
• Disseminated coccidioidomycosis is 

endemic to the U.S. Southwest, is 

associated with substantial morbidity and 

mortality, particularly in older and 

immunocompromised patients.¹

• Outcomes are further worsened in patients 

with underlying pulmonary or cardiac 

disease. 

• Antifungal therapy alone is insufficient in the 

setting of immune exhaustion and persistent 

infection.

• AgenT-797 is an allo-iNKT cell therapy 

studied in moderate/severe acute 

respiratory distress (ARDS), with a favorable 

safety profile, increased survival rate, and 

decreased secondary infection rates3 

• N-803 is an IL-15 receptor superagonist that 

enhances natural killer (NK) and CD8⁺ T cell 

proliferation and augments fungicidal activity 

of human phagocytes4

• Hypothesis: Sequential agenT-797 and N-

803 therapy may restore immune 

competence and enhance clearance of 

persistent Coccidioides immitis infection 

through coordinated activation of iNKT, 

NK, and CD8⁺ T-cell responses.
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Figure 2: Pathogen Clearance and Immune Restoration in the Lung
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Progressive Clinical Deterioration Despite Maximal Antifungal and Supportive 

Therapy Prior to Sequential Immunotherapy
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B BAL: Downregulation of early phase inflammation (IL-1 family) 

• 70-year-old male​, COPD, CKD2B, Mitral Valve Prolapse, Atrial Fibrillation

• Unresolving Coccidioidomycosis immitis and hospital acquired Pseudomonas aeruginosa 

pneumonia with severe ARDS requiring mechanical ventilation and prolonged hospitalization (3 

weeks) with multiple intubations

• Treatment during first 3 weeks of hospitalization with azithromycin, ceftriaxone, meropenem, 

fluconazole, amphotericin B, solumedrol, but recurrent hypoxemic respiratory failure

• Family considering comfort, but opted for sequence immunotherapy under EUA 

A  Suppression of infection

Figure 1: Rapidly Waxing and Waning Infiltrates Consistent with Cardiogenic Edema

Sequenced Immunotherapy is a Feasible Option for Unresolving Infections in Critical Illness 

• Sequential administration of N-803 and agenT-797 coincided with pathogen clearance, reduction in 

inflammation, and clinical stabilization, suggesting a role in direct pathogen control and restoration of immune 

function

• Plasma and bronchoalveolar lavage cytokine profiling demonstrated a structured, biphasic immune response 

• N-803 monotherapy induced a Th-1 skewed activation (IFN-γ, IL-8, VEGF-D), consistent with IL-15-mediated 

activation of NK, CD8+ T, and iNKT cells

• agenT-797 infusion at 48 hours post N-803 initiated a coordinated transition to a balanced immune state, 

marked by increased IL-10 and IL-RA, alongside suppression of pro-inflammatory mediators (TNF-α, IL-1β, IL-

18, MCP-1)

• N-803/agenT-797 therapy was feasible, well-tolerated, and associated with restoration of immune competence 

and resolution of treatment-refractory fungal and bacterial infections

• These data provide a mechanistic and clinical foundation for prospective evaluation and have 

informed the design of an ongoing randomized Phase 2 trial to assess efficacy, durability, and impact 

on clinical outcomes in patients with severe pneumonia and moderate to severe hypoxemic 

respiratory failure

Figure 3: Factors Associated with Acute Mitral Regurgitation and Cardiac Decompensation
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Figure 2. Clinical course and immune response following sequenced immunotherapy in a patient with severe ARDS and disseminated fungal/pulmonary infection. (A) Bronchoscopic view on TD day 4 demonstrating healthy 

mucosa; Suppression of Pseudomonas infection post-treatment; Lung immune cell infiltration following therapy (BAL cell differential). (B-D) BAL cytokines following combination treatment. Downregulation of early phase inflammation (IL-

1 family; B), followed by increased levels of chemokines and activators of cell-mediated immunity and pathogen control (C), and factors promoting tissue repair (D). (E, F) Serum cytokines following combination treatment (BAL data 

shown in comparison). N-803 administration was associated with a predominantly Th1-skewed cytokine profile (E, Red bars). Pronounced transient increases in chemokines putatively secreted by iNKT cells were detected 3 h after 

agenT-797 infusion (F, Green arrowheads) consistent with agenT-797 activity. Baseline (D1, Grey bars): prior to N-803 injection; Red bars following N-803 treatment but prior to agenT-797 infusion. Blue bars after agenT-797 infusion. 

Significant changes from baseline calculated using one-way ANOVA with Dunnett’s multiple comparison test (* = p<0.05; ** = p<0.01). Cytokines were quantified by Luminex FlexMap3D (ProcartaPlex Human Cytokine, Chemokine, 

Growth Factor Panel, ThermoFisher). BAL samples were analysed in duplicate, and serum samples were analysed with six technical replicates.

Above: CT chest with contrast (4/28) and without contrast (5/7) 

with persistent parenchymal infiltrates despite antibiotic and anti-

fungal treatment. Right: Dynamic “bat wing” chest xray interstitial 

and alveolar changes consistent with MVR

Left: Serum factor increases coinciding with onset of worsening mitral regurgitation and cardiogenic shock (day 5/6) Right: Echo 
from 5/19 demonstrating moderate to severe mitral regurgitation but LVEF was preserved at 65% 

Figure 4: Controlled Immune Activation w/o Evidence of Cytokine Release Syndrome (CRS)

Right: IL-1β and IL-6 increased 

transiently after agenT-797, with 

IL-6 peaking at 3 hours and 

again on Treatment Days (TD) 

7–8 following tocilizumab, 

consistent with pharmaco-

dynamic effects of IL-6 blockade. 

The cytokine and biomarker 

profile did not meet cytokine 

release syndrome (CRS) criteria. 
CRS biomarkers in relation to 
agenT-797 infusion (red arrow) 
and tocilizumab treatment (blue 
arrows)

FOB of Left Upper Lobe 

on TD 4 (5/18) with pink 

airways, no purulence, 

substantial improvement 

from FOB report on 5/7
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C BAL: Recruitment and activation of cellular immunity D BAL: Activation of tissue repair pathways
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F  iNKT cell activityE Th1-skewed cytokine profile
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