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1.General

The starting 2-(3-formylphenoxy)acetic acid (2) [1], o-nitrobenzyl isocyanide (6d) [2]
were synthesized according to the known literature procedures. tert-Butyl-, cyclohexyl-
, ethyl aceto-2-yl isocyanides and substituted aldehydes were commercially available.
Melting points of all compounds synthesized were determined with a Kofler melting
point apparatus and were uncorrected. The NMR spectra were recorded in DMSO-ds
and CDCIls at 300 MHz (75 MHz for 3C) with a Bruker Avance 300 spectrometer, at
400 MHz (100 MHz for 3C) with a Varian MR-400 (Note: Some 'H NMR spectra
contains rotamers) Mass spectra (ESI) were recorded in both positive and negative
ion detection modes on Shimadzu LCMS-2020 spectrometer.

2. Synthetic aspects and procedures

Synthesis of imidazo[1,2-aJcontaining heterocyclic acids 4a—c.

Amidine (2 mmol) and aldehyde (2 mmol) were added to a 10 ml round-bottom heat-
resistant flask and dissolved in 4 mL of DMF. In addition, a 70% aqueous solution of
HCIO4 in a catalytic amount (20 mol %) was added. Isocyanide was added to the
resulting solution and left to stir for 24 hours. After 24 hours, the reaction mixture was
poured onto ice, the precipitate obtained was filtered off and washed with cold methyl
alcohol, then dried in a vacuum and analyzed.
2-(3-(3-(tert-Butylamino)-6-chloroimidazo[1,2-a]pyridin-2-yl)phenoxy)acetic acid
(4a). Yield 76%, yellowish solid. Tm = 252-253 °C. 'H NMR (400 MHz, DMSO-ds)
8.48 (s, 1H), 7.77 — 7.63 (m, 2H), 7.50 (d, J = 9.5 Hz, 1H), 7.28 (t, J = 8.0 Hz, 1H),
7.18 (dd, J = 9.5, 2.0 Hz, 1H), 6.81 (dd, J = 8.3, 2.7 Hz, 1H), 4.69 (s, 3H), 0.97 (s,
9H); 13C NMR (100 MHz, DMSO-ds) 5 167.5, 158.5, 141.1, 136.5, 135.5, 131.5, 130.6,
128.5, 128.1, 127.7, 124.3, 124.2, 116.6, 111.2, 55.8, 39.9, 39.9, 39.7, 39.6, 39.5,

39.5, 39.4, 39.3, 39.1, 38.9, 30.1, 13.9.
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<Chromatogram>
Segment#1 (x10 000 000)
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2-(3-(6-Chloro-3-(cyclohexylamino)imidazo[1,2-a]pyridin-2-yl)phenoxy)acetic

acid (4b). Yield 78%, yellowish solid. Tm = 248-249 °C. 'H NMR (400 MHz, DMSO-ds)

58.45 (d, J = 2.1 Hz, 1H), 7.79 (d, J = 7.8 Hz, 1H), 7.72 (s, 1H), 7.49 (d, J = 9.4 Hz,

1H), 7.31 (t, J = 8.0 Hz, 1H), 7.16 (dd, J = 9.5, 2.0 Hz, 1H), 6.81 (dd, J = 8.1, 2.7 Hz,

1H), 4.82 (d, J = 6.5 Hz, 1H), 4.69 (s, 2H), 2.83 (d, J = 15.6 Hz, 1H), 1.73 — 1.54 (m,

4H), 1.46 (s, 1H), 1.24 (d, J = 11.9 Hz, 2H), 1.06 (s, 3H); 13C NMR (100 MHz, DMSO-

ds) & 170.2, 157.9, 138.6, 135.6, 135.0, 129.3, 126.7, 124.5, 121.0, 119.3, 118.7,

117.7, 113.6, 111.9, 64.4, 56.5, 40.1, 39.9, 39.9, 39.8, 39.7, 39.6, 39.6, 39.5, 39.4,

39.3, 39.1, 38.9, 33.4, 25.3, 24.5.
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Peak# | Ret. Time m/z Cl Area Compound Name AH | _Event# Area% Height%
1 0.438 T 11933967 3731 12 100.000 100.000
Total] | 11933967] | | 100.000 ] 100.000

Spectrum Mode:Averaged 0.417-0.450(51-55) Base Peak:400(4699156)
0.417-0.450(51-55)
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2-(3-(6-(tert-Butylamino)-1H-imidazo[1,2-b][1,2,4]triazol-5-yl)phenoxy)acetic

acid (4c). Yield 78%, yellowish solid. Tm = 209-210 °C. 'H NMR (400 MHz, DMSO-ds)
5 7.78 (s, 1H), 7.56 (d, J = 6.9 Hz, 2H), 7.29 (t, J = 8.1 Hz, 1H), 6.84 — 6.75 (m, 1H),
4.68 (s, 2H), 1.08 (s, 9H); 13C NMR (100 MHz, DMSO-ds) & 170.6, 158.3, 153.6, 148.5,
132.4, 129.9, 123.9, 121.3, 119.3, 113.9, 112.3, 64.9, 54.9, 40.6, 40.4, 40.2, 40.2,

39.9, 39.8, 39.6, 39.3, 30.6, 28.7.
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<Chromatogram>
Segment#1 (x1 000 000)
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Peak#
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TIC(1-2)
Peak# Ret. Time m/z J Area Compound Name AH Event# Area% Height%
1 0.445 TIC 12639407 473412 100.000 100.000
Total| [ 12639407] I [ 100.000] 100.000

Spectrum Mode:Averaged 0.417-0.450(51-55) Base Peak:371(605797)
0.417-0.450(51-55)
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Spectrum Mode:Averaged 0.425-0.458(52-56) Base Peak:328(1228135)
0.425-0.458(52-56)
Negative
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General procedure for the synthesis of peptidomimetics 7a-t.

Amine (0.55 mmol), aldehyde (0.55 mmol), and 1 mL of MeOH were added to a 5 mL
capped vial. The resulting solution was stirred for 1 hour. After that, imidazo[1,2-a]-
containing heterocyclic acid (0.5 mmol) and isocyanide (0.55 mmol) were added. The
reaction mixture in a screw cap vial was hermetically closed and placed in an oil bath
(50 °C) for 24—48 hours. Then the mixture was cooled for 30 minutes at a temperature
of —=15 °C. The cooled solution was stirred at room temperature until a precipitate
formed. The resulting precipitate was filtered, washed with a cold solution of MeOH,
and dried in air. The dried precipitate was recrystallized from hexane and filtered

again, then dried in a vacuum and analyzed.
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N-(tert-Butyl)-2-(2-(3-(3-(tert-butylamino)-6-chloroimidazo[1,2-a]pyridin-2-

yl)phenoxy)-N-(4-methoxyphenyl)acetamido)-2-phenylacetamide (7a). Yield
63%, white solid. Tm = 131-134 °C. 'H NMR (400 MHz, CDCls) & 8.25 (d, J = 2.0 Hz,
1H), 7.45 (t, J = 9.6 Hz, 2H), 7.28 (dd, J = 15.8, 7.9 Hz, 3H), 7.22 — 7.03 (m, 6H), 6.96
— 6.47 (m, 3H), 5.99 (s, 1H), 5.53 (s, 1H), 4.40 (d, J = 2.9 Hz, 2H), 3.72 (s, 3H), 1.24
(s, 9H), 1.00 (s, 9H); *C NMR (100 MHz, CDCI3) 5 168.6, 168.5, 159.4, 158.2, 134.2,
131.4, 130.6, 130.5, 129.5, 128.4, 128.4, 124.5, 121.7, 121.4, 116.9, 115.3, 114.5,

114.2,77.3, 76.9, 76.7, 66.9, 65.6, 56.5, 55.3, 51.6, 30.3, 28.5.

<Chromatogram>
t#1 (x10 000 000)
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MASS Peak Table TIC(Event) n

TIC(1-1)

Peak# | Ret. Time mz | Area | C i Name | AH Event# | Area% | Height%
I 0.452 TIC| 146480252 | 5219 1-1 I 100.000] 100.000
Total [ 146480252] [ [ 100.000] 100.000
TIC(1-2)
Peak# | Ret. Time | m/z CJ Area Compound Name AH |__Event# Area% Height%
1 0.439 Tl 4107981 438612 100.000 100.000
Total | a107981] | [ 100.000] 100.000

Spectrum Mode: Averaged 0.433-0.467(53-57) Base Peak:668(8188337)
0.433-0.467(53-57)
Positive
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Spectrum Mode: Averaged 0.425-0.458(52-56) Base Peak:702(163661)
0.425-0.458(52-56)
Negative
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N-(tert-butyl)-2-(2-(3-(3-(tert-butylamino)-6-chloroimidazo[1,2-a]pyridin-2-
yl)phenoxy)-N-(4-methoxyphenyl)acetamido)-2-(4-chlorophenyl)acetamide (7b).

Yield 71%, white solid. Tm = 122-123 °C. *H NMR (400 MHz, DMSO-ds) & 8.50 (s, 1H),
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7.86 — 7.62 (M, 3H), 7.57 (s, 1H), 7.47 (d, J = 9.4 Hz, 1H), 7.29 — 7.11 (m, 4H), 7.04
(d, J = 8.2 Hz, 2H), 6.68 (d, J = 8.4 Hz, 4H), 5.98 (s, 1H), 4.61 (s, 1H), 4.38 (d, J =
15.2 Hz, 1H), 4.26 (d, J = 15.3 Hz, 1H), 3.65 (s, 3H), 1.14 (s, 9H), 0.95 (s, 9H): 3C
NMR (100 MHz, DMSO-ds) 5 168.9, 167.7, 159.0, 158.1, 139.8, 139.2, 136.6, 134.8,
132.7, 132.2, 130.7, 129.3, 128.2, 125.3, 125.2, 122.2, 120.9, 118.9, 118.1, 114.2,
113.9, 66.4, 63.6, 56.4, 55.6, 50.8, 40.6, 40.4, 40.2, 40.2, 40.0, 39.9, 39.8, 39.5, 39.3,

30.5, 28.7.
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1 (x10 000 000)
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MASS Peak Table TIC(Event)
TIC(1-1)
Peak# Ret. Time mz Area Compound Name AH Event# Area% Height%
1 0452 TIC| 171592920 5.165|1-1 100,000 100.000
Total 171592920 100.000 100.000
TIC(1-2)
| Peak¥# | Ret. Time mz | Area | Compound Name | AM | Event# | Area% | Height%
[ 1 0.439 TI 5501845] [ 4618[1-2 | 100.000] 100000
[ Total [ 5501845] [ [ [—100.000] 100000

Spectrum Mode: Averaged 0.433-0.467(53-57) Base Peak:702(7824642)
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m/z

N-(tert-Butyl)-2-(2-(3-(3-(tert-butylamino)-6-chloroimidazo[1,2-a]pyridin-2-
yl)phenoxy)-N-(4-methoxyphenyl)acetamido)-2-(4-methoxyphenyl)acetamide
(7¢). Yield 61%, white solid. Tm = 114-115 °C. 'H NMR (400 MHz, CDCl3) & 8.26 (s,
1H), 7.45 (dd, J = 13.1, 8.4 Hz, 2H), 7.38 — 7.21 (m, 3H), 7.04 (dd, J = 29.6, 8.9 Hz,
3H), 6.73 (dd, J = 43.9, 8.7 Hz, 6H), 5.97 (s, 1H), 5.52 (s, 1H), 4.38 (d, J = 2.7 Hz, 2H),

3.73 (d, J = 5.3 Hz, 6H), 1.24 (s, 9H), 1.00 (s, 9H); 3C NMR (100 MHz, DMSO-ds) &
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169.8, 158.9, 158.2, 139.8, 139.3, 136.7, 131.8, 129.4, 127.6, 125.3, 125.2, 122.3,
120.9, 118.9, 118.2, 114.3, 113.9, 113.7, 66.4, 63.8, 56.5, 55.6, 55.4, 50.7, 49.1, 40.6,

40.4, 40.2, 40.0, 40.0, 39.8, 39.6, 39.4, 30.5, 28.8.

