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Background. Interventions to reduce mortality in critically ill patients with 
COVID-19 are a crucial unmet medical need. Baricitinib (BARI) is an oral, selective 
Janus kinase (JAK)1/JAK2 inhibitor with efficacy in hospitalized adults with COVID-
19. Treatment with BARI 4-mg was evaluated in critically ill adult patients with 
COVID-19 with baseline need for invasive mechanical ventilation (IMV) or extracor-
poreal membrane oxygenation (ECMO).

Methods. COV-BARRIER (NCT04421027) was a randomized double-blind, pla-
cebo-controlled trial in patients with confirmed SARS-CoV-2 infection and elevation 
of ≥ 1 serum inflammatory marker. In this newly completed substudy, enrolled partici-
pants (not previously reported) from 4 countries on IMV or ECMO at study entry were 
randomly assigned 1:1 to once-daily BARI 4-mg or placebo (PBO) for up to 14 days 
plus standard of care (SOC), which included baseline systemic corticosteroid use in 
86% of patients. The prespecified exploratory endpoints included all-cause mortality 
and number of ventilator-free days (VFDs) through Day 28.

Results. Characteristics for 101 participants are shown in Table 1.
Treatment with BARI significantly reduced all-cause mortality by Day 28 compared 

to PBO [39.2% vs 58.0%, respectively; hazard ratio (HR) = 0.54 (95%CI 0.31, 0.96), 
p=0.030, relative risk (RR) = 0.68 (95%CI 0.45, 1.02); Figure 1A]. One additional death 
was prevented for every six BARI-treated patients. Significant reduction in mortality 
was also observed by Day 60 [45.1% vs 62.0%; HR = 0.56 (95%CI 0.33, 0.97), p=0.027, 
RR = 0.73 (95%CI 0.50, 1.06); Figure 1B].

Patients treated with BARI showed a numerical reduction in the duration of IMV 
and duration of hospitalization vs PBO and more BARI treated patients recovered 
(Table 2). No new safety findings were observed (Table 2).

Conclusion. Treatment with BARI+SOC (corticosteroids) resulted in an abso-
lute risk reduction in mortality of 19% at Day 28 and 17% at Day 60 in patients with 
COVID-19 who were on IMV or ECMO at enrollment. These results are consistent 
with the reduction in mortality observed in the less severely ill hospitalized patients in 
the primary COV-BARRIER study population.
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Background. Casirivimab and imdevimab (CAS/IMDEV) is authorized for 
emergency use in the US for outpatients with COVID-19. We present results from 
patient cohorts receiving low flow or no supplemental oxygen at baseline from a phase 
1/2/3, randomized, double-blinded, placebo (PBO)-controlled trial of CAS/IMDEV in 
hospitalized patients (pts) with COVID-19.

Methods. Hospitalized COVID-19 pts were randomized 1:1:1 to 2.4 g or 8.0 g of 
IV CAS/IMDEV (co-administered) or PBO. Primary endpoints were time-weighted 
average (TWA) change in viral load from baseline (Day 1)  to Day 7; proportion of 
pts who died or went on mechanical ventilation (MV) through Day 29. Safety was 
evaluated through Day 57. The study was terminated early due to low enrollment (no 
safety concerns).

Results. Analysis was performed in pooled cohorts (low flow or no supplemental 
oxygen) as well as combined treatment doses (2.4 g and 8.0 g). The prespecified pri-
mary virologic analysis was in seronegative (seroneg) pts (combined dose group 
n=360; PBO n=160), where treatment with CAS/IMDEV led to a significant reduction 
in viral load from Day 1–7 (TWA change: LS mean (SE): -0.28 (0.12); 95% CI: -0.51, 
-0.05; P=0.0172; Fig. 1). The primary clinical analysis had a strong positive trend, 
though it did not reach statistical significance (P=0.2048), and 4/6 clinical endpoints 
prespecified for hypothesis testing were nominally significant (Table 1). In seroneg 
pts, there was a 47.0% relative risk reduction (RRR) in the proportion of pts who died 
or went on MV from Day 1–29 (10.3% treated vs 19.4% PBO; nominal P=0.0061; Fig. 
2). There was a 55.6% (6.7% treated vs 15.0% PBO; nominal P=0.0032) and 35.9% 
(7.3% treated vs 11.5% PBO; nominal P=0.0178) RRR in the prespecified secondary 
endpoint of mortality by Day 29 in seroneg pts and the overall population, respectively 
(Fig. 2). No harm was seen in seropositive patients, and no safety events of concern 
were identified.

Figure 1: TWA daily viral load decreased from baseline (Day 1) in seronegative patients 
receiving low flow or no supplemental oxygen

Table 1. Primary virologic and clinical endpoints

Figure 2: Clinical outcomes in hospitalized patients receiving low flow or no supple-
mental oxygen*

Conclusion. Co-administration of CAS/IMDEV led to a significant reduction in 
viral load in hospitalized, seroneg pts requiring low flow or no supplemental oxygen. In 
seroneg pts and the overall population, treatment also demonstrated clinically mean-
ingful, nominally significant reductions in 28-day mortality and proportion of pts 
dying or requiring MV.
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