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Key Messages Post Hoc Analysis Methods

ENV-101 (taladegib) is a small molecule Hh inhibitor Novel deep learning-based CT analysis technologies offer Results from post hoc CT analyses provide new evidence supporting ENV-101 activity and efficacy A post hoc analysis of the Phase 2a study using deep learning-based image analyses

with clinically validated efficacy in IPF patients independent measures of IPF progression « The Qureight platform automated the segmentation of CT scans from 34 study patients (placebo = 18;
Significant reduction in normalized pulmonary vessel volume (Vascul8) for patients in the treatment arm ENV-101 = 16) using 3D Convolutional Neural Network-based algorithms trained on HRCT scans from IPF patients

e The ENV-IPF-101 (NCT04968574) trial was a randomized, Fibrotic tissue volume, airway volume, pulmonary vessel volume, vs placebo
double-blind, placebo-controlled Phase 2a study of and lung volume are all volumetric lung measures that change
ENV-101 (taladegib), a novel Hh signalling pathway either during IPF disease progression or treatment response and
inhibitor. Previously presented data showed that ENV-101 predict mortality independently
had an acceptable safety profile and improved lung
function after 12 weeks of treatment

» These algorithms quantified the lung volume (Lung8), pulmonary vessel volume (Vascul8), and fibrosis volume
Significant increase in lung volume (Lung8) and trend towards reduced fibrosis (Fibr8) for treated patients (Fibr8) from the CTs of study patients at baseline (t = 0) and 12 weeks. Example model outputs for lung and
vs placebo fibrosis volumes are shown opposite

Our analysis provides additional evidence that ENV-101 is reversing disease in IPF across multiple orthogonal « Group comparisons were performed with an independent samples t-test, and linear regression assessed variable
endpoints given that a reduction in pulmonary vessel volume correlates with improved mortality and relationships. Effect sizes were calculated using Hedge’s g. A p-value < 0.05 was considered significant
decreased disease burden in IPF'2

We evaluated the clinical utility of 3 newly developed deep learning
models for quantifying lung volume (Lung8), pulmonary vessel
volume (VaSCUIB)’ and fibrosis extent (F|br8) on the baseline and Example: Example CT slices showing overlays in yellow for lung volume (top) and fibrosis volume (bottom). A 3D visualization

follow-up CTs of treated and placebo patients As a Hh pathway inhibitor, ENV-101 has the potential to exert a vascular effect, as captured by Vascul8 of the pulmonary vessel segmentation is shown on the right. These segmentations can be used to calculate absolute volume,
’ as well as fibrosis and vessel volume extent normalized to lung volume

Aberrant Hh Signaling Promotes Fibrosis in IPF ENV-101 Continuously Improved Lung Function Results
by Spirometry Through Week 12
- Aberrant Hh signaling results in the formation of myofibroblasts, which drive lung Lung8 — Increased Lung Volume at 12 Weeks Vascul8 — Reduced Vessel Volume at 12 Weeks Fibr8 — Reduced Fibrosis Extent at 12 Weeks
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