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WHAT IS CLAIMED IS:
1. A compound selected from compounds having one of the following formulae or a
pharmaceutically acceptable salt thereof, wherein, unless otherwise indicated, each

chiral compound below is in either the R or the S configuration:

Comp
ound Structure Name

No.

5-((R or
- B S)-3-(ethoxymethyl)-3-(2-(5-methylt
1 N hiophen-2-yl)ethyl)pyrrolidin-1-y1)-
2-methyl-6,7-dihydro-5H-cyclopent

a[b]pyridine

S or
p!
s R)-3-(2-(3-(ethoxymethyl)-3-(2-(3-
methylthiophen-2-yl)ethyl)pyrrolidi
n-1-yl)propan-2-yl)pyridine

S or
R)-3-(2-(3-(ethoxymethyl)-3-(2-(thi
= ophen-2-yl)ethyl)pyrrolidin-1-yl)pro
pan-2-yl)pyridine

(S or
S\\ R)-5-(2-(3-(2-ethoxypropan-2-yl)-3-

~
Z

(2-(thiophen-2-yl)ethyl)pyrrolidin-1-

yl)propan-2-yl)-2-methylpyridine

citrate

O 57\ 5-(2-((S&R)-3-((S or
[NJEVQ R)-1-ethoxyethyl)-3-(2-(thiophen-2-

| \/ ylethyl)pyrrolidin-1-yl)propan-2-yl)
N

citrate -2-methylpyridine citrate
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citrate

2-methyl-5-(2-((3R or
S)-3-phenethyl-3-(tetrahydrofuran-2
-yDpyrrolidin-1-yl)propan-2-yl)pyri

dine citrate

o]
o,

5-(2-((3R or
S)-3-(tetrahydrofuran-2-yl)-3-(2-(thi
ophen-2-yl)ethyl)pyrrolidin-1-yl)pro
pan-2-yl)-2-(trifluoromethyl)pyridin

S

2-methyl-5-(2-(R or $S)-3-((S or
R)-tetrahydrofuran-2-y1)-3-(2-(thiop
hen-2-yl)ethyl)pyrrolidin- 1-yl)propa
n-2-yl)pyridine

O

p=4

2-methyl-5-(2-((3S or
R)-3-(tetrahydrofuran-2-yl)-3-(thiop

hen-2-ylmethyl)pyrrolidin-1-yl)prop

an-2-yl)pyridine

10

5-(2-((R or S)-3-((S or
R)-ethoxy(phenyl)methyl)-3-(2-(thio
phen-2-ylethyl)pyrrolidin-1-yl)prop
an-2-yl)-2-methylpyridine

11

5-(2-((R or S)-3-((R or
S)-ethoxy(phenyl)methyl)-3-(2-(thio
phen-2-yl)ethyl)pyrrolidin-1-yl)prop
an-2-yl)-2-methylpyridine
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\\o 5-(2-((R or S)-3-((R or
\ 7] S)-1-ethoxyethyl)-3-(2-(thiophen-2-
12
m yDethyl)pyrrolidin-1-yl)propan-2-yl)
N/

-2-methylpyridine citrate

\\o 5-(2-((R or S)-3-((S or
\ /] R)-1-ethoxyethyl)-3-(2-(thiophen-2-

13 S
| X yDethyl)pyrrolidin-1-yl)propan-2-yl)
CitrateN -2-methylpyridine citrate
\—\o (R or
M S)-2-methyl-5-(2-(3-(propoxymethy]
14 N s
i )-3-(2-(thiophen-2-yl)ethyl)pyrrolidi
Cmat: n-1-yl)propan-2-yl)pyridinecitrate
¢ (R or
— og“‘:@ S)-1-((3-(ethoxymethyl)-1-(2-(6-met
O N
15 [ \ hylpyridin-3-yl)propan-2-yl)pyrrolid
N citrate

m in-3-yl)methyl)-3-ethyl-1,3-dihydro-
N/

2H-benzo[d]imidazol-2-one citrate

R or
\\SSCFC;\/SQ S)-5-(2-(3-(2-ethoxy-1,1,1,3,3,3-hex
16 N afluoropropan-2-yl)-3-(2-(thiophen-
L~ 2-ylethyl)pyrrolidin-1-yl)propan-2-
yl)-2-methylpyridine

5-2-(R or

\\gscéc;\/SQ S)-3-(2-ethoxy-1,1,1,3,3,3-hexafluor
17 N opropan-2-yl)-3-(2-(thiophen-2-yl)et
P hyl)pyrrolidin-1-yl)butan-2-yl)-2-me

thylpyridinecitrate
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(R or

- OQ(N“D $)-1-((3-(ethoxymethyl)-1-(2-(6-met

18 _ hylpyridin-3-yl)propan-2-yl)pyrrolid
AI\(Njc\mme in-3-yl)methyl)-1,3-dihydro-2H-ben

zo[d]imidazol-2-one citrate

2-methyl-5-(2-((3R or
= S)-3-(tetrahydrofuran-2-yl)-3-(3-(thi

19 ) S
§/j\§< ophen-2-yl)propyl)pyrrolidin-1-yl)pr

opan-2-yl)pyridine

R or

/\O
0 m $)-5-(2-(3-(ethoxymethy1)-3-(3-(thio
a phen-2-yl)propyl)pyrrolidin-1-yl)pro

pan-2-yl)-2-methylpyridine

R or

=N
O
M $)-5-(2-(3-(isopropoxymethyl)-3-(2-
21 N g

(thiophen-2-yl)ethyl)pyrrolidin-1-yl)

SN
| N propan-2-yl)-2-methylpyridine
\( 5-(2-((R or
- OM S)-3-(isopropoxymethyl)-3-(2-(thiop
1 N > hen-2-yl)ethyl)pyrrolidin-1-yl)butan
| N -2-yl)-2-methylpyridine
R or
N( S)-1-((3-(ethoxymethyl)-1-(2-(6-met
% O:\.:\ID/ ’ hylpyridin-3-yl)propan-2-yl)pyrrolid
> N . trate in-3-yl)methyl)-3-ethyl-5-fluoro-1,3
‘ g -dihydro-2H-benzo[d]imidazol-2-on
ecitrate
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(R or

z

m/\<
=
z

S)-2-methyl-5-(1-(2-(6-methylpyridi

= h
[T

24 n-3-yl)propan-2-yl)-3-(2-(thiophen-2

oitrate -yDethyl)pyrrolidin-3-y1)-1,3 4-thiad

Z;\ /;

iazole citrate

(R or

J

z
[V
_n

S)-5-(2-(3-(ethoxymethy1)-3-(2-(5-11

25 uorobenzo[b]thiophen-2-yl)ethyl)pyr

citrate

A/

rolidin-1-yl)propan-2-yl)-2-methylp

yridine citrate

ot

S or
/ R)-5-(2-(3-(ethoxymethyl)-3-(thioph

7N

26
N citrate en-2-ylmethyl)pyrrolidin-1-yl)propa

n-2-yl)-2-methylpyridine citrate

—_
z

R or

)

S)-2-(2-(3-(ethoxymethyl)-1-(2-(6-m

z

N

27 ethylpyridin-3-yl)propan-2-yl)pyrrol

citrate idin-3-yl)ethyl)thieno[3,2-b]pyridine

=z
A/
[ S

citrate

(R or

.

S)-2-(2-(3-(ethoxymethyl)-1-(2-(6-m

N
Z
W/

28

Z
[}

ethylpyridin-3-yl)propan-2-yl)pyrrol

citrate

ZS\ /;

idin-3-yl)ethyl)thieno[2,3-b]pyridine

citrate

(S &
R)-1-(2-(3-(ethoxymethyl)-1-(2-(6-

»
fo
)

i
s

29
methylpyridin-3-yl)propan-2-yl)pyrr

A/

olidin-3-yl)ethyl)-3-ethyl-1,3-dihydr
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0-2H-benzo[d]imidazol-2-one

30

J

CF3

o
=
(D/

citrate

Z
AN\

R or
S)-5-(2-(3-(ethoxymethyl)-3-(2-(5-(t
rifluoromethyl)thiophen-2-yl)ethyl)p
yrrolidin-1-yl)propan-2-yl)-2-methyl

pyridine citrate

31

Q

o
N
4

Q
&

(R or
S)-5-(2-(3-(2-(4-chloro-5-fluorothio
phen-2-yl)ethyl)-3-(ethoxymethyl)p
yrrolidin-1-yl)propan-2-yl)-2-methyl

pyridine citrate

32

o

o
Oé

A/

(R or
S)-5-(2-(3-(2-(4-chlorothiophen-3-yl
Jethyl)-3-(ethoxymethyl)pyrrolidin-1
-yl)propan-2-yl)-2-methylpyridine

33

R or
S)-5-(2-(3-(2-(4-chlorothiophen-2-yl
Jethyl)-3-(ethoxymethyl)pyrrolidin-1
-yl)propan-2-yl)-2-methylpyridine

34

5-(2-((R & S)-3-((S or
R)-1-ethoxy-2,2,2-trifluoroethyl)-3-(
2-(5-fluorothiophen-2-yl)ethyl)pyrro
lidin-1-yl)propan-2-y1)-2-methylpyri

dine

35

—

citrate

J

5-2-((R or S)-3-((S or
R)-1-ethoxyethyl)-3-(2-(5-fluorothio
phen-2-ylethyl)pyrrolidin-1-yl)prop

an-2-yl)-2-methylpyridine citrate
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36

o)
@
o

o
1
w

=z
IS
-

(R or
S)-5-(2-(3-(2-ethoxy-1,1,1,3,3,3-hex
afluoropropan-2-yl)-3-(2-(5-fluoroth
iophen-2-yl)ethyl)pyrrolidin-1-yD)pr

opan-2-yl)-2-methylpyridine

37

Z
[
-

| N citrate

5-(2-((R or S)-3-((R or
S)-1-ethoxyethyl)-3-(2-(5-fluorothio
phen-2-ylethyD)pyrrolidin-1-yl)prop

an-2-yl)-2-methylpyridine citrate

38

O/KO

s

-

citrate

ZS\ /;

(R or
S)-(3-(2-(5-fluorothiophen-2-yl)ethy
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)methyl

isopropylcarbamate citrate

39

3
O/KO

QA

-

N citrate

=4
S

(R or
S)-(3-(2-(5-fluorothiophen-2-yl)ethy
1)-1-(2-(6-methylpyridin-3-yl)propan
-2-yD)pyrrolidin-3-yl)methyl

phenylcarbamate citrate

40

O,
zX,

4
[

-

citrate

ZS\ /;

isopropyl (S or
R)-((3-(2-(5-fluorothiophen-2-yl)eth
y1)-1-(2-(6-methylpyridin-3-yl)propa
n-2-yl)pyrrolidin-3-yl)methyl)carba

mate citrate

41

nel

O’j
T
z

phenyl S or
R)-((3-(2-(5-fluorothiophen-2-yl)eth
y1)-1-(2-(6-methylpyridin-3-yl)propa
n-2-yl)pyrrolidin-3-yl)methyl)carba

mate
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42

S or
R)-1-((3-(2-(5-fluorothiophen-2-yl)e
thyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)methyl)-3-i

sopropylurea citrate

43

(S or
R)-1-((3-(2-(5-fluorothiophen-2-yl)e
thyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)methyl)-3-p

henylurea citrate

44

T
o
Z
n

Xy citrate

=z
N

(R or
S)-(3-(4-fluorophenethyl)-1-(pyridin
-3-ylmethyl)pyrrolidin-3-yl)methano

1 citrate

45

o

;

citrate

(R or
S)-3-((3-(ethoxymethyl)-3-(4-fluoro
phenethyl)pyrrolidin-1-yl)methyl)-5-

fluoropyridine citrate

46

.

5

T
z
Vs

\a

(R or
S)-3-(ethoxymethyl)-3-(4-fluorophe
nethyl)-N-(pyridin-3-yl)pyrrolidine-

1-carboxamide

47

I

)

