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Table S1. Cytotoxicity data (Glso in pM) for the synthesized cyclolignans

Compound A-549 HT-29 MEL-28
1 0.012 0.012 -

2 0.12 0.012 0.23
3 0.27 0.27 0.27
4 0.22 0.22 0.22
5 0.27 0.27 0.27
6 10 2.1 12

7 2.6 2.6 2.6

8 23 23 23

9 0.061 0.061 0.061
9a 0.024 0.024 0.024
9b 0.024 0.024 0.024
10 9.7 12 9.7
11 2.5 2.5 2.5
12 1.9 1.9 1.9
13 0.92 0.92 0.92
14 9.2 9.2 9.2
15 1.7 1.7 -

16 >9.7 >9.7 >9.7
17 >9.5 >9.5 >9.5
18 >9.1 >9.1 >9.1
19 >9.4 >9.4 9.4
20 >8.4 >8.4 8.4
21 1.0 0.50 1.0
22 >9.7 >9.7 >9.7
28 4.7 0.95 -

29 0.92 0.92 -

30 0.92 0.92 -

31 0.87 0.09 -

32 >8.3 0.83 -




Table S2: Swissadme results for compounds synthesized in this work.

Lipinski | #Rotatable | #H-bond | #H-bond
Compound MW #Vicl))lations bonds acceptors | donors TPSA Log P
1 414.41 0 4 8 1 92.68 2.28
2 426.42 0 7 8 0 89.52 2.93
3 469.44 0 8 9 0 118.27 2.81
4 452.45 0 8 8 0 89.52 3.31
5 466.48 0 8 8 0 89.52 3.59
6 482.48 0 9 9 0 98.75 3.52
7 454.47 0 8 8 1 92.68 3.24
8 426.46 0 7 7 2 86.61 3.02
9 410.42 0 4 7 0 72.45 3.34
9a 410.42 0 4 7 0 72.45 3.37
9b 410.42 0 4 7 0 72.45 3.37
10 502.46 1 7 10 0 89.52 4.19
11 514.53 1 7 8 1 101.13 4.17
12 528.55 1 8 8 1 101.13 4.49
13 542.58 1 7 8 1 101.13 4.81
14 528.55 1 7 8 1 101.13 4.49
15 583.42 1 7 8 1 101.13 5.24
16 515.51 1 7 9 0 98.48 4.42
17 529.54 1 7 9 0 98.48 4.74
18 549.96 1 7 9 0 98.48 4.93
19 531.58 1 7 8 0 113.58 4.92
20 599.57 1 8 11 0 113.58 5.94
21 515.51 1 7 9 1 114.02 3.53
22 516.50 2 7 10 1 126.91 3.00
28 527.59 1 8 8 0 118.06 341
29 541.61 1 9 8 0 118.06 3.72
30 543.59 1 9 9 1 138.29 2.64
31 575.63 1 8 8 0 118.06 4.17
32 605.65 1 9 9 0 127.29 4.14




Table S3: Additional Swissadme results for compounds synthesized in this work.

Compouna] O | BBB T Pep TCYPIAZ [CYPICIS] CYP2CH [ CYP2DS
absorption | permeant | substrate | inhibitor | inhibitor | inhibitor | inhibitor

1 High No No No No No Yes
2 High No No No Yes Yes Yes
3 High No No No Yes Yes Yes
4 High No No No Yes Yes Yes
5 High No No No Yes Yes Yes
6 High No No No Yes Yes Yes
7 High No No No Yes Yes Yes
8 High No Yes No No Yes Yes
9 High Yes No No Yes Yes Yes
9a High Yes No No Yes Yes Yes
9b High Yes No No Yes Yes Yes
10 High No No No Yes Yes Yes
11 High No Yes No No Yes Yes
12 High No Yes No No Yes Yes
13 High No Yes No No Yes Yes
14 High No Yes No No Yes Yes
15 Low No Yes No No Yes Yes
16 High No Yes No No Yes Yes
17 High No Yes No No Yes Yes
18 High No Yes No No Yes Yes
19 Low No Yes No No Yes Yes
20 Low No Yes No No Yes No
21 High No Yes No No Yes Yes
22 High No Yes No No Yes Yes
28 High No No No Yes Yes Yes
29 High No No No Yes Yes Yes
30 High No No No No Yes Yes
31 High No Yes No Yes Yes Yes
32 Low No Yes No No Yes Yes




