[A]JA305-2pm-01 BALES H1055FE2 (2025)

1)L FEDERR

CGRAE KRB AEfn) OFiGh I - MRl 23S - a2 K 5
Total Synthesis of irijimasides (Graduate School of Life Sciences, Tohoku University)

OTomoya Suwa, Atsushi Umehara, Makoto Sasaki o
Irijimasides (1-5) are 14-membered macrolide glycosides isolated Me’foj‘/g

from marine cyanobacterium collected in Okinawa. These compounds o ~

inhibit osteoclast formation in mouse macrophage cells; therefore, they ; gHO "

attracted attention for a drug lead compound for the treatment of  ~ A~ A Lo °

osteoporosis. We initiated our research to establish an efficient ROR R RS

. Co . . . irijimaside A (1): HC=CH, Me Me Me
synthetic method for irijimasides. Fragments 6 and 7 were linked USING  imecaes @, Ho-or, v+ 1o

ketone coupling to afford ketone 8. After conversion of 8 to iodide 9 in ~ MimasideC @) HO=CHy K Mo Me
irjimaside D (4): HC=CH, Me Me H

nine steps, the second ketone coupling of 9 and fragment 10 provided  riimaside £ ): cH,c=CH Me Me Me
ketone 11. Ketone 11 was converted to lactone 12 in a 14-step sequence, and subsequent
introduction of a side chain and hydrolysis of the methyl acetal provided aglycone 13. Finally,
glycosylation and removal of the TES group accomplished the first total synthesis of irijimaside
A (1). We also achieved total synthesis of irijimasides C—E (3—5) using the same strategy.
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