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Title%–%Inflammatory%circuit%and%drug%resistance%in%breast%Cancer:%Role%of%
cancer%stem%cells%
Breast! cancer! has! been!one!of! the! leading! cause!of! cancer! related!deaths!worldwide! and!drug! resistance! is! a!
major! challenges! that!paJents! encounter!during! the!process!of! the! treatment.! Exploring! the!mechanisms! that!
mediate!de!novo!or!acquired!resistance!to!available!drugs!could!potenJally! lead!to!novel!targets!for! improving!
the!efficacy!anJcancer!drugs.! !Trastazumab!(HERCEPTIN),!remains!the!gold!standard!therapy!for!paJents!having!
HER2! amplified! breast! cancers,! however! it! was! observed! that! some! paJents! are! insensiJve! to! this! treatment!
because! of! deleJon! of! tumor! suppressor! PTEN.! ! During!Our! in! vitro! and!mice! studies,!we! have! been! able! to!
demonstrate!that!trastuzumab!resistance!in!PTEN!null!cells!may!be!mediated!by!the!consJtuJve!expression!of!an!
IL6!inflammatory!loop.!!We!found!that!the!acJvated!IL6!inflammatory!loop!lead!to!the!expansion!of!drug!resistant!
Cancer!Stem!Cell!(CSC)!populaJon!by!facilitaJng!epithelial!mesenchymal!transiJon!(EMT).! !We!also!suggest!that!
blocking!this!inflammatory!loop!may!provide!alternaJve!strategy!to!overcome!trastuzumab!resistance!in!cancer!
paJents.!!
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