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CLAIMS
1. A compound of Formula I:
/Ci R? R3
5 (CHy),
wherein:

Ris (a)an 8- 9-, or 10-membered bicyclic heteroaryl comprfing one heteroatom
selected from N S and O, and one, two, or three Additional N atoms,
wherein said bicyclic heteroaryl 1s unsubstitutgd or 1s substituted with one

10 or more substituents selected from the grougf consisting of deuterium,

amino, alkylamino, dialkylamino, alkyl, Aalo, cyano, haloalkyl, hydroxy,

hydroxyalkyl, and alkoxy, and whereyh one or more N atoms of said
bicyclic heteroaryl is optionally a

(b) a five- or six-membered nitrogeff-linked heterocycloalkyl ring fused to a

15 phenyl or monocyclic five- gf six-membered heteroaryl, wherein said

phenyl or heteroaryl i1s ungubstituted or 1s substituted with one or more

substituents selected frgm the group consisting of deuterium, amino,
alkylamino, dialkylgfino, alkyl, halo, cyano, haloalkyl, hydroxy,
alkoxy; and

(O)R", «(C1.;alkylene)y.,CO=R*, (C.salkylene).1S(O)R?,

€)1 SO-R", ~C(O)NH(R™), —C(O)N(R"),, or

hvdroxyalkyl, a
20 R'is H, «(C).alkylene)o.

herein each R™ is independently selected from the group consisting of
deuterium, hydroxy, NRPR®, alkoxy, cyano, halo, -C(O)alky],
-COaalkyl, -CONR'R®, -S(O)alkyl. -SO-alkyl, -SO-NRR®, aryl,
heteroaryl, cycloalkyl, heterocycloalkyl, phenoxy, and -O-alkyl-OH;

wherein R" is I or alkyl:
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R®is H, alkyl, alkoxyalkyl, haloalkyl, -C(O)alkyl, -CO;alkyl,
~SOnalkyl, -C(Q)NH-, or C(O)H; and
each aryl, heteroaryl, cycloalkyl, and heterocycloalkyl group withi
R™ is unsubstituted or substituted with one or more substitughts
5 independently selected from the group consisting of alky/,
haloalkyl, hydroxy, -NR"R¥, alkoxy. haloalkoxy, cyand, halo, oxo,
-C(0O)alkyl, -COqalkyl, -C(O)-heterocycloalkyl, -C NRPR®,
-S(0)alkyl, -SO:alkyl, -SO;-haloalkyl, -SO-N RIR®, aryl, heteroaryl,
cycloalkyl, and heterocycloalkyl; or two subgfituents taken
10 together form a fused heteroaryl, cycloalkfl. or heterocycloalkyl
ring;
wherein each alkyl or alkoxy is unsybstituted or substituted with
phenyl, ~NR"R®, heterocyclogfkyl, heteroaryl, or -C(O)alkyl;
and |
15 each aryl, heteroaryl, cycloglkyl, and heterocycloalkyl 1s
unsubstituted or subgfituted with alkyl, halo, or C(O)alkyl,
(2) phenyl, cycloalkyl, heteroary) or heterocycloalkyl, each unsubstituted or
substituted with one or mgfe R® substituents;

wherein each R is indgbendently selected from the group consisting of

20 alkyl, haloalkyl, Aiydroxy, -NR"R, alkoxy, haloalkoxy, cyano, halo,
oxo, -C(O)alfl, -COzalkyl, -C(O)-heterocycloalkyl, -CONR'R,
g -SQOnalkyl, -SO;-haloalkyl, -SO:NR'RY, aryl, heteroaryl,

25 wherein each alkyl or alkoxy is unsubstituted or substituted with
~NR"R, heterocycloalkyl, heteroaryl, or -C(O)alkyl; and
each aryl, heteroaryl, cycloalkyl, and heterocycloalkyl is unsubstituted
or substituted with alkyl, halo, -CO-alkyl, or -C(O)alkyl; or
(3) -NR'R",
where R™ is H or alkyl: and
RY is H, alkyl, alkoxyalkyl, haloalkyl, -C(O)alkyl, -COzalkyl, or
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~S0salkyl;
R” and R are each independently H or deuterium: and
nisior2;
or a stereoisomer thereof, or a pharmaceutically acceptable salt of such a com

5 or stereolsomer.

2. The compound of ¢laim 1, wherein R is an 8- or 9-membered Meteroaryl,

unsubstituted or substituted as described for claim 1.

10 3. The compound of ¢laim 1, wherein R is:

N NI\ s

H

B N-N"
N N__~ i \NFN
H Ny
SO8 P T
N ' />— ‘N ~
N P N
+ H .
N-N-Tx (/\N N
= =L
= r N o é:“
each unsubstituted or substifited as described for claim 1.
4, The compoung/of ¢laim 1, wherein, R is a five- or six-membered nitrogen-

15 hnked heterocycloglkyl ring fused to an unsubstituted or substituted phenyl or

monocyclic hetegfoaryl, as defined in claim 1.

T
he compound of claim 1, wherein R is X ~ or No vt

The compound of ¢laim 1, wherein R' is H.
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7. The compound of claim 1, wherein R’ is -C(O)R?, -CO-R®, -S(O)R", or
-SO:R".

8. The compound of claim 1, wherein R is alkyl, unsubstituted or substityfed as

5  described for claim 1.

9. The compound of claim 1, wherein R* 1s methyl, ethyl, propylAsopropyl, tert-
butyl, 1sobutyl, 1sopentyl, phenyl. cvclopropyl, cyclobutyl, cyclopeftyl. cyclohexyl,
pyrrolyl, furanyl, thiophenyl, imidazolyl, pyrazolyl, oxazolyl, isfxazolyl, thiazolyl,
10 tnazoyl, pyridyl, pyrnimidinyl, pyrazinyl, pyridazinyl, isoindglinyl, azetidinyl,
oxetanyl, pyrrolidinyl, piperidinyl, morpholinyl, piperazig#l, tetrahydrofuranyl,

tetrahydropyranyl, or tetrahydrothiophenyl, each unsubétituted or substituted.

10. The compound of claim |, wherein R* is phienyl, cycloalkyl, heteroaryl, or

15 heterocycloalkyl, each unsubstituted or substipfted with one or more substituents
selected from the group consisting of fluorg/ oxo, methyl, -CONH,, acetyl, -
SO:methyl, -C(O)-1sopropyl, pyridazinyy] triazolyl, dimethylaminomethyl, cyano,
methyl-triazolyl-methoxy, tnfluoromgthoxy, pyrrohidinylmethyl, acetylamino,
tetrazolylmethyl, methyl-tetrazolymethyl, methyl-imidazolvl-methyl, -

20 NHSO:methyl, 1,1-dioxothiomgrpholinyl, 4-methyl-piperazinylmethyl, -NHCONH,,
-SO,CF;, morpholinylmethy/, imidazolyl, -SO;NH,, methylpiperidinyl, methyl-
piperazinyl, -C(O)(4-metffyl-piperazinyl), morpholinyl, trifluoromethyl, cyclopropyl,
ethyl, 1soxazolyl, tetragblyl, isopropyl, phenyl, fluoro-phenyl, tert-butyl, benzyl, N-
methylpyrrolidinyl N-acetyl-pyrrohdinyl, tsobutyl, propyl, methylpyrazolyl,

25  tnfluoroethyl, pyfimidinyl, oxo, acetyl, cyano, -COs-tert-butyl, and amino.

11 Th¢/compound of claim 1, wherein R is alkyl, unsubstituted or substituted
with ongor more substituents selected from the group consisting of fluoro, tert-
butoyly, -C(O)NMez, -NHCHO, methoxy, phenoxy, cyano, acetyl, hydroxy, -

30  O¢H,C(CH,)=0H, -NH(acetyl), and -N(Me)(acetyl).
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12, The compound of claim 1, wherein R is —~SO-R?, where R" is methyl, ethyl,

phenyl, benzyl, or 2,2-dimethylpropyl.

13, The compound of claim 1, wherein R' is —C(Q)NHR?, wherein R" is mgfhyl,
ethyl, propyl, isopropyl, tertobutyl, cyclohexyl, -CHa-cyclohexyl, oxetanyl fr
methyloxetanyl, or R is a phenyl or benzyl group, each optionally substjfuted with
one or more substituents selected from the group consisting of cyano_fnethyl. fluoro,

methoxy, and chloro.
14, The compound of claim 1, wherein both R* and R* agH.

15, The compound of claim 1, which is a compoung of Formula I-a:

O R, R, N
RJ\”% (I-a)

or a stereoisomer thereof, or a pharmaceuyfally acceptable salt of such a compound

or stereoisomer.

16. A compound selected fropf the group consisting of’

Jk J< tert-butyl 2-[(1,3-
o dihydropyrrolo[3,4-c]pyridine-
2-carbonylamino)methyl]-8-

azaspiro[2.5]octane-8- !
carboxylate;

tert-butyl 2-[(thieno[2,3-
clpyridine-2-
carbonylamino)methyl]-8-
azaspiro[2.5 joctanc-8-
carboxylate;

tert-butyl 2-[(imidazo[1,2-
a)pyrimidine-6-
carbonylamino)methyl]-8-
azaspiro[2.5]octane-8-
carboxylate;

PCT/CN2013/000216
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tert-butyl 2-[(furo[2,3-
¢]pyridine-2-

carbonylamino)methyl]-8-

azaspiro[2.5]octane-8-
carboxylate;

tert-butyl 2-[(1imidazo[1
aJpyndine-6-
carbonylamino)meth/

[2.5]octan-2-
-1H-pyrrolo[3,2-
c]pyrifine-2-carboxamide;

/-1|8-(2-phenylacetyl)-8-
azaspiro[2.S]octan-2-
yllmethyl]-1H-pyrrolo(3,2-
¢]pyridine-2-carboxamide

tert-butyl 2-[(1H-pyrrolo[3,2-
clpyridine-2-
carbonylamino)methyl]-8- ‘
azaspiro[2.5]octane-8- |
carboxylate, J

N-[[8-(cyclohexanecarbonyl)-
8-azaspiro[2.5]octan-2-
yllmethyl]-1 H-pyrrolo[3,2-
c]pyndine-2-carboxamide;

N-[[8-(tetrahydropyran-4-
carbonyl)-8-
azaspiro[2.5]octan-2-
yllmethyl}-1H-pyrrolo[3,2-
c¢]pyridine-2-carboxamide;

N-[(8-benzoy!-8- ‘
azaspiro[2.5]octan-2- 1
yl)methyl]-1H-pyrrolo[3,2-
¢]pyridine-2-carboxamde:
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N-[[8-(2-methylpropanoyl)-8-

(@)
0
N azaspiro[2.5]octan-2- !
= N -1H-py -
7 N yl]methyl]-1H-pyrrolo{3,2- !
N NH

c]pyridine-2-carboxamide; /

O
|

8 N-[[8-(benzenesulfonyl)

O - )
/\VOJ ) azaspiro|2.5]octan-
S N -1H-pv 2.
s N ylJmethyl]-1H-pyrro}6[3,2
N

cJpyndine-2-carbgkamide

N-[(8-ethylfulfonyl-8-

0
0 S
N 8\/ azaspiro]Z. 5)octan-2-
N N -nDv -
7~ N yl)methyl 1H-pyrrolo[3,2
N NH

c]pyridpe-2-carboxamide;,

azaspiro[2.5]octane-8-

\
tert-Bhityl 2-[(1H-pyrazolo[3,4- ‘J
|

carboxylate, 1

S
O
N)Lo>< b]pyridine-5-
NZ | H carbonylamino)methyl]-8-
=
HN\
N=" e -

N-[(8-acetyl-8-

o .
0O

N azaspiro[2.5]octan-2- 1

7 = u yl)methyl]-1H-pyrrolo[3,2- '

N NH ‘

c]pyridine-2-carboxamide;

O
0 ,S'\ N-[(8-methylsulfonyl-8-
N (Ill) azaspiro[2.5]octan-2-
= u yl)methyl]-1 H-pyrrolo[3,2-
N/ N\ NH ¢]pynidine-2-carboxamide;
H NH N-(8-azaspiro[2.5]octan-2-
— u ylmethyl)-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide:

NH
N N-(8-azaspiro[2.5]octan-2-
H ylmethyl)-1H-pyrazolo[3.4-

b]pyridine-5-carboxamide;
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N-[(8-propanoyl-8-
azaspiro[2.5]octan-2-
yhmethyl]-1H-pyrrolo[3,2-
c]pyndine-2-carboxamide;,

tert-butyl 2-((irmidazo| Y2-
a)pyridine-6-
carboxamido)met

- R e
o /Lk tert-buty[Z-[(imidazo[1,2-
t © yridine-6-
< | NS carbopfylamino)methyl]-6-
- spiro|2.5Joctane-6-
”GN carboxylate; |

Iz

/ tert-butyl 2-[(furo[2,3- (
clpyndine-2-
carbonylamino)methyl]-6- |
azaspiro[2.5 Joctane-6-
carboxylate; J

N-[[6-(3,3-dimethylbutanoyl)-
6-azaspiro[2.5]octan-2-

yl]methyl]-t H-pyrrolo[3,2-

c]pyridine-2-carboxamide:

—

tert-butyl 2-[(1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-
carboxylate;
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N-[[6-(2-1midazol-1-ylacetyl

6-azaspiro[2.5]octan-2- :
yljmethyl}furo[2,3-c]pyrigine-

2-carboxamide:

N-[[6-(4,4,4-
trifluorobutanoyl)-6-
azaspiro[2 S]octan-2-
ylJmethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-[2-(3- |
methylsulfonylphenyl)acetyl]- l
6-azaspiro[2.5 Joctan-2- ‘
yllmethyl]furo[2,3-clpyridine-
2-carboxamide; i
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N-[[6-(3,3-dimethylbutanoyl)-
6-azaspiro[2.5]octan-2-
ylimethyl]furo[2,3-c]pyridyfie-
2-carboxamide;

N-[[6/2-(4-methylpiperazin-1-
ylacetyl]-6-
azaspiro[2.5]octan-2-
IJmethyl]furo[2,3-¢]pyridine-
2-carboxamide;

N-[[6-[2-(3-
cyanophenyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]lmethyl]furo[2,3-c]pyridine-
2-carboxamide;
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N-[[6-(2-cyclopropylacety])-6
azaspiro[2.5]octan-2-

yllmethyl]furo[2,3-c]pyrid

2-carboxamide;

YA([6-(2-pyrrolidin-1 - }
ylagltyl)-6-azaspiro[2.S]octan- |
2-yl]lmethyl]jfuro{2,3- ’
clpyndine-2-carboxamide;

N-[[6-[2-(3-methylisoxazol-5-
ylacetyl]-6- ‘
azaspiro[2.5]octan-2- ‘

yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;
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N-[[6-[2-(]-piperidyl)acetyl]
6-azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-¢c]pyri
2-carboxamide,

HN
N R

NA|6-(2-tetrahydropyran-4-
yMcetyl)-6-azaspiro[2.5]octan-
2-yl]methyljfuro[2,3-
c]pyridine-2-carboxamide;

N-[[6-(2-tetrahydrofuran-2-
ylacetyl)-6-azaspiro[2.5]octan-
2-yllmethyl]furo[2,3-
c|pyridine-2-carboxamide;




WO 2013/127269

PCT/CN2013/000216

236

¥ azaspiro[2. S]octan-2-
ylmethyl]furo[2,3-c]pyri
‘ '
|
N = (@) HN

-[[6-[2-(3-pyridyl)acetyl]-6-
A azaspiro[2.5]octan-2- |
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;
o HN

N-[[6-[2-[1-(2,2,2- |
trifluoroethyl)-4- |
piperidyl]acetyl]-6-
azaspiro[2.5]octan-2-
yl]lmethyl]-1H-pyrrolo|3,2-
c]pyridine-2-carboxamide:

tert-butyl 2-[(imidazo[l,2-
a]pyridine-6-
carbonylamino)methyl]-6-
azaspiro[2.5 Joctane-6-
carboxylate (1somer |);
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tert-butyl 2-[(imidazo[1,2- |
ajpyridine-6- '
carbonylamino)methyl|-6-
azaspiro[2 5]octane-6-
carboxylate (isomer 2);

tert-butyl 2-{(furo[2,
c]pyridine-2-
carbonylamino)mephyl]-6-

tert-butyl 2-[(furo[2,3-
clpyridine-2-

cagboxylate (isomer 2);

6-azaspiro[2.5]octan-2-
yl|methyl]-1,3-
dihydropyrrolo[3.4-c}pyridine-
2-carboxamide; ‘

N-Jf6-(3,3-dimethylbutanoyl)- “
j

N-[[6-(3-methylbutanoyl)-6-
azaspiro[2 S]octan-2-
yllmethyl|-1H-pyrrolo[3,2-
c|pyridine-2-carboxamide:

N-[[6-(2-phenylacetyl)-6-
azaspiro|2.5]octan-2-
yl]lmethyl]-1,3- ‘
dihydropyrrolo[3,4-c]pyndine-
2-carboxamide;

tert-butyl 2-[(1,3- 1‘
dihydropyrrolo[3,4-c]pynidine- |
2-carbonylamino)methyl]-6-
azaspiro[2.5 Joctane-6-
carboxylate (1somer 1),
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J\ /J< tert-butyl 2-[(1,3-
TN dihydropyrrolo[3,4-c]pyridine-

N/ku/\%\) 2-carbonylamino)methyl]-6-
J \P_’] azaspiro[2.5]octane-6- |

./ carboxylate (1somer 2);
—

azaspiro[2 Sloctan-2- |
yl]methyl}furo|2.3-¢]pyridine-
- 2-carboxamide;

022 N-[[6-(2-morpholinoacetyl)-6- |
N-- \

e} HN
N =

N-[[6-(2-tetrahydropyran-2-
ylacetyl)-6-azaspiro[2 5]octan-

2-yllmethyl]furo[2,3- 1

c]pyndine-2-carboxamide; ‘
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0;27 N-[[6-(2-pyrrohdin-1-
ylpropanoyl)-6-

j‘ azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyrig/
2-carboxarmde;

0225 N-[[6-[2Atert-butylamino)-2-
xo-acetyl]-6-

aspiro[2.5]octan-2-
yl]ifethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-[4-(dimethylamino)-4- |
oxo-butanoyl]-6- ]
azaspiro[2.5]octan-2- i
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide; i

N-[[6-(1-methyl-5-0x0-
pyrrolidine-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl}furo[2,3-c]pyridine-
2-carboxamide;
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N-[[6-[2-(2-oxopyrrolidin-1 -
yhacetyl]-6-
azaspiro[2.5]octan-2-
yl]Jmethyl]furo[23-c]pyi/di
2-carboxamide,

N-[[6-(2,2- :
diflforocyclopropanecarbonyl)
-6-azaspiro[2.5]octan-2- }
Jmethyl]furo[2,3-c]pyridine-
2-carboxamide; -

N / f °

=

N-[[6-(tetrahydrofuran-3-
carbonyl)-6-
azaspiro[2 S]octan-2-
yllmethyl}furo[2,3-c]pyridine-
2-carboxamide,

N
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N-[[6-(tetrahydropyran-4-
carbonyl)-6-
azaspiro[2.5]octan-2-

spiro[2.5]octan-2- |
thyl]furo[2,3-¢c]pyridine-
2-carboxamide;

N-[[6-(2-formamidoacetyl)-6- l
azaspiro{2.5]octan-2-

yl]methyl]furo[2,3-c]pyridine-

2-carboxamide; E
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N-{[6-]3-(3,5-dimethylpyrazol,,
1-yl)propanoyl]-6-

7
N
: azaspiro[2.5]octan-2- :
yllmethyl}furo[2,3-c]pyrine-
2-carboxamide;
|

NF o "
gy

Iy

/
]
N
N——-

N-[[6-(1-
rbamoylpyrrolidine-2-
carbonyl)-6-
azaspiro[2.S]octan-2-
yl]methyl]furo{2,3-c]pyridine-
2-carboxamide;

N-[[6-(3-
morpholinopropanoyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;
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O

AV

s

c N-[{6-(1,1-dioxothiolane-3-
N carbonyl)-6-
azaspiro[2.5]octan-2, i
yljmethyl}furo[2,3-c]pyAdine- |
2-carboxamide/

|
N/ o) HN \J

[[6-[2-(3,5-dimethylpyrazol-
1-ylacetyl]-6-
azaspiro[2.5]octan-2-
ylmethyl]furo[2,3-c]pyridine- |
2-carboxamide,

N-[[6-(1-acetylpyrrolidine-2-
carbonyl)-6-
azaspiro[2. SJoctan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;
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(o]
|
T
© N-[[6-(2-
N methylsulfonylbenzoyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyrfMine- !
2-carboxamide, !
N/ c HN
s~ N
/\>
L
N
-[[6-[3-(1,2,4-triazol-4- :
o yhbenzoyl]-6- i
\ azaspiro[2 5]octan-2- i
yljmethyl]furo[2,3-¢c]pyridine-
2-carboxamide;
N/ O HN

N-[[6-[4-
[(dimethylamino)methyl]benzo
yl]-6-azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide,
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H -

N-[[6-(4-acetamidobenzoyl)

azaspiro[2.5]octan-2-

yl]methyl]furo[2,3-c]pyydine- !
2-carboxamid

NF ¢

P,

O g
S\f

<

\ o~

HN

N-[[6-(1-
methylsulfonylpiperidine-3-
carbonyl)-6-
azaspiro[2 5]octan-2-
yl]methyl}furo|2,3-c|pyridine-
2-carboxamidc,

N
N
N

v

a

N-[[6-(!-
methylsulfonylpiperidine-4-
carbonyl)-6-
azaspiro[2.5}octan-2-
yllmethyl]furo[2,3-c]pyrnidine-
2-carboxamide,
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072* N-[[6-(2-
morpholinopropanoyl)-6-

azaspiro[2 5]octan-2-
yl]methyl}furo[2,3-c]pyrifine-
2-carboxamide;

N/ o) HN
SYaA
5
O:—Ts/—-__N
/
o N-[[6~(1-

meAylsulfonylpyrrolidine-2-
carbonyl)-6-
azaspiro[2.5]octan-2- |
yllmethyl]furo[2,3-c]pyridine- |
2-carboxamide;

N-[[6-[2-(3-0ox01soindolin-1 -
ylacetyl]-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;
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N
=§:> N-[[6-(1 -carbamoylpiperidi
© 4-carbonyl)-6-
N azaspiro[2.5]octan-
yllmethylt]furo[2,3-c]pyri
2-carboxamigg;
HN

-[[6-(1 -carbamoylpiperidine- 4
3-carbonyl)-6- ?
azaspiro[2 Sloctan-2- :
yllmethyl]furo[2.3-c]pyridine- |
2-carboxamide; |

N-[[6-[2-(1,1-dioxothiolan-3-
ylacetyl]-6-
azaspiro[2 5]octan-2-
yllmethyl]furo[2.3-c]pyridine-
2-carboxamide;
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1-yDacetyl}-6-
azaspiro[2.5]octan-

N-[[6-(1-acetylpiperidine-4-
carbonyl)-6-
azaspiro[2 S]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

\_J

N-[[6-[4-(tetrazol-1- |
ylmethyl)benzoyl]-6- w
azaspiro[2.5]octan-2-

yl]methyl]furo[2,3-c]pyridine- |

2-carboxamide; ‘
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N-[[6-[4-
(methanesulfonamido)befzoyl]
-6-azaspiro[2.5]octgh-2-
ylimethyl]furo[2,3-cfpyridine-

N/ | O HN
SV
I
(S%
»
N-[[6-[4-(1,1-diox0-1,4-
thiazinan-4-yl)benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo{2,3-¢]pyridine-
2-carboxamide;
N/ o) HN
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0 ol
N

N-[[6-[2-[(4-methylpiperazin-
I-y)methyl]benzoyl]-6- |
azaspiro[2.5]octan-2- ‘
ylJmethyl]furo[2,3-c]pyridine- |
2-carboxamide; 1

N-[[6-[3-[(4-methylpiperazin-
I-yl)methyl)benzoyl]-6-
azaspiro[2.S]octan-2-
yl]methyl]furo{2,3-c]pyridine-
2-carboxamide; ‘




WO 2013/127269

PCT/CN2013/000216

N-[[6-[3-(4-methylpiperazi
yl)propanoyl]-6-
azaspiro[2.5])octanZ-
yl]methyl]furo[2,3-c]
2-carboxame;

N

N-[[6-(1 -tsopropyl-5-ox0-
pyrrolidine-3-carbonyl)-6-
azaspiro[2. 5]octan-2-
yl]methyl]furo[2,3-¢]pyridine-
2-carboxamide;

N-[[6-[2-(3-0oxopiperazin-1-
yhacetyl]-6-
azaspiro[2 5]octan-2-
yl]methyl]furo[2,3-c]pyridine- '
2-carboxamide;
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N-[[6-(3-
methylsulfonylbenzoy!)-6
azaspiro[2 5]octan-2- :
yl]methyl]furo[2,3-c]pyfdine- ‘
2-carboxamid !

N-[{6-(4-
methylsulfonylbenzoy!)-6-
azaspiro[2 S]octan-2-
yllmethyl]furo[2,3-c]pyridine-

2-carboxamide; ‘

N-[[6-(4-ureidobenzoyl)-6-
azaspiro[2.S]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
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N-[[6-]2-(4-acetylpiperazinf-
o vlacetyl]-6- ‘
azaspiro[2.5]octan-2- i

yllmethyl]furo[2,3-¢]
2-carboxamigde,

N-[[6-]4-[(5-methyltetrazol-1- '

yl)methyl]benzoyl]-6- ‘

© azaspiro[2.S]octan-2- |
N yllmethyl]furo[2,3-c]pyridine-

2-carboxamide, }

¢ HN
N/

o

N N-[[6-(pyridine-4-carbonyl)-6-
azaspiro[2 S]octan-2- :
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide; i

Q, =N
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- , .
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyrid/
2-carboxamide;
O HN

xazole-4-carbonyl)-6-

zaspiro[2.5]octan-2-

ethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(1H-1,2 4-triazole-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-¢]pyridine-
2-carboxamude;
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N-{[6-(1 H-imidazole-4-
carbonyl)-6-
azaspiro[2 5]octan-2- ;
yllmethyl]furo[2,3-c]pyrifine-
2-carboxamide;

“(pyrimidine-4-carbonyl)-

6-azaspirof2.5]octan-2-

Jmethyl}furo[2,3-c]pynidine-
2-carboxamide; -

N-[[6-(pyridine-3-carbonyl)-6- |
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

J—
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"
/
=N
@]
. N-[[6-(1H-pyrazole-3-
carbonyl)-6- ,
azaspiro[2.5}octan-2- ?
ylimethyl]furo[2,3-c]pyi/dine-
2-carboxamide,
N/ } Q HN
s~ N\
L
9
N
o 6-(1-methylimidazole-4- |

carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(3-methyl-1H-pyrazole-
4-carbonyl)-6-
azaspiro[2.5]octan-2-
ylJmethyl]furo[2,3-c]pyridine-
2-carboxamde;
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N-[[6-(2-methylpyrazole-3-

g carbonyl)-6- !
azaspiro[2. S]octan-2- |
yllmethyl]furo[2,3-c]pyrdine-
2-carboxamide: :
HN .

(5-methyl-1H-pyrazole-
3-carbonyl)-6-
azaspiro[2.5]octan-2-
IJmethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(1-methylpyrazole-3-
carbonyl)-6-
azaspiro[2.5Joctan-2- ;
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide,
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(pyrimidine-5-carbonyl)- |
6-azaspiro[2.5]octan-2-
Jmethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[

N-[[6-(pyrazine-2-carbonyl)-6-
azaspiro[2.5}octan-2- ‘
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
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N
/N
N
O
N N-[[6-(pyridazine-4-carbonyl)
6-azaspiro[2.5]octan-2-
yl|methyl]furo[2,3-c]pyrighne- |

£(1-methylpyrazole-4-
carbonyl)-6- !
azaspiro[2.5Joctan-2- ‘
Imethyl]furo|2,3-c]pyridine- |
2-carboxamide; !

1

N-[[6-(1,5-dimethylpyrazole-3-
carbonyl)-6- ‘
azaspiro[2.5]octan-2-
yl)methyl]furo[2,3-c]pyridine-
2-carboxamide;
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\N
\ /
N
N |
0 N-[[6-(2,5-dimethylpyrazole-
N carbonytl)-6-
azaspiro[2.5]octan-2
yl]methyl]furo[2,3-c]py/idine- |

2-carboxamidg/

= -0 HN

-[[6-(5-methylisoxazole-3-
carbonyl)-6-

N
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine- |
2-carboxamide; i
o) HN

N-[[6-(4-methyl]-1,2,5-
oxadiazole-3-carbonyl)-6-

azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine- ‘
2-carboxamide; ;
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7
\Z

0
Y N-[[6-(2-methylpyridine-3-
carbonyl)-6-
azaspiro[2 S]octan-2-
ylJmethyl]furo[2,3-c]pypf
2-carboxamide;
A ‘ N
7\
7\
/'\
o]

-(4-methylpynidine-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
IImethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[{6-(2-methylpyridine-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
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N-[[6-(5-methylpyrazine-
carbonyl)-6-
azaspiro[2.5]octan-
ylJmethyl]furo[2,3-c]
2-carboxamigl;

N-[[6-(3-cyclopropyl-1H- !
pvrazole-5-carbonyl)-6-
azaspiro[2 5]octan-2-
yllmethyl]furo{2,3-c]pyridine-
2-carboxamide;

N-[[6-(1-ethyl-5-methyl-
pyrazole-4-carbonyl)-6-
azaspiro[2 S]octan-2-
yl)methyl}furo[2,3-c]pyridine-
2-carboxamide;




WO 2013/127269 PCT/CN2013/000216

263

N-[[6-(3,5-dimethylisoxazole
4-carbonyl)-6-
azaspiro[2.5]octan-2- |
yljmethyl]furo[2,3-c]pyfdine-
2-carboxamid

[6-(1-ethylpyrazole-4-
carbonyl)-6-

azaspiro[2.5]octan-2-

yl]methyl])furo[2,3-c]pyridine- '
2-carboxamide; !

carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[Z,B -¢]pyridine-
2-carboxamide;

N-[[6-(6-cyanopyridine-3-
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022/\ N-[[6-(2,4-dimethyloxazole- /-

carbonyl)-6-

N
azaspiro[2.5]octan- :
yllmethyl]furo[2,3-c]pyridine-
2-carboxamigg;
HN

N-[[6-(2-morpholinopyndine- |
o 4-carbonyl)-6-
azaspiro[2 S]octan-2-
yllmethyl}furo[2.3-c]pyridine- .
2-carboxamide;

N-[[6-(cyclopropanecarbonyl)- .
6-azaspirof[2.5]octan-2-
yljmethyl]furo[2,3-c]pyridine-
2-carboxamide;
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N-[[6-[1-methy]-5-
(trifluoromethyl)pyrazole-
carbonyl]-6-

" azaspiro[2. 5]octan-
ylJmethyl}furo[2,3-c|pfridine-
2-carboxamigk,
o HN

-[[6-(4-1s0xazo0l-5-yl-1-
ethyl-pyrazole-3-carbonyl)-
6-azaspiro[2.5]octan-2-
ylJmethyl]furo[2,3-c]pyridine-
2-carboxarmde;

N-[[6-(2-acetamidopyridine-4-
carbonyl)-6-
azaspiro[2.5joctan-2- ;
ylmethyl]furo[2,3-c]pyridine-
2-carboxamide:.
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N===N

/ N

N

N-[[6-[3-(tetrazol-1-yl)-1H-

pyrazole-4-carbonyl]-6- !
azaspiro[2.5]octan-2- ‘
yl]methyl]furo[2,3-c]pyAdine- |
2-carboxamid
N/ (o) HN l

-(6-acetamidopyridine-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-¢]pyridine-
2-carboxamide,

N-[[6-(3-ethyl-5-methyl-
isoxazole-4-carbonyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2.3-c]pyridine-

2-carboxamide; ‘
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N-[[6-(2-ethyl-5-methyl-
pyrazole-3-carbonyl)-6-
azaspiro|2. Sloctan-2-
yl)methyl}furo[2,3-c]pyy
2-carboxamide,

NA[6-(1-ethyl-3-methyl-
yrazole-4-carbonyl)-6- {
azaspiro[2.5]octan-2-
yl]methyl]furo|2,3-c]pynidine-
2-carboxamide;

N-[[6-(3-methylisoxazole-4-
carbonyl)-6-
azaspiro[2 Sjoctan-2- ;
yllmethyl]furo[2.3-c]pynidine- °
2-carboxamide;
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N-{[6-[2-methyl-3-(3-
o methylpyrazol-1-

yD)propanoyl]-6-

N
azaspiro[2.5]octan
yl]methyl]furo[2,3-c[fyridi
2-carboxamye;
N
o]

@]
y N-[[6-(1H-pyrazole-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;
N
O

N-[[6-[2-(1-methylsulfonyl-4-
piperidyl)acetyl]-6-
azaspiro[2.5]octan-2- :
yllmethyl]furo{2,3-c]pyridine- |
2-carboxamide; 5
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N-[[6-(4-methylmompholine-2/.
carbonyl)-6- |
azaspiro[2.S]octan-2-
yl)methyl|furo{2,3-c]pyyine-
2-carboxamide

HN

ethylpropanoyl)azetidine-3-
carbonyl]-6-
azaspiro[2 S]octan-2-
yl|methyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-[1-(2- ‘

N-[{6-(1-acetylazetidine-3-
carbonyl)-6-
azaspiro[2 Soctan-2-
ylmethyl]furo[2,3-c]pyridine-
2-carboxamide;
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Ry
! \
| N
N
N-[[6-(1-pyridazin-
ylpyrrolidine-3-carbonyf)-6-
azaspiro[2 S]octa
yl]methyl]furo[2,3-gfpyridine-
< 2-carboxarffide;
N / HM

Ao

-[[6-[2-(1-pyrimidin-2-y]-4-
piperidylacetyl]-6-
azaspiro[2 S]octan-2-
ylJmethyl}furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-[2-(1 -1s0opropyl-4-
piperidyl)acetyl]-6-
azaspiro[2.5]octan-2-

2-carboxamide;

yl]methyl]furof2,3-c]pyridine-

N-[[6-[2-(1-methyl-4-
piperidyl)acetyl]-6-
azaspiro[2 5]octan-2-

2-carboxamide

yl|methyl]furo[2,3-c]pyridine- |

N-[[6-[2-(3-methyloxetan-3-
yl)acetyl]-6-
azaspiro[2 S]octan-2-
yl]Jmethyl]-1H-pyrrolo[3,2-
¢|pynidine-2-carboxamide;
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1sopropyl 2-[(1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carbonylamino)methyl]-6-
azaspiro[2.5)octane-6-
carboxylate;

Q
N cyanophen
azaspiro
yl]Jmethyl]
2£arboxamide;
N/\ | Ie) <N
J s |
\ /

N-[[6-(3-methoxypropanoyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine- |
2-carboxamide, !

