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FIRST-LINE Therapy is Metformin and Comprehensive Lifestyle (including weight management and physical activity)

NO

INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF!

CONSIDER INDEPENDENTLY OF BASELINE A1C,
INDIVIDUALIZED A1C TARGET, OR METFORMIN USE*

+ASCVD/Indicators
of High Risk

= Established ASCVD

= Indicators of high

Particularly HFrEF
(LVEF <45%)

progression in
If further intensification CVQOTssAss
is required or patient is
unable to tolerate GLP-1 OR
RA and/or SGLT2i, choose GLP-1 RA with
agents demonstrating proven CVD
CV benefit and/or safety: benefit! if SGLT2i
= For pet ona not tolerated or
GLP-1 RA, consider e
adding SGLT2i with b 4
and vice versa’ g i
and CKD* (e.g., e GFR
= TZD? <60 mL/min/1.73 m®) and
= DPP-4i if not on thus at increased risk of
GLP-1RA cardiovascular events
= Basal insulin®
= Emery
1. Proven CVD benefit it has label indication of reducing CVD events oR
2. Low dose may be better tolerated though lees well studied for CVD effects GLP-1 SGLT2i
3. Degludec or U-100 glargine have demonstrated CVD safety RA with with
4. Choose later generation SU to lower risk of hypoglycemia; proven proven
glimepiride has shown similar CV safety to DPP-4i CVvD CVvD
benefit’ benefit’

5. Be aware that SGLT2 labelling varies by region and individual agent
with regard to indicated level of #GFR for initiation and cortinued use

6. Empagiifiozin, canagiificzin, and depagifiozin have shown reduction
in HF and to reduce CKD progression in CVOTs. Canagiifiozin and
dapaglifiozin have primary renal outcome data. Dapaglifiozin and
empagiifiozin have primary heart fallure outcome data.

IF A1C ABOVE INDIVIDUALIZED TARGET PROCEED AS BELOW

COMPELLING N@ TO MINIMIZE
HYPOGLYCEMIA
DPP-4i GLP-1 RA SGLT2i TZ2D
b 2 N b 2 W
KAIC KAIC KAIC KAIC
above above above above
target target target target
R 2 W 2 W
GLP-1 RA SGLT2i
SGLT2i SGLT2i OR OR
OR OR DPP-4i DPP-4i
12D 12D on on
TZ2D GLP-1 RA
2 o 2
[ if A1C above target
[ Continue with addition of other agents as outiined above
I H A1C above target
Consider the addition of SU* OR basal insulin:
= Choose later generation SU with
lower risk of hypoglycemia
= Consider basal insulin with lower risk of hypoglycemia®

7. Proven bensfit it has label 1 of
reducing heart failure in this population
8. Refer to Section 11: Microvascular Complications and Foot Care
9. Degludec / glargine U-300 < glargine U-100 / detemir < NPH Insulin
10. Semagiutide > liragiutide > dulagiutide > exenatide > lixisenatide
11. if no specific comorbidities {i.e., no established CVD, low risk of
hypoglycemia, and lower priority to avoid weight gain
or no weight-related comorbidities)
12. Consider country- and region-specific cost of drugs. In some
countries TZDs are relatively more expensive and DPP-4i are
relatively cheaper.

Glucose-lowering
Medication in Type
2 Diabetes: 2021

ADA Professional
3 3 Practice
COMPELLING NEED TO costisamalor  Committee (PPC)
MINIMIZE WEIGHT GAIN OR ISSUE"2 .
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gﬁm SGLT2i oJe 1 Buse et al.
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AY aywyn Kol EpyaoTnNPLOKOC EAEYXOC

Initiate ACEi or ARB

Monitor serum creatinine and potassium

" (within 2-4 weeks after starting or changing dose) X

|

Normokalemia

< 30% increase
in creatinine

l

I

Hyperkalemia

+ Review concurrent drugs
» Moderate potassium intake
«» Consider:
- diuretics
- sodium bicarbonate
- Gl cation exchangers

!

= 30% increase
in creatinine

« Review for causes of AKI
« Correct volume depletion
« Reassess concomitant medications
(e.g., diuretics, NSAIDs)
+ Consider renal artery stenosis

Figure 4| Monitoring of serum creatinine and potassium during ACEi or ARB treatment—dose adjustment and monitoring of side
effects. ACEi, angiotensin-converting enzyme inhibitor; AKI, acute kidney injury; ARB, angiotensin Il receptor blocker; Gl, gastrointestinal; NSAID,

nonsteroidal anti-inflammatory drug.
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OEPATMEVUTLKOC AAYOpLOUOC

, Physical activity
3 Lifestyle therapy Nutrition
Weight loss
Metformin SGLT2 inhibitor
o9  First-line P\ eGFR ) eGFR O\ eGFR &
=) e () = 4 . . (i e =4 Di .
& therapy e ¥ Dialysis 4 s Dialysis

