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MyDS88 plays a crucial role in the signalling pathways triggered by IL-1 and Toll-
like receptors (TLR) in various phases of innate host defence. A crucial event in this
signalling pathway is represented by dimerization of MyD88, which allows the activation
of the downstream transcription factor NF-xB [1].

This work describes the synthesis of a number of azapeptidic compounds [2]
structurally related to the MyD88 TIR domain consensus peptide RDVLPGT [3], and some
evidence of their inhibitorial activity on IL-1 induced NF-kB activation.

The azapeptides were synthesized by Fmoc solid phase method on Rink-amide
resin, using fosgene solution in toluene for azapeptide bond formation.
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a) DMF, t.a., 30 min b) Piperidine 30% in DMF, t.a., 10 min c) (1) or (2) or (3),
CH,Cl,, t.a., 90 min.
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The aza-building blocks synthesis from tert-butyl-carbazate for the incorporation of
aza-Gly, aza-Val and aza-Leu is also described.

The effect of these compounds on inhibition of IL-1-induced NF-kB activation was
monitored by RGA (Reporter Gene Assay). Experimental data on some active azapeptides
are also reported.
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