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ABSTRACT
The Place of Insulin Therapy in T2 Diabetes

Type 2 diabetes (T2D) is characterized by insulin resistance, B-cell failure,
and progressive deterioration of glycaemic control. Early intervention and
maintenance of good glycaemic control from the time of diagnosis is strongly
recommended as the most effective way to reduce the burden of chronic
complications. Insulin remains the cornerstone of diabetes treatment. In
people with T2D, insulin can be used as a first-line treatment for those
intolerant to other anti-diabetic drugs, or in the presence of renal/hepatic
failure. Moreover, although many other pharmacological agents are now
available, insulin is still recommended as the preferred treatment for patients
with T2D who are not at the target of HbA1c, despite lifestyle changes and
maximum dose of non-insulin treatment.

Research has given rise to short-acting/prandial- and long-acting/basal insulin
analogues as alternatives to human insulin. These and the availability of novel
anti-hyperglycemic drugs (GLP-1RAs/SGLT2 inhibitors) that can be combined
with insulin, provide opportunities for treatment that reduce the side-effects of
insulin and address the pathogenetic mechanisms of T2D. When oral agents
fail to reduce HbA1c, intensification of insulin treatment is a challenge for
clinicians and follows three consecutive steps with treat-to-target dose
adjustments: (1) administration of basal insulin before sleep. (2) Addition of
prandial insulin before the main meal of the day (basal-plus). (3) Addition of
prandial insulin prior to each meal (basal-bolus). As an alternative to short-
acting/prandial insulins, GLP-1RAs can used as add-on therapy to basal
insulin to intensify treatment. This has advantages since GLP-1RAs reduce
weight gain, increase insulin sensitivity/reduce basal insulin requirements
keeping the dose low, and minimize the risk of hypoglycemia.



