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	Study Design/Methodology

	Randomized, open-label, parallel-arm study to investigate the efficacy and safety of pamrevlumab in patients with documented SARS-CoV-2 infection. 
The study consisted of a screening, a treatment period, and a follow-up period.
[bookmark: _GoBack]Patients were randomized to treatment with pamrevlumab or standard of care (SOC) in a 1:1 ratio.
Pamrevlumab dosing, 30 mg/kg IV, was administered at day 1, day 7 and day 14.
All patients were followed up to 12 weeks.

	Study Population: 
Inclusion/Exclusion Criteria

	Eligible patients were those with documented SARS-CoV-2 infection, age ≥18 and ≤80 years, evidence of interstitial pneumonia (findings of ground glass opacities or consolidation at chest X-ray or HRCT scan) and respiratory distress requiring supplemental oxygenation (defined as the ratio of arterial oxygen partial pressure [PaO2] to fractional inspired oxygen [FiO2] of  100 300 ) and hospitalization. Patients on invasive mechanical ventilation at screening were excluded.

	Objective

	The primary objective of this study was to assess the effect of pamrevlumab on relevant clinical parameters in COVID-19 patients requiring hospitalization. 
The secondary objective of this study was to evaluate the safety and tolerability profile of pamrevlumab in COVID-19 patients requiring hospitalization.

	Endpoint

	The primary efficacy endpoint was the proportion of patients alive and not on mechanical ventilation on day 15. 
Secondary efficacy endpoints included change in the PaO2/FiO2 ratio, change in radiological scores of disease severity at consecutive HRCT scans of the chest, the number of ventilator-free days (for patients not on mechanical ventilation at the time of randomization), number of days on mechanical ventilation after randomization (for patients already on mechanical ventilation at the time of randomization), proportion of patient alive and/or discharged from ICU or hospital and the time to mechanical ventilation or all-cause mortality.
All secondary endpoints were assessed up to 28 days from randomization.

	Statistical Methods

	The study was designed to detect a treatment difference of 25% in the proportion of responders between the study arms, with 90% power at the two-sided significance of 0.05. A sample size of 68 patients was calculated based on Simon's two-stage design. An interim analysis was planned after 23 patients in the pamrevlumab arm completed 14 days of treatment,
The efficacy analyses were based on the intention-to-treat population.
Analysis of change from baseline in CT score was conducted using a Mixed Model for Repeated Measures model with baseline value, treatment, visit, and visit-by-treatment interactions as fixed effects. Change from baseline in PaO2/FiO2 was analyzed using analysis of covariance (ANCOVA) with treatment as a fixed effect and baseline value as a covariate.  Analysis of binary endpoints was conducted using Chi-square test. Analysis of time to event endpoints was undertaken by plotting Kaplan-Meier curves. Hazard ratios were estimated using the Cox proportional hazards model and these were presented together with 95% two-sided confidence intervals.

	Results
Between May 31st, 2020, and June 7th, 2021, 42 patients were randomly assigned to receive SOC plus pamrevlumab (n=19) or SOC alone (n=23)
An interim analysis was performed before the target of 23 patients treated with pamrevlumab was met due to the slowing-down of the recruitment rate, caused by the seasonal flattening of COVID-19 epidemiological curve.
The study population was predominantly male (32 [76.2%] participants) and white (37 [88.1%]), with a mean age of 56.9 (SD 11.6) years.
The proportion of patients alive and who were not on mechanical ventilation at day 15 was similar in the pamrevlumab group and in the SOC group (17, 89.5 % and 20, 87.0% respectively; 95% CI of difference -17% to 22%, p=0.8). 
The analyses of secondary outcomes did not hint at any additional beneficial effect of pamrevlumab in patients with COVID-19 pneumonia as compared to SOC alone.
The analysis of chest CT patterns and scores of COVID-19 pneumonia severity showed a significant improvement of radiological findings at week 12 in the overall study population. Treatment with pamrevlumab did not increase the rate of resolution of COVID-19 related abnormalities. 
Patients randomized to pamrevlumab showed a trend towards a better improvement in PaO2/FiO2 ratio at day 14. However, the study was not powered to investigate trends in gas exchange, and only a limited number of observations were available since arterial blood gas analysis measurements were only collected when performed as per clinical practice.
Pamrevlumab was safe and well tolerated, as no new safety signal emerged in the study population.
The study was early terminated due to slow recruitment rate, given the change of COVID-19 epidemiological curve.





