MY £78

- PO
- B
- I B

o flI7 filifer

- L

E.IHITP [[m f‘&i\QT&?J%%LPHJHEJTE 4(10)

—
PC9709-0835 o PIAEET L /

Anti-Asthmatic Studies of Hesperetin Derivaties (II)
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Phosphodiesterase-4 (PDE4) selective inhibitors have potential in the treatments of asthma and chronic obstructive pulmonary disease. Western
countries hope them deeply. However, it is not easy to separate their side effects from their therapeutic uses. Therefore, roflumilast and cilomilast
were withdrawn from clinical trials phase 3. Nowadays, only AWD 12-281 is in phase II of clinical trials. In fact, AWD 12-281 also inhibits PDE3,
although it more selectively inhibits PDE4. Therefore, PDE3/4 inhibitors, specially more selective-PDE4 inhibitor, are noticed recently. In the first




year (2007), we have synthesized hesperetin-5,7,3'-O-trimethylether (1), hesperetin-7-O-methylether (2) and hesperetin-7,3'-O-dimethylether (3)
from methylation of hesperetin; and synthesized hesperetin-7-O-acetate (4), hesperetin-5,7,3'-O-triacetate (5) and hesperetin-7, 3'-O-diacetate (6)
from acetylation of hesperetin. After screening test, we found Compound 1 and Compound 3, which simultaneously inhibited PDE3/4 with more
selectivity on PDE4. In the second year (2008), we are planning to investigate the inhibitory effects of these two compounds on airway

hyperresponsiveness in vivo, inflammatory cells, cytokines, ovalbumin-induced total and specific immunoglobulin-E (IgE), and airway

hyperresponsiveness in vitro; In the preliminary terst, we found the ratio of PDE4H/PDE4L of Compound 1 and Compound 3 was 18.2 and 35.5,
respectively, which are much higher than that (11) of AWD 12-281. Therefore these two compounds have the competitive potential in the world.



