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Encequidar mesylate (HM30181 mesylate; HM30181A mesylate) is a competitive and potent P-glycoprotein inhibitor. IC50 & Target:

P-glycoprotein(!(2]. In Vitro: Compared with control (0 nM Encequidar (HM30181)), paclitaxel potently inhibits the survival of K1735
cells by about 65% at 100 nM and 72% at 1000 nM in a dose-dependent manner. Encequidar (HM30181) does not make any
significant changes in the survival of K1735 cells. In contrast, bEnd.3 cells do not show any decreases in survival by the paclitaxel
treatment without Encequidar (HM30181). However, treatment of 0.1 or 1 nM Encequidar (HM30181) lead to 20 and 42% inhibition of
survival at the 100 nM and 1000 nM paclitaxel treatment, respectively!?]. In Vivo: The plasma concentrations of Encequidar (HM30181)

are higher for the simultaneous administration with the microcapsule than with the powder; providing significant differences from 1 to

2 h. The microcapsule has about a 1.7-fold faster Trax and a 1.6-fold higher AUC value compared with the powder (2.5+0.6 vs. 4.3+0.9
h; 107.7+£20.1 vs. 64.3+18.0 h ng/mL). The faster and overall improved absorption of Encequidar (HM30181) in microcapsule form

might be due to the remarkable enhancement of the aqueous solubility and dissolution resulting from its crystalline conversion to the

amorphous form and particle size reduction(1].

Animal Administration: [LIRats[]

The cannulised rats are divided into four groups, each comprises of 6 rats. Encequidar (HM30181) powder or Encequidar (HM30181)-

loaded microcapsules are enclosed in hard capsules. One group of rats is dosed orally with paclitaxel solution only, at a drug dose of

20 mg/kg. The rats in the other two groups are administered paclitaxel solution at a drug dose of 20 mg/kg simultaneously with either

capsules containing Encequidar (HM30181) powder or microcapsules (equivalent to 20 mg/kg Encequidar (HM30181))!1].
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[2]. Joo KM, et al. Response of brain specific microenvironment to P-glycoprotein inhibitor: an important factor determining therapeutic effect of P-

glycoprotein inhibitor on brain metastatic tumors. Int J Oncol. 2008 Oct;33(4):705-12.

4H-1-Benzopyran-2-carboxamide, N-[2-[2-[4-[2-(3,4-dihydro-6,7-dimethoxy-2(1H)-isoquinolinyl)ethyl]phenyl]-2H-tetrazol-5-yl]-4,5-dimethoxyphenyl]-4-

oxo-, methanesulfonate (1:1)
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SMILES:

0=C(C1=CC(C2=CC=CC=C201)=0)NC3=CC(OC)=C(OC)C=C3C4=NN(C5=CC=C(CCN6CC7=C(C=C(OO)C(OC)=CT7)CCB)C=C5)N=N4.CS5(=0)(0)=0

Caution: Product has not been fully validated for medical applications. For research use only.
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