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CLAIMS

1. A compound of Formula (1):

wherein;
Ais CHorN,
Eis O orisabsent,
Ris  (a)a bicyclic heteroaryl comprising one or more hfteroatom ring members
10 independently selected from N, § or O, whefein said bicyclic heteroaryl 1s
unsubstituted or i1s substituted with one of more substituents selected from
the group consisting of deuterium, argfino, alkylamino, dialkylamino, alkyl,
halo, cyano, haloalkyl, hydroxy, hy@lroxyalkyl, and alkoxy; and wherein
one or more N ring members offaid bicyclic heteroaryl is optionally an N-
15 oxide; or
(b) a five- or six-membered nfrogen-linked heterocycloalkyl ring fused to a
phenyl or monocyclic peteroaryl, wherein said pheny! or heteroaryl 1s
unsubstituted or is sfbstituted with one or more substituent selected from
the group consisyg of deuterium, amino, alkylamino, dialkylamino, alkyl,
20 halo, cyano, hfloalkyl, hydroxy, hydroxyalkyl, and alkoxy;,
R'is (1) R™ or —alkyfenyl-R™, where R™ is cycloalkyl, heterocycloalkyl, phenyl, or
1c heteroaryl,
whergin each of said cycloalkvl, heterocycloalkyl, phenyl, and heteroaryl
is unsubstituted or is substituted with one or more substituents R,
wherein cach R* substituent is independently selected from the group
consisting of: deuterium, halo, hydroxy, hydroxyalkyl, cyano,
NR‘R". -alkylenyl—NR“Rh, oxo, alkyl, cyanoalkyl, haloalkyl,
alkoxy, -S-alkyl, haloalkoxy, alkoxyalkyl-, alkenyl, alkynyl,

-C(0)alkyl, -C(O)alkyl-O-alkyl, -COaalkyl, -CO:H, -CONH,,
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C(O)NH(alky!), -C(O)NH(haloalkyl), -C(O)N(alkyl)s,
-C(O)NH(cycloalkyl), arylalkyl-, arylalkoxy-, aryloxy-, cycloalky
cycloalkyloxy, (cycloalkyl)alkyl, heterocycloalkyl, aryl,
(heterocycloalkyl)alkyl-, (heterocycloalkyl)alkoxy-,
5 -C(O)eyeloalkyl, -C(Oheterocycloalkyl, heteroaryl,
(heteroaryl)alkyl-, -S§(0)-alkyl, -SO,-alkyl, -SO»-aryl,
fluoroalkyl, -N(R%)-C(O)-alkyl, -N(R®)-C(O)-aryl. -KX(R%)-CO;-
alkyl, -SO:NH,, -SO,;NH(alkyl), -SO;N(alkyl)a,
-SO;NH(cycloalkyl), and -N(H)(SO.alkyl), ofiwo adjacent R*
10 substituents on a phenyl or heteroaryl R™ gfoups taken together
form methylenedioxy,
wherein each of said cycloalkyl, hetefocycloalkyl. aryl, and
heteroaryl within R is unsubgfituted or 1s substituted with one
or more substituents indepghdently selected from the group
15 consisting of deuteriumalkvl, halo, hvdroxy, cvano, alkoxy.
amino, -C(Q)alkyl, affd -COsalkyl,
wherein R* and R" are/each independently H, alkyl, alkoxy,
alkoxyalkyl, cyAnoalkyl, or haloalkyl; and
R®is H, alkyl oparylalkyl-;

20 (2) alkyl unsubstituted gfsubstituted with one or more substituents selected

Malkyl, or -COsalkyl; or

R,

herein R"is H, R™, -alkylenyl-R™, hydroxyalkyl, cyanoalkyl,
alkoxyalkyl, haloalkyl, -CONR"R". or -C(O)R’;
where R™ is as defined in (1) above,
R" and R’ are each independently H or alkyl, or R" and R' taken

together with the nitrogen to which they are attached form a



20
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monocyclic heterocycloalkyl; and
R’ is an alkyl unsubstituted or substituted with one or more
substituents selected from the group consisting of. deuterium, Jfalo,

amino, hydroxy, alkoxy, cycloalkyl, heteroaryl, phenyl, and

alkyl, halo, amino, hydroxy, and alkoxy; and
R°is H or R':

R* and R are each independently selected from the group co 1sting of H and

deuterium:

wherein the compound of Formula [ is not 1H-pyrrolo[#.2-¢]pyridine-2-carboxylic

acid (5-benzenesulfonyl-pyridin-2-ylmethyl)Amide;

or a pharmaceutically acceptable salt thereof.

6.

The compound of claim 1, wherein A1s CH.

The compound of claim |, whfrein A is N.

The compound of claimA, wherein E i1s O.

The compound of £laim 1, wherein E 1s absent.

The compoyhid of claim 1, wherein R 1s an unsubstituted or substituted

bicyclic heteroa

Th¢/compound of claim 1, wher¢in R 1s an unsubstituted or substituted 8- or

red heteroaryl

The compound of ¢claim |, wherein R 1s:
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/N”N'N\ N%é N//\N/\
Wg G
each unsubstituted or substituted as in claim 1.
9. The compound of claim 1, wherein R 1s a fiye- or six-membered nitrogen-
5 linked heterocycloalkyl ring fused to an unsubstyfuted or substituted phenyl or

monocyclic heteroaryl.

NZ ‘ N_g HgN\l//N N_E
10. The compound of claim 1, wherein R 1s Sy or No o~
10 11.  The compound of claif 1, wherein R' is R™.
12, The compound ofclaim 1, wherein R' is —alkylenyl-R™.
13. The compgfind of claim 1, wherein R™ is cycloalkyl, unsubstituted or

15  substituted as in/claim 1.

compound of claim 1, wherein R™ is a heterocycloalkyl, unsubstituted or

substitred as in claim 1.

The compound of ¢claim 14, wherein the heterocycloalkyl is substituted with

an alkyl, -C(O)alkyl, or monocyclic heterocycloalkyl group.
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16. The compound of claim 1, wherein R™ is phenyl or a monocyclic heteroaryl,

each unsubstituted or substituted as in ¢laim 1.

5 17.  The compound of claim 1, wherein R™ is phenyl, pyridinyl, pyrazoly),

pyrimidinyl, thiazolyl, or pyrazinyl, each unsubstituted or substituted as yf claim 1.

18. The compound of claim 1, wherein the R™ group is substituyéd with one or
more R* substituents each independently selected from the group/consisting of:
10 fluoro, chloro, bromo, hydroxy, hydroxymethyl, hydroxyethy)/ cyano, amino,

El 2 2

di(alkyl)amino, alkylamino, monofluoroalkyl, trifluoroalkyf, methoxy, ethoxy,

trifluoromethoxy, acetyl, propionyl, butyryl, methoxycgfoonyl, ethoxycarbonyl, tert-
butoxycarbonyl, carboxyl, methylsulfonyl, ethylsulfofiyl, trifluoromethylsulfonyl,

methylamido, ethylamido, oxetanyl, pyrrolidinyl, fetrahydrofuranyl, piperidinyl,
15  tetrahydropyranyl, morpholinyl, piperazinyl, pyfdinyl, imidazolyl, pyrrolyl,

pyrimidinyl, and phenyl, each substituted or/insubstituted as in claim 1.

19. The compound of claim 1, whgfein the R™ group 1s substituted with 1, 2, or 3
R* substituents each independently felected from the group consisting of: fluoro,
20  trifluoromethyl, trifluoromethoxf, morpholinyl, 4-methyl-piperazinyl, piperidinyl,
methoxy, cyano, acetyl, ethylfmido, methylsulfonyl, ethylsulfonyl, cyano, chloro,
dimethylamino, methyl, effyl, propyl, isopropyl, isobutyl, butyryl, oxetanyl,
tetrahydropyranyl, pyrrflidinyl, and 1-(3-oxetanyl)-piperidin-4-yl.
25 20 The compfund of claim |, wherein R’ is an alkyl, unsubstituted or substituted
with one or mgfe substituents selected from the group consisting of halo, hydroxy,
cyano, alkofy, trifluoroalkyl, trifluoroatkoxy, amino, methylamino, dimethylamino,
acetyl, mfthoxycarbonyl, amido, and methylsulfonyl.
30 21 The compound of claim 1, wherein R' is -N(R")R®, and R" is R"

r -alkylenyl-R™.
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22 The compound of claim 21, wherein R™ is hydroxyalkyl, cyanoalkyl,
alkoxyalkyl, haloalkyl, -CONR"R’, or —C(Q)R', where R" and R' are each
independently H or alkyl, and R’ is hydroxymethyl, cycloalkyl, piperidinyl, or

23, The compound of claim 1, wherein both R®and R are H.

1H-Pyragblo[3,4-b]pyridine-5-
caroxylic acid [5-(3,5-

idin-2-ylmethyl]-amide;

Imidazol1.2-a]pyrimidine-6-
carboxylic acid [5-(3,5-
difluoro-benzenesulfonyl)-
pyridin-2-ylmethyl]-amide;

1H-Pyrrolo[3,2-¢]pyridine-2-
carboxylic acid [5-(3,5-
difluoro-benzenesulfonyl)-
pyridin-2-ylmethyl]-amide;

Imidazo[1.2-a]pyridine-6-
carboxylic acid [5-(3,5-
difluoro-benzenesulfonyl)-
pynidin-2-ylmethyl]-amide;

Furo[2,3-c]pyridine-2-
carboxylic acid [5-(3,5-
difluoro-benzenesulfonyl)-
pvridin-2-ylmethyl}-amide;

I H-Pyrazolo[3,4-b]pyridine-5-
carboxyhe acid (5-
benzenesulfonyl-pyrimidin-2-
ylmethyl)-amide;
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1H-Pyrrolo[3,2-c}pyndine-2-
carboxylic acid (5-

benzenesulfonyl-pyrimidin-Z~
ylmethyl)-amide;

midazof 1, 2-a]pyridine-6-
carboxylic acid [5-(3-
trifluoromethyl-
benzenesulfonyl)-pyridin-2-
ylmethyl]-amide;

Furo[2,3-c]pyridine-2-
carboxylic acid (5-
benzenesulfonyl-pyrimidin-2-
ylmethyl)-amide;

Imidazo[1,2-a]pyrimidine-6-
carboxylic acid (5-
benzenesulfonyl-pyrimidin-2-
ylmethyl)-amide;

Imidazo(!,2-a]pyridine-6-
carboxylic acid [5-(3-
trifluoromethoxy-
benzenesulfonyl)-pyridin-2-
vimethyl]-amide;

Imidazo[!1.2-a]pyridine-6-
carboxylic acid [5-(3,5-
difluoro-benzenesulfinyl)-
pyridin-2-ylmethyl]-amide
(racemic),
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Iz

1H-Pyrazolo[3,4-b]pyridine-5-
carboxylic acid [5-(3,5- ‘
difluoro-benzenesulfinyl)-
pyndin-2-ylmethyl]-armd
(racemic);

Iz

1H-Pyrazolo[3,4-b]pyfidine-5-
carboxylic acidf 5-(3-
trifluoromgfthyl-

benzenesulfo

tH-Pygfolo[3,2-c]pyridine-2-
rboxylic acid [5-(3-
tnifluoromethyl-
enzenesulfonyl)-pyridin-2-
ylmethyl]-amide;

Iz

Imidazo[1,2-a]pyrimidine-6-
carboxylic acid [5-(3-
trifluoromethyl-
benzenesulfonyl)-pyridin-2-
ylmethyl]-amide;

Iz

I H-Pyrazolo[3,4-b]pyridine-5- |
carboxylic acid [5-(3-
trifluoromethoxy-
benzenesulfonyl)-pyridin-2-
ylmethyl]-amide;

Iz

Imidazo|l,2-a]pyrimidine-6-
carboxylic acid [5-(3-
trifluoromethoxy-
benzenesulfonyl)-pyridin-2-
ylmethyl]-amide;
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1H-Pyrrolo[3,2-c]pyridine-2-
carboxylic acid [5-(3-
trifluoromethoxy-
benzenesulfonyl)-pyridipf2-
ylmethyl]-amide,

Furo[2,3-c]pyridine-2-
carboxylic acid [S-3- |
trifluoromethoxy- |
benzenesulfonyl)-pyridin-2- ‘
vlmethyl]-amide; }

Imidazo[1,2-a]pyrimidine-6-
carboxylic acid [5-(3,5-
difluoro-benzenesulfinyl)-
pyridin-2-ylmethyl]-amide
(racemic),
Furo[2,3-¢c]pyridine-2-
carboxylic acid [5-(3,5-
difluoro-benzenesulfinyl)-
pyridin-2-ylmethyl}-amide
(racemic);

Furo[2,3-c]pyridine-2-
carboxylic acid [S-(piperidine-
4-sulfonyl)-pyndin-2- J
vimethyl]-amide; |

Imidazo[1,2-a]pyridine-6-
carboxylic acid [5-(piperidine-
4-sulfonyl)-pyridin-2-
ylmethyl]-amide;
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Furo[2,3-c]pyridine-2-
carboxylic acid [5-(3,5-
difluoro-benzenesulfinyl)-
pyridin-2-ylmethyl]-amid

(stereoisomer 1);

