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What is Claimed:

N2

e

I

A compound of formwula b:

Z:’*\M - R5
N2 |
or an enanthiqper or dlastersomer therof;
or a pharmacetNeally acceptable salt thereof;
wherein
ring A is phenyl, napRghalenyl, pyridyl, quinolinyl, isoquinelinyl, imidazopyridyl,
furanyl, thiazolyRisoxazolyl, pyrazolyl, imidazothiazolyl, benzimidazolyl, or
ndazolyl;
Ry is H, alkyl, alkoxy, hydroxNelkyviens, OH, balo, pheayl, triazolyl, oxazolyl, isoxazolyl,
pyridyi, pyrimidinyl, pyrRgnvl, pyridazinyl, piperazinyl, pyrazolyl, oxadiazolyl,
pyrrolidinyl, thiophenyl, moRgholinyl, or dialiylamine, wherein phenyl, iriazolyl,
oxazolyl, isoxazolyl, pynidyl, pRimidinyl, pyrazinyl, pyridazinyl, piperazinyl,
pyrazolyl, oxadiazolyl, pyrrolidin®ythiophenyl, or morpholinyl is opticnally
substituted with up to two substituen®selected from halo and alkyl;
R, i H, alkyl, alkoxy, hydroxyalkylene, or haloy
£ is NH, N-alkyl, or O;
R is pyridyvl, pyrimidinyl, pyrazinyl, pyridazinyl, quiRgzohnvl, quinoxaliny!, pyrazolyvl,
thiazolyl, thiadiazolyl, benzoxazolyl, imidazopyiRginyl, or triazolopyraziayl,
optionally substitted with one or two substitucnis tN§ependently selected from
the group consisting of alkyl, cyano, alkyl carboxylate \koxy, and halo; and

nisQor 1.

The compound of claim 1, wherein Z 1s NH.
The compound of claim 1, wherein 7 is N-alkyl.
The compound of claim 3, wherein Z is N-CHa.

The compound of claima 1, wherein Z is O.
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The compound of any one of claims I to 5, wherein ring A is furanyl, thiazolyl,

isoxazolyl, pyrazolyl, or imidazothiazolyl.
The compound of any one of claims 1 to 5, wherein ring A is phenyl or naphthalenyl.

compound of any one of claims 1 to §, wherein ring A is pyridyl, quinolinyl,

isoqN@Rolinyl, imidazopyridyl, benzimidazolyl, or indazolyl.

The compound of §@im 10, wherein alkoxy is haloalkoxy.

. The compound of any & of claims 1 to 8, wherein R, is bydroxyalkylene or OH.
. The compound of any one oX@Qlaims 1 to 8, wherein R, is halo.

. The compound of any one of clai¥ 1 1o 8, wherein R; is phenyl.

. The compound of claim 14, wherein (R@ny] is halo-phenyl.

. The compound of any one of claims 1 to S\gherein Ry is triazolyl, oxazolyl, or

isoxazolyl.

. The compound of claim 16, wherein oxazolyl is m¥Ryi-oxazolyl.

The compound of claim 16, wherein isoxazolyl is meth¥Qdsoxazolyl.

The compound of any one of claims 1 10 8, wherein R; is pyS@vl.

). The compound of claim 19, wherein pyridy! is methyl-pyridyl,

. The compound of any one of claims 1 to 8, wherein R; 15 pyrimidiny NQyrazinyl, or
»f J - o

pyridazinyl

. The compound of auy one of clatios 1 to 8, wherein R, is piperazinyi, morphdgyl,

pyrrolidingl, or dialkyamino.

. The compound of any one of claims 1 to 8, wherein R, is pyrazolyl, oxadiazolyl, or

thiophenyl
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. The compound of claim 23, wherein pyrazolyl is methy-pyrazolyl or dimethyl-pyrazolyl.

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

he compound of any one of claims 1 1o 25, wherein Ry is H.

. TheQmupound of any one of claims 1 to 25, wherein Ry is alkyl

. The comAgund of any one of claims 1 fo 25, wherein Ry is alkoxy.

. The compougoef any one of claims 1 to 23, wherein R, is hydroxyalkylene.
. The compound of Qgy one of claims 1 to 25, wherein R; is halo.

. The compound of any Qe of the preceding claims, wherein R is pyridvl, pyammdinyd,
Y ] =3 > U2 S P YA

pyrazinyl, ot pyridaziny! Qgtionally substituied with a one or two substitnents

independently sclected from¥ge group consisting of alkyl, alkoxy, or halo.

. The compound of claim 31, wher® alkyl is tribaloatkyl.

3. The compound of claim 32, wherein Ris pyridyl substituted with triflucromethyl.

. The compound of ¢laim 32, wherein R is Mrimidinyl substitided with triflucromethyl
. The compound of claim 32, wherein Rs is pyraRgyi substituted with triflusromethyl.

. The compound of ¢laim 32, wherein Rs is pyridazin®eubstituted with triflucromethyl.

. The compound of any one of claims 1 10 30, wherein Rs Qquinazolinyl or quinoxalinyl,
| : ¥ \

optionally substituted with 2 one or two substituents indepeMently selected from the

group consisting of alkyl, atkoxy, or halo.

. The compound of claim 37, wherein alkyl is trihaloalkyl.
. The compound of claim 38, wherein Rs 15 quinazoliny! substituted with Yfluoromethyl.
. The compound of claim 38, wherein Rs is quinoxalinyl substituted with wifigomethyl.

. The compound of any ong of claims 1 to 30, wherein Rs is pyrazolyl, benzoxazol)

mmdazopyrazinyl, or triazolopyrazinyl optionally substinuted with a one or two
substituents independently selected from the groop consisting of aikyl, alkoxy, or halo.
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42. The campﬂundy o{ clai?n 41, therem pyr’azolyl is methyl-pyrazolyl—
. The compq_u;l(.{?f c!yag‘m’ﬁti ; mhcrem aikvi 18 ;;ihak;aikyi.
4he campognﬂ(’{ Of n iaiﬁn 43, ﬂyh;min R; is pyrazolyl substituted with triftucromethyl.
45. 11 smpound of claim 43, wherein R is benzoxazoly! substituted with iriflucromethyl

46. The corN@Rund of claim 43 wherein R; is imidazopyrazinyl substituted with

triffuoroma

47, The compound NQlaim 43, wherein Rs is triazolopyraziny! substituted with

wifluoromethyl.
48. The compound of any oX@Vof the preceding claims, whereinn is 0.

49. The compound of any one oNglatms 1 10 47, whereinp is 1.

30. A compound selected from the gy consisting of
Ex, Compound Conrpound
Ng. MName
i N? 3 (5-fluoro-2-{pyrimidin-2-
1, 3 yliplenyl}(15,2R 4R)-2-
AN (pyridin-2-yloxyymethyl)-
“4 Vo0 wabicyeio]2.2.1 heptan-
o~ N 7-yhmethauone
} N\ ,//j
Z:b/\ /i;‘: -
o7 N
2 P {£)-(6 Xthyi-3-
f\;\\ }B {pyrinidin-2-N@oyridin-2-
L~ N Y%)(Q%(P}’f -2
(/ i} o vioxyymethyy
/:_:Nf‘\é’ azabicyelo]2.2.11heN@n-7-
; vhmethauone
X, P
LA~y
3A 2 {6-methyl-3-(pyrinaidin-2-
N\\ \\y\‘ yUpyridin-2-
AN yUOHIS* 2R* 4R#)-2-
/ \\K O {{pyridin-2-yloxyymethyl}-
)h\,, e “*-( F-azabicyciof{2.2.1 Jheptan-
N N ;/‘\\ 7-yhmethanone
o P
s !,
L{J‘\J’,\‘(_’\/i‘\\N"
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(H-methyl-3-{pyrintidin-2-
ylpyridin-2-
v 1)(( IRX 25% 48%)-2-
2-yloxy) ‘amt,nb ¥ D—

‘ N
“d ,&J}‘\;,
\N O/"‘\\[:_, et
=
Ny
N'\N

(6-methyl-3-2H-1,2 3~
triazol-2-yiypyridin-2-
yUI((1S,2R 4R)-2-{{pyridit-
2-yioxyymethyi)-7-
azabicyelo]2.2.1 lheptan-7-
yhmethatone

5B TN {6-methyl-3-(2H-1,2.3-
trigzol-2-ylypyridin-2-
VD{(IR,28,48)-2-({pyridin-
7 \ 2-vioxyymethyi)-7-
=y azabicyclo]2.2.1 [heptan-7-
e yhimethatone
i X
[\\"’j\ N /~
N~ O
6 N {6-micthyl-3-42H-1,2,3-
‘&\?} triazol-2 -p)pvndu 2
7 N (18,28 4R)-2-{(pyuidin-
*{\ i O -yioxy maci‘nyd 7~
/\::-N { azak i }hﬂp1 a7~
N /\r
A L
£ —\%’\O N/
7 f\\j = ) {£)-(2-{{5- 1 opvridin-Z-
NI vl“("&a)ﬂlb
/‘-\:’ {j) 3z.atw Un{ a-7-
Vo ¢
SN
\ /{ﬁj/ yi)me l ancne
,,_/-L & ~0 \N
SA NZ (18 2R AF)-2((5-
L7 fluoropyridin-2-
N\N - p} el
Vg yhoxyymethyl)-7-
¢ A . u\,;‘j azabicyelo]2.2.1 fheptan-7-
Vo VIN6-methyl-3-{2H-1,2 3-
N\ 4 " F triazol-2-yDpyridin-2-
Z““ ':7,\ /L\ vhmethanone
i .
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B NEZ (IR 28 A%)-24((5-
N fluoropyridin-2
H._‘/N\N w)met]yl} 7-
(7}( )\ O i heptan-7-

S 2H-12.3-
2-yhpyridin-2-
vhmethatone

9 f\f” > {3 2-({{5-fiuoro pyrid:in-?.»
N~py y Toxyymett )},UJ-
(f 3 a:f,zsb;u;ycio
1\ ) {JO y(5-meth -
= triazoi-2-

NE N F vi}phenyly
BN NS
N N
(8]

= N
i0A NE™, (S 2R AR)-2-(((5
N f{fl fhroropyridin-2-
- yhoxymethyly-7 -
A » azabicyelo[2.2. 1 heptan-7-
Ve ¥ S-methyi-2-(2H-1,2.3-
A > ; F iriazoi-
j viphenyl)methanone
o7 N
10R NF {{1R,28,48)-2-(((5-
S fluoropyridin-2-
N~N yhoxyymethy-7-
O arabicyelo]2.2.1 heptan-7-
yO{5-meth ~{2H~1,2,3~
F < tri -2~
’;\7 viyphenylmethancne
s
‘:.\N‘ O/A\!"
i1 7%, {=)-(2-({{5-fluoropyridin-2-

- :/’ vloxy }m:,myl;-, -

abicyclo{2.2.1 theptan-7-

v} 2-{thiophen-2-
phetyl methanone

12A \j\§ {(1S* 2R* & G-

(\ } \(O 3731*110;;10{ .} 7-n-7~

JEC yiy2- (ﬂll@ﬁhﬂi-'
N\ //,;\g F vipheny!uethanons
o |
/ .,_Q/’\ Ofl\\‘N e
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12B SN ((1R*28% 4S*}- '-{((5-
| ﬂunmpmd -2
~— Yoxyymethyly-7-
/ \ G e biuydoi” 2.1 |heptan-7-
\‘-1":)\“( vi¥2-(thtophen-2-
F\K N\\ ;'.‘}pl enylymethanone
E e
\'N J\C’/\Z \_M]
13 NF ) {5-methyi-2-(2H-1,2
r\\é\i\/ 2-yliphenyl}2- ({4-
AN {ritinoromethyJpytimdin-
/ \'\& £ Z-yloxymethy-7-
/)Q;/\ azabivyelo heptan-7-

yhwethanone

-methyl-Z-(2H-1,2.3-
iriazol-2-yphenyl ¥ 2-({{5-
{trifluoromethylypyridin-2-
yhoxyimet m]) 7-
az:ﬁ“-iq,(]o{ the p1.a1 7~
yl)me‘:(‘aanc-ne

15 N {£)}-(5-methyl-2-{2H-1,2 3~
\l“\i . triazol-2-ylohenyl}2-({{3-
~N )
~ ! (triflaocometlypyridin-2-
i"’f) \ e yhoxymethyly-7-
)q~ ‘{ azabicyelo[2.2. 1Theptan-7-
N yhmethanone
Jj\
L~y
16 N"’*/) { )("' methyl2-(2H-1,2
Neard 201-2-yliplienyl}(2- (({6-
//’““‘g. o {luorometlypyridin-2-
)ﬁf ~ \
-?‘E‘J [f;\?i - azs
'fi'i“‘\}\o" SN
E
17 N -(2H-1,2.3-
R‘f\g\'; ‘;(/3-‘((4-
7
WO yljoxy)methy

azabicyclo{2.2.1}he

vhmethanone
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{(£)-{5-methyl-2-(2H-1,2,3-
triazol-2-yUpbenylY2-(({6-
wethylpyodin-2-

oy imethy}-7-
veln{2.2.1 heptac-7-
viwethanone

{(=)-{5-methyl-2-(2H-1.2,3-
riazoi-2-yhpheny 2 -({(5-
methylpyridin-2
yhoxyymethyl}-7-
azabicyelo{2.2. 1 heplan-7-
vhmethanone

EHAG S
dimethylpyrazin-2-
yhoxyimethyly-7-
azabicyelo{2.2 1 Theptan-7-
v} S-reetiyt-2-(233-1,2,3-
iriazol-2-
vliphenyl}methanone

{)-{5-melhyl-2-(2H-1 2 3~
triazol-2-yDphenyI X 2-(({3-
{tri ﬁu(n omethyl}guinoxalin
~yhoxyymethyl)-7-
zazamc,} cio{2.2. 1 heptan-7
yhmethanone

IAFAY

(2-2H-1,2,3-triazol-2-
I)pue‘n“:ﬁ{( l"»

yhox
azabicyciof2.2.1h
y{quinel:
yhmethe

{#32-(((5-luoropyridin-2-
yhoxymethyl}-7-
aiuhv relof2.2 Ijhﬂpsz,uu ~
yh(uaphibalen-1-
vhmethanone
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25 > {)-2-{{{5-fluoropyridin-2-
& \\}/ O ylhexyethy -7~
)‘Q/ \“,/1/ azabicycin{2.2.1 theptan-7-
@ 3 ‘ AN Fo vy 2-methylnaphthalen-1-
L AN | vhmethauone

26 2 {£}-2-{1H-pyrazol-1-

/i yhphenyiy 2-(((5-
Y ~ i}uoropyri@in—i‘—
N yhoxyymethyl)-7-
. ““'( azabicyelo]2.2.1 [heptan-7-
N PN yhmethatone
e
Py e

Z ..Nfﬁ\“\j \N/

27 <’$ {£)-2-{{{5-flucropyridin-2-
% yhoxvimethyly-7-
P azabicyclof2.2.1
0 yH(3-phe
" yhmethatone
L .
Ly
< b
2 N :
28 (£)-(2-ethoxynaphthalen-1-

e
yIY2Z-((5-fnoropyridin-2-

P yl}oxy); )
§ O azabicyelo Leptan-7-

yhmethanone

29 P /7"“‘§ {23 5-(2-Flucrophenyl}-2-
<__M methylihiazol-4-yi}2-(((5-

i thoropyridin-2-

;3 N O ylexymethyl}-7-
e W aMicyeio] 2.2, heptan-7-

vimethanone

30 NF
N
N
& j 2
F N o~ F

31 7 {£)-(2-Suoro-6-(pyrimidin

\ /\> 2-yhiphenyD(2-((5-
,:}“\‘ N flaoropyridin-2-

4 \ G yhoxymethyi}-7-

— ~ azabicyclo{2.2.Hheptan-7-
}\J F yhmethanone

N
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{=)-{ 5-fluoro-2-(pyrimidin-
2-yhphenyB(2-{(¢5-
Uuump‘mdx n-2-

{ "me!'w]\- -

one

2

L

(525 -Tuoropyridin 2-
yhoxy)methyl-7

azabicyelo]2 7
Vh(‘i methy py—rmidﬂ -
2-yDiphenylimethanone

3-{2-(2H-1,2,3-rinzcl-2-
Th ,h\ uyl}H2- (( guinoxalin-
2-yloxypuethyl)-7-
azabieyeln{2.2. 1 Theptan-7-
vhmethanone

(=
¥

(=3 2-Thioro-6-(2H-1 2,3-
triazol-2-yliphenyl){2-
{{quinoxalin-2-
vioxyymethyi)-7-
azabicyclo{2.2.1 heptan-7

vhmethanone

(2]

<N

(E)(S-methyl-2- 281,23~
triazol-Z-ypheuyHi(2-
{{guimoxaiin-2-
vioxyimethyiy7-

bicyclof2 heptap-7-

~J

LX)

P

aza bl(/ v loi 2.2
vhmet}

5

() (S-methyi. 2
{pyrimidie-2-yphenyl
{({gquinoxalin-2-
yioxy)methyi}-7-
azabicyelo{2.2. 1 Theptan-7-
yhmethanone
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NT S-S
4 dimnethyipyrimmidin-2
; yhoxyymett
4 A\ 8 azabicyelo]2.2.1 heptan-7-
yO{S-methyi-2-{2H-1,2.3-
triazol-2-

yiphenylpethanone

10

dimethyipyrinudin-2-
yhoxyimethyly-7-~

¢ 4 azabieycin{2.2.1 theptau-7-

Nog g yi)(3-mmetliyt-S

L pheuylisoxazol-4-
s

| \ NPT vhmethancne
I !
Lo {2
A Q7 N

]

11

( G246

\ dimethyipyrimidin-2-

yhoxyymethyly-7-

O azabicyclo{Z.2.1 heptan-7-

vi2-cthoxynaphibalen-1-
yhmethanone

G
dimethyipyrimidin-2-
vhoxyymethyl}-7-

-
/ \\:{( o azabicyclo[2.2.1Theptan-7-
‘ yH(2-

cthoxyphenyi)methanone)

s {{{4,6
N \> midin-2-
= xyimethyl-7-

pi(2.2. i Theptan-7-
-6-(pyrimidin-
methanone

)

Nz GG,
3 } dimethyipyrimidin
dimethyipyrimidis

/\XQ'N yhoxyymetiyl}-7-
7 h azabicycio[2.2.1]heptan-

Lk

O
}Q;} \{' yi(5-fluore-2-(pyrimidin-
N

2-yhphenylymethanone
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48

< b\ O
N P

A8
(iirnelzhyipyrimjdin‘,?-
yhoxyymethyly-7-
e (bmyx 10]2.2.1 J:spmn- 7-
vI¥2-(thioplen-2-

yliptenyhmethanone

47

{(£)-{6-methyl-3-(2H-1,2.3-
triazol-2-yhpyridia-2-
NV ERHEE
{{rthioromethyDpyadin-2-

vljo XV)U)L’L vl
azabicyelo]2.2. 1 heptan-7-
vhmethasone

48 - {#)}-(3-ethoxy-6-~
\O methylpyridin-2-
7\( i {triflaoromethypyridin-2-
: })‘_\ {O yloxyimethyl}-7-
N , F i azabicyclof{2.2.1 Jheptan-7-
?"’\’ e vhuethanone
'[:L:Z'\O/\\\‘N :
49 \4> (+) (3 (‘(“’ hr()m()m ridin-
AY
/ A
w0
= {
N o~ B
, -
Lot J/\O/&\N
S S
4 O
ay:
N}7 o~ Br
L2 K J
Loy,
51 =3-(2-{{({5-bromopyridin-

