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Cover lllustration: Possible routes of antry of soluble Vipr 1o the central nenvous system. Within the
peripherny, lymphocytes (green) and cells of Ine monocyte-macrophage (biue) lineage (MML) are major
HIV-1 earriers, athough the numibar of infected undifarantizled manocytes is low. After traversing the
biood-brain barrier (BBB), monocytes differentiate inte short-ived monocyte-derved macrophages
(MOMs) capable of ssading infaction, raleasing Vpr throughout the CHS. Lymphocytes can’ alsa
fravierse the BEE after antigen presentstion by local infacted parvasoular phagooytic colls; thus are
a sourcs for Mpr release once activated. Brain-rasident calls micrmglial oells (redimaroan) reprasent
ihe pnimary suscepliole and permissive HIV-T target,, possibly releasing/secreting newly synihesized
Vipr on activation in response o pathogens within thie CNS. Resting microglia can suppart anly low
levels of viral ranacription, thersfore are not & main sourcs of Ypr, Brain microvascular endothelial calls
{BIMVEC) {orange) are also infected by HIV-1 and may be responsible for disseminating Vpr into the
CMNS. Astrocyles {vellow] ane the most abundant cells in the CNS, but thelr fraquency of infaction and
leval of parmissivity ara likehy lower than calls af the MML. During fate stages of disease, the numbsar
of Hiv-infected astroglial cells increases, seading infection and participating in Vipr rolease. Neurons
{pirk) are not known 1o be infected by HIVGT,
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