Neutralizing Antibody, VRCO01, PK and Safety Among Infants
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Very early antiretroviral treatment (ART) resulting in i
effective viral suppression can enable ART-free VRCO1 was safe and well tolerated when given SC
many infants do not achieve sustained vira _ at birth. Concentrations after the first dose in the

remission for infants with in utero HIV-1." However,
suppression. Anti-HIV-1 broadly neutralizing antibodies

TABLE 4. Post-baseline Grade 3 or higher adverse
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| Related’

I i s

(BNAbs) show promise as long-acting agents for first week of life were similar for infants with and Overal 2(1%) 2(1%) 8 (4%) 3(1%) 1(0%)

treatment of HIV-1 and may contribute to remission.? Neutrophil count 2 2 4 3 0

However, safety and pharmacokinetic (PK) data for without HIV but clearance was faster among infants GG

bNADbs given to infants with HIV-1 are limited. Platelet count 0 0 1 0 0

with HIV than predicted from studies of infants decreased

We studied the safety and PK of VRCO01, an anti-

CD4 binding site bNAb, administered at birth with : E'“Wb'” increased 8 8 f 8 0

the initiation of very early ART for infants at risk of JEpIleEE

in utero HIV-1 acqgisitiox. eXpOsed bUt WIthOUt H IV Serious bacterial 0 0 2 0 1
METHODS RESULTS : : *Ilzifjelgnevents were attributed to ART regimen
All infants enrolled at two IMPAACT P1115 sites in Zimbabwe ~ 'ABLE 1. Infant baseline characteristics. FIGURE 3. Plasma VRC01 concentrations after birth e
and Malawi initiated 4-drug ART (raltegravir, nevirapine, 2 | PK | NoPK | ANl jand repeated VRCO1 doses o e CONCLUSIONS
NRTI) within 48 hours (hr) of birth and received 40 mg/kg mm % 1000 ¢ (Mled(?:n) + No safety concerns and very rare local injection
VRCO1 by slow subcutaneous (SC) push (~10 minutes) within Sex % male 44.3%  53.3% 50.5% = : reactions were identified in over 200 newborns who
72 hr of birth. Infants with confirmed in utero HIV-1 received 3 :c; K . x o With RIV, RNA >200 received VRCO1 SC at birth concurrent with initiation
additional 40mg/kg \(RCO1 doses at 2, 6, and 10 Weeks (wk) Gest_atlonal age (wk) 38 (38-40) 38 (37-40) 38 (37-40) & 10 “§ ¥ B | of ART.
of age. Reactogenicity and safety were assessed in all median (Q1-Q3) = o 4 A osho, O With HIV, RNA >200 . VRCO1 dlv absorbed after SC administrat
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HIV) enrolled early (study years 1 and 2) and in all infants with Age (hr) at 1StART 23.2 13.7 17.6 < o L A | infants with and without in utero HIV at one week after
in utero HIV-1 (With in utero HIV). Observed VRCO01 median (Q1-Q3) (16.3-28.0) (6.4-25.0) (8.2-26.2) & : W . W Y RNA <000 the first dose; infants with in utero HIV, particularly
concentrations, categorized by concurrent HIV-1 RNA values, =+ . A | sty S those with ongoing viremia, had more rapid clearance
and predicted VRCO1 concentrations from modeling of TABLE 2. Local and systemic reactogenicity. 8 1/[\1\ """"""""" /]\ """"""""""""""" B than predicted from data in HEU, perhaps due to
IMPAACT P1112 data3 for infants HIV-1 exposed but E 0 e ok w we s e Predicted from HEU tar - o

get-mediated drug deposition.

uninfected (HEU) were visualized. VRC01 concentrations -- # with reaction (IMPAACT P1112)

below the limit of quantitation (BQL) were assumed equal to Dose Age (Weeks) * HIV-1 Stat-us and V|remla Sh.OUId be eeneldered n
0.5 mcg/mL when calculating quantiles. Number receiving dose VRCO01 concentrations 1 wk after the birth dose for Without HIV and With HIV, and bNAb dosing strategies for infants initiating ART.

after repeated doses for With HIV compared to median and 95% confidence
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