Furo[2,3-¢c|pyridine

o N
| |
NN 7 £
\or/ o ©

Imidazo[})2-a]pyridine-6-
carbghyhc acid [5-(4-
orpholin-4-yl-
benzfnesulfonyl)-pyridin-2-
ylmethyl]-amide,

H-Pyrazolo[3,4-b]pyridine-5-
carboxylic acid [5-(4-
morpholin-4-yl-
benzenesulfonyl)-pyridin-2-
yimethyij]-amide;

N / Furo[2,3-¢c]pyridine-2-
= N X QO carboxylic acid [5-(3-methoxy-
/ \-o " | o benzenesuifonyl)-pyridin-2-
N= O//S“o ylmethyl]-amide:.
T N Imidazo(1,2-a]pyrimidine-6-
NF N R O\ carboxylic acid [5-(3-methoxy-
)\ | : | o benzenesulfonyl)-pyndin-2-
\__J‘ O/,S o ylmethyl]-amide;
O

7N
\
/O

I H-Pyrazolo[3,4-b]pyridine-5- |
carboxylic acid [5-(3-methoxy- -
benzenesulfonyl)-pyridin-2-
vimethyl}-amide;

Imidazol!,2-a]pyridine-6-
carboxylic acid [5-(6-
morpholin-4-yl-pyridine-3-
sulfonyl)-pyridin-2-ylmethyl]-
amide;
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Imidazo[1,2-a]pyridine-6-

carboxylic acid [5-(1-methyl-
1 H-pyrazole-4-sulfonyl)-

pyridin-2-ylmethyl]-amigk;

O
~ni =
Z N N\ 7 N
N L=
N7 TN S35
o] (o]
= Ny NS
AR ‘/s/@
= A
O

Furo{2,3-c]pyridingf2-

vimethyl]-amide;

Thieno[2,3-c]pyndine-2-

0 N carboxyhe acid [5-(4-
N morpholin-4-yl-
- N | = benzenesulfonyl)-pyridin-2-
A= g vlmethyl]-amide;
N= S0
0

Thieno[2,3-c]pyridine-2-
carboxylic acid [5-(1-methyl-
1 H-pyrazole-4-sulfonyl)-
pvridin-2-ylmethyl]-amide,

1H-Pyrazolo|3,4-b]pyridine-5-
carboxylic acid [5-(6-
morpholin-4-yl-pyridine-3-
sulfonyl)-pyridin-2-ylmethyl]-
amide;

I H-Pyrrolo[3,2-¢c]pynidine-2-
carboxylic acid {5-[1-
(tetrahydro-pyran-4-yl)- ‘
piperidine-4-sulfonyl]-pyndin-
2-yImethyl} -amide; 1

Imidazo[1,2-a]pyridine-6-
carboxylic acid [S-(1-propyl-
1 H-pyrazole-4-sulfonyl)-

pyridin-2-ylmethyl]-amide;




WO 2013/127267

144

PCT/CN2013/000214

Imidazo[l,2-a]pyridine-6-
carboxylic acid [5-(1-1sopropyl
1H-pyrazole-4-sulfonyl)-

N _,N, O//S*O pyridin-2-ylmethyl]-ami
0
N Thieno[2 3-c]pyridife-2-
/ N B /@N carboxylic acid [5-(1 Aopropyl-
s AT 1 H-pyrazole-4-gilfonyl)-
N= O//\\O pyridin-2-ylmeghyl]-amide
/
N
(—_) Imidazol¥,2-a]pyridine-6-
o N carboxflic acid {S-[6-(4-
N /N \ vi-piperazin-]-yl)-
= | N | S N pyndple-3-sulfonyl]-pyndin-2-
NN oz ylmethyl}-amide:
\ee oo _ L
y :
N / |
Q Imidazo[1,2-a]pyrimidine-6-
o N carboxylic acid {5-[6-(4-
N /N 3\ methyl-piperazin-1-yl)-
N’| N | x . pyridine-3-sulfonyl]-pyridin-2-

ylmethyl} -amide,

Imidazo[!.2-a]pynmidine-6-
carboxylic acid {5-[4-(4-
methyl-piperazin-1-yl)-
benzenesulfonyl]-pyridin-2-
ylmethyl}-amide;

@) F
N
N N =
— H ' P
N
\ / Sa

1,3-Dihydro-pyrrolo[3,4-
c]pyridine-2-carboxylic acid [5-
(3-tnfluoromethyl-
benzenesulfonyl)-pvridin-2-
ylmethyl]-amide;
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1,3-Dihydro-pyrrolo(3,4-
c¢]pyridine-2-carboxylic acid
(3-trifluoromethoxy-
benzenesulfonyl)-pyridipf-2-

X
>
S/
=z
zZ
\ 7
w
Q

/ Thieno[2,3-¢c]pyndine-2-

carboxylic acid [5-(tetrahydro-

pyran-4-sulfonyl)-pyridin-2-
ylmethyl]-amide;

Thieno{2,3-c]pyridine-2-
carboxylic acid [5-(6-
morpholin-4-yl-pyridine-3-
sulfonyl)-pyridin-2-ylmethyl]-
amide;

Imidazo[1,2-a]pyridine-6-
carboxylic acid [5-(3,5-
difluoro-benzenesulfinyl)- |
pyrndin-2-ylmethylj-amide
(racemic),

-

Thieno(2,3-c]pynidine-2-
carboxylic acid [5-(]-oxetan-3-
yl-piperndine-4-sulfonyl)-
pyridin-2-ylmethyl]-amide;

2-Amino-5,7-dihydro-
pyrrolo[3,4-d]pyrimidine-6-
carboxylic acid (5-
benzenesulfonyl-pyridin-2-

ylmethyl)-amide,
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Imidazo[1,2-a]pyridine-6-

uro[2,3-c|pyridine-2-

o) F
NTX N Ny carboxylic acid [5-(3,5-
(/\’_ | difluoro-benzenesulfinyl)-
NZNF & s F pyridin-2-ylmethyl}-amid
0 (racemic);
O
X N é )
N N =
— N l P
N
\_7/ //S"“‘O
9 O
= N N\
A
N7ON 7 o methyl]-amide:
N\ o °
@]
- = =N rboxylic acid [S-(1-propyl-
/N#\ o ® P " 1 H-pyrazole-4-sulfonyl)-
\ AN /| pyridin-2-ylmethyl]-amide;
0

Furo[2,3-c|pyridine-2-

carboxylic acid [5-(1-1sopropyl- |

1 H-pyrazole-4-sulfonyl)-

pyndin-2-ylmethyl]-amide;

Furo[2,3-c]pyridine-2-
carboxylic acid [5-(1-methyl-
1 H-pyrazole-4-sulfonyl)-
pyridin-2-ylmethyl]-amide;

Thieno{2,3-c]pyridine-2-
carboxylic acid [5-(3,4-
dimethoxy-benzenesulfonyl)-
pyridin-2-ylmethyl]-amide;

Imidazof!.2-a]pyndine-6-
carboxylic acid [5-(3,4-
dimethoxy-benzenesulfonyl)-
pyridin-2-ylmethyl]-amide;
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o) © Furo|[2,3-c]pyridine-2-
~ Ny J carboxylic acid [5-(3,4-
7 H dimethoxy-benzenesulfony})-
| © g pyridin-2-ylmethyl]-amife;
L ON= e
. e o — . . _
\ .
o N— Furo[2,3-c]pyridfe-2-
N /N A\ carboxylic acig [5-(6-
= R
¢ N-o P — -2-ylmethyl]-
N= 0//8“0
/
N . .
Q I H-Pyrgzolo[3,4-blpyridine-5-
N cagpoxylic acid {5-[6-(4-
0 , .
N /N \ hethyl-piperazin-1-yl)- ‘
N7 Z ‘ N 5 tdine-3-sulfonyl]-pyridin-2-
NSy g ylmethyl}-amide;
H O//‘o /
\ . . . .
o N— Imidazo[1,2-a]pyrimidine-6-
N N \ carboxylic acid [5-(6-
N N 5 ¢ dimethylamino-pyridine-3-
)\ | H P = sulfonyl)-pyridin-2-ylmethyl]-
N\’jN amide;
o 1H-Pyrazolo[3,4-b]pyridine-5-
s N carboxylic acid [5-(3.4-
Nl i dimethoxy-benzenesulfonyl)-
N~ N pyridin-2-ylmethyl]-amide;
Imidazo[1.2-a]pyridine-6-
N N carboxylic acid [5-(1-oxetan-3-
N = yl-piperidine-4-sulfonyl)-
H : .
z pyridin-2-ylmethyl]-amide,
//SQO
/
N N N
Q Furo[2,3-c]pyridine-2-
N carboxylic acid {5-[4-(4-
N methyl-piperazin-1-yl)-
N = benzenesulfonyl]-pyridin-2-
=

ylmethyl}-amide,
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i 1,3-Dihydro-pyrrolof3,4-
N7 N Na F c]pynidine-2-carboxylic acid [5

N - H | _z (3,5-difluoro-benzenesulfony$)-
N/ 730 pyndin-2-ylmethyl]-ami |
! )

0 / Imidazo[1,2-a|pyridife-6-
N XN carboxylic acid [#~(2-
= . .

NH | DA Z/ dimethylamino-tifazole-5-
N7 TN 7 « sulfonyl)-pyndin/-ylmethyl]-
= : Y ° amfe.

0 N— Thieno[2,c]pyridine-2-
carboxflic acid [5-(2-
==

J 4 N | o /SK,/\<N dimethyflamino-thiazole-5-

_ 2 sulfony)-pyndin-2-ylmethyl]-
N O// \\O amide;

X

Va
I
\_/Z

hieno[2,3-c]pyridine-2- !
carboxylic acid [5-(1-propyl-
| H-pyrazole-4-sulfonyl)-
pvridin-2-yimethyl]-amide;

Imidazo[1,2-a]pyridine-6-
carboxylic acid [5-(3-
tnfluoromethyl-
benzenesulfonyl)-pyrimidin-2-
vlmethyl}-amide;

Thieno[2,3-c]pyridine-2-
carboxyhc acid [5-(6-
trifluoromethyl-pyridine-3-
sulfonyl)-pyridin-2-ylmethyl]-
amide:

Furo[2,3-c]pyridine-2-
carboxylic acid {5-(6-
trifluoromethyl-pyridine-3-
sulfonyl)-pyridin-2-ylmethyl]-
amide; ‘

1,3-Dihydro-pyrrolo[3,4-
c]pyridine-2-carboxylic acid [5-
(1-1sopropyl-1H-pyrazole-4- |
sulfonyl)-pyndin-2-ylmethyl]-
amide;
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N
= N/\l/ s F
| ;:
e} - F
o}

Furo[2,3-c]pyridine-2-
carboxylic acid [5-(3-
trifluoromethyl-
benzenesulfonyl)-pyrimidin
vimethyl]-amide,

Imidazo[1,2-a]pyrid
carboxylic acid

nyl)-pyndin-2-ylmethyl]-
amide;

/] H-Pyrazolo[3,4-b]pyridine-5-
carboxylic acid [5-(6-
dimethylamino-pyndine-3-
sulfonyl)-pyridin-2-ylmethyl]-
amude;

1H-Pyrazolo[3,4-b]pyndine-35-
carboxylic acid [5-(3-fluoro-5-
morpholin-4-yl-
benzenesulfonyl)-pyridin-2-
yimethyl}-amide;

2-Amino-5,7-dihydro-
pyrrolo[3,4-d]pyrimidine-6-

carboxylic acid [5-(3.5-
difluoro-benzenesulfonyl)-
pyridin-2-ylmethyl]-amide;

Furo[2,3-¢c]pyridine-2-
carboxylic acid [5-(3-
trifluoromethyl-
benzenesulfinyl)-pyndin-2-
vlmethyl]-amide (racemic);

Furo[2,3-c]pyridine-2-
carboxylic acid [5-(3-fluoro-5-
morpholin-4-yl-
benzencsulfonyl)-pyridin-2-

ylmethyl]-amide;
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F .
%O 1,3-Dihydro-pyrrolo[3,4-

/'L F c|pyridine-2-carboxylic acid |
N m Na /@ ‘ (3-trifluoromethoxy-

) benzenesulfinyl)-pyridiny/2-

N 3 yimethyl]-amide (racepghic);
9 |
I F F
o 7( Furo[2,3-c]pyrfine-2-
Foo carboxylic aghd [5-(3-
| SN N Na trifluoroffiethoxy-
/ \.o H | o benzenesulffnyl)-pyndin-2-
= S vimethyl)famide (racemic);
0O
@ F ()[2,3-‘c]pyridme—2—
0 arboxylic acid | 5-(4-
~ N Na < > rrolidin-1-yl-piperidine-1-
H | N ulfonyl)-pyridin-2-ylmethyl]-
/N0 & /’\\o amide;
N= 0
0O

N /N Imidazol!,2-a]pyridine-6-
= N X N carboxylic acid [5-(6-methyl-
| H | P = pyndine-3-sulfonyl)-pyndin-2-
4

ylmethyl]-amide;

Furo[2,3-c]pyridine-2- ‘
carboxylic acid [5-(2- ‘
dimethylamino-thiazole-5-
sulfonyl)-pyridin-2-ylmethyl]-
amide;

