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Figure 1. Pseusoneutralization titers in children over time.

Figure 2. Nucleocapsid-binding antibody titers in children over time.

Conclusion.  We show neutralizing Abs wane to a small degree over 24wks post-
SARS-CoV-2 infection and remain detectable in most children. In contrast, anti-N Abs 
decreased, becoming undetectable in some children by 24wks. These findings add to 
understanding of the natural history of SARS-CoV-2 immunity in children.
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Background.  Pediatric SARS-CoV-2 infection is generally thought to be asymp-
tomatic or result in mild COVID-19 disease, with a paucity of severe outcomes. 
However, SARS-CoV-2 variants, notably B.1.617.2 (WHO Delta), have changed the 
clinical landscape of COVID-19 in the United States. Delta became the dominant 
variant in Arkansas (AR) the 1st week of July 2021. Schools contributed to pediatric 
infections during the January 2021 surge in COVID-19 infections even with physical 
mitigation measures (PMM) that were removed in March 2021. We present prelim-
inary data suggesting a shift in the clinical presentation of children with Delta variant 
infection.

Methods.  Pediatric (ages ≤ 18  years) case records for the 3  months represent-
ing key inflection points of the COVID-19 Pandemic in AR were reviewed. Outcomes 
(hospitalizations, ICU admission, mechanical ventilation, death) were recorded by the 
Arkansas Department of Health (ADH) in a statewide database. Fisher’s Exact Test was 
used with p-values < 0.05 indicating statistical significance.

Results.  During July 2020, 3,268 pediatric cases were reported to ADH with 55 
hospitalizations, 6 ICU admissions, 2 mechanical ventilations, and no deaths. A second 
peak in January 2021 included 11,735 pediatric cases, a 259.1% increase. Increases were 
also seen in hospitalizations (n=74), ICU admissions (n= 11), and mechanical venti-
lations (n=2). No deaths reported. The beginning of an exponential growth in cases 
during July 2021, before the opening of schools, included 8,031 pediatric cases. Despite 
31.6% fewer cases than the previous peak, hospitalizations increased 41.9% (n=105) (p 
< 0.0001) and included increases in ICU and ventilator use of 68.6% (n=18) (p 0.0016) 
and 300% (n=8) (p 0.0034), respectively. One pediatric death was reported. (Tbl 1)

Conclusion.  In the absence of PMM and despite the summer closure of schools, 
pediatric COVID-19 cases and severe outcomes increased significantly. Initial analysis 
of the AR July 2021 Delta variant surge indicates a statistically significant increase in 
pediatric COVID-19 disease and severity as indicated by a proportional increase in 
hospitalizations, ICU, and ventilator use. Further studies are warranted to better de-
fine Delta related childhood disease. Our findings also have implications for school 
PMM efforts.
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Background.  Remdesivir (RDV) is a potent nucleotide prodrug inhibitor of the 
SARS-CoV-2 RNA-dependent RNA polymerase that has demonstrated efficacy in the 
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treatment of patients hospitalized with moderate to severe COVID-19. This Phase 3 
(GS-US-540–9012) double-blind, placebo-controlled study compared the efficacy and 
safety of 3 days of RDV to standard of care in non-hospitalized, high-risk participants 
with confirmed COVID-19.

Table 1.  COVID-19 related hospitalization or death, COVID-19 related medically 
attended visits or death, and Treatment Emergent Adverse Events

Methods.  Participants were randomly assigned 1:1 to receive intravenous (IV) 
RDV (200 mg on day 1, 100 mg on days 2 to 3) or placebo. The primary efficacy end-
point was composite COVID-19 hospitalization or all-cause death by day 28 and 
compared using Cox proportional hazards model with baseline stratification factors 
as covariates. The primary safety endpoint was proportion of participants with treat-
ment-emergent adverse events. Study enrollment was terminated early for administra-
tive reasons in light of the evolving pandemic.

