, 1H), 0.98 (d, /= 6.5 Hz, 3H)

tert-Butyl [(1S,2R)-2-hydroxy-2-(3-methoxyphenyl)- 1-methylethyl]carbamate (6¢)

S Ao

A
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Synthesized analogously to the method descibed by J. Yin et al, J. Org. Chem., 71, 840-843
(20006).

A mixture of tert-butyl [(15)-2-(3-methoxyphenyl)-1-methyl-2-oxoethyl]carbamate (13.6 g, 48.7
mmol), aluminium isopropoxide (1.99 g, 9.70 mmol), 2-propanol (41 mL, 535 mmol) in toluene
(63 mL) was stirred under an atmosphere of argon at 50 °C overnight. LC/MS showed complete
conversion into the alcohol. The mixture was partitioned between ethyl acetate (200 mL) and
hydrochloric acid (1M, 200 mL). The organic phase was washed with water (200 mL), dried over
magnesium sulfate and concentrated to give the subtitle compound as a syrup (13.5 g). The
compound was used in the next step without further purification.

'H-NMR (400 MHz, CDCls): 8 7.27 (t, J= 8.0 Hz, 1H), 6.93 (m, 2H), 6.83 (dd, J=8.0,2.2

Hz, 1H), 4.85 (d, J= 2.8 Hz, 1H), 4.00 (br.s, 1H), 3.83 (s, 3H), 3.04 (br.s, 1H), 1.48 (s, 9H),

1.01 (d, J=6.9 Hz, 3H).

tert-Butyl [(1S)-2-(3-methoxyphenyl)-1-methyl-2-oxoethyl] carbamate (6d)

o}
A

o

To a stirred solution of N°-(tert-butoxycarbonyl)-N-methoxy-N-methyl-L-alaninamide (777
mg, 3.3 mmol) in dry THF (50 ml) was added a solution of bromo(3-
methoxyphenyl)magnesium (1M in THF, 10 ml, 10 mmol). The mixture was stirred at r.t. for
5 h, then quenched with saturated aqueous NH4Cl (50 ml). After stirring for 30 min, the layers
were separated, the aqueous layer extracted with ethyl acetate (50 ml). The combined organic
layers were dried with Na»SO,, and the solvent was removed in vacuo. The subtitle compound
was isolated by flash chromatography on silica gel (n-heptane/ethyl acetate, gradient from 20
to 50 % ethyl acetate). Yield 471 mg (94 %).
'H-NMR (400 MHz, CDCls): & 7.55 (d, J= 7.6 Hz, 1H), 7.49 (t,J= 1.9 Hz, 1H), 7.39 (t, J =
8.0 Hz, 1H), 7.15 (dd, /= 8.2, 2.0 Hz, 1H), 5.56 (d, /= 6.9 Hz, 1H), 5.28 (quintet, /= 7.2 Hz,
1H), 3.86 (s, 3H), 1.47 (s, 9H), 1.41 (d, J= 7.1 Hz, 3H).

Example 7
N-[(1R.25)-1-(4-ethylphenyl)-1-[1-(4-flucrophenyl)indazol-5-y1]oxy-propan-2-vy1]-2-hvdroxy-

acetamide
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o \)J\ /k/ Chiral
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Prepared as described in Example 5 using (1R,25)-1-(4-ethylphenyl)-1-{[ 1-(4-fluorophenyl)-
1 H-indazol-5-yl]Joxy}propan-2-amine (20 mg, 50 pmol) and 2-chloro-2-oxoethyl acetate (21
mg, 150 pmol). Yield 21 mg (91 %).

APCI-MS: m/z 448 [MH']

ITH NMR (400 MHz, ds-acetone) & 8.04 (d, J= 0.5 Hz, 1H), 7.77 (m, 2H), 7.70 (d, /= 9.2 Hz,
1H), 7.41 - 7.30 (m, 5H), 7.23 (m, 3H), 7.13 (d, J=2.1 Hz, 1H), 5.48 (d, J=3.9 Hz, 1H),
4.39 (m, 1H), 3.91 (dd, J=16.8, 15.9 Hz, 2H), 2.62 (q, J= 7.5 Hz, 2H), 1.21 (d, /= 6.9 Hz,
3H), 1.19 (t, J= 7.6 Hz, 3H)

(IR, 2S)-1-(4-ethylphenyl)-1-{[1-(4-fluorophenyl)- 1 H-indazol-5-yl] oxy}propan-2-amine (7a)

Prepared as described in Example 6 (Step 6a), using (1R,2S)-2-amino-1-(4-
ethylphenyl)propan-1-ol (440 mg, 1.3 mmol). Yield 239 mg (47 %).

APCI-MS: m/z 390 [MH"]

1H NMR (400 MHz, ds-DMSO) 6 8.16 (s, 1H), 7.71 (m, 3H), 7.38 (t, /= 8.8 Hz, 2H), 7.30
(m, 3H), 7.23 (d, J=8.0 Hz, 2H), 7.13 (d, J=2.3 Hz, 1H), 5.59 (d, /= 3.0 Hz, 1H), 3.65 (m,
1H), 2.56 (q, J= 7.5 Hz, 2H), 1.14 (m, 6H)

(IR, 2S)-2-Amino-1-(4-ethylphenyl)propan-1-ol (7b)

Ao

To a stirred solution of fert-butyl [(1S,2R)-2-(4-ethylphenyl)-2-hydroxy-1-
methylethyl]carbamate (450 mg, 1.51 mmol) in acetonitrile (10 ml) was added aq. HCL (6 N,

3 ml), and stirring was continued for 3.5 h. Then the mixture was diluted with water (10 ml),

and acetonitrile was removed in vacuo. The mixture was washed with dichloromethane (20
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ml). The aqueous layer was then made alkaline (pH~ 10) by addition of aq. NaOH (10 N),

and extracted with dichloromethane (3 x 20 ml). The combined organic extracts were dried
with Na;SOys, the solvent was removed in vacuo to afford white solid, 280 mg (97 %).
APCI-MS: m/z 180 [MH']

1H NMR (400 MHz, ds-DMSO) & 7.20 (d, J= 8.0 Hz, 3H), 7.14 (d, /= 8.1 Hz, 3H), 5.05
(br.s, 1H), 4.26 (d, J=4.8 Hz, 1H), 2.85 (quintet, /= 6.1 Hz, 1H), 2.58 (q, J = 7.6 Hz, 2H),
1.17 (t,J= 7.6 Hz, 3H), 0.85 (d, /= 6.4 Hz, 3H).

tert-Butyl [(1S,2R)-2-(4-ethylphenyl)-2-hydroxy-1-methylethyl]carbamate (7c)

S

Y

The procedure decribed by J. Yin et al., J. Org. Chem. 2006, 71, 840 — 843) was used.

A mixture of zert-butyl [(15)-2-(4-ethylphenyl)-1-methyl-2-oxoethyl]carbamate (555 mg, 2
mmol), Al(iPr); (81 mg, 0.4 mmol), 2-propanol (1.32 g, 22 mmol), and toluene (2.6 ml, 1.3
ml/mmol) was heated in a sealed vial at 50 °C overnight. Then the reaction mixture was
cooled to r.t., quenched with aqueous HCl (1 N, 10 ml), and diluted with ethyl acetate (10 ml).
The layers were separated, the organic layer was washed with water (80 ml), dried with
NayS0Qy4, and concentrated. Trituration with n-heptane (30 ml) afforded the subtitle compound
as colourless precipitate, 137 mg. n-Heptane solution was concentrated under reduced
pressure, and the residue purified by flash chromatography in silica gel to give the second
crop of the subtitle compound, 318 mg. Overall yield 455 mg (81 %).

1H NMR (400 MHz, CDCl3) 6 7.26 (d, J = 8.1 Hz, 2H, partially covered with the signal of
solvent), 7.19 (d, J = 8.1 Hz, 2H), 4.83 (d, /= 2.7 Hz, 1H), 4.62 (br.s, 1H), 4.01 (br.s, 1H),
2.65(q, J=17.5Hz, 2H), 1.47 (s, 9H), 1.24 (t, /= 7.6 Hz, 3H), 1.01 (d, /= 6.9 Hz, 3H).

tert-Butyl [(1S)-2-(4-ethylphenyl)-1-methyl-2-oxoethyl]carbamate (7d)

>Loj\N 0

To a stirred suspension of magnesium turnings (243 mg, 10 mmol) in dry THF (10 ml) was
added a solution of 1-bromo-4-ethylbenzene (1.85 g, 10 mmol) in dry THF (10 ml), followed
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by a small crystal of iodine. The reaction mixture was heated with reflux for 4 h, then cooled
to r.t. A solution of N*-(fert-butoxycarbonyl)-N-methoxy-N-methyl-L-alaninamide (464 mg, 2
mmol) in dry THF (15 ml) was added dropwise, and the stirring was continued for 5 h at r.t.
Then the reaction mixture was quenched with sat. aqueous NH4Cl (25 ml) stirred for 30 min,
and the layers were separated. The aqueous layer extracted with ethyl acetate (50 ml). The
combined organic layers were dried with Na,;SO4, and the solvent was removed under reduced
pressure to give the subtitle compound as colourless oil, 718 mg, 70 % purity (as determined
by NMR). Used in the next step without further purification.

1H NMR (400 MHz, CDCls) é 7.90 (d, /= 8.1 Hz, 2H), 7.32 (d, /= 8.1 Hz, 2H), 5.60 (br.d, J
=5.8 Hz, 1H), 5.28 (quintet, J= 7.0 Hz, 1H), 2.73 (q, /= 7.6 Hz, 2H), 1.47 (s, 9H), 1.41 (d, J
=7.1Hz, 3H), 1.27 (t, J= 7.6 Hz, 3H).

Example 8
N-{2-[1-(4-Fluoro-phenyl)-1H-indazo-5-yloxy]-2-(3-methoxy-phenvyl)-1-methyl-ethyl}-2.2-

dimethyl-propionamide

hwv

Chiral

Q

Prepared as described in Example 1 using (IS,2R)-1-{[1-(4-fluoropheny!)-1H-indazol-5-yl]oxy}-
1-phenylpropan-2-amine (6a, 110 mg, 200 umol) and pyvaloyl chloride (0.070 ml, 560 pmol).
Yield 86 mg (90 %).

APCI-MS: m/z 476.1 [MH"]

1H NMR (400 MHz, ds-DMSO) 6 8.18 (br, 1H), 7.76-7.62 (m, 3H), 7.39 (t, /= 8.7 Hz, 2H), 7.33
(d, /= 8.5 Hz 1H), 7.27-7.18 (m, 2H), 7.10 (d, J= 2 Hz, 1H), 7.0-6.94 (m, 2H), 6.81 (d, /= 8.6
Hz 1H), 5.26 (d, /= 6.2 Hz, 1H), 4.18 (m, 1H), 3.73 (s, 3H), 1.22 (d, J= 6.7 Hz, 3H), 0.95 (s,
9H).

Example 9
N-[(1R.25)-1-T1-(4-fluorophenvyl)indazol-5-yl]oxy-1-(4-methylsulfanvlphenylpropan-2-y1]-2-

methoxy-acetamide
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eI o

[

Methoxyacetyl chloride (10 pL, 0.11 mmol) was added to a suspension of (1R,2S)-1-{[1-(4-
fluorophenyl)-1H-indazol-5-yl]oxy }-1-[4-(methylthio)phenyl]propan-2-amine hydrochloride
(40mg, 0.09 mmol) and triethylamine (42uL, 0.3 mmol) in THF (1 mL). The reaction was
stirred at r.t. for 30 min and then quenched by adding water, the mixture was diluted with a
small volume of MeCN so that a solution was obtained. This crude mixture was purified by
semi-preparative HPLC using a Kromasil® C18 250x20mm, 5 pum column. Flow 10 mL/min,
20 min gradient of 20% - 90% MeCN in water followed by isocratic final concentration until
product had eluted. UV=254 nm was used for detection. Fractions with product was combined
and lyophilized to afford the title compound as a colourless solid. Yield 30 mg (69%).
'APCI-MS: m/z 480.1 [MH]

"H-NMR (300 MHz, DMSO-dq): § 8.17 (d, J= 0.8 Hz, 1H), 7.80 - 7.70 (m, 3H), 7.68 (d, J=
9.16 Hz, 1H), 7.45 - 7.30 (m, 4H), 7.25 —7.16 (m, 3H), 7.10 (d, J=2.12 Hz, 1H), 5.33 (d, /=
5.97 Hz, 1H), 4.23 (m, 1H), 3.70 (dd, 2H), 3.20 (s, 3H), 2.43 (s, 3H), 1.21 (d, /= 6.77 Hz,
3H).

(IR, 2S)-1-{[1-(4-fluorophenyl)-1H-indazol-5-yl]oxy}-1-[4-(methylthio)phenyl [propan-2-
amine hydrochloride (9a) -

O HNJ\/O
Q

(1R,2S)-2-Amino-1-[4-(methylthio)phenyl]propan-1-ol (595 mg, 3 mmol), 1-(fluorophenyl)-
5-iodoindazole (913 mg, 2.7 mmol), Cul (28 mg, 0.15 mmol) and Cs,COs (1.95 g, 6 mmol)
was suspended in butyronitrile (5 mL) and toluene (2 mL). The reaction vessel was sealed and
the mixture was stirred at +125°C for 6 h. The reaction mixture was cooled down and
partitioned between EtOAc and water, the water phase was extracted once with EtOAc. The
combined organic phases was concentrated and purified by semi-preparative HPLC using a
Kromasil® C18 250x20mm, 5 um column. Flow 10 mL/min, 20 min gradient of 20% - 90%
MeCN in water. UV=254 nm was used for detection. Fractions with product was combined

and solvents removed by evaporation. This material was further purified by dissolving it in
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EtOAc and applying it onto a short silica column, the impurity could be washed out using
EtOAc as eluent, the desired product was eluted by using an 0.35 N NH; in 5%MeOH/ EtOAc
solution, (prepared by diluting 1 volume of commercially available 7 N NH; in MeOH with
19 volumes of EtOAc). The solvents were evaporated and the residual material was
evaporated from MeOH several times. The residual sticky material was dissolved in MeCN
and 5-6N HCl in 2-propanol was added, the solvent was then removed by evaporation to
afford the subtitle compound as a beige solid salt. Yield 300 mg (25%).

APCI-MS: m/z 408.1 [MH" -HCl]

"H-NMR (300 MHz, DMSO-dj): 8 8.40 (brs, 3H), 8.20 (d, /= 0.93 Hz, 1H), 7.79 — 7.71 (m,
3H), 7.45 —7.24 (m, 7TH), 7.14 (d, J=2.26 Hz), 5.69 (d, /= 2.92 Hz, 1H), 3.65 (brm, 1H),
2.45 (s, 3H), 1.19 (d, /= 6.77 Hz, 3H).

(1R, 2S)-2-amino-1-[4-(methylthio)phenyl]propan-1-ol (9b)

CH,

o
¢

H,C’s
The subtitle compound was prepared following a procedure described by: M. Osorio-Olivares
et al. Bioorg. Med. Chem. 12 (2004) 4055-4066.
(8)-2-Trifluoroacetamido-1-(4-methylthiophenyl)-1-propanone (1.9 g, 6.6 mmol; M. Osorio-
Olivares et al. Tetrahedron: Asymmetry 14 (2003) 1473-1477) was dissolved in 99.5% EtOH
(65 mL). NaBH, (1.24 g, 33 mmol) was added and the mixture was stirred at r.t. for 19 h. The
solvents were removed by evaporation, water (75 mL) was added, the mixture was extracted
with DCM (2x75 mL), the organic phase was dried over Na,SQy, filtered and concentrated.
The residual oil was dissolved in Et;0 and 5-6N HCI in 2-propanol (10 mL) was added, the
precipitated salt was collected and washed with ether. Obtained 1.46 g (96% yield) as the
hydrochloride salt. NMR showed an 84:16 mixture of the two possible diasteromers. The
major diastereomer was isolated by preparative HPLC using an XTerra® Prep MS Cy OBD™
Column, Spum, 19 x 50 mm. 20 min gradient of 10-30% MeCN in (Water + 2 mL NH3/L). The
purest fractions was combined and lyophilized to afford the subtitle compound as a colourless
solid. Yield 595 mg (45%).
APCI-MS: m/z 198.1 [MH]
'H-NMR (300 MHz, CD;0D): § 7.33 — 7.24 (m, 4H), 4.54 (d, J = 4.91 Hz, 1H), 3.13 (m, 1H),
2.47 (s, 3H), 1.05 (d, /= 6.63 Hz, 3H).
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Example 10
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-yl]loxy-1-(4-methylsulfanylphenyl)propan-2-

yl]carbamoylmethyl acetate.

0 CH,

Acetoxyacetyl chloride (32 pL, 0.3 mmol) was added to a solution of (1R,2S5)-1-{[1-(4-
fluorophenyl)-1H-indazol-5-yl]oxy}-1-[4~(methylthio)phenyl]propan-2-amine hydrochloride
(9a) (97 mg, 0.22 mmol) and N-ethyldiisopropylamine (120 pL, 0.7 mmol) in THF (2 mL).
The reaction mixture was stirred at r.t. for 1 h, another portion of reagents was added, N-
ethyldiisopropylamine (120 pL, 0.7 mmol) and acetoxyacetyl chloride (32 pL, 0.3 mmol),
after another 15 min the reaction was quenced by addtion of water. The reaction mixture was
concentrated and purified by semi-preparative HPLC using a Kromasil® C18 250x20mm, 5
pm column. Flow 10 mL/min, 20 min gradient of 20% - 90% MeCN in water followed by
isocratic final concentration until product had eluted. UV=254 nm was used for detection.
Fractions with product was combined and lyophilized to afford the title compound as a
colourless solid. Yield 67 mg (60%).

APCI-MS: m/z 508.1 [MH]

'H-NMR (300 MHz, DMSO-ds): 8 8.17 (d, J = 7.2 Hz, 1H), 8.16 (d, J= 0.92 Hz, 1H), 7.78 —
7.66 (m, 3H), 7.44 — 7.17 (m, 7H), 7.09 (d, J=2.12 Hz, 1H), 5.31 (d, J = 4.77 Hz, 1H), 4.40
(dd, 2H), 4.15 (m, 1H), 2.44 (s, 3H), 2.06 (s, 3H), 1.17 (d, /= 6.9 Hz, 3H).

Example 11
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-vlloxy-1-(4-methylsulfanylphenvyl)propan-2-yll-

2-hydroxy-acetamide.

Ho\/ﬁ\ J\/o

N-[(1R,25)-1-[1 -(4-ﬂuorophenyl)indazol-5 -yl]oxy-1-(4-methylsulfanylphenyl)propan-2-
yl]carbamoylmethyl acetate (10) (47 mg, 0.09 mmol) was dissolved in MeOH (5 mL), water
(1 mL) and 28% NHj; (aq) (1 mL). The solution was stirred at r.t. for 1 h. MeOH was removed
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by evaporation and the residual material was diluted with water, the formed slurry was
lyophilized to afford the title compound as a colourless solid. Yield 36 mg (89%)

APCI-MS: m/z 465.9 [MH"]

'H-NMR (300 MHz, DMSO-dg): § 8.16 (d, J= 0.80 Hz, 1H), 7.78 — 7.66 (m, 3H), 7.63 (d, J=
8.89 Hz, 1H), 7.44 — 7.30 (m, 4H), 7.25 - 7.16 (m, 3H), 7.10 (d, J=2.12 Hz, 1H), 5.51 (t,J=
5.7 Hz, 1H), 5.38 (d, J=5.31 Hz, 1H), 4.24 (m, 1H), 3.74 (m, 2H), 2.43 (s, 3H), 1.19 (d, J =
6.77 Hz, 3H).

Example 12
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-yl]loxy-1-(4-methylsulfonylphenyl)propan-2-yl]-

2-hydroxy-acetamide

N-[(1R,2S5)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-methylsulfanylphenyl)propan-2-yl]-
2-hydroxy-acetamide (11) (80 mg, 0.17 mmol) was dissolved in AcOH (1 mL), hydrogen
peroxide, 35% (1 mL, 12.14 mmol) was added and the mixture was stirred at +60°C for 1.5 h.
The reaction mixture was lyophilized to give a crude product as an sticky oil. The crude
product was further purified by HPLC using an XBridge" Prep C18 5um OBD"" 30x150mm
column [Flow =20 mL/min, 30 min gradient of 10-60% MeCN in (H20 + 2mL NH;/L),
UV=220nm was used for detection]. The fractions containing the product was combined and
lyophilized to afford the title compound as an colourless solid. Yield 26 mg (30%)
APCI-MS: m/z 498.1 [MH']

'H-NMR (400 MHz, DMSO-dp): § 8.17 (d, J = 0.61 Hz, 1H), 7.91 (d, J= 8.31 Hz, 2H), 7.78
—-17.65 (m, 6H), 7.40 (m, 2H), 7.24 (dd, J=9.2, 2.48 Hz, 1H), 7.13 (d, /= 2.3 Hz, 1H), 5.55
(d, J=5.48 Hz, 1H), 5.51 (t,J=4.95 Hz, 1H), 4.28 (m, 1H), 3.72 (m, 2H), 3.19 (s, 3H), 1.21
(d, J=6.72 Hz, 3H).

Example 13
2.2 2-trifluoro-N-[(1R.,28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-

methylsulfanylphenyl)propan-2-yllacetamide.
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(1R,2S5)-1-{[1-(4-Fluorophenyl)-1H-indazol-5-yl]oxy}-1-[4-(methylthio)phenyl]propan-2-
amine hydrochloride (92) (150 mg, 0.34 mmol) was dissolved in MeOH (2 mL). 1,1,3,3-
tetramethylguanidine (128 pL, 1.02 mmol) was added and the mixture was stirred for 5 min,
ethyl trifluoroacetate (83 pL., 0.7 mmol) was added and the reaction mixture was stirred at r.t.
for 2.5 h. The reaction mixture was evaporated and the residual material was purified by semi-
preparative HPLC using a Kromasil® C18 250x20mm, 5 pm column. Flow 10 mI/min, 20
min gradient of 20% - 90% MeCN in water followed by isocratic final concentration until
product had eluted. UV=254 nm was used for detection. Fractions with product was combined
and lyophilized to afford the title compound as a colourless solid. Yield 128 mg (74%)
APCI-MS: m/z 504.1 [MH]

"H-NMR (300 MHz, DMSO-dy): § 9.51 (d, J=8.36 Hz, 1H), 8.17 (d, J= 0.79 Hz, 1H), 7.78
—7.66 (m, 3H), 7.44 — 7.30 (m, 4H), 7.26 — 7.16 (m, 3H), 7.11 (d, J=2.13 Hz, 1H), 5.27 (d, J
= 6.37 Hz, 1H), 4.23 (m, 1H), 2.43 (s, 3H), 1.32 (d, /= 6.77 Hz, 3H).

Example 14
N-[(1R.28)-1-(4-Ethylsulfanylphenyl)-1-[1-(4-fluorophenvl)indazol-5-yl]oxy-propan-2-
2.2 2-trifluoro-acetamide.

(1R,25)-2-Amino-1-[4-(ethylthio)phenyl]propan-1-ol (526 mg, 2.49 mmol), 1-(fluorophenyl)-
5-iodoindazole (676 mg, 2 mmol), Cul (24 mg, 0.13 mmol) and Cs,CO; (1.6 g, 5 mmol) was
suspended in butyronitrile (5 mL) and toluene (0.5 mL). The reaction vessel was sealed and
the mixture was stirred at +125°C for 6 h. The reaction mixture was cooled down and
partitioned between EtOAc and water, the water phase was extracted once with EtOAc. The
organic phase was filtered through a short silica column and impurities was washed out with
EtOAc, the crude intermediate product was eluted using a 0.35N NH;z 5% MeOH/EtOAc
(prepared by diluting 1 volume of commercially available 7 N NH; in MeOH with 19 .

volumes of EtOAc). Solvents were removed by evaporation to give 515 mg of crude
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intermediate amine (1R,2S5)-1-{[1-(4-fluorophenyl)-1H-indazol-5-yljoxy}-1-[4-
(ethylthio)phenyl]propan-2-amine.

APCI-MS: m/z 422.1 [MH], the major impurity being unreacted (1R,2S)-2-amino-1-[4-
(ethylthio)phenyl]propan-1-ol.

The crude amine was dissolved in MeOH (15 mL) and treated with excess 1,1,3,3-
tetramethylguanidine (629 pL, 5 mmol) and ethyl trifluoroacetate (595 pL, 5 mmol). The
reaction mixture was stirred at r.t. for 1 h, concentrated and purified by HPLC using a
Kromasil® 100-10-C18 250x50mm column. Flow 40 ml./min, 10 min gradient of 50% - 90%
MeCN in water followed by isocratic final concentration for 30 min until product had eluted.
UV=254 nm was used for detection. Fractions with product was combined and lyophilized to
afford the title compound as a colourless solid. Yield 380 mg (36 %).

APCI-MS: m/z 518.1 [MH]

"H-NMR (300 MHz, DMSO-ds): 5 9.49 (d, J= 8.63 Hz, 1H), 8.17 (d, /= 0.8 Hz, 1H), 7.78 —
7.66 (m, 3H), 7.46 — 7.23 (m, 6H), 7.19 (dd, J=9.16, 2.52 Hz, 1H), 7.12 (d, /= 2.13 Hz, 1H),
5.25(d, J=6.5Hz, 1H), 4.23 (m, 1H), 2.94 (q, /= 7.29 Hz, 2H), 1.33 (d, /= 6.77 Hz, 3H),
1.18 (t,J="7.17 Hz, 3H)

(IR, 2S)-2-amino-1-[4-(ethylthio)phenyl]propan-1-ol (14a)

The subtitle compound was prepared following a procedure described by: M. Osorio-Olivares
et al. Bioorg. Med. Chem. 12 (2004) 4055-4066.
(S)-2-Trifluoroacetamido-1-(4-ethylthiophenyl)-1-propanone (1.08 g, 3.5 mmol; M. Osorio-
Olivares et al. Tetrahedron: Asymmetry 14 (2003) 1473-1477) was dissolved in 99.5% EtOH
(35 mL). NaBH4 (0.67 g, 17.7 mmol) was added and the mixture was stirred at r.t. for 19 h.
Solvents were removed by evaporation and the residual material was suspended in water (50
mL) and extracted with DCM (2x50 mL). The organic phase was dried over Na;SOy, filtered
and concentrated, the residual oil was dissolved in Et,0, addition of 5-6N HCI in 2-propanol
resulted in the precipitation of an hydrochloride salt, this salt was collected by filtration,
washed with ether and dried to constant weight. Obtained 845 mg (97%) of the subtitle
compound as the hydrochloride salt and as a 85:15 mixture of the two possible
diastereomeres.

The major diastereomer was isolated by preparative HPLC using an XTerra® Prep MS Cs
OBD™ Column, 5pm, 19 x 50 mm. 20 min gradient of 10-30% MeCN in (Water + 2 mL
NH;/L). The purest fractions was combined and lyophilized to afford the subtitle compound
as a colourless solid. Yield 526 mg (71%)
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APCI-MS: mv/z 212.1 [MH"]
"H-NMR (300 MHz, CD;0D): § 7.36 — 7.26 (m, 4H), 4.46 (d, J= 5.44 Hz, 1H), 3.05 (m, 1H),
2.94 (q,J=17.3 Hz, 2H), 1.28 (t,J = 7.3 Hz, 3H), 1.04 (d, J = 6.64 Hz, 3H).

Example 15
N-[(1R,2S)-1-(4-cyclopropylsulfanylpheny])-1-[1-(4-fluorophenyl)indazol-5-yl]Joxy-propan-

2-v11-2.2 2~trifluoro-acetamide.

(1R,25)-1-{[1-(4-Fluorophenyl)-1 H-indazol-5-yl]oxy}-1-[4-(cyclopropylthio)phenyl]propan-
2-amine (62 mg, 0.14 mmol) was dissolved in MeOH (2 mL), 1,1,3,3-tetramethylguanidine
(100 pL, 0.8 mmol) and ethyl trifluoroacetate (83 pL, 0.7 mmol) was added. The mixture was
stirred at r.t. for 2 h, the solvents was removed by evaporation and the residual material was
treated with water and a few dropps of dilute HCl(aq) until slightly acidic. The formed slurry
was extracted with DCM and EtOAc, the combined organic phases was concentrated and
purified by semi-preparative HPLC using a Kromasil® C18 250x20mm, 5 pm column. Flow
10 mL/min, 15 min gradient of 50% - 90% MeCN in water followed by isocratic final
concentration until product had eluted. UV=254 nm was used for detection. Fractions with
product was combined and lyophilized to afford the title compound as a colourless solid.
Yield 59 mg (79%).

APCI-MS: m/z 530.1 [MH"]

"H-NMR (300 MHz, DMSO-ds):  9.51 (brs, 1H), 8.18 (d, J=0.79 Hz, 1H), 7.78 — 7.66 (m,
3H), 7.44 - 7.28 (m, 6H), 7.19 (dd, /= 9.02, 2.39 Hz, 1H), 7.13 (d, /= 1.99 Hz, 1H), 5.28 (d,
J=6.24 Hz, 1H), 424 (m, 1H), 2.23 (m, 1H), 1.32 (d, J=6.77 Hz, 3H), 1.12 - 0.98 (m, 2H),
0.60 — 0.46 (m, 2H)

(IR, 2S)-1-{[1-(4-Fluorophenyl)-1H-indazol-5-ylJoxy}- I-[4-(cyclopropylthio)phenyl [propan-
2-amine (15a)

cH,
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(1R,25)-2-Amino-1-[4-(cyclopropylthio)phenyl]propan-1-ol (103 mg, 0.46 mmol), 1-
(fluorophenyl)-5-iodoindazole (170 mg, 0.5 mmol), Cul (5 mg, 0.03 mmol) and Cs,CO; (325
mg, 1 mmol) was suspended in butyronitrile (1 mlL) and toluene (0.5 mL). The reaction vessel
was sealed and the mixture was stirred at +125°C for 18 h. The reaction mixture was cooled
down and diluted with EtOAc (5 mL), washed with water (2x1 mL). The organic phase was
filtered through a short silica column and impurities was washed out with EtOAc, the crude
product was eluted using a 0.35N NH; 5% MeOH/EtOAc (prepared by diluting 1 volume of
commercially available 7 N NHj3 in MeOH with 19 volumes of EtOAc). Solvents was
removed by evaporation and the material was further purified by preparative HPLC using an
XTerra® Prep MS C1s OBD™ Column, Spm, 19 x 50 mm. 15 min gradient of 20-80% MeCN
in (Water + 2 mL NH3/L). The fractions containing product was combined and lyophilized
afford the subtitle compound as a hygroscopic solid. Yield 62 mg (31%)

APCI-MS: m/z 434.1 [MH"]

'H-NMR (300 MHz, CD;0D): & 8.00 (d, J=0.93 Hz, 1H), 7.70 — 7.62 (m, 2H), 7.57 (dt, 1H),
7.39 —7.20 (m, 7TH), 7.09 (d, J=1.99 Hz, 1H), 5.11 (d, J=5.04 Hz, 1H), 3.27 (m, 1H), 2.20
(m, 1H), 1.20 (d, J = 6.63 Hz, 3H), 1.06 (m, 2H), 0.59 (m, 2H)

(IR, 2S)-2-amino-1-[4-(cyclopropylthio)phenyl]propan-1-ol (15b)

OH

The subtitle compound was prepared in two steps following the procedure described by: M.
Osorio-Olivares et al. Tetrahedron: Asymmetry 14 (2003) 1473-1477, and M. Osorio-Olivares
et al. Bioorg. Med. Chem. 12 (2004) 4055-4066.

To a stirred solution of N-(trifluoroacetyl)-L-alanyl chloride (6.5 g, 32 mmol) and
cyclopropyl phenyl sulfide (5 g, 33.28 mmol) in DCM (30 mL) was added AlCl; (4.27 g,
32mmol). The reaction mixture was stirred at r.t. 17 h, cooled down in an ice-water batch and
slowly quenched by addition of 1 N HCI (aq) (50 mL). The mixture was extracted with DCM
(2x50 mL), the organic phase was dried over MgSOs,, filtered and evaporated to give a crude
product as an oil. Addition of heptane failed to give a solid, the oil was dissolved in DCM and
filtered through a short silca gel to remove some impurities.

The crude product showed some traces of the desired (S)-2-Trifluoroacetamido-1-(4-

cyclopropylthiophenyl)-1-propanone by GC/MS, m/z = 317.
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The crude material was dissolved in 99.5% EtOH (100 mL), NaBH, (1,95 g, 51.5 mmol) was
added, the mixture was stirred at r.t. for 19 h. LC/MS analysis showed traces of desired

product APCI-MS: m/z 224 [MH*]. The solvents were removed by evaporation, water (100

mL) was added, the formed slurry was extracted with DCM. The organic phase was
concentrated and the residue was purified by preparative HPLC using an XTerra® Prep MS

C13 OBD™" Column, 5pm, 19 x 50 mm. 20 min gradient of 10-40% MeCN in (Water + 2 mL
NH3/L). The fractions containing product was combined and the purification was repeated one
more time as above. The purest fractions were combined and lyophilized to afford the subtitle
compound as a colourless hygroscopic solid. Yield 103 mg (1.4%).

APCI-MS: m/z 224.1 [MH"]

'H-NMR (300 MHz, CDs0D): & 7.36 (d, J = 8.49 Hz, 2H), 7.29 (d, J = 8.36 Hz, 2H), 4.44 (d, J =
5.44 Hz, 1H), 3.04 (m, 1H), 2.23 (m, 1H), 1.12 — 1.02 (m, 2H), 1.05 (d, /= 6.64 Hz, 3H), 0.64 —
0.57 (m, 2H)

Example 16
N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-yl]-2-hydroxy-acetamide

o \)J\ J\/ Chiral

ke

Prepared as described in Example 7 using (1S, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-yl]oxy}-

1-phenylpropan-2-amine (1a, 149 mg, 0.41 mmol) and 2-chloro-2-oxoethyl acetate (49 uL, 0.45
mmol). Yield 125 mg (72 %).

APCI-MS: vz 420.1 [MH]

1H NMR (400 MHz, DMSO-d6): § 8.16 (s, 1H), 7.74 (m, 2H), 7.69 (d, J=9.2 Hz, 1H), 7.63
(d,/J=8.8 Hz, 1H), 7.44 - 7.32 (m, 6H), 7.26 (m 1H), 7.22 (dd, J=9.2,2.3 Hz, 1H), 7.10 (d,
J=2.1Hz, 1H), 5.42 (d, /=5.0 Hz, 1H), 4.25 (m 1H), 3.73 (m, 2H), 2.55 (s, 1H), 1.18 (d, J

= 6.7 Hz, 3H).

Example 17
N-[(1R*.,28*)-1-[1-(4-fluorophenvl)indazol-5-y1]oxy-1-(6-methoxypyridin-3-yDpropan-2-

yl]cyclopropanecarboxamide
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Q Chiral

F

a =ralalive mixlure

Prepared as described in Example 1 with corresponding starting material.

APCI-MS: m/z 461.1 [MH]

'H-NMR (400 MHz, acetone-dy) & 8.22 (1H, d);8.06 (1H, s);7.80 - 7.69 (4H, m);7.52 (1H,
d);7.34 (2H, dd);7.23 (2H, dd);7.19 (1H, d);6.74 (1H, d);5.45 (1H, d);4.37 - 4.27 (1H, m);3.85
(3H, s);1.54 (1H, ddd);1.27 (3H, d);0.79 - 0.73 (1H, m);0.69 - 0.53 (3H, m).

(1R* 25*)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy- 1-(6-methoxypyridin-3-yl)propan-2-amine
(17a)

Chiral

a= relative mixture
Prepared as described in Example 1 with corresponding starting material.

APCI-MS: m/z 393.1 [MH"]

"H-NMR (400 MHz, acetone-ds) 68.21 (1H, d);8.04 (1H, d);7.78 - 7.70 (3H, m);7.65 (1H,
d);7.38 - 7.14 (4H, m);6.68 (1H, d);5.23 (1H, d);3.98 (1H, q);3.82 (3H, s);1.85 - 1.79 (1H,
m);1.65 - 1.58 (1H, m);1.27 (3H, d)

(IR *, 25*)-2-amino-1-(6-methoxypyridin-3-yl)propan-1-ol
1-(6-methoxypyridin-3-yl)-2-nitro-propan-1-ol (17b)

a = relative mixture
1-(6-methoxypyridin-3-yl)-2-nitro-propan-1-ol (17¢) (2.20g, 10.37 mmo) was dissolved in
methanol (410 mL) and hydrogenated using a H-Cube™ hydrogenation reactor (THALES
nanotechnology) equipped with a cartridge of 10% Pd/C. The flow rate was set to 0.8
mL/min, temperarure 80°C and full the hydrogen production at full mode. After evaporation

of the solution diastereomers were separeted on preparative HPLC (XTerrra Cg, 19x50 mm)
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using a gradient of 5-30% acetonitrile in water (+1% NH3) gave the subtitle compound 17b
(448 mg, 24%) .

'H-NMR (400 MHz, DMSO-dy): § 8.05 (1H, d);7.63 (1H, dd);6.76 (1H, d);4.29 (1H, d);3.82
(3H, 5);2.90 (1H, quintet);0.87 (3H, d).

APCI-MS: m/z 183.0 [MH'].

1-(6-methoxypyridin-3-yl)-2-nitro-propan-1-ol (17c)
o'
= N -
0 \NI o

To a round bottom flask was added anhyrous magnesium sulphate( 4.77g, 40mmol) and
nitroethane (15ml) The flask was evacuated and filled with argon. The reaction mixture was
stirred vigorously to get a homogeneous suspension before 6-methoxynicotinaldehyde (2.37g,
18mmol in SmL nitroethane) was added. After stirring in 5 min 2,5,8,9-tetraaza-1-
phosphabicyclo[3.3.3Jundecane,2,8,9-tris(1-methylethyl) (1082mg,3.6mmol) was added. The
reaction mixture was stirred overnight at r.t. before it was puriﬁed‘by flash chromatography
(SiO,, heptane-ethylacetate). Yield 2.22 g, 58 %.

APCI-MS: mv/z 213.1 [MH].

(1R* 2S8%)-1-[1-(4-fluorophenyl)indazol-5-yl] oxy- I-(6-methoxypyridin-3-yl)propan-2-amine

a = relative mixture

Prepared as described in Example 1 with corresponding starting material.

APCI-MS: m/z 393.1 [MH']

'H-NMR (400 MHz, acetone-ds) 88.21 (1H, d);8.04 (1H, d);7.78 - 7.70 (3H, m);7.65 (1H,
d);7.38 - 7.14 (4H, m);6.68 (1H, d);5.23 (1H, d);3.98 (1H, q);3.82 (3H, 5);1.85 - 1.79 (1H,
m);1.65 - 1.58 (1H, m);1.27 (3H, d).

Example 18
N-[(1R.25)-1-[1-(4-fluorophenvl)indazol-5-ylloxy-1-(6-methoxypyridin-3-y)propan-2-

ylleyclopropanecarboxamide
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Chiral

0.
TN
H mN
N

ISOMER 2
c = relalive absolute

The racemic mixture of N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-yl]Joxy-1-(6-
methoxypyridin-3-yl)propan-2-yl]cyclopropanecarboxamide (16) were separated on Thales
SFC, Chiralpak IA column( 75% CO;, 25%MeOH) collecting the second eluating peak.
'H-NMR (400 MHz, Acetone-ds) & 8.22 (1H, d);8.06 (1H, 5);7.80 - 7.69 (4H, m);7.52 (1H,
d);7.34 (2H, dd);7.23 (2H, dd);7.19 (1H, d);6.74 (1H, d);5.45 (1H, d);4.37 - 4.27 (1H, m);3.85
(3H, s);1.54 (1H, ddd);1.27 (3H, d);0.79 - 0.73 (1H, m);0.69 - 0.53 (3H, m).

APCI-MS: m/z 461.1 [MH'].

Example 19
N-[(1R.28)-1-(2.5-dioxabicyclo[4.4.0]deca-7.9.11-trien-8-y1)-1-[ 1-(4-fluorophenyl)indazol-5-

yl]oxy-propan-2-yl]-2.2.2-trifluoro-acetamide.

Q CH Chlmt

Trifluoroacetic anhydride (0.095 mL, 0.67 mmol) was added to (1R,2S)-1-(2,3-
dihydrobenzo[b][1,4]dioxin-6-yl1)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)propan-2-amine
2,2 2-trifluoroacetate (300 mg, 0.56 mmol) and triethylamine (0.235 mL, 1.69 mmol) in THF
(6 mL) at r.t.. After 20 min another portion of triethylamine (0.103 mL, 0.74 mmol) and
Trifluoroacetic anhydride (0.050 mL, 0.35 mmol) was added. The reaction mixture was
stirred for another 20 min, concentrated, diluted with 10% NaHSO4 (aq) and extracted with
EtOAc. The organic phase was washed with 10% NaHSOj4 (aq). The crude product was
further purified by HPLC. Yield 230 mg (79%)

Chiral analysis was made using a CHIRALPAK® IB, 150x0.46 mm column, 15% EtOH / iso-
Hexane, 0.5 mL/min, UV=254nm: >99%ee, Rt=15.57 min.

APCI-MS: m/z 516.1 [MH']

'H-NMR (300 MHz, DMSO-ds): 5 9.47 (d, 1H), 8.19 (d, 1H), 7.74 (m, 2H), 7.69 (d, 1H), 7.40
(m, 2H), 7.18 (dd, 1H), 7.12 (d, 1H), 6.89-6.79 (m, 3H), 5.19 (d, 1H), 4.18 (s+m, 4H+1H),
1.31(d, 3H).
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(1R, 2S)-1-(2,3-dihydrobenzo[b][1,4]dioxin-6-yl)-1-(1-(4-fluorophenyl)-1 H-indazol-5-
yloxy)propan-2-amine 2,2, 2-trifluoroacetate. (19a)

F)JJ\O HNJ\/o

.
The subtitle compound was prepared essentially by the metod described by Job & Buchwald:
Org. Lett. 2002, 4 (21), 3703-3706.

A mixture of (1R,25)-2-amino-1-(2,3-dihydrobenzo[b][1,4]dioxin-6-yl)propan-1-ol
hydrochloride (246 mg, 1.00 mmol), 1-(4-fluorophenyl)-5-iodo-1H-indazole (406 mg, 1.20
mmol), copper(]) iodide (38.1 mg, 0.20 mmol) and Cs,CO3 (979 mg, 3.00 mmol) in
butyronitrile (3 mL) was heated for 5 h at +100°C in a sealed reactiontube flushed with
Argon. The reaction mixture was cooled down, partitioned between DCM (20 mL) and water
(5 mL), brine (5 mL) was added. The water phase was extracted with another portion of DCM
(20 mL). The combined DCM phases (40 mL) was filtered through a 10g silica column,
EtOAc (40 mL) was used to wash the column. The crude product was washed out from the
column using 0.35 M NHj in 5% MeOH/EtOAc (150 mL). The solvents was removed by
evaporation. The crude product was further purified by HPLC. The fractions containing
product were freeze dried to give the TFA salt of the desired product. NMR showed 4 mol%
of second set of signals originating from diastereomer. Yield 125 mg (23%)

APCI-MS: mv/z 420.1 [MH"-TFA]

'H-NMR (300 MHz, DMSO-ds): & 8.22 (d, 1H), 8.11 (brs, 3H), 7.80-7.70 (m, 3H), 7.41 (m,
2H), 7.27 (dd, 1H), 7.15 (d, 1H), 6.92-6.85 (m, 3H), 5.51 (d, 1H), 4.21 (s, 4H), 3.68 (brm,
1H), 1.18 (d, 3H).

(IR,25)-2-amino-1-(2,3-dihydrobenzo[b][1,4]dioxin-6-yl)propan-1-ol hydrochloride. (19b)

OH
HNT Y

&

(e}
5-6 N HCl in 2-Propanol (8 mL, 40-48 mmol) was added to tert-butyl (1R,2S)-1-(2,3-
dihydrobenzo[b][1,4]dioxin-6-yl)-1-hydroxypropan-2-ylcarbamate (3.1 g, 10.02 mmol) in
ethyl acetate (40 mL) at +40°C and stirred at for 3 h. The reaction mixture was allowed to
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reach r.t. and concentrated by evaporation. Ether was added and the salt was collected by
filtration and washed with ether. The salt was found to be hygroscopic. Yield 2.10 g (85%)
APCI-MS: m/z 210 [MH"-HCI]

'H-NMR (300 MHz, DMSO-dj): & 8.01 (brs, 3H), 6.87-6.76 (m, 3H), 5.93 (brd, 1H), 4.79
(brt, 1H), 4.22 (s, 4H), 3.32 (brm, 1H), 0.94 (d, 3H).

tert-butyl (1R, 25)-1-(2,3-dihydrobenzo[b][1,4]dioxin-6-yl)-1-hydroxypropan-2-ylcarbamate.
(19¢)

q  CH

Ao

Ho i
&
The diastereoselective catalytic Meerwein-Ponndorf-Verley reduction was made by the
method described by Jingjun Yin et. al. J. Org. Chem. 2006, 71, 840-843.

(S)-tert-butyl 1-(2,3-dihydrobenzo[b][1,4]dioxin-6-y1)-1-oxopropan-2-ylcarbamate (3.76 g,
12.23 mmol), aluminium isopropoxide (0.5 g, 2.45 mmol) and 2-propanol (12 mL, 157.75
mmol) in toluene (22 mL) was stirred at +50°C under argon for 16 h.

The reaction mixture was poured into 1M HCI (150 mL), the mixture was extracted with
EtOAc (250 mL). The organic phase was washed with water (2x50 mL) and brine (100 mL),
dried over Na;SQy, filtered and concentrated. The crude product was purified by flash-
chromatography on silica using EtOAc:Hexane (1:2) as eluent. Fractions containing product
was combined. Solvent was removed by evaporation to give the desired product as a
colourless solid. Yield 3.19 g (84%)

APCI-MS: m/z 236, 210, 192 [MH"-tBu-18, MH*-BOC, MH*-BOC-18]

'H-NMR (300 MHz, DMSO-djs): § 6.80-6.70 (m, 3H), 6.51 (d, 1H), 5.17 (d, 1H), 4.36 (t, 1H),
4.19 (s, 4H), 3.49 (m, 1H), 1.31 (s, 9H), 0.93 (d, 3H).

(S)-tert-butyl 1-(2,3-dihydrobenzo[b][1,4]dioxin-6-yl)-1-oxopropan-2-ylcarbamate. (19d)

O CH,
YA Ao
H

o

Lo
A suspension of (S)-tert-butyl 1-(methoxy(methyl)amino)-1-oxopropan-2-ylcarbamate (3 g,
12.92 mmol) in THF (30 mL) was placed under a protective atmosphere of Argon and cooled
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down to -15 to -20°C, isopropylmagnesium chloride, 2M in THF (6.5 mL, 13.00 mmol) was
added keeping the temperature below -10°C. The slurry started to dissolve, temperature was
allowed to reach 0°C, a freshly prepared solution of (2,3-dihydrobenzo[b][1,4]dioxin-6-
yl)magnesium bromide, 0.7M in THF (20 mL, 14.00 mmol) was added. The temperature was
allowed to reach r.t., the reaction mixture was stirred for 17 h. IN HCl1 (300 mL) was cooled
on icebath to +10°C, the reaction mixture was poured into the acidic water solution, TBME =
tert-butyl methyl ether (300 mL) was added and the mixture was transferred to a separation
funnel. The waterphase was backextracted with TBME (200 mL). The ether phases were
washed with water, brine and dried (Na;SOy).

The crude product was purified by flash chromatography using TBME : Heptane = 1:2 as
eluent. Fractions containing the product was combined and solvents was removed by
evaporation to give the subtitle compound as a slightly yellow sticky oil/gum. Yield 3.76g
(95%)

APCI-MS: m/z 208.1 [MH" - BOC]

'H-NMR (300 MHz, DMSO-ds): § 7.50 (dd, 1H), 7.46 (d, 1H), 7.24 (d, 1H), 6.97 (d, 1H),
4.97 (m, 1H), 4.30 (m, 4H), 1.36 (s, 9H), 1.19 (d, 3H).

Example 20
2.2 2-trifluoro-N-[(1R.28)-1-[1-(4-fluorophenvl)indazol-5-yl]Joxy-1-naphthalen-2-yl-propan-

2-yl]acetamide.
%?\ /k/O

(1R,25)-1-(1~(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(naphthalen-2-yl)propan-2-amine

Chiral

hydrochloride (50 mg, 0.11 mmol), 1,1,3,3-tetramethylguanidine (100 pl, 0.79 mmol) and
Ethyl trifluoroacetate (200 pl, 1.68 mmol) in MeOH (2.5 mL) was stirred at r.t. for 1 h. The
reaction mixture was concentrated by evaporation. The residual material was purified by
HPLC. Yield 37mg (65% )

APCI-MS: m/z 508.1 [MH"]

'H-NMR (400 MHz, DMSO-dj) : 9.58 (d, 1H), 8.13 (d, 1H), 7.94-7.85 (m, 4H), 7.76-7.66 (m,
3H), 7.56 (dd, 1H), 7.50 (m, 2H), 7.38 (m, 2H), 7.25 (dd, 1H), 7.17 (d, 1H), 5.46 (d, 1H), 4.36
(m, 1H), 1.38 (d, 3H).
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(1R, 2S)-1-(1-(4-fluorophenyl)-1 H-indazol-5-yloxy)-1-(naphthalen-2-yl)propan-2-amine
hydrochloride. (20a)

CH,

H/CI HZN/'\é/O\©:\\N
&
g

The subtitle compond was prepared analogous to the method described in Example 19 (step
19a). (1R,2S)-2-amino-1-(naphthalen-2-yl)propan-1-ol hydrochloride (238 mg, 1.00 mmol),
1-(4-fluorophenyl)-5-iodo-1H-indazole (406 mg, 1.20 mmol), Cesium carbonate (979 mg,
3.00 mmol) and copper(l) iodide (38.1 mg, 0.20 mmol) in Butyronitrile (3 mL) was heated for
19 h at +125 °C in a sealed reactiontube flushed with Argon. After final purification by HPLC
the obtained material was isolated as a brownish coloured hydrochloride salt from tert-
butylmethylether/HCIL.

Yield 171 mg (38%)

APCI-MS: m/z 412.9 [MH*-HC]]

'H-NMR (400 MHz, DMSO-d) 8.45 (brs, 3H), 8.16 (s, 1H), 8.00-7.88 (m, 4H), 7.73 (m, 3H),
7.58 (dd, 1H), 7.53 (m, 2H), 7.39 (m, 3H), 7.20 (d, 1H), 5.88 (d, 1H), 3.80 (m, 1H) 1.24 (d,
3H).

(1R, 2S)-2-amino-1-(naphthalen-2-yl)propan-1-ol hydrochloride. (20b)

-Gl J\/o
Y Ny

tert-butyl (1R,28)-1-hydroxy-1-(naphthalen—Z-yl)propan-2-ylcarbamate (588 mg, 1.95 mmol)
was dissolved in Ethyl acetate (20 mL). To the clear solution was added 1.5 N HCl/ EtOAc
(10 mL, 15.00 mmol), the reaction mixture was stirred at +40 °C for 2 h. The resulting slurry
was allowed to cool to r.t., the salt was removed by filtration, washed with ether and dried by
sucction in the filtration finnel.

Yield 588 mg (85%).

APCI-MS: m/z 202 [MH"-HC]]

'H-NMR (300 MHz, DMSO-dy): & 8.13 (brs, 3H), 7.96-7.88 (m, 4H), 7.56-7.47 (m, 3H), 6.20
(d, J=4.11 Hz, 1H), 5.11 (t, 1H), 3.50 (m, 1H), 0.98 (d, 3H).



79
WO 2008/076048 PCT/SE2007/001136

tert-butyl (IR, 2S)-1-hydroxy-1-(naphthalen-2-yl)propan-2-ylcarbamate.(20c)

%OiNJ\:/o

The title compond was prepared analogous to the method described in Example 19 (step 19¢
), starting from tert-butyl [(1S)-1-methyl-2-(2-naphthyl)-2-oxoethyl]carbamate (350 mg, 1.17

mmol). In contrast the reaction mixture was stirred at +50°C for 19 h, crude material was
purified by flash chromatography on silica using a gradient of 0% to 30% EtOAc in Heptane.
Yield 309 mg (87%)

APCI-MS: m/z 202 [MH'-BOC]

'H-NMR (300 MHz, DMSO-ds): § 7.92-7.77 (m, 4H), 7.53-7.41 (m, 3H), 6.65 (d, 1H), 5.44
(d, 1H), 4.68 (t, 1H), 3.69 (m, 1H), 1:25 (s, 9H), 0.99 (d, 3H).

tert-butyl [(1S)-1-methyl-2-(2-naphthyl)-2-oxoethyl]carbamate. (20d)

HA A

The subtitle compond was prepared analogous to the method described in Example 19 (step
19d), starting from (S)-tert-butyl 1-(methoxy(methyl)amino)-1-oxopropan-2-ylcarbamate
(1.86 g, 8 mmol) and a freshly prepared 2-Naphthylmagnesiumbromide 1M solution in THF
(8 mL, 8mmol). The obtained material was crystallised from Heptane. Yield 350 mg (14%).
APCI-MS: m/z 200 [MH'-BOC]

"H-NMR (300 MHz, DMSO-ds): & 8.70 (s 1H), 8.11 (d, 1H), 8.00 (m, 3H), 7.65 (m, 2H), 7.38
(d, 1H), 5.24 (m, 1H), 1.35 (s, 9H), 1.29 (d, 3H).

Example 21
N-[(1R.28)-1-[1-(4-fluorophenvlindazol-5-ylloxy-1-naphthalen-2-yl-propan-2-y1]-2-
hydroxy-acetamide.
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Acetoxyacetyl chloride (13 pL, 0.12 mmol) was added to a stirred mixture of (1R,2S)-1-(1-(4-
fluorophenyl)-1H-indazol-5-yloxy)-1-(naphthalen-2-yl)propan-2-amine hydrochloride (20a)
(50 mg, 0.11 mmol) and N,N-diisopropylethylamine (60 pL, 0.34 mmol) in THF (2 mL). The
reaction mixture was stirred at r.t. 45min. Water (0.5mL), 28% (aq) NH3 (0.5mL) and MeOH
(0.5 mL) was added to give a clear one-phase solution, the mixture was stirred over night at
r.t.

The reaction mixture was concentrated, the residual material was purified by HPLC. Yield 32
mg (61%)

APCI-MS: m/z 470.1 [MH']

"H-NMR (400 MHz, DMSO-dj): 6 8.13 (d, 1H), 7.94-7.86 (m, 4H), 7.76-7.66 (m, 4H), 7.58
(dd, 1H), 7.49 (m, 2H), 7.38 (m, 2H), 7.27 (dd, 1H), 7.15 (d, 1H), 5.57 (d, 1H), 5.51 (brs, 1H),
4.37 (m, 1H), 3.71 (q, 2H), 1.24 (d, 3H).

Example 22
N-[(1R.28)-1-(3-ethylpheny])-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-2.2.2-

trifluoro-acetamide.

(o) CHB Chiral

(1R,28)-1-(3-ethylphenyl)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)propan-2-amine
hydrochloride (50 mg, 0.12 mmol), 1,1,3,3-tetramethylguanidine (100 ul, 0.79 mmol) and
ethyl trifluoroacetate (200 pl, 1.68 mmol) in MeOH (2.5 mL) was stirred at r.t. for 1 h. The
reaction mixture was concentrated by evaporation, the residual material was purified by
HPLC. Yield 41 mg (72%).

APCI-MS: m/z 486.1 [MH"]

"H-NMR (400 MHz, DMSO-ds): & 9.49 (d, 1H), 8.18 (s, 1H), 7.77-7.66 (m, 3H), 7.39 (m 2H),
7.28-7.17 (m, 4H), 7.15-1.08 (m, 2H), 5.26 (d, 1H), 4.22 (m, 1H), 2.58 (q, 2H), 1.33 (d, 3H),
1.14 (t, 3H).



81
WO 2008/076048 PCT/SE2007/001136

(1R, 2S)-1-(3-ethylphenyl)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)propan-2-amine
hydrochloride. (22a)

_cl CH

3
: N
N
<, O
F

The subtitle compond was prepared analogous to the method described in Example 19 (step
19a ). A mixture of (1R,2S)-2-amino-1-(3-ethylphenyl)propan-1-ol hydrochloride (22b, 216

H

mg, 1.00 mmol), 1-(4-fluorophenyl)-5-iodo-1H-indazole (406 mg, 1.20 mmol), cesium
carbonate (979 mg, 3.00 mmol) and copper(I) iodide (38.1 mg, 0.20 mmol) in butyronitrile (3
ml) was heated for 19 h at +125 °C in a sealed reactiontube flushed with Argon. After final
purification by HPLC the obtained material was dissolved in tert-Butyl methyl ether, and
precipitated as the hydrochloride salt by adding a solution of 6-7 N HCI in 2-propanol. Yield
199 mg (46%)

APCI-MS: m/z 390.1 [MH-HC]]

'H-NMR (400 MHz, DMSO-djs): § 8.39 (brs, 3H), 8.21 (s, 1H), 7.75 (m, 3H), 7.44-7.14 (m,
8H), 5.70 (d, 1H), 3.67 (m, 1H), 2.61 (q, 2H), 1.17 (d, 3H), 1.16 (t, 3H).

(IR, 28)-2-amino-1-(3-ethylphenyl)propan-1-ol hydrochloride. (22b)
/C' CHa 1
H _-OH

<

CH,

The subtitle compond was prepared in two steps analogous to the method described in
Example 19 (step 19b+19c¢). Starting from (S)-tert-butyl 1-(3-ethylphenyl)-1-oxopropan-2-
ylcarbamate (22¢, 700 mg, 2.52 mmol). Yield 425 mg (78%)

APCI-MS: m/z 180 [MH'-HCI]

'H-NMR (300 MHz, DMSO-ds): § 8.12 (brs, 3H), 7.28 (t, 1H), 7.22-7.09 (m, 3H), 5.98 (d,
1H), 4.93 (t, 1H), 3.35 (m, 1H), 2.61 (q, 2H), 1.18 (t, 3H), 0.94 (d, 3H).

(S)-tert-butyl I1-(3-ethylphenyl)-1-oxopropan-2-ylcarbamate (22c)



82
WO 2008/076048 PCT/SE2007/001136
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CH,
The subtitle compond was prepared analogous to the method described in Example 19 (step
19d). Starting from (S)-zert-butyl 1-(methoxy(methyl)amino)-1-oxopropan-2-ylcarbamate
(0.7 g, 3.01 mmol) and freshly made (3-ethylphenyl)magnesium bromide 0.9M solution in
THF (5 mL, 4.50 mmol). Yield 817 mg (97%)
GC/MS : m/z =221 (M-tBu)
'H-NMR (300 MHz, DMSO-dg): & 7.82-7.74 (m, 2H), 7.51-7.38 (m, 2H), 7.30 (d, 1H), 5.04
(m, 1H), 2.67 (g, 2H), 1.35 (s, 9H), 1.22 (d, 3H), 1.20 (t, 3H).

Example 23
N-[(1R.2S)-1-(3-ethyvlpheny])-1-[1-(4-fluorophenvyl}indazol-5-yl]oxy-propan-2-vy1]-2-
hydroxv-acetamide.

Q C H3 Chirat

A A0
“ 8

The title compond was prepared analogous to the method described in Example 21 starting

HO

from (1R,2S)-1-(3-ethylphenyl)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)propan-2-amine
hydrochloride (22a) (50 mg, 0.12 mmol), and Acetoxyacetyl chloride (14 pL, 0.13 mmol).
Yield 37 mg (70%).

APCI-MS: m/z 448.1 [MH']

'H-NMR (400 MHz, DMSO-ds): § 8.17 (d, 1H), 7.74 (m, 2H), 7.69 (d, 1H), 7.60 (d, 1H), 7.40
(m, 2H), 7.29-7.18 (m, 4H), 7.11 (m, 2H), 5.50 (t, 1H), 5.40 (d, 1H), 4.24 (m, 1H), 3.74 (m,
2H), 2.59 (q, 2H), 1.16 (d, 3H), 1.15 (t, 3H).

Example 24
2.2.2-trifluoro-N-[(1R,28)-1-[1(4-fluorophenyl)indazol-5-y1]oxy-1-(3-methylpheny])propan-

2-vl]acetamide.
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o CH Chiral

Trifluoroacetic anhydride (42 pl, 0.30 mmol) was added to a stirred solution of (1R,2S)-1-(1-
(4-fluorophenyl)-1H-indazol-5-yloxy)-1-m-tolylpropan-2-amine 2,2 2-trifluoroacetate (120
mg, 0.25 mmol) and triethylamine (103 pl, 0.74 mmol) in THF (6 mL) at r.t., after 20 min
another portion of triethylamine (103 pl, 0.74 mmol) and trifluoroacetic anhydride (42 pl,
0.30 mmol) was added. The reaction mixture was stirred for another 80 min, concentrated,
diluted with 10% NaHSO4 (aq) and extracted with EtOAc, the organic phase was washed with
another portion of 10% NaHSO, (aq) and concentrated. The crude product was further
purified by preparative HPLC. Yield 89 mg (77%)

APCI-MS: m/z 472.1 [MH"]

'H-NMR (400 MHz, DMSO-dy): § 9.52 (d, 1H), 8.17 (d, 1H), 7.78-7.66 (m, 3H), 7.44-7.34
(m, 2H), 7.27-7.16 (m, 4H), 7.12-7.05 (m, 2H), 5.25 (d, 1H), 4.21 (m, 1H), 2.28 (s, 3H), 1.32
(d, 3H).

