Investigational Agent Reparixin and IL-8 Signal Inhibition in CAP and ARDS

Inflammatory responses during CAP
and ARDS can contribute to significant
morbidity and mortality

Community-acquired pneumonia (CAP)
e CAP is a lower respiratory tract infection caused by bacterial
or viral pathogens (e.g., Streptococcus pneumoniae, influenza)*

e Dysregulation of the resulting inflammatory response can
lead to severe CAP, cytokine storm, ALI, and sepsis®?

e Severe CAP accounts for nearly 6% of ICU admissions; ICU
mortality in CAP is nearly 35%*

Acute respiratory distress syndrome (ARDS)

e ARDS is an acute inflammatory lung injury characterized by
hypoxemia; common etiologies include sepsis and pneumonia>®

e The hyperinflammatory phenotype of ARDS is characterized
by an influx of neutrophil activity leading to tissue injury®

e ARDS accounts for 10% of ICU admissions and 23% of

patients requiring mechanical ventilation; ICU mortality
exceeds 40% in severe ARDS’

Abbreviations: ALI, acute lung injury; COVID-19, coronavirus disease 2019; CXCR, CXC chemokine receptor; ICU, intensive care unit; IL-8, interleukin 8; MoA, mechanism of action; NET, neutrophil extracellular trap; SARS-COV-2, severe acute respiratory syndrome coronavirus 2.

IL-8 is a proinflammatory cytokine implicated in

the pathogenesis and progression of CAP and ARDS

e |L-8 is a proinflammatory cytokine associated with high inflammation
potential during severe lung inflammation and infection®

¢ |L-8 mediates its biological effects through CXCR1 and CXCR2 binding, which
induces chemotaxis and neutrophil activation®

e Activated neutrophils can elicit a hyperdriven immune response by releasing
granule proteins and chromatin to form NETs through a process called NETosis®

e Excessive NETosis can produce toxic events for the host cell and contribute to
disease pathogenesis®

CAP IL-8 in CAP and ARDS

e During CAP pathogenesis, innate immune cells detect CAP
bacterial or viral pathogens, triggering IL-8 secretion?

Bacterial or viral
pathogens

e |L-8 stimulates neutrophil infiltration and activation
and induces NET formation, leading to pulmonary
tissue injury®

Innate immune
cells activated

Capillary
e Elevated IL-8 in CAP is associated with complications 4
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such as severe sepsis and mortality®*° Vo
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ARDS /

* In ARDS, an initial pulmonary insult activates alveolar
macrophages, inducing IL-8 secretion and neutrophil
recruitment into the lungs>*!

Neutrophil recruitment
and activation

e Excessive neutrophil accumulation and IL-8—mediated
NET formation cause diffuse alveolar damage and
endothelial-epithelial barrier disruption>*!

NET formation
and release

e Elevated IL-8 in ARDS is associated with longer time on
mechanical ventilation, prolonged ICU stays, multiple
organ failure, and increased risk of mortality****

Tissue damage

Severe sepsis,
mortality
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Reparixin is an investigational
agent targeting IL-8—mediated
hyperinflammation in CAP and ARDS

e Reparixin is an investigational, potent, noncompetitive allosteric
inhibitor of the IL-8 receptors CXCR1 and CXCR2%®

e Reducing IL-8 signaling with reparixin may attenuate
inflammatory responses and improve associated clinical
outcomes in severe CAP and ARDS by reducing neutrophil
recruitment and NET formation®?®

e Reparixin is currently being evaluated in adults hospitalized with
CAP (REPAVID-22; Phase 3) and moderate-to-severe ARDS
(RESPIRATIO; Phase 2)17:18

e Reparixin add-on therapy was well tolerated and associated with
fewer clinical events and fewer ICU admissions in Phase 2/3
trials in severe COVID-19 pneumonia®®?°

Potential mechanism of action®¢
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