Results.  562 patients underwent randomization and started their assigned treat-
ment (279, RDV; 283, placebo). Baseline demographics and characteristics were bal-
anced across arms. Overall, 52% were male, 44% were Hispanic/Latino ethnicity and 
30% were ≥ 60  years old. The most common comorbidities were diabetes mellitus 
(62%), obesity (56%; median BMI, 30.7), and hypertension (48%). Median baseline 
SARS-CoV-2 RNA nasopharyngeal viral load was 6.2 log10 copies/mL. Treatment with 
RDV significantly reduced COVID-19 hospitalization or all-cause death by day 28 
(HR, 0.13; 95% CI, 0.03 – 0.59; p = 0.008; Table 1) compared to placebo. Participants 
receiving RDV also had significantly lower risk for COVID-19-related medically 
attended visits or all-cause death by day 28 compared to placebo (HR, 0.19; 95% CI, 
0.07 – 0.56; p = 0.002; Table 1). No deaths occurred in either arm by day 28. There 
was no difference between arms in time-weighted average change in nasopharyngeal 
viral loads from baseline up to day 7. The proportion of patients with AEs was similar 
between arms (Table 1); the most common AEs in the RDV arm were nausea (11%), 
headache (6%), and diarrhea (4%).

Conclusion.  A 3-day course of IV RDV was safe, well tolerated and highly ef-
fective at preventing COVID-19 related hospitalization or death in high-risk non-hos-
pitalized COVID-19 patients.
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Background.  SARS-CoV-2 continues to spread and the development of safe and 
effective therapeutics for the prevention of severe disease remains a priority. BRII-196 
and BRII-198 are non-competing anti-SARS-CoV-2 mAbs with YTE triple amino acid 
substitution in Fc to extend half-life and reduce receptor binding, that are being stud-
ied for treatment of COVID-19 in the ACTIV-2 Trial, sponsored by NIAID and led 
by ACTG.

Methods.  ACTIV-2 evaluates safety/efficacy of investigational agents for treat-
ment of non-hospitalized adults with mild-moderate COVID-19 under a randomized, 
blinded, controlled adaptive platform. BRII-196/BRII-198 (1000 mg each) as a single 
dose given as sequential infusions, or placebo to those at high risk of clinical progres-
sion (i.e., age ≥ 60 years or presence of other medical conditions) within 10 days of 
symptom onset and positive test for SARS-CoV-2. The primary endpoint was hospi-
talization and/or death through day 28. We report Phase 3 BRII-196/BRII-198 trial 
results per DSMB recommendation following an interim analysis.

Results.  Between January and July 2021, 837 participants (418 active, 419 pla-
cebo) from sites in the US (66%), Brazil, South Africa, Mexico, Argentina and the 
Philippines were randomized and received study product at time of emerging vari-
ants. Median age 49 years (Q1, Q3: 39, 58), 51% female, 17% Black/African-American 
and 49% Hispanic/Latino, with median 6 days from symptom onset. At interim ana-
lysis 71% and 97% had a day 28 and 7 visit, respectively. For all available data at 
interim review, BRII-196/BRII-198 compared to placebo had fewer hospitalizations 
(12 vs. 45) and deaths (1 vs. 9). At day 28 of follow-up, there was an estimated 78% 
reduction in hospitalization and/or death (2.4 vs. 11.1%), relative risk 0.22 (95% CI: 
0.05, 0.86), P=0.00001 (nominal one-sided). Grade 3 or higher adverse events (AEs) 
were observed less frequently among BRII-196/BRII-198 participants than placebo 
(3.8% vs. 13.4%) with no severe infusion reactions or drug related serious AEs.

Conclusion.  BRII-196/BRII-198 was safe, well-tolerated, and demonstrated signifi-
cant reduction compared to placebo in the risk of hospitalization and/or death among 
adults with mild-moderate COVID-19 at high risk for progression to severe disease.
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