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Pharmaceutical solubilizers, such as polymers, are widely used to enhance the solubility of poorly
water-soluble drugs. Recently, we found that Eudragit E PO (EUD-E), an aminoalkyl methacrylate
copolymer, shows pH-dependent drug solubilization. We have attempted to clarify the mechanism of
pH-dependent drug solubilization of EUD-E using analytical methods such as small-angle X-ray
scattering and solution-state 1H NMR, but these evaluations have been limited by their resolution. In
this study, we evaluated the morphology of EUD-E and the interaction between EUD-E and drugs
using molecular dynamics simulations to clarify the mechanism of the pH-dependent drug

solubilization showed by EUD-E.
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Fig. 1. Chemical structure of (a) EUD-E and (b) CBZ.
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Fig. 2. CBZ equilibrium solubility at 25°C in EUD-E
solution at different pH (n =3, mean *= S.D.).
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Fig. 3. Modeling scheme of EUD-E for MD simulation.
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Fig. 4. Initial structures of (a) EUD-E solution and (b)
CBZ/EUD-E solution. H,0O, Na* and CI- are hidden
for the convenience of observation.
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Fig. 5. Time evolution of accessible surface area
(ASA) of EUD-E at different protonation ratio.
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Fig. 6. Results of interaction analysis between CBZ
and EUD-E by extended Hiickel method.
FEH

EUD-E FHFHEHTICTELNTIZI—IEILOR
BICHEVBKEDS W ERERZERRL=, ELT.
FIZ CH-mHEEAZNL CBZ #REHTHLET. B
MEELLEBELTIYRBWVALFIEERERIET HEE
VLI, UEDIERKLY. MD FHEIZKY EUD-E OF
MELBIEERAAD= X LFBRLMELT,



