NRX-4972, a Selective, Oral, Aurora kinase A Degrader, Demonstrates Increased Efficacy in an SCLC Tumor Model,
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Abstract

Aurora kinase A (AURKA) is frequently overexpressed in adult solid tumors, hematologic

Results

Figure 1. NRX-4972 Is a Potent and Highly Selective AURKA Degrader Figure 7: NRX-4972 Degrader Achieves Higher In Vitro Bliss Synergy Scores Than AURKA

Inhibitor Across Cancer Cell Lines In Combination With Chemotherapy or Targeted Agents

Figure 4: NRX-4972 Administered Twice Daily (BID) Further Improves Efficacy Compared To

malignancies, and pediatric cancers. AURKA is a critical regulator of mitosis. Cancer cell AURKA Inhibitors LY3295668 or Alisertib
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Tumor cell effectively blocked by inhibition Figure 6: Athymic nude mice implanted subcutaneously with H82 SCLC CDX model were treated orally either QD or BID for 3 days.

proliferation disrupted (e.g., MYC stabilization)

Figure 3. Athymic nude mice implanted subcutaneously with either (A) IMR32 neuroblastoma or (B) H82 SCLC CDX models were
treated daily, orally, beginning on day 1, n = 10 mice per group. Statistical significance evaluated by either two-way ANOVA (IMR32) or
mixed-effects analysis (H82) with Dunnett’s multiple comparisons post-test. p value: * < 0.05, ** <0.01, *** <0.001, **** <0.0001

Tumor tissue was isolated either 24 hours (QD) or 12 hours (BID) after the final dose administration. Protein levels were measured by
Jess Western, normalized to human GAPDH, and % remaining or fold change was calculated relative to vehicle control, n = 3 per
timepoint. DNA damage marker: phospho-H2A.X (Ser139), p-AURKA: phospho-AURKA (Thr288), apoptosis marker: cleaved PARP.

¢ NRX-4972 synergized more strongly and with more combination agents than
an AURKA inhibitor to kill TNBC, SCLC, and NSCLC cell lines
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