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What is Claimed:  

1.  A compound of formula 1: 

- 	N 
Z----"1" 	/ 

or an enanti 	er or diastereomer therof; 

or a pharmace 	-.ally acceptable salt thereof; 

wherein 

ring A is phenyl, nap 	ialenyl, pyridyl, quinolinyl, isoquinolinyl, imidazopyridyt, 

furanyl, thiazol:y 	s )xazolyl, pyrazolyl, imidazothiazolyl, benziniidazolyl, or 

indazoly1; 

lei  is H, alkyl, alkoxy, hydrox 	licylene, OH, halo, phenyl, triazolyl, oxazolyl, isoxazolyl, 

pyridyl, pyrimidinyl, pr.:. inyl, pyridazinyl, piperazinyl, pyrazolyl, oxadiazolyl, 

pyrrolidinyl, thiophenyl, mo 	holinyl, or dialkylamino, wherein phenyl, triazolyl, 

oxazolyl, isoxazolyl, pyridyl, p 	• 	idinyl, pyrazinyl, pyridazinyl, piperazinyl, 

pyrazolyl, oxadiazolyl, pyrrolidu 	thiophenyl, or morpholinyl is optionally 

substituted with up to two substituen 	selected from halo and alkyl; 

R2 is H, alkyl, alkoxy, hydroxyalkylene, or halo.  

Z is NH, N-alkyl, or 0; 

R5 is pyridyl, pyrimidinr, pyrazinyl, pyridazinyl, qui 	•z ) ' vl, quinoxalinr, pyrazolyl, 

thiazolyl, thiadiazolyl, benzoxazolyl, itnidazc.)pyi 	my I, or triazolopyrazinyl, 

optionally substituted with one or two substituents i 	epeudently selected from 

the group consisting of alkyl, cyan, alkylearboxylate, 	koxy, and halo; and 

n is 0 or I. 

2.  The compound of claim 1, wherein Z is NH. 

3.  The compound o 'claim 1, wherein Z is N-alkyl. 

4.  The compound of claim 3, wherein Z is N-CH3. 

5.  The compound of claim 1, wherein Z is O. 
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6. The compound of any one of claims 1 to 5, wherein ring A is furanyl, thiazolyl; 

isoxazolyl, pyrazolyl, or imidazothiazolyl, 

The 'COMO:kind of any one of claims 1 to 5, wherein ring A is phenyl or riaphthalenyl. 

8.  c'orrmpound. of any one of claims 1 to 5, wherein ring A is pyridyl, quinolinyl, 

5 isoq 	l' - 1, imidazopyridyl, benzimidazolyl, or indazolyl. 

9.  The corn 	nd of any one claims I to 8, wherein R1  is alkyl. 

10.  The compo n 	'f any one of claims 1 to 8, wherein Ri  is alkoxy. 

11.  The compound oft 	'ni 10, wherein alkoxy is haloalkoxy. 

12.  The compound of any c. 	of claims 1 to 8, wherein RI  is hydroxyalkylene or OH. 

10 13.  The compound of any one o 	aims 1 to 8, wherein R.1  is halo. 

14.  The compound of any one of c'la 	1 to 8, wherein R is phenyl. 

15.  The compound of claim 14, wherein I yl 'is halo-phenyl. 

16.  The compound of any one of claims 1 to 8, 

isoxazolyl. 

terein R1  is triazolyl, oxazolyl, or 

15 17.  The compound of claim 16, wherein oxazolyl is iri. 	1-oxazolyl. 

18.  The compound of claim 16, wherein isoxazolyl is meth 	'soxazolyl. 

19.  The compound of any one of claims 1 to 8, wherein Ri  is py 	1. 

20.  The compound of claim 19, wherein pyridyl is methyl-pyridyl. 

21.  The compound of any one of claims 1 to 8, wherein R1  is pyrimidiny 	azinyl, or 

20 pyTidazinyl. 

22.  The compound of any one of claims I to 8, 

pyrrolidinyl, or dialkyainino. 

wherein R.1 is piperazinyl, rxi 	.1 	6 	, 

23.  The compound of any one of claims 1 to 8, 

thiophenyl. 

wherein R1 is pyrazolyl, oxadiazolyl, or 
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24. The compound of claim 23, wherein pyrazolyl is methyl-pyrazolyl or dimethyl-pyrazolyl. 

, The compound of claim 23, wherein oxadiazolyl is methyl-oxadiazolyl. 

26.  'he compound of any one of claims 1 to 25, wherein R2 is H. 

27.  The `unpound of any one of claims I to 25, wherein R.2  is alkyl. 

5 28.  The core 1 Lind of any one of claims Ito 25, wherein ft..) is alkoxy. 

29.  The comp Dui. 	of any one of claims I to 25, wherein R2  is hydroxyalkylene. 

30.  The compound o 	y one of claims I to 25, wherein R2  is halo. 

31.  The compound of any , e of the preceding claims, wherein R5  is pyridyl, pyrimidinyl, 

pyrazinyl, or pyridazinyl th 	2 nally substituted with a one or two substituents 

10 independently selected from 	e group consisting of alkyl, alkoxy, or halo. 

32.  The compound of claim 31, 	h 	i alkyl is trihaloalkyl. 

33.  The compound of claim 32, wherein ' 	s 	-idyl substituted With trifluoromethyl. 

34.  The compound of claim 32, wherein R5  IS 	rimidinyl substituted with trifluoromethyl. 

35.  The compound of claim 32, wherein R5  is pyra 	-1 substituted with trifluoromethyl. 

15 36.  The compound of claim 32, wherein R5  is pyridazin 	substituted with trifluoromethyl. 

37.  The compound of any one of claims 1 to 30, wherein R5 	quinazolinyl or quinoxalinyl, 

optionally substituted with a one or two substituents indepe setitly seleeted from the 

group consisting of alkyl, alkoxy, or halo. 

38.  The compound of claim 37, wherein alkyl is trihaloalkyl. 

20 39.  The compound of claim 38, wherein R5  is quinazolinyl substituted with 	'fluoromethyl, 

40.  The compound of claim 38, wherein R.5  is quinoxalinyl substituted with triflr 	omethyl. 

41.  The compound of any one of claims 1 to 30, wherein R5  is pyrazolyl, benzoxazoi.  

imidazopyrazinyl, or triazolopyrazinyl optionally substituted with a one or two 

substituents independently selected from the group consisting of alkyl, alkoxy, or halo. 
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42. The compound 

3. The compound 

45,1 , 	mpound 

46. The cog 

trifluoromc 

47. The compound 

trifluoromethyl. 

48. The compound 

49, The compound 

50. A compound 

e compound 

,iind of 

'1.  

E 	• 
N o 

of 

of 

of 

of 

of 

of 

selected 

claim 41, wirer - 	fpyiazolyl is 

claim 41, wherein alkyl is trihaloalkyl: 

claim 43 -,.,he 	ill R5  is pyrazolyl 

claim 43, wherein R.5  is berizoxazoly1 

claim 43 wherein R5  is imidazopyrazinyl 

aim 43, wherein R.5  is triazolopyrazinyl 

an), ( 	of the preceding claims, 

any one o. 	i s I to 47, wherein 

from the 	-1 consisting 

Compound 

methyl-pyrazolyl. - - 

substituted with. tritlubromethyl. 

substituted with trifluoromethyl. 

substituted with 

substituted with 

wherein n is 0. 

n is 1. 

of 

Compound 
Name 

: 
,_. 

/ 'N 
.ffic 

,....,..,,,,„ 

Z.-- 
2 

 

2 

0 

(5-flu oro-2 -(2,:rimidin-2- 
yl)phertyl)(0S,2R,41()-2- 

yridin-2-yloycy)methyl)-
,a

7 
 bicyclo[2.2 . i -.I heptan-

-yl)methanone 

e7"---il 

,--- 1 
\ 	t.,_..4,-,  .. 
/ -̀:''N 	A 

I 

A 

N 
0  

.., 
J 	IV) 

(--1--)0- 	y -3- 
(pyTimid in-2 - 	s oi din-2 - 

.Y1)(24PYr . 
 

ytoxy)methy. 
azabieyelof 2.2.1. -] [IL. 	, 

yl.)methattone 

\••• • ' 
b 

N
t ---f  

N 
e-1------ 

1 

N 
.0 

j 

..." 	i 
i 

(6-methyl.-3-(pyTimi din-2- 
Apyridin-2- 

yl)(0.S*,2R*,4R*)-2- 
((pyridin-2-yloxy)rnethyt)- 
7-azabieyeio[2.2. I Iheptan- 

7-yOrnethanone 
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3B I 	(6-methyl-3 -(pyrinndin-2- 
N ''/'\\ 

\-z--.--. 	) 	
yl)pyridin-2- 

yl)((lR*,2S*,4S*)-2- 
, 	0. 	i ((pyridin-2-yloxy)inethyl.)- 

i 	7-a-mbicycio[2.2.1 ]aepiat I- 
N ,  

N 	 7-y.1)ruedianone 

0,--- i 

N ->-;\ (±)-(6-methyl-3-(211-12,3- 
4/ triazol-2-y1)pyridin-2- N---N ,,.... 	.., 	! 	 yl)(2-((pyri din-2- 

S
i  
	O 	 yloxy)methyl)-7- 

--) ---r I azabicyc1o12.2.1jheptan- 7- 
JJJ 

N 5:2'; 	yi)methatione 

0 	N 
5A N --1\ 	 1 	(6-methy1-3-(211-1,2,3- 

	

"-ly 
	 triazoi-2-Apyridin-2- 

	

N 	
1 

/ 	 I yl)((.S.,2RAR)-2-((pyTiditi- 
i 	,,, 	, 	, 	,., 	I% 	i 

i 	 0 	 1 	z-yioxylmetnyLi-,- 
".-1( 	 1 azabicyclo[2.2.11beptan-7- 

/
,\---z-N 

N 	 I 	yi)medianone 
-.-, 	. 

4 	. 	1 
1 

5B --- 	i 	(6-raethyl-3-(211- 1,2,3- 
, 	i 	triazol-2-yOpyridin-2- ,... 

.47-__. 	 I yl.)((1R,2S,4S)-2-((pyridin 
(7 	t 	It 	1 	2-yioxy)Inethyl)-7- 
I 	\ 

f'''N 	
I azabicycio[2.2,1 ]beptan- 7- 

r,.... 	 N I 	yl)methanone 

l...... 	,"1 
'  N 	"0"

-.... .̀1  

6 N*" 	 (6 -methyl -34211-1;2,3- 
\ 	,I/ 	 tri azol-2-yl)pyriclin-2- 
N---.N  (1 S,2RAR.)-2-((pyri.din- 

1 
\\ 	Q '-yioxy)rtlellty1)-7- 
, 

71 	1 aza , 	-,,cio[2.2.1 pieplan-7- 

/- 

N 
.,.....  

O N 2:....,-"-''N 

 'ITO ellanon e 

N' \ 
N--- N 

(±)-(2-q(54-11, 	07yrridin-2- 
yl)ox.y)me _ - )-7- 

r „ azabicyclo[2.2.1 	halt-7- 
yl)(6-methyl-3-(21- . 	,2,3- 

---IN3 	\ 	 r- triazol-2-y1)pyridi ,. 	- 

::N..... 
.....;---;'•- 

I 
—,- r 1 	y)nnethanone 

-----1--  ."0--'1,4- 
SA 14 "-..--' 	 (0 S,2R,4R)-2-(((.5- 

‘ 	/ 
1,,E---N 	 i 	fluoropyridin-2- 

yl)oxy)rnethyl)-7- 
\ 	ri 	 i 1  azabicyclo[2.2.1]heptan-7- 

---. 	., 	1  1 	yl)(6-nue-thy.1-3-(21-1-1,2,3- 
N I 	triazol-2-yi)pylidin-2- 

ti ,.
O  .-- 	yl)methanone 
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.88 N -- 01R,2S,4S)-2-((( 5- 
\ 	1i 
N1,--N 11uoropyridit-2- 

yfloxy)tnethyl)-7- 
/t6 	0 	azabicyclo[2.2.1Thep. tan-,7- 

- F:  - 	.--.' IN  
yi)(64nethyl- 3-(2H-1a,3-:. - 

."'-`'''""-, N 
\ 

Ixisto1-2-yi)pyriditi-2- 
ylpitethaOlie 

9 N ":: \> 	 (=:)-(2-(((5-tluoropyridin-2- 
\ 	/, 	 yl)oxy)tnetby1)-7- 

..„.„./ N ' ''N 
(7' 	s,1 	0  

' 	• 
azabicyclo [2.2.11heptan--7- 
yl)(5-methyl- 2421-1-. 1,2,3- 

/ N 	 .,- 1 
ii 

triazol.-2- 
yl)plietlyl)rtletlianotle 

-....
t   .1 	--- - 

01 S,2R,411)-2- 01(5 - 1 OA N 	' \ 
N-^N thaoropytidin-2- 

yl)oxyjmethyl)-7- 
azabicyclo[2.2.1 iheptan-7- 

N 	
AO-methyl-2421"-(21I ,2,3- 

..,_. 	4::7-Y Iriazol-2- 

-- 0.--- - 	,,,---.-, -1 J
_.!.1 yDrihenyl)rnetliarione 

10B N-- (1 R,2S,4S)-2-(((.5- 
\ 
r nuoropyridin-2- 

ypoxy)metbyl)-7- 
azabicyclo[2.2.1-jheptan-7- 
y1)(5-metb.yi-2-(2H- 1,2,3- 

triazol-2- 

.... 	IL, 
—N - 	0----""-4----  

yl)phenyl:tmethanone 

11 S 	N',-% (±)-(24(5-finorooridin-2- 
/ 	 yipxy)merny1)-7- --z:/ 

- abicyclo [2.2 . 1]heptan-7- 
0 y1)(2-(thiciphen-2- 

• phenyl)meihanone 
N 	--- 

r- 

12A § \ 01 S*,2R*, 	-24(0 - 

z--_()'-- 
Iluoropyris 	2- 

ypoxy)meth, 	7- 
\\ 	0 	 azabicyclo[2 .2 .1 ] h, 	, n -7- 

)....,--,...,y —~f/ 	 y1)(2-(thiophen—, 
N 	,...._ 	j: I 	vi)phenyl)ructitanoti 
1.....„,_ •-•;;;-. 	------, 	1 	- 

1 
,1-1---P'''ON.." 
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12B s' `.. ‘.)... 0113,*,2S*,4S*)-2-(t(5- 

..)--:-......-- -.., 
:.'" 

flu oropyridin-2- 
ypoxy)methy.1)-7- 

/ 	1,1 	0 azabicyclo[2.2.1Pepum- 7- 
yi)(2-(1hiophen-2- 

F ApItenyl)methanone 
\,,..... 

.."---..../..„--.....1 

13 ";".." N), / 
(±)-(5-methyl-242H-1,2,3- 
triazol-2-yl)phenyl)(24,041-(((4 

ff \N---N 
--c" 	0 	_ 

: . 
F 

F 
(irifluoromethyDpyrimidi 31- 

2 -y1)0Xy)Meihy].)-7- - 
 

,e;
...-•'-'7.-.•. 

N 
Izabicyclo[2.2.1 iheptall-7-

yt)inethartone 

7- 	-7 	..1.;:•.„ 
1.--'---1- 0 	N"' 

14 N -- (±)-(5-methy1-2-(21-1-1,253- 
i 

N---N tilaz01-2-Yihtenyl)(2-(05-  

.7c (trilluoromethyl)pyridin-2- 
0 y1)oxyrnethy1)-7- 

.1- 	a zabicyclo[2.2.1 Iheptati-7- 
-..-------K  yOrnethartone 

„............,. 	,,,.: , 	0 	N 

15 N •-- (+)-(5-methyl-242H-1 ,2,3- \ 	. 
N--N triazol-2-yl)pbeny1X2-(03-

(trilluoromethyl)pyridiu-2- 
(7.---1( 	(-) y1)oxyyrke1hy1)-7- -f-  1: 

 
1..., 	.)- - azabicyc1or2.2. I lheptan-7- 
-./ i4 yl)methanone 

16 • ' (+)-(5-methyl-242E4-1,2,3- 
N 

......1,,N.'N 
riazol-2-Ap.beriy1)(2-((6- 

, 	0 --f 
;11tioromettlyl)pyridin-2- 

-1)oxy)methyl.)-7- 
N ..-7'-`-- azar 	ve1of 2.2. I lheptati-7- 

-.1 
1..\ -.. 	1; 	F 	,.. )metlianone 

F 

17 N (±)-(5-meth7). 	';', 	2H-1,2:3- 
\ 	/ 

--- N triazol-2-yl)ph 	-1)(2404- 
methylpyri, -2- 
yl)oxy)methy  

/
2...-,-....--...._,/ azabieyelo[2.2.1]he 	n-7- 

-<:;'-'-''''s, 
yOrnethimehe 

r- I 
/....---......"..-----.0 N 	- 	 
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18 N -.‹.-\> 
N 
\ 	1 

-....N 

f7  \\,..,.._4,0 
-----/ 	"-Y 

N 

/1-  - 

(±)-(5-mettly1-2 42H-1 ,2 ;3- 
triazo.1-2-yl)p holy' X206- 

ructhylgyridin-2- 
yl)oxy)meiltyl)-7- 

azabicyclo[2.2.1 ]lteplan-7- 
yDruethanme 

19 	I 	N .------\\ 
\ -- 	

/ 
NN 

0 

	

N \ 	-1-7-N--"-  
1 	i 

(±)-(.5-methyl-2-(211-1 ,2,3 - 
iriazoi-2-yDpl-ray1)(2-(05- 

Tnethylp yridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]11eplan- 7- 
Amethatione 

I  

2(1 N N N 
N N 

/0 

-..,,,,,,.N ,, 

111  

A 	
(±)-(2-(((3,6- 

dirnethylpyrazin-2- 
Aoxyjmethyl)-7- 

azabicyclo[2.2. 'I ]heptati-7- 
yi)(5-methyl-2-(2H-1,2,3- 

triazol-2- 
yl)phenyl)methanone 

-, -1 N'''' 

//-' ---zcf 
\ .,....„)---e)  

/ - 

, 
N 

I 

F3C „ 	! 

(f)-(5-methyl-2-(2H-1,: ,3- 
i triazo1-2-Aplmy1)(2-(03- 
1 Orifluorometky-Dquinoxal in 

-2-y1)ogy)metliyI)- 7- 
azabicyclo[2.2.I]heptan-7- 

yl)rnethanone 

2/ 

i : 
i 

N "..--, \ "-// 
, r\iN 

r• 

(
0 

i 
N 
------, / 	, 	1 

(2-(2H-1,2,3-triazol-2- 
1)phenyl.)(2-(((5- 

lotopyridia-2- 
y 	v 	ethyt).-7- 

azabi • 	2.2.11beptan- 7 - 

	

y )3, 	au one 

23  

_../, N ---;.--'i 

'6---.'0" '''' N 

(±)-2-(((5--fitiorom, 
yl)oxyjmeitty1)-., 

azabicyclo[2.2.1 pie pi.a[. 
yl)(quino1in-8- 
yl )methatione 

24 

......2
, 	....,„ 

11L 
/ ,-1:\--- 

0 

N 	.....4.-f-',..., 
-- i — 	..z.,...,. 	) 	i 

(±)-25-fluoropyridin-2- 
ypoxy)rnellayl)-7-

azabicycio[2.2.1 ] icirlan-7- 
371)(napht.haten- 1- 

yl)niethatione 
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25 (±)-205-fluoropyridin-2- 
/7—  yl)oxygnethyl)-7- 

azabicyclo[2.2.1 jheptan-7- 
N „. 	.F 	yl)(2-inethylnaphthaku4 - 

1..„,/," 	:p.....,_ yOmethatiaae 

26 €0-2-(111-pyrazol-1- 

N---14 y1)phen:4)(2-(((5- 
fluoropyridin-2- 

yl)oxy)methyl)-7- 
. 	--r azabicyclo[2.2.1]heptan-7- 

N 4-. ,„ yl)methanone 
--.....- 	If  

0---<''N-- 
 g 

27 / \ (±)-2-(((5-fluoropyTidin-2- 
yl)oxy)melly1)-7- 

-- a zabioyelo[2.2.1]heptan-7- 
yl)(3-phenyllbran-2.- 

i 	-.... yDrnethanone 
t 	‘ 

,,,,::...sr,.- F 

-.". 0  
)11  

N ' 	1--- ---- ---- __ ------- ________ 
28 i (±)-(2-ethoxynaph.thaleu-1- 

i y1)(2-(y5-fhloropyridin-2 - 
0 yl.)oxyymethyl)-7- 

0 azabicyclo[2.2.1]heptan 	- 
yljniethanone 

N 
'1‘,._ 2

.- [5,', O'''' 
'4411 	- 

,_. ----- 
29 / 7-  -A : 	(±)-(5-(2-fluoropheuy1)-2- 

\ 

 

,
c,_ 1  methylthiazol-4-yi)(2-(((5- 
/— fluoropyridirt-2- 

S-
--\\ 	° 

yi)oxy)rnethyl)-7- 
fj .--C.'  N 	% a icyclo[2.2.1 Thepinn-7- 

vOrnethanene N

I.. 

---.,  ..--,- 	...-F 

30 N ;"\ 0--)-(5-flu., -2-(2H-1,2,3- 
ri 

N.--N 
--- 7(

5-  triazo1-2-y1), 	nyl)(2-(0 
fluorop-y 	in-2- 

\'1.,_ ,,,  .0  yl)oxyjnietn ' -7- 
/\'''"'"---7 	7 ambicyclo[2.2. I jh, 	an-7- 

F 	 N [ir.,..,,,,,.F yl)niethanone 
/ 	1 

31 ,,--' - (±)-(2-iluoro-6-(pyrin Li d in. 
N 	‘ 
t 2-yl)phenyl)(2-(((5- 
-'''''N fluoropyridin-2- 

,_.,,C) 
--c 

yl)oxy)rnethyl)-7- 
azabicyclo[2.2.1]13eptan-7- 

N ...,,........,...-...,,,,...F yl)methanone 

1-, 

..-.., 
7  - 	0 N 

_____ ........... _ .... ......_ 

- 496 - 



WO 2014/159591 PCT/US2014/024322 

32 .,,---;\ N 	\ ‘ 
' 	/ 

(±)-(5-fluoro-2-(pyrimiciin-
2-y00mA( 24(5- -N 

fluoropyridin-2- 
/ 	jD  yfloxy)rnethyl)-7- 

F
/t-- I az.abicyclo[2.2.1 ]heptan-7- 

„.F 	1 	yOniethanone I rl 1 	I 

/7-- 1 (--0-(2-0(5-fluoropyridin-2- 
N: . 

i 	yl)oxy)rnethyl)-7- 
azabicyclo[2.2 .1]heptan- 7- 

. y1)(5-methyl-2-(py-ritnidin 
.4.-..-_,..,  2-AphenyDrnetlialone 

N 
.'..._._ i 

 .,, 

34 N''"\ 
N, 	# 

(=)-(2-(2H-1,2,3-1nazd-2- 
N-N  y1)pheny1)(2-((quinoxalk- 

\ 	C.) 
..-- 

2-yioxy)xnettty1)-7- 
azabicyclo[2.2.1 ittepian-7- 

Amethanone 
--.....-• 

, 
,,..- 	-..-:.:-... 

------------------ ' 	35 , (±)(2-Iluoro-6-(21-1- 1 ,..,,.3- 

N--N triazol-2-ylthenyl)(2- 
.' 	,..., ((quinoxalia-2- 

V.,., )----/7 
\ 

-.. .: 	\ 
yioxy)m ethyl)-7- 

azabicyclo[2.2.1 j]heptan-7- 
F 	1 ,..„ -----,k,. yl)Tnethanone 

s.,  N 
36 .--7,.. N ' ',. / 

N--p,1 
(#)-(5-methy1-2-(2.1I-1 ,23- 

triazol-2-yl)phenyl)(2- 

1//'--S(. ..,,,, 
/ --- 	

---,....-- 
1 

N 

((quinoxalin-2- 
yloxy)methy1)-7- 

,bievclo[2.2. I jheptan-7- 
,•-,--- 

- --'-- 	1 
, 	-.., --" '-.] yOmettlanone 

• /..---.. 	....d.. 
4-------'.. 	0 ---.. ,-..<- N 	- 

37  N') / , 
±)-(. 	oro-2-(2H-1 ,2,3 - 

W--1 trj az o 71 V 1] enyi )(2- 

0 WTI . --ilin-2- 
--.... yioxy)1 )-7- 

N 	,,,,-- 1 
!

N -.....- „-...,, ,1 	, 
azabicycloi 2.- 	ep tan- 7 - 

yOmeillai 
..----. 	..---"-":-. 0  . >•••••.,,,.;.----N 

38 1 / (±)- (5 -methyl -2. 

- 1 (pyrimidin-2-yl)plaeny 

-r... 	It 	,0 \ 	‘c/ __ 
((quinoxalin-2- 

yioxy)methyl)-7- 
7.- 	' N azabicyclo[2.2. I ]heptan 	- 

-.2.1' --s- ,,,, ''...'",- yOrnethanone 
I 	, 
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19 N '.; 1 
N.-- N 

(±)-(2-0.(4,6- 
dimethylpyrimidin-2- 

1 	371)oxy)tnethyl)-7- 
0 1 azabicyclo[2.2.1]lleptan-7- 

1.---.:-..„/  I 	yl)(5-methy1-2-(21I-1,1,3- 
N 1 	triazol-2- 

r- 
\ 
- 1 	yl)phetrArnethanone 

,e-/- 	--k--- 	i  

40 '''''-`1 
i 	*,‘, (±)-2-4(4,6- 

dimethylpyrimidin-2- 
/...-=-....:, yl)oxy)melhyl)-7- 

0 1 	0 
N ..,, 

azabicycio[2.2.11hcplari-7- 
y1)(3-metityi-5- 

plienylisoxazol-4- 
; N ''''''''-`-; yEjmethanoue 

\ dirnethylpyrimidin-2- 
yl)oxy)methyl)-7- 

6.4r1  \ 	0 azabicyclo12.2.1Theptan-7- 
),..-_,.. yl)(2-ethoxynapb.thalen-1- 

A
i 	\ v i,- N-------  -, 

,-I_ 	1 
-̀ '''N 	''''- 

yOrnethanone 

‘1,. / (±)-(2-(04,6- 
\ dirnethylpyrimidin-2- 

/--...„ .0 / yljoxy)methyl)-7- 

K A 	a 
......\.„7„., 

azabicyclo[2.2.1]heptan-7-
y1)(2- 

5  ethoxyphenyl)methatione) 

L 11 

43 Wry (±)-(2-4(4,6.- 
ethylpyritnidin-2- 

-"7---- Ni y 	xy)trae.thyl)-7- 

0 I azabicy 	[2.2.1]heptan-7- 
1 	y1)(2-flu.. 	-6-(pyrimidin- 

; I 	2-yl)phe 	aethanone 1 
F NV -1 

ir  1 ..,-',..„.., 

44 y (+-)4.2-0(4, 
dimethylpyrimiclin 

yl)oxy)inethylt)-7- 
,- 6.p I azabicyclo[2.2.1peptan- . 
/'---- 	7" 1 	y1X5-fluorn-2-(pyriraidin- F 	

1:4 1 	2-yl)photryl)methatione 

L 
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5 ."7"---:-.  N 	A 0--)-(2-0(4,6- 

/* 	 dimethylpy,:i mi din-2- 
--N 	 yl)oxy)tnetbyt)-7- r ‘, 	0 	 azabicyclo[2.2.1] beptan-7- 

y1)(5-methyl-2-(pyrimidin- 
„)z.----' N 	 i 	2-yl)phenyl)methanone 

•_. 
,:- /--"----'-'0"--- 	N --.'''' 

46 S -  A42-0(4,6- 
' .,--.:7-,,, di niethylpyrinii din-2- 

, 	 yl )oxy)tnetivi)- 7 - 
1 azabicyclo12.2.11t3eptan-7- 

. 	 yl)(2-(11-iophen-2- 

• N\ 	->,''”, , Aphenyl)niethanone 

F` '-'--- 	 i 
4. 	7  

47 N•"--N, 1 	(±)-(6-methy1-3-(21-1- I ,2,.... - 
\ 	fl 	 1 	triazo1-2-y1)pylidin-2- N--N 

\ 	
v. 	0 	 Y1X2  4 (0- 

F 	I (frifluoromethyl)pyridin-2- 
_ /N 	 L.. 	1 	yfloxy)tnetliy1)-7- 

rC"." -̀'' 'F ' azabicyclof 2.2 . I Theptan-7 - : 	1 ,,,),-„,,,. 	.., 
. 	N 

ybrnethanone 

48 ," (±)-(3-ethoxy-6- 
\ 
0 methylpyridin.-2-y1)(2-(0 5- 

(tribluoromettOpyridin-2- 

(7:..., 	---(' 	° 	 yl)oxy)methyl)-7- 
N 

N 
\ 	''''' 	'- 

azabicyclo[2.2.1.1heptan-7- 
yOrnethanotie 

49 N ''..".N 	 r.-..)-(2-(45-bromopyridni- 
N--.N 
"N 	4/ 2 -yl)oxyymelhyl)-7- 

..,/7—  1 	..,0 \ . 	-et/ 	 1 
/.----..1.,1.. "-- 	, 

, i cyclof 2 .2.1 iheptan-7- 
- methyl-3 -(21-1.- 1 ,2,3 - 

t • 	- I -2 -yl)pyri din-2- 
Nj 	 ---7--......, 	 aethauone A 	r-  /-1-----, 	,  

1--1--1'—'"O'N;  
50 F 	It (=)-(2-(((5- 	opyridin.- 

.Lk 	(5 2-yl)oxy)m 	y1)-7- 
/7, 	\\ .0 arabicyclo I 2.2.1 	tan-7- 

f.  y1)(3-thoro- 

N 	 , 
Br  

i 

methoxy-phenyl)rne 	one 
 

[—.,__.. 0, 

51 
•(/ ±)-(2-(((5-brornopyridin- 

a 
2-yljoxy)methyl)-7-

azabicyclo [2.2.1]heptan- 7- 
//'--- 	a yl)(3-ethoxy-6- 

(/ 1 	methylpyriditi-2- 
?4 	 yl)methanone 

/•:-.2"---i----''ON ''''' 

- 499 - 



WO 2014/159591 PCT/US2014/024322 

.,, 1 (±)-(3-fluoro-2-(pyrimiclia- 
F 	..,„ 1 2-yi)phenyl)(2-((pyridin-2- 

— ` 
1 	yioxy)methyl)-7- 
1 azabicyelo[2.2.1Theptan-7- 

- Iyl)methattone 

N I  
.'..\-.... 

