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National Institute for Clinical Excellence(NICE) www.hice.org.uk/page.aspx?o=ourguidance

Scottish Intercollegiate Guidelines Network(SIGN)  http://www.sign.ac.uk/guideline/index.html

International Diabetic federation(IDF) http://www.idf.org
Canadian Diabetes Association(CDA) http://www.diabetes.ca
Institute for Clinical Systems Improvement(ICSI) http://www.icsi.org
American Diabetes Association(ADA) http://www.diabetes.org
American Association of Clinical http://www.aace.com
Endocrinologists(AACE)

IWGDF2015 http://www.iwgdf.org

The 2015 IWGDF guidance documents on

Y prevention and management of foot problems in
diabetes: development of an evidence-based global
consensus
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FIRST-LINE Therapy is Metformin and Comprehensive Lifestyle (including weight management and physical activity)

NO

TO AVOID
THERAPEUTIC
INERTIA REASSESS

AND MODIFY

TREATMENT

REGULARLY

(3-6 MONTHS)

INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, C

CONSIDER INDEPENDENTLY OF BASELINE A1C,
INDIVIDUALIZED A1C TARGET, OR METFORMIN USE*
IF A1C ABOVE INDIVIDUALIZED TARGET PROCEED AS BELOW

N 2 2 2

+ASCVD/Indicators
of High Risk

+HF

= Established ASCVD Particularly HFrEF COMPELLING NEED TO MINIMIZE COMPELLING NEED TO COST IS A MAJOR
* Indcstors of g (LVEF <45%) HYPOGLYCEMIA MINIMIZE WEIGHT GAIN OR ISSUE"2
risk (age =55 DKD and
years with coronary, e, PROMOTE WEIGHT LOSS
carotid, or lower-extremity DPP-4i GLP-1 RA SGLT2i TZD
artery stenosis >50%, Su* TzZD™
or LVH) SGLT2i with proven ¥ N2 N2 D 2 ;
benefit in this It A1C 1fAIC If A1C It A1C L
{567 good efficacy .
population PREFERABLY above above above above for weight SGLT2i ¢ ¢
target target target target loss™® [ If A1C above target I
GLP-1 SGLT2i with ¥ ¥ ¥ ¥
RA with primary evidence GLP-1BA SaLTi ¢ ¢
. - {
proven proven of reducing CKD SGLT2i SGLT2i OR OR ’ If A1C above target l
CVD CVD progression
benefit perefit [ fTTooomeoooos OR OR DPP-4i DPP-4i ¥ 4
OR TZD* su*
OR OR
SGLT2i with T2 TZD b GLP-1 RA )
If A1C above target evidence of _ GLP1 A witn
reducing CKD ¥ ¥ ¥ ¥ SGLT2i good efficacy
progression in for we:gught 4, 4,
If further intensification CVOTsS68 If A1C above target loss ’ e l
above targ

is required or patient is ¢
unable to tolerate GLP-1 (el ¢ ¢ ¢ ¢

RA and/or SGLT2i, choose GLP-1 RA with l Continue with addition of other agents as outlined above
agents demonstrating proven CVD ¢ If A1C above target
CV benefit and/or safety: benefit' if SGLT2i ¢ ¢ Insulin therapy basal insulin
= For patients on a e tolg@ed or [ If A1C above target l K with lowest acquisition cost
GLP-1 RA d contraindicated If quadruple therapy required,
i consicer = ¥ or SGLT2i and/or GLP-1 RA ot OR
adding SGLT2i with - tolerated or contraindicated, use
VD benefit " " 3 ) o Consider other therapies
Z:;v:;;: VerS:ne ' For patlents with 72D Consider the addition of SU* OR basal insulin: regimen with lowest risk of based on cost P
and CKD? (e.g., eGFR . ) weight gain
= TZD? <60 mL/min/1.73 m?) and = Choose later generation SU with
« DPP-4i if not on thus at increased risk of lower risk of hypoglycemia PREFERABLY
GLP-1 RA cardiovascular events = Consider basal insulin with lower risk of hypoglycemia® DPP-4i (if not on GLP-1 RA)
= Basal insulin® based on weight neutrality
= SU* 7. Proven benefit means it has label indication of ¢

reducing heart failure in this population

1. Proven CVD benefit means it has label indication of reducing CVD events :
Ve i Indicati ucing Ve 8. Refer to Section 11: Microvascular Complications and Foot Care If DPP-4i not tolerated or
2. Low dose may be better tolerated though less well studied for CVD effects - i indi i
W 4 o) welstudl GLP-1 SGLT2i 9. Degludec/ glargine U-300 < glargine U-100 / detemir < NPH insulin contraindicated or patient already
3. Degludec or U-100 glargine have demonstrated CVD safety RA with with 10 . . ide > ide > ide > lixis on GLP-1 RA, cautious addition of:
. >
4. Choose later generation SU to lower risk of hypoglycemia; proven proven " - . . CQll . . : .
glimepiride has shown similar CV safety to DPP-4i CcVD CcVvD 11. If no speclflc: comorbidities g.e.., no esﬁa_bllsh?d cvq, low risk of SU* « TZD? -« Basal insulin
benefit! benefit'” hypoglycemia, and lower priority to avoid weight gain

5. Be aware that SGLT2i labelling varies by region and individual agent
with regard to indicated level of eGFR for initiation and i use 12
6. iflozi iflozin, and in have shown reduction
in HF and to reduce CKD progression in CVOTs. Canagliflozin and
dapagliflozin have primary renal outcome data. Dapagliflozin and
empagliflozin have primary heart failure outcome data.

or no weight-related comorbidities)

1 Actioned whenever these become new clinical i i g of
glucose-lowering medications.

*Most patients enrolled in the relevant trials were on metformin at baseline as
glucose-lowering therapy.

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

Figure 9.1—Glucose-lowering medication in type 2 diabetes: 2021 ADA Professional Practice Committee (PPC) adaptation of Davies et al. (35) and Buse et al. (36). For appropriate context, see Fig. 4.1. The 2021 ADA
PPC adaptation of the Fig. 9.1 “Indicators of high-risk or established ASCVD, CKD, or HF” pathway has been adapted based on trial populations studied. ASCVD, atherosclerotic cardiovascular disease; CKD, chronic
kidney disease; 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; HFrEF, heart failure with reduced ejection fraction; LVEF, left ventricular ejection fraction; LVH, left ventricular hypertrophy; SGLT2i, sodium—glucose cotransporter 2 inhibitor; SU, sulfonylurea; T2D,

type 2 diabetes; TZD, thiazolidinedione.
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