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INTRODUCTION RESULTS Dose-dependent Toxicity of ORM-48824 in NHV SimPops
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l In vitro studies showed that ORM-48824 induced mitochondrial dysfunction, ROS elevation, and inhibition of bile acid transporters. ORM- Normal Range Temple's Corollary Range Normal Range Temples Corolary Rangs
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\ / mitochondrial respiration and ROS production from in vitro studies. IC;, values were calculated for bile acid transporter inhibition.
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Mechanistic Analysis of ORM-48824 in SimCohorts

Bile acid

Mitochondrial Oxidative stress

Compound ~ transporter dysfunction signals signals Non-saturable Coefficient for  670.14 umol/L
inhibition signals ETC Inhibition o r — = e =
Yes Yes Yes Saturable K . for ETC Inhibition 18055.55 pmol/L A T
METHODS Parameterization of Mitochondrial Dysfunction and ROS Elevation Isa;}';fc'?'e Vimax for ETC Do * *ﬁ 1k RAN
* HepG2 cells were treated with doses of ORM-48824 ranging from 2 to 100 uM 1'f: - 22 o Jnclolu:::r Effect K_ 576 umol/L g . * g *j*
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CONCLUSION

* DILIsym is comprised of submodels that interact with one another to predict liver injury outcomes. DILIsym combines data from in vitro toxicity studies for ORM-48824, predictions exposure from GastroPlus CONFLICT OF INTEREST
for ORM-48824, as well as inner workings of liver physiology to predict the potential for ORM-48824 to induce liver injury or cause liver toxicity

* |n vitro studies showed that ORM-48824 induces mitochondrial dysfunction, elevation of ROS, and bile acid inhibition Drs. Bhargava, Tallapaka and Howell are/were employees of
» Simulating 50 mg BID, 100 mg BID, 250 mg BID, and 500 mg BID for 12 weeks in in the NHV SimPops in DILIsym showed dose-dependent toxicity Simulations Plus Inc., a company that licenses the DILIsym software
* No ALT elevations were predicted with 50 mg BID for 12 weeks for commercial use
 Mechanistic analysis showed that the number of individuals with ALT elevations decrease significantly when the mitochondrial dysfunction mechanism is turned off, suggesting this is the dominant toxicity
pathway
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* Due to these results and other data gathered by Orion Corporation, ORM-48824 was discontinued due to potential liver toxicity, aiding in drug discovery and liver safety
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