<Chromatogram>
Segment#1 (x10 000 000)
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MASS Peak Table TIC(Event) n
TIC(1-1)
Peak# | Ret. Time mz | Area | Compound Name | AH Event# | Area% | Height%
1] 0.451 TIC 81917581 ] [ 4.118 1-1 | 100.000] 100.000
Totall | 81917581 ] [ | 100.000] 100.000
TIC(1-2)
Peak#t Ret. Time m/z CJ Area Compound Name AH Event# Area% Height%
1 0.440 TI 1456110 3.643 1-2 100.000 100.000
Total] [ 1456110] I [ 100.000] 100.000

Spectrum Mode:Averaged 0.433-0.467(53-57) Base Peak:698(6094932)
0.433-0.467(53-57)
Positive
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2-(Benzo[d][1,3]dioxol-5-yl)-N-(tert-butyl)-2-(2-(3-(3-(tert-butylamino)-6-
chloroimidazo[1,2-a]pyridin-2-yl)phenoxy)-N-(4-
methoxyphenyl)acetamido)acetamide (7d). Yield 72%, white solid. Tm = 125-
126 °C. 'H NMR (400 MHz, CDCI3) & 8.27 (s, 1H), 7.46 (t, J = 10.5 Hz, 2H), 7.26 (d, J
=13.9 Hz, 3H), 7.09 (d, J = 9.5 Hz, 1H), 6.99 — 6.56 (m, 6H), 5.88 (dd, J = 4.0, 1.7 Hz,
3H), 5.56 (s, 1H), 4.38 (s, 2H), 3.75 (s, 3H), 1.25 (s, 9H), 1.01 (s, 9H); 3C NMR (100

MHz, CDCIs) & 168.6, 168.5, 159.5, 158.2, 147.6, 147.5, 131.4, 130.5, 129.5, 127.8,
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124.4,124.3,121.7,121.4,117.1,115.2, 114 .4, 114.3, 110.6, 108.0, 101.1, 77.3, 76.9,

76.7, 66.9, 65.2, 56.5, 55.4, 51.6, 30.3, 28.5.
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Segment#1 (x10 000 000)
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MASS Peak Table TIC(Event) n
TIC(1-1)
Peak# | Ret. Time miz Area C i Name AH Event# | Area% | Height%
1] 0.450 TIC 107397688 | 4.44411-1 | 100.000 ] 100.000
Tota [ 107397688] [ 100.000] 100.000
TIC(1-2)
Peaki# Ret. Time m/z A Area Compound Name AH Event# Area% Height%
1 0.438 TI 1509912 3812712 100.000 100.000
Total [ 1509912] I 100.000] 100.000

Spectrum Mode:Averaged 0.417-0.450(51-55) Base Peak:712(6190591)

0.417-0.450(51-55)
Positive
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8 g
I
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m/z

N-(tert-butyl)-2-(2-(3-(3-(tert-butylamino)-6-chloroimidazo[1,2-a]pyridin-2-

yl)phenoxy)-N-(4-methoxyphenyl)acetamido)-2-(4-

(trifluoromethyl)phenyl)acetamide (7e). Yield 45%, white solid. Tm = 155-156 °C. 1H

NMR (400 MHz, CDCl3) & 8.27 (s, 1H), 7.56 — 7.38 (m, 5H), 7.29 (dd, J = 23.4, 15.7

Hz, 5H), 7.11 (d, J = 9.5 Hz, 1H), 6.89 — 6.57 (m, 3H), 6.03 (s, 1H), 5.78 (s, 1H), 4.42

(s, 2H), 3.74 (s, 3H), 1.26 (s, 9H), 1.01 (s, 9H); 13C NMR (100 MHz, DMSO-ds) & 167.9,

167.4, 158.6, 158.5, 157.6, 140.3, 139.3, 138.7, 136.1, 131.7, 130.6, 130.2, 128.8,

124 .8, 124.7, 124.6, 121.7, 120.4, 118.4, 117.7, 113.8, 113.3, 65.8, 63.5, 55.9, 55.1,
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50.4, 40.1, 39.9, 39.9, 39.8, 39.8, 39.7, 39.6, 39.5, 39.4, 39.3, 39.2, 38.9, 30.9, 29.9,

28.2, 22.0, 13.9.

<Chromatogram>
Segment#1 (x10 000 000)
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MASS Peak Table TIC(Event)
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T
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Peaki# Ret. Time Area Compound Name | AH Event# Area% Height%
1 0438 2080163 464112 100.000 100.000
Tota] 8080163 | | | 100.000| 100.000 |

:Averaged 0.433-0.467(53-57) Base Peak:736(8570205)

Spectrum Mode:
0.433-0.467(53-57)
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2-(3-(3-(tert-Butylamino)-6-chloroimidazo[1,2-a]pyridin-2-yl)phenoxy)-N-(1-(4-

chlorophenyl)-2-(cyclohexylamino)-2-oxoethyl)-N-(4-methoxyphenyl)acetamide

(7). Yield 51%, white solid. Tm = 154-155 °C. 'H NMR (400 MHz, CDCls) & 8.23 (s,

1H), 7.42 (t, J = 7.7 Hz, 3H), 7.33 = 7.22 (m, 3H), 7.11 (g, J = 7.5 Hz, 6H), 6.95 — 6.47

(m, 5H), 6.21 (s, 1H), 4.40 (s, 2H), 4.13 (dd, J = 7.0, 2.7 Hz, 2H), 4.01 (d, J = 5.5 Hz,

3H), 3.74 (d, J = 3.0 Hz, 4H), 1.30 — 1.15 (m, 6H), 0.98 (d, J = 3.0 Hz, 13H), 0.85 (dd,

J = 10.5, 6.6 Hz, 5H); 13C NMR (100 MHz, DMSO-ds) & 167.9, 167.4, 158.6 158.5,

157.6, 139.3, 138.7, 136.1, 134.2, 132.3, 131.8, 130.2, 128.8, 127.8, 124.8, 124.7,

121.8, 120.5, 118.4, 117.7, 113.8, 113.6, 113.4, 65.8, 62.8, 55.9, 55.1, 48.6, 47.9,
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40.1, 39.9, 39.9, 39.8, 39.7, 39.7, 39.6, 39.5, 39.4, 39.3, 39.2, 38.9, 32.1, 32.0, 29.9,

25.1, 24.5, 24.4.

<Chromatogram>
1 (x10 000 000)
3.64 36378218 / \.E TIC(H@]1 (1)
| X
la
/ N
000 378218 ! TIC(@2 (1)
-
2.00 2
E =
O — 4
.00 F———————————————————— ——
0.00 0.25 0.50 0.75 1.00 1.25 1.50 1.75
MASS Peak Table TIC(Event)
TIC(1-1)

Peak? | Ret, Time mz | Area | Compound Name | AH Event# |
1l 0.442 TIC 170607286/ I 5.043 1-1 |
Total] [ 170607286 [ |
TIC(1-2)
Peak# | Ret. Time m'z Area Compound Name AH Event# Arca% Height%
1 0.403 TIC 1280325 4927 1-2 100.000 100.000
Total | 1280325 [ | 100.000 100.000 |
Spectrum Mode:Averaged 0.417-0.450(51-55) Base Peak:672(7324753)
0.417-0.450(51-55)
Positive

T
625 650 675 700 725 750 775

2-(3-(3-(tert-Butylamino)-6-chloroimidazo[1,2-a]pyridin-2-yl)phenoxy)-N-(2-
(cyclohexylamino)-1-(4-methoxyphenyl)-2-oxoethyl)-N-(4-
methoxyphenyl)acetamide (7g). Yield 56%, white solid. Tm = 116-117 °C. *H NMR
(400 MHz, CDCI3) 6 8.26 (s, 1H), 7.43 (t, J = 8.9 Hz, 3H), 7.26 (d, J = 10.8 Hz, 3H),
7.07 (d, 3 = 9.5 Hz, 1H), 6.99 (d, J = 8.2 Hz, 2H), 6.73 (dd, J = 42.9, 8.3 Hz, 6H), 6.09
(s, 1H), 5.53 (d, J = 8.1 Hz, 1H), 4.37 (s, 2H), 3.73 (s, 9H), 1.95 — 1.72 (m, 4H), 1.27
(s, 3H), 0.99 (d, J = 2.0 Hz, 16H); 3C NMR (100 MHz, DMSO-ds) & 168.7, 167.2,
158.5, 158.4, 157.7, 139.3, 138.7, 136.1, 131.8, 131.3, 130.4, 128.9, 126.9, 124.8,
124.7, 121.8, 120.4, 118.4, 117.7, 113.6, 113.5, 113.2, 65.9, 62.9, 55.9, 55.1, 54.9,
48.6, 47.9, 40.1, 39.9, 39.9, 39.8, 39.7, 39.7, 39.6, 39.5, 39.4, 39.3, 39.2, 38.9, 32.2,

32.1, 29.9, 25.1, 24.6, 24.4.
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<Chromatogram>
S t#1 (x10 000 000)

28 007 209 s TIC(H@! (1)
2.005 / g

E N

0.00 — =
128 007 209 ! TIC(-)@2 (1)
2.00-] o0
a
=
= s
=
0.00 T T T T — —— — T T T T
0.00 0.25 0.50 0.75 1.00 125 1.50 1.75
MASS Peak Table TIC(Event) n
TIC(1-1)
Peak# | Ret. Compound Name

Time mz Area
1 0.453 TIC 167896719 X
Totall 167896719 ] | I 100.000]

TIC(1-2)

Peak# | Ret. Time miz CJ Area Compound Name AH Event#f Area% Hexgh(“/.;‘
1 0.438 TI 2626902 4978 1-2 100.000 100.000
Total| [ 2626902 | | [ 100.000] 100.000
Spectrum Mode:Averaged 0.433-0.467(53-57) Base Peak:724(8231455)
0.433-0.467(53-57)
Positive

-
i
4
I Ly
T T

T T T T T T
660 670 680 690 700 710 720 730 740 750 760 770 780 790

m/z
Spectrum Mode:Averaged 0.425-0.458(52-56) Base Peak:758(85458)
0.425-0.458(52-56)
Negative
100+
,,,,, S 'S O R |
660 670 680 690 700 710 720 730 740 750 760 770 780 790
m/z

