Synthesis of Proteasome Inhibitor (Syringolin A).

Kavita De

In 2008, two macrolactams, syringolin A and B were shown to affect plant-pathogen interactions Doctorante
Equipe D3-5

and to act as virulence factors via inhibition of the proteasome. Given below is the total synthesis ghiiﬂe de

of proteasome inhibitor, syringolin A.
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**1DQ = 2-isobutoxy-1-isobutoxycarbonyl-1,2-dihydroquin-oline (11DQ).
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2. Staudinger reduction

©
N@
No o
\N/R
. N ' @/R ) AN L /
P-R + N N - . PN
< R _N-R —— R
© R N=N N—N
R_R
— R-P=N + N=N
R
H,O
R



3. Mechanism of coupling with IIDQ
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Carbonic acid anhydrids
are generated in situ

An advantage of using EEDQ or [IDQ for the generation of mixed carbonic
anhydrides is that the activated carboxyl component can undergo aminolysis imme-
diately so that there is less likelihood of troublesome side reactions intervening. As
might be expected, I1DQ leads to less acylation at the wrong carbonyl group than
does EEDQ. The by-products of the reaction are carbon dioxide, quinoline 40, and
ethanol or isobutanol. so that coupling is clean and workup straightforward.



Questions:

1. Find out X and the structures 4-10.
2. Identify the Name reaction for the step and also give the mechanism:
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3. Show the synthesis of compound 8.
4. Give the mechanism of coupling with IIDQ

Pour toute erreur veuillez me contacter sur mon adresse e.mail : abdallah.hamze@u-psud.fr



