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Figure S1: *H-NMR of compound 1 (d®-DMSO, 400 MHz)
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Figure S2: *C-NMR of compound 1 (d®-DMSO, 100.6 MHz)
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Figure S3: H-NMR of compound 3 (CDClIs, 400 MHz)
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Figure S4: ¥*C-NMR of compound 3 (d®-DMSO, 100.6 MHz)
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Figure S5: HPLC calibration curve for compound 1

Conc (mM) Area
0,06 43726,808
0,036 30313,024 H
0,018 16817,372 \FO
0,001 821,07
0,0001 134,443 N
H
Slope 7,41E+05 1
Intercept 1,31E+03
R® 0,9939
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Figure S6: HPLC calibration curve for compound 2
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Conc (mM) Area
0,019 29482,197
! ' NH2
0,018 28903,424
0,016 25437,047
0,015 23108,462
NH-
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R’ 0,0817
| .
] yv=1,42E+06x+ 2,82E+03
0,012 0,013 0,014 0,015 0,016 0,017 0,018 0,019
mM

S6



Figure S7: Overview of the results based on calibration curves

Slope 1415994
Intercept 2817
R® 0,9817
o-Phenylenediamine (2)
Area mM %

Slope 740799
Intercept 1309
R® 0,9939
Benzimidazolone (1)
Area mM %

Run 1 Dok Table 3
Run 2 Dok Table 3
Run 3 Dok Table 3
Run 4 Dok Table 3
Run 5 DoE Table 3
Run 6 DoE Table 3
Run 7 DoE Table 3
Run 8 DoE Table 3
Run 9 DoE Table 3
Run 10 Dok Table 3
Run 11 Dok Table 3
Run 12 Dok Table 3
Run 13 Dok Table 3
Run 14 Dok Table 3
Run 15 Dok Table 3
Run 16 Dok Table 3
Run 17 Dok Table 3
Run 18 Dok Table 3
Run 19 Dok Table 3
Check point Table 5

29969 0,01917 89,7
35533 0,02310 96,8
27092 0,01714 91,7
27863 0,01769 67,8
26964 0,01705 72,6
33891 0,02194 100,0
19388 0,01170 73,0
36555 0,02383 100,0
41151 0,02707 39,3
25194 0,01580 874
8126 0,00375 22,3
33615 0,02175 93,6
37313 0,02436 100,0
6551 0,00264 16,2
19021 0,01144 67,7
8918 0,00431 13,4
18506 0,01108 61,9
18330 0,01096 61,7
19108 0,01150 74,6
3402 0,00041 2,0

2939  0,002200 10,3
1880  0,000771 3,2
2461  0,001555 8,3
7537  0,008407 32,2
6085  0,006447 27,4
57 0,000000 0,0
4513 0,004325 27,0
183 0,000000 0,0
32272 0,041796 60,7
2993  0,002273 12,6
10974  0,013046 77,7
2403  0,001476 6,4
11 0,000000 0,0
11447  0,013685 83,8
5345  0,005448 32,3
21881  0,027769 86,6
6369  0,006829 38,1
6340  0,006790 38,3
4217  0,003926 254
16284  0,020214 98,0
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Figure S8: HPLC chromatogram of compound 1 (reference standard)

SAMPLE:

Vial number:

Volume:
Dilution:
Amount:

COLUMN :
Size:
Number:
Part.size:

Benzimidazol-2-one0.018M

H
4 N
20.0 pl 0
1.00 [::I:N>:
1.0000 H

Ultra II Aqueous 1

4.6 x 250 mm

5.0 pum

ELUENT: MeOH/H20-25/75 (v,v) + DEA 0.1%
Flow: 0.00 mL/min
Temperature: -273.0°C
Pressure: -145.0 psi
mV
[32]
ul
400 ®
350+
300+
250+
200
150
100+
(=)
\n
SR |V, 0
. 1 ! 1
50 ch1 ' -
T T T T T T T T T T T T T T T T T T
0o 1 2 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21
Quantitation method: Custom
Retention width/2 Height Height Area
min min mv % mvV*sec
8.53 0.708 340.48 99.84 16817.372
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Figure S9: HPLC chromatogram of compound 2 (reference standard)

SAMPLE :

Vial number:
Volume:
Dilution:
Amount:

COLUMN :
Size:
Number:
Part.size:

Diamine0O.015M NH,
; X
20.0 pl NH,
1.00

1.0000 2

Ultra IT Aqueous
4.6 x 250 mm

5.0 pm

ELUENT: MeOH/H20-25/75 (v,v) + DEA 0.1%
Flow: 0.00 mL/min
Temperature: -273.0°C
Pressure: -145.0 psi
mV
1000+ 8
bt
9MH
800
700
600
500+
400+
300
200+
100+
o/ch1 I
T T T T L T T T T
0 1 2 3 4 5 6 7 8 9
Quantitation method: Custom
Retention width/2 Height Height Area
min min my % mvV*sec
5.22 0.389 878.83 100.00 23108.462
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Figure S10: HPLC chromatogram of crude 1 obtained by optimised flow conditions (Table 5)

Vial number: 4
Volume: 20.0 pl H
Dilution: 1.00 N
Amount : 1.0000
@]
COLUMN : Ultra II Agueous N
Size: 4.6 x 250 mm H
Number: 1
Part.size: 5.0 pm
ELUENT: MeOH/H20-25/75 (v,v) + DEA 0.1%
Flow: 0.00 mL/min
Temperature: -273.0°C
Pressure: -145.0 psi
mV
500
>
X}
400 Eh
300
200+
o
)
T
100+
!
chl
0_
T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13
Quantitation method: Custom
Retention Width/2 Height Height Area Area k
min min mv mvV*sec %
4.82 0.387 47.22 12.48 1312.609 7.46 0.00
7.20 0.734 331.05 87.52 16284.211 92.54 0.00
13.51 0.560 378.27 100.00 17596.821 100.00 0.00
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Figure S11: HPLC chromatogram of crude 3 obtained by optimised flow conditions (Figure 4)

Volume: é0.0 pl H
Dilution: 1.00 NC N
Amount : 1.0000 >=O
CQLUMN: Ultra II Aqueous N
Size: 4.6 x 250 mm
Number:
Part.size: 5.0 pum 3
Cl
ELUENT: MeOH/H20-25/75 (v,v) + DEA 0.1%
Flow: 0.00 mL/min
Temperature: -273.0°C
Pressure: -145.0 psi
mV
100+
90+
3
80+ ¥
70+
60+ Z v
0 - a9
1 vl‘ !r'
_,,_____—___,.__,‘H\_\___ ! |
50 chl T
40
30
20
104
0_
0 2 3 4 5 7 8 9 10 min
Quantitation method: Custom
Retention Width/2 Height Height Area Area
min min mv 2 mV*sec %
3.46 0.158 2.48 9.09 28.257 2.45
4.53 0.352 0.34 3.45 19.044 1.65
4.85 0.148 0.41 1.49 5.298 0.46
6.84 0.492 23.45 85.98 1100.167 95.44

0.00
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