Table S4. '3C NMR data for thiazolidines 28-32

"0
Ny Ly
[« N ! ‘_'(OL"
s
1°<o¢§:om-|
g 3" Hsco_ 3"
e 2 N 1™ o 1 o] - o - o
mg,)%j\og;, \/\QNJgs-- H°\/\9N ,/ﬁ ©\‘9NJ§3-- @gN,/gg..
ot . g v SRV
C 28 29 30 31 2
1 126.4/125.6 | 127.6/1265 | 126.5/125.7 | 126.0 126.0
2 | 128.6/129.2 128.5 128.2/128.5 128.9 128.7
3 109.7/109.4 | 109.7/109.4 | 109.7/109.5 109.6 109.6
4 148.0 148.0 148.0 148.0 148.0
5 147.0/146.9 | 147.0/146.9 147.1 146.9 146.9
6 | 107.4/107.6 | 107.4/107.6 107.5 107.5 107.5
7 | 127.5/129.5 | 127.6/129.5 | 128.5/130.3 126.1 _ |126.9/128.7
8 | 129.2/129.5 | 129.5/129.7 | 129.5/129.4 |  128.9 129.2
9 63.6/64.7 | 64.1/65.1 | 65.4/66.6 66.4 66.7
10 101.2 101.2 101.3 101.2 101.2
' | 137.8/138.0 137.8 137.8 | 137.8/138.0]  138.1
26" | 105.1/105.0 104.9 104.9 104.9 104.9
3.5 153.1 153.1 153.1 153.0 153.0
g 137.2 137.1 137.1 136.9 136.9
7 46.9/47.6 | 46.8/475 | 46.9/47.6 46.5 46.8/47.7
g 48.0/472 | 47.8/475 | 48.0/473 48.9 48.6/49.2
o | 172.3/172.0 | 172.3/172.0 172.4 1723 |172.6/171.9
10°. 12° 56.1 56.1 56.2 56.0 55.9/56.0
1 60.8 60.8 / 60.3 60.8 60.8 60.8
9'- 52.4 524 52.5 524 52.4
2 322329 | 32.1/32.8 | 31.9/32.7 32.7 32.7/33.1
37 | 170.9/1704 | 171.1/170.7 172.1 171.1/170.9] _ 170.9
7 | 367373 | 43.4/44.0 44.7 137.8_ |130.1/130.9
2" 11.8 19.7/19.8 60.8 123.0 125.1
3 110/ 14.1 128.9 114.1
R 125.8 157.7
5 128.9 114.1
6 123.0 125.1
4 55.3/55.4




Table S5. Correlations and assignments for compound 11 (6 in ppm).

"

d13C TYPE* HMQC’ 3 'H HMBC, 8 'H Assigned

(/in Hz)
46,1 CH 4,65d 6,70's, 6,355, 4,50 sa 7
47,7 CH 4,50 sa 7,38 sa, 4,65d 8’
52,7 CH3 3,65s 9’-OCHj;
56,0 CH; 3,69 3’,5’-OCHj3
60,7 CH; 3,74 s 4’-OCH3
101,3 CH; 5,95d,5,93d 10
104,8 CH 6,35s 6,35s,4,65d 2,5
107,9 CH 6,61 sa 7,38 sa 6
109,6 CH 6,70 s 4,65d 3
122,0 C 4,65 d, 4,50 sa 8
122,7 CH 7,15 m 4,57
126,0 C 6,70s,4,65d 1
129,2 CH 7,38 sa 6,61 sa, 4,50 sa 7
130,1 C 7,38 sa,4,65d 2
136,7 C 6,355s,3,74 s 4
138,0 C 4,65 d, 4,50 sa I
147,0 C 6,70's,6,61 sa,5,95d,5,93d 5
148,3 C 6,70's,6,61 sa,5,95d,5,93d 4
151,5 C 7,38 sa, 4,50 sa
153,0 C 6,355,3,69s 3,5
173,2 C 4,65 d, 4,50 sa, 3,65 s 9’

