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Supplementary Information

General Chemical Details
All commercial solvents and reagents were purchased from generic chemical companies and utilized just as is, without any purification. The melting points were recorded uncorrected using the Electrothermal LA 9000 SERIS, Digital Melting Point Apparatus. The IR spectra (KBr) (cm-1) were measured on a JASCO spectrophotometer. 1H NMR spectra were recorded on Bruker spectrometer (at 500 MHz) and are reported relative to deuterated solvent signals in deuterated chloroform (CDCl3). 13C NMR spectra were recorded on Bruker Spectrometers (at 125 MHz) in deuterated chloroform (CDCl3) at the Main Chemical Warfare Laboratories, Chemical Warfare Department, Ministry of Defense. Chemical shifts were calculated in ppm relative to TMS as the internal standard.


Spectral Data
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Compound 17
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Biology
Measurement of mTOR and Nrf2 protein expression
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Figure S1: Effect of novel hybrids on nrf2 and mTOR expression levels.
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Figure S2: Raw data of gel images of nrf2 expression levels.
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Figure S3: Raw data of gel images of mTOR expression levels.
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Figure S4: Raw data of gel images of ꞵ-actin expression.


Molecular Docking
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Figure S5: Overlay between co-crystallized ligand (yellow) and re-docked pose (cyan) of Indomethacin deriv. (RMSD= 0.39 Å)
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Figure S6: Ligand Interactions between the complex overlay and COX-1 pocket (PDB ID: 2OYE)
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Figure S7: Overlay between co-crystallized ligand (yellow) and re-docked pose (cyan) of Celecoxib (RMSD= 0.087 Å)
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Figure S8: Ligand Interactions between the complex overlay and COX-2 pocket (PDB ID: 3LN1)
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Figure S9: 3D binding mode of 14 with COX-1 (PDB ID: 2OYE)
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Figure S10: 2D ligand interactions of 14 with COX-1 (PDB ID: 2OYE)
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Figure S11: 3D binding mode of 15 with COX-1 (PDB ID: 2OYE)
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Figure S12: 2D ligand interactions of 15 with COX-1 (PDB ID: 2OYE)
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Figure S13: 3D binding mode of 16 with COX-1 (PDB ID: 2OYE)
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Figure S14: 2D ligand interactions of 16 with COX-1 (PDB ID: 2OYE)
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Figure S15: 3D binding mode of 17 with COX-1 (PDB ID: 2OYE)
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Figure S16: 2D ligand interactions 17 with COX-1 (PDB ID: 2OYE)
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Figure S17: 3D binding mode of 14 with COX-2 (PDB ID: 3LN1)
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Figure S18: 2D ligand interactions of 14 with COX-2 (PDB ID: 3LN1)
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Figure S19: 3D binding mode of 15 with COX-2 (PDB ID: 3LN1)
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Figure S20: 2D ligand interactions of 15 with COX-2 (PDB ID: 3LN1)
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Figure S21: 3D binding mode of 16 with COX-2 (PDB ID: 3LN1)
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Figure S22: 2D ligand interactions of 16 with COX-2 (PDB ID: 3LN1)
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Figure S23: 3D binding mode of 17 with COX-2 (PDB ID: 3LN1)
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Figure S24: 2D ligand interactions of 17 with COX-2 (PDB ID: 3LN1)
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Figure S25: 3D binding mode of 14 with 5-LOX-1 (PDB ID: 3V99)
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Figure S26: 2D ligand interactions of 14 with 5-LOX-1 (PDB ID: 3V99)
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Figure S27: 3D binding mode of 15 with 5-LOX-1 (PDB ID: 3V99)
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Figure S28: 2D ligand interactions of 15 with 5-LOX-1 (PDB ID: 3V99)
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Figure S29: 3D binding mode of 16 with 5-LOX-1 (PDB ID: 3V99)
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Figure S30: 2D ligand interactions of 16 with 5-LOX-1 (PDB ID: 3V99)
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Figure S31: 3D binding mode of 17 with 5-LOX-1 (PDB ID: 3V99)
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Figure S32: 2D ligand interactions of 17 with 5-LOX-1 (PDB ID: 3V99)
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Figure S33: 3D binding mode of Zileuton with 5-LOX-1 (PDB ID: 3V99)
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Figure S34: 2D ligand interactions of Zileuton with 5-LOX-1 (PDB ID: 3V99)
image4.tiff
€10a0 9T
YIPT