2-(Benzo[d][1,3]dioxol-5-yl)-2-(2-(3-(3-(tert-butylamino)-6-chloroimidazo[1,2-
a]pyridin-2-yl)phenoxy)-N-(4-methoxyphenyl)acetamido)-N-
cyclohexylacetamide (7h). Yield 58%, white solid. Tm = 147-118 °C. *H NMR (400
MHz, CDClz) 6 8.27 (s, 1H), 7.45 (dd, J = 14.5, 8.8 Hz, 2H), 7.37 — 7.20 (m, 3H), 7.15
—7.01 (m, 1H), 6.69 (d, J = 77.8 Hz, 6H), 6.00 (d, J = 3.2 Hz, 1H), 5.88 (d, J = 3.9 Hz,
2H), 5.56 (d, J = 8.1 Hz, 1H), 4.37 (s, 2H), 3.74 (d, J = 3.4 Hz, 4H), 1.97 — 1.72 (m,
1H), 1.70 — 1.47 (m, 3H), 1.25 (s, 3H), 1.15 — 0.70 (m, 18H); 13C NMR (100 MHz,
CDCls) 6 168.7, 168.4, 159.5, 158.2, 147.7, 147.6, 139.9, 135.7, 131.4, 130.5, 129.4,
127.7, 125.6, 124.5, 124.3, 121.5, 119.9, 117.5, 114.9, 114.5, 114.3, 110.7, 108.1,

101.2,77.3,77.2,76.9, 76.7, 67.0, 64.7, 56.4, 55.6, 48.9, 32.8, 30.2, 25.4, 24.8, 24.7.
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<Chromatogram>

Segment#1 (x10 000 000)
129 509 195 = TIC(H)@1 (1)
2.0 /3
. " —
0.004 AN
429 509 195 TIC(-)@2 (1)
2.00] o
] 3
- =]
0.00F——FF—F———T —_ — i
0.00 0.25 0.50 0.75 1.00 1.25 1.50 1.75
MASS Peak Table TIC(Event) n
TIC(1-1)
Peak# | Ret. Time miz | Area | C 1 Name ;] Event# | Area% | Height%
1] 0.451 TIC 169053432 I 6.147 1-1 | 100.000] 100.000
Totall [ 169053432] [ [ 100.000] 100.000
TIC(1-2)
Peak# | Ret. Time | m/z CJ Area Compound Name AH | _Event# Area% Height%
1 0.440 I 1937320 5341 1-2 100.000 100.000
Total| | 1937320 | | 100.000 | 100.000
Spectrum Mode: Averaged 0.433-0.467(53-57) Base Peak:738(8466708)
0.433-0.467(53-57)
Positive
100 2
3
T T T T T T T L T T
660 670 680 690 700 710 720 730 740 750 760 770 780 790
m/z
Spectrum Mode: Averaged 0.425-0.458(52-56) Base Peak:772(85420)
0.425-0.458(52-56)
Negative
100+ &
8 g ‘ |
'|'\\rrvrirlr1?“‘"“'vl{‘4111w|\|\\\\‘\l'\J"l\'if[!"" T T
660 670 680 690 700 710 720 730 740 750 760 770 780 790
m/z

2-(3-(3-(tert-Butylamino)-6-chloroimidazo[1,2-a]pyridin-2-yl)phenoxy)-N-(2-

(cyclohexylamino)-2-oxo-1-(4-(trifluoromethyl)phenyl)ethyl)-N-(4-

methoxyphenyl)acetamide (7i). Yield 62%, white solid. Tm = 193-194 °C. 'H NMR

(400 MHz, DMSO-ds) 5 8.53 (s, 1H), 8.04 (d, J = 7.6 Hz, 1H), 7.75 (d, J = 7.7 Hz, 1H),

7.63 (s, 1H), 7.50 (t, J = 8.2 Hz, 3H), 7.32 (s, 1H), 7.28 (dd, J = 13.5, 5.2 Hz, 2H), 7.22

(dd, J=9.4, 2.0 Hz, 1H), 6.78 (s, 2H), 6.73 (dd, J = 8.0, 2.6 Hz, 1H), 6.14 (s, 1H), 4.64

(s, 1H), 4.45 (d, J = 15.2 Hz, 1H), 4.34 (d, J = 15.2 Hz, 1H), 3.68 (s, 3H), 3.55 (s, 1H),

2.50 (d, J = 4.6 Hz, 3H), 1.64 (dt, J = 32.1, 14.7 Hz, 5H), 1.50 (d, J = 12.2 Hz, 1H),

1.24 — 1.13 (m, 3H), 0.99 (s, 10H); 3C NMR (100 MHz, DMSO-ds) & 167.5, 158.7,

158.5, 157.6, 140.0, 139.3, 138.6, 136.1, 131.7, 130.7, 130.1, 128.9, 125.1, 124.8,
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124.7, 124.6, 121.8, 120.5, 118.5, 117.7, 113.8, 113.7, 113.3, 65.8, 63.1, 55.9, 55.2,
47.9, 40.1, 39.9, 39.9, 39.8, 39.7, 39.7, 39.6, 39.5, 39.4, 39.3, 39.2, 38.9, 32.1, 31.9,

29.9, 25.1, 24.5, 24 4.

<Chromatogram>

Segment#1 (x10 000 000)
3.58 (35803 983 / 3\ TIC(+)@l (1
{ \
=

35 803 983 TICH@2 (1

1
o
2

10.439

1

0.00

T T T T T T
0.00 0.25 0.50 0.75 1.00 1.25 1.50 1.75
MASS Peak Table TIC(Event)

TIC(1-1)
Peak# | Ret Time miz | Area
0.442 TIq 250615208

Area% Height%
100.000 100.000

H Eventé
7.507 1-1

1]
Totall | 250615208

[~ 100.000 100,000
TIC(1-2) . T
Peak# | Rel. Time wz A Area | Compound Name AH Eventl | Are% | Height%
1 0.439 T 5300378 5257 1.2 100.000 100.000
[ 5399378] I [ 100.000] 100.000

Spectrum Mode:Averaged 0.417-0.450(51-55) Base Peak:762(8535988)
0.417-0.450(31-55)
Positive

g
100+ |
.
R L TS N A N
660 670 680 690 700 710 720 730 740 750 60 770 TR0 790
miz
Spectrum Mode: Averaged 0.425.0.458(52-56) Base Peak:760(246891)
0.425-0.458(52-56)
Negative
100
Lt NSNS USRS S G N | SN OU S —
660 670 680 690 700 710 720 730 740 750 760 770 TR0 790
miz

Ethyl (2-(2-(3-(3-(tert-butylamino)-6-chloroimidazo[1,2-a]pyridin-2-yl)phenoxy)-
N-(4-methoxyphenyl)acetamido)-2-(4-chlorophenyl)acetyl)glycinate (7j). Yield
61%, yelowish solid. Tm = 98-99 °C. *H NMR (400 MHz, CDCI3) & 8.23 (s, 1H), 7.34
(dt, J = 66.6, 6.8 Hz, 6H), 7.10 (p, J = 7.8 Hz, 5H), 6.97 — 6.47 (M, 4H), 6.21 (s, 1H),
4.40 (s, 2H), 4.19 — 4.08 (m, 2H), 4.01 (d, J = 5.5 Hz, 2H), 3.74 (d, J = 3.0 Hz, 3H),
1.33-1.16 (m, 5H), 0.98 (d, J = 3.0 Hz, 9H), 0.85 (dd, J = 10.5, 6.6 Hz, 3H); 3C NMR
(100 MHz, DMSO-ds) 6 169.5, 169.5, 167.5, 158.7, 158.5, 157.6, 139.3, 138.6, 136.1,
133.5, 132.5, 132.3, 131.7, 129.9, 128.9, 127.8, 124.8, 124.7, 121.8, 120.5, 118.4,
117.7, 113.9, 113.6, 113.5, 65.8, 62.6, 60.4, 55.9, 55.2, 40.9, 40.1, 39.9, 39.9, 39.8,

39.7, 39.6, 39.6, 39.5, 39.4, 39.3, 39.2, 38.9, 29.9, 13.9.
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<Chromatogram>

1 (x10 000 000)

2.00-23 617 589 g TIC(H@1 (1
3
1.00 X
AN
0.00 =
2.00-]23 617 589 TIC(-)@2 (1
1.004 3
0.00 I T = T 1 T I
0.00 0.25 0.50 0.75 1.00 1.25 1.50 1.75
MASS Peak Table TIC(Event)
TIC(1-1)
Area Area% Heighi%
87689470 X
Total| | 87689470] [ [ X
TIC(1-2)
Peak# Ret. Time m'z A Area Compound Name AH Event# Area% Height%
1 0.441 Tl 708073 3.094 |- 100,000 100.000
Totall [ 708073 [ I 100.000]  100.000]

Spectrum Mode:Averaged 0.417-0.450(51-55) Base Peak:742(5156415)
0.417-0.450(51-55)
Positive

2z

T T T T
660 670 680 690 700 710 120 730 740 750

Negative

760 770 780

790

m/'z
Spectrum Mode:Averaged 0.425-0.458(52-56) Base Peak:776(15788)
0.425-0.458(52-56)
660 670 680 690 700 710 720 730 740 750 760 770 780 790

m/z

Ethyl (2-(2-(3-(3-(tert-butylamino)-6-chloroimidazo[1,2-a]pyridin-2-yl)phenoxy)-

N-(4-methoxyphenyl)acetamido)-2-(4-methoxyphenyl)acetyl)glycinate (7k). Yield

40%, yelowish solid. Tm = 123-124 °C. *H NMR (400 MHz, CDCls) 5 8.26 (s, 1H), 7.44

(dd, J = 18.1, 8.5 Hz, 3H), 7.34 — 7.19 (m, 3H), 7.13 — 6.99 (m, 3H), 6.85 — 6.60 (m,

5H), 6.39 (s, 1H), 6.21 (s, 1H), 4.48 — 4.30 (m, 2H), 4.13 (d, J = 7.3 Hz, 2H), 4.03 (d,

J = 4.9 Hz, 2H), 3.72 (s, 4H), 3.71 (s, 3H), 1.29 — 1.12 (m, 3H), 0.98 (d, J = 1.7 Hz,

11H); 3C NMR (100 MHz, DMSO-ds) & 170.6, 170.1, 167.9, 159.2, 159.0, 158.2,

139.8, 139.1, 136.7," 132.2, 130.7, 129.4, 126.8, 125.4, 125.2, 122.3, 120.9, 120.9,

118.9, 118.2,114.3, 114.1, 114.0, 113.7, 66.3, 63.3, 60.9, 56.5, 55.6, 55.5, 41.5, 40.6,

40.4, 40.2, 40.0, 39.8, 39.6, 39.4, 30.5, 14.5.
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Ethyl

<Chromatogram>
t#1 (x10 000 000)

3.03 (30339 340 N\
/

107446

[N

0.00-

TIC(H@1 (1)

[30 339 340 f

TIC(-)@2 (1)
2.00 [
=
E S
-
0.00 -+ ———————————————— —
0.00 025 0.50 0.75 1.00 125 1.50 1.75
MASS Peak Table TIC(Event) n
TIC(1-1)
Peak# | Ret. Time mz | Area | C d Name | AH Event# | Area% | Height%
1] 0.446 TIC| 134204318 | 4729 1-1 | 100.000 | 100.000
Total| | 134204318 ] [ [ 100.000 | 100.000
TIC(1-2)
Peak# Ret. Time m/z CJ Area Compound Name AH Event# Area% Height%
1 0.437 TI 2825455 4.299 1-2 100.000 100.000
Totall [ 2825455] I I 100.000] 100.000
Spectrum Mode: Averaged 0.417-0.450(51-55) Base Peak:728(6698157)
0.417-0.450(51-55)
Positive
100+
2
e
T T T bty |“ T o T T
660 670 680 690 700 710 720 730 740 750 760 770 780 790
m/z
Spectrum Mode: Averaged 0.425-0.458(52-56) Base Peak:762(104083)
0.425-0.458(52-56)
Negative
100 i
8 8
| ‘ S 2
B e o e o I e e e f‘l i ‘-‘-‘-“...-"-‘-rﬂ-w = ]Huw-wff-‘-w-‘ N
660 670 680 690 700 710 720 730 740 750 760 770 780 790
m/z

