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Acute respiratory distress syndrome 
(ARDS) is an acute infl ammatory lung injury 
characterized by increased pulmonary 
vascular permeability and substan  al 
impairments in gas exchange associated 
with hypoxemia and bilateral pulmonary 
opaci  es on chest radiography.1,2 According 
to the Berlin criteria, ARDS can be classifi ed 
on the basis of hypoxemia severity: mild 
(PaO2/FiO2 of 201-300 mmHg), moderate 
(PaO2/FiO2 of 101-200 mmHg), or severe 
(PaO2/FiO2 ≤100 mmHg).1

ARDS can develop from direct injury or 
indirect infl ammatory injury; common 
e  ologies of ARDS include sepsis, 
pneumonia, aspira  on, and trauma-
associated shock.3,4 Iden  fying the cause 
of ARDS is an important factor in precision 
medicine, as some e  ologies are associated 
with more severe illness and worse 
outcomes.4

A  er pulmonary injury, development of 
ARDS involves the recruitment of mul  ple 
infl ammatory cell types that mediate  ssue 
damage; this infi ltra  on, along with persistent 
infl amma  on, can result in respiratory failure, 
causing the need for  intensive care unit (ICU) 
admission and mechanical ven  la  on and 
increasing the risk of mortality.5-7

Early in the disease course, ac  vated alveolar 
macrophages recruit neutrophils into the 
lungs; excessive accumula  on of neutrophils 
leads to alveolar pathology, including  ssue 
damage and pathological alveolar-capillary 
permeability.2,5,8

Ac  vated neutrophils play a central role in the 
development and severity of ARDS through 
the release of chemokines, specifi cally 
interleukin (IL)-8 (also known as CXCL8); 
neutrophils can also release other toxic 
mediators, including reac  ve oxygen species 
and neutrophil extracellular traps 
(NETs), which can lead to epithelial injury. 2,9,10

ARDS BACKGROUND
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Primary endpoints

• Change in oxygena  on index at day 7a

• Ven  lator-free days at day 28

Key secondary endpoints
• Acute lung injury scoreb

• Ven  latory ra  oc

• Sequen  al organ failure assessment 
score

• Incidence of extracorporeal membrane 
oxygena  on 

Safety endpoint
• Incidence of treatment-emergent adverse events and serious adverse events, biochemistry 

changes, ECG analysis, and incidence of secondary infec  ons

Pharmacokine  c endpoint
• Plasma levels of reparixin and relevant metabolites

• ICU-free and hospital-free days
• All-cause mortality
• Use of vasoac  ve medica  ons

Study Design 

Treatment for 14 days with op  onal
extension to 21 days

Hospitaliza  on
for ARDS

(enrollment ~66 par  cipants)

Primary endpoint
Ven  lator-free days

Primary endpoint
Change in oxygena  on indexa

Par  cipants will receive standard 
of care based on clinical need

Day 0 7 14 21 28 60

Follow-up

Ra
nd

om
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d 
1:

1 Reparixin
(1200 mg three  mes a day)

Placebo
(three  mes a day)

PaO2/FiO2, par  al pressure of arterial oxygen to frac  on of inspired oxygen ra  o. aOxygena  on index is defi ned as percent mean airway pressure 
× PaO2/FiO2. 

bComposite of PaO2/FiO2 ra  o, posi  ve end-expiratory pressure, lung compliance (plateau airway pressure minus posi  ve end-
expiratory pressure/  dal volume), and extent of pulmonary infi ltrates. cDefi ned as the product of minute ven  la  on and PaCO2.

Visit ClinicalTrials.gov (NCT05496868) for more informa  on.
Contact usmedinfo@dompe.com for ques  ons or informa  on related to clinical trial sites.

Reparixin is an inves  ga  onal drug that is not approved for use in any country and is currently being 
inves  gated in clinical trials.

©2023 Dompé farmaceu  ci S.p.A. All rights reserved. MED-US-RPX-2200012  12/23



Key eligibility criteria  

            Men and women aged ≥18 years 

             Mechanically ven  lated with 
PaO2/FiO2 ra  o ≤200 mmHg (in 
the presence of posi  ve end-
expiratory pressure ≥5 mmHg)

             Respiratory failure not fully 
explained by cardiac failure or 
fl uid overload

             Hospitalized within previous 7 
days and fulfi lled ARDS criteria 
within previous  48 hours 

            No severe renal dysfunc  on

  No signifi cant chronic liver 
disease

             No ac  ve malignancy, ac  ve 
bleeding, or gastrointes  nal 
dysmo  lity

  Not currently receiving 
extracorporeal membrane 
oxygena  on or high-frequency 
oscillatory ven  la  on

