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Table S1. Preliminary Screening of Diastereomeric Pairs of 2-Methoxy-5-arylpyridine Bedaquiline Analogues

NMe, NMe,
diastereoisomer A diastereoisomer B
R M.tb H37Rv % inhibition at 10 uM®?

Diastereomer A (R,R-S5,S) Diastereomer B (R,S-S,R)
H (10) 55 100
2,3-benzofused (11) 60 100
4-F (17) 0 100
2-CN (18) 20 90
2-0CF3(19) 65 100
4-CF3(21) 6 100
3-CFs-4-Cl (28) 25 100
3-Me-4-F (30) 7 100

aDiastereoisomers were separated via preparative HPLC. ? % inhibition of growth of M.tb strain H37Rv, as determined by the resazurin mictrotire assay (REMA).

Table S2. Preliminary Screening of Diastereomeric Pairs of 2,6-Dimethoxy-5-arylpyridine Bedaquiline Analogues

NMe, NMe,
diastereoisomer A diastereoisomer B
R M.tb H37Rv % inhibition at 10 pM*?
Diastereomer A (R,R-S,S) Diastereomer B (R,S-S,R)
OMe (37) 6 100
OCF3(38) 5 100
cl (40) 5 100

aDiastereoisomers were separated via preparative HPLC. ? % inhibition of growth of M.tb strain H37Rv, as determined by the resazurin mictrotire assay (REMA).
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4-(dimethylamino)-1-(2-methoxy-5-phenylpyridin-3-yl)-2-(naphthalen-1-yl)-1-phenylbutan-2-ol (10)

Diastereoisomer A:
LCMS (m/z): 503.0

HPLC Trace:

DAD1 A, Sig=254 4 Ref=off (191216-BQ-468A1-31707 D)
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Diastereoisomer B:

LCMS (m/z): 503.0
HPLC Trace:
DAD1 A, Sig=254 4 Ref=off (101216-BQ 4688131606 D)
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4-(dimethylamino)-1-(2-methoxy-5-(naphthalen-1-yl)pyridin-3-yl)-2-(naphthalen-1-yl)-1-phenylbutan-2-ol
(11)

Diastereoisomer A:
LCMS (m/z): 553.0
HPLC Trace:
DAD1 A, Sig=254,4 Ref=off (040117-BQ-470A1-31902.D)
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1-(5-(2-chlorophenyl)-2-methoxypyridin-3-yl)-4-(dimethylamino)-2-(naphthalen-1-yl)-1-phenylbutan-2-ol

(12)
Diastereoisomer A

LCMS (m/z): 536.9

HPLC Trace
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Diastereoisomer B

LCMS (m/z): 536.9

HPLC Trace

off (191216-BQ-48881-31684 D)
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4-(dimethylamino)-1-(5-(3-chlorophenyl)-2-methoxypyridin-3-yl)-2-(naphthalen-1-yl)-1-phenylbutan-2-ol
(13)

Diastereoisomer A:
LCMS (m/z): 536.9
HPLC Trace:
DAD1 A, Sig=254,4 Ref=off (030117-BQ-489A1-31884.D)
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Diastereoisomer B:
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1-(5-(4-chlorophenyl)-2-methoxypyridin-3-yl)-4-(dimethylamino)-2-(naphthalen-1-yl)-1-phenylbutan-2-ol
(14)

Diastereoisomer A:
LCMS (m/z): 536.9
HPLC Trace:
DAD1 A, Sig=254 4 Ref=off (201216-BQ 460A21 31741D)
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Diastereoisomer B:

LCMS (m/z): 536.9
HPLC Trace:
DAD' A, Sig=254,4 Ref=off (201216-BQ-460821-31740.D)
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1-(5-(2-fluorophenyl)-2-methoxypyridin-3-yl)-4-(dimethylamino)-2-(naphthalen-1-yl)-1-phenylbutan-2-ol
(15)

Diastereoisomer A:
LCMS (m/z): 520.9

HPLC Trace:

DAD1 A, Sig=254 4 Ref=off (191216-BQ-473A1-31701 D)
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Diastereoisomer B

LCMS (m/z): 521.0

HPLC Trace
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4-(dimethylamino)-1-(5-(3-fluorophenyl)-2-methoxypyridin-3-yl)-2-(naphthalen-1-yl)-1-phenylbutan-2-ol

(16)

Diastereoisomer A:
LCMS (m/z): 520.9
HPLC Trace:
DAD1 A, Sig=254.4 Ref=off (191216-BQ-474A1-31688.D)
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Diastereoisomer B
LCMS (m/z): 520.9

HPLC Trace
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4-(dimethylamino)-1-(2-methoxy-5-(4-fluorophenyl)pyridin-3-yl)-2-(naphthalen-1-yl)-1-phenylbutan-2-ol

Diastereoisomer A
LCMS (m/z): 521.0 (M+H).

