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BACKGROUND

* Neonatal ART has enabled virologic control and remission in The prObability Of aChieVing initial Vi rOlOgic

children with in utero HIV.

* We reportviral suppression outcomes through 2 years of age COI’]tI’Ol il"l infa I"ItS With in Utel’O HIV infeCtiOn

TABLE. Characteristics of mother/infant pairs at enrollment
Child Regimen

2R (h=11) 2RV (h=11)

Maternal

Age, years 28 (25, 33) 29 (26, 34) 26 (24, 31)
Singleton gestation 21 (95.5%) 10 (90.9%) 11 (100%)
In neonates treated with very early ART with or without s . . ER/ ARRJ :utring p[legna?cvaryd cjeliLverv 15 (68.2%) 8 (72.7%) 7 (63.6%)
atenrowument, copies/m
VRCO01 and the prospect for analytic treatment interruption recel\" ng Ve ry ea rly RAL-based ART Wlth Or <LLOQ detected i 1(4.5%) 1(9.1%) 0 (0%)
. . >LLOQO -<1000 0 (0% 0 (0% 0 (0%
tO dSSESS remission. P 0 ® 1000(-2<2000 1 (4(1.5‘V2>) OEO%; 1 (é.1°/2))
o without VRCO01 was 81%. Approximately o W~ S (V-
Child
0/ f — f h d - d - l ® Age at enrollment, hours 21.2 (14.3,026.3) 23.4 (13.7(3, 7.4) 20.9 (14.3,026.0)
Study Design: Phase I/1l non-randomized, open-label study 25% of iInfants had sustained viro Ogl C Fomalesex sEM | 7Ee e727%
Study Population: Infants with in utero HIV acquisition>36 . . . . . e et NAT hor o ae 2o VPO e e AR
weeks (wks) gestation and >2 kg who initiated treatment within COI"It rOl to meet StrICt Vi rOlOglc crlte ria for ﬁﬁsj:ﬂ;g‘f:cf‘ﬁ”t’C°pies/mL TR A A
—_ <LLOQ, detected 1(4.5% 1(9.1% 0 (0%
48 hours (hrs) of life o d t o f o bl l t o 2oo-c<21ogoeC ) 1 54.5%; 1 29.1%; 020%;
Very Early Treatment Regimens: consiaeratliono p 0SSl € dna y IC 18?000:.13{88?000 2823;; . ((396;%% 21((198.'1%/3)

>100,000 12 (54.5%) 4 (36.4%) 8 (72.7%)

treatment interru ptio n to assess remission,. WAz 0701508 0701402  07(13-08

* Regimen 2R: 2 NRTlIs + nevirapine (NVP) + raltegravir (RAL)
Regimen 2RV: 2 NRTIs + NVP + RAL +VRCO01 (40 mg/kg)

