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First Line Management In Adults With T2DM

Management

021 Diabetes Management Algorithm m

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

2022 Diabetes Management Algorithm

FIRST-LINE THERAPY depends on comorbidities, patient-centered treatment factors, including cost and access considerations, and
management needs and generally includes metformin and comprehensive lifestyle modification?

2023 Diabetes Management Algorithm

HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT EDUCATION AND SUPPORT (DSMES); SOCIAL DETERMINANTS OF HEALTH (SDOH)

American Diabetes Association Professional Practice Committee; Standards of Medical Care in Diabetes—2023. Diabetes Care 1 January 2022; 46.

WEI_ HEAI] > American Diabetes Association Professional Practice Committee; Standards of Medical Care in Diabetes—2022. Diabetes Care 1 January 2022; 45.
American Diabetes Association Professional Practice Committee; Standards of Medical Care in Diabetes—2021. Diabetes Care 1 January 2021; 44.




USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES

THES

INERTI
HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT EDUCATION AND SUPPORT (DSMES); SOCIAL DETERMINANTS OF HEALTH (SDOH) "‘"”“‘F‘”mi Glycemic
Management
oal: Cardiorenal Risk Reduction in High-Risk Patients with Type 2 Diabetes (in addition to comprehensive CV risk management oal: evel and Ma ance of Glycemic ani ight Management Goals
Goal: Cardi | Risk Reduction in High-Risk Pati ith Type 2 Diabetes (in additi hensive CV risk )* Goal: Achievement and Mainten. f Glycemic and Weight M t Goal
+ASCVDY +Indicators of high risk +HF +CKD Glycemic Management: Choose Achievement and Maintenance of
Defined differeliltlv across While d_efinitiuns vary, most Current or prior eGFR <60 mL/min per 1.73 m? OR approaches that provide the Weight Management Goals:
 CVOTs but all included comprise 255 years of age symptoms albuminuria {ACR 23.0 mg/mmol efficacy to achieve goals: [ Set individualized weight management goals ]
individuals with established with two or more additional of HF with [30 malgl). These measurements Metformin OR Agent(s) including
CVD (e.g., MI, stroke, any risk factors (including obesity, documented may vary over time; thus, a repeat COMBINATION therapy that provide
revascularization procedure). hypertension, smoking, HFrEF or HFpEF measure is required to document CKD. adequate EFFICACY to achieve General lifestyle advice: Intensive evidence-
Variably included: conditions dyslipidemia, or albuminuria) and maintain treatment goals medical nutrition based structured
such as transient ischemic 9 therapy/eating patterns/ weight management
attack, unstable angina, Consider avoidance of hypoglycemia a physical activity program
amputation, symptomatic +CKD (on maximally tolerated dose priority in high-risk individuals
o of ACEi/ARB, -
o ] : Considor medication | | Conidr metabolc 2023 D b t
arte Isease. F
‘ SGLT2iY PREFERABLY In general, higher efficacy approaches for weight loss surgery I a e e S
i ! , - . have greater likelihood of achieving
with proven SGLT2i® with primary evidence of " . L ) 3 B
HE benefit reducing CKD progression glycemic goals When choosing glucose-lowering therapies:
+ASCVD/Indicators of High Risk in thi . i Efficacy for glucose lowering Consider regimen with high-to-very-high dual a. n a. e I I I e n
In this Use S6LT2i in people with an eGFR . : .
population =20 mL/min per 1.73 m%; once initiated Very High: glucose and weight efficacy .
-1 RA¥ wi it wi should be continued until initiation ulaglutide (high dose),
GLP-1 RA* with proven SGLT2i¢ with proven hould be continued until initiati Dulaglutide (high dose)
CVD benefit CVD benefit of dialysis or transplantation Semaglutide, Tirzepatide . g O r I m
I OR = =~ - 7 Insulin Efficacy for weight loss
ST ot e o e Cominaton . Coninaton by
IF ATC above target Injectable (GLP-1 RA/Insulin) Semaglutide, Tirzepatide p a e
High: High:
If A1C above target, for patients on GLP-1 RA (not listed above), Metformin, Dulaglutide, Liraglutide
e S6LT2i, Sulfonylurea, TZD
. . . L S6LT2i, consider incorporating a 1, oulfonylurea, Intermediate:
+ For patients on a GLP-1 RA, consider adding SGLT2i with 6LP-1 RA or vice versa i dite: 6LP-1 RA (not listed above), SGLTZi
proven CVD benefit or vice versa L DPP-Gi N X
. TI0A eutral:
l DPP-4i, Metformin
v 4
[ If additional cardiorenal risk reduction or glycemic lowering needed If ATC above target ]

