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1. Fig S1. Sigmoidal plots for the inhibition of MAO-A by 2-methylbenzo[d]oxazole derivatives
2. Fig. S2. Sigmoidal plots for the inhibition of MAO-B by 2-methylbenzo[d]oxazole
derivatives
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Fig S1. Sigmoidal plots for the inhibition of MAO-A by 2-methylbenzo[d]oxazole derivatives.
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Fig. S2. Sigmoidal plots for the inhibition of MAQO-B by 2-methylbenzo[d]oxazole derivatives.



6-(Benzyloxy)-2-methylbenzo[d]oxazole (1a)
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6-((4-Bromobenzyl)oxy)-2-methylbenzo[d]oxazole (1b)
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4-(((2-Methylbenzo[d]oxazol-6-yl)oxy)methyl)benzonitrile (1c)
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2-Methyl-6-((4-nitrobenzyl)oxy)benzo[d]oxazole (1d)
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6-((4-Chlorobenzyl)oxy)-2-methylbenzo[d]oxazole (1e)
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2-Methyl-6-((4-methylbenzyl)oxy)benzo[d]oxazole (1f)
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5-(Benzyloxy)-2-methylbenzo[d]oxazole (2a)
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5-((4-Bromobenzyl)oxy)-2-methylbenzo[d]oxazole (2b)
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4-(((2-Methylbenzo[d]oxazol-5-yl)oxy)methyl)benzonitrile (2c)
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2-Methyl-5-((4-nitrobenzyl)oxy)benzo[d]oxazole (2d)
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5-((4-Chlorobenzyl)oxy)-2-methylbenzo[d]oxazole (2¢)
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2-Methyl-5-((4-methylbenzyl)oxy)benzo[d]oxazole (2f)
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3-(((2-Methylbenzo[d]oxazol-5-yl)oxy)methyl)benzonitrile (29)
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6-(Benzyloxy)-2-methylbenzo[d]oxazole (1a)

Acquisition Parameter

Source Type APCI lon Polarity Positive Set Nebulizer 0.8 Bar
Focus Not active Set Capillary 4500V Set Dry Heater 200 °C
Scan Begin 50 miz Set End Plate Offset -500V Set Dry Gas 4.0 Vmin
Scan End 1600 miz Set Collision Cell RF 150.0 Vpp Set Divert Valve Waste
\ntenss +MS, 0.3min #(20), Background Subtracted
x107]
1.0+
0.8
1 2401011
0.6
0.44
0.2+
00l 91.0544 149 0469
Tk o 50 T T 0 0
Meas. m/z # Formula Score miz err [mDa] err [pp mSigma rdb e Conf N-Rule
2401011 1 C15H14NO2 100.00 240.1019 04 95 even ok
6-((4-Bromobenzyl)oxy)-2-methylbenzo[d]oxazole (1b)
Acquisition Parameter
Source Type APCI lon Polarity Positive Set Nebulizer 0.8 Bar
Focus Not active Set Capillary 4500V Set Dry Heater 200°C
Scan Begin 50 m/z Set End Plate Offset -500 V Set Dry Gas 4.0 I/min
Scan End 1600 miz Set Collision Cell RF 150.0 Vpp Set Divert Valve Waste
Intens. +MS, 1.5min #90|
x109]
4
3
- 318.0126
2]
% 170.9626
] ‘ 301.0615
0 10 150 200 ' E 350 | miz
Meas. m/z # Formula Score m/z err[mDa] err[ppm] mSigma rdb e Conf N-Rule
1689645 1 CT7HG6Br 100.00 168.9647 0.2 1.3 146 45 even ok
2 C3HBBrNO2 0.00 1689733 8.8 519 276 00 odd ok
3180126 1 C15H13BrNO2 10000 3180124 -0.1 04 353 95 even ok
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4-(((2-Methylbenzo[d]oxazol-6-yl)oxy)methyl)benzonitrile (1c)

