«wRESPIRATIO IS NOW
ENROLLING AT
YOUR HOSPITAL

ATTENTION: Are you caring for patients
hospitalized with acute respiratory
distress syndrome (ARDS)?

A phase 2, multinational, randomized, double-blind, placebo-controlled trial
(NCT05496868)* is ongoing at your hospital to evaluate the efficacy and

safety of reparixin as an add-on therapy to the standard of care for adults
hospitalized with moderate-to-severe ARDS

Treatment for 14 days with optional extension up to 21 days

Reparixin (1200 mg three times daily) + standard of care
Hospitalization
for ARDS

(enrollment ~66 participants)

Placebo (three times daily) + standard of care
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Co-primary outcomes

e Change in oxygenation index?® from baseline to Day 7
¢ Ventilator-free days at Day 28
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TARGET PATIENT POPULATION INVESTIGATIONAL AGENT: REPARIXIN
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Hospitalized adults (aged 218 years) e Reparixin is an investigational, potent, noncompetitive allosteric inhibitor

of the interleukin-8 receptors CXCR1 and CXCR22

Mechanically ventilated (invasive) patients with PaO,/FiO, ratio
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<200 mmHg in the presence of PEEP 25 cm H,0 e Reducing interleukin-8 signaling may attenuate inflammatory responses

by reducing neutrophil recruitment to the lung (Figure)®

Respiratory failure not fully explained by cardiac failure or fluid

reduce progression of ARDS**
Within 48 hours from fulfilling ARDS diagnosis

Not pregnant or planning to become pregnant

No known hypersensitivity to ibuprofen or medications belonging to
the sulfonamide class
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Lack of chronic renal or hepatic dysfunction

¢ Renal dysfunction: <30 mL/min/1.73 m? eGFR or renal
replacement therapy

e Hepatic dysfunction: AST/ALT >3x ULN + total bilirubin >2x ULN or
AST/ALT >5x ULN; Child-Pugh Score >7

overload e Modulation of interleukin-8 activity via blockade of its receptors may

Proposed Mechanism of Action*>*¢*
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Reduces Reduces Increases Reduces
neutrophil NETosis gas exchange severity of
chemotaxis lung injury

Reparixin is an investigational agent and may affect outcomes as proposed in the figure through

inhibition of IL-8.

To learn more about the clinical trial, enrollment, and principal
investigator at your site, visit www.clinicaltrials.gov/study/
NCT05496868 or contact usmedinfo@dompe.com for
additional information on how you can get involved in clinical
research at your site!

ALT, alanine aminotransferase; AST, aspartate aminotransferase; CXCR, chemokine receptor; eGFR, estimated glomerular filtration rate; FiO,, fraction of inspired oxygen; IL, interleukin; NET, neutrophil extracellular trap;
Pa0,, partial pressure of arterial oxygen; PEEP, positive end-expiratory pressure; ULN, upper limit of normal. *Change in percentage of mean airway pressure x FiO,/Pa0,.
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Reparixin is an investigational drug that is not approved for use in any country and is currently being investigated in clinical trials.
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