HPLC Trace
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Diastereoisomer B

m/z521.0 (M+H).

LCMS

HPLC Trace
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2-(5-(4-(dimethylamino)-2-hydroxy-2-(naphthalen-1-yl)-1-phenylbutyl)-6-methoxypyridin-3-yl) benzonitrile
(18)

Diastereoisomer A:
LCMS (m/z): 528.0
HPLC Trace:
DAD1 A, Sig=254,4 Ref=off (191216-BQ-490A1-31708.D)
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Diastereoisomer B

LCMS (m/z): 528.0

HPLC Trace

DAD1 A, Sig=254 4 Ref=off (191216-BQ-490B1-31680.D)
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4-(dimethylamino)-1-(2-methoxy-5-(2-(trifluoromethoxy)phenyl) pyridin-3-yl)-2-(naphthalen-1-yl)-1-

phenylbutan-2-ol (19)

Diastereoisomer A:
LCMS (m/z): 586.9
HPLC Trace:
DAD1 A, 5ig=254.4 Ref=off (050117-BQ-495A1-31951.D)
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Diastereoisomer B:
LCMS (m/z): 586.9

HPLC Trace:

DAD1 A, Sig=254 4 Ref=off (050117-BQ-495B1-31948.D)
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4-(dimethylamino)-1-(2-methoxy-5-(4-(trifluoromethoxy)phenyl) pyridin-3-yl)-2-(naphthalen-1-yl)-1-

phenylbutan-2-ol (20)

Diastereoisomer A:
LCMS (m/z): 586.9
HPLC Trace:
DADT A, Sig=254.4 Ref=off (040117-BQ-472A1-31904.D)
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Diastereoisomer B:

LCMS (m/z): 586.9
HPLC Trace:
DAD1 A, Sig=254,4 Ref=off (030117-BQ-472B1-31891.D)
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4-(dimethylamino)-1-(2-methoxy-5-(4-(trifluoromethyl) phenyl) pyridin-3-yl)-2-(naphthalen-1-yl)-1-

phenylbutan-2-ol (21)

Diastereoisomer A

LCMS (m/z): 570.9

HPLC Trace

8000

8000

+7000

+6000

~5000

4000

3000

2000

t-1000

0

off (201216-BQ-469A1-31737.D)

254 4 Ref=

DAD1 A, Sig

1500

LTy
65'24
T
09'Z1
£9'Z1
924
9T
50°€4
L0°e4|
80°€
oﬁ,m)w
TZ'E~
vmﬁ\ﬁ
I

L

ye e
9z'€4
0g'
7Ee4
1E°64
1Ee4
zeed

T

v
oLg!

G69,
069+
0€'LA
LELA
mms,ﬁ
6E'LA
Tb'LA|
Eb'LA
Sb'L—
9b'L
Lyt
8b'L
25
paL
992
892
691
144
vetd
9L'L
08
182
98'L
L8]
6084
78]
Sb'84
9b'8

NI T

—

21 (diastereoisomer A)

=TT
g9
=60
0T
=6'E

=0T

10.5 10,0 95 9.0 8.5 8.0 75 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0 -05
f1 (ppm)

11.0

S25



~4500
~4000
3500
+-3000
~2500
~2000
1500
1000

+-500

off (201216-BQ-469B1-31729.D)

2544 Ref:

DAD1 A, Sig

Diastereoisomer B
LCMS (m/z): 570.9

HPLC Trace

£2C
i bZ'T

Yk

L 622 3
0£Z

bE'Ty

£T

| 82
6c'C M Fer
I gz Fos
g€
r 0E'E o1
€€ 80
phEe— €€
TG et
q ZEE

1

"

LT'p—

e
T

B

‘ 5 < Feo

L 06'9
16'9
621
1€L

OH
NM92

L 08'L

b8~

5984

21 (diastereoisomer B)

I N N N L L
o o =] =] o
(=] (=] (=] (=1

2
m @w o N

1000

F3C

3.5 3.0 25 20 1.5 1.0 05 0.0 -05

4.0

10.5 10.0 9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 55 5.0 4.5
f1 (ppm)
S26

11.0




1-(5-(4-(tert-butyl)phenyl)-2-methoxypyridin-3-yl)-4-(dimethylamino)-2-(naphthalen-1-yl)-1-phenylbutan-
2-0l (22)

