Nimbolide
J. Am. Chem. Soc. 2025, 147,17, 14083-14087

Me

(o]
Me

nimbolide

1. LDA, (Z)-iodoacrolein
2. TBSOTf, Et3N

(0]
W,
o 1. AIBN, BuzSnH

2. Al(OMey), 140 °C

Me OTBS 'BuLi, Cul-DMS

3-bromofuran, BF3*OEt, 1.DBU, 0 °C
orbitals? 2. TMSNg, I,
O
1 2
1. Pdodba,, Boping, KOAC
mechanism? HF
> —_—
2. Me3NO
Structure 4 DMDO
100 °C
plastic vessel
what could
happen under
mildly acidic
conditions? 12
N
°
?
| Me _ N
/\/ +Ill’0
o~ Me” "Me
(Z)-iodoacrolein Me;NO ABNO

1"

(S)-CBS, BH3:DMS
_—

key transition state?

4
1. ABNO, PIDA, NaClO,
2. TMSCHN,
9
NaHDMS,
Comin's reagent
structure?
OTBS
OMe
Pd(PPhj),, CsOAc
B
10



Nimbolide
J. Am. Chem. Soc. 2025, 147, 17, 14083-14087
(0] TBSO (@]
M M Me
e € 1.LDA, (2)iodoacrolein
2. TBSOTY, EtgN |
|
Me
6

0)
\\E/)
1. AIBN, BugSnH

2. Al(OMe3), 140 °C

nimbolide

Me

Me, OTBS BuLi, Cul-DMS Me OTBS e 0
g 3-bromofuran, BF Ot / ﬂ‘“@ 1.DBU, 0°C ‘“Q }-CBS, BHyDMS | ‘m\@
orbitals? 2 TMSNg, I, key transition state?
o} 0) HO
2 3 4

1. Pd,dbay, Byping, KOAC
mechanism?

1. ABNO, PIDA, NaClO,
2. TMSCHN,

2. MegNO

Comin's reagent
structure?

H
O
9
NaHDMS, l

OTBS
OMe
Structure 4 DMDO Pd(PPhj),, CsOAc
-
100 °C
plastic vessel
what could
happen under
mildly acidic
conditions? 12 1" 10
N
[ ]
?
| Me _ N
/\/ +I{I/O
o~ Me”  “Me
(Z)-iodoacrolein Me;NO ABNO




3to4

Me / o) —
' ---ﬂ@ L Ph_MH
Ph H Ph S
z Ph g Ph o O}_ 0] m
B o\ - 7 B/
N. O N, O L- ,—H\B/H
B -/ B z
I H3 U |
Me Me s H
(s)-cBs
Corey-Bakshi-Shibata
6to7 9to 10
(@] F
T8sQ Me Me F 00, F
i F78 -8 F
| 6]
Pd° Me | SN
=
6
reductive oxidative cl
elimination addition
Comin's reagent
TBSO (¢]
Me
Cuprate 1,4-addition orbital diagram
Me” =H
/
Pd! R 9\?{8 R Homo
Bpin d orbital-like
transmetallation f
migratory
TBSO 0 insertion H LUMO

P * (C=C)

Chem. Rev. 2012, 112, 4, 2339-2372

12 to 13 (side reaction)

Meinwald
rearrangement

HO