Y,

Furo[2,3-c]pyridine-2-
f o N | “3 carboxylic acid [5-(6-methyl-
7 N0 2 N pvrdine-3-sulfonyl)-pyndin-2-
— S .
N Vi \\O ylmethyl]-amide;

Thieno[2,3-c]pyndine-2-
| = 3 carboxylic acid [5-(6-methyl-
P N pyridine-3-sulfonyl)-pyridin-2-
O//\\ ylmethyl]-amide;

Imidazo|1,2-a]pyridine-6-

N Qg‘ carboxylic acid [5-(3-
5 ethanesulfonyl-
& benzenesulfonyl)-pyridin-2-
ylmethyl]-amide;

a4
Y/




WO 2013/127267 PCT/CN2013/000214

1,3-Dihydro-pyrrolo|3,4-

c]pyridine-2-carboxylic acid [
(4-morpholin-4-yl-
benzenesulfonyl)-pyridi
vimethyl]-amide;

1,3-Dihydro-pygfolo[3,4-
c]pyndine-2-carbfxylic acid [5-
(2-dimethylanmAno-thiazole-5-
sulfonyl)-pyfdin-2-ylmethyl]-
amide;

I,.3-Phhydro-pyrrolo[3,4-
c]pyrifine-2-carboxylic acid [S-
“methyl-1H-pyrazole-4-
syfifonyl)-pyridin-2-ylmethyl]-
amide; ;

1,3-Dihydro-pyrrolo[3,4-
c]pyndine-2-carboxylic acid [5-
(3-fluoro-benzenesulfonyl)-
pyrdin-2-ylmethyl]-amide;

Imidazo[1,2-a]pyndine-6-
carboxylic acid [5-(3-
trifluoromethoxy-
benzenesulfinyl)-pyndin-2-
ylmethyl]-amide (racemic);

Furo[2,3-c]pyridine-2-
carboxylic acid {5-(1-isobutyl-
piperidine-4-sulfinyl)-pyrdin-
2-ylmethyl]-amide (racemic);

Furo[2,3-c]pyridine-2-
carboxylic acid [5-(1-oxetan-3-
yl-piperidine-4-sulfonyl)-
pyridin-2-ylmethyl]-amide;
1,3-Dihydro-pyrrolo[3,4-
¢]pyridine-2-carboxylic acid [5-
(1-oxetan-3-yl-piperidine-4-
sulfonyl)-pyridin-2-ylmethyl]-
amide;
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Furo(2,3-c]pyridine-2-
carboxylic acid {5-[1-
(tetrahydro-pyran-4-yl)-
piperidine-4-sulfonyl}-pytflin-
2-ylmethyl} -amidg/

=
N
7\
Iz
=
N
O=wn=0

i ‘N N
H <
g °
£ F

O N F
L ~F N Ny ¢ ) oromethyl-pyridme-3-
‘N\N \ | I P — nyl)-pyndin-2-ylmethyl]-

N //S*O amide;

/ 1,3-Dihydro-pyrrolo[3,4-
c]pyndine-2-carboxylic acid [5-
(1-butyryl-piperidine-4-
sulfonyl)-pyridin-2-ylmethyl]-
amide;

N-[[S-(3-
ethylsulfonylphenylsulfonyl-2-
pyridyl methyl|furo[2,3-
c¢]pyndine-2-carboxamide;

N-[[5-[(6-amino-3-
pyridyDsulfonyl]-2-
pyridyljmethyl]furof2,3-
c]pyndine-2-carboxamide;

N-[[5-[[1-(2,2,2-trifluoroethyl)-
4-piperidyljsulfonyl}-2-
pyridyl]methyl]imidazo(1,2-
a]pyrimidine-6-carboxamide;

N-[[5-(3,5-
dimethoxyphenylsulfonyl-2-
pyridyl)methyl]furo[2,3-
c]pynridine-2-carboxamide;

N-[[SQ[[6-(4-fﬁe_thylpiperazin—l;-
y1)-3-pyridyl]}sulfonyl]-2-
pyridyllmethyl]furof2 3-

c]pyridine-2-carboxamide;
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N-[[5-(3-
ethylsulfonylphenyl)sulfonyl-2-
pyridyljmethyl]-1,3-
dihydropyrrolo|3,4-c]pyridi
2-carboxamide;

N-[[5-(3-
ethylsulfonylphenyl)sflfonyl-2-

Iz

{Jmethyl]-1,3-
rrolo[3,4-c]pyridine-
-carboxamide;

N-[[5-[(6-amno-3-
pyndyl)sulfonyl]-2-
pyridyljmethyl}furo(2,3-
¢]pyridine-2-carboxamide;

N-[[5-[[1-(2,2,2-trifluoroethyl)-

4-pipendyl]sulfinyl]-2-
pyridyljmethyl}furo{2,3-
c]pyndine-2-carboxamide;

N-[[5-[(1-tetrahydropyran-4-yl-
4-pipendyl)sulfonyl]-2-
pyridyl}methyl]-1.3-
dihydropyrrolof3,4-c]pyridine-
2-carboxamide:

N-[[5-[3-
(trifluoromethyl)phenyljsulfinyl
-2-pyridyljmethyl]-1,3-
dihydropyrrolo[3,4-cjpyridine-
2-carboxamide; }
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N-[[5-[[1-(2-methoxyacetyl)-4- /
piperidyl]sulfonyl]-2- |
pyridyl]methyl}-1,3-

dihydropyrrolo[3,4-c]pyri

piperidyl]sflfonyl]-2-
pyridyl)mefhyl]furo[2,3-
¢]pyridingf2-carboxamide;

N-[[5-(3-
olinophenyl)sulfony!-2-
yridyljmethyl]furo[2,3-
¢]pyndine-2-carboxamide;

mo

/ N-[[5-(3-

methylsulfonylphenyl)sulfonyl-
2-pyridyl]methyl]furo[2,3-
¢)pyridine-2-carboxamide;

N-[[5-[(6-morpholino-3-
pyridyl)sulfonyl}-2-
pyndyl]methyl]-1,3- ‘
dihydropyrrolo[3.4-¢]pyridine-

‘ 2-carboxamide;

N-[[5-(4-tetrahydropyran-4-
ylpiperazin-i-yl)sulfonyl-2-
pyridylmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide:

N-[[5-(4-tetrahydropyran-4-
ylpiperazin-1-yl)sulfonyl-2-
pyridyl]methyl]furo[2,3-
c]pyridine-2-carboxamide;

S—
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N-[[5-[(1-tetrahydrofuran-3-yl-

4-piperidyl)sulfonyl]-2-
pynidyl]methyl]furo[2,3-
c]pynidine-2-carboxamigg;

N-{[5-[(1-tetrahydrofughn-3-yl-
4-pipendyl)sulfofyl]-2-
pyridyllmethyA]-1 3-
dihydropyrrolo[3/4-c]pyridine-
2-carbgkamide;

N-[[5-[[1-(2,2.2-trifluoroethyl)-
4-pipendyl]sulfonyl]-2-
pyridyljmethyl]furo[2,3-

c]pyndine-2-carboxamide;

N-[[5-[[1-(2,2,2-trifluorocthyl)-

4-pipenidyl]sulfonyl]-2-
pyridyljmethyl]jimidazo(1.2-
alpyrimidine-6-¢carboxamide;

N-[[5-(3,5-
dimethoxyphenyl)sulfonyl-2-
pyridyl]methyl}furo[2,3-
c]pyridine-2-carboxamide;

N-[{5-(3-
methylsulfonylphenyl)sulfonyl-
2-pyridyl}methyl]-1H-
pyrazolo[3,4-b]pyridine-5-
carboxamide;
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yl)-3-pynidyl]sulfonyl]-
pyridyllmethyl]furo(2

mejylsulfonylphenyl)sulfonyl-
pyndyljmethyllimidazo[1,2-
a]pynidine-6-carboxamide;

N-[[5-(2-pyrrolidin-1-ylthiazol- |

5-yhsulfonyl-2- ‘
pyndyljmethyl]furo[2,3-
c]pyridine-2-carboxamide;

N-[[5+(3.5-
dimethoxyphenyl)sulfonyl-2-
pyridyl]methyl]-1H-
pyrazolo[3,4-b]pyridine-5-
carboxamide;

N-[[5-(1-propylpyrazol-4-
yhsulfonyl-2-pyridyllmethyl]-
1,3-dihydropyrrolo[3,4- |
¢]pyndine-2-carboxamide;

N-[[5-[4-(oxetan-3-
yl)piperazin-1-yl]sulfonyl-2-
pynidyllmethyl]furo[2.3-
¢]pyridine-2-carboxamide;
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N-[[5-[4-(oxetan-3-
yh)piperazin-1-ylJsulfonyl-2,
pyridylJmethyl]-) 3-

N-[[5-[[1-(2,2,2-trflucroethyl)-
4-piperidyl]sfifony!]-2-

N-[[£(3-fluoro-S-methoxy-
phenyl)sulfonyl-2-
pyridyl]methyl]-1H-
pyrazolo[3,4-b]pyndine-5-
carboxamide;

N-[[5-[2-
[ethyl(methyl)amino]thiazol-5-
yl]sulfonyl-2-
pyridyl)methyl]imidazo[1,2-
a]pyndine-6-carboxamide;

N-([5-[2-
[ethyl(methyl)amino]thiazol-5- |
yljsulfony!-2-
pyridyl]methyl]furo[2,3-
c]pyndine-2-carboxamide;

N-[[5-[2-
[ethyl(methyl)amino]thiazol-5-
yl]sulfonyl-2-pyridyljmethyl]- |

1,3-dihydropyrrolo[3,4-
c]pyndine-2-carboxamide;




WO 2013/127267

PCT/CN2013/000214

N-[[5-[(4-pyrrolidin-1-yl1-1-
piperidyl)sulfonyl]-2-
pyridyljmethyl]-1,3-
dihydropyrrolo[3,4-c]pyrMine-
2-carboxamide;

N-[[5-[(6-amino-3-
pyridyl)sulfonyl]-2-
pynidyl]methyl]-1.3-
dihydropyrrolo[3.4-c]Jpyridine-
2-carboxamide:

N-[[5-(3-cyanophenyl)sulfonyl-
2-pyridyl]methyl]furo[2,3-
¢]pynidine-2-carboxamide;

N-[[5-[[1-(2,2,2-triflucroethyl)-
4-pipendyl]sulfonyl]-2-
pynidyllmethyllimidazo[1,2-
a]pyridine-6-carboxamide;

N-[[53-[[1-(2,2,2-trifluoroethy!)-
4-piperidyl]sulfonyl]-2-
pyridyl)methyl]-1H-
pyrazolo[3,4-b]pyridine-5-
carboxamide;
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[e]
N /N N-[[5-(3-
= | N | = "/ | morpholinophenyl)sulfonyl-2-
y A pyridyl]methyl]imidazo(1,
" A a]pyridine-6-carboxamid¥,

N-[[5-(3-cyghophenyl)sulfonyl-
2-pyphylJmethyl]-1H-

o[3,4-b]pyridine-5-

carboxamide;

[e]
N-[[5-(3-
Y N N Nmo/orpholinophenyl)sulfony]-z-
N\ I | " | N/ pyridyl]methyl]-1H-
A N 5 / pyrazolo[3,4-b]pyndine-5-

carboxamide;

N-[[5-(3-cyanophenyl)sulfonyl-
2-pyridyl]methyl]-1,3-
dihydropyrrolo[3,4-cJpyridine-
2-carboxamide;

N-[[5-(3,5-
difluorophenyl)sulfinyl-2-
pyridylJmethyl]-1,3-
dihydropyrrolo[3,4-c|pyridine-
2-carboxamide (enantiomer 1),

N-[[5-(3,5-
difluorophenyl)sulfinyl-2-
pyridyl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide (enantiomer 2),

N-{[5-[(1-tetrahydropyran-4-yl-
4-piperidyl)sulfonyl]-2-

pynidyl|methyljimidazo[1,2-~
alpyridine-6-carboxamide; (
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N-[[5-[(1-tetrahydropyran-4-yl
4-pipenidyl)sulfonyl]-2-
pyridylJmethyl]-1H-
pyrazolo[3,4-b]pyriding-5-
carboxamide,

N-[[5-[[5-(triflughomethyl)-3-
pyridyl]syffonyl]-2-
pyridyl)mythyl]furo|2,3-
c|pyriding-2-carboxamide;

MI[5-[(5-chloro-3-
yridyl)sulfonyl]-2-
pyridyl]methyl]-1H-
yrazolo[3,4-b]pyridine-5-
carboxamide;

N-[[5-[[5-(trifluoromethyl)-3-
pyridyl]sulfonyl]-2-
pyridyllmethyl]-1H-

pyrazolo[3,4-b]pyridine-5-
carboxamide;

N-[[5-[[1-(2,2,2-trifluoroethyl)-
4-piperidyljsulfonyl]-2-
pyridyljmethyl]-1H-
pyrrolo[3,2-c]pyridine-2-
carboxamide;

N-[[5-(2-morpholinopyrimidin-
5-yl)sulfonyl-2-
pyridyl|methyl]imidazo[1,2-
a]pyndine-6-carboxamide;