N-[|6-[2-]4-
(trifluoromethylsulfonyl)pheny
lJacetyl]-6-azaspiro[2.5]octan-

2-yl]methyl]furo[2,3-

c)pyridine-2-carboxamide:




WO 2013/127269
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N-[[6-[3-
[acetyl(methyl)amino]propano |
yl]-6-azaspiro[2.5]octan-2- /.
yllmethyl]furo[2,3-c]pyridin

2-carboxamide;

=
\__/

azaspyo[2 5]octan-2-
yljmethyf]furo[2,3-c]pyridine-

-

-carboxamide,
P
S
/A |
— N-{[6-[(4- |
X Z cyanophenyl)carbamoy!]-6-

azaspiro[2 5]octan-2-
ylmethyl]furo[2,3-c]pyridine-
2-carboxamide,

N-[[6-(m- |
tolylmethylcarbamoyl)-6-
azaspiro[2.S]octan-2- ‘
yl]methyl]furo[2,3-c]pyridine-
2-carboxanude;
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N-[[6-(p-tolylcarbamoyl)-6-
azaspiro[2.5]octan-2-

azaspirgf2 Sloctan-2-
yl]methylJfuro[2,3-c]pyrnidine-
carboxamide; |

N-([6-[(2- |
uorophenyl)methylcarbamoyl
]-6-azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(p-
tolylmethylcarbamoyl)-6- |
azaspiro[2.5]octan-2- ‘
ylJmethyl]furo[2,3-c]pyridine-
2-carboxamide; |

N-[[6-{(4-
fluorophenyl)methylcarbamoyl
]-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine- |
2-carboxamide;

N-[[6-[(2- :
methoxyphenyl)methylcarbam
oyl]-6-azaspiro[2.5]octan-2-
yl]lmethyl]furo[2,3-c]pyridine-
2-carboxamide;
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N-[[6-[(3-
methoxyphenyl)methylcarbam
oyl]-6-azaspiro|2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine,,
2-carboxamide;

N-[[6-[(3-
fluorophenyl)methylgarbamoyl
]-6-azaspiro[2. Sfoctan-2-

yl]fethyl]furo[2,3-¢]pyridine-
2-carboxamide;

N-[{6-[(3.,4-
dichlorophenyl)methylcarbamo
yl]-6-azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(1- 1
adamantylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-[(4-
chlorophenyl)methylcarbamoyl |
]-6-azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;
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C o . N-{[6-{(2-
> > W chlorophenyl)methylcarbamoyl
» ]-6-azaspiro[2.5]octan-2-

ylJmethyl]furo[2,3-c]pyridin
2-carboxamide;

N-[[6-(ethylcarbimoyl)-6-
azaspiro[2. floctan-2- i
ylmethyl]furgf2,3-c]pyridine-

2-cagboxamide;

N-[[6-[(2,4- ;
lorophenyl)methylcarbamo
yl|-6-azaspiro[2.5]octan-2-
yl)methyl]furo[2,3-c]pyridine-
2-carboxamide;

di

N-[[6-[2-(3-hydroxy-3-methyl-
cyclobutyl)acetyl]-6-
azaspiro[2 S]octan-2- ‘

yl]methy!]furo[2,3-c]pyridine- '

2-carboxamide;

N-[[6-[2-(3-methyloxetan-3-
ylacetyl]-6-
azaspiro[2.5]octan-2-
ylmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide; !
N-[[6-[2-(2-pyridyl)acetyl]-6-
azaspiro[2 S)octan-2-
ylmethyl]-1,3-
dihydropyrrolo|3,4-c]pyridine-
2-carboxamide;
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N-[|6-]2-(3-pyridyl)acetyl]-6- ‘
azaspiro[2.5]octan-2- ‘
yl]methyl]-1,3- i
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;
N-[[6-[2-(3-

cyanophenyl)acetyl]-#-
azaspiro[2 S]octa
yllmethyl]-1

-[4-(1,2,4-triazol-1-
yl)benzoyl]-6-
azaspiro[2. Sloctan-2- ;
Jmethyl]furo[2,3-c]pyridine- '
2-carboxamide;

N-[{6-[2-(2-methylimidazol-1-
ylacetyl]-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-¢c]pyridine- [

2-carhoxamide; }
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~
- N
A |
a N-[[6-(1,3,5-trimethylpyrazole
4-carbonyl)-6-

azaspiro[2.5]octan-2- ;
yl]methyl]furo[2.3-c]pyi/dine- |
2-carboxamide;

o ;

N-[[6-(teff-butylcarbamoy!)-6-
azghpiro[2 S]octan-2-
yl]furo[2,3-c]pynidine-
2-carboxamide;

N-[[6-(1sopropylcarbamoyl)-6-
azaspiro[2.5]octan-2- ‘
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-
(cyclohexylmethylcarbamoyl)-
6-azaspiro[2 Sjoctan-2-
yllmethyl]furo[2,3-c|pyndine-
2-carboxamide;

N-[[6-(propylcarbamoyl)-6-
azaspiro[2.5Joctan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide; 3

|
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N-[[6-(cyclohexylcarbamoyl)- |
6-azaspiro[2.5]octan-2- ‘
yllmethyl]furo[2,3-c]pyridin
2-carboxamide,

azaspiro
yl]methyl]

-[[6-[2-(1-1s0propyl-4-
piperidylacetyl]-6-
azaspiro[2. S]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;

N-[[6-(3-methylbutanoyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine- |
2-carboxamide:

N-[[6-[2-(4-pyridyl)acetyl]-6-
azaspiro[2.5]octan-2- i
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;

N-[[6-(2-cyanoacetyl)-6-
azaspiro|2.5]octan-2- ‘
yl]methyl]-1,3- !
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;
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ethyl 2-[(1,3-
dihydropyrrolo[3,4-cJpyridine- |
2-carbonylamino)methyl]-6- |
azaspiro[2.5]octane-6-
carboxylate;

tert-butyl 2-[(1H-pyrro}b[3,2-
¢]pyndine-2
carbonylamino)

pyridine-2-

carbgnylamino)methyl]-7-

aspiro{3.5 nonane-7-
carboxylate;

/N-[[6-(2-(3-methyloxetan-3-
ylacetyl]-6-
azaspiro[2 Sloctan-2-
ylmethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(2-cyclohexylacetyl)-6-
azaspiro[2.5]octan-2- 1
yllmethyl]-1,3-
dihydropyrrolo[3,4-¢]pyridine-
2-carboxamide,

N-[[6-(3-
cyclohexylpropanoyl)-6- |
azaspiro[2.5]octan-2-
yllmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide,;

N-[[6-(2-morpholinoacetyl)-6-
azaspiro[2 S)octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxarmde;
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N-[[6-(3-phenylpropanoyl)-6- ]
azaspiro[2.5]octan-2-
yl]methyl|-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

tert-butyl 2-[(1,3-
dihydropyrrolo[3,4-c]pyi/dine-
2-carbonylamino )metfyl}-7-

. o A | difluorophghyljacetyl]-6-
/[L N )L o azaspiph[2.5]octan-2-
7N N dihydropyrrolo[3,4-c]pyridine-
N—/ 2-carboxamide;
. N-[[6-[2-[3- ‘
o o | | (yfluoromethyl)phenylJacetyl] |
\N/LN/ N = / -6-azaspiro[2 Sloctan-2-
2 O B VAN 7 yllmethyl]-1,3-

dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;

N-[[6-(tert-butylcarbamoyl)-6-
azaspiro{2 5)octan-2-
yllmethyl]-1H-pyrrolo[3,2-
¢|pyridine-2-carboxamide:

[2,2,2-trideuterio-1,1-
bis(trideuteriomethyl)ethyl] 2-
[(1,3-dihydropyrrolo]3,4-
¢]pyridine-2-
carbonylamino)methyl]-6- |

azaspiro[2.5 Joctane-6-
carboxylate,

(2-methoxy-1,1-dimethyl-2-
oxo-ethyl) 2-[(furo[2,3-
c]pyridine-2-
carbonylamino)methyl]-6-
azaspiro[2.5Joctane-6-
carboxylate;




WO 2013/127269

PCT/CN2013/000216

281
o 7 N-[[6-[2-(3-
° ~ N . cyanophenyl)acetyl]-6-
5\_/J\N/\€/ S azaspiro|2.S}octan-2- j
/=§_ i - yl]methyl]-1H-pyrrolo[3,2- |
\Ng/ ¢]pyridine-2-carboxamide;

N-[[6-[2-(4-
cyanophenyl)acetyl]-6
azaspiro[2.5]octan-J-

-carboxamide;

N-[[6-[3-(3-
pyridyl)propanoyl]-6-
azaspiro[2.5]octan-2-

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

N-[[6-(benzylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;

N-[{(6-benzylsulfonyl-6-
azaspiro|2. S]octan-2-
yl)methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;

N-[[6-(tert-butylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;
|
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N-[[6-(3.3-dimethylbutanoyl)-

6-azaspiro[2.5]octan-2-
/_/\[/L ) yl]methyl]-1 H-pyrrolo[3,2-
/ ¢|pyridine-2-carboxamide
\>/ (isomer 1); /

N-[]6-(3,3-dimethylbutangfl)-

M '\\N 6-azaspiro[2.5]octan-Z-

= N yl]methyl]-1H-pyrrol4[3,2-

N/ N\ _w ) c]pyridiqe—Z—carbo amide
C;j/u\ /\v( carbonylaghino)methyl]-6-

[2.5]octane-6-

N-
/\ /k J\\J yanophenyl)acetyl]-6-

azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo|3,2-
¢]pyridine-2-carboxamide;

(2-methoxy-1,1-dimethyl-
ethyl) 2-[(1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-
carboxylate;

|° N-[[6-(2-tetrahydropyran-4-
: ylacetyl)-6-azaspiro[2.5]octan-

\N)LN/\ I 2-ylmethyl]-1,3-
— : dihydropyrrolo[3,4-c]pyridine-
\  / 2-carboxamide;
N

N-[[6-(1,3,5-trimethylpyrazole-
4-carbonyl)-6-
azaspiro[2.5]octan-2-

ﬂ Y | ylmethyl]-1 3- |
<\ dihydropyrrolo[3,4-c]pyridine- ‘

o]

N—/ 2-carboxamide; L
° N-[[6-(]-methylpyrazole-4- I
o _ carbonyl)-6- i
J\ o~ /\JN - )an azaspiro[2.5]octan-2- |
! N V\/ =N yl}methyl]-1,3-

- dihydropyrrolo[3,4-c]pyridine-
\N__/ 7 2-carboxamide;
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. i / N-[[6-(1-1sopropyl-3,5-
' " \, dimethyl-pyrazole-4-carbonyl)-
S § L } 4 6-azaspiro[2.5]octan-2-
/—< I yl|methyl]furo[2,3-c]pyridine-
N Ny — .
N/ _ / 2-carboxamide; ,‘
|
,0-\’)\ ~ NM“ |
¥ \ ’ " Ni
VN
\— /7

Q)

(1-methylcyflobutyl) 2-[(1,3-
! lo[3,4-c]pyndine- -
2-carbogfylamino)methyl]-6-
azgfpiro[2 5]octane-6-
carboxvlate;

N-[[6-(3-
morpholinopropanoyl)-6-
azaspiro[2.5]octan-2-

yl]methyl]-1,3- i
dihydropymrolo[3,4-c]pyridine-
2-carboxamide;

N-[[6-(2,2-difluoro-2-phenyl-
acetyl)-6-azaspiro[2.5]octan-2-
ylmethyl]-1,3-
dihydropyrrolo[3,4-¢]pyridine-
2-carboxamide;

carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

N-[[6-(3-methylpyridine-2-
2-carboxamide; ‘
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I =
== \ / N-[[6-(3-methylpyridine-4-

/ carbonyl)-6-
° 0 azaspiro[2 S]octan-2- |
N yllmethyl]furo[2.3-c]pyridife-

NH 2-carboxamide;

Q
I N— 0

N-[[6-(6-fethylpyridine-3-
arbonyl)-6-
azghpiro[2.5]octan-2-
yl]mgthyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(6-methylpyridine-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(4-methylpyridine-2-
carbonyl)-6-
azaspiro[2,5]octan-2-
yllmethyljfuro(2,3-c]pyridine-
2-carboxamide,
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N-[[6-(I H-benzirmdazole-4-
carbonyl)-6-
azaspiro[2.5Joctan-2-

yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(pyrro}f[],2-
c]pyrimidine-3 £arbonyl)-6-
azaspiro[2/]octan-2-
yl]methyl]fugh[2,3-c]pyndine-

2-cgrboxamide; ‘

/

N-[[6-(1H-benzotriazole-5-
carbonyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2.3-c]pyndine-
2-carboxamide; ‘

N-[[{6-(1H-pyrrolo[2,3-
b]pyridine-4-carbonyt)-6-
azaspiro[2.5]octan-2-
ylmethyl]furo[2,3-c]pyridine-
2-carboxamide; |

N-[[6-(! H-indazole-4-
carbonyl)-6-
azaspiro[2.5]octan-2- i
yljmethyl]furo[2,3-c|pyridine- |
2-carboxamide;
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N
=
HN—_,
N \ (o) HN
A2

N-[[6-(1H-benzimidazole-5-
carbonyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyifine-

2-carboxamide, 1

N-[[6/£4-cyanobenzoyl)-6-
aspiro[2.5]octan-2-
yl]gfethyl]furo[2,3-c]pyridine-
2-carboxamide,

N-[[6-(3-cyanobenzoyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-[4-[(5-methyl-1,2,4-
oxadiazol-3-
yl)methoxy]benzoyl]-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;

]
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¢ N-{[6-[4-
N (morpholinomethyl)benzoyl]-
6-azaspiro[2.5]octan-2-
o ylimethyl]furo[2,3-c]pyridpie-
2-carboxamide;

\_/ Wf/
N-[[6-[4-[(2-fethylimidazol-1-

Jfuro[2,3-c]pyridine-
2-carboxamide;

N-[[6-[4-
(trifluoromethoxy)benzoyl]-6-
azaspiro[2.5]octan-2- |
yl]methyl]furo[2,3-c]pyridine- :
2-carboxamide; "‘

N-[[6-[4-(pyrrolidin-1-
ylmethyl)benzoyl]-6-
azaspiro[2.5]octan-2-

ylJmethyl]furo[2,3-c]pyridine-
2-carboxamide;
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NH

\_/
N-[[6-[3-(1,2,4-triazol-1-
AP N/N\ ylmethyl)benzoyl]-6-
|\ > azaspiro[2.5Joctan-2-
5 =y yllmethyl]furo[2,3-c]pyridf
i 2-carboxamide;
N 0
——=N
\_/
N-[[6-]2A4,2,4-tr1azo]-1-
AN N ylmepyl)benzoyl]-6-
N/ ,\N azagpiro[2 5]octan-2-
o ~F yllmeghyl]furo[2,3-c|pyridine-
" 2-carboxamide;
[o]
===N /Nzi\
\ / 4
N-[[6-[4-(1,2,4-triazol-1-
N C = ylmethyl)benzoyl]-6-
N / azaspiro[2.5]octan-2-
o yl]methyl]furo[2 3-c]pyridine-
i 2-carboxamide;
N o
——==N
N-[[6-[3-(imidazol-1-
A= ylmethyl)benzoyl]-6-

azaspiro[2.5Joctan-2-
yl]methyl]furo[2,3-c]pyndine-
2-carboxamide;
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N-[[6-(4-1midazol-1-
ylbenzoyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyrigine-
2-carboxamide;

