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National Institute for Clinical Excellence(NICE) www.nice.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)

IWGDF2023 http://www.iwgdf.org

The 2023 IWGDF guidance documents on

Y prevention and management of foot problems in
diabetes: development of an evidence-based global
consensus
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' United Kingdom Prospective Diabetes Study
¥ Diabetes Control and Complication Trial
¥ Hypoglycemia Unawareness
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' Self Monitoring of Blood Glucose
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HMG-CoA reductase
inhibitors (statins)

Lovastatin®
{5 . . Inhibition of cholesterol . - Pravastatin
‘ ‘ l.l gt L~c
Al gl g 6’{“ synthesis > 1 Hepatic ~ *>' A J5f\? > ooyl 1A ij\? > Simvastatin®
Cobs ylas P el LDL receptors el e () 0 Fluvastatin
Atorvastatin®
Rosuvastatin®

3
9
’ié
|
>
—"§

Pitavastatin

; Cholesterol absorption
{ Cholesterol absorption

o o dls inhibitor
ool il g P - 7 LDL receptors , . .
10 mg daily 10 mg daily Ezetimibe
Bile acid sequestrants
B " Bile acid excretion > 32 g daily 4 g daily Cholestyramine”
U MR CTS N LDL receptors 40 g daily 5 g daily Colestipol
4375 mg daily 3750 mg daily  Colesevelam
PCSK9 inhibitors™
. 420 mg SC every 140 mg SC every Evolocumab (Ab)
J PCSK9 activity due to 1 month 2 weeks
Ab Inhibition or siRNA .
Gy Joe o STy silencing > 7 LDL 150 mg SC every 75 mgSC ISvery 2 Alirocumab (Ab)
receptors 2 weeks Weeks
300 mg SC every 300 mg SC every Inclisiran (siRNA)
6 months 6 months
Inhibition of cholesterol : o
5 ATP citrate lyase inhibitor
(oo 5 Saygl el T synthesis - /> LDL _ _ 'y .
osb (SHb receptors 180 mg daily 180 mg daily =~ Bempedoic acid
o33l bl (g 9¢5 <Jl= MTP inhibition - {, VLDL MTP inhibitor
oS = assembly and secretion 60 mg daily 5 mg daily Lomitapide
oMe (8,5 oo 5o f_,‘:..;flj J ApTB synthesiidue to ApoB inhibitor (ASO)
o158l Y ens] s ASO silencing & |, ApoBJ .
ST o ’i;y’m S VLDL sgcretion 2 200 mg SC 200 mg SC Mipomersen
: weekly weekly
L ANGPTLS activity due ANGPTL3 inhibitor (Ab)

S activity, 1 LDL catabolism 15me/kgVa4 15mg/kglVg4  Evinacumab
weeks weeks
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Fibric acid derivatives
(fibrates)

600 mg bid 600 mg bid Gemfibrozil®

40-200 mg daily 40-200 mg daily Fenofibrate™®
dependingon  depending on

S s e a2l 25w D, VLDL synthesis
baslal il 3 T dyho aeS

product product
Omega-3 fatty acids
obo 691 ol el e M TG catabolism 4 g daily 4 g daily Acid ethyl esters’
4 g daily 4 g daily Icosapent ethyl”
. Inhibition of hepatocyte [
? ;51).; o & )L::J)LT‘ diacylglycerol 3 g daily 250 mg daily Regular r.ele*ase
"’sz %wj,". o acyltransferase-2 > {, TG formulation
= ey synthesis, |, secretion of
@S s>l g Esed VLDL and LDL, inhibition 2 g daily 500 mg daily  Extended release
9 89S Cerogonmns ¢y )l of HDL catabolism formulation
o 39y receptor > HDL

RUTRETS S 39‘.’5"*

ol ags B s S5 S jgo a ol 3

Voo g ol 590 g Sl sgzge (o) oo Yo g Vet JomeS 5 ol 250 Sl 5o el 5290 Slaz (sl I3k o it (slajes 5 JSEI L Dl 858 ©

B3bee e aligy S ke Yoo U

Sgboo pgaS yeS 039yl el

Ab, antibody; ANGPTL3, angiopoietin-like protein 3; ApoB, apolipoprotein B; ASO, antisense oligonucleotides; ATP, adenosine

triphosphate; HDL, high-density lipoprotein; HMG-CoA, 3-hydroxy-3-methylglutaryl coenzyme A; LDL, low-density lipoprotein;

LPL, lipoprotein lipase; MTP, microsomal triglyceride transfer protein; PCSK9, proprotein convertase subtilisin/kexin type 9;
siRNA, small interfering RNA; TG, triglyceride; VLDL, very-low-density lipoprotein.
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Atorvastatin 40-80 mg
Rosuvastatin 20-40 mg *

L PR | WIS

Atorvastatin 10-20 mg
Rosuvastatin 5-10 mg *
Simvastatin 20-40 mg *
Pravastatin 40-80 mg
Lovastatin 40 mg
Fluvastatin XL 80 mg
Pitavastatin 1-4 mg

Simvastatin 10 mg
Pravastatin 10-20 mg
Lovastatin 20 mg *
Fluvastatin 20-40 mg

Olnl 2950 Sk 5o S5z g0

(emL/min/ A\ VY m? 5l 2aS @GFR) asl co wyads als” slu )b jo bl oslinl Fluvastatin 4 Atorvastatin

XL, extended release; eGFR, estimated glomerular filtration rate.

