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Acute Myeloid Leukemia (AML) is the most common form of leukemia, with approximately 20,800
new cases expected in the United States in 2024 and a five-year survival rate of only 32%.! This
aggressive cancer is characterized by rapid and uncontrolled proliferation of immature myeloid cells,
called blasts, in the blood and bone marrow. The unchecked growth disrupts normal blood cell
production, leading to severe bone marrow failure and diminished levels of blood cells including red
cells, white cells, and/or platelets. AML progresses rapidly, often within weeks or months, and
requires prompt diagnosis and intervention to avoid life-threatening complications.

The Urgency of AML Diagnosis and Treatment.

Given its aggressive nature and rapid progression, AML is considered an oncology emergency. Urgent diagnosis and
treatment are crucial, and patients with acute symptoms should be admitted to the hospital forimmediate diagnostic
testing to minimize delays in care. Patients with AML are at high risk for complications such as severe infections, bleeding
disorders, and organ failure, and effective management involves prompt treatment to prevent severe complications.? A
significant proportion of AML cases are identified in emergency settings, reflecting the severity of acute symptoms. Early
and effective intervention allows for better management and adjustment of tailored treatment regimens, including
chemotherapy, targeted therapy, or stem cell transplantation, which are essential for optimizing therapeutic outcomes
and preventing rapid deterioration. Many AML treatment regimens depend on the expedited return of genetic test results
to determine and initiate appropriate therapies.

The Impact of Genetic Testing.

Somatic mutations and fusions are central to AML development, and identifying these specific mutations is crucial for
guiding prognosis and therapeutic decisions.® Advances in genetic profiling have led to the identification of distinct AML
subtypes, each with unique genetic alternations, where both primary and co-occurring mutations significantly impact
disease progression and patient outcomes.* Molecular characterization is vital for the accurate diagnosis, subtype
classification, and treatment planning of AML. Improved access to molecular testing and faster result turnaround times
have been key factors in enhancing treatment outcomes.”
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The AML Express Advantage.

The AML Express Assay provides a turnaround time of just 3-5 days using Next-Generation Sequencing (NGS) technology
to test 47 clinically relevant AML biomarkers. NGS analyzes multiple genes or genomes for comprehensive data, whereas
PCR targets specific DNA sequences quickly and is routinely used for the analysis of single genes in the acute setting. AML
Express combines PCR’s rapid turnaround with NGS’s broad analysis to provide swift, detailed genetic insights for AML
treatment. Recent recommendations emphasize the importance of NGS for accurate risk stratification of AML and
personalized treatment.®

The assay provides rapid analysis of 38 genes by DNA analysis and 9 fusion genes by RNA sequencing, to ensure precise
genetic characterization of relevant genes. Using NGS panels of this size reveals that over 77% of AML patients harbor at
least one clinically significant mutation.” Therefore, a comprehensive assay that covers these important biomarkers is
crucial for optimal clinical workup, facilitating accurate diagnosis, risk assessment, prognosis, and the customization of
therapeutic strategies, including the use of therapies targeting specific mutations. Diagnostic accuracy is improved by
identifying specific genomic alterations, with RNA sequencing for fusion genes being the preferred method in guidelines
due to its greater sensitivity and precision.® Optimizing fusion detection through RNA sequencing significantly enhances
sensitivity, increasing it from 80% to 100% compared to DNA sequencing.’ This approach identifies gene fusions that DNA
methods may miss, with 21% of myeloid patients, including those with AML, showing guideline-recommended tested
fusions.!? Clinical guidelines advocate for incorporating RNA testing for a comprehensive assessment of gene fusions.

The AML Express Assay provides rapid and accurate genetic testing of key genes that are essential for precise
diagnosis and tailored treatment of AML in emergency settings where rapid turnaround is crucial. This enables timely,
informed decision-making and facilitates more personalized and effective treatment strategies for AML patients and
their physicians.

DNA Sequencing of 38 genes - Detection of SNVs/ InDels

ABL1 ASXL1 BCOR BRAF CALR CBL CEBPA | CSF3R | DDX41 | DNMT3A
ETV6 EZH2 FLT3 GATA2 | HRAS IDH1 IDH2 JAK2 KIT KRAS
MPL NFI NPM1 NRAS PHF6 | PPMID = PRPF8 | PTPNII = RUNX1 | SETBPI
SF3B1 | SRSF2 | STAG2 TET2 TP53 U2AF1 WT1 ZRSR2
RNA Sequencing of 9 genes - Detection of fusions
ABL1I KAT6A =~ KMT2A = MECOM | MYHI1I | NUP98 | NUP214 = RUNX1 = RARA

AML Express analyzes 47 clinically relevant AML biomarkers using NGS for both DNA & RNA, providing results within 3-5 days.
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