(±-)46-methy1-3-(2H-1,2,3- 53 	I 	N''''\i ‘ 	/ triazol-2-yppyriclin-2- N --N yl)(2-((pyridazin-3- 
,1 0 yloxy)inethyl)-7- 

..)----(//' azableyelo[2.2.1]heptan-7- 
i*.1 yl)methanone 

5 	 : 1 (#)-(6-methy1-3-(2H-1,2,3- 
triaz.o1-2-y1)py-ridin-2- 

(ssi yl)(2-(((2-rnethylpyridin-3- 
0 i 	yl)oxy)methyl)-7- 

azabicyclo[2.2.1 ]heptan-7- 
yl)methanone 

11 

55 (±)-(6-rnethyl-3 -(2H-1 ,2,3- 
1 triazol-2-y1)pyridin-2- 

.- 	N yl)(2-(((3-methyloynidin-2- 
e— yl)oxy)methyl)-7- 

--
N ./`--- azableyelo[2.2.1-,Illeptan-7- 

N yl)methanone 

-74-"-'-'0 ' 
.6

1 
	 N --' (r)-(2-(((1 -methyl- 11-1- 

\ 	Ii . 	-azol-5-yl)oxy)methyl)- 
N--N '7 _ 	bieyelo[2.2. i]heptan- 

0 6-methyl-3-(2}1- 
, 
‘ 

3 zol-2-yppyridin- 
N 	\ 

N — N 
'',\ 

, Aethanone 

57 N7) if 
(..-2)-(6-methy-1-:, 	''H-1,2,3_ 

 triazoi-2-yl)py 	-i-2- 
,,N'N yl)(2-((pyridin 
0I yloxy)methyi)-7 

--N / azabicyclo[2.2 .1 ]hepta 	- 
N 4,-. yl)methanone 
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58 

1-- 

ra.. 

-.,-: % 
i 

(±)-(6-methyl-3 -(2H- 1 ,2,, - 
triazol-2-yi)pyralin-2- 

:y4)(2-((pyTidin-3- 
yloxy)xnethy1)-7- 

azabicyclo[2.2.1 ]heptan-7- 
yronethanone 

59 

60 

, \ \\ 
\-- 	-r..  / — N 

t 1 

N--„N 

1' 

N --- 
\ 
N •-• 

/ 

7--  N 

N''''N, 
---N it 

O 

N 
N: i 

t*--7 

- 
If 

. 

N 

1 
'''-''''''''N 

\ 
4,
A  

N  

0 

1 (4-(6-rnethyI-3-(211-1 2,3- 
j triazol-2-yi)pyridin-2- 

yl)(2-((pyrimidin-2- 
yioxy)methy!)-7- 

azabicyclor2.2.11 heptan- e - 
yOrriethanone 

1 t (±)-(6-meihy1-3-(21-1-1 ,2,13.- 
1 	Lriazol-2-yr)pyridin-2- 

yi)(2-((pyra2in-2- 
yioxy)methyl)-7- 

azabieyelo[2.2.1 ]heptan-7- 
yl)methanone 

r ( )-(6-methy1-3-(2H-1,2,3- 
tiazol-2-yl)pyrichn-2- I 
y1)(2- ((pyrimidin-4- 

yioxy)methyl)-7- 
azableyelo[2.2.1] heptan-7- 

yl)methanone 

62 , 
\ 

1--- 

N 

. 

0 I 
1 
I 

-=.46-methy1-3-(2_-1.2,3-
iazol-2-yljppidin-2-
-((6-rnethylpyridin-2- 

)oxy)niethyl)-7- 
_ azabt 	-lot 2.2.11heptan- i - 

etharione 

1 
1 

63 0--%,)  

.,/ 	v 
\ 	'-'\ 	- 

,/--1,4 
N 

i--  --- 7 
0 

- -,..„, .....7  

1 
N 

1 

(--0-(2-0(5-fiuon, 	Id' -2- 
yl)oxy)metity, 

azabicyclor.  2.2. libep 	-7- 
yl)(6-methy1-3-(oxazc. 
yl)pyridin-2-yi)methano 

64 ;,-.=-7-..., N 
‘ 

N 
0 

e) 

...-  5.-„„, 	.„..F i 

i 
' 
I 

' 

(z-')-(2-0(5-fluoropyridin-2- 
yl)oxy)rnethyl)-7- 

azabieyelo [2.2.1 ]heptan-7- 
yl)(6-methyl-3-(pyrirnidin- 

2-yl)pyridin-2- 
yl)methanone 
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65 -----. 
\ _,.

N 
\A 	,p 

... 	/---- '," 
,,," -- N 	1 

,, 

.,---•--. 	..- • . 
i 	1 ' 

. . . . . )..; . •._, 	) 

(±)-(3,6-dirnethy112,3L 
bip-yriditil-2'-(((5-(05- 

tluoropyridin-2- 
yl)oxyjrneihyD-7- 

az.abicyclo[2.2.1pieptati-7- 
F 	Dni  yethanone 

, 
66 

6 7 

9- 	,.--. , 	, 
`-'N 

N 

..-*-N 
0 

...-) 

r___.-;-,-...„„, 

„,--. ---- 

F 

F. 

(±)-(2-(0-fluoropyTiclin-2- 
yl)oxy)meihyl)-7- 

azabicyclo[2.2.1]1aeptan-7-
yi)(6-rrieffiy1-3-(3-tnethyl- 

1 .2,4- oxadiazol-5-
yl)pyriditt-2-y1)inethanone 

--- 
f

__)-(2-(((5-fluoromidin-2- 
i 	yl)oxy)rnetityl)-7- 
I azabicyclo[2.2.11heptan-7- 

1 	yl)(6-methyl-3 -(3-methyl-
111-vyTazol-1-y1)pyriklin-2- 

yOrnethauoae 

68 - 
1---, 

-`'-.' F 

(±)-(2-(((5-fluoropyridin-2- 
yl)oxy)rnethyl)-7- 

azabicyclo[2.2.1j lieptan-7- 
yi X6-methy1-3-(p3,Trolidin- 

1 -yl)pyridin-2- 
yDrnethatione 

69 

70 

71 

, N 
9 	s-.— 

/---k, 	,() 
-.. 

N  7
----(e" 

N 
r" 	*--- i 	1  	.„ 

	

4---  ---i," 	0  

'---- 1 
, N ---N 

r '.c 
 

N 	Z 

1-1-3."^0 Z.— 

N ' ‘ 	l  
N--N 

\ 
N 
. 

,,,-,,,, , F 

.. ,...:,,,,--,y
,F 

'N)  

[ 	ii 

-i-- 

(±)-(2405-(((5 -2-  
yl)oxy)tnethyl)-7- 

abicyclo[2.2.111heptan-7- 
yl)(6-toetly1-3-(3- 

1eth) lisoxazo1-5- 
y g), 	in-2-yl)methanone 

(zE)-(2-0(5- 	oropyr; 	..11-2- 
yl)oxy)t 	4)-7- 

azabioycio[2.2. ' e tan-7- 
yl)(6-methyl- 	' 	- 

py-ra2.ol- 1 -yppyri 	--2- 
yl)mettinnone 

(±)-(5-methy1-3-(211- 1 ,2,.. 
I 	tr. 	1-2-y1)pyridin-2- 

yl)(2-((pyridin-2- 
yloxy)methy1)-7- 

azabicyclo[2.2.1jheptan-7- 
yl)methanone 
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7' N ----; (:1_-)- (4-methy1-3-(211- 

\ \ 	4 1\1-,N 1 ,2,3-triazol-2-yppyridin- 
2-yt)(2-((pyTiditt-2- 

0 yloxy)rneiltyl)-7- 
\ 	1"---f 
'z'-.1\1 	 azabicyclof 2.2.1 ple.ptat 1-7- 

N 	*4.".N"- 	
Arnettianone 

,-- - 	---, 

73 (,)(3-(dimethylamino)-6- 
inethylpyridin-2-y1)(2- 

/ \ p  ((pyridin-2-yloxy)methyl)- 
7-azabicyclo[2.2.11tteptan- 

7-yl)methatonc 

ti 
74 N'''--;\ (±)-(3-(21-1.-1,2,.,-, iazoi _ 

6.' Nyl)quinolin-2-y1)(2- N 
::.----/ 	 ((pyTictin-2-yloxy)methyt)- 

/ 	\\ 	0 	 i  7-azabicycio[2.2. I ]heptau- 
7-yl)methanone 

.--,,•,'7'1, 
.,:.....,.

7 
 

-----1---""ON 

75 7 (=) -(7 -ethoxyquinolin-8 - 
Jyl)(2-((pyliclin-2- 

... yloxy)metliy1)-7- 

(-1C / 0 	 , azabicyclor . 2 Alleptan- 7- 

-',--.-.---'( yl)rnethanone 

,, 
, 

i 
76 N -- \ (--0-(3,6- _ • 1 	

\ 
imethylimidazq 1,2- 

N -idin-5-y1X2-((py-riditi- 
/ l 

N 
, 

......;,,-- 
..--..,,, 	

,,.. 1 

-1oxy)tnetliy1)-7- 
aza b. 	tot 2. 2 .1 Theptan- 7 - 

i 	ethatione 
1 .,-.. ,f.„- 	--.0.-- 	, ,,N  „„, ' 

(' i —% 
(±)-(1 -meth 	-phenyl- 

I-1-pyra 	3 
-- yl)(( 1 S,2R,-1R.)-2 - 	vri di n- 

, 2-yloxy)met.hyl, 
,, .....f azabicyclo12.2. i 111ep 	1- 

: yOrnettianme 
1\1 	„.....7...„.  

r .6.,........k-,0  
...\-..„... 	

' 	1 , _ 	•-- 
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78 - - .. vill  (±)-(1-mettryl-3-phem.,,1- 
‘. 	/ I H-pyrazoi-4- 
\,-,. ,/ 

/ yi)((1 S,2R,4R.)-2-((pyri din- 
N...--:

0  
 2-yloxy)rnefity1)-7- 

N 	/3-,-.,,e zizabicyclo 
•-.:, 	\ 

[2.2.1 'kepi:au-7- 
yOmethanon e 

N .., 
....,...„ 

1 	N 

iji-----1'' 

dimettrylimidazo[1,2- 
N`}

/  
/ 	0 

alpyridin-8-y1)(2-((pyriditt- 
A 
,.......// 

2-yloxy)methyl)-7-
azableyelo [2.2.1] heptan-7- 

L I
N
' 

...,-.-:::7"-.. 

- - : Z -  

yl)inetharione 

80 . .r.: . - ,-- - \- 
1  

(=)-(7-me thyl irni dazo[ 1,2- 
a]pyridia-8-y1)( 2-((pyridin- 

0 
( 
N 	--7"`", 

2-yloxy)methy1)-7- 
azabicyc1o[2.2.1 Pieptari- - 

yljniethanolie 

I ... 	:„.- 

81 

K s. 

, -0 -rnothy1-4-phenyl- 
1 TI-pyrazol-5-y1)(2- 

((pyridin-2-yi oxy)methyl)- 
7-azabieyel o [2.2.1 ] hep tan- 

0 
N. 	,----- 7-yl)methatione 

N 	), 
N 

I 
-i-- 

(±)-0-tnetiwtimidazo[1,2- 82 1,.,,j---k 

I it 	i' pyridin-5-y1)(2-(Epyridin- 
N 2-yloxy)methyl)-7- 

a, 	'e-  lop.2.1]heptan-7- 
)methanone 

----"'''-i. 
"-- 

	

-3----/ 	1 ...-- 

	

--'" 	0 	N 
83 e/ (t)-(3-echo. 	..soquinolin- 

0 
--% 
/ \ 

4-y1)(2 -(( 	'clin-2- 
yloxy)tnet 	')-7- 

azabicyclo [2.2.1 	tan-7- 
yl)rnehanon 

84 ,, (±)-(1-methy1-5-pheny1- 
111-0,..Tazol-4-34)(-2- 

\ ((pyriclia-2-yloxy)methyl)- 
N--.{ 
i 	\ 7 -azabicyciri[2.2.1 ]leptan- 

N •., 7-yl)merhanone 

..,-.-":7"... 
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85 / (±)-(6-mettyl-344- rN methyl piperazin- 1 - 

N --_,) Apyridit3-2-y1)(2- 

0 
((pyri.d)n-2-yloxy)methy1)-- 
7-azabicyclop 2.1 Pleplati- 

- N \ 7-yDruetlianone 

..,,-"7`) 
1  II ,...- 

N 1  
86 „/"."- N H 1 0--)-(6-methy1-3-(piperazin- 

1 	1 -yl)pyridin-2-y1)(2- 
\i, J 1 ((ppidin-2-yloxy)methyl)- 

. i 1  7-azabicyclo[2.2.1]heptan- 
7-yi.)melhancine 

-`'``4 

411..,_/./-, )-:- .ELI 
I 1 

87 
r° 

(±)-(6-methy1-3- 
morph.clinopyridin-2- 

i yl)(( 1 S,2R,4R)-2-((pyridin- 

1 , 
I 	2-yloxy)methyl) -7 - 
i azabicyclo12.2.1Theptan- 7 - 

1 	yl)methanone 
..,,::,'; 

88 (0(7-methoxyquillolin-8- 
b yl)(2-((pyridin-2- 

,___ zp 
yloxy)me thvi.)-7- 

1 azabicyclo[2.2.1Theptan- 7- 

..1 • 
N 

N yl)metharone 

I ....- ' 	-,.. 0 	P 
S9 (/ )-(2-ethoxynaphthalen- I - 

y1)(2-((pyTidin-2- 
0 ,ioxy)raethyl)-7- 

aze 	-ci o [2 .2.1 ]leplan-7-. 
- 

Tr] ethanol) e 

r' .3.... -7 Iili 

1------4,----0  
-..\ // 

--...-N 2 
bipyridin; -2' -, 	1  

((pyridin-2-371 oxy)h 	-1) 

0 7-azabicyclo[2.2 .1 jib 

fVz .. 
- 
i----e 

N 	‘ 
7-y1)methationc 

/ 
	, 

	

...7. 	.." 1,.............,j,--.. _,....--- 	N 1...)  
1 
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91 N  (±)-(3-(2H-1,2,3-triazol-2- 
\ 	./7 

-...N 
yl )pyridin-2-y1)(2- 

((pyridin-2-yloxy)rnk ethyl)- 
(7-  \ 	O 7-azabicyclo[2.2 .1:111ep tan- 

.._.,
.., 
k 7-yl)methanone 
N 

/ \ 00-(2-met-5- 
phenyldnazo1-4-y1)(2- 

/ ((pyridin-2-yloxy)methyt)- 
S —e 	0 1s̀s 
k.,  

7 -azabicycio[2.2. 1 'he ptati-
7-Amedianone 

N 
: 

'"....--"' 
r 

 1 

i---, 'N 
93 0-  \ (±)-(6-methy1-3-(oxazol-2- 

-.-----N 
y1)pyridin2-y1)(2- 

;4; 	- 	- 
\ 	-.....i::'," 3 

((pyridin-2-yloxy)meth-y1)- 
7-azabicyclo[2.2.1 jheptan- 

/N 	1 7-Arnethanone 

• 'N'''' 
94 N G2.)-(6-methyl-343- 

9-  ` — methylisoxazol-5- 
I z ..=-- 1 	yl)pyridin-2-y1)(2- 

/ \ 	0 (.(ppidin-2-yloxy)methyl)- 
\ 	---ri  7-azabicyclo[2.2.1 jheptan- 

/ 	N N 	-- 
7-yOniettlanone 

c ---7 

95 ," (±)-(6-rnethy1-3-(1H- 
/1 

N--N yrazol-i-Apyridin-2- 

"----1k 	0 
yl)(2-((pridin-2- 

-I oxy)methyl)-7- 
/---,;(4  1 azabi, 	1012.2.11heptan-7- 

N 
N 	...7"`N) , 	ethanane 

I-- ,„,—.k., 	,...j 
''.0 	N 

96 t j (±)-(6-meth y 1- . 	4-meilly]- 

....-- I 111-pyrzoi-1-y0 	I-Win-2- 
' 	yl)(2-((pyi'idit. 

N--N I 	yloxy)meilly1).  
•-• t.) )...„..{,y, ... 

azabicyclo[2.2.1 lhe pia 
yOrnethanone 

N... 
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.--- N I 	(±)-(6-methyl-3- 
‘ 
N-,  (pyrrolidir.-1-y1)pyridiu-2- 

tell - 3(  
‘ 	l\ 	0 

y1)(2-Opyridin-2- 
yloxy)fuethyl)-7- 

, / 
N I azabicyclo[2.2.1]heptati-7- 

--.., ylkoettianone 

/:::----4"-''0-̀  
1 	I 

''...N.''.  
c. -,..."--1, i 	(±)-(3,6'-diniethyl-1:2,3'- 

....-2... 	/ N 
hiPYridini-21-Y1)(2-(05-  

fluoropyrituidin-2- 
I 	..0 j 	yl)oxy)tnethyl.)-7- 

).:--N azabicyclot2.2.1]kptan-7- 
ld -- 	F yl)mediatione 

i- 

99 -  __ (1)-(2405-  
fluoropriundin-2- 
ypoxy)tnethyl)-7- 

azahicyclol2.2.11theptan-7- 

N y1X6-methyl-3-(3- 
methylisoxszoi-5- ' 

yi)pyridin-2-y1U-nethanoue 

1..... 	 	 N 
100 9 \ (th)-(2-Y(5-  

fluoropyrinildin-2- 
• yl)oxy)methyl)-7- \/2/ 

,
0 azabicyclo[2.2.1peptan-7- 

--N 	1 yl)(6-methy1-3-(oxazol-2- 
N  ,, r F yl)pyridin-2-yl)methanone 

101 '-'\ (-1)424((5- : 
N----/ i fluoropyrimiclia-2- 

"--- \ 	„ . 
ypoxy)tnethy.1)-7- 

ye10r2.2.1Theptan-7- 
N 	1/  i ) 	rethy1-3-(pytTolidin- 

N, 	N ...,_. r i 	L 

--- Opyridin-2- 
lethatIone 

i----L- 	0' N 
102 (t) (((5- 

fluoropyOdin-2- 
j : yl)oxy)me, 	'1-7- 

: . azabicyclo[2.2.1 	an-7 
- N  i yl)(6-methyl-3-(p 	'din- 

N 	.....f..„.... .F 2-yl)pyridin-2- 
..-..... 	f',4  V ypnaelhauone 

4.....,,, ) 

103 I i (j--)-(2-(((5-  

e\ 0:, 	6 
'--r  

fluoropyriundm-_- 
yfloxy)methyl)-7- 

azabicyclo1.2.2.1j1heptan-7- 
0 I 	-yi)(6-tnethyl-3-(4-meihyl- 

_ 	---f 
\ - +1 /1 

	

N 	
N 

11-1-pyrazol-I-Apyridin-2 
r 	F 	Amellatione 

/...--, 	••••-• 
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104 l-'..- (:)-(2-(((5- 
I"1  fluoropyrimidin-2- 

yfloxy)tnethyl)-7- 

1N( 0 
z 

 
I 

icyclo[2.2.11heptan-7- 
I 

azab 
 y1)(6-r.nelity1-3-(1H- 

N N'," p 	i 	py-razol.-1-y1)pyriditt-2- 

/ __---,_ r  
0)cilla-none 

105 N '''' 	if 
--N /N 

(±)-(2-(((5-fluoropyr!1in-2-
yljoxy)methyl)-7- 

azabicyclo[2.2.1Theptan-7- 
0 yl)(5-methyl-2-(2H-1 :2,3- 

triazol-2- 

\ 	t 	-- F  yl)plienyl)methanone 

106 4 (:i:)-(2,6- 
0 dinctethoxyphortyl)(24(5- 

fluotopyridin-2- 
y1)oxy)tnethyl) -7 - 

tt azabicyclo[2.2.1]heptan-7- 
I 

1 
r„,..),,,,,,,,. F yl)methanone 

I 

1 -, 
3 	N 

1 

107 	j 	F (2043-11lioro-2- 
6 medioxyptierly1)(2.-0(5- 

.-) 11----‘ 	
(- ., 

./— f 

fluoropyridin-2- 
yl)oxy)meihyl)-7- 

azabicyclo[2.2.11heptati-7- 

3-..----"F  I ----.4---‘"0 

yi)rnethanone 

108 ,0-(2-(((5-fluoropyricl 	- 
,,N 	t yl)oxy)methyl)-7- 

,/--(
N-N 

0 
tbic yelo[2.2.1]heptiin- 7-

)(2-niethoxy-6-(2H- 
2,3-triazol-2- 

,C) 
N 

%., 	."." 
F .7 	enyl)metlianone 

109 N ()-(5-frao_ 	3-(1H- 
pyrazoi-5-yl)p 	ly1)(2- 

(((5-fluoropyri 	-2- 
ypoxy)rilethyl)- 

azabicyclo[2.2.1jilept, 	, 

L 

N 	
7 

-----1------n-""-` 

F I
yl)mellatione 

- 508- 
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110 
• 

N- 

-::•"--•,,  
I 
i 

N 

0 
( 
N 	. ,.....,..--,—,,,,..„.F 

! 

(±)-(2-0(5-fluoromaidin-2- 
Aoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
y1)(2-ntethyl-6-(2H-L2,3- 

Iriazol-2- 
yl)phenyl)methanone 

1 11 

..___ ..... 	_ 
117 

113 

N-;\  
N 

Ni 

a 

/0- 

\

4(/ 

" 

4-----------0A'N-)  

1- 

N
y1)(5-methoxy-3-(2H- 

- N 

/a 

N r.%--7'sf" 1! 

i 
N.N 

N 	 F  
r 	,---,:---'-y- 

11 

N \ 
N •-ti 

 F1 N 
_ ..,)...,_,

4 	
'N11-- 

/.---, ----0  

(±)-(2-(((5-fluoromaidin-2- 
yboxy)tne1hyl.)-7- 

azabicyclo[2.2. 1 ]leptan-7- 
yl)(6-rnethyl-3-(21-1- 1 ,2,3 - 

triazol-2-yppyriilin-2- 
yOrnethanone 

(±)-(5-ehloro-3-(2H-1,2,3- i 	• 
1 	triazol-2-yl)pyridin-2-
I yl)(2-(05-11uoropyridin-2- 

1 	yl)oxyjniethyl)-7- 
1  azabieyelo[2.2. 1 ]heptan-7- 

yl)rnethanone 

1 (-9-(2-(05-11uoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 

1.2,3-tiazol-2-Apyridin- 
2-y1)=th-intone 

114 ...4 \ \ 
% 	it; 
Ns--N 

.",7-1(' 
\ 	>..\ 	s  
2-- 0 	i's•I 

	

,-- 	....- 1---.1.----0  

)-(2.-y(5-11tioropyridin-2- 
y1)oxy)tnethyl)-7 - 
icyclor2.2.1iheptan-7- 

--tnethoxy-2-(2)i-
3-triazol-2- 

Y P 	rnethanone 

115 N 
N -N 

47-  i \ ._,.10 

F
N 

/-----/->'-0 

.._.... 

N 

0:X2-flu ore, . 	1-{- 1,2,3 - 
ttiazol-2-Aphen 	24(0- 

0 uompyriditt 
yl)oxy)methy1)- 

azabicyclo[2.2.1 ]hept-t 	• 
yr,auethanone 

-509- 
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1 16 Nr7,...
/
7  1 	(±)-(4-tilloro-2-(211-1,2,3- 

1 triazo1-2-yl)phony1)(2-(05- 
-N  i 	fluoropTidin-2- 

.\- 
yl)oxy)meihy1)-7- 

\ i azabicyclo[2.2.1jheptati-7- 

:.i. ,..-' 1 
1 

Arnettianon e 

1 
117 N -.:";\ . 

F 	4/ 
(±)-(1-tlu•vo-2-(2H-1,2'  3- I 	• 	- i triazol-2-Aptionyl)(2-(05- 

N—N 1 	11uoropyritlin-2- e. 	

1 	() I 	yl)oxy)methy1)-7- 
t:.----.7,7--f 1 azabicycio[2.2.1]11eptatt-7- 

N F I 	yl)rnettian.one 

,--E-----, 
-..f. 1 

i 

u , 
1 

118 / i 	(i-.)-(3-etlioxy-6- 
C i rriethylpyridin-2-y1)(2-(05- 
0 ,,,,......,,, ' 

I 	.fluompyridin-2- 
1,./ 	\II o 1 Aoxy)rnethyl)-7- 
\,,,..—.  azabioyclo[2.2.1 ]tteptati-7- 

\ 1 
yOrnetlianone 

i ., 	, 	,....

`y" 

0 
 ),4 

C 

 -; '' 

119 N e.)42-0(5-11uoropyriditi-2- 

N--„f I 	yl)oxy)tnethyl)-7- 
0 .0--...rj azabicyclo[2.2.1Theptan-7- 

'1, yl)(4-metlioxy-2-(211 - 

N ..- 	F 1,2,3 -ixi azoi-2- 
yOphenyl)rnethanone ..-.....,..) 

f
r, 

.--""---.4"....'. 

1 21) Ni;\  -(5-eh1oro-2-(2H-1,2,3- 
I \ 	41 1-2-yl)pheiry4)(2-0(5- 

, ioropyridin-2- 
).,—._.:-° 

CI 	ki ,,,,F 
 

yl , 	y)03ethyl)-7- 
azabic ye. 	'2.2 . I] heptan- - 

.- -''' /- J 	1 ....„ 	, 
yi)n latione 

121 N':-'\, 1 (±)-(2-0(5-tluo 	wridin-2- 
\ 	ii 
N---N i 	ypoxy, jrnoth), 	'7- 

.."' -.... 	,. I azabicyclo[2.2.1]he 	.in-7- 
0 yl)(4-methyl-2-(211- . 	3- 
' N '''',.. 	, I 

i 	triazol-2- 

1 	
17-  yl)pherlyl)rnethanone 

---- 	O's.k.... N)' 
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122 " - - ; /7 \ N (±)-(2-(((5-fluoropyridin-2-
yfloy..y)methyl)-7- 

--- N 	 1 azabicyclo[2.2.1 ]ilt:plan-7- 
-----e"; 	v 	0 	 1 yl)(4-rneilly1-2-(pyrimidin- 

V,/- 	 1 	2-yl)phenyl)methanone 

\,,,,,„„,-...,,,,.F 
r"---7 

4-1----i''''''O'N'' 

123 (-1)-(2-(((5-fluoropyridin-2-
yl)oxy)methyl)-7- 

IN azabicyclo[2.2.1]17teptan-7-
y1)(2-methy1-6-(pyrimidin- 

, 	 2-Aphenyl)n-lethanote 
: 	

e„,-;--•-•,,„ F 

I 	1 
/-- „ 

124 
F 	\\ 

(±)-(3-fluora-2-(pyrimidin-
2-yl)pheny1X-2-(05- 

i 	 fhuminaidin-2- 
/ 	\111‘ 	 ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 

N , Aniethanone 

N 

125 ''''''.› N 
K -N 

(L-)-(2-(((5-iluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
.0 yi)(3-rneihyl-2-(2H-1,2,3- 

( iria.zol -2- 
N ---,_,. ' 	yl)phenyl)methanone 

4-----j'o--'N' 

126 N';\)  (±)-( 	5-finorOpylicht -2 
'N yl) 	Vneilly1)-7- 
,)) 	 i  azabieyt 	'.2. Pleptati-7- 

HO- 	T 	 1 	y1X5-cnyc., 	n-ie1ily1)-2 
N 	,..„--.,,F 	1 	(211-1,2,3 	zo1-2- 
f -1-7 	r, 	i i 	Aphenyi)n, 	• lone 4 	,....,4,-...0,....., 	..„- 

127 .N 	 (±)-(2-(3-m.ethyt 	' 4..  1  
CY 	'.1 •  7------ 	 1 	oxadiazol-5-Apher 	2- 

N 	 1 ((pyridiu-2-yloxy)m al. 
( \ 	( 7-azabicycio[2.2.1 ] he pta 
k.--...)--4 7-yOrnethanone 

1 1  

-511 - 
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.7.:$ 	i N --- (±)-(6-methy1-2-(2114 ,2,3- 
\ 	,i, triazol-2-y1)pyriditt-3- 

IN .,,_(„
N --..N Y)(.-((pyridin-2- 

-----,/,, 	'k't, yloxy)meth-y1)-7- 
\__,.....z,,..
) 

azabieyelo[2.2.1]heptan-7- 

,-....%1'"-• 
Amedianone 

129 N (±)-(3-fmoro-2-(21-1-1.,2,3- 
F 	1 triazol-2-Aphenyl)(2- 

N—N 
/7 1, 

I ((pyriclin -2-yloxy)methyl)-
7-azabieyelo[2.2.1Theptan- 

\:-.-.... 	
2 

1 7-yOmethattone 
N 
..,....„ 

130 l (1-  )-(6-methy1-2-(11I-1 ,2,3- 
N 
', N-,N 

triazol-1-yi)pyridin-3- 
yl )(2-((pyri din-2- 

. yloxy)methyl)-7-
azabicyclo [2.2.1] heptart- 7 - 

, yl)n-tedtanone 

-----,. 
-,,, 	. 

131 \-'-\\ (±)-46-methyl-2-(211.-1,2,3 .- 
\ 	/I 
N, 	a "-IQ 

N ....z( 
i  

----/L ..4( 

triazol-2-
t) 	

Apyridin-3- 
yl)(2-(04- 

(rifluoromethyl)wrimidin- 
N 2--yl)oxy)theihyl)-7- 

„. ),...., 	11 
,..0,-Is-,N  azabicyclo[2.2.1]heptan-7- 

yl)methanone 

132 ,.:?"'-'`, \ 	,N 

N W-N' - 

(±)-05-methyl-2-(111-1,L, - 
triazol-1-yl)pyridin-3- 

---f 	t1 	0  y1X.2-(((4- 
,„ ( 	t romethyl)pyTimidin- 

N 
' .: • ''. . . 

:4)oxy)ntelliy1)-7- js....,„? 
 N 1 F  

azab 	clo[2.2.1]heptan-7- 
4-1.--1----'0-1''N'' ' flethanone 

133 
-

1\1 (-.4-4:2-(.. 	ethyl-1,2,4- 

t._. 	
---- oxadiazol-5 	)",13enyl)(2- 

Nf 1(( 
-/(4----r 0 (trifluoromethyl 	oi.din- 

(---- 	..' 2-yl)oxy)melt , 	- 
N aza:bieyelo(2.2.111:ei 	't:-7-, 
.1\.. 	1 .--.._ r I 	F  yOrnethanoti e 

r 
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134 N-;--\, (±)-(3-fluoro-2-(21-1- i 2,3- 
F 	\ 	/ 
‘, 	„N 	N
j"--c- a  

triazol-2-Aphenyl)(24( 4-
[ (trifluoromethyl)pyrimidin- 

\:-.------/-1. 	
1 	2-yl)oxy)rnethy1)-7- 
i azabieyelo[2.2.1]heptan-7- 

/ - 
.‘..,.„,. 	N 	 yDroethanone 

 F F 1 
: 

F 

13 - N  .... (±)-(6-metnyl-2-(2H-1,2,3- 

N N-- N --. 
triazol-2-yOpyridin-3- 

y1)(2 -(((5-ine thylpyridiu-2- 
\ , 	/9 	 I y1)oxy)methyl)-7- 

t':..--/----e( 	 azabieye1o1.2.2.1jillep tan- 7- 
..,-..-"-'' 	, 	I 	yl)melhatione 

„...... 
.4.- 	-.. 