N-[[5-[[5-(trifluoromethyl)-3-
pyridyljsulfonyl]-2-
pyridyl]methyljimidazo[1,2-
a]pynridine-6-carboxamide;,
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N-[[5-[(5-chloro-3-

pyndyl)sulfonyl]-2-
pyridyl]methyl]furo[2,3-

c]pyndine-2-carboxamigg,

Arrolo[3,2-c]pyndine-2-
carboxamide;

N-[[5-[(1-1s0butyl-4-

piperidyl)sulfinyl]-2-

pvridylJmethyl]imidazo[1 .2-
a]pyndine-6-carboxamide;

N-[[5-[[1-(2,2,2-trifluoroethyl)-
4-piperidyl]sulfinyl]-2-
pvridyljmethyljimidazo(1,2-
a]pyndine-6-carboxamide;

N-[[5-[(5-cyano-3-
pyridyl)sulfonyl]-2-
pyridyljmethyljfuro[2,3-
¢]pyndine-2-carboxamide;

N-[[5-(1-1sopropylpyrazol-4-

yl)sulfonyl-2-pyridyljmethyl]-

IH-pyrrolo[3,2-c]pyridine-2-
carboxamide;
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N ANy N-[[5-(1-ethylpyrazol-4-
B ( = :::j yDsulfonyl-2-
P pyridyl]methyl]furo[2 3-
//S-\\\O ¢lpynidine-2-carboxamidg;
o]
. ANy N-[[5-(1-ethylpyragol-4-
N l \ H/ yl)sulfonyl-2-pyridyfjmethyl]-
/‘ - 1,3-dihydropypfolo|3,4-
_ //S\O c]pyridine-2-cArboxamide;
o
o]
)J\ N N-[[5-(beAzenesulfonyl)-2-
N N = pyndyl]piethyl]-4,6-dihydro-
r\ // , - IH-pyyfolo[3 4-c]pyrazole-5-
N, //S\O carboxamide,
H c
o]

)J\u/\l(“‘\ / \ A—[[S-(benzenesulfony])-2-

T | _ pyridylJmethyl]-1-methyl-4,6-
| N\ P dihydropyrrolo[3.,4-c]pyrazole-
f\ 5-carboxamide;
o]

N-{[5-(1-pipendylsulfonyl)-2-

pyridyl]methyl}-4,6-dihydro-

1 H-pyrrolo[3 ,4-c]pyrazole-5-
carboxamide,

—
tert-butyl 4-[[6-[(1imidazo[],2-
alpyndine-6-
carbonylamino)methyl]-3-
pynidylJsulfinyl]pipendine-1-
carboxylate;

N-[[5-(3.5-

H/W AN = difluorophenyl)sulfonylpyrimid
/X .

in-2-yl]methyl}jfuro[2,3-
//S\“\‘o c¢]pyrnidine-2-carboxamide;

/
AN

N-[[5-(benzenesulfonyl)-2-
I J pyridyllmethyl]furo[2,3-
S Ry c]pyridine-2-carboxamide;




WO 2013/127267 PCT/CN2013/000214

163
\N N-[[5-(benzenesulfonyl)-2-
( /U\ /@ pyndyl]methyljimidazo(l .2
N a]pyridine-6-carboxamid
V4 \\
// \\
N-[[5-(ffenzenesulfonyl)-2-
pyridf!imethyl]thieno[2,3-
¢]pyfine-2-carboxamide; and
/ \
/ N-([5-
(benzenesulfonyl)pyrimidin-2-
/ A\ ylJmethyl]thieno[2,3-
\\ c]pyridine-2-carboxamide;

and pharmaceutically acceptable salts thfreof, stereoisomers thereof, and

pharmaceutically acceptable salts of flereoisomers thereof

5 25 A pharmaceutical compfsition comprising: (a) an effective amount of at least

one compound of claim |; apd (b) a pharmaceutically acceptable carrier.

26. The pharmaceyfical composition of claim 25, further comprising

therapeutically effeftive amounts of one or more additional adjunctive active agents.

10
27 The pffarmaceutical composition of claim 26, wherein said one or more
additional £djunctive active agents are selected from the group consisting of cytotoxic
agent, ¢fsplatin, doxorubicin, taxotere, taxol, etoposide, irinotecan, camptostar,
topogfcan, paclitaxel, docetaxel, the epothilones, tamoxifen, 5-fluorouracil,

15 mfthoxtrexate, temozolomide, cyclophosphamide, SCH 66336, tipifarnib

(Zarnestra™), R115777. 1.778,123, BMS 214662, Iressa”, Tarceva”, C225,
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GLEEVEC”, intron”, Peg-Intron”, aromatase combinations, ara-C, adriamycin,
cytoxan, gemcitabine, Uracil mustard, Chlormethine, lfosfamide, Melphalan,
Chlorambucil, Pipobroman, Triethylenemelamine, Triethylenethiophosphoramine
Busulfan, Carmustine, Lomustine, Streptozocin, Dacarbazine, Floxuridine,

5 Cytarabine, 6-Mercaptopurine, 6-Thioguanine, Fludarabine phosphate, oxaliflatin.
leucovirin, oxaliplatin (ELOXATIN™), Pentostatine, Vinblastine, Vincrisyfhe,
Vindesine, Bleomycin, Dactinomycin, Daunorubicin, Doxorubicin, Epffubicin,
Idarubicin, Mithramycin""“, Deoxycoformycin, Mitomycin-C, L-Agfaraginase,
Teniposide 1 7a-Ethinylestradiol, Diethylstilbestrol, Testosterongf Prednisone,

10 Fluoxymesterone, Dromostanolone propionate, Testolactone, #Megestrol acetate,
Methylprednisolone, Methyltestosterone, Prednisolone, Tpémceinolone,
Chlorotrianisene, Hydroxyprogesterone, Aminoglutethifiide, Estramustine,
Medroxyprogesteronecacetate, Leuprolide, Flutamide/Toremifene,
goserelin, Carboplatin, Hydroxyurea, Amsacrine frocarbazine, Mitotane,

15  Mitoxantrone, Levamisole, Navelbene, Anastrgfole, Letrazole, Capecitabine,
Reloxafine, Droloxafine, Hexamethylmelanfne, Avastin, herceptin, Bexxar, Velcade,
Zevalin, Trisenox. Xeloda, Vinorelbine, Jorfimer, Erbitux, Liposomal, Thiotepa,
Altretamine, Melphalan, Trastuzumaby/Lerozole, Fulvesirant, Exemestane,
Ifosfomide, Rituximab, C225, Camfath, leucovorin, and dexamethasone,

20 bicalutamide, carboplatin, chlorgmbucil, cisplatin, letrozole, megestrol, valrubicin,

vinblastine, and NIASPAN",

28, The pharmaceugfcal composition of claim 25 further compnising a rescuing

agent.

29 The phfrmaceutical composition of claim 28, wherein the rescuing agent 1s
sclected frof the group consisting of nicotinamide, nicotinic acid, and nicotinamide

mononugdleotide (NMN).

30 A method of treating a subject suffering from or diagnosed with a disease or

edical condition mediated by NAMPT activity, comprising administering to the
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subject in need of such treatment an effective amount of at least one compound of

claam 1,

31. The method of claim 30, wherein the disease or medical condition is a sélid or
5 liquid tumor, non-small cell lung cancer, leukemia, lymphoma, ovarian can

glioma, breast cancer, uterine cancer, ¢olon cancer, cervical cancer, lung fancer,

prostate cancer, skin cancer, rhino-gastric tumors, colorectal cancer, CAS cancer,

bladder cancer, pancreatic cancer, Hodgkin's disease, rheumatoid gfthritis, diabetes,

atherosclerosis, sepsis, aging, inflammation,

32 The method of claim 30, further comprising admirngStering to the subject an
effective amount of at least one compound selected fropf the group consisting of a
cytotoxic agent, cisplatin, doxorubicin, taxotere, taxgl, etoposide, irinotecan,
camptostar, topotecan, pachitaxel, docetaxel, the ghothilones, tamoxifen, 5-

15 fluorouracil, methoxtrexate, temozolomide, cyflophosphamide, SCH 66336,
tipifarnib (Zarnestra®), R115777, 1.778.123/BMS 214662, Iressa®, Tarceva®, 225,
GLEEVEC" intron™, Peg-lntronk, aromdtase combinations, ara-C, adriamycin,
cytoxan, gemcitabine, Uracil mustard/Chlormethine, Ifosfamide, Melphalan,
Chlorambucil, Pipobroman, Triethflenemelamine, Triethylenethiophosphoramine,

20 Busulfan, Carmustine, Lomustiffe, Streptozocin, Dacarbazine, Floxuridine,
Cytarabine, 6-Mercaptopurip€, 6-Thioguanine, Fludarabine phosphate, leucovirin,
oxaliplatin (ELOXATIN/, Pentostatine, vincristine, Vindesine, Bleomycin,
Dactinomycin, Daunophbicin, Doxorubicin, Epirubicin, Idarubicin, Mithramycinm,
Deoxycoformycin, Yitomycin-C, L-Asparaginase, Teniposide 1 7a-Ethinylestradiol,

25 Diethylstilbestrof, Testosterone, Prednisone, Fluoxymesterone, Dromostanolone
propionate, Tghtolactone, Megestrol acetate, Methylprednisolone, Methyltestosterone,
Prednisoloffe, Triamcinolone, Chlorotrianisene, Hydroxyprogesterone,
Aminogfutethimide, Estramustine, Medroxyprogesteroneacetate, Leuprolide,
Flutgfmde, Toremifene, goserelin, Carboplatin, Hydroxyurea, Amsacrine,

30  Pgbcarbazine, Mitotane, Mitoxantrone, Levamisole, Navelbene, Anastrazole,

etrazole, Capecitabine, Reloxafine, Droloxafine, Hexamethylmelamine, Avastin,
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herceptin, Bexxar, Velcade, Zevalin, Trisenox, Xeloda, Vinorelbine, Porfimer,
Erbitux, Liposomal, Thiotepa, Altretamine, Melphalan, Trastuzumab, Lerozole,
Fulvestrant, Exemestane, Ifosfomide, Rituximab, C225, Campath, leucovorin,
dexamethasone, bicalutamide, chlorambucil, letrozole, megestrol, valrubicin,

5  vinblastine, and NIASPAN™.

33. The method of ¢laim 30 further comprising administering an effective amount

of a rescuing agent.

10 34, The pharmaceutical composition of claim 33, wherein e rescuing agent is

selected from the group consisting of nmicotinamide, nicotinf acid, and mcotinarmide

mononucleotide (NMN),
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CLAIMS
1. A compound of Formula (1):
iRz R3
o8¢
E
wherein;
Ais CHorN,

Eis O orisabsent,

Ris  (a)a bicyclic heteroaryl comprising one or more heteroatom ring members
independently selected from N, § or O, wherein said bicyclic heteroaryl 1s
unsubstituted or i1s substituted with one or more substituents selected from
the group consisting of deuterium, amino, alkylamino, dialkylamino, alkyl,
halo, cyano, haloalkyl, hydroxy, hydroxyalkyl, and alkoxy; and wherein
one or more N ring members of said bicyclic heteroaryl is optionally an N-
oxide; or

(b) a five- or six-membered nitrogen-linked heterocycloalkyl ring fused to a
phenyl or monocyclic heteroaryl, wherein said pheny! or heteroaryl 1s
unsubstituted or is substituted with one or more substituent selected from
the group consisting of deuterium, amino, alkylamino, dialkylamino, alkyl,
halo, cyano, haloalkyl, hydroxy, hydroxyalkyl, and alkoxy;

R'is  (1)R™ or —alkylenyl-R™ where R™ is cycloalkyl, heterocycloalkyl, phenyl, or
monocyclic heteroaryl;
wherein each of said cycloalkvl, heterocycloalkyl, phenyl, and heteroaryl

is unsubstituted or is substituted with one or more substituents R”;
wherein cach R* substituent is independently selected from the group
consisting of: deuterium, halo, hydroxy, hydroxyalkyl, cyano,
NR‘R". -alkylenyl—NR“Rh, oxo, alkyl, cyanoalkyl, haloalkyl,

alkoxy, -S-alkyl, haloalkoxy, alkoxyalkyl-, alkenyl, alkynyl,
-C(0)alkyl, -C(O)alkyl-O-alkyl, -COaalkyl, -CO:H, -CONH,,
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C(O)NH(alkyl), -C(O)NH(haloalkyl), -C(O)N(alkyl)z,
-C(O)NH(cycloalkyl), arylalkyl-, arylalkoxy-, aryloxy-, cycloalkyl,
cycloalkyloxy, (cycloalkyl)alkyl, heterocycloalkyl, aryl,
(heterocycloalkyl)alkyl-, (heterocycloalkyl)alkoxy-,
-C(O)cycloalkyl, -C(O)heterocycloalkyl, heteroaryl,
(heteroaryl)alkyl-, -§(0)-alkyl, -SO,-alkyl, -SO»-aryl, -SO--
fluoroalkyl, -N(R*)-C(O)-alkyl, -N(R")-C(O)-aryl. -N(R)-CO.-
alkyl, -SO:NH,, -SO:NH(alkyl), -SO;N(alkyl),
-SO;NH(cycloalkyl), and -N(H)(SOzalkyl), or two adjacent R*
substituents on a phenyl or heteroaryl R™ groups taken together
form methylenedioxy,
wherein each of said cycloalkyl, heterocycloalkyl. aryl, and
heteroaryl within R* is unsubstituted or i1s substituted with one
or more substituents independently selected from the group
consisting of deuterium, alkvl, halo, hvdroxy, cvano, alkoxy.
amino, -C(Q)alkyl, and -CQsalkyl;
wherein R* and R" are each independently H, alkyl, alkoxy,
alkoxyalkyl, cyanoalkyl, or haloalkyl; and
R®is H, alkyl or arylalkyl-:

(2) alkyl unsubstituted or substituted with one or more substituents selected
from the group consisting of deuterium, halo, hydroxy, cyano, alkoxy,
haloalkoxy, -NR'R', -C(Q)alkyl, COaalkyl, -CO-H, -CONR'R', -SOalkyl,
-SOsalkyl, and -SO.NR'R";
where R* and R' are each independently H, alkyl, alkoxyalkyl, haloalkyl,

-C(Malkyl, or -COqalkyl; or

(3) -N(RMRY,

wherein R"is H, R™, -alkylenyl-R™, hydroxyalkyl, cyanoalkyl,
alkoxyalkyl, haloalkyl, -CONR"R", or ~C(O)R’;
where R™ is as defined in (1) above;
R" and R’ are each independently H or alkyl, or R" and R' taken

together with the nitrogen to which they are attached form a
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monocyclic heterocycloalkyl; and
R’ 1s an alkyl unsubstituted or substituted with one or more
substituents selected from the group consisting of: deuterium, halo
amino, hydroxy, alkoxy, cycloalkyl, heteroaryl, phenyl, and
heterocycloalkyl. or a cycloalkyl, heterocycloalkyl, phenyl, or
heteroaryl, each unsubstituted or substituted with one or more
substituents selected from the group consisting of: deuterium,
alkyl, halo, amino, hydroxy, and alkoxy; and
R°is H or RY:
R*and R" are each independently selected from the group consisting of H and
deuterium;
wherein the compound of Formula I i1s not 1H-pyrrolo[3.2-¢]pyridine-2-carboxylic
acid (5-benzenesulfonyl-pyridin-2-ylmethyl)-amide;

or a pharmaceutically acceptable salt thereof.

2. The compound of claim 1, wherein A 1s CH.

3 The compound of claim 1, wherein A is N.

4, The compound of ¢laim 1, wherein E 15 O

5. The compound of claim 1, wherein E is absent.

6. The compound of claim 1, wherein R 1s an unsubstituted or substituted

bicyclic heteroaryl.

7. The compound of claim 1, whercin R 1s an unsubstituted or substituted 8- or

9-membered heteroaryl.

8. The compound of ¢claim 1, wherein R 1s:

2
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H = .

N ) H

\LL‘L'
72 '717_ No /N"N R
O, a4, &y
H By N- N7 20 N7 54 N }N\i{

N~N 7N /N7
= /rf’! CNTQY? ngi or (r:j:’@e;’

each unsubstituted or substituted as in claim 1.

9 The compound of claim 1, wherein R 1s a five- or six-membered nitrogen-
hinked heterocycloalkyl ring fused to an unsubstituted or substituted phenyl or

monocyclic heteroaryl.

_ HaN.__N

YOS s
10. The compound of claim 1, wherein R is A or T
11, The compound of claim 1, wherein R' is R™.
12.  The compound of claim 1, wherein R' is —alkylenyl-R™.
13. The compound of claim 1, wherein R™ is cycloalkyl, unsubstituted or
substituted as in claim 1.
14, The compound of claim 1, wherein R™ is a heterocycloalkyl, unsubstituted or
substituted as tn claim 1.
15 The compound of claim 14, wherein the heterocycloalkyl is substituted with

an alkyl, -C(Q)alkyl, or monocyclic heterocycloalkyl group.
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16. The compound of claim 1, wherein R™ is phenyl or a monocyclic heteroaryl,

each unsubstituted or substituted as in ¢laim 1.

17.  The compound of claim 1, wherein R™ is phenyl, pyridinyl, pyrazolyl,

pyrimidinyl, thiazolyl, or pyrazinyl, each unsubstituted or substituted as in claim 1.

18. The compound of claim 1, wherein the R™ group is substituted with one or
more R* substituents each independently selected from the group consisting of:
fluoro, chloro, bromo, hydroxy, hydroxymethyl, hydroxyethyl, cyano, amino,
di(alkyl)amino, alkylamino, monofluoroalkyl, trifluorpalkyl, methoxy, ethoxy,
trifluoromethoxy, acetyl, propionyl, butyryl, methoxycarbonyl, ethoxycarbonyl, tert-
butoxycarbonyl, carboxyl, methylsulfonyl, ethylsulfonyl, trifluoromethylsulfonyl,
methylamido, ethylamido, oxetanyl, pyrrolidinyl, tetrahydrofuranyl, piperidinyl,
tetrahydropyranyl, morpholinyl, piperazinyl, pyridinyl, imidazolyl, pyrrolyl,

pyrimidinyl, and phenyl, each substituted or unsubstituted as in claim 1.

19. The compound of claim 1, wherein the R" group 1s substituted with 1, 2, or 3
R¥ substituents each independently selected from the group consisting of: fluoro,
trifluoromethyl, trifluoromethoxy, morpholinyl, 4-methyl-piperazinyl, piperidinyl,
methoxy, cyano, acetyl, ethylamido, methylsulfonyl, ethylsulfonyl, cyano, chloro,
dimethylamino, methyl, ethyl, propyl, isopropyl, isobutyl, butyryl, oxetanyl,
tetrahydropyranyl, pyrrolidinyl, and 1-(3-oxetanyl)-piperidin-4-yl.

20, The compound of claim |, wherein R' is an alkyl, unsubstituted or substituted
with one or more substituents selected from the group consisting of halo, hydroxy,
cyano, alkoxy, trifluoroalkyl, trifluoroatkoxy, amino, methylamino, dimethylamino,

acetyl, methoxycarbonyl, amido, and methylsulfonyl.

21.  The compound of claim 1, wherein R' is -N(R")R’, and R" is R™
or -alkylenyl-R™.
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22 The compound of claim 21, wherein R™ is hydroxyalkyl, cyanoalkyl,
alkoxyalkyl, haloalkyl, -CONR"R', or —C(Q)R', where R" and R' are each
independently H or alkyl, and R’ is hydroxymethyl, cycloalkyl, piperidinyl, or phenyl.

23. The compound of ¢laim 1, wherein both R* and R are H.

24 A compound selected from the group consisting of:

1H-Pyrazolo[3,4-b]pyridine-5-
carboxylic acid [5-(3,5-
difluoro-benzenesulfonyl)-
H N 730 pvridin-2-ylmethyl]-amide;

pzd
P
N/

O

Iz
pd

\
m;

Imidazo(!.2-a]pyrimidine-6-

pyridin-2-ylmethyl]-amide;

: ] ) -
| (\N = N Ne F carboxylic acid [5-(3,5-
,A P H | _ difluoro-benzenesulfonyl)-
- NTN Se
| 4
‘ 0
F

770
Q 1H-Pyrrolo[3,2-¢]pyridine-2-
‘ ) N N\ F carboxyhe acid [5-(3,5-
! N/ N\ _NH H | P difluoro-benzenesulfonyl)-
. //S“‘“O pyridin-2-ylmethyl]-amide;
F
0

Imidazo(I,2-a]pyridine-6-

(/\N = N NS F _carbOxylic acid [5-(3,5-
_ H | difluoro-benzenesulfonyl)-

’S‘\“'O pynidin-2-ylmethyl]-amide,
O
2 i} o _
O Furo[2,3-c]pyridine-2-
; S N NS F carboxylic acid [5-(3,5-
/ \_o " | P dif‘l'uqro-benzenesulfonyl)-
= ,,S\\O pyridin-2-vlmethyl]}-amide;
o
: N I H-Pyrazolo[3,4-b]pyridine-5-
N | = u oS Q carboxyhe acid (5-
N = N__z benzenesulfonyl-pyrimidin-2-
H N O,,5-.~O | ylmethyl)-amide;
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1H-Pyrrolo[3,2-c]pyndine-2-
carboxylic acid (5-

benzenesulfonyl-pyrimidin-2-
ylmethyl)-amide;

@
N Imidazo[l,2-a]pyridine-6-
= | H S carboxylic acid (5-
y. N_ = benzenesulfonyl-pyrimidin-2-
NT N e vlimethyl)-amide;
\=—/ 0
o F 1H-Pyrrolo[3,2-¢|pynidine-2-

carboxylic acid [5-(3,5-
difluoro-benzenesulfinyl)-
pyridin-2-ylmethyl]-amide

(racemic),

Imidazol1,2-a]pyridine-6-
carboxylic acid [5-(3-
trifluoromethyl-
benzenesulfonyl)-pyridin-2-
ylmethyl]-amide;

0]
N
= N ~:
avi N'\)\Q

Furo[2,3-c]pyridine-2-
carboxylic acid (5-
benzenesulfonyl-pyrimidin-2-

= P30 ylmethyl)-amide;
N Imidazo[1,2-a]pyrimidine-6-
NZ | N/\f X carboxylic acid (5-
/*N N_ = benzenesulfonyl-pyrimidin-2-
N PR ylmethyl)-amide;
s/ o °© i
Fo F

Imidazo[!,2-a]pyridine-6-
carboxylic acid [5-(3-
trifluoromethoxy-
benzenesulfonyl)-pyridin-2-
vimethyl]-amide;

Imidazo[l.2-a]pyridine-6-
carboxylic acid [5-(3,5-
difluoro-benzenesulfinyl)-
pyridin-2-ylmethyl}-amide
(racemic),




o F 1H-Pyrazolo(3,4-b]pyridine-5- |
y N N Ny carboxylic acid [5-(3,5-
N ) H | difluoro-benzenesulfinyl)-
- NN # s F pyridin-2-ylmethyl]-amide
| 0 (racemic);
B F
| F F 1H-Pyrazolo[3,4-b]pyridine-5-
Q carboxylic acid [5-(3-
7 S N Ni trifluoromethyl- j
N, | P H | P benzenesulfonyl)-pyridin-2- |
N N ’/S“‘\o ylmethyl]-amide;
@)
F
F
o e I H-Pyrrolo[3,2-c]pyridine-2-
carboxylic acid [5-(3-
= N | NS trifluoromethy!-
‘ H b Ifonyl)-pyridin-2-
N/ N\ NH P enzenesu ony)p.ynlm
‘ Su ylmethyl]-amide,
— // O
o)
F
F . Sy
o . Imidazo[1,2-a)pyrimidine-6-
‘ carboxylic acid [5-(3-
/N e N N\ trifluoromethyl-
: (:,L P H | P benzenesulfonyl)-pyridin-2-
Ba ylmethyl]-amide;
0
0]
Fo F

| H-Pyrazolo[3,4-b]pyridine-5- |
carboxylic acid [5-(3-
trifluoromethoxy-
benzenesulfonyl)-pyridin-2-
ylmethyl]-amide;

N™ ™N Sa
/i
o 0
F><F
3 o F Imidazo[l,2-a]pyrimidine-6-
| o carboxylic acid [5-(3-
N trifluoromethoxy-
(\ ~ I = benzenesulfonyl)-pyridin-2-
2 S ylmethyl]-amide;
/7 ‘}o
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1H-Pyrrolo[3,2-c]pyridine-2-
carboxylic acid [5-(3-
trifluoromethoxy-
benzenesulfonyl)-pyridin-2-
ylmethyl]-amide;

o © -
ROF
o F Furo[2,3-¢c]pyridine-2-
carboxylic acid [5-(3-
SN N Na trifluoromethyl-
/7 \_o H I _ benzenesulfonyl)-pyridin—Z-
— ’/S*O ylmethyl]-amide;
- " F. F
O>LF Furo[2,3-c]pyridine-2- |
0 carboxylic acid [5-(3- |
N trifluoromethoxy- |
o N I A benzenesulfony!)-pyridin-2- [
j /7 \-0 Lz e vlmethyl]-amide; ‘
| N= o ©
| 0 Tmidazo[1,2-a]pyrimidine-6-
| N carboxylic acid [5-(3,5-
} (/;T:ﬁ)ﬁ | /@L diﬂuoro?lbenzenesulf('myl)—
L ONTP 2O F pyridin-2-ylmethyl]-amide
f 5 (racemic),
F Furo[2,3-¢c]pyridine-2-

N N Na carboxylic acid [5-(3,5-
74 | P difluoro-benzenesulfinyl)-
— s F pyr1dm-2-ylmet'hyl]-am1de

