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What’s New? — The Highlights U

Identifying populations at risk for diabetes
Updates in cardio-renal risk reduction
Increased emphasis on weight management
Care pathways for MASLD/MASH

Care of special populations (older adults)

IED RESEARCH

Standards of Care 1 DiabetesCare
in Diabetes—2026

‘are)) sejaqelq

Intended to provide clinicians,
patients, researchers, payers, and

other interested individuals with the
components of diabetes care,
general treatment goals, and tools
to evaluate the quality of care.

Standards of Care
in Diabetes—2026

American
Diabetes
. Association.

American
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— Table 2.5—Criteria for screening for diabetes or prediabetes in asymptomatic I
adults

1. Testing should be considered in adults with overweight or obesity (BMI >25 kg/m? or
>23 kg/m’ in individuals of Asian ancestry) who have one or more of the following risk
factors:

* First-degree relative with diabetes
* High-risk race, ethnicity, and ancestry (e.g., African American, Latino, Native American,

S c ree n i n g fo r Asian American)
- History of cardiovascular disease
P red Ia betes Hypertension (>130/80 mmHg or on therapy for hypertension)
and Diabetes

HDL cholesterol level <35 mg/dL (<0.9 mmol/L) and/or triglyceride level >250 mg/dL
(>2.8 mmol/L)

Individuals with polycystic ovary syndrome

Physical inactivity

Other clinical conditions associated with insulin resistance (e.g., severe obesity,
acanthosis nigricans, metabolic dysfunction-associated steatotic liver disease)

2. People with prediabetes (A1C >5.7% [>39 mmol/mol], IGT, or IFG) should be tested
yearly.

3. People who were diagnosed with GDM should have testing at least every 1-3 years.

4. For all other people, testing should begin at age 35 years.

¥

If results are normal, testing should be repeated at a minimum of 3-year intervals, with
consideration of more frequent testing depending on initial results and risk status.

6. Individuals in other high-risk groups (e.g., people with HIV, exposure to high-risk medicines,

Standards of Medical Care in Diabetes—2026. evidence of periodontal disease, history of pancreatitis) should also be closely monitored.

American Diabetes Association. Diabetes Care
2026 Jan; Volume 49, Issue Supplement 1

GDM, gestational diabetes mellitus; IFG, impaired fasting glucose; IGT, impaired glucose tolerance.

‘Diabetes Induced by Systemic Anti-Cancer Therapy U

* People starting cancer treatment with immune checkpoint
inhibitors (ICl), including anti-PD-1 or anti-PDL-1 therapy (e.g.,
nivolumab, pembrolizumab, avelumab), Phosphatidylinositol 3-
kinase a (PI3Ka) inhibitors (e.g., alpelisib, inavolisib), or
mammalian target of rapamycin (mTOR) inhibitors (e.g.,
everolimus), should be educated regarding risks, symptoms, and
signs of hyperglycemia and hyperglycemic crises.

Standards of Medical Care in Diabetes—2026. American Diabetes Association. Diabetes Care 2026 Jan; Volume 49, Issue Supplement 1

Jennifer Green, MD
Updates in Diabetes Management: Improving Outcomes



Essentials in Primary Care Winter Conference Wednesday, February 11, 2026

Diabetes Induced by Systemic Anti-Cancer Therapy v

* Immune checkpoint inhibitors (ICls), which induce immune
system responses against cancer, can in rare cases trigger an
autoimmune response that destroys pancreatic beta cells, leading
to a type 1-like diabetes often presenting with DKA.

* Phosphatidylinositol 3-kinase a (PI3Ka) inhibitors and
mammalian target of rapamycin (mTOR) inhibitors can cause
significant insulin resistance and hyperglycemia.

» Guidance regarding symptom, glucose, and/or HbA1c monitoring
have been established for users of these medication classes

Standards of Medical Care in Diabetes—2026. American Diabetes Association. Diabetes Care 2026 Jan; Volume 49, Issue Supplement 1

Pancreatic Diabetes LU

Pancreatic Diabetes or Diabetes in the Context of the Exocrine
Pancreas

« Screen people for diabetes within 3—6 months following an episode
of acute pancreatitis and annually thereafter.

