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1. Investigation of anti-proliferative activity of gibberellic acid -based aminodiols

Table S1. Anti-proliferative activity of gibberellic acid -based aminodiol derivatives

Entry | Compounds Concentration Growth inhibition (%) = SEM
(LM) HeLa SiHa MDA-MB-231 A2780 NIH/3T3
1 4 10 26.93 £ 1.55 23.34+0.63 <20 <20
30 25.90 +3.20 56.97+1.16 31.65+1.49 49.88 £1.76
) 5 10 22.33+£5.01 <20 <20 30.42+£0.22
30 51.04 £9.48 48.32 +£4.04 6491 +1.91 51.58 £2.69
3 6 10 21.36+1.70 <20 <20 25.31+£0.27
30 63.14 + 1.81 65.87 +2.48 85.10+1.38 61.89+1.25
4 - 10 <20 2891 +£1.16 <20 <20
30 44.96 + 0.97 94.29 + 1.48 70.38 +0.07 65.04 £2.44 nd
5 3 10 27.53+0.41 29.68 +1.54 <20 39.47+1.27 e
30 98.05+0.07 98.38 +0.44 97.52 +0.67 96.38 +£0.13
6 9 10 <20 26.61 £1.02 <20 <20
30 30.62+4.19 53.60+1.92 <20 45.80 £ 1.62
7 10 10 38.52+2.02 39.12+1.82 31.20+0.77 22.24+1.93
30 97.93+£0.11 97.08 £ 0.08 94.51 +1.05 96.46 + 0.76
2 1 10 <20 30.70 = 0.82 <20 31.69 +2.82
30 60.77 + 2.44 53.74£0.76 78.68 + 1.47 53.40+ 1.68
10 97.69 +0.28 97.41+£0.15 95.00 = 0.69 96.29 £ 0.59 90.43 £ 0.15
9 12 30 97.62 +0.55 97.06 + 0.20 93.72 +0.88 96.28 + 0.82 91.03 £ 0.05
I1Cso (nM) 4.14 +£0.38 4.17+0.32 7.19 +1.48 5.45 +0.31 4.57+0.23
10 97.16 £ 0.49 96.05 + 0.46 94.86 + 0.83 91.20+1.96 40.50 £ 0.86
10 13 30 96.87 +0.47 96.74 £ 0.27 96.00 = 0.92 96.74 £ 1.17 88.10+0.16
1Cso (uM) 4.38 + 0.08 4.69 = 0.17 7.49 +1.26 5.30 £ 0.41 10.88 = 0.16
10 98.08 £0.19 96.28 £ 2.13 96.57 +0.37 96.53 +0.73 88.58 +£0.97
11 14 30 97.40 + 0.34 97.84 +0.42 96.77+0.16 95.87 £ 1.06 88.65 + 0.98
1Cso (uM) 4.66 +0.21 5.25+0.86 8.04 + 0.61 5.15+0.28 5.02 £0.26
12 15 10 28.19 £ 0.88 28.61 £0.15 <20 21.91£1.50
30 96.70 + 1.54 97.95+ 0.63 95.96 + 0.69 95.48 £ 0.65
10 <20 <20 <20 <20 n.d.
13 16 30 36.00 + 2.89 22.96 +0.39 25.01+0.99 21.55+0.85




4 17 10 40.84+1.19 <20 <20 <20
30 45.65 + 1.48 47.13+1.74 36.87+ 1.58 78.87+ 1.12
s 24 10 <20 <20 <20 <20
30 53.94+221 31.90 + 1.28 4237+ 1.46 3415+ 1.77
s ’s 10 <20 <20 <20 <20
30 <20 <20 <20 <20
1 2 10 <20 <20 <20 <20
30 <20 25.88+2.53 <20 <20
8 - 10 <20 26.25 + 0.46 <20 <20
30 4552+ 1.87 44.44+ 1.84 <20 28.86+ 1.27
. 30 10 <20 <20 <20 <20
30 <20 29.52+2.00 <20 26.76 + 3.79
20 31 10 <20 <20 <20 <20
30 40.17+5.59 42.92+0.84 50.75 = 3.01 4140+ 1.13
. 1 10 <20 <20 <20 <20
30 <20 31.00 £1.43 <20 <20
” 35 10 40.15+ 121 44.58+0.74 29.39 + 1.66 42.68 £ 2.63
30 95.90 =221 98.41 +0.74 96.81 + 0.82 95.40 = 0.48
) 16 10 31.09 = 2.01 3141+ 121 46.86+ 1.05 46.73 + 1.46
30 9537 +2.87 97.69+ 0.58 95.53 + 0.83 94.81 = 0.11
o 17 10 35.80 + 0.42 3452+ 1.89 <20 35.87+0.89
30 9735+ 0.69 97.58  0.47 96.64+0.17 96.05 + 0.99
)5 18 10 26.85 + 0.53 27.95+0.93 <20 28.63 + 2.66
30 96.46+ 1.72 97.63 + 0.80 96.17 £ 0.76 95.23 + 0.66
10 42.61 +2.33 88.64 = 0.50 6751+ 1.01 83.57 = 1.21 73.88 % 1.63
Cisplatin 30 99.93 = 0.26 90.18 + 1.78 8775+ 1.10 95.02+ 0.28 97.10£0.15
ICso (M) 12.43 7.84 3.74 130 5.49