/\N
Q
—===N /"\‘\
\ / HN P
N-[[6-[4-4 H-1 2 4-triazol-5-
NP )benzoyl]-6-

agaspiro[2.5]octan-2-
thyl]furo{2,3-¢c]pyridine-
2-carboxamide;

N-[[6-(6-imidazol-1-
ylpyridine-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-[4-
(trifluoromethyl)pyridine-2-
carbonyl]-6-
azaspiro[2.5]octan-2-
yl]Jmethyl]furo[2,3-c]pyridine-
2-carboxamide;
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=N : R
F
\ F
\ / N-[[6-[6-
O N (trifluoromethyl}pyridine-3-
/ carbonyl]-6-
P AN azaspiro[2.5]octan-2-
o NH yl]methyl]furo[2,3-c]pyri
% . 2-carboxamide;
@]
7/ \\NH F
(10
s S Va

N-[[6-(4-sulfamoylbenzoyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-¢c]pyridine-
2-carboxamide;

N-[[6-[2-(imidazol-1-
ylmethyl)benzoyl]-6-
azaspiro[2. S]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide,

N-[[6-(quinoxaline-6-
carbonyl})-6-
azaspiro[2.5Joctan-2-
yllmethyl]furo[2.3-c]pyridine-
2-carboxamide;
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N-[[6-(1,6-naphthyridine-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridfe-
2-carboxamide,

yllfuro[2,3-c]pyridine-
2-carboxamide;

N-[[6-(3-acetamidobenzoyl)-6-
azaspiro[2.S]octan-2-
yl]methyl]furof2,3-c]pyridine-
2-carboxamide;
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N-[[6-(3-acetamidopyridine
carbonyl)-6-
azaspiro[2.5]octan-=
yljmethyljfuro[2,3-c]
2-carboxamige;

NA[6-(2,1,3-benzoxadiazole-5-
carbonyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(1,8-naphthyridine-4-
carbonyl)-6-
azaspiro[2.5]octan-2-

ylimethylifuro[2,3-c]pyridine- |

2-carboxamide;

|
\
|

N-[[6-(isoquinoline-5-
carbonyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide,
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N-[[6-(quinoxaline-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyrids
2-carboxamide;

naphthyridine-2- |
arbonyl)-6- "
azghpiro[2.5]octan-2- ‘
yl)furo[2,3-c]pyridine- |
2-carboxamide; 5

N-[[6-(1,8-naphthyridine-2-
carbonyl)-6-
azaspiro[2 5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide,

o ) N-[[6-(13s0xazole-5-carbonyl)-
o J = p 6-azaspiro[2.5]octan-2-
VA / H 7 oyl ylJmethyl]furo[2,3-c]pyridine-

2-carboxamide;

A N-[[6-(3-methylbutanoyl)-6-
azaspiro[2.Sjoctan-2-
dwo yl]methyl]furo|2,3-c]pyridine-
/ © 2-carboxamide;
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1

tert-butyl 2-[(4,6-dihydro-1H-
pyrrolo[3.4-c]pyrazole-5-
carbonylamino)methyl]-6-

azaspiro[2.5Joctane-6- /

carboxylate;
N-[[6-[2-(1,4-dimethy]/4-

N-[[6-[2-(3-hyghoxy-3-methyl-
cyclobugacetyl]-6-
azaspplo[2.5]octan-2-
y/imethyl]-1,3-
yrrolo{3,4-c]pyridine-
2-carboxamide;

dihydr

|

-[[6-[2-(3-pynidylacetyl]-6-
azaspiro[2.5]octan-2-
yl]Jmethyl]-1H-pyrrolo[3,2-
¢lpyndine-2-carboxamide;

N-[[6-[2-(4-pyridyD)acetyl]-6-
azaspiro|2.5]octan-2-
ylJmethyl]-1H-pyrrolo[3,2-
c¢]pyridine-2-carboxamide;

N-[[6-(1,3-dimethylpyrazole-4-
carbony!)-6-
azaspiro[2.5]octan-2-
yllmethyl]-1,3-
dihydropyrrolo[3,4-¢]pyndine-
2-carboxamide;

:

N-[[6-[4-(2-methyltetrazol-5-
yl)benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-clpyndme-

2-carboxamide;
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N

\

N

N-[[6-(4,6-dimethylpyridine-3- 4

carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyri
2-carboxamide;

N-[[6-(4-oxppentanoyl)-6-
azaspirf|2 S]octan-2-
yljmethylfturo[2,3-c]pyridine-

“carboxamide,

1

-{[6-(4-hydroxy-4-methyl-
pentanoyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(3-hydroxy-3-methyl-
butanoyl)-6-
azaspiro[2 Sloctan-2-
ylJmethyl]furo[2,3-c]pyridine-
2-carboxamide,

N-[[6-[2-(2-pyridyl)acetyl]-6-

azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo|[3,2-
¢]pyridine-2-carboxamide;

i

N-[[6-(2-pyrimidin-2-vlacetyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]-1.3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide:;
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azaspiro[2.5]octan-2-

g N . :
w N-[[6-(2-pyrazin-2-ylacetyl)-6-
/“\ /\\N'Ju‘:‘\q/“ i
N yl]methyl]-1,3-
7N\ ”W dihydropyrrolo[3,4-c]pyridineZ

M - 2-carboxamide;

o N-[[6-(3-thiazol-2-

9 PN /J\/ s ylpropanoy!)-6-

N/,.LN/\ | \X\/> azaspiro[2.5]octan-Z-

/WS: N et yl]methyl]-1.3

Ny dihydropyrrolo[3.4-#pyridine-
" 2-carboxapfide;

i N-[[6-(2-phengkyacetyl)-6-
J N/U\/O # | azaspiro[Z S]octan-2-
_ N \‘u’/. j S . y‘] thy]]-l,3- o
o dihydropyfrolo|3,4-c]pyridine-
\ / Lcarboxamide;

~(3-tetrahydropyran-4-
yipropanoyl!)-6-
azaspiro[2.5]octan-2-
yl]lmethyl]-1,3-
\ >’ ‘ dihydropyrrolo[3,4-c]pyridine-
/ 2-carboxamide;

N-[[6-(4-methylpyridine-3-

N carbonyl)-6-
= Ny N J P azaspiro[2.5]octan-2-
VAR =7 N yl]mgthyl]—lH-pyrrolo[_3,2-
\ / ¢]pyridine-2-carboxamide;

N-[[6-(3,5-dimethyl-1H-
pyrazole-4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl|methyl]-1,3- i
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;
N-[[6-(1,3,5-trimethylpyrazole-
4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-
c¢]pyndine-2-carboxamide;

N-[[6-(] -tert-butyl-3,5-

o J_ / .
P T N dimethyl-pyrazole-4-carbonyl)-
° f \u‘/ﬁ\—é\) /l\ﬂ/“/\ 6-azaspiro{2.5]octan-2-
N v yl]methyllfuro[2,3-¢c]pyridine-

S 2-carboxamide;
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N-[[6+(1 -benzyl-3,5-dimethyl- |
pyrazole-4-carbonyl)-6-
azaspiro[2 S]octan-2-
yl]lmethyl|furo[2,3-c]pyridine-

2-carboxamide; /

N-[[6-(5-tert-butyl-2-methyl
pyrazole-3-carbonyl)-6-
azaspiro[2.5]octan-2
yl]methyl}furo[2,3-c]pyfidine- |
2-carboxami

N-[[6-(2-ethylpyfazole-3-
carbony)-6-

azaspiro[2AJoctan-2-

ylImethyl]fupb[2,3-c]pyridine-

2-cgrboxamide;

ethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6+(2,4-dimethylpyrazole-3- |
carbonyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]jfuro[2,3-c]pyridine-
2-carboxamide;

N-[[6-(1.3,5-trimethylpyrazole-
4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide (isomer 1),
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Zz

\

o N-[[6-(1,3,5-trimethylpyrazole
N 4-carbonyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyifine-
2-carboxamide (iso

azaggpiro|2 5]octan-2- i
yllmeghyl)furo[2,3-c]pyridine-
2-carboxamide;

/ N-[[6-[1-(1-

1sopropylpyrrolidin-3-
yl)pyrazole-4-carbonyl]-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-[1-(1-acetylpyrrolidin-3- |
yl)pyrazole-4-carbonyl]-6-
azaspiro[2.5]octan-2- !
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
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299
Ny N-[[6-[5-(1,3-dimethylpyrazol-
l 4-yl)isoxazole-3-carbonyl]-6-
P azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c|pyridyfe-
0 2-carboxamide;

azaspro[2.5 Joctane-6-

o carbghyl]-4,6-dihydro-1H-
N\\( pyfrolo[3,4-c]pyrazole-5-

carboxylate;

/

N-[[6-[1-(1-methylpyrrolidin-
3-yl)pyrazole-4-carbonyl]-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(2-tert-butyl-5-methyl-
pyrazole-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yllmethyl}furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(2-methylimidazo[1,2-
a]pynidine-3-carbonyl)-6-
azaspiro[2 5]octan-2- ‘
yl]methyl]furo[2,3-c]pyridine- |
2-carboxamide;
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N-[[6-(6-methyl-1H-
benzimidazole-2-carbonyl)-6-
azaspiro|2.5]octan-2-

yllmethyl]furo[2,3-c]pyridine-
2-carboxamide; /

carponyl)-6-
azasppo[2.5]octan-2-
yllmethyf|furo[2,3-¢]pyridine-
-carboxamide;

-[[6-(pyrazolo[1,5-
pyrimidine-2-carbonyl)-6-
azaspiro|2 5)octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(1-ethyl-3,5-dimethyl-
pyrazole-4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(6-methylimidazo[],2-
a]pyndine-2-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(pyrazolo[1,5-
a]pyridine-3-carbonyl)-6-
azaspiro[2.5)octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;




WO 2013/127269 PCT/CN2013/000216

N-[[6-(imdazo[1,2-a]pyridine-
2-carbonyl)-6-
azaspiro[2.Sjoctan-2-
yl|methyl]furo[2,3-¢]pyridine-
2-carboxamide;

N-[[6-(5-1sopropylisoxgfole-4-
carbonyl)-6-
azaspiro[2.5]ogfan-2-
yllmethyllfuro[2 }-c]pyridine-
2-carboyhmide,

(3-isobutyl-1H-pyrazole-
5-carbonyl)-6-
azaspiro[2.5]octan-2-
ylimethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(imidazo[1,2-
a]pyrimidine-2-carbonyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide; :

N-[[6-(pyrazolo[1,5-
a]pyrimidine-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-

2-carboxamide; ;
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302
AN
HN
— | S N-[[6-(3-tert-butyl-1H-
pyrazole-5-carbonyl)-6-
© s azaspiro[2.5]octan-2-
N \ ylJmethyl]furo[2,3-c]pyridjfe-
© 2-carboxamide;
HN
© i
; !
N/
\ I > N
(o] /
N \ / thyl]furo[2,3-c]pyridine-
o 2-carboxamide;
HN
N\ -

NH

N-[[6-(3-1sopropyl-1H-
pyrazole-4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine- |
2-carboxamide;

N-[[6-(2-1sopropylpyrazole-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
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Xy

F

\

()
f

P
\ 4
o

N-[[6-(5-ethyl-2-methyl-
pyrazole-3-carbonyl)-6-
azaspiro[2 5]oclan-2- 1
yl]methyl]furo|2.3-c)pyride- |
2-carboxamide;,

N-{[6-(5-cyflopropylisoxazole-
3carbonyl)-6-
azghpiro[2 S]octan-2-
wl]furo[2,3-¢]pyridine-
2-carboxamide; i

l_

e

N-[[6-(5-cyclopropylisoxazole-
4-carbonyl)-6-
azaspiro[2.5]octan-2-
ylJmethyl]furo[2,3-c]pyridine-
2-carboxamide;

\

N\

O /

9
o

7
4
bl
g
Q.

o]

AN

N-[[6-(3,5-dimethyl-1H-
pyrazole-4-carbonyl)-6-
azaspiro[2.5]octan-2-
ylJmethyl]furo[2,3-c]pyridine-
2-carboxamide: ]
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HN

304
Y
' N-[[6-(1,5-dimethylpyrazole-4-
= carbonyl)-6-
\ azaspiro[2.5]octan-2-
o yl]methyl]furo[2,3-c]pyridjfe-
2-carboxamide;
N |
o |
— /\N
| N-[[6-
0 =
: \ 0 yllmeyfhyl|furo[2,3-c]pyridine-
4 2-carboxamide;
HN
o}
f i
\N
\ Y
N-{[6-(3-cyclopropyl-1H-
o pyrazole-4-carbonyl)-6-
azaspiro[2.5joctan-2-
N ylJmethyl}furo[2,3-c]pyridine-
2-carboxamide;
HN j
o
"
/ ey N-[[6-(1,4,5,6-
=N ‘ tetrahydrocyclopenta[c]pyrazol
o L e-3-carbonyl)-6-

azaspiro[2. S]octan-2-
yljmethyljfuro[2,3- c]pyndme— |
2-carboxamide;
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N-[[6-(2,5-dimethyloxazole-4-
carbonyl)-6-
azaspiro|2 Sloctan-2-
yi]methyl]furo[2,3-c]pyridi
2-carboxamide;

N-[[6-(1,3-diphethylpyrazole-4-

cgfbonyl)-6- 3
azasgro[2 S)octan-2-

' yllmetf1]furo[2,3-c]pyridine-

2-carboxamide; ‘

N-[[6-(oxazole-5-carbonyl)-6-
azaspiro[2.S]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide:

N-[[6-(150xazole-4-carbonyl)-
6-azaspiro[2.5]octan-2-
yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;
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N-[[6-(1 H-imidazole-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
ylmethyl]furo[2,3-c]pyridi
2-carboxamide;

N-[[6-[4-(4-HAethylpiperazin-1-
enzoyl|-6-
iro[2. 5]octan-2-

N-[[6-(3H-imidazo[4,5-
b]pyridine-6-carbonyl)-6-
azaspiro[2.5]octan-2- ;
yl]methyl]furo[2,3-c]pyridine- :
2-carboxamide; |

N-[[6-(5-methylpyridine-2-
carbonyl)-6-
azaspiro[2.5]octan-2- |
yl)methyl]furo[2,3-c]pyridine- °
2-carboxamide; :
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i N-[[6-[4-[(4-methylpiperazin-
/\M (\ - 1-yl)methyl}benzoyl]-6-
PO U azaspiro[2.5]octan-2-
—= ' N N SN 7
/—_/ o h% h yl]methyl]-1H-pyrrolo[3,2-

% c]pyridine-2-carboxamide;
l
)
© /’\\NJ\_ \\ //J
N G /J L J
—— H e e
NH
\_/
0 P /L_ g [

spiro[2.5]octan-2-
yl]-1H-pyrrolo[3,2-

6-]4-[(4-methylpiperazin-
1-yD)methyl]benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3- ,
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;
N-[[6-(1,5-dimethylpyrazole-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;

N-[[6-(2,2-
dimethylcyclopropanecarbonyl
)-6-azaspiro[2.5]octan-2-
yllmethyl]-1H-pyrrolo[3,2-
c]pyridine-2-carboxamide:

(3-methyloxetan-3-yl) 2-[(1,3-
dihydropyrrolo[3,4-c]pyndine-
2-carbonylamino)methyl}-6-
azaspiro[2.5]octane-6-
carboxylate;
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2 ] (2-hydroxy-1,1-dimethyl-ethyl) |
ﬁ\ /\NJ\Ok “on 2-[(1,3-dihydropyrrolo[3,4-
BN c]pyridine-2- |
" v\/ carbonylamino)methyl]-6-
[N azaspiro[2.5]octane-6-
N carboxylate;

N-[[6-(4-methylpyridine-£-
carbonyl)-6-
azaspiro[2.5]octa
yllmethyl]-1 -

dihydropyrrolo[3,4/£]pyridine- |

yrrolo[3,4-c]pyridine-
2-carboxamide;
-[[6-(4-is0xazol-5-yl-1-
ethyl-pyrazole-3-carbonyl)-
6-azaspiro]2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;
N-[[6-(2,4-dimethyloxazole-5-
carbonyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]-1,3- ‘
dihydropyrrolo[3,4-¢c]pyridine-
2-carboxamide; |
N-[[6-[2-(1,4-dimethyl-4-
piperidyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3- ‘
dihydropyrrolo[3,4-c]pyridine- |
2-carboxamide;
N-[[6-[2-(2-
cyanophenyl)acetyl]-6-
azaspiro[2 5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pynidine-
2-carboxamide;
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0 Ji (2-acetamido-[,1-dimethyl-
O ethyl) 2-[(1,3-

ey
PR i dihydropyrrolo[3,4-c]pyridine-
<f\” i \ 2-carbonylamino)methyl]-6-

( A azaspiro[2 §Joctane-6-
- carboxylate;

/o dihydrogyrrolo[3,4-c]pyridine-
N 2-carboxamide;
[6-[(3-methyloxetan-3-
yl)carbamoyl]-6-
azaspiro[2 5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;
N-[[6-[4-(4-methylpiperazin-1-
yl)benzoyl}-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;
N-[[6-[4-(4-methylpiperazin-1-
yl)benzoyl]-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1H-pyrrolo[3,2-
c]pyridine-2-carboxamide; |
N-[[6-(2,2-
dimethyleyclopropanecarbonyl
)-6-azaspiro[2.5]octan-2-
ylJmethyl]-1H-pyrrolo[3,2-
c¢]pyridine-2-carboxamide;

N
N-[[6-(1,3,5-trimethylpyrazole-
[s]
)L W N 4-carbonyl)-6- z
N '.1/\ . /J Sy azaspiro[2.5]octan-2-
<§ ~ : yl]methyl]-1,3-
/

dihydropyrrolo[3,4-¢c]pyridine-
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2-carboxamide (1somer 1),
° } N-[[6-(1,3,5-trimethylpyrazole-
4-carbonyl)-6-
azaspiro[2.5joctan-2-
yljmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridi
2-carboxamide (isomer 2/,

tetradeuteriopyrrol
clpyridine- ;
carbonyl)amino]pfethyl]-6-

|
=

|

|
-[[6-(4-1soxazol-5-yl-1- ;

- ethyl-pyrazole-3-carbonyl)- !
6-azaspiro[2.5]octan-2-

yllmethyl]-1H-pyrrolo[3,2-
c|pyridine-2-carboxamide:

N-[[6-(2.4-dimethyloxazole-5-
carbonyl)-6-
azaspiro[2 5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-
c]pynidine-2-carboxamide;

N-[[6-(2,2-
dimethylcyclopropanecarbonyl
)-6-azaspiro[2 5loctan-2-
yl]methyl]furo[2,3-c]pyrndine- !