N - 

136 - 	: (±)-(6-methy1-2-(1H-1 2,3- 
' triazol-1 -14)pyridin-3- 

N .. 	 v€)(2-0(5-methylpyTidin-2- —...„, 
\
42 	

0 	 i 	yl)oxy)tnethyl)-7- 
\-....--• 	

i
t azabicyclo[2.2.1]heritan- 7- 

-----=-1 	ypmethatione 
11 

1 

, N 

 

13 7 

	

0' 	'''',---- 

	

, 	/ 	 i 
(-4--)-(2-(3-methyl-1,2,4- 

mcadiazo1-5-yi)pheny1)(2- 
--'N 	 (((5-rnethylpyti.din-2- 

ji.,_...,,0 	
ypoxy)tnethyl)-7- 

azAtbicyclo[2.2.1]heptan- 7- 
yl)methanone 

N
., 

r 	138 N t+-.  aoro-2-(2 if -1,2,3- 
F 	

'\ 	
triaz 

‘L 	rRN m 
yl)phenyl)(2-(((5- 

1pyridir.-2- 

(

-,/ 

\\ 4., I 	)71)o 	ethyl)-7- 
,,,..„/ 	 azabicyclo 	1 lheptan-7- 

: 
,----'-'"'" yi)me 	one 

—1  ( ' N '''''''''' 	 : 	,...E - 	, 	• 	-,- 	...,, ) (6 methyl 0  (""1- 

iq -N 	 I ! fru:* zol-2-yl)pyridin- 
NSF 	 yl)(2-(((6-methylpyridii — I 

1 	yl)oxy)rnethyl)-7- 
\ ,--...-,..- 	 1, azabieyelo [2.2.1]heptan- 7- 

N 	*".-) 	1 	yl)methanone 

fir- ..„............ 	J i 	1 
0 	N 
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140 es"'N (±)-(6-rnethyl-2-( 11-1-1 ,2,3- 
" iriazol -1-yl)pyriditi-3- 

N 	 1 yl)(24 ((6-rnethylpyridin.-2- 
---- / 	0 	 yl)ox y)metny1)- / - 

--. 	----ft  azabicyclo[2.2.1]:tepian-7- 
N  -,:-----"; s-- .....,..., 

yOrnethanone 

N 	' 

141 ". N,... 	 (+)4243-m0_41-1,2,4- 
--- ,, 	 oxadiazol-5-yrvilenyi)(2- 

-----:N 	 (((6-methylpyridin-2- 

0 	 I 	y1)oxy)rnethyl)-7- 
azabicyclo [2.2.1]heptan-7- 

N 
\ 	---;7's-, 

yl)metharione 

142 	N '''''''' \ (1)-(3- fluoro-2-(2ii:1,2,3- 
F 	\ 	li 

N--.N I  ttiazol-2-yt)phenyl)(2-((6- 
methylpyridin-2- 

‘ 	0 	 yl)oxyjmethyl)-7- 
‘....--,„.... 	 azabicycl o [ 2.2.1 ]heptan-7-• 

,-;-:-%:'--; 
yl)methanone 

143 N '''' \ 	 i (*)-(6-rne. thy1-2-(2 H-1 ,2 	- 
N.,  N'

h 	 triazo1-2-yl)pyriditi-3• 
,e,  ---e::, N 	\ 	0 i 	y1)(2.  (((6_ 

'f'' 	 (trilluoromethypy pridin-2 - 
N y].)oxy)t37e-thyl.)-7- 

r- 	I azabicyclo [2.2.1 ]beptan-7- "./ c 	 kik  4.-------P'',-,•••A'.',-, 1  ... 	: . yl)inethatione 

144 (1\*  ,'N (±)-(6-inetilyi-2-(1H-1' 
, 

..._,,N.- triazo1-1-Appidiu-3- 
3,1)(2-(((6- 

-...„,,2"---f 	 1 	(tn orornethyl)pyriclin-2- 
N , 	o •y)methy1)-7- 

,,--• 
-C-••'' .-,_ 	..; 

--) 	[ 	, 	F 	azabie 	o[2.2.1 M eptau-7- 
i------4  •c..Y'''N)-"V 	i , _thanc.mic 

- 
145 	N 	 (*)-(2-(3-n 	w1-1,2,4- 

0` %)--- 	 oxadiazoi-5-: 	• enyI)(2- 
\ 

,Z7 	• 	•-, 	 1 (trifluoromethyl)p,i21-2-   ... ,:..---./ 	11. 	 i 	yl)exprnethyl) 
N 	":7- 	1 azabicyclo[2.2.1Thepta 
.L 	

.--`- I 	I 	F 	1 	yl)methanone 
0 	:4 

F 

-5144- 
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146 N``` \ (±)-(3-fluoro-2-(2II-1,2,3- 
F 	• 	a 
\ 	iq.-Ni 

70-----cr 	, ( 
triazol-2-yl)plienyl X2-0(6- 
(trilluoromettyl)pyridin-2- 

y1)oxy)methyl)-7- 

N azabiey-clo[2.2.1]heptati-7- 

"\ ,-- . --7 	i 
yOmethanone 

F 
147 N"'"'N: 

	

? 	 I (±)-(6-rnetty1-2-(21{-1,2,3- 
i 

	

N-N 	 tnazo1-2-Apyri din-3- 
N--„/ --_..4, 	, \ 	 yi)(2-((quinoxalin-2- 

yioxy)metIty1)-7 
1 azabicyclo[2.2.1]11eptan- 7- 

r1-'-'-1 	
t I 	i 	yl)methan one 

148 i''''''''''N 	 1 (±)-(6-methyi-2-(1}1-1,2,3- 
N / N-t4 -, triazol- I -54)pyridin-3- 

\ 	0 ..',./;, 
y1X2-((quinoxalin-2- 

yloxy)methyl)-7- 
N 	,....„. azabicyclo12.2.1]heptan-7- 
Jyl)methanone ... 	....- 	......,-, 

149 N 	 1 	0.-)-(2-(3-methy1-1,2,4- 
oxadiazol-5-y1)phenyl)(2- 

=N ((cluinoxalin-2- 
s. 	 yloxy)methyl)-7- 

;.--..„ 	• 	 1 	azabieyolo[2.2.1111t:ptan-7- 
N 
..-\-- 	

N 

/ 	7 	r ‘'l 
-..... 	-..,,..„,.,....1) 

yOmethatione 

150 N'''''''. ±)-(3-fluoro-2-(211-1,2,3- 
F 	N 	e 

\ 	N--.14 triazol-2-yl)phenyl)(2- 
/Th/   ((quinoxalin-2- 

)---1.' yloxy)methyl)-7- 
N 	N 

.--P' ' 	
;, -- 	-•,----,-,,,, 

I' 	j -,,,,•,,.. 

a bioyclo[2.2.1] heptan -7- 
yl)methanone 

- 	+ 
151 N -0424(0,6- 

N__/ --N 	 I 	dim-ipyrimidin-2- 
yl)o., 	-nethyl)-7- 

----( 	\\ 	0 	 azahicyclo .1jheptan-7- 
1 	 y1)(6-meth y-1 	1-1 ,2,3- 
N 	J..̀ , 

	

N ' 	/ 

.4- 	
1 	11  

0 	N 	'•-• 

me
triazol-2-y1) "din-3- 

yl)methans 

152 eN  N , 	,, 
(i)-(2-(0 4,6- 

dimettylpyrianditt-2- 
N _./N -N 

yl)oxy)methyl)-7- 
-(/ 	.\, 	0 	 i 1 azabieyelo[2.2.1]heptau-7- 

---z. --- 	 I 	y1)(6-methy1-2-(111-1,2,3- 
N 	 triazol-1-y1)pyridin-3- 

/ 	
1 	11  ,..„ 	-,,k- 	--- 

yl)methanone 
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153 
` 
N 

0N)-----  
\ ___ 	, 
, -N 

(()-(2-(((4,6- 
dimethylpyrimidin-2- 

ypoxy)tnethyl)-7- 

t` 	/13 
/.."—t 

azabicyclo[2.2.1]heptan- - 
;;1)(2-(3-methyl-1,_2.?- 

N 
\ 	N ---''''''''' 

oxadiazol-5- 
yl)phenyOmethanone 

, 7 	I....... N 
154 N ' (±)-(2-0(4,6- 

\ 	i 
1i'' 

dimethylpyriinidin-2- 
... 	N yl)oxy)methyl)-7- 

'.. _....i.;,O 
v.,,
)/ azabieyelo[2.2.1]heptan-7- 

y1)(3-thoro-2-(211-1,2,3- 
i+4 triazol-2- 

.\..-........7 	

L 
yl)phenyl)methanone 

i-- 155 
i
f  

 	--1'."..."0""N ''''''''• --+ 	 
(a9-(2-ethoxy-4- 

;.., methylpyridin-3-y1)(2- 
((pyridin-2-yloxy)methyl)- 
7-azabicyclo[2.2.1]heptan- 

, ' 7-yl)methanone 

O .4._ _----- 
1 (z)-(6-methylimidazo[2,1 . 1 5b i 

,k
, 	,,,, I b]thiazol-5-y1)(2-((pytidin- 

, 	2-yioxy)methyl)-7- 
S 	N I azabieydor2.2.11heptan-7- 
=i . yOmethatime 

r 
1.- ------..1--'---(  ' 

157 / (045-brotno-2- 
\ ettioxypyridim-3-y1)(2- 

N -- /0 ( ylidit)-2-yloxy)inethyl.)-,  
ei' 	a . 4abicy 610[2.2 .1] hep tan- 3

.. 
 

7-yOmethatione \ ,
N 

 
Br
/----  

ir 

158 (i)-(2-c 	-1xy-.6- 
/ mealy ipyrict 	'-', -y1)(2- 

N 	C 
---- 	" -..' 

, 
1- 	f' T 

I 	((pyridin-2-•ylct xy 	et hy1)- 
7-azabicycl o[2.2 .1  	. tan- tan- 

7-Ainethati one  

r-.;,-*'-;  
r 

yr. 
' 	I 	i 

N 
--) 

159 0 / I 	( )-(7-hydroxyquitiolim-8- 

(7 	...0 
y1)(24(pyridin-2- 
yloxy)metIly1)-7- 

' 	1/  azabicyclo [2.2. 1 ] heptan-7- 
N 
\ yl)inethanoite 

. ....,........7  
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(±)-(2-e1hoxy-5- 
phenylmaidin-3-y1)(2- 

cl... 	% 
((ppidin -2-ylov)methyl)- 
7 -azabie-yelo[2.2.1]llep Lan- 

„,-...,, 	1,1 7-yl)medurnone 
'C. . . . , _ , .7” \ 

/ (±..)-(4-brorno-2- 
ethoxypyridin-3-31)(2- 

N--( I ((pyriclin-2-yloxy)methyl)- 

e 	\\ 1 7-Rzabicyclo[2.2.1]heptan- 1  7-y1)methanone 

Br 

/ 

:s....„, 	1--111 

E 	fµ)-(2-chloro-4- 	--- 
E 	ethoxypyridin-3-y1)(2- 

0 I ((pyridin-2-ylexy)metliy1)- 
1 7-azabicydo[2.2.1]heptau- 

N 7-Ametharione 
. . 

a\ 	,-...„'"". ....-,.____ 
„.--... 

, (±)-(2,4-diethoxypyridin-3- 
y1)(2-((pyridin-2- 
yloxy)methyl)-7- 

azabicyclo[2.2.1]-eptan-7- 
yl)methanene 

/0 
c 1 'NI 

0". N 
(3-etlioxyisoquinolin -4- 
)((lS,2R,4R)-2-((pyridin - 

hl 	0 ?-ylaxy)iru;thyl)=?- 
tt 'cyclo[2.2.1]heptan-7- 

, 	---..., i v1jmethanone 
\ N \ 	-.-:-.---;' 

1--  ------, I 

1 	(0-(2-etho 	-enyl)(2- 
' 	0(5-fluorop 	in-2- 

,0 
-K ,..7-  yl)oxyjmeth 	- 

,, _..),,,,,... 
--7- azabicyclo[2.2.1]h . 

yl)methanone 
N 
, ------- 

1------1 0---"'N'- 
N -"'"':\ \ 	4 (±)-(5-fluoro-2-(2H -1,2,3- 
N--.N' i 	triazo1-2-yl)pkenyl)(2- 

' 	' , ((quinoxalin-2- 

„ 	f.. 
yloxy)methyl)-7- 

' / 	j azabicyclo [2.2.1]hep itm- 7- 
1...... 1%,71)rnetharione 

160 

161 

162 

163 

164 

165 

1 66 

F 
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167 	N  -;--\\ (±)-5-methy1-24 2H-1,2,3- 
N. 
N 	

1/ 

r 1---N 

\\ 	0 

triazol-2-y11pliemy1)(2-(05- 
methylpyti din-2- 
yl)oxy)rnethy1)-7- 

,\,....,,--- a7..abicyc1o[2.2.1 ]lieptati-7- 
N 

i 	II 
yOniethanone 

16i fAlv 
\ 

i ( )-(6-methy1-2-(214- 1,2,3- 
1,(-r,,I triazol-2-yppyridin-3- 

- -i \ 	p  i 	y1X2-((quinexalin-2- 
•1-4_,--,/ 

1 	yloxv)methyl)-7- 

•.. I 1  azabicyclo[2.2.1 lheptati-7- 
yOmetlianom 

169 rs1"--  (+-)-(5-fluoro-2-(2H-1,2,3- 

_ ,1:',1*-N 
-... 	,-, ( 
's 	'7.` 

triazo1-2-Aplieny1)(2- 
((pyridin-2- 

ylamino)rnethyl)-7- 
azabicyclo[2.2.1 ]heptan-7- 

F 	P1 • 
e.;--"--;',, 

Arnethauone 
1 I i 

H -,-- 170 	 -..-- (±)-(2-(44,6- 
.N-,t,4

i  

/ ( 

tiimethylpyrimiclia-2- 
yl)arnino)rnethyl)-7- 

1 azabicyclo[2.2.1]heptan-7- 

F 	N yr,t(5-fluoro-2-(2I-1-1,2,3- 
triszol-2- 

yl)phenyl)inethanone 
Fi 

171 	 N-;• 
\ 

1 \k-N 

(±)-(5-11uoro-2-(214- 1,2,3-
triazo1-2-yl)plienyl)(2-(04- 

e  .: : '7 -  < 	i  . . . , 
I 	, 	\,,,... „2,...,  

-ifitiorome thyl)pyrimidin-
y1)anaino)xnuthy1)-7- 

1 	--.,,,,\ --Lz--- 	---y i N 
ate,. 	.cyclo[2.2.1]1aeptati-7- 

vrffilethanone 
! 	1 

i------AN N 
H 

172 N '''';\ \ 	//  
N--- N 

(-1)-(5-iltion 	-(2H-1,2,3- 
triazo1-2-yl)pi)„ v1)(2-0(6- 

e7--- 

0 	
F -,,,,... 

\ --7—'f\  

F  
F 

	, (trifluoromettly I 	ridit)-2- 
yl)arnino)meth:, 	7- 

azabicyc1o[2.2. I 'het 	- , - 
F 	N yOmetlianone 

,_ t'I' .......„ 	''''0, 

Fi 
173 F 	\ (±)-(3-fluoro-2- 

1 	0 meth oxyphenyl)(2-(((5- 
1 fluoropyridin-2- 

ypoxyjrnethyl)-7- 

N 	, 	- -, 
azabicycio[2.2.1 ]heplati- 7- 

yDrnethanone 

1.------ 0 
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174 N .----;\ 
\ 
N 	

', 
--N -....e,  

.'" 	\ 	0 
). , 	----• 

"-I 
..,:„ 

H 

.-±)45-fht oro-2-(211- 1,2,3- 
triazo1-2-yl)phettyl)(.2- 

((quittoxatitt-2- 
yl amirto)metity1)-7- 

I azabicyclo[2.2.1 jheptatt-7- 
j 	yOmethanotte 

i 

I 

' 

I 

t.... 	 

1 1 

175 

'76 

1 

178 

179 

47-7- 
- 

, 	../--- N 
(/**-- V ; 	\,..,.... 	z., .;" 

N 
_ ..\ 

N '''''''', 
\ 
r4".N 

N 

0- \ 

‘* --N 
/0 

N 

0 
‘.... 

-,- , 	\ 
/----- 

N 	‘ 

0 \ 

__ 	\--"N 
/7" 	

". 

V. 	1,,-'‘• 	' 
N 

Z--.1,-. 0,1k-N,..- 

\\ 

0 

''-;'".,/ 	'''F -__. 

1/ 

0 

...-_, 

.. 

i- 

N,rF 

\ - 
, 

NI viX(I 
0 	 i 

N 

N  .-:-2-,-- F 

1 ,.... o- 	N"- 

(±)-(2- ((5- 
fluoropyrimiclixt-2- 
y1 )oxy)methyt)-7- 

azabicyclo[2.2.1:113eptan-7- 
yl)(6-methy1-3-(pyrimidin- 

2-Apyritlitt-2- 
Amelia none 

1 (±)-(6-methy1-3-(2F1-1,2,3- 
1 	triazo1-2-y1)pyridin-2-
I y1)(2-(((3-methylpridin-2 - 

1 	yl)oxy)methyl)-7- 
azabieyelo[2.2.1]heptart-7- 

yl)methatione 

1 0--)-(2-0(5-fluoropyrictilt-2- 
1 	 ;y1)- , . 	 , - y1 ,)oxy)tmta 
1 azabieyclo[2.2.1] heptan-7- 
1 	yIX6-methy1-3-(4- 
i methylexazol-2-3,1)pyriditt- 

2-yOmethatione 

(6-methyl-3 -(4- 
i 	yloxazol-2-yl)pyridin- 

S,2R,4R)2- 
((py, 	-2-yloxy)methy1)- 
7-aza 	,clo[2.2.1 jheptati- 

ietlianone 

01S,2R,41t 	( ..... 
fluoropyrimic 	") 
yl)oxy)tne-thyt). 

azabicyclo[2.2.i]hept 	' 
yl)(6-methyl-3-(4- 

methyloxazol-2-yl)pyridii 
2-yl)methatione 

180 N''''..\ \ \ 
,N--N 

1%1:7-- 

	

\ 	0 ,.. 	..„. 

	

2:'''''./ 	1.: ]fir 
..-,. 

4 

F...,,  

.. 
-1,-,_0,,L 

F _ 
;- 	I 

1 

Ii N 	I 

., i  

Gt-)-(5-methy1-2-(2H-1,2,3 - 
triazol-2-yl)phenyl)(2-0(6- 

metby1-2- 
(villuoromethyppyrimidin- 

4-yl)oxy)rnetlay1)-7- 
azabicyclo[2.2.1]11eptan-7- 

yOrnethanone 
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181 N --"P. (2-(211-1,2,3-triazoi-2- 
\ 	1/ yl)phenyl)(1S,2R,4R)-2- -N 

.-...( ((.5-  
\ \ 	0 1.1„..,,f, 

.../ 
(trilluoromet13Aprazin-2- 

yflamino)-7- 
N azabicyclo [2.2 .1] Eleptan-7- 
•------, El yl.knethanone 

Z. _____ j, N 	N...,,,,... 

N 	'T 
1 

182 N ''''''' \ 
\ 	i i 
•--N 

' i ±)-(( 2-(21-1-1,2,3 -t-riazol -2- 1 	, . 
yl)phenyl)(2-(5- 

(tri. fluoromettlyl)pyrazin-2- 
/ 	0 
\--. 

yl)amino)-7- 
azabi cyclo [2 .2.1 ]ieptati-7- 

N \ 
yl)rnetilanone 

/:..„,  
, 

F 
N - 	--T- 

	-- 	F _______  ___, 
183a N -- (2-(2H-1,2,3-triazol-2- 

N-- N 
i 

.. 1 	
Apheny1)0.1 ,S,2RAR)-2- 

1 	0-- 
' 	0 I (tifluoromethyDrryrazin-2- 

•- i 	yl)amino)-7- 
N
, 

 1  azabicyclo[2.2.1]heptan-7- 
r1-:---7  H yl)melanone 

4-. 	--')- 

F . 
183b : (2-(21-1-1,2,3-triazol-2- 

\ ,l)phenyl)((iR,2SAS)-2- -,N
1 /

. 	
0 (in. 	orornethyl)pyrazin.-7- 

v1)amitio)-7- 

H 	,...-).......„ 
N \ azabic) 

yl,. 
of2 .2 .1]heptan-7- 

etharione 
` 

184 N (.---1-  )-(5 -methyl-3 -(21- . 	2,3- 
\ 
N---N triazol-2-yppyrictin 

----c' -`  :$4)(2-0- ‘ 	A 	c) , 
..,-----( ', 	7 ----•--N' 

(trilluoromethyl)pyrazin-L. 
1 	yl)amino)-7- N I 

\--- , - 	H 
i 	/ N , _.N ,...---„, 	-...- . .., 

i 	azabi CVC1 o [ 2 .2.1 Pie ptan-7-. - 	- 
' , 	yl)rnethanone , 

I 	F 

F 
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185 

186 

, l4 
jj 

0 
\........, 
	„..,v,......„6„., 

-N 
N 

- -- 	H r' ---,  
t _....,.„, j./..N, 

e.", 1 	F T- 
F  

N 
\ N -- N 

-c.  \ 	p 
/::---N 

c- 
i 
i.--------......-- 	•-...--- N‘z,,,,, 

-.... 	.-...-.:---„,i,...F 

(±)-(5-methyl-3-(11-1-1 ,2,.3- 
1Tiazo.1-1-yl)pyritini-2- 

3/1)(245- 
(trilluoromethApyrazia-2- 

yl)amino)-7- 
azabicyclo[2.2.1 ]1)eptan- 7- 

yl)methanone 

(t)-(6-methyl-3-(21{ -1 ,2,3 - 
triazol -2-yl)pyridin -2- 

YO(2-05- 
(thfluoromethyl)ppazin-2- 

yl)amino)-7- 
azabicyclo[2.2.1Theptan-7- 

Amethanone 

18;% N 
\ 
N --. 

\ 
N 
I.- ---  

/::: 
-
,...,,i N 4 --,-. 

,.... 	I 

I (±)-(6-methy1-3-(211-1,2,3- 
triazol-2-yppyridin-2- 

yl)(2-(.(5- 
(trifluoromethyl)pyridin-2- 

yl)araino)-7- 
f azabicyc1o[2.2.1jheptan-7- 

Amethanone 

188 N -5:\.. 

/*N 
-- 	

-- ii 
-• 	--.7 	.1 

'\ ,, 	C1  --N 	\ 
N 

:, 
; %-y--N 

1 I 	r 	I 
,...„.....;%-,....1„.... - 

F 

(±)-(5-methy1-3-(2H-1 ,2,3- 
.triazol-2-34)pyridM-2- 

y1)(2-0,5- 
I, 	oromethyl)pyridin-2- 

y1)amino)-7- 
aza .,i 	•10 2.3.1  

‘ 	ethanone 

189 N -' / 
- 

F ',N 

1..:.,--„....." 
N: 

I 

I 

I 

)1.1 	F 
F 

(E)-(6-methyl-2- ;2,3- 

	

1n•azol-,-y-pyrtc 	- 
I 
	 Y1)(2-((5-  
I (tifluoromethyl)pyri di 

yl)amMo)-7- 
azabicyclof2.2.11fleptan- . 

yl)naethanime 
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190 	 , N
\  

(±)-(6-methy1-2-(1FI- 1 ,2,3, - 
N' „ trim)] -1 -yl)pyridin-3- 
N-- S N -..' 	 YI)(2-((5-  

---(/ 	\ 	0 	 Orilluoromethyppyridin-2- 
'-..z.;-./- 	 ypamino)-7- 

N 	 i azabicyclo[2.2.1] h eptan.-7- 
.... 

	
L 	 Iylknethanone 

1--------k- 	- 

F 
191 ‘

l\ (±)-(4-methoxy-2-(211- 
N-1 1,2,3-triazol-2- 

/ 	0 	 APheT»'1)(24(5- 
, 	,---(' 	 (trifluorornethyl)pyridin -2 - 

N 	 ypamine)-7 - 
; 

I 
azabicyclo[2.2.1] hep Lan- 7 - 

Z- 	 1 	ypurteftanone 1 
i ...--- 	I 
i 

	 --, 
192 	 1 (±)-(3-11tioro-2-(pyrimictin- . 

: 	) 	 1 	2-yl)pbenyl)(2-((5- 
1(trifluoromethyl)pyridin-2- 

/ 	\ 	 1 	yl)amino)-7- 
---.)---- 	 i i azabicyclo[2.2.]pieptan-7- 

N 	 yl)methanone 
... 

1;---.. N  
i ! 	1 
1 

193 F 	\ 	 (±)-(p-iiiioro-2- 
0 	 i 	me thoxyphenyl)(24(5- 

, -7 .7 	,,,•:. 
1 
p 

-`H 

,tritluoromeihyl)pyridin-2- 
yDarnino)-7 - 

bicy do[2.2.1] he,p tan-7 - 
ypineihanone 

N 	N --.....- 	:::,,, 

F 	' 

194 
( 

(=)-(3 -et 	--S%-6- 

. EE 	inei1Ky1gaidin-2. 	i,-2-4,.(5- 
(trifluoromethyl)p, 	'din-2- 

,0 	 I 	yDatnino)-7- 
azabicyclo[2.2.1]laept, 	/ - 

N 	 Iyl)methanone 

4-.--•-•-•...i,” 7N 	N,..„----..   

......,.„4-...,,,,,, 

r 
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195 

N 

, -'1--- 
N , 

I 	' ,,..".„.„-F 

()-(6-methyi-3- 
(pyrir.aidin-2-Apyridiu-2- 

A(245- 
(trilluoromethy))pyridin-2- 

yflamino)-7- 
azabicyclo12.2.111beptan-7- 

yljmeillanorte 

196 N --- 
\ / 

0 

N 

-- N  ,..(• 	4,-...„ 
1 -;„,,,,...-• 

F 

F 

... 
r. 

(4)42-(211-1,2,3-triazo1-2- 
yi)pheay1)(2-05- 

(trilltioroniethyl)pyridin-2- 
yl)amino)-7- 

1 azabicyclo[2.2.1]1teptan-7- 
I 	yl)methanone 

1 

198 

----J.' 
f' 	"+,,, 

F 

N 
\ 
N 

/7----/ 
,,./ 	1 \  
/-'1 
\ 
F 

/1 

„--„A 

♦ N.,  

1. 
N 

....y 

1 
N 

' 
/ 

--N 
0 

N 
\ 

- ----- H 
: „ , . 	

4 N'1 ' 1 	. '' 
N 

I 

(±)-(2-((4,6- 
di methylpyrimi din-2- 

1 	yl)amino)-7- 
I azabicyclo1. 2.2.1Theptan-7- 
I 	y).)(5-fluoro-24214-1,2,3- 

tniazol-2- 
I 	yl)plieuyOrnethanone 

... 
(:-.9- (24(4,6- 

(.1 	iethylpyrimidin-2- 
yl)amino)-7- 

aza 	velo[2.2.1]heptati-7- 
yfx_ 	toro-6-(2114 ,2,3- 

azol-2- 
yi)phe 	. ethanone 

199 N ' 
N--.N 

--"/ 

r  

,0 

N 
-\ ---7  H 

N 	N 
II 

,-;:„..., 

I 1 

1 
-- 

(4)-(2-((4,6- 
ditnethylpy-rimid in- 

yl)arnitio)-7- 
azabicyclo[2.2.1]heptati- , 
y1)(4-fluoro-2-(2H-1,2,3- • 

triazol-2- 
yl)phenyl)methanorte 
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200 (±)-12-04,6- 
N 
t.. dimethyipptimidin.-2- 

. yl.)arnino)-7- 
/7r--1, 	O 	 azubicyclo[2.2.1 I heptan- : - 
L.... 	''''---f 	 yl)(6-methy1-3-(pyrimidin- 
/ 	N 	 2-yi)pyridin-2- N 

Annelhanone 
,-P----7 H 

N,„...„--.--' 

201 (±)-(2.44,6- 
\ 	1 chmethylpyrirni din-2- 
N--N ypar7 ino)-7 - 

azabieyelo[2.2.1]tteptan-7- 

/z-N y1)(6-methyl-3-(21{-1,2,3- 
N triazoi-2-Appidin-2- 

---).11 

M 

yl)methanone 

2 (.÷..)-(242H-1,2,3-triazol-2- 
\ yi)phenyl)(2-((4,6- Nai  

--/ dimethylpytimidin-2- 
/ 	\\ yl)amino)-7- 
, / 1-----" ----.... azabieyelo[2.2.1]heptan- t - 

N yl)metharone 
,.- .-.• 	I-1 

i 

203 (±)-(244,6- 
chmethylpyrimidin-2- 

___./0 yl)ermitio)-7- 
47' 	 evciot2.2.1 jheptan-7- 
l 	53,4-3 	 1)(3-ethoxy-6- 
/ 	N 	1 

N 	 hytpyridin-2- 

--.,1-1 	
;. 	ethanone 

/ N 	.N 	..- .:,,,,...• 

N ,-;--- 

204 (±)-(2-(21-1-1,2,34 

N 
z„----...,/ 

4/- 	A 	o 

	

yi)phenyi)(2-(quin• 	o 	n 
I 	2-ylamino)-7- 

azabieydo[2.2.1 ]hepta 1- 
\ 	' 4.---'-.."-/ yl)methanone 

N 
,-. ------...H N.,„, N..... 

t 
--,

N ,....,-,'" 
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20$ N-.-;\ 
\ 	I/ 
N- ,4 

_ /,....0 
• 7 

N 

/--[: -".7 
.— 	

k„ 
1 	--4-•- 

I 	. -.....
N

-..;:),..„,...--" 

*-(6-methy1-3 42H- I ,2,3- 
triazol-2-yi)pyTicink-2- 
yl)(2-(quinoxatin-2- 

Awning )-7- 
azahiey-clo[2.2.1jhepIan-7- 

yrx3ethanone 

706 

207 

F 

/ \ 
\ % )-L.-.. 

1 

-- 
.NI 

,,1
4 

---.2--. 

0 

s  

NI 

H 
 N N 

N., N-..,--, 

,.....„.." --....., 
I 	' i 

...-L,........„--.) 

i 	(±)-(3-fluoro-2-
methoxyphenyl)(2-

(quinoxalin-2-ylatnino)-7-
azabicyclo[2.2.1]heptan-7- 

yflmethanone 

i 	(pt )-(3-e thoxy-6- 
methylpyridi n-2-yl)(2- 

(quinoxatin.-2-ylamino)-7- 
azabieyelo[2.2. i Peptan-7- 

yl)methanone 

208 N 

"-'"- N 

47."--,  \ ‘ 
N 

N.---...., 
i 	i 

(±)-(6-methy1-3- 
(pyrimidin-2-yl)pyridin-2- 

yl)(2-(quin oxalin -2- 
ylamino)-7- 

aza hicyclo[2.2.1Theptan- 7- 
1 	thanone 

209 

-,- N —N 
,..- — C 
\,..--,,,........ 	--‘e.  

N 
,-- 

1-------4' 

0 

-• ----, H 
N. 

