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OBIJECTIVE

Systemic sclerosis (SSc) is a rare connective tissue and autoimmune disease associated with inflammation of the skin and internal organs. Interstitial lung disease (ILD), a frequent complication of
SSc with highly variable course, is associated with increased morbidity and mortality risk!. Two FDA-approved treatments, anti-inflammatory tocilizumab (TCZ) and anti-fibrotic nintedanib (NIN),
demonstrate efficacy in slowing disease progression but do not reverse disease?. Anti-inflammatory/anti-fibrotic mycophenolate mofetil (MMF) demonstrates efficacy and may reverse disease3.
Modeling treatment responses is critical to ensuring model dynamics properly capture physiological responses, lending confidence in the potential to predict novel treatments.

METHODS

ILDsym is a QSP model of SSc-ILD pathophysiology based on publicly available literature with over 700 simulated patients at various stages of disease*. Simulations combine predicted lung drug
exposure with drug mechanisms-of-action (MoA) to modulate SSc-ILD pathophysiology and predict efficacy. Treatment MoA were defined based on available data. For MMF and NIN, treatment
responses were optimized to SSc-ILD forced vital capacity (FVC) clinical data3>. TCZ response was optimized to C-reactive protein (CRP) data (downstream of MoA) from rheumatoid arthritis
patients®; treatment response in SSc-ILD was subsequently validated against clinical FVC data’. Simulated patients were selected (i.e., SimCohorts™ generation) to match the baseline FVC and
progression rates of placebo groups for clinical trials with NIN, MMF, and TCZ.
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RESULTS
ILDSYM MODEL CALIBRATION TREATMENTS
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e MMF is a prodrug of mycophenolic acid (MPA) which preferentially inhibits de novo  NIN is a small molecule receptor tyrosine kinase inhibitor targeting growth factor
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e TCZ is a biologic therapy that recognizes the IL-6 binding site of the human IL-6 receptor (IL-6R), inhibiting IL-6 signaling through competitive blockade of IL-6 binding
* FDA approved TCZ for SSc-ILD treatment in 20217
e TCZ simulations used as ILDsym model validation
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— ILDsym SimCohorts (n=114), matched to inclusion/exclusion criteria of clinical SSc-ILD patients,
and clinical ILD patients were treated with 162 mg SC QW for 48 weeks

CONCLUSION
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