(2-(benzo[d][1,3]dioxol-5-yl)-2-(2-(3-(3-(tert-butylamino)-6-

chloroimidazo[1,2-a]pyridin-2-yl)phenoxy)-N-(4-

methoxyphenyl)acetamido)acetyl)glycinate (71). Yield 28%, yelowish solid. Tm

108-110°C. H NMR (400 MHz, DMSO-de) & 8.47 (d, J = 15.7 Hz, 3H), 7.71 (d, J

7.8 Hz, 1H), 7.58 (s, 1H), 7.50 — 7.41 (m, 1H), 7.36 (d, J = 7.8 Hz, 1H), 7.22 (g, J =

9.4 Hz, 3H), 6.97 (dd, J = 30.7, 8.3 Hz, 2H), 6.87 — 6.52 (m, 6H), 5.87 (s, 2H), 4.59 (s,

1H), 4.44 — 4.18 (m, 2H), 4.03 (q, J = 7.3 Hz, 2H), 3.70 (d, J = 28.6 Hz, 5H), 1.13 (t, J

= 7.1 Hz, 3H), 0.95 (s, 9H); 1*C NMR (100 MHz, DMSO-ds) 5 169.9, 169.5, 158.5,

157.7, 146.6, 139.3, 138.6, 136.1, 131.7, 128.9, 127.9, 124.8, 124.7, 124.4, 121.8,

120.4, 118.4, 117.7, 113.8, 113.6, 113.5, 110.7, 107.6, 100.9, 65.8, 63.0, 60.4, 55.9,

55.1, 41.0, 39.8, 39.6, 39.5, 39.3, 39.1, 38.9, 30.9, 29.9, 22.0, 13.9, 13.9.
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<Chromatogram>
Segment#1 (x10 000 000)

2.0022 634956 2 A TICH@! (1)
B WAV - AmAAN
[\ v RN
1.00-] | & A ]
0.0 f 3
2.00-{22 634 956 TIC(-)@2 (1)
«
=
1.00 p
0.00 T T e A
0.00 0.25 0.50 0.75 1.00 1.25 1.50 L7s
MASS Peak Table TIC(Event) n
TIC(1-1)
Peak# et. Time m/z Area rea% Height%
1 0.349 TIQ 20759471 100.000
Total| | 20759471] [ 100.000]  100.000]
TIC(-2)
Peak# | Ret. Time mz A Area Compound Name AH Event# Area% Height%
1 0.363 Tl 184241 254312 100.000 100.000
Total| | 184241 | [ 100.000 100.000

Spectrum Mode: Averaged 0.340-0.353(103-107) Base Peak:742(4615667)
0.340-0.353(103-107)
Positive

100

¥
50
500 525 550 575 600 625 650 675 700 725 750 175 800
m/z
Spectrum Mode:Averaged 0.357-0.370(108-112) Base Peak:776(9315)
0.357-0.370(108-112)
Negative
50
Ed
500 525 550 575 600 625 650 675 700 725 750 775 800
m/z

2-(3-(3-(tert-Butylamino)-6-chloroimidazo[1,2-a]pyridin-2-yl)phenoxy)-N-(1-(4-
chlorophenyl)-2-((2-nitrobenzyl)amino)-2-oxoethyl)-N-(4-
methoxyphenyl)acetamide (7m). Yield 53%, yelowish solid. Tm = 207-208 °C. 'H
NMR (400 MHz, DMSO-ds) 6 8.75 (d, J = 6.4 Hz, 1H), 8.48 (s, 1H), 7.96 (d, J = 8.0
Hz, 1H), 7.72 (d, J = 7.7 Hz, 1H), 7.60 (s, 1H), 7.47 (tq, J = 14.1, 7.3 Hz, 5H), 7.22 (dd,
J=21.7,8.3 Hz, 4H), 7.08 (d, J = 8.1 Hz, 2H), 6.89 — 6.64 (m, 3H), 6.10 (s, 1H), 4.58
(dd, J = 12.2, 5.6 Hz, 3H), 4.47 — 4.27 (m, 2H), 3.66 (s, 3H), 0.96 (s, 9H); 13C NMR
(100 MHz, DMSO-ds) & 170.42, 168.21, 159.24, 158.16, 148.14, 139.82, 139.13,
136.66, 134.51, 134.08, 133.89, 133.19, 132.56, 132.18, 130.62, 130.45, 129.70,
129.44, 128.6, 128.5, 125.3, 124.9, 122.3, 121.0, 118.9, 118.2, 114.9, 114.5, 114.2,

114.1, 66.4, 63.9, 56.5, 55.7, 40.6, 40.4, 40.2, 40.0, 39.8, 39.6, 39.4, 30.5.
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<Chromatoqram>
t#1 (x10 000 000)

2.00-123 316 055 '\‘E TIC(H@1 (1)
f
| =
/
1.00- /-‘ ?K
0.00 T . =i =
2.00423 316 055 TIC(-)@2 (1)
=]
1.00-] 3
=
-
0.00 —_—t ¥
0. 00 0.25 0.50 0.75 1.00 1.25 1.50 1.75
MASS Peak Table TIC(Event) n
TIC(1-1)
Pe: k#\ Ret. Time mz | Area | C 1 Name | AH Event# | Area% | Height%
0.44% TIC| _ 81476277] I 3774 1-1 I 100.000] 100.000
Tota IJ [ 81476277 ] [ [ 100.000] 100.000
TIC(1-2)
Peak# Ret. Time m/z A Area Compound Name AH Event# Area% Height%
1 0.440 TI 410544 3437 12 100.000 100.000
Total [ 410544 ] [ [ 100.000] 100.000

m Mode: Averaged 0.417-0.450(51-55) Base Peak:781(4799024)
G 417 0450(51 -55)
Positive

L
T T T T T T T T T T T T T T T T
630 640 650 660 670 680 690 700 710 720 730 740 750 760 770 780 790

m/z
Spectrum Mode: Averaged 0.425-0.458(52-56) Base Peak:745(11911)
0.425-0.458(52-56)
Negative

2

=

P [ RPRSRTIVE A S - T TR ‘

...

"
630 640 650 660 670 680 690 700 710 720 730 740 750 760 770 780 790
m/2

2-(3-(3-(tert-Butylamino)-6-chloroimidazo[1,2-a]pyridin-2-yl)phenoxy)-N-(4-
methoxyphenyl)-N-(1-(4-methoxyphenyl)-2-((2-nitrobenzyl)amino)-2-
oxoethyl)acetamide (7n). Yield 43%, yelowish solid. Tm =234-235 °C. *H NMR (400
MHz, CDCls) 6 8.19 (s, 1H), 7.85 (d, J = 8.1 Hz, 1H), 7.53 (d, J = 7.7 Hz, 1H), 7.39 (dt,
J =13.8, 7.8 Hz, 3H), 7.29 (s, 1H), 7.27 — 7.19 (m, 2H), 7.02 (dd, J = 24.1, 8.8 Hz,
3H), 6.82 — 6.58 (m, 7H), 6.02 (s, 1H), 4.66 (qd, J = 16.0, 6.3 Hz, 2H), 4.37 (d, J= 3.0
Hz, 2H), 3.71 (s, 4H), 3.70 (s, 3H), 0.99 (s, 9H); 3C NMR (100 MHz, CDCl3) & 170.4,
168.9, 159.7, 159.4, 158.2, 147.9, 140.2, 139.9, 135.8, 133.9, 133.5, 131.7, 131.3,
130.6, 129.3, 128.1, 125.5, 124.6, 124.2, 121.5, 121.4, 119.9, 117.4, 115.0, 114.3,

114.3, 113.9, 77.3,77.0, 76.7, 67.1, 65.2, 56.4, 55.3, 55.2, 41.4, 30.3.
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<Chromatogram>
Segment#1 (x1 000 000)

10.00 J6 006 227 ) TIC(H @I (1)
/&
hd
R
I Vi N N R
10.00 |6 006 227 = TIC(-)@2 (1)
-+
e
aw
/ N\ N
. — — — — —_— — .
0.00 0.25 0.50 075 1.00 125 1.50

Spectrum Mode:Averaged 0.417-0.450(51-55) Base Peak:747(900294)
0.417-0.450(51-55)
Positive

b | z
ool L Il‘lw P
600 625 650 675 700 725 750 775 800
m/z
Spectrum Mode:Averaged 0.425-0,458(52-56) Base Peak:745(552983)
0.425-0.458(52-56)
Negative
00
504
r——————————— e
600 625 650 675 700 725 750 775 800
m/z

N-(tert-Butyl)-2-(2-(3-(3-(tert-butylamino)-6-chloroimidazo[1,2-a]pyridin-2-

yl)phenoxy)-N-phenylacetamido)-2-(4-chlorophenyl)acetamide (70). Yield 63%,
yelowish solid. Tm = 134-135 °C. *H NMR (400 MHz, CDClz) 6 8.25 (d, J = 2.0 Hz, 1H),
7.47 —7.40 (m, 3H), 7.34 — 7.22 (m, 7H), 7.15 — 7.04 (m, 6H), 6.76 (d, J = 8.4 Hz, 1H),
5.93 (s, 1H), 5.65 (s, 1H), 4.40 (s, 2H), 3.45 (s, 3H), 3.27 (s, 1H), 1.24 (s, 9H), 1.00 (s,
9H); 13C NMR (100 MHz, DMSO-ds) 5 168.9, 167.4, 158.1, 139.8, 139.2, 138.3, 136.7,
134.7, 132.8, 132.3, 131.3, 129.4, 129.2, 128.3, 125.3, 125.2, 122.3, 120.9, 118.9,

118.2,113.9, 66.4, 63.7, 56.5, 50.9, 40.6, 40.4, 40.2, 40.0, 39.8, 39.6, 39.4, 30.5, 28.8.
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<Chromatogram>
Segment#1 (x10 000 000)

4.11 41 071 835 N TIC(+)@1 (1
A
| &
[ ]
_—"

) / N~

M o7 83 TIC(-)@2 (1
a
3
S

0.00 . =t ‘ . ‘ )

0.00 0.25 0.50 0.75 1.00 1.25 1.50 175

MASS Peak Table TIC(Event) n

k# Area
TI 205660424

Total| | 205660424 ]

TIC(1-2)
Peak# Ret. Time miz d Area Compound Nam AH Event#
1 0,442 T 06296 4,145.1-2

otal [ 5706296 | |
Spectrum Mode:Averaged 0.433-0.467(53-57) Base Peak:672(8458506)
0.433-0.467(53-57)
Positive

600 625 650 675 700 725 750 775 800

Spectrum Mode:Averaged 0.425-0.458(52-56) Base Peak:706(171256)
0.425-0.458(52-56)
Negative