Reduce dose Discontinue Discontinue Do not initiate Discontinue

- Guided by patient preferences,
comorbidities, eGFR, and cost

¥F Additional drug therapy as ‘épp.qiﬁmj Insulin - Includes patients with eZGFR
g o A F5 6 ; e e s < 30 mi/min per 1.73 m* or
fs needed ror glycemic contro Sulfonylurea ~ TZD ~ treated with dialysis

- See Figure 20

Figure 18| Treatment algorithm for selecting antihyperglycemic drugs for patients with T2D and CKD. Kidney icon indicates estimated
glomerular filtration rate (eGFR; ml/min per 1.73 m?); dialysis machine icon indicates dialysis. CKD, chronic kidney disease; DPP-4, dipeptidyl

peptidase-4; GLP-1, glucagon-like peptide-1; SGLT2, sodium-glucose cotransporter-2; T2D, type 2 diabetes; '%Fl)), 6\&2{%}9&2@%&6“) Soc Aopéyep


http://powerpoint.sage-fox.com/

SUMMARY OF THE BENEFITS AND HARMS OF SGLT2 INHIBITORS,
GLP-1 RECEPTOR AGONISTS, AND DPP-4 INHIBITORS, BY CLASS,
AS OBSERVED IN LARGE, PLACEBO-CONTROLLED CLINICAL

OUTCOMES TRIALS

Drug

SGLT2
inhibitors

GLP-1
receptor
agonists

DPP-4
inhibitors

HbA, lowering Major atherosclerotic
cardiovascular events

| 0.6-0.9% |/~
(CKDIGI-G2)

| 0.3-0.5%

(CKD G3a)

(CKD G3b-G4)

NA

(CKD Gb5)

| 1.0-1.2% |/~
(CKD G3a—4)

| 0.5-0.7% -
(CKD G3a—4)

Cardiovascular effects

Heart failure

H

Kidney effects

Albuminuria or
albuminuria-containing
composite outcome

H

GFR
loss*

H

I~

Notable adverse
effects

Genital mycotic
infections, diabetic
ketoacidosis,
possibly amputations
(canagliflozin)

Gastrointestinal,
primarily nausea
and vomiting

Possibly heart
failure (saxagliptin)
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[Tapayovtec aocBevouc mou
eminpeadouv TNV €mAoyn
avTLOLaPNTLKAC aywync EKTOC ATO
SGLT2i kot petdoppivn
o€ 2All kat XNN

«OI1 TTPOTINNCEIC TWV
aoBevwy, ol
ouvvoonpoTnTeg, 10 eGFR
Kal TO KOOTOG Ba TTPETTEl VA

KaTteubuvouv Tnv £1mAOYA
ETTITTPOOOETWV PAPUAKWY,
OTTOU aTraIToUVTaAl, UE
TTpoTiynon otoug GLP1-
AYWVIOTEG. »
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Persistent albuminuria categories e "
Description and range
Al A2 A3
Prognosis of CKD by GFR and Normal to mildly Moderately Severely
albuminuria categories: KDIGO 2012 increased increased increased
<30 mg/g 30-300 mg/g >300 mg/g

<3 mg/mmol 3-30 mg/mmol >30 mg/mmol

G1 Normal or high =90

KDIGO:

G2 Mildly decreased 60-89

E
o«
~
’ @

[1poyvwaon Pl mwe e
:E, T moderately decreased
€

tr] q X N N Sy Moderately to
o = -
o @
=3 G4 Severely decreased  15-29
Q
o
w
V)

Green, low risk (if no other markers of kidney disease, no CKD); yellow, moderately increased risk; orange, high
risk; red, very high risk.
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A disease state approach to the
pharmacological management
of T2D in primary care

A position statement by
Primary Care Diabetes Europe

primary care diabetes europe
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Alaotpwpatwon KA kwduvou ctov ZAll

Patients with T2D are considered to be at very high CV risk if they have any of the following:

History of CVD

Multiple uncontrolled CVD risk factors (hypertension, hyperlipidaemia, obesity, smoking and/or
physical inactivity)

eGFR <60mL/min/1.73m?2

Albuminuria (>30 mg/day)

<40 years age at diagnosis

All other patients with T2D are at high CV risk

Lifestyle counselling is recommended for all patients with T2D

CV, cardiovascular; CVD, cardiovascular disease; eGFR, estimated glomerular filtration rate. Ap . CDI)\I M Oc - PIXG paoq AOIJCIYEp

Cosentino F et al. Eur Heart J 2019;34:3035-87.; Seidu S et al. [published online ahead of print, 2020 Jun 9]. Prim Care Diabetes. 2020;51751-9918(20)30189-3.
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2All acBeveic moAv upnAov KA kwvduvou

> Consider initiating metformin + SGLT2i/GLP-1RA rather than stepwise

> Metformin as first-line therapy
> SGLT2i or GLP-1RA with proven CV benefit as second-line therapy

> Use basal insulin with caution when other options have failed and glycaemic

ta rgets are not met
ASCVD, atherosclerotic cardiovascular disease; CV, cardiovascular; GLP-1RA, glucagon-like peptide 1 receptor agonist; HF heart failure;

