AN EX VIVO NATIVE ENVIRONMENT PRECISION MEDICINE TEST SHOWS HIGH CLINICAL CORRELATION WITH RESPONSES TO 15T LINE ACUTE MYELOID LEUKEMIA TREATMENT

Whole marrow samples maintaining their Native Environment were incubated for 48h in well plates
containing Ara-C, lda, or their combination. Pharmacological responses are calculated using 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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Background and aim: We have overcome the limitations of 40 years of ex vivo testing. The aim of this ExviTech® Platform Plate setup. Eight different concentrations of each drug or drug combination is run for the used treatment protocols. W
study is to determine the ability of Vivia's novel test (based on studying the ex-vivo sensitivity to drugs) to The max concentration used is listed. g
. . . . . : . BeckmanCoulter Cyan Flow Activity Base Bioinformatics Results + 1 | 2 [ 3 [ a4 T s [T & T 7 1 8 ] o J 10 [ u 12 1 2 | 3 [ a4 | s [ s 7 8 9 10 11 12 w
predict the complete remission (CR) rates after induction chemotherapy with cytarabine (Ara-C) and p— - S o T B S s e s T B S s e s e B S o
idarubicin (Ida) in first line AML.. - - - ) ] ; s [ ] 5 5 =
: g e 1sum [ : g g
................... = = — = | | =
" § | FLUDARABINE 127.50m (5 o | 5 | 6-THIOGUANINE :
Material and Methods: This has been an observational clinical trial where bone marrow samples from B 'MITOXANTRONE 104M B S &]is
. . . . . . i CLOFARABINE 74.8uM i .
adult patients diagnosed with de novo AML in Spanish centers from the PETHEMA group were included. 2 paunoru BRI ., ]
H H n ] :.
[=]

Whole sample vs. Isolated Leukocytes: A) Correlation pairs showing differences among EC50 values from the
same samples tested either as isolated leukocytes or whole sample. Error bars show the CI’s of the estimated
parameter. B) Dose-response curves for IDA and Cyta for the selected samples in both conditions, showing
similar results for Cytarabine but very different for Idarubicin.
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* This novel test is able to predict the clinical response to Ida+Ara-C induction with overall correlation and predictive values of 82.5%, higher than ever . < %
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found for the interaction index from the drugs combination analysis.
* The test predicts with a high significance (p=0.002) overall survival when patients are classified at diagnosis as resistant or sensible.
 This novel test may be valuable information to guide first line patient treatment.
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FIGURE 5. The survivor functions (Kaplan-Meier) of the overall survival
(OS) of patients classified as responsive or resistant using the optimal cut
point over the GAM-derived marker were clearly different. The OS was
much shorter in patients classified as resistant than in patients classified as
responsive. This difference was highly significant (p=0.0002)
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FIGURE 4. Correlation results summary from the AML patients included in the study.