90'9TT

8CLIT

CELTT

SELTT

6ELTT

€8'8TT

98'8T1T

68'8TT -
16'81T

SH'eTT]

€Tt
€9'TCT
8C'eCT
08'€CT
95°S¢CT
86'GCT
SL'8CT -
8L'8CT -

08'8¢T -

+8'8¢CT
[4T4)
9p'0ET
CLOET
L6'0€T
€C'TET
€9°CET
ET'ET
8T'0bT
0C'0bT
€C°0PT
ST'obT
LETPT
L9'vPT
£0°£9T
0v'89T

200 180 160 140 120 100 80 60 40 20

220

f1 (ppm)




image5.tiff
v6'p
16’9
16’9
69
69
[AYA
€TL
YL
STL
9TL
LTL
LTL
L
9L
€10a0 9L
6CL
0€L
€L
€L
€L
LEL
LEL
8€L
8€L
8€L
6€L
6€L
ov'L
|4
85
6SL
98'L
98'L
L8L
€6'L
€6'L
v6'L
S6'L
68°6

=L6'T|

00T
€07
86T
T
€0y

66°0
Jmm.o

00T

~66°0)

3.0 2.0 1.0 0.0

4.0

6.0 5.0
f1 (ppm)

10.0 9.0 8.0 7.0

11.0




image6.tiff
[4a<)
€10a0 9T°LL
YIPTT
9L'STT
6L'STT
L6°STT
CELTT
SELTT
+6'8TT
L6'8TT
PE6TT
9€'6TT
6€'6TT
6Tl
§Scoct
€Tt
09°1¢T
0L'TCT
8C'eCT
8L'€CT
88'€CT
9€'8¢T
6€'8CT
[44:14)
8L'8CT
18'8CT
[4T4s
PE'OET
6S°0€T
CLOET
L6'0€T
€9°CET
LYLET
6v°LET
0C'0bT
€C°0PT
L9'vPT
§5'99T
CEL9T

180 160 140 120 100 80 60 40 20
f1 (ppm)

200




image7.tiff
v6'p
16’9
16’9
69
69
69
69
[AYA
[AYA
[AYA
€TL
YL
STL
9TL
LTL
LTL
L
€100 9L
6CL
6CL
0€L
[4 Y4
€L
€L
LEL
LEL
8€L
6€L
6€L
ov'L
6v°L
6v°L
0SZ
18°L
€6'L
€6'L
v6'L
S6'L
e

=607

90T
8L
rAd!
T
80T
80T
€'Y
(494
S0°'T

=+0'T|

10.0 9.0 8.0 7.0 6.0 5.0 4.0 3.0 2.0 1.0 0.0

11.0

f1 (ppm)




image8.tiff
[4a<)
€10a0 9T°LL
132491
09'vTT
YIPTT
L6°STT
8CLIT
CELTT
SELTT
6ELTT
€8'8TT
98'8T1T
68'8TT
16'81T
LL0TT
+8°0CT
€Tt
€9'TCT
8C'eCT
08'€CT
SL'8CT
8L'8CT
18'8CT
+8'8¢CT
[4T4)
CLOET
L6'0€T
€9°CET
L9'PET
0L'PET
8T'0bT
0C'0bT
€C0PT
ST'obT
L9'vPT
¥6'SST
16°ST
9£'99T
CEL9T

200 180 160 140 120 100 80 60 40 20

220

f1 (ppm)




image9.png
10kta

2

A2kia

B actin




image10.png




image11.png
8
250
moE=
150 |,
95
2 B
ss la
o i~
a B
%

7

n

by

cnae




image12.png
)
amn o
)
awmn

)

awn
o f £

o o : =5





image13.png




image14.png




image15.png




image16.tiff
)1

01

LF





image17.emf
NOOOOClNHHIleP89HisP90LeuP93ValP116ArgP120ValP349LeuP352SerP353TyrP355PheP381LeuP384TyrP385TrpP387PheP518MetP522IleP523GluP524GlyP526AlaP527SerP530LeuP531BOGP751NOOOOClNHH
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