Identify barriers to goals:

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

* 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;t A strong
recommendation is warranted for people with CVD and a weaker recommendation for those with indicatars of high CV risk. Moreover, 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 T2D with established/high risk of CVD;

# For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, MI, stroke, and renal endpoints in individuals with T2D with established/high risk of CVD.

Project
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T2DM Medication Management

Glycemic
Management

Weight change? Y effects Henal ffects Oral/sa | Cost | Clinical considerati
it chang Effect on MACE HF Progression of DKD Dosing/use considerations* o CRTSTERTEIANS
Neutral (potential | Potential Neutral Neutral «  Contraindicated with eGFR <30 mL/min | Oral Low 6l side effects common; to mitigate Gl side effects, consider slow dose titration, extended
for modest loss) | benefit per 1.73 m? release formulations, and administration with food
Potential for vitamin B12 deficiency; monitor at regular intervals
SGLT2 inhibitors Loss Benefit: Benefit: Benefit: «  See labels for renal dose considerations | Oral High DKA risk, rare in T2DM: discontinue, evaluate, and treat promptly if suspected; be aware of
to high (intermediate) canagliflozin, canagliflozin, | canagliflozin, of individual agents predisposing risk factors and clinical presentation (including euglycemic DKA); discontinue
empagliflozin dapagliflozin, | dapagliflozin, «  Glucose-lowering effect is lower for before scheduled surgery (e.g., 34 days), during critical illness, or during prolonged fasting to
empagliflozin, | empagliflozin SGLT2 inhibitors at lower eGFR mitigate potential risk
ertugliflozin Increased risk of genital mycotic infections
Necrotizing fasciitis of the perineum (Fournier gangrene), rare reports: institute prompt
treatment if suspected
Attention fo volume status, blood pressure; adjust other volume-contracting agents as applicable
Loss Benefit: Neutral Benefit for renal «  See labels for renal dose considerations | S0; oral High Risk of thyroid C-cell tumors in rodents; human relevance not determined (liraglutide,
(intermediate to | dulaglutide, endpoints in CVOTs, of individual agents (semaglutide) dulaglutide, exenatide extended release, semaglutide)
very high) liraglutide, driven by albuminuria | =  No dose adjustment for dulaglutide, Counsel patients on potential for Gl side effects and their typically temporary nature; provide
semaglutide outcomes: liraglutide, semaglutide guidance on dietary modifications to mitigate Gl side effects (reduction in meal size, mindful
(SQ) dulaglutide, «  Monitor renal function when initiating or eating practices [e.g., stop eating once fulll, decreasing intake of high-fat or spicy food);
Neutral: liraglutide, escalating doses in patients with renal consider slower dose titration for patients experiencing Gl challenges
exenatide semaglutide (S0) impairment reporting severe adverse Pancreatitis has been reported in clinical trials but causality has not been established.
once weekly, Gl reactions Discontinue if pancreatitis is suspected
lixisenatide Evaluate for gallbladder disease if cholelithiasis or cholecystitis is suspected
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T2DM Medication Management