, 	F 
.,•j< •N 

 -'•-• " 	- F 

. 
	. 1 

(j: )- - - 	1,2,3-triazo1-2- 
y0p 	v])(2-((6- 

(trilluorom 	i l)p:yridin -2- 
yl)acm 	7- 

azabicyclo f 2.2. 	Aan-7-. 
yprnethans. 

F- 
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N --'7\) , „, 
N 

0 

(±)-((2-(211-1,2,3-triazol-2- 
yl)plieny))(244- 

(trifluoromettyl)pyridin-2- 
yl)annuo)-7- 

azabicyclo[2.2.1jheptan-7- 
yE)methanone 

-7H 
if---...../.-- N 	-:•.'...-- 

... --„.- 

N , 	ii 
(:3)-(2-(2H-1,2,3-triazol-2-

yl)phenyl)(245- 
/ ohloropyridin-2-yi)amino)- 

/ 	0 7 -azableyolo[2.2.1] heptan- 
7-yihnethanone 

- ±)-(2-(211-1,2,3-triazol-2- 
\ 
N- N yl)phenyl)(2-0- 

( lxifluoromethyl)Pyridazin- 
3-yl)amino)-7- 

— azabicyclo [2.2.1] heptan-7- 
yfltnethanone 

H 
1_, N,_„. 

.-... ..,„..--- 

N -- (±)-(2-(.211-1,2,3-tiazol-2- 

.--  N 

0 

y))phenyl)(2-05- 
raelhoxypyridin-2- 

yl)arnino)-7- 
azal 	volo [2.2.1]hep tan-7- 

, 

7-  ,--------4-- 
---- 	H 

	

7N 	N - 	--- 	•...-....... 

metkanone 

11 

_______ ..... _ .............. ________ 
--.` (±)-(2-(21-1-1,2,3 	azo 	"”- 

N--- N ,r---./ 	• 
yl)pheny1)(2 	- 
methylpyridin- 

/// 	\\ 	0 yparnino)-7- 
\ .,zy„.----f 

N 
F.t2abioyelo[2.2.1]heptan-

yl)methanone 
'.). 

210 

212 

213 

214 

WO 2014/159591 	 PCT/US2014/024322 

- 526 - 



WO 2014/159591 PCT/US2014/024322 

/ I 5 ---- 
/ 

N NI 

'-' 

(±)-(2-(21-1- I ,2,3-triazol-2- 
yi)phenyl)(2-(pyridin-2- 

ylamino)-7- 
azabicyclo[2.2.1] beptan- 7- 

yl)methanone 

Jr, N 

-4)  
216 N'''`\ 1 	(±)-(2-(211- 1 ,2,3-triazol-2- 

--N 
\ 	1,/ i Aphenyl)(2-05- 

chtorobetizo[dioxazol-2- 
/ \ 	/0 
iv--- 

yl)amino)-7- 
azabicyclo[2.2.1 ] ieptati-7- 

r N 	04------....,,,- 	-...r.„,  

N yl)methanone 

CI 
' 

1 
(1)-(24(5-bromopyridin-2-

yl)amino)-7- 
azabicyclo[2.2.1]heptan-7- 

..,,--- \ 	0 vl)(6-methyl-3-(pyrimiclin- 
\ 2-y-1)pyriklin-2- 

r 
i---s-- 

N 	
4 yl)methanon e 

i• 	 1 21  8 F 	i 

N 

(±)-(2((S-bronlommom-'2- 
yl)amino)-7- 

abicyclo[2.2.1 ] hcptan-7- 
yi)(3-fluoro-2- 

mt., 	xypheny1)methanone 
\ H 

219 (±)-(2((5-brot 	ridin-2- 
/ 
0 • 1 

Aamino, 
azabicycio[2.2.1 ] I 1 	r-7-  

/ k 	0 _ I yl)(3-ethox.'-.€;.  

--- 	/' --iv' methylpyridia-2- 
' 	I\ 	1 Arnelhauone 

...--. H 
iN N --..`- 

r 
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220 N '-'-'-''N i./ 
(±)-(2 -((5-brornopyridin-2-

ybatnino)-7- 
N --N azabicyclo[12.1]heptan-7- 

1/ 	\\ 	0 y1)(6-me1hy1-3-(2H-12,3- 

-' N 
triazo.1.-2-yi)pyridin-2- 

yt)rnethanone 
..,1_,:,,,........ 	i..i  

221 N "--.---; \ (±).. (2-(211 -1 ,2,3-iri azoi -2- 
\ 	,e,/ y1)phenyt)(2-((5- 

, 
/ 

4\ 1 

	

, 	' 

	

\ \ 	0 
(tifluorotnethyl )pyrimidi n-1 

1 	2-y1 )amino)-7- 
---. _/ k  j azabicyc1o[2.2.1]heptan-7- 

N yprnethanone 
,- •:-\----.-1-i 

el  J. N 	N -1:-.. 
1 	F , 

-- 
7) 

F  
--1-- I (±)-(3-fluoro-2- 

0 methoxyphenyl)(24(5- 
/ A. (trifluorornethyl)pyrimidia- 

!.- ----f 2-yl)arnino)-7-
azabicy, clo[2.2.1]heptan-7- 

N 
-i------., H 

ypniethanone 

Z .---k hi 	4z:-• 
i 

N r- 

223 t, (4:)-(6-methyl-3 -(2H- '1 ,2,3 - 

N-  . N triazol-2-yOpyridin-2- 

:\)---f°  
N 

Y1)(2-((5-  
ifluorometbyl)pyrimidin- 

2-y1.)amino)-7- 
az . 	o[2.2.1]keptan-7- 

'1 P 1 	,,,,,„ N,.. 
metbanone 

	

1 	' 	F 

	

N 	...-- t: 
I 

F 
21.4 

( 
(=:--)-(3-e h 	-6 - 

methylpyridin-2- 	(24(5- 
(trifluoromethyl)p., 	iidin- 

/ tZ 	O „ i 	2-yl)arnino)-7 
azabicyclo[2.2.1 litepta 	- 

N Amethanone 
„.... L.,1-1 
i_.„,...,‘„ N„,...„ N.,.,,z1 

 
11 	1 	F 
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r 5 N/ 
,, 	 (±)-(6-methyl-3- 

,.;), (pyrimidin.-2-yOpyriditi-2- 
N Yi)(2-((5-  

(7.  .`, 	0 (Valli oroxnethyl)pyrimidia- 

.--' 	/-''' ) N 
N 

2-y1)Eamino)-7- 
azabicycio[2.2.1:1 heptan- 7- 

r i• 	 yOmethatior.te 
.e---L---, - 	-"....., 

1 F 
N 	---• - -......- F 

F 
2 	, , r-,. (--)-(3-11uoro-2- 

\ 	' metboxypheny1X2-0- 
(trifinoromethyl)pyrimidin- 

.....\,. 
	 2-yl)amino)-7- 

azabicyclo[2.1jheptan-7- 

-7 	
yOrnethanone 

Z.—./ 
I 

HN ....N, 
il 	F 

F 

F 
1,7 ()-(3-ethoxy-6- 

/methylpyridin-2-y1)(24(5- 
(tifluoromethyl)pyrimidin- 

2-Aamino)-7- 
azabicyclo[2.2.1Pieptati-7- 

' 	1.%\j 	 yOrnethattone 
\ ..„.. 

/—

HN, ,N,,,  
il 	'' 	F: 
N,,,,-----,,I...F 

F.  
228 N 	 (±)-t latty1-3-(211-1 2,3- 

\ triaz 2-yl)pyri din-2- 
NN 

//..--' 
.2 -(1( 5- 

c 	\\, 	0 forom, yl)pyrimidin - 
2-at. 	•(,)-7- 

i N 

HN 
i 

azabicycio[ 2.2. 	leptan-7- 
yOrnethan, 

! 
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229 ( 
(.,-:_)-(3 -ethoxy-6 - 

tnethylpyridin-2-y1)(2- 

..,:i.., 	
(quinoxalin-2-ylamino)-7- 

/ \ 1 
azabicyclo12.2,1 j hep tan-7- 

),..,,70  yl)methanone 
N 

N 
• 

HN 	N--, 

N 
13 N'" ,-...) , 	ii 

(±)-(6-methy1-3-(21-1-1 , 	3- 
triazol-2-Apyridin-2- 

N—N yl)(2-(quinoxalin-2- 
0 ylamino)-7- 

—... 
N 

azabicyclo[2.2.1] heptan-7- 
yl)methanone 

r- -‘3---... 

HN 	N -... 	, 	......„.. 

.."-^' , 
31 F \ 	 -7-- 	(±)-(3-fluoro-2- 

0 	 metlioxyphc-n 

0 	 (quinoxalin-2 -ylamino)-7 - 
...c.5.• 	 azabicyclo[2.2.1 I beptan-7- 

N yprnethanone 

i- 	
------1, 

------1 

HN 	N ,...„,,-. 	...,‘,„......, 
1 
''' N 

232 N".̀  
i\I--N 

( 	2.4(5-broblopyTiclin-2- 
yl)amino)-7- 

azab 	,clo [2.2.1 ]heptan- 7- 
/ \ 	 y! /ahy1-3-(21-i-1,2,3- 

N 
• thazo 	-yi)gyridin-2- 

N 	 W)® 	.anone 
i 	 

/ ' 

HN 	N -..„.„- 	.,..-„, 

...t.„....„,:.7,..
Br 
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' 	?33 .7., (±)-(24(5-broinopyridin-2- 
yl)amitio)-7- 

o ,...,/,' azabicyclo[2.2.1.1heptan-7- 
ff \\ 00-et 	6-  

N
,  methylpyridin-2- 

N yl)ruetlianone 

/- 'S.. --- 
/.__ 

-I 
HN ---......" N z;,...., 

~y 
. 

1 	h 
1 	).....,„7. 

(±)-(2-((5-bromopyridin-2- 
yl)amin7-- 

(-7 	A 	0  azabicyclo[2.2.11heptan-7- 
k,„ 	s. 

i 	yl)(3-fluoro-2-
rnethoxyphenyOmethanone 

i.-- 

HN--...,. 	N ..-- 	.....-‘,„, 

.„,...?...- 

135 N |i  -((242.11-1,2,3-triazol-2- 

N-N 
yOphenyl)(2-04-,  

er-( 
(Ilifluoromethyl)pyridin-2- 

yl)amino).-7- 
,, 

N 
azabicyclor2.2.11heptan-7- 

yl)methanone 

ilk/   

H N -...._,-. 
I 

N ..., 

.F 
F ..--K

F 
236 N'''''N  (=1:- )-(.,  -fluoropyridin-2- 

, 	.1.,, tnito)-7- 
,N-N 1 	azahicyc. 	' 2.1i iheptati-7.. 

>‘._ 

./.,

.(7-V'  

4 N 

I y1)(.6-nleill 	-(21-1-1,2,:3 - 
triazot- 2-N! 	.;.-1131-2- 

y)ettla 	e 

71  0.--------ii 

E-IN. N '...1 

I F  
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")37 F 	
it 	 i 	(±)-(3-fluoro-2- 

,..y
o 	 1 ! 	ruethexypheny[)(24(5- e ‘i 	0 	 . fluoropyrictin-2-Aamitio)- 

‘z---../'—' 	
i 1 7-azabicyciof 2.2.1111eptaii- 

N 	 7-Anaethanone 
I \ 	, 

...i. 

• N ,..,yr 

II 

238 
N 

F 'I ..„1-.-...—..N 

N  

1.-- 

/7---z\ 1 
v 
2 	 I 

0 

N 
\ H 

N 	' 	-.,,,, 
F 

---, 	--(--\-... 	. N 	-Y.  
E 

(3 -iluoro-2-(pytiraidin -2 - 
Aphenyl)((lS,2R„412)-2- 

(.(5- 
(trifluoromethApyrazin-2-. 

yDamino)-7 - 
azabicyclo[2.2.1] hep tan-7 - 

yl)methanorie 

239 
/ e)  

. 	\ ..0 

( 
1.4 

, ' 	N 

1 	, ' 	F 

F 

(2-ethoxymaphtbalen- I - 
)4)((lS,2R.,4R)-245- 

(trifluoromethyDpyrazin-2- 
yOarnino)-7- 

azabicyclo[2.2.1jbeptan- - 
yl)methatione 

24( ,14-- cz 	\ t 	0  
.. 	•-...-. 

N 
-...../2 	-------H 

F 
-,, 	-..-,'-• 	, - 

F 

isogainolia-4- 
yi(( I S,2R,4R)-2-((5-
quoromethyl)pyrazia-2- 

yl)anaino)-7- 
azab 	,clo [2.2.1ihep tan- 7- 

, 
	

rte tio:none 

241 N 
♦ / 

l 
0—ri( 0 

N 

- ib- 	N, 
F 

F 

(4-rnethoxy-:. 	7.14-1,2,3- 
triazol- 

yi)pheny1X(1 S,2 , 	2)-2- 
((5- 

(trilluorornethyljpyraz. 	2- 
yl)amitio)-7-. 

azabicyclof 2.2.1 iheptati 	- 
yOrnethanone 
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242 N  f*;, (2-inethenr-6-(2H-1,2,3- 
\ 	H 
N--4 i 	triazo1-2- 

1 	Apheily1)(0 S,21t.,4R)-2- 
/ \k.._  ..6,0 1 	((5- 
\-1--7.-,,,t/ 	---Y , 1 (trilluoroniethyppyrazin-2- 

\ 
/0  

N 
------...., H 

i 	yl)amitio)-7-
I azabicyclo[2.2.1]heptan-7- 

/ / N ,..-- N.. Amettlarione 
F 

N . 
17. 

'43 ,..1"-' ---,  (5-fhloro-2-07yrinidha-2- N 	\ 
‘ _ 	/ I 	yl 	heny1)01S,2R,41.0-2- 

N ((5- 
(7.---  \ 	0 (trifmoromethyOpyrazin-2- 
\ . 	.., yl)amino)-7. 

azabicyclo[2.2.1 jilleptan- 7 - 

- 	
-N yI)methanone 

1 	N-z.,;.1  

1 

244 . (5-(4-fluorophenyl)-2- E  
,...1' j metbyithiazol-4- 

y1)01S,2R,4R)-245- 
• 

S-  , 1 (tifluoromethyl)pyrazin-2- 
0 ),.....,..4.,  _.....* 1, 	yl)amino)-7- 

N 1 azabieyelo[2.2.]]heptan-7-! N ypmethanone 

(_,_ ZN 	1 
',...,' 4,--------,.- 	 NI:, 

11  

''',. Ni:::)." 

245 N --1.- (3 -methyl -2.-(211-1,2,3 - 
\ 	4, triazol-2- k- NN 

• leny1)0.1,S,2R,4R)-2- 
* 0 ((5- 

(fI-ilia 	•rnethyl)pyrazin-2- 
N .no)-7- 

••••\• 	H azabicyci 	' 2.1 iheptan-7- 
. N ..,--- 	-;,.., yOra • 	1 lone 

I F  

246 (3-ethoxyisoquinol 
y1)01 S,21t,4R)-2-(() 

N--./ (t-ifluoromethyl)pyrazin- 
0 yl)amino)-7- 

\ 	...) - -4V` N I 1 azabieyelo[2.2.1]heptan-7- 
‘ N i 	yl)meihatione 

1 ---- H  
- 	j..- 	,..,.... 	..4.., 

I 

L... t::%•- \_1,-,1: 	I 
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247 N '''';'":,•- (6-methy1-2-(211-1,2,3- 
\ 	ef triazol-2-yl)pyrichn-3- 

N -_,,/N--  
yl)((l.S,2R.,4R)-2-((5- 

\'' 	0 	 (trilluorotrietbyl)pyrazia-_- 
--e 	 f 	yl)amino)-7- 

azabicyclo[2.2.1]beptan-7- 
, / t.,H yl)methanone 

i 1 	F 

	

L., 	,,,,,,,.-,-.: 

	

, 	,.F 
1\1 

248 ..-- (6-t »eh ) y I-2- (1 II-1,2,3- 
N--.1,4 triazol- I -yl)pyridin-3- 

n 	 yljOIS,2R,4R)-2-((5- 
.-,, 	 (tritiuoromethyl)pyrazin-2- 

✓ ‘ 
N 	 yl)amino)-7- 

H 	 azabicyclo[2.2.1 peptan-7- t„ 

	

1 	N 	N i 

	

./.- 	..e.-- 	'-..6."  yl)methanone 
i i 	1 	F 
' N 

1-'  t 249 ! 	(4-inethoxy-2-(pyrnidin- 

. , 
	 I 2-51)phenyl)(( 1 S,21K4R)-2 - 

.„ ./r"--.  I 	• /0 	(trilluorornethy1)pyrazin-2- 
kz%-, 

N 
i yl)amin0-7- 

azabicyclo12.2.1]heptan-7- 
r,  k 

yl)methanone 
k-, 

i 	::' 
'''-')<- F  

 	- 
250 (11-I-bcnzo[cf]imida701-2- 

\ yl)((1S,2R,4R)-2-((5- 
(trifinoromethyl)fri-razin-2- 

N yl)amino)-7- 

	

,\„ 7 H 	 ableyolo[2.2.1]heptan 	- 

	

,_ Ki 	,,,i 
4.--r ---."--,-.1,- -,.../'. --:,, 	 yl)methanone 

F 
251 `•-..-'-' \,,,.._ , --N 

Asqlly1-1H- 

ks1( 	‘1„0  benzo 	' nidazol-2- 
N..-- 371)01 S,_ 	'.F..).-2-((5- 

N (triltuororne . 	-razin-2.- 
-5 	H 

,,,--' 	N „_.-- 	1\1 — 	-......--, 	, 
-- 

yl)annn 	- -. 
azabicyclof 2 .2.1 	tan-7-. 

,t. 	- 	• yl)rnetltancnc.  

WO 2014/159591 	 PCT/US2014/024322 

- 534 - 

N 



WO 2014/159591 PCT/US2014/024322 

252 ,., 	N - (341110ra-242H- 1 , 2,3- 

, 	N \---.N ',' 
I triaze,I-2- 

• --( yi)phettylKO S,2R.,4R)-2- 
' \k 	0 ((5- 

It.....-„-,,....,„/ (trifluorornethyl)pyrazin-2- 
N yl)atnitio)-7- 

,-- ------,, H azabicyclof 2.2.1 Iheptati-7- 
' ....---....,_/,-- / N , ..- N ..,-,,, yOmethanone 

-..., 
F 

--,--,F 
i 

F 	1 
53 • F 	N--  I 	( 4-(diattorornethoxy) -2 - 

x 	N--N (21-1-1 „2,3 -triazol-2- 
0 / 	o  yl)phetly1)(0 S,21-t.,4R)- 2- 

(0- 
1 

N ' (hit  luorornethyl)pyrazin-2- 
r  

1----
'  
---, 

yl)arnino)-.7- 
F 

-5- 	,, F 
azabicyclo[2.2.1 Theptan-7-

yl)met-hanone 
7 

254 (3-finoro-2-(3-methyl-- 
F 1 	1,24-oxadiazol-5- 

.. i 	yl)phenyl)((1S,2R,4R)-2- 
1, 1 	05-  

\--„-z....„,>---  ,f I (tricluoromethyl)pyrazin-2- 

N 
1 	yl)amino)-7- 1 

azabicyclo [2.2.1]heptart- 7- 
ir  

4---------A, N 
----) H yl)methatione 

255 \/1..;\ \ 	if 
No, p1  

(5 -me thoxy-2-(21-1.- 1  2 3- 
1riazol-2- 

/ 71)pheny I)(( 1 S,2 R,4R)-2- 

,...„, 
(r:o 	orotnethyl)pyrozin-2- 

((5- 

- , -.--,,, H 
,/, N,,,,Nz....,,, 

1 	I 	r 
-.,

N
:-A.„,,, F 

• )alitino)-7 - 
azab c 	o [ 2.2 .1]1tep tan.-7 

.  y 	hanone 

F 
256 N '''''\ 

\ 	/ 
N—N 

I 	(5-fluoro-2- 	I-1,23- 

1 	triazo - 

(7  
1 	vilphenyl)(0 S,2.- 	1-2- 

)......,,,..
)(,17.0 I 	-  

(ft-ifluororrietbyl)pyri F N yparrtino)-7- 
j- :1--,H azabicyclo[2.2 .1 hep tar "j 	- 	3.-- , . N-;,,,,. /----/N-,..,-- 	I 

i 1 	F yprnethatione 

F 
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157 N ,, 	/ 
ii•--.N , --..../ 

;.` 

(4-fluoro-2-(211-1 	,..-,- 
triazol-2- 

Aphettyl)((1 S.,2R,4R)-2- 

•=z,:tt- (.(5- 
N (tritluoroniethDpyrazin-2- 

f
.--- H 

N 
yDatnitto)-7- 

azabicyclo[2.2.11heptan-7- 
yl)toethanotte 

258 (2-flu oro-6-(2II-1,2,3- 
\ 

---N triazol-2- 

r) 
' 

Aphenyi)((1S,2RAR)-2- 
((5 

1, iciflu.oromethApyrazia-2- 
N y1)arnino)-7- 

1- ----. H azabicyclo[2.2.11tteptan-7- 
z j„/ N,,,,,..„,.N.1,,,,.,  

I-- 
371.)methatione 

-... 	F -7.-...,siry- 
N  

---i- 
259 

- 
16-methylittadazol.2,1 

b}thiazol-5-y1X(1S,211,4R)- 
„".„. 

S 	N 
\ —/ 	N 

-
E 
 1,N '',.. 	_ 

(trifluorornettty1)pyrazin-2- 
yl)atnitt 0-7- 

azabicyclo[2.2.11heptatt-7- 
.,,,,....F  yOmethanon e 

260 \ (3-fluoro-2-(oxazol-2- 
, 
- 

yi)phenyl)((1S,2R,4R)-2- 
'-'N (0- 

\ 	,0 (triftuoromethyl)pyrazin-2- 
"•..,./ - 	1/ 	 yi)arnitio)-7- 

N zabicyclo[2.2.1Pieptatl-7- 
_ yOmethatione 

//...- ,......r-  N 

Nsr" 

261 F 
\ 	a ,)---, flimetilyip 	tnid in-2- 

/ 	\\ 	0 yl)amiti.._ 	7- 
azabicyclo [2 .2. : 	)tau-7- k,-,•-,2--eN 

:,,,i)(3-fluoro- 

,- \..)----- 	H 
me th oxypnerlyThyteLl 	"te.s. 

1,....,_ j, N 	+,.. N ,.- 
)1 
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262 
F 

"/ 
i.e.! 

(3 -flu oro-2-(pyridazin-3- 
yi )phenyI)0 I S,2R,41i)-2- 

- N 
0 

((5- 
trifluoromethyl)pyrazin-2- 

\z„,._......./)-- f ypannino)-7- 

,- 
N 

-‘------- 	H 

azabie-yelo[.  2.2.1] heptan- 7- 
yOntethatione 

/„...„ j 

'63 N 3 -methy1-2-(pyridazin-3- 
N' 	\\ Aphenyl)((lS,2R,41t)-2- 

—/ 2 
(0- 

---(7—  (ft-ifluoromethypprazin-2- 
\ 	0 yl)amino)-7- 

azabicyclo[2.2.1]heptan-7- 
ly yl)methanone 

264 

-----i-- 	̀...,..." 
, 1 c 

(3- fluoro-2-(pyTidazin-4- 
F 

, 
- ," 

Aphenyl)((lS,2R,41()-2- 
(0- 

(trifluoromethyppyrazin-.2- 
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--/ iodopitenyt)((lS,2R.,4R)-2- 
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..- .)-- Orilltioromeiliy1)pyrimidin- 

N 	 2-yparnino)-7- 
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1 	yDamino)-7-
1 azabicyclo[2.2.1]heptan-7-

yl)methanone 

293 
N 

N 

47Th \ 1  
/ 

0 

\ ---- 
JNN  N 	N.,,,,,  

i  

i 
F 

F 

3 -methy1-2-(p)rridin-2-
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2-Aphenyl)methanone 

NI 
r -- 

6 47.--A Iii,  
i 	q1S,21c4R)-2-((5- 

._. 	) 
--N 
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bromopyrimidin-2- 
ypanino)-7- 
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(R/S)-(2-(pyrimiditi-2- 
N 

,,,,..--N 
Apheny1)-2-((5- 

(/ 	0 (trifluoromethyl)pyridin-2- 
....„,.....„,, ... ---f yi)oxy)-7- 

N 
3.-- azabicyclo[2.2.1]heptan-7- 

Li: •....-- 	...„...  , N , yl)methatone 
1 	c 1 	i 	' ,....„,....c,-...„1„.: 

4---(
)  fluoropyrimidin-2- 

-'N yl)phenyl)-2-05- 
0 trifluoromethApyridin-2- 

i 
N YI)oxY)-7- 

--------. 
_4 	'-<--; ,,* 	N I azabicyclo[2.2.1]lieptan-7- 

F ' 	. 
yl)rnedianone 

. 

F i(RIS)- (3-f1uoro-2-(5- 

F 
N( 
\ 	) 

fluoropyrimidin-2- 

i 
\ ,
,,,...._ 

0 
,.....,f 

I 	yl)phenyl) - ((5 

1  (trilluoromethyl)pyridin-2- 

N i 	yboxy)-7- 

..,.- --\--. , _.abicyclo[2.2.1]heptan-7- 
1---- ',...---• t\I-:-...„ 

1 	F r.: yt)medianon e 
-..„....p.'%C....4.,. 

F 

9"--\'‘> (E(s)-(3-n 	yi-2-(oxazol- 

'"N 2-Aphes 	-24(5- 

0 (trifluorometh 1 	Tidin-2- 

N 
yl)oxy)-7 

azabicycio[2.2.1]lep 	- 
N -.....,,,, 	..,k.„1 yl)methanone 

1 	F ,.1...,,,,:ej,..,4„. 

f: 

1 432 

43 

434 

F-- 
435 

........ 
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I 436 

438 

439 

0 ---:' (R/S)-(3-1111(sto-2-(oxazal.- 
(; 

II'---N 2-yl)pheuy1)-2-05- 
/ \\ 	0 (trifluoromethy-ppyridin-2- 

N YI)oxY)-7- 
\ A...„ I azahicyclo[2.2.1 Jheptan-7-. 

Lt -----...e.- 70 	N ------ 	...-„,...,I 
1 yDniethatuxte 

.---- 

N ' : 
(R./S)-(3-melItyl-2-(2H- 

N---N 
../ 

I 	I ,2,3-triazol-2-yl)pheny1)- 
i I 

N (trifluoromethyl)pyridin-3- 

Y1)oxY)-7  • 
------,,, ----c...,„ 

F 	
azabicyclo[2.2.1]13eptan- 7- 

I*'-‘fr F yipnethattone 

F` 
4- 	 ....__ 

(RIS)-(3-fluero-2-(2H- 

N ''''.. 3-triazol-2-y.1)phenyD- 
F \ 	it 

N"--N 2-((6- 

,e, 
-1/  

(trifinoromethyl)pyridin-3- 

N 
yboxy)-7- 

azabicyclo[2.2.1]lieptati-7- 
Z---- yOrnethanone 

, 	F 
: 

N \ 	# 
(R/S )- 	' Ittoro-6-(21-1.- 

/ N -- N I ,2,3-friazo 	ylIpheny1)- 

2-4 

(trifluoromethyl):,in-3- 
F 	__\.,... yi)oxy)-7- 
i 7 0 

L------4." 	 azabicyclo[2.2.1]heptat, 
F 

NI5N---F 	yl)methanone 
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440 N •--- 
(RiS)-2-((5-bromopyridin- 

\ 	/ 
N"~ N 

- 	2 -yl)oxy)-7- 

azabicyclo[2.2.111hep tan- 7- 
0 

•--.. ylX 3-fluoro-2-(2 H-1,2,3 - 
N i iriazol-2- 
'-• 
,  i_____ /...,, 	0 	N „ yl)phenyl)rnethanone 

...„., 
r 

N';''\ (R1S)-2-((5- 

, --./ -- N E bromopyrimidin-2-yl)oxy)- 

/ 0 E 7-azabieyelo[2.2.1jheptan- 

7-y1)(3 -fluoro-2-(21-I- I 2,3-

triazol-2- 
0 yOphenyl)rnethanone 

A 

I 442 (R/S)-(3-tluoro-2-(2H- 
F // 
, --/ N"-N 1 2,3-tiazol-2-Apheny1)- 

\ 0 

--e 
2-(quinoxalin-2-yloxy)-7- 

1\ azahicycio[2.2.1.1heptan-7- 
1 \ —t— yOrnethan one 

i 	1 	I."' 	N 
4----- 	•"-,.-." 	4:-..-----  

443 N (21S)-2-((5-bromo-2- 
F \ 

N N r ' 	-ooyridin-3-yl)oxy)-7 - 

.6'J 
aza 	--1o12.2.1jheptan-7- 

\ yl)(3- . 	o-2-(211-1,2,3- 
N 
i \ 	CI 

•N  
I.1 	,1..__

2„0,„,..  
yl)phenyl) 	hanone 

L.... 

:...ir 
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' 	(RIS)-( 3 -niei ii,,J-2-(2.11- 
le 
N--N 1,2,3-triazol-2-yl)pheny1)- 

(trifluoromethyl)pyr.azin-2- 
N 

---7 	 I 	yl)oxy)-7- 
N ,....4„, ..0 ..,,,,, 	-...k... 	I 	azabicyclo[2.2.1 ]heptan-7- 

' 	,, 	i::  .. 	-;-'1,,,, i „. ynmethanone 
'II N 

(Rig)-(3-fluoro-2-(21-1- 
\ 	i 

' ,N---N 1,2,3-triazol-2- 

...
0 	 yi)plien•y1 

N 	
(fri uoromethyl)pwazin-2- 

—\--„ 	 I 	yDoxy)-7- 
/ 0  —a, 	N.:- 	azabicyclo[2.2.1]heptan-7- 

r 
,,.-, : .....,.. 	

,.,„l -- N 	' yOmethatione 

I" 

WI.;  \ (R1S)-(6-methyl-2-(211- 

N 
\ 	4 N , N 1,2,3-triazol-2-yl)pyridin- 

e'2  ,0 
-- ' 3-y1)(24(5- 

i4 	 (trifluoromethApyrazin-2- 

2(._ N -1-\  — . ,... j0,,,,...,1  YI)0  xY)-7- 
1 	-7 
'L

N
-.::-L...1 	F azabicyclo[2.2.1]heptan-7- 

F 	yOmetharion e 

/2-71 	 US)-(3-flikoro-2- 
F 

\‘ 
NJ 	 (p_yri 	't1-2-Aphenyl)(2- 

‘).- \ /0 	 ((-5- 

N 
1 I illtororri 	- 1)pyra zin-2- 

yi)ox). 	- 

N, .  azabicyclo [2.2.1 	tai 7- 
F _ ,1 

''' ';'-''± r 
yOroetharion e 

F 

444 

446 

447 
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N .;"\\ 
\ 	.6 

I 	(2-(2H-1,2,34riazot-2- 

N--„N 
f 

( 	\ _ tp 

r 	Aphenyl)((1S,2R,4R)-2- 

((3-fluoro-5- 

--c (trifluoromethy1)pyridin-2- 

- h  
7 1 ,N,s,..  

