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Chart 1S. Comparing MW-assisted synthesis of 3-30 with our previous protocols.5!
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Figure S1. Correlation between the ICso values of MCF-7 cancer cell growth inhibition and % values of
[*H]colchicine binding inhibition (Table 1 and Table 2).
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Figure S2. Inhibition of HCT116 cell growth by compound 4.
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Figure S3. Inhibition of BX-PC3 cell growth by compound 4.
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Figure S5. New hydrogen bond between the ketone group of compound 4 and Asp251p side chain, observed with
80% formation frequency during MD simulation.

Table S1. Docking score and interactions of compound 4.

R
=

Type of Interactions

Cpd Docking score® H-bond Hydrophobic® Polar

Ring A pOCH3 Ring A Leu254f 4.1 A Ring B OCH;Lys254B 4.2 A
Cys241B3.1 A Ring B Leu248B 4.1 A
Ring B Lys252p 3.7 A
4 -7.65 Ring C Met259p 3.8 A
Ring C Lys3523 3.7 A
Ring C Alal80a 4.4 A
Ring C Val18la 4.7 A

*Docking score is in Kcal/mol; ® Distance are computed between the ring centroid and closest residue atom.

Table S2. ADME parameter for compound 4.

Cpd MW?  Hdon® H Acc® logP¢ logS® tPSAf L9 V"
4 444.48 0 6 4.44 -5.38 71.81 0 0
Physicochemical properties predicted by QikProp:S2® @ Molecular Weight; ® Number of H-bond acceptors; ©
Number of H-bond donors; ¢ Octanol-water partition coefficient predictor by XLOGP3 method;5* ¢ Logarithm of
compounds water solubility by ESOL method;%° f Topological polar surface area; 9L r: Lipinsky Rule deviation
(log P <5, H-bond donors <5, H-bond acceptors <10, and a molecular weight <500);% "/ r: Veber rule deviation
(rotable bonds < 10, tPSA < 140).57
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'H and 13C NMR Spectra of Pyrroles 3-24 and Indoles 25-30
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HPLC Chromatograms of Compounds 4, 14, 15, 18, 20, 22 and 24
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Cpd 4
Sample Name: Cpd4 Injection Volume: 20,0
Vial Number: 22 Channel- UV_VIS_3
Sample Type: unknown Wavelength: 2540
Control Program. Bandwidth: 4
Quantif. Method:  default_0_05 Dilution Factor: 1,0000
Run Time (min): 34,00 Sample Weight: 1,0000
Sample Amount: 1,0000
4.000+ Bu WWVL254 nim
12
15 =
3,500 z §
4 = [y |
- E I
p -
3.0004 ;-
1 o
o
2 500 f
2,000
1,500
1.000-] 8
] @
500 . | |
] & |
] - I
0 i — —_ H.—_ S— _H
-500-— : , . — . _ min
0,0 5.0 10,0 15,0 20,0 25,0 30,0 340
No. | Ret.Time Peak Name Height Area Rel.Area Amount Type
min mAU mAU " min Yo
1 16,66 Peak 1 24 048 3,637 0,36 BM *~
2 22 99 Cpd 4 2554 339 1018404 9964 BMB*
Total: 2578,388 1022040 100,00
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O) e o Cpd 14
O OMe
/1 OMe
N
B —
) Sample Name: Cpd 14 Injection Volume: 20,0
14 Vial Number: 53 Channel: Uv_VIS_3
Sample Type: unknown Wavelength: 254.0
Control Program: Bandwidth: 4
Quantif. Method:  default_0_05 Dilution Factor: 1,0000
Run Time (min): 34,00 Sample Weight: 1,0000
Sample Amount: 1,0000
4200 an WVL254 o
15 .
4.CII:ID—: : E
15 5
3 500+ =
2
] o
3.000+] o
1 |
2 5004
2.000
1.500H
1.0004 o
500+ § |
] & ‘
H — __-; i l'LI
'EDD-""I""I""I""I""I""min
0.0 50 10,0 15,0 20,0 250 30,0
No. | Ret.Time Peak Name Height Area Rel.Area Amount Type
min mAU  mAU min Yo
1 13,84 Peak 1 66,801 9,145 1,14 na. BMB*:
2 18,95 Cpd 14 2827333 793189 9886 na. BMB* S 94
Total: 2894 135 802,334 100,00 0,000




