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Background

Subject Characteristics Univariate association between variables and cognitive decline

Cognitive impair.ment iScommon in f:hildr'en.with | Variable Controls (n=65) Cases (n=65) P-Value Variable Odds Ratio P-value RZ
perinatally-acquired HIV (PHIV), but identifying children at Age at timepoint 1 [ 9.7 (7-12) 9.2 (8-11) 0.8 CRP (time 2) 2.5 (1.2-5.2) 0.01* 0.07
high risk of cognitive decline has remained challenging. Age at timepoint 2 | 12.2 (11-14) 12 2 (11-13) 1 TNFR1 (time 2) 4.0 (1.3-12.0) 0.01%* 0.08
A combination of biomarkers and clinical characteristics Black race 27 (42%) 29 (45%) 0.5 TNFR2 (time 2) 1.8 (0.9-3.7) 0.09 0.03
may allow identification of children at high risk of Hispanic ethnicity | 12 (18%) 28 (43%) 0.02* sCD163 (time 2) 2.3 (1.1-4.6) 0.02* 0.06
deve'oping Cognitive impairment_ Male Sex 29 (44%) (44%) 1 sCD14 (_tlme 2_) 1.6 (_073—38_) 0.23 0.02
Born in U.S. 60 (93%) 52 (80%) 0.03* sCD40L (time 2) 2.3 (1.1-4.6) 0.02* 0.06
Age at cART 6.8 (4.9-9.8) 7.3 (5-9.4) 0.66 Biomarker Risk Score! 2 (1.4-2.8) <0.001* 0.34
initiation Detectable viral load 2.6 (1.1-5.5) 0.02* 0.07
Pre-cART viral 4591 (4299-13,000) | 7175 (655-46268) 0.7 CD4 count <200 4 (0.9-18.9) 0.08 0.04
: load History of CDC class C 1.7 (0.67-4.4) 0.26 0.02
e Data and plasma samples were obtained from PHIV youth on . _ diagnosis
cART ages 6-16 participating in IMPAACT 219C. V¥ral load L 1 | 400(50-6340) 400 (239-6409) 0.5 _ Hispanic ethnicity 3.0 (1.3-6.7) 0.007* 0.09
e 13 biomarkers of immune activation and inflammation were Viralload time 2| 400 (50-1757) 1027 (400-10,033) 0.006 Born outside US. 3.3 (1.1-10.0) 0. 04~ 006
measured in plasma using ELISA or multiplex assays at 2 Lhn t¥mep0¥nt1 2ol 572 1IEY) e s D Caregiver education 3 (1.2-7.6) 0.02%* 0.07
timepoints spaced approximately 3 years appart b/ BINGpaliEs V20 [SISEY) 5 148 757 0 < 12 years
; ' 0 - _ * — -
* PHIV youth with neurocognitive decline (defined as Adh.erence ol | 109 (100_ 100) _ A0 (86_ i) 0'00? Clinical Risk Score? 1.9 (1.3-2.6) 0.001*%* 0.19
tained d in full le Q> 15 ot @l tud Variables are reported as median and lnterquartlle range orn (0/0). Variables P values <0.05 are in bold and marked with a *. 1The biomarker risk score was generated using a combination of listed
sustaine rop Iin Tull scale = poINts auring study with p values <0.05 are in bold and marked with * bli_or_nall‘kers_ vgieighte(_:l l})lzzsgd on fa]cgt(?cr analf;fr_ti_c lotad;ng. Cliniclzz_l risk ls)cl:ore W(;l-sé-genizll‘ate:'dt-using a co-mbinagoil of all listed
fO”OW_up) Were Compared tO age-matChEd PHIV youth clinical varilia €es welg €ed using beta coellricients Irom a muiltivaria € conditional 10gistic regression muaodel.

without decline (n=65 per group) in a case-control study.
* Factor analysis was utilized to derive a risk score utilizing a

combination of clinical variables and biomarkers and ROC Biomarkers in cases vs. controls Prediction of decline combining biomarkers and clinical variables
curve analysis was utilized

Analyte Time 1 Time 2 Change over time
i 2 ¥
hsCRP .68 0.34 - A5 0.05 ps3 0.04 * These results show a significant association
* In the. un-i\{ariate ar?alysis, cases w.ith cognitive decline }lfll\lli?gallml?a 23‘;72 (())(())(f* '84017 8286 11-603 gig between inflammatory biomarkers and
had significantly higher levels of interferon-gamma, alpha : 0'45 - — 0-009* - - cognitive decline in children with HIV.
TNF-alpha and IL8 at time 1 and higher levels of CRP, TNFR1 0.07 ; . ; 139 0.21 g .. .
) . TNFR2 0.13 0.39 0.15 0.09 60 0.89 » Utilizing clinical characteristics and
TNFR1,and sCD163 at time 2 than did controls. ' . ) e
. - _ o sCD14 -0.22 0.06 0.07 0.36 AN444920 | 0.05* biomarkers may allow identification of
n;}crezszs " CD?O "fgi“d' C(jRP,lfand AU QUERTHIE IL1B 0.07 0.39 -09 024  1-29 0.72 3 * Further studies are necessary to confirm
than did controls without decline. IL6 0.02 0.83 07 044 |39 0.53 ~ 0.0 025 050 0.75 1.00 these results in a prospective cohort
* A Risk Score utilizing biomarkers and clinical 18 038 10.01F | -0.03 0.88 -45 0.10 , — S . | (e @ Dy o
characteristics had excellent performance 1110 W*0.28 |0.002* | 0.09 024 [-129 1025 e e e RO area 08120 oK S0 o R
. o , CDA0L A 013 7 007 A\536 3 | DIRNISE FISK SO0 HOU e 0.8125 ierSn0e | impairment could utilize this risk score to
characteristics for prediction of decline (AUC 0.81) S : : . - 0.04 tarcet subiects at hichest risk of decline
Variables with p-values <0.05 are isted in bold and marked with * e o S ; |

significantly improved for combined score (AUC 0.81 vs. 0.77 vs. 0.70, p<0.001)
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