Sex-Based Differences In Transcriptomic Profiles and HIV Reservoir Correlates
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Background and Rationale Results Figure 3:
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Figure 4:
Methods Gene pathways associated with reservoir measures are distinct for women and men
Cohort: Premenopausal women on ART with 21 year of viral suppression were prospectively Figure 1. (A) Multidimensional scaling analysis demonstrates that 20% of the variability in gene expression is A B UV Response Glycolysis
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Conclusions
Cohort Characteristics Men Women
Age in years, median (IQR) 43 (33-48) 41 (35-48) . .
CD4 nadir cells/uL, median (IQR) 270 (131-442) 214 (111-317) In a well-matched cohort of HIV-infected ART-treated, virally suppressed
CD4 at sampling cells/uL, median (IQR) 646 (544-825) 677 (530-861) ' L ' '
Duration of infection years, median (IQR) 7 (4.0-11.5) 8 (4.8-14.3) Figure 2. (A) Supervised analysis of women ar_]d men, there I_S _sex SpeCIfIC regulatlon of g?ne expressmn. Women
Duration of viral suppression years, median (IQR) 3.3 (2.1-6.7) 2.8 (1.8-4.3) the top ISGs differentially expressed by show enrichment of antiviral pathways along and differential expression of
Max pretreatment viral load, median (IQR) 4.74(4.4-5.4) 4.61(3.8-5.2) standard deviation in women and men. . . . .
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Race, n (%) dentify networks of coordinated gene gene pathways in men and women. Biological sex determines distinct
White 9 (35) 8 (31) expression identifies multiple genes - : : -
Black mg 2%; and multiple features of antiviral transcriptional patterns that are related to HIV reservoir, with sex-specific
ispanic : . . . .
Asian 2 (8) 3 (12) responses upregulated in women. (C) implications for cure strategies
Native American 1(4) 0 Using an innate restriction factor filter,
Mixed/Multiracial/Other 3(11) 5(19) distinct patterns of gene expression
o . segregate men and women. Restriction
Reservoir comparisons faptor gene set_ identified basgd on
HIV reservoir measure Female Confidence p value prior work rilatlng RF expression to
fold effect Interval HIV reservoir
iHIV DNA 1.39 0.57-3.37 0.47
SCA (HMMCgag) adjusted for: 0.23 0.08-0.72 0.011
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