(1R, 28)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-m-tolylpropan-2-amine 2,2,2-
trifluoroacetate. (24a)

o] CH,
F
F N z N

L., Q

.
The subtitle compond was prepared analogous to the method described in Example 19a,
starting from (1R,2S)-2-amino-1-m-tolylpropan-1-ol hydrochloride (202 mg, 1.00 mmol).
Yield 125 mg (25%).

APCI-MS: m/z 376.1 [MH'-TFA]

"H-NMR (400 MHz, DMSO-dj): & 8.21 (d, 1H), 8.19 (brs, 3H), 7.80-7.70 (m, 3H), 7.41 (m,
2H), 7.35-7.10 (m, 6H), 5.60 (d, 1H), 3.71 (brm, 1H), 2.31 (s, 3H), 1.16 (d, 3H).

(IR, 2S)-2-amino-1-m-tolylpropan-1-ol hydrochloride (24b)
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tert-butyl (1R,2S)-1-hydroxy-1-m-tolylpropan-2-ylcarbamate (2.31 g, 8.71 mmol) was
dissolved in ethyl acetate (30 mL), 1.5 M HCl in EtOAc (20 ml, 30.00 mmol) was added and
the mixture was stirred at +50 °C for 90 min. The reaction mixture was allowed to assume r.t.
while stirring for 30 min, the solvents was removed by evaporation. The residual material was
treated with EtOAc ( 5-10 mL), ether was added (60-70 mL) and the formed slurry was stirred
for 30 min at r.t..

The solid HCI salt was collected by filtration and washed with ether, the salt was found to be
hygroscopic and was transferred to a desiccator and dried under reduced pressure at +40°C.
Yield 1.68 g (95%)

APCI-MS: m/z 166 [MH-HCI]

"H-NMR (300 MHz, DMSO-d): & 8.10 (brs, 3H), 7.31-7.02 (m ,4H), 5.98 (d, 1H), 4.91 (t,
1H), 3.35 (brs, 1H + water), 2.31 (s, 3H), 0.93 (d, 3H).

tert-butyl (1R, 2S)-1-hydroxy-1-m-tolylpropan-2-ylcarbamate (24c)
o CH,
%oiﬁ/ké/w
C.,

The subtitle compond was prepared in two steps analogous to the methods described in
Example 19 (step 19¢+19d). Starting from (S)-tert-butyl 1-(methoxy(methyl)amino)-1-
oxopropan-2-~ylcarbamate (2.323 g, 10 mmol), and m-tolylmagnesium bromide 1.0M solution
in THF (12.00 mL, 12.00 mmol). Yield 2.33 g (88%)

APCI-MS: m/z 166.1 [MH-BOC]

'H-NMR (300 MHz, DMSO-d): & 7.22-6.96 (m, 4H), 6.56 (d, 1H), 5.22 (d, 1H), 4.49 (t, 1H),
3.56 (m, 1H), 2.29 (s, 3H), 1.32 (s, 9H), 0.92 (d, 3H).

Example 25__
N-[(1R.28)-1-[4-(ethylsulfanylmethyl)phenyl]-1-[1-(4-fluorophenyl)indazol-5-vl]oxy-propan-

2-y1]-2.2.2-trifluoro-acetamide.
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0 C:H3 Chiral

H,C
(1R,2S)-1-(4-(ethylthiomethyl)phenyl)-1-(1-(4-fluorophenyl)-1 H-indazol-5-yloxy)propan-2-
amine hydrochloride (50 mg, 0.11 mmol), 1,1,3,3-tetramethylguanidine (100 pl, 0.79 mmol)
and ethyl trifluoroacetate (200 pl, 1.68 mmol) in MeOH (2.5 mL) was stirred at r.t. for 1 h.
The reaction mixture was concentrated by evaporation and the residual material was purified
by HPLC. Yield 35 mg (62%).
APCI-MS: nv/z 532 [MH"]
'H-NMR (300 MHz, DMSO-dj): § 9.49 (d, 1H), 8.17 (d, 1H), 7.73 (m, 2H), 7.69 (d, 1H),
7.44-7.24 (m, 6H), 7.19 (dd, 1H), 7.12 (d, 1H), 5.26 (d, 1H), 4.24 (m, 1H), 3.68 (s, 2H), 2.31
(9, 2H), 1.33 (d, 3H), 1.09 (t, 3H).

(1R, 25)-1-(4-(ethylthiomethyl)phenyl)-1-(1-(4-fluorophenyl)- 1 H-indazol-5-yloxy)propan-2-
amine hydrochloride (25a)

l CH,
HZN”'Y"C[\\N
208
§ F
HECJ

The subtitle compond was prepared analogous to the method described in Example 19a,

starting from (1R,2S)-2-amino-1-(4-(ethylthiomethyl)phenyl)propan-1-ol (225 mg, 1.00

H’C

mmol). In contrast the reaction mixture was heated at +125°C for 19 h, after final purification
by HPLC the obtained material was dissolved in tert-Butyl methyl ether, and precipitated as
the hydrochloride salt by adding a solution of 6-7 N HCl in 2-propanol. The obtained material
was found to contain approximately 5 mol% oxidized material (1R,2S)-1-(4-
(ethylsulfinylmethyl)phenyl)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)propan-2-amine
hydrochloride. The material was not repurified. Yield 180 mg (38%).

APCI-MS: m/z 436 [MH-HCI], m/z 452 [MH"-HC]] for oxidized impurity.

'H-NMR (400 MHz, DMSO-dy): & 8.38 (brs, 3H), 8.20 (s, 1H), 7.78-7-70 (m, 3H), 7.45-7.29
(m, 7H), 7.14 (d, 1H), 5.71 (d, 1H), 3.72 (s, 2H), 3.67 (brm, 1H), 2.39 (q, 2H), 1.17 (d, 3H),
1.13 (t, 3H).
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(IR, 25)-2-amino-1-(4-(ethylthiomethyl)phenyl)propan-1-ol. (25b)

CH,
OH

3
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The subtitle compound was prepared in two steps anlogous to the method described in
Exampel 19 (step 19b+c). Starting from (S)-tert-butyl 1-(4-(ethylthiomethyl)phenyl)-1-
oxopropan-2-ylcarbamate (750 mg, 2.32 mmol). In contrast after final deprotection the
obtained hydrochloride salt was hygroscopic, compound was instead isolated as the free base.
Yield 330 mg (63%).

APCI-MS: m/z 226 [MH']

'H-NMR (400 MHz, CDs0D): & 7.32 (m, 4H), 4.48 (d, 1H), 3.73 (s, 2H), 3.07 (m, 1H), 2.42
(g, 2H), 1.20 (t, 3H), 1.05 (d, 3H).

(S)-tert-butyl 1-(4-(ethylthiomethyl)phenyl)-1-oxopropan-2-ylcarbamate. (25¢)

><OJ(J)\N CH, 5

S

J

H,C

Magnesium turnings (0.150 g, 6.17 mmol), (4-bromobenzyl)(ethyl)sulfane (1.160 g, 5.02
mmol) and one small crystall of iodine in dry THF (5 mL) was heated to +60°C for 1h, the
reaction mixture was allowed to reach r.t..

In a separate vessel was placed (S)-tert-butyl 1-(methoxy(methyl)amino)-1-oxopropan-2-
ylcarbamate (0.705 g, 3.04 mmol) in dry THF (3 mL), the formed slurry was placed under
Argon and cooled on an acetone/ice bath to -10°C. Isopropylmagnesium chloride 2.0M
solution in THF (1.500 mL, 3 mmol) was slowly added, to the formed solution was thereafter
slowly added the previously made Grignard reagent, after addition the mixture was allowed to
reach r.t. and stirred for 1.5 h. The reaction mixture was poured into an icecold mixture of
EtOAc (100 mL) and 1M HCI1 (30 mL) and stirred for a few min. The organic phase was
washed with water (30 mL) and brine (30 mL), dried (Na,SO,), filtered and evaporated. The

residual crude material was purified by flash chromatography on silica and a gradient of 5%
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to 30% EtOAc/Heptane. Fractions containing product was combined and solvent removed by
evaporation to give the subtitle compound as a colourless solid. Yield 750 mg (76%)
APCI-MS: m/z 224.1 [MH"-BOC]

'H-NMR (300 MHz, DMSO-ds): 7.91 (d, 2H), 7.45 (d, 2H), 7.31 (d, 1H), 5.01 (m, 1H), 3.80
(s, 2H), 2.39 (q, 2H), 1.34 (s, 9H), 1.22 (d, 3H), 1.15 (t, 3H).

Example 26
N-[(1R.28)-1-[4-(ethylsulfinylmethyl)phenvyl]-1-[1-(4-fluorophenyl)indazol-5-ylloxy-propan-

2-y1]-2.2.2-trifluoro-acetamide.

0 CH3 Chiral

F
>€J\ N/k:/o Q
F E H = N
N

%

F
H,C

The title compound was formed as a sideproduct during the preparation of N-[(1R,2S)-1-[4-
(ethylsulfanylmethyl)phenyl]-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-2,2,2-
trifluoro-acetamide. Yield 3.4 mg (5.9%)

APCI-MS: m/z 548 [MH']

'H-NMR (300 MHz, DMSO-dy): § 9.52 (d, 1H), 8.17 (d, 1H), 7.74 (m, 2H), 7.69 (d, 1H),
7.44-7.26 (m, 6H), 7.20 (dd, 1H), 7.13 (d, 1H), 5.29 (d, 1H), 4.24 (m, 1H), 3.97 (dd, 2H), 2.60
(m, 2H), 1.33 (d, 3H), 1.14 (t, 3H).

Example 27
N-[(1R.28)-1-[4-(ethylsulfanylmethyl)phenyl]-1-| 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-

2-y]]-2-hydroxy-acetamide.

o CH, il

HyC
The title compond was prepared analogous to the method described in Example 21 starting
from (1R,2S)-1-(4-(ethylthiomethyl)phenyl)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)propan-2-amine hydrochloride (25a) (50 mg, 0.11 mmol), and acetoxyacetyl chloride
(13 pL, 0.12 mmol). Yield 33 mg (63%).

APCI-MS: m/z 494.1 [MH]



88
WO 2008/076048 PCT/SE2007/001136

'H-NMR (400 MHz, DMSO-dq): § 8.16 (d, 1H), 7.74 (m, 2H), 7.69 (d, 1H), 7.62 (d, 1H),
7.44-7.26 (m, 6H), 7.21 (dd, 1K), 7.10 (d, 1H), 5.52 (brs, 1H), 5.40 (d, 1H), 4.24 (m, 1H),
3.72 (dd, 2H), 3.70 (s, 2H), 2.36 (g, 2H), 1.17 (d, 3H), 1.11 (t, 3H).

Example 28
4-Amino-N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-phenyl-propan-2-

yl]butanamide
\/\/u\ /'\/0

%

Ina 5 mL Vial, AZ12671597 (60.0 mg, 0.17 mmol), 4-(tert-butoxycarbonylamino)butyric
acid (33.7 mg, 0.17 mmol) , O-benzotriazol-1-yl-N,N,N', N'-tetramethyl-uronium
hexafluorophosphate (69.3 mg, 0.18 mmol) and triethylamine (0.028 mL, 0.20 mmol) were

Chiral

dissolved in DMF (0.5 mL) and stirred at r.t. over night. Then the mixture was diluted with
ethyl acetate (30 mL), washed with water and sat. sodium bicarbonate and dried over sodium
sulfate. The crude was purified by flash chromatography on silica gel (ethyl acetate/heptane
=4:1) and a pale yellow oil (75 mg) was obtained. The intermediate was dissolved in
acetonitrile (5 mL). 6M aq. HC1 (1 mL) was added and the solution was stirred for 1 h at 50
C. Small impurities were removed by purification on reversed phase HPLC. The hygroscopic
salt obtained after freezedrying was taken up with ethyl acetate and washed with sat.
bicarbonate and brine. Removal of the solvent yielded and freeze drying from
acetonitril/water 19 mg (26%).

"H-NMR (400 MHz, CDCL): § 8.09 (s, 1H), 7.67 (tt,J=4.6, 2.3 Hz, 2H), 7.60 (d, /= 9.0
Hz, 1H), 7.44 (d, /= 7.3 Hz, 2H), 7.35 (t, /= 7.5 Hz, 2H), 7.32 - 7.26 (m, 3H), 7.24 (dd, /=
9.2,2.5Hz, 1H), 7.04 (d, J=2.3 Hz, 1H), 5.34 (d, /=4.6 Hz, 1H), 4.32 (dd, /= 6.9, 4.6 Hz,
1H), 2.58 (t, /= 7.3 Hz, 2H), 2.21 (td, J="7.3, 4.4 Hz, 2H), 1.69 (t, /= 7.3 Hz, 2H), 1.24 (d, J
=6.9 Hz, 3H).

APCI-MS: m/z 447.2 [MH")

Example 29
N-[(1R.25)-1-[1-(4-fluorophenvyl)indazol-5-ylJoxy-1-phenyl-propan-2-yllacetamide




89
WO 2008/076048 PCT/SE2007/001136

Chiral
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Prepared as described in Example 1 using (IS, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
yljoxy}-1-phenylpropan-2-amine (1a, 36 mg, 100 pmol) and acetic anhydride (30 mg, 300
pumol). Yield 37 mg (92 %).

APCI-MS: m/z 404 [MH']

g NMR (400 MHz, ds-acetone) 6 8.03 (d, /= 0.5 Hz, 1H), 7.77 (m, 2H), 7.70 (d, /= 9.2 Hz,
1H), 7.45 (d, J= 7.4 Hz, 2H), 7.41 - 7.26 (m, 5H), 7.23 (dd, /=9.1,2.4 Hz, 1H), 7.10 (d, J=
2.3 Hz, 1H), 5.49 (d, J=3.5 Hz, 1H), 4.31 (m, 1H), 1.85 (s, 3H), 1.17 (d, /= 6.9 Hz, 3H).

Example 30
N-[(1R.25)-1-[1-(4-fluoropheny]l)indazol-5-yl]oxy-1-phenyl-propan-2-yl]-3-methoxy-
propanamide

\/\)]\/'\/0

©©

Prepared as described in Example 1 using (IS, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-

Chiral

yljoxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 pmol) and 3-methoxypropanoyl chloride (18
mg, 150 umol). Yield 17 mg (74 %).

APCI-MS: m/z 448 [MH]

Iy NMR (400 MHz, ds-acetone) 6 8.04 (d, J= 0.7 Hz, 1H), 7.77 (m, 2H), 7.71 (d, J=9.0 Hz,
1H), 7.47 (d, J="7.4 Hz, 2H), 7.39 - 7.28 (m, 5H), 7.25 (dd, /=9.1,2.4 Hz, 1H), 7.12 (d, /=
2.3 Hz, 1H), 5.49 (d, J=3.5 Hz, 1H), 4.33 (m, 1H), 3.53 (m, 2H), 3.18 (s, 3H), 2.36 (t,/=6.3
Hz, 2H), 1.17 (d, J=7.1 Hz, 3H).

Example 31
N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1~phenvl-propan-2-vl]-2-methoxy-acetamide
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Prepared as described in Example 1 using (ZS, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
ylJoxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 pmol) and methoxyacetyl chloride (16 mg,
150 umol). Yield 18 mg (86 %).
APCI-MS: m/z 434 [MH"]
1H NMR (400 MHz, dg-acetone) & 8.04 (d, J= 0.5 Hz, 1H), 7.77 (m, 2H), 7.70 (d, J= 9.2 Hz,
1H), 7.48 (d, J= 7.3 Hz, 2H), 7.40 - 7.29 (m, 4H), 7.26 (dd, J=9.1,2.4 Hz, 1H), 7.18 (br. d, J
= 8.3 Hz, 1H), 7.14 (d, J=2.3 Hz, 1H), 5.50 (d, J=4.4 Hz, 1H), 4.41 (m, 1H), 3.76 (dd, J=
37.2,15.0 Hz, 2H), 3.28 (s, 3H), 1.24 (d, /= 6.9 Hz, 3H).

Example 32
N-[(1R.285)-1-[1-(4-fluorophenyl)indazol-5-vl]oxv-1-phenyl-propan-2-yl]benzamide

o8 Lo

F

Chiral

Prepared as described in Example 1 using (7S, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
ylJoxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 pmol) and benzoyl chloride (21 mg, 150
pumol). Yield 19 mg (82 %).

APCI-MS: nv/z 465 [MH']

g NMR (400 MHz, dg-acetone) & 8.02 (d, J= 0.7 Hz, 1H), 7.83 (m, 3H), 7.75 (m, 2H), 7.68
(d,J=9.2Hz, 1H), 7.54 (d, J= 7.3 Hz, 2H), 7.47 (m, 1H), 7.42 - 7.24 (m, 8H), 7.14 (d, J =
2.1 Hz, 1H), 5.64 (d, J=4.1 Hz, 1H), 4.57 (m, 1H), 1.36 (d, /= 6.9 Hz, 3H).

Example 33
N-[(1R.25)-1-]1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-yl]-2-phenyl-acetamide

o Chiral
QQLH/E:/O@:}N

s

F
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Prepared as described in Example 1 using (IS, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
yl]oxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 pmol) and phenylacetyl chloride (23 mg,
150 pumol). Yield 22 mg (80 %).

APCI-MS: m/z 480 [MH"]

1H NMR (400 MHz, ds-acetone) 6 8.03 (d, J= 0.7 Hz, 1H), 7.78 (m, 2H), 7.69 (d, /= 9.2 Hz,
1H), 7.45 - 7.13 (m, 13H), 7.06 (d, J=2.3 Hz, 1H), 5.46 (d, J = 3.5 Hz, 1H), 4.32 (m, 1H),
3.47 (dd, J=19.5, 14.3 Hz, 2H), 1.18 (d,J= 7.1 Hz, 3H).

Example 34

[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-yl]carbamoylmethyl acetate

ﬁr‘VL JV"

OQQ

Prepared as described in Example 1 using (IS, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-

Chiral

ylloxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 umol) and 2-chloro-2-oxoethy! acetate (20
mg, 150 umol). Yield 16 mg (70 %).

APCI-MS: nv/z 462 [MH']

1H NMR (400 MHz, ds-acetone) 6 8.05 (d, J=0.7 Hz, 1H), 7.77 (m, 2H), 7.71 (d, /= 9.0 Hz,
1H), 7.48 (d, J=17.3 Hz, 2H), 7.43 - 7.28 (m, 5H), 7.25 (dd, J=9.1, 2.4 Hz, 1H), 7.14 (d, /=
2.3 Hz, 1H), 5.48 (d, J=3.9 Hz, 1H), 4.46 (s, 2H), 4.38 (m, 1H), 1.21 (d, /= 6.9 Hz, 3H).

Example 35
Methyl [(1R.25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-yl]carbamovlformate

\n)J\ /'\/ Chiral

OQQ

Prepared as described in Example 1 using (IS,2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-

ylJoxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 pmol) and methyl cloro(oxo)acetate (18 mg,
150 pmol). Yield 18 mg (82 %).
APCI-MS: m/z 448 [MH*]
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1I—I NMR (400 MHz, ds-acetone) 6 8.09 (br.d, J= 8.7 Hz, 1H), 8.04 (d, J= 0.7 Hz, 1H), 7.77
(m, 2H), 7.71 (d, J=9.0 Hz, 1H), 7.49 (d, J=7.3 Hz, 2H), 7.42 - 7.28 (m, 5H), 7.26 (dd, J=
9.1,2.4 Hz, 1H), 7.14 (d, J = 2.3 Hz, 1H), 5.53 (d, /= 4.4 Hz, 1H), 4.39 (m, 1H), 3.76 (s,
3H), 1.32 (d, J= 6.9 Hz, 3H).

Example 36
[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenvl-propan-2-yljcarbamoylformic acid

HO%JV
I @ Q

Prepared as described in Example 5 using (IS, 2R)—1-{[1-(4—ﬂuoropheny1)-lH-inddzol-S—

Chiral

ylloxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 pmol) and methyl cloro(oxo)acetate (18 mg,
150 pmol). Yield 19 mg (88 %).

APCI-MS: nvz 434 [MH"]

1H NMR (400 MHz, ds-acetone) & 8.21 (br. d, J= 8.8 Hz, 1H), 8.03 (s, 1H), 7.77 (m, 2H),
7.70 (d, J=9.0 Hz, 1H), 7.50 (d, J=7.3 Hz, 2H), 7.40 - 7.29 (m, 4H), 7.26 (dd, J=9.2,2.3
Hz, 1H), 7.15 (4, J=2.3 Hz, 1H), 5.53 (d, /= 5.0 Hz, 1H), 4.39 (m, 1H), 1.37 (d, J= 6.7 Hz,
3H).

Example 37

N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-yl]-2-methyl-propanamide

Mo
Q

Prepared as described in Example 1 using (IS, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-

Chiral

yl]Joxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 pmol) and 2-methylpropanoyl chloride (21
mg, 150 pmol). Yield 18 mg (84 %).

APCI-MS: m/z 432 [MH']

1H NMR (400 MHz, ds-acetone) 8 8.04 (d, /= 0.7 Hz, 1H), 7.77 (m, 2H), 7.70 (d, /= 9.2 Hz,
1H), 7.47 (d,J= 7.3 Hz, 2H), 7.40 - 7.26 (w1, 5SH), 7.24 (dd, J=9.2, 2.5 Hz, 1H), 7.17 (br. d, J
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= 7.6 Hz, 1H), 7.11 (d, J= 2.3 Hz, 1H), 5.47 (d, J=4.2 Hz, 1H), 4.31 (septet, J = 6.9 Hz,
1H), 1.20 (d, J = 6.9 Hz, 3H), 1.02 (d, J = 6.7 Hz, 3H), 0.92 (d, J = 6.9 Hz, 3H).

Example 38
2-Chloro-N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-yl]Joxy-1-phenyl-propan-2-yl]acetamide

T
o s

Prepared as described in Example 1 using (1S, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-

yl]oxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 umol) and chloroacetyl chloride (17 mg, 150
pmol). Yield 22 mg (73 %).

APCI-MS: m/z 438 [MH]

1H NMR (400 MHz, ds-acetone) 6 8.04 (d, J= 0.7 Hz, 1H), 7.77 (m, 2H), 7.71 (d, J=9.2 Hz,
1H), 7.59 (d, /= 8.0 Hz, 1H), 7.48 (br. d, J = 7.3 Hz, 2H), 7.41 - 7.27 (m, 5H), 7.25 (dd, J =
9.1,24 Hz, 1H), 7.13 (d,J=2.3 Hz, 1H), 5.51 (d, J=4.1 Hz, 1H), 4.37 (m, 1H), 4.03 (dd, J
=17.2,13.7 Hz, 2H), 1.24 (d, J= 6.9 Hz, 3H).

Example 39
2.2-Dichloro-N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-yl]acetamide

C.YtuV
4 @ Q

Prepared as described in Example 1 using (1S, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-

Chiral

ylJoxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 umol) and dichloroacetyl chloride (22 mg,
150 pmol). Yield 20 mg (83 %).

APCI-MS: m/z 473 [MH"]

1H NMR (400 MHz, ds-acetone) 6 8.04 (d, J=0.5 Hz, 1H), 7.94 (br. d, /= 7.8 Hz, 1H), 7.77
(m, 2H), 7.71 (d, J=9.0 Hz, 1H), 7.49 (d, J = 7.3 Hz, 2H), 7.41 - 7.27 (m, 5H), 7.25 (dd, J =
9.1,2.4Hz, 1H), 7.15(d, /= 2.3 Hz, 1H), 6.30 (s, 1H), 5.54 (d, J=4.1 Hz, 1H), 4.36 (m, 1H),
1.28 (d, J=6.9 Hz, 3H).
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Example 40
2,2.2-Trichloro-N-

O Chiral
o A Lo
cl N Y \CE\\N
N

Prepared as described in Example 1 using (1S, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
yl]oxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 umol) and trichloroacetyl chloride (27 mg,
150 pmol). Yield 21 mg (84 %).

APCI-MS: m/z 507 [MH']

Ly avr (400 MHz, ds-acetone) & 8.11 (br. d, J= 8.0 Hz, 1H), 8.04 (d, /= 0.7 Hz, 1H), 7.76
(m, 1H), 7.70 (d, /=9.0 Hz, 1H), 7.53 (d, /= 7.4 Hz, 2H), 7.42 - 7.29 (m, 5H), 7.26 (dd, J=
9.1,2.4 Hz, 1H), 7.18 (d, J=2.3 Hz, 1H), 5.55 (d, /= 5.3 Hz, 1H), 4.39 (m, 1H), 1.41 (d, J=
6.9 Hz, 3H).

Example 41
N-[(1LR.25)-1-[1-(4-fluorophenyl)indazol-5-vyl]loxy-1-phenyl-propan-2-yl]butanamide

/\/U\/'\/O

© Q
Prepared as described in Example 1 using (7S, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
yl]oxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 umol) and butanoyl chloride (16 mg, 150
umol). Yield 18 mg (82 %).
APCI-MS: m/z 432 [MH']
g NMR (400 MHz, ds-acetone) 6 8.03 (d, /= 0.7 Hz, 1H), 7.77 (m, 2H), 7.70 (d, /= 9.2 Hz,
1H), 7.46 (d, J= 7.3 Hz, 2H), 7.38 - 7.25 (m, 5H), 7.23 (dd, /=9.1, 2.4 Hz, 1H), 7.10 (d, /=
2.3 Hz, 1H), 5.49 (d, J=3.9 Hz, 1H), 4.33 (m, 1H), 2.09 (id, /= 7.4, 2.8 Hz, 2H), 1.53
(sextet, J= 7.3 Hz, 2H), 1.19 (d, /= 6.9 Hz, 3H), 0.79 (t, /= 7.4 Hz, 3H).

Chiral
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Example 42
N-[(1R.25)-1-[1-(4-fluorophenvl)indazol-5-ylJoxy-1-phenvl-propan-2-v1]-2.2-dimethyl-
propanamide

*LJV

Chiral

@

Prepared as described in Example 1 using (IS, 2R)-1-{[1-(4-flucrophenyl)-1 H-indazol-5-
ylloxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 pmol) and 2,2-dimethylpropanoyl chloride
(18 mg, 150 pmol). Yield 17 mg (74 %).

APCI-MS: m/z 446 [MH']

1H NMR (400 MHz, ds-acetone) & 8.04 (d, J=0.7 Hz, 1H), 7.77 (m, 2H), 7.70 (d, J= 9.0 Hz,
1H), 7.48 (d, J= 7.4 Hz, 2H), 7.38 - 7.26 (m, 5H), 7.25 (dd, J=9.1,2.4 Hz, 1H), 7.13 (d, J =
2.1 Hz, 1H), 6.78 (br. d, J=8.3 Hz, 1H), 5.46 (d, /= 5.0 Hz, 1H), 4.34 (m, 1H), 1.23 (d,J =
6.9 Hz, 3H), 1.05 (s, 9H).

Example 43
N-[(1R.25)-1-[1-(4-fluorophenvyl)indazol-5-yl]oxy-1-phenyl-propan-2-

vl]evclobutanecarboxamide

DAJV

Chiral

@

Prepared as described in Example 1 using (1S, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
ylJoxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 pmol) and cyclobutanecarbonyl chloride (18
mg, 150 umol). Yield 18 mg (82 %).

APCI-MS: m/z 444 [MH']

1H NMR (400 MHz, ds-acetone) & 8.03 (d, J= 0.5 Hz, 1H), 7.77 (m, 2H), 7.70 (d, /= 9.2 Hz,
1H), 7.46 (d, J= 7.3 Hz, 2H), 7.39 - 7.25 (m, 5H), 7.22 (dd, J=9.1, 2.4 Hz, 1H), 7.11 (d, J=
2.3 Hz, 1H), 7.09 (br. d, J= 8.9 Hz, 1H), 5.47 (d, J=4.1 Hz, 1H), 4.32 (m, 1H), 3.03 (quintet,
J=8.2Hz, 1H), 2.21 (m, 1H), 2.13 - 1.68 (m, 5H, partially covered with the signal of
solvent), 1.18 (d, J= 6.9 Hz, 3H).
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Example 44
2.2-Difluoro-N-[(1R.2S5)-1-[ 1-(4-fluorophenyl)indazol-5-y1l]oxy-1-phenyl-propan-2-yl]acetamide

F\(?ku/k{o N
@7@@

Chiral

N

&

E
Prepared as described in Example 1 using (1S, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
yl]oxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 pmol) and difluoroacetyl chloride (23 mg,
150 pmol). Yield 21 mg (95 %). |

APCI-MS: m/z 440 [MH"]

1H NMR (400 MHz, ds-acetone) & 8.08 (br. d, /= 7.8 Hz, 1H), 8.03 (d, /= 0.7 Hz, 1H), 7.77
(m, 2H), 7.71 (d, /= 9.2 Hz, 1H), 7.49 (d, J= 7.3 Hz, 2H), 7.40 - 7.27 (m, SH), 7.24 (dd, /=
9.2,2.5Hz, 1H), 7.13 (d, /=2.3 Hz, 1H), 6.06 (t, J=54.0 Hz, 1H), 5.51 (d, /= 4.4 Hz, 1H),
441 (m, 1H), 1.31 (d, /= 6.9 Hz, 3H).

Example 45
2-Fluoro-N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-y1]oxv-1-phenyl-propan-2-yl]acetamide

. \)L /k/o Chiral

©©

Prepared as described in Example 1 using (IS, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-

ylJoxy}-1-phenylpropan-2-amine (1a, 36 mg, 100 pmol) and difluoroacetyl chloride (29 mg,
300 umol). Yield 40 mg (95 %).

APCI-MS: m/z 422 [MH']

Ty Nvr (400 MHz, ds-acetone) 6 8.04 (s, 1H), 7.77 (m, 2H), 7.71 (d, /= 9.2 Hz, 1H), 7.48
(d, J=17.3 Hz, 2H), 7.44 (br.d, J= 7.6 Hz, 1H), 7.41 - 7.28 (m, 5H), 7.25 (dd, /=9.1, 2.4 Hz,
1H), 7.13 (d, J= 2.3 Hz, 1H), 5.50 (d, /J=4.4 Hz, 1H), 4.78 (q, /= 14.0 Hz, 1H), 4.66 (q, /=
14.0 Hz, 1H), 4.44 (m, 1H), 1.29 (d, J= 6.9 Hz, 3H).

Example 46
N-[(1R,25)-1-(4-ethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-2.2.2-trifluoro-

acetamide
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1o
LG
Y ]

Prepared as described in Example 1 using (1R,2.5)-1-(4-ethylphenyl)-1-{[ 1-(4~fluorophenyl)- 1 H-

o}

E
Fh)k”
F

Chiral

indazol-5-yl]oxy } propan-2-amine (7a, 39 mg, 100 pmol) and trifluoroacetic anhydride (63 mg,
300 pmol). Yield 44 mg (90 %).

APCI-MS: m/z 484 [MH"

1H NMR (400 MHz, ds-acetone) & 8.59 (br. d, J= 7.8 Hz, 1H), 8.04 (s, 1H), 7.77 (m, 2H),
7.70 (d, J=9.0 Hz, 1H), 7.40 (d, /= 8.1 Hz, 2H), 7.33 (m, 2H), 7.23 (m, 3H), 7.15(d, J=2.3
Hz, 1H), 5.49 (d, J=4.6 Hz, 1H), 4.41 (m, 1H), 2.62 (q, J= 7.6 Hz, 2H), 1.37 (d, /= 6.9 Hz,
3H), 1.18 (t, J= 7.6 Hz, 3H). )

Example 47
2-Chloro-2-fluoro-N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-
yllacetamide

(o] Chiral
Ao
H i N
cl N

Prepared as described in Example 1 using (7S, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
ylloxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 pmol) and chlorofluoroacetyl chloride (19
mg, 150 pmol). Yield 16 mg (70 %).

APCI-MS: m/z 456 [MH"]

1H NMR (400 MHz, ds-acetone) § 8.04 (s, 1H), 7.98 (br. t,J=7.1 Hz, 1H), 7.77 (m, 2H),
7.71 (d,J=9.0 Hz, 1H), 7.49 (dd, /=74, 2.8 Hz, 2H), 7.41 - 7.27 (m, 5H), 7.25 (dt, J=9.1,
2.2 Hz, 1H), 7.14 (dd, J= 5.1, 2.3 Hz, 1H), 6.55 (dd, J = 50.0, 9.8 Hz, 1H), 5.52 (dd, J="7.3,
4.4 Hz, 1H), 4.39 (m, 1H), 1.31 (dd, /= 6.9, 2.7 Hz, 3H).

Example 48
{(28)-N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-phenyl-propan-2-yl]-2-hydroxy-
propanamide
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0 Chiral
HO\E)LH/E;O\@\\‘N
e
E
Prepared as described in Example 5 using (IS, 2R)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
ylloxy}-1-phenylpropan-2-amine (1a, 18 mg, 50 pmol) and methyl (1S)-2-chloro-1methyl-2-
oxoethyl acetate (22 mg, 150 pmol). Yield 20 mg (91 %).
APCI-MS: m/z 434 [MH"]
Iy nvr (400 MHz, ds-acetone) & 8.04 (d, J= 0.7 Hz, 1H), 7.77 (m, 2H), 7.70 (d, /= 9.2 Hz,
1H), 7.48 (d, J=7.3 Hz, 2H), 7.40 - 7.28 (m, 5H), 7.25 (dd, J=9.2,2.5 Hz, 1H), 7.13 (d, /=
2.3 Hz, 1H), 5.49 (d, J=4.1 Hz, 1H), 4.35 (m, 1H), 4.06 (q, /= 6.8 Hz, 1H), 1.25 (d, J= 6.7
Hz, 3H), 1.22 (d, /= 6.9 Hz, 3H).

Example 49
2.2.2-Trifluoro-N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-ylloxy-1-(3-hydroxyphenyl)propan-2-
yl]acetamide

@l?fb

F
To a stirred solution of 2,2,2-trifluoro-N-((1R,2S5)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-

Chiral

1-(3-methoxyphenyl)propan-2-yl)acetamide (Example 6, 10 mg, 20 pmol) in methylbenzene
(1 ml) was added dodecanethiole (1 ml), followed with anhydrous aluminium chloride (5.3
mg, 40 pmol). The mixture was stirred at 40 °C for 1 h. Methylbenzene was removed in
vacuo, the solution in dodecanethiole was diluted with n-heptane (10 ml). Oily precipitate has
formed, which was washed with heptane, dried in vacuo, and dissolved in acetonitrile/water
mixture. The crude product was purified by preparative HPLC afforded 4 mg of product as a
white solid (42 %).

APCI-MS: m/z 474 [MH"]

Iy NMR (400 MHz, ds-acetone) & 8.60 (d, J= 8.0 Hz, 1H), 8.06 (d, J=0.5 Hz, 1H), 7.77 (m,
2H), 7.71 (d, J=9.2 Hz, 1H), 7.34 (m, 2H), 7.23 (dd, J = 6.9, 2.1 Hz, 1H), 7.19 (m, 1H), 7.14
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(d, J=2.1 Hz, 1H), 6.95 (m, 2H), 6.77 (dd, J= 8.0, 1.5 Hz, 1H), 5.44 (d, J= 4.6 Hz, 1H),
4.41 (m, 1H), 1.37 (d, J = 6.9 Hz, 3H).

Example 50
N-[(1R.25)-1-(4-ethylpheny])-1-[1-(4-fluoropheny]indazol-5-yl]oxy-propan-2-yl]-2-fluoro-
acetamide

Chiral
F\)L /'\/

9@

Prepared as described in Example 1using (1R,25)-1-(4-ethylphenyl)-1-{[1-(4-fluorophenyl)-1H-
indazol-5-ylJoxy } propan-2-amine (7a, 20 mg, 50 umol) and fluoroacetyl chloride (14 mg, 150
umol). Yield 15 mg (65 %).

APCI-MS: vz 450 [MH]

1 NMR (400 MHz, ds-acetone) 6 8.04 (d, J= 0.5 Hz, 1H), 7.77 (m, 2H), 7.70 (4, J= 9.2 Hz,
1H), 7.44 - 7.30 (m, 4H), 7.23 (m, 3H), 7.13 (d, J=2.3 Hz, 1H), 5.48 (d, /= 4.2 Hz, 1H),

4.78 (dd, J=26.4, 14.0 Hz, 1H), 4.67 (dd, J=26.4, 14.0 Hz, 1H), 4.42 (m, 1H), 2.62 (q, J=

7.6 Hz, 2H), 1.28 (d, /= 6.9 Hz, 3H), 1.19 (t, J= 7.6 Hz, 3H).

Example 51
N-[(1R.25)-1-(4-ethylpheny])-1-[1-(4-fluorophenyl)indazol-5-v]]oxy-propan-2-yl]-2-methyl-
propanamide

\HL J\,o

9@

Prepared as described in Example 1 using (1R,25)-1-(4-ethylphenyl)-1-{[1-(4-fluorophenyl)-1H-
indazol-5-ylJoxy } propan-2-amine (7a, 20 mg, 50 umol) and 2-methylpropanoyl chloride (16 mg,
150 umol). Yield 18 mg (78 %).

APCI-MS: mv/z 460 [MH"

1H NMR (400 MHz, ds-acetone) 6 8.04 (d, J= 0.7 Hz, 1H), 7.77 (m, 2H), 7.70 (d, J= 9.0 Hz,
1H), 7.39 - 7.30 (m, 4H), 7.22 (m, 3H), 7.15 (br. d, J= 8.1 Hz, 1H), 7.12 (d, J=2.3 Hz, 1H),

Chiral
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5.44 (d,J=4.1 Hz, 1H), 4.29 (m, 1), 2.61 (g, J = 7.6 Hz, 2H), 2.37 (septet, J = 6.9 Hz, 1H),
1.18 (m, 6H), 1.02 (d, J= 6.9 Hz, 3H), 0.92 (d, /= 6.9 Hz, 3H).

Example 52
N-[(1R.25)-1-(4-ethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-2.2-dimethyl-
propanamide

o) Chiral

N@f:N
>

Prepared as described in Example 1 using (1R,25)-1-(4-ethylphenyl)-1-{[1-(4-fluorophenyl)-1H-
indazol-5-yl]oxy}propan-2-amine (7a, 20 mg, 50 pmol) and 2,2-dimethylpropanoyl chloride (18
mg, 150 pmol). Yield 17 mg (71 %).

APCI-MS: vz 474 [MH']

g NMR (400 MHz, ds-acetone) & 8.04 (s, 1H), 7.77 (m, 2H), 7.69 (d, /= 9.2 Hz, 1H), 7.40 -
7.30 (m, 4H), 7.24 (dd, J=9.1, 24 Hz, 1H), 7.21 (d, /= 8.1 Hz, 2H), 7.14 (d, J=2.1 Hz,

1H), 6.75 (d, /= 8.1 Hz, 1H), 5.42 (d, J=4.8 Hz, 1H), 4.33 (m, 1H), 2.61 (q, /= 7.5 Hz, 2H),
1.22 (d,J=6.7 Hz, 3H), 1.18 (t, /=7.6 Hz, 3H), 1.05 (s, 9H).

Example 53
2-Fluoro-N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-
yllacetamide

; \)J\ /k/o Chiral

QQ

Prepared as described in Example 1 using (1R,25)-1-{[1-(4-fluorophenyl)-1H-indazol-5-

yl]oxy}-1-(3-methoxyphenyl)propan-2-amine (6a, 19 mg, 50 umol) and fluoroacetyl chloride
(14 mg, 150 pmol). Yield 16 mg (71 %).

APCI-MS: m/z 452 [MH']

1H NMR (400 MHz, ds-acetone) & 8.05 (d, /= 0.9 Hz, 1H), 7.77 (m, 1H), 7.71 (d,/=9.2 Hz,
1H), 7.42 (br. d, J= 8.7 Hz, 1H), 7.37 - 7.23 (m, 3H), 7.15 (d, /J=2.1 Hz, 1H), 7.05 (d, J =
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7.4 Hz, 2H), 6.86 (m, 1H), 5.47 (d, J = 4.2 Hz, 1H), 4.79 (dd, J = 26.3, 13.9 Hz, 1H), 4.67
(dd, J=26.3, 13.9 Hz, 1H), 4.44 (m, 1H), 3.78 (s, 3H), 1.30 (d, J = 6.9 Hz, 3H).

Example 54
N-[(1R 285)-1-[1-(4-fluorophenvylindazol-5-y]Joxy-1-(3-methoxvphenypropan-2-yl]-2-methoxy-
acetamide
Chiral
o\)L /'\/

& @
Prepared as described in Example 1 using (1R,25)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
yl]Joxy}-1-(3-methoxyphenyl)propan-2-amine (6a, 19 mg, 50 umol) and methoxyacetyl
chloride (16 mg, 150 pmol). Yield 23 mg (99 %).
APCI-MS: m/z 464 [MH]
1H NMR (400 MHz, ds-acetone) & 8.05 (d, J= 0.7 Hz, 1H), 7.78 (m, 2H), 7.71 (d, /= 9.2 Hz,
1H), 7.37 - 7.24 (m, 4H), 7.16 (d, J= 2.3 Hz, 1H), 7.14 (br. d, J= 9.5 Hz, 1H), 7.05 (m, 2H), 6.85
(dd, J=28.2, 1.7 Hz, 1H), 5.47 (d,J=4.2 Hz, 1H), 4.41 (m, 1H), 3.78 (s, 3H), 3.76 (q, J=17.1
Hz, 2H), 3.29 (s, 3H), 1.25 (d, J= 6.9 Hz, 3H).

Example 55
N-[(1R,25)-1-[1-(4-fluorophenylindazol-5-yl]loxy-1-(3-methoxyphenyl)propan-2-yl]-2-methyl-
propanamide

G Q

Prepared as described in Example 1using (1R,25)-1-{[1-(4-fluorophenyl)-1H-indazol-5-

Chiral

yl]loxy}-1-(3-methoxyphenyl)propan-2-amine (6a, 19 mg, 50 umol) and 2-methylpropanoyl
chloride (16 mg, 150 umol). Yield 17 mg (74 %).

APCI-MS: m/z 462 [MH']

1H NMR (400 MHz, ds-acetone) & 8.05 (d, J = 0.7 Hz, 1H), 7.77 (m, 2H), 7.70 (d, J= 9.2 Hz,
1H), 7.37 - 7.25 (m, 3H), 7.24 (dd, /= 9.1, 24 Hz, 1H), 7.16 (br. d, J=7.8 Hz, 1H), 7.13 (d, J
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=2.3 Hz, 1H), 7.03 (m, 2H), 6.84 (m, 1H), 5.44 (d, J = 4.1 Hz, 1H), 4.31 (m, 1H), 3.78 (s,
3H), 2.38 (septet, J = 6.8 Hz, 1H), 1.20 (d, J= 6.9 Hz, 3H), 1.02 (d, J = 6.7 Hz, 3H), 0.93 (d,
J=6.9 Hz, 3H).

Example 56
N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenvl)propan-2-

yl] cyclopentanecarboxamide

@*JV"

Chiral

Q

To a stirred solution of 1,1-carbonyldiimidazole (12 mg, 70 pmol) in dichloromethane (1 ml)
was added cyclopentanecarboxylic acid (11 ul, 100 pmol) to give a colorless solution. The
reaction mixture was stirred for 1 h at r.t. Then a solition of (1R,2S)-1-{[1-(4-fluorophenyl)-
1 H-indazol-5-yl]oxy}-1-(3-methoxyphenyl)propan-2~-amine (6a, 19 mg, 50 pmol) in
dichloromethane (0.5 ml) was added, and the stirring was continued at r.t. overnight. The
solvent was removed in vacuo, the residue dissolved in acetonitrile/water mixture, and the
crude product purified by preparative HPLC. Yield 18 mg (76 %).

APCI-MS: m/z 488 [MH']

1H NMR (400 MHz, ds-acetone) & 8.05 (s, 1H), 7.77 (m, 2H), 7.70 (d, /= 9.2 Hz, 1H),

7.38 -7.21 (m, 4H), 7.19 (br. d, J= 8.1 Hz, 1H), 7.13 (d, J= 2.3 Hz, 1H), 7.03 (m, 2H), 6.84
(m, 1H), 5.45 (d, J=4.1 Hz, 1H), 4.32 (m, 1H), 3.78 (s, 3H), 2.59 (quintet, J= 7.7 Hz, 1H),
1.78 - 1.40 (m, 8H), 1.20 (d, /= 6.9 Hz, 3H).

Example 57
(2R)-N-[(1R.25)-1-[1-(4-fluorophenvlindazol-5-ylloxv-1-(3-methoxyphenylpropan-2-y1]-2-

hydroxy-propanamide

HO\HL J\,

QQ

To a stirred solution of 1,1-carbonyldiimidazole (31 mg, 190 umol) in THF (1 ml) was added

Chiral

(2R)-2-hydroxypropanoic acid (18 mg, 20 pmol) to give a colorless solution. The reaction



103
WO 2008/076048 PCT/SE2007/001136

mixture was stirred for 1 h at r.t. Then a solition of (1R,2S)-1-{[1-(4-fluorophenyl)-1H-
indazol-5-yl]oxy}-1-(3-methoxyphenyl)propan-2-amine (6a, 39 mg, 100 pmol) in THF (0.5
ml) was added, and the stirring was continued at r.t. overnight. The solvent was removed ix
vacuo, the residue dissolved in acetonitrile/water mixture, and the crude product purified by
preparative HPLC. Yield 16 mg (35 %).

APCI-MS: vz 464 [MH]

1H NMR (400 MHz, ds-acetone) 6 8.05 (d, /= 0.5 Hz, 1H), 7.77 (m, 2H), 7.71 (d,/=9.2
Hz, 1H), 7.38 - 7.23 (m, 4H), 7.16 (d, J= 2.3 Hz, 1H), 7.05 (m, 2H), 6.85 (dd, /=8.2, 1.9 Hz,
1H), 5.45 (d, J=4.4 Hz, 1H), 4.37 (m, 1H), 4.07 (q, /= 6.8 Hz, 1H), 3.78 (s, 3H), 1.24 (d, J =
6.9 Hz, 3H), 1.18 (d, /= 6.9 Hz, 3H).

Example 58
(25)-N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-vl]oxy-1-(3-methoxyphenyl)propan-2-y1]-2-

hydroxy-propanamide

Prepared as described in Example 110 using (1R,2.5)-1-{[1-(4-fluorophenyl)-1H-indazol-5-

Chiral

ylloxy}-1-(3-methoxyphenyl)propan-2-amine (6a, 39 mg, 1000 pmol) and (2S5)-2-
hydroxypropanoic acid (18 mg, 20 pmol). Yield 17 mg (37 %).

APCI-MS: m/z 464 [MH']

1H NMR (400 MHz, ds-acetone) 6 8.05 (d, J= 0.5 Hz, 1H), 7.77 (m, 2H), 7.70 (d, J= 9.2 Hz,
1H), 7.39 - 7.23 (m, 4H), 7.15 (d, J=2.3 Hz, 1H), 7.04 (m, 2H), 6.85 (m, 1H), 5.46 (d, J=4.1
Hz, 1H), 4.36 (m, 1H), 4.06 (q, /= 6.7 Hz, 1H), 3.78 (s, 3H), 1.26 (d, /= 6.7 Hz, 3H), 1.23
(d, /= 6.9 Hz, 3H).

Example 59
N-[(1R.25)-1-[1-(4-fluorophenvindazol-5-y1l]oxy-1-[4-(trifluoromethyDphenvllpropan-2-v1]-2-

methoxy-acetamide
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o \)J\ J\/o Chiral

?Q

Prepared as described in Example 1 using (1R,25)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
yl]oxy}-1-[4-(trifluoromethyl)phenyl]propan-2-amine (59a, 21 mg, 50 pmol) and
methoxuacetyl chloride (16 mg, 150 pmol). Yield 17 mg (69 %).

APCI-MS: m/z 502 [MH"]

15 NMR (400 MHz, ds-acetone) & 8.05 (d, /= 0.5 Hz, 1H), 7.70 - 7.80 (i, 6H), 7.34 (m,
2H), 7.28 (dd, J=9.2, 2.5 Hz, 1H), 7.25 (br.d, J= 8.5 Hz, 1H), 7.17 (d, J = 2.3 Hz, 1H), 5.61
(d, /J=4.8 Hz, 1H), 4.44 (m, 1H), 3.80 (d, J= 15.0 Hz, 1H), 3.70 (d, /= 15.0 Hz, 1H), 3.28
(s, 3H), 1.28 (d, /= 6.9 Hz, 3H).

(1R, 2S)-1-{[1-(4-fluorophenyl)-1 H-indazol-5-yl]oxy}-1-[4-(trifluoromethyl)phenyl[propan-2-
amine (59a)

Chiral
N J\/O N
4
N

e

£
Prepared as described in Example 6 (step 6a), using (1R,2S5)-2-amino-1-[4-
(trifluoromethyl)phenyl]propan-1-ol (136 mg, 0.62 mumol). Yield 70 mg (32 %).

APCI-MS: m/z 430 [MH"]

g nMr (400 MHz, ds-DMSO+ D,0, TFA added) 6 8.18 (s, 1H), 7.69 - 7.81 (m, 3H), 7.65
(d, J=8.1 Hz, 2H), 7.39 (t, /= 8.8 Hz, 2H), 7.32 (dd, /= 9.2, 2.3 Hz, 1H), 7.15 (d, /= 2.1
Hz, 1H), 5.77 (d, J= 2.7 Hz, 1H), 3.78 (m, 1H), 1.16 (d, /= 6.9 Hz, 3H).

(1R, 25)-2-amino-1-[4-(trifluoromethyl)phenyl]propan-1-ol (59b)
Chiral

o
N™ Y
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Prepared from fert-butyl {(1S,2R)-2-hydroxy-1-methyl-2-[4-

(trifluoromethyl)phenyl]ethyl} carbamate (59¢, 279 mg, 0.87mmol) as described in Example 7,
Step 7b. Yield 175 mg (91 %).

APCI-MS: m/z 220 [MH']

ly nmr (400 MHz, d;-DMSOQ) 8 7.66 (d, J= 8.1 Hz, 2H), 7.53 (d, J= 8.1 Hz, 2H), 5.36 (s,
1H), 4.43 (s, 1H), 2.92 (dd, J= 6.5, 5.0 Hz, 1H), 1.39 (s, 2H), 0.83 (d, /= 6.4 Hz, 3H).

tert-Butyl {(1S,2R)-2-hydroxy-1-methyl-2-[4-(trifluoromethyl)phenyl]ethyl}carbamate (59c¢)

Ghiral

LA

F T
F

Prepared from fers-butyl {(1.5)-1-methyl-2-0x0-2-[4-(trifluoromethyl)phenyl]ethyl} carbamate
(58¢, 385 mg, 1.21 mmol) as described in Example 7, Step 7¢. Yield 279 mg (72 %).
lq MR (400 MHz, CDCl3) 6 7.62 (d, J= 8.1 Hz, 2H), 7.48 (d, J = 8.5 Hz, 2H), 4.93 (s, 1H),
4.56 (br.s, 1H), 4.04 (br.s, 1H), 3.52 (br.s, 1H), 1.48 (s, 9H), 1.00 (d, J= 6.9 Hz, 3H).

tert-Butyl {(15)-1-methyl-2-oxo-2-[4-(trifluoromethyl)phenyl]ethyl}carbamate (59c)

Chiral

A AN

FTF
F

To a stirred mixture of isopropylmagnesium chloride - lithium chloride complex (14 % wt =

1 M solution, 726 mg, 5 mmol, 5 ml) and THF (5 ml) was added 1-bromo-4-
(trifluoromethyl)benzene (1.125 g, 5 mmol) under argon. The stirring was continued at r.t. for
4 h. A solution of N*-(tert-butoxycarbonyl)-N-methoxy-N-methyl-L-alaninamide (232 mg, 1
mmol) in THF (10 ml) was added dropwise, and the stirring was continued overninght at r.t.
Then the reaction mixture was quenched with sat. aq. NH4Cl (20 ml), and stirring was
continued for 30 min. The layers were separated, the aqueous layer extracted with ethyl
acetate (20 ml). The combined organic extracts were dried over NaySOy, and the solvent was
evaporated to give yellow partly crystalline product. Purification by flash chromatography on
silica gel with n-heptane/ethyl acetate afforded colourless solid, 260 mg (82 %).
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1H NMR (400 MHz, CDCLs) § 8.09 (d, J = 8.0 Hz, 2H), 7.77 (d, J = 8.1 Hz, 2H), 5.46 (d, J =
7.1 Hz, 1H), 5.29 (quintet, J= 7.2 Hz, 1H), 1.46 (s, 9H), 1.41 (d, J= 7.1 Hz, 3H).

Example 60
N-[(1R.285)-1-[1-(4-fluorophenvyl)indazol-5-yl]oxy-1-[4-(trifluoromethyl)phenvlpropan-2-y1]-2-
hydroxy-acetamide

Ho\)J\ J\,o

?Q

Prepared as described in Example 5 using (1R,2S5)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
yl]oxy}-1-[4-(trifluoromethyl)phenyl]propan-2-amine (59a, 21 mg, 50 pmol) and 2-chloro-2-
oxoethyl acetate (21 mg, 150 pmol). Yield 18 mg (76 %).

APCI-MS: m/z 488 [MH]

1H NMR (400 MHz, ds-acetone) & 8.04 (d, J= 0.7 Hz, 1H), 7.70 - 7.80 (m, 6H), 7.43 (d, J=
8.7 Hz, 1H), 7.34 (m, 2H), 7.28 (dd, J=9.2,2.5 Hz, 1H), 7.17 (d, J= 2.3 Hz, 1H), 5.62 (d, J
=4.2 Hz, 1H), 4.44 (m, 1H), 3.90 (dd, J=21.0, 15.8 Hz, 2H), 1.27 (d, /= 6.9 Hz, 3H).

Chiral

Example 61
N-[(1R.25)-1-[1-(4-fluorophenvl)indazol-5-yl]oxy-1-[4-(trifluoromethyDphenyllpropan-2-

vl]propanamide

QLJVo

?Q

Prepared as described in Example 1 using (1R,25)-1-{[1-(4-fluorophenyl)-1H-indazol-5-

Chiral

yljoxy}-1-[4~(trifluoromethyl)phenyl]propan-2-amine (59a, 21 mg, 50 pmol) and propanoyl
chloride (14 mg, 150 pmol). Yield 17 mg (72 %).

APCI-MS: m/z 486 [MH']

g NMR (400 MHz, ds-acetone) 6 8.04 (d, J= 0.7 Hz, 1H), 7.68 - 7.80 (m, 6H), 7.34 (m, 2H),
7.30(d, J=8.3 Hz, 1H), 7.25 (dd, J=9.1, 2.4 Hz, 1H), 7.14 (d, J= 2.3 Hz, 1H), 5.58 (d, J=4.1
Hz, 1H), 4.35 (m, 1H), 2.12 (m, 2H), 1.21 (d, J= 6.9 Hz, 3H), 0.98 (t, J= 7.6 Hz, 3H).
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Example 62
2.2.2-Trifluoro-N-[ (1R ,25)-1-[1-(4-fluorophenyl)-6-methyl-indazol-5-yl]oxy-1-phenyl-

propan-2-vl]acetamide

oy
Fzz\;:H @iéLNN’O/F

Prepared as described in Example 1 using (1R,25)-1-[1-(4-fluorophenyl)-6-methyl-indazol-5-

yl]oxy-1-phenyl-propan-2-amine (50 mg, 0.13 mmol) and trifluoroacetic anhydride (0.075
mL, 0.53 mmol). Yield 54 mg (86 %).

APCI-MS: m/z 472.3 [MH"]

"H-NMR (400 MHz, CD;0D): § 7.91 (s, 1H), 7.66 (m, 2H), 7.49 (s, 1H), 7.44-7.40 (m, 2H),
7.35 (m, 2H), 7.32-7.26 (m, 3H), 6.89 (s, 1H), 5.41 (d, J=5.5 Hz, 1H), 4.44 (m, 1H), 2.51 (s,
3H), 1.40 (d, J=6.9 Hz, 3H).

(1R,25)-1-[1-(4-Fluorophenyl)-6-methyl-indazol-5-yl]oxy-1-phenyl-propan-2-amine (62a)

RO

Prepared as described in Example 1 from (1R,2S)-2-amino-1-phenylpropan-1-ol (257 mg,
1.70 mmol), and 1-(4-fluorophenyl)-5-iodo-6-methylindazole (200 mg, 0.57 mmol). Yield
169 mg (79 %).

'H-NMR (400 MHz, CD;0D): & 7.90 (s, 1H), 7.65 (m, 2H), 7.49 (s, 1H), 7.43-7.33 (m, 4H),
7.29 (m, 3H), 6.91 (s, 1H), 5.23 (d, J=4.8 Hz, 1H), 2.51 (s, 3H), 1.22 (d, J=6.5 Hz, 3H).

1-(4-Fluorophenyl)-5-iodo-6-methylindazole (62b)

)

N

.

F
5-Iodo-6-methylindazole (1.3 g, 5.0 mmol), p-fluorobenzeneboronic acid (1.4 g, 10 mmol),
anhydrous copper(Il) acetate (1.4 g, 7.5 mmol) and pyridine (0.80 mL, 10 mmol) were stirred
in dichloromethane (30 mL) overnight. Additional portions of p-fluorobenzeneboronic acid

(0.47 g, 3.4 mmol), anhydrous copper(Il) acetate (0.45 g, 2.5 mmol) and pyridine (0.27 mL,



108
WO 2008/076048 PCT/SE2007/001136

3.4 mmol) were added. The mixture was filtered through celite after stirring for an additional
night. The filtrate was concentrated and purified by column chromatography (SiO;, toluene)
to give the subtitle compound (0.90 g, 51 %) as a light orange powder.

APCI-MS: m/z 353.1 [MH']

"H-NMR (400 MHz, CD:Cl,): 8 8.29 (s, 1H), 8.06 (s, 1H), 7.66 (m, 2H), 7.61 (s, 1H), 7.26
(m, 2H), 2.57 (s, 3H).

5-Iodo-6-methylindazole (62c)
l N
o,
N
H
1-Acetyl-5-iodo-6-methylindazole (1.5 g, 5.0 mmol) was sirred with ammonia (7 M in
methanol, 4 mL) in methanol/THF (2/1, 15 mL) for 1 h. The solution was evaporated to give

the subtitle compound (1.3 g, 100 %) as an off-white powder.
APCI-MS: m/z 259.1 [MH")

1-Acetyl-5-iodo-6-methylindazole (62d)

l N
pON
N

O

Acetic acid anhydride (6.9 mL, 72 mmol) was added to a slurry of 2,5-dimethyl-4-iodoaniline
(6.0 g, 24 mmol) and potassium acetate (2.4 g, 24 mmol) in benzene (50 mL). The mixture
was heated to 80 °C and isopentylnitrit (4.8 mL, 36 mmol) was added during 20 min. The
mixture was stirred at 80 °C overnight, then cooled and filtered. The filtrate was evaporated
and purified by column chromatography (SiO,, dichloromethane). Product containing
fractions were pooled and concentrated. The subtitle compound (1.5 g, 21 %) was obtained as
crystals from ethyl acetate.

TH-NMR (400 MHz, CD,Cl,): & 8.37 (s, 1H), 8.24 (s, 1H), 8.02 (s, 1H), 2.73 (s, 3H), 2.61 (s,
3H).

Example 63
N-[(1R.25)-1-[1-(4-Fluorophenyl)-6-methyl-indazol-5-vl]oxy-1-phenyl-propan-2-y1]-2.2-

dimethyl-propanamide
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Sy
Lo

Prepared as described in Example 1 using (1R,25)-1-[1-(4-fluorophenyl)-6-methyl-indazol-5-
yl]Joxy-1-phenyl-propan-2-amine (50 mg, 0.13 mmol) and pivaloyl chloride (0.065 mL, 0.53
mmol). Yield 53 mg (87 %).

APCI-MS: m/z 460.4 [MH']

'H-NMR (400 MHz, CD;0D): § 7.92 (s, 1H), 7.66 (m, 2H), 7.49 (s, 1H), 7.46-7.42 (m, 2H),
7.37-7.20 (m, 5H), 6.90 (s, 1H), 5.39 (d, J=5.7 Hz, 1H), 4.41 (m, 1H), 2.52 (s, 3H), 1.32 (d,
J=6.9 Hz, 3H), 1.04 (s, 9H).

Example 64
N-[(1R.285)-1-[1-(4-Fluorophenyl)-6-methyl-indazol-5-yl]loxy-1-phenyl-propan-2-yli]-2-
hydroxy-acetamide

NJ\/O
o ﬁg o

Acetoxyacetyl chloride (0.071 mL, 0.66 mmol) was addded to a solution of (1R,25)-1-(1-(4-
fluorophenyl)-6-methyl-1H-indazol-5-yloxy)-1-phenylpropan-2-amine (62 mg, 0.17 mmol)
and triethylamine (0.18 mL, 1.3 mmol) in THF (2.5 mL) at r.t.. The mixture was stirred

overnight and concentrated. The residue was dissolved in methanol (2 mL) and 28 %
ammonia (2 mL) and stirred at r.t. overnight. The title compound (57 mg, 80%) was obtained
after purification by semi-preparative HPLC.

APCI-MS: nv/z 434.3[MH"]

'H-NMR (400 MHz, CD;0D): § 7.90 (s, 1H), 7.66 (m, 2H), 7.51 (s, 1H), 7.45-7.41 (m, 2H),
7.37 (m, 2H), 7.33-7.26 (m, 3H), 6.86 (s, 1H), 5.46 (d, ]=4.3 Hz, 1H), 4.46 (m, 1H), 3.93 (m,
2H), 2.53 (s, 3H), 1.27 (d, ]=6.9 Hz, 3H).

