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Figure S1 Effect of compounds 17, 23 and 29 on cell viability of normal keratinocytes
(HaCaT). Data are mean + SD from three independent experiments.
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Figure S2 Effect of compounds 17, 23 and 29 on cell cell cycle arrest of US7MG cell



Figure S3 Effect of compounds 17, 23, 29 and 5-Flurouracil on apoptosis of U87MG cells.
Apoptotic cells were analyzed by flow-cytometry, after being stained with Annexin V-FITC/
PI dual staining. The percentage of cells positive for PI and/or Annexin V-FITC is reported
inside the quadrants. Cells in the Lower left quadrant (Q1-LL: AV-/PI-) : Live cells, lower
right quadrant (Q1-LR: AV+/PI-) : Early apoptotic cells, upper right quadrant (QI1-UR:
AV+/PI +) Late apoptotic, upper left quadrant (Q1-UL: AV-/PI+) : necrotic cells.



TH, 13C NMR and High Resolution Mass Spectra of New Compounds
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[AKL-H-F #5-87 RT: 0.02-0.30 AV:83 SB: 326 0.80-1.90
T: FTMS {1,1} +p ESI Full ms [100.00-2000.00]
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[AKL-F-CL #5-87 RT: 0.02-0.30 AV: 83 SB:327 0.80-1.80 NL: 4.23E6
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AKL-F-CF3 #5-87 RT: 0.02-0.30 AV:83 SB: 327 0.80-1.90 NL: 9.86E6
T: FTMS {1,1} +p ESI Full ms [100.00-2000.00]
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AKL-F-OME #5-88 RT: 0.02-0.30 AV:84 SB: 326 0.80-1.80 NL: 3.95E6
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AKL-F-2-4-OME #5-87 RT: 0.02-0.30 AV:83 S5B: 327 0.80-1.90 NL: 3.75E8
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AKL-F-3-4-5-OME #5-88 RT: 0.02-0.30 AV: 84 SB: 327 0.80-1.90 NL: 4.46E6
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AKL-CLF #4-87 RT: 0.02-0.30 AV: 84 SB: 326 0.80-1.90 NL: 4.04E6
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]
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458.11742 6185245.5 100.00 458.11784 -0.83 18.5Cz2sH1sONsCLF

HRMS spectra of compound 19
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HRMS Spectra of compound 20
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AKL-CL-OCF3 #5-87 RT: 0.02-0.30 AV:83 SB: 326 0.80-1.90 NL: 3.80E6
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]
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AKL-CL-3,4,-OME #5-88 RT: 0.02-0.30 AV:84 SB: 326 0.80-1.90 NL: 1.67E6
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]
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HRMS Spectra of compound 23
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AKL-CL-3, 4, 5-OME#8-30 RT
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]
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m/z

530

508.01-540.84

15996 1777701.8

: 0.03-0.10 AV: 23

Intensity Relative Theo. Mass Delta RDE

(ppm) equiv.
100.00

Composition

HRMS Spectra of compound 24
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3C NMR spectra of compound 25

33



AKL-OME-F #5-88 RT: 0.02-0.30 AV:84 SB: 326 0.80-1.90 NL: 8.59E6
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]

100 454.16706
o0 MeO
804
o 703
2 3
5 607
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2 3
S 404
g 3
a04
207
= 426.16267
109 711624 -,
3 181.03858 N 512.24206 684.20454
G_ II|"!'|'"'|'"'|"''|"''|''|"|''"i'll_':'ll''"|!l'"|"'L'|"''|!'''|"'lll'"'|""|""|""|""|I LN LR T T
200 400 600 800 1000 1200
m/z
AKL-OME-F#8-30 RT: 0.03-0.10 AV: 23
T: ¥FTMS {1,1} + p ESI Full ms [100.00-2000.00]
m/z= 439.84-468.88
m/z Intensity Relative Theo. Mass Delta RDB Composition
(ppm) equiv.
454.16696 9715468.0 100.00 454,16738 -0.92 18.5/C2 Hz1 02 N5 F
HRMS Spectra of compound 25
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9.0 8.0 7.0 6.0 5.0 4.0 3.0 2.0 1.0 0.0
f1 (ppm)