Acquisition Parameter

Source Type APCI lon Polarity Positive Set Nebulizer 0.8 Bar
Focus Not active Set Capillary 4500V Set Dry Heater 200 °C
Scan Begin 50 m/z Set End Plate Offset -500 v Set Dry Gas 4.0 /'min
Scan End 1600 m/z Set Collision Cell RF 150.0 Vpp Set Divert Valve Waste
Intens. +MS, 0.2min #13
x10 .
1.254
1.007
] 265.1002
0757
0.504
0.257
] 116.0525 148.0420
o0
50 100 150 200 250 300 350 m/z
Meas. m/z # Formula Score m/z err[mDa] err[ppm] mSigma rdb e Conf N-Rule

2651002 1 C15H18CIO2 100.00 265.0990 -1.2 45 1431 65 even ok

2-Methyl-6-((4-nitrobenzyl)oxy)benzo[d]oxazole (1d)

Acquisition Parameter

Source Type APCI lon Polarity Positive Set Nebulizer 0.8 Bar
Focus Not active Set Capillary 4500 vV Set Dry Heater 200 °C
Scan Begin 50 miz Set End Flate Offset -500v Set Dry Gas 4.0 l/min
Scan End 1600 miz Set Collision Cell RF 150.0 Vpp Set Divert Valve Waste
Intens_ | +MS, 0.4-0.4min #(21-22)
x109]
1.0
0.8
1 285.0865
0.6
0.4
1 148.0399
0.2
O_O........|...‘..............‘.......‘
50 100 150 200 250 300 350 miz
Meas. m/z # Formula Score miz err[mDa] err[ppm] mSigma rdb e Conf N-Rule
2850865 1 C15H13N204 100.00 2850870 04 1.5 1812 105 even ok
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6-((4-Chlorobenzyl)oxy)-2-methylbenzo[d]oxazole (1e)

Acquisition Parameter

APCI

Source Type lon Polarity Positive Set Nebulizer 0.8 Bar
Focus Not active Set Capillary 4500V Set Dry Heater 200°C
Scan Begin 50 miz Set End Plate Offset -500 v Set Dry Gas 4.0 l/min
Scan End 1600 m/z Set Collision Cell RF 150.0 Vpp Set Divert Valve Waste
Intens. | +MS, 0.3-0.4min #(20-21)
x10%
3_
2 2740618
-1,
1 125.0152
(]_.....‘i..*.......‘.....'.'..‘ —
50 100 150 200 250 300 350 miz
Meas. m/z # Formula Score miz err[mDa] err[ppm] mSigma rdb e Conf N-Rule
1250152 1 CTHGECI 100.00 125.0153 0.1 08 6.1 45 even ok
2 C2HBCIN202 348 125.0112 -39 -31.4 256 05 even ok
3 CB8HN2 0.01 125.0134 1.7 -13.9 1918 95 even ok
2740618 1 C15H13CINO2 100.00 274.0629 1.1 42 76 95 even ok
2-Methyl-6-((4-methylbenzyl)oxy)benzo[d]oxazole (1f)
Acquisition Parameter
Source Type AFCI lon Polarity Positive Set Nebulizer 0.8 Bar
Focus Not active Set Capillary 4500 vV Set Dry Heater 200°C
Scan Begin 50 m/z Set End Plate Offset -500 v Set Dry Gas 4.0 I/'min
Scan End 1600 m/z Set Collision Cell RF 150.0 Vpp Set Divert Valve Waste
Intens. ] +MS, 0.4min #(24)
x108]
1.254
1.00
; 2541177
0.754
0.50
105.0701
0257 150.0547
p 358.1783
o+ ————
50 100 150 200 250 300 350 miz
Meas. m/z # Formula Score m/z err[mDa] err [ppm] mSigma rdb e Conf N-Rule
1060701 1 CBHY9 100.00 105.0699 -0.2 22 36 45 even ok
1500547 1 CBHBNO2 100.00 150.0550 0.2 1.4 37 55 even ok
2541177 1 C16HI16NO2 10000 2541176 -01 04 844 95 even ok
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5-(Benzyloxy)-2-methylbenzo[d]oxazole (2a)