Example 65
2.2 2-Trifluoro-N-[(1R.25)-1-[1-(4-fluorophenyl)-6-methyl-indazol-5-y1l]oxy~1-(3-

methoxyphenyl)propan-2-yl]acetamide
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e o

Prepared as described in Example 1 using (1R,2S)-1-[1-(4-fluorophenyl)-6-methyl-indazol-5-
yl]oxy-1-(3-methoxyphenyl)-propan-2-amine (73 mg, 0.18 mmol) and trifluoroacetic
anhydride (0.102 ml, 0.72 mmol). Yield 69 mg (76 %). '

APCI-MS: m/z 502.4 [MH']

'H-NMR (400 MHz, CDs0D): § 7.93 (s, 1H), 7.66 (m, 2H), 7.49 (s, 1H), 7.33-7.23 (m, 3H),
7.02-6.95 (m, 2H), 6.91 (s, 1H), 6.85 (dd, J;=8.1 Hz, J,=2.3 Hz, 1H), 5.37 (d, J=5.5 Hz, 1H),
4.44 (m, 1H), 3.77 (s, 3H), 2.51 (s, 3H), 1.40 (d, J=6.9 Hz, 3H).

(IR, 2S)-1-[1-(4-Fluorophenyl)-6-methyl-indazol-5-yl] oxy-1-(3-methoxyphenyl)-propan-2-
amine (65a)

B0

Prepared as described in Example 1 from (1R,2S)-1-hydroxy-1-(3-methoxyphenyl)propan-2-
aminium chloride (185 mg, 0.85 mmol) and 1-(4-fluorophenyl)-5-iodo-6-methylindazole (300
mg, 0.85 mmol). Yield 224 mg (65 %).

'H-NMR (400 MHz, CD;0D): § 7.92 (s, 1H), 7.66 (m, 2H), 7.49 (s, 1H), 7.33-7.25 (m, 3H),
7.01-6.95 (m, 2H), 6.93 (s, 1H), 6.85 (dd, J,=7.8 Hz, J,=2.1 Hz, 1H), 5.18 (d, J=5.0 Hz, 1H),
3.77 (s, 3H), 2.51 (s, 3H), 1.23 (d, J=6.5 Hz, 3H).

Example 66
N-[(1R.25)-1-[1-(4-Fluoropheny)-6-methyl-indazol-5-vlloxy-1-(3-methoxyphenylpropan-2-

v]]-2.2-dimethvyl-propanamide
>8_‘ J\/O

Prepared as described in Example 1 using (1R,2S)-1-[1-(4-fluorophenyl)-6-methyl-indazol-5-

yljoxy-1-(3-methoxyphenyl)-propan-2-amine (73 mg, 0.18 mmol) and pivaloyl chloride
(0.088 ml, 0.72 mmol). Yield 75 mg (85 %).
APCI-MS: m/z 490.4 [MH"]
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'H-NMR (400 MHz, CD;0D): § 7.93 (s, 1H), 7.66 (m, 2H), 7.49 (s, 1H), 7.32-7.22 (m, 3H),
7.03-6.98 (m, 2H), 6.92 (s, 1H), 6.83 (dd, 1,=8.5 Hz, J,=2.1 HZ, 1H), 5.35 (d, J=5.7 Hz, 1H),
440 (m, 1H), 3.77 (s, 3H), 2.52 (s, 3H), 1.32 (d, J=6.9 Hz, 3H), 1.06 (s, 9.

Example 67
N-[(1R.28)-1-[1-(4-Fluorophenyl)-6-methyl-indazol-5-ylloxy-1-(3-methoxvphenypropan-2-

yl1]-2-hydroxy-acetamide

o) J\,o
HO)‘N F
TSR0

Prepared as described in Example 102 using (1R,25)-1-[1-(4-fluorophenyl)-6-methyl-indazol-

5-ylJoxy-1-(3-methoxyphenyl)-propan-2-amine (73 mg, 0.18 mmol) and acetoxyacetyl
chloride (0.077 ml, 0.72 mmol). Yield 67 mg (80 %).

APCI-MS: m/z 464.3 [MH] |

'H-NMR (400 MHz, CD;0D): 8 7.92 (s, 1H), 7.67 (m, 2H), 7.50 (s, 1H), 7.33-7.25 (m, 3H),
7.03-6.97 (m, 2H), 6.89-6.84 (m, 2H), 5.43 (d, J=4.2 Hz, 1H), 4.46 (m, 1H), 3.93 (m, 2H),
3.77 (s, 3H), 2.53 (s, 3H), 1.27 (d, J=6.9 Hz, 3H).

Example 68
2.2 2-Trifluoro-N-[(2S*.38*)-3-[1-(4-fluorophenyl)indazol-5-v1l]oxy-4-phenoxy-butan-2-
yllacetamide

0
F%)LN,'\/O
F H 2 N

e

F

The racemate was prepared as described in Example 1 using (2RS,3RS)-3-[1-(4-
fluorophenyl)indazol-5-yl]oxy-4-phenoxy-butan-2-amine (0.13 g, 0.33 mmol) and
trifluoroacetic anhydride (0.14 ml, 1.0 mmol). Yield 155 mg (96 %). The two enantiomers
were separated by semi-preparative HPLC (ChiralpakIA, 21 x 250 mm, 5 um, 20 %
isopropanole/80% iso-hexane). Yield of the faster eluting compound was 57 mg.

APCI-MS: nv/z 488.3 [MH']
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'H-NMR (400 MHz, CD0D): & 8.14 (s, 1H), 7.71 (m, 2H), 7.64 (d, J=9.0 Hz, 1H), 7.43 (d,
J=2.1 Hz, 1H), 7.32 (m, 2H), 7.28-7.23 (m, 3H), 6.96-6.89 (m, 3H), 4.79 (m, 1H), 4.51 (m,
1H), 4.24 (m, 2H), 1.43 (d, J=6.9 Hz, 3H).

(2RS,3RS)-3-[1-(4-fluorophenyl)indazol-5-yl] oxy-4-phenoxy-butan-2-amine (68a)

HzNJ\é\/:’@QN
° 9

Prepared as described in Example 1 from (2RS,3RS)-3-amino-1-phenoxy-butan-2-ol (250 mg,
1.37 mmol), and 1-(4-fluorophenyl)-5-iodoindazole (557 mg, 1.64 mmol). Yield 157 mg (29
%).

"H-NMR (400 MHz, CD;0D): & 8.14 (s, 1H), 7.71 (m, 2H), 7.64 (d, ]=9.0 Hz, 1H), 7.46 (m,
1H), 7.35-7.21 (m, 5H), 6.95-6.88 (m, 3H), 4.59 (m, 1H), 4.28 (m, 2H), 3.41 (m, 1H), 1.29 (d,
J=6.7 Hz, 3 H).

(2RS,3RS)-3-Amino-1-phenoxy-butan-2-ol (68b)
OH
N T

O

3-Nitro-1-phenoxy-butan-2-ol (1.7 g, 8.0 mmol) in methanol (50 mL) was hydrogenated over
platinum oxide (300 mg) at atmospheric pressure overnight. The mixture was filtered through
celite and purified by semi-preparative HPLC (XBridge, C18, 5 um, 19 x 50 mm, 12 min
gradient of 5-20 % acetonitrile in (water + 2 mL NH3 /L). Fractions containing the faster
eluting peak were pooled and concentrated to give the subtitle compound (409 mg).

"H-NMR (400 MHz, CD;0D): § 7.26 (m, 2H), 6.98-6.89 (m, 3H), 4.01 (m, 2H), 3.80 (m,
1H), 3.07 (m, 1H), 1.15 (d, J=6.5 Hz, 3H). The coupling constant between the methine
protons was measured to 4.95 Hz. Comparison with the coupling constant of norephedrine,
with known stereochemistry, indicated that the first eluting racemate has the (2R,3R)/(2S,3S)-
configuration and the secondly eluting racemate has the (2R,3S)/(2S,3R)-configuration.

3-Nitro-1-phenoxy-butan-2-ol (68c)
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O

N02>_é©
Synthesized analogously to the method described by P. B. Kisanga and I. G. Verkade, J. Org.
Chem, 64, 4298-4303 (1999).
2-Phenoxyacetaldehyde (1.36 g, 10 mmol) was added to a suspension of anhydrous
magnesium sulfate (2.65 g, 22 mmol) in nitroethane (7.0 mL) under an argon atmosphere.
After 5 min a solution of 2,8,9-triisopropyl-2,5,8,9-tetraaza~1-phosphabicyclo[3,3,3 Jundecane
(0.30 g, 1.0 mmol) in nitromethane (3.0 mL) was added. The mixture was vigorously stirred
for 5 days at r.t., filtered through celite and concentrated. Purification by column
chromatography (SiO,, dichloromethane/t-butyl methyl ether) gave the subtitle compound as
an oil (1.7 g, 81 %).
"H-NMR (400 MHz, CDCL): & 7.32 (m, 2H), 7.02 (m, 1H), 6.92 (m, 2H), 4.92 (m, 0.6 H),
4.84 (m, 0.4 H), 4.6 (m, 0.4 H), 4.33 (m, 0.6 H), 4.17 (m, 0.6 H), 4.12-4.06 (m, 1H), 4.01 (m,
0.4 H), 2.78 (d, J=7.6 Hz, 0.6 H), 2.70 (d, ]=5.3 Hz, 0.4H), 1.68 (d, J=6.9 Hz, 1.2 H), 1.63 (d,

=6.9 Hz, 1.8H).

2-Phenoxyacetaldehyde (68d)

o~ )

Synthesized analogously to the method described by M. Daumas et al, Synthesis, 64-65
(1989).

Sodium periodate (0.65 M in water, 20 mL) was added to a vigourously stirred suspension of
silica gel (20 g) in dichloromethane (160 mL), followed by a solution of 3-phenoxy-1,2-
propanediol (1.68 g, 10.0 mmol) in dichloromethane (20 mL). After stirring for 10 min the
mixture was filtered and the filtrate was concentrated to give the subtitle compound (1.36 g,
100 %).

'H-NMR (400 MHz, CDCl;): 5 9.89 (s, 1H9, 7.33 (m, 2H), 7.04 (m, 1H), 6.92 (m, 2H), 4.59
(s, 2H).

Example 69
2.2 2-trifluoro-N-[(2R* 3R *)-3-[1-(4-fluorophenyl)indazol-5-yl]oxy-4-phenoxy-butan-2-
yl]acetamide
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e

Obtained as the slower eluting compound (49 mg) in the chiral separation in Example 68.
APCI-MS: m/z 488.3 [MH']

'H-NMR (400 MHz, CD;0D): & 8.13 (s, 1H), 7.71 (m, 2H), 7.64 (d, J=9.2Hz, 1H), 7.43 (4, =
2.1 Hz, 1H), 7.31(m, 2H), 7.28-7.22(m, 3H), 6.96-6.89 (m, 3H), 4.79 (m, 1H), 4.51 (m, 1H),
4.24 (m, 2H), 1.43 (d, J=7.1, 3H).

F

Example 70
2.2.2-Trifluoro-N-[(2RS,3SR)-3-[1-(4-fluorophenyl)indazol-5-y1Joxy-4-phenoxy-butan-2-

yllacetamide
(o] ,
F (0]

Prepared as described in Example 1 using (2RS,3SR)-3-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-
4-phenoxy-butan-2-amine (38 mg, 0.097 mmol) and trifluoroacetic anhydride (0.041 ml, 0.29
mmol). Yield 40 mg (85 %).

APCI-MS: m/z 488.3 [MH']

'H-NMR (400 MHz, CD;0OD): & 8.15 (s, 1H), 7.71 (m, 2H), 7.64 (d, J=9.2Hz, 1H), 7.50 (d, I=
2.3 Hz, 1H), 7.35-7.22 (m, 5H), 6.96-6.89 (m, 3H), 4.76 (m, 1H), 4.60 (m, 1H), 4.29 (m, 1H),
421 (m, 1H), 1.39 (d, J=6.9, 3H).

F

(2RS,3SR)-3-[1-(4-fluorophenyl)indazol-5-yl]oxy-4-phenoxy-butan-2-amine (70a)

HzNJ\(;)\Q\/r:N
J

Prepared as described in Example 1 from (2RS,3SR)-3-amino-1-phenoxy-butan-2-ol (319 mg,
1.75 mmol), and 1-(4-fluorophenyl)-5-iodoindazole (710 mg, 2.10 mmol). Yield 244 mg (36
%).
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'H-NMR (400 MHz, CD,CI2): § 8.06 (s, 1H), 7.67 (m, 2H), 7.59 (d, ]=9.2 Hz, 1H), 7.37 (d,
J=2.1 Hz, 1H), 7.30-7.20 (m, 5H), 6.97-6.88 (m, 3H), 4.39 (m, 1H), 4.29 (m, 1H), 4.19 (m,
1H), 3.43 (i, 1H), 1.25 (d, I=6.6 Hz, 3 H).

(2RS, 3SR)-3-Amino-1-phenoxy-butan-2-ol (70b)

HOH
H,N 0%3
The subtitle compound (319 mg) was obtained as the secondly eluting peak in the
chromatographic purification in Example 68b.
'H-NMR (400 MHz, CD;0D): § 7.27 (m, 2H), 6.98-6.89 (m, 3H), 4.02 (m, 2H), 3.67 (m,
1H), 3.08 (m, 1H), 1.17 (d, }=6.6 Hz, 3H). The coupling constant between the methine
protons was measured to 6.0 Hz. Comparison with the coupling constant of norephedrine,

with known stereochemistry, indicated that the first eluting racemate has the (2R,3R)/(2S,35)-
configuration and the secondly eluting racemate has the (2R,3S)/(25,3R)-configuration.

Example 71
N-T(1R.25)-1-T1-(4-Fluorophenylindazol-5-yl]oxy-1-(3-methoxyphenyvDpropan-2-v1]-2-(2-

methoxvethoxy)acetamide

Q )\/ 2
\oNoJ\\H QON
? (f)
F

Prepared as described in Example 1 using (1R,25)-1-[1-(4-fluorophenyl)-indazol-5-ylJoxy-1-

(3-methoxyphenyl)-propan-2-amine (50 mg, 0.13 mmol) and 2-(2-methoxyethoxy)acetyl
chloride (0.039 mL, 0.38 mmol). Yield 52 mg (80 %).

APCI-MS: m/z 508.4 [MH']

'H-NMR (400 MHz, CD;0D): § 8.01 (s, 1H), 7.67 (m, 2H), 7.59 (d, J=9.2 Hz, 1H), 7.32-7.21
(m, 4H), 7.08 (d, J=2.3 Hz, 1H), 7.04-7.00 (m, 2H), 6.84 (m, 1H), 5.34 (d, J=4.6 Hz, 1H),
4.41 (m, 1H), 3.92 (m, 2H), 3.77 (s, 3H), 3.59-3.55 (m, 2H), 3.53-3.49 (m, 2H), 3.34 (s, 3H),
1.27 (d, J=6.9 Hz, 3H).
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Example 72
2.2 2-Trifluoro-N-[(2S.3R)-3-[1-(4-fluorophenyl)indazol-5-yl]oxy-4-phenyl-butan-2-

yllacetamide

;ﬁ;\ﬁj\go@f}l
&

Prepared as described in Example 1 using (2,3R)-3-[1-(4-fluorophenyl)indazol-5-yl]oxy-4-
phenyl-butan-2-amine (60 mg, 0.16 mmol) and trifluoroacetic anhydride (0.090 mL, 0.64
mmol). Yield 45 mg (60 %).

APCI-MS: m/z 472.3 [MH]

'H-NMR (400 MHz, CD;0D): § 9.23 (dd, J= 7.6 Hz, 1H), 8.05 (s, 1H), 7.67 (m, 2H), 7.54 (d,
J=9.2 Hz, 1H), 7.34-7.22 (m, 6H), 7.20-7.15 (m, 1H), 7.12 (d, J=2.0 Hz, 1H), 7.02 (dd, J;=9.2
Hz, J,=2.1 Hz, 1H), 4.71 (m, 1H), 4.23 (m, 1H), 3.01 (d, J=6.4 Hz, 2H), 1.39 (d, J=6.9 Hz,
3H).

F

(2S,3R)-3-[1-(4-Fluorophenyl)indazol-5-yl]oxy-4-phenyl-butan-2-amine (72a)

HZNJ\E’O\C(‘\N
&

Prepared as described in Example 1 from (2S,3R)-3-hydroxy-4-phenylbutan-2-aminium
chloride (290 mg, 1.44 mmol) and 1-(4-fluorophenyl)-5-iodoindazole (583 mg, 1.73 mmol).
Yield 340 mg (63 %).

'H-NMR (400 MHz, CD;0D): & 8.07 (s, 1H), 7.68 (m, 2H), 7.56 (d, ]=9.0 Hz, 1H), 7.34-7.12
(m, 8H), 7.09 (dd, J1=9.2 Hz, J],=2.3 Hz, 1H), 4.52 (m, 1H), 3.15 (m, 1H), 3.05 (m, 1H), 2.94
(m, 1H), 1.27 (d, J=6.5 Hz, 3H).

F

(2S,3R)-3-Hydroxy-4-phenylbutan-2-aminium chloride (72b)
Ao
0
Hydrochloric acid (5 to 6 M in isopropanol, 4 mL) was added to a solution of tert-butyl
(2S,3R)-3-hydroxy-4-phenylbutan-2-ylcarbamate (640 mg, 2.41 mmol) in ethyl acetate (4

mL). The mixture was stirrred at 50 °C for 2.5 h and then concentrated. The solid was
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dissolved in warm ethanol (4-5 mL). Diethyl ether (ca 15 mL) was added under stirring to
give the subtitle compound as a light lilic precipitate (290 mg, 60%).

"H-NMR (400 MHz, CD;0D): § 7.35-7.20 (m, 5H), 4.00 (m, 1H), 3.23 (m, 1H), 2.79 (m,
2H), 1.32 (d, J=6.9 Hz, 3H).

tert-Butyl N-[(2S,3R)-3-hydroxy-4-phenyl-butan-2-yl]carbamate (72c)

HOH
TR

Prepared as described in Example 6 from tert-butyl N-[(2S)-3-0x0-4-phenyl-butan-2-
yl]carbamate (650 mg, 2.47 mmol). Yield 646 mg (99 %; containing 15% of the (25,35)-
diastereoisomer).

'H-NMR (400 MHz, CD,CL,): § 7.34-7.28 (m, 2H), 7.25-7.20 (m, 3H), 4.81 (broad s, 1H),
3.84 (m, 1H), 3.71 (m, 1H), 2.70 (m, 2H), 1.42 (s, 9H), 1.16 (d, J=6.7 Hz, 3H).

tert-Butyl N-[(2S)-3-0xo-4-phenyl-butan-2-yl]carbamate (72d)

Prepared as described in Example 6 from (S)-fer#-butyl 1-(methoxy(methyl)amino)-1-
oxopropan-2-ylcarbamate (600 mg, 2.58 mmol) and benzylmagnesium chloride (2.0 M in
THF, 3.87 mL, 7.75 mmol). Yield 653 mg (96%).

"H-NMR (400 MHz, CD,Cly): § 7.36 —7.30 (m, 2H), 7.29-7.24 (1, 1H), 7.21-7.17 (m, 2H),
5.18 (broad s, 1H), 4.35 (m, 1H), 3.81 (m, 2H), 1.42 (s, 9H), 1.32 (d, J=7.1 Hz, 3H).

Example 73
N-[(2S8.3R)-3-[1-(4-Fluorophenyl)indazol-5-y]]oxy-4-phenyl-butan-2-y1]-2.2-dimethyl-
propanamide

S pies
Sl

Prepared as described in Example 1 using (2S,3R)-3-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-4-
phenyl-butan-2-amine (60 mg, 0.16 mmol) and pivaloyl chloride (0.078 mL, 0.64 mmol).
Yield 53 mg (72 %).

APCI-MS: m/z 460.4 [MH]
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'H-NMR (400 MHz, CD;0D): § 8.02 (s, 1H), 7.66 (m, 2H), 7.53 (d, ]=9.0 Hz, 1H), 7.34-7.21
(m, 6H), 7.19-7.13 (m, 1H), 7.07 (d, J=2.1 Hz, 1H), 7.02 (dd, J,;=9.0 Hz, J,=2.3 Hz, 1H), 4.74
(m, 1H), 4.14 (m, 1H), 2.99 (d, J=6.4 Hz, 2H), 1.33 (d, J=6.9 Hz, 3H), 1.02 (s, 9H).

Example 74
N-[(25.3R)-3-[1-(4-Fluorophenvlindazol-5-yl]oxy-4-phenyl-butan-2-y1}-2-hvdroxy-

acetamide

HOJ?\NJ\_,O©\A\
H O} N
&

Prepared as described in Example 64 using (25,3R)-3-[1-(4-fluorophenyl)indazol-5-yl]oxy-4-
phenyl-butan-2-amine (60 mg, 0.16 mmol) and acetoxyacetyl chloride (0.069 mL, 0.64
mmol). Yield 60 mg (87 %).

APCI-MS: m/z 434.3 [MH"]

'H-NMR (400 MHz, CD:0D): & 8.06 (s, 1H), 7.68 (m, 2H), 7.55 (d, 1=9.0 Hz, 1H), 7.35-7.22
(m, 6H), 7.19-7.14 (m, 2H), 7.06 (dd, J;=9.0 Hz, J,=2.3 Hz, 1H), 4.70 (m, 1H), 4.22 (m, 1H),
3.89 (s, 2H), 3.02 (m, 2H), 1.35 (d, J=6.7 Hz, 3H).

F

Example 75
tert-Butyl [(1R.25)-1-[1-(4-fluorophenyl)indazol-5-vl]loxy-1-(3-methoxyphenyl)propan-2-

yl]carbamovlformate
0 )\/o
o Ty
(o]
[

F

Prepared as described in Example 1 using (1R,2S)-1-[1-(4-fluorophenyl)-indazol-5-ylJoxy-1-
(3-methoxyphenyl)-propan-2-amine (50 mg, 0.13 mmol) and tert-butyl 2-chloro-2-oxoacetate
(0.064 mL, 0.40 mmol) [prepared according to G. Bucher at al, Eur J Org Chem, 545-552
(2001); b.p. 54-55 °C, 21 mmHg]. Yield 44 mg (66 %).

APCI-MS: m/z 520.4 [MH"]

"H-NMR (400 MHz, CD;0D): & 8.01 (s, 1H), 7.66 (m, 2H), 7.59 (d, J=9.2 Hz, 1H), 7.33-7.20
(m, 4H), 7.09 (m, 1H), 7.04-6.98 (m, 2H), 6.84 (broad d, J=8.3 Hz, 1H), 5.32 (d, J=5.3 Hz,
1H), 4.35 (m, 1H), 3.77 (s, 3H), 1.50 (s, 9H), 1.33 (d, J=6.9 Hz, 3H).
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Example 76
N-[(1R.28)-1-[1-(4-Fluorophenyl)indazol-5-ylloxv-1-(3-methoxyphenylpropan-2-yl]Joxamide

HN\Q\\N m
"

N,N-Diisopropylamine (0.049 mL, 0.30 mmol) was added to a suspension of (1R,2S)-1-(1-(4-

fluorophenyl)indazol-5-yloxy)-1-(3-methoxyphenyl)propan-2-amine (53 mg, 0.14 mmol), 2-
amino-2-oxoacetic acid (12 mg, 0.14 mmol) and HBTU (62 mg, 0.16 mmoL) in
dichloromethane (2 mL). The mixture was stirred at r.t. overnight. The clear solution was
concentrated and purified by HPLC to give the title compound (43 mg, 69 %).

APCI-MS: m/z 463.3 [MH']

. 'H-NMR (400 MHz, CDs0D): & 8.00 (s, 1H), 7.66 (m, 2H), 7.59 (d, J=9.2 Hz, 1H), 7.33-7.21
(m, 4H), 7.08 (d, J=2.3 Hz, 1H), 7.04-6.99 (m, 2H), 6.83 (m, 1H), 5.34 (d, J=5.1 Hz, 1H),
4.35 (m, 1H), 3.77 (s, 3H), 1.31 (d, J=6.9 Hz, 3H).

Example 77
Propan-2-y1 [(1R.25)-1-[1-(4-fluorophenyl}indazol-5-y1]oxy-1-(3-methoxyphenyl)propan-2-

yl]carbamoylformate

Ao

Q
oA

2
Prepared as described in Example 1 using (1R,25)-1-[1-(4-fluorophenyl)-indazol-5-yl]oxy-1-
(3-methoxyphenyl)-propan-2-amine (53 mg, 0.14 mmol) and isopropyl 2-chloro-2-oxoacetate
(0.035 mL, 0.27 mmol) [prepared according to G. Bucher at al, Eur J Org Chem, 545-552
(2001); b.p. 54-55 °C, 30 mmHg]. Yield 54 mg (79%).
APCI-MS: m/z 506.4 [MH]
"H-NMR (400 MHz, CD;0D): § 8.00 (s, 1H), 7.66 (m, 2H), 7.58 (d, J=9.2 Hz, 1H), 7.32-7.21
(m, 4H), 7.08 (d, J=2.1 Hz, 1H), 7.04-6.99 (m, 2H), 6.83 (m, 1H), 5.32 (d, J=5.3 Hz, 1H),
5.06 (m, 1H), 4.37 (m, 1H), 3.77 (s, 3H), 1.34 (d, 1=6.9 Hz, 3H), 1.29 (t, J=5.8 Hz, 6H).
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Example 78
Ethyl [(1R.25)-1-[1-(4-fluorophenyl)indazol-5-y1Joxy-1-(3-methoxyphenyl)propan-2-

vl]carbamovylformate
S Ao
o LT
(o) Q
¥
F

Prepared as described in Example 1 using (1R,25)-1-[1-(4-fluorophenyl)-indazol-5-yljoxy-1-

(3-methoxyphenyl)-propan-2-amine (52 mg, 0.13 mmol) and ethyl 2-chloro-2-oxoacetate
(0.030 mL, 0.27 mmol). Yield 53 mg (81%).

APCI-MS: m/z 492.4 [MH"]

'H-NMR (400 MHz, CD;0D): & 8.00 (s, 1H), 7.65 (m, 2H), 7.58 (d, J=9.2 Hz, 1H), 7.32-7.20
(m, 4H), 7.07 (d, J=2.0 Hz, 1H), 7.04-6.98 (m, 2H), 6.83 (m, 1H), 5.33 (d, J=5.1 Hz, 1H),
4.38 (m, 1H), 4.27 (m, 2H), 3.76 (s, 3H), 1.34 (d, J=6.9 Hz, 3H), 1.31 (t, J=7.2 Hz, 3H).

Example 79 ,
N-[(1R.285)-1-[1-(4-Fluorophenyl)indazol-5-yl]oxy-1-(3-methoxvphenyl)propan-2-v1]-N'-

methyl-oxamide

Q
o
1

b
Prepared as described in Example 76 using (1R,2S)-1-[1-(4-fluorophenyl)-indazol-5-yljoxy-
1-(3-methoxyphenyl)-propan-2-amine (51 mg, 0.13 mmol) and 2-(methylamino)-2-oxoacetic
acid (13 mg, 0.13 mmol). Yield 34 mg (55 %).

APCI-MS: m/z 477.4 [MH']

'H-NMR (400 MHz, CD;0D): § 8.01 (s, 1H), 7.67 (m, 2H), 7.59 (d, J=9.2 Hz, 1H), 7.32-7.21
(m, 4H), 7.07 (d, J=2.3 Hz, 1H), 7.03-6.99 (m, 2H), 6.83 (m, 1H), 5.34 (d, J=5.0 Hz, 1H),
4.35 (m, 1H), 3.76 (s, 3H), 2.78 (s, 3H), 1.31 (d, J=6.9 Hz, 3H).

Example 80
N-[(1R.28)-1-[1-(4-Fluorophenvyl)indazol-5-yl]Joxy-1-(3-methoxyphenyl)propan-2-yl1]-N'.N'-

dimethyl-oxamide
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3 o
ke

Prepared as described in Example 76 using (1R,25)-1-[1-(4-fluorophenyl)-indazol-5-yljoxy-1-
(3-methc;xyphenyl)-propan—2—amine (51 mg, 0.13 mmol) and 2-(dimethylamino)-2-oxoacetic
acid (13 mg, 0.13 mmol). Yield 44 mg (69 %).
APCI-MS: m/z 491.4 [MH"]
"H-NMR (400 MHz, CD;0D): § 8.02 (s, 1H), 7.67 (m, 2H), 7.60 (d, J=9.2 Hz, 1H), 7.33-7.21
(m, 4H), 7.10 (d, J=2.1 Hz, 1H), 7.06-7.01 (m, 2H), 6.84 (m, 1H), 5.32 (d, J=5.1 Hz, 1H),
4.43 (m, 1H), 3.77 (s, 3H), 2.90 (s, 3H), 2.78 (s, 3H), 1.32 (4, J=6.9 Hz, 3H).

Example 81
N-[(1R.25)-1-[1-(4-Fluorophenylindazol-5-yl]oxvy-1-(3-methoxvphenyDpropan-2-v1]-N-

propan-2-yl-oxamide

Py
¥

Prepared as described in Example 76 using (1R,2S)-1-[1-(4-fluorophenyl)-indazol-5-yljoxy-1-

(3-methoxyphenyl)-propan-2-amine (53 mg, 0.14 mmol) and 2-(isopropylamino)-2-oxoacetic
acid (18 mg, 0.14 mmol). Yield 42 mg (62 %). ‘

APCI-MS: m/z 505.4 [MH]

'H-NMR (400 MHz, CD;0D): § 8.01 (s, 1H), 7.67 (m, 2H), 7.60 (d, J=9.2 Hz, 1H), 7.33-7.22
(m, 4H), 7.08 (d, J=2.1 Hz, 1H), 7.04-6.99 (m, 2H), 6.84 (m, 1H), 5.34 (d, J=5.1 Hz, 1H),
4.35 (m, 1H), 3.97 (m, 1H), 3.77 (s, 3H), 1.31 (d, J=6.9 Hz, 3H), 1.18 (d, J=6.6 Hz, 3H), 1.15
(d, J=6.7 Hz, 3H).

Example 82
N-[(1R.25)-1-[1-(4-FluorophenyDindazol-5-ylloxy-1-(3-methoxyphenyDpropan-2-y1}-N'-tert-
butyl-oxamide

g CC
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Prepared as described in Example 76 using (1R,25)-1-[1-(4-fluorophenyl)-indazol-5-yl]oxy-1-
(3-methoxyphenyl)-propan-2-amine (51 mg, 0.13 mmol) and 2-(tert-butylamino)-2-oxoacetic
acid (19 mg, 0.13 mmol). Yield 53 mg (78 %).

APCI-MS: m/z 519.4 [MH]

'H-NMR (400 MHz, CD;0D): § 8.01 (s, 1H), 7.67 (m, 2H), 7.60 (d, J=9.2 Hz, 1H), 7.33-7.22
(m, 4H), 7.08 (d, J=2.1 Hz, 1H), 7.03-6.98 (m, 2H), 6.84 (m, 1H), 5.33 (d, J=5.0 Hz, 1H),
4.33 (m, 1H), 3.77 (s, 3H), 1.35 s, 9H), 1.31 (d, J=6.9 Hz, 3H).

Example 83
N-((1R.25)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-methoxyphenyl)propan-2-yl)-4-

(trifluoromethyl)benzamide

P
] o Q

(1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-methoxyphenyl)propan-2-amine (62, 28

Chiral

mg, 0.07 mmol) and 4-(trifluoromethyl)benzoic acid (14 mg, 0.07 mmol) were dissolved in DMF
(0.265 mt). HBTU ( 30 mg, 0.08 mmol) and N,N-diisopropyl-ethylamine (0.026 ml, 0.16 mmol)
were added and the mixture was stirred over night at r.t.. Then it was diluted with acetonitrile and
purified by semi-preparative HPLC. Yield 24 mg (59 %).

APCI-MS: m/z 564 [MH']

1H NMR (300MHz, ds-dmso) & 8.77 (d, J= 8.2 Hz, 1H), 8.16 (d, J= 0.8 Hz, 1H), 7.98 - 7.78

(m, 4H), 7.77 - 7.65 (m, 3H), 7.45 - 7.34 (m, 2H), 7.30 - 7.19 (m, 2H), 7.12 (d,/=2.3 Hz,
1H), 7.07 - 6.97 (m, 2H), 6.84 - 6.78 (m, 1H), 5.41 (d, J= 5.6 Hz, 1H), 4.47 - 4.34 (m, 1H),
3.70 (s, 3H), 1.33 (d, /= 6.8 Hz, 3H).

Example 84
N-((1R.25)-1-(1-(4-fluoropheny])-1H-indazol-5-vloxvy)-1-(3-methoxypheny)propan-2-

vl)oxazole-2-carboxamide

N\ o] J\/ Chiral
Ty >

o.
o \/j)

F
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Prepared as described in Example 83 using (1R,25)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 28 mg, 0.07 mmol) and oxazole-2-
carboxylic acid (8 mg, 0.07 mmol). Yield 24 mg (69 %).

APCI-MS: nv/z 487 [MH"]

1H NMR (400 MHz, ds-dmso) & 8.83 (d, J= 8.8 Hz, 1H), 8.28 (s, 1H), 8.18 (s, 1H), 7.77 -
7.66 (m, 3H), 7.44 - 7.36 (m, 3H), 7.26 - 7.18 (m, 2H), 7.11 (d, J=2.3 Hz, 1H), 7.04 - 6.96
(m, 2H), 6.80 (dd, J=8.1,2.1 Hz, 1H), 5.39 (d, /= 6.5 Hz, 1H), 4.43 - 4.31 (m, 1H), 3.69 (s,
3H), 1.34(d, J= 6.7 Hz, 3H).

Example 85
N-((1R 25)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-methoxyphenyl)propan-2-

yl)oxazole-4-carboxamide

S Q

E

Prepared as described in Example 83 using (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 28 mg, 0.07 mmol) and oxazole-4-
carboxylic acid (8 mg, 0.07 mmol). Yield 26 mg (75 %).

APCI-MS: nv/z 487 [MH']

1H NMR (300 MHz, ds-DMSO) & 8.58 (d, /= 1.1 Hz, 1H), 8.50 (d, /= 0.9 Hz, 1H), 8.17 (d,
J=0.8 Hz, 1H), 8.11 (d, J=9.0 Hz, 1H), 7.78 - 7.66 (m, 3H), 7.44 - 7.34 (m, 2H), 7.28 -
7.18 (m, 2H), 7.12 (d, J=2.1 Hz, 1H), 7.04 - 6.97 (m, 2H), 6.83 - 6.77 (m, 1H), 5.45(d,J=
6.1 Hz, 1H), 4.47 - 4.33 (m, 1H), 3.70 (s, 3H), 1.30 (d, /= 6.8 Hz, 3H).

Example 86
N-((1R.28)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-methoxyphenyl)propan-2-
yDfuran-2-carboxamide

o/

2

13

Chiral
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Prepared as described in Example 83 using (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 28 mg, 0.07 mmol) and furan-2-carboxylic
acid (8 mg, 0.07 mmol). Yield 27 mg (78 %).

APCI-MS: m/z 486 [MH']

1H NMR (299.946 MHz, ds-dmso) 6 8.33 (d, /=8.5 Hz, 1H), 8.16 (d, /= 0.8 Hz, 1H), 7.82 -
7.65 (m, 4H), 7.44 -7.35 (m, 2H), 7.28 - 7.18 (m, 2H), 7.12 - 7.05 (m, 2H), 7.03 - 6.95 (m,
2H), 6.80 (dd, J=8.2, 1.8 Hz, 1H), 6.58 (dd, J=3.4, 1.7 Hz, 1H), 5.38 (d, J= 5.8 Hz, 1H),
441-4.28 (m, 1H),3.70 (s, 3H), 1.30(d, J= 6.9 Hz, 3H).

Example 87
N-((1R.28)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-methoxyphenyl)propan-2-

y)tmphene 2-carboxamide

E

Prepared as described in Example 83 using (1R,2S)~1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 28 mg, 0.07 mmol) and thiophene-2-
carboxylic acid (9 mg, 0.07 mmol). Yield 26 mg (72 %).

APCI-MS: m/z 502 [MH]

THNMR (300 MHz, ds-dmso) & 8.54 (d, /J=8.2 Hz, 1H), 8.16 (d, J= 0.8 Hz, 1H), 7.80 - 7.66
(m, 5H), 7.44 - 7.34 (m, 2H), 7.29 - 7.20 (m, 2H), 7.14 - 7.08 (m, 2H), 7.04 - 6.96 (m, 2H),
6.81 (dd, J=8.2,1.9 Hz, 1H), 5.40 (d, J=5.3 Hz, 1H), 4.39 - 4.26 (m, 1H), 3.70 (s, 3H),
1.31(d,J=6.9 Hz, 3H).

Example 88

N-((1R.28)-1-(1-(4-fluorophenvl)-1H-indazol-5-vloxy)-1-(3-methoxyphenvl)propan-2-
yD)pyrimidine-4-carboxamide

w
v

F
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Prepared as described in Example 83 using (1R,ZS)—l;(l-(4-ﬂuorophenyl)-lH-indazol-S-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 28 mg, 0.07 mmol) and pyrimidine-4-
carboxylic acid (9 mg, 0.07 mmol). Yield 12 mg (34 %).

APCI-MS: m/z 498 [MH']

1H NMR (300 MHz, ds-dmso) 6 9.32 (d, J=1.3 Hz, 1H), 9.04 (d, /= 5.0 Hz, 1H), 8.88 (d, J
=9.0Hz, 1H), 8.17 (d,J= 0.8 Hz, 1H), 7.94 (dd, /= 5.0, 1.3 Hz, 1H), 7.78 - 7.65 (m, 3H),
7.45 -7.34 (m, 2H), 7.26 - 7.19 (m, 2H), 7.14 (d, J=2.3 Hz, 1H), 7.04 - 6.98 (m, 2H), 6.83
-6.76 (m, 1H),5.51 (d, J=6.0 Hz, 1H), 4.53 - 4.39 (m, 1H), 3.68 (s, 3H), 1.34 (d, J=6.6
Hz, 3H).

Example 89
N-((1R.28)-1-(1-(4-fluoropheny])-1H-indazol-5-vloxy)-1-(3-methoxyphenvD)propan-2-

vl)picolinamide

age

F

Prepared as described in Example 83 using (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 28 mg, 0.07 mmol) and picolinic acid (9
mg, 0.07 mmol). Yield 14 mg (39 %).

APCI-MS: m/z 497 [MH']

1H NMR (300 MHz, ds-dmso) & 8.69 - 8.59 (m, 2H), 8.16 (d, /= 0.9 Hz, 1H), 8.01 - 7.96 (m,
2H), 7.77 - 7.65 (m, 3H), 7.63 - 7.55 (m, 1H), 7.44 - 7.34 (m, 2H), 7.28 - 7.20 (m, 2H),
7.15(d, J=2.1 Hz, 1H), 7.05 - 6.99 (m, 2H), 6.83 - 6.77 (m, 1H), 5.54 (d,J=5.4 Hz, 1H),
4.53 -4.40 (m, 1H), 3.68 (s, 3H), 1.31 (d, J= 6.8 Hz, 3H).

Example 90

N-((1R.28)-1-(1-(4-fluorophenvyl)-1H-indazol-5-vloxy)-1-(4-methoxypheny])propan-2-

ylpivalamide

ﬁJ\JV
5%

Chiral
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Prepared as described in Example 83 using (1R,25)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(4-methoxyphenyl)propan-2-amine (90a, 20 mg, 0.05 mmol) and Pivaloyl chloride
(19 pl, 0.15 mmotl). Yield 13 mg (55 %).

APCI-MS: vz 476 [MH']

1H NMR (300 MHz, ds-dmso) 6 8.17 (d, /= 0.8 Hz, 1H), 7.79 - 7.64 (m, 3H), 7.44 - 7.26 (m,
5H), 7.17 (dd, J= 9.2, 2.4 Hz, 1H), 7.09 (d, J=2.3 Hz, 1H), 6.91 - 6.85 (m, 2H),5.23 (d, J=
6.5 Hz, 1H), 4.23 - 4.09 (m, 1H), 3.70 (s, 3H), 1.22 (d, J= 6.8 Hz, 3H), 0.94 (s, 9H).

(IR, 2S)-1-(1-(4-fluorophenyl)- 1 H-indazol-5-yloxy)-1-(4-methoxyphenyl)propan-2-amine
(90a)

Prepared as described in Example 6 using (1R,25)-2-amino-1-(4-methoxy-phenyl)propan-1-ol
hydrochloride (87 mg, 0.40 mmol). Yield 43 mg (28%).
APCI-MS: m/z 392 [MH']

(1R, 25)-2-amino-1-(4-methoxy-phenyl)propan-1-ol hydrochloride (90b)

H. /'\/OH
N

"
ke
0\
Prepared as described in Example 6 using tert-butyl (1R,2S)-1-hydroxy-1-(4-
methoxyphenyl)propan-2-ylcarbamate (130 mg, 0.46 mmol). Yield 87 mg (86%).
APCI-MS: m/z 182 [MH']

tert-butyl (IR, 2S)-1-hydroxy-1-(4-methoxyphenyl)propan-2-ylcarbamate (90c)

A o

_Q....

SN
Prepared as described in Example 6 using (S)-fert-butyl 1-(4-methoxyphenyl)-1-oxopropan-2-
ylcarbamate (0.45 g, 1.61 mmol). Yield 389 mg (86%).
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1H NMR (300 MHz, ds-dmso) § 7.24 - 7.18 (m, 2H), 6.88 - 6.82 (m, 2H), 6.51 (d,./=8.8
Hz, 1H), 5.17 (d, J = 4.6 Hz, 1H), 4.47 - 4.40 (m, 1H),3.72 (s, 3H), 3.58 - 3.46 (m, 1H),
1.30 (s, 9H), 0.93 (d, J= 6.8 Hz, 3H).

(S)-tert-butyl 1-(4-methoxyphenyl)-1-oxopropan-2-ylcarbamate (90d)

ISEven

Prepared as described in Example 6 using tert-butyl {(1S)-2-[methoxy(methyl)amino]-1-
methyl-2-oxoethyl} carbamate (0.462 g, 2.0 mmol) and 4-methoxymethylmagnesium-
bromide(0.5M in THF, 12 ml, 6.0 mmol). Yield 0.45 g (80%).

1HNMR (300 MHz, ds-dmso) & 7.99 - 7.92 (m, 2H), 7.23 (d, J= 7.6 Hz, 1H), 7.07 - 7.01 (m,
2H), 5.07 - 4.96 (m, 1H), 3.84 (s, 3H), 1.36 (s, 9H), 1.21 (d, J= 7.2 Hz, 3H).

Example 91
N-((1R,25)-1-(1-(4-fluorophenyl)-1H-indazol-5-vloxy)-1-phenylpentan-2-y1)-2-
hydroxyacetamide

Chiral

Y
/

K
s N,

To a stirred solution of (1R, 2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-phenylpentan-2-
amine (91a, 13 mg, 0.03 mmol) in dry THF (1 ml) were added, at r.t., triethyl amine (28 pl,
0.2 mmol) and 2-chloro-2-oxoethyl acetate (10.8 pl, 0.1 mmol).The reaction was stirred over
night. The solvent was removed under reduced pressure. To the crude solid was added
Methanol (300 pl) and ammonium hydroxide (100 pl, 28 %) . The solution was stirred over
night.

The product was purified by preparative HPLC.

Yield. 14mg (94 %)

APCI-MS: m/z 448 [MH]

g NMR (399.99 MHz, dmso) & 8.15 (s, 1H), 7.77 - 7.71 (m, 2H), 7.67 (d, J=26.2 Hz, 1H),
7.48 (d, J=26.2 Hz, 1H), 7.43 - 7.36 (m, 4H), 7.33 (t,J=13.1 Hz, 2H), 7.29 - 7.16 (m, 2H),
7.16 - 7.03 (m, 1H), 5.38 (d, J=51.8 Hz, 1H), 4.19 (m, 1H), 3.76 (d, /= 15.7 Hz, 1H), 3.68
(d, J=15.7 Hz, 1H), 1.63 (m, 2H), 1.38 (m, 1H), 1.16 (m, 1H), 0.82 (t, J= 7.3 Hz, 3H)
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(1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-phenylpentan-2-amine (91a)

Chiral

In a vial under argon (1R,2S)-2-amino-1-phenylpentan-1-ol hydrochloride (91b, 46 mg, 0.21
mmol), 1-(4-fluorophenyl)-5-iodo-1H-indazole (87 mg, 0.26 mmol), copper(I)iodide (8.12
mg, 0.04 mmol) and cesium carbonate (278 mg, 0.85 mmol) were mixed in butyronitrile (0.6
mL). The vial was sealed and heated to 125 °C for 16 h. The mixture was filtered through
celite. The celite was washed with ethyl acetate. The collected organic phases were
evaporated and the crude product was purified by preparative HPLC. The pure fractions were
collected, ethyl acetate and a saturated sodium cabonate were added and the mixture was
shaken. The organic layer was separated and the water layer was washed twice with ethyl
acetate. The combined organic layers were dried over sodium sulphate and finaly evaporated
to give the pure product.

Yield: 30 mg, 36%

APCI-MS: m/z 390 [MH"]

g MR (400 MHz, DMSO-dg) 6 8.14 (s, 1H), 7.76 (m, 2H), 7.66 (d, J=9.2 Hz, 2H), 7.45 -
7.29 (m, 5H), 7.28 - 7.17 (m, 2H), 7.14 (d, J=2.1 Hz, 1H), 5.14 (d, J= 5.5 Hz, 1H), 3.03
(m, 1H), 1.61 (m, 2H), 1.44 - 1.14 (m, 4H), 0.85 (t,J=6.9 Hz, 3H)

(1R, 25)-2-amino-1-phenylpentan-1-ol hydrochloride (91b)

Chiral

wntliQ
A

NHz

(S)-tert-butyl 1-oxo-1-phenylpentan-2-ylcarbamate (91¢, 190 mg, 0.69 mmol) was dissolved
in toluene under argon. Triisopropoxyaluminum (28.0 mg, 0.14 mmol) was added followed
by 2-propanol (0.573 ml, 7.54 mmol). The reaction was stirred at 50 °C over night. The
solution was evaporated. Ethyl acetate was added, the suspension was stirred and finaly
filtered through celite. The eluent was evaporated and the crude product was purified by Flash
chromatography.

The pure tert-butyl (1R,2S5)-1-hydroxy-1-phenylpentan-2-ylcarbamate was dissolved in ethyl
acetate (1.2 ml). Water (50 ul) and hydrochloric acid in ethyl acetate (1.0 ml, 1.5 M) were

added. The solution was stirred at 50 °C for 90 min. A precipitation was formed. The volume
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was reduced to 2/3 by heavy stirring and a stream of argon gas. The stirring was continued for
1 h at r.t.. The suspension was filtered and the solid was dried at 50°C under reduced pressure
for 2 h.

Yield 59 mg, 39 %

APCI-MS: m/z 180 [MH']

1H NMR (400 MHz, DMSO-dg) & 8.04 (s, 3H), 7.43 - 7.23 (m, 5H), 6.03 (d, /=4.1 Hz,
1H), 4.99 (t, J= 3.4 Hz, 1H), 3.25 (m, 1H), 1.31 (m, 3H), 1.03 (m, 1H), 0.72 (t, /= 7.1 Hz,
3H)

(S)-tert-butyl I-oxo-1-phenylpentan-2-ylcarbamate (91c)

In a 50 mL round-bottomed flask was (S)-tert-butyl 1-(methoxy(methyl)amino)-1-oxopentan-
2-ylcarbamate (91d, 250 mg, 0.96 mmol) dissolved in THF (9,6 ml). Phenylmagnesium
bromide (2,88 ml, 2.88 mmol) 1,0 M in THF was added. The reaction was stirred at r.t. for Sh.

Chiral

The reaction was poured into a mixture of saturated ammonium chloride and ethyl acetate.
The mixture was shaken and the layers separated. The water layer was washed twice with
ethyl acetate. The combined organic layers were washed once with a small portion of water
and dried over sodium sulphate. The solvent was evaporated and the crude product was
purified by flash chromatography.

Yield: 190 mg, 71%

APCI-MS: m/z 178 [MH'-BOC]

g NMR (400 MHz, DMSO-ds) 6 7.95 (m, 2H), 7.65 (t, /J=21.4 Hz, 1H), 7.53 (t, /= 7.6 Hz,
2H), 7.28 (d, J= 7.8 Hz, 1H), 4.95 (m, 1H), 1.61 (m, 1H), 1.50 (m, 1H), 1.36 (m, 11H), 0.86
(t, J=17.3 Hz, 3H)

(S)-tert-butyl 1-(methoxy(methyl)amino)-I-oxopentan-2-ylcarbamate (91d)

0 Chiral

Qrow OrNH ol

Commercially available (2S)-2-[(tert-butoxycarbonyl)amino]pentanoic acid (1.0 g, 4.6 mmol)
and N,O-dimethylhydroxylamine hydrochloride (0.47 g, 4.8 mmol) were dissolved in DMF
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(18 ml). O-benzotriazole-1-yl-N,N,N',N'-tetramethyl-uronium hexafluorophosphate (1.92 g,
5.06 mmol) and N,N-diisopropylethylamine (2.47 ml, 14.5 mmol) were added. The reaction
was stirred at r.t. over night. The reaction was poured into a mixture of water and ethyl
acetate. The mixture was shaken, the layers separated and the water layer washed twice with
ethyl acetate. The collected organic phase was washed with a small portion of water and dried
over sodium sulphate. The solvent was removed under educed pressure and the crude product
was purified by flash chromatography.

Yield. 1.02 g, 85 %

APCI-MS: m/z 261 [MH']

g NMR (400 MHz, DMSO-dg) 6 6.96 (d, J= 8.3 Hz, 1H), 4.37 (m, 1H), 3.72 (s, 3H), 3.09
(s, 3H), 1.36 (m, 13H), 0.85 (t, /= 7.3 Hz, 3H)

Example 92
N-((IR,25)-1-(1-(4-fluorophenyl)-1H-indazol-5-vloxv)-1-phenvlpentan-2-yDpivalamide

Chirat

To a stirred solution of (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-phenylpentan-
2-amine (91a, 13 mg, 0.03 mmol) dissolved in dry THF (150 pumol) were added, atr.t.,
triethylamine (27.8 pl, 0.20 mmol) and pivaloyl chloride (12.3 ul, 0.1 mmo). The reaction was
stirred over night. The solvent was removed under reduced pressure, and the product purified
by preparative HPLC.

Yield. 13 mg, 0.027 mmol, 91 %

APCI-MS: m/z 474 [MH']

g NMR (400 MHz, DMSO-dg) 8 8.16 (s, 1H), 7.73 (m, 2H), 7.66 (d, J=37.5 Hz, 1H), 7.42
-7.36 (m, 4H), 7.31 (t,J=17.5 Hz, 2H), 7.25 - 7.16 (m, 3H), 7.11 -7.07 (m, 1H), 5.25(d,J
=33.3 Hz, 1H), 4.16 (m, 1H), 1.70 (m, 2H), 1.36 (m, 1H), 1.18 (m, 1H), 1.02 (s, 9H), 0.84 (t,
J=17.3 Hz, 3H)

Example 93
N-((1R,25)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-methoxyphenypentan-2-y1)-2-

hydroxvyacetamide
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Chiral

was synthesised in the same way as example 131 from (1R,2S5)-1-(1-(4-fluorophenyl)-1H-
indazol-5-yloxy)-1-(3-methoxyphenyl)pentan-2-amine (93a, 11 mg, 0.03 mmol).

The product was purified by preparative HPLC.

Yield. 12 mg, 92 %

APCI-MS: m/z 478 [MH"]

1H NMR (400 MHz, DMSO-dg) 6 8.17 (s, 1H), 7.74 (m, 2H), 7.68 (d, /= 9.2 Hz, 1H), 7.48
(d, J=9.6 Hz, 1H), 7.39 (m, 2H), 7.28 - 7.18 (m, 2H), 7.12 - 7.07 (m, 1H), 6.99 - 6.93 (mm,
2H), 5.35(d, J=5.5 Hz, 1H), 4.20 (m, 1H), 3.77 (d, J=15.7 Hz, 1H), 3.72 (s, 3H),3.70 (d, J
=16.6 Hz, 1H), 1.64 (m, 2H), 1.40 (m, 1H), 1.13 (m, 1H), 0.83 (t, /= 7.3 Hz, 3H)

(1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-methoxyphenyl)pentan-2-amine (93a)

Chiral

was synthesised in the same way as (91a) from (IR, 25)-2-amino-1-(3-methoxyphenyl)pentan-
1-ol hydrochloride (93b, 50 mg, 0.20 mmol).

The product was purified by preparative HPLC.

Yield. 26 mg, 31 %

APCI-MS: m/z 420 [MH"]

Iy NMR (400 MHz, DMSO-dg) 6 8.15 (d, J= 0.7 Hz, 1H), 7.74 (m, 2H), 7.66 (d, J=9.2 Hz,
2H), 7.39 (t, J = 8.8 Hz, 2H), 7.25 (m, 2H), 7.15 (d, /= 2.1 Hz, 1H), 7.00 (m, 2H), 6.82 (m,
1H), 5.10 (d, /= 5.3 Hz, 1H), 3.72 (s, 3H), 3.02 (m, 1H), 1.62 - 1.13 (m, 6H), 0.86 (t,/=7.0
Hz, 3H)

* (1R, 2S)-2-amino-1-(3-methoxyphenyl)pentan-1-ol hydrochloride (93b)

H Chiral

il
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was synthesised in the same way as 91b from (S)-ferz-butyl 1-(3-methoxyphenyl)-1-
oxopentan-2-ylcarbamate (213 mg, 0.693 mmol) .

Yield. 102 mg, 59 %

APCI-MS: m/z 210 [MH"]

Iy NMR (400 MHz, DMSO-dg) 8 7.98 (s, 3H), 7.29 (t, J= 7.9 Hz, 3H), 6.94 (m, 6H), 6.85
(m, 2H), 6.03 (d, /=4.1 Hz, 1H), 4.93 (s, 1H), 3.76 (s, 3H), 3.28 (m, 1H), 1.44 - 1.20 (m,
3H), 1.19 - 1.05 (m, 1H), 0.74 (t, /= 7.0 Hz, 3H)

(S)-tert-butyl I1-(3-methoxyphenyl)-1-oxopentan-2-ylcarbamate (93c)

o Chiral

A
Yy

!
was synthesised in the same way as (91c) from (S)-tert-butyl 1-(methoxy(methyl)amino)-1-
oxopentan-2-ylcarbamate (91d, 250 mg, 0.96 mmol) .
Yield. 213 mg, 72 %
APCI-MS: m/z 208 [MH-BOC}]
Iy NMR (400 MHz, DMSO-dg) 6 7.55 (d, J= 7.6 Hz, 1H), 7.44 (m, 2H), 7.27 (d, /= 8.0 Hz,
1H), 7.21 (m, 1H), 4.93 (m, 1H), 3.81 (s, 3H), 1.61 (m, 1H), 1.49 (m, 1H), 1.35 (m, 11H),
0.86 (t,J="7.3 Hz, 3H) ‘

Example 94
N-((1R,25)-1-(1-(4-fluorophenyl)-1H-indazol-5-vloxv)-1-(3-methoxyphenyl)pentan-2-
yDpivalamide

Chiral

was synthesised in the same way as example 92 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-
indazol-5-yloxy)-1-(3-methoxyphenyl)pentan-2-amine (93a, 11 mg, 0.03 mmol)

The product was purified by preparative HPLC.

Yield. 13 mg, 98 %

APCI-MS: m/z 504 [MH"]
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L1 NMR (400 MHz, DMSO-dg) 5 8.18 (s, 1H), 7.74 (m, 2H), 7.68 (d, J = 9.0 Hz, 1H), 7.39

(t,J = 8.8 Hz, 2H), 7.25 - 7.16 (m, 3H), 7.10 (m, 1H), 6.99 - 6.92 (m, 2H), 5.21 (d,J=6.9
Hz, 1H), 4.14 (m, 1H), 3.72 (s, 3H), 1.69 (m, 2H), 1.34 (m, 1H), 1.19 (m, 1E), 0.94 (s, 9H),
0.85 (t, J="7.3 Hz, 3H)

Example 95
N-((IR,25)-1-(1-(4-fluorophenyl)-1 H-indazol-5-yloxy)-1-phenylbutan-2-y1)-2-hydroxyacetamide

Chinal

was synthesised in the same way as example 131 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-
indazol-5-yloxy)-1-phenylbutan-2-amine (95a, 10 mg, 0.03 mmol).

The product was purified by preparative HPLC.
Yield. 12 mg, 100 %

APCI-MS: m/z 434 [MH"]

1H NMR (400 MHz, DMSO-de) 6 8.15 (s, 1H), 7.73 (m, 2H), 7.68 (d, J=9.0 Hz, 1H), 7.48
(d, J=31.2 Hz, 1H), 7.43 - 7.36 (m, 4H), 7.33 (t,J=7.5 Hz, 2H), 7.27 - 7.17 (m, 2H), 7.11 -
7.07 (m, 1H), 5.38 (d,J=5.7 Hz, 1H), 4.13 (m, 1H), 3.77 (d, J=15.7 Hz, 1H), 3.69 (d, /=
15.7 Hz, 1H), 1.73 (m, 1H), 1.58 (m, 1H), 0.83 (t, J=7.3 Hz, 3H).

(IR, 2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-phenylbutan-2-amine (95a)

Chiral
AW
& N/

'

was synthesised in the same way as (91a) from (/R,2S5)-2-amino-1-phenylbutan-1-ol
hydrochloride (95b, 53 mg, 0.26 mmol).

The product was purified by preparative HPLC.

Yield. 23 mg, 24 %

APCI-MS: m/z 376 [MH']

1H NMR (400 MHz, DMSO-ds) 6 8.14 (s, 1H), 7.75 (m, 2H), 7.66 (d, J=9.2 Hz, 1H), 7.46 -
7.30 (m, 6H), 7.25 (m, 1H), 7.19 (m, 1H), 7.14 (d, /= 2.1 Hz, 1H), 5.14 (d, J = 5.5 Hz, 1H),
2.95 (m, 1H), 1.67 (m, 1H), 1.29 (m, 3H), 0.95 (t, /= 7.3 Hz, 3H)
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(IR,2S5)-2-amino-1-phenylbutan-1-ol (95b)

H Chiral

2o

NH,

was synthesised in the same way as 90b from (S)-fer#-butyl 1-0x0-1-phenylbutan-2-
ylcarbamate (95¢, 209 mg, 0.795 mmol).

Yield. 60 mg, 38 %

APCI-MS: m/z 166 [MH"]

g NMR (400 MHz, DMSO-dg) 8 8.01 (s, 3H), 7.33 (m, 5H), 6.03 (d, /= 4.2 Hz, 1H), 4.97
(t,J=3.6 Hz, 1H), 3.20 (quintet, /= 4.0 Hz, 1H), 1.51 - 1.27 (m, 2H), 0.79 (t,J=17.5 Hz,
3H).

(S)-tert-butyl 1-oxo-1-phenylbutan-2-ylcarbamate (95¢c)

e

was synthesised in the same way as (91¢) from (S)-tert-butyl 1-(methoxy(methyl)amino)-1-
oxobutan-2-ylcarbamate (95d, 250 mg, 1.02 mmol) .

Yield. 209 mg, 78 %

APCI-MS: mv/z 164 [MH'-BOC]

1H NMR (400 MHz, DMSO-dg) 8 7.96 (d, /= 7.3 Hz, 2H), 7.64 (t, J= 7.3 Hz, 1H), 7.53 (t, J
= 7.7 Hz, 2H), 7.26 (d, /= 7.8 Hz, 1H), 4.89 (m, 1H), 1.72 (m, 1H), 1.53 (m, 1H), 1.37 (s,
8H), 0.90 (t, /= 7.3 Hz, 3H).

(S)-tert-Butyl 1-(methoxy(methyl)amino)-1-oxobutan-2-ylcarbamate (95d)

o} Chiral

ﬁ/oﬁ J)/NH o

was synthesised in the same way as (91d) from commercially available (25)-2-[(fert-
butoxycarbonyl)amino]butanoic acid (0.935 g, 4.60 mmol).

Yield. 0.987 g, 87 %

APCI-MS: m/z 191[MH'-56]
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'H NMR (400 MHz, DMSO-ds) 5 6.96 (d, J = 8.0 Hz, 1H), 4.29 (m, 1H), 3.72 (s, 3H), 3.10

(s, 3H), 1.53 (m, 2H), 1.37 (s, 9H), 0.86 (t, J="7.3 Hz, 3H)

Example 96
N-((IR,25)-1-(1-(4-fluoropheny])-1H-indazol-5-yloxy)-1-phenvlbutan-2-yl)pivalamide

Chiral

Was synthesised in the same way as example 132 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-
indazol-5-yloxy)-1-phenylbutan-2-amine (96a, 10 mg, 0.03 mmol). The product was purified
by preparative HPLC.

Yield. 11 mg, 90 %

APCI-MS: m/z 460 [MH']

1H NMR (399.99 MHz, dmso) & 8.16 (s, 1H), 7.76 - 7.70 (m, 2H), 7.67 (d, J=9.2 Hz, 1H),
7.43 -7.36 (m, 4H), 7.31 (t,J="7.4 Hz, 2H), 7.25 - 7.16 (m, 3H), 7.09 (m, 1H), 5.24 (d, J =
7.3 Hz, 1H), 4.07 (m, 1H), 1.82 (m, 1H), 1.67 (m, 1H), 0.93 (s, 9H), 0.83 (t, /= 7.4 Hz, 3H)

Example 97
N-((1R,25)-1-(1 -(4-fluoropheny])-1 H-indazol-5-yloxy)-1-(3-methoxyphenv])butan-2-y1)-2-

hydroxvacetamide

Chiral
x

N

x
o%
Iz

was synthesised in the same way as example 131 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-
indazol-5-yloxy)-1-(3-methoxyphenyl)butan-2-amine (97a, 13 mg, 0.03 mmol)

The product was purified by preparative HPLC.

