Bitopertin, a Selective Glycine Transporter 1 Inhibitor, Reduced
PPIX Level and Improved Liver Fibrosis in a Mouse Model of
Erythropoietic Protoporphyria (EPP)

Min Wu'-3, Sarah Ducamp?3, Yi Xiang', Juan Putra?, Mark Fleming?, Brian MacDonald', Paul Schmidt?

1. Disc Medicine Inc, Watertown, MA
2. Department of Pathology, Boston Children's Hospital and Harvard Medical School, Boston, MA

3. Both authors contributed equally

INTRODUCTION RESULTS Effect of Bitopertin on Liver Pathophysiology in EPP Mice
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Bitopertin is a selective and orally available small molecule
inhibitor of glycine transporter 1 (GlyT1). Bitopertin was
previously evaluated by Roche in a comprehensive clinical Emax = 65%
program in over 4,000 individuals in other indications which ECso =2 M
demonstrated the activity of bitopertin as a GlyT1 inhibitor and - |
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Goal #1: Evaluate the potency of bitopertin in reducing Garcia-Santos D et al. Extracellular glycine is necessary for optimal

: : : : - : We demonstrate that by inhibiting glycine uptake into L _ _
3:3/&:\::;0;:;9 in erythroid cells using an ex vivo glycine erythroid precursors, bitopertin can reduce PPIX hemoglobinization of erythroid cells. Haematologica 2017;102;:1314- Thank you to the DISC Nonclinical and CMC Teams

O accumulation in blood and liver, and reduce 1323
Bitopertin — ' histopathological evidence of cholestasis and liver fibrosis Halloy F et al. Repurposing of glycine transport inhibitors for the

in the Fechm’Pas/mipas EPP mouse model. treatment of erythropoietic protoporphyria. Cell Chem Biol 2021; 28;:
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