AKT inhibitor and Metabolic Crisis: Capivasertib Associated Diabetic Ketoacidosis 
Background
Capivasertib is increasingly used in Oncology for advanced hormone receptor–positive breast cancer with PI3K/AKT pathway alterations. AKT plays a central role in insulin signaling by promoting GLUT4-mediated glucose uptake and suppressing hepatic gluconeogenesis. Inhibition of AKT impairs insulin signalling, reduces glucose uptake and increases lipolysis, promoting ketogenesis. AKT inhibition can lead to profound insulin resistance and hyperglycaemia, which in susceptible individuals may precipitate diabetic ketoacidosis (DKA) (1).
Aim
To describe a case of Capivasertib-induced DKA highlighting consequences AKT pathway inhibition.
Case
A 78-year-old woman presented with nausea and vomiting one week after commencing Capivasertib for metastatic breast cancer. She had no known history of diabetes. On admission she was noted to be hyperglycaemic with metabolic acidosis. Her glucose was 36mmol/L, ketones 2.2mmol/L, pH 7.17, bicarbonate 8mmol/L, creatinine 310µmol/L, eGFR 12mL/min/1.73 m² and lactate 7mmol/L. Concurrent acute kidney injury and lactic acidosis were noted. Despite fluid hydration for few hours, ketones progressed to 2.7mmol/L, consistent with component of ketoacidosis. 
She was treated with intravenous insulin in addition to fluid replacement and broad-spectrum antibiotics; no alternative precipitant was identified. Preserved endogenous insulin secretion with C-peptide 82nmol/L and glucose 36mmol/L was noted. While on insulin–dextrose infusion, C-peptide remained elevated at 52nmol/L with glucose 18mmol/L and insulin 10.7mIU/L. Following drug cessation, three days later C-peptide was 1.2nmol/L with glucose 4.1mmol/L; ketosis resolved, insulin was ceased and glucose remained between 4–8mmol/L. Persistently elevated C-peptide during severe hyperglycaemia is consistent with insulin resistance related to AKT inhibition, compounded by reduced renal clearance.
Conclusion
AKT inhibitor therapy represents an emerging cause of reversible, treatment-related hyperglycaemia and DKA. Baseline diabetes risk assessment, early glucose monitoring following therapy initiation, and collaboration between Oncology and Endocrinology are essential to mitigate metabolic complications.
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