TO AVOID
CLINICAL INERTIA
REASSESS AND

FIRST-LINE therapy is metformin and comprehensive lifestyle (including weight management and physical activity)
if HbA,_above target proceed as below

NO

MODIFY
TREATMENT
REGULARLY

(3-6 MONTHS)

ESTABLISHED ASCVD OR CKD

X

WITHOUT ESTABLISHED ASCVD OR CKD
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ASCVD PREDOMINATES

\:

HF OR CKD ¢
PREDOMINATES

EITHER/

s COST IS A MAJOR
PREFERABLY HYPOGLYCEMIA ISSUE®"°
SGLT2i SGLT2i with evidence of
GLP-1RA with reducing HF and/or CKD EITHER/
with proven progression in CVOJS if eGFR GLP-1RA SGLT2¢? GLP-1RA sus TZD©
proven CVD adequate with good
cvD benefit, [JN----------OR --------- 9 SGLT2i
benefit! if e GFR If SGLT2i not tolerated efficacy for
) oLzinot tolerated or | weight loss® | | |
adequate contraindicated or if eGFR less

than adequate?add GLP-1 RA
with proven CVD benefit!

i i GLP-1RA SGLT2i?
SGLT2i SGLT2i OR OR
OR OR DPP-4i DPP-4i GLP-1RA TZD"® sue
TZD TZD OR OR SGLT202 with good
If further intensification is TZD GLP-1RA efficacy for
required or patient is now = Avoid TZD in the weight loss®
unable to tolerate setting of HF

GLP-1RA and/or SGLT2i,
choose agents demonstrating
CV safety:

Choose agents
demonstrating CV safety:

= Consider adding
the other class with

—

= Consider adding the other Continue with addition of other agents as outlined above ]

= Insulin therapy basal
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class (GLP-1 RA or SGLT2i)
with proven CVD benefit .

= DPP-4i if not on GLP-1RA

proven CVD benefit!

DPP-4i (not saxagliptin)
in the setting of HF (if

If triple therapy required or
SGLT2i and/or GLP-1 RA not
tolerated or contraindicated

insulin with lowest
acquisition cost

OR

not on GLP-1RA)
= Basal insulin*
= SUs Consider the addition of SU® OR basal insulin:

use regimen with lowest risk of
weight gain

= Basal insulin®
= TZDS
L] SUG

= Consider DPP-4i OR
SGLT2i with lowest
acquisition cost™

PREFERABLY

= Choose later generation SU with lower risk of hypoglycemia DPP-4i (if not on GLP-1RA)

= Consider basal insulin with lower risk of hypoglycemia’ based on weight neutrality

. Proven CVD benefit means it has label indication of reducing CVD events. For ¢
GLP-1RA strongest evidence for liraglutide > semaglutide > exenatide extended
release. For SGLT2i evid lestly stronger for e i in > canagliflozin.

. Choose later generation SU with lower risk of hypoglycemia If DPP-4i not tolerated or

6.
2. Be aware that SGLT2i vary by region and individual agent with regard 7. Degludec / glargine U300 < glargine U100 / detemir < NPH insulin contraindicated or patient
to indicated level of eGFR for initiation and continued use 8. Semaglutide > liraglutide > dulaglutide > exenatide > lixisenatide already Ond(zl._tl_’-'l R»?, cautious
i i i il i addition ot
3. .Bo'gl;em:ag(lilfloz‘ln a'ndc<l:(agagllflozm'hav.e ;’:7;’1[‘ reduction 9. If no specific comorbidities (i.e.,,no established CVD, low risk of hypoglycemia,
n and reduction in progression in s and lower priority to avoid weight gain or no weight-related comorbidities) « SUS « TZDS « Basal insulin

»

Degludec or U100 glargine have demonstrated CVD safety

10.Consider country- and region-specific cost of drugs. In some countries
TZDs relatively more expensive and DPP-4i relatively cheaper

o

Low dose may be better tolerated though less well studied for CVD effects

Figure 9.1—Glucose-lowering medication in type 2 diabetes: overall approach. For appropriate context, see Fig. 4.1. ASCVD, atherosclerotic cardiovascular disease; CKD, chronic kidney disease; CV, cardiovascular;
CVD, cardiovascular disease; CVOTs, cardiovascular outcomes trials; DPP-4i, dipeptidyl peptidase 4 inhibitor; eGFR, estimated glomerular filtration rate; GLP-1 RA, glucagon-like peptide 1 receptor agonist; HF, heart failure;
SGLT2i, sodium—glucose cotransporter 2 inhibitor; SU, sulfonylurea; TZD, thiazolidinedione. Adapted from Davies et al. (39).
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