600 625 650 675 700 725 750 775 800
mz

N-(tert-Butyl)-2-(2-(3-(3-(tert-butylamino)-6-chloroimidazo[1,2-a]pyridin-2-
yl)phenoxy)-N-(5-methylisoxazol-3-yl)acetamido)-2-(4-chlorophenyl)acetamide
(7p). Yield 30%, yelowish solid. Tm = 218-220 °C. *H NMR (400 MHz, CDCl3) & 8.25
(s, 1H), 7.53 — 7.41 (m, 3H), 7.37 — 7.22 (m, 4H), 7.22 — 7.12 (m, 5H), 7.08 (d, J = 9.2
Hz, 1H), 6.81 (d, J = 8.0 Hz, 1H), 6.05 (dd, J = 18.3, 5.6 Hz, 2H), 5.90 (s, 1H), 4.82 (d,
J =15.3 Hz, 1H), 4.59 (d, J = 15.5 Hz, 1H), 3.30 (s, 1H), 2.36 — 2.23 (m, 4H), 1.25 (d,
J = 2.5 Hz, 9H), 1.04 — 0.92 (m, 9H); *C NMR (100 MHz, DMSO-ds) 5 171.2, 167.4,
167.1, 159.6, 157.4, 139.3, 138.7, 136.2, 133.7, 132.7, 131.2, 128.9, 128.1, 124.8,
124.7, 121.8, 120.7, 118.4, 117.7, 113.6, 113.5, 102.5, 65.8, 61.5, 55.9, 50.5, 40.1,

39.9, 39.9, 39.8, 39.7, 39.7, 39.6, 39.5, 39.4, 39.3, 39.2, 38.9, 29.9, 28.2, 12.2.
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<Chromatogram>
Segment#1 (x10 000 000)

4.17 41726 778 % TIC(+H)@1 (1)
[\

399726 778 ™ TICO@2 (1)
<
3
s

0.00 T = T

0.00 025 0.50 075 1.00 125 1.50 175

MASS Peak Table TIC(Event)

AH Event Area%
6.924 1-1 100.000
I 1 100.000

et. Time Compound Name

Height%o
100.000
100.000

Arey
TIC| 251457367
[ 251457367

1
Total]

TIC(1-2) .
Peak? | Ret. Time miz (_‘ Arca Compound Name AH Event# Area% | Height%
1 0,440 TIQ 10440173 5288 12 100.000 100000
Totall [ 10420173 ] I ] 100,000 100,000

Spectrum Mode:Averaged 0.433-0.467(53-57) Base Peak:677(8278097)
0.433-0.467(53-57)
Positive

100-]

S
600 625 650 675 700 725 750 775 800
w2
Spectrum Mode:Averaged 0.425-0.458(52-56) Base Peak:713(245635)
0.425-0.458(52-56)
Negative
100+
. ,‘I,‘_‘,“,I, el T
600 625 650 675 700 725 750 775 800
wz

N-(tert-Butyl)-2-(2-(3-(3-(tert-butylamino)-6-chloroimidazo[1,2-a]pyridin-2-
yl)phenoxy)-N-(5-methylisoxazol-3-yl)acetamido)-2-(4-
methoxyphenyl)acetamide (7q). Yield 37%, yelowish solid. Tm = 141-147 °C. 'H
NMR (400 MHz, DMSO-ds) 6 8.49 (s, 1H), 7.82 (s, 1H), 7.69 (d, J = 7.3 Hz, 1H), 7.59
(s, 1H), 7.49 (d, J = 9.5 Hz, 1H), 7.33 — 7.14 (m, 2H), 7.05 (d, J = 8.3 Hz, 2H), 6.73
(dd, J = 19.3, 8.8 Hz, 3H), 6.25 (s, 1H), 6.03 (s, 1H), 4.73 (d, J = 16.1 Hz, 1H), 4.60
(s, 1H), 4.48 (d, J = 15.6 Hz, 1H), 3.65 (s, 3H), 2.25 (s, 3H), 1.16 (s, 9H), 0.96 (s,
9H); 13C NMR (100 MHz, DMSO-ds) 5 170.8, 167.9, 167.3, 159.8, 158.8, 158.5, 157.4,
139.3, 138.8, 136.2, 130.8, 128.9, 126.2, 124.8, 124.7, 121.8, 120.7, 118.4, 117.7,
113.6, 113.5, 113.5, 102.5, 65.8, 61.8, 55.9, 54.9, 50.4, 40.1, 39.9, 39.9, 39.8, 39.7,

39.7, 39.6, 39.5, 39.4, 39.3, 39.2, 38.9, 29.9, 28.2, 12.2.
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<Chromatogram>
s #1 (x10 000 000)

3.19 [31890 577 /\g TICH@!1 (1)
1 5
=\
\
AN _
0.00 y — I
131890 577 TIC(-)@2 (1)
2,004 g
E =
] 2
0,00+ ——— —_—— : — —
0.00 025 0.50 0.75 1.00 1.25 1.50 1.75
MASS Peak Table TIC(Event) n

T
[ Total | [ 230261753 | | | 100.000

%o
i . - 100.000
1 8775205 100.000

Spectrum Mode:Averaged 0.450-0.483(55-59) Base Peak:673(8661393)
0.450-0.483(55-59)
Positi

ve

100

" L
T T T T T T
600 625 650 675 700 725 750 775 800

miz
Spectrum Mode:Averaged 0.425-0.458(52-56) Base Peak:717(234079)
0.425-0.458(52-56)
Negative
100 =
S — W R
600 625 650 675 700 725 750 775 800
mz

N-(tert-Butyl)-2-(2-(3-(6-chloro-3-(cyclohexylamino)imidazo[1,2-a]pyridin-2-

yl)phenoxy)-N-(4-methoxyphenyl)acetamido)-2-(4-chlorophenyl)acetamide (7r).
Yield 54%, white solid. Tm = 187-188 °C. 'H NMR (400 MHz, CDCls) & 8.16 (s, 1H),
7.66 — 7.41 (m, 4H), 7.29 (t, J = 8.0 Hz, 2H), 7.11 (g, J = 8.1 Hz, 6H), 6.79 (d, J = 8.7
Hz, 4H), 5.94 (s, 1H), 5.67 (s, 1H), 4.43 (s, 2H), 3.75 (s, 4H), 1.65 (d, J = 73.9 Hz, 6H),
1.26 (s, 18H); 3C NMR (100 MHz, DMSO-ds) & 168.5, 167.2, 158.6, 157.9, 138.6,
135.5, 135.1, 134.4, 132.2, 131.8, 130.2, 129.2, 127.8, 126.7, 124.5, 120.9, 119.1,
118.6, 117.7, 113.8, 113.4, 112.2, 65.7, 63.1, 56.5, 55.1, 50.3, 39.9, 39.9, 39.8, 39.8,

39.7, 39.6, 39.5, 39.4, 39.3, 39.2, 38.9, 33.5, 33.4, 28.3, 25.3, 24.5.
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<Chromatogram>
Segment#1 (x10 000 000)

3.59 [35 900 045 e TICH@! (1)
[
151
/X
[
/ S
0.00 2 —t
35 900 045 TIC(-)@2 (1)
E A
2.00 <
<
=
0.00 T T T T
0.00 025 0.50 0.75 1.00 125 150 1.75
MASS Peak Table TIC(Event) n
TIC(1-1)
Peak# Ret. Time | m/z Area Compound Name AH Event# Area% Height%
1 0.450 TIC 149687811 4.473|1-1 100.000 100.000
Total 149687811 100.000 100.000
TIC(1-2)
Peaki#

Area
2698073

miz
TIC,

Ret. Time
0.439

1
[_Total 2698073

Spectrum Mode:Averaged 0.417-0.450(51-55) Base Peak:728(6389342)
0.417-0.450(51-55)
ositive

1007

| SR S S
600 625 650

B | ]
775 800

m'z
Spectrum Mode: Averaged 0.425-0.458(52-56) Base Peak:764(72026)
0.425-0.458(52-56)
Negative
100-7 1
| g
504 £
<
T . | ‘ . :
600 625 650 675 700 725 750 775 800
m'z

40.1, 40.0, 39.9, 39.7, 39.6, 34.0, 33.9, 28.8, 25.8, 24.9.

N-(tert-Butyl)-2-(2-(3-(6-chloro-3-(cyclohexylamino)imidazo[1,2-a]pyridin-2-
yl)phenoxy)-N-(4-methoxyphenyl)acetamido)-2-(4-methoxyphenyl)acetamide
(7s). Yield 46%, white solid. Tm = 146-147 °C. H NMR (400 MHz, CDCls) 5 8.11 (d, J
= 6.9 Hz, 1H), 7.51 (t, J = 8.7 Hz, 2H), 7.44 (d, J = 3.3 Hz, 3H), 7.27 (dd, J = 16.8, 8.9
Hz, 2H), 7.03 (dd, J = 13.2, 9.2 Hz, 4H), 6.86 — 6.56 (m, 6H), 5.95 (s, 1H), 5.56 (s,
1H), 4.40 (d, J = 4.0 Hz, 2H), 3.73 (d, J = 7.0 Hz, 8H), 1.64 (d, J = 78.6 Hz, 7H), 1.28
— 1.03 (m, 20H); 13C NMR (100 MHz, DMSO-ds) 8 169.7, 167.6, 158.9, 158.5, 139.1,
135.9, 135.6, 132.3, 131.7, 130.9, 129.7, 127.6, 127.2, 124.9, 121.5, 119.6, 119.1,

118.2,114.1, 113.9, 113.6, 112.8, 66.3, 63.7, 56.9, 55.4, 55.4, 50.7, 40.5, 40.4, 40.3,
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<Chromatogram>
Segment#1 (x10 000 000)
3.11 31057952

1./0448

TICH@I (1

/
0.00-} N
31057952 TIC(-)@2 (1
2.00 %2
s
| <
- i
g b e -
0.00 025 0.50 0.75 1.00 1.25 1.50 1.75
MASS Peak Table TIC(Event) n
TIC(1-1)
[Peak# [ Ret. Time m/z [ Area | Ci Name AMH__| Bvent# | Area% | Height% |
1] 0.448 TIC| 138319417 ] 4783[1-1 | 100.000] 100.000
[ Total | 138319417 ] I [ 100.000] 100.000
TIC(1-2)
[ Peak# [ Ret. Time m/z [ Area | Ci Name AH | Eventd | Area% | Height%
1] 0.438 TIC| 1567095 ] 425012 I 100.000 ] 100.000
[ Total [ 1567095] [ [ 100.000] 100.000
Spectrum Mode:Averaged 0.417-0.450(51-55) Base Peak:724(7263704)
0.417-0.450(51-55)
Positive
2
100-| &
| Ed
T T LI S B T T ™ T T T T— | a— T T T A \H‘[ ----- T
600 625 650 675 700 725 750 775 800
m/'z
Spectrum Mode:Averaged 0.425-0.458(52-56) Base Peak:758(49478)
0.425-0.458(52-56)
Negative
100
2
s 7 F
r T o = T = T T T
600 625 650 675 700 725 750 775 800
m/z

N-(tert-Butyl)-2-(2-(3-(6-(tert-butylamino)-1H-imidazo[1,2-b][1,2,4]triazol-5-

39.9, 39.9, 39.8, 39.7, 39.7, 39.6, 39.5, 39.4, 39.3, 39.1, 38.9, 30.1, 28.3.