Diastereoisomer B:
LCMS (m/z): 559.0
DAD1 A, Sig=254.4 Ref=off (050117-BQ-476B1-31949.D)
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4-(dimethylamino)-1-(5-(2,4-dichlorophenyl)-2-methoxypyridin-3-yl)-2-(naphthalen-1-yl)-1-phenylbutan-2-
ol (23)

Diastereoisomer A:
LCMS (m/z): 570.9
HPLC Trace:
DAD1 A, Sig=254 4 Ref=off (201216-BQ-486A 1-31734 D)
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Diastereoisomer B:
LCMS (m/z): 570.8

HPLC Trace:

DAD1 A, Sig=254 4 Ref=off (201216-BQ-486A1-31738.D)
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4-(dimethylamino)-1-(5-(3,4-dichlorophenyl)-2-methoxypyridin-3-yl)-2-(naphthalen-1-yl)-1-phenylbutan-2-

ol (24)

Diastereoisomer A

LCMS (m/z): 570.9

HPLC Trace
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Diastereoisomer B

LCMS (m/z): 570.9

HPLC Trace

off (191216-BQ-487B1-31687.D)
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1-(5-(3-chloro-4-fluorophenyl)-2-methoxypyridin-3-yl)-4-(dimethylamino)-2-(naphthalen-1-y1)-1-
phenylbutan-2-ol (25)

Diastereoisomer A:
LCMS (m/z): 554.9
HPLC Trace:
DAD1 A, Sig=254 4 Ref=0ff (201216-BQ-47 /A1-31739.0)
mAU 4 @
600 %
500 ||
400 |
300 ‘ |
200 | ‘.
04 BN
N — : : : : :
1 2 3 4 mil
2800
t-2600
2400
2200
-2000
~1800
1600
N Mez
. . 1400
25 (dlasteremsomer A)
-1200
-1000
800
600
400
~200
JU&,_J A Lo
N BB ) L5 .
G‘.—fC’.f\.U}B =] Yoo o o -200
O-=r-nNwm— ~— oMo o N
T T T T T T T T T T T T T T T T T T T T T
11.0 10.5 10.0 9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0 0.5

5.5
fi (ppm)

S32



Diastereoisomer B

LCMS (m/z): 554.9

HPLC Trace

254 4 Ref=off (201216-BQ-477B1-31730.D)
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1-(5-(3-chloro-4-methylphenyl)-2-methoxypyridin-3-yl)-4-(dimethylamino)-2-(naphthalen-1-yl)-1-
phenylbutan-2-ol (26)

Diastereoisomer A:
LCMS (m/z): 550.9
HPLC Trace:
DAD1 A, Sig=254 4 Ref=cff (040117-BQ-483A1-31913.D)
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Diastereoisomer B:

LCMS (m/z): 550.9
HPLC Trace:
DAD1 A, Sig=254.4 Ref=off (040117-BQ-483B1-31907.D)
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1-(5-(2-chloro-4-(trifluoromethyl) phenyl)-2-methoxypyridin-3-yl)-4-(dimethylamino)-2-(naphthalen-1-yl)-
1-phenylbutan-2-ol (27)

Diastereoisomer A:
LCMS (m/z): 604.9
HPLC Trace:
DADT A, Sig=254.4 Ref=off (161216-BQ485AT31648.0) -
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Diastereoisomer B

LCMS (m/z): 604.9

HPLC Trace
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1-(5-(4-chloro-3-(trifluoromethyl) phenyl)-2-methoxypyridin-3-yl)-4-(dimethylamino)-2-(naphthalen-1-yl)-
1-phenylbutan-2-ol (28)

Diastereoisomer A:
LCMS (m/z): 604.9
HPLC Trace:
DAD1 A, Sig=254,4 Ref=off (040117-BQ-484A1-31929.D)
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Diastereoisomer B:

LCMS (m/z): 604.9
HPLC Trace:
DAD1 A, Sig=254,4 Ref=off (040117-BQ-484B1-31935.D)
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1-(5-(2,4-difluorophenyl)-2-methoxypyridin-3-yl)-4-(dimethylamino)-2-(naphthalen-1-yl)-1-phenylbutan-2-
ol (29)

Diastereoisomer A:
LCMS (m/z): 538.9
HPLC Trace:
DAD1 A, Sig=254 4 Ref=0ff (191216-BQ-478A1-31711.D)
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Diastereoisomer B:

LCMS (m/z): 538.9 (M+H)*

HPLC Trace:
DAD1 A, Sig=254.4 Ref=off (191216-BQ 4788131677 D)
mAU %
1000 Tf
800 |
600 | |
400 ‘ |
] \ <
2004 I o
1 [ o]
0_: _ . J \_,__,- L ; S
T T T T T
1 2 3 4 miry
2600
2400
F 12200
X ~2000
F | — -1800
N OMe
1600
N Mez
-1400
29 (diastereoisomer B)
1200
1000
-800
L600
L400
LM N
R b e e o T g
D OO MNMNMOMN o — N o ~ @
- B Ul R Rl — ™M ol = W -200
; : . r T T : T ; ; . . T : T . . r . T . . T T
11.0 10.5 10.0 9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0 -0.5
f1 (ppm)

