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Background: Indinavir, a protease inhibitor used to treat patients
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Results: The predicted kidney tubule concentration-time profile was viable checking crystal mass balance well above solubility of Indinavir (30-35 pg/mL).

imported into RENAsym, and the RENAsym crystal nephropathy sub-
model predicted a crystal aggregate size of 27 um. A longer indinavir

e The crystal nephropathy submodel was successfully
optimized to extensive literature on preclinical models,

treatment was simulated for 6 months, and RENAsym predicted a Optimization of Crystal Nephropathy Submodel based on Rats Simulation Results of Indinavir in Baseline Individual such as ethylene glycol-induced crystal nephropathy
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predicted clinical outcomes related to indinavir-induced crystal 0.015 |

nephropathy, which demonstrates the potential for RENAsym to
predict the potential crystal nephropathy liability of future
compounds.
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clinical outcomes and shows potential to predict crystal
nephropathy for new compounds
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humans, the crystal nephropathy submodel was validated and optimized
against preclinical models of crystal nephropathy. Extensive data on calcium
oxalate crystal formation induced by ethylene glycol was available in rats and

The crystal nephropathy submodel in RENAsym includes
crystal formation, aggregation, clearance, and induction of
oxidative stress which leads to kidney injury (Figure 1)
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o mice*. Specific crystal dynamics were modeled based on this literature® 0 ' ' | ' ' ' Dicestive And Kid Di £ the National Institut
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represented above with fraction of viable proximal tubule cells (Figure 2C), longer regimen of 6 months and the crystal aggregate size was 71 um '

eventually leading to an increase in serum creatinine levels” (Figure 2D). The (Figure 4B). These clinical outcomes are in agreement with the . w
successful optimization was applied to humans to be able to represent literature value of 27 um to 103 um for crystal aggregate size of S + S’m u,atlonsplus
DILI-sim Initiative ' clinical outcomes for Indinavir accurately. Indinavir crystals2.
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