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Synthesis of aniline 2a

o o)
O:N OH MeOH, cat. sto4 OzN\©)\oMe Zn, NH,ClI (sat.), H2N\©)\0Me
reﬂux 24 h MeOH, reflux, 1 h

1b S02a 2a

Methyl 3-nitrobenzoate (S02a). Two drops of sulfuric acid (100%) were added to a solution of 3-
nitrobenzoic acid (2.00 g, 12.0 mmol) in MeOH (25 mL) and the resulting mixture refluxed for 24 h.
After 24 h, the reaction mixture was diluted with distilled water (25 mL) and the product exacted with
DCM (3 x 25 mL), dried (Na;SO4) and the solvent removed under reduced pressure to give an off-white
solid. The crude product was purified by silica gel column chromatography (5% MeOH/DCM) to furnish
the pure compound as a white solid. Yield: 1.78 g (82%). *H NMR (600 MHz, CDCls) & 8.86 (t, J = 2.0 Hz,
1H, H,), 8.41 (ddd, J = 8.3, 2.4, 1.2 Hz, 1H, Ha), 8.37 (dt, J = 7.8, 1.4 Hz, 1H, He), 7.65 (t, J = 8.0 Hz, 1H,
Hs), 3.99 (s, 3H, OMe). 3C NMR (150 MHz, CDCI3) & 165.1, 148.5, 135.4, 132.1, 129.8, 127.5, 124.8,
52.9.

Methyl 3-aminobenzoate (2a). Saturated NHCl, solution (5 mL) was cautiously added to a suspension
of S02a (1.75 g, 9.7 mmol) and Zn dust (3.81 g, 58.2 mmol), and the resulting mixture was refluxed for
1 h. The product was extracted with EtOAc (2 x 25 mL), dried over Na,SO4 and the solvent removed in
vacuo to afford the pure product as a light-yellow oil. Yield: 1.30 g (88 %). *H NMR (600 MHz, CDCls) &
7.43 (dt, J=7.7, 1.3 Hz, 1H, Hg), 7.36 (t, J = 2.0 Hz, 1H, H.), 7.21 (t, J = 7.8 Hz, 1H, Hs), 6.87 (ddd, J = 8.0,
2.5, 1.1 Hz, 1H, Ha), 3.89 (s, 3H, OMe). 3C NMR (150 MHz, CDCl5) § 167.4, 146.3, 131.3, 129.4, 120.1,
119.7, 116.1, 52.2.
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'H NMR spectrum of 2a
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'H NMR spectrum of S5b
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'H NMR spectrum of 5b
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'H NMR spectrum of 6a
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'H NMR spectrum of 6b
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'H NMR spectrum of 6¢
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'H NMR spectrum of 6d
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'H NMR spectrum of 7a
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'H NMR spectrum of 7b
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'H NMR spectrum of 7¢
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'H NMR spectrum of 7d
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'H NMR spectrum of 8
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'H NMR spectrum of 9a
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'H NMR spectrum of 9b
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'H NMR spectrum of 9¢
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Representative COSY NMR spectrum of 6b
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Representative COSY NMR spectrum of 7a
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Representative HMBC spectrum of 7a
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Representative HSQC spectrum of 7a
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Representative COSY NMR spectrum of 9b
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Representative HMBC spectrum of 9b
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Representative COSY NMR spectrum of 9¢

TV Y e

WS5_FTP.2191.ser

M2ZM-6a in COCI3 8 :
COSY Spectrum '] gﬁ};’g
[T b
" \%H @
8 = \Q\/\N .0
| ¥ ]
N 3T z ,9‘§ e 8
] g O) n ¥ !
9¢

L

4.0

4.5

5.0

5.5

-6.0

6.5

F7.0

7.5

-8.0

-8.5

9.0

[
e o
4% ?
0 0
00

8.5 8.0 75 7.0 8.5 6.0 55 5.0 4.5 4.0

Representative HSQC spectrum of 9¢

Y SR U Jh.

WS_FTP.2192.ser
MZM-6a F
HSQC-DEPT o

ol

50

-60

70

-80

90

- 100

-110

F120

130

- 140

- 150

8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 45 4.0
5 (ppm)

25

35

5 (ppm)

5 (ppm)



Representative HMBC spectrum of 9¢
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HPLC trace of 6a
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Retention time jmn|

Injection Results ®
[ Pears | Summary
[ir} | Sigeal descripson BT min] | dres | Aeewd  Weght | Concentaton | 4N Tailing
i 368 lowosM sue 6ss
1 VWOIAWSvelengih=500 nen - ar40 o885 16984

HPLC trace of 6¢
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Injection Results "
Feaks | Summary
i3 | Signal deseription T jmin] | Area Acco% | Height | Concentration | SN | Toiling
1 VWOIAWavelengih=500 nm 3081 18819561 99408 WIS
2 WWDLAWBEVElerfthe300 nn 4076 1] 04 15964

27



HPLC trace of 7a
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HPLC trace of 7c
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Injection Results b
Feaks | Summary
[ RTiming | Aes [ mesk | Weight | Comcewmmon | N T Tailing
1 VWOIBWavelengthe=375 nm 3086 15234 1053 1943
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HPLC trace of 7d
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HPLC trace of 9a
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etension time

Injection Results *
| peans | summary

HPLC trace of 9b
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Injection Results e
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HPLC trace of 9c
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Injection Results
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Representative graphs for B-hematin inhibition
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Representative graphs for B-hematin inhibition
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Representative graphs for B-hematin inhibition
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