Acquisition Parameter

Source Type APCI lon Polarity Positive Set Nebulizer 0.8 Bar
Focus Not active Set Capillary 4500V Set Dry Heater 200°C
Scan Begin 50 m/z Set End Plate Offset -500v Set Dry Gas 4.0 I/min
Scan End 1600 m/z Set Collision Cell RF 150.0 Vpp Set Divert Valve Waste
Intens. +MS, 0.3min #(16)
x1097
8_
6_
4 2401017
4_
2] 91.0548 330.1505
i \ 149.0477 387.1355
+—tr
50 100 150 200 250 300 350 miz
Meas m/z # Formula Score m/z e [mDa] err[ppm] mSigma rdb e Conf N-Rule
910548 1 CTHT7T 100.00 91.0542 0.6 6.1 4.4 45 even ok
2401017 1 C15H14NO2 100.00 240.1019 0.2 08 1712 95 even ok
3301505 1 C22H20NO2 10000 330.1489 -1.7 5.1 27 135 even ok
2 C20H18N40 28.76 330.1475 -3.0 -9.1 99 140 odd ok
5-((4-Bromobenzyl)oxy)-2-methylbenzo[d]oxazole (2b)
Acquisition Parameter
Source Type APCI lon Polarity Positive Set Nebulizer 0.8 Bar
Focus Not active Set Capillary 4500V Set Dry Heater 200°C
Scan Begin 50 miz Set End Plate Offset -500v Set Dry Gas 4.0 /min
Scan End 1600 m/z Set Collision Cell RF 150.0 Vpp Set Divert Valve Waste
Intenss— +MS, 0.3min #18, Background Subtracted
x10°]
2.0
157
] 318.0137
1.0]
] 168.9651
0.5
o ‘
50 100 150 200 250 300 350 miz
Meas. m/z # Formula Score m/z err[mDa] err[ppm] mSigma rdb e Conf N-Rule
1689651 1 CTH6Br 100.00 168.9647 -0.3 -1.9 95 45 even ok
3180137 1 C15H13BrNO2 100.00 318.0124 -1.3 4.0 202 95 even ok
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4-(((2-Methylbenzo[d]oxazol-5-yl)oxy)methyl)benzonitrile (2c)

Acquisition Parameter

Source Type APCI lon Polarity Positive Set Nebulizer 0.8 Bar
Focus Not active Set Capillary 4500 V Set Dry Heater 200°C
Scan Begin 50 miz Set End Plate Offset -500 v Set Dry Gas 4.0 I/min
Scan End 1600 miz Set Collision Cell RF 150.0 Vpp Set Divert Valve Waste
Intenss: +MS, 0.3-0.3min #(19-20), Background Subtracted|
x10°
59
49
] 265.0981
3
24
13 116.0504 148 0308
0k
50 100 150 200 250 300 350 miz
Meas. m/z # Formula Score m/z err[mDa] err[ppm] mSigma rdb e Conf N-Rule
116.0504 1 CBHEN 100.00 116.0495 049 7.6 1.1 6.5 even ok
1480398 1 CBHENO2 100.00 148.0393 05 -34 3086 65 even ok
2 CBH4N4O 19.73  148.0380 -1.8 -12.5 3150 7.0 odd ok
2650981 1 C16H13N202 10000 2650972 -1.0 -3.6 1143 115 even ok
2-Methyl-5-((4-nitrobenzyl)oxy)benzo[d]oxazole (2d)
Acquisition Parameter
Source Type APCI lon Polarity Paositive Set Nebulizer 0.8 Bar
Focus Not active Set Capillary 4500V Set Dry Heater 200 °C
Scan Begin 50 miz Set End Flate Offset -500 Vv Set Dry Gas 4.0 I/min
Scan End 1600 m/z Set Collision Cell RF 150.0 Vpp Set Divert Valve Waste
|ﬂten56-- +MS, 0.4min #(25), Background Subtracted
x109]
0.8+
0.6+ 2850879
0.4+
0.2
| 148.0399
0.0........‘.\....\.................
50 100 150 200 250 300 350 miz
Meas. m/z # Formula Score m/z err[mDa] err[ppm] mSigma rdb e Conf N-Rule
1360400 1 CTHGBNO2 100.00 136.0393 07 53 95 55 even ok
2 CHH4N40 3769 136.0380 =21 -15.1 152 6.0 odd ok
1480399 1 CBHGNO2 100.00 148.0393 06 -39 1117 6.5 even ok
2 CB6H4N40 3080 148.0380 -1.8 -12.9 1183 7.0 odd ok
2850879 1 C15H13N204 10000 2850870 -0.9 =32 381 105 even ok
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5-((4-Chlorobenzyl)oxy)-2-methylbenzo[d]oxazole (2e)