5 rf’/'\.*;’
fdm i
,f:::\ _J//"'\\ O/k-f\’ A

2-yhoxyymethyl-7-
azabicyelo|2.2 ijhepnr 7-

vhmethanone
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(=3

\"7
"
-}

{(£)-(3-fluoro-2 -(pyrintidia-

£ \ ) 2-yiphenyi}2-((pyridin-2-
SN vioxyymethyi}-7-

“ y 'S avabicyelo]2.2.1 jheptan-7-

(N vhimethauone

() &-methyl-3-(2H-1,2,3-
triazol-2-ypyridin-2-
7 v 2-{{pyridarin-3-

(/‘ { O viexyymethyi}-7

3 v N N -
/\. A= azabicyeio]2.2.1 Jheptan-7-
N vhmethatone
\ N

1

=
-

N
o

NT {(£}-(6-methyl-34(2H-1,2.3-
N frizzol-2-ylpyridin-2-
yHZ-{({2-rethyipyridin-3-
O ylexymethyly-7-

Yy o

azabicyciof2.2 1 jheptan-7-
yhmethanone

LA
tn

{#)-{6-methyl-3-(2H-1,2,3-
trigzol-2-vHpynidin-2-
yH2-({(G-methyipyridm-2-
yhoxy)methyl}-7-
azabicyclo{2.2.1 theptan-7-
vhimethanone

{£3-(2-{((1-methyl-1H-
yazol-S-ylioxy ymethyl)-

56 \34>

37 g\\gx \ (i)—(6—naleihy1;. 73-1;2.3—
/ vigzol-2-vi 11~
N triazol-2-vilpy

7 vI{2-({pyridin
q e vioxyymethyi)-7
};«N azabicyclof2.2.1 Jheptat

N vimethanone
\ fr\ EN J
7 t
~ )
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{£)-{6-methyl-3-(2H-1,2,3-
rigzol-2-yipyridin-2-
v 2 {(pyridin-3-

yioxy huettiyi)-7-

W
NG

{£)-{6-ruethyl-3
trigzol-2-
y2-(py
vioxyymethyi)-7-
azabicyclo]2.2.1 heptan-7-
vhmethanone

&0

/\
Y

(£ {6-methyl-3-2H-1 2 3-
{oazol-2-yhpyridi
yRZ-{{pyrazin-2-
vioxypuethyip7-
azabicyclo{2.2. H Theptan-7-
yhmethanone

&1

(F){(6-methyl-3-(2H-1 2.3-
triazol-2-yDpyridin-2-
y12- {{pyrimidin-4-
vioxyymethyi)-7-
azabicyclo]2.2.1 Jheptan-7-
vhmethanone

62 N (-)-(&-methyl-3-(2H-1.2,3-
;\\2\3\‘; riazol-2-yi)pyridin-2
["I\
v .
LI
M :
e
- !
x[ :Z’ \CF \N“/\\
63 oYy
SNV vljoxyymethy|
o~ arahieveln The
P azabicyelo]2.2.1 {hep
\ oo {Q y{6-methyl-3-{0xazc)
N N . yhpyridiv-2-vlmethans
N 24
A 0
L L o7 N
64 (£)-2-({{(5-fivoropyridin-2-

yhoxymethyly-7-

azabicyclo]2.2.1 Jhepta

vi6-methyi-3-(pyrimidin-
2-ylpyridin-2-
vhimethanone

7
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&5 \\(/\\\ (£)-{3,6'-dimethyi-[ 23"
- bipyridin -2 -1 2-(({5~
\/\ N fhioropytidina2-
(\ ‘» 0 ylicxyimethyl)-7-
=N \‘(’* azaticyclo{2.2.1 Theptan-7-
‘F vimethancne
&6 o {3 2-{{{ 5-flnoropyndin-2-
¢ \?"‘ yhoxymethyl}-7-
/\/\ N 37ubiwc D{ 2.1 heptag-7-
\ j(j 1
g (
N e _F
e ! i
N/’\\Oz‘/{}'.\!
N {3 2-{{ 5-fincrepyndin-2-
£ . -~
Ny Ylioxyymethy))-7
azabicycio{2.2. Hheptan-7-
O yiY{6-maethyl-3-(3-methyl-

1H-pyrazoi- i -ylypyridin-2-
yhneth

{=3-(2-{({5-1kv
yhoxyymethyly-7-
azabicyeio]2.2.1 jheptan-7-
v G-methyt-3-(pyr
L-ylpyridie-2-
yhmethauone

WP

\ = j/ F
Az K,

{=3-(2-{{{5-fluc opwidin-Z—
yhoxyymethyl}-7-

abicyclo{2.2.1 Theptan-7-

v])((h' nethyl-3-3-

& 'hsoxazo}.‘.&

Y

Nwn
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2ydipbenymethanone

463

{3-fluoro-2-(5-
flaoropyrindia-2-
yipheny}{18,2R 4R})-2-
{{3-thuoro-5-
{trifluoromethyDpyridin-2-

vhaning}-7-
bicyein{2.2. 1 theptan-7-

yhmethanone

464

YOG -methyb-2-(pyrin N~

2-yljphenylimethanond
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465 F ({18,2R 4R }-2(3-chloro-

S-{trifluoromethylipyridin-

R o
)\ (\\AN 2-yDanming)-7-
2\ 'S

azabicyclo]2.2.1 fheptan-7-

N yhE-fluoro-2-(5-
j)&\’ H fluoropyrinbdin-2-
LA LN AN _
l/ - viyphenylymethanone
U F
SR i

o \i\ ((18,2R,4R)-2-((3-chloro-
Y

S-(trthworomethylypyndin-

Z-yhaming}-7-

viX2-fluoro-6-(pyrintdin-

2-yhpbenylimethanone

467 {18.2R 4R}-2-((3~chloro-
S-(rifluoromethypyridio-
2-ylyamino}-7-
azabicyclo|2.2.1 |heptan-7-
yi}S-methyi-2-(pycrnidin-

2-yhpyridin-3-

vhmethatone

468 7 {(18,2R Q¢ )-2-((3-chloro-

\

N S-{tritluoroRthvlpyridin-

yiK6-methyl-3-{pyri

/ )
Ll - .
g j’i\j\‘ Fo 2-yljpyridin-2-
. /”“\g,'-"

yvhmethanone




WO 2014/159591

PCT/US2014/024322
469 N{fﬁ\ ({1‘»,~.i\ 4R -2-{(3-chloro-
,;QN) -(triflooromeihylpyridin-
\”\"//\\g\‘fc 2eylDannun)-7
= e im o
N azabicyclo]2.2.1 jheptan-7-
yal \Z;\}T’\i\ y(E-methyi-3-{pyrimidin-
3 2-ypynidin-2-
cr’\?i . yi)p)

yhmethanone

NF (2-(2H-1.2, 3-triazol-2-
N/
- “{/NMN viphetuyt{18,2R 4R})-2-
Y 0 {(3-chloro-5-

{tri fheoromethypyndin:2-
ylamino}-7-
azabicycio{2.2.1 Jheptan-7-

vhmethanone

N
~~1

{1S,2R 4R})-2-((3-chloro-

NI
N~ S-{trifluoromethylpyridin-
V4 “T‘” -~ Z-ylx
{ o 2-yhamino}-7-
. )

v

N zabicyclo]2.2.1 |heptan-7-
- 5 H v} 3-methyi-2-(ZH-1,2,3-
/ N._ N

triazol-2-

vi}phenyluethanone

Fa
v

azabicyclo] 2N Jheptar
N L
e M ANpe -
75N ; yi}6-roethyi-3-N-1,2,3-
£ dba\fkka
P F trigzol-2-yhipyri
NN |
- vhmethatone
F
473 ?sff“‘\) {(18,2R,4R)-2-((3-cliloro-
i
N JN"N S-{triflnoromethyl)pyridin-
~ .\ 0] Z.vhamine)-7
- \( Z.vharingy-7-
N azabicyclo[2.2.1 Theptan-7-
H . Ny p e
libN\T/N\\ vi¥6-reethyi-2-(2H-1,2.3-
l [
i ; v1a70}-2 v mvridin-3-
Cl‘/L\"%‘-!/F trinzol-2-yhpyridin-3
s vhmeihanone
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AY
LA \,1/'\“@.

{18, 2R 4R)-24{ 3-chloro-

S-(trifluorometliyl)pyridin-

2oylannno-7-

azabicyelo]2.2.1 heptan-7-

yh(G-melhyi-2-{2H-1,2,3-
triazol-2-yDpyrdin-3-

vhimethanone

{(18,2R 4R -2-{( 3-chloro~

S-{trifluoromeihy

2-ybamiaoy-7-
azabicyelo[2.2. tjheptan-7-
3

yH(3-fluoro-2<oxazel-2-

viyphenylymethanone

476

{3-flooro-2-(pynondin-2-
ylphenylK{18.2R 4R}-2-
{(5-
(irifluoromethylypyrazin-2-
vijamine}-7-
azabicyelof2.2.1}-(3-
*H.2H)-heptan-7-

yvhmethancne

477

ro-2-(pyonndin-2-

vIpher ({1 S, 2R AR}-(2-

azabicyclo]2.2.1]
", H)-heptan-7-

yhmethanone
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478 2 {18,2R 4R }-2-({3-flucre~

N7
4 \)’QN) S-{trifluoromethyDpyridin-
e

Q 2-yhamine)-7-

N azabicyclo]2.2.1 heptan-7-

5 H yiNd-methyl-3-{pyrimidi-
L1 NN 2oyi)pyticin-2
- RN 2-yhpyndin-2-

i H
/\E\ ’/,,;\i/ = yhimethanone

d-methyl-3-{pyrimidi-2-
N‘/ \ (4-methyl-3-{pyrimidin
L yiipyridin-2-
\e YIN(18,2R 4F)-2-((5-

e
¢ \( {trifluovometty Upyridin-2-

k\, M yhamino}-7-
LN

- azabicyelo{2.2.1 heptan-7-
L A vhmethanone

480 ,//‘j‘\ {4-methyl-3-(pyrimidin-2-

\ ,L:\Ng yhpyndin-2-
74 g\ o VIN(IS.IRAR)-2-4(5-

(rrithworomethyhpyrazm-2-
N

i H ylhamino}-7-
£ 7N . Ni\ azaticyeio]2.2. 1 heptag-7-
i H

P F & yvhmethauone
\N,f\w M

481 & gt -{(pyriniidin-2-
N7 “z\ {4-met {pyrintidin

2-yhaning)-7

S
J‘NYN\}, azabicyclo[2.2.1 Thepta
Nz \,//;«\i/ = yhmethanone

il
T
[e 2
wh

t
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n
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35.

482 N«’/'» {4-miethyl-3-211-1,2,3-
) N\ Y/
N triazol-2-ylpyridin-2-
;}\/ N vhp;
¢ \& L IS 2R AR2(5-
= ﬁ (triffuoromethylypyrazin-2-

‘//’E\Z g N vhamingy-7-
Ry azabicyclo{2.2.1 fheplan-7-

e
’/”\*/ F vhimethanone
F

A pharmaceuticaNmposition comprising a therapeutically effective amount of a
compound accordin®e any one of the preceding claims and at least one

pharmaceutically accepRgble excipient.

. A method of treating a subjY suffering from or diagnosed with a discase, disorder, or

medical condition mediated by exin receptor activity, comprising administering to the

subject an effective amowmt of a cQppound according to any one of claims 1 to 50.

3. The method of claim 52, wherein the ease, disorder, or medical condition mediated by

orexin receptor activity is a disorder of thqgleep-wake cycle, insomnia, restiess fegs
syndrome, jet-lag, disturbed sleep, a sleep di®geder secondary to neurclogical disorders,
mania, depression, manic depression, schizophi®gia, a pain syndromes, fibromyalgia,
neuropathic pain, catatonia, Parkinson's disease, rette’s syndrome, anxiety, delirium,
dementia, overweight, obesity or 2 condition related tqgverweight or obesity, msulin
resistance, tvpe 1 diabetes, hyperlipidenia, gallstones, aRgina, hypertension,
breathlessness, tachyveardia, infertility, sleep apnea, back ar¥yioint pain, varicose veins,
osteoarthritis, hypertension, tachycardia, arrhythmias, angina pgtoris, acute heart faihue,
ulcers, trritable bowel syndrome, diarrhea, gastroesophageal refluNy post-traumatic siress
disorder, panic disorders, attention deficit disorders, cognitive deficiqeies, or substance

abuse.

. The method of claim 53 wherein the disease, disorder, or medical condition Qumood

disorders, post-traumatic stress disorder, panic disorders, atiention deficit disorgrs

cognitive deficiencies, or substance abuse.,

A compound of Formula 1A:
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whercin
X 15 CRg, N, or NRg;
Y is CRy N, or NRy; ‘
Rg is H, alkyl, alkoxy, OH, NQo, triazolyl, oxazolyl, oxadiazolyl, pyridyl, pyrimidinyi,
pyrazinyl, pyridazinyl, X@&azolyl, or thiophenyl, wherein triazolyl, oxazolyl,
oxadiazolyl, pyridyl, pyritN@linyl, pyrazinyl, pyridazinyl, pyrazolyl, or thiophenyl
1s optionally substituted with W to two substituents selected from halo and alkyl;
Ry i1s H, alkyl, alkoxy, or halo;
Riis H, alkyl, alkoxy, hydroxyaikylene, OXQbalo. phenyl, iriazolyl, oxazolyl, isoxazolyl,
pynidyl, pyrimidinyl, pyrazinyl, pyridaRvl, piperazinyl, pyrazolyl, oxadiazolyl,
pyrrolidingl, thiophenyl, morpholinyl, or W@lkylamine, wherein phenyl, triazolyl,
oxazolyl, isoxazolyl, pyridyl, pyrimidinyl, pWezinyl, pyridazinyl, piperazinyl,
pyrazolyl, oxadiazolyl, pyrrolidinyt, thiopheny Ny morpholiny! is optionally
substituted with up to two substituents selected froV@bhalo and alkyl;
R is H, alkyl, alikoxy, or halo;
or
Re and Ry, together with the atoms to which they are attach¥@ form a 5- or 6-
membered heteroaryl ring optionally substituted with 8
R and Ry, together with the atoms to which they are attached, fof
mernbered ary! or 6-membered heteroary! ring; or
Ry and Ry, together with the atoms to which they are attached, form a 6
membered aryl or 6-membered hetercaryl ring;

Z is NH, N-alkyl, or &,
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3. The compound of claim 61, wherein pyra?

o

4. The compound of claim 61, wherein oxadiazo

55, The compound of any one of claims 34 to 57, wher

7. The compound of any one of claims 55 t0 57, wherein Rg is

-2

~

Rs 1s pyridyl, pyrimidiny, 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, alky! carboxylate, alkoxy, and halo; and

one of clatms 55 to 57, wherein Rg is H.

. The compound of any one of

oxadiazolvi, pyrazolyl, or thiophQgvi
. The compound of claim 61, wherein Razolyl is methyl-oxazolyl

vl is methyl-pyrazolyl or dimethyl-pyrazelyl
is methyl-oxadiazolyl.

R 18 pyridyl.

. The compound of claim 65, wherein pyridyl 1s methyl-pR

tidinyl, pyrazinyl, ot

pytidazinyl.
. The compound of any one of claims 55, 56, or 58, wherein Rs is H.
. The compound of any one of claims 55, 56, or 58, wherein Ry is alkyl, alky, or halo.
. The compound of claim 69, wherein alkoxy is haloalkoxy.

. The compound of claim 53, wherein X is NRg and Y is CR.

2. The compound of claim S5, wherein X is CRg and Y s NRy.
-~ 588 -
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Lthw mc a*iathd form a S-membered hrvk,xoarvi ring o;mvnallv bubxnn,tcd wﬁh ai_KYi

. The compon¥

. The compound aceol

. The compound according

. The compound of claim 78, whe

. The compound according to any one

. The compound of claim 80, wherein oxazoly

. The compound of claimn &0, wherein isoxazolyl is

. The compound according to any one of claims 55 10 76, wherein R; 13

. The compound according to any one of claims 55 to 76, wherein Rs is piperaX

pyrazolyl, pyrrolidinyl, thiophenyl, morpholinyl, or dialikylamino.

~

The con pound 01 claim 71 or 72, wherein Ry and Ry, together with the atoms to which -

Ly arc ¢ ﬁache& form a 6-mombered heteroaryl ring optionally substitated with alkyl

apound of any one of claims 55, 56 or 5% to 67, wherein Ry and Ry, together with

o which they are attached, form a 6-membered aryl ring.

of any one of claims 35, 56, or 58 10 67, wherein Ry and Ry, together with

the atoms to w they are attached, form a 6-mombered heteroaryl ring.

56

Ao 10 any one of claims 35 to 76, wherein Rs is H.

any one of claims 55 to 76, wherein Ry is alkyl, alkoxy,

bydroxyalkviene, OH, halo, \@phenyl,
alkoxy is haloalkoxy.

laims 55 to 76, whergin Ry is triazolyl, oxazolyl,

isoxazolyl, oxadiazolyl, pyridyl, ot pyral
methyl-oxazolyl.

thyl-isoxazolyl.

simidinyd,

pyrazinyl, or pyridazinyl.

The compound of any one of claims 55 to 87, wherein Ry is H.
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89. The compound of any one of claims 55 to 87, wherein Ry is alkyl, alkoxy, orhalo.

). The compound according to any one of claims 55 to 74, wherein Rs and Ry, together with
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the atoms to which they are attached, form a 6-membered aryi ring.

91. TIycompound according to any one of claims 35 to 74, wherein Rs and Ry, together with

the aMyns to which they are attached, form a 6-membered heieroaryl ring.

