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Figure S2: Improved reported route for the synthesis of Delamanid5
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DCM, <15 °C, 2 h; e) DBU, AcOEt, rt, 2 h, 77% ; f) t-BuOAc, NaOAc, 110 °C, 4 hrs. 73%.                                         

Figure S3: Synthesis of key intermediate diole5, 6
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Figure S4: Synthesis of key intermediate 2-bromo-4-nitroimidazole 127
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Table S1: Optimization table of coupling of 2-bromo-4-nitroimidazole 12 with compound 11
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Figure S5: First reported route for the synthesis of VL-20983, 8, 9
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Figure S5: Scalable reported route for the synthesis of VL-20986
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1H NMR of 1-iodo-4-((2-methylallyl)oxy)benzene 3:
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DEPT NMR spectra of compound 3:
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GC-MS spectra of compound 3:
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1H NMR spectra of 1-(4-((2-methylallyl) oxy) phenyl) piperidin-4-ol (compound 5):
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0102030405060708090100110120130140150160170180190
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c13-sumit
CN

HRMS spectra of compound 5:
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1H NMR spectra of 1-(4-((2-methylallyl) oxy) phenyl)-4-(4-(trifluoromethoxy) phenoxy) 
piperidine 8: 
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DEPT NMR of compound 8:
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HRMS spectra of compound 8:
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1H NMR spectra of (R)-2-methyl-3-(4-(4-(4-(trifluoromethoxy)phenoxy) piperidin-1-
yl)phenoxy)propane-1,2-diol R-(-)-9:
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DEPT NMR of compound R-(-)-9:
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HRMS spectra of compound R-(-)-9:
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Chiral HPLC spectra of compound R-(-)-9, S-(+)-9, RS-(±)-9:
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1H NMR spectra of R)-1-(4-((2-methyloxiran-2-yl)methoxy)phenyl)-4-(4-
trifluoromethoxy)phenoxy) 11:
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13C NMR spectra of R)-1-(4-((2-methyloxiran-2-yl)methoxy)phenyl)-4-(4-
trifluoromethoxy)phenoxy) 11:
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DEPT NMR of compound 11: 
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HRMS spectra of compound 11:
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1H NMR spectra of 2-Bromo-4-nitro-1H-imidazole 12:
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HRMS spectra of compound 12:



S25

1H NMR spectra of 1-(2-bromo-4-nitro-1H-imidazol-1-yl)-2-methyl-3-(4-(4-(4-
(trifluoromethoxy)phenoxy)piperidin-1-yl)phenoxy)propan-2-ol 13:

0123456789101112131415
f1 (ppm)

3.
37

2.
21

2.
30

2.
22

2.
52

1.
93

1.
03

1.
05

1.
08

2.
05

4.
13

2.
09

1.
00

1.
33

0
1.

97
1

1.
98

0
2.

10
9

2.
11

8
3.

01
9

3.
35

6
3.

36
5

3.
37

4
3.

38
4

3.
39

5
3.

83
9

4.
15

9
4.

19
5

4.
28

1
4.

31
7

6.
81

0
6.

83
2

6.
91

6
6.

93
1

6.
93

8
6.

95
4

7.
14

1
7.

16
2

8.
11

0
N

N

CH3
O

N
O

Br
OH

N+
O

O-

O

F
F

F



S26

LC-MS spectra of compound 13:



S27

1H NMR spectra of  2-methyl-6-nitro-2-((4-(4-(4-(trifluoromethoxy)phenoxy)piperidin-1-
yl)phenoxy)methyl)-2,3-dihydroimidazo[2,1-b]oxazole II, Delamanid:

13C NMR spectra of Delamanid II:
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DEPT NMR of Delamanid II:

0102030405060708090100110120130140150160170180
f1 (ppm)

19F NMR spectra of Delamanid II:
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HRMS spectra of compound Delamanid II:
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1H NMR spectra of   1-((2-methylallyl)oxy)-4-(trifluoromethoxy)benzene (14):
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13C NMR spectra of   1-((2-methylallyl)oxy)-4-(trifluoromethoxy)benzene (14):
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DEPT NMR spectra of 1-((2-methylallyl)oxy)-4-(trifluoromethoxy)benzene (14):
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GC-MS spectra of compound 14:
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1H NMR spectra of   (R)-2-methyl-3-(4-(trifluoromethoxy)phenoxy)propane-1,2-diol R-(+)-
15:

13C NMR spectra of (R)-2-methyl-3-(4-(trifluoromethoxy)phenoxy)propane-1,2-diol R-(+)-
15::
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DEPT NMR spectra of (R)-2-methyl-3-(4-(trifluoromethoxy)phenoxy)propane-1,2-diol R-
(+)-15:

-100102030405060708090100110120130140150160170180190200
f1 (ppm)



S35

LC-MS spectra of compound R-(+)-15:



S36

1H NMR spectra of (R)-1-(4-((2-methyloxiran-2-yl)methoxy)phenyl)-4-(4-
trifluoromethoxy)phenoxy) (17):



S37

LC-MS spectra of compound 17:
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1H NMR spectra of (R)-2-methyl-6-nitro-2-((4-(trifluoromethoxy)phenoxy)methyl)-2,3-
dihydroimidazo[2,1-b]oxazole (VL-2098, VII):
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LC-MS spectra of compound VII (VL-2098): 
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