Yield. 11 mg, 74 %

APCI-MS: m/z 464 [MH']

1H NMR (400 MHz, DMSO-dg) & 8.17 (s, 1H), 7.82 (m, 2H), 7.68 (d, J=9.2 Hz, 1H), 7.48
(d, J=9.4 Hz, 1H), 7.39 (m, 2H), 7.29 - 7.17 (m, 2H), 7.10 (m, 1H), 6.98 (m, 2H), 6.82 (m,
1H), 5.36 (d, J=5.7 Hz, 1H), 4.12 (m, 1H), 3.78 (4, /= 15.7 Hz, 1H), 3.72 (s, 3H), 3.71 (d, J
= 14.0 Hz, 1H), 1.72 (m, 1H), 1.59 (m, 1H), 0.84 (t, /= 7.3 Hz, 3H)
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(1R, 2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-methoxyphenyl) butan-2-amine (97a)

. N . Chiral
© /
s N

'3

HzN

—
was synthesised in the same way as (91a) from (1R,2S)-2-amino-1-(3-methoxyphenyl)butan-
1-ol hydrochloride (97b, 50 mg, 0.22 mmol).

The product was purified by preparative HPLC. Yield. 30 mg, 34 %

APCI-MS: m/z 406 [MH"]

Iy MR (400 MHz, DMSO-ds) 6 8.15 (s, 1H), 7.73 (m, 2H), 7.66 (d, J= 9.0 Hz, 2H), 7.39
(t, J=8.8 Hz, 2H), 7.29 - 7.17 (m, 4H), 7.15 (d, J= 2.1 Hz, 2H), 6.97 (m, 2H), 6.82 (m, 1H),
5.10 (d,J=5.7 Hz, 1H), 3.72 (s, 4H), 2.93 (m, 1H), 1.63 (m, 1H), 1.24 (m, 1H), 0.95 (t, /=
7.4 Hz, 3H).

(1R, 2S5)-2-amino-1-(3-methoxyphenyl) butan-1-ol (97b)

oH Ghiral

m

0

~

was synthesised in the same way as 90b from (S)-tert-butyl 1-oxo-1-phenylbutan-2-
ylcarbamate (97¢, 225 mg, 0.768 mmol) .

Yield. 115 mg, 65 %

APCI-MS: m/z 196 [MH]

1y nvR (400 MHz, DMSO-ds) 6 7.99 (s, 3H), 7.28 (t, J=7.8 Hz, 1H), 6.95 (m, 2H), 6.85
(m, 1H), 6.03 (d, J=4.1 Hz, 1H), 4.93 (t, J=3.5 Hz, 1H), 3.76 (s, 3H), 3.21 (m, 1H), 1.38
(m, 2H), 0.81 (t, /= 7.5 Hz, 3H).

(S)-tert-butyl 1-(3-methoxyphenyl)-1-oxobutan-2-ylcarbamate (97¢)

Chiral

~r
YY)

was synthesised in the same way as 91c¢ from (S)-zers-butyl 1-(methoxy(methyl)amino)-1-
oxobutan-2-ylcarbamate (95d, 250 mg, 1.02 mmol).
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Yield. 225 mg, 75 %

APCI-MS: m/z 194 [MH*-BOC]

1H NMR (400 MHz, DMSO-dg)  7.56 (d, J= 7.8 Hz, 1H), 7.45 (m, 2H), 7.23 (m, 2H), 4.88
(m, 1H), 3.81 (s, 3H), 1.71 (m, 1H), 1.52 (m, 1H), 1.36 (s, 9H), 0.89 (t, J="7.3 Hz, 3H).

Example 98
N-((IR,25)-1-(1-(4-fluorophenvyl)-1H-indazol-5-yloxy)-1-(3-methoxyphenyl)butan-2-
yDpivalamide

N " Chiral
& /
S N,
N

was synthesised in the same way as example 92 from (1R,2S5)-1-(1-(4-fluorophenyl)-1H-
yh y p S) pheny

indazol-5-yloxy)-1-(3-methoxyphenyl)butan-2-amine (97a, 13 mg, 0.03 mmol). The product
was purified by preparative HPLC. Yield. 12 mg, 76 %.

APCI-MS: m/z 490 [MH']

1H NMR (400 MHz, DMSO-dg) 6 8.18 (s, 1H), 7.74 (m, 2H), 7.68 (d, /=9.2 Hz, 1H), 7.39
(m, 2H), 7.20 (m, 3H), 7.09 (m, 1H), 6.97 (m, 2H), 6.79 (m, 1H), 5.21 (d,J= 7.1 Hz, 1H),
4.05 (m, 1H), 3.72 (s, 3H), 1.79 (m, 1H), 1.66 (m, 1H), 0.95 (s, 9H), 0.83 (t, /= 7.3 Hz, 3H)

Example 99
N-[(1RS.2SR)-1-[6-chloro-1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-fluorophenyl)propan-2-
y1]-2.2 2-trifluoro-acetamide

(o] Chiral
S 1 o
N Y
F aé \’N
N

Js:

F

(1RS,28R)-1-[6-chloro-1-(4-fluorophenyl)indazol-5-yljoxy-1-(4-fluorophenyl)propan-2-amine
(99a-rac-2, 10 mg, 0.02 mmol) and TEA (100 pl) in MeCN (1 ml) were mixed and
trifluoroacetic anhydride (10 pl, 0.07 mol) was added. The mixture was stirred at r.t. over
night. The title compound (10 mg, 82%) was obtained by preparative HPLC
(water/MeCN/1% TFA).
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14 NMR (400 MHz, CD;0D) 5 9.29 (d, J = 8.3 Hz, 1H), 8.02 (s, 1H), 7.78 (s, 1H), 7.67
(dd, J=8.9,4.7 Hz, 2H), 7.47 (dd, J = 8.7, 5.3 Hz, 2H), 7.31 (t, J = 8.7 Hz, 2H), 7.16 (s, 1H),
7.09 (t, J= 8.8 Hz, 2H), 5.44 (d, J= 6.0 Hz, 1H), 4.47 - 4.39 (m, 1H), 1.44 (d, J=6.7 Hz,
3H).

APCI-MS: 510 m/z [MH).

1-[6-chloro-1-(4-fluorophenyl)indazol-5-yl]oxy- I-(4-fluorophenyl) propan-2-amine (99a)

Chiral

2= relaive mixturo
1-{[6-Chloro-1-(4-fluorophenyl)-1H-indazol-5-ylJoxy }-1-(4-fluorophenyl)acetone (500 mg,
1.21 mmol), ammonium acetate (934 mg, 12.11) and cyanoborohydride on polymer support
(1.82 g, 3.63 mmol) were mixed in methanol (3 ml) and heated in micro at 140°C for 10 min.
The mixture was concentrated and treated with NaHCO3; and DCM. The organic phase was
concentrated and the crude product was purified by flash chromatography (EtOAc/hepténe
followed by EtOAc/methanol). The diasteromers were separated on preparative HPLC
(Kromasil column, water buffered with 2g NH4OAc/1, pH set to 5.5 with HOAc, and MeCN,
25%-75%) to give the syn-isomer (1LRS,2RS)-1-[6-chloro-1-(4-fluorophenyl)indazol-5-yl]oxy-
1-(4-fluorophenyl)propan-2-amine (98a-rac-1) as first eluated isomer (assignment by 1H-
NMR).

1H NMR (400 MHz, CD;0D) 6 8.05 (d, J= 0.9 Hz, 1H), 7.75 (s, 1H), 7.65 (tt,J=4.6,2.3
Hz, 2H), 7.53 (dd, J=12.0, 1.9 Hz, 2H), 7.34 - 7.26 (m, 3H), 7.13 (t, J= 8.8 Hz, 2H), 5.28
(d, J=8.3 Hz, 1H), 3.69 (dd, /= 8.2, 6.8 Hz, 1H), 1.17 (d, J = 6.7 Hz, 3H).

APCI-MS: 414 m/z [MH"].

The anti-isomer (1RS,2SR)-1-[6-chloro-1-(4-fluorophenyl)indazol-5-ylJoxy-1-(4-
fluorophenyl)propan-2-amine (99a-rac-2) was eluated secondly.

g MR (400 MHz, CD;0D) 6 8.02 (s, 1H), 7.79 (s, 1H), 7.69 - 7.64 (m, 2H), 7.48 - 7.43
(m, 2H), 7.31 (dd, J=20.8, 3.4 Hz, 2H), 7.18 - 7.10 (m, 3H), 5.41 (d, J=4.6 Hz, 1H), 3.46
(dt,J=11.1,6.6 Hz, 1H), 1.27 (d, J= 6.5 Hz, 3H).

APCI-MS: 414 mv/z [MH"].
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1-{[6-chloro-1-(4-fluorophenyl)-1H-indazol-5-yl]oxy}-1-(4-fluorophenyl)acetone (99b)

o)

4-Fluorophenylacetone (388 pl, 2.9 mmol) in DCM (12 ml) was cooled to 0°C and bromine
(672 mg, 2.9 mmol) was slowly added. The mixture was stirred for 30 min and then
concentrated in vacuo. The crude intermediate was added to a mixture of 6-chloro-1-(4-
fluorophenyl)-1H-indazol-5-0l, (99¢) (762 mg, 2.9 mmol) and potassium carbonate (804 mg,
5.8 mmol) in THF (12 ml). The mixture was stirred for 4 h, filtrated and concentrated. The
crude product was purified by flash chromatography (EtOAc/heptane, product eluted at 40%
EtOAc) to give the title compound (1.06 g, 88%).

APCI-MS: 413 m/z [MH'].

6-Chloro-1-(4-fluorophenyl)-1H-indazol-5-o0l (99¢)
HO

o0
cl N

Q

E
1-(4-Fluorophenyl)-6-chloro-5-methoxy-1H-indazole (99d) (0.91 mmol, 253 mg) was
dissolved in dichloromethane (4 mL) and BBr; (4 mL, 1 M/CH,Cl,) was added. The reaction
mixture was stirred in room temperature overnight before it was quenched with water (20
mL). The product was extracted with dichloromethane (2 x 20 mL) and washed with sat
NaHCQ;. The organic phase was dried over Na;SO4, concentrated and purified by flash
chromatography on silica gel (heptane-ethyl acetate). Yield: 219 mg (91%).

Iy NMR (500 MHz, CDCls) 6 8.09 (d, J=0.7 Hz, 1H), 7.70 (s, 1H), 7.67 - 7.60 (m, 2H),
7.37 (s, 1H), 7.28 - 7.23 (m, 2H), 5.43 (s, 1H).

APCI-MS nv/z (method A): 360,0 [MH+].

1-(4-Fluorophenyl)-6-chloro-5-methoxy-1H-indazole (99d)
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4-Chloro-2-fluoro-5-methoxy benzaldehyde (204 mg, 1.1 mmol) and 4-fluorophenylhydrazine
(176 mg, 1.1 mmol) were dissolved in N-methylporrolidine (5 mL). After addition of cesium
carbonate (1.15 g, 3.3 mmol) the mixture was heated in a microwave reactor (CEM
Discovery, 150 Watt) to 150°C for 20 min. After dilution with DCM the mixture was washed
with sat. NaHCOs, brine and the organic phase was evaporated. After purification of the crude
by flash chromatography on silica gel 253 mg (84%) of the subtitle compound were obtained.
APCI-MS: 277.0 m/z [MH].

Example 100
N-[(1RS.2SR)-1-[6-chloro-1-(4-fluorophenyl)indazol-5-yl]Joxv-1-(4-fluorophenyl)propan-2-
yllacetamide

O Chiral
N/f\/ o
a = relative mixture

The title compound was made from (1RS,2RS)-1-[6-chloro-1-(4-fluorophenyl)indazol-5-

ylJoxy-1-(4-fluorophenyl)propan-2-amine (99a-rac-1) and purified on preparative HPLC
(water/MeCN/1% TFA).

g NMR (400 MHz, CD;0D) & 8.02 (d, J= 0.7 Hz, 1H), 7.75 (s, 1H), 7.65 (tt,J=4.6,2.3
Hz, 2H), 7.45 (dd, /= 8.7, 5.5 Hz, 2H), 7.30 (t, /= 8.9 Hz, 2H), 7.24 (s, 1H), 7.10 (t, J=8.8
Hz, 2H), 5.44 (d, J= 5.3 Hz, 1H), 4.48 (dd, J=6.7, 5.7 Hz, 1H), 1.96 (s, 3H), 1.18 (d, /= 6.9
Hz, 3H).

APCI-MS: 456 m/z [MH"].

Example 101
N-[(15* 2R *¥)-1-[6-chloro-1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-fluorophenyl)propan-2-
yl]acetamide
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Q Chiral
)J\N/L\/O
N
/7
; N

Cl
F
E

= relative absolute
ISOMER 1

The title compound was obtained by acylation of (1RS,2SR)-1-[6-chloro-1-(4-
fluorophenyl)indazol-5-yl]oxy-1-(4-fluorophenyl)propan-2-amine (99a-rac-2) followed by
separation using chiral HPLC (Chiralpak IA; isohexane/ethanol 4:1) The title compund was
obtained as the first eluated enantiomer.

APCI-MS: 456 m/z [MH]

g NMR (400 MHz, CD30D) 6 8.01 (d, /=0.9 Hz, 1H), 7.78 (s, 1H), 7.69 - 7.64 (m, 2H),
745 (dd, J=12.0,1.9 Hz, 2H), 7.31 (t, J=8.7 Hz, 2H), 7.12 - 7.06 (m, 3H), 549 (d,J=4.4
Hz, 1H), 4.31 (dt,J=11.4, 6.9 Hz, 1H), 1.89 (s, 3H), 1.30 (d, /= 6.9 Hz, 3H)

Example 102
N-[(1R* 25*)-1-[6-chloro-1-(4-fluorophenyl)indazol-5-y1]oxy-1-(4-fluorophenyl)propan-2-

yl]acetamide

Chiral

a = relative absolute

ISOMER 2

Obtained from the separation described in Example 101 as the secondly eluated enantiomer.
1H NMR (400 MHz, CD50D) 6 8.01 (d, J= 0.9 Hz, 1H), 7.78 (s, 1H), 7.66 (dd, J=17.2, 3.5
Hz, 2H), 7.45 (dd, J=12.0, 1.9 Hz, 2H), 7.31 (ddd, J=12.3, 8.5, 3.7 Hz, 2H), 7.12 - 7.06 (m,
3H), 5.49 (d, J=4.6 Hz, 1H), 4.31 (dt, J=11.3, 6.9 Hz, 1H), 1.89 (s, 3H), 1.30 (d,/=6.9
Hz, 3H).

APCI-MS: 456 m/z [MH'].

Example 103
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2.2 2-trifluoro-N-((1R.28)-1-(1-(4-fluorophenyl)-1H-indazol-5-vlthio)-1-phenylpropan-2-
ylacetamide

)
V.
N—
F H A
N

Q

F
To (IR, 25)-1-(1-(4-fluorophenyl)-1H-indazol-5-ylthio)-1-phenylpropan-2-amine (0.024 g,
~0.06 mmol) in MeOH (2.5 mL), 1,1,3,3-tetramethylguanidine (0.056 mL, 0.45 mmol) and
ethyl trifluoroacetat (0.114 mL, 0.95 mmol) was added and the mixture was stirred at 1t O/N

Q,...

and than submited to purification on HPLC. The relevant fractions were collected freezdried
to give 16mg of product (53% yield) which was analysed by LC/MS and NMR.

APCI-MS: m/z 474 [MH'].

1H NMR (400 MHz, d¢-DMSO) 8 9.34 (s, 1H), 8.30 (s, 1H), 7.79 - 7.73 (m, 3H), 7.68 (d, J
= 8.8 Hz, 1H), 7.42 (t, /= 8.8 Hz, 2H), 7.32 (d, /= 9.3 Hz, 1H), 7.21 (dd, /= 11.5, 6.9 Hz,
4H), 4.40 (s, 1H),4.38 -4.28 (m, 1H), 1.42 (d, J=6.5 Hz, 3H).

(1R, 2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-ylthio)- I-phenylpropan-2-amine (103a)

NJ\rS N

Q

v
To N-((1R,25)-1-(1-(4-fluorophenyl)-1H~indazol-5-ylthio)-1-phenylpropan-2-y1)-2-
(trimethylsilyl)ethanesulfonamide (103a, 0.042 g, 0.08 mmol) in DMF (2 mL) cesium
fluoride (8.60 pL, 0.23 mmol) was added and the mixture was stirred at 95°C. Stirring was
continued at that temperature O/N. Cooled at rt the solvent was removed and the mixture was
partitioned between EtOAc /water the organic phase was than purified with HPLC The
relevant fractions were collected freezdried to give 24 mg of product (84% yield) which was
analysed by LC/MS.

APCI-MS: m/z 378 [MH"]

N-((1R,25)-1-(1-(4-fluorophenyl)-1H-indazol-5-ylthio)-I-phenylpropan-2-yl)-2-
(trimethylsilyl)ethanesulfonamide (103b)
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\/\/\

@",..

Q

-
To (2R,3R)-2-methyl-3-phenyl-1-(2-(trimethylsilyl)ethylsulfonyl)aziridine (103¢, 0.068 g,
0.23 mmol) in THF (2 mL) 1-(4-fluorophenyl)-1H-indazole-5-thiol (0.056 g, 0.23 mmol) and
sodium hydride dispertion,55-60% in oil (10.97 mg, 0.46 mmol) was added and the mixture
was stirred at r.t. LC/MS after 2 h showed product, stirring was continued at 40C for 4 h than
this mixture was stirred O/N at r.t.. The mixture was separeted between water and EtOAc and
the organic phase was purified with HPLC . The relevant fractions were collected freezdried
to give 12mg of product (10% yield) which was analysed by LC/MS.

APCI-MS: n/z 543.1 [MH"]

(2R,3R)-2-methyl-3-phenyl-1-(2-(trimethylsilyl)ethylsulfonyl)aziridine (103c)

To (2R,3R)-2-methyl-3-phenylaziridine (103d, 0.05 g, 0.38 mmol) in THF (3 mL) at —10°C
N,N-diisopropylamine (0.124 mL, 0.75 mmol) was added and stirred for 5 min before
(2R,3R)-2-methyl-3-phenyl-1-(2-(trimethylsilyl)ethylsulfonyl)aziridine (8.00 mg, 7.16 %) in
THF(1ml) was added in smal portions. The aceton/ice bath was than removed and the mixture
was stirred for 1hr at r.t. before the solvent was removed the mixture was dilute in MeCN an
putified on HPLC. The relevant fractions were collected freezdried to give 8mg (7%) of
product which was analysed by LC/MS.

APCI-MS: m/z 339.1 [MH™ MeCN]

S-1-(4-fluorophenyl)-1H-indazol-5-yl benzothioate (103d)

N N\

oy
4
N

Q

F
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To a solution of 1-(4-fluorophenyl)-5-iodo-1H-indazole (103e, 0.224 g, 0.66 mmol),
thiobenzoic acid (0.093 ml, 0.79 mmol), 3,4,7,8-tetramethyl-1,10-phenantroline (0.031 g, 0.13
mmol) and N,N-diisopropylamine (0.220 ml, 1.32 mmol) in toluene (2.5 ml) was added
copper(l) iodine (2.245 pl, 0.07 mmol). The resulting mixture was stirred at 110C O/N. The
reaction mixture was cooled to r.t. diluted with EtOAc and washed with water. The organic
phase was the dried the solvent evaporated and then purified on HPLC.The relevant fractions
were collected freezdried to give 45mg of product (20% yield) which was analysed by
LC/MS.

APCI-MS: m/z 349 [MH]

1-(4-fluorophenyl)-1 H-indazole-5-thiol (103e)
S
N

Q

-
To S-1-(4-fluorophenyl)-1H-indazol-5-yl benzothioate (0.046 g, 0.13 mmol) in methanol (3
mL) , potassium carbonate (0.011 mL, 0.20 mmol) was added and the mixture was stirred at
r.t. for 2 h. water was than added, 1N HCI (2 ml) and extracted with EtOAc (2*20ml), dried,
evaporated and then purified on HPLC. The relevant fractions were collected freeze dried and
analysed by LC/MS.

APCI-MS: m/z 245 [MH'].

Example 104
1-(Cyclopenty])-3-{(15.2R)-2-[1-(4-fluorophenyl)-1 H-indazole-5-y1oxv]-1-methyl-2-phenyl-
ethylturea

(aS,BR)-B-{[1-(4-Fluorophenyl)-1 H-indazole-5-yl]oxy} -a-methylbenzeneethanamine

(100 mg, 0.28 mmol), as described in Example 1, is dissolved in 1.77 mL dichloromethane
and cyclopentylisocyanate (0.031 mL, 0.28 mmol) is dropwise added. After stirring for 45
min at r.t. the solvent is removed and the residue purified by chromatography (silicagel,

eluents: hexane/ ethyl acetate). 94.8 mg (72.5%) of the title compound are obtained.
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MS (CI): 473 (M+)
'H-NMR (300 MHz, CDCL): § = 1.17 (3H), 1.22-1.45 (2H), 1.49-1.72 (4H), 1.82-2.03 (2H),
3.90-4.02 (1H), 4.19-4.80 (3H), 5.42 (1H), 6.98 (1H), 7.10-7.49 (8H), 7.50-7.70 (3H), 7.97 (LHD).

Example 105
1-{(1S2R)-2-{[1-(4-Fluorophenyl)-1 H-indazole-5-v1]oxy}-1-methvl-2-phenvlethyl}-3-(2-
furylmethyl)urea

(aS,BR)-B-{[1-(4-Fluorophenyl)-1 H-indazole-5-yl]oxy}-a-methylbenzeneethanamine (100

mg, 0.28 mmol), as described in Example 1, is dissolved in 1.77 mL dichloromethane and
furylmethylisocyanate (34.1 mg, 0.28 mmol) is dropwise added. After stirring for 45 min at

r.t. the solvent is removed and the residue purified by chromatography (silicagel, eluents:
hexane/ ethylacetate). 116.2 mg (86.7%) of the title compound are obtained.

MS (EI+): 484 (M)

"H-NMR (400 MHz, CDCls): § = 1.13 (3H), 4.22-4.45 (3H), 4.70-4.95 (broad, 2H), 5.43 (1H),
6.19 (1H), 6.29 (1H), 6.93 (1H), 7.12 (1H), 7.16-7.44 (8H), 7.52 (1H), 7.57-7.68 (2H), 7.95 (1H).

Example 106
Ethyl N-{[(15,2R)-2-{[1-(4-fluoropheny])-1H-indazole-5-y1]oxy}-1-methyl-2-

phenylethyl]carbamovl} glycinate
Vwr\*%@j

2

F

(oS, BR)-B-{[ 1-(4-Fluorophenyl)-1 H-indazole-5-yl]oxy}-o-methylbenzeneethanamine (80 mg,
0.22 mmol), as described in Example 1, is dissolved in 1.42 mL dichloromethane and
ethylisocyanatoacetate (28.6 mg, 0.22 mmol) is dropwise added. After stirring for 45 min at
r.t. the solvent is removed and the residue purified by chromatography (silicagel, eluents:
hexane/ ethylacetate). 85.4 mg (78.6%) of the title compound are obtained.

MS (CI+): 491 (M+)
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'H-NMR (400 MHz, CDCLy): § = 1.19 (3H), 1.29 (3H), 3.89-4.32 (5H), 4.82-5.12 (broad, 2H),
5.42 (1H), 6.96 (1H), 7.12-7.45 (8H), 7.55 (1H), 7.58-7.65 (2H), 7.96 (1H).

Example 107
1-((R)-1.2-Dimethylpropy)-3-{(15,2R)-2-[ 1-(4-fluorophenvyl)-1 H-indazole-5-y1l]oxy]-1-
methyl-2-phenylethyl}urea

TJLJV

7%

(aS,BR)-B-{[1-(4-Fluorophenyl)-1 H-indazole-5-yl]oxy}-a-methylbenzeneethanamine (50 mg,

0.14 mmol), as described in Example 1, is dissolved in 0.89 mL dichloromethane and (R)-(-)-
3-methyl-2-butylisocyanate (15.7 mg, 0.14 mmol) is dropwise added. After stirring for 90 min
at r.t. the solvent is removed and the residue purified by chromatography (silicagel, eluents:
hexane/ ethylacetate). 50.6 mg (77.1%) of the title compound are obtained.

MS (CI): 475 (M+)

"H-NMR (300 MHz, CDCls): § = 0.85-0.95 (6H), 1.10 (3H), 1.29 (3H), 1.69 (1H), 3.67 (1H),
4.00-4.70 (extremely broad, 2H), 4.30 (1H), 5.50 (1H), 7.03 (1H), 7.17-7.49 (8H), 7.58 (1H),
7.61-7.70 (2H), 8.00 (1H).

Example 108
1-{(15.2R)-2-{[1-(4-Fluorophenyl)-1 H-indazole-5-y1]oxy}-1-methyl-2-phenylethyl } -3-(2-
furylmethyl)thiourea

(0iS,BR)-B- {[1-(4-Fluorophenyl)-1 H-indazole-5-yl]oxy } -a~-methylbenzeneethanamine (50 mg,
0.14 mmol), as described in Example 1, is dissolved in 0.89 mL dichloromethane and
furylmethylisothiocyanate (19.3 mg, 0.14 mmol) is dropwise added. After stirring for 90 min
at r.t. water (5mL) is added and the reaction mixture extracted once with ethyl acetate (50
mL). The organic phase is washed with water (10 mL) and dried over Na,SOs. After filtration
the solvent is removed and the residue purified by chromatography (silicagel, eluents: hexane/

ethylacetate). 53.8 mg (77.7%) of the title compound are obtained.
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MS (CI+): 501 (M+)
'H-NMR (300 MHz, CDCls): § = 1.28 (3H), 4.52-4.92 (3H), 5.60 (lH) 6.08-6.68 (41D), 6.97
(1H), 7.19 (1H), 7.18-7.50 (8H), 7.55 (1H), 7.58-7.70 (2H), 8.00 (1H).

Example 109
N-{(15-1-[(R)-(3-Fluorophenyl)-{[1-(4-fluorophenvyl)-1 H-indazole-5-yl]oxvimethyl}-3-
methyl-buty]}-2-methoxvacetamide

@b

Q

N-(tert.-Butoxycarbonyl)-L-leucinal

Lithiumaluminiumhydride (863.5 mg, 22.8 mmol) is added in portions at 10 °C to N-(fert.-
butoxycarbonyl)-L-leucine-N’-methoxy-N’-methylamide (5 g, 18.2 mmol), dissolved in
diethylether (500 mL). After stirring of the reaction mixture for 1 h atr.t., a solution of 4.34 g
KHSO, in 91 mL water is added carefully at 10 °C. Afterwards the reaction mixture is
vigorously stirred for 30 min and the organic phase separated. After twice extraction of the
aqueous phase with diethylether the combined organic phases are washed with water and
brine and dried over Na,SOj4. The solvent is removed and the residue (4.3 g, >100%) is used
without further purification in the next step.

MS (CI+): 216 (M+)

'H-NMR (300 MHz, CDCl3): § = 0.85-1.02 (6H), 1.32-1.86 (12H), 4.24 (1H), 4.91 (1H), 9.59
(1H).

{(S)-1-[(3-Fluorophenyl)-hydroxymethyl]-3-methylbutyl}-carbamic acid tert.-butylester

An 1M 3-Fluorophenylgrignard solution (58.5 mL, 58.5 mmol) is added dropwise under
nitrogen and water bath cooling to N-(zert.-butoxycarbonyl)-L-leucinal (4.2 g, 19.5 mmol),
dissolved in 50.5 mL diethylether (the temperature rises to 30 °C). The reaction mixture is
stirred for 2 h at r.t. and then poured on NH4Cl/ ice. After extraction with diethylether (three
times) the combined organic phases are washed with water and brine. The solvent is dried
over Na,;SO, and evaporated. The residue is finally purified by chromatography (silicagel,
eluents: ethylacetate/ hexane). 4.7 g (77.4%) of the title compound as a mixture of two

stereoisomers are obtained.
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MS (CIH): 312 (M+)
'H-NMR (300 MHz, CDCL): § = 0.80-1.02 (6H), 1.28-1.55 (12H), 3.78 (1H), 4.64 (1H), 6.52-
6.66 (1H), 6.98 (1H), 7.01-7.13 (1H), 7.22-7.38 (1H).

(2S)-2-Amino-1-(3-fluorophenyl)-4-methyl-pentane-1-ol hydrochloride

The aforementioned described {(S)-1-[(3-fluorophenyl)-hydroxymethyl]-3-methylbutyl}-
carbamic acid fert.-butylester (4.7 g, 15.1 mmol) is dissolved in dioxane (37 mL). After
addition of HCl in dioxane (37.7 mL of a 4M solution) the reaction mixture is stirred for

4 h. After evaporation of the solvent the crude product (3.7 g, 99.5%) is used in the next step

without further purification.

(28)-2-Amino-1-(3-fluorophenyl)-4-methyl-pentane-1-ol
(25)-2-Amino-1-(3-fluorophenyl)-4-methyl-pentane-1-ol hydrochloride (1,6 g, 6.46 mmol) is
stirred overnight in a mixture of 1N NaOH (12.92 mL) and ethyl acetate (20 mL). The organic
phase is separated and the aqueous phase is washed twice with ethyl acetate. The combined
organic extracts are washed with brine, dried over Na,SO, and the solvent is evaporated.
After purification of the residue by chromatography (silicagel, eluents: dichloromethane/
methanol) 694 mg (50.9%) of the title compound as mixture of stereoisomers is obtatned.

MS (CI+): 212 (M)

'H-NMR (300 MHz, CDCls): & = 0.80-1.08 (6H), 1.20-1.35 (2H), 1.62-1.88 (1H), 1.90-2.55
(broad, 2H), 2.96 and 3.16 (combined 1H),4.33 and 4.63 (combined 1H), 7.02 (1H), 7.08-7.20
(2H), 7.29-7.41 (1H).

(a.S)-3-Fluoro-f-[[1-(4-fluorophenyl)-1 H-indazole-5-ylJoxy]-o-(2-

methylpropyl) benzeneethanamine

(25)-2-Amino-1-(3-fluorophenyl)-4-methyl-pentane-1-ol (350 mg, 1.66 mmol), S-iodo-1-(4-
fluorophenyl)-1H-indazole (672.2 mg, 1.99 mmol), cesiumcarbonate (1.08 g, 3.31 mmol),
copper (I)-iodide (157.8 mg, 0.83 mmol) and isobutyronitrile (1.75 mL) are stirred in a glass
pressure tube at 120 °C for 20 h. The reaction mixture is filtered via a glass microfibre filter,
the solvent evaporated and the residue purified by chromatography (silicagel, eluents:
ethylacetate/ methanol). 162.8 mg (23.3%) of the title compound are obtained.

MS (EI+): 421 (M)

'H-NMR (300 MHz, CDCly): § = 0.75-1.02 (6H), 1.25-1.90 (3H), 3.18 (broad, 1H), 4.95
(broad, 1H), 6.88-7.40 (8H), 7.53 (1H), 7.55-7.70 (2H), 7.99 (1H).
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N-{(1S)-1-[(R)-(3-Fluorophenyl)-{[1-(4-fluorophenyl)-1H-indazole-5-yl] oxy }methyl}-3-
methyl-butyl}-2-methoxyacetamide

(0:S)-3-Fluoro-B-[[ 1-(4-fluorophenyl)-1H-indazole-5-ylJoxy]-a~(2-
methylpropyl)benzeneethanamine (76.4 mg, 0.18 mmol) is dissolved in 7 mL
dichloromethane. Triethylamine (0.06 mL, 0.44 mmol) and 2-methoxyacetyl chloride (0.02
mL, 0.22 mmol) are added. After stirring overnight the reaction mixture is diluted with
dichloromethane, washed with water and brine and dried over Na,SO,. After filtration the
solvent is evaporated and the residue is purified by chromatography (silicagel, eluents:
ethylacetate/ hexane). The obtained mixture of the two stereoisomers is separated by HPLC
(Chiralpak AD-H 5pm, eluents: hexane/ ethanol) yielding 3.7 mg (10.2%) of the title
stereoisomer and 24.7 mg (68%) of the stereoisomer N-{(15)-1-[(S)-(3-fluorophenyl)-{[1-(4-
fluorophenyl)-1H-indazole-5-ylJoxy } methyl }-3-methyl-butyl}-2-methoxyacetamide.

MS (EI+): 421 (M)

'H-NMR (300 MHz, CDCL): &= 0.79 (3H), 0.93 (3H), 1.16-1.34 (2H), 1.55-1.76 (1H), 3.38
(3H), 3.79-3.98 (2H), 4.45 (1H), 5.39 (1H), 6.70 (1H), 6.93 (1H), 7.00 (1H), 7.09-7.40 (6H),
7.55 (1H), 7.58-7.69 (2H), 7.98 (1H).

Example 110
2.2.2-Trifluoro-N-{(15)-1-[(R)-(3-Fluorophenyl)-{[1-(4-fluorophenyl)-1 H-indazole-5-
yl]oxy}methyl}-3-methylbutyl}-acetamide

b
@

(0S)-3-Fluoro-B-[[ 1-(4-fluorophenyl)-1H-indazole-5-yl]oxy]-o-(2-
methylpropyl)benzeneethanamine described in Example 1 (76.4 mg, 0.18 mmol) is dissolved

in 7 mL dichloromethane. Triethylamine (0.06 mL, 0.44 mmol) and trifluoroacetanhydride
(0.03 mL, 0.22 mmol) are added. The reaction mixture is stirred overnight and then diluted
with dichloromethane, washed with water and brine and dried over Na,SO4. After filtration
the solvent is evaporated and the residue is purified by chromatography (silicagel, eluents:
ethyl acetate/ hexane). The obtained mixture of the two stereoisomers is separated by HPLC
(Chiralcel OJ-H 5p, eluents: hexane/ ethanol) yielding 3.8 mg (18.3%) of the title
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stereoisomer and 14.2 mg (68%) of the stereoisomer 2,2,2-trifluoro-N-{(15)-1-[(S)-(3-
fluorophenyl)-{[1-(4-fluorophenyl)-1H-indazole-5-yl]oxy}methyl }-3-methylbutyl} -
acetamide.

MS (EI+): 517 (M)

'H-NMR (400 MHz, CDCL): § = 0.81 (3H), 0.93 (3H), 1.23-1.39 (2H), 1.65-1.77 (1H), 4.49
(1H), 5.39 (1H), 6.41 (1H), 6.94 (1H), 7.04 (1H), 7.08-7.30 (5H), 7.39 (1H), 7.56 (1H), 7.59-
7.68 (2H), 7.99 (1H).

Example 111

N-[(1.S)-(2R)-(3-Fluorophenvyl)-2-{[1-(4-fluorophenyl)-1 H-indazole-5-y1]oxy}-1-
{methoxymethyDethyl}-2-methoxyacetamide

wLL

3%

(aS)-3-Fluoro-B-[[ 1-(4-fluorophenyl)-1 H-indazole-5-ylJoxy]-a-

(methoxymethyl])benzeneethanamine is synthesized in analogy to the sequence described in
example 1: commercially available Boc-Ser(Me)-OH is transformed into its Weinreb-amide.
Reduction to the aldehyde with LiAlH,, followed by reaction with

3-fluorophenylgrignard, cleavage of the protecting group, liberation of the amine from the
hydrochloride and etherification with 1-(4-fluorophenyl)-5-iodo-1H-indazole. This amine
(66.4 mg, 0.16 mmol) is dissolved in 7 mL of dichloromethane. Triethylamine (0.054 mL,
0.39 mmol) and 0.018 mL (0.19 mmol) 2-methoxyacetylchloride are added. The reaction
mixture is stirred for four h at r.t. and then diluted with dichloromethane, washed with water
and brine and dried over Na,SO4. After filtration the solvent is evaporated and the residue
purified by chromatography (silicagel, eluents: ethyl acetate/ hexane). The mixture of
stereoisomers is separated by HPLC (Chiralpak AD-H 5y, eluents: hexane/ ethanol) providing
3 mg (3.8%) of the title compound and 6 mg (7.6%) of the stereoisomer N-[(15)-(25)-(3-
fluorophenyl)-2- {[1-(4-fluorophenyl)-1 H-indazole-5-ylJoxy}-1-(methoxymethyl)ethyl]-2-
methoxyacetamide.

MS (CIH): 482 (M+)
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'"H.NMR (400 MHz, CDCls): § = 3.32-3.42 (1H), 3.38 (3H), 3.41 (3H), 3.53-3.62 (1H), 3.78-
3.98 (2H), 4.57 (1H), 5.52 (1H), 6.94-7.02 (2H), 7.06 (1H), 7.10-7.25 (5H), 7.29-7.38 (1H),
7.57 (1H), 7.59--7.68 (2H), 8.01 (1H).

Example 112
N-[(19)-(2R)-(3-Fluorophenyl)-2- {[1-(4-fluoropheny])-1H-indazol-5-yl]oxy}-1-
(methoxymethyl)ethy]]furan-2-carboxamide

o*Lcc
s

(auS)-3-Fluoro-B-[[1-(4-fluorophenyl)-1 H-indazole-5-yl Joxy]-a-
(methoxymethyl])benzeneethanamine (66.4 mg, 0.16 mmol) is dissolved in 7 mL of
dichloromethane. Triethylamine (0.054 mL, 0.39 mmol) and 25 mg (0.19 mmol)
2-furoylchloride are added. The reaction mixture is stirred for 4 h at r.t., diluted with

dichloromethane, washed with water and brine and dried over Na,SO,. After filtration the
solvent is evaporated and the residue purified by chromatography (silicagel, eluents: ethyl
acetate/ hexane). The mixture of stereoisomers is separated by HPLC (Chiralpak AD-H 5y,
eluents: hexane/ ethanol) providing 5 mg (6.1%) of the title compound and 2 mg (2.5%) of the
stereoisomer N-[(15)-(2S)-(3-fluorophenyl)-2-{[1-(4-fluorophenyl)-1H-indazole-5-yl]Joxy}-1-
(methoxymethyl)ethyl]furan-2-carboxamide.

MS (CI+): 504 (M+)

'H-NMR (400 MHz, CDCls): § = 3.38 (3H), 3.42-3.51 (1H), 3.60-3.69 (1H), 4.69 (1H), 5.58
(1H), 6.51 (1H), 6.83 (1H), 6.91-7.39 (9 H), 7.48 (1H), 7.55 (1H), 7.59-7.69 (2H), 8.01 (1H).

Example 113
N-[(15)-2-(3-Fluoropheny])-2-{[ 1-( 4-ﬂuoronhenvl)— 1H-indazol-5-y]]oxy}-1-

(hydroxymethylethyl]-2-methoxvacetamide
OH

o X %OT
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N-[(1S)-2-(3-Fluorophenyl)-2-{[ 1-(4-fluorophenyl)-1 H-indazole-5-yl] oxy}-1-
(benzyloxymethyl)ethyl]-2-methoxyacetamide
(aS)-3-Fluoro-B-[[1-(4-fluorophenyl)-1H-indazole-5-ylJoxy]-o-
[(phenylmethoxy)methyl]benzeneethanamine is synthesized in analogy to the sequence
previously described in example 1: commercially available Boc-Ser(Bn)-OH is transformed
into its Weinreb-amide. Reduction to the aldehyde with LiAlH,, reaction with 3-
fluorophenylgrignard, cleavage of the tert.-butyloxycarbonyl protecting group, liberation of
the amine from the hydrochloride and etherification with 1-(4-fluorophenyl)-5-iodo-1H-
indazole gives the desired amine. This amine (123.3 mg, 0.25 mmol) is dissolved in 10 mL of
dichloromethane. Triethylamine (0.084 mL, 0.61 mmol) and 0.028 mL (0.3 mmol) 2-
methoxyacetylchloride are added. The reaction mixture is stirred overnight at r.t., then diluted
with dichloromethane, washed with water and brine and dried over Na,SO4. After filtration
the solvent is evaporated and the residue purified by chromatography (silicagel, eluents: ethyl
acetate/ hexane). 79.1 mg (55.9%) of the title compound as a mixture of stereoisomers are
isolated.

MS (CI+): 559 (M+)

'H-NMR (300 MHz, CDCls): & = 3.40 and 3.43 (combined 3 H), 3.49-3.61 (l}f), 3.65-3.78
(1H), 3.79-4.00 (2H), 4.49-4.73 (3H), 5.48 and 5.61 (combined 1H), 6.95-7.43 (14H), 7.58
(1H), 7.62-7.73 (2H), 8.04 (1H).

N-[(1S)-2-(3-Fluorophenyl)-2-{[1-(4-fluorophenyl)-1 H-indazole-5-yl] oxy}-1-
(hydroxymethyl)ethyl]-2-methoxyacetamide

N-[(18)-2-(3-Fluorophenyl)-2-{[ 1-(4-fluorophenyl)-1H-indazole-5-yl]oxy}-1-
(benzyloxymethyl)ethyl]-2-methoxyacetamide (15 mg, 0.027 mmol) is dissolved in 10 mL
ethanol and Pd (10% on charcoal, 0.29 mg, 0.0027 mmol) is added. The reaction mixture is
charged with hydrogen and stirred for 2 h at r.t. After filtration of the reaction mixture via a
glass microfibre filter, the solvent evaporated and the residue purified by chromatography
(silicagel, eluents: ethylacetate/ hexane). 7.5 mg (59.6%) of the title compound as a mixture
of stereoisomers are obtained.

MS (CI+): 468 (M+)

'H-NMR (300 MHz, CDCl3): & = 2.20 (broad, 1 H), 3.41 and 3.45 (combined 3H), 3.70-4.03
and 4.05-4.21 (combined 4H), 4.31-4.47 (1H), 5.57-5.65 (1H), 6.99-7.12 (2H), 7.13-7.47

(7 H), 7.53-7.71 (3H), 8.04 (1H).
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Example 114
N-[(1S,2R)-1-Methyl-2-phenvyl-2-{[ 1-(3-pyridyl)-1H-indazol-5-yl]oxy}ethyl|furan-2-

carboxamide
[e]
= NJ\./ o Q
N4 H i N
a7
74 \N

—

5-Todo-1-(3-pyridyl)-1H-indazole

Cesiumcarbonate (26.84 g, 82.38 mmol) is added to a suspension of 2-fluoro-5-
iodobenzaldehyde (6.87 g, 27.46 mmol) and 3-pyridylhydrazine dihydrochloride (5 g,

27.46 mmol) in 136 mL N-methylpyrrolidon. The reaction mixture is stirred overnight at r.t.
After checking that the hydrazone has been formed (‘“H-NMR) the reaction mixture is heated
for 4 h at 160 °C. The reaction mixture is allowed to cool down and the darkbrown suspension
is poured on 1000 mL ice water. After vigorously stirring at r.t. for 45 min, the precipitated
product is sucked off via a glass microfibre filter, washed with water and dried at the
evaporator at 45 °C. 8.28 g (93.9%) of the title compound are obtained.

MS (CI+): 322 (M+)

"H-NMR (400 MHz, DMSO [d6]): § = 7.62 (1H), 7.72 (2H), 8.20 (1H), 8.32 (1H), 8.49 (1H),
8.61 (1H), 9.01 (1H).

(aS,pR)-B-{[1-(3-Pyridyl)- 1 H-indazole-5-yl]oxy}-a-methylbenzeneethanamine
(1R,25)-Norephedrine (500 mg, 3.31 mmol), 5-iodo-1-(3-pyridyl)-1H-indazole (1.08 g, 33.37
mmol), cesiumcarbonate (2.15 g, 6.61 mmol), copper (I)-iodide (314.9 mg, 1.65 mmol) and

| butyronitrile (2 mL) are stirred in a glass pressure tube at 120 °C for 20 h. The reaction
mixture is filtered via a glass microfibre filter, the solvent evaporated and the residue purified
by chromatography (silicagel, eluents: dichloromethane/ methanol). 307.8 mg (27%) of the
title compound are obtained.

MS (CI+): 345 (M+)

'H-NMR (300 MHz, CDCL): § = 1.27 (3H), 3.52 (1H), 5.05 (1H), 7.08 (1H), 7.15-7.60 (7H),
7.68 (1H), 7.99-8.12 (2H), 8.62 (1H), 9.08 (1H).

N-[(1S,2R)-1-Methyl-2-phenyl-2-{[ 1-(3-pyridyl)-1 H-indazole-5-yl]oxy}ethyl]furan-2-
carboxamide

(aS,BR)-B-{[1-(3-Pyridyl)-1H-indazole-5-ylJoxy}-a-methylbenzeneethanamine



154
WO 2008/076048 PCT/SE2007/001136

(75 mg, 0.22 mmol) is dissolved in 8 mL of dichloromethane. Triethylamine (0.072 mL,

0.52 mmol) and 2-furoylchloride (28.4 mg, 0.22 mmol) are added. After 4 h stirring at r.t. the
reaction mixture is diluted with dichloromethane, washed with water and brine and dried over
Na,SO4. The reaction mixture is filtered, the solvent evaporated and the residue purified by
chromatography (silicagel, eluents: ethyl acetate/ hexane). 46.4 mg (48.6%) of the title
compound are obtained.

MS (CI+): 439 (M+)

'H-NMR (300 MHz, CDCls): § = 1.29 (3H), 4.62 (1H), 5.51 (1H), 6.51 (1H), 6.78 (1H), 6.99
(1H), 7.13 (1H), 7.19-7.54 (8H), 7.63 (1H), 7.96-8.08 (2H), 8.59 (1H), 9.03 (1H).

Example 115
N-[(1S5.2R)-1-Methyl-2-phenyl-2- {[1-(4-pyridyl)-1 H-indazol-5-yl]oxy} ethy]]furan-2-

carboxamide .

5-Iodo-1-(4-pyridyl)-1H-indazole
Cesiumcarbonate (26.84 g, 82.38 mmol) is added to a suspension of 2-fluoro-5-
iodobenzaldehyde (6.87 g, 27.46 mmol) and 4-pyridylhydrazine dihydrochloride (5 g,

27.46 mmol) in 136 mL N-methylpyrrolidon. The reaction mixture is stirred overnight at r.t.
After checking that the hydrazone has been formed (‘H-NMR) the reaction mixture is heated
for 4 h at 160 °C. The reaction mixture is allowed to cool down and the darkbrown suspension
is poured on 1000 mL ice water. After vigorously stirring at r.t. for 45 min, the precipitated
product is sucked off via a glass microfibre filter, washed with water and dried at the
evaporator at 45 °C. The title compound is obtained with a yield of 92.3% (8.14 g).

'H-NMR (300 MHz, DMSO [d6]): & = 7.83 (1H), 7.89-7.92 (2H), 7.99 (1H), 8.39 (1H), 8.48
(1H), 8.70-8.78 (2H).

(aS,pR)-p-{[1-(4-Pyridyl)- 1 H-indazole-5-yl] oxy}-a-methylbenzeneethanamine
(1R,25)-Norephedrine (500 mg, 3.31 mmol), 5-iodo-1-(4-pyridyl)-1H-indazole (1.08 g,
3.37 mmol), cesiumcarbonate (2.15 g, 6.61 mmol), copper (I)-iodide (314.9 mg, 1.65 mmol)
and butyronitrile (2 mL) are stirred in a glass pressure tube at 120 °C for 20 h. The reaction

mixture is filtered via a glass microfibre filter, the solvent evaporated and the residue purified
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by chromatography (silicagel, eluents: dichloromethane/ methanol). 257.2 mg (22.6%) of the
title compound are obtained.

MS (CI+): 345 (M+)

'H-NMR (300 MHz, CDCls): § = 1.29 (3H), 3.45 (1H), 5.08 (1H), 7.05 (1H), 7.18-7.50 (6H),
7.62-7.83 (3H), 8.08 (1H), 8.63-8.82 (2H).

N-[(1S,2R)-1-Methyl-2-phenyl-2-{[ 1-(4-pyridyl)- 1 H-indazole-5-yl] oxy}ethyl[furan-2-
carboxamide

(@S, SR)-B-{[1-(4-Pyridyl)- I H-indazole-5-yl]oxy}-a-methylbenzeneethanamine (64.3 mg,

0.19 mmol) is dissolved in 7.1 mL of dichloromethane. Triethylamine (0.062 mL, 0.45 mmol)
and 2-furoylchloride (24.3 mg, 0.19 mmol) are added. After 4 h stirring at r.t. the reaction
mixture is diluted with dichloromethane, washed with water and brine and dried over Na;SOa.
The reaction mixture is filtered, the solvent evaporated and the residue purified by
chromatography (silicagel, eluents: ethyl acetate/ hexane). 53.7 mg (65.6%) of the title
compound are obtained.

MS (CI+): 439 (M+)

'H-NMR (300 MHz, CDCls): & = 1.29 (3H), 4.62 (1H), 5.52 (1H), 6.50 (1H), 6.75 (1H), 7.00
(1H), 7.13 (1H), 7.19-7.50 (8H), 7.65-7.82 (3H), 8.02 (1H), 8.72 (1H).

Example 116
Methyl 4-(5-{(1.R.25)-2-[(2-furylcarbonyl)amino]-1-phenylpropoxy}-1H-indazol-1-

yl )benzoat

Methyl-4-(5-iodoindazole-1-yl)-benzoate

4-Hydrazinobenzoic acid (11.32 g, 60 mmol) and cesiumcarbonate (58.65 g, 180 mmol) are
added to 2-fluoro-5-iodobenzaldehyde (15 g, 60 mmol) in 300 mL N-methylpyrrolidon. After
1 h stirring at r.t., the reaction is heated for 4 h at 150 °C. The reaction mixture is allowed to
cool off and poured on 1 L ice water. The reaction mixture is acidified with citric acid and
vigorously stirred at r.t. for 30 min. The precipitate is filtered off and given in ethyl acetate.

The slurry is vigorously stirred for 1 h and sucked off. The filter residue (few material) is
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discarded and the filtrate evaporated. This residue which is contaminated with N-
methylpyrrolidine is treated with 300 mL of a mixture of ethyl acetate/ hexane (1:3) and
stirred overnight. The precipitated crystals are sucked off and dried. 17.11 g (78.32%) of 4~(5-
iodoindazole-1-yl)-benzoic acid are obtained.

K,CO; (7.35 g, 53.2 mmol) is suspended in 110 mL DMF. 4-(5-iodoindazole-1-yl)-benzoic
acid (17.6 g, 48.33 mmol), dissolved in 25 mL DMF, is added dropwise. The reaction mixture
is stirred for 30 min at r.t. Subsequently CHslI (3.31 mL, 53.2 mmol) is added dropwise
(temperature rises to 30 °C). The reaction mixture is stirred overnight at r.t. and then poured
on ice water. It is three times extracted with ethyl acetate. The combined organic extracts are
washed twice with water and brine. After drying over Na,SO4 and filtration the solvent is
evaporated. The residue is purified by chromatography (silicagel, eluents: ethyl acetate/
hexane) yielding 14.03 g (76.8%) of the title compound.

MS (CI+): 496 (M+)

"H-NMR (300 MHz, DMSO [d6]): & = 3.92 (3H), 7.75-7.92 (2H), 7.93-8.03 (2H), 8.10-8.25
(2H), 8.38 (1H), 8.44 (1H).

Methyl 4-{5-[(1R,25)-2-amino-1-phenylpropoxy]-1H-indazole-1-yl}benzoate
(1R,28)-Norephedrine (500 mg, 3.31 mmol), methyl-4-(5-iodoindazole-1-yl)-benzoate

(1.28 g, 3.37 mmol), cesiumcarbonate (2.15 g, 6.61 mmol), copper (I)-iodide (314.9 mg,

1.65 mmol) and butyronitrile (2 mL) are stirred in a glass pressure tube at 120 °C for

20 h. The reaction mixture is filtered via a glass microfibre filter, the solvent evaporated and
the residue purified by chromatography (silicagel, eluents: dichloromethane/ methanol). 217.9
mg (16.4%) of the title compound are obtained.

MS (CIH): 402 (M+)

"H-NMR (300 MHz, CDCl,): § = 1.29 (3H),4.00 (3H), 5.05 (1H), 5.42 (1H), 7.04 (1H), 7.23
(1H), 7.28-7.55 (5H), 7.22 (1H), 7.78-7.90 (2H), 8.08 (1H), 8.18-8.30 (2H).

Methyl 4-(5-{(IR, 28)-2-[(2-furylcarbonyl)amino]-1-phenylpropoxy}-1 H-indazole-1-
yl)benzoate

Methyl 4-{5-[(1R,2S)-2-amino-1-phenylpropoxy]-1H-indazole-1-yl} benzoate (64.3 mg,

0.16 mmol) is dissolved in 6.1 mL of dichloromethane. Triethylamine (0.053 mL, 0.38 mmol)
and 2-furoylchloride (20.9 mg, 0.16 mmol) are added. After 4 h stirring at r.t. the reaction
mixture is diluted with dichloromethane, washed with water and brine and dried over Na,;SOa.

The rection mixture is filtered, the solvent evaporated and the residue purified by
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chromatography (silicagel, eluents: ethyl acetate/ hexane). 38.2 mg (48.1%) of the title
compound are obtained.

MS (CI+): 496 (M+)

"H-NMR (300 MHz, CDCls): § = 1.32 (3H), 4.01 (3H), 4.69 (1H), 5.58 (1H), 6.53 (1H), 6.79
(1H), 7.04 (1H), 7.19 (1H), 7.23-7.55 (7H), 7.75 (1H), 7.79-7.89 (2H), 8.06 (1H), 8.19-8.29
(2H).

Example 117
N-{(1R.25)-1-[1-(4-fluorophenvl)indazol-5-ylJoxv-1-phenylpropan-2-y1}-5-methyl-

[1.3.4]oxadiazol-2-carboxamide

To a stirred solution of HATU (630 mg, 1.66 mmol) in DMF (1 ml) was added
ethyldiisopropylamine (570 pl, 3.3 mmol), followed by 5-methyl-[1,3,4]oxadiazol carboxylic
acid potassium salt (138 mg , 830 umol) and stirred for 20 min. Then (IS, 2R)-1-{[1-(4-
fluorophenyl)-1H-indazol-5-ylJoxy}-1-phenylpropan-2-amine (300 mg, 830 pmol) in DMF (1
ml) was added to the brown/red solution and the stirring was continued for 24 h at r.t. The
mixture was diluted by dichloromethane and filtrated through a path of silica gel. Solvent was
removed under reduced pressure, and the residue was purified by preparative TLC on silica
gel (hexane / acetone 50%). Yield 82 mg (21 %).

ES*-MS: m/z = 472 [MH"]

TH-NMR (300 MHz, CDCls) & = 7.95 (d, 1H), 7.62 (dd, 2H), 7.55 (d, 1H), 7.46 - 7.32 (m,
6H), 7.21 (dd, 2H), 7.18 (d, 1H), 6.95 (d, 1H), 5.46 (d, 1H), 4.63 (ddq, 1H), 2.62 (s, 3H), 1.30
(4, 3H).

Example 118
2-Methoxy-N-[1-methyl-2-phenyl-2-(1-pyridin-2-vl-1 H-indazol-5-vloxy)-ethyl Jacetamide

P

J

N

Ny—~2Z. /;
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1-Methyl-2-phenyl-2-(1-pyridin-2-yl-1H-indazol-5-yloxy)-ethylamine (118a, 14 mg, 0.041
mmol), DIPEA (12 ul, 0.070 mmol) and acetonitrile (2 ml) were charged in a 7 ml vial.
Methoxyacetyl chloride (12 ul, 0.13 mmol) was added, the vial was sealed and the solution
stirred (magnetic bar) at r.t. for 1 h. Concentration and purification on C18 (Kromasil) with
acetonitrile:water:TFA, 45:55:0.1 to 90:10:0.1 over 30 min, afforded 5 mg (29%) of 2-
methoxy-N-[1-methyl-2-phenyl-2-(1-pyridin-2-yl-1H-indazol-5-yloxy)-ethyl]acetamide.
APCI-MS "/z: 417.1 [MHH]

'H NMR (300 MHz, (CD5),C0) 5 8.58 (bs, 1H), 8.51 — 8.37 (m, 1H), 8.17 — 7.87 (m, 3H),

7.40 (s, 1H), 7.42 — 7.35 (m, 4H) 7.35 — 7.22 (m, 3H), 6.97 (s,1H), 5.39 (d, 1H), 4.57 — 4.47
(m, 1H), 4.01 (g, 2H), 3.40 (s, 310), 1.24 (d, 3H)

1-Methyl-2-phenyl-2-(1-pyridin-2-yl-1 H-indazol-5-yloxy)-ethylamine (118a)

N

=he’
5-Iodo-1-pyridin-2-yl-1H-indazole (118b, 81 mg, 0.25 mmol), (1R, 25)-(-)-norephedrine (119
mg, 0.79 mmol) and butyronitrile (3 ml) were charged in a 7 ml vial. Copper(I) iodide (5.8
mg, 0.1mol%) and cesium carbonate (261 mg, 0.8 mmol) were added, the vial was sealed and
the solution was stirred (magnetic bar) at 125°C for 2 h. Inorganic material was filtered off,
and washed with ethyl acetate. The ethyl acetate phase was collected and concentrated and
purified on silica with methanol:ethyl acetate 0:100 to 30:70 over 45 min. Pure fractions were
pooled and concentrated to give 14 mg (16%) of 1-methyl-2-phenyl-2-(1-pyridin-2-yl-1H-
indazol-5-yloxy)-ethylamine.
APCI-MS "/z: 345.1 [MH+]

5-Iodo-1-pyridin-2-yl-1H-indazole (118b)

|
\[:E\\N
N

N7\

Y

2-Fluoro-5-iodobenzaldehyde (527 mg, 2.11 mmol), 2-hydrazinopyridine (237 mg, 2.17
mmol), cesium carbonate (2.06 g, 6.32 mmol) and NMP (10 ml) werer charged in a 10 ml vial

which was sealed and stirred (magnetic bar) over night at 100°C. Water and ethylacetate were
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added and the phases was separated. The organic layer was washed three times with brine and
concentrated. Purification on silica with ethylacetate:heptane 5:95 to 10:90 over 15 min, 10

ml/min, followed by evaporation afforded 31 mg (5%) of 5-iodo-1-pyridin-2-yl-1H-indazole.
APCI-MS "/z: 321.8 [MH+]

'H NMR (300 MHz, CDCLy)  8.64 (dt, 1H), 8.50 (dg, 1H), 8.13 (dd, 1H), 8.11 (d, 1H), 7.87-
781 (m, 1H), 7.74 (dd,1H).

Example 119
N-{2-[1-(6-Chloro-pyridazin-3-y1)-1H-indazol-5-yloxy]-1-methyl-2-phenyl-ethy1}-2.2.2-

trifluoro-acetamide

%)Uv

ﬂz P

2-[1-(6-Chloro-pyridazin-3-yl)-1H-indazol-5-yloxy]-1-methyl-2-phenyl-ethylamine (119a, 29
mg, 0.076 mmol), trifluoroacetic anhydride (185 ul, 1.31 mmol), triethylamine (25 ul, 0.18
mmol) and dichloromethane (3 ml) were charged in a 7 ml vial. The vial was sealed and the
solution stirred (magnetic bar) at r.t. for 18 h. Concentration and purification on C18
(Kromasil) with acetonitrile:water, 32:68 to 75:25 over 30 min, afforded 12 mg (33%) of N-
{2-[1-(6-Chloro-pyridazin-3-yl)-1H-indazol-5-yloxy]-1-methyl-2-phenyl-ethyl}-2,2,2-
trifluoro-acetamide.

APCI-MS "/z: 475.9 [MH+]

'H NMR (300 MHz, (CD;CN) & 8.59 (dt, 1H), 8.20 (d, 1H), 8.12 (d, 1H), 7.70 (d, 1H), 7.66
(bd, 1H) 7.45—7.25 (m, 6H), 7.10 (d,1H), 5.39 (d, 1H), 4.46 — 4.32 (m, 1H), 1.31 (d, 3H).

2-[1-(6-Chloro-pyridazin-3-yl)-1H-indazol-5-yloxy]-1-methyl-2-phenyl-ethylamine (119a)

Prepared as described for 118a using 1-(6-Chloro-pyridazin-3-yl)-5-iodo-1H-indazole (119b).
Yield 35 mg (7%).
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APCI-MS "/z: 380.1 [MH+]
1-(6-Chloro-pyridazin-3-yl)-5-iodo-1H-indazole (119b)
I

N
W
N

o

Cl

Prepared as described for 118b using 3-chloro-6-hydrazinopyridazine. Yield 687 mg (45%).
'HNMR (300 MHz, (CD3)2S0) 6 8.55 (s, 1H), 8.49 (d, 1H), 8.37 (d, 1H), 8.34 (d, 1H), 8.08
(d, 1H), 7.93 (dd,1H).

APCI-MS "/z: 356.8 (MH+)

Example 120
2-Methoxy-N-[ 1-methyl-2-phenyl-2-(1-pyrimidin-2-y1-1H-indazol-5-vloxy)-ethyl]-acetamide

/O\)?\N/'\é/o .

QIR

.

Z, /g

Prepared as in Example 118 using 1-methyl-2-phenyl-2-(1-pyrimidin-2-yl-1H-indazol-5-
yloxy)-ethylamine (120a). Yield 7 mg (9%).

APCI-MS "/z: 418.0 [MH+]

1H NMR (300 MHz, (CDsCN) & 8.80 (d, 2H), 8.61 (d, 1H), 8.10 (s, 1H), 7.47 — 7.24 (m, 7TH),

7.11 (d, 1H), 6.91 (bd,1H), 5.41 (d, 1H), 4.45 — 4.35 (m, 1H), 3.75 (g, 2H), 3.29 (s, 3H), 1.23
(d, 3H).