92. A compoRd of clabm 33 selected from the following

Fx. Compound Compouud
Ne. NManie
483 N f;\7 (3-fluoro-4-methyl-2-(ZH-
N 1,2,3-triazol-2-
4 vijphenyl){18,2R 4R)-2-
/F {(3-fluoro-5-
- F N\\“g F vhmethancne
\,,f/'\{’,F
F
484 N7 (4,5-dimethyi-3-
!‘.__ ,“) {pyrimidin-2-yDpyrdin-2-
L\g\ N vD IS, 2R AR)-24(3~
\\,/ \\\ D fiuoro-5-
‘:L“Nf\g {triftuorometliypyridin-2-
N\ vlamino}-7-

azabicyclo{2.2.1 [heptan-7-
vhmethanone

485
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486 B Nf’”“;} (3-fluore-4-methyi-2-(ZH-
, NNl 1,2,3-trinzol-2-
- \g\\ . yhpheuy (18 2R 4R)-2-
L‘\-\\)\(V i
o N {‘tri's‘hioremzathyi}pwazin—2-
'.s yhamino)7
L’”i‘:{ﬁ\ N azabi 1w< 02,2 1 Theptan-7-
E g vhmethanone
| F
Y
r
487 7
Ny ¥
4 ‘-NN.»" —si)pyndm- 3.
P B i\ 2R 4R)--»((‘*-
\ﬂ;ﬁ’ \‘:“L 0 thyipyrazi
\:‘"Nj \'{‘\/ yl;amnf-)—/-
,\g\‘ azabicyclo]2.2.1 Theptan-7-
Ty yhmethanone
S NN H
P i N
T s
NN
E
488 {3-fuoro-H-methyi-2-
E {pyrinidin-2
)\{,ﬁ\:‘“ si)per‘rl‘z(!l‘E,J 4}\3- -
/ \ .::) (( -
"\:Q: \( {triffuoromethyiypyrazin-2-
N vlyanuno
' N H azabicyelo]
yAR \/:N\[ vhmethanone
489 . NF 3-flnore-d-raethyi-2-(2H-
TRy 1,23 4riazel-2-
henyi (18,2 -2-
7 ( o peny K05 2R4%)
\§. \-( e {?'3. .
N (tritlhiNgemethylpyridin-2-
l_\)\ . ENuno-7-
il azabicy > 2 1 Theptan-T-
[ NN azabicye Pheptan
\E = F yhnN@anonc
NP2 F
F
490 Né\‘} (4,5-dimethy
vLop {pyriraidi 'uyl}py -0

YIS, 2R, 4R)-2-((Y
{(trithioromeihylpyodin
vhaming)-7-
azabicyclo{2.2 1 Theptan-7-
vhmethatone
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441

(3-ihioro-6-methyl-2-

(pyrimidin-2-

vipheuy!K{I8,2R 4R)-2-

{/:

{triflooromethypvridin-2-
yhausue)-7-

azapicyclo{2.2 T heptas-7-
yvhmethanone

o 1\
1 o
/N

{3-flucro-4-methyl-2-
{pyrimidin-2-
yhphenyi}{18.2R 4R)-2-
{{3-
(rittuoromethyhpyrazin-2-
ALY, 3-7-
azabicycio{2.2.1 Jheptan-7-
yhmethanone

{pyrimidin-2
yiphenyl({18,2R 4K)-2-
((5-
{trifluoromethylypyridin-2-
yljanuno}-7-
azabicyclo|2.2.1 theptan-7-
vhmethatone

4

94

{3-thworo-3-methyl-2-
{oyrimidin-2-

phenylK{18.2R 4R)-2-
((5-

romethylpyridin-2-

S

{3-flucre-
(pyrimidin-2-
yiplieny X(15,2R,4R)-2
{(5-

(rifhecromethyhpyrazn-2-

yhaming}-7
azabicyolo]2.2.1 Jheptan-7-

vhmethasone
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pharmscentical composition comprising a therapeutically effective amount of a

compound according to any one of claims 55 to 92 and at least one pharmaceutically

Loptable excipient.

5 94. A meWyed of treating a subject suffering from or diagnosed with a disease, disorder, or
nmedical udition mediated by orexin receptor activity, comprising administering to the

subject an eXgetive amount of a compound according to any one of claimsg 55 to 92,

95, The method of v 94, whercin the disease, disorder, or medical condition mediated by

OTexin receptor act is a disorder of the sleep-wake eycle, insomnia, restiess fegs
10 syndrome, jet-lag, distqbed sleep, a sleep disorder secondary to neurclogical disorders,
mwania, depression, manicQepression, schizophrenia, a pain syndromes, fibromyalgia,
neuropathic pain, catatonia, Ngrkinson's disease, Tourette's syndrome, anxiety, delirium,
dementia, overweight, obesity (a condition related to overweight or obesity, insulin
resistance, type 11 diabetes, hyperifNgdemis, gallstones, angina, hypertension,

15 breathlessaess, tachycardia, infertilityNuleep apnea, back and joint pain, varicose veins,

osteoarthritis, hypertension, tachycardia, \rhythmias, angina pectoris, acute heart failure,
ulcers, irritable bowel syndrome, diarrhea, Rgtrocsophageal refhux, post-trawmatic stress
disorder, panic disorders, attention deficit disoMrs, cognitive deficiencies, or substance

abuse.

20 96. The method of claim 94 wherein the disecase, disorder, X medical condition is mood

disorders, post-traumatic stress disorder, panic disorders, Qgention deficit disorders,

cognitive deficiencics, or substance abuse..




What is Claimed:

1. A compound of formula I:

or an enantiomer or diastereomer thereof;

or a pharmaceutically 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;

R, is H, alkyl, alkoxy, hydroxyalkylene, or halo;

Z is NH, N-alkyl, or O;

Rs 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

nisOor 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-CHs.
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10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

The compound of claim 1, wherein Z is O.

The compound of any one of claims 1 to 5, wherein ring A is furanyl, thiazolyl,

isoxazolyl, pyrazolyl, or imidazothiazolyl.
The compound of any one of claims 1 to 5, wherein ring A is phenyl or naphthalenyl.

The compound of any one of claims 1 to 5, wherein ring A is pyridyl, quinolinyl,

isoquinolinyl, imidazopyridyl, benzimidazolyl, or indazolyl.

The compound of any one claims 1 to 8, wherein R, is alkyl.

The compound of any one of claims 1 to 8, wherein R; is alkoxy.

The compound of claim 10, wherein alkoxy is haloalkoxy.

The compound of any one of claims 1 to 8, wherein R; is hydroxyalkylene or OH.
The compound of any one of claims 1 to 8, wherein R, is halo.

The compound of any one of claims 1 to 8, wherein R, is phenyl.

The compound of claim 14, wherein phenyl is halo-phenyl.

The compound of any one of claims 1 to §, wherein R, is triazolyl, oxazolyl, or

isoxazolyl.

The compound of claim 16, wherein oxazolyl is methyl-oxazolyl.
The compound of claim 16, wherein isoxazolyl is methyl-isoxazolyl.
The compound of any one of claims 1 to 8, wherein R, is pyridyl.
The compound of claim 19, wherein pyridyl is methyl-pyridyl.

The compound of any one of claims 1 to 8, wherein R, is pyrimidinyl, pyrazinyl, or

pyridazinyl.

The compound of any one of claims 1 to 8, wherein R, is piperazinyl, morpholinyl,

pyrrolidinyl, or dialkylamino.
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23.
24.

25.
26.
27.
28.
29.
30.

31.

32.
33.

34.

35.

36.

37.

38.

The ’con’lpound of anyoneofclalms 1 to 8, wherein R is pyrazolyl, oxadiazoiyl, or

thiophenyl. [

The compound of c1a1m23, ’Wherein pyrazolyl is methyl-pyrazolyl or dimethyl-
pyrazolyl. '

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

The compound of any one of claims 1 to 25, wherein R; is H.

The compound of any one of claims 1 to 25, wherein R is alkyl.

The compound of any one of claims 1 to 25, wherein R, is alkoxy.

The compound of any one of claims 1 to 25, wherein R, is hydroxyalkylene.
The compound of any one of claims 1 to 25, wherein R, is halo.

The compound of any one of the preceding claims, wherein Rs 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.
The compound of claim 31, wherein alkyl is trihaloalkyl.
The compound of claim 32, wherein Rs is pyridyl substituted with trifluoromethyl.

The compound of claim 32, wherein Rs is pyrimidinyl substituted with

trifluoromethyl.
The compound of claim 32, wherein Rs is pyrazinyl substituted with trifluoromethyl.

The compound of claim 32, wherein Rs is pyridazinyl substituted with

trifluoromethyl.

The compound of any one of claims 1 to 30, wherein Rs is quinazolinyl or
quinoxalinyl, optionally substituted with a one or two substituents independently

selected from the group consisting of alkyl, alkoxy, or halo.

The compound of claim 37, wherein alkyl is trihaloalkyl.
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39,

The conipdiind of claim 38, wherein Rs is quinazolinyl substituted with

. trifluoromethyl. - o -

40.

- trifluoromethyl.

41

42.
43.
44.

45.
46.
47.

48.
49.

50.

The compound of any one of claims 1 to 30, wherein Rs 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.

The compound of claim 41, wherein pyrazolyl is methyl-pyrazolyl.
The compound of claim 41, wherein alkyl is trihaloalkyl.
The compound of claim 43, wherein Rs is pyrazolyl substituted with trifluoromethyl.

The compound of claim 43, wherein Rs is benzoxazolyl substituted with

trifluoromethyl.

The compound of claim 43 wherein Rs is imidazopyrazinyl substituted with

trifluoromethyl.

The compound of claim 43, wherein Rs is triazolopyrazinyl substituted with

trifluoromethyl.
The compound of any one of the preceding claims, wherein n is 0.
The compound of any one of claims 1 to 47, whereinn is 1.

A compound selected from the group consisting of

Compound Compound
Name

- 491 -

Théucompound of claim 38, wherein Rs is quinoxalinyl substituted withl e ,' ,‘ B




(5-fluoro-2-(pyrimidin-2-
yhphenyl)((1S,2R 4R)-2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(£)-(6-methyl-3-
(pyrimidin-2-yl)pyridin-2-
yD(2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(6-methyl-3-(pyrimidin-2-
yDpyridin-2-
yD((1S*,2R* 4R *)-2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(6-methyl-3-(pyrimidin-2-
yDpyridin-2-
yD((1IR*,2S* 45%)-2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

N7

N~N
/ \ 0
=N

(%)-(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yD(2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yI)((1S,2R,4R)-2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone
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N# | e (6-methyl-3-(2H-1,2,3- -
Ney/ | triazol-2-yhpyridin-2- -
N L yD(UR,25.4S)-2-((pyridin-
7\ 0 | 2yloxymethy)T-
=~ ' “|“azabicyclo[2:2.1]heptan-7- |
N N yl)methanohe, :
/ . . . e ,,.,,.A,,,,,_,.,',,, .
N7 | (6-methyl-3-2H-1,2,3-
[\\] 5 ) 1 riazol 2yDpyridin?.
N yD((1S,2R,4R)-2-({pyridin-
7 \ @] 2-yloxy)methyl)-7-
=N azabicyclo[2.2.1]heptan-7-
N yl)methanone
=~
Az K
O N
N 4» #)-2-(((5-fluoropyridin-2-
F\\l\[\j yl)oxy)methyl)-7-
Vi azabicyclo[2.2.1]heptan-7-
\_ 0 y1)(6-methyl-3-(2H-1,2,3-
=N triazol-2-yl)pyridin-2-
N = F yl)methanone
g
0" N
N 4» ((1S,2R,4R)-2-(((5-
'\\l\r\j fluoropyridin-2-
Y yl)oxy)methyl)-7-
\ 0 azabicyclo[2.2.1Theptan-7-
=N yD(6-methyl-3-(2H-1,2,3-
N ~F | triazol-2-yl)pyridin-2-
Lb\ g ] yl)methanone
0" N
Néw ((1R,28,48)-2-(((5-
I’\\J\ / fluoropyridin-2-
N yhoxy)methyl)-7-
4 \ 0] azabicyclo[2.2.1]heptan-7-
=N yl)(6-methyl-3-(2H-1,2,3-
E N triazol-2-yl)pyridin-2-
= | /\Lb yl)methanone
NS
N~ O
N7 (#)-(2-(((5-fluoropyridin-2-
’\\J\Y\j yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
o y1)(5-methyl-2-(2H-1,2,3-
triazol-2-
N a F ylDphenyl)methanone
Az L
O” N
N7 ((1S,2R,4R)-2-(((5-
'\\:N> fluoropyridin-2-
yloxy)methyl)-7-
O azabicyclo[2.2.1]heptan-7-
N F y)(5-methyl-2-(2H-1,2,3-
= triazol-2-
Lb\ ~ I yl)phenyl)methanone
O N




((1R,28,48)-2-(((5-
fluoropyridin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(5-methyl-2-(2H-1,2,3-
triazol-2-
yDphenyl)methanone

(£)-(2-(((5-fluoropyridin-2-
yDoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(2-(thiophen-2-
yDphenyl)methanone

((1S*,2R* 4R*)-2-(((5-
fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(2-(thiophen-2-
yl)phenyl)methanone

((1R*,25* 4S*)-2-(((5-
fluoropyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(2-(thiophen-2-
yDphenyl)methanone

(£)-(5-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((4-
(trifluoromethyl)pyrimidin-
2-yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
ylymethanone

(*)-(5-methyl-2-(2H-1,2,3-
triazol-2-yl)pheny)(2-(((5-
(trifluvoromethyl)pyridin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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(£)-(5-methyl-2-(2H-1,2,3-
triazol-2-yD)pheny)(2-(((3-
(trifluoromethyl)pyridin-2-
yDoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(5-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyD)(2-(((6-
(trifluoromethyl)pyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1}heptan-7-
yl)methanone

(#)-(5-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((4-
methylpyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(=)-(5-methyl-2-(2H-1,2,3-
triazol-2-yl)pheny)(2-(((6-
methylpyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(5-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((5-
methylpyridin-2-

O yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
N 7 yl)methanone
Az k]
O N
N7 (#)-(2-(((3,6-
N / dimethylpyrazin-2-
N yljoxy)methyl)-7-
O azabicyclo[2.2.1]heptan-7-

yD(5-methyl-2-(2H-1,2,3-
triazol-2-
yl)phenyl)methanone
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N 4§ (£)-(5-methyl-2-(2H-1,2,3-
,\\,\,\j triazol-2-yl)phenyl)(2-(((3-
(trifluoromethyl)quinoxalin
0 -2-yhoxy)methyl)-7-
N F.C N azabicyclo[2.2.1]heptan-7-
Ab\ :[/ D ylymethanone
N
0" °N
N 45 (#)- (2-(2H-1,2,3-triazol-2-
N~ / yDphenyl)(2-(((5-
N fluoropyridin-2-
O yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
N p F yl)methanone
LbA .
O N
o (£)-2-(((5-fluoropyridin-2-
yDoxy)methyl)-7-
N E azabicyclo[2.2.1]heptan-7-
\ _N = yl)(quinolin-8-
Lb\ ~ | yl)methanone
0" N
o (x)-2-(((5-fluoropyridin-2-
yDoxy)methyl)-7-
N F azabicyclo[2.2.1]heptan-7-
= | yD(naphthalen-1-
Lb\ ~ yl)methanone
0" N
(£)-2-(((5-fluoropyridin-2-
Q 0 yDoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
' N _~_F | yD(@-methylnaphthalen-1-
Ab\ | yl)methanone
NS
O~ N
ﬁ (+)-2-(1H-pyrazol-1-
N / yDphenyl)(2-(((5-
N fluoropyridin-2-
@] yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
N Z F yl)methanone
Az K,
0" N
(£)-2-(((5-fluoropyridin-2-
yDoxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
yl)(3-phenylfuran-2-
/ \ O yhmethanone
© F
N =
Abﬂ <
O N
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(£)-(2-ethoxynaphthalen-1-
y)(2-(((5-fluoropyridin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

N y F
A2 K
O N
E (£)-(5-(2-fluorophenyl)-2-
methylthiazol-4-y1)(2-(((5-
fluoropyridin-2-
S \ 0 yl)oxy)methyl)-7-
\N azabicyclo[2.2.1]heptan-7-
N ~ F yl)methanone
Az K/
O N
N@ (£)-(5-fluoro-2-(2H-1,2,3-
[\\1\[\1 triazol-2-y)phenyl)(2-(((5-
fluoropyridin-2-
Q\\//O yl)oxy)methyl)-7-
E N F azabicyclo[2.2.1Theptan-7-
= yl)methanone
Az L,
O N
4 (£)-(2-fluoro-6-(pyrimidin-
N/\§ 2-yDphenyh(2-(((5-
=N fluoropyridin-2-
0O yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
Dmethanone
LN ~_F D)
Az K
0" N
N//\\> (£)-(5-fluoro-2-(pyrimidin-
- 2-yDphenyD)(2-(((5-
N fluoropyridin-2-
O yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
F N ~F yl)methanone
A2 K
O” N
Né\\> (&)-(2~(((5-fluoropyridin-2-
- yDoxy)methyl)-7-
N azabicyclo[2.2.1]heptan-7-
0 y)(5-methyl-2-(pyrimidin-
2-yl)phenylymethanone
N = F
Az K,
(0]

= Z
/ N\
Z

(#)-(2-(2H-1,2,3-triazol-2-
y)phenyl)(2-((quinoxalin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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(*)-(2-fluoro-6-(2H-1,2,3-
triazol-2-yl)phenyl)(2-
({quinoxalin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yDmethanone

(£)-(5-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-
((quinoxalin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1}heptan-7-
yl)methanone

(£)-(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

(£)-(5-methyl-2-
(pyrimidin-2-yl)phenyl)(2-
((quinoxalin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y)methanone

(£)-(2-(((4,6-
dimethylpyrimidin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yh(5-methyl-2-(2H-1,2,3-
triazol-2-
yl)phenyl)methanone

(#)-2-(((4,6-
dimethylpyrimidin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yD(3-methyl-5-
phenylisoxazol-4-
yl)methanone

(£)-2-(((4,6-
dimethylpyrimidin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(2-ethoxynaphthalen-1-
yl)methanone
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(&)-(2-(((4.6-
dimethylpyrimidin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yD(2-
ethoxyphenyl)methanone)

(#)-(2-(((4,6-
dimethylpyrimidin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1}heptan-7-
y1)(2-fluoro-6-(pyrimidin-
2-yl)phenyl)methanone

(#)-(2-(((4,6-
dimethylpyrimidin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y)(5-fluoro-2-(pyrimidin-

F N N7 2-yl)phenyl)methanone
L]j N |
O N
N v \ (i)_(z-(((4:6_
dimethylpyrimidin-2-
=N yhoxy)methyl)-7-
') azabicyclo[2.2.1]heptan-7-
y)(5-methyl-2-(pyrimidin-
N 2-yl)phenyl)methanone
N vl
Az A
O” N
N\ T &A@
— dimethylpyrimidin-2-
yhoxy)methyl)-7-
O azabicyclo[2.2.1]heptan-7-
y1)(2-(thiophen-2-
N N7 yl)phenyl)methanone
BNy
0O N
N 45 (£)-(6-methyl-3-(2H-1,2,3-
NK triazol-2-yl)pyridin-2-
7\ o yDE-(((5-
— = (trifluoromethyl)pyridin-2-
N N F yl)oxy)methyl)-7-
= | F | azabicyclo[2.2.1]heptan-7-
Lb\ N yl)methanone
0" N
( (#)-(3-ethoxy-6-
o methylpyridin-2-y1)(2-(((5-
J (trifluoromethyl)pyridin-2-
V\ o . yDoxy)methyl)-7-
=N F | azabicyclo[2.2.1]heptan-7-
N = F yl)methanone
A7 K,
0" °N
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(£)-(2-(((5-bromopyridin-
2-yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yl)methanone

(£)-(2-(((5-bromopyridin-
2-yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
vy (3-fluoro-2-
methoxyphenyl)methanone

(+)-(2-(((5-bromopyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(3-ethoxy-6-
methylpyridin-2-
yl)methanone

(£)-(3-fluoro-2-(pyrimidin-
2-yl)phenyl}(2-((pyridin-2-
vloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-