» Screening for diabetes is recommended annually for people with
chronic pancreatitis.

Standards of Medical Care in Diabetes—2026. American Diabetes Association. Diabetes Care 2026 Jan; Volume 49, Issue Supplement 1
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Post-transplantation Diabetes Mellitus LU

 After organ transplantation, screening for hyperglycemia should
be done. A formal diagnosis of post-transplantation diabetes
mellitus (PTDM) is best made once the individual is stable on an
immunosuppressive plan and in the absence of an acute infection.

* The OGTT is the preferred test to make a diagnosis of PTDM.
* Immunosuppressive plans shown to provide the best outcomes

for individuals and graft survival should be used, irrespective of
PTDM risk.

Standards of Medical Care in Diabetes—2026. American Diabetes Association. Diabetes Care 2026 Jan; Volume 49, Issue Supplement 1

New Recommendations to Screen for
Asymptomatic Heart Failure and Peripheral
Vascular Disease
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Cardiovascular Disease — Screening

= [n asymptomatic individuals, routine screening for coronary artery disease is
not recommended

= Adults with diabetes are at increased risk for the development of
asymptomatic cardiac structural or functional abnormalities (stage B heart
failure) or symptomatic (stage C) heart failure. Consider screening adults
with diabetes by measuring a natriuretic peptide (B-type natriuretic peptide
[BNP] or N-terminal pro-BNP [NT-proBNP]) to facilitate prevention of stage C
heart failure.

= In asymptomatic individuals with diabetes and abnormal natriuretic peptide
levels, echocardiography is recommended to identify stage B heart failure.

American
Diabetes
) ) . . Association.
Standards of Medical Care in Diabetes—2026. American Diabetes Association. Diabetes Care 2026 Jan; Volume 49, Issue Supplement 1
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Cardiovascular Disease — Screening

= In asymptomatic individuals with diabetes and age 265 years,
microvascular disease in any location, or foot complications or any
end-organ damage from diabetes, screening for PAD with ankle-
brachial index testing is recommended if a PAD diagnosis would
change management.

American

Diabetes,

Association.
Standards of Medical Care in Diabetes—2026. American Diabetes Association. Diabetes Care 2026 Jan; Volume 49, Issue Supplement 1
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Updates in Cardio-kidney-metabolic Risk Reduction

13

REDUCTION IN DIABETES COMPLICATIONS

e o Tae? Toae?

Agents with
Glycemic Blood pressure Lipid cardiovascular
management management management and kidney
benefit

F | & | &) 4

1 LIFESTYLE MODIFICATION
AND DIABETES EDUCATION

| Figure 10.1—Multifactorial approach to reduction in risk of diabetes complications.

Figure 10.1 Cardiovascular Disease and Risk Management: Standards of Care in Diabetes - 2026 Diabetes Care 2026;49(Suppl. 1):5216-S245
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Recommendations for the treatment of confirmed
hypertension in nonpregnant people with diabetes @
>

Initial BP 2130/80 and <150/90 mmHg ’ [ Initial BP 2150/90 mmHg
‘ Start one agent Lifestyle management Start two agents
Albuminuria or CAD* Albuminuria or CAD*
Start ACEi or ARB or . Start two drugs from Start ACEi or ARB and
CCB" or diuretict Start ACEi or ARB ACEi or ARB, CCB' or diuretic* CCB or diuretict

American

Figure 10.2 A Dinbeies
- Association.

Cardiovascular Disease and Risk Management:
Standards of Care in Diabetes - 2026 Diabetes Care 2026;49(Suppl. 1):S216-S245

15

Lipid Management for Primary Prevention of ASCVD

Consider statin therapy
if there are additional
ASCVD risk factors.*

Use moderate-intensity statin
therapy in those without
ASCVD risk factors.*

> Use bempedoic acid for those
who are statin intolerant.

T

It may be reasonable to add
ezetimibe or anti-PCSK9 therapy
with proven cardiovascular benefit
to maximum tolerated statin therapy
if LDL goal is not achieved.

Use a high-intensity statinin
those with =1 ASCVD risk factor,* ’
with an LDL cholesterol goal
of <70 mg/dL (<1.8 mmol/L).