SGLT2i, sodium-glucose co-transporter-2 inhibitor. , \ .
Seidu S et al. [published online ahead of print, 2020 Jun 9]. Prim Care Diabetes. 2020;51751-9918(20)30189-3. Ap S DIAINN oC — P|Xc| péog AOIJ ayep
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2All acBeveic moAU vnAou KA kKwvduvou

> Consider initiating metformin + SGLT2i rather than stepwise
> Metformin as first-line therapy

> SGLT2i as second-line therapy

> Avoid pioglitazone and saxagliptin and use basal insulin with caution
ASCVD, atherosclerotic cardiovascular disease; CV, cardiovascular; GLP-1RA, glucagon-like peptide 1 receptor agonist; HF heart failure;

SGLT2i, sodium-glucose co-transporter-2 inhibitor.

Seidu S et al. [published online ahead of print, 2020 Jun 9]. Prim Care Diabetes. 2020;51751-9918(20)30189-3. Ap O N Iy oC — P|X(':| péoq AOIJ dygp



2All aoBeveic moAU udnAou KA kivduvou iy core e surope

» Consider initiating metformin + SGLT2i rather than stepwise, according
to the approved restrictions of dose and indications by eGFR

> Metformin as first-line therapy if eGFR >30mL/min/1.73m?

> SGLT2i as second-line therapy if eGFR >45mL/min/1.73m?, even if well
controlled on metformin alone

5 GLP-1RA as third-line therapy or if previous treatments are not tolerated,
followed by DPP-4i

Reduce dose of glinides and reduce dose or discontinue SUs if

> eGFR<45mL/min/1.73m? to reduce risk of hypoglycaemia

5 Consult prescribing information for specific agents for dosing instructions based
CKD, chronic kidney disease; DPP-4i, dipeptidyl peptidase-4 inhibitor; eGFR, estimated glomerular filtration rate;

GLP-1RA, glucagon-like peptide 1 receptor agonist; SGLT2i, sodium-glucose co-transporter-2 inhibitor; SU, sulphonylurea.

Seidu S et al. [published online ahead of print, 2020 Jun 9]. Prim Care Diabetes. 2020;51751-9918(20)30189-3. Ap ONNG Iy oC — P|X(';| pﬁo(; NAO “dygp



2All acBeveic uPnAov KA kwvduvou =

» Consider initiating metformin + SGLT2i/GLP-1RA/DPP-4i rather
than stepwise

> Metformin as first-line therapy

> SGLT2i or GLP-1RA or DPP-4i as second-line therapy where cost is not
prohibitive. Of these, SGLT2i or GLP-1RA with proven CV benefit is preferred

>Newer generation SUs or glinides when drug cost must be minimised
> Pioglitazone in patients with NAFLD and where insulin resistance predominates

> Basal insulin when other therapies have been explored and glycaemic targets are
not met

> Full basal—bolus insulin therapy only as a last resort

CV, cardiovascular; DPP-4i; dipeptidyl peptidase-4 inhibitor; GLP-1RA, glucagon-like peptide 1 receptor agonist;

NAFLD, non-alcoholic fatty liver disease; SGLT2i, sodium-glucose co-transporter-2 inhibitor; SU, sulphonylurea.

Seidu S et al. [published online ahead of print, 2020 Jun 9]. Prim Care Diabetes. 2020;51751-9918(20)30189-3. Ap ONN Iy oC — P|X(';| pﬁoc; AO M dygp



primary care diabetes europe

2All acBeveic upnAov KA kKwvéuvou

> Consider initiating metformin + GLP-1RA/SGLT2i rather than stepwise

> Metformin as first-line therapy
> GLP-1RA or SGLT2i as second-line therapy

>Where possible, avoid treatments that cause weight gain, including most SUs,
glinides, pioglitazone and insulin

> If basal insulin is required, consider fixed-ratio insulin/GLP-1RA combinations

—

DPP-4i; dipeptidyl peptidase-4 inhibitor; GLP-1RA, glucagon-like peptide 1 receptor agonist; SGLT2i, sodium-glucose co-transporter-2 inhibitor; SU, sulpho'nylurea.

Seidu S et al. [published online ahead of print, 2020 Jun 9]. Prim Care Diabetes. 2020;51751-9918(20)30189-3. Ap NOIWN oC — P|X(';| p50(; AO v dygp
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AAAec kKatnyopieg Kivduvou

ELDERLY/

> Avoid stringent glycaemic targets that increase risk of hypoglycaemia
> Metformin as first-line therapy if tolerated and not contraindicated
> DPP-4i is safe and easy to use

> Assess adherence and avoid multiple daily injectable medications when possible

—

DPP-4i; dipeptidyl peptidase-4 inhibitor; GLP-1RA, glucagon-like peptide 1 receptor agonist; SGLT2i, sodium-glucose co-transporter-2 inhibitor; SU, sulphgnylurea.

Seidu S et al. [published online ahead of print, 2020 Jun 9]. Prim Care Diabetes. 2020;51751-9918(20)30189-3. Ap S DIAINN oC — P|X(':| péoq AOIJ dygp
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