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The aim of the pilot study was to investigate whether the TSC2 deficiency causes not only cardiac contractile dysfunction but also pulmonary congestion and cardiac death, which are characteristics of human heart failure. The final goal of our study is to develop new therapeutics to treat patients with heart failure.
We used 8 of TSC2-/- mice in the pilot study. The genetic backgrounds of the TSC2flox/flox and -MyHC-Cre mice are 129/SvJ x C57B/6J and C57B/6J, respectively.
In our pilot study design, TSC2-/- mice are followed for 1 year with daily monitoring and any animals that show signs of significant clinical cardio-respiratory distress (rapid breathing, wheezing) or other serious clinical problems (marked reduction in activity and significant weight loss) are closely monitored at frequent intervals. Careful attention is paid to heating, body weight, hydration, and signs of distress.  The mice are culled within 24 hours in case that there is no improvement. 
In our actual pilot study, all mice died within 24 hours after the poor clinical conditions were observed or suddenly died without showing any signs of abnormal symptoms. The number of unexpected deaths in the pilot study was 4. The mice died between 4 to 8 months of age.
