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Figure S 2. 3C-NMR Chart of Compound 3a
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Figure S 3. IR Chart of Compound 3a
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Figure S 4. 'TH-NMR Chart of Compound 3b
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Figure S 8. 3C-NMR Chart of Compound 3c
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Figure S 11. *H-NMR D20 Chart of Compound 3d
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Figure S 62. 3C-NMR Chart of Compound 11
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Requester Data:

Name: Dr. Ahmed Ashraf Ibrahim Ahmed
Authority: Faculty of Pharmacy, Nahda University
Sample Data:

Twenty samples had been submitted for elemental analysis.
Analysis Report:

Sample Code C% H% N%

4a 63.41 3.95 10.79

4b 64.62 437 10.45

4c 61.08 3.70 10.43

4d 61.79 < 2T 10.04

6a 68.32 421 8.15

6b 67.15 4.34 7.79

6c 64.39 3.66 7.78

8a 62.69 4.05 13.40

8b 60.07 3.60 12.98

8¢ 57.69 3.24 12.41

8d 62.07 4.70 1528

8e 58.67 4.54 11.05

% 54.80 3.51 13.69

9b 59.43 320 12.36

9 57.42 2.89 11.81

10a 51.43 4.02 16.79

10b 56.40 3.59 15.14

10c 54.23 3.47 14.50

11 51.17 2.85 15.11

12 49.25 326 21.70

INVESTIGATOR DIRECTOR
Qrmentd ! S vy .‘*\{uwjﬂ
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A s AR e P
D o Sugee/tuiil, conlanhtm ,, T
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Figure S 68. elemental analysis of synthesized compounds

43



2- Biological evaluation data

Lab report

Candida
compound 14a-demethylase
CYP51

2.13x0.05
2 s12 2.781+0.12

3 Fluconazole 0.739+0.03

Figure S 69. Final results of 1C50 of active compounds 11land 12
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Detailed Results:

C¥PElca
|
lag
codu S0 GmRAML tone  Wgl T2 TL AT RFUZ  RFUS ARFU  depe G Acligie
sl 08 B8S A0 0 | B8 GBS O | BLBR | E1057  4.051951
[P, 10 1 EEE 10 0 | 30| 19034 0 | 40034 | E1057  12.88066
e 100 39E o 0 [ 30| 3seeE o | GBBEE | 1057  24.15406
i 01 4 167 40 0 | 38 | 54531 0 | S4B | E1057  35.7M4ES
e ool -2 203 40 0 | B8 54267 o | GOBE] 61057  3A.61733
ke = 0 i 0 |88 &057 o [ B1087 61057 40
log
coda K50 gmpuldl cone Wggh TE O TL AT RPUZ  RFLE ARFU  slepe  Actibe
2 06 @ 863 43 0 | B8 4337 o0 | B3FD | G057  5.461783
10 1 G153 10 0 | 30| 13513 0 | 23539 | G057  15.40307
i 00 414 0 0 [ 3| 3575z 0 | B5FS3 | GA057 2341305
01 4 185 A0 0 | B8 | 54663 O | 54BEA | 61057  35.61313
GOl -2 1403 30 0 | B8 &1417 o | BOA3? 61057 3058727
o a0 |88 &5 o | B1087 6157 a0
log
coda S0 gmpull cone Wk T2 T1 AT RAUZ  RFL ARFU  slepe  GAcllb
Flaconatale 08 93% 10 0 | 38 3755 o | 3955 G057  2.454496
— 10 1 7BA a0 0 | 30| 1338 0 | 43%R) | E1057  B.766E0
100 srs 3¢ 0 (88| a7 o | GBF9S | 1057  1B.ES12E
E .1 -4 301 i o B 416ET [} 42687 | 61057 1908534
: ool -2 0.3 4 0 | B8 55341 o | GGBMD 64057 3615506
EC 0 i 0 |88 &5 o [ BI087 61057 40