~N y1)(2-((pyridazin-3-
7 \ @) yloxy)methyl)-7-
=N azabicyclo[2.2.1]heptan-7-
N p yl)methanone
|
Lb\o \N - N
NZ (#)-(6-methyl-3-(2H-1,2,3-
f\\l\ /) triazol-2-yl)pyridin-2-
N y1)(2-(((2-methylpyridin-3-
4 \ 0] yl)oxy)methyl)-7-
=N azabicyclo[2.2.1]heptan-7-
N _ yl)methanone
N
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N7 (+)-(6-methyl-3-(2H-1,2,3-
!\\I~ / triazol-2-yl)pyridin-2-
N y1)(2-(((3-methylpyridin-2-
7 \ 0 yl)oxy)methyl)-7-
=N azabicyclo[2.2.1]heptan-7-
N _ yl)methanone
A7 K
O N
N 6 (#)-(2-(((1-methyl-1H-
f\\l\ / pyrazol-5-yl)oxy)methyl)-
N 7-azabicyclo[2.2.1]heptan-
20\ 7-y1)(6-methyl-3-(2H-
=N 1,2,3-triazol-2-yl)pyridin-
N N 2-yl)methanone
, N-N
S
=~
0
N 4§ (x)-(6-methyl-3-(2H-1,2,3-
I’\\J\ / triazol-2-yl)pyridin-2-
N yD(2-((pyridin-4-
7 \ @] yloxy)methyl)-7-
=N azabicyclo[2.2.1]heptan-7-
Ll\b\ NN yl)methanone
|
o AN
N4§ (£)-(6-methyl-3-(2H-1,2,3-
I\\l\ / triazol-2-yl)pyridin-2-
N yD(2-((pyridin-3-
7 \ 8] yloxy)methyl)-7-
=N azabicyclo[2.2.1]heptan-7-
N /N y)methanone
|
A7 K
N 4§ (+)-(6-methyl-3-(2H-1,2,3-
l\\l\ / triazol-2-yl)pyridin-2-
N y1)(2-((pyrimidin-2-
7 \ 0 yloxy)methyl)-7-
=N azabicyclo[2.2.1]heptan-7-
N NZ yDmethanone
Az S
0" N
N&» (#)-(6-methyl-3-(2H-1,2,3-
l\\l / triazol-2-yl)pyridin-2-
~N yD(2-((pyrazin-2-
7 \ @] yloxy)methyl)-7-
=N azabicyclo[2.2.1]heptan-7-
N N yl)methanone
e
O 'N
Né» (+)-(6-methyl-3-(2H-1,2,3-
f\\l\ 4 triazol-2-yl)pyridin-2-
N y1)(2- ((pyrimidin-4-
2 \ yloxy)methyl)-7-
=N azabicyclo[2.2.1]heptan-7-

yl)methanone




(£)-(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yD(2-(((6-methylpyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(2-(((5-fluoropyridin-2-
yhoxy)methyl)-7-

J N azabicyclo[2.2.1]heptan-7-
\ o yh)(6-methyl-3-(oxazol-2-
=N N . yl)pyridin-2-yl)methanone
Az K
0
N/j )-2-(((5-fluoropyridin-2-
\ yl)oxy)methyl)-7-
7 N azabicyclo[2.2.1]heptan-7-
V0O y1)(6-methyl-3-(pyrimidin-
=N N £ 2-yl)pyridin-2-
Lb\ | yl)methanone
o
i ) (#)-(3,6'-dimethyl-[2,3'-
- bipyridin]-2'-yD)(2-(((5-
N fluoropyridin-2-
7 \ 0 yl)oxy)methyl)-7-
=N azabicyclo[2.2.1]heptan-7-
N F yl)methanone
|
A7 K
-N (&)-(2-(((5-fluoropyridin-2-
O\ \>/ yDoxy)methyl)-7-
N azabicyclo[2.2.1]heptan-7-
7\ 0 y1)(6-methyl-3-(3-methyl-
=N 1,2,4-oxadiazol-5-
N F | yDpyridin-2-yl)methanone
|
A2
ﬁ/ (£)-(2-(((5-fluoropyridin-2-
N\[\j yloxy)methyl)-7-
J azabicyclo[2.2.1]heptan-7-
0 y1)(6-methyl-3-(3-methyl-
=N 1H-pyrazol-1-yhpyridin-2-
ﬁb\ | F yh)methanone
o]
(#)-2-(((5-fluoropyridin-2-
NO yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
7 \ @] yl)(6-methyl-3-(pyrrolidin-
=N 1-yDpyridin-2-
N F yl)methanone
A2,
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(#)-(2-(((5-fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(6-methyl-3-(3-
methylisoxazol-5-
yDpyridin-2-yl)methanone

#)-2-(((5-fluoropyridin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(6-methyl-3-(1H-
pyrazol-1-yl)pyridin-2-
yl)methanone

(#)-(5-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yD(2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yhmethanone

(#)- (4-methyl-3-(2H-
1,2,3-triazol-2-yl)pyridin-
2-yD2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(3-(dimethylamino)-6-
methylpyridin-2-y1)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(*)-(3-(28-1,2,3-triazol-2-
yl)quinolin-2-yl)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yDmethanone

(£)-(7-ethoxyquinolin-8-
yD(@~((pyridin-2-
yloxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-
yl)methanone




(£)-(3,6-
dimethylimidazo[1,2-
a]pyridin-5-yl)(2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(1-methyl-4-phenyl-
1H-pyrazol-3-
yD((1S,2R 4R)-2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(1-methyl-3-phenyl-
1H-pyrazol-4-
yD((1S,2R,4R)-2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yhmethanone

#)-((3,7-
dimethylimidazo{1,2-
a]pyridin-8-y1)(2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

()-(7-methylimidazo[1,2-
a]pyridin-8-y)(2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
ymethanone

(£)-(1-methyl-4-phenyl-
1H-pyrazol-5-y1)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(£)-((6-methylimidazo[1,2-
a]pyridin-5-y)(2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone




(x)-(3-ethoxyisoquinolin-
4-yD)(2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yhmethanone

(x)-(1-methyl-5-phenyl-
1H-pyrazol-4-y1)(-2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo{2.2.1]heptan-
7-yl)methanone

(£)-(6-methyl-3-(4-
methylpiperazin-1-
yDpyridin-2-y1)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(#)-(6-methyl-3-(piperazin-
1-yD)pyridin-2-y)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(£)-(6-methyl-3-
morpholinopyridin-2-
yD((18,2R,4R)-2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(7-methoxyquinolin-8-
yD(2-((pyridin-2-
yloxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-

yDmethanone
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(£)-(2-ethoxynaphthalen-1-
yD(2-((pyridin-2-
yloxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-

yl)methanone

(#)-(3,6'-dimethyl-[2,3'-
bipyridin]-2'-yl)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(£)-(3-(2H-1,2,3-triazol-2-
yDpyridin-2-y1)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(£)-(2-methyl-5-
phenylthiazol-4-yl)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(+)-(6-methyl-3-(oxazol-2-
yDpyridin-2-y1)(2-

N ((pyridin-2-yloxy)methyl)-
7 \ 0 7-azabicyclo[2.2.1]heptan-
=N 7-yl)methanone
N =
A2 K/
O N
o N ()-(6-methyl-3-(3-
S methylisoxazol-5-
== yD)pyridin-2-yl)(2-
74 \ 0 ((pyridin-2-yloxy)methyl)-
— 7-azabicyclo[2.2.1]heptan-
N N 7-yl)methanone
~
Az K
C” N
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7N

pd

&o

O

prd
/
=z

A

7

b

(£)-(6-methyl-3-(1H-
pyrazol-1-yl)pyridin-2-
yD(2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

N

=z

3\

=z
/
b

A

4

)
pd

(#)-(6-methyl-3-(4-methyl-
1H-pyrazol-1-yl)pyridin-2-
yD(2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1}heptan-7-
ylymethanone

N

=z

]

\

7

p=d

(£)-(6-methyl-3-
(pyrrolidin-1-yl)pyridin-2-
yD(2-((pyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

N

Z

>>—\—\\}—-/Z
o<
O

N

n

pd
3

(#)-(3,6'-dimethyl-[2,3"-
bipyridin]-2'-yD)(2-(((5-
fluoropyrimidin-2-
yl)oxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

O
\
/Z

(#)-(2-(((5-
fluoropyrimidin-2-
yl)oxy)methyl)-7-

1-yDpyridin-2-
yD)methanone

7 \ O azabicyclo[2.2.1]heptan-7-
=N y)(6-methyl-3-(3-
N N7 F methylisoxazol-5-
Lb\ /E/ yDpyridin-2-yl)methanone
N
0" N
0N\ @G-
:N§ fluoropyrimidin-2-
Y yl)oxy)methyl)-7-
\ O azabicyclo[2.2.1]heptan-7-
=N yD)(6-methyl-3-(oxazol-2-
N NZ F yDpyridin-2-yl)methanone
A7,
0" N
&G
N fluoropyrimidin-2-
J yl)oxy)methyl)-7-
\ O azabicyclo[2.2.1]heptan-7-
=N \ . y1)(6-methyl-3-(pyrrolidin-

(@]

=z
2
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(#)-(2-(((5-
fluoropyrimidin-2-

fluoropyrimidin-2-

N yhoxy)methyl)-7-
7\ 0 azabicyclo[2.2.1]heptan-7-
=N yl)(6-methyl-3-(pyrimidin-
N = F 2-yDpyridin-2-
N
A@\ \/T yl)methanone
0 N
(g (#)-(2-(((5-
=
/

yhoxy)methyl)-7-

N~N azabicyclo[2.2.1]heptan-7-
7 \ 0 y)(6-methyl-3-(4-methyl-
=N 1H-pyrazol-1-yl)pyridin-2-
N N7 F yl)methanone
Az T
N
(5 #)-2-(((5-
N\f\i fluoropyrimidin-2-
Y yl)oxy)methyl)-7-
\ azabicyclo[2.2.1]heptan-7-
=N yD(6-methyl-3-(1H-

pyrazol-1-yl)pyridin-2-
y)methanone

(#)-(2-(((5-fluoropyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(5-methyl-2-(2H-1,2,3-

triazol-2-
= F yl)phenyl)methanone
Az K
O N
\ (#)-(2,6-
0] dimethoxyphenyl)(2-(((5-
0 fluoropyridin-2-
yhoxy)methyl)-7-
N F azabicyclo[2.2.1]heptan-7-
/O = yl)methanone
A L
0" 'N
F \ (£)-((3-fluoro-2-
O methoxyphenyl)(2-(((5-
o fluoropyridin-2-
yl)oxy)methyl)-7-
N F azabicyclo[2.2.1]heptan-7-
= yl)methanone
Lli\ A I
0" N
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(#)-(2-(((5-fluoropyridin-2-
ylyoxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
y1)(2-methoxy-6-(2H-
1,2,3-triazol-2-
yl)phenylymethanone

(£)-(5-fluoro-2-(1H-

N
HN ‘\ pyrazol-5-yl)phenyl)(2-
(((5-fluoropyridin-2-
0 yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
F N ~ yl)methanone
Ai\ N l
0" N
NZ (#)-(2-(((5-fluoropyridin-2-
Ni> yDoxy)methyl)-7-
N azabicyclo[2.2.1]heptan-7-
0 y1)(2-methyl-6-(2H-1,2,3-
triazol-2-
N _ F yl)phenyl)methanone
Aj Q
0" N
N 6 (£)-(2-(((5-fluoropyridin-2-
N\l\/l yDoxy)methyl)-7-
J azabicyclo[2.2.1]heptan-7-
\ O yl)(6-methyl-3-(2H-1,2,3-
=N triazol-2-yl)pyridin-2-
N = yl)methanone
Az K
O N
N4§ (+)-(5-chloro-3-(2H-1,2,3-
Y triazol-2-yl)pyridin-2-
Cl—y/ { 0 yD(2-(((5-fluoropyridin-2-
_ yhoxy)methyl)-7-
N N F | azabicyclo[2.2.1]heptan-7-
b\ = | yl)methanone
NS
0" °N
NZ (#)-(2-(((5-fluoropyridin-2-
f\\l\r\f yloxy)methyl)-7-
o/ azabicyclo[2.2.1]heptan-7-
7 — \ 0o y)(5-methoxy-3-(2H-
N N p| 1,2,3-triazol-2-yl)pyridin-
leﬂ = | 2-yl)methanone
J
0" N
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(#)-(2-(((5-fluoropyridin-2-

N
NN yl)oxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
o y1)(5-methoxy-2-(2H-
- 1,2,3-triazol-2-
© N = F yl)phenyl)methanone
]
0" °N
=z (#)-(2-fluoro-6-(2H-1,2 3-
N% triazol-2-yl)phenyl)(2-(((5-
N-N fluoropyridin-2-
o) yDoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
N = yl)methanone

(£)-(4-fluoro-2-(2H-1,2,3-
triazol-2-yhphenyl)(2-(((5-

N—N 7
F\@\/{ fluoropyridin-2-
O yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
N a F yl)methanone
A2 K
0" N
N7 (#)-(3-fluoro-2-(2H-1,2,3-
F N l\/] triazol-2-y1)phenyl)(2-(((5-
fluoropyridin-2-
o) yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
N F yl)methanone

(£)-(3-ethoxy-6-
methylpyridin-2-yD)(2-(((5-

O fluoropyridin-2-
7z \ 0 yDoxy)methyl)-7-
=\ azabicyclo[2.2.1Theptan-7-

N _ yl)methanone

A2 K

0" N
N% ®)-(2-(((5-fluoropyridin-2-
l\\l\r\j yl)oxy)methyl)-7-
0 azabicyclo[2.2.1]heptan-7-
s 0o y1)(4-methoxy-2-(2H-
N F 1,2,3-triazol-2-

yl)phenyl)methanone
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N 4} (#)-(5-chloro-2-(2H-1,2,3-
N triazol-2-yl)phenyl)(2-(((5-
' o fluoropyridin-2-
yDoxy)methyl)-7-
cl N F | azabicyclo[2.2.1]heptan-7-
Lb | yl)methanone
O
NZ (#)-2-(((5-fluoropyridin-2-
,\\j\r\j yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
0 y1)(4-methyl-2-(2H-1,2,3-
N E triazol-2-
Lb\ | yl)phenyl)methanone
O N
NG ) (£)-(2-(((5-fluoropyridin-2-
- ylDoxy)methyl)-7-
N azabicyclo[2.2.1]heptan-7-
0O yI)(4-methyl-2-(pyrimidin-
2-yl)phenyl)methanone
N = F
Az K
0" N
N7 (#)-2-(((5-fluoropyridin-2-
\ ylhoxy)methyl)-7-
=N azabicyclo[2.2.1]heptan-7-
0 y1)(2-methyl-6-(pyrimidin-
2-yl)phenyl)methanone
N F
LbAO
N7 ) (*)-(3-fluoro-2-(pyrimidin-
F 2-ylphenyl)(-2-(((5-
=N fluoropyridin-2-
0 yl)oxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-
N F yl)methanone
2,
N7 (#)-(2-(((5-fluoropyridin-2-
N/~> yl)oxy)methyl)-7-
N azabicyclo[2.2.1]heptan-7-
0 yD)(3-methyl-2-(2H-1,2,3-
triazol-2-
N F yl)phenyl)methanone
Lbo
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(#)-2-(((5-fluoropyridin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1)(5-(hydroxymethyl)-2-

o~ F (2H-1,2,3-triazol-2-
Lb\ “ | y)phenyl)methanone
O N
_N (£)-(2-(3-methyl-1,2 4-
N oxadiazol-5-yl)phenyl)(2-
=N ((pyridin-2-yloxy)methyl)-
0 7-azabicyclo[2.2.1]heptan-
7-yl)methanone
N =
A2 K
O N
N 45 (*)-(6-methyl-2-(2H-1,2,3-
I‘\\J\ / triazol-2-yl)pyridin-3-
N N y1)(2-((pyridin-2-
4 \ 6] yloxy)methyl)-7-
= azabicyclo[2.2.1]heptan-7-
N = yl)methanone
Az
O N
N (*)-(3-fluoro-2-(2H-1,2,3-
r N r\/] triazol-2-yl)phenyl)(2-
((pyridin-2-yloxy)methyl)-
o) 7-azabicyclo[2.2.1]heptan-
7-yl)methanone
N =
A2 A
O N
K\N (£)-(6-methyl-2-(1H-1,2,3-
N f\lj/ triazol-1 -yl)p.yr.ldln—3 -
N yD(2-((pyridin-2-
7\ 8] yloxy)methyl)-7-
== azabicyclo[2.2.1]heptan-7-
N y yl)methanone
Az K
O N
NP (%)-(6-methyl-2-(2H-1,2,3-
N NN triazol-2-yl)pyridin-3-
ay yH-((4-
= (trifluoromethyl)pyrimidin-
N N7 2-yl)oxy)methyl)-7-
le\ )\\ I| F £ azabicyclo[2.2.1]heptan-7-
N yl)methanone
F
(\N (£)-(6-methyl-2-(1H-1,2,3-
N N~N triazol-1-yl)pyridin-3-
o yDR-((4-
= (trifluoromethyl)pyrimidin-
N N 2-yl)oxy)methyl)-7-
L[i\ s | F . azabicyclo[2.2.1]heptan-7-
(O yl)methanone
F
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(#)-(2-(3-methyl-1,2 4-
oxadiazol-5-yl)phenyl)(2-
(((4-
(trifluoromethyl)pyrimidin-
2-yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-

N
Lb\ | F yl)methanone
s F
0" N
F
N 4» (£)-(3-fluoro-2-(2H-1,2,3-
R f\\l\r\f triazol-2-yl)phenyl)(2-(((4-
(trifluoromethyl)pyrimidin-
O 2-yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
N Dmeth
Lb NZ | F yl)methanone
O/L\N F
F

