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Figure S1. MS analysis of 4-chloro-2’-hydroxychalcone (3)
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Figure S2. HPLC analysis of 4—cf110r0—2’—hydroxychalcone 3)
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Figure S3. 'H NMR spectrum (0, acetone-d6, 600 MHz) of 4-chloro-2’-hydroxychalcone (3)
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Figure S5. *C NMR spectrum (0, acetone-d6, 151 MHz) of 4-chloro-2’-hydroxychalcone (3)




—194.90
—164.52
—144.61

I Cl

OH (o]
1
bl
C=0

|

, B—
T T T T T T T T T T T

195 180 185 180 175 170 165 160 155 150 145

f1 (ppm)

Figure S6. 3C NMR spectrum expansion (6, acetone-d6, 151 MHz) of 4-chloro-2’-hydroxychalcone (3)
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Figure S7. 3C NMR spectrum expansion (9, acetone-d6, 151 MHz) of 4-chloro-2’-hydroxychalcone (3)



|

i

f1 (ppm)

T T T T T T T T T T T T T
12 11 10 9 8 6
f2 (ppm)
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Figure S14. HMBC contour map — 'H x 13C expansion of 4-chloro-2’-hydroxychalcone (3)
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Figure S15. 4-Chloro-2’-hydroxychalcone (3) physicochemical and ADME parameters prediction using the
SwissADME modelling
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Figure $16. MS analysis of 5’-chloro-2’-hydroxychalcone (6)
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Figure S17. HPLC analysis of 5’-chloro-2’-hydroxychalcone (6)
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Figure S18. 'H NMR spectrum (0, acetone-d6, 600 MHz) of 5’-chloro-2’-hydroxychalcone (6)
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Figure S20. *C NMR spectrum (0, acetone-d6, 151 MHz) of 5'-chloro-2’-hydroxychalcone (6)
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Figure S22. 3C NMR spectrum expansion (6, acetone-d6, 151 MHz) of 5'-chloro-2’-hydroxychalcone (6)
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Figure S25. HMQC contour map — 'H x 3C of 5’-chloro-2"-hydroxychalcone (6)
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Figure 526. HMQC contour map — 'H x 3C expansion of 5'-chloro-2’-hydroxychalcone (6)
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Figure S27. HMBC contour map —'H x 13C of 5’-chloro-2’-hydroxychalcone (6)
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Figure 528. HMBC contour map — 'H x 13C expansion of 5’-chloro-2’-hydroxychalcone (6)
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Figure $29. HMBC contour map — 'H x 13C expansion of 5'-chloro-2’-hydroxychalcone (6)
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Figure S30. 5'-Chloro-2’-hydroxychalcone (6) physicochemical and ADME parameters prediction using the
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Figure S33. '"H NMR spectrum (0, acetone-d6, 600 MHz) of 4-chlorodihydrochalcone 2’-O-$-D-(4"-O-methyl)-
glucopyranoside (3a)
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Figure $34. 'H NMR spectrum expansion (6, acetone-d6, 600 MHz) of 4-chlorodihydrochalcone 2’-O--D-(4"-O-
methyl)-glucopyranoside (3a)
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Figure $35. 'H NMR spectrum expansion (6, acetone-d6, 600 MHz) of 4-chlorodihydrochalcone 2’-O--D-(4"-O-
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Figure S36. 3C NMR spectrum (6, acetone-d6, 151 MHz) of 4-chlorodihydrochalcone 2’-O-$-D-(4""-O-methyl)-
glucopyranoside (3a)
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Figure S37. 13C NMR spectrum expansion (6, acetone-d6, 151 MHz) of 4-chlorodihydrochalcone 2’-O--D-(4"-O-
methyl)-glucopyranoside (3a)
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Figure S39. COSY contour map — 'H x 'H of 4-chlorodihydrochalcone 2’-O-$-D-(4""-O-methyl)-glucopyranoside (3a)
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Figure 540. COSY contour map — 'H x 'H expansion of 4-chlorodihydrochalcone 2’-O-3-D-(4""-O-methyl)-
glucopyranoside (3a)
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Figure S41. COSY contour map — 'H x 'H expansion of 4-chlorodihydrochalcone 2’-O-$-D-(4""-O-methyl)-

glucopyranoside (3a)
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Figure S42. HMQC contour map — 'H x 3C of 4-chlorodihydrochalcone 2’-O-3-D-(4"’-O-methyl)-glucopyranoside (3a)
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Figure S44. HMQC contour map — 'H x 3C expansion of 4-chlorodihydrochalcone 2’-O-8-D-(4"-O-methyl)-
glucopyranoside (3a)
l a
OH O
~, o
HO o0
OH
_ S O P 1 1 1
r20
—— s ] " "
40
— "
E 1
_ ¥ t 60
' ]
— P 80
s : 100
5
] . g
5 r20
——— .I‘! []
— " L ] 140
—1 " L} 160
180
— L | 200
3 ' !.
l 220

