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BACKGROUND

The composition and the development of the HIV-DNA reservoir either in treated or untreated patients is determined by integrated mechanism comprising virological factors, immune system and treatment strategies (1). HLA types have been associated with
varying rate of disease progression and different effects have been reported between subtypes of HLA alleles (2). HLA B*27 and HLA B*57 are associated with a slower rate of HIV disease progression, and HLA Class Il DRB1*13:03 is associated with a lower plasma
viral load in chronic HIV infection.

The aim of this study was to determine the association of HLA-B*27 and HLA-DRB1*13:03 with HIV-DNA in Elite Controllers, Long-Term Non-Progressors, HIV Controllers, ART-naive and ART treated patients .
STUDY DESIGN AND METHODS

* We evaluated 231 HIV-1-infected patients from the ICONA and the Elvis Cohorts categorized in 5 distinct groups: 20 Elite Controllers (EC), 35 Long-Term Non-Progressors (LTNP), 17 HIV controllers, 122 ART-naive and 37 patients under suppressive ART
* Total HIV-DNA was extracted from PBMCs by droplet digital PCR (ddPCR) and classified as undetectable if below the detection limit
* HLA-B*27 rs4349859 and HLA-DRB1*13:03 rs424232 genotypes were determined by TagMan Assay
STATISTICAL ANALYSIS
« Statistical analysis was performed using SAS software. The correlations between clinical parameters and molecular data were performed by Spearman correlation test and linear regression analysis. Multivariable linear regression was performed to assess SNPs
association with HIV-DNA values.