yl)phenoxy)-N-(4-methoxyphenyl)acetamido)-2-(4-methoxyphenyl)acetamide

(7t). Yield 30%, yelowish solid. Tm = 200-201 °C. *H NMR (400 MHz, DMSO-ds) &
11.80 (s, 1H), 7.76 (d, J = 15.5 Hz, 2H), 7.54 — 7.35 (m, 2H), 7.23 (dd, J = 28.9, 8.1
Hz, 3H), 7.05 (d, J = 8.1 Hz, 2H), 6.67 (d, J = 8.5 Hz, 4H), 5.98 (s, 1H), 4.44 — 4.16
(m, 3H), 3.64 (s, 3H), 1.17 (s, 9H), 1.05 (s, 9H); 3C NMR (100 MHz, DMSO-ds) &
168.6, 167.1, 158.5, 157.8, 153.1, 148.0, 134.2, 132.2, 131.9, 131.8, 130.1, 129.2,

127.8, 123.4, 120.7, 118.7, 113.8, 113.3, 112.3, 65.8, 63.2, 55.1, 54.4, 50.4, 48.6,
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<Chromatogram>

1 (x10 000 000)

2.00021 472 982

1.00

/u&%
i

TIC(H@1 (1)

9588’21 472982

TICO@2 (1)

1.00 i
=) _ _
0.00 T T T T T T
0.00 0.25 0.50 0.75 1.25 1.50 175
MASS Peak Table TIC(Event) n
TIC(1-1)
[_Peak# Ret. Time | m/z [ Area | Ci Name | A/H | Event# | Area%
1 0.453 TIC| 100254709 | 5.047]1-1 | 100.000
[ Total [ | 100254709 ] [ I [ 100.000
TIC(1-2)
Peak# Ret. Time m/z Area Compound Name A/H Event# Area% | Height%
1 0.441 TIC| 4696636 4.169|1-2 100.000 | 100.000
Total 4696636 100.000 100.000
Spectrum Mode:Averaged 0.433-0.467(53-57) Base Peak:658(6467887)
0.433-0.467(53-57)
Positive
100
2
" T T “ T 7 T ' T T T
600 625 650 675 700 725 750 775 800
m/z
Spectrum Mode:Averaged 0.425-0.458(52-56) Base Peak:656(379423)
0.425-0.458(52-56)
Negative
100 b
T T T T T T T T T
600 625 650 675 700 725 750 775 800
m/z

in a vacuum and analyzed.

Synthesis of imidazo[1,2-aJcontaining heterocyclic acids 8a and 8b.

Amidine (2 mmol) and aldehyde (2 mmol) were added to a 10 mL round-bottom heat-
resistant flask and dissolved in 4 mL of DMF. Then a 70% solution of HCIO4 in a
catalytic amount (20 mol %) was added. Isocyanide was added to the resulting solution
and left to stir for 24 hours. After 24 hours, the reaction mixture was poured onto ice,

the precipitate obtained was filtered off and washed with cold methyl alcohol then dried

4-(3-(tert-Butylamino)-6-chloroimidazo[1,2-a]pyridin-2-yl)benzoic acid (8a). Yield
81%, yellowish solid. Tm = 275-276 °C. *H NMR (400 MHz, DMSO-ds) d 12.91 (s, 1H),
8.55(d, J =2.1 Hz, 1H), 8.31 (d, J = 8.1 Hz, 2H), 8.01 — 7.93 (m, 3H), 7.55(d, J = 9.5

Hz, 1H), 7.24 (dd, J = 9.5, 2.1 Hz, 1H), 4.79 (s, 1H), 1.00 (s, 9H); 13C NMR (100 MHz,
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DMSO-ds) & 167.7, 162.7, 140.1, 139.7, 138.2, 129.6, 129.5, 127.9, 126.3, 125.7,
122.4, 119.2, 118.4, 56.7, 40.5, 40.4, 40.3, 40.1, 39.9, 39.8, 39.7, 39.6, 36.2, 31.2,

30.4.

<Chromatogram>
Segment#1 (x10 000 000)

2.00 124 817 723 TIC(H@!1 (1)

10349

0.00-

200 24817723 TICO)@2 (1)

11/0.438

0.00 T —t T T T T
0.00 0.25 0.50 0.75 1.00 125 L.50 L75
MASS Peak Table TIC(Event)

TIC(1-1)
Peak#

Area /H Event#
T 95188078 4177 1-1
| 95188078

. Time
0.449

1
Total

TIC(1-2)

Peak# | Ret. Time mz Area Compound Name AH Event# Area% ‘ Height%
1 0.438 TiC| 3839004 4.137 1-2 100.000 100.000
Totall [ 3839004] [ | 100.000] 100.000

Spectrum Mode:Averaged 0.417-0.450(51-55) Base Peak:344(4025004)
0.417-0.450(51-55)
Positive

330 340 350 360 370 380 390 400 410 420 430 440 450 460 470 4RO 490
mlz
Spectrum Mode: Averaged 0.425-0.458(52-56) Base Peak:342(102150)
0.425-0.458(52-56)
Negative

& IS
1 ¥
330 340 350 360 370 380 390 400 410 420 430 440 450 460 470 480 490
m/z

3-(3-(tert-Butylamino)-6-chloroimidazo[1,2-a]pyridin-2-yl)benzoic acid (8b). Yield
78%, yellowish solid. Tm = 279-280 °C. *H NMR (400 MHz, DMSO-ds) & 12.99 (s, 1H),
8.89 (s, 1H), 8.54 (s, 1H), 8.45 (d, J = 7.8 Hz, 1H), 7.86 (d, J = 7.7 Hz, 1H), 7.53 (q, J
=8.4 Hz, 2H), 7.23 (dd, J = 9.6, 2.1 Hz, 1H), 4.75 (s, 1H), 1.02 (s, 9H); 3C NMR (100
MHz, DMSO-ds) & 167.41, 158.54, 139.52, 137.7, 135.1, 131.5, 130.6, 128.5, 128.2,
127.9, 125.2, 124.9, 121.9, 118.6, 117.78, 56.1, 39.9, 39.9, 39.8, 39.7, 39.6, 39.6,

39.5, 39.3, 39.1, 38.9, 29.9.
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<Chromatogram>
Segment#1 (x10 000 000)

3.39 [33 902 652 Na TICH@I (1
|8
hy
J N
0.00 —_ _ _
B3 902 652 TICOH@2 (1
2.003 a
E <
E = ,
0.00 1 1 1 T
0.00 025 0.50 0.75 1.00 125 1.50 175
MASS Peak Table TIC(Event) n
TIC(1-1)
Peak# Ret, Time mz Area Compound Name AH I Event# Area% Height%
1 0.451 TIC 138050314 4.407]1-1 100.000 100.000
Totall [ 138050314 I I [ 100.000 100,000

TIC(1-2)

5455836

Spectrum Mode: Averaged 0.433-0.467(53-57) Base Peak:344(6048902)
0.433-0.467(53-57)
Positive

100 T

385

T T T T T T T T T T
330 340 350 360 370 380 390 400 410 420 430 440 450 460 470 480 490

m'z
Spectrum Mode:Averaged 0.425-0.458(52-56) Base Peak:342(194365)
0.425-0.458(52-56)
Negative
100 ¥ .
s
g
330 340 350 360 370 380 390 400 410 420 430 440 450 460 470 480 490
m'z

Procedure for the synthesis of peptidomimetics 9a and 9b.

A mixture of aminopyridine (1.0 mmol) in MeOH/DCM (2:3, 5.0 mL) and aldehyde (1.0
mmol) containing Sc(OTf)s (5 mol %) in a screw cap vial was stirred for 45 min at room
temperature followed by the addition of the desired isocyanide (1.05 mmol), and the
mixture was stirred for another 8 h. Without workup, to the resulting iminopyridine
product was added the desired aldehyde (1.0 mmol), amine (1.0 mmol), and
isocyanide (1.0 mmol), and the mixture was then stirred at room temperature for 12 h.
The resulting reaction mixture was concentrated under reduced pressure and analyze

with H NMR.
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Fig.1l: NMR spectra of the reaction mixture 9b and pure compound 8b (Red - 9b,

Green - 8b). Integrated signals show ratio between starting acid 8b and product 9b.

3. 'H and 3C NMR spectra

S29



Cl

\’40

O

OH

4a

oooooooooonooouou °
& 8 88 § 8 8 8 8 g 8
< 3 ® @ ) B 3 S < S S S a e = 8§ Sl §
A A U S U U R PR O O U U P O O O ,
=
E Tooss
= £2
:
w7
EEw(ma\
ai
i
. (S 23 Fooe
W= 2

////I

I

Tor

oo
Fosor
oot

Eoo

2100
2000
1900

1800
1700
1600
1500
1400
1300
1200
1100
1000
900
800
~700
600
500
400
300
200
r-200

L6€L —

2

OSING §6°8€
0SINa Z}'6€

sy ac
0SNG LE'6E
0SNG 5v'6¢
0SNG 75'6¢
0SNG 29'6¢
0SNG L£'6E
0SNG 82 '6¢
OSWA L8'6E \
sc'ss

f1i(ppm)

LT —

€99LL —

Level
Level
89LTL~_
60821 -7
Y821 \

mmom—\

£5'851 —

6vL9L —

190 180 170 160 150 140 130 120 110

00

1 (ppm)

S30



7
7
65
60

50

[

40

F30

15

5
Fo

{-6000
r 5500

5000

4500

4000

3500

3000

2500

2000

r 1500

1000

500

--500

ozHosE—

697~
Ler~
egv—"

4b

1

I s

/

Lo

E-o0z

F-s60

45

T
55

6.0

65

75

8.0

85

11 (ppm)

05VZ ~
XA

£ree —
OSWQ £68E
OSWA €1'6€

AR RO | O

OSWA 08'6€
OSWa 6€'6€
OSWa Ly'6E
OSWA 95'6€
OSWA £9'6€
OSWazL6e
OSWa 08'6¢
OSWA 68'6€
OSWa L6'6€
OSWa 90°'0¥
8¥°9S
_q.ww\

[N
29ELL ~
oLLiL

89 m:W
2e6LL

oovzr /.
05v2L -
29zt
e6zt -
LO'SEL ~
95geL <
P9'88L

98'LGL —

zzoLL —

110

1 (ppm)

S31



F500

F450

F-400

F350

F300

oza

rse—

s
e
95—

iy

oot

Toor
Tsoz
Two

11000
10000
r-1000

9000
8000
7000
6000
5000
4000
~3000
2000
1000

08z —
650 —

OSWa pE'6E
OSWa 56'6€ W

OSWa 9£'6¢
OSWQ L6'6¢
OSWa L0y

6879 —

CETHE~
68'ELL —

ST6LL—

8z'izL —
88'€2L —

£6'62L —
9eZeL —

158l —

19651 —

sz'8sL —

LooLL —

190

170 160 150 140 130 120 110

180

00

1 (ppm)

S32



N
N/
NH
7a

=
A

Cl

g 8§ B B B 8 8 B 8 8 8 B B 8§ 8§ § . 8 8
I I I I I I I I I I I I I I I I I Iy
Foa
7
i 4
o — T oo
s st
S
oss— < F w0
wws— < T o
iy
RS e
Fr7aN
— ¥
- a0

11ppm)

|55
50

k45

F40

35

30

25

20

2587 —
1208 —

Y9'LS —
2888~
0595 —

6569 ~
8699 —

£0P2 99°'9L

£00P2 86°9L
£10P2 08'LL

Lz
SyyLL
oest L

L69LL~C
sezk
stizk
SEVZL~_
98zt
18zl

156217
9y 0EL
95081
epLEL

LZvel

61851~
LresL

25°891
bosoL

110

00

1 (ppm)

