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Exposure-Efficacy Analysis Supports Proof of Concept for Efzofitimod in Pulmonary Sarcoidosis
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Introduction Results

Administration of efzofitimod led to an exposure-dependent decrease in the extent of OCS usage, increase in ppFVC and increase in KSQ-L score

@ Efzofitimod is a novel biolo?ic immunomodulator that binds to neuropilin 2 (NRP2) and is in development for treatment of interstitial lung

diseases (ILD), including pulmonary sarcoidosis and systemic sclerosis-related-ILD.

@ A population pharmacokinetic (PPK) model was developed from 2 double blind, placebo controlled trials, and exposure-efficacy (EE) Mean Daily OCS Dose Post-Taper Period - Percent Change from Baseline ppFVC at Week 24 - Change From Baseline KSQ-Lung Score at Week 24 - Percent Change From Baseline
analyses was performed to assess the relationship between efzofitimod exposure and three prespecified efficacy parameters: mean daily . . , , , , , , .
oral corticosteroid (OCS) dose, percent predicted forced vital capacity (ppFVC) and King's Sarcoidosis Questionnaire-Lung (KSQ-Lung) Figure 2. Increase in Efzofitimod Treatment Dose Reduces OCS usage. Figure 3. Increase in Efzofitimod Treatment Dose Improves ppFVC. Figure 4. Increase in Efzofitimod Treatment Dose Improves KSQ-Lung Score.
score.
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Table 1. Efzofitimod clinical studies included in the PPK and EE analysis. 100- o A A
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Phase 1 Study Phase 1b/2a study Efzofitimod Exposure (ng*day/ml) Efzofitimod Exposure (ng*day/ml) Efzofitimod Exposure (ng*day/ml)
in the Post-Taper Period (Day 51-Week 24) Study Period (Day 1 - Week 24)) Study Period (Day 1 - Week 24)
!\Il:mbelr of doses/ Single/- Six/monthly
intervars Group @ placebo A efzofitimod 1.0 mg/kg B efzofitimod 3.0 mg/kg + efzofitimod 5.0 mg/kg Group @ placebo A efzofitimod 1.0 mg/kg B efzofitimod 3.0 mg/kg + efzofitimod 5.0 mg/kg Group @ placebo A efzofitimod 1.0 mg/kg B efzofitimod 3.0 mg/kg + efzofitimod 5.0 mg/kg
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The gray shaded area is the 90% prediction interval. Vertical lines demarcate the three exposure tertiles.
0.03,0.1,0.3 1.0, 3.0, 5.0
Dose (mg/kg) 1.0,3.0,5.0

- | — — Administration of efzofitimod increased the proportion of patients with improvements in ppFVC and KSQ-Lung greater than the minimum
Healthy Pulmonary sarcoidosis - biopsy confirme

Population volunteers Chronic - duration > 6 mos CI"“cal |mP0rta“t dlﬁerence (MCID)
Baseline OCS - between 10 and 25 mg/day

, Figure 5. Increase in Efzofitimod Treatment Dose Increases the Proportion of Participants Achieving Figure 6. Increase in Efzofitimod Treatment Dose Improves Proportion of Participants Achieving MCID
Symptomatic - MRC dyspnea score > 1 MCID Threshold in ppFVC (2.5%). Threshold in KSQ-Lung Score (4 points).
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Figure 1. Workflow for developing the PPK model and performing EE analysis. o < _ o Y _
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Parameter estimates N =5 Efzofitimod Exposure (ng*day/mil) Efzofitimod Exposure (ng*day/mil)
- CL (incl. bilirubin, CrCL) Y Study Period (Day 1 - Week 24) Study Period (Day 1 - Week 24)
- V1 and V2 (incl. body weight), V3 Included: E-R model:
J, N=32 - OCS reduction Open squares represent individual values. Solid dots and vertical lines represent the incidence and 95% Cl of observation within a quantile. The solid and dashed lines represent the unadjusted logistic regression fit of the data and 95% C | of the regression. Horizontal
Placebo: N=11 (AUC =0) (I PpFVC lines represent the range of the exposure tertiles.
Model-derived individual parameter estimates: Efzofitimod: N =21 (AUC from PPK model) - KSQ-Lung score . .
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the claim that efzofitimod displays efficacy in pulmonary sarcoidosis. Design, Data Analysis, and Regulatory Applications. 2003. Available from:
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