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A human herpesvirus, Epstein Barr virus (EBV), establishes lifelong infection through memory B cells and often‐
leads to lymphoid malignancies and lymphoproliferative syndromes. Although the detailed mechanism of LMP 1‐
activity is not clearly known, previous studies indicate that EBV uses the viral latent membrane protein 1

(LMP 1) for B lymphocyte immortalization. Our study demonstrates the fifth transmembrane helix (TM5) of‐
LMP 1 form homotrimeric complexes. The polar aspartic acid residue (D150) of TM5 embedded in the membrane‐
mediates the self association of TM5.‐ In vivo and in vitro studies indicate that the trimerization of TM5 plays a

key role in constitutive activation of signaling of LMP 1. In addition, we developed small molecule inhibitors‐
specifically disrupting the TM5 trimerization, suggesting a new strategy for drug development targeting

transmembrane protein protein interactions.–
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