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Need for Detecting
Intestinal Drug Toxicity

RepliGut® StemTox™ Overview

A multi-endpoint assay for intestinal toxicity
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This five-day assay predicts Gl toxicity by assessing
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Sensitive Detection of Cellular Toxicity

RepliGut® StemTox™ Assay is sensitive to cell

proliferation selective and non-selective drugs. Cells Bortezomib
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populations (green line) while total non-proliferative cells
were unaffected (blue line).

57 .“' Model Readout Cmpds Sensitivity  Specificity  Accuracy
B4 " PO .+ Donor 1 StemTox™ Donor 1 TEER 29 85% 93%
Q ¥ e %” . Donors StemTox™ Donor5  TEER 29 85% 93%
g i:éb"' ..... T ST ‘.....‘.t ..... . Donor 6 StemTox™ Donor 6 TEER 29 77% 88% 83%
T . e *”” - True Microtissuel TEER 29 85% 94% 90%
= ‘ ‘o ® Faloe Microtissuel TEER 29 77% 94% 86%
— A I I 1 0)

27 1 | | | | | | | | | | | | | | | 7 T | | | | | | | | | | | I\C/Ilai:g;tlzslsue Tl\é-lé-rR ;g 62% ;go;z

S e T R e e lleal Organoid? CTG 29 91% 96%
io.\ﬂ QOQG < Q; S & {3\’%&\60 QP OOQ’Q OO Uk

%"@ o Sd

StemTox™ Assay exhibits similar or better toxicity detection over
Intestinal cell culture models. Measures of diagnhostic accuracy for 29-
drug reference set calculated for three independent executions of
StemTox™, compared to diagnostic accuracy for several published
executions (lleal organoids, MatTek Gl microtissues, and Caco-2 cells)!2.

1 Peters, M. F, et al. (2019). Human 3D Gastrointestinal Microtissue Barrier Function As a Predictor of Drug-Induced Diarrhea.
Toxicological sciences, 168(1), 3—17. 2 Belair, D. G., et al. (2020). Human ileal organoid model recapitulates clinical incidence of
diarrhea associated with small molecule drugs. Toxicology in vitro, 68, 104928.

StemTox™ Assay differentiates between marketed diarrheagenic- and
non-toxic drugs. Cells from three donors were plated in 96-transwell plates
and TEER was measured 48 hours post drug exposure. Each drug is plotted
against its IC50 to clinical Cmax ratio. Classification threshold (dotted line)
was determined by ROC analysis. Red points denote false positives or false
negatives for non-diarrheagenic and diarrheagenic categorized drugs,
respectively.
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RepliGut® StemTox™ Assay provides an efficient and
Informative in vitro screen to predict diarrheagenic potential that
Integrates sensitive and robust endpoints, 96-well plate testing
capabillities, and insights into underlying mechanisms of toxicity.
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Consistency of StemTox™ Assay across four human donors. (Left) Cells from
four donors were plated in 96-transwell plates and TEER, cell count (DAPI) and EdU
Incorporation were measured 48 hours post exposure. Each data point represents an
Independent experiment (n=15).
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