p PERSONALIZING THERAPIES WITH EX VIVO PHARMACOLOGICAL RESPONSES MAY UNCOVER THE DIFFERENCES BETWEEN IDA-DNR-MIT AMONG EUROPEAN AML PROTOCOLS
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ABSTRACT METHODS
ExuiTech® Platforrm PLATE SETUP WHOLE SAMPLE vs. ISOLATED LYMPHOCYTES
Background and objectives: Protocols for acute myeloid leukemia (AML) 1% line patients are centered on the combination of Cytarabine
and an anthracycline; Idarubicin (IDA), Daunorubicin (DNR),or Mitoxantrone (MIT).Patients may be treated with IDA, DNR, or MIT 20 gneiComitEr Gyer geldces HIellelTEes CYT-IDA IDA-DAU-MIT
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Personalized Medicine (PM) test developed by Vivia Biotech based on pharmacological responses in patient samples(ex vivo)is uncovering  ——— 'Amﬂ‘" — drug combination is run for the used treatment Ny IDA and CYT in isolated N
individual responses to these treatments. Our objective is to explore whether a significant % of individual patients may respond differently /‘// / protocols. The max concentration used is listed ol % leukocytes and whole sample.
to IDA vs DNR vs MIT treatments, in spite that of their “on average” similar response shown by clinical trials. G i \ Data, from sample 6 below,| & |
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containing different drugs or drug combinations, each at 8 different concentrations, enabling calculation of dose response curves for each <| [§| aruBICIN Z ? results for CYT B. The EC50 |
single drug (CYT, IDA, DNR, MIT) and combination used in treatments(CYT-IDA, CYT-DNR, CYT-MIT). Drug response was evaluated as ol 5 ............... 5 | | N\ (y-axis) of the whole sample D
depletion of AML malignant cells in each well after 48 hours incubations. Annexin V-FITC was used to quantify the ability of the drugs to - R T — e 1 ? B‘°° and the isolated leukocyte wk
induce apoptosis. Malignant cells were identified with monoclonal antibodies and light scatter properties. 1)We use the whole bone : 11 |« YT+MIT i i ‘
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Results: Figure 3 shows dose responses for IDA (blue), DNR (red) and MIT (green) in 125AML patient samples. Although their average Split sample ! REPORT popu:atIon approacz ILII.SIng TOI\;MEM 7'_2“ 3 " \ Whale Sample | D-F. Dose response curves for z
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differential sensitivities to these drugs, as illustrated in Figure 4 (panel A) where a patient sample is resistant to IDA (right shifted dose D w i N response Vs f' concentrat!on. O:cata In | C samples (red, blue), in whole
response curve) but sensitive to DNR (left shifted dose response curve). To identify these cases, Figure 5 panel A shows a comparison of : A mo.notherapy glg.Z), .es.tablloshmg or ead:c 5 sample (continuous line) and | =
the potency IDA vs DNR. Potency is represented by their EC50 (concentration that kills 50% of the cells). Most dots tend to line up, but red BV e ! 233322333333 patlen.t the 35% prefdlctlon mterva.ls _(P_I) ° e Wholesampie | \darubicin isolated leukocytes (dotted i;
. . . . . . . ell Count [ i 0.200 - ) -
dots represent patient samples with a difference in potency between these drugs >30%. Repeating this exercise for IDA-MIT and DNR-MIT TR | o ptic the |sobologfr.am rom eac.h md;wdual - lines). Blue sample shows &
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benefit we would need a trial specifically designed.
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