H yl)amino)-7- 

azabicyclot2.2.1 ikeptau-7- 
F 

F. ----,,,,f)-1,,,k F i 	yOrnethanone 

F 

N - (:3-f I iloro-2-(2I1- I 2,3- 
F 	b 

1\1-,-Ni Iriazol-2- 

yl)pheuy1)((1S,2RAR)-2- 

03-fluoro-5- 
N 

--,..., H (trifluoromethApyridin-2- 
— -----....,-, / N 	N --,,,-.  

F 
F- -',.„.,-,<:"-.4./ 1 	azabicyclo[2.2.1]heptau-7- 

yOrnethanone 

N ' \ 
. 	((1S,2R,4R)-2-03-iluoro- 

N---N 

c)-1),/-1/ 	0 

i 5-(trifluoromethyl)pyr idn 

:: 2-yDamino)-7  

azabicyclo[ 2.2.1] heptan-7- 

,-.-----., H yl)(3-methyl-2-(21-I-1,2,3 - 
/:',,‘ N...,,,,N:,,1,1 

 
triazol-2- 

F 
F

..---.. -„....,-% N.'k 	I 
i 

yl)phenyl)rnethanone 

F 

, (( I S, 	_,4R)-2-((3-iluoro- 

j ,N--N 5.-(triflia _ 	.)olettlyl)pyridin- 
(7  \\ 	0 

/ 
2-y1), 	tiro)-7- 

N 
\ 

f azabicyclo [2. 	]heptan-7- 

c     ' 7 ri 	N  

II 

yl)(6-rneihyl-3- 	-1,2,3 - 

triazol-2-yOpyn. - 	2- 
F  

yl)melhatiorte 
F 

44 

44 

450 
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452 N - N. 	/ 
((lS.,2R,4.R)-2-03-iluoro- 

N-- N 	-N 
---(, 

1 1 5-(trifluoromethy1)pyridin- 

,-....,„,... 2-yl)atnino)77- 

N azabieyelo[2.2.1]heptan-7- 
H 

1 F  . 	-.., 
 

„....,-; 	, 

r ..___/;.N 	.N
1 	

y1)(6-naethyl-2-(21-1-1,2,3- 

triazol-2-yi)pyridin-3- 

F I 	yi)rnethanone 

, ((1S,211,4R)-2-03-fluoro- 
N 5-(trifluoromethyl)pyridin- 

/,' 	0 2-yl)atnino)-7- 

N azabieyelo[2.2.1]heptan-7 
1 
1 .1:11. 

..... 
N 1 	yl)(5-tnethyl-2-(21-{-1,2,3- 

; 	F  I 	triazol-2-yi)pyridin-3- 
F yOrnethanene 

0.-% 

F 

454 i 
1 	(3-f.luoro-2-(oxazoi-2- 1 F 	

. 1 	yl)phenyl)((1S.2R4R)-2- 

0 ((3 --fluoro-5- 

(Ili fluoromethyl)pyridin-2- 

yl)arnino)-7- 

s':',1 1  az?...bieyelo12.2.1 Iheptan-7- 

F''''-''`''..>`` Aniethanone 

45 5 NifFM‘, _ ..,4R)-2-((3-fitioro 
' 

N 	'
.„... N 5-(.tnotnethyppyridiu- 

--4" 2 a mino)-7- 

N 1 azabicy eh ilhept.an-7- 

1_  
..S-.. 

N 	N.,.. 
I 
I yl)(5-rnethy- 	rinlidin- 

F 2-yl)pyrid 

yl)rnethanon 

1 456 Nf 1 	((1S,2 R,4R)-2-43- fluor 

1 
1 : I 5-(trifluoromethyl)pyridin - 

I \., 2-yDarnino)-7- 
1 

'1" I 1 l''''N 1 azabicyclo(2.2.1 ]heptan-7- 
1 N 

\ 	H 
I 
I yi)(6-methy.1-3-(pyrimidir.- 

--- 4___ J.,,, N,,,.. N,  
2-yi)pyridin-2- 

F ''''`• '''.. ' 	F vl)methanone 
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1457 N 	 (( 1S,2R,4R.)-2-03-fluoro- 'C.---,. 

N
/ 	 5-(trilluoromethyl)pyridin- 

---//- 	 2-yl)anyin 0-7- 

N 	 f azabicyclo[2.2.1]heptan-7- 

TP--,H 	y1)(5.-methyl-34pyrimidin- 4,..,_-  4N,,,,,N, ,,,„ 
I 	i 	F 2-0)pridin.-2- 

...,-,,✓..,,,,--•;),,,F 
F yl)methanone 

F 

17—   N\ 
ys  I S,2R,410-2-43-11uoro- 

NJ
"; 5-(trifluorornethyl)py.rictin- 

\ 	0 	 2-yl)amino)-7- 
V )

,
.
,,.......,.... 

 

--N 

r---\ ----„, H 

azabicyclop.2.1 jiteptati-7-

y1)(3-(pyrimidirt-2- 

/ N 	N ----b-• 	'•,:t•I 	i  yppyridin-2-y1)methanone 
I 	F , 

F ,.•-••••,,,.;.--......N> t" 

F 

459 N ,, ((1S,2R,4R)-24(3-fluoro- 

5-(trifluoromehyl)pyridin- 

\ 	) 2-yDarnino)-7- 
,c•—__...„, 	1 azabicyclo[2.2.1]heptan-"7- 

F 
,-------, \ H 

yI)(2-fluoro-6-(pyrimidin- 

L.,., j,/,„ N,,,,.-  N.,,,,,  2-AphenyOrnethanone 
1 	F 

F'''' -̀;'--<)'* 
F 

460 I 	(t. I S,. 	,4/0-2.4(3-fiuoro 
/, 

5-(trifle. 	-nnethyDpyrictin- 

2-yl) 	,:it]o)-7- 
0 • ---.. 	 azabicyclof 2. 	' - heptan-7- 

N 	 i yl)(2-(5.-fluorop). 	- lidi11-2- 

C I-- -------, 

	

--M 	 I 	Aphenyl)methai 	le 

	

, N 	N •--...--• 	-::,.. 
1 	F 

1 , ..„, 
F' 
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46 I ,c----0. 0 I S,2R,41:)-2-03-fluoro- 

,7
t\ 

-')--zN 
5-(.trifluorornethyl)pyridiri- 

\ 	,0 	 I 	2-Aarnino)-7- 
1. --,-._....„/".-1/ 	 azabicyclo[2.2.1]heptan-7- 

---"- 
N 

\ 
FS yi)(2-(pyrimidin-2- 

4_,/1,2, N 	N 4:, 

F
.,,,,--...„ j

r.
,..F 

y 1 )phetlyl)rnethanoue 

(..-. 
-+- 

46 i(1 S,2 R.,4R.)-2-03- il uoro- 

5-(trifluoromethyl)pyridin- 

1 2-Aamino)-7- 
' 	 azabicyclo[2.2. I Thep-Ian-7- 

N 
, 	--, H 	 yi)(3-methyl-2-(pyrimidin- 

. .. 11 	f, N. 	Nom,  

	

F
, 
	, 	_ 

ine 2-34)phenyl 	thanone 

F 

3 v 	 (3-11uoro-2-(5- 
•,‘ 

N
„,..,  

F 	 ftuoropyrirni din-2- ‘ 	2 
NJ 	 i 	yl)pheny1)01S,2R,4R)-2- 
0 

_ 	. 03-fluoro-5- 

N (hifluoromethyl)pyridin-2- 

1.,,,. N 
F 

Aamino)-7-

bicyclo[2.2.1 ]ieptati-7- 

F- 1̀?-1  Arnethanone 

F 

464 /7 --7,. 018,2R, . 	2 -03-elloro- 

5-0rilluoror 	' -yl)pyridin- 
N 

"/ 	0 	 2-yl)atint.. 	7- 
z,..,..v.

).....,..
t
„.:::,  

azabicyclo[2.2. I ] - 	.n-/- 
1 

H y1)(3-methyl-2-(pyrin 
N  --...-. 2-yl)phenyl)methation. 

F _ 

. 

L 
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465 F 	 1 	((i S,2R,4R)-24(3-ohdoro- 

1 	-5 (trifluoromethyl)pyridin - 
1 

-N 	 2-y0amino)-7- 
.., ha 	 azabieyelo[2.2.1]heptan-7- 
\- -....,_, ""Y 

 

1 
N 	 yi)(3-fluoro-2-(5- 

r.------, H 	 1 	fluoropyriznidin-2- 

1 	F 	34)phenyl)methanone 

CI 	
..." 	1 

1 

466 I 	((1S,2R,4R)-2-43-chloro- 
r1 

1 5-(11i.fluoromethyl)pyridill- 
'N I I 	2-yl)amine)-7- 

azabicyclof 2.2.1 ]heptan-7- 
N 

H 	
1 yi)(2-fluoro-6-(pyrimidin- 

A 	j,,N., 	t‘J.,,.... 	2-yi)phenyl)me thanoue 
1 	F 

r, .------„,,,,c;-1',,_,F 

1  

467 ,::::') 	 1 	0 I VR,4R)-2-((3-chloro- 
N 
‘ 	2 	 I 

1 5-(trilluoro inethApyridin- 
I 

(' a 	 2-y1jaminc)-7- 
/....-„-„, ) c/ 	 1 azabicyclo[2.2.111)eptan-7- 

--\--..., H 	 yl)(5-rnethy1-2-(pyrirnidin- 

‘--- N -.."-.: 2-yi)pyridia-3- 
I 	1 	F 	

- 
:,,d)rnethatione 

CI -'''''' '''''''''''' ' 
F 

468 /,`-,---, 	 i 	((1S,2R, 	,-2-((3-chloro- 
N 	 1 

''''''IN 5-(trifluoro 	vi)pyridir.- 

-e) 
2-ybann 	--- 

N azabicyclo[2.2. I ] 	) an-7- 

. 
I
---'-

7  1.-------e-  
H 
N 	N 

yl)(6-methyl-3-(pyTL • ni  - 

C I '*--)-- 	'-i'e 

2-App 

yOnlethanone 
F 
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469 N ..,'/Th \, ((lS,21t,41?.)-2-((3-chloro- 
1 

...,)--'-'N„,, 
) 

5-(trilluorotneth:yi)pyridin- 

l
0  

N,. 	---iy” ,----N 	, 
2-yDamino)-7- 

N 
.--\ - 	Fi ,.. 	, 

; 	i N 	N 

azabicyclo[2.2.ipeptan- 7- 

y1)(5-met.hyl-34pyriinichu- 
-,.., 

F 	2-Apyridin-2- 
..-.. v, ;..----.. 	

. F 

!-. 
yOmethatione 

N "`--- .,, 	4, E 
	(2-(2F1-1,2,3-triazol-2- 

N---N 	 yl)pheny1)((1 ,S,2R AR) -2 - 
7.---7(  t 	\\ 	/0 	 ((3 -chloro-5- 

'-'---,/).--.11 
N 	

(ilifluoro7nethyl)pyridin-2 - 

yl)arnino)-7- 
N ----I, 

F 
CI " 

azabicyclo[2.2.1]1aeptan-7-
.,- yDrnethatione 

471 -- I 	RIS_2R,4R)-2-((.3-etiloro- 

N-.1 
	

1I 5-(trifluoromethybyriditi- 

.,..., 	) 	 2-ypamine)-7- 
I( azabicyclo[2.2.1]11eptan- 7- 

I 	y1)(3-melityl-2-(21-I- '12,3- 
/...../..,....„." -,..... N ....1....,. triazol-2- 

F 
CI -------,-;7-4-- 	yDphenyl)methanone 

i 
F 

1 i (( I._ 	•'' 4R)-2-((3-chloro- 

N '4 5-(trifl, - meth)d)pyriddi.- 
7' 

N 
N ‘  

azabicyclo 2. 	. 1 heptan-7- 

r'' -'ski 	N;  m yl)(6-ethyl-:3- 	- -1,2,3 - 
,1-----P  'y'' ''', 

i 	F 
). 	L. 

ci...-- 	...„.., 	,....,... F  
friazol-2-Apy-ri 	2- 

yi)methanorie 
F 

473 N-  ((I. S,2R,411)-2-((3-ettloro- 
.A-...N ., 	1  5-(ttifluoromethyl)pyridin- 

---1,4̀  	\ 	0 
1..-,..  

N 	 azabicycio[2.2.1]heptan-7- 
/-rl\--... L....L1.N „11,_

1 	
1 	yl)(6-methyl-2-(21I-1,2,3 - 

II 	F- 	! 
---1-,,,,,-...-ktF 	i CI' 

inazoi--2-yppyriditi-3- 

F yOmethartou.e 
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(  

1\I 
N --.. / 

4--
f..-•  

N 

fp 

--- 4.N 
il 

N , 

.z., 
I 	1-  

F 

 ‘(lS 1.R 4R)-24( 3-adorn- 

1 5-(trifluoromethyl)pyridin 
i 

I 	
2 -yl)ami no)-7- 

I azabicycio[2.2 .1 iheptan-7- 

1 	y!)(5-me LI]:14 yi- 	2 I-1- 1 ,2,3- 

triazo,1-2-yOpylidin-3- 

yOrnethanone 

% F
0 

)- ‘ 	---N 
., 

.. 9-- ._.\„...,, 

r '1;1 N-:.. 
F  

1 	((l S,2R,4R)-2-03-ehloro- 
i 
1 5-(tritluoroniethyDpyziclin-i 

2-yl)annno)-7- 

azabicyclo [2.2.1 iheptan-7- 

yi)(3-11noro-2-(oxazol-2- 

yl)phenyl)rnethanone 

N //'---\ 
‘ 

,---------z-- 

I  

D 

.,.. 	_ ,,' N 
F 

F 

(3-fhl oro-2-(pyrimidin-2- 

yi)phenyl)((1 S,2R,4R)-2- 

((5- 

(ififluoromethyl)pyrazii 	- 

ybarnino)-7- 

trzabicyclo[2,2.11-(3- 

2H,2H)-heptan-7- 

yOrnethanone 

.1, 

/-/--- 

N 	D 
D 

—E\ 

 T •,..1 N-' 	I.  -- 
N
-;-....„, F 

F 

(:3-1 	r )-2-(pyrimidin-2- 

yl)plien 	(1 S,2R,4-R)-(2- 

(trifiu.orometii 	pyrazin-2- 

yl)amino 

azab ityclo[2.2 . 1 

2H.,71-1)-heptan-7- 

yOrnethanon e 

474 

476 

477 
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478  ((I 8,2R,410-2-03-fluoro- 
N 	\\ 

i I 5-(trifluoromethyl)pyridin 
N 

/ 	tt .., '0 I 	2-yl)amino)-7- 
i 

''..- N 

-----'---- 
r 

H 

1 azabicyclo[2.2.1]heptan-7- 

yl )(4-methy1-3-(pyrimidin- 
r N N'k. 2-yi)pyridin-2- 

F 
F _ 

...,,,7,-4, F. yl)methanone 

,:-; 

N.. 
 ) 

(4- mediy(-3 -(pyrimidin- 2 - 

yl)pyridin-2- 

. y1)01S,2R,4R)-245- 

(villa oromethyl)pyridin-2-

yl)amino)-7- 
I 	N N 	azahicyclo[2.2.1:113eptan-7- 

--,,,,.....---'-', F 	yOmethanone 

F 

480 
N
/ 	i  (4-rnethyl.-3-(pyrirnidin-2- 

‘ 
.-L:....--- 

0 
yl)pyridin-2- 

yl)((18,2R,4R)-2-05- 

(;rifluoromethyl)pyraziu-2-,  

yflamino)-7- 
N 

"sz,  
, 	azabicyc lo[2.2.1 ]heptati-7- 

F 	. yl)medianone 
N 	. 

F 

1 481 
/7  - N 

1 
-r- 

(4-met 	3--(pyrimildin-2- 

N
.2  yl)p 	' 	.-2-. 

7 \ o yl)((18,21:, 	24(5- 

'''''''' N2L--f" 1 (trifinoromethyr 	nadin- 
N 

,...---".----- 
r 

H 2-yl)amin.o)- 
/.:_____4,.. „....,. N „, azabicyclof2.2.1Thepta 	' 

"'''' I 	I 
..„:„.--.;-'-1-...j„ F Ameiftlanone 

F 
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452 N''''N \ 	y 	
( 4-methy1-3-(211-1,2,3- 

N -,N I 	triazol-2-Amidin-2- , --,( 
/ 	\\ 	0 

../L-1/;" 
y1)0 1 S,2 R,410-2-(0- 

N 
 

nifluoromethyljpyrazin-2- 

-------, , ri yl.)amino)-7- 
f r -----e,  N 

- F 
azabicyclo[2.2.1]ieplau-7-

yamethanone 

F 

51.  A pharrnaceutica ;?nrposition comprising a therapeutically effective amount of a 

compound accordn 	any one of the preceding claims and at least one 

pharmaceutically acce 	e excipient. 

52.  A method of treating;  a subi 	suffering from or diagnosed with a disease, disorder, or 

medical condition mediated by 	-exin receptor activity, comprising administering to the 

subject an effective amount of a c►  ipound according to any one of claims 1 to 50. 

53.  The method of claim 52, wherein the 	ase, disorder, or medical condition mediated by 

orexin receptor activity is a disorder of t11,, Jeep-wake cycle, insomnia, restless legs 

10 syndrome, jet-lag, disturbed sleep, a sleep di..der secondary to neurological disorders, 

mania, depression, manic depression, schizoph. s ' , a pain syndromes, fibromyalgia, 

neuropathic pain, catatonia, Parkinson's disease, 	ette's syndrome, anxiety, delirium, 

dementia., overweight, obesity or a condition related t. •1 ierweight or obesity, insulin 

resistance, type IT diabetes, hyperlipidemia, gallstones, a 	ma, hypertension, 

15 breathlessness, tachycardia, infertility, sleep apnea, back a 	it pain, varicose veins, 

osteoarthritis, hypertension, tachycardia, arrhythmias, angina , 	tons, acute heart failure, 

ulcers, irritable bowel syndrome, diarrhea, gastroesophageal re ti. 	post-traumatic stress 

disorder, panic disorders, attention deficit disorders, cognitive defico ties, or substance 

abuse. 

20 	54. The method of claim 53 wherein the disease, disorder, or medical condition 	mood 

disorders, post-traumatic stress disorder, panic disorders, attention deficit disor 	s 

cognitive deficiencies, or substance abuse.. 

55. A compound of Formula IA: 
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-.../ 	\ 

i 

N.  

Z 	lA 

'11 :.4.  A is 

- _ 

R4 

wherein 

5 	X is 016, N, or NR6; 

Y is CR-i,N, or NR7; 

11.6  is H, alkyl, alkoxy, OH, 	o, triazolyl, oxazolyl, oxadiazolyl, pyridyl, pyrimidinyl, 

pyrazinyl, pyridaziny 	'azolyl, or thiophenyl, wherein triazolyl, oxazolyl, 

oxadiazolyl, pyridyl, pyrr 	n ,l, pyrazinyl, pyridazinyi, pyrazolyl, or thiophenyl 

10 	 is optionally substituted with 	to two substituents selected from halo and alkyl; 

R7 is H, alkyl, alkoxy, or halo; 

R3  is H, alkyl, alkoxy, hydroxyalkylene, 0 	rata, phenyl, triazolyl, oxazolyl, isoxazolyl, 

pyridyl, pyrimidinyl, pyrazinyl, pyric 	, 1, piperazinyl, pyrazolyl, oxadiarolyi, 

pyrrolidinyl, thiophenyl, morpholinyl, or 	,lkylamino, wherein phenyl, triazolyl, 

15 	 oxazolyl, isoxazolyl, pyridyl, pyrimidinyl, p 	'zirryl, pyridazinyi, piperazinyl, 

pyrazolyl, oxa.diazolyl, pyrrolidinyl, thiophem 	norpholinyl is optionally 

substituted with up to two substituents selected fa 	lalo and alkyl; 

R4 is H, alkyl, alkoxy, or halo; 

or 

20 	 R6 and R7, together with the atoms to which they are attach 	form a 5- or 6- 

membered heteroaryl ring optionally substituted with a 	1; or 

R3 and R4, together with the atoms to which they are attached, foi 	6-,  

membered aryl or 6-membered heteroaryl ring; or 

13-7 and R8, together with the atoms to which they are attached, form a 6 

25 membered aryl or 6-membered heteroaryl ring; 

Z is NH, N-alkyl, or 0; 
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R5 is pyridyl, pyrimidinyt, pyrazinyl, pyridazinyl, quinazolinyl, quinoxalinyl, pyrazolyl, 

thiazolyl, thiadiazolyl, benzoxazolyl, imidazopyrazinyl, or triazolopyrazinyl, 

:optionally .substituted with one or two substituents independently selected from 

5 a. 0 

the group consisting of alkyl, 

or I. 

cyano, alkyl carboxylate, alkoxy, and halo; and 

56. The c ,ound of claim 54, whereinX is CR6  and Y is CR7. 

57. The compo 	d of claim 54, wherein X is CR6  and Y is N. 

58. The compound . 	claim 54, wherein X is N and Y is CI 7. 

59. The compound of at 	one of claims 55 to 57, -wherein R6 is H. 

10 	60. The compound of any on 	f claims 55 to 57, wherein R6  is alkyl, alkoxy, OH, or halo. 

61. The compound of any one of . sirens 55 to 57, wherein R5 is triazolyl, oxazolyl, 

oxadiazolyl, pyrazolyl, or thi op i 	;'l.. 

62. The compound of claim 61, wherein azolyl is methyl-oxazolyl. 

63. The compound of claim 61, wherein pyra 	yl is methyl-pyrazolyl or dimethyl-pyrazolyl. 

15 	64. The compound of claim 61, wherein oxadiazo 	is methyl-oxadiazolyl. 

65. The compound of any one of claims 54 to 57, when. 	R6 is pyridyl. 

66. The compound of claim 65, wherein pyridyl is methyl-p, idyl. 

67. The compound of any one of claims 55 to 57, wherein R6  is 	, imidinyl, pyrazinyl, or 

pyridazinyl. 

20 	68. The compound of any one of claims 55.56, or 58, wherein 1i7 is H. 

69. The compound of any one of claims 55, 56, or 58, wherein R7 is alkyl, alt 	y, or halo. 

70. The compound of claim 69, wherein alkoxy is haloalkoxy. 

71. The compound of claim 55, wherein X is NR6  and Y is CR7. 

72. The compound of claim 55, wherein X is CR6  and Y is NR7. 
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. The compound of claim 47 or 48, wherein R6  and R7; together with the atom, 	i...11 ich 

they are attached, _form a 5--membered heteroaryl ring optionally .substitoted ',=,:i. 	:.Lk 

1 le, cchipeocd e C claim 71 or 72, wherein R6  and R7, together with the flL.Eaz to i'V.  h C 1  

‘ are attached, form a 6-membered heteroaryl rimioptionatiy'SUbstauted'with alkyl. 

5 75.  

76.  

77.  

The . 	pound of any one of claims 55, 56 or 58 to 67, wherein R7  and R4, together with 

the ate.. 	) which they are attached, form a 6-membered aryl rind. 

The eompou 	of any one of claims 55, 56, or 58 to 67, wherein R7 and R4, together with 

the atoms to f , 	they arc attached, form a 6-membered heteroaryl ring. 

The compound acco_ 	lig to any one of claims 55 to 76, wherein R3  is H. 

10 78.  

79.  

80.  

The compound according 	ally one of clairns 55 to 76, wherein R3  is alkyl, alkoxy, 

hydroxyalkylene, OH, halo, 	Thenyl. 

The compound of claim 78, whe 	alkoxy is haloalkoxy, 

The compound according to any one % 	laims 55 to 76, wherein Rs is triazolyl, oxazolyl, 

isoxazolyl, oxadiazolyl, pyridyl, or p3 .tt 	,1 

15 81.  

82.  

83.  

84.  

85.  

The compound of claim 80, wherein oxazoly 	methyl-oxazolyl, 

The compound of claim 80, wherein isoxazolyi is 	thyl-isoxazolyl. 

The compound of claim 80, wherein pyridyl is methyl- 	c , . 

The compound of claim 80, wherein pyrazolyl is methyl-py 	olyl or dimethyl-pyrazolyl. 

The compound of claim 80, wherein oxadiazolyi is methyl-ox ad 	lyl. 

20 86.  

87.  

88.  

The compound according to any one of claims 55 to 76, wherein R3  i,. 	rimidinyl, 

pyrazinyl, or pyridazinyl. 

The compound according to any one of claims 55 to 76, wherein R.3 is pipersal,   

pyrazolyl, pyrrolidinyl, thiophenyl, morpholinyl, or dialkylamino. 

The compound of any one of claims 55 to 87, wherein Ri  is H. 
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89. The compound of any one of claims 55 to 87, wherein R4 is alkyl, alkoxy, or-halo. 

0. The compound according to any one of claims 55 to 74, wherein R3 and_R4,, together with 

the atoms to which they are attached, form a 6-membered aryl ring. 

9 1. T 	compound according to any one of claims 55 to 74, wherein RA and RI, together with 

5 the a 	its to which they are attached, form a 6-membered heteroaryl ring. 

92. A compo of claim 55 selected from the following 

Ex. Compound Compound 
No. Name 
483 1\ki  ''''',...; (3-1.1uoro-4-methyl-2-(2H- 

	

,,. 	N-N 
r, .z.,., 

	

\----,. - 	Y ' 

1,2,3-triazol-2- 
Aphenyl)((18,2R,4R)-2- 

((3 Aluoro-5- 
(trifluoromethyl)pyridio-2- 

Aannno)-7- 
. 

.N .k-, 	
F 

azabioydo[2.2,1 Pleptan-7-
Amethanone 

.„,....,, F 

1--- 
484 i`'

\
, 
	

(4,5-dimethyI-3- 
. 	/ 

N 
----(17 	A 	,O 

(pyrimidin-2-yl)pyridin-2- 
yl)((i 8,2 R,4R)-243- 

tinoro-5- 
\'''N'"---''( Onfluoronaethyl)pyridia-2- 

N 
, - 

7  1....—L—A, 	....- N.:::.., 

Aa3nino)-7- 
izabicyclo[2.2.1]heptan- , - 

iN,A)methan.one 
il 	, i 	F 

I: --.- ---1- 

485 I((l 8,21 	 ro- 
F 
	 5-(trifluo 	ethyl)pyridin- 

N 
i3 

1.:-.„..... 	\ 

2-y1) 	'no)-7- 
azabicyclo [2. 	iheptan-7- 

y1)(3-fluoro-6- 	-thy1-2- 

N (pyhmidin 

f.1 
 	 H  

	

7N 	-lie  
- yi)phenyl)rietha 

I 
FF 

F 
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486 
F 	N -' 

a. 
-,N ' .N 

I (3-thioro-4-methy1-2-(2H- 
 1,2,1-1.r.i.azoj-2- 
' 	yl)phetty1)((1 S,212.,4R)-2- 

/ 
.d,L..H 

,. J 	LN,N .. ,.--,..,, — ---, 	-11 
	i _ 

(trilluoromethyi)pyrazin-2- 
yl)amito.)42- 

azabicyclo(2.2..1Theptan-7- 
A methanone 

487 
N"7-1 

(4,5-dirnethy1-3- 
\ 	, . 	/ (pyritnidin-2-yl)pyticlin-2- 

1 (trifinorornethyl)pyrazin-2- 
N , 

1-1 
' 	., N ,.... — 	...- 	„,... 	.;,...,.. 

yl)amino)-7- 
azabicyclo[2.2.1 ]heptan- 7-

Amethanone 

-.'N-:;-- 
F 

488 (3-fluoro-f)-methyl-2- 
.1111% - 	N 

1  
(pyricalciin-2-

yi)phenylAIS,2R,4R)-2- 
‘ 	,,:- “.5-  

,.......„.... 
1 

 (trifluorornethApyrazin-2- 

,--\---, 
N 

H 

' 	yl)amino)-7- 1 
1 azabicyclo[2.2.1]heptau-7- 

4.„,,,../..N yOrnethanone 

-,.. 
N

I- 

489 N-% N. 
-fluoro-4-methy1-2-(211.- 

kl--N 
/Th( , 	D

- 
l „2,3-11-i.azol-2- 

lietlyi)(0 S,21t.,413.)-2 

-- --2s  --- e 
N 

, ----,H 
Nzt..., 

1 	1  F 

! 
i 

Oral . 	metb.yl)pyridin-2- 
, minc)-7- 

azabicyc 	.2.1]heman-7- 
yi)n 	. lone 

F 
490 	. e.,---11, N 	\ ., (4,5-dimetb.y. 

‘ 	\ ..... 	/ yrimidin-2-yl)m, 	, 	--2- 
' 	,,, ,,,t"---N y1)((1 S,2R.AR)-24( 

- 	/ 	v., 	0 
\, 2----e ..N 	, 

(iTiflutoromethApyriciin- 
ypamino)-7 - 

N 
1 \ azabicyclo [2.2.1]heptan.-7- 

cr---7 Li NI yl)methanone 
4- --I-- - -,....- 	•,-,... 
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491 
-A  

(_. -fluoro-6-me.thyl.-2- 

t 	\ 	.1) (pyriundin-2- 
_ 	'"'N 	 yi)plionyIX(1S,2R.,4R)-2- 

/ 	 (0-. \ iP 
, 	

(trifluoromettyl)pyridin-2- 

N 	 yi)atnino)-7- 

--\----, H 	 a2abicyclo[2.2.1]heptat 
i I-- / N 	N -----a-- 	,-...‹. 	-;',.... 

yOmethanone 

I ,-...„......---- 
F.. 

F 

, --, ( 34.1uoro-4-methyl -2 - 
‘.1 (py-ritnidin-2- 

N 	 yl)phenyl)((1S,2R,4R)-2- 
\ 	 ((5- 

.---2--4( 	 F (frifluoromethyi)pyraz 	-- 
N 	 yl)araino)-7- 

7: -- k N 	azabicyclo[2.2.1.1heptan-7- 
-:-: --- 	,--- .` yL)methanone 

I 

F 
493 (3-iluoro-4-Inetiryi-2- 

(pyrimidin-2- 
N 	 yl)plienyl)((1S,2R,4R)-2- 
4p 	 Y.5- 

1  (trifluoromethyl)pyridin-2- 
I 	yl)amino)-7- 

/-- ---... Li 	 I azabicyclo [2.2.1]heptan- 7- 
t----- , -b-' ,,, 
	yi.)methanone I 

- 
494 ------ 	 (3 -fluoro-5-methy _ 

N../ 
(pyrimidin-2- 

--N..  henyl)(( 1 S,2R,4R)-2- 
/ \ ..0 ((5- 

( 	it 	s -ornethyl)pyridin-2- 
N ,amino)-7- 

i \--,H a zabi cy(, 	7 
_1„,... " N 	N i -"at

.2.1112eptan-7- 
yl)r, 	one 

F 
•-..„,,,-,-;,-.'--„,,,,. 