* Carbon type according to DEPT experiment



Table S6. Correlations and assignments for compound 12 (6 in ppm):

o_si N 6"
o (L
Z Sy YC0ocH;CH,
6 ¥
ndo” Sy o,
CH,
d13C TYPE* HMQC’ 3 'H HMBC, 8 'H Assigned
(/in Hz)
14,0 CH3 1,14 t (4,13 dc) 9’-OCH>CH3
46,0 CH 4,64 sa 6,70's, 6,36 s 7
48,2 CH 4,39 sa 4,64 sa 8’
56,1 CH3 3,71s 3’,5’-OCHj3
60,7 CHs 3,73 s 4’-OCH;
61,7 CH 4,13 dc 1,14t 9’-OCH,CH3
101,4 CH; 5,98s,5,97 s 10
104,7 CH 6,36 s 6,36 s,4,64 sa 2,6’
108,2 CH 6,76 s 6
109,6 CH 6,70 s 3
123,1 CH/CH 7,16 m 7/4”,5”
1258 C 6,70's, (4,64 sa) 1
130,6 C 6,76 s, (4,64 sa), 4,39 sa 2
136,9 C 6,36s,3,73 s 4
137,7 C 4,64 sa 1’
147,0 C 6,76s,6,70s, 5,98 s, 5,97 s
148,6 C 6,76s,6,70s,5,98s,5,97 s 4
151,2 CH 9
153,1 C 6,365,371 s 35
172,4 C (4,39 sa), (4,13 dc) 9

* Carbon type according to DEPT experiment



Table S7. Correlations and assignments for compound 13 (6 in ppm):

CH;
o
N4 €H;
0§ P (4
m<0 D‘ ,
™ coocH,
6' ; 2
o™ Sy Noch,
T
83C TYPE* HMQC’ 3 'H HMBC, § 'H Assigned
(Jin Hz)

20,3 CH, 2,30s 4, 5°-CHs
46,2 CH 4,63d 6,70's, 6,36 s, 4,48 d 7
47,7 CH 4484d 731s,4,63d 8’
52,7 CH; 3,67s 9°-OCH;
56,1 CH; 3,69s 3’,5°-OCHj
60,7 CH; 3,73s 4°-OCHj
101,3 CH, 5,964d,595d 10
104,7 CH 6,36 6,36's,4,63 d 2°,6°
108,0 CH 6,65s 731s 6
109,6 CH 6,70 s 4,63d 3
110,7" CH 2,30's 3
119,27 CH 230s 6
122,2 C 4,63 d,4,48d 8
126,1 C 6,70 s 1
128,3 CH 731s 6,65 s, 4,48 d 7
130,3 C 7,31s,6,65s,4,63d,4,48d 2
131,18 C 2,30's 4>
132,38 C 230s 5
136,8 C 6,36's,3,73 s 4
137,9 C 4,63 d,4,48d I
146,9 C 6,70's,5,96d, 5,95 d 5
148,2 C 6,65s,5,96d,5,95d 4
150,5 C 731s,4,484d 9
153,0 C 6,36, 3,69 s 3,5
173,3 C 4,63 d,4,484d,3,67s 9’

* Carbon type according to DEPT experiment
# 3 Interchangeable signals



Table S8. Correlations and assignments for compound 14 (6 in ppm):

OCH;
N y
o s Ll )=h
mg @‘ |
Z 5 “oocH,
6' ; 2
w07 Y NocH,
il
§13C  TYPE* ng?fhi)lH HMBC, 5 'H Assigned
46,1 CH 4,65d 6,708, 6,34 s,4,46 d 7’
47,7 CH 446d (7,37 s),4,65d 8’
52,8 CH; 3,69s 9’-OCH3
55,6 CH; 381ls 4>°-OCHj3;
56,1 CH3 371s 3’, 5’-OCH;
60,7 CH3 3,73 s 4’-OCHj3;
101,4 CH; 5,97d,5,96d 10
104,8 CH 6,34 s 6,34 s,4,65d 2°,6’
108,1 CH 6,66 s 6
109,6 CH 6,70 s 4,65d 3
112,6 CH 6,78 d 3,67
121,4 C 4,65d, (4,46 d) 8
126,0 C 6,70s,4,65d 1
129,0 CH 7
130,2 C 6,066s,4,65d,4,46 d 2
136,9 C 6,34s,3,73 s 4°
137,9 C 4,65d,4,46d 1’
147,1 C 6,70s,5,97d,5,96d 5
148,4 C 6,66s,5,97d,5,96d 4
150,8 C (4,46 d)
153,0 C 6,345s,3,71s 3,5
156,7 C (6,78 d), 3,81 s 4
173,4 C 4,65d,4,46d 4

