MITOCHONDRIAL HAPLOGROUPS AND LEFT VENTRICULAR DYSFUNCTION IN 813
PEOPLE LIVING WITH AND WITHOUT HIV
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diastolic dysfunction (LVDD) compared to people without HIV (PWoH).

Figure 1. Adjusted odds ratio of LVDD for select haplogroups in
males and females by HIV status
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« Exposure to mitochondrially toxic antiretroviral therapy, specifically D- Males

drugs, are known to induce long-term mitochondrial dysfunction. "0\ T - Haplogroup HIV Status OR[3S% CIl P-value
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 We included men from the Multicenter AIDS Cohort Study (MACS) Age at visit (median, IQR) 52 (45,57) 59(53,66) 51(43,58) 63(56,69) 52(46,57) 57 (50, 63)
and women from the Women’s Interagency HIV Study (WIHS) from BMI, kg/m?2 (median, IQR) 32 (27,39) 27 (24,30) 32(26,38) 27 (24,30) 32(26,38) 27 (24, 30)

Table 2. Unadjusted and adjusted odds ratio of LVDD for

previous echocardiographic studies. .
LVDD CHART (n, %) 264 (29%) 204 (24%) 89 (32%) 94 (24%) 175(28%) 110 (24%) PWH and previous D-drug exposure

« LVDD was defined using the Characterizing Heart Function on
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MtDNA haplogroups were Inferred from genotyping data with Previous D-drug use (n, %) 171 (28%) 206 (45%) - - ( - 9) — ( _— 4)
« Multivariable logistic regression models were used to examine the j 1.11 (0.77, 1.58) 1.09 (0.74, 1.58)

sex- and race-stratified association between LVDD and common RESULTS

African-ancestry haplogroups (LOL1, L2, L3, or “other”) for males and « Among men with HIV of European ancestry, odds of LVDD were 50% lower in haplogroup H ﬂ 2.09(1.35, 3.25) 1.94(1.21, 3.13)

females or European-ancestry haplogroups (H, UK, JT, or “other”) for than for men in non-H haplogroups (OR: 0.50, 95% CI: 0.26-0.93; Figure 1) and 109% higher

males. In PWH, we examined the association with and without D- In haplogroup JT than for men in non-JT haplogroups (OR: 2.09, 95% CI: 1.00, 4.36; Figure 1).

drug exposure (previous use of stavudine, zalcitabine, and  Among women with haplogroups L2 and L3, HIV status modified the association (P;.; ,»,=0.036; COI\_ICLUSIC_)NS | o -
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drug exposure and mitochondrial haplogroups. * No significant associations between mtDNA haplogroups of African ancestry and LVDD among N mén wit 0 uropear-l ancestry.
. _ . . * Previous D-drug exposure increased the odds of LVDD among
 Models were controlled for principal components of nuclear genetic men or women living with HIV. |
. . . N - men with HIV.

ancestry, age, enrollment site, BMI, educational level, alcohol intake,  Among PWoH, there were no significant associations between mtDNA haplogroups and LVDD.

HCV status, smoking, non-injection + injection drug use, and clinical * Previous D-drug exposure significantly increased the odds of LVDD among males, but had no n CENTER FOR

variables relevant for LVDD (HTN, DM, dyslipidemia, and eGFR). D- significant effect on females (Table 2). { ’ AIDS

drug analysis controlled for CD4/CDS8 ratio, history of clinical AIDS, 3- * No significant difference of LVDD with previous D-drug exposure by haplogroups, and no ) RES EARCH

yr average HIV viremia, and nadir CDA4. significant interaction between previous D-drug exposure and haplogroup on LVDD. MACS/WIHS COMBINED COHORT STUDY JOHNS HOPKINS UNIVERSITY
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