(R or
S)-3-(2-(3-(ethoxymethyl)-3-(4-fluor
ophenethyl)pyrrolidin-1-ylethyl)pyr

idine

48

(R or
S)-3,3'-((3-(ethoxymethyl)-3-(4-fluo

rophenethyl)pyrrolidin-1-yl)methyle
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ne)dipyridine
49 R or
_\O
EY\—@F $)-N-(3-(ethoxymethy1)-3-(4-fluoro
N
"N S phenethyl)pyrrolidin-1-y1)pyridin-3-
N
amine
50 3-(1-((R or
_\O
MF S)-3-(ethoxymethyl)-3-(4-fluorophe
RO nethyl)pyrrolidin-1-y1)-2,2,2-trifluor
>
oethyl)pyridine
51 (R or
‘\O
a—\_@F S)-3,5-dichloro-4-((3-(ethoxymethyl
N™ Cl
| /\N )-3-(4-fluorophenethyl)pyrrolidin-1-
Cl
ylD)methyl)pyridine
52 (R or
_\O
Ey\_@_m S)-4-(2-(3-(ethoxymethyl)-1-(pyridi
K(Nj n-3-ylmethyl)pyrrolidin-3-yl)ethyl)b
enzonitrile
53 F R or
Y $)-3-((3-(ethoxymethy1)-3-(4-fluoro
N phenethyl)pyrrolidin-1-yl)methyl)iso
— nicotinonitrile
Ny /N
54 F R or
RS S)-3-((3-(ethoxymethy1)-3-(4-fluoro
g phenethyl)pyrrolidin-1-yl)methyl)pi
NG L
— colinonitrile
N/
55 % R or
iwﬁ O S)-5-((3-(ethoxymethy)-3-(4-fluoro
=N
— o~ phenethyl)pyrrolidin-1-yl)methyl)-2-
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methoxypyridine
56 R or
_\O
A—\_OF $)-5-((3-(ethoxymethy1)-3-(4-fluoro
N: I ;N _ phenethyl)pyrrolidin-1-yl)methyl)-2-
methoxyisonicotinonitrile
57 \O F R or
Ljf\/©/ S)-3-((3-(ethoxymethyl)-3-(4-fluoro
o { S phenethyl)pyrrolidin-1-yl)methyl)pi
’ S v colinamide
58 3 . 5-((R or
&VO/ S)-3-(ethoxymethyl)-3-(4-fluorophe
! I I \/ nethyl)pyrrolidin-1-y1)-6,7-dihydro-
r 1,7-naphthyridin-8(5H)-one
59 \O i 5-((R or
Ej\/@ S)-3-(ethoxymethyl)-3-(4-fluorophe
N nethyl)pyrrolidin-1-y1)-6,6-dimethyl
v N\/ -6,7-dihydro-1,7-naphthyridin-8(5H)
° -one
60 R or
_\O
h@m S)-4-(2-(1-(di(pyridin-3-yl)methyl)-
® I ® 3-(ethoxymethyl)pyrrolidin-3-yl)eth
" " yl)benzonitrile
61 % R or
MF S)-2-(3-(ethoxymethyl)-3-(4-fluorop
v lo henethyl)pyrrolidin-1-yl)-1-(6-meth
Y ylpyridin-3-yl)ethan-1-one
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62 % R or
MF S)-2-(3-(ethoxymethyl)-3-(4-fluorop
p lo henethyl)pyrrolidin- 1-yl)-2-methyl-1
T -(6-methylpyridin-3-yl)propan-1-one
63 % R or
N Yai S)-2-(3-(ethoxymethyl)-3-(2-(5-fluor
~ |0 opyridin-2-yl)ethyl)pyrrolidin-1-yl)-
Y 1-(6-methylpyridin-3-yl)ethan-1-one
64 R or
v \—/ . S)-2-(3-(ethoxymethyl)-3-(2-(5-fluor
Ko opyridin-2-yl)ethyl)pyrrolidin-1-yl)-
i N 2-methyl-1-(6-methylpyridin-3-yl)pr
opan-1-one
65 %\/@C” (R or
N S)-4-(2-(3-(oxetan-3-yl)-1-(pyridin-
' N\/ 3-ylmethyl)pyrrolidin-3-yl)ethyl)ben
zonitrile
66 %\UF R or
N S)-3-((3-(4-fluorophenethyl)-3-(oxet
| ; an-3-yl)pyrrolidin-1-yl)methyl)pyrid
ine
67 %\/@/CN R or
N S)-4-(2-(1-(2-(6-methylpyridin-3-yl)
l N\/ propan-2-yl)-3-(oxetan-3-yl)pyrrolid
in-3-yl)ethyl)benzonitrile
68 %\UF R or
N S)5-(3-(3-(4-fluorophenethyl)-3-(ox
o~ N\/ etan-3-yl)pyrrolidin-1-yl)oxetan-3-yl
)-2-methylpyridine
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69 FoC R or
o
S)-5-(2-(3-(1,1,1,3,3,3-hexafluoro-2-

zZ

N methoxypropan-2-yl)-3-(2-(thiophen
N -2-yDethyl)pyrrolidin-1-yl)propan-2-
yl)-2-methylpyridine

70 FiC (R or
— S $)-5-((3-(2-ethoxy-1,1,1,3,3,3-hexaf
luoropropan-2-yl)-3-(2-(thiophen-2-

ylethyl)pyrrolidin-1-yl)methyl)-2-m
ethylpyridine

71 R or
— S $)-3-((3-(2-ethoxy-1,1,1,3,3,3-hexaf

Z

SN luoropropan-2-y1)-3-(2-(thiophen-2-
N ylethyl)pyrrolidin-1-yl)methyl)pyri

dine

72 (R or

l

— S)-5-(2-(3-(2-ethoxy-1,1,1,3,3,3-hex
> afluoropropan-2-yl)-3-(4-fluorophen
ethyl)pyrrolidin-1-yl)propan-2-yl)-2-

methylpyridine

73 E R or

S

7 S)-5-(2-(3-(4-fluorophenethyl)-3-(1,

4

1,1,3,3,3-hexafluoro-2-methoxyprop
an-2-yl)pyrrolidin-1-yl)propan-2-yl)
-2-methylpyridine

74 HO CFs (R or
S)-1,1,1,3,3,3-hexafluoro-2-(3-(4-flu

4

X
' 7 orophenethyl)- 1-(2-(6-methylpyridin
-3-yl)propan-2-yl)pyrrolidin-3-yl)pr
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opan-2-ol

75 R or

oS crs
— S)-5-((3-(2-ethoxy-1,1,1,3,3,3-hexaf
luoropropan-2-yl)-3-(4-fluorophenet
hyl)pyrrolidin-1-yl)methyl)-2-methy

Ipyridine

76 Seers F R or
N $)-3-((3-(2-ethoxy-1,1,1,3,3,3-hexaf

\

N luoropropan-2-yl)-3-(4-fluorophenet
hyl)pyrrolidin-1-yl)methyl)pyridine

77 (R or
Fa CFs CN

—’O%\U S)-4-(2-(3-(2-ethoxy-1,1,1,3,3,3-hex

afluoropropan-2-yl)-1-(2-(6-methylp

yridin-3-yl)propan-2-yl)pyrrolidin-3

-yDethyl)benzonitrile

78 R or

FsG CFs CN
O
/ Ff/@ $)-4-(2-(3-(1,1,1,3,3,3-hexafluoro-2-

S methoxypropan-2-yl)-1-(2-(6-methyl
" pyridin-3-yl)propan-2-yl)pyrrolidin-
3-yDethyl)benzonitrile
79 R or
FsC CFs CN
H‘?j\/@r S)-4-(2-(3-(1,1,1,3,3,3-hexafluoro-2-
N
x hydroxypropan-2-yl)-1-(2-(6-methyl

pyridin-3-yl)propan-2-yl)pyrrolidin-
3-yDethyl)benzonitrile

el ® o
—
S)-4-(2-(3-(2-ethoxy-1,1,1,3,3,3-hex

Nig afluoropropan-2-yl)- 1-((6-methylpyr

idin-3-yl)methyl)pyrrolidin-3-yl)eth
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yl)benzonitrile
81 R or
CF)S CFs CN
— S)-4-(2-(3-(2-ethoxy-1,1,1,3,3,3-hex
N
S afluoropropan-2-yl)- 1-(pyridin-3-yl
7
methyl)pyrrolidin-3-yl)ethyl)benzon
itrile
(R or
F
F_<O S)-5-(2-(3-((difluoromethoxy)methy
82 M 1)-3-(2-(thiophen-2-yl)ethyl)pyrrolid
D in-1-yl)propan-2-yl)-2-methylpyridi
ne citarte
R or
0 FN
L%\N 2 $)-3-((3-(ethoxymethyl)-1-(2-(6-met
83 N SN hylpyridin-3-yl)propan-2-yl)pyrrolid
Xy citrate . .o
| 7 in-3-yl)methyl)-3H-imidazo[4,5-c]p
yridine citarte
R or
N( S)-1-((3-(ethoxymethyl)-1-(2-(6-met
- = @/F
04 0 N . hylpyridin-3-yl)propan-2-yl)pyrrolid
N citrate in-3-yl)methyl)-3-ethyl-5,6-difluoro-
| j 1,3-dihydro-2H-benzo[d]imidazol-2-
N
one citarte
(R or
O /—;N
Ajf\,\, a S)-1-((3-(ethoxymethyl)-1-(2-(6-met
N
85 N = hylpyridin-3-yl)propan-2-yl)pyrrolid
Xy, Citrate
» in-3-yl)methyl)-1H-imidazo[4,5-c]p
N
yridine citrate
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86

citrate

Z;\ /;

5-(2-((S or R)-3-(R&
S)-ethoxy(pyridin-2-yl)methyl)-3-(2
-(thiophen-2-yl)ethyl)pyrrolidin-1-yl
)propan-2-yl)-2-methylpyridine

citrate

87

AN

A citrate

Z
[72)

5-2-((R or S)-3-((S or
R)-isochroman-1-y1)-3-(2-(thiophen-
2-ylethyl)pyrrolidin-1-yl)propan-2-

yl)-2-methylpyridine citrate

88

| ) citrate

5-(2-((R or S5)-3-((R or
S)-isochroman- 1-y1)-3-(2-(thiophen-
2-ylethyl)pyrrolidin-1-yl)propan-2-

yl)-2-methylpyridine citrate

89

(@)
z
o0’

citrate

Z;\ /é

5-2-((R or S)-3-((S or
R)-isochroman-1-y1)-3-(2-(thiophen-
2-ylethyl)pyrrolidin-1-yl)butan-2-yl

)-2-methylpyridine citrate

90

CF3

)
NG
4

—

2N

5-(2-((R or
S)-3-((S&R)-1-ethoxy-2,2,2-trifluor
oethyl)-3-(2-(5-fluorothiophen-2-yl)
ethyl)pyrrolidin-1-yl)butan-2-yl)-2-

methylpyridine

91

»

%

/\2

Z=

N

m citrate

W/

P4

1-(2-(3-(ethoxymethyl)-1-(2-(6-meth
ylpyridin-3-yl)propan-2-yl)pyrrolidi
n-3-yDethyl)-1H-imidazo[4,5-c]pyri

dine citrate
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92

0
_\o N>\NH
e
N NN
N citarte
| o

N

1-(2-(3-(ethoxymethyl)-1-(2-(6-meth
ylpyridin-3-yl)propan-2-yl)pyrrolidi
n-3-ylethyl)-1,3-dihydro-2H-imidaz

o[4,5-c]pyridin-2-one citrate

93

F3C

AM
'S F
N

5-(2-((R or
S)-3-(2-ethoxy-1,1,1,3,3,3-hexafluor
opropan-2-yl)-3-(2-(5-fluorothiophe
n-2-yl)ethyl)pyrrolidin-1-yl)butan-2-
yl)-2-methylpyridine

94

m
N
o}
(]
N S F
m citrate

P
N

5-2-(R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-3-((R or
S)-isochroman-1-yl)pyrrolidin-1-yl)
propan-2-yl)-2-methylpyridine

citrate

95

O

4
N ST e
m citrate
o
N

5-(2-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl

)-3-((S or
R)-isochroman-1-yl)pyrrolidin-1-yl)

propan-2-yl)-2-methylpyridine

citrate

96

7\
S

J

N citrate

5-(2-((R or S)-3-(R or
S)-ethoxy(phenyl)methyl)-3-(2-(5-11

uorothiophen-2-ylethyl)pyrrolidin-1
-yl)butan-2-yl)-2-methylpyridine

citrate
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5-(2-((R or S)-3-((R or
Y S)-ethoxy(phenyl)methyl)-3-(2-(5-f
97 uorothiophen-2-yl)ethyl)pyrrolidin- 1
ﬂ\(j\ e _yl)propan-2-yl)-2-methylpyridine
citrate
5-(2-((R or S)-3-((S or
_\ R)-ethoxy(phenyl)methyl)-3-(2-(5-11
98 uorothiophen-2-yl)ethyl)pyrrolidin-1
citrate -yl)propan-2-yl)-2-methylpyridine
citrate
0 1-(2-(3-(ethoxymethyl)-1-(2-(6-meth
_\OPYF »\NH ylpyridin-3-yl)propan-2-yl)pyrrolidi
99
N T n-3-yl)ethyl)-5,6-difluoro-1,3-dihydr
"' 0-2H-benzo[d]imidazol-2-one citrate
1-(2-(3-(ethoxymethyl)-1-(2-(6-meth
-, NO)\NA( ylpyridin-3-yl)propan-2-yl)pyrrolidi
100 PN)_F ] n-3-ylethyl)-5,6-difluoro-3-isobutyl
41\('?\ e -1,3-dihydro-2H-benzo[d]imidazol-2
-one citrate
1-(2-(3-(ethoxymethyl)-1-(2-(6-meth
- NO)LNf\ ylpyridin-3-yl)propan-2-yl)pyrrolidi
101 a_/_ n-3-yl)ethyl)-3-ethyl-5,6-difluoro-1,
4'\(,\1\)\ clrate 3-dihydro-2H-benzo[d]imidazol-2-0
ne citrate
X E{p (S)-4-((3-(ethoxymethyl)-3-(2-(thiop
102 hen-2-yl)ethyl)pyrrolidin-1-yl)methy
[ Pt D)pyridine H3PO4 salt
N /
N

149




WO 2022/006192

PCT/US2021/039739

103

»
z |\
ZF
[

ZS\ /;

F

citrate

5-(2-((R or
S)-3-((S&R)-ethoxy(pyridin-2-yl)me
thyl)-3-(2-(5-fluorothiophen-2-yDeth
yl)pyrrolidin-1-yl)propan-2-y1)-2-me

thylpyridine citrate

104

citrate

5-(2-((R or S)-3-((S or
R)-1-ethoxyethyl)-3-(2-(5-fluorothio
phen-2-ylethyl)pyrrolidin-1-yl)buta

n-2-y1)-2-methylpyridine citrate

105

)
=
1

=z
>
N
&

==\ citrate

5-2-(R or S)-3-((R or
S)-1-ethoxyethyl)-3-(2-(5-fluorothio
phen-2-ylethyl)pyrrolidin-1-yl)buta

n-2-y1)-2-methylpyridine citrate

106

EE}J

/

z
\Y

S or
R)-4-((3-(2-(5-fluorothiophen-2-yl)e
thyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)methyl)mor
pholine

107

S or
R)-1-ethyl-3-((3-(2-(5-fluorothiophe
n-2-ylethyl)-1-(2-(6-methylpyridin-
3-yD)propan-2-yl)pyrrolidin-3-yl)met
hyl)-1,3-dihydro-2H-benzo[d]imidaz

ol-2-one citrate

108

R or
S)-5-(2-(3-(2-(4,5-dimethylthiophen

-2-yl)ethyl)-3-(ethoxymethyl)pyrroli
din-1-yl)propan-2-yl)-2-methylpyrid

ine citrate

150
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(R or
o}é?” - S)-N-((3-(2-(5-fluorothiophen-2-yl)e
109 N s”F thyl)-1-(2-(6-methylpyridin-3-yl)pro
AN pan-2-yhpyrrolidin-3-yhmethylmet
hanesulfonamide citrate
(R or
\@P S)-N-((3-(2-(5-fluorothiophen-2-yl)e
110 i (D thyl)-1-(2-(6-methylpyridin-3-yl)pro
ﬁN\@\ e pan-2-yl)pyrrolidin-3-yl)methyl)-4-
methylbenzenesulfonamide citrate
111 ] S or
Q R)-4-fluoro-N-((3-(2-(5-fluorothioph
M en-2-ylethyl)-1-(2-(6-methylpyridin
‘?\0\ citrate -3-yl)propan-2-yl)pyrrolidin-3-yl)me
thyl)benzenesulfonamide citrate
(S & R)-5-((R or
O=<H S)-3-(2-(5-fluorothiophen-2-yl)ethyl
112 ’ )-1-(2-(6-methylpyridin-3-yl)propan
/)\O\mtme -2-yD)pyrrolidin-3-yl)oxazolidin-2-o
ne citrate
(R or
HN(\/N S)-5-(2-(3-(2-(5-fluorothiophen-2-yl
113 4%—\_(1 )ethyD)-3-(1H-imidazol-2-yl)pyrrolid
m citrate in-1-yl)propan-2-yl)-2-methylpyridi
ne citrate

