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THE EARLIER CART IS INITIATED DURING PHI, THE MORE INTRACELLULAR HIV-DNA DECREASES
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Background Overview Findings
* During the earliest weeks of primary HIV Studies comparing patients treated during CHI to patients treated during PHI The impact of the earliness of cART initiation was
infection (PHI), HIV establishes a reservoir mainly found a faster decay and a more important reduction in the cell-associated HIV- statistically significant on the first slope of HIV-DNA
in CD4+ T cell subsets. DNA level among those treated during PHI (1,2). decrease (p<0.0001): the earlier cART was initiated
* cART initiation during PHI yields better immune Here, we assessed the impact of the earliness of cART initiated during PHI, in a after HIV infection, the faster the HIV-DNA level
restoration and larger decrease in cell-associated large cohort of patients followed until cART discontinuation or end of virological decreased during the first 8 months of cART: -0.171,
° ° . ° ° ° ° 6
HIV-DNA than initiation during the chronic phase response. -0.131, and -0.068 log,, copies/10° PBMC /month
(1,2). This study showed that the earlier cART is initiated after HIV infection during when cART was |p|t|ated 15 .days, 1 month, and 3
* In macaques, the reduction O.f >IV-DNA reservoir PHI, the faster cell-associated HIV-DNA level decreases during the first eight mhonths after |r|1fec’|c|on, rgspeccltlvegl. S
””jelr CAdRT wz;]s griater when |n|t|3tec; Ic;etweefn / months, and that HIV-DNA decay is not blunted after several years of treatment | | ' Z HIVA?';IA&EVQMCO:E”SUE tto .thechase S|gtn| Icantly
: under c after Mon ut with a lower steepness
_an .O ays than between 10 and 42 days atter when the treatment is initiated during PHI. | o P ‘
infection (3). and the second and third slopes were similar regardless
Our objective was to model the short- and long- of cART initiation earliness.
: Result . .
term decay of the cell-associated HIV-DNA blood SUIES The predicted mean HIV-DNA level achieved after 5
reservoir in patients initiating CART during PH' Table 1. Baseline characteristics of the study population (N=327) Table 2. Estimates of the slopes of decay of cell-associated HIV-DNA level (log,, copies/10° years Of uninterrupted Successful CART was:
— T PBMC/month) under uninterrupted cART with virological response (<50 copies/ml from 6 . o
and to assess the impact Qf the earliness Of CART CETRIE R RIS months), according to cART initiation earliness from HIV infection * 1.62 |Og10 COpleS/106 PBMC when cART was initiated 15
initiation on HIV-DNA level decay. 9 - nadiustec Adiusted days after infection,
Median age at inclusion, 26 (26-43) estimates pvalue estimates” pvalue ° and 224 IoglO COpIES/106 PBMC When CART Was |n|t|ated 3
- Intercept . .
Zj:;t(;(:nfia)tic at primary HIV infection cART initiation 1 month after infection 3.36 - mOnthS after |nfeCt|On (p=00006)
Methods % 91.4 + 1 log,, month of cART initiation earliness +0.039 0.8203 - : Similar impact of cART earliness on HIV-DNA decrease
, , , First slope (0-8 months) . . .
Viedian year of inclusior 2002 (1999-2005) cART initiation 1 month after infection -0.131 <0.0001 -0.131 <0.0001 was fOund When USIng the number Of anthOdIeS on
(IQR)
Patients: We Included 327 patlents enrolled Median time-lag between infection and + 1 log,, month of cART initiation earliness +0.093 <0.0001 +0.093 <0.0001 Western blot assay performed at CART |n|t|at|0n as a
. . . . . . ART initiation. dave 41 (33-54) Second slope (8-32 months) .
durlng prlmary HIV']. InfECtIOn |n the mU|tlcenter I\::(;lriantHI:/-DI;li IZv:IICZ/:)inclusion cART initiation 1 month after infection -0.016 <0.0001 -0.016 <0.0001 measure Of preCOCItY'
AN RS PRIMO COhOrt, treated Wlthln the month l0g, copies /10° PBMC (QR) 3.46 (3.04-3.80) Th.+d1llogm:n:;thof::\R)Tinitiationear/iness -0.0020 0.8466 -0.0020 0.8532 ConCIUSionS
: . . ird slope (>32 months
fOIIOWlng enrO”ment and aChIEVIng SUStaIHEd :\C/)lgedlcaonp::/}arlez\;;atlnC|USl0n, 5.3 (4.8-5.9) cART initiation 1 month after infection -0.0021 0.0007 -0.0020 0.0019 .