..„ 
t- 

F 

495 ( 3 -iluoro-5 -ni eftly.: N rS\ 
., (pyrimidin-2 - 

\ 	-1\1 yl)pheny1)((1S,2R,4R)-... 

pz--- Orifinorometityppyrazin-2-, 
N yflamino)-7- 

.---0 
\ ------- 	H azabicyclo[2.2.1113eptan- 7- 

/- .1,- N  , yl)methauone 

14... .* -'.F.  
F 
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A ph 	- Inf-Ice-mii:al compo-.ition comprising a therapeutically effective amount of a 

ili;,ouis 	ordilig to any one, opt claims 55 to 92 and at least one pharmaceutically 

a -eptable excipleat. 

94.  A me 	d of treating a subject suffering from or diagnosed with a disease, disorder, or 

medical 	idition mediated by orexin receptor activity, comprising administering to the 

subject all is 	ctive amount of a compound according to any one of claims 55 to 92. 

95.  The method of W 	m 94, wherein the disease, disorder, or medical condition mediated by 

orexin receptor acts 	is a disorder of the sleep-wake cycle, insomnia, restless legs 

10 

15 

syndrome, jet--lag, dist 	led sleep, a sleep disorder secondary to neurological disorders, 

mania, depression, manic 	- pression, schizophrenia, a pain syndromes, fibromyalgia, 

neuropathie pain, catatonia, 	inson's disease, Tourette's syndrome, anxiety, delirium, 

dementia, overweight, obesity 	condition related to overweight or obesity, insulin 

resistance, type II diabetes, hyperli 	emia, gallstones, angina, hypertension, 

breathlessness, tachycardia., infertility,'seep apnea, back and joint pain, varicose veins, 

osteoarthritis, hypertension, tachycardia, 	innias, angina pectoris, acute heart failure, 

ulcers, irritable bowel syndrome, diarrhea„L:„ 	troesophageal reflux, post-traumatic stress 

disorder, panic disorders, attention deficit diso 	•s, cognitive deficiencies, or substance 

abuse. 

20 96.  The method of claim 94 wherein the disease, disorder, 	medical condition is mood 

disorders, post-traumatic stress disorder, panic disorders, 	ention deficit disorders, 

cognitive deficiencies, or substance abuse.. 

25 

- 593 - 



What is Claimed:  

1.  A compound of formula 1: 

A 	0 

R2  N 

/ 	\ 
r  R5 

in  Z 	I 

or an enantiomer or diastereomer thereof; 

or a phaiiiiaceutically acceptable salt thereof; 

wherein 

ring A is phenyl, naphthalenyl, pyridyl, quinolinyl, isoquinolinyl, imidazopyridyl, 

furanyl, thiazolyl, isoxazolyl, pyrazolyl, imidazothiazolyl, benzimidazolyl, or 

indazolyl; 

R /  is H, alkyl, alkoxy, hydroxyalkylene, OH, halo, phenyl, triazolyl, oxazolyl, 

isoxazolyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, piperazinyl, pyrazolyl, 

oxadiazolyl, pyrrolidinyl, thiophenyl, morpholinyl, or dialkylamino, wherein 

phenyl, triazolyl, oxazolyl, isoxazolyl, pyridyl, pyrimidinyl, pyrazinyl, 

pyridazinyl, piperazinyl, pyrazolyl, oxadiazolyl, pyrrolidinyl, thiophenyl, or 

morpholinyl is optionally substituted with up to two substituents selected from 

halo and alkyl; 

R2 is H, alkyl, alkoxy, hydroxyalkylene, or halo; 

Z is NH, N-alkyl, or 0; 

R5 is pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, quinazolinyl, quinoxalinyl, 

pyrazolyl, thiazolyl, thiadiazolyl, benzoxazolyl, imidazopyrazinyl, or 

triazolopyrazinyl, optionally substituted with one or two substituents 

independently selected from the group consisting of alkyl, cyano, alkyl 

carboxylate, alkoxy, and halo; and 

nis Oor 1. 

2.  The compound of claim 1, wherein Z is NH. 

3.  The compound of claim 1, wherein Z is N-alkyl. 

4.  The compound of claim 3, wherein Z is N-CH3. 

- 488 - 



5.  The compound of claim 1, wherein Z is 0. 

6.  The compound of any one of claims 1 to 5, wherein ring A is furanyl, thiazolyl, 

isoxazolyl, pyrazolyl, or imidazothiazolyl. 

7.  The compound of any one of claims 1 to 5, wherein ring A is phenyl or naphthalenyl. 

8.  The compound of any one of claims 1 to 5, wherein ring A is pyridyl, quinolinyl, 

isoquinolinyl, imidazopyridyl, benzimidazolyl, or indazolyl. 

9.  The compound of any one claims 1 to 8, wherein R1  is alkyl. 

10.  The compound of any one of claims 1 to 8, wherein R1  is alkoxy. 

11.  The compound of claim 10, wherein alkoxy is haloalkoxy. 

12.  The compound of any one of claims 1 to 8, wherein R1  is hydroxyalkylene or OH. 

13.  The compound of any one of claims 1 to 8, wherein R1  is halo. 

14.  The compound of any one of claims 1 to 8, wherein R1  is phenyl. 

15.  The compound of claim 14, wherein phenyl is halo-phenyl. 

16.  The compound of any one of claims 1 to 8, wherein R1  is triazolyl, oxazolyl, or 

isoxazolyl. 

17.  The compound of claim 16, wherein oxazolyl is methyl-oxazolyl. 

18.  The compound of claim 16, wherein isoxazolyl is methyl-isoxazolyl. 

19.  The compound of any one of claims 1 to 8, wherein R1  is pyridyl. 

20.  The compound of claim 19, wherein pyridyl is methyl-pyridyl. 

21.  The compound of any one of claims 1 to 8, wherein R1  is pyrimidinyl, pyrazinyl, or 

pyridazinyl. 

22.  The compound of any one of claims 1 to 8, wherein R1  is piperazinyl, morpholinyl, 

pyrrolidinyl, or dialkylamino. 
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23.  The compound of any one of claims 1 to 8, wherein R1  is pyrazolyl, oxadiazolyl, or 

thiophenyl. 

24.  The compound of claim 23, wherein pyrazolyl is methyl-pyrazolyl or dimethyl- 

pyrazolyl. 

25.  The compound of claim 23, wherein oxadiazolyl is methyl-oxadiazolyl. 

26.  The compound of any one of claims 1 to 25, wherein R2 is H. 

27.  The compound of any one of claims 1 to 25, wherein R2 is alkyl. 

28.  The compound of any one of claims 1 to 25, wherein R2 is alkoxy. 

29.  The compound of any one of claims 1 to 25, wherein R2 is hydroxyalkylene. 

30.  The compound of any one of claims 1 to 25, wherein R2 is halo. 

31.  The compound of any one of the preceding claims, wherein R5 is pyridyl, pyrimidinyl, 

pyrazinyl, or pyridazinyl optionally substituted with a one or two substituents 

independently selected from the group consisting of alkyl, alkoxy, or halo. 

32.  The compound of claim 31, wherein alkyl is trihaloalkyl. 

33.  The compound of claim 32, wherein R5 is pyridyl substituted with trifluoromethyl. 

34.  The compound of claim 32, wherein R5 is pyrimidinyl substituted with 

trifluoromethyl. 

35.  The compound of claim 32, wherein R5 is pyrazinyl substituted with trifluoromethyl. 

36.  The compound of claim 32, wherein R5 is pyridazinyl substituted with 

trifluoromethyl. 

37.  The compound of any one of claims 1 to 30, wherein R5 is quinazolinyl or 

quinoxalinyl, optionally substituted with a one or two substituents independently 

selected from the group consisting of alkyl, alkoxy, or halo. 

38.  The compound of claim 37, wherein alkyl is trihaloalkyl. 
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39.  The compound of claim 38, wherein R5 is quinazolinyl substituted with 

trifluoromethyl. 

40.  The compound of claim 38, wherein R5 is quinoxalinyl substituted with 

trifluoromethyl. 

41.  The compound of any one of claims 1 to 30, wherein R5 is pyrazolyl, benzoxazolyl, 

imidazopyrazinyl, or triazolopyrazinyl optionally substituted with a one or two 

substituents independently selected from the group consisting of alkyl, alkoxy, or 

halo. 

42.  The compound of claim 41, wherein pyrazolyl is methyl-pyrazolyl. 

43.  The compound of claim 41, wherein alkyl is trihaloalkyl. 

44.  The compound of claim 43, wherein R5 is pyrazolyl substituted with trifluoromethyl. 

45.  The compound of claim 43, wherein R5 is benzoxazolyl substituted with 

trifluoromethyl. 

46.  The compound of claim 43 wherein R5 is imidazopyrazinyl substituted with 

trifluoromethyl. 

47.  The compound of claim 43, wherein R5 is triazolopyrazinyl substituted with 

trifluoromethyl. 

48.  The compound of any one of the preceding claims, wherein n is 0. 

49.  The compound of any one of claims 1 to 47, wherein n is 1. 

50.  A compound selected from the group consisting of 

Compound Compound 
Name 

- 491 - 



„...—:,.... 	,.... 
0 	N 

(5-fluoro-2-(pyrimidin-2-
yl)phenyl)((1 S,2R,4R)-2-

((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan- 

7-yflmethanone 

N-.-3 

/ \ 
N 

0 

\._  -%--- 

0 	N 

(±)-(6-methy1-3- 
(pyrimidin-2-yl)pyridin-2- 

yl)(2-((pyridin-2- 
yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yflmethanone 

N 	----3 

---- N 
/ \ 

N 

0 

\._  -- 

0/ N 

(6-methy1-3-(pyrimidin-2- 
yl)pyridin-2- 

yl)((1 S*,2R*,4R*)-2- 
((pyridin-2-yloxy)methyl)- 
7-azabicyclo[2.2.1]heptan- 

7-yl)methanone 

N 

/ \ 

' N 	0 

/ 

N 
0 

(6-methy1-3-(pyrimidin-2- 
y1)pyridin-2- 

yl)(( 1 R*,2S*,4S*)-2- 
((pyridin-2-yloxy)methyl)- 
7-azabicyclo[2.2.1]heptan- 

7-yflmethanone 

N -..' 
\ 
N,N 

/ 
--- 

N 

0 

„....- -...‹... 	..... 
0 	N 

(±)-(6-methy1-3-(2H-1,2,3- 
triazol-2-yl)pyridin-2- 

yl)(2-((pyridin-2- 
yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N '"--- 
\ 
N,N 

/ \ 
--..„ 

N 

0 

.-.-* 

ON 

(6-methy1-3-(2H-1,2,3- 
triazol-2-yl)pyridin-2- 

yl)(( 1 S,2R,4R)-2-((pyridin- 
2-yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 
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N 0 

N "-2 
N 
N --- 

\ 

/ 
N 

0 

N 

(6-methyl-3-(2H-1,2,3- 
triazol-2-yl)pyridin-2- 

yl)((1 R,2S,4S)-2-((pyridin- 
2-yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
ypinethanone 

N '-----. 
\ 
N.-- 

/ \ 

---- 

/ 
N 

0 

N 

0 
,,, 

N 

(6-methy1-3-(21-1- 1 ,2 .3 - 
triazol-2-yl)pyridin-2- 

yl)((1 S,2R,4R)-2-((pyridin- 
2-yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N \ 
N---N 

/ \ 
— 

/ 

0 

N 

0 

..,„ 	F 

-... 	.,....- 
N 

(±)-(2-(((5-fluoropyridin-2- 
yboxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(6-methyl-3-(2H-1,2,3- 

triazol-2-yppyridin-2- 
yl)methanone 

N ---'' 
\ 
Nkr\I 

/ \ 
-. 

/ 

0 

N 

0,,..-<„, 

F  
,- 

N 

((1S,2R,4R)-24(5- 
fluoropyridin-2- 

ypoxy)methyl)-7- 
azabicyclo [2.2.1 ]heptan-7- 
yl)(6-methy1-3-(2H-1,2,3- 

triazol-2-yppyridin-2- 
yOmethanone 

F,, 

„, 
N 

/ 

--- 

0 

N -'- 
\ 
N,  

\ 

/ 
N 

0 

N 

(( 1R,2S,4S)-2-(((5- 
fluoropyridin-2- 

yl)oxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 
y1)(6-methy1-3-(2H- 1,2,3- 

triazol-2-yl)pyridin-2- 
yl)methanone 

N '''' 
\ 
N--N 

.O 

N 

/ 

0 

.1 

0N 

-'\- F  

(±)-(2-(((5-fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(5-methy1-2-(2H-1,2,3- 

triazol-2- 
yl)phenyl)methanone 

N ---- 
\ 
N-,N 

* 

N 

0 

0„.....-‹.... 

-;-, F 

..... 
N 

((1S,2R,4R)-2-(((5- 
fluoropyridin-2- 

ypoxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 
y1)(5-methy1-2-(2H-1,2,3- 

triazol-2- 
yl)phenyl)methanone 
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F,, 

,, 
NO 

N ----; 
\ 
N--N 

410 

/ 

0 

N 

((1R,2S,4S)-2-(((5- 
fluoropyridin-2- 

yl)oxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 
y1)(5-methy1-2-(2H-1,2,3- 

triazol-2- 
yl)phenyl)methanone 

S 

• 

N 

L7/ 

\ 

0 

\._  
0 	N .  

F 

(±)-(2-(((5-fluoropyridin-2- 
yl)oxy)methyl)-7-

azabicyclo[2.2.1]heptan-7- 
yl)(2-(thiophen-2- 

yl)phenyl)methanone 

S 

* 

N 

\ 

0 

0N 

F 

((1S*,2R*,4R*)-2-(((5- 
fluoropyridin-2- 

yl)oxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

y1)(2-(thiophen-2- 
yl)phenyl)methanone 

F.,,,,-, 

'''''N''0 

S 

4, 

\I  

\ 

0 

N 
I \._  
J 

((1R*,2S*,4S*)-2-(((5- 
fluoropyridin-2- 

ypoxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)(2-(thiophen-2- 
yl)phenyl)methanone 

N ---
\ 
N,N 

1110  

/ 

0 	FF 

N 	
N ''''' 

..,.... 
0 N 

F 

,..- 

(±)-(5-methy1-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((4- 
(trifluorometh 1)PYr  imidin- Y 

2-yl)oxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

N 
NRN 

II 

/ 

0 

N 

„.....-:,,,, 	,..- 
0 	N 

F 
 F 

F 

(±)-(5-methy1-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((5-
(trifluoromethyl)pyridin-2- 

ypoxy)methyl)-7- 
azabieyelo[2.2.1]heptan-7- 

yl)methanone 
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N'-'" 
\ 
N--N 

II 

/ 

0 
F 

F _ 

\_ 
	

F 

0N 

(±)-(5-methy1-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((3-
(trifluoromethyppyridin-2- 

ypoxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

N--'-' 

II 0 

N 
I 	F 

ON F  
F 

(±)-(5-methy1-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((6-
(trifluoromethyl)pyridin-2- 

ypoxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

N';'" 
\ 
N,N 

II 

/ 

0 

N 	,%- 

	

„....:-.,› 	..... 
0 	N 

(±)-(5-methy1-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(24(4- 

methylpyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N.--"”.  
\ 
N--N 

101110 

N 

/ 

0 

.--- 0N 

(±)-(5-methy1-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2-(((6- 

methylpyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N '' 
\ 
N--N 

. 

N 

/ 

0 

--/'' 

0 	N 

(±)-(5-methy1-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2-(((5- 

methylpyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N''' 
N,N 

10 

N 

,--7 0N 

0 

.,,I\I .__ 

dimethylpyrazin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(5-methyl-2-(2H-1,2,3- 

triazol-2- 
yl)phenyl)methanone 
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N .- \ 
N--N 

0 

N 

/ 

0 

	

F3C 	\I )  

	

0 	N 

(±)-(5-methy1-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-4(3-
(trifluoromethyl)quinoxalin 

-2-yl)oxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

N ''''' 
\ 
N,N 

4104  

N 

/ 

0 

F 

,....... 	_. 
0 	N 

(±)- (2-(2H-1,2,3-triazol-2- 
yl)phenyl)(2-(((5- 
fluoropyridin-2- 

yl)oxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

111$ 

\ 	/N  

0 

N _,,-F 

1 
0N 

(±)-2-(((5-fluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(quinolin-8- 
yl)methanone 

. 0 

N „. .--,,,.,,,F 

. 	,..- 
0 	N 

(±)-2-(((5-fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(naphthalen-1- 

yl)methanone 

11 

0 

0 

N ••,,,,F 

0
,,...-::„. 

N
,.. 

(±)-2-(((5-fluoropyridin-2- 
ypoxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-
yl)(2-methylnaphthalen-l- 

ypmethanone 

n  
N ,N 

10 

N 

0 

F 

„....--:,,.. 	,..- 
0 	N 

(±)-2-(1H-pyrazol-1- 
yl)phenyl)(2-(((5- 
fluoropyridin-2- 

yl)oxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

it 

/ 	\ 

0 
N 

0 

F 

--... 	,...- 
0 	N 

(±)-2-(((5-fluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
y1)(3-phenylfuran-2- 

yl)methanone 
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. 

( 
0 

0 

N 

0'.- N 

F 

(±)-(2-ethoxynaphthalen-1- 
yl)(2-4(5-fluoropyridin-2- 

yl)oxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

F 

S 

* 

1-5'''ON 

0 

N 	,„F 

(±)-(5-(2-fluoropheny1)-2- 
methylthiazol-4-y1)(2-4(5- 

fluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N --'""-  \ 
N—N 

*O 

F 

/ 

0 

N 

0 
..... 	„.... 

N 

.F 

(±)-(5-fluoro-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2-(((5- 

fluoropyridin-2- 
yeoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N 

N 
* 

F 
	N 

0 

0 
--. 	,-- 

N 

F 

(±)-(2-fluoro-6-(pyrimidin- 
2-yl)phenyl)(2-(((5- 

fluoropyridin-2- 
yDoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N 

* 

F 

N 
0 

N 

0 

--.F 

„,....;„. 	„...- 
N 

(±)-(5-fluoro-2-(pyrimidin- 
2-yl)phenyl)(2-(((5- 

fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N 

411 
N 
0 

N 

0 

.,,F 

--, 	,... 
N 

(±)-(2-(((5-fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(5-methyl-2-(pyrimidin- 

2-yl)phenyl)methanone 

. 

N '-'---  \ 	/ 
N—N 

N 

0 

N 

(±)-(2-(2H-1,2,3-triazol-2- 
yl)phenyl)(2-((quinoxalin- 

2-yloxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 
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N --- \ 
N --N 

.O 

F 	N 

/ 

0 

0 -. 	s N 

,N 0  

(±)-(2-fluoro-6-(2H- 1,2,3- 
triazol-2-yl)phenyl)(2- 

((quinoxalin-2- 
yloxy)methyl)-7- 

azabieyclo [2.2.1 ]heptan-7- 
yl)methanone 

N --"---  \ 
N--N 

0 

/ 

0 

N 

'.- 0 

N  

N 

0 

(±)-(5-methy1-2-(2H- 1 ,2,3- 
triazol-2-yl)phenyl)(2- 

((quinoxalin-2- 
yloxy)methyl)-7- 

azabicyclo [2.2. 1 ]heptan-7- 
yl)methanone 

N ---; 
N 

11, 

F 

-N 

0 

N 

0 

N  

(±)-(5-fluoro-2-(2H- 1 ,2,3- 
triazol-2-yl)phenyl)(2- 

((quinoxalin-2- 
yloxy)methyl)-7- 

azabicyc lo [2.2. 1 ] heptan-7- 
yl)methanone 

/ 

, ii
N 

N
N  

0 

N 

0 

0 

(±)-(5-methyl-2- 
(pyrimidin-2-yl)phenyl)(2- 

((quinoxalin-2- 
yloxy)methyl)-7- 

azabicyclo [2.2. 1] heptan-7- 
yl)methanone 

N <-.  
\ 
N --- 

41 

/ 
N 

0 

N 

0 

N 
,...1:,,,, 	,.., 

N " 

(±)-(2-(((4,6- 
dimethylpyrimidin-2- 

yl)oxy)methyl)-7- 
azabicyclo [2.2. 1 ] heptan-7- 
yl)(5 -methy1-2-(2H- 1 ,2,3- 

triazol-2- 
yl)phenyl)methanone 

. 

0 
N I1 

0 

N 

0)..,,.. 
N 
, 	,...., 

N 

(±)-2-(((4,6- 
dimethylpyrimidin-2- 

ypoxy)methyl)-7- 
azabicyclo [2.2. 1 ]heptan-7- 

yl)(3-methyl-5- 
phenylisoxazol-4- 

yl)methanone 

( 
0 

II 

0  N 

0 

0 

N 

N 

(±)-(2-(((4,6- 
dimethylpyrimidin-2- 

ypoxy)methyl)-7- 
azabicyclo [2.2. l]heptan-7- 
yl)(2-ethoxynaphthalen- 1 - 

yl)methanone 
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( 
0 

1104  0 

N 
 	N 

OWN' 

(±)-(2-(((4,6- 
dimethylpyrimidin-2- 

ypoxy)methyl)-7- 
azabicyclo [2.2.1]heptan-7- 

yl)(2- 
ethoxyphenyl)methanone) 

N 

10 
N 
0 

N 

N

N

F 

 
.,,-, 
0' 

(±)-(2-(((4,6- 
dimethylpyrimidin-2- 

ypoxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 
y1)(2-fluoro-6-(pyrimidin- 

2-yl)phenyl)methanone 

N 

410 

F 

/ 

N 
0 

N 	
N "'-' 

0 	N 

(±)-(2-(((4,6- 
dimethylpyrimidin-2- 

ypoxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 
y1)(5-fluoro-2-(pyrimidin- 

2-yl)phenyl)methanone 

N 

40 
N 
0 

N 
N 

--.  
0 N'   

(±)-(2-(((4,6- 
dimethylpyrimidin-2- 

yl)oxy)methyl)-7- 
azabicyclo[2.2.1 ]heptan-7- 
y l)(5-methy1-2-(pyrimidin- 

2-yl)phenyl)methanone 

S 

141111 0  

N 

1 	.7 0N
I 

\ 

0 

.\_  	N 

(±)-(2-(((4,6- 
dimethylpyrimidin-2- 

ypoxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

y1)(2-(thiophen-2- 
yl)phenyl)methanone 

N  
N—N 

— 
N 	N 

i 

0 F  

_. 
	

.,,,
F 

. 	,„- 
0 	N 

F 

(±)-(6-methy1-3-(2H-1,2,3- 
triazol-2-yppyridin-2- 

yl)(2-(((5- 
(trifluoromethyl)pyridin-2- 

ypoxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

( 
0 

/ \ 

N 

0 

-)

F F 
<  F 

0 	N 

(±)-(3-ethoxy-6- 
methylpyridin-2-y1)(2-(((5- 
(trifluoromethyflpyridin-2- 

ypoxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 
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/ \ 
- 

N ---' 
\ 
N.- 

/ 
N 

0 

N 

ON 

 Br 

, 

(±)-(2-(((5-bromopyridin- 
2-yl)oxy)methyl)-7- 

azabicyclo [2.2 . 1 ]heptan-7- 
yl)(6-methy1-3-(2H- 1 ,2,3- 

triazol-2-yppyridin-2- 
yl)methanone 

F 

. 

\ 
0 

N 

0 

.. ,,Br  

.,,,-..;.. 
0 	N 

(±)-(2-(((5-bromopyridin- 
2-yl)oxy)methyl)-7- 

azabicyclo [2.2. l]heptan-7- 
yl)(3 -fluoro-2- 

methoxyphenyl)methanone 

/ 
----. 

( 

0 

N 

0 

Br 

Ni 

(±)-(2-(((5-bromopyridin- 
2-ypoxy)methyl)-7- 

azabicyclo [2.2. l]heptan-7- 
yl)(3-ethoxy-6- 

methylpyridin-2- 
yl)methanone 

# 

N 

N 
0 

N 

0 

F2-yl)phenyl)(2-((pyridin-2- 

%--

N 

(f)-(3-fluoro-2-(pyrimidin- 

yloxy)methyl)-7- 
azabicyclo [2.2. l]heptan-7- 

yOmethanone 

/ \ 

----- 

N '.--- 

N---N 
/ 

0 

N 
1 

.• N N. N 

(±)-(6-methy1-3 -(2H-1 ,2,3- 
triazol-2-yl)pyridin-2- 
Y)(-((pyridazin-3- 

yloxy)methyl)-7- 
azabicyclo [2.2. l]heptan-7- 

yl)methanone 

/ 	\ \ 
----- 

N''''' 
\ 
N---N 

/ 

0 

0 -'N  

(±)-(6-methy1-3 -(2H- 1,2,3 - 
triazol-2-yl)pyridin-2- 

y1)(2-(((2-methylpyridin-3- 
yl)oxy)methyl)-7- 

azabicyclo [2.2. 1 ]heptan-7- 
ypmethanone 
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\ 
---- 

N"--.-
\ 
N--N 

/ 

0 

N 

,--, 
0 

I 
N  

(±)-(6-methy1-3-(2H-1,2,3- 
triazol-2-yl)pyridin-2- 

yl)(2-(((3-methylpyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

/ 	k 

---- 

N -'1---  
\ 
N---N 

/ 

0 

N \ 

0 
--- 

(±)-(2-(((1-methy1-1H-
pyrazol-5-yHoxy)methyl)-
7-azabicyclo[2.2.1]heptan-

7-y1)(6-methy1-3-(2H-
1,2,3-triazol-2-Apyridin- 

2-yl)methanone 

\ 
---,. 

N 
\ 
N,N 

N 

/ 

0 

''--N 

(±)-(6-methy1-3-(2H-1,2,3- 
triazol-2-yl)pyridin-2- 

yl)(2-((pyridin-4- 
yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

/ \ 

---- 

N .'--- 
\ 
N.--N 

/ 

0 

N 

0 

_1\1 

(±)-(6-methy1-3-(2H-1,2,3- 
triazol-2-yl)pyridin-2- 

yl)(2-((pyridin-3- 
yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

/ \ 
--- 

N --- 
\ 
N---N 

/ 

0 

N 
N ''' 

0 N 

(±)-(6-methy1-3-(2H-1,2,3- 
triazol-2-yl)pyridin-2- 
yl)(2-((pyrimidin-2- 

yloxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

/ \ 

---- 

N 
\ 
N---N 

N 

/ 

0 

0 

..,1\1. 

N,, 

(±)-(6-methy1-3-(2H-1,2,3- 
triazol-2-yl)pyridin-2- 

yl)(2-((pyrazin-2- 
yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

/ \ \ 
---- 

N *- 

N,N 

N 

/ 

0 

0N
j  

N 

(±)-(6-methy1-3-(2H-1,2,3- 
triazol-2-yl)pyridin-2- 
yl)(2- ((pyrimidin-4- 

yloxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 
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/ 

---- 

\ 

N'''''' 
\ 
N--N 

/ 

0 

N 

..„--:,-. 
0 	N 

(±)-(6-methy1-3-(2H-1,2,3- 
triazol-2-yl)pyridin-2- 

yl)(2-(((6-methylpyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

/ 
-_. 

0"-- 

---"N 

N 

0 

F 

, 
ON 

(±)-(2-(((5-fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(6-methy1-3-(oxazol-2-
yl)pyridin-2-yl)methanone 

/ 

N ---, 
1 i 

N 
0 

N F 

_., 0-. 
 N 

(±)-(2-(((5-fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(6-methy1-3-(pyrimidin- 

2-yl)pyridin-2- 
yl)methanone 

/ 
-- 

\ 

N 

N 
0 

F 

0 	N 

(±)-(3,6'-dimethy142,31- 
bipyridin]-2'-y1)(2-(((5- 

fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

/ 
- 

,N 

N 

\ 

N 

0 

,,-,,,,,,F 

.,,  
0 	N 

(±)-(2-(((5-fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(6-methy1-3-(3-methyl- 

1,2,4-oxadiazol-5-
yl)pyridin-2-yl)methanone 

/ 
-.. 

n 

N---N 

N 

__ 

0 

F 

0 	N 

(±)-(2-(((5-fluoropyridin-2- 
ypoxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-
yl)(6-methy1-3-(3-methyl-
1H-pyrazol-1-yl)pyridin-2- 

yl)methanone 

/ 

--- 
\ 

N 

0 

F 

...„--.‹.... 	„.... 
0 	N 

(÷)-(2-(((5-fluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(6-methy1-3-(pyn-olidin- 

1-yl)pyridin-2- 
yl)methanone 
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/ 
-- 

,N 

N 

0 

O
,

N 

,F 

(±)-(2-(((5-fluoropyridin-2- 
yfloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(6-methy1-3-(3- 
methylisoxazol-5- 

yl)pyridin-2-yl)methanone 

\ 
--- 

INH\I 

N 

0 

-..., 
0 

„„.. 
N 

F 

(±)-(2-(((5-fluoropyridin-2- 
yeoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(6-methy1-3-(1H- 

pyrazol-1-yppyridin-2- 
yl)methanone 

/ 

--- 

N -.:-. 

N--,N 

N 

/ 

0 

-%, 

..„... 	,„- 
0 	N 

(±)-(5-methy1-3-(2H-1,2,3- 
triazol-2-yppyridin-2- 

yl)(2-((pyridin-2- 
yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

/ \ 

---- 

N"------  

N--N 
/ 

0 

N 

,...,. 
0 N 

(+)- (4-methy1-3-(2H- 
1,2,3-triazol-2-yppyridin- 

2-y1)(2-((pyridin-2- 
yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

/ \ 
--. 

\ 
N, 

0 

N 

0 
...„.. 

N 

(±)-(3-(dimethylamino)-6- 
methylpyridin-2-yl)(2-

((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan- 

7-yl)methanone 

/ 

ill • — 

N .------  

NON 

\ 

/ 

0 

N 

ON 

(±)-(3-(2H-1,2,3-triazol-2- 
yOquinolin-2-y1)(2- 

((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan- 

7-yl)methanone 

41114  

\ 	/ 

( 
0 

0 

N 
\._  

0 N-.  

(±)-(7-ethoxyquinolin-8- 
yl)(2-((pyridin-2- 
yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
ypmethanone 
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N ----____ 

0 

......,-;,, 	,.... 
0 	N 

-% 	
I

yl)methanone 

(±)-(3,6- 
dimethylimidazo[1,2- 

a]pyridin-5-y1)(2-((pyridin- 
2-yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 

It N 

\ / 
N 

11 

- 
N ,i  

N 

0 

N 

0-. N „... 

(±)-(1-methy1-4-pheny1- 
1H-pyrazol-3- 

y1)((lS,2R,4R)-2-((pyridin- 
2-yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

441 

- 
,N / 

0 

N 

--. 	....... 
0 	N 

(±)-(1-methy1-3-pheny1- 
1H-pyrazol-4- 

y1)((lS,2R,4R)-2-((pyridin- 
2-yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N 
N / 

\ / 
0 

N -.%; 

..„...--,. 	,..- 
0 	N 

(±)-((3,7- 
dimethylimidazo[1,2- 

a]pyridin-8-y1)(2-((pyridin- 
2-yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

I 	N N\ 

N / 

\ / 
N 

0 

....... 
OWN 

(±)-(7-methylimidazo [1,2- 
a]pyridin-8-y1)(2-((pyridin- 

2-yloxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

it 

/ 	\ 
N 

N 
N 

0 

.._  

0 	N 7.  

(±)-(1-methy1-4-pheny1- 
1H-pyrazol-5-y1)(2- 

((pyridin-2-yloxy)methyl)- 
7-azabicyclo[2.2.1]heptan- 

7-yl)methanone 

N --- 
I 

N 

/ 
0 

". 