Continue current statin

In people >75 therapy or consider initiating a
years of age moderate-intensity statin after
weighing benefits and risks.

Figure 10.3—Recommendations for primary prevention of atherosclerotic cardiovascular disease (ASCVD) in people with diabetes using cholesterol-lower-
ing therapy. *ASCVD risk factors include older age, hypertension, dyslipidemia, smoking, chronic kidney disease, or obesity. Adapted from “Standards of
Care in Diabetes—2024 Abridged for Primary Care Professionals” (315).

American
Figure 10.3 A Resscition
Cardiovascular Disease and Risk Management: . atan:
Standards of Care in Diabetes - 2026 Diabetes Care 2026;49(Suppl. 1):S216-S245
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Lipid Management for Secondary Prevention of ASCVD

Use lifestyle and high-intensity
statin therapy to reduce LDL
cholesterol by 250% from
baseline to a goal of <55 mg/dL

|

Add ezetimibe or anti-PCSK9
therapy with proven
cardiovascular benefit if LDL
cholesterol goals are not
met on maximum tolerated

—

Use an alternative lipid-lowering treatment for those
who are statin intolerant:

«  PCSK9 monoclonal antibody with
proven cardiovascular benefit
+ Bempedoic acid

(<1.4 mmol/L).

statin therapy.

+  PCSK9 inhibition with siRNA inclisiran

Figure 10.4—Recommendations for secondary prevention of atherosclerotic cardiovascular disease (ASCVD) in people with diabetes using cholesterol-low-
ering therapy. Adapted from “Standards of Care in Diabetes— 2024 Abridged for Primary Care Professionals” (315).

. American
Figure 10.4 Diabetes
. . . - Association.
Cardiovascular Disease and Risk Management:
Standards of Care in Diabetes - 2026 Diabetes Care 2026;49(Suppl. 1):S216-S245
Use of glucose-lowering medications in the management of type 2 diabetes
(For recommendations for specific conditions, including non-glucose-lowering medications, refer to pertinent sections)
Healthy lifestyle behaviors; diabetes self-management
education and support; social determinants of health
Goal: cardiovascular and kidney risk reduction*
+Indicators of
l +ASCVD" ] l high OV risk ] [ +HF ] R ;?;‘3“ o +Weight +Achievement and maintenance
<60 mLjmin/1 73 m? or albuminura i
(ACR 3.0 mo/mmol [30 mg/gl} Repast management of glycemic goals
l l measurement is required to confimm CKD l l
+ASCVDfindicators of high CVD risk* SGLTZFwah proven
HF benefitin current Efficacy Metformin or other agent (including
GLP-1RA* SGLT2# with or prior symptom s for weight ‘com bination ther apy) that provides.
with proven provenCVD of HFEF of HFpEF +CKD (on maximally tolerated loss ‘adequate efficacy to achieve and
CVD benefit benefit dose of ACEior ARB) maintain glycemic treatment goals.
Prioritize avoidance of hypoglycemia
SGLT2i* with primary evidence in high risk individuals.
of reducing CKD progression
- - « SGLT2i can be startad with
eGFR 220 miL fmin/1.73 m?
SGLT 2 andjor either » Glucosa-lowering efficacy is reduced
‘dual GIP/GLP-1 RA with eGFR <45 mLimin/1.73 m*
or GLP-1RA with
proven benefitin
symptomatic HFpEF
+ Forindividuals ona GLP-1 RA, consider adding and obesity
SGLT2i with proven CVD benefit or vica varsa GLP-1RA*with proven CKD benefit
+ Roglitazone®
W glycemia is above goal, for individuals
‘on SGLT2|, consider incorporating
a GLP-1 RA or vice versa
American
Diabetes,
- Association:

18

Figure 9.4 Pharmacologic Approaches to Glycemic Treatment: Standards of Care in Diabetes - 2026. Diabetes Care 2026;49(Suppl. 1):5183-215
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Use of glucose-lowering medications in the management of type 2 diabetes

(For recommendations for specific conditions, including non-glucose-lowering medications, refer to pertinent sections)

Healthy lifestyle behaviors; diabetes self-management
education and support; social determinants of health

Goal: cardiovascular and kidney risk reduction*

.
[ +ASCVD J [ high CVD risk

+Indicators of ] [

] +CKD

I !