Acquisition Parameter

Source Type APCI lon Polarity Positive Set Nebulizer 0.8 Bar
Focus Not active Set Capillary 4500V Set Dry Heater 200°C
Scan Begin 50 m/z Set End Plate Offset -500v Set Dry Gas 4.0 Vmin
Scan End 1600 m/z Set Collision Cell RF 150.0 Vpp Set Divert Valve Waste
Intens +MS, 0.3min #(16), Background Subtracted|
x10°]
47
3 274 0626
27
E 125.0154
17
01—
50 100 150 200 250 300 350 m/z
Meas. m/z # Formula Score miz err[mDa] err[ppm] mSigma rdb e Conf N-Rule
125.0154 1 CTHECI 100.00 125.0153 -0.1 0.8 73 45 even ok
2740626 1 C15H13CINO2 100.00 274.0629 0.3 1.2 56.1 9.5 even ok
2-Methyl-5-((4-methylbenzyl)oxy)benzo[d]oxazole (2f)
Acquisition Parameter
Source Type APCI lon Polarity Positive Set Nebulizer 0.8 Bar
Focus Not active Set Capillary 4500 vV Set Dry Heater 200°C
Scan Begin 50 miz Set End Plate Offset -500 v Set Dry Gas 4.0 1/min
Scan End 1600 m/z Set Collision Cell RF 150.0 Vpp Set Divert Valve Waste
Intens5: +MS, 0.8-0.8min #(47-48), Background Subfracted
x1027
5]
43
] 254.1179
37
2]
1] 105.0705
5 1 50.9549 358.1796
"= T —
50 100 150 200 250 300 350 m/z
Meas. m/z # Formula Score m/z err[mDa] err[ppm] mSigma rdb e Conf N-Rule
1050705 1 CBH9 100.00 105.0699 -086 55 34 45 even ok
2541179 1 C16H16NO2 100.00 254.1176 -04 -1.4 405 95 even ok
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3-(((2-Methylbenzo[d]oxazol-5-yl)oxy)methyl)benzonitrile (2g)

Acquisition Parameter

Source Type APCI lon Polarity Positive Set Nebulizer 0.8 Bar
Focus Not active Set Capillary 4500 v Set Dry Heater 200 °C
Scan Begin 50 miz Set End Plate Offset -500 v Set Dry Gas 4.0 I/min
Scan End 1600 m/z Set Collision Cell RF 150.0 Vpp Set Divert Valve Waste
Intens. | +MS, 0.3min #(15), Background Subtracted
x106 |
0.8+
0.6 265.0964
0.4+
0.2+
| 116.0494 40 03gs
0.0 | h
tT—-Gtr V77—
50 100 150 200 250 300 350 m/z
Meas. m/z # Formula Score m/iz err[mDa] err[ppm] mSigma rdb e Conf N-Rule
1160494 1 CB8HEN 100.00 116.0495 0.1 0.5 27 65 even ok
1480386 1 CBHGE6NO2 10000 148.0393 07 50 2929 65 even ok
2650964 1 C16H13N202 10000 2650972 08 30 533 115 even ok

6-(Benzyloxy)-2-methylbenzo[d]oxazole (1a)