'"H NMR spectra of compound 26
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13C NMR spectra of compound 26

AKL-OME-CL #5-88 RT: 0.02-0.30 AV: 84 5B: 326 0.80-1.90 NL: 4.34E8
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]
1004 470.13810

3 MeO
a0
203
705

80

Relative Abundance
(%4
T

- 317.11620 939.27129
104 44213301
181.03845 J =2 \529__21258

G'--l--:-'---|----|----'|----|----'|----|-I--|--F-|L-7--|--L-L-|----|----|I I|----|----|l TTTTrrrrrrr LA RN R

T
200 400 600 800

AKL-OME-CL#8-30 RT: 0.03-0.10 AV: 23
T: FTMS {1,1} + p ESTI Full ms [100.00-2000.00]
m/z Intensity Relative Theo. Mass Delta RDB Composition
(ppm) equiv.
470.13796| 5882769.5 100.00 470.13783 0.27 18.5Cze Hz21 O2Ns5Cl

HRMS Spectra of compound 26
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'"H NMR spectra of compound 27
KAVIT
MeO
oo

190 170 150 130 110 90 80 70 60 50 40 30
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3C NMR spectra of compound 27
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AKL-OME-CF3 #5-88 RT: 0.02-0.30 AV: 84 SB: 326 0.80-1.90 NL: 1.51E7
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]

100 504.16388
I MeO
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807
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o 3
T 40
2 3
30
203
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200 400 600 800 1000 1200
m/'z
AKL-OME-CF3#8-30 RT: 0.03-0.10 AV: 23
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]
m/z= 519.37-533.26
m/z Intensity Relative Thec. Mass Delta RDB Composition
(ppm) eguiv.
526.14693 9818l16.1 100.00
HRMS Spectra of compound 27
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'"H NMR spectra of compound 28
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13C NMR spectra of compound 28

AKL-OME-OME #5-88 RT: 0.02-0.30 AV: 84 SB: 326 0.80-1.90 NL: 6.44E8
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]
100~ 466.18702

90 MeO
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703
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£y
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Relative Abundance
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n W
[=T =1
pepn bl

OMe

10
181.03824 438-1.82?4 525.26206
0 II|''!'|""|''I''|"''|''''|''''|'"'|"'I"|l'L'"|"''|"''|""|"''|""|""|""|""|IIII TTrITT TTrrrrrrrT T T
200 400 600 800 1000 1200
m/z
AKL-OME-OME#8-30 RT: 0.03-0.10 AV: 23
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]
m/z Intensity Relative Theo. Mass Delta RDB Composition
(ppm) equiv.
466.18682 8225717.5 100.00 466.18737 -1.17 18.5/C27H24 03 N5

HRMS Spectra of compound 28
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"H NMR spectra of compound 29
GANGA
OMe
MeO o N:N\/@
XN OMe
R\
N-N
i 29
190 170 150 130 110 90 80 70 60 50 40
f1 (ppm)

13C NMR spectra of compound 29
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AKL-OME-3,4,-OME #5-88 RT: 0.02-0.30 AV: 84 SB: 326 0.80-1.90 NL: 7.73E6
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]

496.19768

1004
= MeO
907
80
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2 =
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] ]
T 404
£ .3
304
ogd 151.07558
103
3, 181.03792 468.193_1'1 551_5__2?221
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200 400 600 800 1000
m'z
AKL-OME-3,4,-OME#8-30 RT: 0.03-0.10 AV: 23
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]
m/z Intensity Relative Theo. Mass | Delta RDEBE Composition
(ppm) equiv.
496.19764| 8415012.0 100.00 496.19793 -0.58 18.5/C28 H26 04 N5

HRMS Spectra of compound 29
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"H NMR spectra of compound 30
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3C NMR spectra of compound 30