511 y= 23200 +42.38

12 y= 20 165x + 400156

Fluconazale y = 21698 +52.85
3 .
—_—

Figure S 70. raw data results of 1C50 of active compounds 11land
12
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Lab Report

MIC ug/ml

s.neaformans

Figure S 71. MIC results of active compounds

Lab Report

Biofilm inhibition

d
SEk AN Cryptococcus Neoformans

s11

2 Fluconazole 2.469 18.749 7.662

Mix

1.206 1.498 0.597

Figure S 72. MIC results of biofilm biomass for compound 11
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s11 QR 0025 0043
Fu B 0019 0085
Mx (€0 0022 003

a1 I 0057 0061 0084 1212 1865
Fu B 0062 0058 0051 0061
M € 0059 0048 0066 0058

s11 Flu Mix
XTTN = (XTT - ContXTT)/ContXTT 168 1576947368 06818182
CVN = (CV - 0.473654 0.080645161 00847458
XCR = XTTN/CVN

BSA = (XTTN/CVN) _ [(CVN + XTTN)/2]

BMV = XTTN _ CVN

XCR= 3546667 19.57894737 80454545
BSA= 2469825 18.7491511 7.6621726
tl BMV = 1206316 1.498302207 05970724

Figure S 73. Raw data results of biofilm biomass for compound
11
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Lab Report

Assay : Time dependant killing
Organism : Cryptococcus Neoformans

CFU/mI={Ng,of colonies*Total dilution factor)/\/ql.of culture plated in ml
Start = 5600000 CFU/ml

CFU/mi
1h 3h 6h 12h 24h
6600000 17000000 21000000 2400000 0
6200000 11000000 800000 0 0
8100000 46000000 171000000 225000000 338000000
TOK
400000000
350000000 /‘
300000000 =
250000000 / e
/ e R ONIZOR
& 200000000 boismicnis

150000000 //
100000000 /
50000000

n

Figure S 74. Time dependent kill assay for compound 11
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UPLC results of the synthesized compounds
Compound 3a purity (99.7%)
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Figure S 75. Compound 3a purity

Compound 3b purity (98.4%)
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Figure S 76. Compound 3b purity
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Compound 3c purity (99.2%)
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Figure S 77. Compound 3c purity

Compound 3d purity (99.3%)
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Figure S 78. Compound 3d purity
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Compound 5a purity (97.1%)

[Chromatogram
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Figure S 79. Compound 5a purity

Compound 5b purity (97.5%)
Chromatogram
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Figure S 80. Compound 5b purity
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Compound 5c¢ purity (97.8%)

[Chromatogram
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Figure S 81. Compound 5c purity
Compound 8a purity (99.1%)
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Figure S 82. Compound 8a purity
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Compound 8b purity (99.6%)
[Chromatogram
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Figure S 83. Compound 8b purity

Compound 8c purity (99.8%)
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Figure S 84. Compound 8c purity
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Compound 8d purity (99.7%)

[Chromatogram

- 7] SEQUANCE #8 8d

UV_VIS_2 WVL:230 nm

2000 "

’|
1500 l

Absorbance [mAU]
=
3
1

500

Time [min]

400 500

Figure S 85. Compound 8d purity

Compound 8e purity (99.5%)
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Figure S 86. Compound 8e purity
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Compound 9a purity (99.7%)
Chromatogram
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Figure S 87. Compound 9a purity

Compound 9b purity (98.8%)
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Figure S 88. Compound 9b purity
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Compound 9c purity (98.9%)
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Figure S 89. Compound 9c purity

Compound 10a purity (99.6%)
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Figure S 90. Compound 10a purity
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Compound 10b purity (99.9%)
Chromatogram
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Figure S 91. Compound 10b purity

Compound 10c purity (99.8%)
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Figure S 92. Compound 10c purity
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Compound 11 purity (99.7%)
Chromatogram
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Figure S 93. Compound 11 purity

Compound 12 purity (99.6%)
Chromatogram
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Figure S 94. Compound 12 purity
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