+ASCVD/indicators of high CVD risk*
GLP-1RA* SGLT2it with
with proven proven CVD
'CVD benefit benefit
h 4 -+

SGLT2i* with proven
HF benefitin current
o prior symptom s
‘of HFEF or HFpEF

dose of ACEior ARB)

SGLT2i with proven CVD benefit or vice versa

+ Forindividuals ona GLP-1 RA, consider adding
+ Pogitazone®

SCLTZ andjor either
dual GIP/GLP-1 RA
ar GLP-1RA with
proven benefitin
symptomatic HFpEF
‘and abasity

SGLT2i with primary evidence
of reducing CKD progression
- SGLTZ can be started with
€GFR 220 mL/min/1.73 m*

with eGFR <45 mLjmin/1.73 m

GLP

&GFR <60 mLimin/1 73 m* or allurminuria
(ACR 22.0 mg/mmol [30 mg/gl). Repeat
measurement is required ko confimm CKD

N

+CKD (on maximally tolerated

« Glucose-lowering efficacy is reduced

ith proven CKD benefit

+Weight
management

+Achievement and maintenance
of glycemic goals

I

2 GLP-1 RA or vice versa

f glycermia is above goa, for individuals
‘0N SGLTZ, cansider incorporating

Metformin or other agent (including

‘combination therapy) that provides

adequate efficacy to achieve and

aintain glycermic treatment godls.

Priciitize avoidanc e of hypoglycemia
in high risk individuals

Efficacy for glucose lowering

American
Diabetes
-~ Association.
Figure 9.4 Pharmacologic Approaches to Glycemic Treatment: Standards of Care in Diabetes - 2026. Diabetes Care 2026;49(Suppl. 1):5183-215
Prevention of ASCVD!' in people with type 2 diabetes
[ Does the individual have established ASCVD? ]
High-intensity statin®
GLP-1RA Is the individual at high ASCVD risk?>*
SGLT2i

Does the individual have ASCVD in

at least two vascular beds, or one

vascular bed and is >65 years old?

High-irtensity statin® Moderate- or high-intensity
SGLT2i statin®
]
Consider aspirin 81 mg daily AND
rivaroxaban 2.5 mg twice daily
in individuals who do not need Aspirin 81 mg once daily OR
i d ion or dual i 75 mg once daily
antiplatelet therapy and do not
have another contraindication®
American
Diabetes,
~ Agsociation.

Figure 10.6
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Cardiovascular Disease and Risk Management:
Standards of Care in Diabetes - 2026 Diabetes Care 2026;49(Suppl. 1):S216-S245
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Use of glucose-lowering medications in the management of type 2 diabetes

(For recommendations for specific conditions, including non-glucose-lowering medications, refer to pertinent sections)

Healthy lifestyle behaviors; diabetes self-management
education and support; social determinants of health

Goal: cardiovascular and kidney risk reduction*

+Achievement and maintenance

+Weight
of glycemic goals

+Indicators of ]
management

+CKD
high CVD risk

@GFR <60 mL{min/1.73 m" or albuminuria

,_.
+
-
-

[ +ASCVD? ] [
(ACR 22.0 mg/mmol [30 mg/gl). Repeat

l l l measurementis raquired to canfirm CKD
+ASCVD/indicators of high CVD risk* SOLT it prosen l l
HF benefitin current Efficacy Metformin or other agent (including
for weight combination therapy) that provides

