TC is a Toll Like Receptor 4 Blocker
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This article shows how lipopolysaccaride in gram negative bacteria stimulates inflammation by activating NF-kB gene transcription resulting in

cells producing inflammatory cytokines. For background information, | included a chart showing all of the effects of NF-kB. (Steroids effectively
block NF-kB from getting into the nucleus to prevent inflammation.)

TC can block Toli Like Receptor 4 decreasing NF-kB inflammation.

Intracytoplasmic NF-kB is Activated by Bacteria, Viruses,
and TNF-a to Cause Inflammation
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NF-kB targets inflammation by increasing the production of inflammatory cytokines,
chemokines and adhesion molecules, but it also regulates cell proliferation, apoptosis,
morphogenesis and differentiation.
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Abstract

LPS, the primary constituent of the outer membrane of Gram-negative bacteria, is
recognizéd by TLR4. Binding of TLR4 to LPS triggers various cell signaling
pathways including NF- «Bactivation and reactive oxygen species (ROS)
production. In this study, we present the data that LPS-induced ROS generation
and NF-«B activation are mediated by a direct interaction of TLR4 with (NAD(P)H
oxidase 4 (Nox) 4), a protein related to gp91”"™ (Nox2) of phagocytic cells, in
HEK293T cells. Yeast two hybrid and GST pull-down assays indicated that the
COOH-terminal region of Nox4 interacted with fhe cytoplasmic tail of TLR4.
Knockdown of Nox4 by transfection of small interference RNA specific to the
Noxt isozyme in HEK293T cells expressing TLR4 along with MD2 and CD14
resultéd in inhibition of LPS-induced ROS generation and NF-«B activation. Taken
together, these results indicate that direct interaction of TLR4 with Nox4 is
involved in LPS-mediated ROS generation and NF-xB activation.
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