1000 - PDA Multi 1 280nm,4nn]
. o
7504
500-
250+ |
] \ g
- |III 1'.\_]-
D__ — |
0 " " It T Tt T T T ]
0,0 25 5.0 75 10,0 125
min
<Peak Table>
PDA Ch1 280nm
Peak#| Ret. Time Area Area%
1 2.151| 5994429 98,226
2] 12,100 108268 1,774
Total 6102696] 100,000

23



6-((4-Bromobenzyl)oxy)-2-methylbenzo[d]oxazole (1b)

i § PDA Multi 1 280nm, 4nm|
- rr."
750 |
500+ ‘
2504 |
i | -~
i \ =
_ I|I l\,l-
— - JJ . =
— T 1T T — L |
0,0 25 50 75 10,0 125
min
<Peak Table>
PDA Chi 250nm
Peak# Ret. Time Area Area%
i 3,400 6744437 98,576
2] 12117 57435 1,424
Total FB41873 100,000
4-(((2-Methylbenzo[d]oxazol-6-yl)oxy)methyl)benzonitrile (1c)
1500 2 PDA Mult T 280nm 4nm]
10004
500+
1 |
] \
| i
\
0 . B
I T T T |
0,0 25 50 7.5 10,0 12,5
min
<Peak Table>
PDA Ch1 280nm
Peak# Ret. Time Area Area%
1 1,528| 7340296 100,000
Total 7340296 100,000




2-Methyl-6-((4-nitrobenzyl)oxy)benzo[d]oxazole (1d)

4000_' ]g PDA Multi 1 280nm, 4nm|
30004
2000-]
10004
: \
i |
0 — _I A S
0.0 25 50 75 100 125
min
<Peak Table=>
PDA Ch1 280nm
Peak# Ret. Time Area Area%
1 1.841] 23644682 100,000
Total 23644682| 100,000

6-((4-Chlorobenzyl)oxy)-2-methylbenzo[d]oxazole (1e)

PDA Multi 1 280nm,4nm|

=
] |E
2]
750 ‘
500-] ‘
2504 |
4 |I
A — 1_{&-
00 25
<Peak Table>
PDA Ch1 280nm
Peak# Ret. Time Area Area%
1 3.077| 6527390 98,219
20 12111 118357 1.781
Total 6645747 100,000
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2-Methyl-6-((4-methylbenzyl)oxy)benzo[d]oxazole (1f)

- § PDA Multi 1 280nm,4nm|
1000 o
750-]
500-]
250-] |
] | &
] [\ o
0 - i A S IR—
T — 1 T I — T 1
0,0 25 50 10,0 125
min
<Peak Table>
PDA Ch1 280nm
Peak# Ret. Time Area Area%
1 2,900 7544732 99,554
2 12,108 33802 0,446
Total 7578534 100,000
5-(Benzyloxy)-2-methylbenzo[d]oxazole (2a)
E ™ PDA Multi 1 280nm, 4nm|
1000 =
. (]
750}
500-}
2504 |
: | It ]
] h i
i | I|I ﬁ
D; |
— L L — 1
0,0 25 50 10,0 125
min
<Peak Table>
PDA Ch1 280nm
Peak# Ret. Time Area Area%
1 2173 6388513 98,312
2 12,113 109692 1,688
Total 6498205 100,000
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5-((4-Bromobenzyl)oxy)-2-methylbenzo[d]oxazole (2b)

] @ PDA Mult 1 280nm,4nny
| |z
300 |
2001 ‘
100+ |
1 I
] | =
] | g
0 ,.. i e e =S
0.0 25 50 75 10,0 125
min
<Peak Table>
PDA Ch1 280nm
Peak#| Ret. Time Area Area%
1 3413] 2860474 94,084
2] 12116 179868 5916
Total 3040342 100,000
4-(((2-Methylbenzo[d]oxazol-5-yl)oxy)methyl)benzonitrile (2c)
— é PDA Multi 1 280nm, 4nm|
1000
7504
500
250
] | =
_ II —
i 3]
o] N = |
L L I
0,0 25 50 75 10,0 125
min
<Peak Table>
PDA Ch1 280nm
Peak# Ret. Time Area Area%
1 1601 6099449 97,178
2 12,111 177125 2,822
Total 6276574 100,000
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2-Methyl-5-((4-nitrobenzyl)oxy)benzo[d]oxazole (2d)