151



WO 2022/006192

PCT/US2021/039739

114

N
D

\.
p-4
Zz
IS

-

citrate

(R or
S)-5-(2-(3-(2-(5-fluorothiophen-2-yl
Jethyl)-3-(1-methyl-1H-imidazol-2-y
Dpyrrolidin-1-yl)propan-2-yl)-2-met

hylpyridine citrate

115

I
N\
Z \IZ
z
z
\_/
o N

/

\

b4

(R or
S)-5-(2-(3-(2-(5-fluorothiophen-2-yl
Jethyl)-3-(4H-1,2,4-triazol-3-yl)pyrr
olidin-1-yl)propan-2-yl)-2-methylpy

ridine

116

Y

(o)
4
[

-

citrate N

(R or
S)-5-(2-(3-((cyclopropylmethoxy)m
ethyl)-3-(2-(5-fluorothiophen-2-yl)et
hyl)pyrrolidin-1-yl)propan-2-yl)-2-

methylpyridine citrate

117

(R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidine-3-carboxamide

citrate

118

4
Z\/
(4]

citrate

(R or
S,E)-3-(2-(5-fluorothiophen-2-yl)eth
y1)-1-(2-(6-methylpyridin-3-yl)propa
n-2-yl)pyrrolidine-3-carbaldehyde

O-methyl oxime citrate

152
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NH, (S or
0:1\'? ° \ R)-((3-(2-(5-fluorothiophen-2-yl)eth
119 / s y1)-1-(2-(6-methylpyridin-3-yl)propa

J S n-2-yl)pyrrolidin-3-yl)methyl)sulfa

N moyl amine
120 (S or R)-
Hé’iﬁNo /—»} ((3-(2-(5-fluoro-thiophen-2-yl)ethyl)
]

-1-(2-(6-methylpyridin-3-yl)propan-
2-yl)pyrrolidin-3-yl)(pyridin-2-yl)m

ethyl)sulfamoyl amine

0L

HN
,S’O

4’\0\ citrate

121 . (S or R)-
0:§=o ((3-(2-(5-fluorothiophen-2-yl)ethyl)-

) /S\ ] 1-(2-(6-methylpyridin-3-yl)propan-2
#\O\C"m -yDpyrrolidin-3-yl)methyl)sulfamoyl

" dimethyl amine

122 . (R or
\CJZQ:O S)-((3-(2-(5-fluorothiophen-2-yDeth
' [ >~ y1)-1-(2-(6-methylpyridin-3-yl)propa

h > B n-2-yl)pyrrolidin-3-yl)methyl)sulfa

v moy] 4-fluorophenylamine citrate

123 R or

S)-((3-(2-(5-fluorothiophen-2-yl)eth
y1)-1-(2-(6-methylpyridin-3-yl)propa
n-2-yl)pyrrolidin-3-yl)methyl)sulfa

moyl 4-methylphenyl amine

153
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124

Exact Mass: 584.12
tPSA: 73.8
ClogP: 6.67

(R or
S)-((3-(2-(5-fluorothiophen-2-yDeth
y1)-1-(2-(6-methylpyridin-3-yl)propa
n-2-yl)pyrrolidin-3-yl)methyl)sulfa
moyl 2,4-dichloro phenyl amine

125

N citrate

S or
R)-4-methyl-N-((1-(pyridin-3-ylmet

hyl)-3-(2-(thiophen-2-yl)ethyl)pyrrol
idin-3-yl)methyl)benzenesulfonamid

e citrate

126

Q

g
%5

(o]
N
N

24 ¢

N S
m citrate
P~
N

(S or
R)-N-((3-(2-(4,5-dimethylthiophen-
2-yDethyl)-1-(2-(6-methylpyridin-3-
yl)propan-2-yl)pyrrolidin-3-yl)meth
y1)-4-methylbenzenesulfonamide

citrate

127

S or
R)-N-((3-(4-fluorophenethyl)-1-(2-(

6-methylpyridin-3-yl)propan-2-yl)py
rrolidin-3-yl)methyl)-4-methylbenze

nesulfonamide citrate

128

(R or
S)-5-(2-(3-(ethoxymethyl)-1-(2-(6-m
ethylpyridin-3-yl)propan-2-yl)pyrrol
idin-3-yl)ethyl)thieno[3,4-b]pyrazin

€
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(R or

p4
=
)
Z

S)-5-(2-(3-(ethoxymethyl)-1-(2-(6-m

O>
=
-

z
Z
2 J 4

129 ethylpyridin-3-yl)propan-2-yl)pyrrol
idin-3-yl)ethyl)-7-fluorothieno[3.,4-b

Ipyrazine

1-((R or

7
L2

S)-1-(2-(6-methylpyridin-3-yl)propa
130 4 n-2-yl)-3-(2-(thiophen-2-yl)ethyl)py
x> rrolidin-3-yl)-3,4-dihydro- 1H-pyran
o[4,3-c]pyridine

5-(2-((3R or

o] S)-3-(6-fluoroisochroman-1-yl1)-3-(2
131

AN

-(thiophen-2-yl)ethyl)pyrrolidin-1-yl

=z
[¢2)

Z;\ /;

)propan-2-yl)-2-methylpyridine

5-(2-((3R or

T
=z
1)

>

S)-3-((4,5-dihydro- 1 H-imidazol-2-yl
132 7] )(ethoxy)methyl)-3-(2-(thiophen-2-y
X Dethyl)pyrrolidin-1-yl)propan-2-yl)-
2-methylpyridine

(R or

ZT

2
J

S)-5-(2-(3-(((4,5-dihydro-1H-imidaz
133 /S | 0l-2-yl)methoxy)methyl)-3-(2-(thiop
[ hen-2-yl)ethyl)pyrrolidin- 1-yl)propa
n-2-y1)-2-methylpyridine

{ N 5(2-(S  or  R)-3(S  or
R)-ethoxy(pyridin-3-yl)methyl)-3-(2
134 a

S -(thiophen-2-yl)ethyl)pyrrolidin-1-yl

P )propan-2-yl)-2-methylpyridine

155
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135

%

/ \

4

5-(2-((S or R)-3-((S or
R)-ethoxy(pyridin-2-yl)methyl)-3-(2
-(thiophen-2-yl)ethyl)pyrrolidin-1-yl

)propan-2-yl)-2-methylpyridine

136

>
-Z

X

A/

5-(2-((3R or
S)-3-(ethoxy(pyridin-4-yl)methyl)-3

-(2-(thiophen-2-yDethyl)pyrrolidin-1
-yl)propan-2-yl)-2-methylpyridine

.

137

ZN

Z
oy

A/

(R or
S)-2-(2-(3-(ethoxymethyl)-1-(2-(6-m
ethylpyridin-3-yl)propan-2-yl)pyrrol
idin-3-yl)ethyl)thieno[2,3-c]pyridine

.

138

X

&
N
|

Z
2]
\

A/

(R or
S)-2-(2-(3-(ethoxymethyl)-1-(2-(6-m
ethylpyridin-3-yl)propan-2-yl)pyrrol
idin-3-yl)ethyl)thieno[3,2-c]pyridine

"

139

z
TN
N\ 7

A/

R or
S)-6-(2-(3-(ethoxymethyl)-1-(2-(6-m
ethylpyridin-3-yl)propan-2-yl)pyrrol
idin-3-yl)ethyl)thieno[2,3-b]pyrazin

€

o

140

-

=
M

A/

(R or
S)-5-(2-(3-(2-(4,5-difluorothiophen-
2-yDethyl)-3-(ethoxymethyl)pyrrolid
in-1-yl)propan-2-yl)-2-methylpyridi

ne

156
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141

b4
O

o
4
y
/|
w

\Y

(R or
S)-4-(2-(3-(ethoxymethyl)-1-(2-(6-m
ethylpyridin-3-yl)propan-2-yl)pyrrol
idin-3-yl)ethyl)thiophene-3-carbonit

rile

142

A
Z
/ . =
7\
72

(R or
S)-5-(2-(3-(ethoxymethyl)-3-(2-(4-1l
uorothiophen-3-yl)ethyl)pyrrolidin-1
-yl)propan-2-yl)-2-methylpyridine

143

(R or
S)-5-(2-(3-(ethoxymethyl)-3-(2-(4-fl
uorothiophen-2-yl)ethyl)pyrrolidin-1
-yl)propan-2-yl)-2-methylpyridine

144

R or
S)-5-(2-(3-(ethoxymethyl)-1-(2-(6-m
ethylpyridin-3-yl)propan-2-yl)pyrrol
idin-3-yl)ethyl)thiophene-3-carbonit

rile

145

=N

=
X

=
w
m

1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yD)pyrrolidin-3-yl)-3,4-dihydro-1

H-pyrano[4,3-c]pyridine

146

=z
w
-

5-(2-((3R or
S)-3-(6-fluoroisochroman-1-y1)-3-(2
-(5-fluorothiophen-2-yl)ethyl)pyrroli
din-1-yl)propan-2-yl)-2-methylpyrid

ine
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5-(2-((3R or

© S)-3-(2-(5-fluorothiophen-2-yl)ethyl
147 7]
S

4

F )-3-(isochroman-1-yl)pyrrolidin-1-yl
)propan-2-yl)-2-methylpyridine

\Y

5-(2-((3R or
S S)-3-((4,5-dihydro-1H-imidazol-2-yl
148 7] )(ethoxy)methyl)-3-(2-(5-fluorothiop
X hen-2-yl)ethyl)pyrrolidin- 1-yl)propa
n-2-y1)-2-methylpyridine

(R or
N,
Lo S)-5-(2-(3-(((4,5-dihydro-1H-imidaz

N b
149 M ol-2-yl)methoxy)methyl)-3-(2-(5-flu
s

S orothiophen-2-yl)ethyl)pyrrolidin-1-

-+f

yl)propan-2-yl)-2-methylpyridine

5-(2-((S or R)-3-(R or
N S)-ethoxy(pyridin-3-yl)methyl)-3-(2
150 {s | -(5-fluorothiophen-2-yl)ethyl)pyrroli
din-1-yl)propan-2-yl)-2-methylpyrid

ine

5-2-((S or R)-3-((R or
% —N S)-ethoxy(pyridin-2-yl)methyl)-3-(2

151 a -(5-fluorothiophen-2-yl)ethyl)pyrroli
din-1-yl)propan-2-yl)-2-methylpyrid

ine

5-(2-((S or R)-3-((R or

S)-ethoxy(pyridin-4-yl)methyl)-3-(2
152 a
N 57N -(5-fluorothiophen-2-yl)ethyl)pyrroli

L din-1-yl)propan-2-yl)-2-methylpyrid

158
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ine
\ S or

] R)-5-(2-(3-(ethoxymethyl)-3-((5-flu

153
N F orothiophen-2-yl)methyl)pyrrolidin-

" 1-yl)propan-2-yl)-2-methylpyridine

5-(2-((3R or
NN S)-3-(ethoxy(1-methyl-1H-imidazol-
154 o s 2-y)methyl)-3-(2-(5-fluorothiophen-
\_/ 2-ylethyl)pyrrolidin-1-yl)propan-2-
yl)-2-methylpyridine

8-((R or
[N N S)-3-(2-(5-fluorothiophen-2-yl)ethyl
155 © s )-1-(2-(6-methylpyridin-3-yl)propan
\ ./ -2-yl)pyrrolidin-3-y1)-5,6-dihydro-8

H-imidazo[2,1-c][1,4]oxazine

5-(2-((3R or
H N S)-3-(ethoxy(1H-imidazol-2-yl)meth
156 o s y1)-3-(2-(5-fluorothiophen-2-yl)ethyl
N )pyrrolidin-1-yl)propan-2-yl)-2-meth

ylpyridine

7-((R or
o) S)-3-(2-(5-fluorothiophen-2-yl)ethyl
157 © N )-1-(2-(6-methylpyridin-3-yl)propan
L -2-yl)pyrrolidin-3-y1)-5H,7H-imidaz

o[1,2-cloxazol-5-one

3-ethyl-5-((R or
158 s S)-3-(2-(5-fluorothiophen-2-yl)ethyl

\_/ )-1-(2-(6-methylpyridin-3-yl)propan

159
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-2-yDpyrrolidin-3-yl)oxazolidin-2-o
ne
HO. 5 (R or
S S)-2-(1-(2-(6-methylpyridin-3-yl)pro
1 h N pan-2-yl)-3-(2-(thiophen-2-yl)ethyl)
| N7 pyrrolidin-3-yl)propan-2-ol
HO CFSF3 S\ ® o
[%t\//Q 5)-1,1,1,3,3,3-hexafluoro-2-(1-(2-(6-
160 N methylpyridin-3-yl)propan-2-y1)-3-(
| \/ 2-(thiophen-2-yl)ethyl)pyrrolidin-3-
N yl)propan-2-ol
~_O-_CFs s \ ® or
[J}\/Q S)-5-(2-(3-(1-ethoxy-2,2,2-trifluoroe
161 N thyl)-3-(2-(thiophen-2-yl)ethyl)pyrro
| \/ lidin-1-yl)propan-2-y1)-2-methylpyri
N dine
HO._CF; g \ ®R or
[M S)-2,2,2-trifluoro-1-(1-(2-(6-methylp
162 N yridin-3-yl)propan-2-yl)-3-(2-(thiop
| \/ hen-2-yl)ethyl)pyrrolidin-3-yl)ethan-
N 1-ol
OH
HO s | R or
N S)-1-(1-(2-(6-methylpyridin-3-yl)pro
103 N pan-2-yl)-3-(2-(thiophen-2-yl)ethyl)
| \/ pyrrolidin-3-yl)ethane-1,2-diol
N

160



WO 2022/006192 PCT/US2021/039739
OH
(R or
~© ST
X S)-2-ethoxy-2-(1-(2-(6-methylpyridi
164
N n-3-yl)propan-2-yl)-3-(2-(thiophen-2
S
| N -yDethyl)pyrrolidin-3-yl)ethan-1-ol
NH, (R or
~0 S\ \ S)-2-ethoxy-2-(1-(2-(6-methylpyridi
165 n-3-yl)propan-2-yl)-3-(2-(thiophen-2