1-Methyl-2-phenyl-2-(1-pyrimidin-2-yl- 1 H-indazol-5-yloxy)-ethylamine (120a)

Prepared as described for 118a using 5-lodo-1-pyrimidin-2-yl-1H-indazole (120b). Yield 66
mg (20%).
APCI-MS "/z: 346.0 (MH-+)
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5-Iodo-1-pyrimidin-2-yl-1H-indazole (120b)
|
Ty
N
Prepared as described for 118b using 2-hydrazinopyrimidine. Yield 296 mg (24%).
APCI-MS ™/z: 322.9 [MH+]

'H NMR (300 MHz, (CD1),S0) & 8.94 (d, 2H), 8.50 (dt, 1H), 8.44 (d, 1H), 8.33 (dd, 1H),
7.87 (dd, 1H), 7.47 (1, 1H).

Example 121
N-[(1R.28)-1-[1-(4-fluorophenvyl)indazol-5-yl]oxy-1-(3-methoxyphenypropan-2-y1]-2-
hydroxy-acetamide.

0\/”\J\/

g Q
The title compond was prepared analogous to the method described in Example 21 starting from
(1R,25)-1-{[1-(4-fluorophenyl)-1 H-indazol-5-ylJoxy } -1-(3-methoxyphenyl)propan-2-amine (6a)
(511 mg, 1.31 mmol), and Acetoxyacetyl chloride (155 pL, 1.44 mmol). Yield 429 mg (73%).
APCI-MS: m/z 450.1 [MH']
'H-NMR (300 MHz, DMSO-dj): § 8.17 (d, 1H), 7.78-7.67 (m, 3H), 7.62 (d, 1H), 7.40 (t, 2H),
7.27 (t, 1H), 7.22 (dd, 1H), 7.11 (d, 1H), 7.00-6.94 (i, 2H), 6.83 (dd, 1H), 5.51 (t, 1H), 5.39
(d, J=5.04 Hz, 1H), 4.25 (m, 1H), 3.75 (m, 2H), 3.73 (s, 3H), 1.18 (d, 3H) ppm.

Example 122
2.2 2-trifluoro-N-((1R.2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(quinolin-3-
yDpropan-2-ylacetamide.

FO/'\/

)(u\N ~° \

F N\ N
N

<

F
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(1R,2S5)-1-(1-(4-fluorophenyl)-1H-indazol-~5-yloxy)-1-(quinolin-3-yl)propan-2-amine
bis(2,2,2-trifluoroacetate) (65 mg, 0.10 mmol) was dissolved in MeOH (1.5 mL), 1,1,3,3-
tetramethylguanidine (0.064 mL, 0.51 mmol) and ethyl trifluoroacetate (0.242 mL, 2.03
mmol) was added, the reaction mixture was stirred at r.t. for 2.5 h. Solvent was removed by
evaporation and the residual material was purified by HPLC. Fractions was freezedried to
give the product as a colourless powder. Yield 35 mg (67%)

APCI-MS: m/z 509.1 [MH"]

'H-NMR (300 MHz, DMSO-dy): § 9.64 (brs, 1H), 8.96 (d, 1H), 8.35 (d, 1H), 8.14 (d, 1H),
7.98 (m, 2H), 7.79-7.66 (m, 4H), 7.60 (m, 1H), 7.38 (m, 2H), 7.27 (m, 2H), 5.56 (d, 1H), 4.45
(m, 1H), 1.42 (d, 3H)

(1R, 2S)-1-(1-(4-fluorophenvl)- 1 H-indazol-5-yloxy)-1-(guinolin-3-yl)propan-2-amine
bis(2,2 2-trifluoroacetate) (122a)

Following the procedure described in Exampel 19 (step 19a). Starting from (1R,2S)-2-amino-
1-(quinolin-3-yl)propan-1-ol dihydrochloride (250 mg, 0.80 mmol), 1-(4-fluorophenyl)-5-
iodo-1H-indazole (340 mg, 1.01 mmol), Cs,CO;3 (1070 mg, 3.28 mmol) and Cul (36 mg, 0.19
mmol) in butyronitrile (4 mL), the reaction vessel was sealed and flushed with argon, the
resulting slurry was stirred at +125 °C for 5 h, the temperature was then lowered to 100°C and
the mixture was stirred over night 16 h. Workup and purification by HPLC afforded the
subtitle compound as a hygroscopic yellow powder. Yield 200 mg (39%)

APCI-MS m/z: 413.1[MH" -2TFA]

'H-NMR (300 Mhz, DMSO0-d6): § 9.01 (d, 1H), 8.41 (d, 1H), 8.26 (brs, 3H), 8.17 (d, 1H),
8.02 (t, 2H), 7.84-7.68 (m, 4H), 7.64 (m, 1H), 7.44-7.34 (m, 3H), 7.28 (d, 1H), 5.89 (d, J=3.32
Hz, 1H), 3.95 (m, 1H), 1.26 (d, 3H)

(1R, 2S)-2-amino-1-(quinolin-3-yl)propan-1-ol dihydrochloride (122b)

H’Cl NJ\/O

H’CI
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Following the procedure described in Exampel 19 (step 19b+19c¢). Starting from (S)-tert-butyl
1-0x0-1-(quinolin-3-yl)propan-2-ylcarbamate (1.6 g, 5.33 mmol), Aluminium isopropoxide
(0.68 g, 3.33 mmol) and 2-propanol (4.5 mL, 59.16 mmol) in toluene (7 mL) stirred at +50
°C in sealed reaction tube flushed with argon for 16 h. Work up and deprotection of the
intermediate BOC-protected amine afforded the subtitle compound as a colourless solid.
Yield 1.29 g (88%)).

APCI-MS m/z: 203 [MH" -2HCI]

'H-NMR (400 Mhz, DMSO-d6): § 9.23 (d, 1H), 8.97 (s, 1H), 8.42-8.24 (m, SH), 8.06 (t, 1H),
7.89 (t, 1H), 6.68 (vbrs,1H), 5.28 (d, J=3.72 Hz, 1H), 3.68 (m, 1H), 1.10 (d, 3H)

(S)-tert-butyl 1-oxo-1-(quinolin-3-yl)propan-2-ylcarbamate (122c)

(S)-tert-butyl 1-(methoxy(methyl)amino)-1-oxopropan-2-ylcarbamate (2.5 g, 10.76 mmol)
was suspended in THF (5mL) and stirred at -10°C, isopropylmagnesium chloride 2.0M
solution in THF (5.4 ml, 10.80 mmol) was added and a solution was formed. To this solution
was added a solution of Lithium tri(3-quinolinyl)magnesiate in THF/Hexane, prepared from
3-bromoquinoline (1.471 ml, 10.81 mmol) according to the procedure described by Sylvain
Dumouchel et-al. in Tetrahedron 59 (2003) 8629-8640. The mixture was stirred at -10°C for
30 min and was the allowed to reach r.t. and stirred over night, 15 h. The reaction mixture, a
clear red solution, was slowly poured into ice-cooled 1M HCI (aq) (100 mL). EtOAc (150
mL) was added and the mixture was stirred for a few min, the water phase was extracted once
with EtOAc, the combined EtOAc solutions was further washed with saturated NaHCOs3 (aq)
and brine. The crude material was purified by flash-chromatography on silica using a gradient
of 0% to 40% EtOAc in Heptane. The obtained material was the further purified by HPLC to
afford the subtitle compound as a yellow sticky oil. Yield 1.6 g (49%) .

APCI-MS m/z: 301.1 [MH"]

'H-NMR(400 Mhz, CDCI3): & 9.4 (d, 1H), 8.81 (s, 1H), 8.20 (d, 1H), 7.98 (d, 1H), 7.89 (t,
1H), 7.67 (t, 1H), 5.53 (brd, 1H), 5.42 (m, 1H), 1.48 (d, 3H), 1,47 (s, 9H)

Example 123
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N-((1R.28)-1-(2.3-dihydrobenzo[b][1.4]dioxin-6-v1)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)propan-2-y1)-2-hydroxvyacetamide.

o, L

QQ

(1R,25)-1-(2,3-dihydrobenzo[b][ 1,4]dioxin-6-yl)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)propan-2-amine 2,2,2-trifluoroacetate. (19a) (0.16 g, 0.30 mmol) and N,N-

diisopropylethylamine (0.16 mL, 0.92 mmol) in THF (3 mL) was treated with acetoxyacetyl
chloride (0.04 mL, 0.37 mmol). The mixture was stirred at ambient temperature for 1 h.
LC/MS showed formation of intermediate hydroxyacetyl compound, MH+=520, no unreacted
amine remained. To the reaction mixture was added water (1 mL), 28% ammonia solution in
water (1 mL) and MeOH (0.5 mL. The mixture was stirred at r.t. over night. The solvents was
removed by evaporation and the residual material was purified by HPLC. Fractions with
product was freezedried. Yield 79 mg (55%)

APCI-MS: m/z 478.1 [MH"]

"H-NMR (400 MHz, DMSO-djy): & 8.18 (d, 1H), 7.74 (m, 2H), 7.69 (d, 1H), 7.58 (d, 1H), 7.40
(t, 2H), 7.19 (dd, 1H), 7.11 (d, 1H), 6.89-6.69 (m, 3H), 5.51 (t, 1H), 5.32 (d, 1H), 4.19 (m+s,
1H+4H), 3.75 (m, 2H), 1.17 (d, 3H)

Example 124
N-((1R.28)-1-(2.3-dihvdrobenzo[b][1.4]1dioxin-6-y1)-1-(1-(4-fluorophenyl)-1H-indazol-5-

vloxv)propan-2-yl)-1-methvlcyclopropanecarboxamide.
SRS
;oj Q

F

N‘

1-methylcyclopropanecarboxylic acid (39 mg, 0.39 mmol), HATU (150 mg, 0.39 mmol) and
DIPEA (170 pl, 0.97 mmol) in NMP (2 mL) was stirred at r.t. for 5 min until a solution had
formed. To this solution was added (1R,2S)-1-(2,3-dihydrobenzo[b][1,4]dioxin-6-y1)-1-(1-(4-
fluorophenyl)-1H-indazol-5-yloxy)propan-2-amine (19a) (102 mg, 0.24 mmol) dissolved in
NMP (1 mL). The reaction mixture was stirred for 2 h at r.t. The reaction mixture was diluted
with water (10 mL) and extracted with EtOAc (2 x 10 mL), the organic phases was then
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washed with brine, dried over Na2SO4, filtered and evaporated. The reamining oily residue
was purified by HPLC. Fractions containing product was freezedried. Yield 68 mg (55%).
APCI-MS: m/z 502.2 [MH"]

'H-NMR (300 MHz, DMSO-ds): & 8.19 (d, 1H), 7.79-7.65 (m, 3H), 7.40 (m, 2H), 7.27 (d,
1H), 7.18 (dd, 1H), 7.09 (d, 1H), 6.88-6.77 (m, 3H), 5.19 (d, 1H), 4.19 (s, 4H), 4.12 (m, 1H),
1.21 (d, 3H), 1.18 (s, 3H), 0.80 (m, 2H), 0.41 (m, 2H) ppm.

Example 125
(S)-N-((1R.25)-1-(2.3-dihydrobenzo[b][1.4]dioxin-6-y1)-1-(1-(4-fluorophenyl)-1H-indazol-5-

yloxy)propan-2-y)pyrrolidine-2-carboxamide.

uk JV
Q

(1R,25)-1-(2,3-dihydrobenzo[b][ 1,4]dioxin-6-yl)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)propan-2-amine (192) (102 mg, 0.24 mmol) dissolved in NMP (1 mL) was added to a

solution of (S)-1-(tert-butoxycarbonyl)pyrrolidine-2-carboxylic acid (77 mg, 0.36 mmol),
HATU (150 mg, 0.39 mmol) and DIPEA (170 pl, 0.97 mmol) in NMP (2 mL). The mixture
was stirred at r.t. for 1 h.

The reaction mixture was diluted with water (10 mL) and extracted with EtOAc (2x10 mL),
the organic solution was washed with brine, dried (Na2SO4), filtered and evaporated to give
an oily residue. The obtained material was dissolved in EtOAc (20 mL) and treated with 5-6N
HCl in 2-Propanol (5 mL), the solution was stirred vat +40°C for 1 h. Solvents was removed by
evaporation. The crude material was purified by HPLC, relevant fractions was freezedried to
give the title compound as a colourless solid. Yield 21 mg (16%)

APCI-MS: m/z 517.0 [MH]

"H-NMR (300 MHz, DMSO-dy): & 8.18 (d, 1H), 8.02 (d, 1H), 7.74 (m, 2H), 7.68 (d, 1H), 7.40
(m, 1H), 7.19 (dd, 1H), 7.13 (d, 1H), 6.88-8.78 (m, 3H), 5.28 (d, 1H), 4.19 (s, 4H), 4.10 (m,
1H), 3.43 (m, 1H), 3.20-2.60 (vbrs, 1H), 2.73 (m, 2H), 1.85 (m, 1H), 1.52 (m, 3H), 1.13 (d,
3H) ppm.

Example 126
N-((1R.28)-1-(1-(4-chlorophenyl)-1H-indazol-5-yloxy)-1-(3-methoxyphenyl)propan-2-yl)-
2.2.2-trifluoroacetamide.
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(1R,25)-1-(1-(4-chlorophenyl)-1H-indazol-5-yloxy)-1-(3-methoxyphenyl)propan-2-amine
(250 mg, 0.61 mmol) was dissolved in THF (5§ mL), N,N-diisopropylethylamine (255 pl, 1.54
mmol) was added. Trifluoroacetic anhydride (105 pl, 0.74 mmol) was added and the mixture
was stirred at r.t. for 30 min. The reaction mixture was concentrated and the residual material
was purified by HPLC, C-18, 50-90% MeCN/water gradient, the pure fractions was combined
and freeze dried. Yield : 187 mg (60%).

APCI-MS: m/z 504.1 [MH']

'H-NMR (300 MHz, DMSO-ds): § 9.51 (brd, 1H), 8.21 (d, 1H), 7.76 (m, 3H), 7.61 (m, 2H),
7.29-7.19 (m, 2H), 7.14 (d, 1H), 7.00-6.93 (m, 2H), 6.84 (m, 1H), 5.27 (d, 1H), 4.24 (m, 1H),
3.72 (s, 3H), 1.33 (d, 3H) ppm.

(IR, 2S)-1-(1-(4-chlorophenyl)-1H-indazol-5-yloxy)- 1-(3-methoxyphenyl)propan-2-amine
(126a)

\ogﬁfb

The subtitle compound was prepared analogous to the method described in Example 6 (step
6a). Starting from the hydrochloride salt of (1R,2S)-2-amino-1-(3-methoxyphenyl)propan-1-
ol (6b) (0.88 g, 4.04 mmol), 1-(4-chlorophenyl)-5-iodo-1H-indazole (1.720 g, 4.85 mmol),

‘ Cul (0.154 g, 0.81 mmol) and cesium carbonate (3.95 g, 12.13 mmol) in butyronitrile (14 mL)
stirred at +110°C for 16 h. Work up and final purification by HPLC was followed by
extraction of product into EtOAc from basic water solution, evaporation of solvents gave the
subtitle compound as a sticky oil. Yield 490 mg (29%)

APCI-MS: m/z 408.1 [MH"]

'H-NMR (400 MHz, CD30D): & 8.01 (d,1H), 7.66 (d, 2H), 7.62 (d, 1H), 7.53 (d, 2H), 7.27 (t,
1H), 7.23 (dd, 1H), 7.09 (d, 1H), 7.02-6.96 (m, 2H), 6.84 (ddd, 1H), 5.10 (d, 1H), 3.76 (s,
3H), 3.27 (m, 1H), 1,20 (d, 3H)

I1-(4-chlorophenyl)-5-iodo-1H-indazole (126b)
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4-chlorophenylhydrazine hydrochloride (5.24 g, 29.27 mmol), 2-fluoro-5-iodobenzaldehyde
(7.5 g, 30.00 mmol) and cesium carbonate (22.8 g, 69.98 mmol) was suspended in NMP (120
mL) and stirred at ambient temperature for 45 min. The temperature was raised to +160°C and
the reaction mixture was stirred for 1 h, the now black suspension was allowed to reach r.t.
Water was added, the slurry was extracted with EtOAc (500 mL. The organic phase was
washed with brine (2x). The brine fractions and waterphase was combined and backextracted
once with EtOAc. This second EtOAc phase was washed with brine (2x) before combined
with the previous EtOAc phase. The organic phases were dried over Na,SO,, filtered and
evaporated. The black residue were dissolved in DCM/Heptane (=1/1) and filtered through a
silica column, and the column was then further eluted with DCM/Heptane (=1/1) solvent
mixture. The fractions containing product was evaporated, residue was dissolved in EtOAc
and Heptane was added, evaporation and diluting with Heptane afforded a slurry, the solid
material was collected by filtration and washed with Heptane. Yield 2.82 g (27%)
APCI-MS: m/z 354.9 [MH"]
'H-NMR (300 MHz, DMSO-dy): & 8.36 (d, J=0.79Hz, 1H), 8.32 (dd, ]=0.66Hz, 1.46Hz, 1H),
7.80 (m, 2H), 7.73 (d, J=1.54 Hz, 1H), 7.71 (t, unresolved, 1H), 7.65 (m, 2H)

Example 127
N-((1R.25)-1-(2.3-dihydrobenzo[b][1.4]dioxin-6-y1)-1-(1-(4-fluorophenyl)-1 H-indazol-5-
vioxy)propan-2-yl)-2.2-difluoropropanamide.

FEv.
& @

(1R,2S)-1-(2,3-dihydrobenzo[b][ 1,4]dioxin-6-yl)-1-(1~(4-fluorophenyl)-1H-indazol-5-

yloxy)propan-2-amine 2,2, 2-trifluoroacetate. (19a) (316 mg, 0.59 mmol) was partitioned
between EtOAc and 1M NaOH (aq) solution. The organic phase was washed with brine, dried
(MgSO0,), filtered and evaporated to give 256 mg of the free amine as a sticky oil. This
material was dissolved in NMP (3.5 mL) and added to a stirred solution of 2,2~
difluoropropanoic acid (104 mg, 0.95 mmol), HATU (360 mg, 0.95 mmol) and DIPEA (0.414



168
WO 2008/076048 PCT/SE2007/001136

mL, 2.37 mmol) in NMP (1.5 mL). The reaction mixture was stirred at r.t. for 2 h. Additional
2,2-difluoropropanoic acid (80 mg, 0.73 mmol), HATU (278 mg, 0.73 mmol) and DIPEA
(0.25 mL, 1.4 mmol) in NMP (1.5 mL) was added. The reaction mixture was stirrred atr.t. for
one more h. Water (50 mL) was added, the mixture was extracted with EtOAc (2x50 mL), the
organic phase was washed with 10% NaHSO4 (aq), brine, dried over MgSO,, filtered and
evaporated to give a crude product that was purified by HPLC. The fractions containing the
product was combined and freeze dried. Yield 155 mg (51%).

APCI-MS: m/z 512.0 [MH]

'H-NMR (400 MHz, DMSO-dj): & 8.65 (d, J=8.49 Hz, 1H), 8.19 (d, I=0.53 Hz, 1H), 7.74 (m,
2H), 7.69 (d, 1H), 7.40 (t, 2H), 7.18 (dd, 1H), 7.11 (d, 1H), 6,89-6.78 (m, 3H), 5.16 (d, J=6.72
Hz, 1H), 4.18 (s, 4H), 4.17 (m ,1H), 1.55 (t, J=19.46 Hz, 3H), 1.29 (d, J=6.72 Hz, 3H) ppm.

Example 128
N-((1R.25)-1-(1-(4-chlorophenyl)-1H-indazol-5-yloxy)-1-(3-methoxyphenyl)propan-2-yl)-

2.2-difluoropropanamide
o]
S oA

che!
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(1R,25)-1-(1~(4-chlorophenyl)-1H-indazol-5-yloxy)-1-(3-methoxyphenyl)propan-2-amine
(126a) (256 mg, 0.63 mmol) dissolved in NMP (3.5 mL) was added to a solution of 2,2-
difluoropropanoic acid (111 mg, 1.00 mmol), HATU (382 mg, 1.00 mmol) and DIPEA (0.438
mL, 2.51 mmol) in NMP (1.5 mL). The reaction mixture was stirred at r.t. for 2 h. Additional
2,2-difluoropropanoic acid (80 mg, 0.73 mmol), HATU (278 mg, 0.73 mmol) and DIPEA
(0.25 mL, 1.4 mmol) in NMP (1.5 mL) was added. The reaction mixture was stirrred at r.t. for
another h. Water (50 mL) was added, the mixture was extracted with EtOAc (2x50 mL), the
organic phase was washed with 10% NaHSO4 (aq), brine, dried over MgSOQOy, filtered and
evaporated to give a crude product that was purified by HPLC. The fractions containing the
product was combined and freeze dried. Yield 197 mg (62%).

APCI-MS: m/z 500.3 [MH"]

'H-NMR(400 MHz, DMSO-ds): & 8.69 (d, 1H), 8.21 (d, 1H), 7.76 (d, 3H), 7.60 (d, 2H), 7.28-
7.19 (m, 2H), 7.13 (d, 1H), 7.00-6.93 (m, 2H), 6.82 (dd, 1H), 5.24 (d, 1H), 4.21 (m, 1H), 3.72
(s, 3H), 1.52 (t,3H), 1.31 (d, 3H) ppm.
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Example 129
2.2.2-Trifluoro-N-[(1R.25)-1-phenvyl-1-(1-propan-2-ylindazol-5-yl)oxy-propan-2-yl]acetamide

o) Chiral
SIS

The title compound was prepared from (1R,2S5)-1-[(1-1sopropyl-1H-indazol-5-yl)oxy]-1-

phenylpropan-2-amine (129b, 31 mg, 100 pmol) and trifluoroacetic anhydride (63 mg, 300

umol) as described in Example 1. Yield 28 mg ( 70 %).

APCI-MS: m/z 406 [MH ]

Ty NMR (400 MHz, ds-acetone) & 8.57 (d, J= 6.7 Hz, 1H), 7.74 (s, 1H), 7.49 (dd, /= 10.5,

9.1 Hz, 3H), 7.37 (t, J=17.5 Hz, 2H), 7.28 (m, 1H), 7.12 (dd, /=9.1, 2.4 Hz, 1H), 7.01 (d,J =

2.3 Hz, 1H), 5.44 (d, /= 5.0 Hz, 1H), 4.88 (septet, J= 6.6 Hz, 1H), 4.41 (sextet, /= 6.8 Hz,

1H), 1.47 (dd, J = 6.5, 3.5 Hz, 6H), 1.37 (d, /= 6.9 Hz, 3H).

(IR,2S)-1-[(1-isopropyl-1H-indazol-5-yl)oxy]-1-phenylpropan-2-amine (129b)

CHa Chiral

NI
O 7 .
H,C

A mixture of 5-iodo-1-isopropyl-1H-indazole (129¢, 461 mg, 1.26 mmol), (1R,25)-2-amino-
1-phenylpropan-1-ol (286 mg, 1.89 mmol), copper (I) iodide (25 mg, 130 pmol), and cesium
carbonate (1.45 g, 3.8 mmol) in butyronitrile (5 ml) was stirred at 125 °C for 2 h. Then the
mixture was cooled to r.t., the inorganic material was removed by filtration and washed with
ethyl acetete. The combined organic solutions were concentrated in vacuo, and the product
purified by flash chromatography on silica gel (ethyl acetate/methanol). Yield 200 mg (51 %)
of a brown oil. “

APCI-MS: m/z 310 [MH"]

1H NMR (400 MHz, DMSO-ds/D,O/TFA) 6 7.80 (s, 1H), 7.53 (d, J=9.0 Hz, 1H), 7.40 (d, J
=17.1 Hz, 2H), 7.33 (t, J=7.5 Hz, 2H), 7.24 (m, 1H), 7.08 (dd, /= 9.0, 2.3 Hz, 1H), 6.98 (d, J
=2.1Hz, 1H), 5.75 (s, 1H), 5.03 (d, /= 5.3 Hz, 1H), 4.86 (septet, J= 6.7 Hz, 1H), 3.15
(quintet, J= 6.0 Hz, 1H), 1.41 (dd, J= 6.4, 5.5 Hz, 6H), 1.06 (d, J= 6.5 Hz, 3H).

5-Iodo-1-isopropyl-1H-indazole (129c)
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A mixture of 5-iodo-1H-indazole (488 mg, 2 mmol), isopropyl bromide (244 mg, 2 mmol),
and KO7Bu (336 mg, 3 mmol) in dry DMF (4 ml) was stirred at r.t. overnight. Then it was
dilited with ethyl acetate (50 ml), washed with water (2 x 50 ml), and dried with Na;SOs.
Evaporation of solvent and purification by flash chromatography on silica gel (n-
heptane/ethyl acetate) afforded the subtitle compound (298 mg, 52 %) along with 5-iodo-2-
isopropyl-2H-indazole (227 mg, 40 %).
APCI-MS: m/z 287 [MH']
g NMR (400 MHz, CDCl3) 4 8.11 (d, J= 0.9 Hz, 1H), 7.94 (s, 1H), 7.60 (dd, J=8.8,1.5
Hz, 1H), 7.26 (d, J= 8.8 Hz, 1H), 4.83 (septet, J= 6.8 Hz, 1H), 1.61 (d, /= 6.7 Hz, 6H)

Example 130

N-[(AR.25)-1-(1-cyclopentylindazol-5-y)oxy-1-phenyl-propan-2-y1]-2.2 2-trifluoro-acetamide

¢} Chiral
- A 1o
F N I \©j\\N
F :—:: N’

The title compound was prepared from (1R,2S5)-1-[(1-cyclopentyl-1H-indazol-5-yl)oxy]-1-

phenylpropan-2-amine (130b, 17 mg, 51 pmol) and trifluoroacetic anhydride (32 mg, 153
umol) as described in Example 1. Yield 14 mg (64 %).

APCI-MS: m/z 432 [MH']

1H NMR (400 MHz, ds-acetone) & 8.57 (d, J="7.4 Hz, 1H), 7.73 (s, 1H), 7.49 (m, 3H), 7.37
(t,J=17.5Hz, 2H), 7.28 (t,J="1.3 Hz, 1H), 7.12 (dd, /=9.1, 2.4 Hz, 1H), 7.01 (d, /= 2.1 Hz,
1H), 5.44 (d, J= 5.0 Hz, 1H), 5.05 (quintet, J= 7.0 Hz, 1H), 4.41 (sextet, J= 6.8 Hz, 1H),
2.07 - 2.16 (m, 4H, partially covered with the signal of solvent), 1.83 - 1.93 (m, 2H), 1.65 -
1.76 (m, 2H), 1.37 (d, /= 6.9 Hz, 3H).

(IR, 2S)-1-[(I1-cyclopentyl-1H-indazol-5-yl)oxy]-1-phenylpropan-2-amine (130b)

CH, Chiral

/'\/o
D75
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Pperaped from 1-cyclopentyl-5-iodo-1H-indazole (130¢, 158 mg, 500 pmol) as described for
129b. Yild 34 mg (20 %).
APCI-MS: m/z 336 [MH"]

1-Cyclopentyl-5-iodo-1H-indazole (130c)

O

A mixture of 2-fluoro-5-iodobenzaldehyde (500 mg, 2 mmol), cyclopentylhydrazine (273 mg,
2 mmol), and cesium carbonate (1.91 g, 5 mmol) in NMP (5ml) was stirred at 100 °C
overnight. Then KOsBu (560 mg, 5 mmol) and DMF (10 ml) were added, and the mixture was
stirred at 150 °C for 5 h. After cooling to r.t., the mixture was diluted with ethyl acetate (100
ml), and washed with water (3 x 50 ml), and dried. Eveporation of solvent afforded balch
residue, which was dissolved in acetonitrile (50 ml), and the insoluble material was removed
by filtration. Flash chromatography on silica gel (n-heptane/ethyl acetate) afforded yellow oil,
158 mg (25 %).

APCI-MS: m/z 313 [MH']

lHNMR (400 MHz, CDCls) 6 8.08 (d, /= 0.9 Hz, 1H), 7.91 (s, 1H), 7.59 (dd, J= 8.8, 1.5
Hz, 1H), 7.26 (d, J = 9.4 Hz, 1H, partially covered tiwh the signal of solvent), 4.95 (quintet, J
=17.4Hz, 1H), 2.17 (m, 4H), 1.98 (m, 2H), 1.75 (m, 2H).

Example 131
N-[(1R.2S5)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxypheny)propan-2-yl]-5-

methvyl-thiophene-2-carboxamide

i J\/
o}
~3 N Y N
@\ O/

9

F

Prepared as described in Example 105 using (1R,25)-1-{[1-(4-fluorophenyl)-1H-indazol-5-

Chiral

yl]oxy}-1-(3-methoxyphenyl)propan-2-amine (6a, 39 mg, 100 pmol) and 5-methyl-2-
thiophenecarboxylic acid (28 mg, 200 umol). Yield 42 mg (81 %).

APCI-MS: m/z 516 [MH"]

g NMR (400 MHz, ds-acetone) 6 8.02 (d, /= 0.7 Hz, 1H), 7.75 (m, 2H), 7.68 (d, /= 9.2 Hz,
2H), 7.47 (d, J=3.7 Hz, 1H), 7.23 - 7.36 (m, 4H), 7.14 (d, J= 2.3 Hz, 1H), 7.08 (m, 2H),
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6.84 (m, 1H), 6.73 (dd, J= 3.7, 1.1 Hz, 1H), 5.56 (d, J = 3.9 Hz, 1H), 4.49 (m, 1H), 3.77 (s,
3H), 2.45 (s, 3H), 1.32 (d, J=7.1 Hz, 3H).

Example 132
N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-yl]-3-

methyl-thiophene-2-carboxamid
(0] Chiral
&LNJVLO A
\ d H i \CEI\\I'N
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Prepared as described in Example 105 using (1R,2S5)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
yl]oxy}-1-(3-methoxyphenyl)propan-2-amine (6a, 39 mg, 100 pmol) and 3-methyl-2-
thiophenecarboxylic acid (28 mg, 200 pmol). Yield 43 mg (98 %).

APCI-MS: m/z 516 [MH]

1H NMR (400 MHz, ds-acetone) & 8.04 (d, J=0.7 Hz, 1H), 7.77 (m, 2H), 7.70 (d, J = 9.2 Hz,
1H), 7.41 (d,J=5.0 Hz, 1H), 7.26 - 7.37 (m, 4H), 7.18 (d, /= 2.3 Hz, 1H), 7.08 - 7.14 (m,
3H), 6.88 (d, /= 5.0 Hz, 1H), 6.86 (m, 1H), 5.59 (d, /= 4.4 Hz, 1H), 4.53 (m, 1H), 3.78 (s,
3H), 2.38 (s, 3H), 1.34 (d, /= 6.9 Hz, 3H) .

Example 133
N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-y1]-1-

methyl-pyrrole-2-carboxamide
i /k/
0
&S N7 Y N
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Chiral

Prepared as described in Example 105 using (1R,2S)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
ylJoxy}-1-(3-methoxyphenyl)propan-2-amine (6a, 39 mg, 100 mmol) and 1-methyl-2-
pyrrolecarboxylic acid (25 mg, 200 pmol). Yield 35 mg (70 %).

APCI-MS: m/z 499 [MH']

1H NMR (400 MHz, ds-acetone) & 8.03 (d, J=0.7 Hz, 1H), 7.76 (m, 2H), 7.69 (d, /= 9.0 Hz,
1H), 7.24 - 7.36 (m, 4H), 7.14 (d, J=2.3 Hz, 1H), 7.09 (m, 2H), 6.84 (m, 1H), 6.78 (t, /=2.0



173
WO 2008/076048 PCT/SE2007/001136

Hz, 1H), 6.68 (dd, J=3.9, 1.6 Hz, 1H), 5.95 (dd, J = 3.9, 2.7 Hz, 1H), 5.53 (d, J=4.2 Hz,
1H), 4.49 (m, 1H), 3.87 (s, 3H), 3.77 (s, 3H), 1.31 (d, J = 6.9 Hz, 3H).

Example 134
N-[(1R 25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-
v]]thiophene-3-carboxamide

Y
QHQQ

Prepared as described in Example 105 using (1R,2S5)-1-{[1-(4-fluorophenyl)-1H-indazol-5-

Chiral

ylJoxy}-1-(3-methoxyphenyl)propan-2-amine (6a, 39 mg, 100 pmol) and 3-
thiophenecarboxylic acid (38 mg, 300 umol). Yield 47 mg (94 %).

APCI-MS: m/z 502 [MH']

1H NMR (400 MHz, ds-acetone) 6 8.04 (dd, J=2.9, 1.1 Hz, 12H), 8.02 (d, /=0.7 Hz, 1H),
7.66 - 7.79 (m, 4H), 7.50 (dd, /= 5.1, 1.2 Hz, 1H), 7.45 (dd, J= 5.1, 3.0 Hz, 1H), 7.24 - 7.36
(m, 4H), 7.14 (d, J=2.3 Hz, 1H), 7.09 (m, 1H), 6.84 (m, 1H), 5.58 (d, /= 4.1 Hz, 1H), 4.52
(m, 1H), 3.78 (s, 3H), 1.33 (d, /= 6.9 Hz, 3H).

Example 135
N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-y1]oxy-1-(3-methoxyphenyl)propan-2-y1]1.3-

thiazole-2-carboxamide
(e]
Q.

G O

F

Prepared as described in Example 1 using (1R,25)-1-{[1-(4-fluorophenyl)-1H-indazol-5-

Chiral

ylJoxy}-1-(3-methoxyphenyl)propan-2-amine (6a, 20 mg, 50 pmol) and 1,3-thiazole-
2carbonyl chloride (23 mg, 150 umol). Yield 25 mg (97 %).

APCI-MS: m/z 503 [MH"]

1H NMR (400 MHz, ds-acetone) 6 8.03 (d, J=0.7 Hz, 1H), 7.98 (d, /= 8.8 Hz, 1H), 7.91 (d,
J=3.2Hz, 1H), 7.87 (d, J= 3.2 Hz, 1H), 7.76 (m, 2H), 7.69 (d, J=9.2 Hz, 1H), 7.26 - 7.36
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(m, 4H), 7.19 (d, J = 2.3 Hz, 1H), 7.10 (m, 2H), 6.85 (m, 1H), 5.61 (d, J= 4.4 Hz, 1H), 4.57
(m, 1H), 3.77 (s, 3H), 1.40 (d, /= 6.7 Hz, 3H).

Example 136
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-yl]-5-

methyl-1.2-oxazole-3-carboxamide
(o} J\/ Chiral
0.

° @«Q

F

Prepared as described in Example 1 using (1R,25)-1-{[ 1-(4-fluorophenyl)-1H-indazol-5-
ylJoxy}-1-(3-methoxyphenyl)propan-2-amine (6a, 20 mg, 50 pmol) and S-methylisoxazole-3-
carbonyl chloride (22 mg, 150 pumol). Yield 19 mg (74 %).

APCI-MS: m/z 501 [MH"]

1H NMR (400 MHz, ds-acetone) & 8.04 (d, J= 0.5 Hz, 1H), 7.77 (m, 2H), 7.70 (d, /= 9.2 Hz,
2H), 7.25 - 7.37 (m, 4H), 7.17 (d, J=2.1 Hz, 1H), 7.09 (m, 2H), 6.85 (dd, /= 8.2, 1.9 Hz,
1H), 6.41 (d, /= 0.7 Hz, 1H), 5.56 (d, /= 4.6 Hz, 1H), 4.56 (m, 1H), 3.78 (s, 3H), 2.44 (d, J =
0.5 Hz, 3H), 1.37 (d, J= 6.9 Hz, 3H).

Example 137
N-[2-[1-(4-fluorophenyl)indazol-5-v1]oxy-2-phenyl-acetyl]-2-methyl-propanamide

YOLN : RPN
3 3

F

A stirred solution of 2-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-2-phenylacetamide (137b, 20
mg, 60 umol) in THF (2 ml) was cooled to 0 °C, and potassium 2-methylpropan-2-olate (18.6
mg, 170 umol) was added. The mixture was stirred at 0 °C for 10 min, and a solution of 2-
methylpropanoyl chloride (30 mg, 280 umol) in THF (0.5 ml) was added. Stirring was
continued for 30 min at 0 °C. Then the sample was concentrated in vacuo and purified by
semi-prep. HPLC go give white solid material, 14 mg (59 %).

APCI-MS: m/z 432 [MH"]
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TH NMR (400 MHz, d;-DMSO) 6 10.98 (s, 1H), 8.28 (d, J= 0.7 Hz, 1H), 7.77 (m, 3H), 7.60

(m, 2H), 7.47 - 7.36 (m, 5H), 7.26 (m, 2H), 6.24 (s, 11), 2.89 (septet, J = 6.9 Hz, 1H), 1.02
(d, J= 6.7 Hz, 3H), 0.96 (d, J = 6.7 Hz, 3H).

2-(1-(4-Fluorophenyl)-1H-indazol-5-yloxy)-2-phenylacetamide (137b)

A suspension of methyl 2-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-2-phenylacetate (137¢, 75
mg, 200 umol) in methanolic NH3 (7 M, 1 ml) was stirred at r.t. overnight to give a clear
solution. Then the solvent was removed in vacuo, and the crude product was freeze-dried go
give white solid material, 60 mg (83 %).

APCI-MS: m/z 362 [MH"]

2-(1-(4-Fluorophenyl)-1H-indazol-5-yloxy)-2-phenylacetate (137c)
(o}
\OJ 0\©j\\N
NI

9

-
A mixture of 1-(4-fluorophenyl)-1H-indazol-5-ol (137d, 0.228 g, 1 mmol), methyl 2-bromo-
2-phenylacetate (230 mg, 1 mmol), and cesium carbonate (652 mg, 2 mmol) in DMF (3 ml)
was stirred at r.t. overnight. Then the reaction mixture was diluted with ethyl acetate (50 ml),
and washed with water (2 x 25 ml). The organic layer was dried over sodium sulfate, and the
solvent was removed in vacuo The residue purified by flash chromatogpaphy on silica gel
(ethyl acetate/n-heptane = 1 : 4). White solid, 252 mg (67 %).

APCI-MS: m/z 377 [MH]

1H NMR (400 MHz, CD;0D) 6 8.07 (d, J=0.7 Hz, 1H), 7.68 - 7.57 (m, 5H), 7.46 - 7.36 (m,
4H), 7.22 (m, 2H), 7.15 (d, J=2.1 Hz, 1H), 5.71 (s, 1H), 3.77 (s, 3H).

1-(4-Fluorophenyl)- 1 H-indazol-5-ol (137d)
1-(4-Fluorophenyl)-5-methoxy-1H-indazole (137e, 1.0 mmol, 242 mg) was dissolved in
dichloromethane (4 ml) and BBr3 (4 ml, 1 M in dichloromethane) was added. The reaction
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mixture was stirred in r.t. overnight before it was quenched with water (20 ml). The product
was extracted with dichloromethane (2 x 20 ml) and washed with sat. NaHCO;. The organic
phase was dried over Na,SOy4, concentrated and purified by flash chromatography on silica gel
(heptane-ethyl acetate).

APCI-MS: m/z 229 [MH]

1H NMR (400 MHz, CD;0D) & 8.08 (s, 1H), 7.73 - 7.65 (m, 2H), 7.57 (d, J= 9.0 Hz, 1H),
7.30 (t,J=18.7 Hz, 2H), 7.13 - 7.02 (m, 2H), 3.33 (s, 1H).

1-(4-Fluorophenyl)-5-methoxy-1H-indazole (137e)

A mixture of 2-fluoromethoxybenzaldehyde (2.1 mmol, 320 mg), 4-fluorophenylhydrazine
hydrochloride (2.1 mmol, 340 mg) and cesium carbonate (3 mmol, 2.0 g) in NMP (6 ml) was
heated in a microwave reactor (300 W, 20 min, 150 °C). After cooling to r.t. the reaction
mixture was diluted with dichloromethane (20 ml) and washed with 1M HCI, and sat.
NaHCO;. The organic layer was dried over Na,SO4 concentrated, and purified by flash
chromatography on silica gel (heptane-ethyl acetate).

APCI-MS: m/z 243 [MH']

1H NMR (400 MHz, CDCl;) 6 8.17 (s, 1H), 7.76 - 7.67 (m, 2H), 7.61 (d, J=27.3 Hz, 1H),
7.33 - 7.22 (m, 2H), 7.21 - 7.12 (m, 2H), 3.93 (s, 3H).

Example 138
(2R)-N-[( 1R,2S)— 1-[1-(4-fluorophenvl)indazol-5-y1]oxy-1-[4-(trifluoromethyl)phenyl]propan-
2-y1]-2-hydroxy-propanamide

Hoj)L J\,o

?Q

Prepared as described in Example 105 using (1R,25)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
ylJoxy}-1-[4-(trifluoromethyl)phenyl]propan-2-amine (59a, 21 mg, 50 pmol) and (R)-2-~

Chiral

hydroxypropanoic acid (12 mg, 150 pmol). Yield 14 mg (60 %).

APCI-MS: m/z 502 [MH']

g NMR (400 MHz, ds-acetone) 6 8.05 (d, J=0.7 Hz, 1H), 7.70 - 7.80 (m, 7H), 7.40 (br.d, J
= 8.7 Hz, 1H), 7.34 (m, 2H), 7.27 (dd, J=9.1, 2.4 Hz, 1H), 7.19 (d, J=2.3 Hz, 1H), 5.58 (d,
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J=5.0 Hz, 1H), 441 (m, 1H), 4.05 (q, J= 7.1 Hz, 1H), 1.28 (d, J= 6.9 Hz, 3H), 1.12 (d, J =
6.7 Hz, 3H).

Example 139
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-[4-(trifluoromethy)phenyl]propan-2-y1]-

1-hydroxy-cyclopropane-1-carboxamide

0
E3pees
H £ N

rale

F F

Chiral

Prepared as described in Example 105 using (1R,2S5)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
ylloxy}-1-[4-(trifluoromethyl)phenyl|propan-2-amine (59a, 21 mg, 50 pmol) and 1-
hydroxycyclopropanecarboxylic acid (14 mg, 150 umol). Yield 10 mg (42 %).

APCI-MS: m/z 514 [MH"]

g MR (400 MHz, ds-acetone) 6 8.05 (8.05 (d, /= 0.9 Hz, 1H), 7.81 - 7.70 (m, 7H), 7.57
(br.d, J=8.7 Hz, 1H), 7.34 (m, 2H), 7.30 (dd, /= 3.9, 9.3 Hz, 2H), 7.17 (d, /= 2.3 Hz, 1H),
5.61 (d, J=4.4 Hz, 1H), 4.40 (m, 1H), 1.28 (d, J= 6.9 Hz, 3H), 1.12 (m, 1H), 1.00 (m, 1H),
0.85 (m, 2H).

Example 140
(25)-N-[(1R.285)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-[4-(trifluoromethy])phenvl]propan-
2-y1]-2-hydroxy-propanamide

Ho(U\,

9@

Prepared as described in Example 105 using (1R,2S5)-1-{[1-(4-fluorophenyl)-1H-indazol-5-
yl]oxy}-1-[4-(trifluoromethyl)phenyl]propan-2-amine (59a, 21 mg, 50 pmol) and (S)-2-

Chiral

hydroxypropanoic acid (12 mg, 150 pmol). Yield 13 mg (56 %).

APCI-MS: m/z 502 [MH']

q NMR (400 MHz, ds-acetone) 6 8.04 (d, J= 0.9 Hz, 1H), 7.80 - 7.70 (m, 7TH), 742 (br.d, J
= 7.8 Hz, 1H), 7.34 (m, 2H), 7.28 (dd, J=9.1, 2.4 Hz, 1H), 7.17 (d, /= 2.1 Hz, 1H), 5.60 (d,
J=4.6 Hz, 1H), 4.38 (m, 1H), 4.03 (m, 1H), 1.25 (t, /= 6.9 Hz, 6H).
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Example 141
2.2.2-trifluoro-N-((1R.28)-1-(1-(4-(hydroxymethyl)phenyl)-1H-indazol-5-yloxy)-1-

phenylpropan-2-ylacetamide

Chiral

%)U\/ U
QCQ

HO
To a stirred suspension of (4-(5-((1R,2S)-2-amino-1-phenylpropoxy)-1H-indazol-1-
yl)phenyl)methanol (141a, 462 mg, 1.2 mmol) in dichloromethane (50 ml) was added
triethylamine (2.45 mL, 17.6 mmo}), followed by trifluoroacetic anhydride (1.0 mL, 7.1
mmol). The suspension dissolved when TFA-anhydride was added. The mixture was stirred at
ambient temperature for 1.5 h. and water (1 mL) was then added. The stirring was continued
for 30 min and the mixture was then evaporated.
Chromatography (SiO;, 0-80% EtOAc in Heptane) afforded slightly impure 2,2,2-trifluoro-N-
((1R,2S5)-1-(1-(4-(hydroxymethyl)phenyl)-1 H-indazol-5-yloxy)-1-phenylpropan-2-
yl)acetamide (443 mg) as a beige amorphous solid.
A sample (50 mg) of the material thus obtained was subjected to preparative HPLC (Kromasil
C-18, 2.5 x 20 cm, 50-90% acetonitrile in water/40 min, 0.1% TfA) to afford pure 2,2,2-
trifluoro-N-((1R,25)-1-(1-(4-(hydroxymethyl)phenyl)-1H-indazol-5-yloxy)-1-phenylpropan-
2-ylacetamide (41 mg, 62%)
APCI-MS: mv/z 470 [MH"] ,
'H-NMR (400 MHz, DMSO-ds,): & 9.52 (d, J= 8.6 Hz, 1H), 8.15,d, J=0.7 Hz, 1H), 7.72 (d,
J=9.3 Hz, 1H), 7.66 (d, J = 8.4 Hz, further coupled, 2H), 7.49 (d, J = 8.4 Hz, 2H), 7.43-7.39
(2H), 7.35 (t, J= 7.3 Hz, further coupled, 2H), 7.27 (t, J = 7.3 Hz, further coupled, 1H), 7.19
(dd, J=9.2 and 2.3 Hz, 1H), 7.12 (d, /= 2.3 Hz, 1H), 5.29 (d, J= 6.5 Hz, 1H), 4.56 (s, 2H),
4.25 (dq, J=14.9 and 6.8 Hz, 1H), 1.33 (d, /= 6.8 Hz, 3H).

(4-(5-((1R,2S)-2-amino- 1 -phenylpropoxy)-1 H-indazol-1-yl)phenyl)methanol (141a)

k/ Chiral
H,N °

@C%

HO
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(4-(5-iodo-1H-indazol-1-yl)phenyl)methanol (141b, 1.06 g, 3 mmol), (2R, 3S-
norephedrine (1.39 g, 9.2 mmol), Cul (206 mg, 1 mmol) and was stirred under argon
atmosphere in butyronitrile (14 mL) at 125 °C. Caesium carbonate (5.1 g, 15.7 mmol) was
added and the mixture was vigorously stirred for 50 min, cooled, filtered and evaporated.
Chromatography (SiO,, 0-40% MeOH in EtOAc) afforded (4-(5-((1R,2S)-2-amino-1-
phenylpropoxy)-1H-indazol-1-yl)phenyl)methanol (516 mg, 45%).

APCI-MS: m/z 374 [MH']

'H-NMR (400 MHz, DMSO-ds, D,0, added): § 8.12 (d, J = 0.6 Hz, 1H), 7.69 (d, J= 9.2 Hz,
1H), 7.64 (d, J = 8.4 Hz, further coupled, 2H), 7.48 (d, J = 8.4 Hz, 2H), 7.43-7-39 (2H), 7.38-
7.31 (3H), 7.26 (t, further coupled, J= 7.3 Hz, 1H), 7.21 (dd, J=9.1 and 1.8 Hz, 1H), 7.12 (d,
J=1.8Hz, 1H), 5.18 (d, /= 3.7 Hz, 1H), 4.55, (s, 2H), 3.23 (b, 1H), 1.08 (d, /= 6.2 Hz, 3H).

(4-(5-iodo-1H-indazol-1-yl)phenyl)methanol (141b)

: N
oy
N

HO
Crude 4-(5-iodo-1H-indazol-1-yl)benzoic acid (141¢, 3.05 g, 8.4 mmol) was dissolved in
THF (60 mL, dried over 4A MS) under argon atmosphere and cooled in an ice bath. Borane-
THF complex (1M, 11 mL, 11 mmol) was added during 5 min. The ice bath was then
removed and the mixture was allowed to reach r.t. and was finally heated at reflux for 40 min.
The reaction mixture was then cooled to r.t. and sat. aqueous NH4Cl (25 mL) was added.
After being diluted with EtOAc the reaction mixture was extracted trice with water and finally
with brine and evaporated. The residue was subjected to chromatography (SiO,, 10-80%
EtOAc in Heptane) to give (4-(5-iodo-1H-indazol-1-yl)phenyl)methanol (2.1 g, 71%).
APCI-MS: m/z 351 [MH']
"H-NMR (400 MHz, DMSO-dg): & 8.31 (m, 2H), 7.73-7.64 (4H), 7.53 (d, J = 8.6 Hz, 2H),
5.31 (t,J=5.7Hz, 1H), 4.59 (d, /= 5.5 Hz, 2H).

4-(3-iodo-1H-indazol-1-yl)benzoic acid (141¢)
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4-(2-(2-fluoro-5-iodobenzylidene)hydrazinyl)benzoic acid (141d, 3.42 g, 8.9 mmol) and
potassium ferz-butoxide (2.29 g, 20.5 mmol) was stirred under argon atmosphere in NMP (45
mL) at 150 °C for 15 min. The mixture was then cooled, diluted with water and acidified with
aqueous HCI (1.7 M). The precipitate that formed was collected by filtration and dried ix
vacuo to give crude 4-(5-iodo-1H-indazol-1-yl)benzoic acid (3.05 g, 94%)
APCI-MS: m/z 365 [MH']
'H-NMR (300 MHz, DMSO-ds): & 13.0 (b, 1H), 8.40 (d, /= 0.6 Hz, 1H), 8.33 (d, /=1 Hz,
further coupled, 1H), 8.14 (d, J = 8.5 Hz, further coupled, 2H), 7.92 (d, J = 8.5 Hz, further
coupled, 2H), 7.83 (d, J = 8.9 Hz, further coupled, 1H), 7.76 (dd, J= 8.9 and 1.6 Hz, 1H).

4-(2-(2-fluoro-5-iodobenzylidene) hydrazinyl) benzoic acid (141d)

|
H
AOaE
F
OH

J
4-hydrazinylbenzoic acid (1.54 g, 10 mmol), 2-fluoro-5-iodobenzaldehyde (2.52 g, 10 mmol)
and caesium carbonate (3.27 g, 10 mmol) was stirred in DMF (10 mL) at r.t. for 70 min.
Water (40 mL) was then added and the clear solution was acidified with aqueous HCI (1.7
M). The light yellow precipitate that formed was collected by filtration , washed with water
and dried in vacuo to give 4-(2-(2-fluoro-5-iodobenzylidene)hydrazinyl)benzoic acid (3.77 g,
98%)

APCI-MS: m/z 385 [MH']

'"H-NMR (300 MHz, DMSO-dg): 8 13-10 (b, 1H), 11.1 (s,1H), 8.21 (dd, J= 6.9 and 2.3 Hz,
1H), 8.01 (s, 1H), 7.84 (d, further coupled, J = 8.8 Hz, 2H), 7.67 (qd, J= 8.6, 5.0 and 2.3 Hz,
1H), 7.16-7.05 (3H).

FNMR (300 MHz, DMSO-de): § —123.3 (m).

Example 142
2.2 2-trifluoro-N-((1R.2S)-1-(1-(4-(morpholinomethyDphenyl)-1H-indazol-5-yloxy)-1-

phenylpropan-2-yl)acetamide

o Chiral
F N X N
F N

e

O
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To a stirred, ice-cooled solution of 2,2, 2-trifluoro-N-((1R,28)-1-(1-(4-
(hydroxymethyl)phenyl)-1H-indazol-5-yloxy)-1-phenylpropan-2-yl)acetamide (141, 115 mg,
0.24 mmol) and triethylamine (0.35 mL, 2.5 mmol) in dichloromethane (10 mI:) was added
methanesulfonyl chloride (38 uL, 0.49 mmol). The mixture was stirred at 0 °C. Additional
portions of methanesulfonyl chloride (38 and 60 ul) were added after 35 and 60 min
respectively. After a total time of 1.5 h, the cooling bath was removed. Brine and
dichloromethane (10 mL) were added and the mixture was washed with 1M aqueous. KHSO,
followed by sat . NaHCOs. To the organic phase was added morpholine (1 mL, 11.5 mmol)
and the mixture was stirred overnight.

Evaporation followed by preparative HPLC (Kromasil C-18, 2.5 x 20 cm, 30-90% CH3CN in
water/60 min (0.1% TfA) afforded the title product as a TfA salt. This material was dissolved
in MeOH and absorbed on a plug of acidic ion exchange resin (SCX, 5 g, pre-washed with
MeOH). Elution with methanol followed by methanolic ammonia (2M) and lyophilization
afforded 2,2,2-trifluoro-N-((1R,2S)-1-(1-(4-(morpholinomethyl)phenyl)- 1 H-indazol-5-yloxy)-
1-phenylpropan-2-yl)acetamide

(45 mg; 34%) as an amorphous solid.

APCI-MS: m/z 539 [MH']

"H-NMR (400 MHz, DMSO-dg,): 8 9.52 (d, J= 8.5 Hz, 1H), 8.16 (d, J= 0.7 Hz, 1H), 7.74 (4,
J = 9.1 Hz, 1H), 7.66 (d, J = 8.5 Hz, further coupled, 2H), 7.48 (d, J = 8.3 Hz, further
coupled, 2H), 7.43.7.39 (2H), 7.35 (t, J = 7.5 Hz, further coupled, 1H), 7.27 (t, J = 7.4 Hz,
further coupled, 1H), 7.19 (dd, J=9.2 and 2.5 Hz, 1H), 7.11 (d, J=2.4 Hz, 1H), 5.29 (d, J =
6.4 Hz, 1H), 4.25 (dq, J = 14.8 and 6.7 Hz, 1H), 3.59 (m, 4H), 3.52 (s, 2H), 2.39 (m, 4H),
1.33 (d, J= 6.8 Hz, 3H).

PENMR (300 MHz, DMSO-de): 8 —74.3 (s).

Example 143
N-((1R.28)-1-(1-(4-({dimethylamino)methyDphenyl)-1H-indazol-5-vloxvy)-1-phenylpropan-2-
y1)-2.2 2-trifluoroacetamide

o} Ghiral
e o
F N Y N
H g N
F N

4

9

\
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To a stirred, ice-cooled suspension of 2,2,2-frifluoro-N-((1R,2S)-1-(1-(4-
(hydroxymethyl)phenyl)-1H-indazol-5-yloxy)-1-phenylpropan-2-yl)acetamide (141, 118 mg,
0.25 mmol) and triethylamine (0.35 mL, 2.5 mmol) was added methanesulfonyl chloride (140
pL, 1.8 mmol). After stirring for 50 min at 0 °C brine and dichloromethane (10 mL) were
added. The mixture was washed with aqueous KHSO4 (1M) and sat. aqueous NaHCOs. To the
organic phase was added dimethylamine (0.75 mL, 11.3 mmol). The mixture was stirred at
ambient temperature for 40 min and was then evaporated: Preparative HPLC (Kromasil C-18,
2.5 %20 cm, 30-90% CH;CN in water/40 min (0.1% TfA) afforded slightly impure title
compound as a TfA-salt. The material was dissolved in MeOH and absorbed on a plug of
acidic ion exchange resin (SCX, 5 g, pre-washed with MeOH). Eluting subsequently with
MeOH and methanolic ammonia (ZM) gave somewhat impure title compound. Purification by
preparative HPLC on an XBridge C-18 column using a gradient of 50-90% acetonitrile in
water containing 0.1% aqueous ammonia (28%). afforded pure N-((1R,2S)-1-(1-(4-
((dimethylamino)methyl)phenyl)-1H-indazol-5-yloxy)-1-phenylpropan-2-y1)-2,2,2-
trifluoroacetamide (77 mg, 61%).

APCI-MS: m/z 497 [MH']

'H-NMR (400 MHz, DMSO-ds,): & 9.53 (d, J = 8.3 Hz, 1H), 8.16 (d, J = 0.6 Hz, 1H), 7.74 (d,
J=9.2 Hz, 1H), 7.65 (d, J= 8.5 Hz, further coupled, 2H), 7.45 (d, J= 8.5 Hz, further
coupled, 2H), 7-43-7-39 (2H), 7.35 (t, , J = 7.5 Hz, 1H), 7.27 (t, J = 7.5 Hz, further coupled,
1H), 7.19 (dd, J=6.7 and 2.5 Hz, 1H), 7.12 (d, /= 2.3 Hz, 1H), 5.29 (d, /= 6.6 Hz, 1H), 4.25
(dq, J=13.5 and 7 Hz, 1H), 3.44 (s, 2H), 2.17 (s, 6H), 1.33 (d, /= 6.8 Hz, 1H)

PF-NMR (300 MHz, DMSO-de): & -74.3 (s)

Example 144
2.2.2-trifluoro-N-((1R.28)-1-(1-(3-(hydroxymethyl)phenyl)-1H-indazol-5-yloxy)-1-

phenylpropan-2-vl)acetamide

o Chiral
r I I o
F* WX )
oo @ \C‘:\,\'N
@\/OH
To a stirred suspension of (3-(5-((1R,2S)-2-amino-1-phenylpropoxy)-1H-indazol-1-
yDphenyl)methanol (144a, 38 mg, 0.1 mmol) in dichloromethane (4 ml) was added

triethylamine (200 pl, 1.4 mmol) followed by trifluoroacetic anhydride (85 ul., 0.6 mmol).

The mixture was stirred for 90 min and water (8 drops) was then added. The mixture was
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evaporated and the residue was subjected to preparative HPLC (Kromasil C-18, 2.5 x 20 cm)
using a gradient (holding 0.1% TfA) of 30-90% acetonitrile in water/30 min Fractions
containing the title compound was combined and lyophilized to afford 2,2,2-trifluoro-N-
((1R,28)-1-(1-(3~(hydroxymethyl)phenyl)-1H-indazol-5-yloxy)-1-phenylpropan-2-
yl)acetamide (32.5 mg, 68%)

APCI-MS: nvz 470 [MH']

'"H-NMR (300 MHz, DMSO-ds, D,O added): § 9.60 (d, J = 8.5 Hz, 1H), 8.14 (d, J= 0.8 Hz,
1H), 7.72 (d, J = 9.3 Hz, further coupled, 1H), 7.62 (m, 1H), 7.54 (d, J = 8.2 Hz, further
coupled, 1H), 7.50 (d, J= 7.3 Hz, 1H), 7.48 (d, J= 7.9 Hz, 1H), 7.42-7.22.(6H), 7.20 (dd, /=
9.2 and 2.3 Hz, 1H), 7.13 (d, /= 2.3 Hz, 1H), 5.26 (d, /= 6.9 Hz, 1H), 4.57 (s, 2H), 4.24 (m,
1H), 1.33 (d, /= 6.9 Hz, 3H).

(3-(5-((1R,2S)-2-amino- I-phenylpropoxy)-1H-indazol-1-yl)phenyl)methanol (144a)

L/ Chiral
0.
HN

Y N
N
@J“

(1R,2S)-2-amino-1-phenylpropan-1-ol (133 mg, 1.22 mmol) was dissolved in
butyronitrile (2.5 mL) under argon atmosphere in a vial. Cul (20 mg, 0.17 mmol), (3-(144, 5-

/ \ i

iodo-1H-indazol-1-yl)phenyl)methanol (92 mg, 0.26 mmol) and caesium carbonate (250 mg,
1.63 mmol) was added in one portion with stirring. The vial was closed and the mixture
stirred at 125 °C for 5 h. Additional (1R,2S)-2-amino-1-phenylpropan-1-ol (90 mg, 0.6
mmol), Cul (13 mg, 0.07 mmol) and caesium carbonate (280 mg, 0.86 mmol) was added in
one portion with stirring at 125 °C. After a total heating time of 5.5 h all 5-iodo-1H-indazol-1-
yl)phenyl)methanol was consumed. The mixture was cooled, filtered and evaporated. The
residue was subjected to chromatography (SiO,, 0-40% MeOH in EtOAc) to afford (3-(5-
((1R,28)-2-amino~1-phenylpropoxy)-1H-indazol-1-yl)phenyl)methanol (48 mg, 49 %).
APCI-MS: m/z 374 [MH]

'H-NMR (300 MHz, DMSO-ds, D0, added): & 8.12 (s, 1H), 7.71 (d, J = 9.1 Hz, 1H), 7.63
(bs, 1H), 7.54 (d, J = 8.3 Hz, further coupled, 1H), 7.50 (d, /= 7.3 Hz, 1H), 7.48 (d,J=17.9
Hz, 1H), 7.43-7.19 (7H), 7.13 (d, J = 2.3 Hz, 1H), 5.15 (s, 1H), 4.57, (s, 2H), 1.07 (d, /= 6.0
Hz, 3H).

(3-(3-iodo-1H-indazol-1-yl)phenyl)methanol (144b)
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Crude 3-(5-iodo-1H-indazol-1-yl)benzoic acid (144e¢, 3.5 g, 9.6 mmol) was dissolved in
THF (70 mL, dried over 4A MS) under argon atmosphere and cooled in an ice bath. Borane-
THF complex (1M, 12 mL, 12 mmol) was added during 2 min. The cooling bath was removed
and the mixture was stirred at r.t. for 15 min, then heated at reflux for 35 min. Additional
borane reagent was added and the heating was continued for 20 min, at which time all starting
material had been consumed. Sat. aqueous NH4Cl (25 mL) was added followed by ethyl
acetate. The phases were separated and the organic phase was washed trice with water and
finally with brine. Evaporation left a residue that was subjected to chromatography (SiOz, 10-
80% EtOAc in Heptane) to afford a material that was crystallized from ethyl acetate-Heptane
to give (3-(5-iodo-1H-indazol-1-yl)phenyl)methanol (1.69 g) as off white crystals. From the
mother liquor was obtained in the same way additional 223 mg of the title compound. Total
yield 60% over two steps.