(#)-(6-methyl-2-(2H-1,2,3-
triazol-2-yl)pyridin-3-

N/ N y1)(2-(((5-methylpyridin-2-
\@(O yl)oxy)methyl)-7-
== azabicyclo[2.2.1]heptan-7-
N = ‘ yl)methanone
A7 K
(\ N (+)-(6-methyl-2-(1H-1,2,3-
N\I(j triazol-1-ypyridin-3-
N yD(2-(((5-methylpyridin-2-
7\ 0 yl)oxy)methyl)-7-
S azabicyclo[2.2.1]heptan-7-
N = yhmethanone
Az K
0" N
N {£)-(2-(3-methyl-1,2,4-
0 \7/ oxadiazol-5-yl)phenyl)(2-
=N (((5-methylpyridin-2-
0 yloxy)methyl)-7-
azabicyclo{2.2.1]heptan-7-
N yl)methanone
2
A2 K
0" N
NZ (+)-(3-fluoro-2-(2H-1,2,3-
E f\\l / triazol-2-yl)phenyl)(2-(((5-
~N methylpyridin-2-
0 yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
N Z yl)methanone
Az K
0" N
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NZ (£)-(6-methyl-2-(2H-1,2,3-
I\\F l\/l triazol-2-yl)pyridin-3-
yD(2-(((6-methylpyridin-2-
\ 0 yl)oxy)methyl)-7-
S5 azabicyclo[2.2.1]heptan-7-
N % yl)methanone
A7 K
0" N
%\N (£)-(6-methyl-2-(1H-1,2,3-
N~I<Jl triazol-1-yl)pyridin-3-
yD(2-(((6-methylpyridin-2-
\ o yloxy)methyl)-7-
= azabicyclo[2.2.1]heptan-7-
N Z yl)methanone
A2 K
0" 'N
_N (#)-(2-(3-methyl-1,2 4-
0" N oxadiazol-5-yl)phenyl)(2-
=N (((6-methylpyridin-2-
0 yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
N yl)methanone
=
Az K
O N
N 45 (x)-(3-fluoro-2-(2H-1,2,3-
I\\J\ l\j trlazol—2—yl)phepyl)(2-(((6~
methylpyridin-2-
O yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
N y yhmethanone
i N
O N
N7 (£)-(6-methyl-2-(2H-1,2,3-
N\r\f triazol-2-yl)pyridin-3-
{ o (6
(trifluoromethyl)pyridin-2-
N ~ yDoxy)methyl)-7-
Aj | F azabicyclo[2.2.1]heptan-7-
o0 >N F yl)methanone
F
(\N (+)-(6-methyl-2-(1H-1,2,3-
N—N triazol-1-yl)pyridin-3-
{ o (6~
(trifluoromethyl)pyridin-2-
N — yl)oxy)methyl)-7-
Lb | F azabicyclo[2.2.1]heptan-7-
oSN F yl)methanone
F
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(#)-(2-(3-methyl-1,2,4-
oxadiazol-5-yl)phenyl)(2-
(((6-
(trifluoromethyl)pyridin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1Theptan-7-

~ Il F yl)methanone
X F
N
F
2 (#)-(3-fluoro-2-(2H-1,2,3-
K Ni? triazol-2-yl)phenyl)(2-(((6-
(trifluoromethyl)pyridin-2-
0 yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
ﬁj = 1 F ylymethanone
0N F
F
N\ﬁ (i)-(6—methyl-2-(2H—l,2,3—
N~N triazol-2-yl)pyridin-3-
\@\(O y1)(2-((quinoxalin-2-
— yloxy)methyl)-7-
N N azabicyclo[2.2.1]heptan-7-

yl)methanone

N
AN (£)-(6-methyl-2-(1H-1,2,3-
N=N triazol-1-yl)pyridin-3-
N { o y1)(2-((quinoxalin-2-
— yloxy)methyl)-7-
N N azabicyclo[2.2.1]heptan-7-
Lb\ /E\ D ymethanone
O~ N
N (#)-(2-(3-methyl-1,2,4-
Q 5\7/ oxadiazol-5-yl)phenyl)(2-
N ((quinoxalin-2-
0 yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
N yl)methanone

N7 (#)-(3-fluoro-2-(2H-1,2,3-
R ,‘\;N> triazol-2-yl)phenyl)(2-
0 ((quinoxalin-2-
yloxy)methyl)-7-
N N azabicyclo[2.2.1]heptan-7-
= yl)methanone
Ai\ N l
O N
N” (#)-(2-(((4.6-
NR dimethylpyrimidin-2-
N yloxy)methyl)-7-
7\ O azabicyclo[2.2.1]heptan-7-
= y)(6-methyl-2-(2H-1,2,3-
N N7 triazol-2-yl)pyridin-3-
le\ /k | ylymethanone
NS
0" 'N
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(#)-(2-(((4,6-
dimethylpyrimidin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
y1}(6-methyl-2-(1H-1,2,3-
triazol-1-yl)pyridin-3-

N
Lb )\ ] yl)methanone
NS
0" 'N
o N\ (#)-(2-(((4,6-
_ Vel dimethylpyrimidin-2-
N yl)oxy)methyl)-7-
0 azabicyclo[2.2.1]heptan-7-
y)(2-(3-methyl-1,2,4-
N oxadiazol-5-
N~ I yl)phenyl)methanone
A7k
O N
(#)-(2-(((4,6-

dimethylpyrimidin-2-
ylyoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)(3-fluoro-2-(2H-1,2,3-
triazol-2-
yl)phenyl)ymethanone

(£)-(2-ethoxy-4-
methylpyridin-3-y1)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(£)-(6-methylimidazo[2,]-
b]thiazol-5-y)(2-((pyridin-

/l \ O 2-yloxy)methyl)-7-
s N N azabicyclo[2.2.1]heptan-7-
\=/ = yl)methanone
A2 K
O N
( (£)-(5-bromo-2-
ethoxypyridin-3-y1)(2-
N ((pyridin-2-yloxy)methyl)-
7\ 0 7-azabicyclo[2.2.1]heptan-
—_ 7-yl)methanone
Br N =
Az K
0" N
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(#)-(2-ethoxy-6-
methylpyridin-3-y1)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(x)-(7-hydroxyquinolin-8-
yD(2-((pyridin-2-
yloxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-

yl)methanone

(#)-(2-ethoxy-5-
phenylpyridin-3-y1)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(£)-(4-bromo-2-
ethoxypyridin-3-y1)(2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

(£)-(2-chloro-4-
ethoxypyridin-3-y1)(2-
({(pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-y)methanone

(#)-(2,4-diethoxypyridin-3-
yD(2-((pyridin-2-
yloxy)methyl)-7-

azabicyclo[2.2.1]heptan-7-

yl)methanone

(3-ethoxyisoquinolin-4-
yD((1S,2R,4R)-2-((pyridin-
2-yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone




()-(2-ethoxyphenyl)(2-
(((5-fluoropyridin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(5-fluoro-2-(2H-1,2,3-
triazol-2-yl)pheny!)(2-
((quinoxalin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-5-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((5-
methylpyridin-2-
yloxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(6-methyl-2-(2H-1,2,3-

N~N triazol-2-yl)pyridin-3-
/N )\ 0 yD(2-((quinoxalin-2-
— yloxy)methyl)-7-
N N azabicyclo[2.2.1]heptan-7-
Ai\ I D yl)methanone
0" >N
N 4§ (:i:)—‘(S-ﬂuoro—2-(2H- 1,2,3-
I’\\I\ / triazol-2-yl)phenyl)(2-
N ((pyridin-2-
0 ylamino)methyl)-7-
azabicyclo[2.2.1]heptan-7-
F N _ yl)methanone
Az K
N N
H
) @@
N<N d1methy1pyr1m1d1n~2-
ylamino)methyl)-7-
0 azabicyclo[2.2.1]heptan-7-
E N y1)(5-fluoro-2-(2H-1,2,3-
N* triazol-2-
Ab\ ~ | yl)phenyl)methanone
N™ °N
H
N %» (£)-(5-fluoro-2-(2H-1,2,3-
f\\l / triazol-2-yl)phenyl)(2-(((4-
~N (trifluoromethyl)pyrimidin-
0 e P | 2-yDaminoymethyl)-7-
azabicyclo[2.2.1}heptan-7-
F N yhmethanone




(£)-(5-fluoro-2-(2H-1,2,3-
triazol-2-yl)pheny)(2-(((6-
(trifluoromethyl)pyridin-2-
yDamino)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(3-fluoro-2-
methoxyphenyl)(2-(((5-
fluoropyridin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-

N~ ] F yl)methanone
o N
N 4» (:{:)—.(5~ﬂuoro-2-(2H~l ,2,3-
f\‘j\N/ triazol-2-yl)phenyl)(2-
((quinoxalin-2-
Q\(O ylamino)methyl)-7-
azabicyclo[2.2.1]heptan-7-
F N N7 ] yDmethanone
A7 A
H
Nq (i)-(2‘—(('(5.—
fluoropyrimidin-2-
=N yloxy)methyl)-7-
7 \ 0 azabicyclo[2.2.1]heptan-7-
=N y1)(6-methyl-3-(pyrimidin-
N F 2-yl)pyridin-2-

yl)methanone

(#)-(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-

~N y1)(2-(((3-methylpyridin-2-
7 \ @] yl)oxy)methyl)-7-
=N azabicyclo[2.2.1]heptan-7-
N NP yl)methanone
Az
o NS
0N\ (#)-(2-(((5-fluoropyridin-2-
:’\?/ yl)oxy)methyl)-7-

J azabicyclo[2.2.1Theptan-7-
y\ 0 y1)(6-methyl-3-(4-
=N methyloxazol-2-yl)pyridin-

N N% [ F 2-yl)methanone
Lb\o N
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(6-methyl-3-(4-
methyloxazol-2-yD)pyridin-
2-yI)((1S,2R,4R)-2-
((pyridin-2-yloxy)methyl)-
7-azabicyclo[2.2.1]heptan-
7-yl)methanone

((1S,2R4R)-2-(((5-
fluoropyrimidin-2-
yhoxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yD(6-methyl-3-(4-
methyloxazol-2-yl)pyridin-
2-yl)methanone

(£)-(5-methyl-2-(2H-1,2,3-
triazol-2-yl)phenyl)(2-(((6-
methyl-2-
(trifluoromethyl)pyrimidin-
4-yl)oxy)methyl)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-(2H-1,2,3-triazol-2-
yl)phenyl)(1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-((2-(2H-1,2,3-triazol-2-
yl)phenyl)(2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

T e
F
pt
F
N 45 (2-(2H-1,2,3-triazol-2-
l\\l\ / yl)phenyl)((1S,2R,4R)-2-
N ((s-
O (trifluoromethyl)pyrazin-2-
yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
H yl)methanone
N \[ N\
| F
F
N/
F




(2-(2H-1,2,3-triazol-2-
yl)phenyl)((1R,2S,4S)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

H yl)methanone
N N
F ol T
F =
34

F
N~ (i)—(S-methyl-B-(ZHJ 2,3-
f\\l\N/ triazol-2-yl)pyridin-2-

yD(2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo{2.2.1]heptan-7-
yl)methanone

(#)-(5-methyl-3-(1H-1,2,3-
triazol-1-yl)pyridin-2-
yD2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yD@-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

N
F
Né» (#)-(6-methyl-3-(2H-1,2 3
N I\f triazol-2-yl)pyridin-2-
V yDE-((5-
\ 0o (trifluoromethyl)pyridin-2-
=N yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
Lb H yl)methanone
N N\
i = N F
F
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~Z
&
N

(+)-(5-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yD@-((5-

7
\ O (trifluoromethyl)pyridin-2-
=N N yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
Ab H N yl)methanone
I 7 i F
F
Né» (+)-(6-methyl-2-(2H-1,2,3-
P‘J\r\i triazol-2-yl)pyridin-3-
/N yD@-((5-
\ O (trifluoromethyl)pyridin-2-
= yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
H
Ab N. N yl)methanone
| ) F
= F
F
N~ N (£)-(6-methyl-2-(1H-1,2,3-
\ triazol-1-yl)pyridin-3-
NN yHEA(5-
7\ 0 (triftuoromethyl)pyridin-2-
== yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
H
Aj NN yl)methanone
P
F
NF (#)-(4-methoxy-2-(2H-
R;N> 1,2,3-triazol-2-
0 o yDphenyl)(2-((5-
(trifluoromethyl)pyridin-2-
N yl)amino)-7-
Ab H azabicyclo[2.2.1]heptan-7-
NN yl)methanone
t = i F
F
N 7 (£)-(3-fluoro-2-(pyrimidin-
F \ 2-yl)phenyl)(2-((5-
=N (trifluoromethyl)pyridin-2-
o) yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
N yl)methanone
H
N._ N
| Lr
= F
F
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(£)-((3-fluoro-2-
methoxyphenyl)(2-((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)~(3-ethoxy-6-
methylpyridin-2-y1)(2-((5-
(trifluvoromethyl)pyridin-2-

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

(#)-(6-methyl-3-
(pyrimidin-2-yl)pyridin-2-
yD2-((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

= F
F
N&» (£)-(2-(2H-1,2,3-triazol-2-
N/ yhphenyl)(2-((5-
N (trifluoromethyl)pyridin-2-
0 yl)amino)-7-
azabicyclo{2.2.1]heptan-7-
N yl)methanone
H
N N
| ) F
= F
F
(*)-(2-((4,6-

dimethylpyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)(5-fluoro-2-(2H-1,2,3-
triazol-2-
yl)phenyl)methanone
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NS @46
NR / dimethylpyrimidin-2-
N yl)amino)-7-
0] azabicyclo[2.2.1]heptan-7-
y1)(2-fluoro-6-(2H-1,2,3-
N triazol-2-
F Aj H yl)phenyl)methanone
N N
‘ N
N~
N ©)-2-((4,6-
f\\l\ I\j dimethylpyrimidin-2-
yl)amino)-7-
F o) azabicyclo[2.2.1]heptan-7-
yl)(4-fluoro-2-(2H-1,2,3-
N triazol-2-
Aj H yl)phenyl)methanone
N N
] ~
N~
N//\\> (&)-(2-((4,6-
dimethylpyrimidin-2-
=N yl)amino)-7-
74 \ 0 azabicyclo[2.2.1]heptan-7-
— y)(6-methyl-3-(pyrimidin-
NN 2-yl)pyridin-2-
Ab H yl)methanone
N_ _N
| ~N
N~
N B-2-(4.6-
I‘\\I\ / dimethylpyrimidin-2-
N yl)amino)-7-
4 \ O azabicyclo[2.2.1]heptan-7-
=N yl)(6-methyl-3-(2H-1,2,3-
N triazol-2-yl)pyridin-2-
Lb H yl)methanone
N. N
I ~N
N~
N&» (H)-(2-(2H-1,2,3-triazol-2-
N / yl)phenyl)(2-((4,6-
N dimethylpyrimidin-2-
O yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
N yDmethanone
i
N_ N
[ N
N~z
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(#)-(2-((4,6-
dimethylpyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1}heptan-7-
y1)(3-ethoxy-6-
methylpyridin-2-
yl)methanone

(#)-(2-(2H-1,2,3-triazol-2-
ylphenyl)(2-(quinoxalin-
2-ylamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-

N\
Vi N y(2-(quinoxalin-2-
\ O ylamino)-7-
=N azabicyclo[2.2.1]heptan-7-
N H yl)methanone
Vi,
N
|8
N
F \ (+)-(3-fluoro-2-

methoxyphenyl)(2-
(quinoxalin-2-ylamino)-7-
azabicyclo[2.2.1]heptan-7-
ylymethanone

(£)-(3-ethoxy-6-
methylpyridin-2-y1)(2-
(quinoxalin-2-ylamino)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone
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N7 (£)-(6-methyl-3-
/\ (pyrimidin-2-yl)pyridin-2-
=N y1)(2-(quinoxalin-2-
7 \ 0 ylamino)-7-
=N azabicyclo[2.2.1]heptan-7-
N yl)methanone
A
N._ _N
~N
T
N
z (£)-(2-(2H-1,2 3-triazol-2-
N% yDphenyl)(2-((6-
N-N
(trifluoromethyl)pyridin-2-
O yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
N yDmethanone
F
awy): i
N [ N\ E
4
NG (#)-((2-(2H-1,2,3-triazol-2-
Nt yl)phenyl)(2-((4-
=N (trifluoromethyl)pyridin-2-
0 yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
N yl)methanone
fauy'
N N
| N
=
F'
F F
N7 (#)-(2-(2H-1,2,3-triazol-2-
Nt yDphenyl)(2-((5-
chloropyridin-2-yl)amino)-
0] 7-azabicyclo[2.2.1]heptan-
7-yl)methanone
N
H
N N
[ ~N
Zcl
N% (+)-(2-(2H-1,2,3-triazol-2-
I}\li> yhphenyl)(2-((6-
N (trifluoromethyl)pyridazin-
O 3-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
N yl)methanone
Yy,
B
= F
F
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\

>-Z

O
ZT
pd
/

(#)-(2-(2H-1,2,3-triazol-2-
yDphenyl)(2-((5-
methoxypyridin-2-
ylamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

~Z
9
~

4
/
p=d

\\\?Z %
O

ZT

=z

/

(#)-(2-(2H-1,2,3-triazol-2-
yDphenyl)(2-((5-
methylpyridin-2-

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

~Z
O
~

prd
/
pd

ky

(#)-(2-(2H-1,2,3-triazol-2~
yl)phenyl)(2-(pyridin-2-
ylamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(+)-(2-(2H-1,2,3-triazol-2-
yDphenyl)(2-((5-
chlorobenzo[d]oxazol-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

0O
\
N
Ci
N 72 (#)-(2-((5-bromopyridin-2-
\ yl)amino)-7-
=N azabicyclo[2.2.1]heptan-7-
7 yl)(6-methyl-3-(pyrimidin-
V0 .
— 2-yl)pyridin-2-
N N yl)methanone
H
N N
l N
Z Br
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(£)-(2-((5-bromopyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yI)(3-fluoro-2-
methoxyphenyl)methanone

(#)-(2-(2H-1,2,3-triazol-2-

74 \ 0]
=
N
H
N_ N
I ~
Z Br
( ()-(2-((5-bromopyridin-2-
yl)amino)-7-
o azabicyclo[2.2.1]heptan-7-
74 \ ') y)(3-ethoxy-6-
e methylpyridin-2-
N N yl)methanone
H
N N
[ ~N
= Br
N7 (x)-(2-((5-bromopyridin-2-
I\\li> yl)amino)-7-
N azabicyclo{2.2.1]heptan-7-
7\ 0 y1)(6-methyl-3-(2H-1,2,3-
=N triazol-2-yl)pyridin-2-
N yl)methanone
H
sy
| N
Z Br
9,
/

yDphenyl)(2-((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo{2.2.1]heptan-7-
yl)methanone

()-(3-fluoro-2-
methoxyphenyl)(2-((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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(£)-(6-methyl-3-(2H-1,2,3-
triazol-2-yDpyridin-2-
yD(2-((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(3-ethoxy-6-
methylpyridin-2-y1)(2-((5-
(trifluoromethyl)pyrimidin-
2-yhamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(6-methyl-3-
(pyrimidin-2-yl)pyridin-2-
yD2-((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(3~-fluoro-2-
methoxyphenyl)(2-((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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(x)-(3-ethoxy-6-
methylpyridin-2-y1)(2-((5-
(trifluoromethyl)pyrimidin-

0
72 \ 0 2-yl)amino)-7-
— azabicyclo[2.2.1}heptan-7-
N N yl)methanone
HN\r N
I F
N F
F
N 6 (%)-(6-methyl-3-(2H-1,2,3-
[\\l\ /) triazol-2-yl)pyridin-2-
Y. N yD-((5-
\ 0 (trifluoromethyl)pyrimidin-
=N 2-yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
L]? yl)methanone
HN\r N
l F
N F
F
( (£)-(3-ethoxy-6-
methylpyridin-2-yI)(2-
0 (quinoxalin-2-ylamino)-7-
74 \ 0 azabicyclo[2.2.1]heptan-7-
— yl)methanone
N N
0
N?Z (+)-(6-methyl-3-(2H-1,2,3-
N / triazol-2-yl)pyridin-2-
~N y1)(2-(quinoxalin-2-
24 \ 0 ylamino)-7-
=N azabicyclo[2.2.1]heptan-7-
N yl)methanone
HN
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(£)-(3-fluoro-2-
methoxyphenyl)(2-
(quinoxalin-2-ylamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(#)-(2-((5-bromopyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y1)(6-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yl)methanone

