Use of Glucose-Lowering Medications in the Management of Type 2 Diabetes
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* In people with HF, CKD, established CVD, or multiple risk factors for CVD, the decision to use a GLP-1 RA or SGLT2i with proven benefit should be made irrespective of background use of metformin or A1C.

1T ASCVD: Defined differently across CVQOTs but all included individuals with established CVD (e.g., MI, stroke, and arterial revascularization procedure) and variably included conditions such as transient ischemic
attack, unstable angina, amputation, and symptomatic or asymptomatic coronary artery disease. Indicators of high risk: While definitions vary, most comprise =55 years of age with two or more additional risk
factors (including obesity, hypertension, smoking, dyslipidemia, or albuminuria).

= A strong recommendation is warranted for people with CVD and a weaker recommendation for those with indicators of high-risk CVD. Moreover, a higher absolute risk reduction and thus lower numbers needed
to treat are seen at higher levels of baseline risk and should be factored into the shared decision-making process. See text for details.

# For GLP-1 RAs, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, MI, stroke, and kidney end points in individuals with T2D with established or high risk of CVD. One
kidney outcome trial demonstrated benefit in reducing persistent eGFR reduction and CV death for a GLP-1 RA in individuals with CKD and T2D.

1 For SGLT2is, CV and kidney outcomes trials demonstrate their efficacy in reducing the risks of composite MACE, CV death, all-cause mortality, MI, HHF, and kidney cutcomes in individuals with T2D and
established or high risk of CVD.

* Low-dose pioglitazone may be better tolerated and similarly effective as higher doses.
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