T T T T T T T T T T
6 5
f2 (ppm)
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Figure 548. HMBC contour map — 'H x 3C expansion of 4-chlorodihydrochalcone 2’-O-$-D-(4""-O-methyl)-
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Figure S49. HMBC contour map — 'H x 3C expansion of 4-chlorodihydrochalcone 2’-O-8-D-(4"’-O-methyl)-
glucopyranoside (3a)



N
o
!l

A R A A NSNS L a5

Figure S50. HMBC contour map — 'H x 13C expansion of 4-chlorodihydrochalcone 2’-O-$-D-(4"-O-methyl)-

4"OCH;
26335
64 5 r a P |
6" 3" 4
Mo FU b - . Il Y MM«J‘NU I "L)L
Il
Al
i
f
1l
W !
T T T T T T T T T T
7.5 7.0 6.5 6.0 4.5 4.0 35 3.0

5.5
f2 (ppm)

glucopyranoside (3a)

-198.0

F198.5

r199.0

F199.5

-200.0

200.5

F201.0

F201.5

202.0

F202.5

F203.0

[F203.5

F204.0

F204.5

"o

L]

FLEX

INSATU

SMILES - cc@@H]10C)0)0
Physicochemical Properties

Formula C22H25CI07

Molecular weight 436.88 g/mol

Num. heavy atoms 30

Num. arom. heavy atoms 12

Fraction Csp3 041

Num. rotatable bonds 8

Num. H-bond acceptors 7

Num. H-bond donors 3

Molar Refractivity 109.82

TPSA 105.45 A
Lipophilicity

Log Py (ILOGP) 3.19

Log Py, (XLOGP3) 195

Log Pys, (WLOGP) 199

Log Pyp, (MLOGP) 0.81

Log Py, (SILICOSHT) 273

Consensus Leg Pogy 214

LIPO

INSOLU

OCC10[C@@H](Oc2eceec2C(=0)CCe2ecc(cc2)ChHC@H]

SIZE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2CA19 inhibitor
CYP2C9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log K, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility

-3.65

1.25e-01 mg/mi ; 2.85e-04 mol/l
Soluble

-3.79
7.10e-02 mg/mi ; 1.62e-04 mol/l
Soluble
-4.70
8.70e-03 mg/mi ; 1.99e-05 moll
Moderately soluble
Pharmacekinetics
High
No
Yes
No
No
No
Yes
Yes
-7.58 cmis
Druglikeness
Yes; 0 violation
Yes
Yes
Yes
Yes
0.55
Medicinal Chemistry
0 alert
0 alert
Mo: 2 violations: MW=350, Rotors=7
4.85

®

Figure S51. 4-Chlorodihydrochalcone 2’-O--D-(4"-O-methyl)-glucopyranoside (3a) physicochemical and ADME

parameters prediction using the SwissADME modelling

f1 (ppm)



Eventtt: 1 Product lon Scan[E-] Precursor: 4511238 CE:15.0 Ret. Time : [1.600->2.467] Scan#t: [97->149]
Inten. (x100,000} Base Peak: 451/214,310
50 m'z 153 Abs. Inten. 0 Rel Inten. 0.00]

u agq

275

0.
1000 1250 1500 1750 2000 2250 2500 2750 3000 3250  350.0 3750 4000 4250 4500 4750  mz

Figure S52. MS analysis of 4-chloro-2’-hydroxydihydrochalcone 5’-O--D-(4"'-O-methyl)-glucopyranoside (3b)
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Figure S72. 4-Chloro-2’-hydroxydihydrochalcone 5'-O--D-(4""-O-methyl)-glucopyranoside (3b) physicochemical and

ADME parameters prediction using the SwissADME modelling
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Figure S73. MS analysis of 4-chloro-2’-hydroxydihydrochalcone 3-O--D-(4"-O- methyl) glucopyran051de (3¢)
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Figure S75. '"H NMR spectrum (0, acetone-d6, 600 MHz) of 4-chloro-2’-hydroxydihydrochalcone 3-O--D-(4""-O-

methyl)-glucopyranoside (3c)
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Figure 576. '"H NMR spectrum expansion (6, acetone-d6, 600 MHz) of 4-chloro-2’-hydroxydihydrochalcone 3-O-$-D-

