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* Recently, a study in European patients has described 31.7% M Low IFNy with
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the elevated biosynthesis of the chemokine CXCL9 with sepsis-induced immunoparalysis. [b] The proportion of patients with high CXCL9 (>2,200 pg/mL) is reported in patients with the low IFNy endotype; these patients cannot be
. . 34 part of the pro-inflammatory IDS endotype since they have laboratory findings compatible with sepsis-induced immunoparalysis. In the discovery set, 126 patients with MALS had
by tissue macrophages (Flgure 1) ’ IFNy <3 pg/mL, whereas in the validation set, 65 patients with MALS had IFNy <3 pg/mL. Figure adapted from Giamarellos-Bourboulis et al. (2024).2
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° Emapalumab is an anti-IFNy antibody that binds
free and receptor-bound IFNy, resulting in rapid and
targeted control of IFNy-driven hyperinflammation.®
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[a] The sample size of 75 patients was chosen since EMBRACE is a phase 2a study and no power calculation applies. It was arbitrarily decided that 25 patients will be enrolled in
each group (75 patients in total). [b] Safety follow-up phone call visits will be conducted 30/60/90/120 (+1/+3/+3/+3) days from the infusion of the first dose of the study drug.

Figure 5: Stopping rule/monitoring criteria

METHODS

* EMBRACE is a three-arm parallel, multicentre,

Figure 4: Key eligibility criteria
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* Eligibility criteria are provided in Figure 4. Serological diagnosis of IDS is defined as detectable Ater dose 6,
blood IFNy and CXCL9 >2,200 pg/mL and absence of rule applies
° Sequential organ failure assessment (SOFA) score, sepsis-induced immunoparalysis, defined as 28’000 of A stopping rule will be applied after the first dose of emapalumab with the aim
. _ . to deliver the minimum required doses of emapalumab to each patient.
'aS well as levels of human Ieukgcyte antlgen DR HLA-DR receptors on CD45/CD14-monocytes. Patients This stopping rule will help prevent excess dosing when the pharmacodynamic
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threshold levels for safety and efficacy (Figure 5).

Figure 6: Study endpoints
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RESULTS

* The primary endpoint is a 21.4-point decrease R ———
in mean SOFA score from baseline to the end of 1 a achieve the SOFA score response by the EOT
treatment (EOT) or 22.0-point decrease in SOFA score e 28-day mortality
from baseline to the EOT visit (Figure 6).

Secondary endpoints

* Secondary endpoints include 28-day mortality, safety,

h Kineti d ch inC - tei e Rate of serious and non-serious TEAEs ¢ The need to stop emapalumab due to a drop in

Pharmacokinetics and changes In L-reactive protein Change in the SOFA score from days 0—7, 0-28 and 0 to EOT numbers of HLA-DR receptors on CD14-monocytes
(CRP), interleukin-6 (IL-6), ferritin, IFNy and CXCL9 e Pharmacokinetics of emapalumab e Changes in CRP, IL-6, ferritin, IFNy and CXCL9 over time
over time.
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Abbreviations

CRP: C-reactive protein; EOT: end-of-treatment; HIV: human immunodeficiency virus; HLA-DR: human leukocyte antigen-DR isotype; IDS: interferon-gamma-driven sepsis; IFNa: interferon-alpha; IFNy: interferon-gamma; IL: interleukin;
IP-10: interferon-gamma-induced protein 10; JAKi: Janus kinase inhibitor; MALS: macrophage activation-like syndrome; SOFA: sequential organ failure assessment; TEAE: treatment-emergent adverse event; TNFa: tumour necrosis factor-alpha.
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