2o

-yDethyl)pyrrolidin-3-yl)ethan-1-am

ine

o

T

din-1-yl)propan-2-yl)-2-methylpyrid

N
| S
N/
0 5\ R or
X S)-5-(2-(3-(1,4-dioxan-2-yl)-3-(2-(th
166
N iophen-2-yl)ethyl)pyrrolidin-1-yl)pr
X
m opan-2-yl)-2-methylpyridine
N
O(\ i 5 R or
X S)-2-(1-(2-(6-methylpyridin-3-yl)pro
167
N pan-2-yl)-3-(2-(thiophen-2-yl)ethyl)
X
m pyrrolidin-3-yl)morpholine
N
5-(2-((R or
~ F
oé_\_(l S)-3-((S)-ethoxyfluoromethyl)-3-(2-
4
168 N s l . (5-fluorothiophen-2-yl)ethyl)pyrroli
4'\©\ din-1-yl)propan-2-yl)-2-methylpyrid
ine
5-2-(R or
— f
0= S)-3-((R)-ethoxyfluoromethyl)-3-(2-
4
169 MF (5-fluorothiophen-2-yl)ethyl)pyrroli
‘ x
N/

ine

161
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(R or
S)-5-(2-(3-(1-ethoxycyclopropyl)-3-

E/Oé

-

170 (2-(5-fluorothiophen-2-yl)ethyl)pyrr

/

olidin-1-yl)propan-2-yl)-2-methylpy

z
\

ridine

(R or
S)-5-(2-(3-(2-ethoxypropan-2-yl)-3-(

f

-

171 2-(5-fluorothiophen-2-yl)ethyl)pyrro

/

lidin-1-yl)propan-2-yl)-2-methylpyri

\

b4

dine

2-ethoxy-2-((R or

O//
Q
=z

P4
[

-

S)-3-(2-(5-fluorothiophen-2-yl)ethyl
172
)-1-(2-(6-methylpyridin-3-yl)propan

Y

=z
\

-2-yl)pyrrolidin-3-yl)acetonitrile

(R or

=z
o
O//

=z
78

-

S)-2-((3-(2-(5-fluorothiophen-2-yl)et

173 hyl)-1-(2-(6-methylpyridin-3-yl)pro

/

pan-2-yl)pyrrolidin-3-yl)methoxy)ac

\

=z

etonitrile

(R or

174

o
=4
7
d
z

A/

S)-5-(2-(3-(ethoxymethyl)-1-(2-(6-m
ethylpyridin-3-yl)propan-2-yl)pyrrol
idin-3-yl)ethyl)thiophene-2-carbonit

rile

175

HoN

o7 o
zZ
[

/

\

P4

R or
S)-(3-(2-(5-fluorothiophen-2-yl)ethy
1)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)methyl

carbamate

162
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176

(R or
S)-2-(3-(2-(5-fluorothiophen-2-yl)et
hyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)propan-2-yl

carbamate

177

T
=
oA
z
7

/

=z
\

(R or
S)-2-(3-(2-(5-fluorothiophen-2-yl)et
hyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)propan-2-yl

isopropylcarbamate

178

s
Eﬁéo

_“

Y

(R or
S)-2-(3-(2-(5-fluorothiophen-2-yl)et
hyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)propan-2-yl

phenylcarbamate

179

I
>
oo
=l
\,

z
IS

(R or
S)-difluoro(3-(2-(5-fluorothiophen-2
-yDethyl)-1-(2-(6-methylpyridin-3-y
I)propan-2-yl)pyrrolidin-3-yl)methyl

carbamate

180

(R or
S)-difluoro(3-(2-(5-fluorothiophen-2
-yDethyl)-1-(2-(6-methylpyridin-3-y
Dpropan-2-yl)pyrrolidin-3-yl)methyl

isopropylcarbamate

181

R or
S)-difluoro(3-(2-(5-fluorothiophen-2
-yDethyl)-1-(2-(6-methylpyridin-3-y

Dpropan-2-yl)pyrrolidin-3-yl)methyl

163
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phenylcarbamate
R or
O
HzNJ<(F)3° cFs $)-1,1,1,3,3,3-hexafluoro-2-(3-(2-(5-
182 5_\—@ fluorothiophen-2-yl)ethyl)-1-(2-(6-m
F
| : ethylpyridin-3-yl)propan-2-yl)pyrrol
N
idin-3-yl)propan-2-yl carbamate
R or
0 5)-1,1,1,3,3,3-hexafluoro-2-(3-(2-(5-
HN—4F3C CF,
05_\_(/1 fluorothiophen-2-yl)ethyl)-1-(2-(6-m
183
) N STOF ethylpyridin-3-yl)propan-2-yl)pyrrol
\
N idin-3-yl)propan-2-yl
isopropylcarbamate
R or
o S)-1,1,1,3,3,3-hexafluoro-2-(3-(2-(5-
HN—4FG oF
@ 05_\_(1 fluorothiophen-2-yl)ethyl)-1-(2-(6-m
184 I
h S F ethylpyridin-3-yl)propan-2-yl)pyrrol
" idin-3-yl)propan-2-yl
phenylcarbamate
(S)-1-(R or
o]
”ZNJ<O S)-3-(2-(5-fluorothiophen-2-yl)ethyl
185 " /S | )-1-(2-(6-methylpyridin-3-yl)propan
F
® -2-yl)pyrrolidin-3-yl)ethyl
N
carbamate
(R)-1-((R or
O
HzN—<O S)-3-(2-(5-fluorothiophen-2-yl)ethyl
186 MF )-1-(2-(6-methylpyridin-3-yl)propan
® -2-yl)pyrrolidin-3-yl)ethyl
N
carbamate
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S)-1-(R or
_r{u—(z S)-3-(2-(5-fluorothiophen-2-yl)ethyl
187 é—\—(QLF )-1-(2-(6-methylpyridin-3-yl)propan
® 2-yDpyrrolidin-3-yl)ethyl
isopropylcarbamate
(R)-1-((R or
0
HN_qo S)-3-(2-(5-fluorothiophen-2-yl)ethyl
188 M )-1-(2-(6-methylpyridin-3-yl)propan
® -2-yl)pyrrolidin-3-yl)ethyl
" isopropylcarbamate
(S)-1-((R or
HN—(Z S)-3-(2-(5-fluorothiophen-2-yl)ethyl
189 @ MF )-1-(2-(6-methylpyridin-3-yl)propan
m 2-yhpyrrolidin-3-ylethyl
phenylcarbamate
(R)-1-((R or
HN—-{Z S)-3-(2-(5-fluorothiophen-2-yl)ethyl
190 @ MF )-1-(2-(6-methylpyridin-3-yl)propan
(] 2-yDpyrrolidin-3-yl)ethyl
phenylcarbamate
(S)-fluoro((R or
HaN Z F S)-3-(2-(5-fluorothiophen-2-yl)ethyl
191 MF )-1-(2-(6-methylpyridin-3-yl)propan
m -2-yl)pyrrolidin-3-ylymethyl
carbamate
" P F (R)-fluoro((R or
OM S)-3-(2-(5-fluorothiophen-2-yl)ethyl
2 | N ST )-1-(2-(6-methylpyridin-3-yl)propan
l g -2-yl)pyrrolidin-3-yl)methyl
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carbamate
(S)-fluoro({R or
HN%Z F S)-3-(2-(5-fluorothiophen-2-yl)ethyl
193 MF )-1-(2-(6-methylpyridin-3-yl)propan
| Nj -2-yl)pyrrolidin-3-yl)methy]
isopropylcarbamate
(R)-fluoro((R or
HN%Z N S)-3-(2-(5-fluorothiophen-2-yl)ethyl
194 MF )-1-(2-(6-methylpyridin-3-yl)propan
| Nj -2-yD)pyrrolidin-3-yl)methyl
isopropylcarbamate
(S)-fluoro({R or
HN—{ F S)-3-(2-(5-fluorothiophen-2-yl)ethyl
195 @ MF )-1-(2-(6-methylpyridin-3-yl)propan
[ -2-ylpyrrolidin-3-yl)methyl
phenylcarbamate
(R)-fluoro((R or
HN—<Z F S)-3-(2-(5-fluorothiophen-2-yl)ethyl
196 O MF )-1-(2-(6-methylpyridin-3-yl)propan
[ 2-yDpyrrolidin-3-ymethyl
phenylcarbamate
(R)-2,2,2-trifluoro-1-((R or
HeN Z FFs S)-3-(2-(5-fluorothiophen-2-yl)ethyl
197 M )-1-(2-(6-methylpyridin-3-yl)propan
\ j -2-yl)pyrrolidin-3-yl)ethyl
" carbamate
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CFs
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(8)-2,2,2-trifluoro-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)ethyl

carbamate

199

(R)-2,2,2-trifluoro-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yDpyrrolidin-3-yl)ethyl

isopropylcarbamate

200

I
z
O

CFs

o
P4 .
0N

-

(8)-2,2,2-trifluoro-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)ethyl

isopropylcarbamate

201

A
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o

ge

=z
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=z

IS

f

A/

(R)-2,2,2-trifluoro-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)ethyl

phenylcarbamate

202

CFs

O/gO

z -,
[

il

s

(5)-2,2,2-trifluoro-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yDpyrrolidin-3-yl)ethyl

phenylcarbamate

203

1-fluoro-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)ethyl
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carbamate

204

1-fluoro-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)ethyl

isopropylcarbamate

205

1-fluoro-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)ethyl

phenylcarbamate

206

e CH%F

=z
7

1,1,1-trifluoro-2-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yDpyrrolidin-3-yl)propan-2-yl

carbamate

207

1,1,1-trifluoro-2-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl

)-1-(2-(6-methylpyridin-3-yl)propan

-2-yl)pyrrolidin-3-yl)propan-2-yl

isopropylcarbamate

208

1,1,1-trifluoro-2-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl

)-1-(2-(6-methylpyridin-3-yl)propan

-2-yD)pyrrolidin-3-yl)propan-2-yl

phenylcarbamate
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209

1-(1,2,2,2-tetrafluoro-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yD)pyrrolidin-3-yl)ethyl)urea

210

1-isopropyl-3-(1,2,2,2-tetrafluoro-1-
(R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yDpyrrolidin-3-yl)ethyl)urea

211

1-phenyl-3-(1,2,2,2-tetrafluoro-1-((
R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)ethyl)urea

212

isopropyl «S)-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yDpyrrolidin-3-yl)ethyl)carbamat
e

isopropyl
((1S)-1-(3-(2-(5-fluorothiophen-2-yl
Jethyl)-1-(2-(6-methylpyridin-3-yl)p
ropan-2-yl)pyrrolidin-3-yl)ethyl)car

bamate

213

isopropyl (R)-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yD)pyrrolidin-3-yl)ethyl)carbamat
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isopropyl ((R)-fluoro({R or

\O_D-{N £ S)-3-(2-(5-fluorothiophen-2-yl)ethyl
/ -
214 MF )-1-(2-(6-methylpyridin-3-yl)propan
® -2-yl)pyrrolidin-3-yl)methyl)carbam
N
ate
isopropyl ((S)-fluoro({R or
iPry O
0—H<N F S)-3-(2-(5-fluorothiophen-2-yl)ethyl
/ ‘g
215 é_\—(;LF )-1-(2-(6-methylpyridin-3-yl)propan
| Nj 2-yl)pyrrolidin-3-yl)methyl)carbam
ate
isopropyl  ((S)-2.,2,2-trifluoro-1-((R
iPr, or
P\o—-’<o CFs

i $)-3-(2-(5-fluorothiophen-2-yl)ethyl
216 N {s 1

)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)ethyl)carbamat

S

isopropyl  ((R)-2,2,2-trifluoro-1-((R

or

—-’{O CFy
““ S)-3-(2-(5-fluorothiophen-2-yl)ethyl
217 o

)-1-(2-(6-methylpyridin-3-yl)propan

N
l N -2-yl)pyrrolidin-3-yl)ethyl)carbamat
e
isopropyl R or
. S)-(2-(3-(2-(5-fluorothiophen-2-yl)et
218 N /S ‘ ) hyl)-1-(2-(6-methylpyridin-3-yl)pro
{ N: pan-2-yl)pyrrolidin-3-yl)propan-2-yl
)carbamate
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219

isopropyl (1,1,1-trifluoro-2-(R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)propan-2-yl)car

bamate

220

isopropyl R or
S)-(difluoro(3-(2-(5-fluorothiophen-
2-yDethyl)-1-(2-(6-methylpyridin-3-
yl)propan-2-yl)pyrrolidin-3-yl)meth

yl)carbamate

221

isopropyl  (1,2,2,2-tetrafluoro-1-((R
or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)ethyl)carbamat

S
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CF3

I
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isopropyl R or
S$)-(1,1,1,3,3,3-hexafluoro-2-(3-(2-(5
-fluorothiophen-2-yl)ethyl)-1-(2-(6-

methylpyridin-3-yl)propan-2-yl)pyrr
olidin-3-yl)propan-2-yl)carbamate
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sy
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phenyl (R)-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yDpyrrolidin-3-yl)ethyl)carbamat
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phenyl (S)-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl

)-1-(2-(6-methylpyridin-3-yl)propan
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-2-yDpyrrolidin-3-yl)ethyl)carbamat
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phenyl ((R)-fluoro((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yD)pyrrolidin-3-yl)methyl)carbam

ate
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o

I
z (o]
z
=
7

/

\

Zz

phenyl ((S)-fluoro((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)methyl)carbam

ate

227

T
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O
‘0
<
w

I

=
=4 o,
TR

/

phenyl ((S)-2,2,2-trifluoro-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yDpyrrolidin-3-yl)ethyl)carbamat

