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In 2017, manginoids, which are novel Eolycyclic meroterﬁenoids containing a
spiro ring, were isolated and revealed to have 113 -HSD1 inhibitory activity. Therefore, with the
aim of providing samples for more detailed biological activity tests of manginoids and creating
compounds with better activity than natural products, we are conducting research with the aim of
establishing a convergent synthetic route that can be adapted to derivative synthesis. As a result,
we succeeded in establishing a method for constructing tricyclic compounds containing a spiro ring,
which is the key skeleton of manginoids. Next, using this established synthetic route, we expanded
our research into the synthesis of manginoid E, which has the most complicated structure among
manginoids, and were one step closer to establishing a skeleton construction method.



(Nature 2010, 468, 608.) Baran

(P. Baran et al. Science 2013, 341, 878.)

Guignardia mangiferae

A 11p-HSD1
(ICs=0.84 uM)
@ 1
1 1
2 2 €) 4
Knoevenagel 1,4- 4 5
5 (6)

e T

4 5 (+)-citronellal (6)

@ O

) 10



ONO) ©)
C2 1,3- n manginoid E

TBSOI:J;OTBS
E - OP

P Z H -~

H <O OH H:-O_ ,0TBS O o A0
0 0 1
_ A A—
: o] ‘0 :

", -0
o C b
10

: oTBS
manginoid E

@ - ® 5
4 4 ©)
Hantzch L-
Knoevenagel 1,4- 12
12
13 1

- dimedone (3)
';' 'Z' e L-proline
4 steps ' 5 steps T Hantzch ester

'er MeOH

N0 T _
: N 0 N 0 rt, 4 h
5

(+)-citronellal (6)

=

50%

1 M HCl ag.
CH3CN

SOCl,
pyridine

@ E 5
14

€)) 15
15 7



5 14 15



Manginoid E

142

2022