2-carboxamide; J

N-[[6-[4-(4-methylpiperazine-
| -carbonyl)benzoyl]-6-
azaspiro[2.5]octan-2- |

yl]methyl]-1,3- J

dihydropyrrolo(3,4-cjpyridine-
2-carboxamide;
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N-[[6-(2,2-
dimethyleyclopropanecarbonyl
)-6-azaspiro[2.5]octan-2-
yilmethyl]furo[2,3-c]pyridine-
2-carboxamide;

(3-methyltetrahydrofuran-3
2-[(1,3-dihydropyrrolo
c]pyridine-2-

iro[2.5]octane-6-
carboxylate; |
N-|[6-(2,2-
dymethylcyclopropanecarbonyl
)-6-azaspiro[2.5]octan-2- |
yllmethyl]-1,3- i
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide;
N-[[6-(2,2-
dimethylpropylsulfonyl)-6-
azaspiro[2.5]octan-2-
ylmethyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(2.2-
dimethylpropylsulfonyl)-6-
azaspiro[2.S]octan-2-
yllmethyl]-1 H-pyrrolo[3,2-
] yr1d1ne-2 carboxamlde

N-[[6~(2.2-
dimethylpropylsulfonyl)-6-
azaspiro[2 5)octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-¢]pyridine-
2-carboxamide;
N-{[6-(4,4,4- |
trifluorobutanoyl)-6-
azaspiro[2 S]octan-2-
yljmethyl]-1,3- ‘
dihydropyrrolo[3,4-c]pyridine- .
2-carboxamide;, }

i
|
|
|
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tert-butyl 2-[(pyrazolo[1,5-
b]pvridazine-5-

carbonylamino)methyl]-6-

azaspirof2.5]octane-6-
carboxylate;

N-[[6-(2,4-dimeghyloxazole-5- .

ro[2,3-c|pyridine-

N-[[6-(2,4-dimethyloxazole-5-
carbonyl)-6-
azaspiro[2 S]octan-2-
yllmethyl]furo[2,3-c]pyridine-

2-carboxamide,

N-[[6-[2-(2-hydroxy-2-megthyl-
propoxy)acetyl]-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1 H-pyrrolo[3,2-
c]pynidine-2-carboxamide;
N-[[6-[2-methy]-4-
(trifluoromethyl)thiazole-5-
carbonyl]-6-
azaspiro[2. S]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3, 4-c]pyridine-

2-carboxamide;, 7
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[ c N-[[6-(2,2- |

o . \\ _~ | dimethylcyclopropanecarbonyl
~ J\ P { )-6-azaspiro[2 Sloctan-2-
e %\/ yl]methyl}-1,3-

. dihydropyrrolo[B,4-c]pyridir7

/ N\
e
\\NJ 2-carboxamide;

o . J\ /J</ tert-butyl 2-[(imidazo[1/2-
J\ J’ o ™ a]pyridin-6-
" Ny vlmethylcarbamoylamfno)meth .
/\V\ yl]-6-azaspiro[2 5)bctane-6- |

yrrolo[3,4-c]pyndine-
2-carboxamide;,
N-[[6-[2-(6-amino-3- |
pyridylacetyl]-6- i
azaspiro[2. S]octan-2-
yllmethyl]-1,3-
dihydropyrrolo[3,4-c]pyrnidine- -
2-carboxamide,
N-[[6-(morpholine-4-
carbonyl)-6-
azaspiro[2 5]octan-2-
yl]methyl]-1,3- ‘
dihydropyrrolo[3,4-c]pyridine- |
2-carboxamide; :
9 N-[[6-[53-(trifluoromethy])-TH- |
o : pvrazole-3-carbonyl]-6- l
J\ _ R I azaspiro[2.5]octan-2-
— /7 N " F yllmethyl]-1 3-
Y. dihydropyrrolo|3,4-c])pyndine-
N 2-carboxamide;
1 N-[[6-(4-hydroxy-4-methyl-
RN pentanoyl)-6-
azaspiro|2.S)octan-2-
ylJmethyl]-1H-pyrrolo[3,2-
c]pyridine-2-carboxarmde;
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N-{[6-4-
(trifluoromethyl)pyridine-3-
carbonyl}-6-
azaspiro[2.5]octan-2-
yl]methyl]-1 3-
dihydropyrrolo[3,4-c|pyridi

\\\N_/ 2-carboxamide;
) NA{16-[2-(4- |
L[
PR o
Ny J
—— /j i
N\ / dihydropyrrol ‘

cyglobutyl)acetyl]-6-
aspiro[2.5]octan-2-
ethyl]-1H-pyrrolo[3,2-
pyridine-2-carboxamide;

/(2—hydr0xy-2-methy]—propyl)
2-[(1H-pyrrolo[3,2-c]pyridine-
2-carbonylamino)methyl]-6-
azaspiro[2 S]octane-0-
carboxylate;

b]pyridazine-6-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-
carboxylate;

|
|
tert-butyl 2-[(imidazo[1,2- i
|

N-[[6-[2-[4-methyl-1-(2,2 2- |
trifluoroethyl)-4- \
piperidyljacetyl]-6- !
azaspiro[2.5]octan-2-
yllmethyl]-1,3- ‘
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide; J

N-[[6-(2,4-dimethylthiazole-5- i
carbonyl)-6- |

yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine- |

azaspiro[2.5]octan-2- i

2-carboxamide;
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N-[[6-[4-(1-methyl-4-
piperidyl)benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine
2-carboxamide; |
tert-butyl 2-[[(6-amino-1/5- ﬁ‘
dihydropyrrolo[3.,4-c]pyfAdine- |
2-carbonyl)amino]mephyl]-6-
azaspiro[2.5 Joctghe-6-

N-[[6-(2-pyrimigfin-5-ylacetyl)- |
6 ' Sloctan-2-

1,1 73-tetradeuterio-N-[{6-(3-
mcthylbutanoyl)-6-
azaspiro[2.5]octan-2-
yllmethyl]pyrrolo[3.4-
c]pyridine-2-carboxamide;

(3-methyloxetan-3-yl) 2-
[[(1,1,3,3- j
tetradeuteriopyrrolo[3,4-
c]pynidine-2-
carbonyl)amino|methyl]-6-
azaspiro[2.5]octane-6- ‘
carboxylate; !
I.1,3 3-tetradeuterio-N-[[6- '
(2,4-dimethyloxazole-5-
carbonyl)-6- r

azaspiro[2.5]octan-2-
yl]methyl]pyrrolo|3.4-
¢]pyridine-2-carboxamide;

N-[(6-benzoyl-6- :
azaspiro[2.5]octan-2- !
yl)methyl]furo[2,3-c]pyridine- |
2-carboxamide; ,

—J
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o N-[[(2S)-6-(3-
° . /U\/L methylbutanoyl)-6-
/L o, | azaspiro[2 S]octan-2-
(§7 NS yl]methyl]-1,3-
. dithydropyrrolo[3,4-c]pyridine
‘N / 2-carboxamide; /

@ N-[{[(2R)-6-(3-
0 /H\/L methylbutanoyl)-6

- : :
— / N yl]methyl]-1
/ dihydropyrroto{3,4/c]pyridine-
N / ) 2-carboxgmide;

carponyl)-6-
azaspyo[2 S]octan-2-

yrrolo[3,4-c]pyridine-
2-carboxamide; :
1sopropyl 2-[(furo[2,3- :
c]pyridine-2- l
carbonylamino)methy!|-6-
azaspiro[2.5Joctane-6-
_carboxylate;
(3-methyloxetan-3-yl) 2-
[(furo[2,3-c]pyridine-2- !
carbonylamino)methyl]-6- ‘
azaspiro[2.5Joctane-6-
carboxylate;

N-[(6-benzoyl-6- |

- : azaspiro[2. 5]octan-2- |

. o yhymethyl]-1,3-

| N_< dihydropyrrolo[3,4-¢]pyridine- J
N 2-carboxamide;

(3-methyloxetan-3-yl) (2S)-2- |
[(1,3-dihydropyrrolo[3.4-
c]pyridine-2-
carbonylamino)methyl]-6-
azaspiro[2. 5 Joctane-6-
carboxylate; 1

and sterfoisomers thereof, and pharmaceutically acceptable salts of such compounds

and ¢fereoisomers.

17, A pharmaceutical composition comprising: (a) an effective amount of at least
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one compound of claim 1; and (b) a pharmaceutically acceptable carrier.

18. The pharmaceutical composition of claim 17, further comprising

therapeutically effective amounts of one or more additional adjunctive active goents,

19.  The pharmaceutical composttion of claim 18, wherein said one of more
additional adjuctive active agents are selected from the group consisphg of cytotoxic

agent, cisplatin, doxorubicin. taxotere, taxol, etoposide, irtnotecanfcamptostar,

10 methoxtrexate, temozolomide, cyclophosphamide, SCH 66346, tipifarnib
(Zarnestra™), R115777, L778,123, BMS 214662, Iressa” frarceva™, 225,
GLEEVEC?, intron”, Peg-Intron”, aromatase combingfions, ara-C, adriamycin,
cytoxan, gemcitabine, Uracil mustard, Chlormethigg, lfosfamide, Melphalan,
Chlorambucil, Pipobroman, Triethylenemelamip€, Triethylenethiophosphoramine,

15 Busulfan, Carmustine, Lomustine, Streptozogfn, Dacarbazine, Floxuridine,
Cytarabine, 6-Mercaptopurine, 6-Thioguagine, Fludarabine phosphate, oxaliplatin,
leucovirin, oxaliplatin (ELOXATINR), entostatine, Vinblastine, Vincristine,
Vindesine, Bleomycin, Dactinomycif, Daunorubicin, Doxorubicin, Epirubicin,
Idarubicin, Mithramycinm, Deoxfcoformycin, Mitomyc¢in-C, L-Asparaginase,

20  Temposide 17a-Ethinylestradigl, Diethylstilbestrol, Testosterone, Prednisone,
Fluoxymesterone, Dromostgholone propionate, Testolactone, Megestrol acetate,
Methylprednisolone, Mefhyltestosterone, Prednisolone, Triamcinolone,
Chlorotnanisene, Hydfoxyprogesterone, Aminoglutethimide, Estramustine,
Medroxyprogestergheacetate, Leuprolide, Flutamide, Toremifene,

25  goserelin, Carbfplatin, Hydroxyurea, Amsacrine, Procarbazine, Mitotane,

Mitoxantrong/ Levamisole, Navelbene, Anastrazole, Letrazole, Capecitabine,

Altrftamine, Melphalan, Trastuzumab, Lerozole, Fulvestrant, Exemestane,

sfomide, Rituximab, C225, Campath, leucovorin, and dexamethasone,
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bicalutamide, carboplatin, chlorambucil, cisplatin, letrozole, megestrol, valrubicin,

vinblastine and NIASPAN".

20. The pharmaceutical composition of claim 17 further comprising a res

5 agent.

21, The pharmaceutical composition of claim 20, wherein the resguing agent is
selected from the group consisting of nicotinamide, nicotinic acid/and nicotinamide

mononucleotide (NMN),

10
22 A method of treating a subject suffering from or Jfagnosed with a disease or
medical condition mediated by NAMPT activity, comgfrising administering to the
subject in need of such treatment an effective amoydt of at least one compound of
claim 1,

15
23. The method of claim 22, wherein thfe disease or medical condition is a sohid or

liquid tumor, non-small cell lung cancey] leukemia, lymphoma, ovarian cancer,

glioma, breast cancer, uterine cancey/colon cancer, cervical cancer, lung cancer,

prostate cancer, skin cancer, rhingfgastric tumors, colorectal cancer, CNS cancer,

20 bladder cancer, pancreatic canger, Hodgkin’s disease, rheumatoid arthritis, diabetes,
atherosclerosis, sepsis, aginf or inflammation.

24, The method ofclaim 22, further compnising administering to the subject an

effective amount gfat least one compound selected from the group consisting of. a

25  cytotoxic agent/isplatin, doxorubicin, taxotere, taxol, etoposide, irinotecan,
camptostar, ypotecan, paclitaxel, docetaxel, the epothilones, tamoxifen, 5-

, methoxtrexate, temozolomide, cyclophosphamide, SCH 66336,

(Zamestra™), R115777, L778.123, BMS 214662, Iressa™, Tarceva”, C225,

fluoroura

* intron”, Peg-lntron”, aromatase combinations, ara-C, adnamycin,
30 toxan, gemcitabine, Uracil mustard, Chlormethine, Ifosfamide, Melphalan,

Chlorambucil, Pipobroman, Triethylenemelamine, Triethylenethiophosphoramine,
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Busulfan. Carmustine, Lomustine, Streptozocin, Dacarbazine, Floxuridine,
Cytarabine, 6-Mercaptopurine, 6-Thioguanine, Fludarabine phosphate, leucovirin,
oxaliplatin (ELOXATIN"), Pentostatine, vincristine, Vindesine, Bleomycin,
Dactinomycin, Daunorubicin, Doxorubicin, Epirubicin, Idarubicin, Mithramyg#n "',

5 Deoxycoformycin, Mitomycin-C, L-Asparaginase, Teniposide 1 7a-Ethiny)fstradiol,
Diethylstilbestrol, Testosterone, Prednisone, Fluoxymesterone, Dromosjénolone
propionate, Testolactone, Megestrol acetate, Methylprednisolone, Mghhyltestosterone,
Prednisolone, Triamcinolone, Chlorotrianisene, Hydroxyprogestepbne,
Aminoglutethimide, Estramustine, Medroxyprogesteroneacetatf, Leuprolide,

10 Flutamide, Toremifene, goserelin, Carboplatin, Hydroxyuref, Amsacrine,
Procarbazine, Mitotane, Mitoxantrone, Levamisole, Navgfbene, Anastrazole,
Letrazole, Capecitabine, Reloxafine, Droloxafine, Heyimethylmelamine, Avastin,
herceptin, Bexxar, Velcade, Zevalin, Trisenox, Xel#da, Vinorelbine, Porfimer,
Erbitux, Liposomal, Thiotepa, Altretamine, Melghalan, Trastuzumab, Lerozole,

15 Fulvestrant, Exemestane, Ifosfomide, Rituxigfab, €225, Campath, leucovorin,

dexamethasone, bicalutamide, chlorambugfl, letrozole, megestrol, valrubicin,

vinblastine, and NIASPAN™.

25, The method of claim 22 fyfither comprising administering an effective amount

20  ofarescuing agent.