S33



Cl

N

Z

N

2

Cl

NH

7b

e 8 o 9 o o -]
H 8 g g 2 g g ° °
; ; ; ; ; ; i ; i
= o
CXEr| e
e
ne
oo - Eoue
.
2>
e
szv— ) W Lot
sevf ~ vor
1ov—" ~ I 60
- oo
g
8> oo
%
9
TAY

C L

120 M5 M0 105 100

25

1 (ppm)

70
65

60

55

50

F45

40

35

30

25

20

15
10

218z~
sv'0e—

Esummmm
Esuqm mmW
oswp g/ 6

oswp 96'6€
oswp 100y
oswp 910y
oswp 220y

oswp L0y
oswp gg 3\
6L°05
19 mm\
8€'95

1589 —
5£'99 —

_mg_\
8G9EL
8LBEL

8LBEL

L0851~
£0'651

PLLOL ~
26'891L —

W

150

130 120 110

140

190 180 170 160

00

1 (ppm)

S34



N

=

N

2

Cl

NH

7C

Fa0

k30
Fo

1800
1700

1600
1500
1400
1300
1200
1100
1000
900
800
700
600
500
400
300
200
r 100
r-100
I--200

P S

i

oezsT—

e
we
e

0mE—7
veel

v
s

€PROEL

s

Teoor
Lsoar

I oo

E- vo0.

f1ippm)

£8'8C

05 am/
DSWa L6 /
DSWA 85'6€
DSWa 6L6€
DSWa 000

$0°0%.

c::,<

DwEDmvoq \

oswaczyoy
60°67 ~_
L0~
6£'5S
09°55
svos "

SLe9—
2’99 —

99°€LL
wma_,uw
STYLL—
0z8LL~_
vE8LL—
£6021 =7
e/
[44:141

mvmm,\\
9sL2L x\
SE'6ZL x\
8L1EL
S9'9€L \
oz6eL
£866L

L185L~
6851~

SL69L —

1 (ppm)

S35



N

=

N

S

Cl

NH

Fas

o1

s f
st

ozl —

sce—

sEv—

e —

- X&
0] =
== =
e
<o

Toot

Tost

105 100

10

11 (ppm)

1800
1700

1600

1500

1400

1300

1200

1100

1000

900

800

700

-600

500

400

300

200

100

~-100

-200

£8'87
05 8/
DSWA LEBE 7
DSIWA 85'6€
DSWa 646€
DSWA 0007
$0°0F.

T

oswaczror \

oswaczeor
6067 ~_
LL0S —
6€'SS
0958
sv'95

SLE9—
2’99 —

99°€LL
wmm:W
STyiL

0281~
y6'8LL—

5991
w«mm_\
£8'6ek

L18Sh~
y6'851L

SL69L —

190 180 170 160 150 140 130 120 110

00

1 (ppm)

S36



fuo

100
F-80
f7o
F-60
f-s0
fa0
f30
o

[~ 2400
2300
2200

we—

2wy—

7e

N
Y
NH

=
A
:??

Cl

T-ses
Tumw

Fee

Lo

Teso
oot

0

50

55
f1lpm)

60

88EL—
1022
6182
mmmN#/
16'08

0SNa 6688

S37

2100
[~2000
1900
1800
1700
1600
1500
- 1400
1300
1200
1100
1000
~900
800
700
-600
500
400
300
200
100
-100
-200

-0

OSWOILH

oswa zeee

OSWA L'6E

OSWA 66¢
wogcs

OSWA 99'6€.
OSWA SL6E
0SWa z8'6¢
OSWa 1668

OSWa 66'6¢ %
OSWa 80'0Y

8E°05
PSS
£6'55

8L0EL
Bom_\

vLLEL
zmm_\
89'8E1
o£'6EL
90k
ss'LSk
mmwm_W
9851

L8191~
£6L9L "

180 170 160 150 140 130 120 110 100
1 (ppm)

190

00



Cl

HN

N

4

N

Cl

NH

7f

F-380

F-360

F-ad0

F320

F300

F280

F-260

F240

F220

F-200

F180

F160

140

120

F100

F60

2300
2200
2100

2000

1900

1800

1700

1600

1500

1400

1300

1200

1100

1000

900

800

700

600

500

400

300

200

100

=100

~-200

~-300

1 (ppm)

DSWa 85'6¢
DSWA 59'6:
OSWa #L
DSWA Z8'6¢

DSWA 66'6€ \.
DSWa 80°0%

erelL
POELL
6LELL
89LLL
qZ:/
ovozt
LL12L-"
N
gz >
18221 —

98'82L /-
SL0EL

281EL N
2e NQ\
SLPEL
EL9EL
99°8€L
0E°6EL
L9°LSL
$5°851 W
09°851

9ELIL ~
86°L9L <

130

110

120

180 170 160 150 140

190

1 (ppm)

S38



79

N
N
NH

4

Cl

o ) ) o o ) ) o s °
5] 3 3 3 3 3 3 S 3 2 S
g 8 €& 8 & g2 8 g g 9° g g e g 3 @ e 3 3 g A & & 8 2 2 3 o ?
e e 3 e B < e 8 3 R @ 8 S @ 54 e ° = L
i N 1 N N n I 7 i 1 i i I i | 1 T i I h h L L L L L L I I |
Lo
° zrve
ssve
€15z
Fe 662
s0ze
size
20 ° OSIG 66'8€
pe el -2 OSWa §1'6¢
o1 OSWA ZE'6¢
@ N Foe OSWA Lt'6E =
Lo
loi— -
st
g ~ For
ewi— o
- omsamoaq\
ra 88LY~
958y
6875
=3 mcmmW
€655
L 0629 —
3 ® 9869 —
o Tosee
o
re
ev— — Foeel|
re
Lo
3
g
55~ - wo L2 8
i 5 Foolt58
A
Ls oy'ELL
09— ~ Foo[© £9°€LL
69°LLL
. nqm:/
mmm/ Fg £507L 0
@ ] - w win~
e 89721
o9
000\ e Lo ;JN,W
a0i>= = RrR sgozL /-
[ EEdy
o7 ~— I w0e orost
e — =: Eosz | s
eve ~ ;;E\
ove £LgEL
o 69°8EL
F2 6z6EL
sza— - = oo
re 99251
erac
6v'8sL
Lo
s
0zL91 ~
89891 —
ra
°
e
0
e

S39

: :
180 170 160 150 140 130 120 110
1 (ppm)

190

00



N

=
AN

N

Cl

NH

7h

F80

s

k65
F60

Fs0

Fas

Fa0

F30

70
65

60

55

50

45

40

35

30

ere
i
e

15—

o5y —

)

;T

//ff[ o -

s

Lo

a1
0t

E w0

f1topm)

m:N
28 EW
ev'se

6108~
6L2e "

168y —

SE'65~
er'os "

S9P9—
1029 —

£9P2 99°9L

sbloL—
L0801
0L 0L

mmmm_\
89’ R.\
se'6eh

58_\

LLEL
99°5eL
886EL

8SLYL
i
£2°851 ~

05651 —

8£'89L~
LgoL "

1 (ppm)

S40



HN

N

=

N

Cl

NH

7i

s —

I/

[/ //J// // /

=196

Fooe

50
ver

Fuee

= ozt
=6z

Bosor
Eooor
ot

= a0t

=50

f1ppm)

|-2600

2200

2000

- 1800

- 1600

1400

- 1200

- 1000

- 800

600

400

200

I--200

90Z8
OSING 86'8E
OSING S1'6E
OSING Z€'6€
OSING 17'6E
OSING 6Y'6€

OSING 85'6€
OSING 59'6E
OSING vL'6E
OSING 2868

OSNG 16 6¢
OSING 66'6€
0SNG 800V

96°LY —

9166~
S6'65

Le9 —
9469 —

PEELL
89°ELL
PBELL
89°LLL
Sp8LL
9v'0zL
Lier
P9vzL
oLveL
£8'v2L
80°52L
88821
LLOgL
L9081
69'LEL
PL9EL
P98EL
LEGEL
£007L

B A e

85451
s mm_W
69851

6vL9L —

50

70

110

T
190

T
00

1 (ppm)

S41



200

f190

180
F170
F160
150
F140
130
120
100

F80

2200
~2100

2000

1900
1800
1700
1600
1500
1400
1300
1200
1100
1000
900
800
700
600
500
400
300
200
100
~-100
-200

Cl

N
N
NH

=
2

Cl

ozaor1)

17o—

= o0t

= et
et

2

oot

=0

60 55
f1tppm)

65

90

05 100

10

86'€L —

¥6'62 —

OSWa 86'8E
oswa m;mw

[

£9451
g mm_W
69851
677291~
87691
it

180 170 160 150 140 130 120 110 100 90 80 70
1 (ppm)

190

200

S42



N

=

N/

S

Cl

NH

F1a0

F130

F120
F10

F100

ooz —

I//[

s /////f

- 3600
I~ 3400

3200

I~ 3000

[-2800

2600

2400

2200

2000

- 1800

1600

- 1400

- 1200

- 1000

800

600

400

200

r-200

-400

£5L—

Ly'oe—
OSWG LE6E
DSIG 65'6¢
OSWa 668

o007
DSWG LZ'0Y
DSWa zvoy
DSWG €907

05’y

99°ELL
00yLE
LEpLL
T yLL

LZ8LL
SeiL\
96'021
160217
Lezet
«N»N_\
9E'5Zh
1892k
2v6eL
oLogk
yzzeL
99'9¢1
pL6EL
28'6eL

61851
«oom_W
91651
9819k~

L0021~
pooLL "

190 180 170 160 150 140 130 120 110

00

1 (ppm)

S43



S44

s g g 9 9 9 o o o
g 8 8 8 8 8 g © © o g 9 9o 9o 9o g8 8 8
o o ° w ° w o - o - 8 § 8 § 2 8 8 8 8 8 &8 8 g 8 8 S 8§ 8
=) 8 3 S g @ S Q I 2 e © o° © - - -~ - - - > ® ~ © <+ ® « - v h
¢ i i Y ¥ ! 7 ) A 1 N f i i | | | | | | 1 | | ! ! h | ! | ! h h
rs
06€L
Fuoll o 96EL
— — Esez|| ~
© 202z —
€662~
Lo 1608
o OSWa £6'8E
OSWa vk @,m/.
osup vz — Lw
& OSIWA L7'6E
OSWa ¥9'6€
(@] N OSWA 1868
= 00'Ly
ere 3
e~ -
OZHBZE- zLss -
© 7 g
_ e Foes 5809 —
z_0O o) st o
os o
age -l 1859~
T am\ Foer<
o0y
0y w0
% o[ ¥
szy
Z iy
sty .
ey L
a5y 3
L S
o (e} o |
so9 LoE
B0a-= ©8 18001 —
159 . 8sL0L
Mww/ [ mwa:/
mo~ TR
29— 69 m_FW.
I ez Lo e
Z 00z ~ 9L~
P4 N e LeLL
\ b - evozt -
N VTL e~ Leier
k7 67zl
i mfﬁ%ﬁ
2 L2 vzl
/ \ v Lzl
9 mmmw_\
e w 69'1EL
“of I & oct
o ave 29'8eL
0£'6EL
rs Bwi\
Lw S9USL~
° pS'8sL~"
o
e
15691~
16691 <
w©
e
o
w0
o

140 130 120 110 100
1 (ppm)

