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Introduction

The growing prevalence of poorly soluble and permeable chemical entities, including new drug classes such as proteolysis targeting chimeras
(PROTACSs), necessitates innovative delivery strategies, overcoming the limitations of conventional formulations. Natural lipoproteins, integral in
lipid metabolism, possess a distinctive core-shell architecture with a lipophilic inner phase, providing an ideal platform for encapsulating such poorly
bioavailable drugs. Due to their biocompatibility and capacity for functionalization, lipoprotein-mimetic nanocarriers not only enhance drug solubility
but also facilitate targeted delivery by improving cellular recognition. Using these lipoprotein structures as a blueprint, we developed LDL- and
VLDL-like nanocarriers with different core-shell ratios and evaluated their ability to incorporate the two BCS class |V drugs Lopinavir and MS4078.
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Hydrodynamic diameter and polydispersit Drug encapsulation
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Finally, the best performing ratio for each particle type was loaded with ( /d3). None of the two z
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encapsulated delivering drugs with challenging water solubility and permeability
model PROTAC. B | B | » Core-shell ratios mimicking natural proportions yield the best results
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