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RESULTS

*A subset of HIV-infected adults receiving effective ART fails to

normalize the CD4/CD8 ratio, even after achieving successful Low CD4/CD8 ratio during effective ART is associated with altered T cell subsets and heightened T cell activation and senescence Impact of timing of ART initiation on the dynamics of circulating CD4+ T
immunovirological response with adequate CD4 count recovery. cells, CD8+ T cells and CD4 /CD8 ratio
Among elderly HIV-uninfected adults, inversion of the CD4/CDS8
ratl(_) (<1.0) predicts all-cause mortality and is considered pa.rt of Naive cMm ™ EM TEMRA HLADR+CD38+ CD28- CD28-CD57+  %CD57+ of CD28- PD1+ OPTIONS cohort :recently infected adults who started therapy during the first six months of
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*We hypothesized that among ART-treated HIV-infected individuals « od — — —— — i i P=0.006 ol . \EUER P=0.155 o oo et P00 o0
with CD4 counts =500 cells/mm3, a low CD4/CD8 ratio, may 8 . 2 ] o ot g £ o0 - E sany swivirram * +After one year of ART, early treated patients showed
_ _ _ o T _ T _ - - o® * . ¢ ® Hv- 3 . - . 23~ oo A 8 8 e P ARTI P02 significantly higher median CD4/CD8 ratio and had fourfold-
identify individuals with persistent innate and adaptive immune & 404 ° o @ HV+ART+ | * ° s L o i\ increased odds of CD4/CD8 ratio normalization (>1) during
. . . . 8 L Y _.:_ °. o é °,® CD4/CD8 =1 °Q° ® e ..0‘ ®e : — ° S s00f § 500 follow-up (OR, 3.6; 95% CI, 1.2, 10.8; P=0.022).
activation at greater risk of serious non-AIDS events. % e e e | e e . s e o8 o HViART+CDM O R I S A = T2 l% * . 5 | 3
X 20 A Y .o: ° .’03. cse °,.° ° i 4:._ _";:_ &% _.::_ CD4/CD8 <0.4 "\o: * 2% $‘ :8 b . ': o -;8- o.:o :. & -y ‘i@ N ~ ?é\ SR S S R A S| *The greater effect of early ART compared to later ART on the
- 3_':: o e '.*:' - J °° 28 Se 7;.‘_ i 1 % _'.:0_ oe® ° °® -Q.- o 25 '&' \*\v& Duration of ART \*\g} Duration of ART CD4/CD8 ratio remained statistically significant after
d e ) %° | S e % %e (®qe ®qo oo 43 o e o [ . s T . » ey - & & adjustment by age, gender, and baseline CD4+ T cell counts
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Naive CD45RA Central memory Transitional memory Effector memory Terminally differentiated
M E T H O D S +CCR7+CD27+CD28+ CD45RA-CCR7+CD27+CD28+ CD45RA-CCR7-CD27+CD28- CD45RA-CCR7-CD27-CD28- CD45RA+CCR7-CD27-CD28- — 5000 - 5000+
E 4000 E 4000 [: peutetorepRir 0% «The CD4/CD8 ratio increased significantly faster among
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Study subjects were sampled from four cohorts and two clinical trials: _ _ _ _ n . & ootweaw000 ST VOATEEE T year of ART (+0.44 vs. +0.25, respectively, P<0.001), and
1)SCOPE: a clinic-based cohort of over 1500 chronically HIV-infected participants Subjects with a low CD4/CD8 ratio during ART exhibit a skewed T cell phenotype from naive Subjects with a low CD4/CD8 ratio during ART exhibit heightened T cell activation 3 3 A after a median of 3 years of ART (+0.61 vs. +0.49,
ey : : to TEMRA, whole those with normal ratios showed normal naive/TEMRA subsets. d hole th ith ] rati h d levels cl li R 1000 e 2 1000 P2 respectively, P<0.001).
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3)OPTIONS: a clinic-based cohort of participants diagnosed during acute/early dysfunction during ART-mediated viral suppression progression beyond the CD4+ and CD8+ T-cell counts Early ART. CD4/CDS ratio Later ART, CDA4/CD ratio
HIV infection, previously described (Jain, JID 2013), Beta Pvalue [N R 5 // o | Early ART initiators showed a
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individuals. (n=192) 2500 cells/mm3 § CDS8+ T cells 229 0.048 independently predicted the risk of non-AIDS events, ‘\*\v"" Duration of ART é\*\i@v Duration of ART ART_
’ ' with the coefficient of the CD4/CDS ratio significantly ¢ N
KT ratio -0.336 (<0.001) -0.298 (0.041) CD4/CDS8 ratio -5.08 0.045 higher.

. ) *Each 10% decrease in the CD4/CD8 ratio and in the C O N C LU S I O N S
sCD14 -0.232 (0.002) -0.155 (0.303) ; : : : 3.0 CD8+ T cell counts were associated with 48% and

Plasma K/T ratio (log_nM/uM) SOCA cohort (N= 192) 22% higher odds of serious non-AIDS events,
RESULTS hs-CRP -0.152 (0.043)  -0.039 (0.799) 0. respectively. *A low CD4/CD8 ratio among ART-treated HIV-infected patients with adequate CD4+ T
cell counts recovery may define a new clinical phenotype of individuals with:

. P Rho 0.492, P<0.001 CD4+ T cells
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*In subjects with low CD4/CD8 ratio, increased IDO induction is _ _ Y b e e
While correlated, the imbalance between CD4+ and CD8+ T-cells is less associated with an immunosenescent phenotype (expansion of CD28- CD4/CD8 ratio retains the predictive importance of both CD4+ I S At b
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