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Background

KRAS mutations: ‘Model-target’ for undruggable
mutations ~ Recent advances N
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) * KRAS exhibits picomolar (pM) affinity for GTP

* High intracellular GTP concentration (~500 nM)
* Lack of binding "pockets" for small-molecule inhibitors
* Inhibitor resistance (KRAS G12C)
* Primary resistance: 16-45%
* Co-mutations at the inhibitor binding site
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Background

Current targeted therapies are limited by A\
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Fig. 3. A tentative classification for the present day. Solid arrows show
general transfers; dotted arrows show special transfers. Again, the
absent arrows are the undetec‘tlcd iransfers specified by the central
ogma,
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Insight

DNA methylation regulatory RNAs act as ‘bridges’ to
direct precise DNA methyltion
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Invention

Engineered mrRNAs selectively direct methylation
complex to silence oncogenic KRAS mutations

! KRAS exon Il ! KRAS exon Il :

The synthetic mrRNA perfectly discriminates
between point mutations, inducing targeted

hypermethylation only at the precise
oncogenic locus.
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Conclusion

Key Takeaways

® Elucidate a novel IncRNA-SNRPA/DNMT1-guided
precise DNA methylation mechanism

® OncoMutation Silence (OMS) Platform:
® A mutation-specific epigenetic strategy
utilizing a customized regulatory RNA to
selectively silence the oncogenic mutant via
targeting DNA methylation
® Distinguishing Potential of Point Mutations
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In accordance with the standards and guidance set forth by the Accreditation Council for Continuing Medical Education (ACCME), individuals
in control of content are required to disclose the use of artificial intelligence (Al) in the development of educational materials. This includes
identification of the specific Al tool(s) utilized and a description of how Al contributed to content creation as a slide reference.

IASLC maintains oversight of all educational content and conducts a thorough review process to ensure that materials are evidence-based,
fair-balanced, and free from commercial bias, consistent with ACCME Standards for Integrity and Independence.

While Al may be used as a supportive tool in content development, it does not replace clinical expertise or independent medical judgment.
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knowledge into clinical practice.
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