0 (racemic),

X
7
L
=z
\ 4

Furo[2,3-c]pyridine-2-
carboxylic acid [S-(piperidine-
4-sulfonyl)-pyndin-2- ‘
\

N== & 20 ylmethyl]-amide,
@]
N NH Imidazo[1,2-a]pyridine-6-
= | H | = . carboxylic acid [S-(piperidine-
AN / 4-sulfonyl)-pyridin-2-

ylmethyl]-amide;
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o F Furo[2,3-c]pyridine-2-
~ N Na parboxylic acid [5-(3,5-
/7 \_d difluoro-benzenesulfinyl)-
_ Z g F pyridin-2-ylmethyl]-amide
N 1l .
o] (stereoisomer 1);
F Furo[2,3-¢c]pyridine-2-
\ N 5 f:arboxy]ic acid [5-(3.5-
7 4 difluoro-benzenesulfinyl)-
g F pyridin-2-ylmethyl]-amide
N= Il .
0 (stereoisomer 2);
O
(N:} Imidazo[1.2-a]pyridine-6-
o} carboxyhic acid [5-(4-
morpholin-4-yl-
fj/ku A Q benzenesulfony!)-pyridin-2-
N7 N g vimethyl]-amide;
=/ g °
o r\o 1 H-Pyrazo]o['3,4—l:‘)]pyridine—5—
- NS carboxylic acid [5-(4-
N o N /©, morpholin-4-yl-
NN A benzenesulfonyl)-pyridin-2-
o o yvlmethylj-amide;
N / Furo.[2,3—‘c]pyridine-2-
= N X o carboxylic acid [5-(3-methoxy-
/ N\ -0 g benzenesulfonyl)-pyridin-2-
N= o) ylmethyl]-amide:
O . Ly
Imidazo[1,2-a]pyrimidine-6-
N | u = QO\ carboxylic acid [5-(3-methoxy-
)\ L benzenesulfonyl)-pyndin-2-
N7 N ,,SQO yvimethyl]-amide;
0 N 1H-Pyrazolo[3,4-b]pyridine-5- |
N = | N X Q’O\ carboxylic acid [5-(3-methoxy-
NS P benzenesulfonyl)-pyridin-2-
HoN O//S‘*o vimethyl}-amide;
0
Q Imidazo[!,2-a]pyridine-6-
0 N carboxylic acid [5-(6-
/ N / \N morpholin-4-yl-pyridine-3—
| N — sulfonyl)-pyridin-2-ylmethyl]-
NN AN amide;
\—/ o ©
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Imidazo[1,2-a]pyridine-6-
carboxylic acid [5-(1-methyl-
1H-pyrazole-4-sulfonyl)-
pyridin-2-ylmethyl]-amide;

] O
= N N\ N\)
H
9= /Us/@
N= A
o 0O

Furo{2,3-c]pyridine-2-
carboxylic acid [5-(4-
morpholin-4-yl-
benzenesulfonyl)-pyridin-2-
ylmethyl]-amide;

Imidazo[1.2-a]pyrimidine-6-
carboxylic acid [5-(4-
morpholin-4-yl-
benzenesulfonyl)-pynidin-2-
vimethyl]-amide;

Thieno(2,3-c]pyridine-2-
carboxyhe acid [5-(4-
morpholin-4-yl-
benzenesulfonyl)-pyridin-2-
ylmethyl]-amide;

0 N
N
= N I = <‘ >
/ \ S = g
— R
N O/ 0
0]
H —_—
/ N\ s A s
N= I\
0]

Thieno[2,3-c]pyridine-2-
carboxylic acid [5-(1-methyl-
1 H-pyrazole-4-sulfonyl)-
pvridin-2-ylmethyl]-amide,

1H-Pyrazolo|3,4-b]pyridine-5-
carboxylic acid [5-(6-
morpholin-4-yl-pyridine-3-
sulfonyl)-pyridin-2-ylmethyl]-
amide;

I H-Pyrrolo[3,2-¢c]pynidine-2-
carboxylic acid {5-[1-
(tetrahydro-pyran-4-yl)- ‘
piperidine-4-sulfonyl]-pyndin-
2-yImethyl} -amide; 1

— 730
9 N
/ N N ¢ NN
N L=
N/ N Ss
o=/ g ©

Imidazo[1,2-a]pyridine-6-
carboxylic acid [S-(1-propyl-
1 H-pyrazole-4-sulfonyl)-
pyridin-2-ylmethyl]-amide;
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Imidazo[1,2-a]pyridine-6-
carboxylic acid [S-(1-isopropyl-
1 H-pyrazole-4-sulfonyl)-

\oe/ o pyridin-2-ylmethyl]-amide;
it Thieno[2,3-c]pyridine-2-
= B =N, carboxylic acid [5-(1-isopropyl-
7 N—s v S/[;/N‘{ I H-pyrazole-4-sulfonyl)-
N= O// \\O pyridin-2-ylmethyl]-amide;
/
N
(—_) Imidazo[!,2-a]pyridine-6-
o N carboxylic acid {5-[6-(4-
N /N 3\ methyl-piperazin-1-yl)-
O)l\” | S pyridine-3-sulfonyl]-pyridin-2-
NN Lz 5 ylmethyl}-amde;
e/ 0
o . _
N
(—_) Imidazo[1,2-a]pynmidine-6-
o N carboxylic acid {5-[6-(4-
N /N \ methyl-piperazin-1-yl)-
N* N = pynidine-3-sulfonyl]-pynidin-2-
)\ | H | A ylmethyl}-amide;
N 4730
/
N
( _) Imidazo[1.2-a]pyrimidine-6-
o N carboxylic acid {5-[4-(4-
\ Q methyl-piperazin-1-yl)-
NF N = benzenesulfonyl]-pyridin-2-
N)\,NE)J\H I A ylmethyl}-amide;
\e/ d o

1,3-Dihydro-pyrrolo(3,4-
c]pyridine-2-carboxylic acid [5-
(3-trnfluoromethyl-
benzenesulfonyl)-pvridin-2-
ylmethyl]-amide,
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— F
F
07<F 1,3-Dihydro-pyrrolo[3.4-
0 ¢]pyridine-2-carboxylic acid [5-
)k N (3-trifluoromethoxy- i
o~ N N | = benzenesulfonyl)-pyridin-2-
J N F ylmethyl]-amide;
\ / / -'}O
o |
o !

Furo[2,3-c]pyridine-2-
carboxylic acid [5-(tetrahydro-
pyran-4-sulfonyl)-pyridin-2-
ylmethyl]-amide,

Furo[2,3-c]pyridine-2-
carboxylic acid [5-(6-
morpholin-4-yl-pyridine-3-
sulfonyl)-pyridin-2-ylmethyl]-
amide; |

Thieno|2,3-¢]pyndine-2-
carboxylic acid [5-(tetrahydro- -
pyran-4-sulfonyl)-pyridin-2-
ylmethyl]-amide;

Thieno[2,3-c]pyndine-2-
carboxylic acid [5-(6-
morpholin-4-yl-pynidine-3-
sulfonyl)-pyridin-2-ylmethyl]-
amide;

/\o \'N
17\\
O
/\s
//\\o
O
N\)
/\s ’N
N= //\\
N7 N AN
@*ﬁu@
P /S

Imidazo[1,2-a]pyridine-6-
carboxylic acid [5-(3,5-
difluoro-benzenesulfinyl)- |
pyndin-2-ylmethyl]-amide
(racemic);

/\s /U

Thieno(2,3-c]pyridine-2-
carboxylic acid [5-(]-oxetan-3-
yl-pipendine-4-sulfonyl)-
pyridin-2-ylmethyl}-amide;

2-Amino-5,7-dihydro-
pyrrolo[3,4-d]pyrimidine-6-
carboxylic acid (5-
benzenesulfonyl-pyridin-2-
ylmethyl)-amide;
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Imidazo[1,2-a]pyridine-6-
carboxylic acid [5-(3,5-
difluoro-benzenesulfinyl)-
pyrnidin-2-ylmethyl}-amide

0 (racemic); 1
o
J_]\ N [,3-Dihydro-pyrrolo[3,4-
__ N H | = ¢]pyridine-2-carboxylic acid (5-
N _ cyclohexanesulfonyl-pyridin-2- |
\_/ S0 ylmethyl)-amide;
N Imidazo[1,2-a]pyridine-6- |
Z | N | > carboxylic acid [5-(tetrahydro- |
WN H _z S p_vran-411-Sullf;orlx]yl)-pziridin—z-
x> vimethyl|-amiae;
L \==/ o © ’ )
@ Furo[2,3-c]pyridine-2-
- = =N, carboxylic acid [5-(1-propyl-
{‘_N\ o "o AT """ | H-pyrazole-4-sulfonyl)-
\ N pyridin-2-ylmethyl]-amide;
0 .
N Furo[2,3-c|pvridine-2-
= N | = =N, carboxylic acid [5-(1-1sopropyl-
'/ \_o / S,E\/N\( | H-pyrazole-4-sulfonyl)-
N== O//\\O pvndin-2-ylmethyl]-amide;
—s . — .
Furo[2,3-c]pyridine-2-
7N | = =N carboxylic acid [5-(1-methyl-
/ N\ -0 AT N— 1H-pyrazole-4-sulfonyl)-
N= O//\\ pyvndin-2-ylmethyl]-amide;

Iz
pd
\ 4
o\

Thieno[2,3-c]pyridine-2-
carboxylic acid [5-(3,4- ‘
dimethoxy-benzenesulfonyl)- {

pyridin-2-ylmethyl]-amide;

40
\O
Imidazo[!,2-a]pyndine-6-
N O/ carboxylic acid [5-(3,4-
H l A dimethoxy-benzenesulfonyl)-
TR pyridin-2-ylmethyl]-amide;
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Z7
I/
S
@]
\
O\

Furo|2,3-c|pyridine-2-
carboxylic acid [5-(3,4-
dimethoxy-benzenesulfonyl)-
pyridin-2-ylmethyl]-amide;

g °
——— S N . e
o N— Furo[2,3-c]pyridine-2-
N carboxylic acid [5-(6-
Ne ¢ N : _ "
= N ) dimethylamino-pyridine-3-
N\ ..o | / — sulfonyl)-pyndin-2-ylmethytl]-
N= O/,S‘l‘o amide;
/
N . .
Q I H-Pyrazolo[3,4-b]pyridine-5-
o N carboxylic acid {5-[6-(4-
N /N \ ‘methyl-piperazin-l -y_l)-
N7 Z ‘ N | S pyridine-3-sulfonyl]-pyridin-2-
RN AN yimethyl}-amide;
H 1/ \O
o
\
o N— Imidazo|1,2-a]pyrimidine-6-
N N \ carboxylic acid [5-(6-
N7 oYY S / dimethylamino-pyridine-3-
)\ - = sulfonyl)-pyridin-2-ylmethyl]-
N\:JN £ amide;
== o 7 L
O_
o 1H-Pyrazolo[3,4-b]pyridine-5-
7 N AN O\ carboxylic acid [5-(3.4-
Nl | H I P dimethoxy-benzenesulfonyl)-
N~ N 2R pyridin-2-ylmethyl]-amide;
a
0
o p Imidazo[1.2-a]pyridine-6-
N N carboxylic acid [5-(1-oxetan-3-
= | N | = yl—pi‘pcridine-4—sult'"onyl)—
a P pyridin-2-ylmethyl]-amide;
N >
\o=/ 7o
/
N
Q Furo[2,3-c]pyridine-2-
o N carboxylic acid {5-[4-(4-
N methyl-piperazin-1-yl)-
_ ° ] N | = benzenesulfonyl]-pyridin-2-
N = ylmethyl}-amide;
N\ / V) Q‘o
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1,3-Dthydro-pyrrolo[3,4-
c]pyridine-2-carboxylic acid [5-
(3,5-difluoro-benzenesulfony!)-
pyridin-2-ylmethyl]-amide;

Imidazo|l,2-a]pyridine-6-
carboxylic acid [5-(2-
dimethylamino-thiazole-5-
sulfonyl)-pyndin-2-ylmethyl]-
amde, |

!