n.d.: not determined




2. Figure S1  Investigation of antioxidant activity of gibberellic acid-based aminodiols. DPPH radical scavenging activity is
represented by inhibition (%). Trolox (3,4-Dihydro-6-hydroxy-2,5,7,8-tetramethyl-2 H-1-benzopyran-2-carboxylic acid) was used as
reference antioxidant with a 20.15 uM ICs value.
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TH-, 3C- NMR spectra of new aminodiol derivatives

Figure S 2: '"H-NMR of compound 2
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Figure S 3: *C-NMR (JMOD) (JMOD) of compound 2
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Figure S 4: 'H-NMR of compound 3
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Figure S 5: *C-NMR (JMOD) of compound 3
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Figure S 6: COSY of compound 3
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Figure S 7: NOESY of compound 3
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Figure S 8: 'H-NMR of compound 4
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Figure S 9: *C-NMR (JMOD) of compound 4
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Figure S 10: COSY of compound 4
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Figure S 11: NOESY of compound 4
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Figure S 12: 'H-NMR of compound 5
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Figure S 13: *C-NMR (JMOD) of compound 5
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Figure S 14: 'TH-NMR of compound 6
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Figure S 15: *C-NMR (JMOD) of compound 6
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Figure S 16: 'TH-NMR of compound 7
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Figure S 17: *C-NMR (JMOD) of compound 7
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Figure S 18: 'H-NMR of compound 8
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Figure S 19: *C-NMR (JMOD) of compound 8
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Figure S 20: '"H-NMR of compound 9
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Figure S 21: *C-NMR (JMOD) of compound 9
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Figure S 22: 'TH-NMR of compound 10
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Figure S 23: *C-NMR (JMOD) of compound 10
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Figure S 24: HSQC of compound 10
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Figure S 25: HMBC of compound 10
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Figure S 26: 'H-NMR of compound 11

FFFFF

m ) LUJ__JULMMNLAMMM__?

L

LLL EILE

L

[ppm]

31



Figure S 27: 3*C-NMR (JMOD) of compound 11
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Figure S 28: 'H-NMR of compound 12
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Figure S 29: *C-NMR (JMOD) of compound 12
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Figure S 30: HSQC of compound 12
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Figure S 31: HMBC of compound 12
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Figure S 32: 'H-NMR of compound 13
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Figure S 33: *C-NMR (JMOD) of compound 13
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Figure S 34: 'H-NMR of compound 14
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Figure S 35: *C-NMR (JMOD) of compound 14
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Figure S 36: 'H-NMR of compound 15
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Figure S 37: *C-NMR (JMOD) of compound 15
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Figure S 38: 'H-NMR of compound 16
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Figure S 39: *C-NMR (JMOD) of compound 16
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Figure S 40: '"H-NMR of compound 17
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Figure S 41: *C-NMR (JMOD) of compound 17
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Figure S 42: 'TH-NMR of compound 18
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Figure S 43: *C-NMR (JMOD) of compound 18
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Figure S 44: '"H-NMR of compound 19
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Figure S 45: *C-NMR (JMOD) of compound 19
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Figure S 46: '"H-NMR of compound 20
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Figure S 47: ¥*C-NMR (JMOD) of compound 20
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Figure S 48: 'H-NMR of compound 21
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Figure S 49: *C-NMR (JMOD) of compound 21
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Figure S 50: 'H-NMR of compound 22
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Figure S 51: *C-NMR (JMOD) of compound 22
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Figure S 52: 'H-NMR of compound 23
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Figure S 53: *C-NMR (JMOD) of compound 23
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Figure S 54: 'H-NMR of compound 24
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Figure S 55: *C-NMR (JMOD) of compound 24
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Figure S 56: 'H-NMR of compound 25
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Figure S 57: *C-NMR (JMOD) of compound 25
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Figure S 58: 'H-NMR of compound 26
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Figure S 59: *C-NMR (JMOD) of compound 26
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Figure S 60: 'H-NMR of compound 27
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Figure S 61: *C-NMR (JMOD) of compound 27

