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BACKGROUND

Among people living with HIV (PWH), sex-differences In
presentations of atherosclerotic cardiovascular disease (ASCVD)
may be Influenced by underlying differences Iin coronary artery
plague parameters, Immune indices, or relationships therein.

METHODS

REPRIEVE (Randomized Trial to Prevent Vascular Events In
HIV), a primary ASCVD prevention trial, enrolled anti-retroviral
therapy (ART)-treated PWH globally.

At study entry, a subset of US REPRIEVE participants underwent
coronary computed tomography angiography (CCTA) and
iImmune phenotyping (CCTA: N=755; CCTA + Immune
phenotyping: N=725).

We characterized sex-differences in coronary artery plaque (log
binomial regression for a relative prevalence rate [RR]) and
Immune indices (linear regression).

Finally, we compared immune-plague relationships by sex.
Unless noted otherwise, analyses adjust for Pooled Cohort
Equation ASCVD risk score.

RESULTS
Study Cohort

The primary analysis cohort (N=755) included 631 (84%) males
and 124 (16%) females (age 51+6 years).

Median ASCVD risk was higher among males vs. females (4.9%
[2.6—6.8] vs. 2.1% [0.9-3.7]).

Obesity rates (BMI=30 kg/m?) were higher among females (48%
vS. 21%).

Subclinical Atherosclerosis

Prevalence of any coronary artery plague and of plagues with
either visible non-calcified portions and/or vulnerable plaque
features (NC/V-P) was lower among females vs. males overall and
controlling for ASCVD risk (Figure 1). Any plague: RR=0.67;
95%CI: 0.50-0.92. NC/V-P: RR=0.71; 95%CI:. 0.51-1.00) (both
adjusted for ASCVD risk and BMI).

Among those with any plaque, prevalence of NC/V-P did not differ
by sex (P=0.33).
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Females vs. males presented with:

1) Lower prevalence of coronary artery plague

2) Lower prevalence of plagues with non-calcified
portion and/or vulnerable plague features (NC/V-P)

3) Key-differences of systemic immune activation parameters

Immune Activation Indices

 Females vs. males showed:
- Higher levels of IL-6, hsCRP, and D-Dimer and lower levels of LpPLA-2 (P<0.001 for all).
- A lower percentage of total monocytes and a shift toward a higher percentage of
iInflammatory/intermediate (CD14+CD16+) and patrolling/non-classical (CD14-CD16+) vs.
classical (CD14+CD16-) monocyte subsets (P<0.001 for all).

Immune-Plague Relationships (Figure 2)
Higher levels of LpPLA-2, MCP-1, and oxidized LDL were associated with higher coronary
plague (P<0.02) and NC/V-P prevalence, with no differences by sex (interaction P>0.25) .
Among females but not males, D-Dimer was associated with higher prevalence of NC/V-P
(Interaction P=0.055).

Figure 1. Prevalence of any coronary artery plague or non-calcified plaque/

plaque with vulnerable features by ASCVD
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Figure 2: Relationships between systemic immune
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Indices and plaque with visible non-calcified portions
or vulnerable plague features by sex

N Est. 95% CI P-value

& Overall ® Males € Females

D-Dimer (ng/mL) 723 ko 1.00 (0.98, 1.02) 0.97
606 o1 1.00 (0.98, 1.02) 0.98
117 o 1.00 (1.02, 1.11) 0.007

Hs Crp (mg/L) 721 o 1.00 (0.99, 1.02)  0.65
604 ] 1.00 (0.98, 1.02) 0.93
117 - -

IL-6 (pg/mL) 722 [l 1.02 (1.01, 1.04) 0.002
605 o 1.02 (1.00, 1.03) 0.034
117 - -

LpPLA-2 (ng/mL) 722 o 1.09 (1.05, 1.14) <0.001
605 o 1.08 (1.04, 1.13) <0.001
117 ———— 1.19(1.03, 1.38) 0.019

MCP-1 (pg/mL) 721 o 1.05(1.01, 1.11) 0.025
604 o 1.05(1.00, 1.11) 0.034
117 I ¢ ] 1.04 (0.89, 1.22) 0.61

Oxidized LDL (U/L) /22 o 1.05(1.00, 1.11) 0.06
605 o 1.05(0.99, 1.11) 0.09
117 —— 1.09 (0.92, 1.30) 0.30

Soluble Cd14 (ng/mL) 722 = 0.99 (0.92,1.06) 0.75
605 —— 1.00 (0.93, 1.08) 0.96

17 Pt 0.89 (0.70,1.13) 0.33

Soluble Cd163 (ng/mL) 722 == 1.02 (0.98, 1.06) 0.43
605 == 1.02 (0.97,1.07) 0.40
117 | o | 1.00 (0.87, 1.15)  0.99
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Relevant Risk of coronary artery plague with visible
non-calcified portion or vulnerable plaque features

CONCLUSIONS

Females vs. males living with HIV had a lower prevalence of
coronary artery plaque and plague with visible non-calcified
portions and/or vulnerable plague features, as well as key
differences In immune parameters. Immune-plague relationships
differed by sex for D-Dimer, but not other tested parameters.
Understanding sex-specific immune drivers of subclinical coronary
pathology will be key to tailoring ASCVD preventive therapies to
PWH.
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