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Cell Proliferation through Activation of NF-xB in Human Colorectal
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Abstract - In this study, we evaluated the anti-cancer activity and potential molecular mechanism of 70% ethanol extracts of
leaves from Rodgersia podophylla against human colorectal cancer cells, HCT116. RPL dose-dependently decreased the
cell viability through RPL-induced apoptosis in HCT116 cells. RPL induced inactivation the nuclear factor kB(NF-kB)
through blocking IkB-a degradtion and P65 nuclear accumulation. The inhibition of GSK3(3 by LiCl attenuated
RP-L-mediated NF-kB signaling inactivation. In addition, RP-L induced GSK3[3 activation. Based on these findings, RPL
may be a potential candidate for the development of chemopreventive or therapeutic agents for human colorectal cancer.
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Fig. 1. Effect of RPL on the cell growth in HCT116 cells. (A) Cell growth was evaluated by MTT assay at 24 h after RPL treatment.
"p<0.05 compared to cell without RPL. (B) HCT116 cells were treated with RPL at the indicated concentrations for 24 h. Western
blot analysis was performed against Cleaved PARP. Actin was used as internal controls for Western blot. (C) HCT116 cells were

treated with RPL at the indicated concentrations for 24 h.
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Fig. 2. Effect of RPL on NF-¢ B activation in HCT116 cells. (A)HCT116 cells were treated with RPL at the indicated concentrations
for 24 h. (B and C) HCT116 cells were treated with 100 ug/mL of RPL for the indicated times. Western blot analysis was performed

against [xB-« and p65. Actin and TBP was used as internal controls
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Fig. 3. Effect of RPL on IxB-a proteasomal degradation through IxB-a phosphorylation in HCT116 cells. (A) HCT116 cells were
pretreated with MG132 (10 2 M) for 2 h and then co-treated with RPL (100 ug/mL) for 3 h. (B) HCT116 cells were treated with 100
ug/mL of RPL for the indicated times. Western blot analysis was performed against [xB-a and p-IxB-a. Actin was used as internal

controls for Western blot.
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Fig. 4. Effect of MAPKs, IKK, PI3K and GSK34 on IxB-a proteasomal degradation by RPL in HCT116 cells. (A-F) HCT116 cells
were pretreated with PD98059 (10 and 20 M), SB203580 (10 and 20 M), SP600125 (10 and 20 M), BAY11-7082 (10 and 20 M),
LY294002 (10 and 20 ;M) and LiCI (10 and 20 mM) for 2 h, and then co-treated with 100 ug/mL of RPL for 3 h. Western blot
analysis was performed against [xB-a. Actin was used as internal controls for Western blot.
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Fig. 5. Effect of RPL on IxB-a phosphorylation and p65 nucleus accumulation through GSK34 activation in HCT116 cells. (A)
HCT116 cells were pretreated with LiCl (10 and 20 mM) for 2 h, and then co-treated with 100 ug/mL of RPL for 3 h. (B) HCT116
cells were pretreated with LiCl (20 mM) for 2 h, and then co-treated with 100 ug/mL of RPL for 1 h. (C) HCT116 cells were treated
with 100 ug/mL of RPL for the indicated times. Western blot analysis was performed against IxB-a, p65, p-GSK3/ and GSK3.

Actin and TBP were used as internal controls for Western blot.
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