Br
( (#)-(2-((5-bromopyridin-2-
yl)amino)-7-
O azabicyclo[2.2.1]heptan-7-
74 \ 0 yl)(3-ethoxy-6-
_ methylpyridin-2-
N N yl)methanone
HN
Br
F \ (#)-(2-((5-bromopyridin-2-
) yl)amino)-7-
0 azabicyclo[2.2.1]heptan-7-
y1)(3-fluoro-2-
N methoxyphenyl)methanone
HN
Br
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N?Z (£)-((2-(2H-1,2,3-triazol-2-
N yDphenyl)(2-((4-
(trifluoromethyl)pyridin-2-
0] yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
N yl)methanone
HN_ N
1 N
=
F
F F
N7 (x)-(2-((5-fluoropyridin-2-
N / yl)amino)-7-
N azabicyclo{2.2.1]heptan-7-
7\ 0 y1)(6-methyl-3-(2H-1,2,3-
- triazol-2-yl)pyridin-2-
N
N yl)methanone
HN N
| ~N
ZF
F \ (£)-(3-fluoro-2-
O methoxyphenyl)(2-((5-
0 fluoropyridin-2-yl)amino)-
7-azabicyclo[2.2.1]heptan-
N 7-yl)methanone
HN_ N
| ~N
ZF
NG (3-fluoro-2-(pyrimidin-2-
F \ yDphenyl)((1S,2R,4R)-2-
=N ((s-
o) (trifluoromethyl)pyrazin-2-
yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
H yl)methanone
ey
T
F
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(2-ethoxynaphthalen-1-
y((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

isoquinolin-4-
yl((1S,2R 4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

0
N
H
Yoy
NS
LA
F

N7
N~N

(4-methoxy-2-(2H-1,2 3-
triazol-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-methoxy-6-(2H-1,2,3-
triazol-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-

/O H azabicyclo[2.2.1]heptan-7-
N \[ N\ yl)methanone
| F
NT NP
F.'
N4\\> (5-fluoro-2-(pyrimidin-2-
- yDphenyl)((1S,2R ,4R)-2-
N ((5-
O (trifluoromethyl)pyrazin-2-
. yl)amino)-7-

azabicyclo[2.2.1]heptan-7-
yl)methanone
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(5-(4-fluorophenyl)-2-
methylthiazol-4-
yD((18,2R 4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

=z -Z

(3-methyl-2-(2H-1,2,3-
triazol-2-
y)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yhamino)-7-
azabicyclo[2.2.1]heptan-7-
yDmethanone

(3-ethoxyisoquinolin-4-
yI)((1S,2R 4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(6-methyl-2-(2H-1,2 3~
triazol-2-yl)pyridin-3-
yD({(1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yDmethanone

(6-methyl-2-(1H-1,2,3-
triazol-1-yl)pyridin-3-
yD((18,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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(4-methoxy-2-(pyrimidin-
2-yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(1H-benzo[d]imidazol-2-
yD((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone
15

(1-methyl-1H-
benzo[d]imidazol-2-
yD((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yhamino)-7-

azabicyclo[2.2.1]heptan-7-
]\7/ F yl)methanone

(3-fluoro-2-(2H-1,2,3-
triazol-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
ylh)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(4-(difluoromethoxy)-2-
(2H-1,2,3-triazol-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
ylDamino)-7-

F azabicyclo[2.2.1]heptan-7-
N F yl)methanone
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(3-fluoro-2-(3-methyl-
1,2,4-oxadiazol-5-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(5-methoxy-2-(2H-1,2,3-
triazol-2-
yhphenyl)((1S,2R ,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo{2.2.1]heptan-7-
yl)methanone

prd
/
pd

~Z
&
~

(5-fluoro-2-(2H-1,2,3-
triazol-2-
y)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(4-fluoro-2-(2H-1,2,3-
triazol-2-
yl)pheny!)((15,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

'l'l
ZT

(2-fluoro-6-(2H-1,2,3-
triazol-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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(6-methylimidazo[2,1-
b]thiazol-5-y1)((1S,2R 4R)-
2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-2-(oxazol-2-
yDpheny)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-((4,6-
dimethylpyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)(3-fluoro-2-
methoxyphenyl)methanone

(3-fluoro-2-(pyridazin-3-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo{2.2.1]heptan-7-
yl)methanone

(3-methyl-2-(pyridazin-3-
yDphenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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(3-fluoro-2-(pyridazin-4-
yD)phenyl)((1S,2R ,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone
N
|
Z F
N]XF
F
2 (3-fluoro-2-(pyrazin-2-
F N/\\\N yD)phenyl)((1S,2R 4R)-2-
== ((5-
o (trifluoromethyl)pyrazin-2-
yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
H yl)methanone
e
1.
=z F
N]\KF
F.'
O/\§ (3-methyl-2-(oxazol-2-
=N yl)phenyl)((1S,2R,4R)-2-
((5-
8] (trifluoromethyl)pyrazin-2-
yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
H yl)methanone
N N
|
N/]XE
F

(4-fluoro-2-(pyrimidin-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
ylamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-2-(pyridin-4-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone




>-Z
\
Zs

zZ

(3-fluoro-2-(2H-1,2,3-
triazol-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluvoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

((1S,2R 4R)-2-((3-
bromoimidazo[1,2-
a]pyrazin-8-yl)amino)-7-
azabicyclo[2.2.1Theptan-7-
yD(3-fluoro-2-(pyrimidin-
2-yl)phenyl)methanone

(3-fluoro-2-(pyrimidin-2-
yDpheny)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-methyl-2-(2H-1,2,3-
triazol-2-~
yl)phenyl)((1S,2R,4R)-2-
(5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

N\ yl)methanone
i
N \)\ﬁ F
F
F
N7 (3-methyl-2-(pyrimidin-2-
\ yl)phenyl)((1S,2R,4R)-2-
=N ((5-
0 (trifluoromethyl)pyrazin-2-
yl)amino)-7-
N azabicyclo[2.2.1Theptan-7-
H yl)methanone
LR
1
F
F
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(3-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
((3-(trifluoromethyl)-
[1,2,4]triazolo[4,3-
a]pyrazin-8-yl)amino)-7-
azabicyclo[2.2.1]heptan-7
yl)methanone

methyl 5-(((1S,2R,4R)-7-
(3-fluoro-2-(pyrimidin-2-
yhbenzoyl)-7-
azabicyclo[2.2.1]heptan-2-
yl)amino)pyrazine-2-

N carboxylate
faw:
N
YON
N y\n/o\
o)
(2-i0do-3-
methylphenyl)((1S,2R,4R)-
2-((5-

(trifluoromethyl)pyrimidin-
2-yhamino)-7-

H azabicyclo[2.2.1]heptan-7-
N N\ yl)methanone
l
“JXF
F
F
(3-fluoro-2-
iodophenyl)((1S,2R 4R)-2-
((5-

(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-2-(pyrimidin-2-
yl)phenyl)((1S,2R,4R)-2-
((5-methylpyrazin-2-
yhamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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(3-fluoro-2-(pyrimidin-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo{2.2.1]heptan-7-

N H yl)methanone
AR
l ~N
Pz F
F
F
Nq (4-fluoro-2-(pyrimidin-2-
<N yhphenyl)((1S,2R,4R)-2-
((5-
F\@O (trifluoromethyl)pyridin-2-
yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
Lb“ N yl)methanone
N
Ul
DF
N7 \ (3-methyl-2-(pyrimidin-2-
yl)phenyl)((1S,2R 4R)-2-
=N ((5-
0 (trifluoromethyl)pyrimidin-
2-yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
H yl)methanone
Vi,

(3-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
(methyl(5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-methyl-2-(oxazol-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone




(3-fluoro-2-(oxazol-2-
yHphenyl)((1S,2R ,4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y)methanone

(£)-(3-fluoro-2-(pyrimidin-
2-yl)phenyl)(2-((5-
(trifluoromethyl)pyrimidin-
2-yDoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(£)-(3-fluoro-2-(pyrimidin-
2-yhphenyl)(2-((5-
(trifluoromethyl)pyrimidin-
2-yl)oxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-ethoxy-6-methylpyridin-
2-yD)((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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(3-(2H-1,2,3-triazol-2-
yl)pyridin-2-
yD((1S,2R 4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(2-methoxy-6-(pyrimidin-
2-yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-fluoro-6-(pyrimidin-2-
yDphenyD)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
ylyamino)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(7-ethoxyquinolin-8-
yD((1S,2R,4R)-2-((5-
(trifltuoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-(1,4-dimethyl-1H-
pyrazol-5-y1)-6-
methoxyphenyl)((1S,2R,4
R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone




(3-methyl-2-(pyridin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-2-(2H-1,2,3-
triazol-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

N\ ylmethanone
| = F
F
F
NZ (3-methyl-2-(2H-1,2,3-
I}\Ji> triazol-2-
N yDphenyl)((1S,2R 4R)-2-
O ((5-
(trifluoromethyl)pyridin-2-
N yl)amino)-7-
H azabicyclo[2.2.1]heptan-7-
N N\ ylmethanone
l P F
F
F
O/\§ (3-methyl-2-(oxazol-2-
_ yDphenyl)((1S,2R ,4R)-2-
N (-
O (trifluoromethyl)pyridin-2-
yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
H yl)methanone
N N
| ~N
= F
F
F
/ AN N (3-fluoro-2-(pyrimidin-2-
F yDphenyl)((1R,2S,4S)-2-
N= ((5-
') (trifluoromethyl)pyrazin-2-
yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
H yl)methanone
v A
F[ ]/
F >~
{39
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rs

/
=z

(3-fluoro-2-(oxazol-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.17heptan-7-

H yl)methanone
N
l F
F
F
N v (3-methyl-2-(pyrimidin-2-
\ yDphenyl)((1S,2R,4R)-2-
=N (s
0 (trifluoromethyl)pyridin-2-
yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
H yD)methanone
o
| F
F
F

(3-chloro-2-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

((1S,2R,4R)-2-((5-
bromopyridin-2-yl)amino)-
7-azabicyclo[2.2.1]heptan-
7-y1)(3-fluoro-2-(oxazol-2-

yDphenyl)methanone

((1S,2R4R)-2-((5-
bromopyridin-2-yl)amino)-
7-azabicyclo[2.2.1]heptan-

7-y1)(3-methyl-2-(oxazol-
2-yl)phenyl)methanone
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((18,2R,4R)-2-((5-
bromopyridin-2-yl)amino)-
7-azabicyclo{2.2.1]heptan-

7-yD(3-fluoro-2-
(pyrimidin-2-

yl)phenyl)methanone
N
I ~N
Z Br
((18,2R,4R)-2-((5-
bromopyridin-2-yl)amino)-
7-azabicyclo[2.2.1Theptan-
7-y1)(3-methyl-2-
(pyrimidin-2-
yl)phenyl)methanone
N
I ~
Z Br
>z ((1S,2R 4R)-2-((5-
F I\\rij/> bromopyridin-2-yl)amino)-
~N 7-azabicyclo[2.2.1]heptan-
0] 7-yD(3-fluoro-2-(2H-1,2,3-
triazol-2-
N yl)phenyl)methanone
A
N N
] ~N
Z Br
Nd ((1S,2R,4R)-2-((5-
[\\l\ / bromopyridin-2-yl)amino)-
N 7-azabicyclo[2.2.1]heptan-
O 7-y1)(3-methyl-2-(2H-
1,2,3-triazol-2-
N yl)phenyl)methanone
Yo
N__N
] ~N
Z Br
O/\§ ((1S,2R,4R)-2-((5-
R —_ bromopyrazin-2-yl)amino)-
N 7-azabicyclo[2.2.1]heptan-
6] 7-yD(3-fluoro-2-(oxazol-2-
yl)phenyl)methanone
N
i
N_ N
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((1S,2R,4R)-2-((5-
bromopyrazin-2-yl)amino)-
7-azabicyclo{2.2.1]heptan-

7-y1)(3-methyl-2-(oxazol-
2-yl)phenyl)methanone

((1S,2R,4R)-2-((5-
bromopyrazin-2-yl)amino)-
7-azabicyclo[2.2.1]heptan-
7-yD)(3-fluoro-2-
(pyrimidin-2-
yl)phenyl)methanone

((1S,2R,4R)-2-((5-
bromopyrazin-2-yl)amino)-
7-azabicyclo[2.2.1]heptan-

7-y1)(3-methyl-2-
(pyrimidin-2-
yDphenyl)methanone

((1S,2R,4R)-2-((5-
bromopyrazin-2-yl)amino)-
7-azabicyclo[2.2.1]heptan-
7-yD(3-fluoro-2-(2H-1,2,3-

triazol-2-
yl)phenyl)methanone
H
N_ _N
~
L
N~ "Br
N 4} ((18,2R 4R)-2-((5-
N bromopyrazin-2-yl)amino)-
N~N
7-azabicyclo[2.2.1]heptan-
@] 7-yD)(3-methyl-2-(2H-
1,2,3-triazol-2-
N yl)phenyl)methanone
H
N N
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((1S,2R,4R)-2-((5-
bromopyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y1)(3-fluoro-2-(oxazol-2-
yl)phenyl)methanone

((1S,2R4R)-2-((5-
bromopyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y)(3-methyl-2-(oxazol-2-
yl)phenyl)methanone

((1S,2R,4R)-2-((5-
bromopyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y1)(3-fluoro-2-(pyrimidin-
2-yl)phenyl)methanone

((1S,2R,4R)-2-((5-
bromopyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1}heptan-7-
y)(3-methyl-2-(pyrimidin-
2-yl)phenylymethanone

((1S,2R,4R)-2-((5-
bromopyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y1)(3-fluoro-2-(2H-1,2,3-
triazol-2-
yl)phenyl)methanone
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- Z

((1S,2R,4R)-2-((5-
bromopyrimidin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yD)(3-methyl-2-(2H-1,2,3-
triazol-2-
yl)phenyl)methanone

(3-methyl-2-(pyridin-2-
yl)phenyl)((1S,2R ,4R)-2-
((5-
(trifluoromethyl)pyridin-2-
ylDamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-2-(pyridin-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(triftuoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-2-(pyridin-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-methyl-2-(pyridin-2-
yDphenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
ylmethanone




(3-fluoro-2-(pyridin-2-
yhphenyl)((2S)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-2-(pyrimidin-2-
yhphenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
ylyoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-methoxy-6-(pyrimidin-
2-yl)phenyl)((18,2R,4R)-2-

)
N (-
O (trifluoromethyl)pyridin-2-
N yhoxy)-7-
(O azabicyclo[2.2.1]heptan-7-
Lbo N yl)methanone
| = F
E F
NZ (5-fluoro-2-(2H-1,2,3~
N/ triazol-2-
N~N yl)phenyl)((18,2R 4R)-2-
0 ((5-
(trifluoromethyl)pyridin-2-
F N yhoxy)-7-
Lb azabicyclo[2.2.1]heptan-7-
; O N\ ylymethanone
| = F
F F
NZ (4-methyl-2-(2H-1,2,3-
N/ triazol-2-
N~N ylphenyl)((1S,2R 4R)-2-
\@\(o (-
(trifluoromethyl)pyridin-2-
N yhoxy)-7-
L[: azabicyclo[2.2.1]heptan-7-
O l N\ yl)methanone
= F
F F
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(3-methyl-2-(2H-1,2,3-

triazol-2-
N~N yphenyl)((1S,2R 4R)-2-
O (5
(trifluoromethyl)pyridin-2-
N yDoxy)-7-
azabicyclo[2.2.1Theptan-7-
O N\ yl)methanone
| 2 F
TF
N4\\> (5-fluoro-2-(pyrimidin-2-
=N yDphenyl)((1S,2R 4R)-2-
((5-
dfo ; (trifluoromethyl)pyridin-2-
N yloxy)-7-
azabicyclo[2.2.1]heptan-7-
ﬁbo N yl)methanone
| = F
F F

(2-fluoro-6-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

F
N7 (2-(2H-1,2,3-triazol-2-
N yl)phenyl)((1S,2R 4R)-2-~
NN (-
O (trifluoromethyl)pyridin-2-
N yl)oxy)-7-
azabicyclo[2.2.1]heptan-7-
Lbo N yl)methanone
l = F
E F
N 45 (6-methyl-3-(2H-1,2,3-
N triazol-2-y)pyridin-2-
s~N y((1S,2R 4R)-2-((5-
- \ 0 (trifluoromethyl)pyridin-2-
N N yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
Lbo N yl)methanone
] = F
E F
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(3-methyl-2-(oxazol-2-
yDphenyD)((1S,2R,4R)-2-

N ((5-
O (trifluoromethyl)pyridin-2-
N yDoxy)-7-
azabicyclo[2.2.1]heptan-7-
Lbo N yl)methanone
t = F
F F
g \ (3-methyl-2-(pyridin-2-
- yDphenyl)((1S,2R,4R)-2-
N ((5-
O (triftuoromethyl)pyridin-2-
N yDoxy)-7-
azabicyclo[2.2.1]heptan-7-
djo N yl)methanone
| = F
E F
F (2-(5-fluoropyrimidin-2-
N/’\\S yDphenyl)((1S,2R 4R)-2-
=~ ((5-
I\(I) (trifluoromethyl)pyridin-2-
ylhoxy)-7-
N azabicyclo[2.2.1]heptan-7-
yl)methanone
O_N

F
£ F
NZ (2-fluoro-6-(2H-1,2,3-
N/ triazol-2-
N~N yl)phenyl)((1S,2R 4R)-2-
0 ((5-
(trifluoromethyl)pyridin-2-
N yhoxy)-7-
F azabicyclo[2.2.1]heptan-7-
O__N yl)methanone
~N
| % F
F
F
N 45 (5-methyl-3-(2H-1,2,3-
Y/ triazol-2-yl)pyridin-2-
N~N y1)((1S,2R,4R)-2-((5-
mo (trifluoromethyl)pyridin-2-
=N yl)oxy)-7-
N azabicyclo[2.2.1]heptan-7-
dj 0 N\ yl)methanone
| = F
F F
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(2-bromo-3-

Br fluorophenyl)((1S 2R 4R)-
0] 2-((5-
(trifluoromethyl)pyridin-2-
N ylhoxy)-7-
Ajo N azabicyclo[2.2.1]heptan-7-
| yl)methanone
= F
£ F
N //\\) (3-fluoro-2-(pyrimidin-2-
F =N yl)phenyl)((1S,2R,4R)-2-
((5-
@O (trifluoromethyl)pyrazin-2-
N yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
Ab O. N yl)methanone
T2
N ]\ﬁ E
F
N /i\\) (2-methoxy-6-(pyrimidin-
N 2-yDphenyl)((1S,2R 4R)-2-
((5-
@O (trifluoromethyl)pyrazin-2-
N yhoxy)-7-
O~ azabicyclo[2.2.1]heptan-7-
Lb O. .N yl)methanone
T2
N j\ﬂ E
F

Z-Z
/
P

(5-fluoro-2-(2H-1,2,3-
triazol-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)oxy)-7-
azabicyclo[2.2.1Theptan-7-
yl)methanone

