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Structure Activity Relationships Study of Ingenols for Novel Anti-HIV Drugs
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13-Oxyingenol is a diterpenoid isolated from the plants of Euphorbia sp. 13-Oxying
enol and it"s derivatives have strong anti HIV activity and PKC activation. | synthesized many 13-oxyingen
ol derivatives and measured PKC activation. Also, | have achieved the synthesis of the tetracyclic skeleto
n of ingenol based on total synthesis of 13-oxyingenol.

13 HIV PKC



HIV

HIV

(HIV
1 6000 )
HIV HIV
HIV
HIV
HIV 13-
13-
1974
HIV
2012
13- 2012

13-oxyingenol derivative 1 ingenol (3)
R' = Cy4H3CO, R¥=COCsHy; R =

13-oxyingenal (2) ingenol 3-angelate (4)

13-
HIV
HIV
2
(1)13-
(2)
inside-outside
2012 13-

(1)13-

PKC 13-
13

)

()13
13

13
13 13

PKC
PKC

13-hydroxy

C41H23C00
135

HO OH
13-oxyingenol derivative ingenol
3
PKC
13-
13
- 3
3
PKC

13-oxyingenol derivative ingenol

13-

PKC
PKC 13
13



PKC

pKa
a
MPMO
TBSO Py TBSO
Z TBSO NN s
" Cs,C0; MPMO "/
[t BN
MeO,C DMSO, quant 850" NF
i MeO,C [
13-oxyingenol type
TBSO"NF
MPMO
TBSO P : MeO,C Is}
< TBSO" NN 46%
[ Cs,C04 .
Me0,C DMSO
0
y OoMPM
ingenol type
N
MeO,C 0TBS
0

40%

inside-outside

ring-closing metathesis

o 67%

13-

0
3
13-
54 2012 9
18 20
13-
56
2012 10 27 29
13- 2
2012 10
30
0
o) 0
o 0

http://nagase.wpi-iiis.tsukuba.ac.jp/



€Y
OHYOSHI TAKAYUKI

90639303