Glycemic
Management

Hypogly- . CV effects Renal effects » L
Efficacy' . Weight change’ Oral/SQ Cost | Clinical considerations
comia Effect on MACE HF Progression of DKD Dosingluse considerations*
DPP-4 inhibitors Intermediate | No Neutral Neutral Neutral Neutral Renal dose adjustment required Oral High +  Pancreatitis has been reported in clinical trials but causality has not been established.
(potential risk, (sitagliptin, saxagliptin, alogliptin); can Discontinue if pancreatitis is suspected
saxagliptin) be used in renal impairment +  Joint pain
No dose adjustment required for *  Bullous pemphigoid (postmarketing): discontinue if suspected
linagliptin
Thiazolidinediones Gain Potential benefit: | Increased risk | Neutral No dose adjustment required Oral Low = Congestive HF (pioglitazone, rosiglitazone)
pioglitazone Generally not recommended in renal *  Fluid retention (edema; heart failure)
impairment due to potential for fluid = Benefit in NASH
retention *  Risk of bone fractures
+  Weight gain: consider lower doses to mitigate weight gain and edema
Sulfonylureas Gain Neutral Neutral Neutral Glyburide: generally not recommended | Oral Low +  FDA Special Warning on increased risk of CV mortality based on studies of an older sulfonylurea
(2nd generation) in chronic kidney disease (tolbutamide); glimepiride shown to be CV safe (see text)
Glipizide and glimepiride: initiate *  Use with caution in persons at risk for hypoglycemia
conservatively to avoid hypoglycemia
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Blood Pressure Management i

2 In patients with diabetes and hypertension (BP >130/80),
antihypertensive treatment should be initiated with a treatment goal of

<130/80.

o Diuretics
o Calcium channel blockers
o ACE inhibitors or ARBs

1 Consider ACE Inhibitor or ARB in patients with diabetes and
hypertension in the presence of alouminuria.
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Lipid

Lipid Management =

2 Primary Prevention W
1 For people with diabetes AND aged 40—75 AND at higher cardiovascular risk,

Including those with one or more atherosclerotic cardiovascular disease risk

factors, recommend a HIGH intensity statin therapy and to target an LDL
cholesterol goal < 70
1 2022 Recommendations — stated ““In patients with diabetes at higher risk, especially those
with multiple atherosclerotic cardiovascular disease risk factors or aged 5070 years, it
IS reasonable to use high intensity statin therapy”’
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Lipid Management (cont.) i
dPrimary Prevention W

2 In adults with diabetes AND > 75 years AND already on statin therapy, it is
reasonable to continue statin treatment.

2 In adults with diabetes AND >75 years AND NOT already on statin therapy,
It may be reasonable to initiate MODERATE-intensity statin therapy after
discussion of potential benefits and risks

12022 Recommendations — listed as Secondary Prevention Recommendations and
moderate statin intensity was not specifically mentioned

American Diabetes Association Professional Practice Committee; Standards of Medical Care in Diabetes—2022. Diabetes Care 1 January 2022; 45. Frocet
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Lipid Management (cont.) i
dSecondary Prevention W

For people with diabetes and atherosclerotic cardiovascular disease, treatment
with HIGH intensity statin therapy is recommended to target an LDL
cholesterol goal of < 55

WEI-—*HEA[]> American Diabetes Association Professional Practice Committee; Standards of Medical Care in Diabetes—2023. Diabetes Care 1 January 2023; 46. ECHO



Agents with Cardiovascular
and Kidney Benefit

Patient is =18 years old with T2D and has =1 of the following:
ASCVD*, HF, DKDT, at high risk for ASCVD.#5

Address concurrently.

L 4 h 4

Optimize guideline-directed Recommend starting SGLT2 inhibitor or
medical therapy for prevention GLP-1RA with proven CV benefit
(lifestyle, blood pressure, lipids, depending on patient-specific factors
glucose, antiplatelet). and comorbidities.!

!

Discuss patient-clinician preferences
EE and priorities. ——

| | |

No additional action] [ SGLT2 inhibitor ] l GLP-1RA selected.

taken at this time. selected.
| |

Reassess and consider
the addition of the
alternative class, if

benefits outweigh risks.
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