(4-methyl-2-(2H-1,2,3-
triazol-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
ylhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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(3-methyl-2-(2H-1,2,3-

triazol-2-
N~N ylphenyl)((1S,2R 4R)-2-
O (5
(trifluvoromethyl)pyrazin-2-
N yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
O\[ N yl)methanone
I
~
N
F
N //\\) (5-fluoro-2-(pyrimidin-2-
=N yDphenyl)((1S,2R ,4R)-2-
((5-
d(o (trifluoromethyl)pyrazin-2-
F N yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
Lb OL_N yl)methanone

(2-fluoro-6-(pyrimidin-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yDoxy)-7-
azabicyclo{2.2.1]heptan-7-
yl)methanone

(2-(2H-1,2,3-triazol-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(6-methyl-3-(2H-1,2 3-
triazol-2-yl)pyridin-2-
yD((1S,2R,4R)-2-((5-

(trifluoromethyl)pyrazin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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(3-methyl-2-(oxazol-2-
yDphenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-methyl-2-(pyridin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
ylDmethanone

(2-(5-fluoropyrimidin-2-
yDphenyl)((1S,2R 4R)-2-
(5
(trifluoromethyl)pyrazin-2-
yDoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-fluoro-6-(2H-1,2,3-
triazol-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yloxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(5-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yD{(1S,2R,4R)-2-((5-

(trifluoromethyl)pyrazin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone
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(2-bromo-3-

Br fluorophenyl)((1S,2R 4R)-
O 2-((5-
(trifluoromethyl)pyrazin-2-
N
yhoxy)-7-
Lbo N azabicyclo[2.2.1]heptan-7-
\E : yl)methanone
X
F
N //\\> (2-methoxy-6-(pyrimidin-
=N 2-yhphenyl)((1S,2R 4R)-2-
((5-
O (trifluoromethyl)pyrimidin-
N 2-yloxy)-7-
O~ azabicyclo[2.2.1Theptan-7-
O. _N yl)methanone
WT D
N. = F
£ F
NZ (5-fluoro-2-(2H-1,2,3-
N triazol-2-
N~ yl)phenyl)((1S,2R 4R)-2-
sy
F N (trifluoromethyl)pyrimidin-
2-yloxy)-7-
Aj O. _N azabicyclo[2.2.1]heptan-7-
i yl)methanone
N~ F
E F
N7 (4-methyl-2-(2H-1,2,3-
N, triazol-2-
N~N yl)phenyl)((1S,2R,4R)-2-
0 ((5-
N (trifluoromethyl)pyrimidin-
2-yl)oxy)-7-
Abo N azabicyclo[2.2.1]heptan-7-
YOS yl)methanone
N .~ F
£ F
N %5 (3-methyl-2-(2H-1,2,3-
N/ triazol-2-
N~N yl)phenyl)((1S,2R,4R)-2-
0 (5
(trifluoromethyl)pyrimidin-
N 2-yloxy)-7-
Lb azabicyclo[2.2.1]heptan-7-
O\“, N\ yl)methanone
N = F
F F
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(5-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yl)oxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(2-fluoro-6-(pyrimidin-2-
yDphenyl){((1S,2R 4R)-2-
((5-
(trifluvoromethyl)pyrimidin-
2-yDoxy)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

' ~
N \)\K F
E F
N 4» (2-(2H-1,2,3-triazol-2-
,\\1 / ylphenyl)((1S,2R 4R)-2-
= (s
Q\(O (trifluoromethyl)pyrimidin-
N 2-yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
f I ZO N yl)methanone
Y N
N = F
E F
N7 (6-methyl-3-(2H-1,2,3-
Y/ triazol-2-yl)pyridin-2-
N~ yD((1S,2R 4R)-2-((5-
7 \ 0 (trifluoromethyl)pyrimidin-
=N 2-yloxy)-7-
N azabicyclo[2.2.1]heptan-7-
yl)methanone

F
F F
(3-methyl-2-(oxazol-2-
O/x yDphenyl)((1S,2R,4R)-2-
=N ((5-
@) (trifluoromethyl)pyrimidin-
2-yl)oxy)-7-
N azabicyclo[2.2.1]heptan-7-
Abo N yDmethanone
\“/ AN
N =~ F
F F
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(3-methyl-2-(pyridin-2-

7\
- yl)phenyl)((1S,2R,4R)-2-
=N ((5-
O (trifluoromethyl)pyrimidin-
2-yloxy)-7-
N azabicyclo[2.2.1]heptan-7-
ﬁj yl)methanone
O_N
ﬁl/ AN
N =~ F
E F
F (2-(5-fluoropyrimidin-2-
N’/\\S yl)phenyl)((1S,2R 4R)-2-
- ((5-
N (trifluoromethyl)pyrimidin-
0] 2-yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
N yl)methanone

(2-fluoro-6-(2H-1,2,3-
triazol-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yl)oxy)-7-
azabicyclo{2.2.1Theptan-7-
yl)methanone

(5-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-

~"N y1)((18,2R 4R)-2-((5-
\ O (trifluoromethyl)pyrimidin-
=N N 2-yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
/ | Zo N yhmethanone
1A
Nz F
E F
F Br (2-bromo-3-
fluorophenyl)((1S,2R,4R)-
@o 2-((5-
(trifluoromethyl)pyrimidin-
N 2-yl)oxy)-7-
ﬁjo N azabicyclo[2.2.1Theptan-7-
Y yl)methanone
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(4-fluoro-2-(2H-1,2,3-
triazol-2-
y)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(5-fluoro-2-(2H-1,2,3-
triazol-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluvoromethyl)pyridin-2-
ylyamino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(2-fluoro-6-(2H-1,2,3-
triazol-2-
yDphenyl)((1S,2R,4R)-2~
(5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(5-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yhmethanone
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B
Zfi /X
o Z\¢7

-
ZT

(2-fluoro-6-(pyrimidin-2-
yDpheny)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

Z
Z% /\
oZ\J

i

(2-(pyrimidin-2-
yDphenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yhamino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

B

i J
pd [N
ozvz

J

(2-(5-fluoropyrimidin-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

M

ﬂ
=z
= /\
O “__
2T

(3-fluoro-2-(5-
fluoropyrimidin-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

- 560 -




7 (3-chloro-2-(pyrimidin-2-
Cl N"
=N yDphenyl)((1S,2R,4R)-2-
o) ((5-
(trifluoromethyl)pyridin-2-
f H yl)amino)-7-
N N\ azabicyclo[2.2.1]heptan-7-

P F yl)methanone

(methyl(5-

Né\\> (3-fluoro-2-(pyrimidin-2-

R <N yl)phenyl)((1S,2R 4R)-2-
0

N (trifluoromethyl)pyridin-2-

f Me yl)amino)-7-
N N\ azabicyclo[2.2.1]heptan-7-

= F yhmethanone

(5-methyl-2-(pyrimidin-2-
yDpyridin-3-
yD((1S,2R,4R)-2-((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-

F azabicyclo[2.2.1]heptan-7-

yl)methanone

N4\\> (6-methyl-3-(pyrimidin-2-
= yDpyridin-2-

N
7\ o y((1S.2R4R)-2-((5-
N N (trifluoromethyl)pyridin-2-
Ajm . yl)amino)-7-
| A F azabicyclo[2.2.1]heptan-7-

yl)methanone
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(5-methyl-3-(pyrimidin-2-
yl)pyridin-2-
yD((1S,2R 4R)-2-((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-

| = F azabicyclo[2.2.1]heptan-7-
= F
yl)methanone
F
N 4\\> (3-(pyrimidin-2-yl)pyridin-
=N 2-yD((1S,2R 4R)-2-((5-
74 \ 0 (trifluoromethyl)pyridin-2-
=N \ yl)amino)-7-
f H azabicyclo[2.2.1]heptan-7-
N N\ yl)methanone
| F
Yz F
F
y (3-fluoro-2-(pyrimidin-2-
F N/\\> yphenyl)((1S,2R 4R)-2-
NO ((3-fluoro-5-
(trifluoromethyl)pyridin-2-
N yl)amino)-7-
Lbﬁ N azabicyclo[2.2.1]heptan-7-
~
] F yl)methanone
F
FONF
F
= ((18,2R ,4R)-2-((3-chloro-
e N7 | ™
N~N 5-(trifluoromethyl)pyridin-
@] 2-yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
H yl)(3-fluoro-2-(2H-1,2,3-
N__N .
i AN £ triazol-2-
cl = F yl)phenyl)methanone
F
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—n
= /R
OZ\J

((1S,2R,4R)-2-((3-chloro-
5-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yH(3-fluoro-2-(pyrimidin-
2-y)phenyl)methanone

((1S,2R,4R)-2-((3-chloro-
S-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yD(2-(5-fluoropyrimidin-2-
yl)phenyl)methanone

((1S,2R 4R)-2-((3-chloro-
5-(trifluoromethyl)pyridin-
2-ylyamino)-7-
azabicyclo[2.2.1]heptan-7-
yD(2-(pyrimidin-2-
yl)phenyl)methanone

((18,2R,4R)-2-((3-chloro-
5-(triflooromethyl)pyridin-
2-yl)amino)-7-
azabicyclo{2.2.1Theptan-7-
yD(3-(pyrimidin-2-
yl)pyridin-2-yl)methanone
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((18,2R,4R)-2-((5-
(difluoromethyl)pyridin-2-
ylamino)-7-
azabicyclo[2.2.1]heptan-7-
yh(3-fluoro-2-(2H-1,2,3-
triazol-2-

yl)phenyl)methanone

((1S,2R,4R)-2-((5-
(difluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yD(3-fluoro-2-(pyrimidin-
2-yl)phenyl)methanone

6-(((1S,2R,4R)-7-(3-
fluoro-2-(2H-1,2,3-triazol-
2-yl)benzoyl)-7-
azabicyclo[2.2.1]heptan-2-

yl)amino)nicotinonitrile

6-(((1S,2R,4R)-7-(3-
methyl-2-(2H-1,2,3-triazol-
2-yl)benzoyl)-7-
azabicyclo[2.2.1]heptan-2-

yl)amino)nicotinonitrile
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6-(((1S,2R 4R)-7-(3-
fluoro-2-(pyrimidin-2-
yl)benzoyl)-7-
azabicyclo[2.2.1]heptan-2-

yl)amino)nicotinonitrile

H
N ~N
|
Z 6N
Né\\> 6-(((1S,2R,4R)-7-(3-
=N methyl-2-(pyrimidin-2-
0 ylbenzoyl)-7-
azabicyclo[2.2.1]heptan-2-
N . o
H yl)amino)nicotinonitrile
auy R
|
Z CN
o/x 6-(((1S,2R,4R)-7-(3-
=N methyl-2-(oxazol-2-
0] yl)benzoyl)-7-
N azabicyclo[2.2.1]heptan-2-
H yl)amino)nicotinonitrile
N ~N
Z>eN

(3-fluoro-2-(pyrimidin-2-
yDphenyl) ((1S,2R,4R)-(2-
H)-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

y))methanone
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(4-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yD)((1S,2R,4R)-2-((5-

(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(2-(5-fluoropyrimidin-2-
yDphenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(3-fluoro-2-(5-
fluoropyrimidin-2-
yl)pheny)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(2-(5-fluoropyrimidin-2-
y)-3-
methylphenyl)((1S,2R 4R)-
2-((5-
(trifluoromethyl)pyrazin-2-
ylamino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone
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(2-(pyrimidin-2-
yDphenyl)((1S,2R 4R)-2-
((5-
(trifluvoromethyl)pyrazin-2-
yl)amino)-7-

N\ azabicyclo[2.2.1]heptan-7-
\[ N/]\T/ F yl)methanone
F
NZ (5-methyl-2-(2H-1,2,3-
N\
N N~N triazol-2-yl)pyridin-3-
)0 yD((18,2R 4R)-2-((5-
== N (trifluoromethyl)pyrazin-2-
H l)amino)-7-
A e
\[ N E azabicyclo[2.2.1]heptan-7-
N/ F yl)methanone
F
= 2-(2H-1,2,3-triazol-2-
N/ﬁ? 2-(
N N~N yl)pyridin-3-
R\ yD((1S,2R 4R)-2-((5-
== N (trifluoromethyl)pyrazin-2-
H yl)amino)-7-
N N .
\[ X F azabicyclo{2.2.1]heptan-7-
N/ F yl)methanone
F
Né\\> (6-methyl-3-(pyrimidin-2-
=N yl)pyridin-2-
7\ yI((1S,2R 4R)-2((5-
=N (trifluoromethyl)pyrazin-2-
N

yhamino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone
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(5-methyl-2-(pyrimidin-2-
yl)pyridin-3-
yD((18,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yhamino)-7-
azabicyclo[2.2.1}heptan-7-

yl)methanone

(5-methyl-3-(pyrimidin-2-
yDpyridin-2-
yD)((18,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(3-(pyrimidin-2-yl)pyridin-
2-yD)((1S,2R 4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

[1,1'-biphenyl]-2-
vI((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone
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-1

(3-fluoro-2-(pyridin-2-
yl)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo{2.2.1Theptan-7-

ylymethanone

(3-methyl-2-(oxazol-2-
yDphenyl)((1S,2R 4R)-2-
((5-
(trifltuoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yD)methanone

-n

(5-fluoro-2-(oxazol-2-
yl)phenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(2-fluoro-6-(oxazol-2-
yl)phenyl)((1S,2R,4R)-2-
(5
(triflnoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo{2.2.1]heptan-7-

yl)methanone
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(4-fluoro-2-(3-methyl-

o
\l:?/ 1,2,4-oxadiazol-5-
F 0 yl)phenyl)((1S,2R 4R)-2-
N ((5-
Aj H Ny (trifluoromethyl)pyrazin-2-
\[ N/j\T/ F yl)amino)-7-
F azabicyclo[2.2.1]heptan-7-
yl)methanone
N Cl (2-chloro-6-
MeO \g\(o methoxypyridin-3-
N y1)((1S,2R,4R)-2-((5-

(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(4-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(5-fluoro-2-(pyrimidin-2-
yDpheny)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(2-fluoro-6-(pyrimidin-2-
yhphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone




(2-(pyrimidin-2-
yDphenyl)((18,2R 4R)-2-
((5-
(trifluoromethyl)pyrimidin
2-ylyamino)-7-

AN azabicyclo[2.2.1]heptan-7-
F
\)\k F yl)methanone

(3-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
(4-
(trifluoromethyl)thiazol-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(3-fluoro-2-(pyrimidin-2-
yDphenyl)((1S,2R 4R)-2-
((5-(trifluoromethyl)-1,3,4-
thiadiazol-2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

F yl)methanone

((18,2R,4R)-2-((3-fluoro-
S-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y)(4-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-

F yl)methanone
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N 4» (R/S)-(2-(2H-1,2,3-triazol-
N/
N~N 2-yhphenyl)-2-((5-
@\\//O (trifluoromethyl)pyridin-2-
N yDoxy)-7-
azabicyclo[2.2.1]heptan-7-
O__N
] E yl)methanone
= F
F
= (R/S)-(3-methyl-2-(2H-
N, .
N~N 1,2,3-triazol-2-yl)phenyl)-
0] 2-((5-
N (trifluoromethyl)pyridin-2-
yhoxy)-7-
O__N .
] E azabicyclo[2.2.1]heptan-7-
= F yl)methanone
F
- ,\\14> (R/S)-(3-fluoro-2-(2H-
N~N 1,2,3-triazol-2-yl)phenyl)-
O 2-((5-
N (trifluoromethyl)pyridin-2-
yDoxy)-7-
O._ N .
| E azabicyclo[2.2.1]heptan-7-
= F ylymethanone
F
N N (R/S)-(3-fluoro-2-(1H-
R N—Z 1,2,3-triazol-1-yl)phenyl)-
e} 2-((5-
\ (trifluoromethyl)pyridin-2-
i yhoxy)-7-
O N azabicyclo[2.2.1]heptan-7-
| Pz F F yl)methanone
F
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[\\1 4> (R/S)-(2-fluoro-6-(2H-
N~N 1,2,3-triazol-2-yl)phenyl)-
0 2-((5-
Q\i (trifluoromethyl)pyridin-2-
F b yhoxy)-7-
© e azabicyclo[2.2.1}heptan-7-
F yl)methanone
F
;\\1 4> (R/S)-(2-(2H-1,2 3-triazol-
N N~N 2-yDpyridin-3-y1)-2-((5-
R\ @] (trifluoromethyl)pyridin-2-
== \ yloxy)-7-
ﬁj azabicyclo[2.2.1]heptan-7-
© F yl)methanone
F
F
(R/S)-(6-methyl-2-(2H-
N7 ) 1,2,3-triazol-2-yl)pyridin-
N VN 3-yD)-2-((5-
/\ \ o (trifluoromethyl)pyridin-2-
N yhoxy)-7-
b azabicyclo[2.2.1Theptan-7-
; F yDmethanone
F
[\\| = ) (R/S)-(5-methyl-2-(2H-
NN 1,2,3-triazol-2-yl)pyridin-
-\ 0 3-y1)-2-((5-
= N (trifluoromethyl)pyridin-2-
A Morxy)-T-
F £ azabicyclo[2.2.1]heptan-7-
! yDmethanone

-573 -




-

(R/S)-(3-fluoro-2-
(pyrimidin-2-yl)phenyl)-2-
(5-
(trifluoromethyl)pyridin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

-
=

Z‘% /X
OZ\J

(R/S)-(4-fluoro-2-
(pyrimidin-2-yl)phenyl)-2-
((5-
(trifluoromethyl)pyridin-2-
yloxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(R/S)-(2-fluoro-6-
(pyrimidin-2-yl)phenyl)-2-
((5-
(trifluoromethyl)pyridin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(R/S)-(2-(pyrimidin-2-
yDphenyl)-2-((5-
(trifluoromethyl)pyridin-2-
yl)oxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone
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F (R/S)-(2-(5-
N¢\\S fluoropyrimidin-2-
=N yl)phenyl)-2-((5-
O (trifluoromethyl)pyridin-2-
N yhoxy)-7-
b 0 N azabicyclo[2.2.1]heptan-7-
l F yl)methanone
% F
F
F (R/S)- (3-fluoro-2-(5-
Né\\g fluoropyrimidin-2-
=N yl)phenyl)-2-((5-
O (trifluoromethyl)pyridin-2-
N yhoxy)-7-
,Lb o N azabicyclo[2.2.1Theptan-7-
[ = yl)methanone
Pz F
F
O/\§ (R/S)-(3-methyl-2-(oxazol-
=N 2-yDpheny)-2-((5-
0 (trifluoromethyl)pyridin-2-
N yl)oxy)-7-
azabicyclo[2.2.1]heptan-7-
O._ N
yl)methanone
| F
= F
F
O/\x (R/S)-(3-fluoro-2-(oxazol-
=N 2-yl)phenyl)-2-((5-
@] (trifluoromethyl)pyridin-2-
N yhoxy)-7-
azabicyclo[2.2.1]heptan-7-
O.__N
yl)methanone
] F
% F
F
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(R/S)-(3-methyl-2-(2H-
1,2,3-triazol-2-yl)phenyl)-
2-((6-
(trifluoromethyl)pyridin-3-
yloxy)-7-
azabicyclo{2.2.1]heptan-7-

yDmethanone

(R/S)-(3-fluoro-2-(2H-
1,2,3-triazol-2-yl)phenyl)-
2-((6-
(trifluoromethyl)pyridin-3-
yDoxy)-7-
azabicyclo[2.2.1]heptan-7-

