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Background: Complete remission (CR) after induction therapy is the first treatment goal in acute myeloid leukemia (AML) patients. The aim of this study is to determine the ability of R BRI I e T R R
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the Vivia’'s novel ex vivo drug sensitivity platform Exvitech to predict the CR rates after induction chemotherapy with cytarabine (Ara-C) and idarubicin (Ida) in 15t line AML. ExviTech® Platform o ?
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Material and Methods: Bone marrow samples from adult patients diagnosed with de novo AML in Spanish centers from the PETHEMA group were included. Whole marrow samples
were incubated for 48h in well plates containing Ara-C, Ida, or their combination. Pharmacological responses are calculated using pharmacokinetic population models. Induction
response was assessed according to the Cheson criteria (2003). Patients attaining a CR/CRi were classified as responders and the remaining as resistant.
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Results: 180 patient samples were used to calculate the dose response (DR) curves for Ara-C alone, Ida alone, and their synergism. For clinical correlation we used 77 patients with a | — __:_.L ﬁ} DA§UN(§)RU§BIC®
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median age of 55 years. Many samples had a significant number (>20%) of resistant cells to Ara-C. This is a strong clinical predictor of resistance because in the patient the drug will
never be present at these high doses for 48h. The second variable that is a good predictor of response is the synergism between these 2 drugs. The generalized additive model
identified an algebraic combination of these 2 variables that yielded the best marker to separate both groups of patients. The probability density functions had minimal overlap. The
area under the corresponding ROC curve was 0.935 (0.872, 0.997), and the classification probabilities for the optimal cut point, were 87% (68% to 95%) and 91% (80% to 96%) for

Eight different concentrations of each drug or drug combination is run for the used
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sensitivity and specificity, respectively. 54 patients (70.1%) achieved CR after Ida+Ara-C, and the remaining 23 (29.9%) were resistant. 20 of the 23 (86.9%) patients who fail to achieve
CR were predicted as resistance in the ex vivo test. 49 of the 54 patients (90.74%) who achieved CR showed good ex vivo sensitivity to Ida+Ara-C predicting for CR. When the ex vivo : . Whole sample vs. Isolated Leukocytes: A ol oy
test predicted a patient as sensitive it was correct in 49/52 cases (94.23%), and when it predicted resistant it was correct 20/25 cases (80%). Overall, 69/77 patients (89.61%) had an Screening Setup and Workflow A. Dose-response curves for IDA and CYT in . N
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