GLP-TRA® SGLT2t with ar prior symptom's
with proven provenCVD of HFEF o HFpEF +CKD (on maximally tolerated loss adequate efficacy to achieve and
CVD benefit benefit dose of ACEior ARB) maintain glycemic treatment goais.
very high: Prioritize avoidanc e of hypoglycemia
SGLT2# with primary evidence ‘Semaglutide, in high risk individuals
of reducing CKD progression tirzepatide
« SGLTZ can be started with
h 4 - High:
&GFR 220 mL fmin/1.73 m*
SGLT 2 andlor either « Glucose-owering efficacy is reduced N —
dual GIP/GLP-1 RA with eGFR <45 mLimin/1.73 m? liraghutide Efficacy for glucose lowering
or GLP-1RA with
proven benefitin Intermediate: Very high:
symptomatic HFpEF GLP-1 RA (nat (igh dose),
« Forindividuals ona GLP-1RA, conskder adding ‘and abasity " . isted above), %.‘-
SGLT with proven CVD benefit or vice versa GLP-1RA*with proven CKD benefit SGLT2 Gombirtation oral) corboaBon
+ Pogltazone® ) . injectatle (GLP-1RA and insulin)

f glycermia is above goa, for individuals
‘0N SGLTZ, cansider incorporating
2 GLP-1 RA or vice versa
DPP-4i

| —Ii a American
Diabetes
- Association.

Figure 9.4 Pharmacologic Approaches to Glycemic Treatment: Standards of Care in Diabetes - 2026. Diabetes Care 2026;49(Suppl. 1):S183-215

Metfommin,
DPP-ai

High:
GLP-1RA fnot listed above), metformin,
SGLTZ,

Intermediate:

21

Phase 3 STEP-HFpEF DM Study: Semaglutide in Patients
with Obesity-Related HFpEF and T2DM'

N = 616 patients with HFpEF, BMI 230 kg/m?, and T2DM randomized to semaglutide 2.4 mg QW (n = 310) or
placebo (n = 306) for 52 weeks

+ Median KCCQ-CSS: 59.4 points; median BMI 37 kg/m? (64% with BMI 235 kg/m?); median A1C 6.8%

*  85% had HTN; 39% had AF; 24% had CAD

*  Median NT-proBNP 493 pg/mL; median CRP 3.5 mg/L; median LVEF 56%; NYHA Class II: 71%

» Dual primary endpoints: change from baseline in KCCQ-CSS and change in body weight

Change From Baseline in KCCQ-CSS Change From Baseline in Body Weight

SEMA | PBO SEMA | PBO
Mean A KCCQ-CSS, points 13.7 6.4 Mean A body weight, % -9.8 -3.4
Est. difference, points 7.3 Est. difference, % -6.4
95% ClI 41t010.4 95% Cl -7.6t0-5.2
P <.001 P <.001

Semaglutide reduced A1C, despite well-controlled glycemia at baseline,

without an increase in clinically significant hypoglycemia

1. Kosiborod MN et al. N Engl J Med. 2024;390:1394-1407.

22
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Tirzepatide in HFpEF U

e NEW ENGLAN D
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JANUARY 30, 2025 VOL. 392 NO.S5

Tirzepatide for Heart Failure with Preserved Ejection Fraction
and Obesity

Milton Packer, M.D., Michael R. Zile, M.D., Christopher M. Kramer, M.D., Seth . Baum, M.D., Sheldon E. Litwin, M.D.,
Venu Menon, M.D., Junbo Ge, M.D., Govinda J. Weerakkody, Ph.D., Yang Ou, Ph.D., Mathijs C. Bunck, M.D.,
Karla C. Hurt, B.S.N., Masahiro Murakami, M.D., and Barry A. Borlaug, M.D., for the SUMMIT Trial Study Group*

*About 48% of participants had T2D

23

Tirzepatide in HFpEF U

1009 209 yazard ratio, 0.62 (95% Cl, 0.41-0.95)
90+ P=0.026 Placebo
= 15
& 80
L
§ 709 19 Tirzepatide
© 604
v
£ 504 5
S w0
—‘a 307 0\ T T T T T T T T T T T T T T T T 1
. 0 8 16 24 32 40 43 56 64 72 80 88 096 104 112 120 123 136
5 20 ——
10 e
0 T T T T T T T T T T T

T T T T T 1
0 8 16 24 32 40 48 56 64 72 80 88 96 104 112 120 128 136
Weeks since Randomization

No. at Risk
Placebo 367 361 349 339 332 328 318 268 259 240 219 215 195 165 145 94 73 45
Tirzepatide 364 359 349 344 340 3383 333 284 275 251 228 220 196 167 146 105 82 46

Figure 1. Composite of Death from Cardiovascular Causes or a Worsening Heart-Failure Event.

