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Effects and Mechanisms of Triptolide on Reverse the Multi-drug Resistance of A549/DDP Lung Cancer

WANG Zhonghua(Department of Pharmacy, First Teaching Hospital of Tianjin University of Traditional Chinese Medicine,
Tianjin 300193, China)

ABSTRACT: OBJECTIVE To investigate the effects and mechanisms of triptolide on reverse the multi-drug resistance of
lung cancer cell line A549/DDP. METHODS  After treating A549/DDP cells with triptolide, cells proliferation inhibition ratio
was determined by MTS assay, the intracellular concentration of rhodamine-123(Rh-123) and cells surface expression of
P-glycoprotein (P-gp) by flow cytometry, the expression of multi-drug resistance protein(MDR1) and lung resistance related
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protein(LRP) by Western blot and real time PCR, and the activity of NF-kB by report gene system. The phosphorylation of Akt
was also determined by Western blot. RESULTS Treatment with triptolide was able to increase the drug sensitivity of
A549/DDP cells. After treatment with 2 or 10 wmol-L™" triptolide, the reverse folds(RF) to cisplatin were 2.09 and 2.93,
respectively. The intracellular concentration of Rh-123 was elevated by 1.38 and 2.88 folds, and the P-gp level was 57.1% and
32.1% of the control, respectively. The expression of MDR1 and LRP was downregulated significantly. Accordingly, the mRNA
level of MDR1 was 64.2% and 22.6% of control, and the mRNA level of LRP was 54.8% and 34.7% of control, respectively.
Furthermore, the transcriptional activity of NF-kB was reduced to 55.6% and 23.6% of the control, and the phosphorylation of
Akt was also decreased significantly. CONCLUSION Triptolide is potential to reverse the multi-drug resistance of A549/DDP
and increase its drug sensitivity. Triptolide can inhibit the drug efflux, downregulate the expresson of MDR1 and LRP. The

possible mechanisms may be related to inhibition of Akt phosphorylation and NF-«B activity by triptolide.

KEYWORDS: triptolide; lung cancer; multi-drug resistance
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Fig 3 The effect of TPL on the intracellular accumulation of Rh-123 of A549/DDP cells
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Fig 4 The effect of TPL on the expression of P-gp of A549/DDP cells
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Design, Synthesis and Enzyme Assay of Novel Fatty Acid Amide Hydrolase(FAAH) Inhibitors

WANG Zhongkui, LI Yanting, ZHAO Dongsheng, HAN DaXiong*(School of Pharmaceutical Science, Xiamen
University, Xiamen 361102, China)

ABSTRACT: OBJECTIVE To discover novel fatty acid amide hydrolase inhibitors and evaluate their enzymatic activity.
METHODS The pharmacophore model was based on the compounds carefully selected from the published literatures. This
model was used to screen part of ZINC Nature Products database to get a series of compounds which were used to do a
superimposition analysis of the FAAH X-ray crystal structure. Through the virtual screening and the structure-activity analysis of
the compounds published in the literatures, the hitting compound structure(2-oxygen-benzo pyran-7-ester) was selected to do the
transformation. The acylation and condensation reactions were used to get a series of novel compounds. The enzymatic activity
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