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Table S1. Cytotoxicity of DDB analogs

ICsp (UM)*

Cmpd A549 DU145 KB KBvin

1-5 >100 >100 >100 >100

6 98 >100 >100 >100
7-27 >100 >100 >100 >100

28 45 >100 88 71
29-31 >100 >100 >100 >100

32 >10 >10 >10 >10
33-36 >100 >100 >100 >100
TAX® 7.0 ;M 2.9 nM 1.2 nM 1290.9 nM
VRP¢ 97.9 >100 49.2 77.2

* Antiproliferative activity as ICs, values for each cell line, the concentration of compound that caused 50%
reduction in absorbance at 562 nm relative to untreated cells using the sulforhodamine B assay. Human lung
carcinoma (A549), prostate cancer (DU145), epidermoid carcinoma of the nasopharynx (KB), and MDR
expressing P-glycoprotein (KBvin). All compounds, besides 28 and 32, exhibited no cytotoxicity. "Paclitaxel
“Verapamil

Table S2. ICs, + SD for reversal effects with paclitaxel (TAX), vincristine (VCR), and doxorubicin

(DOX) in KBvin

Cmpd® IC5y of TAX (nM) 1C5y of VCR (nM) I1C5y of DOX (nM)
976.8 + 163.4 2520.7 +719.4 1942.3 +404.1

4 82.93 £ 14.05 80.96 £ 4.69 507.5+8.6
5 46.52 £9.19 41.42 +8.35 284.0 £55.3
6 26.15+£4.29 722 +0.75 42.6 £4.6
7 30.50 £ 3.22 50.81 £9.72 5109 £55.9
8 37.06 +£5.95 3592 +7.71 93.9+12.2
9 8.72 £2.07 31.75 £ 8.38 339.7+62.5
10 40.74 £7.75 15.65 £2.43 221.5 +50.8
11 39.11 £ 3.06 47.31 £8.67 61.9+47
13 48.65 £ 6.82 8.14+1.13 86.3+8.4
14 39.89 £ 2.65 10.55 £0.52 65.8+15.9
15 9.55+1.96 10.98 £ 0.63 547.8 +105.8
16 2.99 +0.21 4.50+0.19 291.5+1.5
17 47.45 +8.29 46.53 £ 0.81 573.9 £ 38.1
19 7.65 £0.96 20.21 £3.34 157.7+13.9
20 46.82 + 4.81 39.61 £4.61 130.8 + 10.5
21 4723 £2.04 40.53 £ 1.03 131.4+7.3
22 14.25 +4.41 10.10 £ 0.92 68.80 £ 1.43
23 4.41 +0.89 445 +0.84 84.2+14.6

VRP 31.87 £7.20 23.04 +4.78 219 £57.0

S2



Table S3. Standardized P values of compounds 6, 23, and VRP.

6 23 VRP
Concentration Cell P value Cell P value Cell P value
(LM) viability* viability* viability*

20 16.5+4.8 <0.001 149 +£8.2 <0.001 13.0£10.0 0.002

10 22.0+3.5 0.004 223452 0.001 23.9+12.0 0.002

5 30.7+2.6 0.007 259+5.7 0.008 324+104 0.005

3 47.0%7.5 0.022 29.8 £4.8 0.002 45.8+16.2 0.023

1 98.7+5.7 0.294 76.6 £17.4 0.098 91.2+21/3 0.426

0.1 1125+ 11.8 0.086 1053+ 15.1 0.112 103.7+11.2 0.207

*Cell viability was presented by percentage of cell viability + SD. P value was calculated for each

concentration.

Table S4. Effect of compounds on P-gp function in KBvin cells

Concentration (uM)

Compound 0.1 0.3 0.5 1 5
6 46+0.15 527+0.38 5.68+0.72 6.37+0.2 9.43+0.04
23 5.66 +0.22 6.66 +0.31 8.16 £0.6212.6 +1.25 21.44 +1.95

Verapamil 4.69+0.18 5.37+£0.07 578+1.19 7.7+13 12.65%2.36

Cellular accumulation of calcein is represented by the relative fluorescent unit (x10* RFU). Data are
expressed as mean + SD of three independent experiments.
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