RESULTS
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The characteristics of the patients’ cohorts are described in Table 1: Z:il;;zcrsmsnc CATEGORY — 95;2:“::: ng;ﬁlNes/mﬁpsMC SLOPE OF HIV-DNA (95%Cl)  P-VALUE After adjusting for patients’ group,
TABLE 1 EC HIV-CONTROLLER LTNP NAIVE ART-TREATED value e T T T -DNA( ) (LOG,q ) TR [ W — age, gender, years of infection,
CHARACTERISTIC (n=20) (n=17) (n=35) (n=122) (n=37) P Gin der ¥ : e ’ nadir CD4+, zenith HIV-RNA, CD4+
Age (years) 49 (40-56) 38(29-48) 47 (38-D51) 36 (30-:18) 51 (44-?5) <.0001 F 1.828(1.042, 2.614) 0.444(-0.110,0.997) 0.115 cell count, CCR5A32, 1L28B
Male gender 13 (65%) 7 (41%) 26 (74%) 86 (71%) 25 (68%) 0.153 M 1.384(0.768, 2.000) Ref B 1512979860 genotypes and
. P o P
Itallanfmtlonallt).l . 18 (90%) 11 (65%) 29 (83%) 83 (68%) 30(81%) 0.068 Patients’ group 0.244 rs4349859, lower HIV-DNA levels
Years since HIV diagnosis ~ 12.7(5.0-17.00)  1.76(0.87-4.38)  9.26(5.00-13.0)  0.20(0.01-2.0)  17.5(9.0-22.0)  <.0001 EC 1.070(-0.357, 2.496) -0.784(-2.219,0.651) 0.280 iated with a high di
CD4+ nadir (cells/ul) 527 (442-844) 472 (423-592) 546(484-672) 405 (302-513) 220(74-306)  <.0001 HIV-CONTROLLER 1.954(0.976, 2.932) 0.100(-0.917, 1.116) 0.846 were associated with a higher nadir
D4+ (cells/ul) 700 (548-1088) 655 (506-717) 739(626-934) 473 (345-666) 647 (452-891)  <.0001 LTNP 2.227(1.232,3.221) 0.373(-0.666, 1.411) 0.477 CD4+ (p=.015), rs4349859 GG
CD8+ (cells/ul) 761 (529-1335) 812(668-1120)  1040(783-1464) 865 (659-1258)  681(449-1200)  0.208 NAIVE 1.854(1.274,2.434) Ref Ref genotype (p=.049); a marginal
HIV-DNA 0(0-2.09) 2.22(0-2.54) 2.16(0-2.97)  2.75(1.93-3.24)  2.13(1.80-2.55)  <.0001 Vears IV nfect :RT'TRE’:TED 0.926(-0.329,2.181) -0.928(-2.058,0.202) g'égi association was also observed for
(log ocopies/10°PBMC) edrs HIV injection S ' CCR5  heterozygous  genotype
T 11(55%) 6(35%) 12(34%) 22 (18%) 7(19%) QTR €04+ nadir Per 100-cells/u higher -0.257 (-0.462,-0.052) 0.015 (Table 2}, No & r\:ﬁicant asgsociat\ggn
Detectable 9 (45%) 11(65%) 23 (66%) 100 (82%) 30/(81%) Zenith HIV-RNA Per log,scopies/mL higher 0.134(-0.181, 0.449) 0.400 . g
HLA-B*27rs4349859 GG 1.217(0.312,2.122) -0.778(-1.556, -0.0003) 0.049 was found between HIV-DNA
HLA-B*27 154349859 0.819
. O LIS (LA 2T Ref - values and HLA -DRB1*13:03
AA 1/19 (5%) 0/17 (0%) 1/35(3%) 7/116 (6%) 1/35 (3%) CCR5432 HT 1.246(0.317, 2.130) -0.720(-1.495, 0.054) 0.068
AG 15 (79%) 16 (94%) 29 (83%) 100 (86%) 31(89%) wWT 1.966 (1.364, 2.567) Ref - rs424232.
GG 3(16%) 1(6%) 5 (14%) 9 (8%) 3(9%) 1288 rs12979860 0.683
HLA DR-B1*13:03 rs424232 0.495 cc 1.633(0.944,2.322) 0.191(-0.446, 0.827) 0.553
cc 5/16 (31%) 3/16 (19%) 10/31(32%) 37/105 (35%) 8/30(27%) cT 1.743 (1.022, 2.464) 0.300(-0.381, 0.982) 0.384
cr 11 (69%) 12 (75%) 16 (52%) 59 (56%) 17 (57%) T : 1.442(0.629, 2.256) Ref =
s o 1(6%) 5 (16%) 9 (9%) 5 (17%) CD4+ cell count Per 100-cells/L higher 0.149 (-0.0005,0.298) 0.051
rs 4349859 GG genotype was found in 16%, 6%, 14%, 8% and 9% of EC, HIV-controllers, LTNP, ART-naive CONCLUSIONS
and ART-treated patients, respectively (p=0.819; Table 1).
Undetectable HIV-DNA was found in 60%, 31%, 35%, 17% and 19% EC, HIV-controllers, LTNP, ART-naive Significative differences among groups in regard to undetectable HIV-DNA levels were found in pts with rs4349859 AG genotype; lower values of
and ART-treated pts with rs4349859 AG genotype, respectively (p=.004) and in 67%, 100%, 40%, 22% and HIV-DNA were found to be associated with the presence of HLA-B*27 rs4349859 GG genotype and with a higher nadir of CD4+ lymphocytes.
0% of EC, HIV-controllers, LTNP, ART-naive and ART-treated pts with GG genotype(p=.231) RefeTences]
. 1. Adland E, Paioni P, Thobakgale C, Laker L, Mori L, Muenchhoff M, Csala A, et al. Discordant Impact of HLA on Viral Replicative Capacity and Disease Progression in Pediatric and Adult HIV Infection.
Founding PLoS Pathog. 2015 Jun 15;11(6)
ICONA Foundation is supported by unrestricted grants from BMS, Gilead Sciences, Janssen, MSD and ViiV Healthcare 2. Migueles SA, Sabbaghian MS, Shupert WL, Bettinotti MP, Marincola FM, Martino L, Hallahan CW, et al. HLA B*5701 is highly associated with restriction of virus replication in a subgroup of HIV-
infected long term nonprogressors. Proc Natl Acad Sci U S A. 2000 Mar 14;97(6):2709-14
Arknow!edgments Icona Foundation Study Group Contact Inf ion: arianna.gabrieli fbf- it

BOARD OF DIRECTO! ), A Antinor ): M Andreoni, A Castagna, F Castel, R Cauda, G Di Perri, M Gall, R ardino, G Ippolito, A Lazzarin, GCMarchetti, G Rezza, Fvon Schloesser, P Viale.

