Tumor-targeted knockdown of KRAS mutants with novel Centyrin:siRNA conjugates
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Introduction Centyrins Traffic into the Cytoplasm ABX300: Dual Antigen Targeting ABX300 Knocks Down KRAS Protein

Aro Biotherapeutics is a preclinical stage biotechnology company focused on discovery and RS A paiosd .- ABX300 is a bispecific Centyrin targeting H358 (KRAS G12C)

development of Centyrins, a new class of small, structurally simple, highly stable and soluble Split GFP” experiment W@ EpCam and CD71 (traggigin_m:&ceptor) EPCAM.CD71.KRAS2 EPCAM-CD71 Centyrin only _Qantigen
proteins engineered to specifically bind antigens with high affinity." The ABX300 series of | conjugated to a potent pan- SIRINA. 200 nM 20 nM 2nM 200 nM 20 nM 2 nM 200 nM
molecules provides tumor-targeted delivery of a KRAS siRNA. —+ (}{Eér Centyrin  — > Centyrin A :% o e SIRNA was selected for potency and
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We demonstrate Centyrins have a longer residency time in the early endosome relative to GFP410 SrP GFP,_,,-GFP,, \;\ | binding spe(;:_lfflcg for dKRASt r_nRNA chtj It_S fully KRAS - — - - _ - -
i ; ; ; ; : : i modailried to evade innate iImmune aetection.
antibodies, which are rapidly trafficked to lysosomes after binding to the same receptor. Using GFP,.., is expressed in cytoplasm and only fluoresces upon binding of the GFP.; peptide Cancer Antigen Targeting Contyrins

Centyrins targeted to cell surface receptors on tumor cells, we also demonstrate efficient
internalization and trafficking of Centyrins to the cytoplasm via protein complementation as 250 nM 100 nM 10 nM 0 nM
demonstrated using GFP complementation assays.

EpCam and CD71 « An additional Centyrin was selected for half-life
extension via binding to albumin, a serum

E;%lg; :ﬁtngm Targets both EpCam and CD71 protein with a 19-21 day half-life in humans. GAPDH - - - - - - - |
i Normal Cells Tumor Cells
Advantages of dual targeting HEK-a Keratinocytes 72H H358 (KRAS G12C) 72H Figure 12: H358 cells were treated with bispecific Centyrins conjugated to KRAS2 siRNA at 2, 20 and
1 Avidity increases internalization rate and 200 nM concentrations. Western blots were used to detect KRAS protein at 72 hours. GAPDH was
' accurzulation of therapeutic payload - : measured as a loading control. Dose dependent knockdown of KRAS protein was observed, correlating

with mRNA knockdown.

Centyrins provide a means to specifically deliver oligonucleotides to cell types beyond
hepatocytes which enables access to intracellular targets that have been considered EGFR-targeting
“undruggable”. Our Centyrin-KRAS siRNA conjugates are designed to inhibit a variety of solid Centyrin
tumors driven by KRAS mutations. ABX300 targets all known oncogenic mutations of KRAS,
addressing a major unmet need.

Figure 1. Centyrins are small, interchangeable protein scaffolds optimized for multi-
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2. Dual antigen specificity  further
differentiates targeting to tumor cells
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: : Figure 9: Dual targeting of tumor antigens EpCam NOC oOwn
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