* Carbon type according to DEPT experiment



Table S9. Correlations and assignments for compound 15 (6 in ppm):

€l
4"

N34 el
ostad N 6"
25 “eooen,
oA
HE0” Y NocH;
i
§13C  TYPE* ng?fhi)lH HMBC, 5 'H Assigned
46,3 CH 4,68d 6,69 s, 6,33 s,4,66 d 7’
47,6 CH 4,66d 7,15s,4,68 d 8’
53,2 CH; 382s 9’-OCH3
56,2 CH; 3,71s 3°,5’-OCH;
60,7 CH3 3,74 s 4’-OCHj3;
101,5 CH; 5,97d,594d 10
105,1 CH 6,33 s 6,33s,4,68d 2°,6’
108,2 CH 6,24 s 7,15s 6
109,6 CH 6,69 s 4,68d 3
121,3 C 4,68d,4,66d 8
125,6 C 7,15s,6,69s,4,68d 1
130,1 C 7,155s,6,24s,4,68 d 2
130,2 CH 7,15s 6,24 s,4,66d 7
137,1 C 6,33s,3,74s 4°
137,7 C 4,68d,4,66d 1’
147,0 C 6,69s,6,245s,597d,5,94d 5
148,6 C 6,69 s, 6,245s,597d,594d 4
152,9 C 7,155s,4,66d 9
153,1 C 6,33s,3,71s 3,5
174,7 C 7,15s,4,68d,4,66d 9’

* Carbon type according to DEPT experiment



Table S10. Correlations and assignments for compound 16 (6 in ppm):

9.53

10 g
doocn,

H;g'@ > @é"i'g
T
8§3C TYPE* HMQC’ 3 'H HMBC, § 'H Assigned
(Jin Hz)
46,2 CH 4,72 d (6,72 5),6,30s,4,40d 7
47,4 CH 4,40 d 7,73 s,4,72d 8’
52,7 CHs 3,65s 9’-OCH;
56,0 CH3 3,72 s 3, 5’-OCH3
60,7 CH3 3,75 s 4°-OCH3
101,5 CH» 6,01d,599d 10
104,8 CH 6,30 s 6,30s,4,72d 2°,6’
108,4 CH 6,90 s (1,73 5) 6
110,0 CH 6,72 s 4,72 d 3
110,2 CH (7,49 m) 6
119,4 C 4,72d,4,40d 8
119,8 CH (7,67 m) 3”7
124,4 CH 7,49 m 4>
126,0 C 6,72 s, (4,72 d) I
131,0 C 7,735,6,90s,4,72d,4,40d 2
132,7 CH 7,73 s 6,90s,4,40d 7
137,0 C 6,30s,3,75 s 4
137,6 C 4,72d,4,40d 1’
142,1 C (7,49 m) 2
1472 C (6,90'5), 6,725, (6,01 s, 5,99 5) 5
149,0 C 6,90's, (6,72 s), (6,01 s, 5,99 s) 4
150,5 C (7,67 m) 1
153,1 C 6,30s,3,72s 3,5
163,0 C 7,73 s, (4,40 d) 9
172,2 C 4,72d,4,404d, 3,65 s 9

* Carbon type according to DEPT experiment



Table S11. Correlations and assignments for compound 19 (6 in ppm):

4"
, N
0 P | 9| 6"
L
z COOCH;

6! 2’