(4””-O-methyl)-glucopyranoside (3c)
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Figure S77. '"H NMR spectrum expansion (6, acetone-d6, 600 MHz) of 4-chloro-2’-hydroxydihydrochalcone 3-O--D-
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Figure S78. °C NMR spectrum (0, acetone-d6, 151 MHz) of 4-chloro-2’-hydroxydihydrochalcone 3-O-g-D-(4"-O-
methyl)-glucopyranoside (3c)
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Figure S79. 3C NMR spectrum expansion (6, acetone-d6, 151 MHz) of 4-chloro-2’-hydroxydihydrochalcone 3-O-3-D-
(4”-O-methyl)-glucopyranoside (3c)
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Figure S81. COSY contour map — 'H x 'H of 4-chloro-2’-hydroxydihydrochalcone 3-O-g-D-(4"-O-methyl)-
glucopyranoside (3c)
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Figure S85. HMQC contour map — 'H x 13C expansion of 4-chloro-2’-hydroxydihydrochalcone 3-O--D-(4""-O-methyl)-
glucopyranoside (3c)
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Figure S87. HMBC contour map — 'H x 13C of 4-chloro-2’-hydroxydihydrochalcone 3-O-f-D-(4"-O-methyl)-
glucopyranoside (3¢c)
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glucopyranoside (3c)
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Figure S90. HMBC contour map — 'H x 1*C expansion of 4-chloro-2’-hydroxydihydrochalcone 3-O--D-(4""-O-methyl)-
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Figure S91. HMBC contour map — 'H x 13C expansion of 4-chloro-2’-hydroxydihydrochalcone 3-O--D-(4""-O-methyl)-
glucopyranoside (3c)
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Figure §93. 4-Chloro-2’-hydroxydihydrochalcone 3-O-3-D-(4"-O-methyl)-glucopyranoside (3¢c) physicochemical and

ADME parameters prediction using the SwissADME modelling
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Figure S94. MS analysis of 5’-chlorodihydrochalcone 2’-O-$-D-(4"-O-methyl)-glucopyranoside (6a)
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Figure $95. HPLC analysis of 5'-chlorodihydrochalcone
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Figure S96. 'H NMR spectrum (0, acetone-d6, 600 MHz) of 5’-chlorodihydrochalcone 2’-O-8-D-(4"’-O-methyl)-

glucopyranoside (6a)
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Figure 597. 'TH NMR spectrum expansion (6, acetone-d6, 600 MHz) of 5'-chlorodihydrochalcone 2’-O--D-(4"-O-
methyl)-glucopyranoside (6a)
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Figure S98. 'H NMR spectrum expansion (6, acetone-d6, 600 MHz) of 4-chlorodihydrochalcone 2’-O-g-D-(4"-O-
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Figure $101. *C NMR spectrum expansion (6, acetone-d6, 151 MHz) of 5'-chlorodihydrochalcone 2’-O-$-D-(4"-O-
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Figure S102. COSY contour map — 'H x 'H of 5'-chlorodihydrochalcone 2’-O--D-(4""-O-methyl)-glucopyranoside (6a)
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Figure S114. 5'-Chlorodihydrochalcone 2’-O-$-D-(4"-O-methyl)-glucopyranoside (6a) physicochemical and ADME
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Figure 5123. COSY contour map — 'H x 'H of 4-chloro-2’-hydroxydihydrochalcone 5'-chloro-2’-hydroxychalcone 3-O-
B-D-(4"-O-methyl)-glucopyranoside (6b)
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Figure 5126. HMQC contour map — 'H x 3C of 5’-chloro-2’-hydroxychalcone 3-O-3-D-(4""-O-methyl)-glucopyranoside
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Figure 5128. HMQC contour map — 'H x 13C expansion of 5'-chloro-2’-hydroxychalcone 3-O-8-D-(4"-O-methyl)-
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Figure S129. HMBC contour map — 'H x *C of 5’-chloro-2’-hydroxychalcone 3-O-f-D-(4"-O-methyl)-glucopyranoside
(6b)



%E Fi10
= 115
2 —
43 - 120
Sa—"[_ s
6 —;: 125
6 x 130
2
3 F135 =
E
4' g
gf Fi40 &
3
< 145
S :
3 i 150
3
: 155
3
3 3 160
2 - __ 2
3 F165
]
T T T T T T T T T T
13.05 13.00 12.95 12.90 12.85 12.80 12.75 12.70 12.65 12.60
2 (ppm)
Figure S130. HMBC contour map — 'H x *C expansion of 5'-chloro-2’-hydroxychalcone 3-O-3-D-(4"-O-methyl)-
glucopyranoside (6b)
OH
o o .
HO-
OH
s
> | |
o
" Tl .y sl {
0 U ___Jl'\ J\,_ o N UlJl-t*'.Jﬁ'L___ B RO LV, RV ¥
2 — a "“: )
4 120
3‘1"31 Paran i ! A
&g S0 51
6 Ul 125
6 Fiz0
5 £
=
135
1] A
==
L 140
1 145
B —

T T T T T T T T T T T T T T T
8.4 8.3 8.2 8.1 8.0 79 7.8 7.7 76 7.5 74 7.3 7.2 7.1 7.0
f2 (ppm)

Figure S131. HMBC contour map — 'H x 1*C expansion of 5'-chloro-2’-hydroxychalcone 3-O-$-D-(4""-O-methyl)-
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Figure §134. 5'-Chloro-2"-hydroxychalcone 3-O-f-D-(4""-O-methyl)-glucopyranoside (6b) physicochemical and ADME

parameters prediction using the SwissADME modelling
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Figure S135. 2’-Hydroxychalcone (7) physicochemical and ADME parameters prediction using the SwissADME