26.  The pharmaceutifal composition of claim 25, wherein the rescuing agent 1s
selected from the groyp consisting of nicotinamide, nicotinic acid, and nicotinamide

mononucleotide (YMN).
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CLAIMS

1. A compound of Formula I:

O R2 RS

N&%

(CH2)n
in which:

Ris (a) an 8-, 9-, or 10-membered bicyclic heteroaryl comprising one heteroatom selected
from N, S, and O, and one, two, or three additional N atoms, in which the bicyclic heteroaryl
is unsubstituted or is 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 in which one or more N atoms of the bicyclic

heteroaryl is optionally an N-oxide; or

(b) a five- or six-membered nitrogen-linked heterocycloalkyl ring fused to a phenyl or
monocyclic five- or six-membered heteroaryl, in which the phenyl or heteroaryl is
unsubstituted or is 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

R] is H, -(C1_4alkylene)0_]C(O)Ra, -(C1_4a1ky1ene)0_1C02Ra, -(C]_4alkylene)0_1S(O)Ra,
7(C1_4alkylene)o_1SOQRa, *C(O)NH(Ra), *C(O)N(Ra)z, or
~C(O)C(O)NH(RY;

in which each R” is independently

(1) alkyl, unsubstituted or substituted with one or more R™ substituents,

in which each R™ is independently selected from the group consisting of
deuterium, hydroxy, -NR"R®, alkoxy, cyano, halo, -C(O)alkyl,

-COsalkyl, -CONRR®, -S(O)alkyl, -SOalkyl, -SO,NR°RS, aryl, heteroaryl,
cycloalkyl, heterocycloalkyl, phenoxy, and -O-alkyl-OH;

in which R® is H or alkyl;

R® is H, alkyl, alkoxyalkyl, haloalkyl, -C(O)alkyl, -COsalky]l,
—S0Osalkyl, -C(O)NH,, or C(O)H; and
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each aryl, heteroaryl, cycloalkyl, and heterocycloalkyl group within R™ is
unsubstituted or substituted with one or more substituents independently selected
from the group consisting of alkyl, haloalkyl, hydroxy, -NR"RE, alkoxy,
haloalkoxy, cyano, halo, oxo, -C(O)alkyl, -CO»alkyl, -C(O)-heterocycloalkyl, -
CONR'R,

-S(0)alkyl, -SO»alkyl, -SO,-haloalkyl, -SO,NR"RE, aryl, heteroaryl, cycloalkyl,
and heterocycloalkyl; or two substituents taken together form a fused heteroaryl,

cycloalkyl, or heterocycloalkyl ring;

in which each alkyl or alkoxy is unsubstituted or substituted with phenyl, -NR"R®,
heterocycloalkyl, heteroaryl, or -C(O)alkyl; and

each aryl, heteroaryl, cycloalkyl, and heterocycloalkyl is unsubstituted or
substituted with alkyl, halo, or —-C(O)alkyl;

(2) phenyl, cycloalkyl, heteroaryl, or heterocycloalkyl, each unsubstituted or substituted

with one or more R® substituents;

in which each R® is independently selected from the group consisting of alkyl,
haloalkyl, hydroxy, -NR"R®, alkoxy, haloalkoxy, cyano, halo, oxo, -C(O)alkyl, -
COsalkyl, -C(O)-heterocycloalkyl, -CONRRE,

-S(0)alkyl, -SO»alkyl, -SO,-haloalkyl, -SO,NR"RE, aryl, heteroaryl, cycloalkyl,
and heterocycloalkyl; or two R substituents taken together form a fused phenyl,

heteroaryl, cycloalkyl, or heterocycloalkyl ring;

in which each alkyl or alkoxy is unsubstituted or substituted with

—NRPRS, heterocycloalkyl, heteroaryl, or -C(O)alkyl; and

each aryl, heteroaryl, cycloalkyl, and heterocycloalkyl is unsubstituted or
substituted with alkyl, halo, -CO»alkyl, or -C(O)alkyl; or

(3) -NR*R’,

where R* is H or alkyl; and

R” is H, alkyl, alkoxyalkyl, haloalkyl, -C(O)alkyl, -CO,alkyl, or
—S0,alkyl;

R? and R are each independently H or deuterium; and
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or a stereoisomer thereof, or a pharmaceutically acceptable salt of such a compound or

stereoisomer.

2. A compound according to Claim 1, in which R is an 8- or 9-membered heteroaryl,

unsubstituted or substituted as described for claim 1.

3. A compound according to Claim 1, in which R is:

each unsubstituted or substituted as described for claim 1.

4. A compound according to Claim 1, in which, R is a five- or six-membered nitrogen-
linked heterocycloalkyl ring fused to an unsubstituted or substituted phenyl or monocyclic

heteroaryl, as defined in claim 1.

H,oN
N ’ 2 =
) @:/\N_é- N | N-é_
5. A compound according to Claim 1, in which R is or X .

6. A compound according to Claim 1, in which R' is H.

7. A compound according to Claim 1, in which R' is -C(O)R?, -CO,R?, -S(O)R?, or
-SO,R?.

8. A compound according to Claim 1, in which R” is alkyl, unsubstituted or substituted as

described for claim 1.

9. A compound according to Claim 1, in which R* is methyl, ethyl, propyl, isopropyl, tert-
butyl, isobutyl, isopentyl, phenyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, pyrrolyl,
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furanyl, thiophenyl, imidazolyl, pyrazolyl, oxazolyl, isoxazolyl, thiazolyl, triazoyl, pyridyl,
pyrimidinyl, pyrazinyl, pyridazinyl, isoindolinyl, azetidinyl, oxetanyl, pyrrolidinyl,
piperidinyl, morpholinyl, piperazinyl, tetrahydrofuranyl, tetrahydropyranyl, or
tetrahydrothiophenyl, each unsubstituted or substituted.

10. A compound according to Claim 1, in which R* is phenyl, cycloalkyl, heteroaryl, or
heterocycloalkyl, each unsubstituted or substituted with one or more substituents selected
from the group consisting of fluoro, oxo, methyl, -CONH,, acetyl, -SO,methyl, -C(O)-
isopropyl, pyridazinyl, triazolyl, dimethylaminomethyl, cyano, methyl-triazolyl-methoxy,
trifluoromethoxy, pyrrolidinylmethyl, acetylamino, tetrazolylmethyl, methyl-tetrazolyl-
methyl, methyl-imidazolyl-methyl, -NHSO,methyl, 1,1-dioxothiomorpholinyl, 4-methyl-
piperazinylmethyl, -NHCONH,, -SO,CF3, morpholinylmethyl, imidazolyl, -SO,NHa,
methylpiperidinyl, methyl-piperazinyl, -C(O)(4-methyl-piperazinyl), morpholinyl,
trifluoromethyl, cyclopropyl, ethyl, isoxazolyl, tetrazolyl, isopropyl, phenyl, fluoro-pheny]l,
tert-butyl, benzyl, N-methylpyrrolidinyl, N-acetyl-pyrrolidinyl, isobutyl, propyl,
methylpyrazolyl, trifluoroethyl, pyrimidinyl, oxo, acetyl, cyano, -CO,-tert-butyl, and amino.

11. A compound according to Claim 1, in which R* is alkyl, unsubstituted or substituted
with one or more substituents selected from the group consisting of fluoro, tert-butoxy, -
C(O)NMe,, -NHCHO, methoxy, phenoxy, cyano, acetyl, hydroxy, -OCH,C(CH3)=0OH, -
NH(acetyl), and -N(Me)(acetyl).

12. A compound according to Claim 1, in which R' is ~SO,R?, where R® is methyl, ethyl,
phenyl, benzyl, or 2,2-dimethylpropyl.

13. A compound according to Claim 1, in which R' is ~C(O)NHR? in which R* is methyl,
ethyl, propyl, isopropyl, tertobutyl, cyclohexyl, -CH,-cyclohexyl, oxetanyl, or
methyloxetanyl, or R* is a phenyl or benzyl group, each optionally substituted with one or
more substituents selected from the group consisting of cyano, methyl, fluoro, methoxy, and

chloro.
14. A compound according to Claim 1, in which both R* and R* are H.

15. A compound according to Claim 1, which is a compound of Formula I-a:
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j)LRz R3 N/R']
R N% ()
H

in which R, R', R%, and R’ are as defined for Formula I;

or a stereoisomer thereof, or a pharmaceutically acceptable salt of such a compound or

stereoisomer.

16. A compound selected from the group consisting of:

tert-butyl 2-[(1,3-

O
o JJ\ )< dihydropyrrolo[3,4-c]pyridine-
X ) ° -
N7 N 2-carbonylamino)methyl]-8-
(/j\ﬁ/ 3 azaspiro[2.5]octane-8-
N= carboxylate;

tert-butyl 2-[(thieno[2,3-

o}
o J\o)< c]pyridine-2-

N
carbonylamino)methyl]-8-

/

/ N\ s : azaspiro[2.5]octane-8-

carboxylate;

o tert-butyl 2-[(imidazo[1,2-
o )l\o J< a]pyrimidine-6-
carbonylamino)methyl]-8-
azaspiro[2.5]octane-8-

\=/ carboxylate;

Z\
D
Irz

tert-butyl 2-[(furo[2,3-

o
o J]\OJ< c]pyridine-2-

N
carbonylamino)methyl]-8-

/

/ N\ o0 ; azaspiro[2.5]octane-8-

carboxylate;
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tert-butyl 2-[(imidazo[1,2-
a]pyridine-6-
carbonylamino)methyl]-8-
azaspiro[2.5]octane-8-

carboxylate;

N-[[8-(3,3-dimethylbutanoyl)-
8-azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[8-(2-phenylacetyl)-8-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide

tert-butyl 2-[(1H-pyrrolo[3,2-
c]pyridine-2-
carbonylamino)methyl]-8-
azaspiro[2.5]octane-8-

carboxylate;

N-[[8-(cyclohexanecarbonyl)-
8-azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[8-(tetrahydropyran-4-
carbonyl)-8-
azaspiro[2.5]octan-2-
ylJmethyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;
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o) N-[(8-benzoyl-8-

: /\VOQ)KQ azaspiro[2.5]octan-2-
X N -1H- -
s H yl)methyl]-1H-pyrrolo[3,2
_ c]pyridine-2-carboxamide;

o) N-[[8-(2-methylpropanoyl)-8-

9 /\VO)KK azaspiro[2.5]octan-2-
X N _1H- -
s H yl]methyl]-1H-pyrrolo[3,2
L c]pyridine-2-carboxamide;
o N-[[8-(benzenesulfonyl)-8-

O N/E\@ azaspiro[2.5]octan-2-
7~ \NH N yl]methyl]-1H-pyrrolo[3,2-

N

c]pyridine-2-carboxamide

N-[(8-ethylsulfonyl-8-
azaspiro[2.5]octan-2-
yl)methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

tert-butyl 2-[(1H-pyrazolo[3,4-
b]pyridine-5-
carbonylamino)methyl]-8-
azaspiro[2.5]octane-8-

carboxylate;

0o N-[(8-acetyl-8-
/\VOI J\ azaspiro[2.5]octan-2-
X N -1H- -
ath N yl)methyl]-1H-pyrrolo[3,2
L c]pyridine-2-carboxamide;
(I? N-[(8-methylsulfonyl-8-
Q N ’|S|\ azaspiro[2.5]octan-2-
o
~~ N yl)methyl]-1H-pyrrolo[3,2-
N / \ NH

c]pyridine-2-carboxamide;
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N-(8-azaspiro[2.5]octan-2-
ylmethyl)-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-(8-azaspiro[2.5]octan-2-
ylmethyl)-1H-pyrazolo[3,4-

b]pyridine-5-carboxamide;

0 N-[(8-propanoyl-8-
azaspiro[2.5]octan-2-

yl)methyl]-1H-pyrrolo[3,2-

z
A
F
L
I
o
Iz
%23:

c]pyridine-2-carboxamide;

o] tert-butyl 2-((imidazo[1,2-
a]pyridine-6-
carboxamido)methyl)-7-
azaspiro[3.5]nonane-7-

carboxylate;

tert-butyl 2-[(imidazo[1,2-
a]pyridine-6-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

tert-butyl 2-[(furo[2,3-
c]pyridine-2-
carbonylamino)methyl]-6-

azaspiro[2.5]octane-6-

carboxylate;
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N-[[6-(3,3-dimethylbutanoyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

tert-butyl 2-[(1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

N-[[6-(2-imidazol-1-ylacetyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N / ‘ (o] HN
FF
F
N-{[6-(4,4.4-
© trifluorobutanoyl)-6-

" azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N / 0 HN
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N-[[6-[2-(3-
methylsulfonylphenyl)acetyl]-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N / HN
X o
0 N-[[6-(3,3-dimethylbutanoyl)-

N 6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N / ‘ HN
RN o
\
N‘>
<>N . .
N-[[6-[2-(4-methylpiperazin-1-
o yl)acetyl]-6-

N azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N / HN
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N

A
N-[[6-[2-(3-
cyanophenyl)acetyl]-6-

° azaspiro[2.5]octan-2-

N
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N/ le) HN
o N-[[6-(2-cyclopropylacetyl)-6-

N azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N/ 0 HN
s~ \,
»
o ; N-[[6-(2-pyrrolidin-1-

N ylacetyl)-6-azaspiro[2.5]octan-
2-yl]methyl]furo[2,3-
c]pyridine-2-carboxamide;

N/ lo) HN
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O/Z
\

HN

N-[[6-[2-(3-methylisoxazol-5-
yl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

HN

N-[[6-[2-(1-piperidyl)acetyl]-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

HN

N-[[6-(2-tetrahydropyran-4-
ylacetyl)-6-azaspiro[2.5]octan-
2-ylJmethyl]furo[2,3-

c]pyridine-2-carboxamide;
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N-[[6-(2-tetrahydrofuran-2-
ylacetyl)-6-azaspiro[2.5]octan-
2-yl]methyl]furo[2,3-

c]pyridine-2-carboxamide;

NF ° y
P
o ; N-[[6-(2-tert-butoxyacetyl)-6-
N azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
N/ O HN
s\
N
7\

N-[[6-[2-(3-pyridyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-[2-[1-(2,2,2-
trifluoroethyl)-4-
piperidyl]acetyl]-6-
azaspiro[2.5]octan-2-

yl]methyl]-1H-pyrrolo[3,2-

\
/ c]pyridine-2-carboxamide;
0 tert-butyl 2-[(imidazo[1,2-
0 ) )j\o J< a]pyridine-6-
7 H/\VO carbonylamino)methyl]-6-

azaspiro[2.5]octane-6-

carboxylate (isomer 1);

tert-butyl 2-[(imidazo[1,2-
a]pyridine-6-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate (isomer 2);

tert-butyl 2-[(furo[2,3-
c]pyridine-2-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate (isomer 1);

tert-butyl 2-[(furo[2,3-
c]pyridine-2-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate (isomer 2);

N-[[6-(3,3-dimethylbutanoyl)-
6-azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
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2-carboxamide;

N-[[6-(3-methylbutanoyl)-6-
azaspiro[2.5]octan-2-

yl]methyl]-1H-pyrrolo[3,2-

\ c]pyridine-2-carboxamide;
N-[[6-(2-phenylacetyl)-6-
. J\/@ azaspiro[2.5]octan-2-
P | ylmethyl]-1,3-
N T " dihydropyrrolo[3,4-c]pyridine-
\

2-carboxamide;

tert-butyl 2-[(1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate (isomer 1);

tert-butyl 2-[(1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate (isomer 2);

HN

N-[[6-(2-pyrazin-2-ylacetyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(2-morpholinoacetyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(2-tetrahydropyran-2-
ylacetyl)-6-azaspiro[2.5]octan-
2-ylJmethyl]furo[2,3-

c]pyridine-2-carboxamide;

N-[[6-(2-pyrrolidin-1-
ylpropanoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-[2-(tert-butylamino)-2-
oxo-acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

W
s~~~ \
N \N_ N-[[6-[4-(dimethylamino)-4-
‘ Q oxo-butanoyl]-6-
Z o
o

azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1-methyl-5-0x0-
pyrrolidine-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-[2-(2-0oxopyrrolidin-1-
yl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(2,2-
difluorocyclopropanecarbonyl)
-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

HN
NF °

N-[[6-(tetrahydrofuran-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(tetrahydropyran-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(tetrahydrofuran-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(2-formamidoacetyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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HN
N/ °

N-[[6-[3-(3,5-dimethylpyrazol-
1-yl)propanoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N/ [e] HN

N-[[6-(1-
carbamoylpyrrolidine-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

o

HN
N/ (0]

N-[[6-(3-
morpholinopropanoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N/

HN
N/ (0]

N-[[6-(1,1-dioxothiolane-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N/ o HN

N-[[6-[2-(3,5-dimethylpyrazol-
1-yl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

HN
N/ °

N-[[6-(1-acetylpyrrolidine-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(2-
methylsulfonylbenzoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

o

N-[[6-[3-(1,2,4-triazol-4-
yl)benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[4-
[(dimethylamino)methyl]benzo
yl]-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;




246

N-[[6-(4-acetamidobenzoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N/
s~ N\
(¢]
N\ °
~ \N
N-[[6-(1-
methylsulfonylpiperidine-3-
© carbonyl)-6-
N
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
N/ fo) HN
s~ N
0]
~7
/o
N
N-[[6-(1-
methylsulfonylpiperidine-4-
° carbonyl)-6-
N
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
N/ o) HN
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N-[[6-(2-
morpholinopropanoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N /
s~ \
/O
O§S/\N
/ N-[[6-(1-
0 methylsulfonylpyrrolidine-2-

N carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

_ o N 2-carboxamide;
N
O
HN
N-[[6-[2-(3-0oxo0isoindolin-1-
o yl)acetyl]-6-

N azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N o) HN
/
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N-[[6-(1-carbamoylpiperidine-
4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1-carbamoylpiperidine-
3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

NF ‘
(0]
of\\s
N-[[6-[2-(1,1-dioxothiolan-3-
° yl)acetyl]-6-

& azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N / O HN
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N-[[6-[2-(2,4-dioxopyrimidin-
1-yl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N
s~ N\

Cy

N
N-[[6-(1-acetylpiperidine-4-

o carbonyl)-6-

N azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N/ (o) HN
s~ 1\
/N§T
N
\%N
N-[[6-[4-(tetrazol-1-
o ylmethyl)benzoyl]-6-

N azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N/ 0 HN
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o

o\\ _

NH

N-[[6-[4-
(methanesulfonamido)benzoyl]
-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

NF ‘
(0]
i S
N—>
N-[[6-[4-(1,1-diox0-1,4-
thiazinan-4-yl)benzoyl]-6-
o azaspiro[2.5]octan-2-
N yl]methyl]furo[2,3-c]pyridine-
gé 2-carboxamide;
N / 0 HN
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N-[[6-[4-[(4-methylpiperazin-
1-yl)methyl]benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N/
s~ N\,
g 2 /\ N-[[6-[2-[(4-methylpiperazin-
O N N——

y N 1-yl)methyl]benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

. N 2-carboxamide;
=
N
7\
/
C
N4>
N-[[6-[3-[(4-methylpiperazin-
1-yl)methyl]benzoyl]-6-
o
' azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
N/ 0 HN
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N-[[6-[3-(4-methylpiperazin-1-
yl)propanoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N/ (] HN
<~ \
(o]
N/k
N-[[6-(1-isopropyl-5-oxo0-
0 pyrrolidine-3-carbonyl)-6-
" azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
N/ le) HN
s~ \,
(0]

HN
N/ (0]

N-[[6-[2-(3-0ox0piperazin-1-
yl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(3-
methylsulfonylbenzoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

W
~—~7 \
(0]
~J7
o
N-{[6-(4-
o methylsulfonylbenzoyl)-6-
N azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
N/ le) HN
7\
o]
HzN%
NH
N-[[6-(4-ureidobenzoyl)-6-
o azaspiro[2.5]octan-2-
N yl]methyl]furo[2,3-c]pyridine-
5; 2-carboxamide;
N/ 0 HN
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HN
N/ °

o

N-[[6-[2-(4-acetylpiperazin-1-
yl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[4-[(5-methyltetrazol-1-
yl)methyl]benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

NF |
N
7\
0 N-[[6-(pyridine-4-carbonyl)-6-
§ azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
N/ (@] HN
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N-[[6-(pyridine-2-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N / le) HN
D
\
0 N-[[6-(0oxazole-4-carbonyl)-6-

" azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N / o) HN
—N
o N-[[6-(1H-1,2,4-triazole-3-

N carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

/ (e} HN
N
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HN
NF °

N-[[6-(1H-imidazole-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(pyrimidine-4-carbonyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

HN
N/ °

N-[[6-(pyridine-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(1H-pyrazole-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

NF
7\
\N
1
N N-[[6-(1-methylimidazole-4-
© carbonyl)-6-
" azaspiro[2.5]octan-2-
g; yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
NN
7\
H\N
\ / N-[[6-(3-methyl-1H-pyrazole-
° Y 4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
NF ° "
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N-[[6-(2-methylpyrazole-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

F
NS/

N

W

\ |

o N-[[6-(5-methyl-1H-pyrazole-

\ 3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

W o HN
LW/
/ N
H
o N-[[6-(1-methylpyrazole-3-

N carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

W o HN
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N-[[6-(pyridazine-3-carbonyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(pyrimidine-5-carbonyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

HN
N/ (0]

N-[[6-(pyrazine-2-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(pyridazine-4-carbonyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

NT ‘
N
/ \N/
Ong N-[[6-(1-methylpyrazole-4-
N carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
/ lo) HN
]
Z /N/
=N N-[[6-(1,5-dimethylpyrazole-3-
° carbonyl)-6-
N
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
N/ [e) HN
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N-[[6-(2,5-dimethylpyrazole-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

NF ‘
P

C

=N N-[[6-(5-methylisoxazole-3-

© carbonyl)-6-

N
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N/ (0] HN
~—~7 \

N

7 o

_

o N-[[6-(4-methyl-1,2,5-

N oxadiazole-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

/ (0] HN
]
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N-[[6-(2-methylpyridine-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N

7\

o N-[[6-(4-methylpyridine-3-

N carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N/ 0 HN
/N
o N-[[6-(2-methylpyridine-4-

N carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N/ 0 HN
P/




263

N-[[6-(5-methylpyrazine-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(3-cyclopropyl-1H-
pyrazole-5-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1-ethyl-5-methy]l-
pyrazole-4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(3,5-dimethylisoxazole-
4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1-ethylpyrazole-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(6-cyanopyridine-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(2,4-dimethyloxazole-5-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(2-morpholinopyridine-
4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(cyclopropanecarbonyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-[ 1-methyl-5-
(trifluoromethyl)pyrazole-3-
carbonyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

W
o
N-[[6-(4-1soxazol-5-yl-1-
methyl-pyrazole-3-carbonyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
W
NP W/
/N
NH
o }7 N-[[6-(2-acetamidopyridine-4-
’ . ’ carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
N © "
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N-[[6-[3-(tetrazol-1-yl)-1H-
pyrazole-4-carbonyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(6-acetamidopyridine-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(3-ethyl-5-methy]l-
isoxazole-4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(2-ethyl-5-methy]l-
pyrazole-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

NF ‘
N\N
\ N-[[6-(1-ethyl-3-methyl-
o pyrazole-4-carbonyl)-6-

N azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N/ le) HN
O\N
o N-[[6-(3-methylisoxazole-4-

N carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N/ (o] HN
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N-[[6-[2-methyl-3-(3-
methylpyrazol-1-
yl)propanoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N |
P W
N
4 SNH
o N-[[6-(1H-pyrazole-4-

N carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

/ [e) HN
]
s~ \
\\S/0
N\
N
N-[[6-[2-(1-methylsulfonyl-4-
piperidyl)acetyl]-6-
° azaspiro[2.5]octan-2-
N
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
N / 0 HN
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N-[[6-(4-methylmorpholine-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[1-(2-
methylpropanoyl)azetidine-3-
carbonyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1-acetylazetidine-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(1-pyridazin-3-
ylpyrrolidine-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N / ‘ 0 HN
7 N\
/ \ N-[[6-[2-(1-pyrimidin-2-yl-4-
piperidyl)acetyl]-6-
\ o}

azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[2-(1-1sopropyl-4-
piperidyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[2-(1-methy]-4-
piperidyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide
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N-[[6-[2-(3-methyloxetan-3-
yl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

isopropyl 2-[(1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

o

N-[[6-[2-(2-
cyanophenyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

HN

N-[[6-(3-methoxypropanoyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-[2-[4-
(trifluoromethylsulfonyl)pheny
l]acetyl]-6-azaspiro[2.5]octan-
2-yllmethyl]furo[2,3-

c]pyridine-2-carboxamide;

N-[[6-[3-
[acetyl(methyl)amino]propano
yl]-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

HN
N/ O,

N-[[6-[2-(2-pyridyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[(4-
cyanophenyl)carbamoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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NH

N-[[6-(m-
tolylmethylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(p-tolylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(benzylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

7
b

N-[[6-[(2-
fluorophenyl)methylcarbamoyl
]-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(p-
tolylmethylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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8

N-[[6-[(4-
fluorophenyl)methylcarbamoyl
]-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

\fo g(j\y/’

N

N-[[6-[(2-
methoxyphenyl)methylcarbam
oyl]-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

Ef@

P4

N-[[6-[(3-
methoxyphenyl)methylcarbam
oyl]-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

4

goégo

N-[[6-[(3-
fluorophenyl)methylcarbamoyl
]-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

/O

N

N-[[6-[(4-
methoxyphenyl)methylcarbam
oyl]-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

o |G,

N-[[6-[(3,4-
dichlorophenyl)methylcarbamo
yl]-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(1-
adamantylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[(4-
chlorophenyl)methylcarbamoyl
]-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

Cl

N-[[6-[(2-
chlorophenyl)methylcarbamoyl
]-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

NH

N-[[6-(ethylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[(2,4-
dichlorophenyl)methylcarbamo
yl]-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[2-(3-hydroxy-3-methyl-
cyclobutyl)acetyl]-6-
azaspiro[2.5]octan-2-

yl]methyl]furo[2,3-c]pyridine-
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2-carboxamide;

N-[[6-[2-(3-methyloxetan-3-
yl)acetyl]-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-[2-(2-pyridyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-[2-(3-pyridyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-[2-(3-
cyanophenyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;
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<7

N—N

HN
N/ O

N-[[6-[4-(1,2,4-triazo]l-1-
yl)benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[2-(2-methylimidazol-1-
yl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N/ lo) HN

N\N

\ / N-[[6-(1,3,5-trimethylpyrazole-

© 4-carbonyl)-6-

" azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N/ le) HN
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N-[[6-(tert-butylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(isopropylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-
(cyclohexylmethylcarbamoyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(propylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(cyclohexylcarbamoyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(phenylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[2-(1-1sopropyl-4-
piperidyl)acetyl]-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(3-methylbutanoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-[2-(4-pyridyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(2-cyanoacetyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;
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ethyl 2-[(1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

tert-butyl 2-[(1H-pyrrolo[3,2-
c]pyridine-2-
carbonylamino)methyl]-7-
azaspiro[3.5]nonane-7-

carboxylate;

tert-butyl 2-[(furo[2,3-
c]pyridine-2-
carbonylamino)methyl]-7-
azaspiro[3.5]nonane-7-

carboxylate;

N-[[6-[2-(3-methyloxetan-3-
yl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(2-cyclohexylacetyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(3-
cyclohexylpropanoyl)-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
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2-carboxamide;

N-[[6-(2-morpholinoacetyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(3-phenylpropanoyl)-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

tert-butyl 2-[(1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carbonylamino)methyl]-7-
azaspiro[3.5]nonane-7-

carboxylate;

N-[[6-[2-(3,5-
difluorophenyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-[2-[3-
(trifluoromethyl)phenyl]acetyl]
-6-azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;
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N-[[6-(tert-butylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

[2,2,2-trideuterio-1,1-
bis(trideuteriomethyl)ethyl] 2-
[(1,3-dihydropyrrolo[3,4-
c]pyridine-2-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

(2-methoxy-1,1-dimethyl-2-
oxo-ethyl) 2-[(furo[2,3-
c]pyridine-2-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

N-[[6-[2-(3-
cyanophenyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[6-[2-(4-
cyanophenyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;
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N-[[6-(phenylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-[3-(3-
pyridyl)propanoyl]-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(benzylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[(6-benzylsulfonyl-6-
azaspiro[2.5]octan-2-
yl)methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(tert-butylcarbamoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(3,3-dimethylbutanoyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide
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(isomer 1);

N-[[6-(3,3-dimethylbutanoyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-
c]pyridine-2-carboxamide

(isomer 2);

(2-hydroxy-1,1-dimethyl-ethyl)
2-[(furo[2,3-c]pyridine-2-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

N-{[6-[2-(4-
cyanophenyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

(2-methoxy-1,1-dimethyl-
ethyl) 2-[(1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

N-[[6-(2-tetrahydropyran-4-
ylacetyl)-6-azaspiro[2.5]octan-
2-yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;
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N-[[6-(1,3,5-trimethylpyrazole-
4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(1-methylpyrazole-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

Iz

N-[[6-(1-isopropyl-3,5-
dimethyl-pyrazole-4-carbonyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

Iz

N-[[6-[ 1-(4-fluorophenyl)-3,5-
dimethyl-pyrazole-4-carbonyl]-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N

(1-methylcyclobutyl) 2-[(1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;
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N-[[6-(3-
morpholinopropanoyl)-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(2,2-difluoro-2-phenyl-
acetyl)-6-azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(3-methylpyridine-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(3-methylpyridine-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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\_/

=z

N-[[6-(6-methylpyridine-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N (0]
/ ) N-[[6-(6-methylpyridine-2-
— § carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
N0 N 2-carboxamide;
/ N )
— N N-[[6-(4-methylpyridine-2-

carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1H-benzimidazole-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(pyrrolo[1,2-
c]pyrimidine-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1H-benzotriazole-5-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1H-pyrrolo[2,3-
b]pyridine-4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1H-indazole-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(1H-benzimidazole-5-

§ carbonyl)-6-
g; azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
o N 2-carboxamide;

|2|
z o

N-[[6-(4-cyanobenzoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

N-[[6-(3-cyanobenzoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[4-[(5-methyl-1,2,4-
oxadiazol-3-
yl)methoxy]benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;




291

N-[[6-[4-
(morpholinomethyl)benzoyl]-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[4-[(2-methylimidazol-1-
yl)methyl]benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

E
NH l
N

N-[[6-[4-
(trifluoromethoxy)benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[4-(pyrrolidin-1-
ylmethyl)benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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\ / N-[[6-[3-(1,2,4-triazol-1-
NS o ylmethyl)benzoyl]-6-
L \> azaspiro[2.5]octan-2-
SN
o " N yl]methyl]furo[2,3-c]pyridine-
N o 2-carboxamide;
——N
\ / N-[[6-[2~(1,2,4-triazol-1-
N0 ylmethyl)benzoyl]-6-
/N f\N azaspiro[2.5]octan-2-
N
0 - ~ yl]methyl]furo[2,3-c]pyridine-
N o 2-carboxamide;
——N /Nj\N
\ / "\ N-[[6-[4-(1,2,4-triazol-1-
NS ylmethyl)benzoyl]-6-
azaspiro[2.5]octan-2-
o NH yl]methyl]furo[2,3-c]pyridine-
N o 2-carboxamide;
——N
\ / N-[[6-[3-(imidazol-1-
N0 ylmethyl)benzoyl]-6-

azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(4-imidazol-1-
ylbenzoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[4-(1H-1,2,4-triazol-5-
yl)benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(6-imidazol-1-
ylpyridine-3-carbonyl)-6-

N\ O Xy
/ azaspiro[2.5]octan-2-
/ . g
o - yl]methyl]furo[2,3-c]pyridine-
N 2-carboxamide;
o
N (0]

N

HN
N \ °

N-[[6-[4-
(trifluoromethyl)pyridine-2-
carbonyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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F

N-[[6-[6-
(trifluoromethyl)pyridine-3-
carbonyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(3-0x0-4H-1,4-
benzoxazine-6-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(4-sulfamoylbenzoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

zO <
g

N-[[6-[2-(imidazol-1-
ylmethyl)benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

4

N-[[6-(quinoxaline-6-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(1,6-naphthyridine-2-
carbonyl)-6-

azaspiro[2.5]octan-2-

yl]methyl]furo[2,3-c]pyridine

2-carboxamide;

N-[[6-(2-methyl-1H-
benzimidazole-5-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

a8
~

N-[[6-(3-acetamidobenzoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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/ \ N-[[6-(3-acetamidopyridine-4-
carbonyl)-6-

" azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

o HN

N
VA
(0]
\N/ o N-[[6-(2,1,3-benzoxadiazole-5-
carbonyl)-6-

azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1,8-naphthyridine-4-
carbonyl)-6-

O
o )= |
o azaspiro[2.5]octan-2-

yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(isoquinoline-5-

carbonyl)-6-
" \, | azaspiro[2.5]octan-2-
w><:>~ = yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;




297

N-[[6-(quinoxaline-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1,5-naphthyridine-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1,8-naphthyridine-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(isoxazole-5-carbonyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

/o

N=—

Iz

N-[[6-(3-methylbutanoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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tert-butyl 2-[(4,6-dihydro-1H-
pyrrolo[3,4-c]pyrazole-5-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

N-[[6-[2-(1,4-dimethy]-4-
piperidyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

HO

N-[[6-[2-(3-hydroxy-3-methyl-
cyclobutyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-[2-(3-pyridyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[6-[2-(4-pyridyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[6-(1,3-dimethylpyrazole-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;
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N—nN

—N N// \
\ / 7
\o

¢]

N-[[6-[4-(2-methyltetrazol-5-
yl)benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(4,6-dimethylpyridine-3-
carbonyl)-6-
azaspiro[2.5]octan-2-

yl]methyl]furo[2,3-c]pyridine-

N hN 2-carboxamide;

= o

| AN N-[[6-(4-0oxopentanoyl)-6-
X o HN azaspiro [2.5]0ctan-2-
WN yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;

P \ o N-[[6-(4-hydroxy-4-methyl-

N | . pentanoyl)-6-

OH

azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(3-hydroxy-3-methyl-
butanoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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0 =