12' 10
H,€0” 3y ocH,

i

d13C TYPE* HMQC’ 3 'H HMBC, § 'H Assigned

(/in Hz)
46,5 CH 4,67d 6,73 s,6,38s,4,61 d 7
48,3 CH 4,61d 7,40s,4,67d 8
52,5 CH3 3,62s 9’-OCH3
56,0 CH3 3,71's 3, 5’-OCH3
60,7 CHs 3,75 s 4’-OCH;
101,4 CH 5,995,598 s 10
104,6 CH 6,38 s 6,38s,4,67d 2°,6’
108,2 CH 6,86 s 7,40 s 6
109,8 CH 6,73 s 4,67d 3
121,3 CH 7,82 m 7,42 m 6
123,0 CH 7,92 m 7,34 m 3
125,2 CH 7,34 m 7,92 m 5”
126,0 CH 7,42 m 7,82 m 4>
126,1 C 6,73 s,4,67d 1
127,4 C 4,67d,4,61d 8
131,3 C 7,40s,6,865,4,67d,4,61d 2
131,8 CH 7,40 s 6,86 s 7
134,4 C 7,92 m, 7,34 m 2
136,8 C 6,38s,3,75 s 4’
137,8 C 4,67d,4,61d 1’
147,1 C 6,86s,6,735s,5,99s,598s 5
148,7 C 6,86s,6,735s,5,99s,598s 4
153,0 C 6,38s,3,71's 3,5
153,7 C 7,82 m, 7,42 m 1
167,8 C 7,40s,4,61d 9
172,5 C 4,67d,4,61d,3,62s 9

* Carbon type according to DEPT experiment



Table S12. Correlations and assignments for compound 20 (6 in ppm):

CF,
4
"
oAl o
AL
& 5 ~cooc;
6 : 3
o S ol
i
83C TYPE* HMQC’ 3 'H HMBC, § 'H Assigned
(/in Hz)
46,5 CH 4,69 d 6,73s,6,36s,4,58 d 7
48,4 CH 4,58 d 7,43's,4,69d 8’
52,6 CH3 3,64s 9’-OCH;
56,1 CHs 3,72 s 3, 5’-OCH3
60,7 CHs 3,75 s 4’-OCH;
101,5 CH 6,01d,599d 10
104,6 CH 6,36 s 6,36s,4,69d 2°,6°
108,3 CH 6,87 s 7,43 s 6
109,9 CH 6,73 s 4,69 d 3
120,1 CH 8,19 7,56 dd 3
121,5 CH 7,56 dd 8,19 5”
121,9 CH 7,92 d 6”’
125,5 C 8,19, 7,56 dd 4°°-CF;
125,8 C 7,438,6,73 s 1
127,0 C 4,69d,4,58d 8
129,1 C 7,92d 2”7
131,5 C 7,43s,6,875s,4,69d,4,58d 2
133,1 CH 7,43 s 6,87s,4,58d 7
137,0 C 6,365,3,75 s 4
137,7 C 4,69d,4,58d 1’
137,8 C 8,19s,7,56dd 1
147,2 C 6,87s,6,735s,6,01's,599s 5
149,0 C 6,87s,6,73s,6,01s,599s 4
153,1 C 6,368,3,72's 3,5
153,3 C 7,92d 4>
169,8 C 7,43s,4,58d 9
172,3 C 4,69d,4,584d, 3,64 s 9

* Carbon type according to DEPT experiment



Table S13. Correlations and assignments for compound 21 (8 in ppm):

6"

N zu)N \
0_5 1 7 9l _4u
o LT,
Z 5 Scooch;
6' 2 2

1 10
H;€0” OCH;

i

sBc  Typpx  HMQC.8'H HMBC, 5 'H Assigned

(Jin Hz)
46,2 CH 475d 6,75s,6,36s,4,61d 7’
47,5 CH 461d 7,65s,4,75d 8’
52,6 CH3 3,63d 9’-OCHj3
55,9 CH3 3,67s 3’, 5’-OCH;
60,6 CH3 3,72s 4’-OCHj3;
101,5 CH» 6,02 s, 6,00 s 10
104,6 CH 6,36s 6,36s,4,75d 2°,6’
107,9 CH 6,84 s 7,65s 6
109,9 CH 6,75s 4,75d 3
118,2 CH 7,26 m 5’
122,4 C 4,75d,4,61d 8
126,0 C 6,75s,4,75d 1
130,6 C 7,655s,6,845s,4,75d,4,61d 2
130,8 CH 7,65s 6,84 s,4,61d 7
136,7 C 6,365s,3,72s 4
137,7 C 4,75d,4,61d 1’
142,4 CH 8,35d 4>
1472 C (6,845), 6,755, 6,025, 6,00 s 5
148,7 C 6,84 s,6,75s, 6,02 s, 6,00 s 9
153,0 C 6,36s,3,67s 3,5
153,8 C 7,65s,4,61d 9
172,6 C 4,75d,4,61d,3,63s 9’

