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Methods
Table S1. Full list of inclusion and exclusion criteria.
	Inclusion criteria
	Exclusion criteria

	1. Adults (18 to 90 years old)
2. Reverse transcriptase polymerase chain reaction (rt-PCR)-confirmed COVID-19 infection based on a nasal/oropharyngeal swab within 10 days before randomization
3. At least one of the following: 1) Respiratory distress with tachypnea (respiratory rate [RR] ≥ 24 breaths/min without oxygen); 2) PaO2/FiO2 >100 and <300 mmHg, 3) SpO2 ≤94% while breathing ambient air
4. Need of supplemental oxygen (i.e. new use of supplemental oxygen, or increased oxygen requirement if on chronic oxygen) requiring low- or high-flow oxygen or non-invasive mechanical ventilation (7-point WHO-OS category 4 or 5)
5. Radiological chest imaging (X-rays, CT scan) confirming lung involvement and inflammation (presence of ground-glass opacities, and/or inter/intra lobular septal thickening, and/or consolidations in a patchy distribution)
6. Inflammatory status as documented by at least one of the following: lactate dehydrogenase (LDH) above the normal range, C-reactive protein (CRP) ≥100 mg/L, IL-6 ≥40 pg/mL, serum ferritin ≥900 ng/mL, serum cross-linked fibrin (XDP) >20 µg/mL
7. Females of child-bearing potential and with an active sexual life had not wish to get pregnant within 30 days after the end of the study and had to be using at least one reliable hormonal or barrier methods of contraception for at least 2 months before the screening visit until 30 days after final visit or have a male partner who agreed to use a male condom with spermicide or who was sterile.
	1. Inability to provide informed consent
2. Hepatic dysfunction with Child Pugh score B or C, or ALT or AST >5 times the upper limit
3. Renal dysfunction with estimated glomerular filtration rate (MDRD) <50 mL/min/1.73 m2 or need for continuous renal replacement therapy, hemodialysis, or peritoneal dialysis
4. Bacterial sepsis (excluding COVID-19 sepsis)
5. Positive test for influenza virus, if tested during the current illness (note: influenza testing was not required by protocol)
6. Known congenital or acquired immune deficiency
7. Allergy/hypersensitivity to ibuprofen or to more than one non-steroidal anti-inflammatory drug or to more than one medication belonging to the class of sulfonamides (e.g. sulfamethazine, sulfamethoxazole, sulfasalazine, nimesulide or celecoxib). Hypersensitivity to sulfanilamide antibiotics, e.g. sulfamethoxazole, did not qualify for exclusion
8. Known allergy to reparixin or any of its excipients
9. Concomitant use of prohibited medications
10. Severe, active bleeding such as hemoptysis, gastrointestinal bleeding, central nervous system bleeding, and severe nose bleeds within 1 month before enrolment
11. Evidence of COVID-19 disease progression during previously initiated treatment with remdesivir (alone on in any combination with other antiviral treatments), protease inhibitors (e.g. ritonavir, lopinavir, darunavir – atazanavir), tyrosine kinase inhibitors (e.g. baricitinib, imatinib, gefitinib), convalescent plasma or anti SARS-COV2 intravenous immunoglobulin or investigational treatments
12. More than three infusions of remdesivir, including the loading dose, prior to randomization
13. Participation in other interventional clinical trials and/or administration of investigational therapy in the previous 3 days, or at least five half-lives; 
14. Clinical condition, at the time of enrolment, incompatible with the oral administration of the study drug; 
15. PaO2 to FiO2 ratio <100 mmHg;
16. Pregnancy or lactation and unwillingness to use at least one primary form of contraception for the duration of the study





Table S2. Composition of the reparixin and placebo tablets.
	Names of ingredients
	Amount per
reparixin tablet
	Amount per
placebo tablet
	Function of ingredient

	Reparixin
	600.0 mg
	–
	Drug substance

	Cellulose microcrystalline
	141.48 mg
	441.01 mg
	Diluent/disintegrant

	Lactose monohydrate
	94.77 mg
	402.41 mg
	Diluent

	Croscaramellose sodium
	36.00 mg
	37.20 mg
	Disintegrant

	Hydroxypropyl cellulose
	20.07 mg
	41.48 mg
	Binder

	Silica, colloidal anhydrous
	3.15 mg
	3.26 mg
	Glidant

	Magnesium stearate
	4.50 mg
	4.65 mg
	Lubricant

	Total
	900 mg
	930 mg
	




Table S3. List of additional secondary and exploratory endpoints.
	[bookmark: _heading=h.26in1rg]Additional secondary endpoints
	Statistical method used
	Exploratory endpoints
	Statistical method used

	Proportion of patients alive and free of respiratory failure at fixed time points
	Chi-square or a Fisher’s Exact test at each timepoint
	Time between onset of symptoms and initiation of the investigation treatment
	Two-sample Mann-Whitney U test

	Mean change in clinical severity score at fixed time points
	Two-sample Mann-Whitney U test
	Time between hospitalization and initiation of the investigational treatment
	 Two-sample Mann-Whitney U test

	Time to clinical improvement by 1 category WHO-OS up to Day 28
	Cumulative incidence function
	Concomitant, off-label, use of other specific COVID-19 treatments
	Descriptive only

	Time to clinical improvement by 2 categories WHO-OS up to Day 28 
	Cumulative incidence function
	Cytokine profile (IL-1, IL-6, IL-8) measured at baseline and at days 3 and 7 
	 Two-sample Mann-Whitney U test

	Time to hospital discharge up to Day 28
	Cumulative incidence function
	SARS-COV-2 viral burden tested on a nasopharyngeal swab upon discharge from hospital
	 Chi-square test

	Clinical status at fixed time points
	Two-sample Mann-Whitney U 
	Number of ICU admissions up to day 28
	 Poisson regression

	Dyspnea severity (Likert scale) at fixed time points
	Two-sample Mann-Whitney U 
	Number of invasive mechanical ventilation uses or ECMO up to day 28
	 Poisson regression

	Dyspnea severity (VAS scale) at fixed time points
	Two-sample Mann-Whitney U 

	Number of ICU admission, invasive mechanical ventilation use of ECMO or death up to day 28
	 Poisson regression

	Duration of supplemental oxygen treatment up to day 28
	Two-sample Mann-Whitney U 
	
	 

	Incidence of invasive mechanical ventilation use or ECMO up to day 28
	Chi-square test
	
	

	Incidence of invasive mechanical ventilation use or ECMO up to day 60
	Chi-square test
	
	

	Duration of invasive mechanical ventilation or ECMO up to day 60
	Two-sample Mann-Whitney U test
	
	

	Duration of non-invasive Mechanical ventilation up to day 60
	two-sample Mann-Whitney U test
	
	

	Duration of ICU admission up to day 60
	two-sample Mann-Whitney U test
	
	

	Mean PaO2 at fixed time points
	two-sample Mann-Whitney U test
	
	

	Mean peripheral arterial oxygen saturation (SpO2) at fixed time points
	two-sample Mann-Whitney U test
	
	

	Mean PaO2/FiO2 ratio at fixed time points
	two-sample Mann-Whitney U test
	
	

	Mortality rates up to day 60 and day 90
	Logistic regression
	
	

	Freedom from death or respiratory failure up to day 90
	Kaplan-Meier (Greenwood method for 95% CI calculation)
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