. L
595 00 5k S 590

' Low-Intensity Statin
" Moderate-Intensity Statin
" High-Intensity Statin
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USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES

oD
THERIPED

Goal: Cardiorenal Risk Reduct

+ASCVD!

Defined differently across
CVOTs but all included
individuals with established
CVD (e.g., MI, stroke, any
revascularization procedure).
Variably included: conditions
such as transient ischemic
attack, unstable angina,
amputation, symptomatic
or asymptomatic coronary
artery disease.

+Indicators of high risk
While definitions vary, most
comprise 255 years of age
with two or more additional
risk factors (including obesity,
hypertension, smoking,
dyslipidemia, or albuminuria)

+ASCVD/Indicators of High Risk
GLP-1RA* with proven @ SGLT2i¢ with proven
CVD benefit CVD benefit

If A1C above target

« For patients on a GLP-1 RA, consider adding SGLT2i with

proven CVD benefit or vice versa
o TIDA

+HF

Current or prior
symptoms
of HF with

documented

HFrEF or HFpEF

SGLT2i
with proven
HF benefit
in this
population

v

+CKD
€GFR <60 mL/min per 1.73 m? OR
albuminuria (ACR >3.0 mg/mmol
[30 mg/g]). These measurements
may vary over time; thus, a repeat
measure is required to document CKD.

+CKD (on maximally tolerated dose
of ACEi/ARB)

PREFERABLY

SGLT2i* with primary evidence of
reducing CKD progression
Use SGLT2i in people with an eGFR
220 mL/min per 1.73 m’ once initiated
should be continued until initiation
of dialysis or transplantation

GLP-1 RA with proven CVD benefit if
SGLT2i not tolerated or contraindicated

If A1C above target, for patients on
S6LT2i, consider incorporating a
GLP-1 RA or vice versa

Glycemic Management: Choose
approaches that provide the
efficacy to achieve goals:
Metformin OR Agent(s) including
COMBINATION therapy that provide
adequate EFFICACY to achieve
and maintain treatment goals
Prioritize avoidance of hypoglycemia in
high-riskindividuals
1

In general, higher efficacy approaches
have greater likelihood of achieving
glycemic goals
Efficacy for glucose lowering
Very High:

Dulaglutide (high dose),
Semaglutide, Tirzepatide
Insulin
Combination Oral, Combination
Injectable (6LP-1 RA/Insulin)
High:

GLP-1RA (not listed above), Metformin,
S6LT2i, Sulfonylurea, TZD
Intermediate:

DPP-4i

o)

4 Goal: Achievement and Mai ince of Glycemic and Weight Management Goals

Achievement and Maintenance of
Weight Management Goals:

[ Set individualized weight management goals ]

General lifestyle advice: Intensive evidence-
medical nutrition based structured

therapyleating patterns/ weight management
physical activity program

Consider medication Consider metabolic
for weight loss surgery

When choosing glucose-lowering therapies:

Consider regimen with high-to-very-high dual
glucose and weight efficacy

Efficacy for weight loss
Very High:

Semaglutide, Tirzepatide

High:
Dulaglutide, Liraglutide
Intermediate:
GLP-1 RA (not listed above), S6LT2i
Neutral:
DPP-4i, Metformin

v

If additional cardiorenal risk reduction or glycemic lowering needed

-

If A1C above target

* 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 independent of background use of metformin; A strong
recommendation is warranted for people with CVD and a weaker recommendation for those with indicators of high CV risk. Moreaver, 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; * Low-dose TZD may be better tolerated and similarly effective; § For SGLT2i, CV/
renal outcomes trials demonstrate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality, MI, HHF, and renal outcomes in individuals with T20 with established/high risk of CVD;

# For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, M, stroke, and renal endpoints in individuals with T2D with I i

Figure 9.3 —Use of glucose-lowering medications in the management of type 2 diabetes. ACEi, angiotensin-converting enzyme inhibitor; ACR, albumin-to-creatinine ratio; ARB, angiotensin receptor blocker; ASCVD, atherosclerotic cardio-
vascular disease; CGM, continuous glucose monitoring; CKD, chronic kidney disease; CV, cardiovascular; CVD, cardiovascular disease; CVOT, cardiovascular outcomes trial; DPP-4i, dipeptidyl peptidase 4 inhibitor; eGFR, estimated glomerular
filtration rate; GLP-1 RA, glucagon-like peptide 1 receptor agonist; HF, heart failure; HFpEF, heart failure with preserved ejection fraction; HFrEF, heart failure with reduced ejection fraction; HHF, hospitalization for heart failure; MACE, major

Y

Identify barriers to goals:

isk of CVD.

« Consider DSMES referral to support sel-efficacy in achievement of goals
« Consider technology (e.g., diagnostic CGM) to identify therapeutic gaps and tailor therapy
« |dentify and address SDOH that impact achievement of goals

adverse cardiovascular events; MI, myocardial infarction; SDOH, social determinants of health; SGLT2i, sodium-glucose cotransporter 2 inhibitor; T2D, type 2 diabetes; TZD, thiazolidinedione. Adapted from Davies et al. (84).
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