* Carbon type according to DEPT experiment



Table S14. Correlations and assignments for compound 22 (J in ppm):

N n
N 4 \\H
0_* 1 7 9' _éu
o T
y 7% TCO0O0CH,
6' ~ 3

12 10
H;€0” 3y~ “OCH;

trad

sBc Typpx  HMQC.8'H HMBC, 5 'H Assigned

(Jin Hz)
46,1 CH 474 d 6,73 s,6,31s,4,55d 7’
47,6 CH 455d 7,58 s,4,74 d 8’
52,8 CH3 3,69s 9°-OCH3
56,1 CH3 3,70 s 3’, 5’-OCH;
60,7 CH3 3,73 s 4’-OCHj3;
101,6 CH» 6,01 s,6,00s 10
104,8 CH 6,31s 6,315s,4,74d 2°,6’
108,2 CH 6,75s 7,58 s 6
110,0 CH 6,73 s 4,74 d 3
121,4 C 4,74 d,4,55d 8
125,4 C 6,73s,4,74d 1
131,0 C 7,58s,6,75 s 2
132,3 CH 7,58 s 6,75s,4,55d 7
135,2 C 9,04 s 5
137,1 C 6,315s,3,73s 4
137,5 C 4,74 d,4,55d 1’
147,2 CH 9,04 s 8,95s 6>’
147,3 C 6,73s,6,01s,6,00s 5
149,3 C 6,73s,6,01s,6,00s 4
151,5 CH 8,95s 9,04 s 2”
153,1 C 6,315s,3,70 s 9
153,2 C 9,04 s, 8,95 s 4”
154,4 C 7,58s,4,55d 9
172,5 C 4,74 d,4,554d, 3,69 s 9’

* Carbon type according to DEPT experiment



Table S15. Correlations and assignments for compound 28 (3 in ppm):

ZN5 NoocH;
6 5 2
Wl S Aot
CH,
1
§13C  TYPE* le,{l?fﬁi) H HMBC, 5 'H Assigned

11,8/ CH3; 0,95t/ 2>

32,2/ CH» 3,48d,3,45s/ 2>

36,7/ CH» 0,95t/ 1’

46,9 / CH 441d/ 6,18 s/ 7’

48,0/ CH 3,23d/ 6,47 s/ 8’

52,4/ CH3; 3,66s/ 9’-OCH3

56,1/ CH3; 3,73 s/ 3’,5’-OCH;

60,8 / CH3; 3,77s/ 4’-OCHj3;

63,6/ CH 5,27d/ 6,47 s/ 9
101,2/ CH, 5,97d,596d/ 10
105,1/ CH 6,18 s/ 6,185s,4,41d/ 2°,6°
107,4/ CH 6,73 s/ 6,47s/ 6
109,7 / CH 6,60s/ 441d/ 3
126,4/ C 6.60s,4.41d/ 1
127,5/ CH 6,47s/ 6,73s,5,27d/ 7
128,6/ C 6,73, 6,47 s/ 2
1292/ C 441d,323d/ 8
1372/ C 6,18s,3,77s/ 4
137,8/ C 441d,3,23d/ 1’
147,0/ C 6,60s,5,97d,5,96d/ 5
148,0/ C 6,73 s 4
153,1/ C 6,185,373 s/ 3,5
170.9 / C 348,345/ 37
1723/ C 3,665,3,23d/ 9

* Carbon type according to DEPT experiment



Table S16. Correlations and assignments for compound 32 (J in ppm):

Héco 4!"

6'"
(o)

N 3"
§ 79
D‘ i
éoocu3
3

7

6'

12
H,€07 oCH,

i
d13C TYPE* HMQC’ 3 'H HMBC, 6 'H Assigned
(/in Hz)

