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Background Results: Cell Death & p53 Conclusions
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 APR-246 is also capable of suppressing the ferroptosis by mitigating the
function of thiol-based antioxidants, such as Figure 2. APR-246 induces cell death in ovarian cancer  Figure 3. APR-246 results in dose-dependent Figure 4. APR-246 increases ROS which was partially : :
glutathione (GSH), Suggesting an ability to irrespective of p53 status. glutathione depletion. rescued by catalase. OXIdatlve stress necessary fOr

induce cell death by increasing intracellular _ . !ipid peroxidation which is
reactive oxygen species (ROS). Results: Rescue Experiments iInduced by APR-246.

* Ferroptosis Is an iron-dependent mechanism
of programmed cell death characterized by lipid
peroxidation due to the accumulation of ROS
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v Vector p53 KO % APR-246+Liproxstatin 2uM Figure 7. Inhibitors of ferroptosis rescue cell death
Mutated __ . : induced by APR-246. RSL-3 was used as a positive : : :
. P33 WTRes Apoptosis Figure 5. Antioxidants rescue cell death induced by Figure 6. APR-246 increases lipid peroxidation control (ferroptosis inducer). Buthionine sulfoximine * FUture eXperlmentS WI” alm tO
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Figure 1. APR-246 is metabolized to methylene =5 ps b= which was completely rescued by fiproxstatin élutar%ylcysteine syntﬁetase. Y aEng ¥ repllCate and fU rther COnflrm the
quinuclidinone (MQ) inside the cell which targets thiol occurrence of ferroptosis with
groups. Cell death is caused by ferroptosis due to an increase - x o i

in oxidative stress and apoptosis due to reactivation of p53. Results: APR-246 & C|Sp|at|n Results: Nucleotide Pool Analyses the use of iron chelators.

M th d 15-30% of patients with OC develop resistance to platinating Using PCA analyses, we were able to quantify the nucleotide

e oas agents, making re-sensitization imperative. To study the effects of concentration in all four A2780 cell lines according to two different ACknOWIEdgementS
platinum, we used parental and cisplatin resistant A2780 cells. doses of APR-246.

A2780 parental and CRISPR-induced p53-

knockout (K_O) cisplatin (CP)- resistant Cell Viability vs. Cisplatin in Parental A2780 Legend: mm CTP(uM) = UTP(uM) mm ATP(uM) mm GTP(uM)
A2780 cell lines were used.
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A2780 cell lines after treatment with APR-246. Interestingly, (C) the p53 KO and

~ : ; - (D) cisplatin resistant cells lines have a higher nucleotide pool compared to the (A)
GSH concentration assay via luminometer Figure 9. APR-246 overcomes cisplatin resistance in the A2780 cisplatin- vector and (B) parental cell lines, respectively.

resistant cell line. n=2, p=0.0052.
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