150

180 170 160

190

200



Cl

NO,

HN

N

=
2

Cl

NH

2 2 892 3 8 2 g 2 2 g @ °
& &8 & 8 8 8 @ 8 5 8§ 3 3 s 8
PR MU A ML R AU M i
Ere
[——
=i A Froe
oc
ot
s
s
’ T Fooe
ssv—
iy — Lo
o
057
ore— — TF-oo1
699
659
P
i
Lot
i\
o\
LAY —
oei s _
e
=T N
i
=
ori
Sy —
avi
YL ~
o5
ot
i
L ~ Feeo
T
ot — Eis0

3500

~3000

2500

[-2000

1500

1000

500

OSING LE°6E

OSING 65'6€
DSIa 6L'68

oswaegor )

8956~
6795~

689 —
0v'99 —

90711
oLvLL |
0gpLL
167k
611l
86811
£0'121
ezl
5621
veszl |
Ly
69821
vz
L6zl
Sv0EL
29'0€1
21281
952¢1
6LEEL
68EcL —
807EL

B..\ml\
99'9EL

£L6EL

286l

gyl —

91851~
bZ65L "

12891 —
evoLL—

110

1 (ppm)

S45



NO,

HN

Cl

§ § &8 8 § §&8 § & 8 § § § g 3 3 = o 8§
P ¢ §F  §F 0§ % F  fF  §F 0§ ¥ 3 ;i ; .
m“ Tte6 |
j
— T
~— Lo
. Lot Lo

1300
1200

11Gppm)

S46

1100
t1000
F-900
800
F700
~600
500
F-400
~300
200
F100
F-100

szoe

e —

ol'ss
£E'SS
9957

6169 —
80'L9—

£ 0L'9L
€PPOZ0'LL W
£ YE'LL

9BELL
LI
PEYLL
POGLE
L
18611
ov'izk
LIk

8LvZL
09721
15521
wamw_/
ze6et
Sam_/

621EL~:
oL,

evEEL
_mnm_\
SLSEL
ommﬂ\
Lrovk

89'LYL —

0z'851
««mm_w
89'651

86'891L ~
SE0LL—

50

60

70

100
1 (ppm)

110

120

130

180 170 160 150 140

190




Cl

HN

F3e

Faa

Fao

o

we—
sve—

ove—

=

=use

=01
=z

=0z

= o0t

= oot

Eos0

B

e

20

M0 105 100

ns

1 (ppm)

[~4000

~3500

~3000

-2500

~2000

1500

- 1000

500

SL82—
1508 —
OSWG 6E'6E
OSING 09'6E ~
OSINQ 08'6¢

SSmo ooy
oswazz oy |
oswa syoy
oswa vgoy 4
9805 —

sv'es —

£L°89 —
€799 —

YTBEL
£8'6EL

69°%EL
Eon_\
0e'8eL

90851 —

LWLl ~
06'891 —

110

T
190

T
200

1 (ppm)

S47



2600
2400

S48

2200
2000
1800
1600
1400
1200
1000
800
600
400
200
-200

cl
p

Cl

s |G beer—

Eeee

OSIa z€'6¢
° OSI 1¥'6E
OSINa 6Y'6E
. OSINa 85'6¢
w OSINa 59'6E
~ oswa piee )

=ast

rs OSWa 66'6¢
0SIa 80'0F
=50 505 —

OSWA 28 6¢
OSWA 1668
ose— —
1655 —
-2 PG —
sL59—

ot | ¥
F-es0

i
//

=01

Feor [@

£
H 9v'Z0L —

o 0S°ELL
2 gwm:/

W“NW [yt
£50 3;:/

- 06'82L

SELSL —
re 55651 —

(VLT
oczor
AN YA

T T
us 10

20

1 (ppm)

T T
170 160 150 140 130

180

190

00



Cl

q

o 0 o o o %
s % 3 2 3 :
-
B
o -
- oo
s>
-
osr ~ Ewo
g = =
i = 2
scv/
wo— - o
w— = e
“\
ot —_— ke
99" 061
0> — =0t
= i
= T
= e
= e
= =
- o
ore~"

T
55

1 (ppm)

7500
7000

6500

6000

5500

15000

~4500

[~4000

I~3500

~3000

-2500

-2000

- 1500

- 1000

~500

--500

81zl —

1282
£6'62
DSIG 86°8¢
DSWA §1'6¢
DSWA z¢'6¢
DSWG H7'6€
DSIG 67°6¢
DSIG 85'6€
DSIG 59'6¢
Dsig pL6e

DSING 66'6€

DSIWA 800Y
205 —
965
S3AS

DSWQ z8 6¢
DSIG 16'6€

w9 —
2859 —

LyzoL—

LyeLL
PSELL
65ELL
69°LLL

qu:/
mmoﬁW
9Lz~
L9v2L

gz
r9z1
2z ozl

821 /-
e
sLogl

£29EL ~_
SLBEL~
og6EL <

or'LsL

€5 wer
18851

wesi /-
6291~
56291
ogoLL =

190 180 170 160 150 140

00

1 (ppm)

S49



F 3000
I-2800

2400
2200
2000
1800
1600
1400
1200
1000
800
600
400
200
F-200

o ®) e

HN

ore—

(e} o

Cl

Cl

=660

= o0t

=0

0t

e

T
55
1(ppm)

60

ogee
OSWQ 66'8€
OSWQ 91'6¢
OSWa Z£'6¢
OSWQ 1768
OSWa 67'6¢
OSWa 85°6E
g 90

OSWa Z6'6¢
OSWQ 66'6¢
0805~

yLse
0595

OSWQ SL'6¢
OSWQ £8°6¢

6069 —
159 —

zeL
el
sielt
69LLL
£98LL
U6l
661021 \°

shzh

R
S
61621 —
€208k

A
oL 5\
zzzel
SEvEL
S0EL
6vSEl

v9'8EL

L6LS1~
L5851~

YTLOL~
9y'891 —

180 170 160 150 140 130 120 110
1 (ppm)

190

S50



Cl

F300

F280

F260

F240

F220

F-200

F1s0

F1s0

F140

F120

F100

a8z
a5z

ae
e

s
w7

o
iy

w

I s00

= o0z

T ws

I w0

T ar

280

260

240

220

200

180

160

140

120

100

60

F40

20

-20

oswp 00'0Y

oswp £z 0t
oswp Ly'0Y
£507

8905 ~—
L858
1555
66'95

€189 —
1299 —

£L6EL

9r8sL~
26851~

15791 —
69691 —

1 (ppm)

S51



Cl

7t

8 3 w0
7 ! i
=aws
=l
vz —
e
i — = a0
ozH :\
ros— —_ =z
e
s\ — b
e =
a7 = Koo
s
ses— — = oot
sgo~
009> — pr
vor
ﬂw»k —_— 61
0zl F T Feee
e — e
1) = o0
i
i — E-se1
Gt
o5t
o
o
oo — — — =

T
7
f1{ppm)

4500

~4000

3500

3000

2500

2000

1500

1000

500

~-500

OSINa 86'8E
OSIa ¥1°6¢
OSIa I£'6E
OSINa 0F'6E
OSWa 8¥'6e
OSINa £5°6E
OSWa 59°6¢
Qsngpee )

OSWG 18°6€
OSIWG 06'6€

0SNG 86'6€

Rm:/

8091 ~
85891 —

T T T T T T T
180 170 160 150 140 130 120 110

T
190

00

1 (ppm)

S52



CO,H

8a

o w < o w e o o o @ o = o o Y
g 3 3 g 8 8 3 3 7 S g 8 3 § g <
T g 7 P LT .0 YT LT 7 ? L. 7. %.%. 0
22 Fosa
=5
—> -
—— T
ozuorE—
orv— — -
e
EW
s .
9L — - 901
v _
— = st
o
g
g — = oz
661 sez
(A — I
28 — =
e
EH
rea— — - - o

450

400

350

300

250

200

150

r 100

50

f1tppm)

9€°0E

1zie~"

1298~
0swp 95'6¢

0SWp 0L'6E
OSWp p8'6E
oswp 86'6E
oswp |10y
oswp Gz'0f
8€°0%
1507
0L/95 "

9e'8LL
oum:V

£9°6Z1
L1962k

YZ8EL~\_

eL6EL~
ot

eLz9L—

89'L91L —

T T T T T T T
180 170 160 150 140 130 120 110

T
190

T
200

1 (ppm)

S53



NH

CO,H

8b

0.
oo

sv—

s5a—

[l

Fou

=

3200
3000

2800

2600

2400

2200

2000

1800

1600

1400

1200

1000

800

600

400

--400

OSWa £6'8E
OSWa ¥16€

OSWOOESE
OSWa Ly'6E
OSWA 95'6€
OSWa v9'6€
OSWa ££'6E
OSIa 08'6E
OSWa 06'6€
OSWa £6'6E
9098 \

Lo
L8811 /

$5°851 —

LrL9L—

110

190 180 170 160 150 140 130 120

200

1 (ppm)

S54



4. Measurement of antibacterial activity

To evaluate the spectrum of antibacterial action of compounds, the value of the
minimum concentration that inhibited the growth of microorganisms (MIC) was
determined by the micro method of serial two-fold dilutions in Mueller—Hinton Broth
(Biolife Italiana Srl, Italy). Disposable polystyrene 96-well tablets for immunological
studies (Biosigma, Italy) and mechanical 8-channel Proline Plus dispensers were used
in the experiment. Analyzes were performed by CLSI (Clinical and Laboratory
Standards Institute, USA) recommendations [3-6].

In the beginning, the studied compounds were introduced into the wells of the tablet,
the concentration of which, in a total medium volume of 200 pl, was 500; 250; 125;
62.5; 31.25 and 15.6 pg/mL. Collection reference strains of bacteria were used as a
culture test: Escherichia coli (strain ATCC 25922), Pseudomonas aeruginosa (strain
ATCC 27853) — gram-negative cultures, Bacillus subtilis (strain ATCC 6633),
Staphylococcus aureus (strain ATCC 25923) — gram-positive cultures. To prepare the
inoculum from isolated colonies of microorganisms that were in the exponential phase
of growth, a suspension was prepared according to the McFarland standard
(McFarland) 0.5 in physiological solution. The suspension was diluted in Muller—Hinton
broth to a concentration of 105 CFU/mL and 100.0 yL was added to wells of the tablet
containing 100.0 pL of the appropriate dilutions of the compounds under study, and to
one well with 100.0 pyL of nutrient broth without drugs as " negative control". The
sterility of the medium was monitored by the wells of the microtiter plate specially
selected for this purpose, in which solutions of compounds and microbial suspension
are not introduced, the inoculated plates were incubated for 18-24 hours at 37 °C.

Each experiment was carried out in triplicate.
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The results were recorded visually and spectrophotometrically, comparing the growth
of the microorganism in the presence of the studied compound with the growth of the
culture in the well without it. The minimum bacteriostatic concentration (MPC) was
taken to be the smallest amount of substance, expressed in pg/ml, in the presence of
which suppression (inhibition) of culture growth occurred (no visible growth of
microorganisms). The minimum bactericidal concentration was determined by sowing
the contents of test tubes with no signs of growth on meat-peptone agar in Petri dishes.
The optical density of the medium during the growth of cultures was measured using
a Sunrise RS microplate photometer (Tecan Austria GmbH, Switzerland) at a
wavelength of 620 nm.

As a standard of comparison, a drug of quinoline structure - nitroxoline was used.
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