€

228

phenyl ((R)-2,2,2-trifluoro-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)ethyl)carbamat

c

229

)
>

o
’§o
3
O

T
zZ
>4
o
I
7

-

3

/

p-4
\S

phenyl R or
S)-(2-(3-(2-(5-fluorothiophen-2-yl)et
hyl)-1-(2-(6-methylpyridin-3-yl)pro

pan-2-yl)pyrrolidin-3-yl)propan-2-yl

)carbamate
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phenyl (1-fluoro-1-((R or
Ph O
° HNSC . S)-3-(2-(5-fluorothiophen-2-yl)ethyl
J s
230 MF )-1-(2-(6-methylpyridin-3-yl)propan
® -2-yD)pyrrolidin-3-yl)ethyl)carbamat
N
e
s phenyl  (1,1,1-trifluoro-2-((R  or
\O_ﬁfc CFy S)-3-(2-(5-fluorothiophen-2-yl)ethyl
231 5_\—@ )-1-(2-(6-methylpyridin-3-yl)propan
F
1 t -2-yDpyrrolidin-3-yl)propan-2-yl)car
N
bamate
phenyl R or
Ph\ O
O{N e S)-(difluoro(3-(2-(5-fluorothiophen-
/ v g
232 MF 2-yDethyl)-1-(2-(6-methylpyridin-3-
I N: yl)propan-2-yl)pyrrolidin-3-yl)meth
yl)carbamate
phenyl (1,2,2,2-tetrafluoro-1-((R or
Ph O
‘o—:{NéiFi_(j\ S)-3-(2-(5-fluorothiophen-2-yl)ethyl
i C 1
233 N o ] )-1-(2-(6-methylpyridin-3-yl)propan
| Nt -2-yD)pyrrolidin-3-yl)ethyl)carbamat
e
phenyl R or
Ph\ O
°“§§3° CFs $)-(1,1,1,3,3,3-hexafluoro-2-(3-(2-(5
234 5_\—(/81 -fluorothiophen-2-yl)ethyl)-1-(2-(6-
F
| j methylpyridin-3-yl)propan-2-yl)pyrr
N
olidin-3-yl)propan-2-yl)carbamate
235 " R or
HN—
HNa_\_G S)-1-((3-(2-(5-fluorothiophen-2-yl)et
]
#\@CF hyl)-1-(2-(6-methylpyridin-3-yl)pro
" pan-2-yl)pyrrolidin-3-yl)methyl)gua
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nidine citrate

HzN_{Q S or
. ”“M R)-1-((3-(2-(5-fluorothiophen-2-yl)e
1 ~ ST thyl)-1-(2-(6-methylpyridin-3-yl)pro
N pan-2-yl)pyrrolidin-3-yl)methyl)urea
o _<0 1-((R)-1-((R or
- H“M S)-3-(2-(5-fluorothiophen-2-yl)ethyl
1 N STOF )-1-(2-(6-methylpyridin-3-yl)propan

| N -2-yl)pyrrolidin-3-yl)ethyl)urea
" 0 1-((S)-1-(R or
HNA_\—(/IL $)-3-(2-(5-fluorothiophen-2-yl)ethyl
2% ) N STF )-1-(2-(6-methylpyridin-3-yl)propan

‘ N7 -2-yl)pyrrolidin-3-yl)ethyl)urea
_{o 1-((R)-fluoro((R or
0 . ””Pi_\_(/l $)-3-(2-(5-fluorothiophen-2-yl)ethyl
! N 5T )-1-(2-(6-methylpyridin-3-yl)propan

| N -2-yD)pyrrolidin-3-yl)methyl)urea
0 1-((S)-fluoro((R or
20 - ”Né;_\_@ $)-3-(2-(5-fluorothiophen-2-yl)ethyl
| S S )-1-(2-(6-methylpyridin-3-yl)propan
e -2-ylpyrrolidin-3-yl)methyl)urea

o 1-((S)-2,2,2-trifluoro-1-((R or
" . HNFS)E\—(/I $)-3-(2-(5-fluorothiophen-2-yl)ethyl
1 N F )-1-(2-(6-methylpyridin-3-yl)propan

l N -2-yl)pyrrolidin-3-yl)ethyl)urea
" 0 o 1-((R)-2,2,2-trifluoro-1-((R or
o “Né_\_(/l $)-3-(2-(5-fluorothiophen-2-yl)ethyl
1 N STOF )-1-(2-(6-methylpyridin-3-yl)propan

| Nig -2-yDpyrrolidin-3-yl)ethyl)urea
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(R or
O
HnL T S)-1-(2-(3-(2-(5-fluorothiophen-2-yl
243 5_\—(/51 Yethyl)-1-(2-(6-methylpyridin-3-yl)p
F
\ j ropan-2-yl)pyrrolidin-3-yl)propan-2-
N
yl)urea
e _{0 oy 1-(1-fluoro-1-((R or
HNg_\_(/1 S)-3-(2-(5-fluorothiophen-2-yl)ethyl
244
I\ ~ STF )-1-(2-(6-methylpyridin-3-yl)propan
\
Nid -2-yD)pyrrolidin-3-yl)ethyl)urea
1-(1,1,1-trifluoro-2-((Ror
O
HZN_,:<N e, S)-3-(2-(5-fluorothiophen-2-yl)ethyl
245 M )-1-(2-(6-methylpyridin-3-yl)propan
F
\ : -2-yl)pyrrolidin-3-yl)propan-2-ylyur
N
€a
(R or
O
wn § S)-1-(difluoro(3-(2-(5-fluorothiophe
246 MF n-2-yl)ethyl)-1-(2-(6-methylpyridin-
| Nj 3-yDpropan-2-yl)pyrrolidin-3-yl)met
hyl)urea
(R or
O
mN— Py $)-1-(1,1,1,3,3,3-hexafluoro-2-(3-(2-
247 M (5-fluorothiophen-2-ylethyl)-1-(2-(
F
® 6-methylpyridin-3-yl)propan-2-yl)py
N
rrolidin-3-yl)propan-2-yl)urea
1-((R)-1-((R or
P, O
N S)-3-(2-(5-fluorothiophen-2-yl)ethyl
248 M )-1-(2-(6-methylpyridin-3-yl)propan
F
| : -2-yl)pyrrolidin-3-yl)ethyl)-3-isopro
N
pylurea
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1-((S)-1-((R or
Pr, O
NN S)-3-(2-(5-fluorothiophen-2-yl)ethyl
249 N /s | )-1-(2-(6-methylpyridin-3-yl)propan
F
| t -2-yl)pyrrolidin-3-yl)ethyl)-3-isopro
N
pylurea
1-((R)-fluoro({R or
P, O
NS S)-3-(2-(5-fluorothiophen-2-yl)ethyl
250 M )-1-(2-(6-methylpyridin-3-yl)propan
F
| \/ -2-yDpyrrolidin-3-yl)methyl)-3-isopr
N
opylurea
1-((S)-fluoro((R or
Pr, O
NN S)-3-(2-(5-fluorothiophen-2-yl)ethyl
251 N /S | )-1-(2-(6-methylpyridin-3-yl)propan
F
m -2-yl)pyrrolidin-3-yl)methyl)-3-isopr
N
opylurea
1-isopropyl-3-((S)-2,2,2-trifluoro-1-(
P, O
HN < CFs R or
252 M S)-3-(2-(5-fluorothiophen-2-yl)ethyl
F
| t )-1-(2-(6-methylpyridin-3-yl)propan
N
-2-yD)pyrrolidin-3-yl)ethyl)urea
1-isopropyl-3-((R)-2,2,2-trifluoro-1-
P, O
WAL ors (R or
253 MF $)-3-(2-(5-fluorothiophen-2-yl)ethyl
| Nt )-1-(2-(6-methylpyridin-3-yl)propan
-2-yDpyrrolidin-3-yl)ethyl)urea
iPr, R or
PH\N —{O o (
R , $)-1-(2-(3-(2-(5-fluorothiophen-2-yl
254 |
| ~ o Jethyl)-1-(2-(6-methylpyridin-3-yl)p
N ropan-2-yl)pyrrolidin-3-yl)propan-2-
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yl)-3-isopropylurea

255

1-(1-fluoro-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl

)-1-(2-(6-methylpyridin-3-yl)propan

-2-yl)pyrrolidin-3-yl)ethyl)-3-isopro

pylurea

256

1-isopropyl-3-(1,1,1-trifluoro-2-((R
or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)propan-2-ylyur

ca

257

-

R or
S)-1-(difluoro(3-(2-(5-fluorothiophe

n-2-ylethyl)-1-(2-(6-methylpyridin-

3-yl)propan-2-yl)pyrrolidin-3-yl)met
hyl)-3-isopropylurea
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R or
S)-1-(1,1,1,3,3,3-hexafluoro-2-(3-(2-
(5-fluorothiophen-2-yl)ethyl)-1-(2-(
6-methylpyridin-3-yl)propan-2-yl)py
rrolidin-3-yl)propan-2-yl)-3-isoprop

ylurea

259
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\

1-((R)-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yD)pyrrolidin-3-yl)ethyl)-3-phenyl

urea
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1-((S)-1-((R or
Ph, O
NN S)-3-(2-(5-fluorothiophen-2-yl)ethyl
260 N /s | )-1-(2-(6-methylpyridin-3-yl)propan
F
| : -2-yD)pyrrolidin-3-yl)ethyl)-3-phenyl
N
urea
1-((R)-fluoro({R or
Ph, O
HN_gN £ S)-3-(2-(5-fluorothiophen-2-yl)ethyl
261 M )-1-(2-(6-methylpyridin-3-yl)propan
F
1 t -2-yDpyrrolidin-3-yl)methyl)-3-phen
N
ylurea
1-((S)-fluoro((R or
Ph, O
NN S)-3-(2-(5-fluorothiophen-2-yl)ethyl
262 M )-1-(2-(6-methylpyridin-3-yl)propan
F
| t -2-yl)pyrrolidin-3-yl)methyl)-3-phen
N
ylurea
1-phenyl-3-((S)-2,2,2-trifluoro-1-((R
P:‘N H: CFs or
263 M S)-3-(2-(5-fluorothiophen-2-yl)ethyl
F
| t )-1-(2-(6-methylpyridin-3-yl)propan
N
-2-yD)pyrrolidin-3-yl)ethyl)urea
1-phenyl-3-((R)-2,2,2-trifluoro-1-((
P:\N 4 CFs R or
HN
264 MF S)-3-(2-(5-fluorothiophen-2-yl)ethyl
| Nt )-1-(2-(6-methylpyridin-3-yl)propan
-2-yDpyrrolidin-3-yl)ethyl)urea
P:‘N—(o Gy (R or
HNM S)-1-(2-(3-(2-(5-fluorothiophen-2-yl
265
) N STF Jethyl)-1-(2-(6-methylpyridin-3-yl)p
I
N7 ropan-2-yl)pyrrolidin-3-yl)propan-2-
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yl)-3-phenylurea
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1-(1-fluoro-1-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)ethyl)-3-phenyl

urea

267

1-phenyl-3-(1,1,1-trifluoro-2-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-yl)propan-2-ylyur

€a
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(R or
S)-1-(difluoro(3-(2-(5-fluorothiophe

n-2-yl)ethyl)-1-(2-(6-methylpyridin-

3-yl)propan-2-yl)pyrrolidin-3-yl)met
hyl)-3-phenylurea

269

(o]

Ph,

I

z
(e}
4

o

I
z
z
o
m
[

il

3

/

\Y

R or
S)-1-(1,1,1,3,3,3-hexafluoro-2-(3-(2-
(5-fluorothiophen-2-yl)ethyl)-1-(2-(

6-methylpyridin-3-yl)propan-2-yl)py
rrolidin-3-yl)propan-2-yl)-3-phenylu

rea

270

R or
S)-1-(4-fluorophenyl)-3-((3-(2-(5-flu
orothiophen-2-yl)ethyl)-1-(2-(6-met

hylpyridin-3-yl)propan-2-yl)pyrrolid

in-3-yl)methyl)guanidine citrate
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271

OJ
-
AN

(R or
S)-5-(2-(3-(ethoxydifluoromethyl)-3
-(2-(5-fluorothiophen-2-yl)ethyl)pyr
rolidin-1-yl)propan-2-yl)-2-methylp

yridine

272

»

I

=
z)ko
I

=z
I

(R or
S)-4-(2-(3-(ethoxymethyl)-1-(2-(6-m
ethylpyridin-3-yl)propan-2-yl)pyrrol
idin-3-yl)ethyl)-1H-thieno[3,4-d]imi
dazol-2(3H)-one

273

(R or
S)-4-(2-(3-(ethoxymethyl)-1-(2-(6-m
ethylpyridin-3-yl)propan-2-yl)pyrrol
idin-3-yl)ethyl)-1H-thieno[3,4-d]imi

dazole

274

Ny

z
N—=
z
|

3

2}

A/

(R or
S)-4-(2-(3-(ethoxymethyl)-1-(2-(6-m
ethylpyridin-3-yl)propan-2-yl)pyrrol
idin-3-yl)ethyl)-1-methyl- 1H-thieno[
3,4-d]imidazole

275

J

Z
AN
ZVZI

[}

A/

(R or
S)-5-(2-(3-(ethoxymethyl)-1-(2-(6-m
ethylpyridin-3-yl)propan-2-yl)pyrrol
idin-3-yl)ethyl)-1H-thieno[2,3-d]imi

dazole

276

»

Z
AN
A~

Y
o

=
\

(R or
S)-5-(2-(3-(ethoxymethyl)-1-(2-(6-m
ethylpyridin-3-yl)propan-2-yl)pyrrol
idin-3-yl)ethyl)-1-methyl- 1H-thieno[
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2,3-d]imidazole

277

(S)-4-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yl)pyrrolidin-3-y1)-3,4-dihydroqu

inazolin-2(1H)-one

278

(R)-4-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yD)pyrrolidin-3-y1)-3,4-dihydroqu

inazolin-2(1H)-one

279

(R or
S)-5-(2-(3-(2-(5-fluorothiophen-2-yl
Jethyl)-3-(4-methyl-4H-1,2,4-triazol
-3-yDpyrrolidin-1-yl)propan-2-yl)-2-

methylpyridine

280

(S or
R)-5-(2-(3-(5-(4-fluorophenyl)- 1H-i
midazol-2-yl)-3-(2-(5-fluorothiophe
n-2-ylethyl)pyrrolidin-1-yl)propan-
2-yl)-2-methylpyridine citrate

281

(S or
R)-6-fluoro-2-(3-(2-(5-fluorothiophe
n-2-ylethyl)-1-(2-(6-methylpyridin-
3-yDpropan-2-yl)pyrrolidin-3-yl)-1H

-benzo[d]imidazole citrate

282

[

N citrate

S or
R)-5-(2-(3-(5-(tert-butyl)-1H-imidaz
0l-2-y1)-3-(2-(5-fluorothiophen-2-yl)

181
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ethyl)pyrrolidin-1-yl)propan-2-yl)-2-

methylpyridine citrate

5-(2-((R or
S)-3-((R)-6,7-difluoroisochroman-1-
y1)-3-(2-(5-fluorothiophen-2-yl)ethyl

o]

