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Development of the treatment of cardiac failure using a nanosphere (NS) preparation
encapsulated with a therapeutic agent for myocardial regeneration

SAWA, Yoshiki
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A nanosphere (NS) preparation has been created as a novel and disease-specific
DDS preparation of oxime derivatives to develop a disease-specific treatment approach based on a less
invasive and more versatile administration technique. A trial product of the NS preparation of oxime
derivatives with the average particle size of 100 nm has been produced (in preparation for patent
application). In a study, weekly intermittent intravenous administration of the NS preparation of oxime
derivatives, repeated oral administration of oxime derivatives, and weekly intermittent intravenous
administration of oxime derivatives were comparatively examined in rat models of monocrotaline-induced
pulmonary hypertension and coronary total occlusion. As a result, DDS effects of the NS preparation of
oxime derivatives have been confirmed. It is suggested that this NS preparation can be a disease-specific
therapeutic agent for cardiac failure.
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Table. ZBERMEIZE1HS EFRES LU %FS BORBMEIL

EF% %FS
Drugs N
Pre W 2w Pre W 2w

Control 5 | 52.8:68 | 48.984.0 | 30.045.2 239437 | 21.8:2.2 | 167427

ONO-130INS:0.3mg/kg | 5 | 55.1:24 | 50.746.2 | 42.0:6.2¢ 250417 | 220434 | 18.4%3.20

ONO-1301NS:1.0mg/kg 5 55.0:4.1 | 53.6£7.5 54.7:8.2% 25.842.4 24.8+4.2 25.455.0

ONO-130INS:3.0mg/kg | 5 | 54.7:5.2 | 624:8.7% | 58.2:13.2%* | 25.043.0 | 30.1£5.4* | 27.0485%

ON0-1301-3.0mglkg 5 | 56.7:55 | 54.6488 | 53.2:7.1 265637 | 254456 | 24.5:44

Data shown the mean:S.D ; p < 0.05, %k ; p<0.01 (significantly different from Control Value by Dunnett-test)

a ; p< 0.05 (significantly different from Pre Value by t-test)
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