SCENTIEC SECRETARY. A & Arminia Montortc, A Annor A Costagna. -Cocehari Slbersteie & Cosar Lopey £ Ghrds 5 Lo Copato,C Mussi M pust) CF Posho, STEERIIG COMMITTEE. A Aminor 1 52, Satotis. Aaneers 5 Banora, M Border, A Colcagno, A Capett, MR Capobianchi, A astagna,FCeccherin ibersei,  Cicln, A Cngolan, P Cngue, A CozzLepr, A 'Arminio Monforte, A Di Biaio, E Girrd, N Gianatt, A Gor, G Gusrald G Lopadula, M Lichner, § Lo Caputo, G Maded,  Maggiolo, G Marchet, L Monno, C Mussi,  Noxsa, C Perno, C innet, M
Pt £ Quiros Roldan, % Rossot, S Rusconi, i Santoro, A Saracino L Sarmati STATISTICAL AND MONITORING TEAME A Cozo-Lepi | Fant L Gall, P Lorenin, A Rodano', 1t Macchia, A Tavell. GIOLOGICAL BANK INM: Coiety, S Crrara, A D Caro's Crarano T petoni, G ot s Tt

PARTICIPATING PHYSICIANS AN CENTERS: fly A Giacomet A Costantn,  roce (Ancona);  Angarano, L Mionno, € Milano (8 Misggol, C Suardi(Brgamo); e,V bonat, G Veruechi (Bologn): Casteinuove, C Miard € Qiros Rodan (3esis; 8 Menzagh, C Abl (Sust Ariiol, 8 Cacopardo,  Celesa (Catani) ) Vecchiet, K Flasca (Chiet) A Pan, S Lorenzot (Cremonl: L ighinoly D Segala(Ferara) P lanc F Vici (Firenae) G Cassola, C Viscol, A lessandrin N Bobibi, G Mazzarello (Genova) M Lichtner, L fondaco, (atina: p Bonfant,  Moltent
(Lecco) A Chioders, p i (Maceratal; G Numnari, G Pellcan (Viessnal: A d/ATmimio Monforte, M Gal, A Lazzarin, & Rizarcin, M Puoti, A Castaa,E5 Cannizgo, ME Mol R ioln, © Bernacehia, 5 Sapietra, ¢ Tincat, (Milano): ¢ Mussi, ¢ Puzzalante (Viodenal; ¢ Migliorino, G Lapadla (Monza: v angiovanni, G Borgia, v Esposio, G O lumer, | Gentil, V Rizzo (Napoll; AM Gattelan, 5 el (Fadova); A Caeci, 1 iz (relermo) 0 ranci, & Schiaroli (Perugial; G Parrut F Sozio (Pescaral; G Magnani, MA Ursiti (Reggio Emila); M Andreoni, A Antinor, R
auda, A Cristaudo, V Vullo, R Acinapura, D Moschese, M Capozzi, A Mondi, A Cingolani, M Rivano Capparuccia, G laiani, A Latini, R Gagliardini, MM Plazai, G De Girolamo, A Vergori (Roma); M Cecchetto, F Viviani {Rovigo); G Madeddu, A De Vito(Sassari); B Rossett,  Montagnani (Siena); A Franco, R Fontana Del Vecchio (Siracusal; COi Giul (Terni); P Caramello, G Di Perr, S Bonora, GC. Torino); M B Udine); V Manf \ Alalungo (Viterbo),