] AN . ylmethanone
= F
N
F
= (R/S)- (2-fluoro-6-(2H-
N7
N~N 1,2,3-triazol-2-yl)phenyl)-
0 2-((6-
N (trifluoromethyl)pyridin-3-
F Aj yl)oxy)-7-
| ~N E azabicyclo[2.2.1]heptan-7-
N/ F yl)methanone
F
(R/S)-2-((5-bromopyridin-
N @
F f\\l\ [\1 2-yhoxy)-7-
0 azabicyclo[2.2.1}heptan-7-
yD(3-fluoro-2-(2H-1,2,3-
N triazol-2-
b N yl)phenyl)methanone
| N
= Br
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~Z
&
=~

=
/
=z

(R/S)-2+((5-
bromopyrimidin-2-yl)oxy)-
7-azabicyclo[2.2.1]heptan-
7-yD(3-fluoro-2-(2H-1,2,3-

triazol-2-

yl)phenyl)methanone

(R/S)-(3-fluoro-2-(2H-
1,2,3-triazol-2-yl)phenyl)-
2-(quinoxalin-2-yloxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(R/S)-2-((5-bromo-2-
chloropyridin-3-yl)oxy)-7-
azabicyclo[2.2.1]heptan-7-

y)(3-fluoro-2-(2H-1,2,3-
triazol-2-

yl)phenyl)methanone

(R/S)-(3-methyl-2-(2H-
1,2,3-triazol-2-yl)phenyl)-
2-((5-
(trifluoromethyl)pyrazin-2-
yDoxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone
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(R/S)-(3-fluoro-2-(2H-
1,2,3-triazol-2-
yDphenyD)(2-((5-
(trifluoromethyl)pyrazin-2-
yloxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(R/S)-(6-methyl-2-(2H-
1,2,3-triazol-2-yl)pyridin-
3-yD(2-((5-
(trifluoromethyl)pyrazin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone

(R/S)-(3-fluoro-2-
(pyrimidin-2-yl)phenyl)(2-
((5-
(trifluoromethyl)pyrazin-2-
yhoxy)-7-
azabicyclo[2.2.1]heptan-7-

yl)methanone
F
|\\| 4> (2-(2H-1,2,3-triazol-2-
N~N yl)phenyl)((1S,2R,4R)-2-
Q\(D ((3-fluoro-5-
N (triftuoromethyl)pyridin-2-
Abn N yl)amino)-7-
[ X £ azabicyclo[2.2.1]heptan-7-
F = F yl)methanone
F
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(3-fluoro-2-(2H-1,2,3-
triazol-2-
yl)phenyl){((1S,2R,4R)-2-
((3-fluoro-5-

ﬂ (trifluoromethyl)pyridin-2-
E yl)amino)-7-
E F | azabicyclo[2.2.1]heptan-7-
F yl)methanone
;\\j 4> ((1S,2R 4R)-2-((3-fluoro-
N~N 5-(trifluoromethyl)pyridin-
O 2-yl)amino)-7-
N "azabicyclo[2.2.1]heptan-7-
H y1)(3-methyl-2-(2H-1,2,3-
£ triazol-2-
= F yl)phenyl)methanone
F
NZ ((18,2R 4R)-2-((3~fluoro-
I}‘;N> 5-(trifluoromethyl)pyridin-
/\ \ 0o 2-yl)amino)-7-
N N azabicyclo[2.2.1]heptan-7-
Lb“ y1)(6-methyl-3-(2H-1,2,3-
F e triazol-2-yl)pyridin-2-
F ¢ yl)methanone
NZ ) ((1S,2R,4R)-2-((3-fluoro-
NN 5-(trifluoromethyl)pyridin-
Y. 2-yl)amino)-7-
N azabicyclo[2.2.1Theptan-7-
Ajﬁ y)(6-methyl-2-(2H-1,2,3-
i F e triazol-2-yl)pyridin-3-
F yl)methanone
[\\1 4> ((1S,2R 4R)-2-((3-fluoro-
N N~N 5-(trifluoromethyl)pyridin-
7\ 0 2-yl)amino)-7-
=
N azabicyclo[2.2.1]heptan-7-
Aj“ y1)(5-methyl-2-(2H-1,2,3-
F e triazol-2-yl)pyridin-3-
F ¢ yl)methanone




. o/x (3-fluoro-2-(oxazol-2-
=N yDphenyl)((15,2R 4R)-2-
O
N

((3-fluoro-5-
(trifluoromethyl)pyridin-2-
H yl)amino)-7-
N N .
[ X E azabicyclo[2.2.1]heptan-7-
F = F yl)methanone
F

((1S,2R,4R)-2~((3-fluoro-
5-(trifluoromethyl)pyridin-
2-yl)amino)-7-

azabicyclo[2.2.1]heptan-7-

Ab& N y1)(5-methyl-2-(pyrimidin-
~N

\ P F E 2-yDpyridin-3-

F L yl)methanone
Né\\> ((18,2R 4R)-2-((3-fluoro-
=N S-(trifluoromethyl)pyridin-

7 \ 0 2-yhamino)-7-
=N azabicyclo{2.2.1]heptan-7-

N
bH y1)(6-methyl-3-(pyrimidin-
N__N
~N

2-yDpyridin-2-

] F
F = F y)methanone
F
Né\\> ((1S,2R,4R)-2-((3-fluoro-
=N S-(trifluoromethyl)pyridin-
7 \ 0 2-y)amino)-7-
=N N azabicyclo{2.2.1]heptan-7-
Aj“ " y1)(5-methyl-3-(pyrimidin-
] F 2-yl)pyridin-2-
= F
F yl)methanone
F
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N//\\\ ((1S,2R 4R)-2-((3-fluoro-
=N s 5-(trifluoromethyl)pyridin-
74 \ 0 2-yl)amino)-7-
=N N azabicyclo[2.2.1]heptan-7-
H y)(3-(pyrimidin-2-
ﬁj N yDpyridin-2-yl)methanone
F
F
F
F
N//\\> ((1S,2R ,4R)-2-((3-fluoro-
=N S-(trifluoromethyl)pyridin-
0 2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
F N H y1)(2-fluoro-6-(pyrimidin-
ﬁj N 2-yl)phenyl)methanone
F
F
F.'
F
F ((1S,2R,4R)-2-((3-fluoro-
N 4\\S 5-(trifluoromethyl)pyridin-
=N 2-yl)amino)-7-
O azabicyclo[2.2.1]heptan-7-
N yD)(2-(5-fluoropyrimidin-2-
b “ yl)phenyl)methanone
F
F
F
F
Nf\\> ((1S,2R 4R)-2-((3-fluoro-
=N 5-(trifluoromethyl)pyridin-
0 2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
N H yD(2-(pyrimidin-2-
Aj N yl)phenyl)methanone
F
F
F
F

- 581 -




((1S,2R 4R)-2-((3-fluoro-
5-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
y)(3-methyl-2-(pyrimidin-
2-yl)phenyl)methanone

F l = " F
F
F (3-fluoro-2-(5-
N 4\\5 fluoropyrimidin-2-
=N yl)phenyl}((1S,2R,4R)-2-
Y ((3-fluoro-5-
N (trifluoromethyl)pyridin-2-
ﬁj H N yl)amino)-7-
| A F azabicyclo[2.2.1]heptan-7-
F = F yl)methanone
F

((1S,2R,4R)-2-((3-chloro-
5-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1}heptan-7-
y)(3-methyl-2-(pyrimidin-
2-yl)phenyl)methanone

-

P4
8

b

p=d
& O
ZT
Z

((18,2R 4R)-2-((3-chloro-
S-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yD)(3-fluoro-2-(5-
fluoropyrimidin-2-
yl)phenyl)methanone

-582 -




((1S,2R,4R)-2-((3-chloro-
5-(trifluoromethyl)pyridin-
2-yhamino)-7-
azabicyclo[2.2.1]heptan-7-
y1)(2-fluoro-6-(pyrimidin-
2-yl)phenyl)methanone

((1S,2R,4R)-2-((3-chloro-
5-(trifluoromethyl)pyridin-
2-yhyamino)-7-
azabicyclo[2.2.1]heptan-7-
yD)(5-methyl-2-(pyrimidin-
2-yl)pyridin-3-

yl)methanone

pan

((1S,2R,4R)-2~((3-chloro-
S-(trifluoromethyl)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)(6-methyl-3-(pyrimidin-
2-yDpyridin-2-

ymethanone

((1S,2R,4R)-2~((3-chloro-
S-(trifluoromethyl)pyridin-
2-yhamino)-7-
azabicyclo[2.2.1]heptan-7-
y)(5-methyl-3-(pyrimidin-
2-yl)pyridin-2-

yl)methanone
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(2-(2H-1,2,3+triazol-2=""""~

yDphenyl)((1S,2R 4R)-2-
((3-chloro-5-

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

azabicyclo[2.2.1]heptan-7-

yl)methanone

((1S,2R,4R)-2-((3~chloro-
S-(trifluoromethyl)pyridin-
2-yh)amino)-7-
azabicyclo[2.2.1]heptan-7-
y1)(3-methyl-2-(2H-1,2,3-
triazol-2-

yl)phenyl)methanone

N7 ((1S,2R,4R)-2-((3-chloro-
T\\l\|\§ S-(trifluoromethyl)pyridin-
/\ \ O 2-yl)amino)-7-
N N azabicyclo[2.2.1]heptan-7-
Ajﬁ N y1)(6-methyl-3-(2H-1,2,3-
D\T/ £ triazol-2-yl)pyridin-2-
Cl . yl)methanone
[\\j = ) ((18,2R 4R )-2-((3-chloro-
NN 5-(trifluoromethyl)pyridin-
/\ \ 0o 2-yl)amino)-7-
N azabicyclo[2.2.1]heptan-7-
Lb H Ny y1)(6-methyl-2-(2H-1,2,3-
o I)\T/ F triazol-2-yl)pyridin-3-
F yl)methanone
[\\] 4> ((1S,2R,4R)-2-((3-chloro-
N N~N 5-(triftuoromethyl)pyridin-
/\ \ 2-yl)amino)-7-

azabicyclo[2.2.1]heptan-7-
yD(5-methyl-2-(2H-1,2,3-
triazol-2-yl)pyridin-3-

yl)methanone
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ZT

((1S,2R,4R)-2-((3-chloro-
5-(trifluoromethy)pyridin-
2-yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yD(3-fluoro-2-(oxazol-2-
yl)phenyl)methanone

(3-fluoro-2-(pyrimidin-2-

yDphenyl)((1S,2R,4R)-2-
(-

(triflnoromethyl)pyrazin-2

yl)amino)-7-
azabicyclo[2.2.1]-(3-
’H,?H)-heptan-7-

yl)methanone

(3-fluoro-2-(pyrimidin-2-
yl)phenyl)((1S,2R 4R)-(2-
H)-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]-(3-
2H,zH)~heptan-7-

yl)methanone
F
Né\\> ((1S,2R,4R)-2-((3-fluoro-
=N 5-(trifluoromethyl)pyridin-
74 \ 0 2-yl)amino)-7-
=N \ azabicyclo[2.2.1]heptan-7-
H yl)(4-methyl-3-(pyrimidin-
/ Z N N\ 2-yl)pyridin-2-
. | _ F F yDmethanone
F
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(4-methyl-3-(pyrimidin-2-
yl)pyridin-2-
yD((1S,2R,4R)-2-((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

E yl)methanone

(4-methyl-3-(pyrimidin-2-
yDpyridin-2-
yD((18,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-

azabicyclo[2.2.1]heptan-7-
]\T/ F yl)methanone
N

(4-methyl-3-(pyrimidin-2-
yDpyridin-2-
yD((1S,2R 4R)-2-((5-
(trifluoromethyl)pyrimidin-
2-yl)amino)-7-

N azabicyclo[2.2.1]heptan-7-
\)\T/ F yl)methanone

(4-methyl-3-(2H-1,2,3-
triazol-2-yl)pyridin-2-
yD((18,2R,4R)-2-((5-

(trifluoromethyl)pyrazin-2-
yl)amino)-7-

N £ azabicyclo[2.2.1]heptan-7-
F yl)methanone
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51. A pharmaceutical composition comprising a therapeutically effective amountofa " '}

- compound according to any one ol 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 ofa . J§

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:

IA
wherein ring A is
i
Ry™ 2 /L 5 =
R4
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wherein

X 18 CRg, N, or NRg;

Y is CR7, N, or NR7;

Re 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 1s 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
R 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 Ry, together with the atoms to which they are attached, form a 6-
membered aryl or 6-membered heteroaryl ring; or
R7 and Ry, 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 O;

Rs 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

nisOorl.

56. The compound of claim 54, wherein X is CRg and Y is CR.
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57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

The compound of claim 54, wherein X is CR¢ and Y is N.
The compound of claim 54, wherein X is N and Y is CR>.
The compound of any one of claims 55 to 57, wherein Rg is H.

The compound of any one of claims 55 to 57, wherein Rg is alkyl, alkoxy, OH, or

halo.

The compound of any one of claims 55 to 57, wherein R is triazolyl, oxazolyl,

oxadiazolyl, pyrazolyl, or thiophenyl.
The compound of claim 61, wherein oxazolyl is methyl-oxazolyl.

The compound of claim 61, wherein pyrazolyl is methyl-pyrazolyl or dimethyl-
pyrazolyl.

The compound of claim 61, wherein oxadiazolyl is methyl-oxadiazolyl.
The compound of any one of claims 54 to 57, wherein R is pyridyl.
The compound of claim 65, wherein pyridyl is methyl-pyridyl.

The compound of any one of claims 55 to 57, wherein Rg is pyrimidinyl, pyrazinyl, or

pyridazinyl.

The compound of any one of claims 55, 56, or 58, wherein R is H.

The compound of any one of claims 55, 56, or 58, wherein Ry is alkyl, alkoxy, or halo.
The compound of claim 69, wherein alkoxy is haloalkoxy.

The compound of claim 55, wherein X is NRg and Y is CR.

The compound of claim 55, wherein X is CRg and Y is NR.

The compound of claim 47 or 48, wherein R¢ and R, together with the atoms to
which they are attached, form a 5-membered heteroaryl ring optionally substituted

with alkyl.
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74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

The compound of claim 71 or 72, wherein R¢ and R, together with the atoms to
which they are attached, form a 6-membered heteroaryl ring optionally substituted

with alkyl.

The compound of any one of claims 55, 56 or 58 to 67, wherein R; and Ry, together

with the atoms to which they are attached, form a 6-membered aryl ring.

The compound of any one of claims 55, 56, or 58 to 67, wherein Ry and Ry, together

with the atoms to which they are attached, form a 6-membered heteroaryl ring.
The compound according to any one of claims 55 to 76, wherein R; is H.

The compound according to any one of claims 55 to 76, wherein Rj is alkyl, alkoxy,

hydroxyalkylene, OH, halo, or phenyl.
The compound of claim 78, wherein alkoxy is haloalkoxy.

The compound according to any one of claims 55 to 76, wherein Rj is triazolyl,

oxazolyl, isoxazolyl, oxadiazolyl, pyridyl, or pyrazolyl.

The compound of claim 80, wherein oxazolyl is methyl-oxazolyl.
The compound of claim 80, wherein isoxazolyl is methyl-isoxazolyl.
The compound of claim 80, wherein pyridyl is methyl-pyridyl.

The compound of claim 80, wherein pyrazolyl is methyl-pyrazolyl or dimethyl-
pyrazolyl.

The compound of claim 80, wherein oxadiazolyl is methyl-oxadiazolyl.

The compound according to any one of claims 55 to 76, wherein Rj3 is pyrimidinyl,

pyrazinyl, or pyridazinyl.

The compound according to any one of claims 55 to 76, wherein Rj is piperazinyl,

pyrazolyl, pyrrolidinyl, thiophenyl, morpholinyl, or dialkylamino.
The compound of any one of claims 55 to 87, wherein Ry 1s H.

The compound of any one of claims 55 to 87, wherein Ry is alkyl, alkoxy, or halo.
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90. The compound according to any one of claims 55 to 74, wherein R; and Ry, together

91. The compound according to any one of claims 55 to 74, wherein R; and Ry, together

with the atoms to which they are attached, form a 6-membered heteroaryl ring.

92. A compound of claim 55 selected from the following

Compound

Compound
Name

(3-fluoro-4-methyl-2-(2H-
1,2,3-triazol-2-
yDphenyl)((1S,2R 4R)-2-
((3-fluoro-5-
(trifluoromethyl)pyridin-2-
yhamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(4,5-dimethyl-3-
(pyrimidin-2-yl)pyridin-2-
yD)((18,2R ,4R)-2-((3-
fluoro-5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

((1S,2R 4R)-2-((3-fluoro-
5-(trifluoromethyl)pyridin-
2-ylyamino)-7-
azabicyclo[2.2.1]heptan-7-
yD(3-fluoro-6-methyl-2-
(pyrimidin-2-
yl)phenyl)methanone
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(3-fluoro-4-methyl-2-(2H-
1,2,3-triazol-2-
yDphenyl)((15,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(4,5-dimethyl-3-
(pyrimidin-2-yl)pyridin-2-
yD((1S,2R,4R)-2-((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-6-methyl-2-
(pyrimidin-2-
yDphenyl)((1S,2R ,4R)-2-
((5-
(trifluvoromethyl)pyrazin-2-
yDamino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-4-methyl-2-(2H-
1,2,3-triazol-2-
y)phenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yhamino)-7-
azabicyclo[2.2.1]heptan-7-
ylmethanone

(4,5-dimethyl-3-
(pyrimidin-2-yl)pyridin-2-
yD((1S,2R,4R)-2-((5-
(trifluvoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1}heptan-7-
yl)methanone
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(3-fluoro-6-methyl-2-
(pyrimidin-2-
yDphenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-4-methyl-2-
(pyrimidin-2-
yDphenyl)((1S,2R,4R)-2-
((5-
(trifluoromethyl)pyrazin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-
yl)methanone

(3-fluoro-4-methyl-2-
(pyrimidin-2-
yDphenyl)((1S,2R 4R)-2-
((5-
(trifluoromethyl)pyridin-2-
yl)amino)-7-
azabicyclo[2.2.1]heptan-7-

N\ yl)methanone
| F
¥z F
F
Né\\> (3-fluoro-5-methyl-2-
F (pyrimidin-2-
=N yD)phenyl)((1S,2R 4R)-2-
0 ((5-
(trifluoromethyl)pyridin-2-
N yl)amino)-7-
Lb H azabicyclo[2.2.1]heptan-7-
NNy yl)methanone
| = i F
F
N 4\\> (3-fluoro-5-methyl-2-
F (pyrimidin-2-
=N yl)phenyl)((1S,2R 4R)-2-
0 ((5-
(trifluoromethyl)pyrazin-2-
N yl)amino)-7-
H azabicyclo[2.2.1]heptan-7-
/ f Z N.__N yl)methanone
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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, néuropathic 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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