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Figure S1. Synthetic Protocols
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R1= Methoxy, R2=Methyl (1a)
R1= Ethoxy, R2=Methyl (2a)
R1= Propoxy, R2=Methyl (2b)
R1= Isopropoxy, R2=Methyl (2c)
R1= Methoxy, R2=Ethyl ester (2I)
R1= Methoxy, R2=Acid (20)

Reagents and conditions: (a) POCl3;, DMF; (b) 4-acetylpyridine; pyrrolidine (1a), piperidine (2a, 2b, 2c, 2l), reflux
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Figure S2. *H NMR spectra
'H NMR (400 MHz, DMSO-d6) of 1a
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'H NMR (400 MHz, DMSO-d6) of 2a
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'H NMR (400 MHz, DMSO-d6) of 2b
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H NMR (400 MHz, DMSO d6) of 2c
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'H NMR (400 MHz, DMSO-d6) of 2
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'H NMR (400 MHz, DMSO-d6) of 20
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Figure S3. HPLC spectra

HPLC of 1a

3: UV Detector: TAC: Wavelength Range: (210 - 450) (1) 4.454042
100% Range: 4.483e+2
3.28
3.0842]
5 1
% 2.0es2]
1.0es2]
0. 0= . . . ‘ . L . . . . . . . . . . . = Time
0.5 1.0 1.5 2.0 2.5 1.0 3.5 4.0 4.5 5.0 E.5 .0 .5 7.0 7.5 8.0 .5 9.0 9.5
Peak Number Retention Time [min] UV Area UV Area % Expected Mass Result
1 328 11247418 100.0 Not Found
HPLC of 2a
3: UV Detector: TIC Smcoth (SG, 3x2) 1.42e+2
Range: 1.42le+2
(4)
306.0
306.0
1.0e+2 1.58
5.0e+l
n'o T L} 1 1 1 T Ll Ll Ll 1 T T 1 T T Time
-0.00 0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00 4.50 5.00
Peak Number Time Width Area % BPM Mass Found
3 137 0.034 0.60 204.2, 2271, 2161
4 158 0.036 97.58 307.3, 305.3, 2241 306.00, 306.00
6 165 0.033 1.82 307.3, 305.2, 2171 306.00, 306.00
HPLC of 2b
3: UV Detector: TAC: Wavelength Range: (210 - 450) (1) 2.946e+2
100% Range: 2.965e+2
4.27
2.0e42
: 1.5e+2
1.0e+2
5.0e+1
0.0 bt e e e e e T e e e e 1+ Time
0.5 1.0 1.5 2.0 2.5 3.0 3.5 4.0 4.5 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 9.5
Peak Number Retention Time [min] UV Area UV Area % Expected Mass Result
1 427 6416515 100.0 Not Found
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HPLC of 2¢

3: UV Detector: TIC Smooth (SG, 3x2) 8.462e+1
Range: 8.472e+l
(6)
7.5e+1 320.0
320.0
3 5.0e+l 1.72
2.5a+1
u'o T T 1 Ll T T T T T T T T T T T T T T T T T Time
-0.00 0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00 4.50 5.00
Peak Number Time Width Area % BPM Mass Found
1.72 0.038 100.00 321.3, 319.3, 224 1 320.00, 320.00
HPLC of 2I
3: UV Detector: TAC: Wavelength Range: (210 - 450) (1) 5.065e+1
100% Range: 5.278e+l
4.45
5.0e+14
4.0e+1]
3.0e+1
b E
L3
2.0e+1]
1.0e+14
0.0 l
/-\7 T T T T T T T T T T T T T T T T T T Time
0.5 1.0 1.5 2.0 2.5 3.0 3.5 4.0 4.5 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 9.5
Peak Number Retention Time [min] UV Area UV Area % Expected Mass Result
1 445 988907 100.0 Not Found

HPLC of 20

3: UV Detector: TAC: Wavelength Range: (210 - 450) 2.657e+2
Range: 2.6T73e+l

(2) _
98%
3.10
2.084+2
1.5e+2
]
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0.0 = T T T t T T T T T T T T T T T T T T Time
1.0 2.0 3.0 4.0 5.0 6.0 7.0 8.0 9.0
Peak Number Retention Time [min] UV Area UV Area % Expected Mass Result
1 245 91163 18 Mot Found
2 310 4390794 932 Mot Found
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Figure S4. HR-MS spectra
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Relative Abundance

HR-MS of 2b
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HR-MS of 2|
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