“ \N‘- ”Thieno[2,3—c];)yridine-2-
carboxylic acid [5-(2-
7\ \S N | ) s,\<N dimethylamino-thiazole-5-
_ & /s = sulfonyl)-pyndin-2-ylmethyl]-
N /\\o amide:
N f Thieno[2,3-c]pyridine-2-
= N Ng ¢ N carboxylic acid [5-(1-propyl-
/ \_s " | P == | H-pyrazole-4-sulfonyl)-
- £ pvridin-2-ylmethyl]-amide;
F Imidazo[1,2-a]pyridine-6-
N carboxylic acid [5-(3-
Z <} :)-—+—~F
| /ﬁN'/\j\ F trifluoromethyl-
N7 TN Z S benzenesulfonyl)-pyrimidin-2-
\=/ o © vimethyl]-amide;
F
F Thieno[2,3-c]pyridine-2-
N F carboxylic acid [5-(6-
=% N Ny ¢ ) trifluoromethyl-pyridine-3-
/ N\ _g H | — sulfonyl)-pyridin-2-ylmethyl]-
N= amide;
Furo{2,3-c]pyridine-2-
carboxylic acid [5-(6-
S N trifluoromethyl-pyridine-3-
/ N\_o H | sulfonyl)-pyridin-2-ylmethyl]-
- amide; J
/k 1 3-Dihydro-pyrrolo[3,4-
~ N ¢)pyridine-2-carboxylic acid [5-
— N H | g;/ (1-1sopropyl-1H-pyrazole-4- |
\ N Se sulfonyl)-pyridin-2-ylmethyl]-
N g o amide;
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7N

Furo[2,3-c]pyridine-2-
carboxylic acid [5-(3-
trifluoromethyl-
benzenesulfonyl)-pyrimidin-2-
vimethyl]-amide,

Iz

Imidazo[1,2-a]pyridine-6-
carboxylc acid [5-(6-
trifluoromethyl-pyridine-3-
sulfonyl)-pyridin-2-ylmethyl]-
amide;

Imidazo[1,2-a]pyndine-6-
carboxylic acid [5-(6-
dimethylamino-pyridine-3-
sulfonyl)-pyridin-2-ylmethyl]-
amide:

Iz

1H-Pyrazolo[3,4-b]pyridine-5-

carboxylic acid [5-(6-
dimethylamino-pyndine-3-
sulfonyl)-pyridin-2-ylmethyl]-
amude;

1H-Pyrazolo[3,4-b]pyndine-3-
carboxylic acid [5-(3-fluorp-5-
morpholin-4-yl-
benzenesulfonyl)-pyridin-2-
ylmethyl}-amide;

2-Amino-5,7-dihydro-
pyrrolo[3,4-d]pyrimidine-6-

carboxylic acid [5-(3,5-
difluoro-benzenesulfonyl)-
pyridin-2-ylmethyl]-amide;

Furo(2,3-¢c]pyridine-2-
carboxylic acid [5-(3-
trifluoromethyl-
benzenesulfinyl)-pyndin-2-
vlmethyl]-amide (racemic);

Furo[2,3-c]pyridine-2-
carboxylic acid [5-(3-fluoro-5-
morpholin-4-yl-
benzencsulfonyl)-pyridin-2-
ylmethyl]-amide;
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1,3-Dihydro-pyrrolo[3,4-

i F clpyridine-2-carboxylic acid [5-
N N Na (3-trifluoromethoxy-
\"— H I _ benzenesulfinyl)-pyridin-2-
\—7 s ylmethyl]-amide (racemic);
O
e F
o 7(0 Furo[2,3-.c]py.ridine-2-
F carboxylic acid [5-(3-
=% N AN trifluoromethoxy-
7/ \_.o H l P benzenesulfinyl)-pyridin-2-
= S vimethvl]-amide (racemic);
0O
@ Furo[2,3-¢c]pyridine-2-
o carboxylic acid [5-(4-
~ N |N\ (j p{frro]ilc;in-lTz!-pip’perlidin;e]-lli ‘
H N sultonyl)-pyridin-2Z-yimetnyl |-
/N0 & y ’\\O amide;
=
0 , s
N VA Imidazo[1,2-a]pyridine-6-
= N X N carboxylic acid [5-(6-methyl-
l H | P — pynidine-3-sulfonyl)-pyndin-2-
" N7ON ’/S‘\O ylmethyl]-amide;
o \N—' Furo[2,3-'c]py'ridine-2- ‘
= N Na 5 . carboxyhp aCld.[S-(Z- (
74 " | N dimethylamino-thiazole-5-
N g sulfonyl)-pyridin-2-ylmethyl]-
_ 5 pyrid y
N O/\ amide;
O
N Furo[2,3-¢]pyridine-2-

o l = Z | carboxylic acid [5-(6-methyl-
/N0 AT N pvndine-3-sulfonyl)-pyndin-2-
N= o// Y ylmethyl]-amide;

O
N Thieno|2,3~c]pyndine-2-

o | S “3 carboxylic acid [5-(6-methyl-
/ N\ s AN N pyndine-3-sulfonyl)-pyridin-2-
N= O// N\ ylmethyi]-amide;

0 o Imidazo[1,2-a]pyridine-6-
Z N N g carboxylhic acid [5-(3-

| H S ethanesulfonyl-

ND TN AN benzenesulfonyl)-pyridin-2-
AT
\e/ 0 ylmethyl]-amide;




1,3-Dihydro-pyrrolo[3,4-

c]pyridine-2-carboxylic acid [5-
(4-morpholin-4-yl-

benzenesulfonyl)-pyridin-2-
vimethyl]-amide;

1,3-Dthydro-pyrrolo[3,4-
c]pyridine-2-carboxylic acid [5-
(2-dimethylamino-thiazole-5-
sulfonyl)-pyridin-2-ylmethyl]-
amide;

[,3-Dihydro-pyrrolo[3,4-
c]pyndine-2-carboxylic acid [5-
(1-methyl-1H-pyrazole-4-
sulfonyl)-pyridin-2-ylmethyl]-
amide;

1,3-Dihydro-pyrrolo[3,4-
c]pyridine-2-carboxylic acid [5-
(3-fluoro-benzenesulfonyl)-
pyridin-2-ylmethyl]-amide;

Imidazo[1,2-a]pyridine-6-
carboxylic acid [5-(3-
trifluoromethoxy-
benzenesulfinyl)-pyndin-2-
ylmethyl]-amide (racemic),

Furo[2,3-¢c]pyridine-2-
carboxylic acid {5-(1-1sobutyl-
piperidine-4-sulfinyl)-pyridin-
2-ylmethyl]-amide (racemic);

Furo{2,3-¢]pyridine-2- |
carboxylic acid [5-(1-oxetan-3-
yl-piperidine-4-sulfonyl)-
pyndin-2-ylmethyl]-amide;

1,3-Dihydro-pyrrolo[3,4-
¢]pyridine-2-carboxylic acid [5-
(1-oxetan-3-yl-piperidine-4-
sulfonyl)-pyridin-2-ylmethyl|-
amide;




Furo[2,3-c]pyridine-2-
carboxylic acid {5-[1-
(tetrahydro-pyran-4-yl)-
piperidine-4-sulfonyl}-pyridin-
2-ylmethyl} -amide;

=
N
7\
Ir=z
=
N
O=wn=0

1H-Pyrazolo[3,4-b]pyridine-5-
carboxylic acid [5-(3-
ethanesulfonyl-

u N 2 benzenesulfonyl)-pyridin-2-
© vimethyl]-amide;
F
F 1H-Pyrazolo[3,4-b]pyridine-5-
o y
N F carboxylic acid [5-(6-
S~ N Ny ¢ trifluoromethyl-pyridine-3-
‘N\N -~ ! I P — su]fonyl)-pyridlin-2-ylmethyl]-
HoN o’/S‘\“‘O amide;
OM 1,3-Dihydro-pyrrolo[3,4-
i N c]pyridine-2-carboxylic acid [S-
NT N Ny ¢ ) (1-butyryl-piperidine-4-
NN H ' sulfonyl)-pyridin-2-ylmethyl]-
— /}3\0 amide:
r 0,
0 0=8"" N-[[5-(3-

ethylsulfonylphenyl)sulfonyl-2-
pynidylJmethyl]furo[2,3-
c]pyndine-2-carboxamide;

N-[[5-[(6-amino-3-
pyvnidyl)sulfonyl]-2-
pyridyljmethyl]furo{2.3-
c]pyndine-2-carboxamide;

N-[[5-[[1-(2,2,2-trifluoroethyl)-
4-pipendyljsulfonyl]-2-
pyridyl]methyl]imidazo[1,2-
a]pyrimidine-6-carboxamide;

N-[[5-(3,5-
dimethoxyphenyl)sulfonyl-2-
pyridyl]methyl]furo[2,3-
c]pyridine-2-carboxamide;

N-[[5-[[6-(4- methvlpxperazm I-
y1)-3-pyridyl]sulfonyl]-2 ‘
pyridyl]methyl]furo[2,3-
c]pyridine-2-carboxamide;

—J




N-[[5-(3-
ethylsulfonylphenyl)sulfonyl-2-
pyridyljmethyl]-1,3-
dihydropyrrolo|3,4-c]pyridine-
2-carboxamide;

Iz

N-[{5-(3-

ethylsulfonylphenyl)sulfonyl-2-
pyridylJmethyl]furo[2 3-

c]pyndine-2-carboxamide;

B e N

N-[[5-(3.5-
difluorophenyl)sulfinyl-2-
pyndyl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;

N-[[5-[(6-amino-3-
pyridyl)sulfonyl]-2-
pyridyl]methyl]furo[2,3-
c]pyridine-2-carboxamide;

N-[[5-[[1-(2,2,2-trifluoroethyl)- -

4-pipendyl]sulfinyl]-2-
pyridyl]methyl}furo{2,3-
c]pyndine-2-carboxamide;

N-[[5-[(1-tetrahydropyran-4-yi-
4-pipendyl)sulfonyl]-2-
pyridyl}methyl]-1.3-
dihydropyrrolof3,4-c]pyridine-
2-carboxamide;

N-[[5-[3-
(trifluoromethyl)phenyl]sulfinyl |
-2-pyridyljmethyl]}-1,3-
dihydropyrrolo{3,4-c]pyridine-

2-carboxamide; ?




N-[[5-[[1-(2-methoxyacetyl)-4-
piperidylJsulfonyl]-2- ‘
pynidyl]methyl}-1 3-

dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[5-[[1-(2-methoxyacetyl)-4-
piperidyl]sulfonyl]-2- ‘
pyridyl)methyl]furo[2,3-
¢]pyridine-2-carboxamide;

N-[[5-(3-
morpholinophenyl)sulfonyl-2-
pyridyl]methyl]furo[2,3- '
¢]pyridine-2-carboxamide;

N-[[5-(3-
methylsulfonylphenyl)suifonyl-
2-pynidyl]methyl)furo[2,3-
¢Jpyridine-2-carboxamide;

N-[[5-[(6-morpholino-3-
pyridyl)sulfonyl]-2-
pyridyl]methyl}-1,3- ‘

dihydropyrrolo[3,4-¢c]pyridine-
2-carboxamide:

|

N-[[5-(4-tetrahydropyran-4-
ylpiperazin-1-yl)sulfonyl-2-
pyridyllmethyl]-1,3-
dihydropyrrofo[3,4-cJpyridine-
2-carboxamide;

N-[[5-(4-tetrahydropyran-4-
ylpiperazin-1-yl)sulfonyl-2-
pyndyl]methyl]furo[2,3-
c]pyridine-2-carboxamide;
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N-[{5-[(1-tetrahydrofuran-3-yl-
4-piperidyl)sulfonyl]-2- ‘
pyridyl]methyl]furo[2,3-

c]pyndine-2-carboxamide;

N-[[5-[(1-tetrahydrofuran-3-yl-
4-pipendyl)sulfonyl]-2-

) | pyridyl]methyl]-1 3- |
| / —>// A dihydropyrrolo[3,4-c]pyridine-
. I 2-carboxamide; ;

O\\}‘/~
0 N-[[5-[(! -butanoyl-4~

)J\ N - piperidyl)sulfonyl]-2-
‘ /\"* K l/\‘ < > pyridyljmethyljfuro(2.3-
7 > S/ c]pyridine-2-carboxamide;,
N=— 0//\\‘\‘0
/ | NS[[5-[[1-(2.2 2-trifluoroethyl)-
N F 5 4-piperidyl]sulfonyl]-2-
“‘ l o pyridyl}methyl]furo[2,3-
s c]pyrndine-2-carboxamide;
/o
ﬂ/ ‘ N-([[5-[[1-(2,2,2-trifluoroethyl)-
,L/,\ F 4-pipendyl]sulfonyl]-2- |
j/ pyridylJmethyl}imidazo[ 1 .2-
)\” L S/' alpyrimidine-6-¢carboxamide;
N S
S
N-[[5-(3,3-
N o/ dimethoxyphenyl)sulfonyl-2-
T N pyridyllmethyl}furo[2,3-
s c]pyridine-2-carboxamide;
O//\O
i ; N-{[5-(3-

s “ M L-,_ methylsulfonylphenyl)sulfonyl-
} “/\f j LI 2-pyridyl]methyl]-1H-
Sy SN pyrazolo[3.,4-b]pyridine-5-

H N 2. ;
9//\0 carboxamide;
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N-{[5-]{6~(4-methylpiperazin-1-
y1)-3-pyridyl]sulfonyl]-2-
pyridyl]methyljfuro[2,3-
¢]pyridine-2-carboxamide;

N-[[S-(3-
ethylsulfonylphenyl)sulfonyl-2-
pyridyl]methyl]-1 3-
dihydropyrrolof3,4-c]pyndine-
_ 2-carboxamide; *

N-[[5-(3- ‘
methylsulfonylphenyl)sulfonyl- }
2-pyndyl]methyl}imidazo[1,2-

a]pyridine-6-carboxamide;

N-[[5-(2-pyrrolidin-1-ylthiazol- |

5-yhsulfonyl-2- ‘
pyndyljmethyl]furo[2,3-
c]pyridine-2-carboxamide;

N-[[5-(3.5-
dimethoxyphenyl)sulfonyl-2-
pyridyl]methyl]-1H-
pyrazolo[3.4-b]pyridine-5-
carboxamide;

N-[[5-(1-propylpyrazol-4-
yhsulfonyl-2-pyridyllmethyl]-
1,3-dihydropyrrolof3,4- ‘
¢]pyndine-2-carboxamide;

I=Z

N-[[5-[4-(oxetan-3-
yl)piperazin-1-yl]sulfonyl-2-
pynidyllmethyl]furo[2.3-
¢]pyndine-2-carboxamide;




N-[[5-[4-(oxetan-3-
yhpiperazin-1-yljsulfonyl-2-
pyridylJmethyl]-1,3-
dihydropyrrolo[3,4-c)pyridine-
2-carboxamide:

