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 Human Immunodeficiency Virus Type 1 (HIV-1) is a global health burden affecting 37 million

A)

Z

individuals. solate 2410 ° & gt' r?m fF;C | 2610 NetwT § o 5
A major factor contributing to HIV-1 persistence within the human population is its ability to evade or 2391 ohjugate e 261 o o E P
: . . -Termina e imera §_=,CU5 g:%
both innate ar?d ad.a.ptlve branche§ c?f the host immune system. | Transfected 24 hours _ CD4 Cell F NeTurmina 2410 e g + "
The recently identified host restriction factor Serine Incorporator 5 (SERINCS) potently restricts OR > Surface Stain M Chirmera Res. s7s2ze 2001 82 ggz
HIV—1 Virion infeCtiVity_ - c.:‘_ 2410 Nef Chimera Res. 175-208 2391 ﬁg %951
SERINC5 mediates its anti-viral functions by readily incorporating into the host-derived outer lipid eGFP CD4+ Hela Cells Flow T
membrane of egressing virions (Figure 1). cytometry [ | 2410 Nef H173Y
. . . . . . . A166A167

The _HIV—1 accessory protein Nef counters this selective pressure by triggering the endocytosis Negative Experimental @ sotype  Unstained Mock I | 2410 Nef LissLisr/ArssArsr
and internalization of SERINCS from the cell surface. 1 : 1B | | 2391 nef W
Absence of SERINCS on the cell surface restores virion infectivity during egress. . MFT APC in eGFP Nef — E’ ﬂ 410 DPREVEEANKAEDTCTTIHPMSOHG

: ifa i : : i i i Fold CD4 Downregulation = : = ' D) .
The functional motifs implicated in Nef-mediated SERINCS antagonism, thus far, are additionally MFI APC in Nef + 3 5 j 2391 DPREVEEANKGENDCLIHPISOYG
required by Nef to downregulate the Cluster of Differentiation 4 (CD4) cell surface receptor. © fe | wdff | el |9 Kok ok kkok ok kk g g R Rk ko Kk o o Nof lsolate
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Fig 4. (A) Scheme of 2410 Nef chimeras. A 2410 L4e4L165/A164A165 Nef mutant was generated as a negative control for cell-surface CD4
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Isolates 2410 and 2391 (along with respective 2410 chimeras/mutants) will be cloned into our
proviral pNL4.3 AGag/Pol eGFP Nef retroviral vectors

Infectivity of purified viral particles will be assessed by infecting TZM-bl cells expressing a
luciferase reporter under the transcriptional regulation of the HIV-1 LTR.
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Fig 1. SERINCS5 potently restricts HIV-1 virion infectivity. (1 and 2) In the absence of SERINCS, (1) HIV-1 virions acquire the host-
derived outer lipid membrane during viral egress. (2) Target cells are infected by engaging CD4. Following membrane fusion, the viral
capsid is deposited in the host cytosol, thereby permitting viral replication. (3-4) In the presence of SERINCS5, (3) SERINCS is readily
incorporated into egressing virions. (4) Virions infect target cells by engaging the CD4. The presence of SERINCS5 inhibits viral fusion by
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