32,7/ CH, 3,60s/ 2”7

46,8 / CH 4,42d/ 6,555,6,075s,3,43d/ 7

48,6 / CH 3,43d/ 6,40s,5,65s,4,42d/ 8

52,4/ CHs 3,65s/ 9’-OCH3

55,3/ CHs 3,79s/ 4>>’-OCHj3

55,9/ CHs 3,66/ 3’,5’-OCHj3

60,8 / CHs 3,80s/ 4’-OCH3

66,7 / CH 5,65s/ 6,40 s/ 9
101,2/ CH, 5,934d,592d/ 10
104,9/ CH 6,07 s/ 6,07s,4,42d/ 2°,6°
107,5/ CH 6,64 s/ 6,40 s/ 6
109,6 / CH 6,55s/ 4,42 d 3
114,1/ CH 6,75d/ 6,75d/ 3,5
125,1/ CH 6,99d/ 6,99d/ 27,67
126,0/ C 6,55s,4,42d 1
126,9/ CH 6,40 s/ 6,64s,5,65s,3,43d/ 7
128,7/ C 6,40s,3,43d/ 2
129,2/ C 4,42d,3,43d 8
130,1/ C 6,75d/ 1’
136,9/ C 6,07s,3,80s/ 4
138,1/ C 4,42d,3,43d/ I’
146,9 / C 6,55s/ 5
148,0/ C 6,645s,593d,592d 4
153,0/ C 6,07 s,3,66s/ 3,5
157.7/ C 6,994d,6,75d,3,79 s/ 407
170,9 / C 5,65s 3”
172,6 / C 4,42 d,3,65s,3,43d/ 9’

* Carbon type according to DEPT experiment
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Figure S1: Graphical representation of the Log P, TPSA and Log S values of the synthesized compounds,
calculated by Swissadme.

A) and B) TPSA and Log P values respectively, plotted with the cytotoxicity values of the compounds in A549
(expressed in nanomolar). C) and D) Log S plotted with the cytotoxicity values of the compounds in A549

and HT-29 respectively (expressed in nanomolar). Color code for the different subfamilies of compounds
synthesized in this work as it is in the manuscript.
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Figure S2: BOILED-Egg model obtained in Swissadme.

Yellow region indicates the compounds that are predicted to passively permeate through the blood-brain
barrier (BBB). White region indicates a high intestinal absorption (HIA). In panel A, red points refer to
compounds that are not predicted to be substrate of P-glycoprotein and blue points compound predicted to be
substrate of P-glycoprotein. In panel B, color code for the different subfamilies of compounds synthesized in
this work as it is in the manuscript.
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Figure S16. 'H and '*C for compound 11
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Figure S18. 'H and "*C for compound 12
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Figure S19. HMQC and HMBC for compound 12
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wdd  G) 0z se ot
t } t f
| 1 i i
| | | )
| | | |
e e B B R
| | | |
i | | |
) | i |
e e B
| I | |
| | | |
I | I I
e e R s
I I I |
] I I I
| i i |
S
| I I |
| I | I
! i I |
e S
1 ] I |
I ) i I
I i I I
] (RSP ISR [DESUNINpS S —
| i | |
i I | I
| | | |
S N FE N S
I | I I
I I I I
I I I I
| o __1___
! 1 i |
i I I |
| | i |
PR (R DN SN S
t | i 1
i i t i
| | | |
JE N U N (S S
i i i i
i i I i
| I | |
S N R S SR
I I | |
| | I |
| | i | c
| i i ]
| | | i
I I I i
I | i i
D e A e
i |- | I
i 1 t ]
i i | i
R R A R E e e D
| ! | !
I I | I
I | | I
e e el B R B
0 i I i
| | | |
| | | |
—— =
I | | |
| ' ] I
roy I I I
- -
i 1 I {
i I i I
) L ) .

oLl

TR TYRPTRY
Gl |

59

™

wadd

Z¥ CET DOWH
i SpzounusTIo(oID

-—Jost g
e =14

- - tont

)

— — tgel

- — tost

.l

I

128

Al

I“T“‘ﬂ

-—tos

~ ~ -tas
~~ oz

~ - s

- - tae

- — o€

T

W HC DERY
QEZOURUOTTOTOTD

Figure S23. HMQC and HMBC for compound 14
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Figure S29. 'H and '*C for compound 18
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Figure S30. 'H and '*C for compound 19
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Figure S31. HMQC and HMBC for compound 19
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Figure S33. HMQC and HMBC for compound 20
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Figure S35. HMQC and HMBC for compound 21
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Figure S37. HMQC and HMBC for compound 22
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Figure S38. 'H and '*C for compound 28
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Figure S39. HMQC and HMBC for compound 28
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Figure S40. 'H and '*C for compound 29
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Figure S44. HMQC and HMBC for compound 32
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