P75 3-Bromopyruvate pre-treatment sensitizes MOLM13 and KG-1
cell lines to chemotherapy
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Introduction: Acute Myeloid LeukerniafAbL) s the most common adult acute leukemia and it is
characterized b.'f' chanal expansk}n ol immature I"I'I:.'!!|€II‘J|.'.'I$'I$.1. The masl common reatment is tha
combination of daunorubidn(DNR) with cytarabinefaraC). Unfomunately, te relapse rate is high and
the oubosme is pﬂﬂfz. Most cancer cells present alvered Eﬁérg&ﬂ( metabolism I'H]"il'ls on asrabic
ghytolysis, even under aerobic conditions ["Warburg efect). 3-Bromopyruvale 3BF) ks an alkylating
agent that targets cancer cell metabolism, and has been demonstrated o be a powerful antiturmos
agent either in in vitrs and In vivo madels, bt litte & known about it effect in leukemia madekl. Gur
airm was bo evaluste a new therapedtic appraadh, in which cells are pre-reated with a 3BP nen-Loxic
concentration followed by DMR or AraC treatment and understand the rechaniim of action of 3BP
pre-trestmeant.

Experimental: MOLM13 and EG-1 cell lines were Created with SpM 3BP Tor 16h ar 0.5mM
zdeﬁ@@umsﬁl LGl 24k After that, 105cellswere cultured in 24-well Flld'l.es andtreated with & range
ol DMR or AraC concentrations for 48h. Cell viabilicy and 250 values were determined by the Trgpan
Blue aisay, For metabolic charaderization, we rmeasure extracellular glucoseand lactale condentrations
[eommercal kits, according 0 the manufaciurers instrucions), readlive oxygen species(ROS) and
rritechandrial activity by Now cytametry. The moelecular probes Ditydroethidium({DHE) and redfgreen
Mitatracker used were for ROS level determination and mitochondrial activity, respaeciisely.

Results: 3BP pre-treatment enhanced the effect of chematherapy drugs, decreasing cell viability and
150 values far KG-1 and MOLMA3 cell lines. After incubation with 3BP, only MOLM13 cells presented a
detrease in glucose consurnption, which was not reflected in the decrease of Lactate levels. However,
SHM of IBP digrupted ritechondrial activity and increased ROS levels.

Concluslons: Predreatment with nontoxic concenlrations of 3BP sensitize AML cells o
chemotherapeutic agents likely nat by alteration in the glycolytic prafile but by mitochendrial actiity
disruption.
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