..„... 	,- 
0 	N 

yl)methanoneN  

(±)-((6-methylimidazo [1,2- 
a]pyridin-5-y1)(2-((pyridin- 

2-yloxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 
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( 
0 

N 

(±)-(3-ethoxyisoquinolin- 
4-y1)(2-((pyridin-2- 
yloxy)methyl)-7- 

0 azabicyclo [2.2. 1 ]heptan-7- 
yl)methanone 

10 N 

--. ,..-- 
0 N 

11+ 

(±)-( 1 -methy1-5 -phenyl- 
1H-pyrazol-4-y1)(-2- 

((pyridin-2-yloxy)methyp- 
N 	

0 ,  7-azabicyclo [2.2. l]heptan- 
7-yl)methanone 

N 

.... 
0 N 

N
/ (f)-(6-methyl-3-(4- 

N 
rr methylpiperazin- 1 

yppyridin-2-y1)(2- 
----- ((pyridin-2-yloxy)methyl)- 

0 
/ 

7-azabicyclo [2.2. 1 ]heptan- 

N 7-yl)methanone 
N 

_\_  

0 N 

r N H (±)-(6-methy1-3-(piperazin- 

N J 1-yl)pyridin-2-y1)(2- 
((pyridin-2-yloxy)methyl)- 

\ 	
/ 
	0 7-azabicyclo [2.2. l]heptan- 

7-yl)methanone 
N 

N 
..._ 

0 N 
(-9  (±)-(6-methyl-3- 

morpholinopyridin-2- 
N ---.../ yl)(( 1 S,2R,4R)-2-((pyridin- 

0 
/ 

2-yloxy)methyl)-7- 
azabicyclo [2.2. 1 ]heptan-7- 

N 
N %-- 

yl)methanone 

0 
---, N_ 

\ 
0 

(±)-(7-methoxyquinolin-8- 
yl)(2-((pyridin-2- 

lip 	0 

N 

yloxy)methyl)-7- 
azabicyclo [2.2 . l]heptan-7- 

yl)methanone 
\ 	N 

,,, ,, 
0 N 
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( 
0 

(±)-(2-ethoxynaphthalen-1- 
yl)(2-((pyridin-2- 
yloxy)methyl)-7- 

• 0 azabicyclo[2.2.1]heptan-7- 
ypmethanone 

Illp N 

-. ,..- 
0 N 

/ (±)-(3,6'-dimethy142,31- 
\ bipyridin]-2'-y1)(2- 

N ((pyridin-2-yloxy)methyl)- 
/ \ 	0 7-azabicyclo[2.2.1]heptan- 
-- 7-yl)methanone 

N 

-.... ,..- 
0 N 

N'''' (±)-(3-(2H-1,2,3-triazol-2- 
\ 	/ 
N,N 

yppyridin-2-y1)(2- 
((pyridin-2-yloxy)methyl)- 

/ 0 7-azabicyclo[2.2.1]heptan- 
-- 7-yl)methanone 

N 

0 N 

40 

(±)-(2-methy1-5- 
phenylthiazol-4-y1)(2- 

((pyridin-2-yloxy)methyl)- 
S 7-azabicyclo[2.2.1]heptan- 

0 7-yl)methanone 

N 
,\.._  

r- 0 N 
0"--- 

—N 

(±)-(6-methyl-3-(oxazol-2- 
yppyridin-2-y1)(2- 

/ \ 	0 
((pyridin-2-yloxy)methyl)- 
7-azabicyclo[2.2.1]heptan- 

---- 7-yl)methanone 
N -%-, 

ON 
(±)-(6-methy1-3-(3- 
methylisoxazol-5- 
yppyridin-2-y1)(2- 

/ \ 	0 ((pyridin-2-yloxy)methyl)- 

---- 7-azabicyclo[2.2.1]heptan- 

N 7-yl)methanone 
\._  

0N 
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---. 

N— 

\ 

N 

0 

N 

ON 

(+)-(6-methyl-3-(1H- 
pyrazol-1-yppyridin-2- 

yl)(2-((pyridin-2- 
yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

/ 
-- 

N,N 
\ 

N 

/ 

0 

,„... 	..„, 
0 	N 

(±)-(6-methyl-3 -(4-methyl- 
1H-pyrazol-1 -yl)pyridin-2- 

yl)(2-((pyridin-2- 
yloxy)methyl)-7- 

azabicyclo[2 .2. 1]heptan-7- 
yl)methanone 

/ 

-- 

N 
\ 

N 

L__,2
0N 

o 

(f)-(6-methyl-3- 
(pyrrolidin-1-yl)pyridin-2- 

yl)(2-((pyridin-2- 
yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

/ \ 
- 

\ 
N 
0 

N 
N - -'.1 	F 

„.„-::,,, 
0 	N 

(±)-(3,6'-dimethy142,3'- 
bipyridin]-2'-y1)(2-(((5- 

fluoropyrimidin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

/ 
- 

O. 
_ 

N 

0 

N 
N 	F 

0 	N 

(±)-(2-(((5- 
fluoropyrimidin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(6-methyl-3-(3- 
methylisoxazol-5- 

yl)pyridin-2-yl)methanone 

/ \ 
- 

0”-  
-.."- N 

0 

N N  -\--- F 
... 	I 

0 	N 

(±)-(2-(((5-  
fluoropyrimidin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7-
yl)(6-methy1-3-(oxazol-2-
yl)pyridin-2-yl)methanone 

\ 
- 

ON 

N 

0 

N 	F 
)-. 	I 

0 	N 

(±)-(2-(((5- 
fluoropyrimidin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
y1)(6-methy1-3-(pyrrolidin- 

1 -yl)pyridin-2- 
yl)methanone 
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N / 

/ \ 
--- 

N 
0 

N 
N';'-'-'"F 

-,... 	,... 
N 

(±)-(2-1(15- 
fluoropyrimidin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
y1)(6-methy1-3-(pyrimidin- 

2-yl)pyridin-2- 
yl)methanone 

/ \ 
--- 

/ 
N 

0 

N 
N 	'F 

),;„ ,, 
0 	N - 

(±)-(2-(((5- 
fluoropyrimidin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(6-methy1-3-(4-methyl- 
1H-pyrazol-1-yl)pyridin-2- 

yl)methanone 

n  
N----N 

/ \ 
-. 

0 

N N-i\,F 
1 

0 	N 

(±)-(2-(((5-  
fluoropyrimidin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(6-methy1-3-(1H- 

pyrazol-1-yppyridin-2- 
yl)methanone 

N 
N—N 

0 0 

N ,..--F 

_,..... 	,..... 
0 	N 

(±)-(2-(((5-fluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(5-methyl-2-(2H-1,2,3- 

triazol-2- 
yl)phenyl)methanone 

\ 
0 

. 

N 
0 

/ 

0 

F 

-. 	,.... 
0 	N 

(±)-(2,6- 
dimethoxyphenyl)(2-(((5- 

fluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

F 	\ 
0 

. 

N 

0 

F 

07 N y  

(±)-((3-fluoro-2- 
methoxyphenyl)(2-(((5- 

fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 
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N 

N—N N 

# 

/
0 	

N 

0 

N. 
0 N 

,F 

(±)-(2-(((5-fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1 ]heptan-7- 
yl)(2-methoxy-6-(2H- 

1,2,3-triazol-2- 
yl)phenyl)methanone 

HN-
N

N 
- 

ON 

-•F 

(±)-(5-fluoro-2-(1H- 
pyrazol-5-yl)phenyl)(2- 

(((5-fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

410 

F 

0 

N 

N % 
N-N 

0 

N 

/ 

0 

0 N 

F 

(±)-(2-(45-fluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
y1)(2-methyl-6-(2H-1,2,3- 

triazol-2- 
yl)phenyl)methanone 

N 
N--N 

/ \ 0 

N 

0.--S'N 

F 

(±)-(2-(((5-fluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
y1)(6-methyl-3-(2H-1,2,3- 

triazol-2-yppyridin-2- 
yl)methanone 

N ---; \ 
N--N 

CI 	/ 	\ 
_ 

/ 

0  

ON 

F  

(±)-(5-chloro-3-(2H-1,2,3- 
triazol-2-yl)pyridin-2- 

yl)(2-(((5-fluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N ---'".-
N---N 

0 	\ / 

/ 

0 

N 

0 

,,-,„-F 

N 

(±)-(2-(((5-fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(5-methoxy-3-(2H- 

1,2,3-triazol-2-yl)pyridin- 
2-yl)methanone 
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N ---- \ 
N—N 

40 

'0 	N 

/ 

0 

0 

,,,-F 

..„-- 
N 

(±)-(2-(((5-fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
y1)(5-methoxy-2-(2H- 

1,2,3-triazol-2- 
yl)phenyl)methanone 

N 

N—N 
4104  

N F 

0 

-. 
0 

,.. 
N 

 F 

(±)-(2-fluoro-6-(2H-1,2,3- 
triazol-2-yl)phenyl)(2-(((5- 

fluoropyridin-2- 
yDoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N 
N—N 

F  
111 

N 

0 

1.-- 0N 
I 

F 

(±)-(4-fluoro-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2-(((5- 

fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N F 	\ 
N — 

0 

/ 
N 

0 

N 

-., 
0 

,..- 
N 

F 

(±)-(3-fluoro-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2-(((5- 

fluoropyridin-2- 
yDoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

( 
0 

/ \ 0 

N 

0 

-„ 

N 

F 

(±)-(3-ethoxy-6- 
methylpyridin-2-y1)(2-(((5- 

fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N -  
\ 
N---N 

/0 4114 

/ 

0 

N 

ON 

F 

(±)-(2-(((5-fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
y1)(4-methoxy-2-(2H- 

1,2,3-triazol-2- 
yl)phenyl)methanone 
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,N--N 

41 

CI 

0 

N 

_,..., 
0 

,,,,.,,F 
 

.... 
N 

N(±)-(5-chloro-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2-(((5- 

fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N.''''' \ 
NkN 

41 

N 

/ 

0 

0 

F 

1\1".  

(±)-(2-(((5-fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
y1)(4-methy1-2-(2H-1,2,3- 

triazol-2- 
yl)phenyl)methanone 

N 
/ 

. 
N 
0 

F 

„....---*--, 	,- 
0 	N 

(±)-(2-(((5-fluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(4-methy1-2-(pyrimidin- 

2-yl)phenyl)methanone 

N 

40 

\ 
N 
0 

N 

0 

F 

,, 
N 

(±)-(2-(((5-fluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(2-methyl-6-(pyrimidin- 

2-yl)phenyl)methanone 

N 
F 

apt  

\ 

N 
0 

N 

0 

F 

N 

(±)-(3-fluoro-2-(pyrimidin- 
2-yl)phenyl)(-2-(((5- 

fluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N 
N—N 

. 

N 

0 

\.._  

0 

„F 

N 

(±)-(2-(((5-fluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(3-methyl-2-(2H-1,2,3- 

triazol-2- 
yl)phenyl)methanone 
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N-N
Nn 

. 

HO 

0 

F 

N 0.
.....--.,„ 	..... 

(±)-(2-(((5-fluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo [2.2.1 ]heptan-7- 
yl)(5 -(hydroxymethyl)-2- 

(2H-1,2,3-triazol-2- 
ypphenyl)methanone 

N 
0-  

— 

4114  

------ 

N 

0 

--... 	..,... 
0 	N 

(±)-(2-(3-methyl- 1 ,2 ,4- 
oxadiazol-5 -yl)phenyl)(2- 
((pyridin-2-yloxy)methyl)-
7-azabicyclo [2.2. 1 ]heptan- 

7-yHmethanone 

N ";5." 
\ 
N---N 

N 
k \ 

N 

/ 

0 

\__ 

0N 

(±)-(6-methy1-2-(2H- 1 ,2 ,3 - 
triazol-2-yppyridin-3- 

yl)(2-((pyridin-2- 
yloxy)methyl)-7- 

azabicyc lo [2.2. 1] heptan-7- 
yl)methanone 

N 
F 	‘ 

N— 

10 

/ 
N 

0 

N 

---.. 	„....-- 
0 	N 

(±)-(3 -fluoro-2-(2H- 1,2 ,3 - 
triazol-2-yl)phenyl)(2- 

((pyridin-2-yloxy)methyl)- 
7-azabicyclo [2.2. 1 ] heptan- 

7-yl)methanone 

r.:------  

NON N 
\ 

\ N  ,, 

0 

N 

..„....... 	..... 
0 	N 

(f)-(6-methyl-2-(1 1 H- 1 ,2,3- 
triazol- 1 -yppyridin-3 - 

yl)(2-((pyridin-2- 
yloxy)methyl)-7- 

azabicyclo [2.2.1 ] heptan-7- 
yl)methanone 

N---'") 

N 	-- 

--- 
N 

N 
0 

0 

N;-- , 
I 	F F  

N 
F 

(±)-(6-methy1-2-(2H- 1 ,2 ,3- 
triazol-2-yl)pyridin-3- 

yl)(2-(((4- 
(trifluoromethyl)pyrimidin- 

2-yl)oxy)methyl)-7- 
azabicyclo [2.2. 1] heptan-7- 

yl)methanone 

,----- \- N  \ 
N 	

N41 

\ 
--- 

N 

0 

0 ,,
j, 
N 

I 	F F  
N 

F 

(f)-(6-methyl-2-(1 1 H- 1 ,2,3 - 
triazol- 1 -yl)pyridin-3 - 

yl)(2-(((4- 
(trifluoromethyl)pyrimidin- 

2-yl)oxy)methyl)-7- 
azabicyclo [2.2. 1 ]heptan-7- 

yl)methanone 
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. 

N 
0' 

—N 

.,..— 

0 

N 

0
L

N
F  

'''' 
1 F 

F 

(±)-(2-(3-methy1-1,2,4- 
oxadiazol-5-yl)phenyl)(2- 

(((4- 
(trifluoromethyl)pyrimidin- 

2-yl)oxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

F 

4110 

N --'  
\ 
N--N 

N 

/ 

0 

N 
.,, 	I„, 

 
0

---LN ..------- 

F 

F 

(±)-(3-fluoro-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2-(((4- 
(trifluoromethyppyrimidin- 

2-ypoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

N 

, 

N 
N—N 

\ 

N 

/ 

0 

lV  

_7 0N 

(±)-(6-methy1-2-(2H-1,2,3- 
triazol-2-yppyridin-3- 

yl)(2-(((5-methylpyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N 
/ 

eNN 
N—N 

\ 

, 

0 

N 

0 

-%--,.-- 
-. 	...... 

N 

(±)-(6-methy1-2-(1H-1,2,3- 
triazol-1-yl)pyridin-3- 

yl)(2-(((5-methylpyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

41104  

N 
0-  

— N 

/------- 

0 

N 

0 
---.. 	,.... 

N 

(±)-(2-(3-methy1-1,2,4- 
oxadiazol-5-yl)phenyl)(2- 

(((5-methylpyridin-2- 
yDoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

F 

. 

N .---- 
\ 
N,N 

/ 

0 

N 

0 

..---%---, 

...... 
N 

(±)-(3-fluoro-2-(2H-1,2,3- 
triazol-2-Aphenyl)(2-(((5- 

methylpyridin-2- 
ypoxy)methyl)-7-

azabicyclo[2.2.1]heptan-7- 
yl)methanone 
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N 
/ 

N' 
N-N 

\ 0 

N 

... 
0 	N 

(±)-(6-methy1-2-(2H-1,2,3- 
triazol-2-yflpyridin-3- 

yl)(2-(((6-methylpyridin-2- 
yfloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N 

, 

eNN 
N-N 

N 

0 

-----' 

0 	N 

(±)-(6-methy1-2-(1H-1,2,3- 
triazol-1-yl)pyridin-3- 

yl)(2-(((6-methylpyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

. 

N 
0-  

— N 

------ 

0 

N 

0^N
„,—....,..,,  

(±)-(2-(3-methy1-1,2,4- 
oxadiazol-5-yephenyl)(2- 

(((6-methylpyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

_ 
F 

tit 

N*-  
\ 
N,N 

/ 

0 

N 

0 
.„....-zz.. 	,...-, 

N' 

(±)-(3-fluoro-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2-(((6- 

methylpyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N 

NI -;" 
f •RN 

0 

N 

0 

.- 

N 
F 

F 

F 

(±)-(6-methy1-2-(2H-1,2,3- 
triazol-2-yl)pyridin-3- 

yl)(2-(((6- 
(trifluoromethyl)pyridin-2- 

yfloxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

N 

--. 
\ 

eNN 
N-N 

0 

N 

0 N 
F F 

F 

(±)-(6-methy1-2-(1H-1,2,3- 
triazol-1-yl)pyridin-3- 

yl)(2-(((6- 
(trifluoromethyl)pyridin-2- 

ypoxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 
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N 
0 

—N
------  

0 

N 

0. 
N 

I 	F 

F 

F 

(±)-(2-(3-methy1-1,2,4- 
oxadiazol-5-yl)phenyl)(2- 

(0-  
(trifluoromethyl)pyridin-2- 

ypoxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

N F 	‘ 
N-N 

40 

N 

/ 

0 

0 

---7-' 
I 

N 
F 

F 

F,. 

(±)-(3-fluoro-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2-(((6-
(trifluoromethyl)pyridin-2- 

ypoxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

N 
N-N N 

\ 
--- 

0 

,,, 
0 

N 

N 

(±)-(6-methy1-2-(2H-1,2,3- 
triazol-2-yppyridin-3- 
yl)(2-((quinoxali-2 

yloxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

eN,N 

N 	N-N 

/ 	\ 

121 

0 

0,, 

N1 

N 

ab  

-'-- 

(±)-(6-methy1-2-(1H-1,2,3- 
triazol-1-yl)pyridin-3- 
yl)(2-((quinoxalin-2- 

yloxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

—N 

. 

N 

0 ' N---.• 

0 

, . 

0 N 

0 

(±)-(2-(3-methy1-1,2,4- 
oxadiazol-5-yl)phenyl)(2- 

((quinoxalin-2- 
yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

, 	N 	-''' 
F 	\ 

N--N 

40 

/ 

0 

N 

ON 

N401 

(±)-(3-fluoro-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2- 

((quinoxalin-2- 
yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N 
N-N 

N 

N 

0 

ON 

N , 

(±)-(2-(((4,6- 
dimethylpyrimidin-2- 

ypoxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 
yl)(6-methy1-2-(2H-1,2,3- 

triazol-2-yl)pyridin-3- 
yl)methanone 
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ei  
N 

N 
/ 

N 
' 
N 

0 

N 
N 

...„1.-z„. 	,-.., 
0 	N - 	-'' 

(±)-(2-(((4,6- 
dimethylpyrimidin-2- 

ypoxy)methyl)-7- 
azabicyclo [2.2. 1 ]heptan-7- 
yl)(6-methy1-2-( 1H- 1 ,2,3- 

triazol- 1 -yppyridin-3 - 
yl)methanone 

N 
0-  

---N 

tap 

------ 

0 

N \._  N -;-7''' 

0
JT  N 

(±)-(2-(((4,6- 
dimethylpyrimidin-2- 

ypoxy)methyl)-7- 
azabicyclo [2.2. 1 ] heptan-7- 

yl)(2-(3-methyl- 1,2,4- 
oxadiazol-5- 

yl)phenyl)methanone 

_ 	N 	-'-- 
1-- 	\ 

N , 

# 

/ 
N 

0 

N 
N --;' 

„.,..... 	,..--, 
0 	N 

(±)-(2-(((4,6- 
dimethylpyrimidin-2- 

yl)oxy)methyl)-7- 
azabicyclo [2.2. 1] heptan-7- 
yl)(3 -fluoro-2-(2H- 1,2 ,3 - 

triazol-2- 
yl)phenyl)methanone 

( 

N 	
0 

 

N 

0 

-. 	_. 
0 	N 

(±)-(2-ethoxy-4- 
methylpyridin-3 -y1)(2- 

((pyridin-2-yloxy)methyl)- 
7-azabicyclo [2.2. 1 ] heptan- 

7-yl)methanone 

S 
\ =.__ / 

0 

N 

0,..... 	
N 

 ..... 
 

(±)-(6-methylimidazo [2 , 1-
.1)] thiazol-5-y1)(2-((pyridin- 

2-yloxy)methyl)-7- 
azabicyc lo [2.2. 1 ] heptan-7- 

yl)methanone 

( 
0 

N 
/ 	\ 

Br 

0 

N 

--.... 	,..• 
0 	N 

(÷)-(5 -bromo-2- 
ethoxypyridin-3 -y1)(2- 

((pyridin-2-yloxy)methyl)- 
7-azabicyclo [2.2. 1 ] heptan- 

7-yl)methanone 
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N 
/ 

(/ 

0 
 

\ \ 

N 

0 

.-.... 	,..- 
0 	N 

(±)-(2-ethoxy-6- 
methylpyridin-3-y1)(2- 

((pyridin-2-yloxy)methyl)- 
7-azabicyclo[2.2.1]heptan- 

7-yl)methanone 

. 

\ 	N 	 

OH 

0 

N 

...... 
0 	

N,.- 

(±)-(7-hydroxyquinolin-8- 
yl)(2-((pyridin-2- 
yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

IP, 

( 
0 N 

0 
-- 

N -- - 

(±)-(2-ethoxy-5- 
phenylpyridin-3-y1)(2- 

((pyridin-2-yloxy)methyl)- 
7-azabicyclo[2.2.1]heptan- 

7-yl)methanone 

N 
/ 	' \ 

Br 	 

/ 

0 

N 

0 

-,--% 
. 	..... 

0 	N 

(±)-(4-bromo-2- 
ethoxypyridin-3-y1)(2- 

((pyridin-2-yloxy)methyl)- 
7-azabicyclo [2.2.1]heptan- 

7-yl)methanone 

/ \ 

N ---- 

CI 

/ 

0 

0 

ON 

(±)-(2-chloro-4- 
ethoxypyridin-3-y1)(2- 

((pyridin-2-yloxy)methyl)- 
7-azabicyclo [2.2. l]heptan- 

7-yl)methanone 

/ \ 

N --- 

0 

/ 

0 

N 

0 

-.... 	„..... 
0 	N 

(±)-(2,4-diethoxypyridin-3- 
yl)(2-((pyridin-2- 
yloxy)methyl)-7-

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N 
\ 
, 

1110 

/ 

0 

0 

N 

,..-11..,... 	,.... 
0 	N 

(3-ethoxyisoquinolin-4- 
yl)((1 S ,2R,4R)-2-((pyridin- 

2-yloxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 
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( 
0 

. 

N 

0 

.
,,,F 

... 	„.. 
0 	N 

(±)-(2-ethoxyphenyl)(2- 
(((5-fluoropyridin-2- 

yl)oxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

N \ 
N--N 

ii 

F 	N 

/ 

0 

N 410 

0 

(±)-(5-fluoro-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2- 

((quinoxalin-2- 
yloxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N ''''. 
N---.N 

. 

/ 

0 

N 

........ 	,... 
0 	N 

(±)-5-methy1-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2-(((5- 

methylpyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

Nn 
N--N N 

--- 
0 

N N 

0 N 
 

• 

(÷)-(6-methy1-2-(2H-1,2,3-
triazol-2-yl)pyridin-3- 
yl)(2-((quinoxalin-2- 

yloxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

N ''' 
\ 
N,N 

. 

F 

/ 

0 

N 

NN 
H 

(±)-(5-fluoro-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2- 

((pyridin-2- 
ylamino)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N --- \ 
N---N 

4,O 

F 
L_ 

/ 

0 

N 
N 

N 	N  
H 

(±)-(2-(((4,6- 
dimethylpyrimidin-2- 
ypamino)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
y1)(5-fluoro-2-(2H-1,2,3- 

triazol-2- 
yl)phenyl)methanone 

N -." 
\ 

. 

F 

N,N 
/ 

0 

N 

F --,,, 

N 
, 

NN'' 
H 

F 
F 

(±)-(5-fluoro-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2-(((4- 
(trifluoromethyl)pyrimidin- 

2-yDamino)methyl)-7-
azabicyclo[2.2.1]heptan-7- 

yl)methanone 
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. 

F 

N 
\ 
N- 

/ 
N 

0 

N 

F \--- 

N 

N 
H 

F 
F 

(±)-(5-fluoro-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-4(6-
(trifluoromethyl)pyridin-2- 

ypamino)methyl)-7-
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

F 	\ 
0 

10 

N 

0 

N 	-.`''' 
R. 

(±)-(3-fluoro-2- 
methoxyphenyl)(2-(((5- 

fluoropyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

4104 

F 

N ''''.-  
\ 
N---N 

/ 

0 

N 

N \ N 

H 

(±)-(5-fluoro-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2- 

((quinoxalin-2- 
ylamino)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N 

\ 
-. 

\ 

N 
0 

N 

- 

N F 

0N 

 

W4240-  
fluoropyrimidin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(6-methy1-3-(pyrimidin- 

2-yl)pyridin-2- 
yl)methanone 

/ \ 

---- N 

N 
\ 
N.-.N 

/ 

0 

N 
N 

0 

(±)-(6-methy1-3-(2H-1,2,3 
triazol-2-yl)pyridin-2- 

yl)(2-(((3-methylpyridin-2- 
ypoxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

--N 

...., 

N 

0---)___— 

0 

IN 

(±)-(2-(((5-fluoropyridin-2- 
yl)oxy)methyl)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)(6-methy1-3-(4-

methyloxazol-2-yppyridin- 
2-yl)methanone 
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O...-- 

Thl 

\ 
- 

_— 

0 

N 
N 

0 

(6-methyl-3-(4- 
methyloxazol-2-yl)pyridin- 

2-y1)41 S,2R,4R)-2- 
((pyridin-2-yloxy)methyl)- 
7-azabicyclo[2.2.1]heptan- 

7-yl)methanone 

\ 
--- 

0--— 

----N 

0 

N 

0 

N  -\,- 

, 
N - 

F 

((1S,2R,4R)-2-(((5- 
fluoropyrimidin-2- 
yl)oxy)methyl)-7- 

azabicyclo [2.2.1]heptan-7- 
yl)(6-methyl-3-(4- 

methyloxazol-2-yl)pyridin- 
2-yl)methanone 

N '''' 
N,N 

4114  

/ 

0 

N 

0 

F..., 

N  .%• 

F F 

N  

(±)-(5-methy1-2-(2H-1,2,3- 
triazol-2-yl)phenyl)(2-(((6- 

methyl -2 
(trifluoromethyl)pyrimidin- 

4-ypoxy)methyl)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

N 
\ ,N N 

# 

N 

/ 

0 

1  1 N 
F 

F  
F 

(2-(2H-1,2,3-triazol-2- 
yl)phenyl)( 1 S,2R,4R)-2- 

((5-  
(trifluoromethyl)pyrazin-2- 

yl)amino)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone  

N '''''' 
\ 
N---N 

4114  

N 

r_,3 

/ 

0 

V  
N N 

N 
F 

F  
F 

(±)-((2-(2H-1,2,3-triazol-2- 
yl)phenyl)(2-45- 

(trifluoromethyl)pyrazin-2- 
yl)amino)-7- 

azabicyclo [2.2.1 ]heptan-7- 
yl)methanone 

N 
\1,N N 

41114  

N 

1_,_ 

0 

-\-- 	H 
N 

1  
I 

N 

N 
F 

F  
F 

(2-(2H-1,2,3-triazol-2- 
yl)phenyl)((1 S,2R,4R)-2- 

(0-  
(trifluoromethyl)pyrazin-2- 

yl)amino)-7- 
azabicyclo [2.2.1 ]heptan-7- 

yl)methanone 
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N"-<:" 

NON 

# 0 

N 
H 

N 	N 

FBI 
 

N 
F 

A 
(2-(2H-1,2,3-triazol-2 - 

phenyl)((lR,2S,4S)-2- 
((5- 

(trifluoromethyl)pyrazin-2- 
yl)amino)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

/ 
--. 

N --- 

\ 

N---N 
/ 

0 

2
. 5 [N 

N1 

N 
F 

F 
F 

(÷)-(5-methy1-3-(2H-1,2,3- 
triazol-2-yl)pyridin-2- 

yl)(2-((5- 
(trifluoromethyl)pyrazin-2- 

yHamino)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

/ 
---.. 

m N 
1 -1) 
N 

\ 

' 

0 

N 
H 
N 

1
N 

~Ni
F

F 
F 

(±)-(5-methy1-3-(1H-1,2,3- 
triazol-1-yl)pyridin-2- 

yl)(2-((5- 
(trifluoromethyl)pyrazin-2- 

yl)amino)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

/ 
--. 

Nn 
N---N 

\ 0 

N 

1 N 

N'F 
F 

F 

(±)-(6-methy1-3-(2H-1,2,3- 
triazol-2-Apyridin-2- 

yl)(2-((5- 
(trifluoromethyl)pyrazin-2- 

yl)amino)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

\ 
— 

N ----; 
N----N 

N 

/ 

0 

H 
N , N 

_,,
I 

F 

F 

(±)-(6-methy1-3-(2H-1,2,3- 
triazol-2-Apyridin-2- 

yl)(2-((5- 
(trifluoromethyl)pyridin-2- 

yl)amino)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 
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N --;--.  \ 
N--N 

/ \ 

N 

/  

/ 

0 

51,'. 

,--.,.F 
F 

F 

(±)-(5-methy1-3-(2H-1,2,3- 
triazol-2-yl)pyridin-2- 

yl)(2-((5- 
(trifluoromethyppyridin-2- 

yl)amino)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

N'''' 
\ 
IN---N 

N 
/ 

/ 

0 

N 

11 	N 

/ 
F 

F 

F 

(±)-(6-methy1-2-(2H-1,2,3- 
triazol-2-yppyridin-3- 

yl)(24(5- 
(trifluoromethyl)pyridin-2- 

yl)amino)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

- 

N 
/ 	\ 

N 

0 

1 1 	N 
F 

,_,,F 

F 

(±)-(6-methy1-2-(1H-1,2,3- 
triazol-1-yl)pyridin-3- 

yl)(2-((5- 
(trifluoromethyl)pyridin-2- 

yl)amino)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone  

/0 4I 

N 
N---N 

0 

N 

E  \11  1 	N 

F 

F 

(±)-(4-methoxy-2-(2H- 
1,2,3-triazol-2- 

yl)phenyl)(2-((5- 
(trifluoromethyl)pyridin-2- 

yl)amino)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

N--3 
F 

41114  0 

N 

51LN 
1 	F 

.
,-- - ,,,..F 

F 

(t)-(3-fluoro-2-(pyrimidin- 

(trifluoromethyl)pyridin-2- 
yDamino)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 
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F 

/ 

\ 
0 

\ 

N 

0 

N 

F 

F \  F 

(±)-((3-fluoro-2- 
methoxyphenyl)(24(5- 

(trifluoromethyppyridin-2- 
yl)amino)-7- 

azabicyc lo [2.2 . l]heptan-7- 
yl)methanone 

/ 
— 

( 
0 

\ 0 

N 

I\L 

1 

N 

/ 
F 

F 

F 

(±)-(3-ethoxy-6- 
methylpyridin-2-y1)(2((5- 
(trifluoromethyl)pyridin-2- 

yl)amino)-7- 
azabicyclo [2.2. 1]heptan-7- 

yl)methanone 

/ 
--- 

N 

\ 
---N 

---3 

0 

N 

i  N N i 
1 

F 

F 

(±)-(6-methyl-3- 
(pyrimidin-2-yl)pyridin-2- 

yl)(2-((5- 
(trifluoromethyppyridin-2- 

yl)amino)-7- 
azabicyelo [2.2. l]heptan-7- 

yl)methanone 

. 

