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Abstract

Background: Coinfection with viral hepatitis B and/or C (HBV and HCV) and HIV is common however, the
impact of HBV and HCV coinfection on HIV viremia control during antiretroviral therapy (ART) has yet to
be fully understood. The aim of this study was to investigate the impact of viral hepatitis coinfection
(included potential occult hepatitis B infection) on the risk of viral rebound (VR) after achieving
suppression in real-world data.

Methods: Patients living with HIV (PLWH) from the ICONA Foundation Cohort were prospectively
evaluated with aim of assessing whether viral HBV and/or HCV coinfection influenced the risk of VR
defined at the time of the first of two consecutive values >50 cp/mL, after achieving a HIV-RNA =50 cp /
mL also in two consecutive occasions on their first line ART (baseline). Study population was divided in 5
exposure groups: HBsAg+/HIV+, HBsAg-/HBcAb+/HIV+, HCVAb+/HIV+, HCVAb+/HBcAb+/HIV+ and HIV
mono-infected patients using all serological test results performed prior to baseline. Nationality, duration
of viral suppression, history of virological failure prior to baseline and HIV-RNA at cART initiation ad mode
of HIV transmission were identified a key confounders for the association of interest. Standard survival
analysis by means of KM curves and Cox regression analysis with time-fixed covariates measured at
baseline was employed.

Results: Of a total of 6,380 patients included (Table 1), 4,090 (64%) resulted HIV mono-infected, 308
(5%) HCVADb+, 1,342 (21%) HBcAb+, 410 (6%) HCVAb +/HBcAb+ and 230 (4%) HBsAg +. Regarding the
immuno-virological status at baseline, all 4 co-infected groups had CD4+ cell counts lower and HIV-RNA
values higher than those seen in HIV mono-infected PLWH. At baseline, almost all groups (98%) were on
ART containing NRTIs active against HBV (lamivudine, tenofovir dipivoxil fumarate or alafenamide).
Overall, 829 (13%) patients experienced VR over follow-up. By 48 months the risk of VR were the
following: 4.8% in mono-infected HIV vs. 12.7% in HCVAb+, 5.9% in HBcAb+, 14.5% in HCVAb+/HBcAb+
and 6.0% in HBsAg+ (log-rank test p
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Table 1 Main characteristics of patients by baselinge HBY serology group.

