Minimal residual disease (MRD) as a predictive biomarker/endpoint for novel drug development
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B Cells , B Calls B Calls the efficacy of novel investigational drugs earlier by acting as a surrogate biomarker of patient outcome and endpoint in

' clinical trials, compared with current traditional approaches. Since MRD measures tumor burden at levels that are

undetectable through conventional lab techniques, it can also potentially act as a clinical and regulatory endpoint, which

supports its use in future clinical trials as well as for clinical decision making. NeoGenomics provides our clients with an

BN NE . nkc SR S unparalleled level of expertise, service, flexibility, and scalability. The data shown and generated by NeoGenomics displays
o ot I e T e T e T the quality and utility of MRD analysis in the context of patient monitoring.

assist physicians and hospitals in diagnosis and treatment of cancer patients with hematologic malignancies. &
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Flow cytometry MRD testing offers comparable sensitivity to PCR and is nearly universally accepted for MRD detection requiring the
presence of deviation from a normal pattern of lymphoid maturation or specific leukemia phenotypes. The laboratories that offer
MRD assessments by flow cytometry require significant technical expertise from both the laboratory staff and interpreting
pathologist in order to avoid erroneous results and provide consistency in the data. To achieve the sensitivity level of at least 1
malignant cell in 10,000 cells (0.01% or 10%), acquiring at least 500,000 events is necessary. To achieve the sensitivity level of at least
1 malignant cell in 100,000 cells (0.001% or 10~), acquiring at least 5,000,000 events is necessary. Acquisition of this many cells
allows for statistically relevant, confident identification of clusters of at least fifty events at the lowest sensitivity threshold. It should

Ongoing and future clinical trials will continue to evaluate the definition and the role of MRD in treatment decision-making.
On the one hand, the achievement of an MRD-negative status does not necessarily mean that treatment should be stopped,
or that a new therapy can cure the disease. With the limitations of all MRD testing, it means that we can’t be sure that the
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be noted that a cluster containing as few as ten events with a clearly aberrant immunophenotype may be sufficient for confident cD13 PE-Cy7 cos FiTe cos FiTe Cb13+33 PE SvTO16 FITE disease is eradicated even in MRD-negative cases. On the other hand, an MRD-positive status after treatment brings into
identification. Identification of such small cell clusters requires a validated assay with low background, and high clinical expertise in question whether it is necessary to change treatment or dosage, improving the depth of response. However, before
hematopathology. Various factors, including non-specific antibody binding, improperly titered antibodies, inclusion of irrelevant Patient Progression Data developing response-adjusted treatment strategies based on MRD status, either intensifying or changing treatment for MRD-
events in blast analysis, and instrument maintenance and integrity can compromise the assay performance, and impact specificity positive patients or de-escalating treatment for MRD-negative patients, we need to determine if sustained MRD negativity
and sensitivity. : - - - - - - -
Example MM MRD Progression Data Example B-ALL MRD Progression Data should be viewed as the goal of any treatment. Continued use of MRD as a biomarker in clinical trials will provide
information that will help define the most appropriate time point for its evaluation as a clinical endpoint.
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