. . 10_ _ _ + 1 log,, month of cART initiation earliness +0.0021 0.2299 +0.0019 0.3007 ThIS StUdy ShOWEd that:
VIrOIOglcaI response (HIV_RNA <50 Cp/m L) aS Viedian Cb4 level at inclusion, 450 (329-602) * 3-slope linear mixed-effects model adjusted for sex, age at inclusion (< or > 40 years), and calendar period . . e o, . . .
from Month 6, accounting for 1,305 HIV-DNA cells/mm (1QR) (1996-2002 vs. 2003-2013) * the earlier cART is initiated after HIV infection during
) ) Median duration of follow-up in the .
quantifications cohort, years (IQR) - ] Figure. Slopes of decay of cell-associated HIV-DNA under uninterrupted cART with successful PHI’ the faSter Ce”_aSSOCIated HIV_DNA Ievel decreases
. First line CART including a protease . :icr:c::)giirc‘altresz;r_;_s.e (t<5:) copies.l(mlfr?msmsn.t:s) ‘?redicted by a mixed-effects model, during the ﬁrSt elght mOnthS,
. . . . nhibitor, (%) . glto C INItIation eariiness frrom intection .
Virological procedures: Cell-associated HIV-DNA e  _ e * HIV-DNA decay is not blunted after several years of
L . 47 .4 — = Earliness = 2 months after infection . . .. . .
WdAS quantlfled by real-time HIV-1 DNA PCR. protease inhibitor, % 05 i — -Eariness = 1 months ate nfection treatment when the treatment is initiated dur|ng PHI.
Multiple replicates were performed to reach a Viedian duration of uninterruptec . b e o et nfecton . . .
i€ Tepl PE ! CART, years (1Q) > A I S It provides strong arguments in favor of cART initiation
detection limit of up to 5 copies/10° leucocytes. Median number of HIV-DNA 3 » N ; Hle t . frar HIV infect:
measurements during cART (IQR) 24 “g at t e ear |eSt pOSS| e tlme pOlnt a ter |n ECtIOn,
Statistical analyses: The decay of cell-associated References " | and thus in favor of early screening.
HIV-DNA over time while on successful cART was 1 Hocqueloux , Avetand- Foncel v Jacquot, et ol Longeterm : e In some patients (in whom cART was initiated very
modeled with a 3-slope linear mixed-effects ecleuing both o Al eservars and normal Tcell counts . Antimicob. | | § : T ———— | early during PHI, and who did not discontinue it for
model. Different time points of slope changes Trentment Iitsted at primary HIV-1 Infection Aftects the Sty 1 ST S several years), cART reduction or interruption could be
d d h b . . t f th Composition, and Decay Kinetics of the Reservoir of HIV-1-Infected CD4 T " g . ) .., d d f ” . t d HIV DNA I d . I
Cells. J. Virol. 2014; 88:10056—10065. . : . ; . - -
wer.e tgste an. C o.sen. vV minimization of the Cels . Vo 20u4;sBidoos-a00es. | ’ | | considered | .ce assgua e . 0a |s. oW
Akaike information criterion. infection Limits the size and Ditriution of the Viral Reservolr 1t T T R enough, opening possible perspectives for functional
Boston, MA, USA: 2014. rem|SS|On.

cART: combined antiretroviral therapy - IQR: interquartile range - PBMC: peripheral mononuclear blood cells - PVL: plasma viral load
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