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BACKGROUND AND OBJECTIVES
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Background: Acute HIV infection is defined as infection of <30 days, and recent infection as <180 days post-infection. Antiretroviral treatment (ART) In this period reduces the viral
reservoir, preserves the immune system, decreases transmission and optimizes immune recovery. Guidelines recommend starting ART In all patients; however, the optimal
antiretroviral regimen in terms of iImmunological recovery and tolerability in this setting is unknown.

Objectives: To analyze the virological efficacy, tolerance and the immunological reconstitution at 1 and 3 years after starting ART during recent HIV infection. Regimens based on
boosted-protease inhibitors (Pl), integrase inhibitors (InSTIl) and non-nucleoside reverse transcriptase inhibitors (NNRTI) were compared.

METHODS

* Retrospective study of 137 patients with confirmed acute/recent infection who started ART within 6 months post-infection, between 2003 and 2017 (Figure 1). We compared
regimens based on: ritonavir/cobicistat boosted-PIl (darunavir or atazanavir, N=28), InSTI (elvitegravir/cobicistat, raltegravir, dolutegravir, N=87) and NNRTI (efavirenz, rilpivirine,
N=22), all combined with two nucleoside reverse transcriptase inhibitors (abacavir/lamivudine or TDF-TAF/emtricitabine).

* Primary endpoints were virologic suppression (VL <50 copies/mL) and immune reconstitution (CD4+ T cell count >900 cells/uL and CD4/CD8 ratio >1) at 1 and 3 years. Secondary

endpoints were adverse events (AE) leading to ART discontinuation at 1 and 3 years. ITT and PP analysis were performed.

RESULTS

« Baseline characteristics were comparable among groups (table 1)

* Viral suppression (overall suppression of 96% at 1 year and 99% at 3 years) was
comparable in all ART regimens (ITT, table 2). Among the InSTI group, levels of viral
suppression were comparable for dolutegravir and elvitegravir-based regimens.

* At 1 year there was an increment of 350 CD4+ T cells/uL, which was comparable In
all ART regimens. Overall 36% and 39% achieved CD4>900 cells/uL and 43% and
66% a CD4/CD8>1 at 1 and 3 years, respectively (table 3).

* |n a subanalysis of immune recovery comparing Fiebig stages |-V with Fiebig stage
VI, starting ART during the earliest Fiebig stages was associated with higher rates of
CD4>900 cells/yL at 3 years (p=0.027).

* Discontinuation due to AE was more frequent with NNRTI compared to other ART
families (p=0.036 at 1 year, p=0.040 at 3 years) with high rates of neuropsychiatric
AE (table 4).

* Results were comparable by ITT and PP analysis

Figure 1: Study design and included patients

495 patients
enrolled in PHI-HCB
from 1997 to 2017.
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216 (44%) started ART
within the first 6

» 279 (56%) started

ART after 6 months
post infection.

I Age [median (IQR)] 34 (31,40) 34(32,38)  37(29,44)  34(30,39) 0.718
. Gender [n (%)]
.- Male 130 (95%) 22 (100%) 26 (93%) 82(94%)
- Female 7 (5%) 0 2 (7%) 5 (6%) |
.Transmission group [n (%)] N=128
- msm 115 (90%) 21 (95%) 23 (85%) 71 (90%)
.- HTSX 10 (8%) 1 (5%) 4 (15%) 5 (6%) o
- iy 2 (2%) 0 0 2 (3%) |
.— Unknown 1 (1%) 0 0 1 (1%)
I[Cr::;;ﬁe(':;;;’]so'”te count cells/mm3 oo 335 583) 491 (368,572) 538 (262,638) 470 (333,578) 0.904
ICD4/CD8 ratio [median (IQR)] 0.48 (0.31,0.72) 0.67 (0.35,0.82) 0.38 0.50 0.061
(0.17,0.69)  (0.33,0.71)
I[Hr:ngi':ﬁ'(:OQil)?COp'es/ i 4.80(3.81,5.52) 4.53(3.78,5.05) 4.758.,25?83) (3.54;57.52) 0.063
I [Fr's:faa; flghR(;]rt inclusion 5 (4,6) 6 (4,6) 5 (5,6) 5 (4,6) 0.241
. Fiebig at ART initiation [median (IQR)] 6 (5,6) 6 (5,6) 6 (5,6) 6 (5,6) 0.400

VL<50 at 1 year of follow up [n (%)] N=119 114 (96%) 21 (95%) 27 (100%) 66 (94%)  0.686
VL<50 at 3 years of follow up [n (%)] N=57 70(99%) 18 (100%) 25 (100%) 27 (96%) 1.000

CONCLUSIONS

months after infection.
27 (5%) underwent
51 (10%) initiated a > structured treatment
different ART < interruptions.
regimen than those ;
defined in this study. 137 patients met
inclusion criteria.
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NNRTI group InSTI group PI group
n=22(16%) n=87(64%) n=281(20%)
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n=11(50%) n=11 (50%) n=13(15%) n =35 (40%) n =39 (45%) n = 4 (14%) n =24 (86%)

CD4+ T cell >900 at 1 year [n (%)] N=114
CD4+ T cell >900 at 3 years [n (%)] N=57
CD4/CD8 >1 at 1 year [n (%)] N=114

CD4/CDS8 >1 at 3 years [n (%)] N=57

CD4+ T cell delta at 1 year [mean (SD)] N=114

CD4+ T cell delta at 3 years [mean (SD)] N=57

At least one adverse event at 1 year [n (%)]

At least one adverse event at 3 years [n (%)]

Discontinuation rate* at 1 year [n (%)]

Discontinuation rate* at 3 years [n (%)]

350 (274)

348 (279)

41 (36%)

22 (39%)

52 (46%)

36 (63%)

36 (26%)

49 (36%)
13 (9%)

20 (15%)

330 (264) 332(319) 364 (261)
367 (268) 383 (266) 298 (304)
6 (29%) 8 (31%) 27 (40%)
6 (40%) 7 (33%) 9 (43%)
10 (48%)  11(42%) 31 (46%)
8 (53%) 13 (62%) 15 (71%)

8 (36%)

11 (50%)
5 (23%)

6 (27%)

10 (36%) 18 (21%)
12 (43%) 26 (30%)
3 (11%) 5 (6%)
6 (21%) 8 (9%)

* Viral suppression and immunological recovery were excellent in acute/recent patients, with no differences between ART regimens.
« Earlier ART Initiation (<100 days) was associated with a higher proportion of immunological recovery, favoring Fiebig stages | to V compared to stage VI.
* NNRTIs-based regimens were associated with higher treatment discontinuation rates due to AE.

« Among InSTI regimens, dolutegravir and elvitegravir-based regimens showed comparable efficacy.
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