N 
\ 
N , 

N 

/ 
N 

0 

\-- 	H 
N 

1 

N 

F 

F 

F 

(±)-(2-(2H- 1 ,2,3-triazol-2- 
yl)phenyl)(24(5 - 

(trifluoromethyppyridin-2- 
yl)amino)-7- 

azabicyclo [2.2. l]heptan-7- 
yl)methanone 

F 

N --- 
\ 
N,  

4114  

/ 
) 

N 

0 

N 

N 

N 

(±)-(24(4,6- 
dimethylpyrimidin-2- 

ypamino)-7- 
azabicyclo [2.2. l]heptan-7- 
yl)(5-fluoro-2-(2H- 1 ,2,3- 

triazol-2- 
yl)phenyl)methanone  
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# 

F 

N 
N 

-- 
--N 

N 

0 

H 
N,,,N 

I 
N 

// dimethylpyrimidin-2- 
((t)-(2-((4,6- 

yl)amino)-7- 
azabicyclo[2.2. l]heptan-7- 
y1)(2-fluoro-6-(2H-1,2,3- 

triazol-2- 
yl)phenyl)methanone 

F . 

N '''' 
N,N 

r__,, 

0 

N 
\-- 	 H 

N 	N 

N .-- 

// dimethylpyrimidin-2- 
(+)-(2-((4,6- 

yl)amino)-7- 
azabicyclo [2.2.1]heptan-7- 
yl)(4-fluoro-2-(2H- 1,2,3- 

triazol-2- 
yl)phenyl)methanone 

/ 
__ 

N 

N) 

\ 
N 
0 

N 

N N .,- 
il 

N 

(±)-(24(4,6- 
dimethylpyrimidin-2- 

yl)amino)-7- 
azabicyclo[2.2.1]heptan-7- 
yl)(6-methy1-3-(pyrimidin- 

2-yl)pyridin-2- 
yl)methanone 

/ 
----. 

\ 

N'-'-' 
N 
N --. 

i 

/ 
N 

0 

N 
H 

5N N ., 

N. 

(±)-(2-((4,6- 
dimethylpyrimidin-2- 

yl)amino)-7- 
azabicyclo [2.2. 1 ]heptan-7- 
yl)(6-methy1-3-(2H-1,2,3- 

triazol-2-yppyridin-2- 
yl)methanone 

. 

1\n 
\ 
N,N 

N 

LI 

/ 

0 

NH 
,,,,1\1,,,- 

I 
N ,, 
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5-(trifluoromethyl)pyridin- 

2-yl)amino)-7- 

azabicyclo [2.2. l]heptan-7- 

y1)(3-methyl-2-(2H-1,2,3- 
triazol-2- 

yl)phenyl)methanone 

N -----" 
\ 
N --N 

/ \ 

1-5 

/ 

0 

H 
N 

F 

N 

1 / 
F 

F 

F 

(( 1 S,2R,4R)-2-((3-fluoro- 

5-(trifluoromethyl)pyridin- 

2-yl)amino)-7- 

azabicyclo [2.2.1]heptan-7- 

yl)(6-methyl-3-(2H- 1,2,3- 

triazol-2-yppyridin-2- 

yl)methanone 

N -.--- 
\ 

N 
\ 

N---N 
/ 

0 

N 

r\li  

F 

N , 

,-- 
F 

F 

F 

((1S,2R,4R)-24(3-fluoro- 

5-(trifluoromethyl)pyridin- 

2-yl)amino)-7- 

azabicyclo[2.2. 1 ]heptan-7- 

yl)(6-methy1-2-(2H-1,2,3- 

triazol-2-yl)pyridin-3- 

yl)methanone 

N '-''' 
\ 
N---N N 

/ 	\ 

/ 

0 

N 
H 
N 

F 

N 

/ 
F 

F 

F 

((1S,2R,4R)-2-((3-fluoro- 

5-(trifluoromethyl)pyridin- 

2-yl)amino)-7- 

azabicyclo[2.2. 1 ]heptan-7- 

yl)(5-methyl-2-(2H-1,2,3- 

triazol-2-yl)pyridin-3 - 

yl)methanone 
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114 

O-
F  

N 

1_ 

N 

0 

- 	H 
N 

F 

N 

F 

F 

F 

(3-fluoro-2-(oxazol-2- 

yl)phenyl)(( 1 S,2R,4R)-2- 

((3-fluoro-5- 

(trifluoromethyl)pyridin-2- 

yl)amino)-7- 

azab icyclo [2.2. l]heptan-7- 

yl)methanone 

N 

--- 

N--.3 

N 

N 
0 

NI  

F 

N 

/ 

F 

F 
F 

((1S,2R,4R)-2-((3-fluoro- 

5-(trifluoromethyl)pyridin- 

2-yDamino)-7- 

azabicyclo [2.2. l]heptan-7-

yl)(5-methy1-2-(pyrimidin- 

2-yl)pyridin-3- 

yl)methanone 

/ \ 
--NJ 

0 

N 

E  \11  1 

F 

N 

/ 
F 

F 

F 

((1S,2R,4R)-2-((3-fluoro-

5-(trifluoromethyl)pyridin- 

2-yl)amino)-7- 

azabicyclo [2.2. l]heptan-7- 

yl)(6-methy1-3-(pyrimidin- 

2-yl)pyridin-2- 

yl)methanone 

- 

,4-  

-N 

N 

j3k11 

0 

F 

N 

F 

F F 

((1 S,2R,4R)-24(3-fluoro-

5-(trifluoromethyl)pyridin- 

2-yl)amino)-7-

azabicyclo[2.2.1]heptan-7-

yl)(5-methy1-3-(pyrimidin- 

2-yl)pyridin-2- 

yl)methanone 
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../ 

/ 	k 
----N 

j3 

0 

N 

N 

F 

1 
I

"'-'-'F  

N 

F 

F 

((1 S ,2R,4R)-24(3 -fluoro-

5 -(trifluoromethyl)pyridin-

2-yl)amino)-7-

azabicyclo [2.2. 1 ] heptan-7-

yl)(3-(pyrimidin-2- 

yl)pyridin-2-yl)methanone 

N 

1110  

F 

[2

15H  

\ 

N 

0 

N 

F 

N 

/ 
F

F  

F 

N2-yl)phenyl)methanone 

((1 S,2R,4R)-2-((3-fluoro-

5 -(trifluoromethyl)pyridin-

2-yDamino)-7- 

azabicyclo [2.2. 1 ] heptan-7- 

yl)(2-fluoro-6-(pyrimidin- 

N 
 . 
N 

j5 

N 

0 

INI  

F 
I 

N 

F 
-'F  

(( 1 S ,2R,4R)-2-((3 -fluoro-

5-(trifluoromethyl)pyridin-

2-yl)amino)-7- 

azabicyclo [2.2. 1 ] heptan-7-

yl)(2-(5-fluoropyrimidin-2- 

yl)phenyl)methanone 

N-) 

--N 

II 

N 

0 

F 
1 

 

IF\II  ----- N  

F 
/ 

F 

F 

(( 1 S,2R,4R)-2-((3-fluoro- 

5-(trifluoromethyl)pyridin- 

2-yl)amino)-7- 

azabicyclo [2.2. 1 ] heptan-7- 

yl)(2-(pyrimidin-2- 

yl)phenyl)methanone 
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1114  

N 

25 

\ 

0 

N 

IF\L N 

I 
F 

F 
F  

F 

(( 1 S,2R,4R)-2-((3-fluoro- 

5 -(trifluoromethyl)pyridin-

2-yDamino)-7-

azabicyc lo [2.2. l]heptan-7-

Y)( -  l3-methy1-2-(pyri midin-

2-yl)phenyl)methanone 

F  

0  
N 

 

ibr\11  

F 

N 
0  

N 

N 
1 
I 

F F  
F 

(3-fluoro-2-(5- 

fluoropyrimidin-2- 

yl)phenyl)((1S,2R,4R)-2- 

((3-fluoro-5- 

(trifluoromethyl)pyridin-2- 

yl)amino)-7- 

azabicyclo [2.2. l]heptan-7- 

yl)methanone 

• 

N---3 

L:15 

N 
0 

N 

NI 	N 

IMF 
CI 

F 
F  

F F 

((1 S,2R,4R)-2-((3-chloro-

5 -(trifluoromethyl)pyridin- 

2-yDamino)-7-

azabicyclo [2.2. l]heptan-7-

yl)(3-methy1-2-(pyrimidin- 

F 

. 

N 
/ 

it H  

F 

N 
0 

N 

sfjN 	N 

CI 
F 

F 
F  

(( 1 S,2R,4R)-2-((3-chloro- 

5 -(trifluoromethyl)pyridin- 

2-yl)amino)-7- 

azabicyclo [2.2. l]heptan-7- 

yl)(3-fluoro-2-(5- 

fluoropyrimidin-2- 

yl)phenyl)methanone 
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N / 

----N 

0 

N 
F 

\ 

0 

11_,_ 
 

	

N 	N 

	

CI 
	1 F 

F 

((1S,2R,4R)-2-((3-chloro-

5-(trifluoromethyl)pyridin-

2-yl)amino)-7- 

azabicyclo[2.2.1]heptan-7- 

yl)(2-fluoro-6-(pyrimidin-

2-yl)phenyl)methanone 

N 
/ \ 

N--3 

N 

0 

N 

brEI  \I 

ci 
 

1i N  

_.,,,,.,,
F F 

F 

((1S,2R,4R)-2-((3-chloro- 

5-(trifluoromethyl)pyridin- 

2-yl)amino)-7- 

azabicyclo[2.2.1]heptan-7-

yl)(5-methy1-2-(pyrimidin- 

2-yl)pyridin-3- 

yl)methanone 

/ 

N--3 

--N 
\ 

N 

j3N1  

0 

CI 

N 

/ 
F 

F 

F 

((1S,2R,4R)-24(3-chloro-

5-(trifluoromethyl)pyridin- 

2-yl)amino)-7-

azabicyclo[2.2.1]heptan-7- 

yl)(6-methy1-3-(pyrimidin- 

2-yl)pyridin-2- 

yl)methanone 

/ 

N'-'3 

-N 

j3k11  

0 

N 

CI 

N 
F 

F 

F 

((1S,2R,4R)-2-43-chloro-

5-(trifluoromethyl)pyridin- 

2-yl)amino)-7-

azabicyclo[2.2.1]heptan-7-

yl)(5-methy1-3-(pyrimidin- 

2-yl)pyridin-2- 

yl)methanone 
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N ---' 

N--N 

410  
N 

/ 

0 

1V 1 

CI 

N 1  

F  F 

F 

(2-(2H-1,2,3-triazol-2- 

yl)phenyl)(( 1 S,2R,4R)-2- 

((3-chloro-5- 

(trifluoromethyl)pyridin-2- 

yDamino)-7- 

azabicyclo[2.2.1]heptan-7- 

yl)methanone 

N --;" 
\ 
N--N 

1114 

N 

LbN 

/ 

0 

H 

CI F 

N 
F 

F 

((1S,2R,4R)-2-((3-chloro- 

5-(trifluoromethyl)pyridin- 

2-yl)amino)-7- 

azabicyclo[2.2.1]heptan-7- 

y1)(3-methyl-2-(2H-1,2,3- 

triazol-2- 

yl)phenyl)methanone 

Nn 
N--N 

/ \ 

j5 

0 

N 

11 

CI 

N 
F 

/ 

F 

F 

((1S,2R,4R)-2-((3-chloro- 

5-(trifluoromethyl)pyridin- 

2-yl)amino)-7- 

azabicyclo[2.2.1]heptan-7- 

yl)(6-methyl-3-(2H-1,2,3- 

triazol-2-yp pyridin-2- 

yl)methanone 

N .---; 

N 

, 

N--N 
/ 

0 

N 

CI 

N 
F 

F 

F 

((1S,2R,4R)-2-((3-chloro- 

5-(trifluoromethyl)pyridin- 

2-yl)amino)-7- 

azabicyclo [2.2.1]heptan-7- 

yl)(6-methy1-2-(2H-1,2,3- 

triazol-2-yppyridin-3- 

yl)methanone 

N ---. 
\ 
NN--- N 

/ 	\ 

j51F\11  

/ 

0 

N 

1 
CI 

N 
F 

/ 

F 

F 

(( 1 S,2R,4R)-2-((3-chloro- 

5-(trifluoromethyl)pyridin- 

2-yl)amino)-7- 

azabicyclo [2.2.1]heptan-7- 

yl)(5-methyl-2-(2H- 1,2,3- 

triazol-2-yppyridin-3- 

yl)methanone 
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0 
F 

41, 

1}5k11  

\ 

N 

0 

N 

CI F  

N 
1  
I 	F 

F 

(( 1 S,2R,4R)-2-((3-chloro-

5-(trifluoromethyl)pyridin- 

2-yl)amino)-7- 

azabicyclo[2 .2.1 ]heptan-7- 

yl)(3-fluoro-2-(oxazol-2- 

yl)phenyl)methanone 

N---3 

—.1\1 
10 0 

N 	D 

D  H 
N 

F yl)phenyl)((1 

N  

N -' 
F 

F  
F 

(3-fluoro-2-(pyrimidin-2- 

S,2R,4R)-2- 

45- 

(trifluoromethyl)pyrazin-2- 

yl)amino)-7- 

azabicyclo[2.2.1]-(3- 

2H,2H)-heptan-7- 

yl)methanone 

F 

. 

N 

jar 

\ 

N 
0 

N 	D 
D 

H 
N 

D 

N 

'-..
N

--' 
I  F 

F 

F 

(3-fluoro-2-(pyrimidin-2- 

yl)phenyl)((1S,2R,4R)-(2- 

2H)-((5- 

(trifluoromethyl)pyrazin-2- 

yl)amino)-7- 

azabicyclo[2.2.1]-(3- 

2H,2H)-heptan-7- 

yl)methanone 

/ 

N.--) 

---1\1 
\ 

N 

Lb 

0 

N1  

F 

N •,,, 
F 

/ 

F 

F 

(( 1 S,2R,4R)-2-((3-fluoro-

5-(trifluoromethyl)pyridin- 

2-yDamino)-7-

azabicyclo [2.2. l]heptan-7-

yl)(4-methy1-3-(pyrimidin- 

2-yl)pyridin-2- 

yl)methanone 
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/ \ 

N---3 

----N 

j51E\1 

0 

N 

1 N 

-_,--,F 

F 

(4-methyl-3-(pyrimidin-2- 

yl)pyridin-2- 

yl)((1 S,2R,4R)-2-((5- 

(trifluoromethyl)pyridin-2- 

yflamino)-7- 

azabicyclo[2.2.1]heptan-7- 

yl)methanone 

/ \ 

N------$ 

----N 

Lb 

0 

N 

kil N 

N \i F F 

F 

(4-methyl-3-(pyrimidin-2- 

yl)pyridin-2- 

yl)((1 S,2R,4R)-2-45- 

(trifluoromethyflpyrazin-2- 

yl)amino)-7- 

azabicyclo[2.2.1]heptan-7- 

yl)methanone 

/ \ \ 

--N 

--NJ 

...-3 

j5LN 

0 

N 

N / 
F 

F 

F 

(4-methyl-3-(pyrimidin-2- 

yl)pyridin-2- 

yl)((lS,2R,4R)-2-((5- 

(trifluoromethyl)pyrimidin- 

2-yflamino)-7- 

azabicyclo[2.2.1]heptan-7- 

yl)methanone 

/ \ 

N 2--.  

N,N 

N 

j5H  

/ 

0 

N 1  N 

F 

N'F 

F 

(4-methy1-3-(2H-1,2,3- 

triazol-2-yflpyridin-2- 

yl)((1 S,2R,4R)-24(5- 

(trifluoromethyflpyrazin-2- 

yl)amino)-7- 

azabicyclo [2.2.1]heptan-7- 

yl)methanone 
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51. A pharmaceutical composition comprising a therapeutically effective amoun -of a 

compound according lo any one of the preceding claims and at least one 

pharmaceutically acceptable excipient. 

52. The use of a compound according to any one of claims 1 to 50 in the manufacture of a 

medicament for the treatment of a disease, disorder, or medical condition mediated by 

orexin receptor activity. 

53. The use according to claim 52, wherein the disease, disorder, or medical condition 

mediated by orexin receptor activity is a disorder of the sleep-wake cycle, insomnia, 

restless legs syndrome, jet-lag, disturbed sleep, a sleep disorder secondary to neurological 

disorders, mania, depression, manic depression, schizophrenia, a pain syndromes, 

fibromyalgia, neuropathic pain, catatonia, Parkinson's disease, Tourette's syndrome, 

anxiety, delirium, dementia, overweight, obesity or a condition related to overweight or 

obesity, insulin resistance, type II diabetes, hyperlipidemia, gallstones, angina, 

hypertension, breathlessness, tachycardia, infertility, sleep apnea, back and joint pain, 

varicose veins, osteoarthritis, hypertension, tachycardia, arrhythmias, angina pectoris, 

acute heart failure, ulcers, irritable bowel syndrome, diarrhea, gastroesophageal reflux, 

post-traumatic stress disorder, panic disorders, attention deficit disorders, cognitive 

deficiencies, or substance abuse. 

54. The use according to claim 53 wherein the disease, disorder, or medical condition is 

mood disorders, post-traumatic stress disorder, panic disorders, attention deficit disorders, 

cognitive deficiencies, or substance abuse. 

55. A compound of Formula IA: 

R5 Z. 
IA 

wherein ring A is 

Y---- 
X 

\-.. 

R4 
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wherein 

X is CR6, N, or NR6; 

Y is CR7, N, or NR7; 

R6 is H, alkyl, alkoxy, OH, halo, triazolyl, oxazolyl, oxadiazolyl, pyridyl, pyrimidinyl, 

pyrazinyl, pyridazinyl, pyrazolyl, or thiophenyl, wherein triazolyl, oxazolyl, 

oxadiazolyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, pyrazolyl, or 

thiophenyl is optionally substituted with up to two substituents selected from 

halo and alkyl; 

R7 is H, alkyl, alkoxy, or halo; 

R3 is H, alkyl, alkoxy, hydroxyalkylene, OH, halo, phenyl, triazolyl, oxazolyl, 

isoxazolyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, piperazinyl, pyrazolyl, 

oxadiazolyl, pyrrolidinyl, thiophenyl, morpholinyl, or dialkylamino, wherein 

phenyl, triazolyl, oxazolyl, isoxazolyl, pyridyl, pyrimidinyl, pyrazinyl, 

pyridazinyl, piperazinyl, pyrazolyl, oxadiazolyl, pyrrolidinyl, thiophenyl, or 

morpholinyl is optionally substituted with up to two substituents selected from 

halo and alkyl; 

R4 is H, alkyl, alkoxy, or halo; 

Or 

R6 and R7, together with the atoms to which they are attached, form a 5- or 6- 

membered heteroaryl ring optionally substituted with alkyl; or 

R3 and R4, together with the atoms to which they are attached, form a 6-

membered aryl or 6-membered heteroaryl ring; or 

R7 and R4, together with the atoms to which they are attached, form a 6-

membered aryl or 6-membered heteroaryl ring; 

Z is NH, N-alkyl, or 0; 

R5 is pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, quinazolinyl, quinoxalinyl, 

pyrazolyl, thiazolyl, thiadiazolyl, benzoxazolyl, imidazopyrazinyl, or 

triazolopyrazinyl, optionally substituted with one or two substituents 

independently selected from the group consisting of alkyl, cyano, alkyl 

carboxylate, alkoxy, and halo; and 

n is 0 or 1. 

56. The compound of claim 54, wherein X is CR6  and Y is CR7. 
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57. The compound of claim 54, wherein X is CR6  and Y is N. 

58. The compound of claim 54, wherein Xis N and Y is CR7. 

59. The compound of any one of claims 55 to 57, wherein R6 is H. 

60. The compound of any one of claims 55 to 57, wherein R6 is alkyl, alkoxy, OH, or 

halo. 

61. The compound of any one of claims 55 to 57, wherein R6 is triazolyl, oxazolyl, 

oxadiazolyl, pyrazolyl, or thiophenyl. 

62. The compound of claim 61, wherein oxazolyl is methyl-oxazolyl. 

63. The compound of claim 61, wherein pyrazolyl is methyl-pyrazolyl or dimethyl- 

pyrazolyl. 

64. The compound of claim 61, wherein oxadiazolyl is methyl-oxadiazolyl. 

65. The compound of any one of claims 54 to 57, wherein R6 is pyridyl. 

66. The compound of claim 65, wherein pyridyl is methyl-pyridyl. 

67. The compound of any one of claims 55 to 57, wherein R6 is pyrimidinyl, pyrazinyl, or 

pyridazinyl. 

68. The compound of any one of claims 55, 56, or 58, wherein R7 is H. 

69. The compound of any one of claims 55, 56, or 58, wherein R7 is alkyl, alkoxy, or halo. 

70. The compound of claim 69, wherein alkoxy is haloalkoxy. 

71. The compound of claim 55, wherein Xis NR6  and Y is CR7. 

72. The compound of claim 55, wherein X is CR6  and Y is NR7. 

73. The compound of claim 47 or 48, wherein R6 and R7, together with the atoms to 

which they are attached, form a 5-membered heteroaryl ring optionally substituted 

with alkyl. 
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74.  The compound of claim 71 or 72, wherein R6 and R7, together with the atoms to 

which they are attached, font' a 6-membered heteroaryl ring optionally substituted 

with alkyl. 

75.  The compound of any one of claims 55, 56 or 58 to 67, wherein R7 and R4, together 

with the atoms to which they are attached, form a 6-membered aryl ring. 

76.  The compound of any one of claims 55, 56, or 58 to 67, wherein R7 and R4, together 

with the atoms to which they are attached, form a 6-membered heteroaryl ring. 

77.  The compound according to any one of claims 55 to 76, wherein R3 is H. 

78.  The compound according to any one of claims 55 to 76, wherein R3 is alkyl, alkoxy, 

hydroxyalkylene, OH, halo, or phenyl. 

79.  The compound of claim 78, wherein alkoxy is haloalkoxy. 

80.  The compound according to any one of claims 55 to 76, wherein R3 is triazolyl, 

oxazolyl, isoxazolyl, oxadiazolyl, pyridyl, or pyrazolyl. 

81.  The compound of claim 80, wherein oxazolyl is methyl-oxazolyl. 

82.  The compound of claim 80, wherein isoxazolyl is methyl-isoxazolyl. 

83.  The compound of claim 80, wherein pyridyl is methyl-pyridyl. 

84.  The compound of claim 80, wherein pyrazolyl is methyl-pyrazolyl or dimethyl- 

pyrazolyl. 

85.  The compound of claim 80, wherein oxadiazolyl is methyl-oxadiazolyl. 

86.  The compound according to any one of claims 55 to 76, wherein R3 is pyrimidinyl, 

pyrazinyl, or pyridazinyl. 

87.  The compound according to any one of claims 55 to 76, wherein R3 is piperazinyl, 

pyrazolyl, pyrrolidinyl, thiophenyl, morpholinyl, or dialkylamino. 

88.  The compound of any one of claims 55 to 87, wherein R4 is H. 

89.  The compound of any one of claims 55 to 87, wherein R4 is alkyl, alkoxy, or halo. 
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90.  

91.  

92.  

The compound 

with the atoms 

The compound 

with the atoms 

A compound 

according to any one of claims 55 to 74, wherein R3 

to which they are attached, form a 6-membered aryl 

according to any one of claims 55 to 74, wherein R3 

to which they are attached, folut a 6-membered heteroaryl 

of claim 55 selected from the following 

and R4, together 

ring. 

and R4, together 

ring. 

Compound Compound 
Name 

F n 
IN-- 

410 

N 

0 

N 

INI N 

I 
F 	"--"' 

F c 
' 

F 

(3-fluoro-4-methy1-2-(2H- 
1,2,3-triazol-2- 

yl)phenyl)(( 1 S,2R,4R)-2- 
((3-fluoro-5- 

(trifluoromethyppyridin-2- 
yl)amino)-7- 

azab icycl o[2 .2 .1]heptan-7-
yl)methanone 

N 

\ 
-- 

ii

N 

N 
0 

 	N 	N 

F 
F 

F 

(4,5-dimethy1-3- 
(pyrimidin-2-yl)pyridin-2- 

yl)((1 S,2R,4R)-243- 
fluoro-5- 

(trifluoromethyppyridin-2- 
yl)amino)-7- 

azabicyclo[2.2. l]heptan-7- 
yl)methanone 

F 	
N 

--N 
. 

N 

'--) 

Lb 

0 

H 
N 	N 

F 	
1 F 

F 

F 

((1S,2R,4R)-2-((3-fluoro- 
5-(trifluoromethyl)pyridin- 

2-yl)amino)-7- 
azabicyclo[2.2. l]heptan-7- 
y1)(3-fluoro-6-methyl-2- 

(pyrimidin-2- 
yl)phenyl)methanone 
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N ----; 
F 	\ 

f\H\I 

talt  

/ 

0 

N 

INI  N 

f\r 
F 

F  
F 

(3-fluoro-4-methy1-2-(2H- 
1,2,3-triazol-2- 

y1)phenyl)((1 S,2R,4R)-2- 
((5-  

(trifluoromethyl)pyrazin-2- 
yl)amino)-7- 

azabicyclo[2.2.1]heptan-7- 
Amethanone 

N 

\ 
— 

N 
0 

N 

NI  N 

Nr 
F 

F  
F 

(4,5-dimethy1-3- 
(pyrimidin-2-yl)pyridin-2- 

yl)(( 1 S,2R,4R)-24(5- 
(trifluoromethyl)pyrazin-2- 

yl)amino)-7- 
azabicyclo[2.2.1]heptan-7- 

yl)methanone 

N..--3 
F 

Alp 

j5NN 

N 

N 

N'F  

F 

F 

(3-fluoro-6-methyl-2- 
(pyrimidin-2- 

yl)phenyl)((1 S,2R,4R)-2- 
((5-  

(trifluoromethyppyrazin-2- 
yl)amino)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N''.- 
F 	\ 

N--N 

11 

/ 

0 

N 

111 ----- N  

F 

F 

(3-fluoro-4-methy1-2-(2H- 
1,2,3-triazol-2- 

yl)phenyl)((1 S,2R,4R)-2- 
((5 - 

(trifluoromethyppyridin-2- 
yl)amino)-7- 

azabicyclo[2.2.1]heptan-7- 
yl)methanone 

N ...) 

----N 
/ 
— 

N 

1_5 

0 

NI  N 

F 

F 

(4,5-dimethy1-3- 
(pyrimidin-2-yl)pyridin-2- 

yl)(( 1 S,2R,4R)-2-((5- 
(trifluoromethyppyridin-2- 

yl)amino)-7- 
azabicyclo [2.2.1]heptan-7- 

yl)methanone 
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NI  N 

/,.--
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(3-fluoro-6-methy1-2- 
(pyrimidin-2- 

yl)phenyl)((1 S,2R,4R)-2- 
((5  - 

(trifluoromethyppyridin-2- 
yl)amino)-7- 

azabicyclo [2.2. l]heptan-7- 
yOmethanone 

N 
F 	

----N 
110 

--3 

0 

N \ IFI , 
I 

N 

N 

J3
yl)amino)-7- 

F 
F  

F 

(3-fluoro-4-methy1-2- 
(pyrimidin-2- 

yl)phenyl)((1S,2R,4R)-2- 
((5- 

(trifluoromethyl)pyrazin-2- 

azabicyclo[2.2.1]heptan-7- 
yOmethanone 

N--3 F 	
----N 

40 

N 

0 

, 
I 

N 
F 

F 

F 

(3-fluoro-4-methyl-2- 
(pyrimidin-2- 

yl)phenyl)((1S,2R,4R)-2- 
((5- 

(trifluoromethyl)pyridin-2- 
yl)amino)-7- 

azabicyclo [2.2. l]heptan-7- 
ypmethanone 

N.-"---\) 
F 	

----1•1 
40 0 

N 

1 

I 

N 

/ 

F 

F 

(3-fluoro-5-methyl-2- 
(pyrimidin-2- 

yl)phenyl)((1S,2R,4R)-2- 
((5- 

(trifluoromethyl)pyridin-2- 
yl)amino)-7- 

azabicyclo [2.2. l]heptan-7- 
ypmethanone 

N -.3 
F 	

----N 
tilp 0 

N 
H 
N NI. 	

F 
N 

F 

lb yl)methanone 

F  

(3-fluoro-5-methyl-2- 
(pyrimidin-2- 

yl)phenyl)(( 1 S,2R,4R)-2- 
((5- 

(trifluoromethyl)pyrazin-2- 
yl)amino)-7- 

azabicyclo[2.2.1]heptan-7- 
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93. A pharmaceutical composition comprising a therapeutically effective amount of a 

compound according to any one of claims 55 to 92 and at least one pharmaceutically 

acceptable excipient. 

94. The use of a compound according to any one of claims 55 to 92 in the manufacture of 

a medicament for the treatment of a disease, disorder, or medical condition mediated by 

orexin receptor activity. 

95. The use according to claim 94, wherein the disease, disorder, or medical condition 

mediated by orexin receptor activity is a disorder of the sleep-wake cycle, insomnia, 

restless legs syndrome, jet-lag, disturbed sleep, a sleep disorder secondary to neurological 

disorders, mania, depression, manic depression, schizophrenia, a pain syndromes, 

fibromyalgia, neuropathic pain, catatonia, Parkinson's disease, Tourette's syndrome, 

anxiety, delirium, dementia, overweight, obesity or a condition related to overweight or 

obesity, insulin resistance, type II diabetes, hyperlipidemia, gallstones, angina, 

hypertension, breathlessness, tachycardia, infertility, sleep apnea, back and joint pain, 

varicose veins, osteoarthritis, hypertension, tachycardia, arrhythmias, angina pectoris, 

acute heart failure, ulcers, irritable bowel syndrome, diarrhea, gastroesophageal reflux, 

post-traumatic stress disorder, panic disorders, attention deficit disorders, cognitive 

deficiencies, or substance abuse. 

96. The use according to claim 94 wherein the disease, disorder, or medical condition is 

mood disorders, post-traumatic stress disorder, panic disorders, attention deficit disorders, 

cognitive deficiencies, or substance abuse. 
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