AKL-OME-3-4-5-OME #5-87 RT: 0.02-0.30 AV: 83 SB: 327 0.80-1.90 NL: 5.70E6
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]

100 MeO 526.20865
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AKL-OME-3-4-5-CME#8-30 RT: 0.03-0.11 AV: 23
T: FTMS {1,1} + p ESTI Full ms [100.00-2000.00]
m/z= 511.54-535.60
m/z Intensity Relative Theo. Mass Delta RDB Composition
(ppm) equiv.
526.20860 3728560.8 100.00 526.20850 0.1% 18.5/C25Hzg Os Ns

HRMS Spectra of compound 30

41



05-545-M0001-AKL-3-OME-F
GANGA

e [P l

10.5 9.0 8.0 7.0 6.0 5.0 4.0 3.0 2.0 1.0 0.0
f1 (ppm)

'"H NMR spectra of compound 31
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3C NMR spectra of compound 31

42



AKL-30ME-F #5-87 RT: 0.02-0.30 AV:83 SB: 327 0.80-1.90 NL: 1.26E7
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]

100— 514.18805
905 OMe F
] MeO
803
o ?0§ MeO
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AKL-30ME-F#8-30 RT: 0.03-0.11 AV: 23
T: PTMS {1,1} + p ES5I Full ms [100.00-2000.00]
m/z= 432.59-649.15
m/z Intensity Relative Theco. Mass Delta RDB Compesition
(prm) eguiv.
514.1889¢6 71719.3 100.00 514.18851 0.88 18.5/C28 Ha5 04 N5 F
HRMS Spectra of compound 31
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"H NMR spectra of compound 32
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I3C NMR spectra of compound 32
[AKL3-OME-GL #5.87 RT.0.02-030 AV: 83 SB: 326 0.80-100 NL 7.64E6
T: FTMS {1,1) + p ESI Full ms [100.00-2000.00]
10— 530.15909
3 OMe Cl
903 MeO
803
. 703 MeO
e .
5 607
é 50
g .
g 405
g2 3
a0+
20}
] 552.14183
103 330.13442
3 377.13780 471.13560 502-1|5433 ‘ A
G_|||||||||:I|l|||||||||||||||||"||||||||l||||L|||||
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miz
AKL-3-OME-CL#8-30 RT: 0.03-0.11 AV: 23
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]
m/z= 470.60-542.79
m/z Intensity Relative Theo. Mass Delta RDB Composition
(ppm)  equiv.
530.15918 5905668.0 100.00 530.15896 0.43 18.5 C23H25 04 N5 C1

HRMS Spectra of compound 32
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'"H NMR spectra of compound 33
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3C NMR spectra of compound 33
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AKL-3-OME-CF3 #5-87 RT: 0.02-0.30 AV:83 SB:326 0.80-1.90 NL: 1.40E7
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]
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AKL-3-OME-CF3#8-30 RT: 0.03-0.11 AV: 23
T: ¥TMS {1,1} + p E5I Full ms [100.00-2000.00]
m/z= 556.89-570.98
m/z Intensity Relatiwve Theo. Mass Delta RDB Composition
(ppm) equiv.
564.18559 15510881.0 100.00 564.18532 0.49 18.5Co5 H25 04 N5 E3

HRMS Spectra of compound 33
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"H NMR spectra of compound 34
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13C NMR spectra of compound 34
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"H NMR spectra of compound 35
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13C NMR spectra of compound 35
[AKL-3-OME-3-4-OME #5-88 RT: 0.02-0.30 AV: 84 SB:326 0.80-1.90 NL: 7.90E3
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]
557.19275
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m/z
AKL-3-CME-3-4-OME#8-30 RT: 0.03-0.10 AV: 23
T: FTMS {1,1} + p ESI Full ms [100.00-2000.00]
m/z= 555.10-556.78
m/z Intensity Relative Theo. Mass Delta RDB Composition
(ppm) eguiv.
556.22089 6579.2 100.00 556.21906 3.29 18.5|C30 Hzn Og Ns

HRMS Spectra of compound 35
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13C NMR spectra of compound 36
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