  Not an  cipa  ng extuba  on within 
24 hours of enrollment

  No history of gastrointes  nal 
bleeding or perfora  on due 
to previous nonsteroidal an  -
infl ammatory drug or recurrent 
pep  c ulcer/hemorrhage

  No previous known allergy 
to ibuprofen or medica  ons 
belonging to the sulfonamide 
class

•  Not pregnant or planning to 
become pregnant within 30 days 
a  er the study ends

RESPIRATIO TRIAL INFORMATION
RESPIRATIO, a phase 2, mul  na  onal, mul  center, randomized, double-blind, placebo-
controlled trial (NCT05496868), is underway to evaluate the effi  cacy and safety of oral 
reparixin in ameliora  ng lung injury and systema  c infl amma  on in adults hospitalized 
with moderate to severe ARDS.30
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ARDS is a complex, heterogeneous disease with a mortality rate that may 
exceed 40%.11

The heterogeneity of ARDS most likely contributes to the poor clinical 
outcomes seen for this condi  on.12

A subset of pa  ents with ARDS may be classifi ed as having a 
hyperinfl ammatory phenotype owing to the presence of higher levels of 
infl ammatory biomarkers and cytokines (such as IL-8); this popula  on may 
benefi t from a more targeted approach, such as an  -infl ammatory therapy 
(ie, precision medicine).4,13 

The current standard of care for ARDS focuses on management of 
symptoms by improving oxygena  on and maximizing respiratory system 
compliance.14,15

Ven  latory management is a suppor  ve technique that does not 
address the physiologic mechanism that underlies ARDS, including the 
role of infl amma  on in acute lung injury.2,13 Treatments that target 
hyperinfl amma  on to prevent disease complica  ons remain an 
unmet need.2,13

KEY ARDS FACTS
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DOMPÉ IS INVESTIGATING IF 
INHIBITION OF IL 8 SIGNALING CAN 
LIMIT ARDS MEDIATED LUNG INJURY.
Development and severity of ARDS are directly related to the 
presence of neutrophil ac  vity in the lungs; IL-8, which binds to 
cellular receptors CXCR1 and CXCR2, is involved in the recruitment, 
ac  va  on, and degranula  on of these cells and therefore 
contributes to infl amma  on amplifi ca  on.2,16,17

In response to triggers such as injury or infec  on, neutrophils, 
ac  vated by IL-8, form NETs, which are extracellular fi bers 
composed of DNA, histones, and granular proteins that can 
entrap pathogens.18,19

In ARDS, neutrophilic infi ltra  on and NETs may lead to diff use 
alveolar damage, the histopathologic hallmark of ARDS.18,20

Elevated levels of IL-8 have been observed in the bronchoalveolar 
lavage fl uid of pa  ents with ARDS and are associated with poor 
clinical outcomes, including longer mechanical ven  la  on  me, 
prolonged ICU stays, mul  ple organ failure, and increased risk of 
mortality.21-23
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Reparixin binds to CXCR1/2 and may 
reduce excessive hyperinfl amma  on

Data from preclinical and randomized clinical trials have shown that targe  ng CXCR1/CXCR2 
may provide a poten  al therapy for ARDS, specifi cally by modula  ng or inhibi  ng IL-8 ac  vity 
and reducing neutrophil-mediated immunopathology.17,24

Reparixin is an inves  ga  onal, oral, noncompe   ve allosteric inhibitor of the IL-8 
receptors CXCR1 and CXCR2 (Figure 1) that may reduce the damaging eff ects of IL-8 
associated with infl ammatory disorders.25,26 In vitro and preclinical small-animal studies 
have shown that binding of reparixin to CXCR1/CXCR2 can prevent leukocyte recruitment 
and ac  va  on of infl amma  on.25,26

During the phase 2 REPAVID-19 trial, pa  ents with severe COVID-19 pneumonia 
who received reparixin exhibited a lower rate of clinical events, including need 
for supplemental oxygen, need for ven  la  on, admission to ICU, or use of rescue 
medica  on, than did those who received standard of care.27 Pa  ents with severe 
COVID-19 in a phase 3 trial showed less progression to more invasive treatment 
than did those who received standard of care.28 Reparixin has been well tolerated in 
previous clinical trials of pa  ents with breast cancer and COVID-19 pneumonia,27-29

with gastrointes  nal discomfort being the most widely reported side eff ect.29

Figure 1. Reparixin binds to IL-8 receptors CXCR1 and CXCR2, and it can inhibit infl ammatory pathways and subsequent leukocyte 
ac  va  on, which may prevent hyperinfl amma  on.
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