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Introduction Methods Continued Results Continued

Although inflammation immune  Principal component analysis (PCA) was performed followed by unsupervised hierarchical clustering (HC) to  Iable2:Demographics of Study Cohort
dysfunction  are |mpI|cated in the partition subjects into biomarker-derived clusters. - — —— — —
pathogenesis of comorbidities in people with  Differences between cluster demographics was assessed using Chi-Square and Kruskal Wallis tests. Age (IQR) 40.7 (37.6, 47.9) 40.4(34.9,44.5) | 44.3(39.1,49.3) 0.047
HIV (PWH), whether an immune risk profile Logistic regression was used to assess associations between clusters and prevalent comorbidities RZEE 10 (22.7%) 8 (18.2) 26 (59.1%) 0.032
can predict PWH at higher risk of [cardiovascular (CVD), kidney (CKD), liver disease (CLD), hypertension (HTN), dyslipidemia (DysL)). atcen—— 26 [73.0%) L 73 7] 14 GLLA) e
comorbidities is unclear. Analysis was performed using SPSS ver.24 and R vers.3.6. eterosex 23 (65.7%) 13 (68.4%) 27 (60.0%)

s~ YNV 6 (17.1%) 2 (10.5%) 10 (22.2%)
Objectives Smoking 6 (17.1%) 4(21.1%) 12 (26.7%) 0.591
To determine if inflammatory profiles 99 PWH were included in the analysis, Eigure2: Standarised Inflammatory Biomarkers grouped by Clusters Nadir CD4+ count 364 (230, 526) 332 (269, 427) 363 (181, 506) 0.798

. . . . . o z-score color key CD4/CD8 ratio 0.8 (0.5, 1.1) 0.9 (0.7.1.3) 0.9 (0.7, 1.2) 0.353
comprised of biomarkers reflecting different median age 41 (36.8, 48.0) years, 44.5% K R :
. . - ) 2 1 0 1 2 ART duration 4.8 (1.5, 10.8) 8.2 (2.5,10.7) 7.49 (3.7, 11.6) 0.218
inflammatory pathways predict co-morbidities male; 54.5% African; 18.8% MSM and 8% p— — i CMV 1gG positive 31 (88.6%) 17 (89.4%) 37 (82.3%) 0.57
in treated PWH PWID. = — — e — HCV Ab pos. 4 (11.4%) 1(11.1%) 8 (17.8%) 0.373
. . . geys o — — HIV RNA <40
(CVD, n=5; CKD, n=2; CLD, n=15; HTN, - : o ' , - - . . .

In the UCD Infectious Diseases Cohort Study p=20: DM, n=6) while 10 had | |2 il =N _-__'——_ - Cluster 3, characterized by high levels of systemic and
of PWH on antiretroviral therapy (ART), we muItir,norbi dit’y. S — — — ———=- — : vascular mflamm_atl_o.n was significantly assomgted \.NItlh
measured 23 biomarkers using bead-based Figure 1: Hierarchical  — = — . prevalent comorbidities (OR 3.1 [1.09, 8.28] in logistic

. . . . - __ J— = = —-——— -

quantitative ELISA on the Luminex MagpiX . uowing PCA and - — . ®8 | regression models. | o |
platform (Table 1) S g’s 4 HC o . —— e S B i — Adjusting for CD4:CD8 ratio, CMV seropositivity and smoking
unsupervise B el e B e ; Y : : e
Table 1: Custom Multiplex Biomarker panel* three distinct E e _—! Cluster 3 remained significantly associated with comorbidities.
Biomarkers functional group Biomarkers analysed __== e = , — _ . .

— - _c(:jlus’i_ef.rS 4 (Fi we1re ——— : L —— = L — Cluster 1, characterized by lower vascular, innate immune and
ystemicinfammation neChe -2 116, TNFRL, TNFR2, TNE- | [dentiTie (Figure 1) e R — systemic inflammation was associated with reduced risk of
Coagulation VWF, D-dimer, sCD40L . — — e — — COltnorbldltlleS.(OR 028 [010’ 074]) ]
T — > ————————— Cluster 1 (n=35) was characterized by low i — e — = This association persisted after adjustment for CD4/CD8 ratio,
T o o levels of inflammation while cluster 2 by — - e smoking status and CMV serostatus (OR (95%Cl): 0.31[0.11,

’ - . . . . pEm— — ] [ — . ..
_ higher inflammation reflecting ——— 0 ol —am = 0.86] p=0.025) and again for age, gender and ethnicity (OR
Immune regulation IL-1RA platelet/macrophage pathways and cluster — e ——— — = — 0.32[0.11, 0.90], p=0.03).
Innate immune activation MIP-1a, MCP-1, sCD163, sCD14 i i T — S E.—E - = N - - m_ o .
Microbial translocation IL-18, LBP 3, SyStemI'C’ VaSCUIar and endOthe“al % = = g g s E % = = g g = ?) é 8 > < % = g 0 % CO"C'USlon
: pathways (figure 2). b FES S 2022352 %=22089°7
“MCP, Monocyte Chemoattractant Protein ; MIP-1, Monocyte Inflammatory = Tbd ® - ’ We have identified distinct inflammatory patterns in treated
Protein-1; MPO, | idase, LpPLA2, Li tei iated . ] . ' ' . .
Prh%:;)r:\olipase A2; vnv:lyls ?,ﬁrmu:;fand Ifactor; LBL‘jﬁ?ggp?E/sagts::g;:ize SUbJeCtS in Cluster 3 were more ||ke|y l T . T l ) 'hl | 'I' — I Il I | PWH that predICt both enhanced and reduced risk of prevalent
bindi in; PD-L1, P d Death Li d-1; IL, | leukin; RA, . . i : " Endothelial Immune i T
r;:e;)qgrg::;‘zgnisit rogramme: eat igan nterleukin Older, male and non'Afrlcan Whlle Other Systemic Inflammation Coagulation Dysfunction regulation cvD Inrfzz\izr::lr::netr:\.;r&:::;n Comorbl.dltles. o | |
Ack led t demographlcs dld not dlffer Slgmflcantly Cluster Characterization by Quantitative variable analysis (v-test) That thIS aSSOC|at|0n. PerS_IStS after adJUStmem_: fOI" known
ehitoitidele Sl between clusters (Table 2) Contribution Rank * Cluster 1 Cluster 2 Cluster 3 modulators of Comorbldlty risk suggests alternate |nﬂammat0ry
We would like to thank the patients and staff of Mater Misericordae Preva'ence Of Comorb|d|t|es was h|gher in 1 Low MIP-1 High vWF High E-Selectin pathways Contr|but|ng tO Comorb|d|ty pathogeneSIS IN ’[I‘eat
University Hospital and St. Vincents University Hospital, Dublin.The _ _ ) . .
UCD ID Cohort receives unrestricted funding from BMS, Jansen Cluster 2 [n— 81 (420/0)] and 3 [n—22 2 Low CD4OL_ ngh_lFN Gamma H'*"fh TNFRI PWH _ _ _ _ :
Cilag and MSD (48.9%)] compared to cluster 1 [n= 3 Low P-Selectin High CDA0L High IL 18 Further work is needed to examine this analytic approach in a
4 Low TNFR1 High MIP-1 High IL1-RA T . . .
(o) _—
(20%)], p=0.027. . Low E-Selectin High s-ICAML larger cohort and assess utility of this method in prospective

studies in identifying PWH at risk of comorbidities




