Supporting Information

Discovery of novel 2-aryl-4-benzoyl-imidazoles
targeting the colchicines binding site in tubulin as

potential anticancer agents

Jianjun Chen®, Zhao Wang®, Chien-Ming Li” ¢, Yan Lu®, Pavan K. Vaddady®, Bernd Meibohm®,

James T. Dalton®, Duane D. Miller® ¢, Wei Li*"

* Department of Pharmaceutical Sciences, University of Tennessee Health Science Center,

Memphis, TN 38163

® Division of Pharmaceutics, College of Pharmacy, The Ohio State University, Columbus, OH,

43210
¢ GTx, Inc., Memphis, TN 38163

" To whom correspondence should be addressed. Telephone: (901)448-7532. Fax: (901)448-

6828. E-mail: wli@uthsc.edu

Contents of Supplementary Information:
1. Figure S1: Dose-response curves for MDR cell line
2. Figure S2: Colchicine competition-binding

3. "H-NMR, HPLC purity determination and UV/Vis spectra for the active compounds

S1



1104
1009 §— 1101
i F
90 100{ g=
- -t J -
5w o = MDR cell
£ 70 3 804 + Normal Melanoma cell
8 604 £ 704
k] 50+ § 604
? 404 ;’. 50
g 304 A g 404
£ = MDRcell 2 304
5 204 2
Z . 4 Normal Melanoma cell - 3 20
3 = 104
S ot — . r ' —_— 3 ol P
0] 8 A A - 2 v v v pa— = ]
g 04 £ -
'iz' S 00t 04 1 10 100 1000 10000 100000 248 01 o1 1 10 100 1000 10000 100000
el . . -304
Paclitaxel concentration (nM) Vinblastine cancentration (nM)
1101
1101 Wy s | e
1004 5 = = o0 2 4 ~
N N
90+ < a0 &)
g 7o g eo 1\
S s04 5 [N
2 504 [IAY
© 504 R l \
2 = 401 [HRY
; y
Pt 2 a0 Vo
[
30 _
E 204 = MDRcell 5 201 = MDRcell
£ 204
Z 0] 4 Normal Melanoma cell z 1 ¢ Normal Melanoma cell
3 O 04—t T ¥ ¥
O 04 T . T r T T - - = ' v
[ 104 =
0] & &
2048  o01 01 1 10 100 1000 10000 100000 201¢ o1 1 10 100 ‘oo
-304 -304 i .
Colchicine concentration (nM) 5cb concentration (nM)
1101
100 - - —w
90 _
= =04 °
5 20 E
£ 70 ]
S 60 g
] 504 =
£ 40 =
[ @
£ 30 £
E 20| = MDRcel 5 200 ® MDRcel
Z 1| + Normal Melanoma cell z 10 Normal Melanoma cell
S o+ r T — g ok T T ]
aod £ " 10 &
& ]
201 & ga 1 10 100 1000 ol IR 1 10 100 1000
-304 . 30- .
4cb concentration (nM} 4fb concentration (nM)

Figure S1. Dose-response curves of ABI compounds (5cb, 4cb, and 4fb) and comparison with
other tubulin targeting agents (paclitaxel, vinblastine, and colchicine) on Pgp-mediated multidrug
resistant melanoma cell line (MDR cell) and the match sensitive parent cell line (Normal
Melanoma cell).
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Figure S2. [>H]-colchicine competition-binding scintillation proximity assay showed that ABI compounds
competitively bound to the colchicine binding site in tubulin.
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