Cpd 15
Sample Name: Cpd 15 Injection Volume: 20,0
Vial Number: 29 Channel: uv_vis_3
Sample Type: unknown Wavelength: 254.0
Control Program: Bandwidth: 4
Quantif Method-  default_0_05 Ditution Factor: 1,0000
Run Time (min): 34,00 Sample Weight: 1,0000
Sample Amount: 1,0000
4'5DD-n§U WVL:254 nm
1=
1=
4.000] " 5
] 'E =]
1= &
3.500H ®
] o
] o
3.000 -
] I
2500
20004
1500
& 2
1.000+ o0 o
; < - |
5004 w ® |
] - =1
] o e | |
o] — - | IL-' —
00— | — , | . . min
0,0 5.0 10,0 15,0 20,0 25,0 30,0 340
No. | Ret.Time Peak Name Height Area Rel.Area Amount Type
min mAU  mAU'min %
1 12,80 Peak 1 19,435 2,288 0,24 na. BMB*™
2 13,13 Peak 2 11,621 1,247 0,13 na. BMB**
3 18,89 Peak 3 15,285 3,348 0,35 na. BMB*t
4 20,08 Cpd 15 2797019 938,075 9927 n.a. BMB*
Total 2843361 944,958 100,00 0,000
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Cpd 18
Sample Name: Cpd 18 Injection Volume: 20,0
Vial Number: 53 Channel: uUv_VIs_3
Sample Type: unknown Wavelength: 254.0
Caonfral Pragram: EBandwidth: 4
Quantif Method:  default_0_05 Dilution Factor: 1,0000
Run Time (min): 30,00 Sample Weight: 1,0000
Sample Amount: 1,0000
M T WVL254 nn
15 2
4000 v
1% ¢
1= .
3.500+ -
] 2
] <
3.000H ©
25004
2.000
1.500
: 3 g
1,000 o o
500 & 5 ‘
1 % |
] - o~ |
- — 5
-500-— — 1 T T — 1 ' '  _T_ T T T T _T1_ Ir‘rlin
0,0 50 10,0 15,0 20,0 250 30,0
No. | Ret.Time Peak Name Height Area Rel.Area Amount Type
min mAU  mAU min Yo
1 10,99 Peak 1 10,376 0,773 0,11 na. BMB*
2 13,23 Peak 2 4346 0,388 0,05 n.a. BMB*t
3 16,06 Cpd 18 2857142 708472 9984 n.a. BMB**
Total: 2871,864 709,633 100,00 0,000
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Cpd 20

Sample Name: Cpd 20 Injection Volume: 20,0
Vial Number: 41 Channel: Uv_VIS_3
Sample Type: unknown Wavelength: 254.0
Control Program: Bandwidth: 4
Quantif. Method: default_0_05 Dilution Factor: 1,0000
Run Time {min): 34,00 Sample Weight: 1,0000
Sample Amount: 1,0000
4300 Fa U WVL254 nm
1= o
1= i
4_00[)—: ; s
1= .
1= =
3 500 -
g
L]
3.000 -
|
2500 ‘
2.000 ‘
1500 ‘
1.00 ‘
5004 | |
] I
i |
D - . 'I I'-I -
-500 T T T T | T T T T | T T T T | T T T T T T 'mln
0,0 5.0 10,0 15,0 20,0 25,0 30,0 340
No. Ret.Time Peak Name Height Area Rel.Area Amount Type
min mAU  mAU"min Yo
1 16,11 Cmpd 20 2822 964 1543254 100,00 na BMB*
Total: 2822 964 1543254 100,00 0,000
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Cpd 22

Sample Name: Cpd 22 Injection Volume: 20,0
Vial Number: 25 Channel: uv_VIs_3
Sample Type: unknown Wavelength: 254.0
Caonfral Pragram: EBandwidth: 4
Quantif. Method:  default_0_05 Dilution Factor: 1,0000
Run Time (min): 34,00 Sample Weight: 1,0000
Sample Amount: 1,0000
4000 Fra0 WVL254 nm
12 .
3500 & =
15 s
3.000] °
] <
2,500 i
2,000 ||‘
1500 | ‘
1 ~ ‘ ]
1.000H © | o
- z "
] - | | o
5004 E | 3
] & | | &
] - | ”
. T
'5'3[3_' T T T T '|""|"'n-Iin
0,0 50 10,0 15,0 20,0 250 30,0 Mo
No. | Ret.Time Peak Name Height Area Rel.Area Amount Type
min mAU  mAU min Yo
1 14,63 Peak 1 21,719 BTTT 0,61 na. BMB*
2 21,50 Cpd 22 2516,590 1417760 9813 n.a. BMB*t
3 23,16 Peak 2 66,965 18,311 1,27 n.a. BMB**
Total: 2605274 1444848 100,00 0,000
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Cpd 24
Sample Name: Cpd 24 Injection Volume: 20,0
Vial Number: 55 Channel: UV_VIS_3
Sample Type: unknown Wavelength: 254.0
Control Program: Bandwidth: 4
Quantif. Method: default_0_05 Dilution Factor: 1,0000
Run Time (min): 30,00 Sample Weight: 1,0000
Sample Amount: 1,0000
2500 :ngu WWVL:254 nm
13
2250 n o
1= 4
1£ 2
2000 = i
] B
1.7504 o
1.5004 |ﬂ
1.250- ‘|‘
1,000} | |
754 ‘ o -
] | "—. EE
500 |:. @
] | |N @
] |15 %
20 | |e &
] | K X
NI NS — -
20[}: miny
E T U L L T ™1 T
0,0 50 10,0 15,0 20,0 25,0 30,0
Mo. Ret.Time Peak Name Height Area Rel.Area Amount Type
min mAU mAU min %
1 10,42 Cpd 24 1567,201 769437 98,09 n.a. BM*
2 11,15 Peak 2 27,614 6,519 0,83 n.a. M *#
3 16,12 Peak 3 10,508 2019 0,26 na BMB*™
Total: 1605,323 777,975 100,00 0,000
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