Characicristics Al HCVAbs HBcAbs HCV A=/ HEc AR~ Hiishg+ povaluc® Total
M= 40K} N= 308 N= 1342 N= 410 N= 230 M= 6380
CGiender, ni% ) <M1
Female ET0 (21.3%) 106 [34.4%) 226 (15.8%) 56 (21.0%) 45 [19.6%) 1333 [20.9%)
Age, yoers “.0HI1
Median (IQR) 38 (31, 46) 41 35, 48) 45 (38, 53] A6 (40, 51) 42 (35, 51) 4i) (33, 48)
Mode of HIV <.
Trasimdng ior,
(%)
[[5] 82 2.0%) I57 {51.1%) 22 (1.7T%) 269 (66.1%) 93.9%) 539 (8.5%)
Homosexusl 1953 (48 8% ) 68 (221 %) 650 (49.8%) ST1014.0%) DH (42 5% ZEAS (45, 3%)
Con s
Heteroses il 1770 (43, 3%) 76 (24.7%) 578 (43.1%) T2IT6%) 116 (50.4%) 2612 (40.9%)
ContRcts
Cther/Unknown 23 (5,6%) 5 (2.0%) 65 (4.9%) B 2.2%) & (2.6%) 312 {3.55%)
Nationality, <M1
%)
Mot Italian TH) (17.8%) 30 (9.7%) 396 (F.5%) 56013.7T%) T7031.5%) 1289 (20.2%)
ATDS diwgaasis, [LAIR
L]
Yes 457 [11.3%) 44 (14.3%) 192 (14.3%) S6{13.T%) 3414 8%) 783 [12.3%)
M conmt, LI
cellsfmme
Median (IR 543 (366, 7400 | <80 (3096790 | 497 (321, 00) 437 (277,631 455 (304, 678) 521 (344, 721)
Viral owd. log 10 <1
_copiesful. . _ _
Median (rarge) 152 (00, 157 .00, 15T (000, 1608 (000N, .24 LST (000, .55 {000,
6.35) 4.83) 56T) 4,55 £36)
Median (IR 1.52 {1.28, 1.57 (128, 1.57 (128, 160 (1,30, 1.70} 157 (1.28, 1.56 (1.28,
1640 1,70 163} 1.69) La1Y
Arivirals i
siarted, m%)
Zidovudine 206 (5.5%) 33 (11.5%]) 96 (7.5%) 62 (15.7%) 13 {6 15) 410 [6.9%)
Lamivudine 941) (24, %5%) 92 (32.1%) 377 (EL6F) 145 {36.6%) 30 {16.2%) 1593 {26.8%)
Ahacavir G2 (17.5%) 42 (14.7%) 242 (19.0%) 53013 4%) 10 (4. 7% IO (170
Tenatovir 3512 (6.5% ) 153 (62.0%) BT (6335 335 (39.3%) 160 [ 79.0%5) T4 (65,1 %)
Emaricitabine 7704 (71.6%) 175 (62.6%) B57 (67.3%) 275 [56.8%) 171 [79.9%) 4136 [69.5%)
TAF 254 [6.7%) 612.1%) 9 (6.2%) 16 (4.05% ) 15 [1.0%) 370 {6.2%)
Rilpivirine 553 [14.6%) I (10.5%) 143 (11.2%) 34 (B6%) 21 (5%) TEL(13.15%)
Stribild 250 {6.6%) 13 (4.5%) 75 (50%%) 5 {23%) 17 {7.9%) 364 (6.1%)
Triemeg 273 {7.2%) 17 {5.95) 79 (6.2%] 12 {3.40%) 0 {L0%) 381 (6.4%)
Cienvoya 143 3 8%} 4 (14%) 44 [3.5%) T{1.8%) B{3.7%) 206 [3.5%)
Dolatepravir 543 (14.4%) 26 (9.1%) 156 (12.2%) 25 (6.3%) 15 (7.0%) T65 (12 05
Elvitegravir 303 [10.4%) 17 {5.9%) 115 (9.3%) 16 (4.0 25(11.7%) 370 (5.6%)
Rnltegravir 248 I6.6%) 20 (7.06) B3 (6.5%) 19 (4.8%) 16 (7.5%) 356 [6.5%)
Follow-up time, [T
moaihy
Median (IQR) 46 (24, TH) 44 (19, TR) 4R 24, E4) 52 (20, 89 S1 (20, 85) 47 (23 B

+Chi-sguare or Kruskal-Wallis tost as approprioke

Tahle 2 Relative hazasds (RH) of viral schound > S copics/ml. from fitting a standard Cox regression model

Exposure group
HIV+

Only HOW Ab+
Only HBeAb+
HHc Ab+HOV Abs
HBsAg+

Unadjusted RH  p-
(95% CI)

200 (1.54, 2607 <001
123 (104, 14T} 0.018
2,55 (207,314} <001
149 (107, 2.08) 0.020 1,45 (1.04,2.04) 0.029

Unadjusted and ad justed relative hazards of viral rebound >50 copies/ml.
p-  Adjusted® RH  p-

1

value

adjusted Tor durstion of V1L suppression and history of VF
fadjusted for duration of V1. suppression and V1. at cART and mode of transmission

Yadjusted for nation

ol birth

Adjusted' RH
(95% CI)

1.65(1.22, 2227 0.001
1.23 (1.03, 1.46) 0.022
1.96 (1.4%, 2.59) <001

value

p-  Adjusted? RH
(95% CI)

1.79 (1.25-257) 0.001
1.26 (1.01-1.57) 0.040
1.73 (1.23-245) 012
1,57 (1.04-2.04) 0.033

value

(955 CI)

2.02 (1.55, 2.63)
1.22 (1.02, 1.45)
2.56 (208, 3.16)
1.46 (1.04, 2.04)

value

<00
0028
<. (611
0.028
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