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INTRODUCTION NAMkind™ Intestine Predicts Differential Toxicity Among Validation of NAMkind™ Intestine Against Human
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model that captures barrier integrity and tissue health to reflect clinical to S itinib Gefitinib HE ~ NAMkind Intestine Prediction
: hil; : n O sunitni Homoharringtoninlill | Accuracy 96%
diarrhea liability and severity across drug modalities. lle Colon d
| Ibuprofen H Sensitivity 97%
* Align model outputs with clinical diarrhea incidence and severity to train o —— vehice | gy s R Imatinib HEB Specificity 93%
machine-learning models to predict diarrhea risk for new drug candidates and indomethacin [l |l
. . . | N . .
support candidate prioritization. PP — o o.1xcmax | D ?‘;;‘; rinotecan HCl [ | * Heatmap and NAMkind™ Intestine prediction
- 0.025 pM — s Ixazomib HE performance summary reflect robust alighment of
Fp——— ) Metformin H N NAMkind™ Intestine results with clinical diarrhea
ADPY MPRSLITY TYRNER RS WV ALY : : ) .
METHODOLOGY i vl ;XZETL?\;I( Nimesulide . . |Iab|||ty across a small-molecule reference set of 45
' Omeprazole BE
& Panobinostat BB Compounds.
- g | - N *. & ..f :\ ‘: %) . . . . . . .
| . Transwell Insert L DL 1, Vol o By R S R A T R T 20x Cmax | U0 e e ‘-:.;‘j}i?%;':\ Sorafenit =1 * |In determining the diarrhea liability, integrative
| [ i — S S 8 TR PEM | G AR 1 scoring combines epithelial integrity and tissue
| = Sunitinib . _ .
| 200 Crrax Tacrolimus BN health signals, and the inclusion of key stromal cell
j““j“ﬂ“.“.‘f‘“lj —— gpithe”aclz cells PO aEreee e RNPIaroverSCLEREN | 50 uM Trovafloxacin BN types enables detection of microenvironmental
- -~ «— Stromal Cell e . : i
L\ - t romal e Disrupted tight junctions Distorted epithelial structure and goblet cell distribution VivoSim Clinical stress beyond ep|the“a| Injury.

Villin / DAPI

We developed a 3D human intestinal barrier model, NAMkind™ Intestine, for NAMkIind™ Intestine Resolves ADC Gl Liability via Parallel CONCLUSIONS

ileum and colon by incorporating epithelial and stromal cell components to

preserve polarity and tight junctions. Assays measured barrier integrity (trans- ADC/Payload/Antibody Testing * NAMKkind™ Intestine is a multicellular, human primary—cell platform for diarrhea
epithelial electrical resistance), cell viability and redox state (ATP, and Alamar ADC Payload + Linker Antibody risk under repeat dosing.
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Customized treatment frequency and duration Mucosal Barrier
TEER i Dose-dependent increase in cell death * |In a proof-of-concept ADC dataset, the model detects dose-dependent injury

consistent with clinical diarrhea reported for Trastuzumab antibody and the ADC
Trastuzumab-Emtansine.
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t frequency and duration (7-21 days) MetabOIIC FunCtlon Alamar Blue Epithelial

e Collectively, these results support NAMkind™ Intestine as an actionable
preclinical tool to triage diarrhea risk earlier, guide candidate prioritization, and
provide interpretable endpoints that can be integrated into a machine-learning
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framework trained on clinical incidence and severity.
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