00LE0LL =
80E80LL —

OLETELL —
FLS96LL I,,_,
008021 —

viegozl
sEIV T =
OLEV 1T} —|

1elezl -

€089 LLL —

[l

|

[ppm]

T
150

T
200

66



Figure S 62: 'TH-NMR of compound 28
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Figure S 63: *C-NMR (JMOD) of compound 28
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Figure S 64: 'TH-NMR of compound 29
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Figure S 65: *C-NMR (JMOD) of compound 29
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Figure S 66: 'H-NMR of compound 30
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Figure S 67: *C-NMR (JMOD) of compound 30
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Figure S 68: 'H-NMR of compound 31
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Figure S 69: *C-NMR (JMOD) of compound 31
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Figure S 70: HSQC of compound 31

J

-

ﬂw#.

=

2 F2 [ppm]

75




Figure S 71: HMBC of compound 31
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Figure S 72: 'H-NMR of Azido diol derivative
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Figure S 73: *C-NMR (JMOD) of Azido diol derivative
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Figure S 74: 'H-NMR of compound 32
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Figure S 75: *C-NMR (JMOD) of compound 32
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Figure S 76: 'H-NMR of compound 33
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Figure S 77: ¥*C-NMR (JMOD) of compound 33
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Figure S 78: COSY of compound 33
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Figure S 79: NOESY of compound 33
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Figure S 80: HSQC of compound 33
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Figure S 81: HMBC of compound 33
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Figure S 82: 'H-NMR of compound 34
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Figure S 83: *C-NMR (JMOD) of compound 34
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Figure S 84: 'H-NMR of compound 35
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Figure S 85: *C-NMR (JMOD) of compound 35
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Figure S 86: 'H-NMR of compound 36
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Figure S 87: *C-NMR (JMOD) of compound 36
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Figure S 88: 'H-NMR of compound 37
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Figure S 89: *C-NMR (JMOD) of compound 37
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Figure S 90: 'H-NMR of compound 38
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Figure S 91: *C-NMR (JMOD) of compound 38
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Figure S 92: NOESY of compound 38
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Figure S 93: COSY of compound 38
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Figure S 94: HSQC of compound 38
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Figure S 95: HMBC of compound 38
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Table S2: CDocker energy values for compounds 12, 13 and 14

Pim-1 AKT MAP RAFI ALK
CDocker No. CDocker No. CDocker No. CDocker No. CDocker No.
energy | interactions | energy | interactions | energy | interactions | energy | interactions | energy | interactions
12 -11.2234 1 -13.4305 1 -23.4897 0 -16.4574 0 -43.4401 8
13 -9.1276 0 -10.7763 1 -21.4457 0 -14.6789 1 -46.6684 5
14 -10.8743 0 -9.7745 0 -19.7651 0 -15.6872 0 -45.2367 5

Figure S 96: Plot of Polar Surface Area (PSA) vs. LogP for a standard and test set showing the 95% and 99% confidence limit ellipses
corresponding to the Blood Brain Barrier and Intestinal Absorption models of compounds 12, 13 and 14

ADMET_AlogP98 vs. ADMET_PSA_2D

I - DMET_AlogPos
I 2 bsorption-35
Absorption-99
N EeE-o5
EBB-99

~
w0 | ™~
& ™ | ™~
o \ . e
o
K] \ \ \\
< \
= \
w 32 X
2 .
= | \
| |
0 H""*—- :-----""--___ J_.// /
"""-h-._____\__ — I
—— _\_\_\_\_—-\_-__-_ -P_ﬂ__l.-/
-2
-50 -25 a 25 50 75 100 125 150

ADMET_PSA_2D

101



Table S3: In silico ADMET properties

In silico ADMET properties

Compounds BBB level Absorption | Solubility C YP2D6 PPB level
level level inhibition

0 2 0 2 0 (non- 1
(medium) (good) (low) inhibitor) (>90%)

13 2 0 2 0 (non- 2
(medium) (good) (low) inhibitor) (>95%)

14 2 0 2 0 (non- 2
(medium) (good) (low) inhibitor) (>95%)
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