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 INTRODUCTION
• Polyamines(PAs), are alkyl-aminesthat playan essentialrole on the cellgrowth, proliferation,differentiation,andcancerprogression.

• DENSpm,oneof the moststudiedPAanalogues,hasbeenshownto induceG1 cellcyclearrestin melanoma,prostate,breastandnon-smallcell lungcancercells.

• AutocrineGrowthHormone(GH)triggersepithelialto mesenchymaltransition(EMT)andinducedmetastasisin vivoandin vitro breastcancermodels.

• Autophagyis a self-degradationprocessof cellular componentsthat involves elimination of misfolded or aggregatedproteins and damagedorganelles,such as
mitochondria,endoplasmicreticulumandperoxisomes,aswell asintracellularpathogen.

The aim of this study is to investigate the role of autophagy in DENSpm-induced apoptotic cell death in MDA-MB 453 wt and GH+cells.

 DENSpm(10ml) treatment decreasedthe cell viability for 75%in MDA-MB 453
wt andfor 85%in MDA-MB-453GH+cells(Figure1A).

 In MDA-MB-453 wt cells,DENSpm(10ml) exposuredecreasedthe cell number
in a time-dependentmanner,in MDA-MB-453GH+cellsdrugexposureleadsto
cytostaticeffect (Figure1B)

 Although, autocrine GH expressionincreasedcolony diameter, compere to
control colony, drug treatment significantly inhibited forced GH+expression
triggeredcolonyformation(Figure1C).
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Figure 3 : DENSpm inhibited cell invasion in MDA-MB 453 wt and MDA-MB GH+ cells.

 CONCLUSIONS
 Autocrine GH expression triggers cell growth, viability, colony formation, but DENSpm significantly prevented GH-mediated aggressive profile in

MDA-MB-453 cells.
 DENSpm-mediated autophagy induction was demonstrated in MDA-MB-453 wt and GH+ breast cancer cells.

Figure 1 : DENSpm (10 μM) induced cell viability loss and inhibited proliferation.

Figure 4 : DENSpm (10 μM) triggers autophagy while acting on autophagy key molecules
expression profiles.
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Figure 2. DENSpm induced autophagy in MDA-MB-453 wt and MDA-MB-453 GH+ cell lines.
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 We detected autophagicvacuole and autophagosomeformation by acridine
orangestainingsby fluorescentmicroscopy(Figure2A).

 Autocrine growth hormone expressionslightly triggers invasionin MDA- MB
453 breast cancer cells, however DENSpmexposure significantly inhibited
growth invasion(Figure3A).

 In MDA- MB 453wt cells,DENSpminducedLC3 andAtg5 upregulation,but only
significantlyupregulationwas determined for LC3 in MDA- MB 453 GH+cells
(Figure4).
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