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TLR Inhibitors for Treatment of Influenza, Cancer, Allergy,
Inflammation and Prevention of Endotoxic Shock

OVERVIEW

The Toll-like receptors (TLRs) play a vital role in eradicating pathogenic microbial infections, eliminating necrotic host
cells and enhancing tissue repair in the host. On the flip side, chronic TLR activation leads to inflammatory disease
and “systemic” activation of TLRs may lead to death.

All TLRs have a Toll-IL-1 receptor (TIR) domain that initiates the signaling cascade through TIR adaptors such as
TRAM, TRIF, TIRAP and MyD88. UMB inventors have developed “decoy peptides” that disrupt TLR signaling
assembly or activation by targeting specific domains/adaptors. The strategy employs cell-penetrating decoy peptides
, as described in Toshchakov and Vogel (Expert Opin Biol Ther 2007 Jul; 7(7):1035-50). These inhibitors have the
potential to modulate or down regulate the effect of TLR activation. Thus, they are useful in characterization of TLR
signaling pathways, and may hold promise in therapeutic treatment of influenza, several cancers, allergy, and
inflammation and in preventing endotoxic shock. One of the peptides has been shown to improve survival of influenza
infected mice.

Peptide inhibitors against TLR2 and TLR4 receptors are available for licensing.
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