— — . Birth LAZ 0.0 (-0.9, 0.4) -0.8 (-1.4, -0.0) 0.3(-0.1,0.7)
|n|t|ated W|th|n 72 hrS Of b|rth and at 2 9 6 ’ and 10 WkS Of a ge ART=antiretroviral therapy, ARV=antiretroviral, LAZ=length for age INTERGROWTH Z score, LLOQ=lower limit of quantification,
. NAT=nucleic acid test, WAZ=weight for age INTERGROWTH Z score. All continuous variables expressed as median (interquartile
* NVP was stopped 12 wks after 2 consecutive HIV-1 RNA FIGURE 2. HIV-1 RNA over 96 weeks in each participant range) and categorical variables as n (%)
levels <lower limit of quantification (<20 or <40 copies/mL). Regimen: 2R Regimen: 2RV
. Sites were selected to provide either Regimen 2R or 2RV; all _ _ FIGURE 4. Probability of remaining free from virologic failure
. . . . . E 6+ £ 61 imen: imen:
2RV Infants We re enrOlled at a Slngle Slte In Zlmbabwe' gé. gé. >\1-0'Reg - Estimated probability of >\1-0'Reg e Estimated probability of
._8_, ‘\ __% % no confirmed vir:Iogic faiIL}Jlre: % no confirmed vir:Iogic faiIL{re:
Outc om es: % 4 \;‘ % 4 § 0.8 36.4% (95% Cl: 11.2, 62.7) § 0.8 40.0% (95% Cl: 12.3, 67.0)
- * - 5 5
* Plasma HIV-1 RNA at 24 and 96 wks. 2, VOKORARY ) 2, g os g os \
* Virologic failure was defined as RNA=200 copies/mL at wk g o N dtact No A deeciec: | 8 800 o | Eou .
24 Or Confi rmed (tWO Consecutive measu rementS) detected 0 4 (-) é 45.?:; (95;/:;CI: 1:..27, 76.:):()) 4-8 5-6 6-4 7.2 9:;:% (985-8% CI:;:.?, 99.8) 0+ 6 é 40.1(2:; (QSZCI: 1;.22, 73.3()) 4-8 5-6 6-4 7.2 GZI.;)% (985-8% CI:;:.Z, 87.8) §0-2 §0-2
Age (weeks) Age (weeks) E # at risk: E # at risk:
thereafter. ”‘30.0- 1" 4 4 ”‘30.0- T 5 4
. . . . . . . . . . HIV-1 RNA < LLOQ (not detected) ¢ HIV-1 RNA < LLOQ (detected) 4 LLOQ < HIV-1 RNA < 200 copies/mL ~ ®  HIV-1 RNA = 200 copies/mL 3¢ Sample diluted irth rox. 1 vr. (OX. 2 VI. irth rox. 1 VI, (OX. 2 VI,
 |nitial (strict) virologic criteria for consideration of possible p p p . i oty i B0y
treatment interru ptiO N at EWk 96: FIGURE 3. Cumulative incidence of achievi ng in itial no HIV-1 RNA detected B Pt 1o e e e reater based on o conseculve messuremen wih V-1 ANA quanied or below he assay quantficaton it it arget detected. The eventis  composte otcome o
. Regimen: 2R Regimen: 2RV
- >
No confirmed RNA 2200 c/ml from wk 24 up to wk 48 =] ] g 1. Senava come ot __| CONCLUSIONS
- No RNA detected at wk 48 and thereafter. 2 os ety Boe * The probability of achieving initial virologic control in infants
Statistical Analysis: Probabilities at each timepoint were £ oo £ os- with in utero HIV infection receiving very early RAL-based ART
described with 2-sided exact 95% binomial confidence £ o £ o with or without VRCO01 was 81%.
intervals (Cl) by regimen. Cumulative incidence of time until 5 o § oz * 6/22 had sustained virologic control through wk 96 that met
firstinstance of confirmed no RNA detected through week 96 ool s s s | ] A 5 1 strict virologic criteria for consideration of possible treatment
. . 0 . . . Birtrl1 1 mo. 6 nl'10. Approx.l 2 yr. Birtﬁ 1 mo. 6 rlno. Approx.l 2 yr. . . . .
was estimated with 95% Cls. Kaplan-Meier survival curves with (28 days) (168 dayo Age (730 days) (26 days) (168 dayo Age (730 daye) interruption to assess remission.
95% CIS We re used tO deSC ribe time until Vi rOlogiC failu re. Event is defined as the time of the first of two consecutive measurements where HIV-1 RNA is less than the assay lower limit of quanitification and not detected. Plus signs indicate censoring times. A KN WLED EMENT
| RESULTS CKNO G S
FIGURE 1. StUdy pOpUlat|On e The proportion [95% (Cl)] of infants with no RNA detected were: The authors gratefully acknowledge the infants and children who have taken part in IMPAACT P1115 and the family
p ) members and caregivers of these children, without whom the study would not be possible. We further acknowledge
{ 428 infants at risk for in utero HIV ] o Atwk 24, 5/11 on 2R [455% (1 6.7, 766%)] and 4/10 on 2RV [400% (1 2.2, 738%)] the dedication and commitment of the IMPAACT P1115 protocol team, study sites, and staff. We thank the IMPAACT
_zi‘ngUiﬁgi;r‘zRV 5 Community Advisory Board and the Community Advisory Boards at each site for their ongoing partnership and
NT208 (ER, raz2 B ( T el At wk 96, 10/1 1on 2R [909% (587’ 998%)] and 6/1 O on 2RV [600% (262%, 878%)] engagement, providing the voice of community stakeholders all levels of the research process. Study products were
| | i tero v ] + Among 11/11 infants on 2R and 8/10 infants on 2RV with RNA <200 copies/mL at wk 24 up to wk 48, 4/11 (2R) provided by Merck Research Laboratories and the NIAID Vaccine Research Center
[ 24 infants with confirmed in utero HIV J and 2/8 (2RV) infants had no RNA detected thereafter through wk 96.
’ ; ; L. : : . : : Plain Language Summary
° 0 . 0 0
i { szf:rtsl:t':gﬁ?tﬁcdaylfses ] Overall, cumulative incidence (95% CI) of first instance of confirmed viral suppression was: 52.0% (28.5, 71.1%) Alarge majority of infants with HIV at birth who got HIV treatment in the first 2 days of life had an
22 infants continued follow up (Step 2) at wk 24 and 81% (54.3, 92.8%) at wk 96 undetectable viral load by about 2 years old. About one quarter of these infants were able to
[ ey ] e Overall, 5infants (23%) had a > Grade 3 adverse event deemed possibly, probably, or definitely related to study kteeptthe'tr V'ralt‘toad “?ffhte?tflw‘? elr & ot [e 1) @i (ius, Welg tuoim [peiEnia iy Sliglas e
) ) o ] , o stop treatment to see if their is in remission.
product (rash, hematologic and hepatic abnormalities, and drug-induced liver injury).
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