EX VIVO PHARMACOLOGICAL PROFILE OF 13 DRUGS IN 75+ ACUTE MYELOID LEUKEMIA PATIENTS USING WHOLE BONE
MARROW SAMPLES ANALYZED BY AUTOMATED FLOW CYTOMETRY
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Patients and Methods: Bone-marrow samples from patients diagnosed with AML were T ; G PANOBINOSTAT G . .
sent to Vivia from 24 hospitals across Spain within 24 hrs. The whole sample was plated N === Il 1 1
into 96-well assay plates containing 8 concentrations of each drug. The plates were dudusdes SRt e
incubated for 48-hours, and then prepared for analysis by our flow cytometry-based = Eight different concentrations of each drug or drug combination is run for the used
ExviTech© platform. All processes have been automated and multiple controls are used treatment protocols. The max concentration used is listed

that greatly increase the accuracy of the analysis. The percentage of leukemic cell death
was determined via labeling with monoclonal antibodies and AnnexinV-FITC. A survival
index is computed for each drug, the lower the survival index, the more effective the drug.
Dose-response curves of cytarabine, idarubicin, daunorubicine, etoposide, mitoxantrone,
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Results: There is a large range of interpatient variability in the response to a single drug. o8 o BM | EC50 (y-axis) of the whole sample and | ‘
These two results are depicted in figure 1. The colored lines are the average patient | Analysis and the isolated leukocyte fraction from 9
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ex vivo, while the light grey lines are the individual results to fludarabine from 94 patients, Split Somple E REPORT EC50 of the same samples to idarubicin. |B .
representing wide interpatient variability. Interestingly, panobinostat (far left brown line), | GENERATED .
was the most potent and effective drug tested, suggesting that for a subset of patients it : Data Analysis: performed using the Cytarabine
could potentially be a useful treatment. The anthracyclines, idarubicin, daunorubicin and U U E / o : oopulation approach using NONMEM | = . Kolatedleukocwes
mitoxantrone show a similar average response. Although anthracyclines are stronger drugs i : 7.2.: population PD modelling of the ex g o] \
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shows depletion dose responses at 48 h similar to cytarabine. This likely reflects its ; Annexin V Anti-CD14 " ive computation of the combination index| Sow |
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RESULTS

igure ose-response analysis was completed for individual drug in 86- atient bone marrow samples. The Survival Index (y-
Fig 1 D o ly pleted f dividual drug in 86-125 AML patient b ples. The S | Index (
Figure 2 axis) ranges from 100% to O displaying the selective AML cell depletion calculated with PKPD Population Models. The grey lines
A B display each individual response with the median response shown in red.
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