APCI-MS: n/z 351 [MH]

'H-NMR (300 MHz, DMSO-dg): & 8.33 (d, /= 0.7 Hz, 1H), 8.31 (dd, /= 1.4 and 0.7 Hz, 1H),
7.73 (dd, J= 8.9 and 1.6 Hz, 1H), 7.71-7.66 (2H), 7.61 (d, J = 9.9 Hz, further coupled, 1H),
7.54 (t,J=7.4Hz, 1H), 7.36 (7, J= 7.4 Hz, 1H), 5.37 (t, /= 5.8 Hz, 1H), 4.62 (d, /= 5.7 Hz,
2H).

3-(5-iodo-1H-indazol-1-yl)benzoic acid (144c)
[

Oy

OH

3-(2-(2-fluoro-5-iodobenzylidene)hydrazinyl)benzoic acid (3.47 g, 9 mmol) and potassium
tert. butoxide (2.3g, 20.5 mmol) was stirred under argon atmosphere in NMP (45 mL) at 150
°C for 30 min. After cooling, the mixture was diluted with water (100 mL), acidified with
aqueous HCI (1.7 M) and extracted trice with EtOAc. The combined organic phases were
washed twice with water and then with brine. Evaporation of the organic phase afforded crude

title compound (3.52 g, quant.) as a light brown, amorphous, gummy solid.
APCI-MS: m/z 365 [MH']
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"H-NMR (300 MHz, DMSO-dg): 8 13.2 (b, 1H), 8.38 (s, 1H), 8.33 (s, 1H), 8.24 (bs, 1H), 7.97
(d, J = 8.2 Hz, further coupled, 1H), 7.81-7.68 (3H).

3-(2-(2-fluoro-5-iodobenzylidene) hydrazinyl) benzoic acid (144d)

3-hydrazinylbenzoic acid (1.52 g, 10 mmol)), 2-fluoro-5-iodobenzaldehyde (2.5 g, 10 mmol)
and caesium carbonate (3.26 g, 10 mmol) were stirred in DMF (10 mL) at r.t. under argon
atmosphere for 2.5 h. Water (40 mL) was added and the clear solution was acidified with
aqueous HCI (1.7 M). The beige-orange precipitate that formed was collected by , filtration,
washed with water and dried in vacuo to give the title compound (3.75 g, 98%).

APCI-MS: m/z 385 [MH'] |

"H-NMR (300 MHz, DMSO-ds): § 12.9 (b, 1H), 8.17 (dd, J= 6.9 and 2.3 Hz, 1H), 7.94 (s,
1H), 7.65 (qd, J= 8.7, 5.0 and 2.3 Hz, 1H), 7.63-7.60 (m, 1H), 7.40-7.31 (3H), 7.09 (dd, J =
10.8 and 8.7 Hz, 1H)

"*F-NMR (300 MHz, DMSO-dg, D;0 added): §~123.4 (m)

Example 145
2.2 2-trifluoro-N-((1R.28)-1-(1-(3-(morpholinomethyl)pheny])-1H-indazol-5-yloxy)-1-

phenvlpropan-2-yl)acetamide

s A A 108

H o Z a@

To a stirred, ice-cooled solution of 2,2,2-trifluoro-N-((1R,2S)-1-(1-(3-
(hydroxymethyl)phenyl)-1H-indazol-5-yloxy)-1-phenylpropan-2-yl)acetamide (144, 119 mg,

0.35 mmol) and triethylamine (0.35 mL, 2.5 mmol) was added methanesulfonyl chloride (140
pL, 1.8 mmol). The mixture was stirred for 55 min at 0 °C and brine was then added followed
by dichloromethane (10 mL) and aqueous KHSO, (1M). The phases were separated and the
organic phase washed with sat aqueous NaHCOs. To the organic phase was the added
morpholine (1 mL, 11.5 mmol). The mixture was stirred at ambient temperature for 16 h and
was then evaporated. The residue was subjected to preparative HPLC (Kromasil C-18, 2.5 x
20 cm) using a gradient (holding 0.1% TfA) of 30-90% acetonitrile in water/60 min.

Fractions containing the title compound were combined and evaporated. The residue,
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comprising the TfA-salt of the title compound was dissolved in MeOH and absorbed on a
plug of acidic ion exchange resin (SCX, 5 g, pre-washed with MeOH). Eluting with MeOH
and methanolic ammonia (2M) subsequently afforded after evaporation, re-dissolving in water
and lyophilization 2,2,2-trifluoro-N-((1R,2S)-1-(1-(3-(morpholinomethyl)phenyl)-1H-
indazol-5-yloxy)-1-phenylpropan-2-yl)acetamide (105 mg, 77%).

APCI-MS: m/z 539 [MH]

"H-NMR (300 MHz, DMSO-ds,): 6 9.52 (d, J = 8.5 Hz, 1H), 8.17 (d, /= 0.8 H1H), 7.72 (d, J
= 9.2 Hz, further coupled, 1H), 7.65-7-58 (3H), 7.51 (d, J= 7.6 Hz, 1H), 7.49 (d, /= 7.8 Hz,
1H), 7.44-7.23 (6H), 7.21 (dd, J=9.2 and 2.4 Hz), 1H), 7.13 (d, /= 2.4 Hz), 5.30 (d, /= 6.5
Hz, 1H, 4.25 (m, 1H), 3.60-3.54 (6H), 2.42-2.36 (4H), 1.34 (d, /= 6.8 Hz).

PF.NMR (300 MHz, DMSO-ds): § —74.3 (s).

Example 146
N-((1R.29)-1-(1-(3-((dimethylamino)methylphenv])-1H-indazol-5-yloxy)-1-phenvylpropan-2-
y1)-2.2.2-trifluoroacetamide

O @N\

To a stirred ice-cooled solution of 2,2,2-trifluoro-N-((1R,2S)-1-(1-(3-
(hydroxymethyl)phenyl)-1H-indaqu-5-y10xy)-1-phenylpropan—Z-yl)acetamide (144, 118 mg,
0.25 mmol) and triethylamine (0.35 mL, 2.5 mmol) was added methanesulfonyl chloride (140
uL, 1.8 mmol). The mixture was stirred at 0 °C for 65 min and brine was then added,
followed by dichloromethane (10 mL).

The phases were separated and the organic phase was washed with aqueous KHSO, (1M) and

e

sat aqueous NaHCO3 subsequently. To the organic phase was then added dimethylamine
(0.75 mL, 11.3 mmol) and the mixture was stirred at ambient temperature for 70 min. After
evaporation, the residue was subjected to preparative HPLC (Kromasil C-18, 2.5 x 20 cm)
using a gradient (holding 0.1% TfA) of 30-90% acetonitrile in water/40 min to afford the TfA
salt of the title compound. This material was dissolved in MeOH and absorbed on a plug of
acidic ion exchange resin (SCX, 5 g, pre-washed with MeOH). Eluting with MeOH and
methanolic ammonia (2M) subsequently gave, after lyophilization from water, a residue that
was subjected to preparative HPLC under basic conditions using an XBridge C-18 column

and a gradient of 50-90% actonitrile in water containing 0.1% aqueous ammonia (28%). This
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afforded after lyophilization N-((1R,2S)-1-(1-(3-((dimethylamino)methyl)phenyl)-1H-
indazol-5-yloxy)-1-phenylpropan-2-yl)-2,2,2-trifluoroacetamide (75 mg, 60%)

APCI-MS: vz 497 [MH"]

'H-NMR (400 MHz, DMSO-dg,): 5 9.53 (d, J= 8.1 Hz, 1H), 8.17 (d, J= 0.7 Hz, 1H), 7.72 (d,
J=9.2Hz, 1H), 7.63-7.57 2H), 7.50 (t, J= 7.7 Hz, 1H) 7.43-7.39 (2H), 7.37-7.32 (2H),
7.30-7.24 (2H), 7.21 (dd, J=9.2 and 2.5 Hz, 1H), 7.13 (d, J=2.3 Hz, 1H), 529 (d,J=6.8
Hz, 1H), 4.25 (m, 1H), 3.48 (s, 2H), 2.18 (s, 6H), 1.34 (d, /= 6.7 Hz, 1H)

F-NMR (300 MHz, DMSO-dg): & -74.3 (s)

Example 147
N-(1,1,1-trifluoro-3-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-3-phenylpropan-2-
yl)pivalamide

Q

F

N-(1,1, 1-trifluoro-3-(1-(4-fluorophenyl)- 1 H-indazol-5-yloxy)-3-phenylpropan-2-
ylpivalamide (147D1E1)

Racemic 147D1 (198 mg) was subjected to chiral separation on a Chiralpak IA 2x20 cm.
Mobile phase: iso-Hexane-dichloromethane-methanol; 500-100-5. 147D1E1 was isolated as
the first eluted enantiomer: 87 mg (ee 100%).

[a]p=+63"(c 0.9, MeOH)

APCI-MS: m/z 500 [MH"]

'H-NMR (300 MHz, DMSO-dg): & 8.18 (d, /= 0.8 Hz, 1H), 7.94 (d, J=9.5 Hz, 1H), 7.81-
7.67 (3H), 7.52-7.47 (2H), 7.44-7.23 (6H), 7.21 (d,J=2.1 Hz, 1H), 5.86 (d, /=4.4 Hz, 1H),
5.12 (m, 1H), 1.09 (s, 9H).

PF-NMR (300 MHz, DMSO-de): 8 —70.1 (d, J = 8.5 Hz), -115.8 (m).

N-(1,1, I-trifluoro-3-(1-(4-fluorophenyl)-1 H-indazol-5-yloxy)-3-phenylpropan-2-
yl)pivalamide (147D1E2)

The title compound was isolated as the second eluted enantiomer from the chiral HPLC
separation described for 147D1E1. Yield: 86 mg (ee 98%)

[o]p =65 (c 0.9, MeOH)
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APCI-MS and NMR spectral properties as for enantiomer 1

N-(1,1,1-trifluoro-3-(1-(4-fluorophenyl)- 1 H-indazol-5-yloxy)-3-phenylpropan-2-
yl)pivalamide (147D2EI1)

100 mg of racemic 147D2 were subjected to-HPLC on a chiral column as described for
147D1. 147D2E1 was isolated as the first eluted enantiomer. Yield: 40 mg (ee 100%).
[olp=-82° (c 0.9, MeOH)

APCI-MS: m/z 500 [MH"]

'H-NMR (300 MHz, DMSO-ds): & 8.22 (d, J=0.9 Hz, 1H), 7.95 (d, J= 9.8 Hz, 1H), 7.77-
7.65 3H), 7.57-7.51 (2H), 7.44-7.24 (5H), 7.18 (d, J=2.2 Hz, 1H), 7.13 (dd, /=9.0 and 2.4
Hz, 1H), 5.64 (d, /= 10.0 Hz, 1H), 5.00 (m, 1H), 0.86 (s, 9H)

PF-NMR (300 MHz, DMSO-de): 6 —69.16 (d, J= 7.4 Hz), -115.8 (m)

N-(1,1, 1-trifluoro-3-(1-(4-fluorophenyl)- 1 H-indazol-5-yloxy)-3-phenylpropan-2-
yl)pivalamide (147D2E2)

The subtitle compound was isolated as the second eluted enantiomer from the chiral HPLC
separation of 147D2 described for 147D2E1. Yield: 46 mg (ee 88%)

[e]p =+71" (¢ 1, MeOH)

APCI-MS and NMR spectral properties as for enantiomer 1

N-(1,1, I-trifluoro-3-(1-(4-fluorophenyl)- 1 H-indazol-5-yloxy)-3-phenylpropan-2-
yl)pivalamide (147D1)
1,1,1-trifluoro-3-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-3-phenylpropan-2-amine,
(147aD1, 160 mg, approx. 0.39 mmol) was dissolved in dichloromethane (10 mL). Pivaloyl
chloride (70 uL, 0.57 mmol) was added followed by triethylamine (80 uL, 0.57 mmol). The
mixture was stirred at ambient temperature for 100 min.

Additional pivaloyl chloride (20 uL) and triethylaminel5 uL was then added and the stirring
was continued for 70 min. Water was added and the mixture was stirred for 15 min.
Dichloromethane was then added and the phases were separated. The aqueous phase was
extracted once with dichloromethane and the combined organic phases were evaporated.
Chromatography (SiO,, gradient of 0-40 % ethyl acetate in Heptane) afforded pure racemic
N-(1,1,1-trifluoro-3-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-3-phenylpropan-2-
yl)pivalamide (diastereomer 1, 170 mg, approx. 88%)
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N-(1,1, 1-trifluoro-3-(1-(4-fluorophenyl)- 1 H-indazol-5-yloxy)-3-phenylpropan-2-
yl)pivalamide (147D2)

Pivaloylation and isolation of racemic 1,1, 1-trifluoro-3-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-3-phenylpropan-2-amine (147aD2), was performed in an analogous manner as
described for 147D1. From 135 mg of amine 147aD2 was obtained 84 mg of pure racemic
pivaloyl ester 147D2.

1,1, 1-trifluoro-3-(1-(4-fluorophenyl)- 1 H-indazol-5-yloxy)-3-phenylpropan-2-amine (147aD1)
A solution of 1,1,1-trifluoro-3-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-3-phenylpropan-2-
one oxime (147b, slightly impure, 1.08 g, 2.5 mmol) in THF (40 mL, dried over 4A MS) was
added during 10 min to a mixture of Red-Al® (2.5 mL of a 3.5 M solution in toluene) in THF
(60 mL). After the addition was complete the mixture was heated at reflux temperature for 1 h
and was then cooled to r.t. Sat. aqueous ammonium chloride solution (10 mL) was added. The
mixture was stirred for additional 10 min and was then partitioned between ethyl acetate and
water. The turbid aqueous phase was extracted once with ethyl acetate. The combined organic
phases were washed twice with water, once with brine and evaporated. The residue was
subjected to extensive chromatography (SiO,, gradients of ethyl acetate in Heptane) to afford
the separated diastereomeric amine products, both however contaminated by unidentified side
products. 160 mg of the first eluted diastereomer (147aD1) were obtained after evaporation of
the solvents.

APCI-MS: m/z 416 [MH']

1,1, 1-trifluoro-3-(1-(4-fluorophenyl)- 1 H-indazol-5-yloxy)-3-phenylpropan-2-amine (147aD2)
521 mg of diastereomer 147aD2 were obtained as the second eluted diastereomer from the
separation on silica gel described for 147aD1.

APCI-MS: m/z 416 [MH"]

1,1, I-trifluoro-3-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-3-phenylpropan-2-one oxime
(147b)

QH
¥
N

Ao \

F
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1,1,1-trifluoro-3-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-3-phenylpropane-2,2-diol (147¢)
1.22 g, 2.8 mmol) and hydroxylamine hydrochloride (3.32 g, 48 mmol) was mixed in pyridine
(85 mL, dried over 4A MS). The mixture was stirred at 115 °C for 30 min, after which time
HPLC analysis showed complete reaction. Solvent was evaporated and the residue partitioned
between ethyl acetate and water. The phases were separated and the organic phase washed
twice with water, followed by brine and then evaporated. The residue was subjected to
chromatography (SiO,, gradient of 10-60% Ethyl acetate in Heptane) to afford somewhat
impure 1,1,1-trifluoro-3-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-3-phenylpropan-2-one
oxime as a 3:7 mixture of diastereomers (0.99 g, 82%).

APCI-MS: m/z 430 [MH']

'H-NMR (300 & 600 MHz, DMSO-ds): 5 13.08 (b, 1H), 8.27 (d, J = Hz, 0.3H), 8.24 (d, ] =
Hz, 0.7H), 7.82-7.70 (3H), 7.55-7.49 (2H), 7.48-7.24 (7H), 6.49 (s, 1H)

PE.NMR (300 MHz, DMSO-dq): 6 —63.9 (s), -115.7 (m)

1,1, I-trifluoro-3-(1-(4-fluorophenyl)- 1 H-indazol-5-yloxy)-3-phenylpropane-2,2-diol (147c)

HO_ OH
F 0.
N
F N

Methyl 2-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-2-phenylacetate (147d, 2.5 g, 6.6 mmol)
was dissolved in THF (15 mL, dried over 4A MS) under Argon atmosphere and cooled in an
ice-bath. Trimethyl(trifluoromethyl)silane (1.18 mL, 8 mmol) was added followed by
Caesium fluoride (100 mg, 0.66 mmol). The cooling bath was removed and the stirring was
continued at r.t. for 4 h. A solution of tetrabuthylammonium fluoride in THF (1M, 7 mL, 7
mmol) followed by water (4 mL) was then added and the mixture was stirred for additional 1
h and then partitioned between ethyl acetate and water. The organic phase was washed twice
with water, then brine and evaporated to afford 1,1,1-trifluoro-3-(1-(4-fluorophenyl)-1H-
indazol-5-yloxy)-3-phenylpropane-2,2-diol (2.74 g, 95%)

APCI-MS: m/z 433 [MH]

'H-NMR (600 MHz, DMSO-de): & 8.15 (d, J = 0.9 Hz, 1H), 7.77-7.69 (m, 2H), 7.66 (d, J =
9.3 Hz, further coupled, 1H), 7.57-7.51 (2H), 7.43-7.23 (5H), 7.21-7.13 (3H), 5.40 (s, 1H)
BC.NMR (400 MHz, DMSO-dg): 8 160.2 (d, J = 243.0 Hz), 152.4, 136.1 (d, J = 2.6 Hz),
135.3,135.0, 134.1, 129.1 (2C), 127.9, 127.5 (2C), 125.2, 123.9 (d, /= 8.5 Hz), 123.8 (q, J =
291 Hz), 111.4,104.2,92.2 (q,J = 28.9 Hz), 80.5
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PF-NMR (300 MHz, DMSO-dg): § —79.5 (s), -115.9 (m)

Methyl 2-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-2-phenylacetate (147d)

1-(4-fluorophenyl)-1H-indazol-5-0l (147e, 912 mg, 4 mmol), methyl 2-bromo-2-
phenylacetate (0.65 mL, 4.1 mmol) and Caesium carbonate (2.64 g, 8.1 mmol) were stirred in
DMF (12 mL) at ambient temp. for 55 min. and the mixture was then poured into water and
extracted trice with ethyl acetate. The combined organic phases were washed with water and
brine subsequently, and evaporated to afford crude methyl 2-(1-(4-fluorophenyl)-1H-indazol-
5-yloxy)-2-phenylacetate (1.59 g). The product was combined with additional crude methyl 2-
(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-2-phenylacetate (2.03 g obtained in the same way as
above from 1.2 g of methyl 2-bromo-2-phenylacetate) and crystallized from methanol to
afford pure methyl 2-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-2-phenylacetate (2.94 g) as
off-white, small needles. The mother liquor was subjected to chromatography (SiO., gradient
of 0-70 % Ethyl acetate in Heptane) to give, after crystallization from methanol, additional
methyl 2-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-2-phenylacetate (272 mg). Total yield 3.2
g (92%)

APCI-MS: m/z 377 [MH']

'"H-NMR (300 MHz, DMSO-ds,): 8 8.26 (d, J = 0.9 Hz, 1H), 7.81-7.70 (3H), 7.62-7.56 (2H),
7.48-7.36 (5H), 7.35 (d, =2.4 Hz, 1H), 7.26 (dd, J = 9.1 and 2.4 Hz, 1H), 6.1 (s, 1H), 3.67
(s, 3H)*C-NMR (400 MHz, DMSO-dg): & 170.0, 160.3 (d, T = 243.3 Hz), 152.1, 136.1 (d, ] =
2.6 Hz), 135.5, 135.1, 134.3, 129.0, 128.7 (2C), 127.4 (2C), 125.3, 124.0 (d, J = 8.6 Hz),
119.7,116.4d,J=22.9 Hz), 111.5, 103.7, 77.8, 52.4.

PF.NMR (300 MHz, DMSO-ds): 6 —115.8 (m)

1-(4-fluorophenyl)-1H-indazol-5-ol (147e)
HO.
N

3

F
1-(4-fluorophenyl)-5-methoxy-1H-indazole (147f, 3.32 g, 13.7 mmol) in CH,Cl, (40 mL,

dried over 4A mol sieves). Borontribromide solution (1M in dichloromethane, 35 mL, 35
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mmol) was added and the mixture was stirred at 50 °C for 80 min. The reaction mixture was
cooled to r.t., diluted with dichloromethane and washed with ice-cold sat. aqueous NaHCOs;.
Crude title compound crystallised from the organic phase at 8 °C. Re-crystallization from
methanol-water afforded 1-(4-fluorophenyl)-1H-indazol-5-0l as light grey needles (1.88 g).
From the mother liquor was obtained by crystallization (methanol-water) additional title
compound (0.7 g). Total yield 2.58 g (82%).

APCI-MS: m/z 229 [MH]

"H-NMR (300 MHz, DMSO-ds,): § 9.41 (s, 1H), 8.16 (d, J= 0.9 Hz. 1H), 7.80-7.72 (m, 2H),
7.64 (d, J= 9.1 Hz, further coupled, 1H), 7.44-7.35 (m, 2H), 7.10 (dd, /= 2.3 and 0.6 and Hz,
1H), 7.02 (dd, J= 9.1 and 2.4 Hz, 1H) |

1-(4-fluorophenyl)-5-methoxy-1H-indazole (147f)

© N\
oy
/

N

Q

F
Step 1)
1-(2-fluoro-5-methoxybenzylidene)-2-(4-fluorophenyl)hydrazine

(4-fluorophenyl)hydrazine (6.5 g, 40 mmol), 2~-fluoro-5-methoxybenzaldehyde (6.2 g, 40
mmol) and cesium carbonate (13 g, 40 mmol) were stirred in DMF (40 mL) at r.t. under argon
atmosphere for 1.5 h and was then poured with stirring into water and extracted with ethyl
acetate. The organic phase was washed trice with water, then brine and evaporated. The
residue crystallized slowly to afford the subtitle compound as a beige-light brown crystal
mass (10.21 g).

APCI-MS: m/z 263 [MH']

Step 2)

1-(2-fluoro-5-methoxybenzylidene)-2-(4-fluorophenyl)hydrazine (10 g, 38 mmol) and
potassium tert. butoxide (5 g, 46 mmol) was stirred under argon atmosphere in NMP (50 mL)
at 150 °C for 45 min. The reaction mixture was then cooled and poured with stirring into ice-

water and extracted trice with ethyl acetate. The combined organic phases were washed with
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water and brine, and were then evaporated. The residue crystallized slowly from methanol-
water to afford 1-(4-fluorophenyl)-5-methoxy-1H-indazole as beige crystals (3.32 g, 36%)
"H-NMR (300 MHz, DMSO-ds,): & 8.25 (d, J= 0.9 Hz, 1H), 7.81-7.74 (m, 2H), 7.71 (d, J =
9.2 Hz, further coupled, 1H), 7.45-7.37 (m, 2H), 7.31 (d, J=2.4 Hz, 1H), 7.13 (dd, J=9.2
and 2.5 Hz, 1H), 3.82 (s, 3H)

PF.NMR (300 MHz, DMSO-dg): § —115.9 (m).

Example 148
N-[(1S.2R)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(6-methoxypvridin-3-yl)propan-2-

yl]eyclopropanecarboxamide

o = Chiral

5
V)‘\H mN
RN N
LA
O

F

ISOMER 1
b = relative absolute

The racemic mixture of N-[(1R,25)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(6-
methoxypyridin-3-yl)propan-2-yl]cyclopropanecarboxamide (16) were separated on Thales
SFC, Chiralpak IA column( 75% CO- , 25%MeOH) collecting the first eluating peak.
'H-NMR (400 MHz, Acetone-dy) & 8.22 (1H, d);8.06 (1H, s);7.80 - 7.69 (4H, m);7.52 (1H,
d);7.34 (2H, dd);7.23 (2H, dd);7.19 (1H, d);6.74 (1H, d);5.45 (1H, d);4.37 - 4.27 (1H, m);3.85
(3H, s);1.54 (1H, ddd);1.27 (3H, d);0.79 - 0.73 (1H, m);0.69 - 0.53 (3H, m).

APCI-MS: m/z 461.1 [MH].

Example 149
N-[(1R.25)-1-(3.4-dimethylpheny])-1-[ 1-(4-fluorophenylindazol-5-yl]Joxy-propan-2-yl]-

2.2 2-trifluoro-acetamide
Y“ J\,o

)@Q

Prepared as described in Example 6 using corresponding starting material.
APCI-MS: m/z 486.2 [MH+]

Chiral
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IH.NMR (500 MHz, DMSO-d6): 5 9.51 (1H, d); 8.12 (1H, d); 7.70 - 7.67 (2H, m); 7.64 (1H,
d); 7.37 - 7.33 (2H, m); 7.15 (1H, dd); 7.11 (1H, s); 7.07 - 7.04 (3H, m); 5.18 (1H, d); 4.18 -
4.11 (1H, m); 2.14 - 2.11 (6H, m); 1.26 (3H, d).

Example 150

Prepared as described in Example 6 using corresponding starting material.

APCI-MS: m/z 494.1 [MH+]

THNMR (500 MHz, DMSO-d6): § 9.50 (1H, d); 8.14 (1H, d); 7.71 - 7.65 (3H, m); 7.42 -
7.34 (4H, m); 7.23 - 7.14 (3H, m); 5.22 (1H, d); 4.25 - 4.19 (1H, m); 1.31 (3H, d).

Example 151
2.2 2-trifluoro-N-[(1R.28)-1-(3-fluoro-4-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-

vl]oxv-propan-2-yllacetamide

Lo
ke

Prepared as described in Example 6 using corresponding starting material.

APCI-MS: nv/z 490.1 [MH+]

1H—N'MR (500 MHz, DMSO-d6): § 9.52 (1H, d); 8.13 (1H, d); 7.70 - 7.64 (3H, m); 7.37 -
7.34 (2H, m); 7.21 (1H, t); 7.16 (1H, dd); 7.11 - 7.07 (3H, m); 5.21 (1H, d); 4.23 - 4.17 (1H,
m); 1.29 (3H, d).

o}

E
Fﬁ)]\ﬁ
F

Chiral

Example 152
2.2 2-trifluoro-N-[(1R.28)-1-(3-fluorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-

2-yllacetamide
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Chiral

\\)L J\,o

F : Q
Prepared as described in Example 6 using corresponding starting material.
APCI-MS: m/z 476.1 [MH+]
I MR (500 MHz, DMSO-d6): 6 9.53 (1H, d); 8.14 (1H, d); 7.70 - 7.64 (3H, m); 7.38 -

7.32 (3H, m); 7.22 - 7.12 (4H, m); 7.06 (1H, td); 5.25 (1H, d); 4.26 - 4.18 (1H, m); 1.31 (3H,
d).

Example 153
N-[(1R.28)-1-(2.5-dimethylpheny])-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-

2.2.2-trifluoro-acetamide

P
\QCCQ

Chiral

Prepared as described in Example 6 using corresponding starting material.

APCI-MS: m/z 486.2 [MH+]

1H-NMR (500 MHz, DMSO-d6): & 9.64 (1H, d); 8.13 (1H, d); 7.70 - 7.64 (3H, m); 7.37 -
7.33 (2H, m); 7.16 (1H, dd); 7.12 (1H, s); 7.04 (1H, d); 6.96 - 6.93 (2H, m); 5.38 (1H, d); 4.24
-4.18 (1H, m); 2.15 (3H, s); 1.26 (3H, d).

Example 154
N-[(1R.28)-1-(2.4-dimethylpheny])-1-[ 1-(4-fluorophenvl)indazol-5-ylJoxy-propan-2-y1]-
2.2.2-trifluoro-acetamide

P o

0%

Prepared as described in Example 6 using corresponding starting material.
APCI-MS: m/z 486.2 [MH+]

Chiral
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TH-NMR (500 MHz, DMSO-d6): § 9.65 (1H, d); 8.11 (1H, d); 7.70 - 7.63 (3H, m); 7.37 -

7.33 (2H, m); 7.18 (1H, d); 7.14 (1H, dd); 6.96 (1H, s); 6.94 (1H, d); 6.90 (1H, d); 5.40 (1H,
d); 4.24 - 4.19 (1H, m); 2.16 (3H, s); 1.25 (3H, d).

Example 155
N-[(1R.28)-1-(3-chlorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-2.2.2-

trifluoro-acetamide

\‘)L J\,o

CIO Q

Prepared as described in Example 6 using corresponding starting material.

APCI-MS: m/z 492.1 [MH+]

T NMR (500 MHz, DMSO-d6): & 9.56 (1H, d); 8.13 (1H, s); 7.70 - 7.64 (3H, m); 7.38 -
7.27 (6H, m); 7.17 (1H, dd); 7.12 (1H, d); 5.22 (1H, d); 4.24 - 4.17 (1H, m); 1.30 (3H, d).

Chiral

Example 156
2.2 2-trifluoro-N-[(1R.2S)-1-(4-fluoro-2-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-

yl]oxy-propan-2-yl]acetamide
\‘)L J\/o

Prepared as described in Example 6 using corresponding starting material.

APCI-MS: m/z 490.2 [MH+]

lgNMR (500 MHz, DMSO0-d6): 8 9.65 (1H, d); 8.13 (1H, d); 7.70 - 7.64 (3H, m); 7.37 -
7.32 (3H, m); 7.15 (1H, dd); 7.02 - 6.98 (2H, m); 6.93 (1H, td); 5.39 (1H, d); 4.27 - 4.22 (1H,
m); 1.27 (2H, d).

Chiral

Example 157
2.2 2-trifluoro-N-[(1R.28)-1-(5-fluoro-2-methyl-phenyl)-1-[1-(4-fluorophenvylindazol-5-

yl]oxy-propan-2-yl]acetamide
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Chiral

SRy
WQ@?Q

Prepared as described in Example 6 using corresponding starting material.

APCI-MS: m/z 490.2 [MH+]

l-NMR (500 MHz, DMSO-d6): 8 9.68 (1H, d); 8.14 (1H, d); 7.71 - 7.65 (3H, m); 7.35 (2H,
dd); 7.21 - 7.16 (2H, m); 7.07 (1H, dd); 7.01 - 6.94 (2H, m); 5.40 (1H, d); 4.29 - 4.24 (1H, m);
1.28 (3H, d).

Example 158
2 2 2-trifluoro-N-[(1R.2S)-1-(5-fluoro-2-methoxy-phenyl)-1-[ 1 -(4-fluorophenyl)indazol-5-

vl]oxy-propan-2-yl]acetamide

o}

o

F

Chiral

Prepared as described in Example 6 using corresponding starting material.

APCI-MS: m/z 506 [MH+]

LHNMR (500 MHz, DMSO-d6): & 9.46 (1H, d); 8.15 (1H, d); 7.71 - 7.65 (3H, m); 7.37 -
7.33 (2H, m); 7.15 (1H, dd); 7.07 - 6.99 (4H, m); 5.51 (1H, d); 4.37 - 4.30 (1H, m); 3.82 (3H,
s); 1.25 (3H, d).

Example 159
2.2 2-trifluoro-N-[(1R.28)-1-[1-(4-fluorophenvl)indazol-5-yl]oxy-1-(4-methoxy-3.5-
dimethyl-phenyl)propan-2-vy]]acetamide

T
fg s

Prepared as described in Example 6 using corresponding starting material.

APCI-MS: m/z 516.2 [MH+]
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TH.NMR (500 MHz, DMSO-d6): 5 9.48 (1H, d); 8.14 (1H, d); 7.71 - 7.64 (3H, m); 7.37 -

7.34 (2H, m); 7.16 (1H, dd); 7.09 (1H, d); 7.01 (2H, s); 5.13 (1H, d); 4.14 - 4.07 (15, m); 2.13
(6H, 5); 1.26 (3H, d).

Example 160
N-[(1R.28)-1-(4-chloropheny])-1-[1-(4-fluorophenyl)indazol-5-v1]oxy-propan-2-yl]-2.2.2-

trifluoro-acetamide

i i J\/
F o N’

1aRs

F

Chiral

Prepared as described in Example 6 using corresponding starting material.

APCI-MS: m/z 492.1 [MH+]

1H-NMR (500 MHz, DMSO-d6): & 9.53 (1H, d); 8.13 (1H, d); 7.70 - 7.63 (3H, m); 7.40 -
7.33 (6H, m); 7.15 (1H, dd); 7.09 (1H, d); 5.23 (1H, d); 4.23 - 4.18 (1H, m); 1.29 (3H, d).

Example 161
N-[(1R,28)-1-(3-chloro-5-fluoro-phenyl)-1-[1-(4-fluorophenyl)indazol-5-v1l]oxy-propan-2-

y1]-2.2.2-trifluoro-acetamide

Chiral
\\j\ /k/o
Prepared as described in Example 6 using corresponding starting material.
APCI-MS: m/z 510.1 [MH+]
1H—NMR (500 MHz, DMSO0-d6): 6 9.53 (1H, d); 8.16 (1H, d); 7.71 - 7.66 (3H, m); 7.38 -

7.34 2H, m); 7.31 (1H, dt); 7.27 (1H, s); 7.20 - 7.16 (3H, m); 5.24 (1H, d); 4.25 - 4.19 (1H,
m); 1.31 (3H, d).

Example 162
2.2 2-trifluoro-N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-y1]oxy-1-(2.4.5-

trimethylphenyl)propan-2-yl]acetamide
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Rk

Prepared as described in Example 6 using corresponding starting material.

APCI-MS: m/z 500.2 [MH+]

LR (500 MHz, DMSO-d6): 8 9.63 (1H, d); 8.12 (1H, t); 7.70 - 7.63 (3H, m); 7.37 -
7.33 (2H, m); 7.15 (1H, dd); 7.05 (1H, s); 6.94 - 6.91 (2H, m); 5.35 (1H, d); 4.21 - 4.16 (1H,
m); 2.08 (3H, s); 2.05 (3H, s); 1.25 (3H, d).

Chiral

Example 163
2.2 2-trifluoro-N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-tert-
butylphenvyl)propan-2-yl]acetamide

P

?@

Prepared as described in Example 6 using corresponding starting material.

APCI-MS: m/z 514.2 [MH+]

LR (500 MHz, DMSO-d6): 8 9.51 (1H, d); 8.13 (1H, d); 7.70 - 7.63 (3H, m); 7.37 -
7.27 (SH, m); 7.17 (1H, dd); 7.10 (1H, d); 5.26 (1H, d); 4.21 - 4.14 (1H, m); 1.26 (3H, d);
1.18 (9H, s).

Chiral

Example 164
2.2 2-trifluoro-N-[(1R.28)-1-[1-(4-fluorophenylindazol-5-y1Joxy-1-(2-

methoxyphenypropan-2-yllacetamide

o} Chiral

F /Hfj @T%

Prepared as described in Example 6 using corresponding starting material.
APCI-MS: m/z 488.2 [MH+]
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IH-NMR (500 MHz, DMSO-d6): § 9.42 (1H, d); 8.13 (1H, d); 7.70 - 7.64 (3H, m); 7.37 -
733 (2H, m); 7.27 - 7.20 (2H, m); 7.14 (1H, dd); 7.00 (1H, d); 6.97 (1H, d); 6.85 (1H, t); 5.54
(1H, d); 4.36 - 4.30 (11, m); 3.84 (31, s); 1.23 3H, d).

Example 165
2.2 2-trifluoro-N-[(1R.2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(4-propylphenyl)propan-

2-yl]acetamide

e

?Q

Prepared as described in Example 6 using corresponding starting material.

APCI-MS: m/z 500.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): § 9.49 (1H, d); 8.12 (1H, d); 7.70 - 7.67 (2H, m); 7.64 (1H,
d); 7.37 - 7.33 (2H, m); 7.26 (2H, d); 7.15 (1H, dd); 7.12 - 7.08 (3H, m); 5.21 (1H, d); 4.18
(1H, dd); 1.49 (2H, sextet); 1.28 (3H, d); 0.78 (3H, t).

Chiral

Example 166
N-[(1R.2S)-1-benzo[1.31dioxo0l-5-y1-1-[ 1-(4-fluorophenvyl)indazol-5-y1]oxy-propan-2-y1]-
2.2 .2-trifluoro-acetamide

o] Chiral
A oo A

Prepared as described in Example 6 using corresponding starting material.

APCI-MS: m/z 502.1 [MH+]

lH-NMR (500 MHz, DMSO-d6): 8 9.46 (1H, d); 8.14 (1H, d); 7.71 - 7.63 (3H, m); 7.37 -
7.34 (2H, m); 7.15 (1H, dd); 7.11 (1H, d); 6.85 - 6.81 (3H, m); 5.92 (2H, dd); 5.14 (1H, d);
421 -4.14 (1H, m); 1.29 (3H, d).

Example 167
2.,2.2-trifluoro-N-[(1R.28)-1-(3-fluoro-2-methyl-phenyl)-1-[ 1-(4-fluorophenylindazol-5-

vl]oxy-propan-2-ylJacetamide
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0] Chiral
S Jo
N Y N
F R 2 \Oj\'N
N

o

F
Prepared as described in Example 6 using corresponding starting material.

APCI-MS: my/z 490.1 [MH+]

1H—NMR (500 MHz, DMSO-d6): 6 9.68 (1H, d); 8.13 (1H, d); 7.70 - 7.64 (3H, m); 7.37 -
7.33 (2H, m); 7.18 - 7.12 (3H, m); 7.05 - 6.99 (2H, m); 5.44 (1H, d); 4.30 - 4.23 (1H, m); 1.27
(3H, d).

Example 168
N-[(1R.25)-1-(4-chloro-3-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-y1]oxy-propan-2-

yl1-2.2.2-trifluoro-acetamide

(o] Chiral
F;)L Lo
N Y N
F (; N

Cl
E

Prepared as described in Example 6 using corresponding starting material.

APCI-MS: mv/z 506.1 [MH+]

THaNMR (500 MHz, DMSO-d6): 6 9.53 (1H, d); 8.13 (1H, d); 7.70 - 7.64 (3H, m); 7.37 -
7.32 (4H, m); 7.20 (1H, dd); 7.16 (1H, dd); 7.09 (1H, d); 5.19 (1H, d); 4.21 - 4.14 (1H, m);
2.25 (3H, s); 1.28 (3H, d).

Example 169
N-[(1R.28)-1-(4-chloro-2-methyl-pheny])-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-

vy1]-2.2.2-trifluoro-acetamide

Chiral

r f /k/
F\\)kN o N
LR )

N

¥4

F
Prepared as described in Example 6 using corresponding starting material.

APCI-MS: m/z 506.1 [MH+]
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Example 170
N-[(1R,28)-1-(4-chloro-3~fluoro-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-
y1]-2.2 2-trifluoro-acetamide

Fﬁ/lLN ’ O\©:\\
H i N
F N

ralle

F

Chiral

Prepared as described in Example 6 using corresponding starting material.

APCI-MS: m/z 510.1 [MH+]

1H—NMR (500 MHz, DMSO-d6): 8 9.52 (1H, d); 8.14 (1H, d); 7.70 - 7.64 (3H, m); 7.53 (1H,
t); 7.39 - 7.33 (3H, m); 7.24 (1H, s); 7.18 - 7.14 (2H, m); 5.24 (1H, d); 4.26 - 4.20 (1H, m);
1.30 (3H, d).

Example 171
N-[(1 R,ZS)—I -(3.4-dimethylphenyD)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-2.2-
dimethvyl-propanamide

e
%QQ

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: m/z 474.3 [MH+]

v (500 MHz, DMSO-d6): & 8.12 (1H, d); 7.70 - 7.67 (2H, m); 7.63 (1H, d); 7.37 -
7.33 (2H, m); 7.30 (1H, d); 7.15 (1H, dd); 7.11 (1H, s); 7.07 - 7.02 (3H, m); 5.18 (1H, d); 4.12
-4.05 (1H, m); 2.13 (3H, s); 2.11 (3H, s); 1.15 (3H, d); 0.91 (9H, s).

Chiral

Example 172
N-[(1R,2S)-1-(3.4-difluorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-2.2-

dimethyl-propanamide
0 /k,

%N NN
o
F

F

Chiral
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Prepared as described in Example 8 using corresponding starting material.

APCI-MS: m/z 482.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): & 8.14 (1H, d); 7.70 - 7.67 (2H, m); 7.65 (1H, d); 7.40 -
7.30 (5H, m); 7.23 - 7.19 (1H, m); 7.16 (1H, dd); 7.12 (1H, d); 5.19 (1H, d); 4.20 - 4.12 (1H,
m); 1.22 (3H, d); 0.88 (9H, s).

Example 173
N-[(1R.25)-1-(3-fluoro-4-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-ylloxy-propan-2-
v1]-2.2-dimethyl-propanamide

o} Chiral

ﬁ@f}q
7k

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: m/z 478.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): & 8.13 (1H, d); 7.70 - 7.67 (2H, m); 7.64 (1H, d); 7.37 -
7.33 (3H, m); 7.20 - 7.14 (2H, m); 7.10 - 7.05 (3H, m); 5.20 (1H, d); 4.17 - 4.10 (1H, m); 2.12
(3H, s); 1.19 (3H, d); 0.90 (9H, s).

Example 174
N-[(1R.28)-1-(3-fluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-yl]-2.2-

dimethyl-propanamide

Prepared as described in Example 8 using corresponding starting material.
APCI-MS: m/z 464.2 [MH+]
1H—NMR (500 MHz, DMSO-d6): & 8.13 (1H, dd); 7.70 - 7.63 (3H, m); 7.38 - 7.30 (4H, m);

7.21 (1H, d); 7.18 - 7.13 (2H, m); 7.10 (1H, d); 7.02 (1H, td); 5.24 (1H, d); 4.20 - 4.13 (1H,
m); 1.23 - 1.19 (3H, m); 0.88 (9H, s).

Chiral

Example 175
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N-[(1R.28)-1-(2.5-dimethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxvy-propan-2-y1]-2.2 -

dimethyl-propanamide

Ao
Wy Q@@Q

Chiral

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: m/z 474.3 [MH+]

lraMr (500 MHz, DMSO-d6): 6 8.12 (1H, d); 7.70 - 7.63 (3H, m); 7.37 - 7.33 (3H, m);
7.16 (1H, dd); 7.11 (1H, s); 7.01 (1H, d); 6.94 - 6.90 (2H, m); 5.37 (1H, d); 4.18 - 4.11 (1H,
m); 2.15 3H, s); 1.15 (3H, d); 0.92 (94, s).

Example 176
N-[(1R.,28)-1-(2.4-dimethylphenvl)-1-[1-(4-fluorophenyl)indazol-5-ylloxy-propan-2-vy1]-2.2-

dimethvl-propanamide

S
%Q Q

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: m/z 474.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): 6 8.11 (1H, d); 7.70 - 7.66 (2H, m); 7.63 (1H, d); 7.38 -
7.33 (3H, m); 7.18 - 7.13 (2H, m); 6.95 - 6.87 (3H, m); 5.38 (1H, d); 4.16 - 4.11 (1H, m); 2.16
(3H, s); 1.14 (3H, d); 0.94 (91, s).

Chiral

Example 177
N-[(1R.,28)-1-(3-fluoro-4-methoxy-phenyl)-1-[ 1-(4-fluorophenvl)indazol-5-ylloxy-propan-2-

y1]-2.2-dimethyl-propanamide
% /'\,o

Prepared as described in Example 8 using corresponding starting material.

Chiral
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APCI-MS: mv/z 494.2 [MH+]

lNMR (500 MHz, DMSO-d6): 8 8.14 (1H, d); 7.71 - 7.67 (2H, m); 7.64 (1H, d); 7.37 -
7.31 3H, m); 7.16 - 7.03 (5H, m); 5.16 (1H, d); 4.16 - 4.10 (14, m); 1.21 - 1.18 (6H, m); 0.89
(94, s).

Example 178
N-[(1R.28)-1-(3-chloropheny])-1-[1-(4-fluorophenvl)indazol-5-yl]oxy-propan-2-y1]-2.2-

dimethyl-propanamide
% J\,o
C,@ Q

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: mv/z 480.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): 6 8.14 (1H, t); 7.70 - 7.67 2H, m); 7.65 (1H, d); 7.39 -
7.29 (TH, m); 7.25 (1H, dt); 7.16 (1H, dd); 7.09 (1H, d); 5.21 (1H, d); 4.19 - 4.11 (1H, m);
1.21 (3H, d); 0.89 (9H, s).

Chiral

Example 179
N-[(1R.2S)-1-(4-fluoro-2-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-y]]Joxy-propan-2-

y1]-2.2-dimethvl-propanamide

v
MAE: s

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: mv/z 478.2 [MH+]

THNMR (500 MHz, DMSO-d6): 6 8.12 (1H, d); 7.70 - 7.67 (2H, m); 7.64 (1H, d); 7.41 -
7.31 (4H, m); 7.14 (1H, dd); 6.99 - 6.95 (2H, m); 6.91 (1H, td); 5.37 (1H, d); 4.22 - 4.15 (1H,
m); 1.17 (3H, d); 0.91 (9H, s).

Example 180
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N-[(1R.28)-1-(5-fluoro-2-methyl-pheny])-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-
y1]-2.2-dimethyl-propanamide

NP
Y @@Q

Chiral

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: m/z 478.2 [MH+]

1H-NMR (500 MHz, DMSO-d6): 6 8.13 (1H, d); 7.70 - 7.64 (3H, m); 7.43 (IH; d); 7.37 -
7.33 (2H, m); 7.18 - 7.14 (2H, m); 7.05 (1H, dd); 6.98 (1H, d); 6.95 - 6.91 (1H, m); 5.38 (1H,
d); 4.23 -4.16 (1H, m); 1.17 (3H, d); 0.92 (94, s).

Example 181
N-[(1R.,28)-1-(5-fluoro-2-methoxy-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-

y1]-2.2-dimethyl-propanamide

Eeqes

Chiral

@

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: m/z 494.2 [MH+]

Tz amr (500 MHz, DMSO-d6): § 8.14 (1H, d); 7.70 - 7.67 (2H, m); 7.65 (1H, d); 7.37 -
7.33 (2H, m); 7.16 - 7.12 (2H, m); 7.03 - 6.96 (4H, m); 5.47 (1H, d); 4.37 - 4.30 (1H, m); 3.84
(3H, s); 1.16 (3H, d); 0.89 (9H, s).

Example 182
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-yl]Joxy-1-(4-methoxy-3.5-dimethyl-

phenyl)propan-2-yl]-2.2-dimethvl-propanamide

% /’\,o
Prepared as described in Example 8 using corresponding starting material.
APCI-MS: m/z 504.3 [MH+]

Chiral
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TH-NMR (500 MHz, DMSO-d6): § 8.14 (1H, d); 7.69 (2H, dd); 7.64 (1H, d); 7.35 (2H, t);

7.28 (1H, d); 7.16 (1H, dd); 7.07 (1H, d); 7.01 (2H, s); 5.13 (1H, d); 4.09 - 4.02 (1H, m); 2.13
(6H, s); 1.16 (3H, d); 0.89 (9H, s).

Example 183
N-[(1R.2S)-1-(4-chlorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-2.2-

dimethyl-propanamide
O /k/
Wl e
(e}e:
¢ QO

F

Chiral

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: n/z 480.2 [MH+]

1H-Nl\/IR (500 MHz, DMSO-d6): & 8.13 (1H, d); 7.70 - 7.67 (2H, m); 7.64 (1H, d); 7.40 -
7.32 (7H, m); 7.15 (1H, dd); 7.07 (1H, d); 5.22 (1H, d); 4.19 - 4.12 (1H, m); 1.20 (3H, d);
0.88 (9, s).

Example 184
N-[(1R.2S8)-1-(3-chloro-5-fluoro-phenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-

y11-2.2-dimethyl-propanamide
\\)J\ J\/o
Prepared as described in Example 8 using corresponding starting material.

APCI-MS: n/z 498.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): 6 8.16 (1H, d); 7.71 - 7.65 (3H, m); 7.40 (1H, d); 7.38 -

7.34 (2H, m); 7.27 - 7.24 (2H, m); 7.19 - 7.15 (2H, m); 7.13 (1H, d); 5.20 (1H, d); 4.18 - 4.12
(1H, m); 1.23 (3H, d); 0.90 (9H, s).

Chiral

Example 185
N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-ylloxy-1-(3-methylphenyl)propan-2-y1]-2,2-

dimethyl-propanamide
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Chiral

\))J\ J\,o

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: m/z 460.2 [MH+] V

1H—NMR (500 MHz, DMSO-dé6): 6 8.12 (1H, d); 7.70 - 7.62 (3H, m); 7.37 - 7.31 (3H, m);

7.18 - 7.15 (4H, m); 7.05 (1H, d); 7.02 - 7.00 (1, m); 5.21 (11, d); 4.15 - 4.08 (11, m); 2.23
(3, s); 1.17 (3H, d); 0.89 (9L, s).

Example 186
N-[(1R.28)-1-[1-(4-fluorophenylindazol-5-y1]oxy-1-(4-tert-butylphenylpropan-2-vy1]-2.2-

dimethyl-propanamide

o Chiral

SQPS
?q

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: m/z 502.3 [MH+]

TraMr (500 MHz, DMSO-dé6): 6 8.13 (1H, d); 7.69 - 7.62 (3H, m); 7.37 - 7.33 (2H, m);
7.29 -7.26 (5H, m); 7.16 (1H, dd); 7.09 (1H, d); 5.22 (1H, d); 4.19 - 4.11 (1H, m); 1.19 - 1.17
(12H, m); 0.85 (9H, s).

Example 187
N-[(1R.28)-1-[1-(4-fluorophenylindazol-5-yl]oxy-1-(2-methoxyphenyDpropan-2-y1]-2.2-

dimethvyl-propanamide

>/|: Chiral
(o)

NH

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: mv/z 476.2 [MH+]




209
WO 2008/076048 PCT/SE2007/001136

1H-NMR (500 MHz, DMSO-d6): § 8.12 (1H, t); 7.70 - 7.66 (2H, m); 7.63 (1H, d); 7.37 -

7.33 (2H, m); 7.26 (1H, dd); 7.19 (1H, dddd); 7.14 (1H, dd); 7.05 (1H, d); 7.00 - 6.97 (2H,
m); 6.84 (1H, t); 5.50 (1H, d); 4.35 - 4.30 (1H, m); 3.85 (3H, s); 1.13 (3H, d); 0.89 (9H, d).

Example 188
N-[(1R.2S)-1-[1-(4-fluorophenylindazol-5-yl]oxy-1-(4-propylphenyl)propan-2-vy1]-2.2-

dimethyl-propanamide
LA
(o]
N \
\\HKH : \@E,}N
F

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: m/z 488.3 [MH+]

lHNMR (500 MHz, DMSO-d6): & 8.12 (1H, d); 7.69 - 7.66 (2H, m); 7.63 (1H, d); 7.37 -
7.33 (2H, m); 7.30 - 7.25 (3H, m); 7.15 (1H, dd); 7.09 - 7.06 (3H, m); 5.20 (1H, d); 4.17 -
4.12 (1H, m); 1.47 (2H, quintet); 1.18 (3H, d); 0.87 (9H, s); 0.79 (3H, t).

Chiral

Example 189
N-[(1R.28)-1-benzo[1.3]diox0l-5-y1-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-2.2-

dimethyl-propanamide

ﬁ)ol\”/'\é/o@:\\” Chiral

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: m/z 490.2 [MH+]

BIENI (500 MHz, DMSO-d6): 6 8.14 (1H, d); 7.70 - 7.67 (2H, m); 7.64 (iH, d); 7.37 -
7.33 2H, m); 7.29 (1H, d); 7.14 (1H, dd); 7.09 (1H, d); 6.87 - 6.79 (3H, m); 5.90 (2H, d);
5.14 (1H, d); 4.15 - 4.08 (1H, m); 1.19 (3H, d); 0.90 (%H, d).

Example 190
N-[(1R.28)-1-(3-fluoro-2-methyl-phenyl)-1-[1-(4-flunorophenyl)indazol-5-ylJoxy-propan-2-

y1]-2.2-dimethvl-propanamide
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(o] J\/O Chiral

igeqes
7y

b
Prepared as described in Example 8 using corresponding starting material.
APCI-MS: m/z 478.2 [MH+]
1y NMR (499.875 MHz, DMSO-d6) 68.12 (1H, d);7.71 - 7.63 (3H, m);7.43 (1H, d);7.38 -
7.32 (2H, m);7.18 - 7.10 (3H, m);7.02 - 6.96 (2H, m);5.43 (1H, d);4.19 (1H, td);1.15 (3H,
1);0.92 (94, s);

Example 191
N-[(1R.28)-1-(4-chloro-3-methyl-pheny])-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-

y]]-2.2-dimethvl-propanamide
i /k/
%N ; o N
H 2 \©jr\;N

Eals

F

Chiral

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: m/z 494.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): 6 8.13 (1H, d); 7.70 - 7.67 (2H, m); 7.64 (1H, d); 7.37 -
7.29 (5H, m); 7.20 (1H, dd); 7.15 (1H, dd); 7.07 (1H, d); 5.18 (1H, d); 4.16 - 4.08 (1H, m);
2.24 (3H, s); 1.19 (3H, d); 0.89 (9H, s).

Example 192
N-[(1R.2S)-1-(3.4-dimethylpheny]l)-1-[ 1 -(4-fluorophenyl)indazol-5-ylJoxy-propan-2-y1]-5-

methyl-1,3-thiazole-2-carboxamide

(o} Chiral
%S = N

sk

F

5-methyl-1,3-thiazole-2-carboxylic acid (29mg, 0.2mmol) was dissolved in NMP (1mL)
together with HATU (76mg, 0.2mmol) and DIEA (133uL, 0.8mmol). The mixture was
stirred in r.t. for 5 min before (1R,25)-1-(3,4-dimethylphenyl)-1-(1-(4-fluorophenyl)-1H-

indazol-5-yloxy)propan-2-amine (58mg, 0.15mmol, prepared analogously to Example 6a with
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corresponding starting material) was added. The reaction mixture was stirred in r.t. overnight
before it was evaporated under reduced pressure and purified by semi-prep. HPLC.
APCI-MS: m/z 515.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): & 8.47 (1H, d); 8.11 (1H, d); 7.69 - 7.66 (2H, m); 7.63 (1H,
d); 7.51 (1H, d); 7.37 - 7.33 (2H, m); 7.18 - 7.15 (2H, m); 7.11 - 7.02 (3H, m); 5.39 (1H, d);
4.34 - 4.28 (1H, m); 2.10 (6H, d); 1.26 (3H, d).

Example 193
N-[(1R.28)-1-(3.4-difluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-5-

methyl-1,3-thiazole-2-carboxamide

Capass

Q@

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: mv/z 523.1 [MH+]

TH-NMR (500 MHz, DMSO-d6): 6 8.64 (1H, d); 8.13 (1H, d); 7.70 - 7.64 (3H, m); 7.51 (1H,
d); 7.44 - 7.28 (4H, m); 7.25 - 7.21 (1H, m); 7.18 (1H, dd); 7.13 (1H, d); 5.39 (1H, d); 4.37 -
4.30 (1H, m); 1.33 (3H, d).

Chiral

Example 194
N-[(1R.28)-1-(3-fluoro-4-methyl-phenvyl)-1-[1-(4-fluorophenyl)indazol-5-v1]oxy-propan-2-
y1]-5-methyl-1.3-thiazole-2-carboxamide

Chiral

N
ialks
E
Prepared as described in Example 192 using corresponding starting material.
APCI-MS: m/z 519.2 [MH+]
1H-NMR (500 MHz, DMSO-d6): 6 8.60 (1H, d); 8.12 (1H, d); 7.70 - 7.63 (3H, m); 7.51 (1H,
d); 7.37 - 7.33 (2H, m); 7.19 - 7.10 (5§H, m); 5.41 (1H, d); 4.37 - 4.30 (1H, m); 2.10 (3H, d);
1.31 34, d).
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Example 195
N-[(1R,28)-1-(3-fluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-ylloxy-propan-2-yl]-5-methvl-

1.3-thiazole-2-carboxamide

a Chiral

H@‘?%

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 505.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): & 8.63 (1H, d); 8.13 (1H, d); 7.70 - 7.64 (3H, m); 7.50 (1H,
d); 7.37 - 7.33 (2H, m); 7.33 - 7.28 (1H, m); 7.24 (1H, d); 7.20 - 7.17 (2H, m); 7.12 (1H, d);
7.03 - 6.99 (1H, m); 5.44 (1H, d); 4.39 - 4.32 (1H, m); 1.32 (3H, d).

N.

3\:3

Example 196
N-[(1R,28)-1-(2,5-dimethylphenvy])-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-5-

methyl-1.3-thiazole-2-carboxamide

guv
STy
QQ

Chiral

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 515.2 [MH+]

BEEN VI (500 MHz, DMSO-d6): 8 8.53 (1H, d); 8.10 (1H, d); 7.69 - 7.62 (3H, m); 7.51 (1H,
d); 7.51 (1H, d); 7.36 - 7.32 (2H, m); 7.18 (1H, dd); 7.13 (1H, s); 7.03 (1H, d); 6.95 - 6.91
(2H, m); 5.54 (1H, d); 4.37 - 4.31 (1H, m); 2.13 (3H, s); 1.28 (3H, d).

Example 197
N-[(1R.28)-1-(2.4-dimethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-y1]-5-

methyl-1.3-thiazole-2-carboxamide

(o]

e

F

Chiral
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Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 515.2 [MH+]

BB (500 MHz, DMSO-d6): & 8.55 (1H, d); 8.09 (1H, d); 7.69 - 7.61 (3H, m); 7.51 (1H,
d); 7.36 - 7.32 (2H, m); 7.20 - 7.15 (2H, m); 6.96 - 6.93 (2H, m); 6.89 (1H, d); 5.55 (1H, d);
4.38 -4.31 (1H, m); 2.15 (3H, s); 1.28 (3H, d).

Example 198
N-[(1R.25)-1-(3-fluoro-4-methoxv-phenyl)-1-[1-(4-fluorophenvl)indazol-5-ylJoxy-propan-2-

y1]-5-methyl-1.3-thiazole-2-carboxamide
Nﬁ)‘\ J\/

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: mv/z 535.2 [MH+]

THNMR (500 MHz, DMSO-d6): & 8.58 (1H, d); 8.13 (1H, t); 7.70 - 7.63 (3H, m); 7.51 (1H,
d); 7.37 - 7.33 (2H, m); 7.21 - 7.11 (4H, m); 7.04 (1H, t); 5.37 (1H, d); 4.35 - 4.29 (1H, m);
3.71 (3H, s); 1.31 (3H, d).

Chiral

Example 199
N-[(1R.28)-1-(3-chlorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-5-

methvyl-1.3-thiazole-2-carboxamide

A o
g\rs SQON!
SO Q

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 521.1 [MH+]

1H—NMR (500 MHz, DMSO-d6): 8 8.63 (1H, d); 8.13 (1H, d); 7.70 - 7.64 (3H, m); 7.50 (1H,
d); 7.42 (1H, s); 7.37 - 7.33 (2H, m); 7.29 (1H, t); 7.25 - 7.23 (1H, m); 7.19 (1H, dd); 7.11
(1H, d); 5.42 (1H, d); 4.37 - 4.30 (1H, m); 1.32 (3H, d).

Chiral

Example 200
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y1]-5-methyl-1,3-thiazole-2-carboxamide

0o _ Chiral

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 519.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): & 8.62 (1H, d); 8.11 (1H, d); 7.69 - 7.62 (3H, m); 7.50 (1H,
d); 7.36 - 7.32 (3H, m); 7.17 (1H, dd); 6.99 - 6.96 (2H, m); 6.93 - 6.89 (1H, m); 5.54 (1H, d);
4.39 - 434 (1H, m); 1.30 (3H, d).

Example 201
N-[(1R.28)-1-(5-fluoro-2-methyl-phenyl)-1-[ 1-(4-fluorophenvl)indazol-5-ylloxy-propan-2-

y1]-5-methyl-1.3-thiazole-2-carboxamide

3:|)J\

J\/ Chiral

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 519.2 [MH+]

T NMR (500 MHz, DMSO-d6): 6 8.64 (1H, d); 8.11 (1H, d); 7.69 - 7.64 (3H, m); 7.51 (1H,

d); 7.37 - 7.33 (2H, m); 7.20 - 7.15 (2H, m); 7.07 (1H, dd); 6.99 (1H, d); 6.95 - 6.91 (1H, m);
5.55 (1H, d); 4.41 - 4.36 (1H, m); 1.31 (3H, d).

Example 202
N-[(1R.28)-1-(5-fluoro-2-methoxy-phenyl)-1-[ 1-(4-fluorophenylindazol-5-yl]oxy-propan-2-

y1]-5-methyl-1.3-thiazole-2-carboxamide

o] Chiral
Nﬁ)J\NJ\{O\@j\\N
3\,3 Ho: N
F ;
F

Prepared as described in Example 192 using corresponding starting material.



215
WO 2008/076048 PCT/SE2007/001136

APCI-MS: m/z 535.2 [MH+]

THNMR (500 MHz, DMSO-d6): 6 8.32 (1H, d); 8.14 (1H, d); 7.70 - 7.65 (3H, m); 7.51 (1H,
d); 7.37 - 7.33 (2H, m); 7.19 (1H, dd); 7.07 - 6.96 (4H, m); 5.64 (1H, d); 4.48 - 4.40 (1H, m);
3.81 (3H, s); 1.28 (3H, d).

