The De Fronzo Treatment Algorithm for the Management of Type 2 Diabetes

This alternative algorithm is compatible with the ADA/EASD and NICE guidelines, but focuses on agents that both
address the underlying pathophysiological abnormalities and are capable of delivering treatment targets * ® The
evidence cited in the footnotes below suggests that this approach can be highly effective in rapidly achieving the
designated blood glucose treatment target and maintaining that level of control.
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Single agents only lower the HbAlc by1-1.5% (11-16 mmol/mol). Thus, when starting HbA1lc exceeds 8.0-
8.5% (64-69 mmol/mol), more than one agent will be required to achieve the target level.

Metformin, empagliflozin, pioglitazone and GLP-1 RAs have an additive effect and address underlying
pathophysiology.

Pioglitazone and GLP-1RAS are protective of the B-cell.

Pioglitazone is a powerful insulin sensitiser. In combination with metformin it improves insulin sensitivity in
liver/muscle with a low risk of hypoglycaemia. Combination with a GLP-1RA curbs any weight gain and the
natriuretic effect of the GLP-1RA mitigates against the fluid retention. GLP-1 RA lowers hepatic insulin
resistance and excessive glucagon secretion. DPP4i’s exert similar, but weaker, effects to GLP-1RAs.

UKPDS and the 10-year follow up study showed that metformin was cardio-protective. Pioglitazone,
according to accumulated evidence, reduces cardiovascular death, myocardial infarction and stroke by
slowing down or possibly reversing the atherosclerotic process. Empagliflozin reduces cardiovascular death,
but not stroke or myocardial infarction. The combination of the three drugs would seem to be advantageous
for patients with type 2 diabetes at high cardiovascular risk.

Metformin, empagliflozin and GLP-1RAs all produce weight loss. DPP4i’s are weight neutral.

The diuretic properties of empagliflozin may mitigate the fluid retention associated with pioglitazone.
There is very little risk of hypoglycaemia with these drugs, either alone or in combination.
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