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Construction of drug development strategies for middle-molecule drug with low
solubility and absorption based on coamorphous formation
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A comorphus was formed through hydrogen bonding between azelnidipine as CYP
substrate and ketoconazole as CYP inhibitor. Both compounds were confirmed to have high solubility
and improved membrane permeability compared to untreated bulk powder. When the prepared coamorphous
was orally administered to rats, it was confirmed that the oral absorption of azelnidipine was
improved up to 9 times compared to the bulk powder of azelnidipine. It was possible to improve the
oral absorption of azelnidipine, which is poorly soluble and poorly absorbable properties, by
forming a coamorphous using a CYP inhibitor.
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Conax (1g/mL) 0.10  0.03 0.15 £ 0.05 0.31 £ 0.07 0.52  0.10
Taas (h) 8.0 -10.0 8.0 8.0 6.0
AUCo.30n (g VmL) 1.1 £ 0.1 1.5 % 06 35113 103 + 3.3

CYP

AZE



2 2 0 0

Yuta Hatanaka, Hiromasa Uchiyama, Kazunori Kadota, Yuichi Tozuka 65

Improved solubility and permeability of both nifedipine and ketoconazole based on coamorphous 2021

formation with simultaneous dissolution behavior

Journal of Drug Delivery Science and Technology 102715
DOl

10.1016/j . jddst.2021.102715

Hiromasa Uchiyama, Taiga Ando, Kazunori Kadota, Yuichi Tozuka 62

The formation of an amorphous composite between flavonoid compounds: Enhanced solubility in 2021

both oil components and aqueous media

Journal of Drug Delivery Science and Technology 102410

DOl
10.1016/j . jddst.2021.102410

70

2020

(Yuichi Tozuka)

(50312963) (34413)




(Kazunori Kadota)

(50709516)

(34413)




