Baseline Pharmacodynamic Markers and Response to Emapalumab in Children and Adults with Macrophage Activation Syndrome (MAS)
in Still’s Disease: Results from a Pooled Analysis of Two Prospective Trials
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CONCLUSIONS RESULTS

o Emapalumab treatment rapidly controlled signs and symptoms of e 39 patients were enrolled (31 [79.5%] females), with a median age of 12 years (range, 9 months—64 years) Pharmacodynamic markers
MAS in 82.1% of patients with Still’s disease — 26 patients (66.7%) received concomitant anakinra (4 [10.3%] patients received at least one dose >4 mg/day) » Patients with a complete or partial response at Week 8 tended to present with higher CXCL9, sCD25, and ferritin
» Emapalumab enabled reductions in key inflammatory o At Week 8, 53.8% (95% confidence interval [Cl]: 37.2—69.9) of patients had achieved the 8-point composite primary levels at baseline compared with non-responders (Figure 3)
pharmacodynamic markers by inhibiting interferon-gamma (IFNY) endpoint of complete response
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activity in patients with MAS in Still’s disease Qverall .(complet.e + pa’rthl) response rf”:ute at Week 8 was 76.3% (95% CI: 59.8-88.6) , Figure 3: Baseline levels of pharmacodynamic markers in patients with MAS in Still’s disease prior to
» Patients with a complete or partial response to emapalumab o Patients with MAS in Still’s disease administered emapalumab showed rapid and durable responses (Figure 1) emapalumab administration
treatment at Week 8 had higher levels of pharmacodynamic : T . . s -
biomarkers associated with MAS at baseline Figure 1: Response over time in individual patients with MAS in Still’s disease administered emapalumab P=0.0127 P=0.0454 P=0.1483
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o MAS is a life-threatening complication of Still’s disease, and is characterized 2 o 1500 - 9 oo £ 4000 1
by IFNYy-driven macrophage activation and systemic hyperinflammation*™ ” S 1000 - 3 g 3000 1
e Emapalumab, an anti-IFNy antibody, binds free and receptor-bound IFNY, iy o | 2000 2000 1
providing rapid and targeted neutralization of IFN+? s 10007 1000 1
e Emapalumab has demonstrated safety and efficacy in patients with MAS in 2 Complete Partial No O Complete Partial No O Complete Partial No
tWO clinical trl aIS (NCTO3311854 and NCT05001737)5,6 :; response response response response response response response response response
® Emapalumab has been approved by the US Food and Drug Administration ii 2Evaluable analysis set — patients with a response status of no complete/partial response not applicable, not evaluable, or missing were excluded from this analysis.
for adult and pediatric (newborn and older) patients Wlth MAS in kﬂOWﬂ ;(55 CXCL9, chemokine C-X-C ligand 9; GM, geometric mean; MAS, macrophage activation syndrome; sCD25, soluble CD25.
or suspected Still’s disease with an inadequate response or intolerance to s
glucocorticoids (GCs), or with chronic relapsing MAS’ % o Patients with a complete or partial response had a median reduction in CXCL9 and ferritin levels of 98% and 99%,
e Chemokine C-X-C motif ligand 9 (CXCL9; a specific biomarker primarily - respectively, from baseline at Week 8 compared with 86% and 89% in non-responders (Figure 4)
induced by IFNY activity), soluble CD25 (sCD25; a marker of T-cell 2 e sCD25 levels decreased by 80% from baseline at Week 8 in patients with a complete response or partial response
activation) and ferritin may have utility as PD markers in patients with s versus a 21% increase in non-responders (Figure 4)
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o At Week 8, 82.1% of patients achieved MAS clinical activity score VAS <1/10 cm per clinicians’ assessment after
being administered emapalumab (Figure 2)

o To evaluate changes in key PD markers by response status at Week 8 after
treatment initiation and time to response
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Figure 2: MAS clinical activity score over time in individual patients administered emapalumab
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an inadequate response to high-dose GCs with similar study designs

(NCT03311854 [NI-0501-06] and NCT05001737 [NI-0501-14])>° ST
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Endpoints

o The primary endpoint of the pooled analysis was a complete response at % 3 S —
Week 8 according to an 8-component composite endpoint comprising the BL 7 14 21 28 35 42 49 >6
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— White blood cell and platelet counts above the lower limit of normal;

— Lactate dehydrogenase, aspartate aminotransferase and alanine
aminotransferase <1.5 x the upper limit of normal,

— Fibrinogen >100 mg/dL; and
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MAS, macrophage activation syndrome; SD, study day; VAS, visual analog scale. - .
MAS Clinical Activity Score VAS, cm

BL, baseline; CXCL9, chemokine C-X-C ligand 9; GM, geometric mean; MAS, macrophage activation syndrome; sCD25, soluble CD25; SE, standard error.
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