N-{[5-111-(2,2,2-trifluoroethyl)-
4-pipendyl]sulfonyl]-2-
pyridyl]methyl]-1 3~
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide:

2 N-[[5-(3-fluoro-5-methoxy-
N / N\ o phenyl)sulfonyl-2-
N4 - | N | oS _ /_ \ pyridyl]methyl]-1H-
N z pyrazolo[3,4-b]pyndine-5-
! " //S““‘\\o carboxamide;
o]
o . | N-[[5-[2-
. : :
N S N [ethyl(methyl)amino]thiazol-5-
= ” y ’ N\ / yl]sulfonyl-2-
I N ”‘ pyridry.lc]jrlnetléyl]in;idazo[:i,g-
N\——_—/ A alpyndine-6-carboxamide;
L= - - ) \__V B V-[[S—[;___.._____ .
2 -J\N M :,//,\ [ethyl(methyl)amino]thiazol-5- |
J N\ e ~ | Y yl)sulfonyl-2-
o = SN pyridyl]methyl]furo[2,3-
h VAN c]pyridine-2-carboxamide;
Q o]
e
. o N-[[5-[2-
/k AN [ethyl(methyl)amino]thiazol-5-
N Ry , \‘ ° ,/ yl]sulfonyl-2-pyridyl)methyl]- |
== 5 /‘ == 1,3-dihydropyrrolo[3,4-

clpyndine-2-carboxamide;




N-{[5-[(4-pyrrolidin-1-ylI-1-
piperidyl)sulfonyl]-2-
pyridyllmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine- !
2-carboxamide:

N-[[5-[(4-pyrrohdin-1-yl-1-
piperidyl)sulfonyl]-2-
pyridyllmethyl]-1H-
pyrazolo[3,4-b]pyridine-5-
carboxamide,

N-[[5-[(6-amino-3-
pyridyl)sulfonyl]-2-
pynidyl]methyl]-1.3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide:

N-[[5-(3-cyanophenyl)sulfonyl-
2-pyridyl]methyl]furo[2,3-
clpynidine-2-carboxamide;

N-[(5-[[1-(2,2,2-trifluoroethyl)- |

4-pipendyl]sulfonyl]-2- ‘
pynidyl]methyl]imidazo[1,2-

alpyridine-6-carboxamide;

. f*“*F N-[[5-[[1-(2,2,2-trifluoroethyl)- |
1 N r 4-pipendyl]sulfonyl]-2- ‘
e e </ ) pyridyl)methyl]-1H-
N\/:L : pyrazolo[3,4-b]pyridine-5-
Y N/ = carboxamide,
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N-[[5-(3-
morpholinophenyl)sulfonyl-2-
pyridyl]methyl]imidazo[1,2-
a]pyridine-6-carboxamide;

N-[[5-(3-cyanophenyl)sulfonyl-
2-pyridyl]methyl]imidazol[1,2-
a]pyridine-6-carboxamide,;

N-[[5-(3-cyanophenyl)sulfonyl-
2-pyridylJmethyl]-1H-
pyrazolo[3,4-b]pyridine-S-
carboxamide;

N-[[5-(3-
morpholinophenyl)sulfonyl-2-
pyridyl]methyl]-1H-
pyrazolo[3.4-b]pyridine-5-
carboxamide;

N-[[5-(3-cyanophenyl)sulfonyl-
2-pyridyl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyndine-
2-carboxamide;

N-[[5-(3,5-
difluorophenyl)sulfinyl-2-
pyridyl]methyl]-1,3-
dihydropyrrolo[3.,4-c|pyridine-
2-carboxamide (enantiomer 1),

”\“/ |
B

)
A

\H/

N-{[5-(3,5-
diftuorophenyl)sulfinyl-2-
pyridyl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide (enantiomer 2),

N-{[5-[(1-tetrahydropyran-4-yl-
4-piperidyl)sulfonyl]-2-

pynidylmethyljimidazo[12-
a]pyridine-6-carboxamide; J

!
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w_) N-[[5-[(1-tetrahydropyran-4-yl-

0 y 4-pipenidyl)sulfonyl]-2-
N pyridyl]lmethyl]-1H-
4 1 o N ‘ N S > pyrazolo[3,4—b]p'yridine-5-
N F P carboxamide;
7o
;
N /N AN N-[[5-[[5-(triflucromethyl)-3-
N S F i
N ' - pyndy]]sulfonyl]-Z-
- F pyridyl]methyl]furo[2,3-
//S\\o c]pyridine-2-carboxamide;
[e]
i N N-[[5-[(5-chloro-3-
ot ) N /xm pyridyl)sulfonyl]-2-
" ) H l — pyridyl]methyl]-1H-
N = s S pyrazolo[3,4—b]p‘yridine-5-
‘ O/ o carboxamide;
i i . r N-[[5-[[5-(trifluoromethyl)-3-
! S~ . " 7\ F pyridyl]sulfonyl]-2-
| = l H \ — | pyridyllmethyl]-1H-
LY / s pyrazolo[3,4-b]p_yridine-5—
O// g carboxamide;
o /—FF N-[[5-[[1-(2,2,2-trifluoroethyl)-
| N P 4-piperidyl]jsulfonyl]-2-
: S . M pyridyljmethyl]-1H-
f 7\ " l pyrrolo[3,2-¢]pyridine-2-
N i = carboxamide;
_ At
0 o

N-[[5-(2-morpholinopyrimidin-

o}
N—< 5-yl)sulfonyl-2-
7 N AN / N pyridyl|methyl]imidazo[1,2-
I H I _/ a]pyridine-6-carboxamide;
Va =

N F .
N 7/ \ N-[[5-[[5-(trifluoromethyl)-3-
fj/k A U BN " pyridyl]sulfonyl]-2-
! F idyl]methyl]imidazo[1,2-
s P pyridyl]methyl]imidazo[

N\,J Ay a]pyridine-6-carboxamide,
i o]
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N-[[5-[(5-chloro-3-
pyndyl)sulfonyl]-2-
pyridyl]methyl]furo[2,3-
¢]pyndine-2-carboxamide;

i
I

N-[[5-[[5-(trifluoromethyl)-3-
pvridyljsulfonyl]-2-
pyridyljmethyl}-1 3-

2-carboxamide:

dihydropyrrolo[3.4-c]pyridine-

N-[[5-(1-propylpyrazol-4-
yl)sulfonyl-2-pyridylJmethyl]-
| H-pyrrolo[3,2-c]pyndine-2-
carboxamide;

N-[[5-[(1-1s0butyl-4-
piperidyl)sulfinyl]-2-
pyridyllmethylJimidazo|[1.2-
a]pyndine-6-carboxamide;

4-pipenidyl]sulfinyl]-2-
pvridyljmethyljimidazo(1,2-
a]pyndine-6-carboxamide;

N-[[5-[[1-(2,2,2-trifluoroethyl)-

N-[[5-[(5-cyano-3-
pyridyl)sulfonyl]-2-
pyridyljmethyljfuro[2,3-
c¢]pyndine-2-carboxamide;

N-[[5-(1-1sopropylpyrazol-4-

yl)sulfonyl-2-pyridyljmethyl]-

IH-pyrrolo[3,2-c]pyridine-2-
carboxamide,
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N-[[5-(1-cthylpyrazol-4-
yDsulfonyl-2-
pynidyl]methyl]furo[2,3-
¢]pyridine-2-carboxamide;

N-[[5-(1-ethylpyrazol-4-
yl)sulfonyl-2-pyridyljmethyl]-
1,3-dihydropyrrolo|3,4-
¢|pyridine-2-carboxamide,

N-[[5-(benzenesulfonyl)-2-
pyndyllmethyl]-4,6-dihydro-
I H-pyrrolo[3 4-c]pyrazole-5-

carboxamide,

N-[[5-(benzenesulfonyl)-2-
pyridyljmethyl]-1-methyl-4,6-
dihvdropyrrolo[3,4-c]pyrazole-

S-carboxamide:

N-{[5-(1-piperndylsulfonyl)-2-

pyridvl]methyl]-4,6-dihydro-

I H-pyrrolo[3,4-c]pyrazole-5-
carboxamide; ;

tert-butyl 4-[[6-[(1imidazo[],2-
alpyndine-6-
carbonylamino)methyl]-3-
pyndyl]sulfinyl]piperidine-1-
carboxylate;

N-[[5-(3.5-
difluorophenyl)sulfonylpyrimd
in-2-yl}methyl}furo[2, 3-
c]pyrnidine-2-carboxamide:;

Iz

N-[[5-(benzenesulfonyl)-2-
pyridyllmethyl]furo[2,3-
clpyndine-2-carboxamide;
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\N N-[[5-(benzenesulfonyl)-2-
/U\ /@ pyridylmethyl}imidazo(},2-
/ o a]pyridine-6-carboxamide;
4 \\
N-{[5-(benzenesulfonyl)-2-
C{\ /\[i)\ /C] pyridylJmethylJimidazo[1 2-
a|pyrimidine-6-carboxamide;
4 \\
N-[[5-(benzenesulfonyl)-2-
pyridyl]methyl]thieno[2,3-
¢]pyridine-2-carboxamide; and
/ \\
N-[[5-
iy | /\/ = (benzenesulfonyl)pyrimidin-2-
ylJmethyl]thieno[2,3-
N/ N = /s\\ c¢]pyridine-2-carboxamide;
N/ o/ 0

and pharmaceutically acceptable salts thereof, stereoisomers thereof, and

pharmaceutically acceptable salts of stereoisomers thereof.

25 A pharmaceutical composition comprising: (a) an effective amount of at least

one compound of claim 1; and (b) a pharmaceutically acceptable carrier.

26. The pharmaceutical composition of claim 235, further comprising

therapeutically effective amounts of one or more additional adjunctive active agents.

27. The pharmaceutical composition of claim 26, wherein said one or more
additional adjunctive active agents are selected from the group consisting of cytotoxic
agent, cisplatin, doxorubicin, taxotere, taxol, etoposide, irinotecan, camptostar,
topotecan, paclitaxel, docetaxel, the epothilones, tamoxifen, 5-fluorouracil,
methoxtrexate, temozolomide, cyclophosphamide, SCH 66336, tipifarnib
(Zarnestra™), R115777.1.778,123, BMS 214662, Iressa”, Tarceva”, C225,
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GLEEVEC”, intron”, Peg-Intron”, aromatase combinations, ara-C, adriamycin,
cytoxan, gemcitabine, Uracil mustard, Chlormethine, lfosfamide, Melphalan,
Chlorambucil, Pipobroman, Triethylenemelamine, Triethylenethiophosphoramine,
Busulfan, Carmustine, Lomustine, Streptozocin, Dacarbazine, Floxuridine,
Cytarabine, 6-Mercaptopurine, 6-Thioguanine, Fludarabine phosphate, oxaliplatin,
leucovirin, oxaliplatin (ELOXATIN™), Pentostatine, Vinblastine, Vincristine,
Vindesine, Bleomycin, Dactinomycin, Daunorubicin, Doxorubicin, Epirubicin,
Idarubicin, Mithramycin""“, Deoxycoformycin, Mitomycin-C, L-Asparaginase,
Teniposide 1 7a-Ethinylestradiol, Diethylstilbestrol, Testosterone, Prednisone,
Fluoxymesterone, Dromostanolone propionate, Testolactone, Megestrol acetate,
Methylprednisolone, Methyltestosterone, Prednisolone, Triamcinolone,
Chlorotrianisene, Hydroxyprogesterone, Aminoglutethimide, Estramustine,
Medroxyprogesteroncacetate, Leuprohide, Flutamide, Toremifene,

goserelin, Carboplatin, Hydroxyurea, Amsacrine, Procarbazine, Mitotane,
Mitoxantrone, Levamisole, Navelbene, Anastrazole, Letrazole, Capecitabine,
Reloxafine, Droloxafine, Hexamethylmelamine, Avastin, herceptin, Bexxar, Velcade,
Zevalin, Trisenox. Xeloda, Vinorelbine, Porfimer, Erbitux, Liposomal, Thiotepa,
Altretamine, Melphalan, Trastuzumab, Lerozole, Fulvestrant, Exemestane,
Ifosformide, Rituximab, C225, Campath, leucovorin, and dexamethasone,
bicalutamide, carboplatin, chlorambucil, cisplatin, letrozole, megestrol, valrubicin,

vinblastine, and NIASPAN™.

28,  The pharmaceutical composition of claim 25 further compnising a rescuing

agent.

29, The pharmaceutical composition of claim 28, wherein the rescuing agent 1s
selected from the group consisting of nicotinamide, nicotinic acid, and nicotinamide

mononucleotide (NMN).
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30. Use of a compound according to Claim 1 in the manufacture of a medicament for the

treatment of a disease or medical condition mediated by NAMPT activity.

31. Use according to Claim 30, in which the medicament is for the treatment of a solid or
liquid tumor, non-small cell lung cancer, leukemia, lymphoma, ovarian cancer, glioma, breast
cancer, uterine cancer, colon cancer, cervical cancer, lung cancer, prostate cancer, skin cancer,
rhino-gastric tumors, colorectal cancer, CNS cancer, bladder cancer, pancreatic cancer,
Hodgkin’s disease, rheumatoid arthritis, diabetes, atherosclerosis, sepsis, aging or

inflammation.