Example 203
N-[(1R.28)-1-[1-(4-fluoropheny]indazol-5-y1]oxy-1-(4-methoxy-3.5-dimethyl-
phenypropan-2-yl]-5-methyl-1.3-thiazole-2-carboxamide

0]

ol

Chiral

o

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 545.2 [MH+]

lHNMR (500 MHz, DMSO-d6): 8 8.43 (1H, d); 8.13 (1H, d); 7.70 - 7.63 (3H, m); 7.51 (1H,
d); 7.37 - 7.33 (2H, m); 7.18 (1H, dd); 7.09 (1H, d); 7.04 (2H, s); 5.34 (1H, d); 4.30 - 4.23
(1H, m); 2.09 (6H, s); 1.26 (3H, d).

Example 204
N-[(1R.28)-1-(4-chlorophenyl)-1-[1-(4-fluorophenvyl)indazol-5-yl]oxy-propan-2-y1]-5-
methyl-1.3-thiazole-2-carboxamide

13k

F

Chiral

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 521.1 [MH+]

Iy nMmRr (500 MHz, DMSO-d6): 6 8.62 (1H, d); 8.12 (1H, d); 7.70 - 7.63 (3H, m); 7.50 (1H,
d); 7.42 - 7.40 (2H, m); 7.37 - 7.31 (4H, m); 7.17 (1H, dd); 7.09 (1H, d); 5.42 (1H, d); 4.36 -
4.31 (1H, m); 1.32 (3H, d).

Example 205
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N-[(1R.28)-1-(3-chloro-5-fluoro-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-
v11-5-methyl-1.3-thiazole-2-carboxamide

QA /k/o
Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 539.1 [MH+]

I NMR (500 MHz, DMSO-d6): 6 8.67 (1H, d); 8.15 (1H, d); 7.71 - 7.65 (3H, m); 7.51 (1H,

d); 7.38 - 7.34 (2H, m); 7.29 (1H, s); 7.25 - 7.19 (2H, m); 7.15 (1H, d); 5.41 (1H, d); 4.37 -
430 (1H, m); 1.34 3H, d).

Chiral

Example 206
N-[(1R.2S)-1-[1-(4-fluorophenvl)indazol-5-y1Joxy-1-(2.4.5-trimethylphenvlpropan-2-y1]-5-

methyl-1.3-thiazole-2-carboxamide

Y

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 529.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): & 8.50 (1H, d); 8.10 (1H, d); 7.69 - 7.62 (3H, m); 7.51 (1H,
d); 7.36 - 7.32 (2H, m); 7.17 (1H, dd); 7.06 (1H, s); 6.93 (1H, d); 6.91 (1H, s); 5.51 (1H, d);
4.35 -4.30 (1H, m); 2.07 (3H, 5); 2.04 (3H, s); 1.27 (3H, d).

Chiral

Example 207
N-[(1R.2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methylphenyl)propan-2-y1]-5-methyl-

1.3-thiazole-2-carboxamide

Nﬁiﬂ/’\{o “N
& @\@

s

F

Chiral

Prepared as described in Example 192 using corresponding starting material.
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APCI-MS: my/z 501.2 [MH*]

I H-NMR (500 MHz, DMSO-d6): § 8.50 (1H, d); 8.11 (1H, d); 7.70 - 7.62 (3H, m); 7.50 (1H,
d); 7.37 - 7.33 (2H, m); 7.22 - 7.13 (4H, m); 7.08 (1H, d); 7.01 (1H, d); 5.41 (1H, d); 4.35 -
4.29 (1H, m); 2.19 (3H, s); 1.28 (3H, d).

Example 208
N-[(1R.25)-1-[1-(4-fluorophenv)indazol-5-yvlloxy-1-(4-tert-butvlphenylpropan-2-y1]-5-

methyl-1.3-thiazole-2-carboxamide

Chiral
Ym JVO
e
Prepared as described in Example 192 using corresponding starting material.
APCI-MS: m/z 543.2 [MH+]
1H—NMR (500 MHz, DMSO-d6): 6 8.51 (1H, d); 8.11 (1H, d); 7.69 - 7.63 (3H, m); 7.50 (1H,

d); 7.37 - 7.28 (6H, m); 7.19 (1H, dd); 7.10 (1H, d); 5.47 (1H, d); 4.34 - 4.28 (1H, m); 1.27
(3H, d); 1.17 (9H, s).

Example 209
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(2-methoxyphenvl)propan-2-yl]-5-

methyl-1.3-thiazole-2-carboxamide

d Chiral
I
o NH

\\\"J\/O

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 517.2 [MH+]

lgavr (500 MHz, DMSO-d6): & 8.25 (1H, d); 8.12 (1H, d); 7.69 - 7.63 (3H, m); 7.51 (1H,
t); 7.37 - 7.33 (2H, m); 7.28 (1H, dd); 7.22 - 7.17 (2H, m); 7.01 - 6.97 (2H, m); 6.85 (1H, t);
5.67 (1H, d); 4.46 - 4.40 (1H, m); 3.85 (3H, s); 1.26 (3H, d).




218
WO 2008/076048 PCT/SE2007/001136

Example 210
N-[(1R,2S)-1-benzo[1,3]dioxol-5-y1-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-vyl

methyl-1.3-thiazole-2-carboxamide

o]
N§|/U\NJ\_/O\©j\\
H H N
$‘/S o N'

e

F

Chiral

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 531.2 [MH+]

Iy MR (500 MHz, DMSO-d6): 6 8.53 (1H, d); 8.13 (1H, d); 7.70 - 7.67 (2H, m); 7.64 (1H,
d); 7.50 (1H, d); 7.37 - 7.33 (2H, m); 7.16 (1H, dd); 7.11 (1H, d); 6.91 (1H, d); 6.87 (1H, dd);
6.78 (1H, d); 5.89 (2H, d); 5.35 (1H, d); 4.35 - 4.28 (1H, m); 1.30 (3H, d).

Example 211
N-[(1R.2S)-1-(3.4-dimethylphenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-1-

methyl-cyclopropane-1-carboxamide

o

Chiral

N
3

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 472.2 [MH+]

1. NMR (500 MHz, DMSO-d6): 6 8.11 (1H, s); 7.70 - 7.67 (2H, m); 7.64 (1H, d); 7.37 -
7.33 (2H, m); 7.28 (1H, d); 7.16 (1H, dd); 7.11 (2H, s); 7.07 - 7.02 (2H, m); 5.19 (1H, d); 4.12
-4.05 (1H, m); 2.13 (6H, d); 1.15 (3H, d); 1.12 (3H, s); 0.75 (2H, d); 0.37 (2H, ddd)

Example 212
N-[(1R,28)-1-(3.4-difluorophenv])-1-[1-(4-fluorophenylindazol-5-vlJoxy-propan-2-y1]-1-

methyl-cyclopropane-1-carboxamide

Lo

Chlral

F
F
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Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 480.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): 6 8.14 (1H, d); 7.70 - 7.67 (2H, m); 7.65 (1H, d); 7.39 -
7.30 (5H, m); 7.22 - 7.15 (2H, m); 7.10 (1H, d); 5.20 (1H, d); 4.18 - 4.12 (1H, m); 1.22 (3H,
d); 1.11 (3H, s); 0.76 - 0.71 (1H, m); 0.65 - 0.60 (1H, m); 0.42 - 0.37 (1H, m); 0.35 - 0.31
(1H, m).

Example 213
N-[{1R.28)-1-(3-fluoro-4-methyl-pheny)-1-{1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-

yl]-1-methyl-cyclopropane-1-carboxamide

o] Chiral

ﬁ@:ru
R

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 476.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): 6 8.13 (1H, d); 7.70 - 7.67 (2H, m); 7.64 (1H, d); 7.37 -
7.33 (3H, m); 7.20 - 7.15 (3H, m); 7.09 - 7.05 (3H, m); 5.21 (1H, d); 4.16 - 4.10 (1H, m); 2.13
(3H, s); 1.19 (3H, d); 1.12 (3H, s); 0.76 - 0.66 (2H, m); 0.42 - 0.31 (2H, m).

Example 214
N-[(1R.28)-1-(3-fluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-1-methyl-

cyclopropane-1-carboxamide

e

£ Q
Prepared as described in Example 192 using corresponding starting material.
APCI-MS: m/z 462.2 [MH+]
1H—NMR (500 MHz, DMSO-d6): 6 8.13 (1H, d); 7.70 - 7.67 (2H, m); 7.65 (1H, d); 7.40 -
7.30 (4H, m); 7.20 (1H, d); 7.19 - 7.12 (2H, m); 7.08 (1H, d); 7.03 (1H, td); 5.25 (1H, d); 4.20

-4.12 (1H, m); 1.21 (3H, d); 1.12 (3H, d); 0.76 - 0.71 (1H, m); 0.68 - 0.64 (1H, m); 0.41 -
0.37 (1H, m); 0.34 - 0.30 (1H, m).

Chiral
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Example 215
N-[(1R.28)-1-(2,5-dimethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-1-

methvl-cyclopropane-1-carboxamide

NP
2 Q@@@

Chiral

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 472.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): § 8.12 (1H, d); 7.70 - 7.67 (2H, m); 7.65 (1H, d); 7.37 -
7.32 (3H, m); 7.16 (1H, dd); 7.11 (1H, s); 7.02 (1H, d); 6.94 - 6.90 (2H, m); 5.36 (1H, d); 4.19
-4.12 (1H, m); 2.15 (3H, s); 1.16 (3H, d); 1.13 (3H, s); 0.81 - 0.75 (2H, m); 0.42 - 0.33 (2H,

m).

Example 216
N-[(1R.28)-1-(2.4-dimethylphenyl)- 1 [1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-1-

methyl-cyclopropane-1-carboxamide

o] Chiral

Z)LﬁCQN
¥q

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 472.2 [MH+]

T NMR (500 MHz, DMSO-d6): 6 8.11 (1H, d); 7.70 - 7.62 (3H, m); 7.37 - 7.33 (3H, m);
7.17 - 7.14 (2H, m); 6.95 - 6.87 (3H, m); 5.37 (1H, d); 4.18 - 4.12 (1H, m); 2.16 (3H, 5); 1.16
- 1.13 (6H, m); 0.82 - 0.77 (2H, m); 0.43 - 0.34 (2H, m).

Example 217
N-[(1R.28)-1-(3-fluoro-4-methoxy-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-

yl]-1-methyl-cyclopropane-1-carboxamide
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0 Chiral
XS Qe
H o 2 N
N
O
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F
Prepared as described in Example 192 using corresponding starting material.
APCI-MS: m/z 492.2 [MH+]
1H—NMR (500 MHz, DMSO-d6): 6 8.13 (1H, d); 7.71 - 7.67 (2H, m); 7.64 (1H, d); 7.37 -

7.31 (3H, m); 7.17 - 7.04 (5H, m); 5.17 (1H, d); 4.16 - 4.09 (1H, m); 3.74 (3H, s); 1.20 (3H,
d); 1.12 (3H, s); 0.76 - 0.65 (2H, m); 0.42 - 0.32 (2H, m).

Example 218
N-[(1R.28)-1-(3-chloropheny])-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl1]-1-

methyl-cyclopropane-1-carboxamide
C,O Q

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 478.2 [MH+]

THNMR (500 MHz, DMSO-d6): 6 8.14 (1H, d); 7.71 - 7.64 (3H, m); 7.40 - 7.25 (7TH, m);
7.17 (1H, dd); 7.08 (1H, d); 5.23 (1H, d); 4.18 - 4.10 (1H, m); 1.21 (3H, d); 1.12 (3H, s); 0.76
-0.71 (1H, m); 0.68 - 0.63 (1H, m); 0.41 - 0.37 (1H, m); 0.35 - 0.31 (1H, m).

Chiral

Example 219
N-[(1R,28)-1-(4-fluoro-2-methyl-pheny])-1-[ 1-(4-fluorophenyl)indazol-5-y1Joxy-propan-2-

yl]-1-methyl-cyclopropane-1-carboxamide

e
Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 476.2 [MH+]

Chiral



222
WO 2008/076048 PCT/SE2007/001136

LH-NMR (500 MHz, DMSO-d6): § 8.12 (1H, t); 7.70 - 7.63 (3H, m); 7.39 - 7.30 (4H, m);

7.15 (1H, dd); 6.99 - 6.95 (2H, m); 6.91 (1H, td); 5.37 (11, d); 4.22 - 4.15 (1H, m); 1.17 GH,
d); 1.13 (3H, 5); 0.80 - 0.73 (2H, m); 0.42 - 0.32 2H, m).

Example 220
N-[(1R.28)-1-(5-fluoro-2-methyl-phenyl)-1-[1-(4-fluorophenyDindazol-5-ylloxy-propan-2-

v1]-1-methyl-cyclopropane-1-carboxamide

Lo
X @CCQ

Chiral

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 476.2 [MH+]

1H-NMR (500 MHz, DMSO-d6): & 8.13 (1H, d); 7.70 - 7.65 (3H, m); 7.41 (1H, d); 7.37 -
7.33 (2H, m); 7.18 - 7.15 (2H, m); 7.04 (1H, dd); 6.98 (1H, d); 6.93 (1H, td); 5.38 (1H, d);
4.24 -4.17 (1H, m); 1.18 (3H, d); 1.13 (3H, s); 0.80 - 0.73 (2H, m); 0.43 - 0.32 (2H, m).

Example 221
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-v]]oxy-1-(4-methoxvy-3.5-dimethvyl-

phenyDpropan-2-vl]-1-methvl-cyclopropane-1-carboxamide
Z)L Jv

)@Q

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 502.2 [MH+]

TH-NMR (500 MHz, DMSO-d6): & 8.14 (1H, d); 7.71 - 7.67 (2H, m); 7.65 (1H, d); 7.38 -
7.33 (2H, m); 7.27 (1H, d); 7.17 (1H, dd); 7.05 (1H, d); 7.00 (2H, s); 5.14 (1H, d); 4.09 - 4.02
(1H, m); 1.16 (3H, d); 1.12 (3H, s); 0.76 - 0.68 (2H, m); 0.41 - 0.31 (2H, m).

Chiral

Example 222
N-[(1R.28)-1-(4-chlorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl1]-1-

methyl-cyclopropane-1-carboxamide
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Chiral

Z)’LQJXOCCN

N

ke

k
Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 478.2 [MH+]

1 NMR (500 MHz, DMSO-d6): & 8.12 (1H, d); 7.70 - 7.67 (2H, m); 7.64 (1H, d); 7.39 -
7.33 (7TH, m); 7.16 (1H, dd); 7.06 (1H, d); 5.23 (1H, d); 4.17 - 4.12 (1H, m); 1.20 (3H, d);
1.11 (3H, s); 0.75 - 0.64 (2H, m); 0.41 - 0.30 (2H, m).

Example 223
N-T(1R.28)-1-(3-chloro-5-fluoro-phenyl)-1-[ 1-(4-fluorophenyindazol-5-y1]oxy-propan-2-

y1]-1-methyl-cyclopropane-1-carboxamide
XJ\ /‘\/O

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 496.2 [MH+]

1H-NMR (500 MHz, DMSO-d6): & 8.15 (1H, d); 7.71 - 7.65 (3H, m); 7.42 (1H, d); 7.37 -

7.34 (2H, m); 7.27 - 7.24 (2H, m); 7.18 (1H, dd); 7.16 - 7.13 (1H, m); 7.12 (1H, d); 5.21 (1H,

d); 4.18 - 4.11 (1H, m); 1.24 3H, d); 1.13 (3H, s); 0.77 - 0.72 (LH, m); 0.64 - 0.59 (1H, m);
0.42 - 0.32 (2H, m).

Chiral

Example 224
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(2.4.5-trimethylphenyDpropan-2-y1]-1-

methyl-cyclopropane-1-carboxamide

XN
Rl

Prepared as described in Example 192 using corresponding starting material.

Chiral
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APCI-MS: m/z 486.3 [MH+]

THNMR (500 MHz, DMSO-d6): 8 8.11 (1H, 5);7.69 (2H, dd);7.64 (1H, d);7.38 - 7.29 (3H,
m);7.15 (1H, dd);7.03 (1H, s);6.91 (1H, d);6.89 (1H, s);5.33 (1H, d);4.18 - 4.06 (1H, m);2.08
(3H, s);2.05 (3H, s);1.22 - 1.12 (6H, m);0.83 - 0.74 (2H, m);0.44 - 0.32 (2H, m);

Example 225
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methylphenyl)propan-2-yl]-1-methyl-

cyclopropane-1-carboxamide
Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 458.2 [MH+]

1H NMR (499.875 MHz, dmso) 68.12 (1H, t);7.71 - 7.66 (2H, m);7.64 (1H, d);7.38 - 7.29

(3H, m);7.19 - 7.12 (4H, m);7.05 - 7.03 (1H, m);7.03 - 7.00 (1H, m);5.22 (1H, d);4.11 (1H,
dt);2.23 (3H, s);1.17 (3H, d);1.12 (3H, 5);0.73 (2H, t);0.36 (2H, ddd);

Chiral

Example 226
N-[(1R.28)-1-[1-(4-fluorophenvylindazol-5-v1loxy-1-(4-tert-butylphenyDpropan-2-y1]-1-

methyl-cyclopropane-1-carboxamide

0 Chiral

79

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 500.3 [MH+]

1H—NMR (500 MHz, DMSO-d6): 8 8.13 (1H, d); 7.70 - 7.63 (3H, m); 7.37 - 7.33 (2H, m);
7.31-7.26 (5H, m); 7.17 (1H, dd); 7.07 (1H, d); 5.24 (1H, d); 4.16 - 4.10 (1H, m); 1.19- 1.16
(12H, m); 1.10 (3H, s).

Example 227
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N-[(1R.2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(2-methoxyphenyl)propan-2-y1]-1-

methyl-cyclopropane-1-carboxamide

(:\ Chiral

(o] NH
J\: o \CE\\'N
N

<5 5

F

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 474.2 [MH+]

1H-NMR (500 MHz, DMSO-d6): 6 8.12 (1H, d); 7.70 - 7.63 (3H, m); 7.37 - 7.33 (2H, m);
7.26 (1H, dd); 7.22 - 7.18 (1H, m); 7.15 (1H, dd); 7.05 (1H, d); 7.01 - 6.98 (2H, m); 6.84 (1H,
t); 5.50 (1H, d); 4.34 - 4.26 (1H, m); 3.85 (3H, s); 1.14 (3H, d); 1.11 (3H, s); 0.76 - 0.71 (2H,
m); 0.41 - 0.31 (2H, m).

Example 228
N-[(1R,28)-1-(3.4-difluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-2.2-

difluoro-propanamide

O Chiral
L &
L

Ethyl 2,2-difluoropropanoate (200uL) was heated neat together with (1R,25)-1-(3,4-
dimethylphenyl)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)propan-2-amine (58mg,
0.15mmol, prepared analogously to Example 6a with corresponding starting material) to
140°C for 40 min. After cooling the compound was purified by semi-prep. HPLC.
APCI-MS: m/z 490.1 [MH+]
L NMR (500 MHz, DMSO-d6): & 8.75 (1H, d); 8.12 (1H, d); 7.68 - 7.62 (3H, m); 7.39 -
7.29 (4H, m); 7.22 - 7.12 (3H, m); 5.17 (1H, d); 4.20 - 4.14 (1H, m); 1.47 (3H, t); 1.28 (3H,
d).

Example 229
2.2-difluoro-N-[(1R.28)-1-(3-fluoro-4-methyl-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-

ylloxy-propan-2-yl]propanamide
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Chiral

o}
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E
Prepared as described in Example 228 using corresponding starting material.
APCI-MS: m/z 486.2 [MH+]
1H—NMR (500 MHz, DMSO-d6): 6 8.74 (1H, d); 8.11 (1H, d); 7.67 - 7.61 (3H, m); 7.36 -
7.32 (2H, m); 7.19 - 7.14 (2H, m); 7.10 - 7.04 (3H, m); 5.17 (1H, d); 4.19 - 4.13 (1H, m); 2.10
(3H, s); 1.46 (3H, t); 1.26 (3H, d).

Example 230
2.2-difluoro-N-[(1R.2S)-1-(3-fluorophenyl)-1-[1-( 4-ﬂuor~gnhegvl)indazol-5 -yl]oxy-propan-2-
yllpropanamide

o) : Chiral

H@S?%

Prepared as described in Example 228 using corresponding starting material.

APCI-MS: m/z 472.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): 8 8.76 (1H, d); 8.11 (1H, d); 7.68 - 7.62 (3H, m); 7.36 -
7.29 (3H, m); 7.21 - 7.10 (4H, m); 7.04 - 7.00 (1H, m); 5.21 (1H, d); 4.21 - 4.15 (1H, m); 1.44
(3H, t); 1.28 (3H, d).

Example 231
2.2-difluore-N-[(1R.25)-1-(3-fluoro-4-methoxy-phenyl)-1-[1-(4-fluorophenyl)indazol-5-
vlloxy-propan-2-yllpropanamide

%k J\/o Chiral

@Q

Prepared as described in Example 228 using corresponding starting material.

APCI-MS: mv/z 502.2 [MH+]
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1][-I-NMR (500 MHz, DMSO-d6): 8 8.71 (1H, d); 8.12 (1H, d); 7.68 - 7.65 (2H, m); 7.63 (1H,

d); 7.36 - 7.32 (2H, m); 7.16 - 7.10 (4H, m); 7.04 (1H, t); 5.13 (1H, d); 4.18 - 4.12 (1€, m);
1.46 (3H, 1); 1.27 (3H, d).

Example 232
N-[(1R.28)-1-(3-chloropheny])-1-[ 1-(4-fluorophenyl)indazol-5-yl]loxy-propan-2-y11-2.2-

difluoro-propanamide

EapQes

A Q

F

Chiral

Prepared as described in Example 228 using corresponding starting material.

APCI-MS: m/z 488.1 [MH+]

1H—NMR (500 MHz, DMSO-d6): 6 8.76 (1H, d); 8.12 (1H, s); 7.68 - 7.63 (3H, m); 7.38 -
7.25 (5H, m); 7.17 (1H, dd); 7.11 (1H, d); 5.19 (1H, d); 4.20 - 4.13 (1H, m); 1.45 (3H, t); 1.28
(3H, d).

Example 233
2.2-difluoro-N-[(1R.28)-1-(4-fluoro-2-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-

vl]oxy-propan-2-yl]propanamide

%L J\,o
7 @

Prepared as described in Example 228 using corresponding starting material.

APCI-MS: m/z 486.2 [MH+]

1H-NMR (500 MHz, DMSO-d6): 6 8.82 (1H, d); 8.11 (1H, s); 7.68 - 7.62 (3H, m); 7.36 -
7.31 (3H, m); 7.15 - 7.13 (1H, m); 6.98 - 6.88 (3H, m); 5.34 (1H, d); 4.24 - 4.19 (1H, m); 1.50
(3H, t); 1.25 (3H, d).

Chiral

Example 234
2.2-difluoro-N-[(1R.28)-1-(5-fluoro-2-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-

ylloxy-propan-2-ylipropanamide
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0 Chiral
T
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Prepared as described in Example 228 using corresponding starting material.
APCI-MS: m/z 486.2 [MH+] |
MR (500 MHz, DMSO-d6): & 8.85 (1H, d); 8.12 (1H, s); 7.68 - 7.63 (3H, m); 7.36 -
7.32 (2H, m); 7.18 - 7.15 (2H, m); 7.07 - 7.03 (1H, m); 6.99 (1H, d); 6.95 - 6.91 (1H, m); 5.36
(1H, d); 4.25 - 4.21 (1H, m); 1.50 (3H, t); 1.25 (3H, d).

Example 235
2.2-difluoro-N-[(1R.28)-1-(5-fluoro-2-methoxy-phenvl)-1-[1-(4-fluorophenyl)indazol-5-

v]]oxy-propan-2-vllpropanamide

[¢] Chiral

Prepared as described in Example 228 using corresponding starting material.

APCI-MS: m/z 502.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): 6 8.56 (1H, d); 8.15 (1H, d); 7.71 - 7.65 (3H, m); 7.37 -
7.33 (2H, m); 7.15 (1H, dd); 7.04 - 7.00 (4H, m); 5.50 (1H, d); 4.35 - 4.30 (1H, m); 3.83 (3H,
s); 1.52 (3H, t); 1.22 (3H, d).

Example 236
2 .2-difluoro-N-[(1R,28)-1-[1-(4-fluorophenyl)indazol-5-y1l]oxy-1-(4-methoxy-3,5-dimethyl-

phenyDpropan-2-yllpropanamide

%L J\,o
2 Q

Prepared as described in Example 228 using corresponding starting material.

APCI-MS: m/z 512.2 [MH+]

Chiral
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1H-NMR (500 MHz, DMSO-d6): 5 8.65 (1H, d); 8.14 (1H, s); 7.71 - 7.67 (2H, m); 7.65 (1H,
d); 7.38 - 7.33 (2H, m); 7.17 - 7.14 (1H, m); 7.08 (1H, d); 7.01 (2H, s); 5.11 (1H, d); 4.11 -
4.06 (1H, m); 2.13 (6H, s); 1.46 (3H, t); 1.24 (3H, d)

Example 237
N-[(1R,28)-1-(4-chloropheny])-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-2.2-

difluoro-propanamide

o] Chiral
ke
L

Prepared as described in Example 228 using corresponding starting material.
APCI-MS: m/z 488.1 [MH+]
1H-NMR (500 MHz, DMSO-d6): 6 8.72 (1H, d); 8.13 (1H, d); 7.70 - 7.67 (2H, m); 7.64 (1H,
d); 7.39 - 7.33 (5H, m); 7.15 (1H, dd); 7.08 (1H, d); 5.21 (1H, d); 4.20 - 4.13 (1H, m); 1.48
(3H, 1); 1.28 (3H, d).

Example 238
N-[(1R,2S)-1-(3-chloro-5-fluoro-phenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-

y]]-2.2-difluoro-propanamide
(]
F Q.

A Q

F

Chiral

Prepared as described in Example 228 using corresponding starting material.

APCI-MS: m/z 506.1 [MH+]

lgamr (500 MHz, DMSO-d6): 8 8.75 (1H, d); 8.16 (1H, d); 7.71 - 7.65 (3H, m); 7.36 (2H,
t); 7.30 - 7.26 (2H, m); 7.19 - 7.14 (3H, m); 5.20 (1H, d); 4.21 - 4.15 (1H, m); 1.50 (2H, t);
1.30 (3H, d).

Example 239
2.2-difluoro-N-[(1R.28)-1-[1-(4-fluorophenylindazol-5-y1]oxy-1-(3-methylphenyl)propan-2-

vl]propanamide
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Chiral

%L /k/o
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Prepared as described in Example 228 using corresponding starting material.
APCI-MS: m/z 468.2 [MH+]
T NMR (500 MHz, DMSO-d6): 6 8.69 (1H, d); 8.12 (1H, d); 7.70 - 7.67 (2H, m); 7.64 (1H,

d); 7.37 - 7.33 (2H, m); 7.18 - 7.14 (SH, m); 7.06 (1H, d); 7.02 (1H, d); 5.18 (1H, d); 4.17 -
4.12 (1H, m); 2.22 (3H, s); 1.46 (31, 1); 1.25 (3H, d).

Example 240
N-[(1R.2S5)~1-(3.4-dimethylpheny])-1-[ 1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-y1]-2-
fluoro-2-methyl-propanamide

o

3

F

Chiral

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 478.2 [MH+]

lgavr (500 MHz, DMSO-d6): 6 8.09 (1H, s); 7.90 (1H, dd); 7.66 - 7.63 (2H, m); 7.61
(1H, d); 7.35 - 7.31 (2H, m); 7.14 (1H, dd); 7.09 (1H, s); 7.07 - 7.04 (2H, m); 7.01 (1H, d);
5.17 (1H, d); 4.16 - 4.09 (1H, m); 2.10 (3H, s); 2.08 (3H, s); 1.30 (3H, d); 1.20 (3H, d); 1.07
(3H, d).

Example 241
N-[(1R.25)-1-(3.4-difluoropheny])-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-2-

fluoro-2-methyl-propanamide

F%Lﬁj\’()@;\

F{?Q

F

Chiral

Prepared as described in Example 192 using corresponding starting material.
APCI-MS: m/z 486.2 [MH+]
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TH-NMR (500 MHz, DMSO-d6): 8.1 (1H, d); 8.07 (1H, dd); 7.67 - 7.61 (3H, m); 7.39 -

7.27 (4H, m); 7.23 - 7.19 (1H, m); 7.17 - 7.13 (2H, m); 5.17 (1H, d); 4.21 - 4.13 (1H, m); 1.32
- 1.25 (6H, m); 1.05 (3H, d).

Example 242
2-fluoro-N-[(1R.28)-1-(3-fluoro-4-methyl-phenvl)-1-[1-(4-fluorophenvylindazol-5-y1]oxy-
propan-2-yl]-2-methyl-propanamide

Chiral

0
o
F

e
Prepared as described in Example 192 using corresponding starting material.
APCI-MS: m/z 482.2 [MH+]
1H—NMR (500 MHz, DMSO-d6): & 8.10 (1H, d); 8.01 (1H, dd); 7.67 - 7.60 (3H, m); 7.35 -
731 (2H, m); 7.17 - 7.04 (5H, m); 5.18 (1H, d); 4.18 - 4.13 (1H, m); 2.09 (3H, s); 1.32-1.23
(6H, m); 1.05 (3H, d).

Example 243
2-fluoro-N-[(1R.2S)-1-(3-fluorophenv])-1-[1-(4-fluorophenvl)indazol-5-yl]oxy-propan-2-yl]-
2-methyl-propanamide

OJ\/
F H H N
N

@LFQ

F

Chiral

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 468.2 [MH+]

lHNMR (500 MHz, DMSO-d6): 6 8.11 (1H, s); 8.06 (1H, dd); 7.67 - 7.61 (3H, m); 7.35 -
7.28 (3H, m); 7.22 - 7.11 (4H, m); 7.00 (1H, td); 5.22 (1H, d); 4.21 -4.15 (1H, m); 1.32 - 1.24
(H, m); 1.32 - 1.24 (6H, m); 1.03 3H, d).

Example 244
N-[(1R.2S)-1-(2.5-dimethylphenyl)-1-[1-(4-fluorophenvl)indazol-5-yl]oxy-propan-2-yl]-2-

fluoro-2-methyl-propanamide
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Chiral

Ao
UOCQ

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 478.2 [MH+]

THNMR (500 MHz, DMSO-d6): 6 8.09 (1H, d); 7.96 (1H, dd); 7.66 - 7.60 (3H, m); 7.35 -
7.31 (2H, m); 7.14 (1H, dd); 7.10 (1H, s); 6.99 - 6.96 (2H, m); 6.89 (1H, d); 5.33 (1H, d); 4.23
-4.17 (1H, m); 2.12 (3H, s); 1.32 (3H, d); 1.21 (3H, d); 1.08 (3H, d).

Example 245
N-[{1R.28)-1-(2.4-dimethylphenyD)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-2-

fluoro-2-methyl-propanamide

e

q

F

Chiral

Prepared as desbribed in Example 192 using corresponding starting material.

APCI-MS: m/z 478.2 [MH+]

THMR (500 MHz, DMSO-d6): 6 8.08 (1H, d); 7.95 (1H, dd); 7.66 - 7.59 (3H, m); 7.34 -
7.30 (2H, m); 7.17 - 7.12 (2H, m); 6.95 (1H, d); 6.90 (1H, s); 6.87 (1H, d); 5.35 (1H, d); 4.23
-4.16 (1H, m); 2.12 (3H, s); 1.32 (3H, d); 1.20 (3H, d); 1.10 (3H, d).

Example 246
2-fluoro-N-[(1R.28)-1-(3-fluoro-4-methoxy-phenyl)-1-[ 1 -(4-fluorophenyl)indazol-5-y1]oxy-

propan-2-vl[-2-methyl-propanamide

Prepared as described in Example 192 using corresponding starting material.

2

F

Chiral

Prepared as described in Example 192 using corresponding starting material.
APCI-MS: m/z 498.2 [MH+]
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IH-NMR (500 MHz, DMSO-d6): 5 8.10 (1H, d); 8.00 (1H, dd); 7.67 - 7.64 (2H, m); 7.61
(1H, d); 7.35 - 7.31 (2H, m); 7.16 - 7.11 (4H, m); 7.02 (1H, t); 5.14 (1H, d); 4.18 - 4.12 (1H,
m); 1.30 (3H, d); 1.24 (3H, d); 1.05 3H, d).

Example 247
N-[(1R.28)-1-(3-chlorophenyl)-1-[ 1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-yl1]-2-fluoro-

2-methyl-propanamide

1o
F% H @ \©j\,N

N

A Q

F

Chiral

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 484.1 [MH+]

1H—NI\/IR (500 MHz, DMSO-d6): & 8.11 (1H, s); 8.07 (1H, dd); 7.67 - 7.61 (3H, m); 7.38 -
7.27 (4H, m); 7.25 - 7.22 (1H, m); 7.16 (1H, dd); 7.11 (1H, d); 5.20 (1H, d); 4.20 - 4.13 (1H,
m); 1.32 - 1.25 (6H, m); 1.04 (3H, d).

Example 248
2-fluoro-N-[(1R.2S)-1-(4-fluoro-2-methyl-phenvl}-1-[1-(4-fluorophenvl)indazol-5-y]loxy-
propan-2-vyl]-2-methyl-propanamide

9 Chiral

R

] F

Prepared as described in Example 192 using corresponding starting material.
APCI-MS: m/z 482.2 [MH+]
BEENY (500 MHz, DMSO-d6): & 8.10 (1H, d); 8.03 (1H, dd); 7.67 - 7.61 (3H, m); 7.35 -
7.31 (2H, m); 7.13 (1H, dd); 6.99 (2H, d); 6.95 - 6.86 (2H, m); 5.33 (1H, d); 4.27 - 4.20 (1H,
m); 1.31 (3H, d); 1.24 (3H, d); 1.07 (3H, d).

Example 249
2-fluoro-N-[(1R.2S)-1~(5-fluoro-2-methyl-phenyl)-1-[1-(4-fluorophenyl}indazol-5-yl]oxy-

propan-2-vl]-2-methyl-propanamide
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Chiral

F><‘L Lo
UCCQ

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 482.2 [MH+]

TH-NMR (500 MHz, DMSO-d6): § 8.11 (1H, d); 8.06 (1H, dd); 7.67 - 7.62 (3H, m); 7.35 -
7.31 2H, m); 7.17 - 7.11 (2H, m); 7.05 (1H, dd); 7.00 (1H, d); 6.90 (1H, td); 5.34 (1H, d);
427 -4.22 (1H, m); 1.32 3H, d); 1.24 (3H, d); 1.07 (3H, d); 1.07 (3H, d).

Example 250
2-fluoro-N-[(1R.28)-1-(5-fluoro-2-methoxy-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-
propan-2-y1]-2-methyl-propanamide

><1L J\/o

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 498.2 [MH+]

lgamr (500 MHz, DMSO-d6): 3 8.12 (1H, s); 7.74 (1H, dd); 7.68 - 7.62 (3H, m); 7.35 -

7.32 (2H, m); 7.14 (1H, dd); 7.03 - 6.98 (4H, m); 5.48 (1H, d); 4.33 - 427 (1H, m); 1.32 3H,
d); 1.20 (3H, d); 1.08 (3H, d). '

Chiral

Example 251
N-[(1R.28)-1-(3 .4-difluoropheny)-1-[ 1 -(4-fluorophenylindazol-5-yl]oxy-propan-2-yi]-3-
hydroxy-2.2-dimethyl-propanamide

e} Chiral

A7 s

Prepared as described in Example 192 using corresponding starting material.
APCI-MS: m/z 498.2 [MH+]
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TH-NMR (500 MHz, DMSO-d6): § 8.11 (1H, s); 7.67 - 7.61 (3H, m); 7.50 (1H, d); 7.39 -

7.27 (4H, m); 7.22 - 7.18 (1H, m); 7.16 (1H, dd); 7.13 (1H, d); 5.22 (1H, d); 4.21 - 4.13 (1H,
m); 3.19 (2H, dd); 1.16 (3K, d); 0.84 (31, 5); 0.79 (3H, 5).

Example 252
N-[(1R.28)-1~(3-fluoro-4-methyl-pheny])-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-

v1]-3-hydroxy-2.2-dimethyl-propanamide

0]

i

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 494.2 [MH+]

BEEN 1Y (500 MHz, DMSO-d6): 6 8.09 (1H, s); 7.67 - 7.60 (3H, m); 7.51 (1H, d); 7.35 -
7.31 (2H, m); 7.19 - 7.14 (2H, m); 7.10 - 7.04 (3H, m); 5.23 (1H, d); 4.19 - 4.12 (1H, m); 3.21
(2H, q); 2.10 (3H, s); 1.12 (3H, d); 0.83 (6H, d).

Chiral

Example 253
N-[(1R.28)-1-(3-fluoropheny])-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-vl]-3-

hydroxy-2.2-dimethyl-propanamide

(o] Chiral

Rl

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: mv/z 480.2 [MH+]

L NMR (500 MHz, DMSO-d6): 8 8.10 (1H, s); 7.67 - 7.61 (3H, m); 7.53 (1H, d); 7.35 -
7.29 (3H, m); 7.22 - 7.10 (4H, m); 7.01 (1H, td); 5.27 (1H, d); 4.22 - 4.15 (1H, m); 3.19 (2H,
dd); 1.14 (3H, d); 0.84 (3H, s); 0.79 (3H, s).

Example 254
N-[(1R,28)-1-(2.5-dimethylphenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y]]-3-

hydroxy-2.2-dimethyl-propanamide
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(o] /'\/ Chiral
o}

RSN
F

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 490.2 [MH+]

THNMR (500 MHz, DMSO-d6): & 8.09 (1H, d); 7.68 - 7.61 (3H, m); 7.56 (1H, d); 7.35 -
7.32 (2H, m); 7.15 (1H, dd); 7.09 (1H, s); 7.02 (1H, d); 6.95 (1H, d); 6.91 (1H, d); 5.37 (1H,
d); 4.18 - 4.12 (1H, m); 3.23 (2H, dd); 2.13 (3H, s); 1.10 (3H, d); 0.85 (6H, d).

Example 255
N-[(1R.28)-1-(3-chlorophenyl)-1-[1-(4-fluorophenyllindazol-5-vl]oxv-propan-2-y1]-3-
hydroxy-2.2-dimethyl-propanamide

Chiral

A Q

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 496.2 [MH+]

lgavr (500 MHz, DMSO-d6): & 8.10 (1H, d); 7.67 - 7.61 (3H, m); 7.52 (1H, d); 7.37 -
7.28 (4H, m); 7.24 (1H, dt); 7.17 (1H, dd); 7.10 (1H, d); 5.25 (1H, d); 4.20 - 4.13 (1H, m);
3.19 (2H, dd); 1.14 (3H, d); 0.84 (3H, s); 0.78 (3H, s).

Example 256
N-[(1R.28)-1-(4-fluoro-2-methyl-phenyl)-1-[ 1-(4-fluorophenylindazol-5-ylJoxy-propan-2-
vy11-3-hydroxy-2.2-dimethyl-propanamide

9]

OH \@ Q

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 494.2 [MH+]

Chiral
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IH-NMR (500 MHz, DMSO-d6): § 8.09 (1H, s); 7.67 - 7.63 (2H, m); 7.61 (1H, d); 7.57 (1H,

d); 7.35 - 7.29 (3H, m); 7.14 (11, dd); 6.98 - 6.95 (2H, m); 6.89 (1H, td); 5.38 (1H, d); 4.19 -
4.14 (1H, m); 3.22 (2H, dd); 1.12 (3H, d); 0.83 (6H, d).

Example 257
N-[(1R.28)-1-(3.4-dimethyipheny])-1-[ 1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-y1]-2-

methoxy-acetamide

Chiral

g

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 462.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): 6 8.11 (1H, d); 7.70 - 7.62 (3H, m); 7.37 - 7.33 (2H, m);
7.16 (1H, dd); 7.12 (2H, s); 7.07 - 7.03 (3H, m); 5.26 (1H, d); 4.20 - 4.13 (1H, m); 3.15 (3H,
d); 2.14 (3H, s); 2.12 (3H, s); 1.14 (3H, d).

Example 258
N-[(1R.28)-1-(3.4-difluorophenyl)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-propan-2-yl]-2-

methoxy-acetamide

OJ\ J\/ Chiral
H N °\©\A\
H H N
0 N
F ( j!
F

F
Prepared as described in Example 192 using corresponding starting material.
APCI-MS: m/z 470.2 [MH+]
1H—NMR (500 MHz, DMSO-d6): 6 8.13 (1H, d); 7.79 (1H, d); 7.70 - 7.67 (2H, m); 7.65 (1H,

dy; 7.41 - 7.32 (4H, m); 7.23 - 7.20 (1H, m); 7.17 (AH, dd); 7.12 (1H, d); 5.28 (1H, d); 4.24 -
4.17 (1H, m); 3.69 (2H, d); 3.15 (3H, s); 1.20 (3H, d).

Example 259
N-[(1R.25)-1-(3-fluoro-4-methyl-phenyl)-1-[1-(4-fluorophenyl)indazol-5-yl Joxy-propan-2-

yl]-2-methoxy-acetamide
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PV
A Q

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 466.2 [MH+]

lH-NMR (500 MHz, DMSO-d6): & 8.12 (1H, d); 7.76 (1H, d); 7.70 - 7.67 (2H, m); 7.64 (1H,
d); 7.37 - 7.33 (2H, m); 7.22 - 7.15 (2H, m); 7.11 - 7.07 (3H, m); 5.29 (1H, d); 4.23 - 4.16
(1H, m); 3.70 (2H, d); 3.15 (3H, s); 2.12 (3H, s); 1.17 (3H, d).

Example 260
N-[(1R.28)-1-(2.5-dimethylpheny])-1-[1-(4-fluorophenyl)indazol-5-ylloxy-propan-2-y1]-2-

methoxy-acetamide

FEUUEE

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 462.2 [MH+]

1H-NMR (500 MHz, DMSO-d6): & 8.11 (1H, d); 7.76 (1H, d); 7.70 - 7.64 (3H, m); 7.37 -
7.33 (2H, m); 7.16 (1H, dd); 7.09 (2H, s); 7.04 (1H, d); 6.94 - 6.92 (2H, m); 5.41 (1H, d); 4.21
-4.17 (1H, m); 3.74 (1H, d); 3.66 (2H, d); 3.15 (3H, s); 2.14 (3H, s); 1.15 (3H, d).

Example 261
N-[(1R.28)-1-(2.4-dimethylpheny])-1-[ 1-(4-fluorophenyl)indazol-3-vlloxy-propan-2-y1]-2-

methoxy-acetamide

e -
L @

Prepared as described in Example 192 using corresponding starting material.
APCI-MS: m/z 462.2 [MH+]
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TH-NMR (500 MHz, DMSO-d6): § 8.10 (1H, d); 7.77 (1H, d); 7.69 - 7.66 (2H, m); 7.64 (1H,
d); 7.37 - 7.33 (2H, m); 7.16 - 7.13 (2H, m); 6.97 (1H, s); 6.92 (1H, d); 6.89 (LH, d); 5.42
(1H, d); 4.21 - 4.17 (1H, m); 3.76 - 3.66 (2H, m); 3.16 (3H, s); 2.16 (31, 5); 1.14 (3H, d).

Example 262
N-[(1R.28)-1-(3-fluoro-4-methoxy-phenyl)-1-[1-(4-fluorophenyl)indazol-5-vl]oxy-propan-2-

yl]-2-methoxy-acetamide

HJ\ /'\/o Chiral

Q

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 482.2 [MH+]

1H-NMR (500 MHz, DMSO-d6): & 8.13 (1H, d); 7.73 (1H, d); 7.70 - 7.67 (2H, m); 7.64 (1H,
d); 7.37-7.33 (2H, m); 7.18 - 7.05 (5H, m); 5.24 (1H, d); 4.22 - 4.15 (1H, m); 3.74 (3H, s);
3.70 (2H, d); 3.15 (3H, s); 1.18 (3H, d).

Example 263
N-[(1R.28)-1-(3-fluorophenyl)-1-[1-(4-fluorophenvylindazol-5-vl]loxy-propan-2-y1]-2-

methoxy-acetamide

HJ\ /'\/ Chiral

Prepared as described in Example 192 using corresponding starting material.
APCI-MS: m/z 452.2 [MH+]
LR (500 MHz, DMSO-d6): 6 8.13 (1H, d); 7.79 (1H, d); 7.70 - 7.64 (3H, m); 7.37 -

732 (2H, m); 7.22 (2H, d); 7.19 - 7.14 (2H, m); 7.10 (1H, d); 7.04 (1H, td); 5.33 (1H, d); 4.25
- 4.18 (1H, m); 3.70 (1H, d); 3.14 (3H, s); 1.19 (3H, d).

Example 264
2.2 2-trifluoro-N-[(1R.28)-1-(3-fluoro-4-methoxy-phenyl)-1-[ 1-(4-fluorophenyl)indazol-5-

vl]oxy-propan-2-yl]acetamide
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Chiral

ﬁ)L Jvo
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Prepared as described in Example 6 using corresponding starting material.

APCI-MS: m/z 506.1 [MH+]

lgnmr (500 MHz, DMSO-d6): & 9.48 (1H, d); 8.14 (1H, d); 7.70 - 7.63 (3H, m); 7.37 -
7.33 (2H, m); 7.18 - 7.06 (5H, m); 5.17 (1H, d); 4.22 - 4.16 (1H, m); 3.74 (3H, s); 1.30 (3H,
d).

Example 265
N-[(1R.,28)-1-[1-(4-fluorophenyl)indazol-5-y]]oxy-1-(4-methoxy-2-methyl-phenyl)propan-2-

yl]-1-methyl-cyclopropane-1-carboxamide

PR

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 488.2 [MH+]

1H—NMR (500 MHz, DMSO-d6): 8 8.14 (1H, d); 7.70 - 7.66 (2H, m); 7.62 (1H, d); 7.37 -
7.32 (3H, m); 7.24 (1H, d); 7.09 (1H, dd); 7.04 (1H, d); 6.71 - 6.68 (2H, m); 5.47 (1H, d);
4.32 -4.25 (1H, m); 1.18 (3H, s); 0.95 (3H, d); 0.91 - 0.81 (2H, m); 0.47 - 0.40 (2H, m).

Chiral

Example 266
N-[(1R.2S)-1-(2.5-dimethylphenv])-1-[1-(4-fluorophenvl)indazol-5-yl]loxv-propan-2-y1]-2.2-
difluoro-propanamide

SN

Chiral

N

-

F
Prepared as described in Example 228 using corresponding starting material.
APCI-MS: m/z 482.2 [MH+]
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1H-NMR (500 MHz, DMSO-d6): § 8.79 (1H, d); 8.10 (1H, d); 7.68 - 7.62 (3H, m); 7.34 (2H,

dd); 7.15 (1H, dd); 7.10 (1H, s); 7.01 (1H, d); 6.95 - 6.90 (2H, m); 5.34 (1H, d); 4.21 - 4.16
(1H, m); 2.13 3H, 5); 1.49 (3H, 1); 1.23 (3H, d).

Example 267
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(2.4.5-trimethvlphenyl)propan-2-y1]-2.2-

dimethyl-propanamide

ﬁ)OLN N
oY

Prepared as described in Example 8 using corresponding starting material.

APCI-MS: n/z 488.2 [MH+]

lH-NMR (500 MHz, DMSO-d6): § 8.12 (1H, d); 7.70 - 7.67 (2H, m); 7.64 (1H, d); 7.37 -
7.33 (4H, m); 7.15 (1H, dd); 7.04 (1H, s); 6.91 (1H, d); 6.89 (1H, s); 5.34 (1H, d); 4.13 - 4.09
(1H, m); 2.08 (3H, s); 2.06 (3H, s); 1.14 (3H, d); 0.93 (9H, s).

Chiral

Example 268
N-[(1R.28)-1-(5-fluoro-2-methoxy-phenyl)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-propan-2-

yl]-1-methyl-cyclopropane-1-carboxamide
g 1
‘0
0 N
F

F

Chiral

Prepared as described in Example 192 using corresponding starting material.

APCI-MS: m/z 492.2 [MH+]

1H-NMR (500 MHz, DMSO-d6): 6 8.14 (1H, s); 7.70 - 7.64 (3H, m); 7.35 (2H, dd); 7.17 -
7.12 (2H, m); 7.03 - 6.99 (4H, m); 5.47 (1H, d); 4.34 - 4.28 (1H, m); 3.84 (3H, s); 1.17 (3H,
d); 1.11 (3H, s5); 0.76 - 0.67 (2H, m); 0.41 - 0.30 (2H, m).

Example 269
N-[[(1R.2S)-1-[1-(4-fluorophenyl)indazol-5-y1]oxy-1-(3-methoxyphenyl)propan-2-
yl]carbamovylmethyljacetamide
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(1R,28)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a,

200 mg, 0.51 mmol) (1) and N-acetylglycine (59.8 mg, 0.51 mmol) were dissolved in dry DMF
(2 ml). O-benzotriazol-1-yl-N,N,N', N'-tetramethyl-uronium hexafluorophosphate (213 mg, 0.56

Chiral

Chiral

.0
H,C

mmol) was added followed by N,N-diisopropylethylamine (270 pL, 1.53 mmol). The reaction
was stirred at r.t. over night. The crude solution was diluted by MeCN/H20O and the product was
purified on preparative HPLC.

Yield: 250 mg ( 98 %).

APCI-MS: m/z 491.1 [MH"]

'H-NMR (400 MHz, DMSO-d) & 8.17 (s, 1H), 8.02 (m, 2H), 7.77 - 7.67 (m, 3H), 7.40 (t, J

= 8.5 Hz, 2H), 7.29 - 7.20 (m, 2H), 7.11 - 7.08 (m, 1H), 6.97 - 6.91 (m, 2H), 6.83 (dd, J=
8.3,2.3 Hz, 1H), 5.32 (d, /=4.1 Hz, 1H), 4.15 (m, 1H), 3.73 (s, 3H), 3.69 (dd, /=16.7,5.9
Hz, 1H), 3.58 (dd, J=16.7, 5.6 Hz, 1H), 1.82 (s, 3H), 1.14 (d, /= 7.3 Hz, 3H).

Example 270
2-(carbamoylamino)-N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-

methoxyphenvyl)propan-2-yllacetamide

—N
AY
N
ﬁﬁ O~
0
o HC ;
HzNJLﬁ/YNH
o}

0
HyC

Chiral

Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-
1-(3-methoxyphenyl)propan-2-amine (6a, 200 mg, 0.51 mmol) and hydantoic acid (60 mg, 0.51

mmol).
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Yield: 220 mg (88 %).

APCI-MS: m/z 492.1 [MH']

'H-NMR (400 MHz, DMSO-dg) § 8.16 (s, 1H), 8.02 (d, J=7.7 Hz, 1H), 7.76 - 7.68 (m, 3H),
7.40 (t, J = 8.6 Hz, 2H), 7.29 - 7.20 (m, 2H), 7.11 - 7.07 (m, 1H), 6.97 - 6.93 (m, 2H), 6.83
(dd, J=17.9,2.4 Hz, 1H), 6.11 (s, 1H), 5.61 (s, 2H), 5.31 (d, J=4.4 Hz, 1H), 4.17 (m, 1H),
3.73 (s, 3H), 3.62 (d, /= 17.1 Hz, 1H), 3.51 (d, J= 18.6 Hz, 1H), 1.13 (d, /= 7.5 Hz, 3H).

Example 271
3-[(1R.28)-1-[1~(4-fluorophenyl)indazol-5-y1]oxy-1-(3-methoxyphenyl)propan-2-

vl]limidazolidine-2.4-dione

_._N\ Chiral
N
F
o
H,C A
o) N
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N o]
H He”

2-(carbamoylamino)-N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-y1]oxy-1-(3-
methoxyphenyl)propan-2-yljacetamide (270, 141 mg, 0.29 mmol) was dissolved in acetic
acid (3 mL). The reaction was heated at 120 °C with stirring for 20 h. The HOAc was
evaporated and the product was purified by preparative HPLC.

Yield: 37 mg, (27%).

APCI-MS: m/z 475.1 [MH']

'H-NMR (400 MHz, DMSO-dg) 6 8.18 (s, 1H), 7.96 (s, 1H), 7.73 (m, 2H), 7.67 (d, J= 8.7
Hz, 1H), 7.39 (t, /= 8.5 Hz, 2H), 7.24 - 7.18 (m, 3H), 6.95 - 6.90 (m, 2H), 6.81 (dd, /= 8.3,
2.6 Hz, 1H), 5.61 (d,J=11.0 Hz, 1H), 4.36 (m, 1H), 3.70 (s, 3H), 3.65 (dd, /=26.0, 17.7
Hz, 2H), 1.59 (t, /= 3.7 Hz, 3H).

Example 272
5-bromo-N-[(1R.28)-1-[1-(4-fluorophenylindazol-5-yl]Joxy-1-(3-methoxyphenylpropan-2-

yl]thiophene-2-carboxamide
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Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 70 mg, 0.18 mmol) and 5-bromothiophene-
2-carboxylic acid (44.4 mg, 0.21 mmol)

Yield: 90 mg, (86 %).

APCI-MS: m/z 580.1/582.1 [MH']

'H-NMR (400 MHz, DMSO-ds) & 8.63 (d, J= 6.8 Hz, 1H), 8.15 (s, 1H), 7.75 - 7.67 (m, 3H),
7.63 (d, J=5.6 Hz, 1H), 7.39 (t,J=9.2 Hz, 2H), 7.27 - 7.20 (m, 3H), 7.11 (s, 1H), 7.00 -
6.96 (m, 2H), 6.82 (dd, J= 8.3, 2.4 Hz, 1H), 5.38 (d, J= 5.8 Hz, 1H), 4.30 (m, 1H), 3.70 (s,
3H), 1.30 (d, /= 6.9 Hz, 3H).

Example 273
N-[(1R.2S5)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-v1]-5-

methvlsulfonyl-thiophene-2-carboxamide
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Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 70 mg, 0.18 mmol) and 5-
(methylsulfonyl)thiophene-2-carboxylic acid (44.3 mg, 0.21 mmol)

Yield: 92 mg, (88 %).

APCI-MS: m/z 580.1 [MH"]

'H-NMR (400 MHz, DMSO-de) 8 8.92 (d, J=7.0 Hz, 1H), 8.16 (s, 1H), 7.86 (d, J=4.9 Hz,
1H), 7.78 (d, J=4.9 Hz, 1H), 7.75 - 7.68 (m, 3H), 7.39 (t,J= 8.7 Hz, 2H), 7.28 - 7.21 (m,
2H),7.12 (d, J=2.6 Hz, 1H), 7.02 - 6.97 (m, 2H), 6.82 (dd, J=8.2,2.4 Hz, 1H), 5.40 (d, /=
5.8 Hz, 1H), 4.35 (m, 1H), 3.71 (s, 3H), 3.35 (s, 3H), 1.32 (d, /= 6.8 Hz, 3H).

Example 274
N-T(1R.25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenylpropan-2-y1]-5-methvyl-

1.3-thiazole-2-carboxamide
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O
" %m

Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-

Crirat

yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 70 mg, 0.18 mmol) and 5-methylthiazole-2-
carboxylic acid (30 mg, 0.21 mmol).

Yield: 71 mg, (76 %).

APCI-MS: m/z 517.2 [MH']

"H-NMR (400 MHz, DMSO-ds) 88.59 (d, J=11.0 Hz, 1H), 8.17 (s, 1H), 7.75 - 7.68 (m,
3H), 7.56 (s, 1H), 7.39 (i, J= 8.7 Hz, 2H), 7.24 - 7.20 (m, 2H), 7.13 (d, J=2.6 Hz, 1H), 7.01
(m, 2H), 6.79 (dd, /= 8.2, 2.5 Hz, 1H), 5.46 (d, /= 6.2 Hz, 1H), 4.38 (m, 1H), 3.69 (s, 3H),
242 (s, 3H), 1.34 (d, J=17.0 Hz, 3H).

Example 275
4-cyano-N-[(1R.2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenvl)propan-2-

vy]]thiophene-2-carboxamide
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Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 70 mg, 0.18 mmol) and 4-cyanothiophene-
2-carboxylic acid (32.9 mg, 0.21 mmol).

Yield: 78 mg, (82 %).

APCI-MS: m/z 527.2 [MH"]

"H-NMR (400 MHz, DMSO-ds) 6 8.72 (d, J= 8.3 Hz, 1H), 8.17 (s, 1H), 7.90 (d, J=5.0 Hz,
1H), 7.75 - 7.68 (m, 3H), 7.52 (d, J=4.2 Hz, 1H), 7.39 (t, /= 8.8 Hz, 2H), 7.28 - 7.22 (m,
2H), 7.14 (d,J=2.3 Hz, 1H), 7.04 - 6.99 (m, 2H), 6.82 (dd, /=8.2,2.4 Hz, 1H),5.39(d,J=
5.6 Hz, 1H), 4.36 (m, 1H), 3.72 (s, 3H), 1.33 (d, /= 6.8 Hz, 3H).

Example 276
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5-bromo-N-[(1R.2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenvl)propan-2-

v1lfuran-2-carboxamide
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Chiral

Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 70 mg, 0.18 mmol) and 5-bromofuran-2-
carboxylic acid (41.0 mg, 0.21 mmol) .

Yield: 92 mg, (90 %).

APCI-MS: m/z 564.1/ 566.1 [MH']

'H-NMR (400 MHz, DMSO-d) & 8.44 (d, J= 8.4 Hz, 1H), 8.17 (s, 1H), 7.75 - 7.68 (m, 3H),
7.39 (t, /= 9.0 Hz, 2H), 7.26 - 7.20 (m, 2H), 7.12-7.10 (m, 2H), 7.00 - 6.97 (m, 2H), 6.81
(dd, J=8.3,2.4 Hz, 1H), 6.72 (d, J=3.5 Hz, 1H), 5.37 (d, J=5.9 Hz, 1H), 433 (m, 1H),
3.70 (s, 3H), 1.30 (d, J= 7.1 Hz, 3H).

Example 277
N-[(1R28)-1-[1-(4-fluorophenyl}indazol-5-yl]loxy-1-(3-methoxyphenyl)propan-2-yl]-5-

methyl-1.3.4-oxadiazole-2-carboxamide

Chiral

Potassium 5-methyl-[1,3,4]oxadiazole-2-carboxylate (31.8 mg, 0.19 mmol) was mixed with
acetonitrile (195 pl). A slurry was formed. The mixture was cooled to 0- 5 °C. oxalyl chloride
(14.99 pl, 0.17 mmol) was added and the reaction was stirred for 1 h at 0 - 5 °C. (1R,2S)-1~(1-
(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 25 mg, 0.06
mmol) was dissolved in dry THF (400 pl). N, N-diisopropylethylamine (65.6 pl, 0.38 mmol)
was added. The THF solution was cooled to 0-5°C. The acid chloride slurry was drop wise
added to the amine solution. The reaction was stirred at 0-5°C. After 1.5 h the reaction was
poured into a mixture of EtOAc and diluted ammonia (ca 5 % ). The mixture was shaken, the
organic layer collected. The water phase was washed twice with EtOAc. The combined

organic layers were dried over sodium sulphate.
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The crude product was purified using prep HPLC.

Yield: 16 mg, ( 52%).

APCI-MS: m/z 502.2 [MH] :

'H-NMR (400 MHz, DMSO-dg) § 9.27 (d, J=10.2 Hz, 1H), 8.17 (s, 1H), 7.75 - 7.68 (m,
3H), 7.39 (t, J= 8.4 Hz, 2H), 7.26 - 7.20 (m, 2H), 7.12 (d, J=2.4 Hz, 1H), 7.02 - 6.99 (m,
2H), 6.81 (dd, J=8.2, 2.5 Hz, 1H), 5.37 (d, J= 7.0 Hz, 1H), 4.39 (m, 1H), 3.70 (s, 3H), 2.54
(s, 3H), 1.35(d, /= 7.7 Hz, 3H).

Example 278

N-[(1R.28)-1-[1-(4-fluorophenvyl)indazol-5-y]]oxy-1-(3-methoxypheny)propan-2-y1]-1H-

imidazole-4-carboxamide

Jeard
& ]\Wm

Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-

yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 1H-imidazole-4-
carboxylic acid (17 mg, 0.15 mmol) .

Yield: 18 mg, (29 %).

APCI-MS: m/z 486.3 [MH]

'H-NMR (400 MHz, DMSO-ds) & 8.16 (s, 0H), 7.75 - 7.68 (m, 3H), 7.39 (t, J= 8.9 Hz, 2H),
728 -7.21 (m, 2H),7.12 (d, J=2.3 Hz, 1H), 7.01 - 6.98 (m, 2H), 6.83 (dd, /= 8.3, 2.4 Hz,
1H), 5.44 (d, J=5.2 Hz, 1H), 4.40 (m, 1H), 3.71 (s, 3H), 1.28 (d, J= 7.8 Hz, 3H).

Example 279
N-[(1R.28)-1-[1-(4-fluorophenvl)indazol-5-ylloxy-1-(3-methoxyphenyl)propan-2-yl]-1H-

pyrazole-3-carboxamide

—N Chiral
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N
F
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Prepared as described in Example 269 from (1R,25)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 1H-pyrazole-3-
carboxylic acid (17 mg, 0.15 mmol) .

Yield: 32 mg, (51.6 %).

APCI-MS: m/z 486.2 [MH")

"H-NMR (400 MHz, DMSO-d) 8 8.16 (s, 1H), 7.75 - 7.67 (m, 2H), 7.39 (t, J= 8.7 Hz, 1H),
727-721 (m, 1H),7.12 (d, J=2.8 Hz, 1H), 7.02 - 6.99 (m, 1H), 6.81 (dd, J=8.2,2.4 Hz,
1H), 5.46 (d, J= 6.3 Hz, 1H), 4.40 (m, 1H), 3.70 (s, 3H), 1.28 (d, /= 6.9 Hz, 3H).