283
e
R F

284 %_q
el

F
1
ST )pyrrolidin-1-yl)propan-2-yl)-2-meth
(]
ST )pyrrolidin-1-yl)propan-2-yl)-2-meth
(]
STNF
X
P
N

ylpyridine

5-(2-((R or
S)-3-((R)-6,7-difluoroisochroman-3-
y1)-3-(2-(5-fluorothiophen-2-yl)ethyl

ylpyridine

R or

J

F
®
N
®
N
o S)-5-(2-(3-(2-(5-fluorothiophen-2-yl
285 FNY\—CL

)ethyl)-3-(isobutoxymethyl)pyrrolidi
n-1-yl)propan-2-yl)-2-methylpyridin

€

S or
F\@ 5 R)-1-(4-fluorophenyl)-3-((3-(2-(5-1
286 e () uorothiophen-2-yl)ethyl)-1-(2-(6-me
" thylpyridin-3-yl)propan-2-yl)pyrroli
din-3-yl)methyl)urea

(S or
O R)-1-(4-chlorophenyl)-3-((3-(2-(5-11
287 N (-, uorothiophen-2-ylethyl)-1-(2-(6-me

7 thylpyridin-3-yl)propan-2-yl)pyrroli

din-3-yl)methyl)urea
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288

S or
R)-1-(3,4-difluorophenyl)-3-((3-(2-(

5-fluorothiophen-2-yl)ethyl)-1-(2-(6

-methylpyridin-3-yl)propan-2-yl)pyr
rolidin-3-yl)methyljurea

289

(S or
R)-1-(5-fluoropyridin-2-y1)-3-((3-(2-
(5-fluorothiophen-2-ylethyl)-1-(2-(

6-methylpyridin-3-yl)propan-2-yl)py

rrolidin-3-yl)methyl)urea

290

5-(2-((R or
S)-3-(ethoxy(pyridin-3-yl)methyl)-3
-(2-(5-fluorothiophen-2-yl)ethyl)pyr
rolidin-1-yl)butan-2-yl)-2-methylpyr

idine

291

S or
R)-5-(2-(3-(2-(5-fluorothiophen-2-yl
JethyD)-3-(piperidin-1-ylmethyl)pyrr
olidin-1-yl)propan-2-yl)-2-methylpy

ridine

292

Z
]

(S or
R)-1-((3-(2-(5-fluorothiophen-2-yl)e
thyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)methyl)pipe

razine

293

(S or
R)-1-((3-(2-(5-fluorothiophen-2-yl)e
thyl)-1-(2-(6-methylpyridin-3-yl)pro

pan-2-yl)pyrrolidin-3-yl)methyl)-4-i
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sopropylpiperazine

294

g@o

\

R or
S)-1-((3-(2-(5-fluorothiophen-2-yl)et
hyl)-1-(2-(6-methylpyridin-3-yl)pro

pan-2-yl)pyrrolidin-3-yl)methyl)pipe

ridin-2-one

295

A/

R or
S)-4-(2-(3-(2-(5-fluorothiophen-2-yl
Jethyl)-1-(2-(6-methylpyridin-3-yl)p
ropan-2-yl)pyrrolidin-3-yl)propan-2-

yl)morpholine

296

J

Z
[

I
zZ.

A/

(S or
R)-1-((3-(2-(5-fluorothiophen-2-yl)e
thyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)methyl)-3,3

-dimethylpiperazine

297

»

z

/
o’ X
-

5-(2-(3-(ethoxymethyl)-3-(2-(5-fluor
othiophen-2-yl)-2-methylpropyl)pyrr
olidin-1-yl)propan-2-yl)-2-methylpy

ridine

298

»

Z
[%]
-

5-(2-(3-(2,2-difluoro-2-(5-fluorothio
phen-2-yl)ethyl)-3-(ethoxymethyl)p
yrrolidin-1-yl)propan-2-yl)-2-methyl
pyridine

299

5-(2-(3-(ethoxymethyl)-3-(2-(5-fluor
othiophen-2-yl)propyl)pyrrolidin-1-
yl)propan-2-yl)-2-methylpyridine

184
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— 5-(2-(3-(ethoxymethyl)-3-(2-fluoro-
O
M 2-(5-fluorothiophen-2-yl)ethyl)pyrro
300 N F s
B lidin-1-yl)propan-2-yl)-2-methylpyri
N dine
~N 5-(2-(3-(ethoxymethyl)-4,4-difluoro-
O 3
201 o I g 3-(2-(5-fluorothiophen-2-yl)ethyl)py
\ ~ rrolidin- 1-yl)propan-2-yl)-2-methylp
L~
N yridine
N 5-(2-(3-(ethoxymethyl)-3-(2-(5-fluor
© 3
00 ’ s othiophen-2-yl)ethyl)-4,4-dimethylp
N “ yrrolidin-1-yl)propan-2-yl)-2-methyl
L~
N pyridine
N 5-(2-(3-(ethoxymethyl)-4-fluoro-3-(
o
N
) ’ g " 2-(5-fluorothiophen-2-yl)ethyl)pyrro
303
N lidin-1-yl)propan-2-yl)-2-methylpyri
=
\ N dine
N 5-(2-(3-(ethoxymethyl)-3-(2-(5-fluor
o
N
304 I g othiophen-2-yl)ethyl)-4-methylpyrro
N lidin-1-yl)propan-2-yl)-2-methylpyri
=
\ N7 dine
N 5-(2-(4-(ethoxymethyl)-4-(2-(5-fluor
© 3
305 I s othiophen-2-yl)ethyl)-2,2-dimethylp
N ~ yrrolidin-1-yl)propan-2-yl)-2-methyl
L~
N pyridine
N 5-(2-(4-(ethoxymethyl)-2,2-difluoro-
0 3
206 l ¢ 4-(2-(5-fluorothiophen-2-yl)ethyl)py
E
PN ~ rrolidin-1-yl)propan-2-yl)-2-methylp
L~
N yridine
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5-(2-(4-(ethoxymethyl)-4-(2-(5-fluor

o/

N
m

othiophen-2-yl)ethyl)-2-methylpyrro
307
lidin-1-yl)propan-2-yl)-2-methylpyri

\_/

dine

5-(2-(4-(ethoxymethyl)-2-fluoro-4-(

2-(5-fluorothiophen-2-yl)ethyl)pyrro
308

-

Z O_/
/ P4
b

lidin-1-yl)propan-2-yl)-2-methylpyri

\

N dine

S or

F M\ R)-5-(2-(3-(2,2-difluorobutyl)-3-(2-(
s

309 5-fluorothiophen-2-yl)ethyl)pyrrolid

in-1-yl)propan-2-yl)-2-methylpyridi

ne

R or

-

E

)< F M S)-5-(2-(3-((1,1-difluoroethoxy)met
s

310 hy1)-3-(2-(5-fluorothiophen-2-yl)eth

=z

\ 7 yDpyrrolidin-1-yl)propan-2-yl)-2-me
thylpyridine

(R or
F>)<F S)-5-(2-(3-(2-(5-fluorothiophen-2-yl
311 Jethyl)-3-((1,1,2,2-tetrafluoroethoxy
\_/ )methyl)pyrrolidin-1-yl)propan-2-yl)

-2-methylpyridine

5-(1-((R or

s S)-3-(ethoxymethyl)-3-(2-(5-fluorot
312
E = hiophen-2-yl)ethyl)pyrrolidin-1-yI)-

1-fluoroethyl)-2-methylpyridine
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313

7\
g7 F

Iz

N

==\ citrate
\_ 2
N

S or
R)-N-((3-(2-(5-fluorothiophen-2-y1)

ethyl)-1-(2-(6-methylpyridin-3-yl)pr
opan-2-yl)pyrrolidin-3-yl)methyl)me

thanesulfonamide citrate

314

(S or
R)-4-fluoro-N-((3-(2-(5-fluorothioph
en-2-ylethyl)-1-(2-(6-methylpyridin
-3-yDpropan-2-yl)pyrrolidin-3-yl)me

thyl)benzenesulfonamide

315

S or
R)-5-(2-(3-(2-(5-fluorothiophen-2-yl
Jethyl)-3-((2,2,2-trifluoroethoxy)met
hyl)pyrrolidin-1-yl)propan-2-yl)-2-
methylpyridine

316

S or
R)-N-((3-(2-(5-fluorothiophen-2-y1)
ethyl)-1-(2-(6-methylpyridin-3-yl)pr
opan-2-yl)pyrrolidin-3-yl)methyl)pr

opane-2-sulfonamide

317

HoN /

P4

(S or
R)-2-(3-(2-(5-fluorothiophen-2-yl)et
hyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)propan-2-a

mine

318

Z,

S or
R)-N-(2-(3-(2-(5-fluorothiophen-2-y
Dethyl)-1-(2-(6-methylpyridin-3-yl)

propan-2-yl)pyrrolidin-3-yl)propan-
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2-yl)methanesulfonamide

319

/ \

N-((R & S)-((S or
R)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan

-2-yD)pyrrolidin-3-yl)(pyridin-2-yl)m

ethyl)methanesulfonamide citrate

320

(S or
R)-N-((3-(2-(5-fluorothiophen-2-y1)
ethyl)-1-(2-(6-methylpyridin-3-yl)pr
opan-2-yl)pyrrolidin-3-yl)methyl)pr

opane-2-sulfonamide citrate

321

4|\(j\ citrate

N-((R & S)-((S or
R)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan
-2-yDpyrrolidin-3-y)(pyridin-2-yl)m
ethyl)-4-methylbenzenesulfonamide

citrate

322

Mmmte

S or
R)-((3-(2-(5-fluorothiophen-2-yl)eth
y1)-1-(2-(6-methylpyridin-3-yl)propa
n-2-yl)pyrrolidin-3-yl)methyl)sulfa

mic acid citrate

323

o)

A
N M
s~ F
N
-
N

(S or
R)-N-(2-(3-(2-(5-fluorothiophen-2-y
Dethyl)-1-(2-(6-methylpyridin-3-yl)
propan-2-yl)pyrrolidin-3-yl)propan-

2-yl)acetamide
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324

S or
R)-N-(2-(3-(2-(5-fluorothiophen-2-y
Dethyl)-1-(2-(6-methylpyridin-3-yl)
propan-2-yl)pyrrolidin-3-yl)propan-

2-yl)benzenesulfonamide

325

(R or
S)-1-((3-(2-(5-fluorothiophen-2-yl)et
hyl)-1-(2-(6-methylpyridin-3-yl)pro

pan-2-yl)pyrrolidin-3-yl)methyl)gua

nidine

326

(R or
S)-1-(4-fluorophenyl)-3-((3-(2-(5-flu
orothiophen-2-yl)ethyl)-1-(2-(6-met
hylpyridin-3-yl)propan-2-yl)pyrrolid
in-3-yl)methyl)guanidine

327

(R or
S)-2-(3-(2-(5-fluorothiophen-2-yl)et
hyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)propan-2-yl

sulfamoylamine

328

(R or
S)-((3-(2-(5-fluorothiophen-2-yl)eth
yD-1-(2-(6-methylpyridin-3-yl)propa
n-2-yl)pyrrolidin-3-yl)methyl)sulfa

moyl propan-2-yl-amine

329

(R or
S)-((3-(2-(5-fluorothiophen-2-yleth
y1)-1-(2-(6-methylpyridin-3-yl)propa
n-2-yl)pyrrolidin-3-yl)methyl)sulfa

189




WO 2022/006192 PCT/US2021/039739
moyl 4-fluorophenylamine
(S or
N o
7<N 4 R)-5-(2-(3-(1-(tert-butyl)- 1H-imidaz
330 N /s | 0l-2-y1)-3-(2-(5-fluorothiophen-2-yl)

ethyl)pyrrolidin-1-yl)propan-2-yl)-2-
methylpyridine

HN
331 M
N S

S or
R)-5-(2-(3-(5-(tert-butyl)- 1H-imidaz
0l-2-y1)-3-(2-(5-fluorothiophen-2-yl)

HN
N S

S ethyl)pyrrolidin-1-yl)propan-2-yl)-2-
N/
methylpyridine
(S or

R)-6-fluoro-2-(3-(2-(5-fluorothiophe
n-2-yl)ethyl)-1-(2-(6-methylpyridin-
3-yDpropan-2-yl)pyrrolidin-3-yl)-1H

-benzo[d]imidazole

2. The following compounds of claim 1 or a pharmaceutically acceptable salt thereof,

which demonstrated efficacy in an in vivo animal model for pain tolerance:

Comp
ound Structure
No.
o B
S
1 N
N
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Name

5-((R or
S)-3-(ethoxymethyl)-3-(2-(5-methylt
hiophen-2-yl)ethyl)pyrrolidin-1-yI)-
2-methyl-6,7-dihydro-5H-cyclopenta
[blpyridine
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(S or
R)-3-(2-(3-(ethoxymethyl)-3-(2-(3-
methylthiophen-2-yl)ethyl)pyrrolidin
-1-yl)propan-2-yl)pyridine

(S or
R)-3-(2-(3-(ethoxymethyl)-3-(2-(thio
phen-2-ylethyl)pyrrolidin-1-yl)prop
an-2-yl)pyridine

Sor
R)-5-(2-(3-(2-ethoxypropan-2-yl)-3-
(2-(thiophen-2-yl)ethyl)pyrrolidin-1-
yl)propan-2-yl)-2-methylpyridine
citrate

5-(2-((S&R)-3-((S or
R)-1-ethoxyethyl)-3-(2-(thiophen-2-
ylethyl)pyrrolidin-1-yl)propan-2-yl)
-2-methylpyridine citrate

2-methyl-5-(2-((3R or
S)-3-phenethyl-3-(tetrahydrofuran-2-
yl)pyrrolidin-1-yl)propan-2-yDpyridi
ne citrate

5-(2-((3R or
S)-3-(tetrahydrofuran-2-yl)-3-(2-(thi
ophen-2-ylethyl)pyrrolidin-1-yl)pro
pan-2-yl)-2-(trifluoromethyl)pyridin
e

2-methyl-5-(2-((R or S)-3-((S or
R)-tetrahydrofuran-2-yl)-3-(2-(thiop
hen-2-yl)ethyl)pyrrolidin-1-yl)propa
n-2-yl)pyridine

3. The following compounds of claim 1 or a pharmaceutically acceptable salt

thereof, which demonstrated efficacy in an in

vivo animal model for pain tolerance:

Comp
ound

Structure

Name
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N S
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M
12 N s
| N
citrate
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(@]
M
13 N S
L
N/
citrate
o]
Oy
14 N s

