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Durin? the course of our screening for growth inhibitors against the cancer
cells, DC1149B was isolated along with its related compounds, trichodermamide A and aspergillazine
A, from an Indonesian marine derived fungus, Trichoderma sp. These natural products exhibit potent
bioactivity and possess a highly functionalized cis-1,2-oxazadecaline skeleton and therefore have
attracted both of medicinal and synthetical interest. However, to date, two racemic and only a
single enantioselective synthesis of trichodermamide A, B and C have been reported. In this study,
we developed a new method for the construction of cis-1,2-oxazadecalin enone via tandem
dearomatization/intramolecular oxy-Michael addition sequence of tyrosine derivatives. In addition,
we also applied the method for natural products synthesis and achieved several enantioselective
synthesis of trichodermamides.



( )
PANC-1 (
)
15G49-1
(1C50=0.02 uM : 35500 ) DC1149B (1)
A(3) A(4) (J. Nat. Med.
74,153.(2020)) 1
cis-1,2- 322
R1(:_)H O OMe
1 T Tsts se O OMe
(29 ) NN Y
HO ; %':lNH H oo
. S H
(Flgurej') DC1149:
B({)R'=cl OMe aspergillazine A (3
R(2)R'=Br
A B OMe OMe
c R2 OH o | OMe OMe
B (0]
. Cry s oé*
cis1,2- o N 0
- H
19 HO trichodermamide: 4 5 56
A(4)R2 OH, R® = -+ Dg)’; 8: VS
2 _ 3 _
B@R =CLR F (9) RS = Me, A34, 756

C (6) R2=OH, R3 Me

Figure 1. Chemical Structures of DC1149B and its Related Natural Products
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Wipf's Dearomatization-Intramolecular Michael Addition Sequence
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Scheme 1. Wipf's Oxydation-Michael Addition-Inspired cis-1,2-Oxazadecaline Synthesis
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