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As the largest contributor to non-communicable preventable hospitalisations, Heart Failure is major health priority on a global scale. Women are particularly susceptible to two major heart failure phenotypes relative to men, that which results from type 2 diabetes as well as Heart Failure with preserved Ejection Fraction (HFpEF). The global-prevalence of from type 2 diabetes and our aging population has created a global epidemic of Heart Failure. Impairments in left ventricular (LV) function are seen even in asymptomatic patients with well-controlled type 2 diabetes, in LV relaxation and compliance (diastolic dysfunction) and/or impaired LV contractility (systolic dysfunction). Known as Stage B Heart Failure or NYHA Class I Heart Failure, this stage of Heart Failure refers to people with some impairment of LV function but without current or previous Heart Failure symptoms with ordinary activity; structural heart disease, increased filling pressures and/or mitochondrial dysfunction in the heart are often present (Marwick 2018; Ritchie 2020). Stage B Heart Failure is the precursor to symptomatic HF (Stages C & D, or NYHA Classes II-IV). Although epidemiological data across individuals with type 2 diabetes suggests there is sex-specific heterogeneity in patient outcomes, heart failure guidelines do not discriminate by sex. Here we discuss sex differences in response to the current era of glucose-lowering therapies from a preclinical discovery perspective, in both humans (interventional and population cohort studies; (Sharma 2023) and a range of clinically-relevant preclinical mouse models of diabetes, obesity and other cardiometabolic disorders.