S41



4-(dimethylamino)-1-(5-(4-fluoro-3-methylphenyl)-2-methoxypyridin-3-yl)-2-(naphthalen-1-yl)-1-
phenylbutan-2-ol (30)

Diastereoisomer A:
LCMS (m/z): 534.9
HPLC Trace:
DAD1 A, Sig=254,4 Ref—off (201216-BQ-479A1-31742.D)
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Diastereoisomer B

LCMS (m/z): 535.0

HPLC Trace
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2-(5-(4-(dimethylamino)-2-hydroxy-2-(naphthalen-1-yl)-1-phenylbutyl)-6-methoxypyridin-3-yl)-S-
fluorobenzonitrile (31)

Diastereoisomer A:
LCMS (m/z): 545.9
HPLC Trace:
DAD1 A, Sig=254,4 Ref=off (040117-BQ-494A1-31928 D)
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Diastereoisomer B:
LCMS (m/z): 545.9

HPLC Trace:

DAD1 A, Sig=254,4 Ref=off (050117-BQ-494B1-31955.D)
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1-(2,6-dimethoxy-5-phenylpyridin-3-yl)-4-(dimethylamino)-2-(naphthalen-1-yl)-1-phenylbutan-2-ol (36)

Diastereoisomer A:
LCMS (m/z): 533.1
HPLC Trace:
DADT A, Sig=254,4 Ref=off (CHEMIST\11-18\241118-LBA-0141 D111-35250.D)
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Diastereoisomer B:

LCMS (m/z): 533.1
HPLC Trace:
DAD1 A, Sig=254.4 Ref=off (CHEMIST\11-18'241118-LBA-0141 D211-35251.D)
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1-(2,6-dimethoxy-5-(4-methoxyphenyl) pyridin-3-yl)-4-(dimethylamino)-2-(naphthalen-1-yl)-1-phenylbutan-

2-0l (37)
Diastereoisomer A:
LCMS (m/z): 562.9
HPLC Trace:
DADT A, Sig=254 4 Ref=off (CHEMIST\03-17\020317-LB-678-60 D111-17941.D)
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Diastereoisomer B:

LCMS (m/z): 562.9
HPLC Trace:
DAD1 A, Sig=254 4 Ref=off (CHEMIST\02-17\240217-LB-678-60 D211-17577.D)
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1-(2,6-dimethoxy-5-(4-(trifluoromethoxy) phenyl) pyridin-3-yl)-4-(dimethylamino)-2-(naphthalen-1-yl)-1-

phenylbutan-2-ol (38)
Diastereoisomer A:

LCMS (m/z): 616.9

HPLC Trace:
DAD1 A, Sig=254,4 Ref=off (CHEMIS T\02-17\050217-LB-598-136 D1-1A11-16893.0)
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Diastereoisomer B:

LCMS (m/z): 616.9
HPLC Trace:
DAD1 A, Sig=254.4 Ref=off (CHEMIST\02-171050217-LB-598-136 D2-1A11-16894.D)
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4-(dimethylamino)-1-(5-(4-fluorophenyl)-2,6-dimethoxypyridin-3-yl)-2-(naphthalen-1-yl)-1-phenylbutan-2-

ol (39)
Diastereoisomer A:

LCMS (m/z): 551.0

HPLC Trace:
*DAD1 A, Sig=254,4 Ref=off (CHEMIST\11-18\221118-LBA-0142 D111-35207.D - CHEMIST\11-18\221118-LBA BLANK111-35206.D)
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Diastereoisomer B:

LCMS (m/z): 551.0
HPLC Trace:
*DAD1 A, Sig=254 4 Ref=off (CHEMIST\11-18\221118-LBA-0142 D211-35208.D - GHEMIST\11-181221118-LBA BLANK111-35206.D)
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4-(5-(4-(dimethylamino)-2-hydroxy-2-(naphthalen-1-yl)-1-phenylbutyl)-2,6-dimethoxypyridin-3-

yl)benzonitrile (41)
Diastereoisomer A:
LCMS (m/z): 558.0
HPLC Trace:
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Diastereoisomer B:

LCMS (m/z): 558.0
HPLC Trace:
DAD1 A, Sig=254,4 Ref=olf (CHEMIST\11-181241118-LBA-0143 D2-111-35246.D)
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