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INTRODUCTION

The alkaloid (+)-trans-trikentrin A is a marine
natural product isolated in 1986" whose racem|c
synthesis has already been achieved by our group?
through a ring contraction key step. Herein we

describe our recent afforts toward the total
synthesis of (+)-trans-trikentrin A (Scheme 1).
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)-trans-Trikentrin A FGT: functional group transformation; PG: protecting group

Scheme 1. Retrosynthesis to (+)-frans-trikentrin A.

RESULTS AND DISCUSSION

An asymmetric conjugate addition® was our first
attempt to define the stereocenter. As it could not be
achieved on 2 (Scheme 2), we decided to perform
the coupling of a substituted indoline ring (3,
Scheme 3) with an |ron complex obtained from a
lactic acid derivative.* (4, Scheme 4) This coupling
would occur in an diastereoselective manner,
allowing the synthetic route to be more convergent
than the previous approach.
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Scheme 2. Preparation of the substrate for asymmetric
conjugate addition and unsuccessful trial.
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The lithiated product 3 could be formed in situ, and
we are now working on the coupling step. In parallel,
we are also mveshgatmg a Kkinetic resolution
performed by lipase® on the saturated ester 5 as a
possible alternative (Scheme 5).
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Scheme 3. Preparation of indoline and further coupling.

o 5 sehidazolo o 1) 16 2a LiBH, .5 eq. MeOH 9
DMF, rt, 12 h 120, reflux, 3
EtO)K/ Eto)g/ 2 W
H H ) 1.5 eq. IBX, AcOER, OTIPS
OH OTIPS reflux, 3 h
o o i) 1.25 eq. Fep(CO)g <}
15eq go-P L 0o Et,0, 12h ' % ‘|
EtO~/ OFEt P : BF4
EtO - >
1 Eto)v\/ ii) aq. HBF,, 10 min EtO)K//F/ 4
1.5 eq. NaH, THF, oTIps  20% (OC)4Fe

-30°C,3h
94% (4 steps)

Scheme 4. Preparation of the iron complex 4.
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Scheme 5. Preparation of the saturated ester for kinetic
resolution.

CONCLUSION

The first stereocenter of our target molecule could
not be achieved by a conjugate addition. A
diastereoselective coupling that would lead to a
more convergent route is being tested. In parallel, a
kinetic resolution of the stereocenter performed by
lipase is under investigation.
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