R o PDA Multi 1 280nm, 4nm|
1250 Z
1000
750
5004
250 |
] |
- I|
A I S
00 “Js T T80 75 00 135
min
<Peak Table>
PDA Ch1 280nm
Peak# Ret. Time Area Area%
1 1921 7819251 100,000
Total 7819251 100,000

5-((4-Chlorobenzyl)oxy)-2-methylbenzo[d]oxazole (2¢e)

PDA Multi 1 280nm, 4nm|

12,119

o
?50—_ 3
or]
500
250+
D—_ o U"x_
00 Y
<Peak Table>
PDA Ch1 280nm
Peak# Ret. Time Area Area%
1 3,092 5397085 97,908
2 12,119 115339 2,092
Total 5512424 100,000
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2-Methyl-5-((4-methylbenzyl)oxy)benzo[d]oxazole (2f)

] % PDA Multi 1 280nm,4nm|
A o
500+
2504 ‘
_ | .
i |T i
0 e . 1
T T I
0,0 25 50 75 10,0 125
min
<Peak Table>
PDA Ch1 280nm
Peak#| Ret. Time Area Area%
1 2,681 4189707 96,257
2 12,114 162501 3,743
Total 4352607 100,000

3-(((2-Methylbenzo[d]oxazol-5-yl)oxy)methyl)benzonitrile (29g)

i g PDA Multi 1 280nm, 4nm|
750+ -
500
250
4 | P
i \ S
B I|I o
0 I I W -
00 25 50 75 w0 135
min
<Peak Table>
PDA Ch1 280nm
Peak# Ret. Time Area Area%
i 1605 4369560 95 6571
7] 12.107 198681 4349
Total 4563242| 100,000

29



Single crystal X-ray diffraction data for 2b

Table S1. Sample and crystal data for 2b

CCDC no. 2408388

Chemical formula C1sH12BrNO;

M; 318 g/mol

Temperature 293(2) K

Wavelength 0.71076 A

Crystal size 0.200 x 0.200 x 0.200 mm

Crystal system triclinic

Space group P-1

Unit cell dimensions a=7.4433(12) A o =79.667(9)°
b=7.7961(13) A B =79.791(8)°
c=12.024(2) A y = 82.934(8)°

Volume 672.5(2) A3

4 8

Density (calculated) 1.571 g/cm?

Absorption coefficient 3.052 mm-*

F(000) 320

Table S2. Data collection and structure refinement for 2b.

Theta range for data collection
Index ranges

Reflections collected
Independent reflections
Coverage of independent reflections
Absorption correction

Max. and min. transmission
Structure solution technique
Structure solution program
Refinement method
Refinement program

Function minimized

Data / restraints / parameters
Goodness-of-fit on F?

A/Omax

Final R indices

2.67 t0 25.21°

-8<=h<=8, -9<=k<=9, -14<=I<=14
19298

2408 [R(int) = 0.0920]

99.0%

Multi-Scan

0.5800 and 0.5800

direct methods

XT, VERSION 2018/2

Full-matrix least-squares on F?
SHEL XL-2019/1 (Sheldrick, 2019)
% w(Fo? - F?)?

2408/0/173

1.112

0.031

1485 data; I>20(I)

all data
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R1 =0.0808, wR2 = 0.2127
R1 =0.1405, wR2 = 0.2562



w=1/[62(Fo?)+(0.0979P)?+3.8668P]
where P=(Fo?+2F?)/3

Largest diff. peak and hole 0.939 and -0.936 eA
R.M.S. deviation from mean 0.107 eA3

Weighting scheme
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