
Background:
 Human epidermal growth factor receptor type 2 (Her-2) positive breast cancer is aggressive and relatively difficult to treat with
standard chemotherapy. Trastuzumab targets Her-2 receptors, inducing the regression of these breast cancer cells. Its use may be
tempered by resistance and cardiotoxicity. The aim was to determine if aspirin has potential to complement trastuzumab’s
antiproliferative effects in vitro and attenuate its cardiotoxic effects in-vivo. 
Methodology:
 Experiments were conducted in human breast adenocarcinoma cell lines that either over-express Her-2 receptors (SK-Br-3) or have
physiologically normal Her-2 receptor levels (MCF-7). Cultured cells were exposed to aspirin or trastuzumab, or a combination of
these agents before conducting MTT quantitative cell enumeration and fluorometric caspase-3 assays. Apoptosis / necrosis, cell cycle
analysis and relative surface Her-2 expression were assessed flow cytometrically. Low dose aspirin was then administered by gastric
gavage to trastuzumab-exposed Balb/C mice at a dose of 1 mg/kg over a 17-day period. Cardiac function was determined by both
conventional and speckle tracking echocardiography at baseline and Day 18, and was compared to mice treated with trastuzumab
only. 
Results:
 Trastuzumab decreased the cell viability of SK-Br-3 cells by G1 cell cycle arrest and this was associated with a decline in cell surface
Her-2 receptor density. Aspirin’s anti-proliferative effects in these cells were significantly greater than trastuzumab’s and was also
associated with G1 arrest. The addition of low dose aspirin preserved cardiac function, resulting in significant differences in both
strain and strain rate at the end of treatment compared to trastuzumab-only treated mice. 
Conclusion:
 Aspirin may complement trastuzumab in the management of Her-2 positive breast cancer. 
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