Detection of KMT2A Partial Tandem Duplication (PTD) in AML by Whole Genome Sequencing (WGS):
Addressing Limitations of Traditional Techniques in the Era of Revumenib Approval
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INTRODUCTION SUMMARY

rhe menin Innibitor revumenb was recently FbAapprovedfor @ WGS is an effective tool for detecting clinically impactful KMT2A alterations that may be missed by traditional
(fKMT2A) acute leukemias. Cytogenetics, FISH, and targeted techniques such as NGS targeted capture, FISH or cytogenetics.
next-genergtlon sequencmg (N.GS) frequently miss KMT2A 0 o , , o
1123 partial tandem duplications (KMT2A-PTD). Although e 100% sensitivity was observed between WGS and RNA-seq tfor KMT2A-PTDs, supporting the reliability ot WGS.

e The FDA approval of menin inhibitors for KMT2A-rearranged AML/ALL suggests potential clinical opportunities for
broad tests (WGS) to identify diverse rearrangements, including KMT2A-PTDs.

Abstract Presentation # 6532

KMT2A-PTDs have expression signatures similar to rKMT2A,
they were excluded from revumenib’s registration trial.
Preclinical models have shown that menin inhibitors may also be
effective for KMT2A-PTD, highlighting the need for precise
breakpoint and KMT2A fusion product detection. Here, we
evaluated the effectiveness of high-resolution WGS to identity a
diverse array of KMT2A-PTD.
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Figure 4. 100% overlap between targeted sequencing (Tempus xT) for
SNV/indels. The threshold used to define low SNV/Indel VAF on xT was
set to 10%. IDH1 co-mutations are the most recurrent. We searched for
other SV co-mutations and found that KMT2A-PTDs were mutually
exclusive with other SVs.

Figure 3. Gene diagram of an example of KMT2A-PTD with an exon 2 - exon 8 duplication (red box),
including relevant exon names and domain locations (PFAM). RNA-seq soft clip reads that map to
exon 2 (multi-colored reads in left pileup) and exon 8 (multi-colored reads in right pileup) are shown.

Figure 1. Overview of study population with key clinical characteristics.
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