Example 280
N-[(1R.28)-1-[1-~(4-fluorophenyl)indazol-5-y1]oxy-1-(3-methoxyphenyl)propan-2-vl]1.2-oxazole-

3-carboxamide

__N\ Chiral
N
F
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Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-
1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and isoxazole-3-carboxylic acid
(17 mg, 0.15 mmol) .

Yield: 37 mg, (59 %).

APCI-MS: m/z 487.2 [MH"]

"H-NMR (400 MHz, DMSO-ds) & 9.04 (s, 1H), 8.78 (d, J=8.1 Hz, 1H), 8.17 (s, 1H), 7.75 -
7.68 (m, 3H), 7.39 (t,J=9.0 Hz, 2H), 7.26 - 7.20 (m, 2H), 7.11 (d, J=2.3 Hz, 1H), 7.02 -

6.99 (m, 2H), 6.82 - 6.79 (m, 2H), 5.38 (d, J= 6.4 Hz, 1H), 4.39 (m, 1H), 3.70 (s, 3H), 1.33

(d, J=6.6 Hz, 3H).

Example 281
N-[(1R.28)-1-[ 1-(4-fluorophenvyl)indazol-5-yl]Joxy-1-(3-methoxyphenyl)propan-2-y1]-1H-

1.2.4-triazole-3-carboxamide
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Prepared as described in Example 269 from (1R,25)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 1H-1,2 4-triazole-3-
carboxylic acid (17 mg, 0.15 mmol) .

Yield: 23 mg, (37 %).

APCI-MS: m/z 487.2 [MH']

"H-NMR (400 MHz, DMSO-dg) & 8.17 (s, 0H), 7.75 - 7.68 (m, 3H), 7.39 (t, J= 9.0 Hz, 2H),
7.25-7.21 (m, 2H), 7.12 (d, J=3.2 Hz, 1H), 7.03 - 6.99 (m, 2H), 6.79 (dd, J=8.4,2.4 Hz,
1H), 5.45 (d, J= 6.7 Hz, 1H), 4.42 (m, 1H), 3.69 (s, 3H), 1.32 (d, /= 7.2 Hz, 3H).

Example 282
N-[(1R.29)-1-[1-(4-fluorophenyl)indazol-5-y1]oxy-1-(3-methoxyphenyl)propan-2-y1]-5-methyl-

1H-pyrazole-3-carboxamide

—N Chiral
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Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 5-methyl-1H-
pyrazole-3-carboxylic acid (19 mg, 0.15 mmol) .

Yield: 34 mg, (53 %).

APCI-MS: m/z 500.2 [MH']

"H-NMR (400 MHz, DMSO-dg) & 8.16 (s, 1H), 7.87 (d, J = 8.6 Hz, 1H), 7.75 - 7.67 (m, 3H),
7.39 (t, J= 9.0 Hz, 2H), 7.26 - 7.20 (m, 2H), 7.11 (d, J=2.0 Hz, 1H), 7.01 - 6.98 (m, 2H),
6.81 (dd, /=8.2,2.3 Hz, 1H), 6.35 (s, 1H),5.45(d, J= 6.0 Hz, 1H), 4.37 (m, 1H), 3.70 (s,
3H), 2.22 (s, 3H), 1.26 (d, J= 7.2 Hz, 3H).

Example 283
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N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenylpropan-2-y1]-1-

methyl-imidazole-4-carboxamide
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Prepared as described in Example 269 from (lR,ZS)—1-(1—(4-ﬂuoropheny1)-1H-indazbl-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 1-methyl-1H-
imidazole-4-carboxylic acid (19 mg, 0.15 mmol) .

Yield: 20 mg, (31 %).

APCI-MS: m/z 500.2 [MH"]

"H-NMR (400 MHz, DMSO-ds) 88.16 (s, 1H), 7.81 (s, 1H), 7.75 - 7.68 (m, 3H), 7.39 (t,.J=8.8
Hz, 2H), 7.28 - 7.21 (m, 2H), 7.12 (d, J=2.3 Hz, 1H), 7.01 - 6.98 (m, 2H), 6.82 (dd, /= 8.2, 2.1
Hz, 1H), 5.45 (d, J= 4.9 Hz, 1H), 4.39 (m, 1H), 3.73 (s, 3H), 3.71 (s, 3H), 1.26 (d,J="7.2 Hz,
3H).

Example 284
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-ylJoxy-1-(3-methoxyphenyl)propan-2-y1]-5-methyl-

1.2-oxazole-4-carboxamide
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Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 5-methylisoxazole-
4-carboxylic acid (19 mg, 0.15 mmol) .

Yield: 36 mg, (56 %).

APCI-MS: my/z 501.2 [MH]

'H-NMR (400 MHz, DMSO-ds) & 8.31 (s, 1H), 8.19 (s, 1H), 7.76 - 7.68 (m, 3H), 7.40 (t, J =
8.7 Hz, 2H), 7.27 - 7.19 (m, 2H), 7.13 (d, J=2.3 Hz, 1H), 7.00 - 6.98 (m, 2H), 6.82 (dd, J= 8.2,
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2.4 Hz, 1H), 5.37 (d,J = 6.9 Hz, 1H), 4.32 (m, 1H), 3.73 (s, 3H), 2.17 (s, 3H), 1.32 (d,J = 6.5
Hz, 3H).

Example 285
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-y]l]oxy-1-(3-methoxyphenvl)propan-2-v1]-1-methyl-

triazole-4-carboxamide

_,_N\ Chiral
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Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (62, 50 mg, 0.13 mmol) and 1-methyl-1H-1,2,3-
triazole-4-carboxylic acid (19 mg, 0.15 mmol) .

Yield: 44 mg, (69 %).

APCI-MS: m/z 501.2 [MH']

"H-NMR (400 MHz, DMSO-dg) & 8.43 (s, 1H), 8.35 (d, J=9.0 Hz, 1H), 8.17 (s, 1H), 7.75 -
7.68 (m, 3H), 7.39 (t, J=8.8 Hz, 2H), 7.24 - 7.20 (m, 2H), 7.11 (d,J= 2.4 Hz, 1H), 7.02 - 7.00
(m, 2H), 6.79 (dd, J=8.3, 2.6 Hz, 1H), 5.44 (d, J=6.8 Hz, 1H), 4.41 (m, 1H), 4.05 (s, 3H),
3.69 (s, 3H), 1.32 (d, J=6.7 Hz, 3H).

Example 286
N-T(1R.28)-1-[1-(4-fluorophenyllindazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-vy1}-4.5-

dimethyl-furan-2-carboxamide

—N Chiral
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Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 4,5-dimethylfuran-
2-carboxylic acid (21 mg, 0.15 mmol) .

Yield: 49 mg, (75 %).

APCI-MS: m/z 514.2 [MH]



252
WO 2008/076048 PCT/SE2007/001136

'H-NMR (400 MHz, DMSO-dg) & 8.16 (s, 1H), 8.05 (d, J=8.8 Hz, 1H), 7.75 - 7.68 (m, 3H),
739 (t, J= 8.9 Hz, 2H), 7.26 - 7.19 (m, 2H), 7.10 (d, J= 2.2 Hz, 1H), 7.00 - 6.97 (m, 2H), 6.85
(s, 1H), 6.80 (dd, J= 8.4, 2.4 Hz, 1H), 5.39 (d, /= 6.7 Hz, 1H), 4.31 (m, 1H), 3.70 (s, 3H), 2.21
(s, 3H), 1.90 (s, 3H), 1.27 (d, J="7.6 Hz, 3H).

Example 287

N-[(1R.28)-1-[1-(4-fluorophenvl)indazol-5-ylloxy-1-(3-methoxyphenyl)propan-2-y1]-1.5-

dimethyl-pyrazole-3-carboxamide
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Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-

.0
H,C

1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 1,5-dimethyl-1H-pyrazole-3-
carboxylic acid (21 mg, 0.15 mmol) .

Yield: 42 mg, (64 %).

APCI-MS: m/z 514.2 [MH"]

'H-NMR (400 MHz, DMSO-dg) § 8.16 (s, 1H), 7.76 - 7.67 (m, 4H), 7.39 (t, J= 9.4 Hz, 2H),
7.26 - 7.20 (m, 2H), 7.12 (d, J=2.3 Hz, 1H), 7.01 - 6.98 (m, 2H), 6.80 (dd, /= 8.3, 2.1 Hz, 1H),
6.35 (s, 1H), 5.46 (d, J=5.7 Hz, 1H),4.37 (m, 1H), 3.73 (s, 3H), 3.71 (s, 3H), 2.23 (s, 3H),
1.25(d,J=6.3 Hz, 3H).

Example 288
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-ylJoxvy-1-(3-methoxyphenyl)propan-2-vl]-5-methyl-

1.3-thiazole-4-carboxamide
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Prepared as described in Example 269 from (1R ,28)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 5-methylthiazole-4-
carboxylic acid (21 mg, 0.15 mmol) .
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Yield: 29 mg, (44 %).

APCI-MS: m/z 517.2 [MH"]

'H-NMR (400 MHz, DMSO-dg) 5 8.88 (s, 1H), 8.18 - 8.16 (m, 1H),7.75 - 7.67 (m, 3H), 7.39
(t, J= 8.8 Hz, 2H), 7.27 - 7.22 (m, 2H), 7.13 (d, J=2.3 Hz, 1H), 7.02 - 6.99 (m, 2H), 6.82 (dd, J
=8.1,2.3 Hz, 1H), 5.50 (d, J= 6.0 Hz, 1H), 4.41 (m, 1H), 3.70 (s, 3H), 2.69 (s, 3H), 1.27 (d, J=
6.3 Hz, 3H).

Example 289
N-[(1R.28)-1-[1~(4-fluorophenyl)indazol-5-yl]oxv-1-(3-methoxyphenyl)propan-2-y1]-4-methyl-

1.3-thiazole-5-carboxamide

__N\ Chiral
N
F

Q
//\SHSC A
N)y\“/NH
HC 0O o)
¢ H,C

Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-

yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 4-methylthiazole-5-
carboxylic acid (21 mg, 0.15 mmol) .

Yield: 38 mg, (58 %).

APCI-MS: m/z 517.2 [MH"]

'H-NMR (400 MHz, DMSO-dg) & 9.00 (s, 1H), 8.33 (d, /= 8.0 Hz, 1H), 8.18 (s, 1H), 7.76 - 7.68
(m, 3H), 7.39 (t, /=9.0 Hz, 2H), 7.28 - 7.21 (m, 2H), 7.13 (d, /= 2.2 Hz, 1H), 7.03 - 6.98 (m,
2H), 6.83 (dd,J=8.1, 2.3 Hz, 1H), 5.36 (d, /= 6.7 Hz, 1H), 4.35 (m, 1H), 3.71 (s, 3H), 2.40 (s,
3H), 1.31 (d, /= 7.1 Hz, 3H).

Example 290
N-[(1R.28)-1-[1-(4-fluorophenvl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-y1]-4-methvl-

1.3-thiazole-2-carboxamide

—N Chiral
\
N
E

1 O
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Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 4-methylthiazole-2-
carboxylic acid (21 mg, 0.15 mmol) .

Yield: 38 mg, (58 %).

APCI-MS: nv/z 517.2 [MH']

'H-NMR (400 MHz, DMSO-ds) & 8.59 (d, J= 9.7 Hz, 1H), 8.17 (s, 1H), 7.75 - 7.68 (m, 3H),
7.57 (s, 1H), 7.39 (t, J=9.1 Hz, 2H), 7.24 - 7.21 (m, 2H), 7.13 (d, /J=2.8 Hz, 1H), 7.02 - 7.00
(m, 2H), 6.79 (dd, J=17.9, 2.1 Hz, 1H), 5.46 (d, J = 6.4 Hz, 1H), 4.38 (m, 1H), 3.69 (s, 3H),
242 (s, 3H), 1.34 (d, J= 6.6 Hz, 3H). '

Example 291
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-y1]oxy-1-(3-methoxyphenypropan-2-y1]-4.5-

dimethyl-thiophene-2-carboxamide

—N Chiral
\
N
F
H,G 2
HyC. A
4
H,C s\ rNH
o}

.0
H,C

Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 4,5-
dimethylthiophene-2-carboxylic acid (23 mg, 0.15 mmol) .

Yield: 43 mg, (64 %).

APCI-MS: n/z 530.2 [MH"]

'H-NMR (400 MHz, DMSO-dg) § 8.32 (d, J= 9.3 Hz, 1H), 8.15 (s, 1H), 7.75 - 7.67 (m, 3H),
7.49 (s, 1H), 7.39 (t, J=8.8 Hz, 2H), 7.27 - 7.20 (m, 2H), 7.09 (d, J=2.8 Hz, 1H), 7.01 - 6.96
(m, 2H), 6.81 (dd, J=8.2,2.6 Hz, 1H), 5.38 (d, /= 5.8 Hz, 1H), 4.28 (m, 1H), 3.71 (s, 3H),
2.28 (s, 3H), 2.07 (s, 3H), 1.27 (d, J= 6.7 Hz, 3H).

Example 292
N-[(1R.2S)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-yl]-3-methoxy-

thiophene-2-carboxamide
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HQC’O o)

Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 3-
methoxythiophene-2-carboxylic acid (24 mg, 0.15 mmol) .

Yield: 44 mg, (65 %).

APCI-MS: nvz 532.2 [MH"]

"H-NMR (400 MHz, DMSO-ds) & 8.18 (s, 1H), 7.76 - 7.70 (m, 4H), 7.53 (d,J=9.8 Hz, 1H),
7.40 (t, J= 8.6 Hz, 2H), 7.32 (t, /= 8.1 Hz, 1H), 7.26 (dd, /=9.3, 2.6 Hz, 1H), 7.16 (d, /=2.2
Hz, 1H), 7.09 (d, J= 5.2 Hz, 1H), 7.04 - 7.01 (m, 2H), 6.88 (dd, /= 8.2,2.3 Hz, 1H), 5.53 (d, J=
4.1 Hz, 1H), 4.46 (m, 1H), 3.88 (s, 3H), 3.74 (s, 3H), 1.18 (d, /= 6.3 Hz, 3H).

Example 293
N-[(1R.25)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-y1]-1.9-

diazabicyclo[4.3.0]nona-2.4,6.8-tetraene-8-carboxamide

—N Chiral
\
N
F
(o]

Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and pyrazolo[1,5-
a]pyridine-2-carboxylic acid (24 mg, 0.15 mmol) .

Yield: 37 mg, (54 %).

APCI-MS: m/z 536.2 [MH"]

"H-NMR (400 MHz, DMSO-de) § 8.66 (d, J= 7.0 Hz, 1H), 8.26 (d, J=9.2 Hz, 1H), 8.17 (s,
1H), 7.76 - 7.68 (m, 4H), 7.39 (t, J=8.8 Hz, 2H), 7.29 - 7.23 (m, 3H), 7.14 (d, /=2.2 Hz, 1H),
7.04 - 7.00 (m, 3H), 6.94 (s, 1H), 6.80 (dd, J=28.5, 2.5 Hz, 1H), 5.51 (d, /= 5.9 Hz, 1H), 4.46
(m, 1H), 3.69 (s, 3H), 1.33 (d, /= 7.4 Hz, 3H).

Example 294
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N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-yl}-1H-

benzoimidazole-2-carboxamide

__N\ Chiral
N
F

0
|
NH
C:hor 7
H,C”

Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-

yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 1H-
benzo[d]imidazole-2-carboxylic acid (24 mg, 0.15 mmol) .

Yield: 25 mg, (36 %).

APCI-MS: m/z 536.2 [MH']

"H-NMR (400 MHz, DMSO-ds) & 8.80 (d, J=9.2 Hz, 1H), 8.18 (d, J=0.7 Hz, 1H), 7.75 - 7.68
(m, 3H), 7.61 (s, 1H), 7.39 (t, J=8.8 Hz, 2H), 7.30 - 7.19 (m, 4H), 7.14(d, J=2.3 Hz, 1H),
7.05-7.03 (m, 2H), 6.77 (dd, J=17.3, 1.9 Hz, 1H), 5.48 (d, J= 6.7 Hz, 1H), 4.48 (dt,/=9.2, 6.7
Hz, 1H), 3.67 (s, 3H), 1.39 (d, /= 6.9 Hz, 2H)

Example 295
5-chloro-N-[(1R.28)-1-[1-(4-fluorophenyDindazol-5-y1]oxvy-1-(3-methoxyphenyl)propan-2-

vl]thiophene-2-carboxamide

—N Chiral
A
F
o]
y HiC A
cr%j\ m
S
3

H,C”

Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 5-chlorothiophene-
2-carboxylic acid (24 mg, 0.15 mmol) .

Yield: 39 mg, (57 %).

APCI-MS: m/z 536.1 [MH"]

lH—I\W]MR (400 MHz, DMSO-d¢) 6 8.65 (d, J=7.9 Hz, 1H), 8.16 (s, 1H), 7.75 - 7.67 (m, 4H),
7.39 (t, J=8.8 Hz, 2H), 7.28 - 7.20 (m, 2H), 7.15 (d, J=4.3 Hz, 1H), 7.11 (d, /= 3.0 Hz, 1H),
7.01 - 6.96 (m, 2H), 6.82 (dd, J=28.1, 2.4 Hz, 1H), 5.38 (d, /= 5.8 Hz, 1H), 4.30 (m, 1H), 3.71
(s, 3H), 1.30 (d, J=17.1 Hz, 3H).
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Example 296
N-[(1R.289)-1-[1-(4-fluorophenylindazol-5-ylloxy-1-(3-methoxyphenvDpropan-2-

1]benzothiophene-2-carboxamide

—N Chiral
AY
N
F
O

HyC A
|
S NH

) .0
H,C

Prepared as described in Example 269 from (1R,2S5)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and benzo[b]thiophene-
2-carboxylic acid (27 mg, 0.15 mmol) .

Yield: 45 mg, (64 %).

APCI-MS: m/z 552.2 [MH"]

"H-NMR (400 MHz, DMSO-dg) 6 8.84 (d, J= 5.0 Hz, 1H), 8.16 (s, 1H), 8.12 (s, 1H), 8.00 -
7.91 (m, 2H), 7.74 - 7.68 (m, 3H), 7.46 - 7.36 (m, 4H), 7.29 - 7.23 (m, 2H), 7.13 (d, J=2.2 Hz,
1H), 7.05 - 7.00 (m, 2H), 6.82 (dd, J=8.4, 2.8 Hz, 1H), 5.44 (d, J = 5.5 Hz, 1H), 4.37 (m, 1H),
3.71 (s, 3H), 1.34 (d, /= 7.9 Hz, 3H).

Example 297
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-yl]oxy-1-(3-methoxyphenyl)propan-2-

vl]benzothiazole-2-carboxamide

—N Chiral
AY
N
F
o]

Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and benzo[d]thiazole-2-
carboxylic acid (27 mg, 0.15 mmol) .

Yield: 22 mg, (31 %).

APCI-MS: m/z 553.2 [MH"]

"H-NMR (400 MHz, DMSO-dg) 6 9.08 (d, J=9.8 Hz, 1H), 8.21 - 8.12 (m, 3H), 7.75 - 7.68 (m,
3H), 7.65 - 7.55 (m, 2H), 7.39 (t, J=9.0 Hz, 2H), 7.26 - 7.20 (m, 2H), 7.14 (d,J=2.1 Hz, 1H),
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7.04 - 7.02 (m, 2H), 6.78 (dd, J = 8.2, 2.5 Hz, 1H), 5.48 (d, J=7.0 Hz, 1H), 4.44 (m, 1H), 3.67
(s, 3H), 1.41 (d, J= 6.6 Hz, 3H).

Example 298
N-[(1R.28)-1-[1-(4-fluorophenyl)indazol-5-y1loxv-1-(3-methoxyphenypropan-2-y1]-3-hydroxy-

5-(trifluoromethyl)thiophene-2-carboxamide

=N Chiral
AY
N
F
o]

HC A

s X~OH o<

F
F

Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 3-hydroxy-5-
(trifluoromethyl)thiophene-2-carboxylic acid (32 mg, 0.15 mmol) .

Yield: 18 mg, (24 %).

APCI-MS: m/z 586.2 [MH]

TH-NMR (400 MHz, DMSO-dg) § 12.12 (s, 1H), 8.17 (s, 1H), 7.90 (d, J=9.2 Hz, 1H), 7.76 -
7.68 (m, 3H), 7.40 (t, J= 8.8 Hz, 2H), 7.31 - 7.18 (m, 4H), 7.03 - 7.00 (m, 2H), 6.86 (dd, J=
8.2,2.3 Hz, 1H), 5.56 (d, J=4.8 Hz, 1H), 4.46 (m, 1H), 3.74 (s, 3H), 1.20 (d, /= 6.5 Hz, 3H).

Example 299
N-[(1R.28)-1-[1~(4-fluorophenyl)indazol-5-vl]oxy-1-(3-methoxyphenyl)propan-2-yl]-5-

(methoxymethyDthiophene-2-carboxamide

,_N\ Chiral
N
F
(e]

Prepared as described in Example 269 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 5-
(methoxymethyl)thiophene-2-carboxylic acid (26 mg, 0.15 mmol) .

Yield: 48 mg, (69 %).

APCI-MS: m/z 546.2 [MH']
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'H-NMR (400 MHz, DMSO-dg) § 8.51 (d, J= 7.3 Hz, 1H), 8.15 (s, 1H), 7.75 - 7.65 (m, 4H),
7.39 (t, J = 9.0 Hz, 2H), 7.28 - 7.21 (m, 2H), 7.11 (d, J=2.4 Hz, 1H), 7.02 - 6.97 (m, 3H), 6.81
(dd, J=8.1,2.3 Hz, 1H), 5.39 (d, J = 6.4 Hz, 1H), 4.54 (s, 2H), 4.31 (m, 1H), 3.71 (s, 3H), 3.26
(s, 3H), 1.30 (4, J= 6.9 Hz, 3H).

Example 300
N-((1R.28)-1-(2-chloropheny])-1-(1-(4-fluoropheny}-1H-indazol-5-vloxy)propan-2-

yl)pivalamide

%

Q

Prepared as described in Example 1 using (1R,2S)-1-(2-chlorophenyl)-1-(1-(4-fluorophenyl)-
1H-indazol-5-yloxy)propan-2-amine (300a, 18 mg, 0.05 mmol) and Pivaloyl chloride (17 pl,
0.14 mmol). Yield 22 mg (100%).

APCI-MS: nv/z 480.1 [MH"]

'H NMR (300 MHz, DMSO-ds) & 8.20 (d, J= 0.8 Hz, 1H), 7.78 - 7.67 (m, 3H), 7.55 - 7.48
(m, 1H), 7.46 - 7.24 (m, 6H), 7.19 (dd, J=9.2, 2.4 Hz, 1H), 7.03 (d, J= 2.3 Hz, 1H), 5.56
(d, J=6.5 Hz, 1H), 4.50 - 4.37 (m, 1H), 1.24 (d, J= 6.9 Hz, 3H), 0.95 (s, 9H).

(IR,2S)-1 -(Z—Chlorophenyl)—] ~(1-(4-fluorophenyl)-1H-indazol-5-yloxy)propan-2-amine (300a)

@Q

Prepared as described in Example 6 using (1R,2S)-2-amino-1-(2-chlorophenyl)propan-1-ol
hydrochloride (300b, 49 mg, 0.22 mmol). Yield 21 mg (24%).

APCI-MS: m/z 396.0 [MH"]

'H NMR (300 MHz, CD;0D) § 8.01 (d, J= 0.9 Hz, 1H), 7.70 - 7.57 (m, 3H), 7.53 - 7.41 (m,
2H), 7.34 - 7.22 (m, 5H), 6.99 (d, J=2.3 Hz, 1H), 5.66 (d, /= 4.0 Hz, 1H), 3.45 - 3.35 (m,
1H), 1.18 (d, J= 6.6 Hz, 3H).

(1R,2S)-2-amino-1-(2-chlorophenyl)propan-1-ol hydrochloride (300b)
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e J\,OH
©/CI
Prepared as described in Example 6 using tert-butyl (1R,25)-1-(2-chlorophenyl)-1-

hydroxypropan-2-ylcarbamate (300¢, 65 mg, 0.23 mmol). Yield 49 mg (97%)
APCI-MS: m/z 186.1 [MH"]

tert-butyl (IR, 2S)-1-(2-chlorophenyl)-1-hydroxypropan-2-ylcarbamate (300c)
(o]
)TOJLN )\/
he
Prepared as described in Example 6 using (S)-tert-butyl 1-(2-chlorophenyl)-1-oxopropan-2-
ylcarbamate (300d, 0.11g, 0.39 mmol). Yield 67 mg (60%)

'H NMR (300 MHz, CD;0D) §7.60 (dd, J= 7.5, 1.8 Hz, 1H), 7.36 - 7.19 (m, 3H), 5.04 (d, J
=4.9 Hz, 1H), 4.02 - 3.91 (m, 1H), 1.38 (s, 9H), 1.03 (d, /= 6.8 Hz, 3H).

(S)-tert-butyl 1-(2-chlorophenyl)-1-oxopropan-2-ylcarbamate (300d)

fiyse

Prepared as described in Example 6 using (S)-tert-butyl 1-(methoxy(methyl)amino)-1-
oxopropan-2-ylcarbamate (182 mg, 0.78 mmol) and (2-chlorophenyl)magnesium chloride
(403 mg, 2.35 mmol). Yield 110 mg (50%).

"H NMR (300 MHz, DMSO-dg) § 7.66 - 7.37 (m, 5H), 4.67 (quintet, J="7.3 Hz, 1H), 1.32 (s,
9H), 1.20 (d, /= 7.3 Hz, 3H).

Example 301
tert-butyl 3-((1R.28)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-

methoxyphenyl)propan-2-ylcarbamoy)pyrrolidine-1-carboxylate

O)L
Q
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Prepared as described in Example 83 using (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and 1-(tert-
butoxycarbonyl)pyrrolidine-3-carboxylic acid (37 mg, 0.17 mmol). Yield 38 mg (50%).
APCI-MS: m/z 589.4 [MH']

"H NMR (300 MHz, DMSO-dg) § 8.18 - 8.11 (m, 2H), 7.79 - 7.66 (m, 3H), 7.40 (t, J=8.8
Hz, 2H), 7.30 - 7.17 (m, 2H), 7.13 - 7.09 (m, 1H), 6.99 - 6.90 (m, 2H), 6.82 (dd, J=8.2,
2.4 Hz, 1H), 5.27 (d, J=4.9 Hz, 1H), 4.23 - 410 (m, 1H), 3.72 (s, 3H), 3.33 - 2.79 (m, 5H),
1.97 - 1.49 (m, 2H), 1.37 (s, 9H), 1.17 (d, /= 6.8 Hz, 3H).

Example 302
2.2-difluoro-N-((1R.28)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-
methoxyphenyl)propan-2-yl)propanamide

N

oW e

F

Ethyl 2,2-difluoropropanoate (400 pl)and (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-

yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 135 mg, 0.34 mmol) was heated to 150 °C
for 30 min. Then it was diluted with acetonitrile and purified by semiprep HPLC followed by
flash chromatography on silica gel (n-heptane/ ethyl acetate, 4:1) Yield 60 mg (36%).
APCI-MS: m/z 484.2 [MH']

"H NMR (300 MHz, DMSO-ds) & 8.69 (d, J = 8.7 Hz, 1H), 8.18 (d, J= 0.8 Hz, 1H), 7.78 -
7.65 (m, 3H), 7.44 - 7.35 (m, 2H), 7.29 - 7.16 (m, 2H), 7.11 (d, J=2.1 Hz, 1H), 7.00 - 6.93
(m, 2H), 6.82 (dd, /=8.0,2.3 Hz, 1H), 5.24 (d,J= 7.0 Hz, 1H), 4.28 - 4.14 (m, 1H), 3.72 (s,
3H), 1.52 (t, J=19.5 Hz, 3H), 1.31 (d, J= 6.6 Hz, 3H).

Example 303
(R)-2-amino-N-((1R.28)-1-(1-(4-fluorophenyl)-1H-indazol-5-vloxy)-1-(3-

methoxyphenyl)propan-2-v)propanamide trifluoroacetic acid salt
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H,N__WCH,

l\ 3

HN

@%j

Tert-butyl (R)-1-((1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-
methoxyphenyl)propan-2-ylamino)-1-oxopropan-2-ylcarbamate (303a, 25 mg, 0.04 mmol) in
DCM/TFA 1:1 (1 ml) was shaken for 1 h and then evaporated. Yield 25 mg (100%).
APCI-MS: n/z 463.1 [MH']

"H NMR (400MHz, DMSO-ds) § 8.63 (d, J= 8.0 Hz, 1H), 8.17 (d, J= 0.7 Hz, 1H), 8.02 (d, J
=4.1Hz, 3H), 7.78 - 7.68 (m, 3H), 7.44 - 7.37 (m, 2H), 7.30 (t, /= 7.9 Hz, 1H), 7.23 (dd, J
=9.1,2.4 Hz, 1H), 7.07 (d, /= 2.1 Hz, 1H), 6.98 - 6.84 (m, 3H), 5.37 (d, /=3.5 Hz, 1H),
4.20-4.11 (m, 1H), 3.81-3.71 (m, 4H), 1.33 (d, J="7.1 Hz, 3H), 1.18 (d, /= 6.7 Hz, 3H).

tert-butyl (R)-1-((1R, 2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-
methoxyphenyl)propan-2-ylamino)-1-oxopropan-2-ylcarbamate (303a)

JLJV

%“@Q

Prepared as described in Example 83 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and (R)-2-(tert-
butoxycarbonylamino)propanoic acid (32 mg, 0.17 mmol). Yield 25 mg (34%).
APCI-MS: n/z 563.4 [MH']

Example 304
{(R)-N-((1R.25)-1-(1-(4-fluorophenvl)-1H-indazol-5-yloxy)-1-(3-methoxyphenyl)propan-2-

yl)pyrrolidine-2-carboxamide trifluoroacetic acid salt
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Prepared as described in Example 303 from (R)-tert-butyl 2-((1R,2S)-1-(1-(4-fluorophenyl)-
1H-indazol-5-yloxy)-1-(3-methoxyphenyl)propan-2-ylcarbamoyl)pyrrolidine-1-carboxylate
(304a, 31 mg, 0.05 mmol) Yield 32 mg (100%).

APCI-MS: m/z 489.1 [MH']

'H NMR (400 MHz, DMSO-ds) 8 9.10 (s, 1H), 8.76 (d,J=8.1 Hz, 1H), 8.55 (s, 1H), 8.17
(d,J=0.7Hz, 1H), 7.77 - 7.69 (m, 3H), 7.41 (t, J= 8.8 Hz, 2H), 7.30 (t, /= 8.0 Hz, 1H),
7.23 (dd, J=9.2,2.3 Hz, 1H), 7.09 (d, /= 2.3 Hz, 1H), 6.98 - 6.91 (m, 2H), 6.86 (dd, J=8.1,
2.1 Hz, 1H), 5.38 (d, J=4.1 Hz, 1H), 4.24 - 4.14 (m, 1H), 4.11 - 4.02 (m, 1H), 3.73 (s, 3H),
3.31-3.13 (m, 2H),2.35-2.22 (m, 1H), 1.93 - 1.74 (m, 3H), 1.20 (d, J= 6.7 Hz, 3H).

(R)-tert-butyl 2-((IR,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-
methoxyphenyl)propan-2-ylcarbamoyl)pyrrolidine-1-carboxylate (304a)

Prepared as described in Example 83 from (1R,2S)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)-1-(3-methoxyphenyl)propan-2-amine (6a, 50 mg, 0.13 mmol) and (R)-1-(tert-
butoxycarbonyl)pyrrolidine-2-carboxylic acid (37 mg, 0.17 mmol). Yield 31 mg (41%).
APCI-MS: m/z 589.5 [MH']

Example 305
N-((28.3S8)-4-(2.4-difluorophenoxy)-3-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)butan-2-yl)-

2.2.2-trifluoroacetamide
7} JVO

@@

Prepared as described in Example 1 using (2S,3S)-4-(2,4-difluorophenoxy)-3-(1-(4-
fluorophenyl)-1H-indazol-5-yloxy)butan-2-amine (90 mg, 0.21 mmol) and 2,2,2-
trifluoroacetic anhydride (0.119 mL, 0.84 mmol). Yield 71 mg (64%)
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APCI-MS: m/z 534.3 [MH']

'H-NMR (400 MHz, CD;0D): & 8.13 (d, J=0.7 Hz, 1H), 7.71 (m, 2H), 7.64 (d, ]=9.0 Hz, 1H),
7.45 (d, 1=2.3 Hz, 1H), 7.32 (m, 2H), 7.25 (dd, J;=2.3 Hz, J,=9.1 Hz, 1H), 7.09 (m, 1H), 6.97

(m, 1H), 6.85 (m, 1H), 4.79 (m, 1H), 4.51 (p, J=6.5 Hz, 1H), 4.34 (dd, J;=10.6 Hz, J,=3.9 Hz,

1H), 4.26 (dd, J;=10.6 Hz, ]=5.4 Hz, 1H), 1.42 (d, I=7.1 Hz, 3H).

(28,385)-4-(2,4-difluorophenoxy)-3-(1-(4-fluorophenyl)- 1 H-indazol-5-yloxy) butan-2-amine
(305a)

1o
7 N
o)
F
F
Prepared as described in Example 1a from (2S,3S)-4-(2,4-difluorophenoxy)-3-hydroxybutan-
2-aminium chloride (290 mg, 1.14 mmol) and 1-(4-fluorophenyl)-5-iodo-1H-indazole (464
mg, 1.37 mmol). Yield: 90 mg (18%).
'H-NMR (400 MHz, CD,Cl,): & 8.07 (s, 1H), 7.68 (m, 2H), 7.60 (d, 1=9.0 Hz, 1H), 7.37

(broad s, 1H), 7.28-7.18 (m, 3H), 6.97 (m, 1H), 6.87 (m, 1H), 6.79 (m, 1H),
4.45 (broad s, 1H), 4.33 (m, 2H), 3.48 (broad s, 1H), 1.27 (d, J=6.0 Hz, 3H).

(28,38)-4-(2,4-difluorophenoxy)-3-hydroxybutan-2-aminium chloride (305b)

- J\/O
O N H
-\O

©/F
F
Benzyl (2S,35)-4-(2,4-difluorophenoxy)-3-hydroxybutan-2-ylcarbamate (426 mg, 1.21 mmol)
in ethanol (20 mL) was hydrogenated over Pd (10% on carbon) (40.0 mg) at r.t. and
athmospheric pressure overnight. The mixture was filtered through celite, evaporated,
dissolved in ethanol and filtered through a syringe filter. On evaporation a white solid was
obtained. This was dissolved in ethanol (4 mL) and diethyl ether (6 mL) and 1M HCl in

diethyl ether was added (1.5 mL) under stirring . Evaporation, coevaporation from

dichloromethane/diethylether gave the title compound as a solid, (290 mg, 94%)).
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'H-NMR (400 MHz, CD;0D): § 7.16 (m, 1H), 7.01 (m, 1H), 6.90 (m, 1F), 4.18-4.01 (m,
3H), 3.58 (m, 1H), 1.32 (d, J=6.9 Hz, 3H).

Benzyl (28,3S)-4-(2,4-difluorophenoxy)-3-hydroxybutan-2-ylearbamate (305c)

0
g\OJ\HL{OH
~o
F
F

Prepared as described in Example 6¢ from (S)-benzyl 4-(2,4-difluorophenoxy)-3-oxobutan-2-
ylcarbamate (657 mg, 1.88 mmol). Yield: 426 mg (64% yield)
'H-NMR (400 MHz, CD,Cly): & 7.39-7.28 (m, 5H), 7.00-6.78 (m, 3H), 5.18 (broad s, 1H),

5.09 (s, 2H), 4.11-3.88 (m, 4H), 1.22 (d, J=6.9 Hz, 3H).

(S)-benzyl 4-(2,4-difluorophenoxy)-3-oxobutan-2-ylcarbamate (305d)
j\ o
ol
o
©/F

E
A mixture of (S)-benzyl 4-bromo-3-oxobutan-2-ylcarbamate (prepared according to R. V.
Hoffman et al., J. Org. Chem. 2001, 66, 5790-5795) (600 mg, 2.00 mmol), 2,4-difluorophenol
(312 mg, 2.40 mmol) and potassium fluoride (380 mg, 6.54 mmol) in DMF (4 mL) was
stirred at r.t. for 17 h. Water (15 mL) and dichloromethane (3 mL) were added and the
mixture was stirred for 30 min. The mixture was added to a phase separator. The water phase
was once more stirred with dichloromethane (3 mL}), and added to the phase separtor. The
organic phases were concentrated and the residue was purified by flash chromatography on
silica gel (cyklohexane/ethyl acetate 3/1) to give the title compound as a white solid (658 mg,
94% yield).
'H-NMR (400 MHz, CD,CL,): & 7.40-7.28 (m, 5H), 6.95-6.86 (m, 2H), 6.81 (m, 1H), 5.40
(broad s, 1H), 5.10 (s 2H), 4.81 (m, 2H), 4.60 (p, J=7.1 Hz, 1H), 1.41 (d, J=7.2 Hz, 3H).

Example 306
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N-((1R.25)-1-(2,3-dihydrobenzofuran-6-y1)-1-(1-(4-fluorophenyl)-1 H-indazol-5-
yloxy)propan-2-yl)-2.2-difluoropropanamide

%L

o]
HITN
=z /E
p=4
A

To a solution of (1R,2S5)-1-(2,3-dihydrobenzofuran-6-yl)-1-(1-(4-fluorophenyl)-1H-indazol-5-
yloxy)propan-2-amine (306a, 85 mg, 0.21 mmol) in NMP(1 mL) was added a solution of 2,2~
difluoropropanoic acid (37 mg, 0.34 mmol), 2-(3H4-[1,2,3]triazolo[4,5-b]pyridin-3-yl)-1,1,3,3-
tetramethylisouronium hexafluorophosphate(V) (0.128 g, 340 umol), and N-ethyl-N-
isopropylpropan-2-amine (140 pL, 840 pmol) in NMP (2mL). The mixture was stirred at r.t. 4
for 2 h. Then aq. HC1 (1N, 30mL) was added, and the mixture was extracted with ethyl
acetate (3 x 45ml). The organic phase was dried and purifiedby flash chromatography on
silica gel with ethyl acetane/n-heptane (2 : 1) to give 65 mg (62 %) of the title compound.
APCI-MS: m/z 496.3 [MH']

g NMR (400 MHz, DMSO-ds) 0 8.67 (d,J=38.1 Hz, 1H), 8.18 (d, /=0.7 Hz, 1H), 7.74
(dd, J=9.0,4.8 Hz, 2H), 7.69 (d, /= 9.2 Hz, 1H), 7.40 (t, J= 8.8 Hz, 2H), 7.18 (m, 2H), 7.09
(d,J=2.3 Hz, 1H), 6.86 (d,/=7.6 Hz, 1H), 6.76 (s, 1H), 5.21 (d, /= 6.7 Hz, 1H), 4.47 (dd,
J=15.1,8.9 Hz, 2H), 4.17 (m1H), 3.11 (t, /= 8.7 Hz, 2H), 1.63 - 1.47 (m, 3H), 1.29(d,J =
6.7 Hz, 3H).

(1R,25)-1-(2,3-Dihydrobenzofuran-6-yl)-1-(1-(4-fluorophenyl)- 1 H-indazol-5-yloxy)propan-2-
amine (306a)

N/ks/o

lin
Z\Z /g
il

A stirred mixture of (1R,2R)-2-amino-1~(2,3-dihydrobenzofuran-6-yl)propan-1-ol (306b, 180
mg, 0.93 mmol), 1-(4-fluorophenyl)-5-iodo-1H-indazole (346 mg, 1.02 mmol), and cesium
carbonate (0.910 g, 2.79 mmol) in butyronitrile (2 mL) was degassed for 5 min. Then
copper(l) iodide (35 mg, 190 pmol) was added. The tube was sealed and heated at 105 °C for

12 h. The solvent was removed, the residue was taken in dichloromethane (20 mL), and
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filtered on a prepact silica column (10 g), washed with dichloromethane (50ml) followed by
ethyl acetate (50ml). Than the product was eluted with a mixture of 0.35M ammmonia
solution in ethylaceate/methanol (5 : 95) (100ml) to give 80 mg (22 %) of subtitle compound .
APCI-MS: mv/z 404 [MH"]

(1R,2R)-2-Amino-1-(2,3-dihydrobenzofuran-6-yl)propan-1-ol (306b)

CiH

o

t-Butyl (1R,2R)-1-(2,3-dihydrobenzofuran-6-y1)-1-hydroxypropan-2-ylcarbamate (1.58 g,
5.39 mmol) was stirred in a solution of HCl in EtOAc (1M, 20 ml) at 60 °C for 2 h. After
cooling the solid presipitate was filtered and dried to afford the subtitle compound as
hydrochloride (1.22 g , 98%).

APCI-MS: m/z 194 [MH"]

Ty NMr (400 MHz, dmso) 0 7.98 (s, 3H), 7.20 (d, /= 7.6 Hz, 1H), 6.80 (d, /= 7.6 Hz, 1H),
6.75 (s, 1H), 5.97 (d, J=4.2 Hz, 1H), 4.83 (t,J=3.5 Hz, 2H), 4.52 (t, /= 8.7 Hz, 1H), 3.36
(m, 1H), 3.15 (t, J=8.7 Hz, 2H), 0.93 (d, /= 6.7 Hz, 3H).

t-Butyl (1R,2R)-1-(2, 3-dihydrobenzofuran-6-yl)-1-hydroxypropan-2-ylcarbamate (306¢)

O// O

(R)-t-butyl 1-(2,3-dihydrobenzofuran-6-yl)-1-oxopropan-2-ylcarbamate (306d, 2.21 g, 7.59
mmol) was dissolved in propan-2-ol (6.35 mL, 83.4 mmol) and toluene (10 mL). Al(OiPr)3
(0.310 g, 1.52 mmol) was added, and the reaction vessel was caped and flushed with argon.
The mixture was stirred at 50 °C overnight. Then another portion of AI(O:Pr); (330 mg) was
added, and stirring was continued for 5 h. The mixture was colled to r.t., and partitioned
between aq. HC1 (1N, 25 ml) and ethyl acetate (80 ml). The organic layer was separated and
dried. The solvent was removed irn vacuo and purified by flash chromatography on silica gel
with n-heptane/ethyl acetate (6 : 4) to give 1.58 g (71 %) of subtitle compound.

APCI-MS: m/z 194.2 [MH'-BOC]
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(R)-t-Butyl 1-(2,3-dihydrobenzofuran-6-yl)-1-oxopropan-2-ylcarbamate (306d)

oin\/c}
N

O)\O

_|_,
Magnesium (711 mg, 29.3 mmol) was placed in a screw-cap reaction tube, and a solution of
6-bromo-2,3-dihydrobenzofuran (4.16 g, 20.9 mmol) in tetrahydrofuran (30 mL) was added,
followed by a small crystall of iodine. The tube was sealed and flushed with argon. The
mixture was heated at 60 °C for 1 h, and then the reaction mixture was allowed to cool to r.t.
A slurry of (S)-tert-butyl 1-(methoxy(methyl)amino)-1-oxopropan-2-ylcarbamate (4.85 g,
20.9 mmol) in THF (20 ml) was cooled on a acetone/ice bath to —10 °C, and a solution
i1sopropylmagnesium chloride (2 M in THF, 10.5 mL, 21 mmol) was slowly added. The
mixture was stirred for 15 min, the the cooling bath was removed. Stirring was continued for
10 min. Then the preformed Grignard reagent was added in small portions with stirring. After
the addidtion the mixture was allowed to reach r.t. and stirred for 2 h. The solvent was
evaporated, and the mixture was poured into an ice-cold ethyl acetate (150 ml) and aq. HCI
(1M, 35 ml) mixture. The organic layer was separated, washed with water and brine, filtered,
and evaporated. The product was purifien by flash chromatography on silica with ethyl
acetate/n-heptane (3 : 7) to give 2.21g (36%) of the subtitle compound.
APCI-MS: m/z 192.2 [MH"-BOC]

Example 307
N-((1R.25)-1-(2.3-dihvdrobenzofuran-6-y1)-1-(1-(4-fluorophenvyl)-1 H-indazol-5-

vloxy)propan-2-y1)-2.2.2-trifluoroacetamide

o
Fg{tNJyo

o}

o

To a solution of (1R,25)-1-(2,3-dihydrobenzofuran-6-y1)-1-(1-(4-fluorophenyl)-1 H-indazol-5-
yloxy)propan-2-amine (44 mg, 11 pmol) in THF (1.5 mL) was added DIPEA (36 uL, 220

umol), and the mixture was stirred for 20 min, Then a solution of trifluoroacetis anhydride (31
ul, 220 pmol) in THF (0.6 ml) was added in 100 pl portions. The mixture was stirred for 2 h.
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The solvent was removed, and the row product was partitioned between aq. HCl (1N) and
ethyl acetate. The organic layer was dried and submited to flash chromatography on silica gel
with ethyl acetate/n-heptane (2 : 3) to give 40 mg (73%) of the title compound.

APCI-MS: m/z 500 [MH"]

1H NMR (400 MHz, dmso) & 9.50 (d, /= 8.5 Hz, 1H), 8.18 (s, 1H), 7.74 (m, 2H), 7.69 (d, J
=9.2 Hz, 1H), 7.40 (dd, /= 15.4, 2.3 Hz, 2H), 7.22 - 7.15 (m, 2H), 7.10 (d, /J=2.1 Hz, 1H),
6.86 (d,/=7.6 Hz, 1H), 6.76 (s, 1H), 5.24 (d, /= 6.2 Hz, 2H), 4.48 (td, /= 8.6, 5.6 Hz, 2H),
420 (dd, J=14.7, 6.7 Hz, 1H), 3.11 (t, J = 8.7 Hz, 2H), 1.31 (d, /= 6.7 Hz, 3H)

Example 308
2.2.2-trifluoro-N-((1.R,25)-1-(1-(4-fluorophenvy)-1H-indazol-5-yloxy)-1-(3-methoxy-4-
(methylthio)phenyDpropan-2-yl)acetamide

To a stitred solution of (1R,2S5)-1~(1-(4-fluorophenyl)-1H-indazol-5-yloxy)-1-(3-methoxy-4-
(methylthio)phenyl)propan-2-amine (308a, 32 mg, 70 umol) in THF (2 mL) was added N-
ethyl-N-isopropylpropan-2-amine (12 pL, 70 pmol), and the mixture was stirred for 20 min.
Then trifluoroacetic anhydride (21 pL, 150 umol) was added, and the mixture was stirred for
2 h. The solvent was removed, and the crude product was partitioned between aq. HCI (1N)
and ethyl acetate. The organic layer was dried and purified by HPLC go afford 6 mg (15 %)
of the title compound.

APCI-MS: m/z 534.1 [MH]

1H NMR (400 MHz, DMSO-dg) 0 9.49 (d, J= 8.5 Hz, 1H), 8.18 (d, /= 0.7 Hz, 1H), 7.74 (m
2H), 7.69 (d, /= 9.0 Hz, 1H), 7.40 (dd, J=21.1, 3.6 Hz, 2H), 7.20 (dd, /=9.1, 2.4 Hz, 1H),
7.15 (d, J=2.1 Hz, 1H), 7.08 (d, /= 8.5 Hz, 1H), 6.98 (m, 2H), 5.26 (d, J= 6.4 Hz, 1H), 4.27
(dd, J=14.9, 6.7 Hz, 1H), 3.80 (s, 3H), 2.33 (s, 3H), 1.34 (d, /= 6.7 Hz, 3H).

(1R, 25)-1-(1-(4-fluorophenyl)-1H-indazol-5-yloxy)- 1-(3-methoxy-4-
(methylthio)phenyl)propan-2-amine (308a)



270
WO 2008/076048 PCT/SE2007/001136

J\,o
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A mixture of (1R,ZS)-2-amino-1-(3-methoxy—4-(methylthio)phenyl)propan—1-o]. (308b, 17 mg,
70 pmol), 1-(4-fluorophenyl)-5-iodo-1H-indazole (30 mg, 90 umol), and cesium carbonate
(73 mg, 220 pumol) in butyronitrile (1 mL) was stirred for 5 min. Then copper(I) iodide (19
ug, 10 pmmol) was added, and the mixture was stirred at 105 °C for 3 h. After cooling to r.t.
the solvent was evaporated under reduced pressure, and the mixture was partitoned between
aq. HCI1 (IN) and ethyl acetate. The layers were separated, the water layer was extracted with
ethyl acetate. The combined organic extracts were dried, the solvent was removed in vacuo

The resudue was purified by HPLC to give 7Tmg (21) of the title compound.

APCI-MS: m/z 438.1 [MH']

(1R, 2R)-2-amino-1-(3-methoxy-4-(methylthio)phenyl)propan-1-ol (308b)

-

0

ox

\

O \\\‘
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-Butyl (R)-1-hydroxy-1-(3-methoxy-4-(methylthio)phenyl)propan-2-ylcarbamate (308c, 44
ug, 130 pumol) was dissolved in a solution of HC in ethyl acetate (1M, 5 mL) and stirred at 60
°C for 2 h. The solvent was evaporated, and the diastereomers were separated by HPL.C

(XBridge column). The subtitle compound is the first eluted product, 17 mg (55%).
APCI-MS: m/z 228.1 [MH']

t-Butyl (2R)-1-hydroxy-1-(3-methoxy-4-(methylthio)phenyl)propan-2-ylcarbamate (308¢)

-~

o}

o)
N

o);T_

To a stirred solution of (R)--butyl 1-(3-methoxy-4-(methylthio)phenyl)-1-oxopropan-2-

ylcarbamate (308d, 55 pg, 170 pmol) in THF (2 mL) at r.t. was added sodium

tetrahydroborate (48 pg, 1.27 mmol) in small portions, and the mixture was stirred for 3 h.
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The mixture was quenched with aq. 1IN HCI, and extracted with ethyl acetate. The organic
layers were dried, the solvent was removed and the residue was purified by HPLC to give

44mg (80%) ot the subtitle compound.

APCI-MS: m/z 227.4 [MH'-BOC]

(R)-t-Butyl 1-(3-methoxy-4-(methylthio)phenyl)-1-oxopropan-2-ylcarbamate
(308d)

Magnesium (17 pg, 0.69 mmol) was placed in a screwcap reaction tube, and a solution of (4-
bromo-2-methoxyphenyl)(methyl)sulfane (308e, 100 pg, 0.43 mmol) in tetrahydrofuran (1
mL) was added, followed by a small crystall of iodine. The tube was sealed and flushed with
argon. The mixture was stirred at 60 °C overnight. After cooling (S)-tert-butyl 1-
(methoxy(methyl)amino)-1-oxopropan-2-ylcarbamate (35 pg, 150 pmol) was added as a
solid, and the mixture was stirred at r.t. for 1 h. Then the solvent was evaporated, the mixture
was partitoned between aq. HCI (1N) and ethyl acetate. The organic layer was separated and
dried. The product was isolated by HPLC to afford 10 mg (10%).

APCI-MS: m/z 226.2 [MH"-BOC]

(4-bromo-2-methoxyphenyl) (methyl)sulfane(308e)

-~

0
@”’
\
Br

To a solution of 4-bromo-2-methoxybenzenethiol (1.21 g, 5.52 mmol) in DMF (5 mL) was
added potassium carbonate (2.29 g, 16.5 mmol) under argon. The resulting mixture was
stirred for 10 min, and then iodomethane (3.44 mL, 55.2 mmol) was slowly added over 2
min.. The resulting mixture was stirred at r.t. overnight. Then the reacxtion mixture was pured
into water (75ml), and extracted with ethyl acetate. The organic layer was dried and the
solvent was evaporated, the residue was purified by flash chromatography on silica gel with
n-heptane/ethyl acetate (7 : 3) to give 920 mg (72%) of the subtitle compound.

GC/MS: 234.1
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4-Bromo-2-methoxybenzenethiol (308f)

-

(0]
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To a stirred solution of potassium carbonate (308g, 2.44g, 17.6 mmol) in MeOH (20 mL) was
added S-4-bromo-2-methoxyphenyl dimethylcarbamothioate (0.64 g, 2.21 mmol). The
mixture was heated with reflux for 4 h, then cooled on ice bath. Water (20ml) was added, and
the pH was adjusted to neutral by addition of with aq. HCI (3N). The mixture wasextracted
with DCM, the organic layerse were dried, filtered, and concentrated under reduced pressure
to give a light brown liquid which was caracterized with GC/MS and used without furthure
purification, 440 mg (91%).

GC/MS: 219.1

S-4-bromo-2-methoxyphenyl dimethylcarbamothioate (308g)

O-4-Bromo-2-methoxyphenyl dimethylcarbamothioate (503 mg, 1.73 mmol) was suspended
in N,N-dimethylaniline (2.5 mL), and the reaction mixture was heated in a microwave
(240°C, 300W) for 75 min. The mixture was then diluted with aq. HCI (3N, 20 mL) and
extracted 3 times with ether (30 ml). The organic layers were combined, dried, filtered, and
putified by HPLC to afford 330 mg (66%) of the subtitle compound.

APCI-MS: m/z 291.8 [MH']

O-4-bromo-2-methoxyphenyl dimethylcarbamothioate (308h)
l

SYN\

o
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[ Br
A mixture of 4-bromoguaiacol (2.05 g, 10.1 mmol) and 1,4-diazabicyclo(2.2.2)octane (1.42 g,
12.6 mmol) in NMP (24 mL) was heated at 50 °C to give a dark-yellow solution. A solution
of dimethylthiocarbamoyl chloride (1.37 g, 11.1 mmol) in NMP (2ml) was added dropwise to

the previous solution over 1-2 min. Some precipitated has formed during the addidtion. The
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mixture was stirred at 50 °C for 3 h, and then water (25 ml) was added over 5 min at 50 °C.
The mixture was stirred overnight at r.t., and the precipitatet was isolated by filtration, washed
twice with water, and dried in vacuo at 50 °C to yield a pale creamed-coloured crystalline
solid, 2.11 g (72%)).

APCI-MS: m/z 291.8 [MH]

Example 309

Human Glucocorticoid Receptor (GR) Assay

The assay is based on a commercial kit from Panvera/Invitrogen (Part number P2893).
The assay technology is fluorescence polarization. The kit utilises recombinant human GR
(Panvera, Part number P2812), a Fluoromone™ labelled tracer (GS Red, Panvera, Part numbef
P2894) and a Stabilizing Peptide 10X (Panvera, Part number P2815). The GR and Stabilizing
Peptide reagents are stored at -70°C while the GS Red is stored at -20°C. Also included in the
kit are 1M DTT (Panvera, Part number P2325, stored at -20°C) and GR Screening buffer 10X
(Panvera, Part number P2814, stored at -70°C initially but once thawed stored atr.t.). Avoid
repeated freeze/thaws for all reagents. The GR Screening buffer 10X comprises 100mM
potassium phosphate, 200mM sodium molybdate, ImM EDTA and 20% DMSO.

Test compounds (1pL) and controls (1pL) in 100% DMSO were added to black
polystyrene 384-well plates (Greiner low volume black flat-bottom, part number 784076).
0% control was 100%DMSO and 100% control was 10pM Dexamethasone. Background
solution (8uL; assay buffer 10X, Stabilizing Peptide, DTT and ice cold MQ water) was added
to the background wells. GS Red solution (7uL; assay buffer 10X, Stabilizing Peptide, DTT,
GS Red and ice cold water) was added to all wells except background wells. GR solution
(7uL; assay buffer 10X, Stabilizing Peptide, DTT, GR and ice cold water) was added to all
wells. The plate was sealed and incubated in a dark at r.t. for 2h. The plate was read in an
Analyst plate reader (LJL Biosystems/Molecular Devices Corporation) or other similar plate
reader capable of recording fluorescence polarization (excitation wavelength 530nm, emission

wavelength 590nM and a dichroic mirror at 561nm). The IC50 values were calculated using
XLfit model 205.
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1 2.3

2 2.7

3 3.2

4 5.9

5 2.1

6 1.8

7 2

8 2.3

9 2

10 2.4

11 2.1

12 2.8

13 5.1

14 3.4

15 6.8

}1_6 2.4

17 12

18 2.8

19 5.2

20 9
21 3.2
22 4.7
03 3.2
24 3.2
05 11
6 5.9
27 3.2
8 25
P9 6.4
30 6.6
0
31 2.8
32 7.7
33 18
34 2.4
35 2.1
36 10)
37 2.4
38 2.4
39 6.4
40 34
41 2.6
42 3
43 2.2
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44 2.7
45 2.6
46 34
a7 2.5
48 2.9
49 2.8
50 2.9
51 4.3
52 3.1
53 3.5
54 29
55 3.3
56 4.4
57 4.1
58 2.7
59 3.3
60 3.3
61 3.3
62 3.5
63 4.4
64 3.9
65 3.8
66 4.2
67 4.1
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68 1.7
69 76
70 89
71 4.6
72 3.7
73 5.1
74 3.7
75 5.3
76 2.2
77 2.6
/8 3.2
79 2.6
30 3.7
51 3.5
82 5.3
83 5.8
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Claims

1. A compound of formula (1):

4
R’ R
RZ
A—C(Z ——N/\\}/X N
R R N

Y W

A is Cjahydroxyalkyl, Cyscycloalkyl, Cshaloalkyl or NR’R°C(O);

R! and R"™ are independently selected from hydrogen, C;.alkyl, Cishydroxyalkyl,
Cy4alkylOCy_4alkyl and C 4haloalkyl, or R'and R® together are oxo;

R? is hydrogen or C)4alkyl;

R%is Cs.poaryl, Cs. parylCi4alkyl, Cs.10arylO, Cs.10arylOC, 4alkyl or Cs.gheteroaryl, which
may be optionally substituted by one or more substituents independently selected from B;
B is hydroxy, Ci4alkyl, Ci4alkoxy, C;.salkylCithicalkyl, Ci4thioalkyl, Cs.¢cycloalkyls,
C,1.3alkylS(0),Ci4alkyl, Ci3alkylS(O),, C4haloalkyl or halo;

nislor2;

R* is hydrogen;

W is phenyl, C;4alkyl, Cs.seycloalkyl, pyridinyl, pyridazinyl or pyrimidinyl all of which
are optionally substituted by one or more substituents independently selected from
C).zhydroxyalkyl, C3.5heterocycloalkyIC14aﬂcszl, halo, C;.4alkylOC(O) and

NR'R''C) qalkyl;

XisOorS;

Y is hydrogen, halo or C;4alkyl;

ZisOorS;

R® RS R' and R are independently selected from hydrogen, C1.6alkylC(O), NHR'C(O)
and C.salkyl;

R" is hydrogen; and

R’ is hydrogen, C).alkyl, C,.¢alkylOC(O)C,.alkyl, Cs.gheteroarylC,_jalkyl or
Cs.gcycloalkyl;

or a pharmaceutically acceptable salt thereof.

2. The compound according to claim 1, wherein:
A is Cshydroxyalkyl, Cs.scycloalkyl, C;_shaloalkyl or NR’RéC(O);
R! and R™ are independently selected from hydrogen and C.salkyl;
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‘ R? is hydrogen;

R3 is Cs.joaryl Cs.10arylOC,.2alkyl or Cs.joheteroaryl, which may be optionally substituted
by one or more substituents independently selected from B;

B is Cj.3alkoxy or C;3alkylS(O)y;

nis2;

R* is hydrogen;

W is phenyl which is optionally substituted by one or more halo;
XisO;

Y is hydrogen,

Zis O;

R? and R® are independently selected from hydrogen and Cisalkyl; and
R is hydrogen;

or a pharmaceutically acceptable salt thereof.

3. The compound according to claim 1 wherein:

R? is hydrogen; R* is hiydrogen; X is O; Y is hydrogen; and Z is O.
4. The compound according to claims 1 wherein W is phenyl substituted with halo.
5. The compound according to claim 1 to wherein X is O and Zis O.

6.A compound according to claim 1 which is 2,2,2-Trifluoro-N-[(IR,2S)-1-[1-(4-
fluorophenyl)indazol-5-ylJoxy-1-(3-methox yphenyl)propan-2-yl]acetamide, or a

pharmaceutically acceptable salt thereof.

7. A compound according to claim 1 which is N-[(1R*,28%)-1-[1-(4-flucrophenyl)indazol-
5-yl]oxy-1-(6-methoxypyridin-3-yl)propan-2-yljcyclopropanecarboxamide, or a

pharmaceutically acceptable salt thereof.

8. A compound according to claim 1 which is N-[(1R,2S)-1-[1-(4-fluorophenyl)indazol-5-
ylloxy-1-(6-methoxypyridin-3-yl)propan-2-ylicyclopropanecarboxamide, or a

pharmaceutically acceptable salt thereof,
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9. A combination of a compound of formula (I), or 2 pharmaceutically acceptable salt
thereof, according to claim 1, and one or more agents selected from the list comprising;

s aPDE4 inhibitor;

s azelective 5 adrenoceptor agonist;

e amuscarinic receptor antagonist;

e asteroid;

» a modulator of chemokine receptor function;

¢ an inhibitor of p38 kinase function;

¢ an inhibitor of matrix metalloproteases, most preferably targeting MMP-2, -9 or

MMP-12; or
s An inhibitor of neutrophil serine proteases, most preferably neutrophil elastase or

proteinase 3.

10. A process for the preparation of compounds of formula (1), according to claim 1 by

coupling a compound of fonmula (II):

R
R1
R X N
HN" Ria N (In)
RS N
v ]
W

with acylation reagents of formula (IIla) or formula (IIIb)

0O L1 =z
Y N ()
) (llia) ey

wherein R\, R'?, Rz, R? R R4, RT, A, W, X, Y and Z are defined as in claim 1, and L'isa
leaving group or, when L' = OH, a leaving group generated by reaction of a coupling

reagent.
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