A Synthetic Biotic, SYNB8802, Lowers Urinary Oxalate in Preclinical Models
and Healthy Volunteers with Induced Dietary Hyperoxaluria oY MNOYIC

=i =Nl

David Lubkowicz, Mylene Perreault, Nicholas G. Horvath, Marja Puurunen, Michael J. James, Pasquale Cantarella, Caroline Kurtz, Vincent M. Isabella, David L. Hava
Synlogic Inc., Cambridge MA, USA

Introduction Synopsis Conclusion

« Oxalate is an end-product of human metabolism and is present in ypENTERIC L —— e  SYNBS8802 is an engineered bacterial therapeutic capable of
. . . Oxalate . . . .

a variety of common foods, including green vegetables, nuts, — é consuming oxalate in the gut and lowering urinary oxalate and
grains, fruits and chocolate. , may be as a potential treatment for EH.
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observed in patients with underlying Gl disease related to fat e e &= |/ Formy-Con decreased UOx excretion in non-human primates.
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» Chronic EH is associated with recurrent kidney stones, g g i ppesd s data predicts clinically meaningful lowering of UOx excretion in

EH patients.

nephrocalcinosis, and chronic kidney disease, which can lead to |

kidney failure and the need for kidney transplantation. Plasma oxalate |11 Onatate sbeorption [N (@R « SYNBS8802, was safe and well-tolerated in a Ph | study in
« Untreated EH can progress to systemic oxalosis, a condition in - e " healthy volunteers (HV).
which oxalate accumulates in joints, bones, eyes, heart, and other ~ ~ . SYNBS8802 led to a consistent and significant dose-related
organs. | idney store reduction of UOx and fecal oxalate in HVs on a high oxalate
* SYNB8802is an engineered probiotic, derived from Escherichia diet, confirming strain ability to access dietary oxalate from
coli Nissle and designed to degrade oxalate. https://doi.org/10.15252/msb.202110539 within the gut.
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SYNB8802 degrades oxalate in vitro

SYNB8802 lowers UOXx in vivo in preclinical models of acute SYNB8802 was safe and well-tolerated in healthy volunteers
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