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A proposed mechanism by Pelletier and Seigel [79] of crosstalk between the TNF-1 receptor and the 5HT2A receptor. Once TNF-alpha binds to the receptor complex, IκB kinase is activated to degrade IκB into its NF-κ B subunits. NF-κB enters the nucleus where they act as transcription factors to produce more TNF and additional pro-inflammatory cytokines.
The 5HT2A receptor is a G-coupled protein receptor (GCPR), thus when an agonist, such as serotonin binds to it, the enzyme PLC is freed to catalyze the breakdown of PIP2, thereby producing IP3 and DAG. IP3 mobilizes CA2+ which induces multiple responses, including activation of MAPK. DAG goes on to activate PKC. According to Yu, et al. [76] anti-inflammatory effects take place via PKC activation.

TNF1: Tumor Necrosis Factor 1; TRADD: Adapter Protein; TRAF2: Ringfinger-Containing Protein; clAP1: Inhibitor of Apoptosis; RIP1: Protein Kinase; IκB: Inhibitor of Kappa Beta; NF-κB: Nuclear Factor Kappa Beta; PLC: Protein Kinase C; PIP2: Inositol Lipid Phosphatidylinositol Bisphosphate; IP3: Inositol Triphosphate; DAG: Diacylglycerol; MAPK: Mitogen-Activated Protein Kinase; IL-6: Interleukin-6; ICAM1: Intercellular Adhesion Molecule1; VCAM1: Vascular Cell Adhesion Molecule1.