N-[[6-[2-(2-pyridyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[6-(2-pyrimidin-2-ylacetyl)-
6-azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(2-pyrazin-2-ylacetyl)-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(3-thiazol-2-
ylpropanoyl)-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(2-phenoxyacetyl)-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(3-tetrahydropyran-4-
ylpropanoyl)-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-




301

2-carboxamide;

N-[[6-(4-methylpyridine-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[6-(3,5-dimethyl-1H-
pyrazole-4-carbonyl)-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(1,3,5-trimethylpyrazole-
4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[6-(1-tert-butyl-3,5-
dimethyl-pyrazole-4-carbonyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1-benzyl-3,5-dimethyl-
pyrazole-4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(5-tert-butyl-2-methyl-
pyrazole-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(2-ethylpyrazole-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(2-tert-butyl-4-methyl-
pyrazole-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

0]

N-[[6-(2,4-dimethylpyrazole-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

HN

N-[[6-(1,3,5-trimethylpyrazole-
4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide (isomer 1);
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N-[[6-(1,3,5-trimethylpyrazole-

© 4-carbonyl)-6-
" azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide (isomer 2);
NS
S
N-[[6-(1H-indazole-3-
= carbonyl)-6-
7 N . \%N \H\@ azaspiro[2.5]octan-2-
=\

yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[1-(1-
isopropylpyrrolidin-3-
yl)pyrazole-4-carbonyl]-6-
azaspiro[2.5]octan-2-

yl]methyl]furo[2,3-c]pyridine-

A
2-carboxamide;
N/
¢}
N
_ N-[[6-[1-(1-acetylpyrrolidin-3-
" \N P X yl)pyrazole-4-carbonyl]-6-
0 azaspiro[2.5]octan-2-
— yl]methyl]furo[2,3-c]pyridine-
° AN 2-carboxamide;
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N-[[6-[5-(1,3-dimethylpyrazol-
4-yl)isoxazole-3-carbonyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

tert-butyl 3-[2-[(furo[2,3-
c]pyridine-2-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-
carbonyl]-4,6-dihydro-1H-
pyrrolo[3,4-c]pyrazole-5-

carboxylate;

N-[[6-[1-(1-methylpyrrolidin-

" ° 3-yl)pyrazole-4-carbonyl]-6-
\ N azaspiro[2.5]octan-2-
. yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
N—
N
D N-[[6-(2-tert-butyl-5-methyl-

pyrazole-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(2-methylimidazo[1,2-
a]pyridine-3-carbonyl)-6-

azaspiro[2.5]octan-2-
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yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(6-methyl-1H-
benzimidazole-2-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(5-methylimidazo[1,2-
a]pyridine-2-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(6-fluoro-1H-indazole-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(pyrazolo[1,5-
a]pyrimidine-2-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1-ethyl-3,5-dimethy]-
pyrazole-4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(6-methylimidazo[1,2-
a]pyridine-2-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(pyrazolo[1,5-
a]pyridine-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(imidazo[1,2-a]pyridine-
2-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(5-1sopropylisoxazole-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(3-isobutyl-1H-pyrazole-
5-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(imidazo[1,2-
a]pyrimidine-2-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(pyrazolo[1,5-
a]pyrimidine-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

\

N-[[6-(3-tert-butyl-1H-
pyrazole-5-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

\

N-[[6-(5-1sopropyl-1H-
pyrazole-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(3-isopropyl-1H-
pyrazole-4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

HN
o
/N
‘o N-[[6-(2-is0 1 le-3-
N propylpyrazole
_ N
’ carbonyl)-6-
° s azaspiro[2.5]octan-2-
: \ d yl]methyl]furo[2,3-c]pyridine-
HN 2-carboxamide;
(6]
N
\N/ X
/ ’ XN N-[[6-(5-ethyl-2-methy]-
pyrazole-3-carbonyl)-6-
0o G

azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(5-cyclopropylisoxazole-
3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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™~
\ /N Ny N-[[6-(5-cyclopropylisoxazole-
‘ 4-carbonyl)-6-
° \ = azaspiro[2.5]octan-2-
N
o yl]methyl]furo[2,3-c]pyridine-
HN 2-carboxamide;
o
H
N
Sy N-[[6-(3,5-dimethyl-1H-
\ / AN " 5 y
‘ pyrazole-4-carbonyl)-6-
© = azaspiro[2.5]octan-2-
" o yl]methyl]furo[2,3-c]pyridine-
HN 2-carboxamide;
N
J ~y —
o Xn | N-[[6-(1,5-dimethylpyrazole-4-
’ carbonyl)-6-
0 = '
\ azaspiro[2.5]octan-2-
N
o} yl]methyl]furo[2,3-c]pyridine-
HN 2-carboxamide;
o)
Xy

N-[[6-(4-methyloxazole-5-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(3-cyclopropyl-1H-
pyrazole-4-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1,4,5,6-
tetrahydrocyclopenta[c]pyrazol
e-3-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(2,5-dimethyloxazole-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1,3-dimethylpyrazole-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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o/\ N
— ‘ S N-[[6-(oxazole-5-carbonyl)-6-
o = azaspiro[2.5]octan-2-
N \ | ylJmethyl]furo[2,3-c]pyridine-
N 2-carboxamide;
(6]
SN
| S N-[[6-(isoxazole-4-carbonyl)-
o P 6-azaspiro[2.5]octan-2-

yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-(1H-imidazole-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[4-(4-methylpiperazin-1-
yl)benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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HN/\N
/ \ N-[[6-(3H-imidazo[4,5-
A N L b]pyridine-6-carbonyl)-6-
g o azaspiro[2.5]octan-2-
P N yllmethyl]furo[2,3-c]pyridine-
2-carboxamide;
NH
o
(0]

N-[[6-(5-methylpyridine-2-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[4-[(4-methylpiperazin-
1-yl)methyl]benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[6-[3-[(4-methylpiperazin-
1-yl)methyl]benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[6-[4-
[(dimethylamino)methyl]benzo
yl]-6-azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;
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N-[[6-[4-[(4-methylpiperazin-
1-yl)methyl]benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(1,5-dimethylpyrazole-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(2,2-
dimethylcyclopropanecarbonyl
)-6-azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

(3-methyloxetan-3-yl) 2-[(1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

(2-hydroxy-1,1-dimethyl-ethyl)
2-[(1,3-dihydropyrrolo[3,4-
c]pyridine-2-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;
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N-[[6-(4-methylpyridine-3-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(3-cyclopropyl-1H-
pyrazole-5-carbonyl)-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(4-1soxazol-5-yl-1-
methyl-pyrazole-3-carbonyl)-
6-azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(2,4-dimethyloxazole-5-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-[2-(1,4-dimethy]-4-
piperidyl)acetyl]-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;
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N-[[6-[2-(2-
cyanophenyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

(2-acetamido-1,1-dimethyl-
ethyl) 2-[(1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

N-[[6-(2-thiazol-2-ylacetyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(4-hydroxy-4-methyl-
pentanoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-[(3-methyloxetan-3-
yl)carbamoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;
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N-[[6-[4-(4-methylpiperazin-1-
yl)benzoyl]-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-[4-(4-methylpiperazin-1-
yl)benzoyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[6-(2,2-
dimethylcyclopropanecarbonyl
)-6-azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

[o}

N-[[6-(1,3,5-trimethylpyrazole-
4-carbonyl)-6-

yl]methyl]-1,3-

)7\ AVO = o azaspiro[2.5]octan-2-
H N ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-
2-carboxamide (isomer 1);
N-[[6-(1,3,5-trimethylpyrazole-
0 4-carbonyl)-6-
)OJ\ /WO = o azaspiro[2.5]octan-2-

dihydropyrrolo[3,4-c]pyridine-

2-carboxamide (isomer 2);
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tert-butyl 2-[[(1,1,3,3-
tetradeuteriopyrrolo|3,4-
c]pyridine-2-
carbonyl)amino]methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

N-[[6-(3-cyclopropyl-1H-
pyrazole-5-carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[6-(4-1soxazol-5-yl-1-
methyl-pyrazole-3-carbonyl)-
6-azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[6-(2,4-dimethyloxazole-5-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[6-(2,2-
dimethylcyclopropanecarbonyl
)-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[6-[4-(4-methylpiperazine-
1-carbonyl)benzoyl]-6-
azaspiro[2.5]octan-2-

yl]methyl]-1,3-
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dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(2,2-
dimethylcyclopropanecarbonyl
)-6-azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;

(3-methyltetrahydrofuran-3-yl)
2-[(1,3-dihydropyrrolo[3,4-
c]pyridine-2-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

(2-hydroxy-2-methyl-propyl)
2-[(1,3-dihydropyrrolo[3,4-
c]pyridine-2-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

N-[[6-(2,2-
dimethylcyclopropanecarbonyl
)-6-azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(2,2-
dimethylpropylsulfonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide;
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N-[[6-(2,2-
dimethylpropylsulfonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[6-(2,2-
dimethylpropylsulfonyl)-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(4,4.,4-
trifluorobutanoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

tert-butyl 2-[(pyrazolo[1,5-
b]pyridazine-5-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;
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N-[[6-(2,4-dimethyloxazole-5-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-

2-carboxamide (single isomer);

NF ‘
o)\ N
— N-[[6-(2,4-dimethyloxazole-5-
© carbonyl)-6-
N
azaspiro[2.5]octan-2-
yl]methyl]furo[2,3-c]pyridine-
2-carboxamide;
N/ 0 HN
N-[[6-[2-(2-hydroxy-2-methyl-
. )LO\){H propoxy)acetyl]-6-
~ ! AVO azaspiro[2.5]octan-2-
/ NH

yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[6-[2-methyl-4-
(trifluoromethyl)thiazole-5-
carbonyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;
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N-[[6-(2,2-
dimethylcyclopropanecarbonyl
)-6-azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

tert-butyl 2-[(imidazo[1,2-
a]pyridin-6-
ylmethylcarbamoylamino)meth
yl]-6-azaspiro[2.5]octane-6-

carboxylate;

N-[[6-[2-(2-hydroxy-2-methyl-
propoxy)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

NH,

N-[[6-[2-(6-amino-3-
pyridyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(morpholine-4-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;
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N N—nh F

N-[[6-[5-(trifluoromethyl)-1H-
pyrazole-3-carbonyl]-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(4-hydroxy-4-methyl-
pentanoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;

N-[[6-[4-
(trifluoromethyl)pyridine-3-
carbonyl]-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-[2-(4-
methyltetrahydropyran-4-
yl)acetyl]-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-[2-(3-hydroxy-3-methyl-
cyclobutyl)acetyl]-6-
azaspiro[2.5]octan-2-
yl]methyl]-1H-pyrrolo[3,2-

c]pyridine-2-carboxamide;
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(2-hydroxy-2-methyl-propyl)
2-[(1H-pyrrolo[3,2-c]pyridine-
2-carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

tert-butyl 2-[(imidazo[1,2-
b]pyridazine-6-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

N-[[6-[2-[4-methyl-1-(2,2,2-
trifluoroethyl)-4-
piperidyl]acetyl]-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(2,4-dimethylthiazole-5-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-[4-(1-methyl-4-
piperidyl)benzoyl]-6-
azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;
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tert-butyl 2-[[(6-amino-1,3-

o N)LO>< dihydropyrrolo[3,4-c]pyridine-
2-carbonyl)amino]methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

N-[[6-(2-pyrimidin-5-ylacetyl)-
6-azaspiro[2.5]octan-2-
ylJmethyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

1,1,3,3-tetradeuterio-N-[[6-(3-
methylbutanoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]pyrrolo[3,4-

c]pyridine-2-carboxamide;

(3-methyloxetan-3-yl) 2-
[1(1,1,3,3-
tetradeuteriopyrrolo|3,4-
c]pyridine-2-
carbonyl)amino]methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

1,1,3,3-tetradeuterio-N-[[6-
(2,4-dimethyloxazole-5-
carbonyl)-6-
azaspiro[2.5]octan-2-

yl]methyl]pyrrolo[3,4-

c]pyridine-2-carboxamide;
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N-[(6-benzoyl-6-
azaspiro[2.5]octan-2-
yl)methyl]furo[2,3-c]pyridine-

2-carboxamide;

N-[[(2S)-6-(3-
methylbutanoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[(2R)-6-(3-
methylbutanoyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

N-[[6-(4-methyloxazole-5-
carbonyl)-6-
azaspiro[2.5]octan-2-
yl]methyl]-1,3-
dihydropyrrolo[3,4-c]pyridine-

2-carboxamide;

isopropyl 2-[(furo[2,3-
c]pyridine-2-
carbonylamino)methyl]-6-
azaspiro[2.5]octane-6-

carboxylate;

(3-methyloxetan-3-yl) 2-
[(furo[2,3-c]pyridine-2-

carbonylamino)methyl]-6-
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azaspiro[2.5]octane-6-

carboxylate;

N-[(6-benzoyl-6-

(o]
N azaspiro[2.5]octan-2-
" yl)methyl]-1,3-
X
@N& dihydropyrrolo[3,4-c]pyridine-
N~ S

2-carboxamide;

(3-methyloxetan-3-yl) (25)-2-
[(1,3-dihydropyrrolo[3,4-

NJKN/%,,, vQN% /b c]pyridine-2-
- H ° | carbonylamino)methyl]-6-
\_/

azaspiro[2.5]octane-6-

carboxylate;

and stereoisomers thereof, and pharmaceutically acceptable salts of such compounds and

stereoisomers.

17. A pharmaceutical composition comprising: (a) an effective amount of at least one

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

18. A pharmaceutical composition according to Claim 17, further comprising

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

19. A pharmaceutical composition according to Claim 18, in which the one or more
additional adjuctive 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, L778,123, BMS 214662,
Iressa®, Tarceva®, C225, GLEEVEC®, intr0n®, Peg-Intr0n®, aromatase combinations, ara-C,
adriamycin, cytoxan, gemcitabine, Uracil mustard, Chlormethine, I[fosfamide, 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,
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Daunorubicin, Doxorubicin, Epirubicin, Idarubicin, Mithramycin"", Deoxycoformycin,
Mitomycin-C, L-Asparaginase, Teniposide 17a-Ethinylestradiol, Diethylstilbestrol,
Testosterone, Prednisone, Fluoxymesterone, Dromostanolone propionate, Testolactone,
Megestrol acetate, Methylprednisolone, Methyltestosterone, Prednisolone, Triamcinolone,
Chlorotrianisene, Hydroxyprogesterone, Aminoglutethimide, Estramustine,
Medroxyprogesteroneacetate, Leuprolide, 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, Ifosfomide, Rituximab, C225, Campath, leucovorin, and dexamethasone,
bicalutamide, carboplatin, chlorambucil, cisplatin, letrozole, megestrol, valrubicin, vinblastine

and NIASPAN®,

20. A pharmaceutical composition according to Claim 17 further comprising a rescuing

agent.

21. A pharmaceutical composition according to Claim 20, in which the rescuing agent is
selected from the group consisting of nicotinamide, nicotinic acid, and nicotinamide

mononucleotide (NMN).

22.  Use of a compound according to Claim 1 in the preparation of a medicament for the

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

23.  Use according to Claim 22, in which the disease or medical condition is 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.

24. Use according to Claim 22, in which the treatment further comprises administering to
the subject an effective amount of at least one compound selected from the group consisting
of: a 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, L778,123,
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BMS 214662, Iressa®, Tarceva®, C225, GLEEVEC®, intron®, Peg-Intron®, aromatase
combinations, ara-C, adriamycin, cytoxan, gemcitabine, Uracil mustard, Chlormethine,
Ifostamide, Melphalan, Chlorambucil, Pipobroman, Triethylenemelamine,
Triethylenethiophosphoramine, Busulfan, Carmustine, Lomustine, Streptozocin, Dacarbazine,
Floxuridine, Cytarabine, 6-Mercaptopurine, 6-Thioguanine, Fludarabine phosphate,
leucovirin, oxaliplatin (ELOXATIN®), Pentostatine, vincristine, Vindesine, Bleomycin,
Dactinomycin, Daunorubicin, Doxorubicin, Epirubicin, Idarubicin, MithramycinTM,
Deoxycoformycin, Mitomycin-C, L-Asparaginase, Teniposide 17a-Ethinylestradiol,
Diethylstilbestrol, Testosterone, Prednisone, Fluoxymesterone, Dromostanolone propionate,
Testolactone, Megestrol acetate, Methylprednisolone, Methyltestosterone, Prednisolone,
Triamcinolone, Chlorotrianisene, Hydroxyprogesterone, Aminoglutethimide, Estramustine,
Medroxyprogesteroneacetate, Leuprolide, 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, Ifosfomide, Rituximab, C225, Campath, leucovorin, dexamethasone,

bicalutamide, chlorambucil, letrozole, megestrol, valrubicin, vinblastine, and NIASPAN®.

25. Use according to Claim 22, in which the treatment further comprises administering an
effective amount of a rescuing agent selected from the group consisting of nicotinamide,

nicotinic acid, and nicotinamide mononucleotide (NMN).