Z;\ /;

citrate
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2-methyl-5-(2-((3S or
R)-3-(tetrahydrofuran-2-yl)-3-(thiop
hen-2-ylmethyl)pyrrolidin- 1-yl)prop
an-2-yl)pyridine

5-(2-((R or S)-3-((S or
R)-ethoxy(phenyl)methyl)-3-(2-(thio
phen-2-yDethyl)pyrrolidin-1-yl)prop
an-2-yl)-2-methylpyridine

5-(2-((R or S)-3-((R or
S)-ethoxy(phenyl)methyl)-3-(2-(thio
phen-2-yDethyl)pyrrolidin-1-yl)prop
an-2-yl)-2-methylpyridine

5-(2-((R or S)-3-((R or
S)-1-ethoxyethyl)-3-(2-(thiophen-2-
ylethyl)pyrrolidin-1-yl)propan-2-yl)
-2-methylpyridine citrate

5-(2-((R or S)-3-((S or
R)-1-ethoxyethyl)-3-(2-(thiophen-2-
yDethyl)pyrrolidin- 1-yl)propan-2-yl)
-2-methylpyridine citrate

(R or
S)-2-methyl-5-(2-(3-(propoxymethyl
)-3-(2-(thiophen-2-yl)ethyl)pyrrolidi
n-1-yl)propan-2-yl)pyridinecitrate
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(R or
S)-1-((3-(ethoxymethyl)-1-(2-(6-met
hylpyridin-3-yl)propan-2-yl)pyrrolid
in-3-yl)methyl)-3-ethyl-1,3-dihydro-
2H-benzo[d]imidazol-2-one citrate

(R or
S)-5-(2-(3-(2-ethoxy-1,1,1,3,3,3-hex
afluoropropan-2-yl)-3-(2-(thiophen-
2-yl)ethyl)pyrrolidin-1-yl)propan-2-
yl)-2-methylpyridine

5-(2-((R or
S)-3-(2-ethoxy-1,1,1,3,3,3-hexafluor
opropan-2-yl)-3-(2-(thiophen-2-yl)et
hyl)pyrrolidin-1-yl)butan-2-yl)-2-me
thylpyridinecitrate

4. The following compounds of claim 1 or a pharmaceutically acceptable salt
thereof, which demonstrated efficacy in an in vivo

animal model for pain tolerance:

Comp
ound Structure
No.
N
O:
30
18 y
citrate
oL
N/
[¢)
19 e 8
7\
=N
o
20

=N

S
Oxz
w.
\\

Name

(R or
S)-1-((3-(ethoxymethyl)-1-(2-(6-met
hylpyridin-3-yl)propan-2-yl)pyrrolid
in-3-yl)methyl)-1,3-dihydro-2H-ben
zo[d]imidazol-2-one citrate

2-methyl-5-(2-((3R or
S)-3-(tetrahydrofuran-2-yl)-3-(3-(thi
ophen-2-yl)propyl)pyrrolidin-1-yl)pr
opan-2-yl)pyridine

(R or
S)-5-(2-(3-(ethoxymethyl)-3-(3-(thio
phen-2-yl)propyl)pyrrolidin-1-yl)pro
pan-2-yl)-2-methylpyridine
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citrate
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(R or
S)-5-(2-(3-(isopropoxymethyl)-3-(2-
(thiophen-2-yl)ethyl)pyrrolidin-1-yl)
propan-2-yl)-2-methylpyridine

5-(2-((R or
S)-3-(isopropoxymethyl)-3-(2-(thiop
hen-2-yl)ethyl)pyrrolidin-1-yl)butan-
2-y1)-2-methylpyridine

(R or
S)-1-((3-(ethoxymethyl)-1-(2-(6-met
hylpyridin-3-yl)propan-2-yl)pyrrolid
in-3-yl)methyl)- 3-ethyl-5-fluoro-1,3-
dihydro-2H-benzo[d]imidazol-2-one
citrate

(R or
S)-2-methyl-5-(1-(2-(6-methylpyridi
n-3-yl)propan-2-yl)-3-(2-(thiophen-2
-yDethyl)pyrrolidin-3-yl)-1,3,4-thiad
iazole citrate

(R or
S)-5-(2-(3-(ethoxymethyl)-3-(2-(5-f1
uorobenzo[b]thiophen-2-yl)ethyl)pyr
rolidin-1-yl)propan-2-yl)-2-methylp
yridine citrate

(S or
R)-5-(2-(3-(ethoxymethyl)-3-(thioph
en-2-ylmethyl)pyrrolidin-1-yl)propa
n-2-yl)-2-methylpyridine citrate

5. The following compounds of claim 1 or a pharmaceutically acceptable salt
thereof, which demonstrated efficacy in an in vivo

animal model for pain tolerance:

Comp
ound
No.

Structure

Name
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»

(R or
S)-2-(2-(3-(ethoxymethyl)-1-(2-(6-m
ethylpyridin-3-yl)propan-2-yl)pyrrol
idin-3-yl)ethyl)thieno[3,2-b]pyridine
citrate

(R or
S)-2-(2-(3-(ethoxymethyl)-1-(2-(6-m
ethylpyridin-3-yl)propan-2-yl)pyrrol
citrate idin-3-yl)ethyl)thieno[2,3-b]pyridine
citrate

S&
R)-1-(2-(3-(ethoxymethyl)-1-(2-(6-
methylpyridin-3-yl)propan-2-yl)pyrr
olidin-3-yl)ethyl)-3-ethyl-1,3-dihydr
0-2H-benzo|[d]imidazol-2-one

(R or

CFs S)-5-(2-(3-(ethoxymethyl)-3-(2-(5-(t
rifluoromethyl)thiophen-2-yl)ethyl)p
yrrolidin-1-yl)propan-2-yl)-2-methyl
pyridine citrate

z

N\

27

citrate

»
=z
ZS\ /;
N 0

Z
oy
A/

28

Z;\ /;
O

»
I
)

%

29

J

Z
A/ Z\4/

o
v,

30

A (R or

F S)-5-(2-(3-(2-(4-chloro-5-fluorothio

31 N . phen-2-yl)ethyl)-3-(ethoxymethyl)py
N rrolidin-1-yl)propan-2-yl)-2-methylp

yridine citrate

OJ
=

\

(R or
S)-5-(2-(3-(2-(4-chlorothiophen-3-yl
)ethyl)-3-(ethoxymethyl)pyrrolidin-1
-yD)propan-2-yl)-2-methylpyridine

o
z
o F4
/|
%)

32

o
=

(R or

s S)-5-(2-(3-(2-(4-chlorothiophen-2-yl1
)ethyl)-3-(ethoxymethyl)pyrrolidin-1
-yDpropan-2-yl)-2-methylpyridine

33

z
A/

(]
bl
w

5-2-((R & S)-3-((S or
R)-1-ethoxy-2,2,2-trifluoroethyl)-3-(
34 N 2-(5-fluorothiophen-2-yl)ethyl)pyrro

® lidin-1-yl)propan-2-yl)-2-methylpyri
N dine

P
N>
4

195
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5-(2-((R or S)-3-((S or
R)-1-ethoxyethyl)-3-(2-(5-fluorothio
phen-2-ylethyl)pyrrolidin-1-yl)prop
an-2-yl)-2-methylpyridine citrate

6. The following compounds of claim 1 or a pharmaceutically acceptable salt
thereof, which demonstrated efficacy in an in vivo

animal model for pain tolerance:

Comp
ound
No.

36

37

38

39

40

41

Structure

™ CF3
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O
Z
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/
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citrate
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O/KO
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> citrate

z
\

o,
2k,

Z
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citrate

O
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T
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I
z

z

[

-

A/
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Name

(R or
S)-5-(2-(3-(2-ethoxy-1,1,1,3,3,3-hex
afluoropropan-2-yl)-3-(2-(5-fluoroth
iophen-2-yl)ethyl)pyrrolidin-1-yl)pr
opan-2-yl)-2-methylpyridine

5-(2-((R or S)-3-((R or
S)-1-ethoxyethyl)-3-(2-(5-fluorothio
phen-2-ylethyl)pyrrolidin-1-yl)prop
an-2-yl)-2-methylpyridine citrate

(R or
S)-(3-(2-(5-fluorothiophen-2-yl)ethy
D)-1-(2-(6-methylpyridin-3-yl)propan
-2-yDpyrrolidin-3-yl)methyl
isopropylcarbamate citrate

(R or
S)-(3-(2-(5-fluorothiophen-2-yl)ethy
D)-1-(2-(6-methylpyridin-3-yl)propan
-2-yDpyrrolidin-3-yl)methyl
phenylcarbamate citrate

isopropyl (S or
R)-((3-(2-(5-fluorothiophen-2-yl)eth
y1)-1-(2-(6-methylpyridin-3-yl)propa
n-2-yl)pyrrolidin-3-yl)methyl)carba
mate citrate

phenyl (S or
R)-((3-(2-(5-fluorothiophen-2-yl)eth
y1)-1-(2-(6-methylpyridin-3-yl)propa
n-2-yl)pyrrolidin-3-yl)methyl)carba
mate
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(S or
R)-1-((3-(2-(5-fluorothiophen-2-yl)e
thyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)methyl)-3-i
sopropylurea citrate

Sor
R)-1-((3-(2-(5-fluorothiophen-2-yl)e
thyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)methyl)-3-p
henylurea citrate

7. The following compounds of claim 1 or a pharmaceutically acceptable salt
thereof, which demonstrated efficacy in an in vivo

animal model for pain tolerance:

Comp
ound Structure
No.
44 HO
A_\—@F
N
| Xy citrate
N/
45 S

F
E
%OEY\—(]
4
82 PRl
[ A
P2 citrate
O =N
N J \
83 N =N

Name

(R or
S)-(3-(4-fluorophenethyl)-1-(pyridin
-3-ylmethyl)pyrrolidin-3-yl)methano
I citrate

(R or
S)-3-((3-(ethoxymethyl)-3-(4-fluoro
phenethyl)pyrrolidin- 1-yl)methyl)-5-
fluoropyridine citrate

(R or
S)-5-(2-(3-((difluoromethoxy)methyl
)-3-(2-(thiophen-2-yl)ethyl)pyrrolidi
n-1-yl)propan-2-yl)-2-methylpyridin
e citarte

(R or
S)-3-((3-(ethoxymethyl)-1-(2-(6-met
hylpyridin-3-yl)propan-2-yl)pyrrolid
in-3-yl)methyl)-3H-imidazo[4,5-c]p
yridine citarte
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(R or
S)-1-((3-(ethoxymethyl)-1-(2-(6-met
hylpyridin-3-yl)propan-2-yl)pyrrolid
in-3-yl)methyl)-3-ethyl-5,6-difluoro-
1,3-dihydro-2H-benzo[d]imidazol-2-
one citarte

(R or
S)-1-((3-(ethoxymethyl)-1-(2-(6-met
hylpyridin-3-yl)propan-2-yl)pyrrolid
in-3-yl)methyl)- 1H-imidazo[4,5-c]p
yridine citrate

5-2-((S or R)-3-(R&
S)-ethoxy(pyridin-2-yl)methyl)-3-(2-
(thiophen-2-yl)ethyl)pyrrolidin-1-yl)
propan-2-yl)-2-methylpyridine
citrate

8. The following compounds of claim 1 or a pharmaceutically acceptable salt
thereof, which demonstrated efficacy in an in vivo animal model for pain

tolerance:
Comp
ound Structure
No.
o]
87 7]
N S
O citrate
| .
N
O
88 |

74

N S
AN

et
N

citrate

198

Name

5-(2-((R or S)-3-((S or
R)-isochroman-1-y1)-3-(2-(thiophen-
2-ylethyl)pyrrolidin-1-yl)propan-2-
y)-2-methylpyridine citrate

5-(2-((R or S)-3-((R or
S)-isochroman-1-yl)-3-(2-(thiophen-
2-ylethyl)pyrrolidin-1-yl)propan-2-
y)-2-methylpyridine citrate
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Y 5-(2-((R or S)-3-((S or
29 / R)-isochroman-1-y1)-3-(2-(thiophen-
N g | 2-ylethyl)pyrrolidin-1-yl)butan-2-yl

/—’\Eﬁ\ it )-2-methylpyridine citrate
citrate

-

N

5-(2-((R or
S S)-3-((S&R)-1-ethoxy-2,2,2-trifluor
oethyl)-3-(2-(5-fluorothiophen-2-y1)
= ethyl)pyrrolidin-1-yl)butan-2-yl)-2-
methylpyridine

90

—

J

4
/\W AN
Z

Z
Z

1-(2-(3-(ethoxymethyl)-1-(2-(6-meth
ylpyridin-3-yl)propan-2-yl)pyrrolidi
n-3-yDethyl)- 1H-imidazo[4,5-c]pyri
dine citrate

91

citrate

A/

=0
=z
T

1-(2-(3-(ethoxymethyl)-1-(2-(6-meth
ylpyridin-3-yl)propan-2-yl)pyrrolidi

n-3-yl)ethyl)-1,3-dihydro-2H-imidaz
o[4,5-c]pyridin-2-one citrate

A

Og
7

92

citarte

A/

5-(2-((R or
S)-3-(2-ethoxy-1,1,1,3,3,3-hexafluor
93 N opropan-2-yl)-3-(2-(5-fluorothiophe
n-2-yl)ethyl)pyrrolidin-1-yl)butan-2-
y1)-2-methylpyridine

e J
o
o]
al

S
w
>
-

/
z

5-2-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
04 a )-3-((R or

SN S)-isochroman- 1-yl)pyrrolidin-1-yl)
X citrate propan-2-yl)-2-methylpyridine

N? citrate

Z

9. The following compounds of claim 1 or a pharmaceutically acceptable salt
thereof , which demonstrated efficacy in an in vivo

animal model for pain tolerance:
Comp

ound Structure Name
No.
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5-(2-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-3-((S or

R)-isochroman- 1-yl)pyrrolidin-1-yI)
propan-2-yl)-2-methylpyridine
citrate

5-(2-((R or S)-3-((R or
S)-ethoxy(phenyl)methyl)-3-(2-(5-11
uorothiophen-2-yl)ethyl)pyrrolidin-1
-yDbutan-2-yl)-2-methylpyridine
citrate

5-2-((R or S)-3-((R or
S)-ethoxy(phenyl)methyl)-3-(2-(5-f1
uorothiophen-2-yl)ethyl)pyrrolidin-1
-yDpropan-2-yl)-2-methylpyridine
citrate

5-(2-((R or S)-3-((S or
R)-ethoxy(phenyl)methyl)-3-(2-(5-f1
uorothiophen-2-yl)ethyl)pyrrolidin-1
-yDpropan-2-yl)-2-methylpyridine
citrate

1-(2-(3-(ethoxymethyl)-1-(2-(6-meth
ylpyridin-3-yl)propan-2-yl)pyrrolidi

n-3-yl)ethyl)-5,6-difluoro-1,3-dihydr
0-2H-benzo|[d]imidazol-2-one citrate

1-(2-(3-(ethoxymethyl)-1-(2-(6-meth
ylpyridin-3-yl)propan-2-yl)pyrrolidi
n-3-ylethyl)-5,6-difluoro-3-isobutyl
-1,3-dihydro-2H-benzo[d]imidazol-2
-one citrate
1-(2-(3-(ethoxymethyl)-1-(2-(6-meth
ylpyridin-3-yl)propan-2-yl)pyrrolidi
n-3-yl)ethyl)-3-ethyl-5,6-difluoro-1,
3-dihydro-2H-benzo[d]imidazol-2-o
ne citrate
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\ X
(S)-4-((3-(ethoxymethyl)-3-(2-(thiop
102 N hen-2-yl)ethyl)pyrrolidin-1-yl)methy
H3PO4 Dpyridine H3PO4 salt
W/
N

10. The following compounds of claim 1 or a pharmaceutically acceptable salt
thereof, which demonstrated efficacy in an in

vivo animal model for pain tolerance:

Comp
ound Structure Name
No.
7Y 5-(2-((R or
oL S)-3-((S&R)-ethoxy(pyridin-2-yl)me
103 thyl)-3-(2-(5-fluorothiophen-2-yl)eth
m yDpyrrolidin-1-yl)propan-2-yl)-2-me
e thylpyridine citrate
o 5-(2-((R or S)-3-((S or
104 %\/{) R)-1-ethoxyethyl)-3-(2-(5-fluorothio
m citrate phen-2-yl)ethyl)pyrrolidin-1-yl)buta
n-2-yl)-2-methylpyridine citrate
5 N 5-(2-((R or S)-3-((R or
105 s S)-1-ethoxyethyl)-3-(2-(5-fluorothio
\/)_\O\cnrate phen-2-ylethyl)pyrrolidin-1-yl)buta
7 n-2-yl)-2-methylpyridine citrate
I\ (S or
N M R)-4-((3-(2-(5-fluorothiophen-2-yl)e
106 N S thyl)-1-(2-(6-methylpyridin-3-yl)pro
7 pan-2-yl)pyrrolidin-3-yl)methyl)mor
N pholine
107 (S or
Q R)-1-ethyl-3-((3-(2-(5-fluorothiophe
N n-2-yl)ethyl)-1-(2-(6-methylpyridin-
OMF 3-yl)propan-2-yl)pyrrolidin-3-yl)met
LA hyl)-1,3-dihydro-2H-benzo[dJimidaz

ol-2-one citrate

201
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(R or
S)-5-(2-(3-(2-(4,5-dimethylthiophen-
2-ylethyl)-3-(ethoxymethyl)pyrrolid
in-1-yl)propan-2-yl)-2-methylpyridi
ne citrate

(R or
S)-N-((3-(2-(5-fluorothiophen-2-yl)e
thyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)methyl)met
hanesulfonamide citrate

(R or
S)-N-((3-(2-(5-fluorothiophen-2-yl)e
thyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)methyl)-4-
methylbenzenesulfonamide citrate

11. The following compounds of claim 1 or a pharmaceutically acceptable salt

thereof, which demonstrated efficacy in an in

vivo animal model for pain tolerance:

Comp
ound Structure
No.
111 b
-0
C
O
N’ S E
m citrate
N
§
o=
o] / |
112 s7 F
N e citrate
O
N
Y

H

o
4
113 N SN,
A?\(i citrate
N/

=4

Name

(S or
R)-4-fluoro-N-((3-(2-(5-fluorothioph
en-2-yl)ethyl)-1-(2-(6-methylpyridin
-3-yDpropan-2-yl)pyrrolidin-3-yl)me
thyl)benzenesulfonamide citrate

(S & R)-5-((R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan-
2-yl)pyrrolidin-3-yl)oxazolidin-2-on
e citrate

(R or
S)-5-(2-(3-(2-(5-fluorothiophen-2-yl
)ethyl)-3-(1H-imidazol-2-yl)pyrrolid
in-1-yl)propan-2-yl)-2-methylpyridi
ne citrate
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(R or
S)-5-(2-(3-(2-(5-fluorothiophen-2-yl
)ethyl)-3-(1-methyl-1H-imidazol-2-y
Dpyrrolidin-1-yl)propan-2-yl)-2-met
hylpyridine citrate

(R or
S)-5-(2-(3-(2-(5-fluorothiophen-2-yl
)ethyl)-3-(4H-1,2,4-triazol-3-yl)pyrr
olidin-1-yl)propan-2-yl)-2-methylpy
ridine

(R or
S)-5-(2-(3-((cyclopropylmethoxy)me
thyl)-3-(2-(5-fluorothiophen-2-yl)eth
yDpyrrolidin-1-yl)propan-2-yl)-2-me
thylpyridine citrate

(R or
S)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan-
2-yl)pyrrolidine-3-carboxamide
citrate

(R or
S.E)-3-(2-(5-fluorothiophen-2-yl)eth
yD-1-(2-(6-methylpyridin-3-yl)propa
n-2-yl)pyrrolidine-3-carbaldehyde
O-methyl oxime citrate

12. The following compounds of claim 1 or a pharmaceutically acceptable salt

thereof, which demonstrated efficacy in an in

vivo animal model for pain tolerance:

Comp
ound Structure
No.

Name
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(S or
R)-((3-(2-(5-fluorothiophen-2-yl)eth
yD-1-(2-(6-methylpyridin-3-yl)propa
n-2-yl)pyrrolidin-3-yl)methyl)sulfam
oyl amine

(S or R)-
((3-(2-(5-fluoro-thiophen-2-yl)ethyl)
-1-(2-(6-methylpyridin-3-yl)propan-
2-yDpyrrolidin-3-y1)(pyridin-2-yl)m
ethyl)sulfamoyl amine

(S or R)-
((3-(2-(5-fluorothiophen-2-yl)ethyl)-
1-(2-(6-methylpyridin-3-yl)propan-2
-yDpyrrolidin-3-yl)methyl)sulfamoyl
dimethyl amine

(R or
S)-((3-(2-(5-fluorothiophen-2-yl)eth
yD)-1-(2-(6-methylpyridin-3-yl)propa
n-2-ylpyrrolidin-3-yl)methyl)sulfam
oyl 4-fluorophenylamine citrate

(R or
S)-((3-(2-(5-fluorothiophen-2-yl)eth
y1)-1-(2-(6-methylpyridin-3-yl)propa
n-2-yl)pyrrolidin-3-yl)methyl)sulfam
oyl 4-methylphenyl amine

(R or
S)-((3-(2-(5-fluorothiophen-2-yl)eth
yD)-1-(2-(6-methylpyridin-3-yl)propa
n-2-ylpyrrolidin-3-yl)methyl)sulfam
oyl 2,4-dichloro phenyl amine
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(S or
R)-4-methyl-N-((1-(pyridin-3-ylmet
hyl)-3-(2-(thiophen-2-yl)ethyl)pyrrol
idin-3-yl)methyl)benzenesulfonamid
e citrate

(S or

R)-N-((3-(2-(4,5-dimethylthiophen-2
-yDethyl)-1-(2-(6-methylpyridin-3-yl
)propan-2-yl)pyrrolidin-3-yl)methyl)
-4-methylbenzenesulfonamide citrate

13. The following compounds of claim 1 or a pharmaceutically acceptable salt

thereof, which demonstrated efficacy in an in

vivo animal model for pain tolerance:

Comp
ound Structure
No.
127 ©
0=8=0
N citrate
| N
N/
235 NH

270 b .

280 0.,

205

Name

(S or
R)-N-((3-(4-fluorophenethyl)-1-(2-(
6-methylpyridin-3-yl)propan-2-y1l)py
rrolidin-3-yl)methyl)-4-methylbenze
nesulfonamide citrate

(R or
S)-1-((3-(2-(5-fluorothiophen-2-yl)et
hyl)-1-(2-(6-methylpyridin-3-yl)prop
an-2-yl)pyrrolidin-3-yl)methyl)guani
dine citrate

(R or
S)-1-(4-fluorophenyl)-3-((3-(2-(5-flu
orothiophen-2-yl)ethyl)-1-(2-(6-met
hylpyridin-3-yl)propan-2-yl)pyrrolid
in-3-yl)methyl)guanidine citrate

(S or
R)-5-(2-(3-(5-(4-fluorophenyl)-1H-i
midazol-2-yl)-3-(2-(5-fluorothiophe
n-2-yl)ethyl)pyrrolidin-1-yl)propan-
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2-y)-2-methylpyridine citrate

(S or
R)-6-fluoro-2-(3-(2-(5-fluorothiophe
n-2-yhethyl)-1-(2-(6-methylpyridin-
3-yl)propan-2-yl)pyrrolidin-3-y1)-1H
-benzo[d]imidazole citrate

(S or

R)-5-(2-(3-(5-(tert-butyl)- 1H-imidaz
0l-2-y1)-3-(2-(5-fluorothiophen-2-yl)
ethyl)pyrrolidin-1-yl)propan-2-yl)-2-
methylpyridine citrate

(S or
R)-N-((3-(2-(5-fluorothiophen-2-yl)e
thyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)methyl)met
hanesulfonamide citrate

N-((R & S)-((S or
R)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan-
2-yD)pyrrolidin-3-yl)(pyridin-2-yl)m
ethyl)methanesulfonamide citrate

14. The following compounds of claim 1 or a pharmaceutically acceptable salt

thereof, which demonstrated efficacy in an in

vivo animal model for pain tolerance:

Comp
ound Structure
No.
320 — o
0=§

321 Q
(o]
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N 53 E
4’\Ej\ citrate
N

206

Name

(S or
R)-N-((3-(2-(5-fluorothiophen-2-yl)e
thyl)-1-(2-(6-methylpyridin-3-yl)pro
pan-2-yl)pyrrolidin-3-yl)methyl)pro
pane-2-sulfonamide citrate

N-((R & S)-((S or
R)-3-(2-(5-fluorothiophen-2-yl)ethyl
)-1-(2-(6-methylpyridin-3-yl)propan-
2-yD)pyrrolidin-3-yl)(pyridin-2-yl)m
ethyl)-4-methylbenzenesulfonamide
citrate
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(S or
R)-((3-(2-(5-fluorothiophen-2-yl)eth
yD)-1-(2-(6-methylpyridin-3-yl)propa
n-2-ylpyrrolidin-3-yl)methyl)sulfam
ic acid citrate

Sor
R)-N-(2-(3-(2-(5-fluorothiophen-2-y
Dethyl)-1-(2-(6-methylpyridin-3-yl)p
ropan-2-yl)pyrrolidin-3-yl)propan-2-
yl)acetamide

Sor
R)-N-(2-(3-(2-(5-fluorothiophen-2-y
Dethyl)-1-(2-(6-methylpyridin-3-yl)p
ropan-2-yl)pyrrolidin-3-yl)propan-2-
yl)benzenesulfonamide

(R or
S)-1-((3-(2-(5-fluorothiophen-2-yl)et
hyl)-1-(2-(6-methylpyridin-3-yl)prop
an-2-yl)pyrrolidin-3-yl)methyl)guani
dine

(R or
S)-1-(4-fluorophenyl)-3-((3-(2-(5-flu
orothiophen-2-yl)ethyl)-1-(2-(6-met
hylpyridin-3-yl)propan-2-yl)pyrrolid
in-3-yl)methyl)guanidine

(R or
S)-2-(3-(2-(5-fluorothiophen-2-yl)et
hyl)-1-(2-(6-methylpyridin-3-yl)prop
an-2-yl)pyrrolidin-3-yl)propan-2-yl
sulfamoylamine

15. The following compounds of claim 1 or a pharmaceutically acceptable salt

thereof, which demonstrated efficacy in an in

vivo animal model for pain tolerance:

Comp
ound Structure
No.
/< Qy P
it B
328 N s”°F
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Name

(R or
S)-((3-(2-(5-fluorothiophen-2-yl)eth
yD-1-(2-(6-methylpyridin-3-yl)propa
n-2-yl)pyrrolidin-3-yl)methyl)sulfam
oyl propan-2-yl-amine
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(R or

\Qﬁfsf:/ﬁ - S)-((3-(2-(5-fluorothiophen-2-yl)eth
329 o . s*F yD)-1-(2-(6-methylpyridin-3-yl)propa
( :/ n-2-ylpyrrolidin-3-yl)methyl)sulfam
oyl 4-fluorophenylamine
A (S or
7<N 4 R)-5-(2-(3-(1-(tert-butyl)- 1H-imidaz
330 ) g ] 01-2-y1)-3-(2'-('5-ﬂuor0thiophen-2-y1)
F ethyl)pyrrolidin- 1-yl)propan-2-yl1)-2-
| : methylpyridine
N
>\\@ (S or
AP R)-5-(2-(3-(5-(tert-butyl)-1H-imidaz
31 Liy\—(/l 01-2-y1)-3-(2-(5-fluorothiophen-2-yl)
N 57 g ethyl)pyrrolidin-1-yl)propan-2-yl)-2-
[ methylpyridine

332

E
\@L (S or
HN A R)-6-fluoro-2-(3-(2-(5-fluorothiophe
A_\_@ n-2-yl)ethyl)-1-(2-(6-methylpyridin-
N STF 3-yl)propan-2-yl)pyrrolidin-3-y1)-1H
| -benzo[d]imidazole

16. One of compound Nos. 1-16 of claim 1 or a pharmaceutically acceptable salt
thereof.
17. One of compound Nos. 18-44 of claim 1 or a pharmaceutically acceptable salt
thereof.
18. One of compound Nos. 82-109 of claim 1 or a pharmaceutically acceptable salt
thereof.
19. One of compound Nos. 111-123 of claim 1 or a pharmaceutically acceptable salt
thereof.
20. One of compound Nos. 126; 127; 280-282;313 and 319-322 of claim 1 or a

pharmaceutically acceptable salt thereof.
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