Shown is the cumulative incidence of death from cardiovascular causes or a worsening heart-failure event (the com-
posite primary end point), assessed in a time-to-first-event analysis, among 364 patients who received tirzepatide
and 367 patients who received placebo. The inset shows the same data on an expanded y axis.

N Engl J Med 2025;392:427-437 DOI: 10.1056/NEJMoa2410027
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—

Symptomatic HF

[ Is TTE available? ]

Consider screening with
BNP/NT-proBNP

v

HF prevention strategies

* SGLT2i

* GLP-1RA®

e |f CKD present, consider
nsMRA? SGLT1/2i

HFrEF GDMT

Refer to cardiology
SGLT2i" or SGLT1/2i* with
demonstrated benefit
ARNI or ACEi/ARB if ARNI
not tolerated

B-Blocker with
demonstrated benefit
MRAS with demonstrated
benefit

HFmrEF/HFpEF GDMT
Refer to cardiology
* SGLT2i" or SGLT1/2i* with
demonstrated benefit
If obesity, GLP-1 RA or
dual GIP/GLP-1 RA with
demonstrated benefit
ACEi or ARB if hypertension,
prior Ml or CKD
* nsMRA®

—

EF =40% ] [ EF >40% J

1 1

Is BNP 2 50 pg/mL or
NT-proBNP = 125 pg/mL?

* Referto

v ACEi or ARB if
cardiology HTN or CKD
= p-Blocker with
benefit
* ACEior ARB

1

If CKD present,

consider Consider
o SGLT2i'or echocardiogram
SGLT1/2i* with
demonstrated
benefit
* nsMRA*
. American
Figure 10.5 Diabetes
. . . - Association.
Cardiovascular Disease and Risk Management:
Standards of Care in Diabetes - 2026 Diabetes Care 2026;49(Suppl. 1):S216-S245
Use of glucose-lowering medications in the management of type 2 diabetes
(For recommendations for specific conditions, including non-glucose-lowering medications, refer to pertinent sections)
Healthy lifestyle behaviors; diabetes self-management
education and support; social determinants of health
Goal: cardiovascular and kidney risk reduction*
+Indicators of
[ +ASCVD? J [ high CVD risk ] [ +HF J— ;?;(BD » +Weight | | +Achievement and maintenance
<60 mLjmin/1 73 m? or albuminura "
(ACR 3.0 mo/mmol [30 mg/gl} Repast management of glycemic goals
l l l measurement is required to confimm CKD
. ! !
e SGLT2#* with proven
HF benefitin curent Metformin or other agent (induding
GLP-1RA* SGLT2# with o prior symptom s combination ther apy) that provides.
with proven provenCVD of HFFEF or HFpEF +CKD (on maximally tolerated adequate efficacy to achieve and
CVD benefit benefit dose of ACEior ARB) maintain glycemic treatment goals.
Prioritize avoidance of hypoglycemia
SGLT2i* with primary evidence in high risk individuals.
of reducing CKD progression
- - + SGLT2i can be started with
eGFR 220 miL fmin/1.73 m?
SGLT 2 andjor either » Glucosa-lowering efficacy is reduced
‘dual GIP/GLP-1 RA with eGFR <45 mLimin/1.73 m*
or GLP-1RA with
proven benefitin
symptomatic HFpEF
+ Forindividuals ona GLP-1 RA, consider adding and obesity
SGLT2i with proven CVD benefit or vica varsa GLP-1RA*with proven CKD benefit
+ Roglitazone®
W glycemia is above goal, for individuals
‘on SGLT2|, consider incorporating
a GLP-1 RA or vice versa
American
Diabetes,
- Association:
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Figure 9.4 Pharmacologic Approaches to Glycemic Treatment: Standards of Care in Diabetes - 2026. Diabetes Care 2026;49(Suppl. 1):5183-215
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FLOW Study of Semaglutide in T2D with CKD W

Methods {gﬁ
Participants: Randomisation 1:1
 Adults with T2D l
" 1.0 mg semaglutide s.c. OW +
B i | O
UACR >300 to <5000 mg/g OR AL { 12D and CKB Stendars ofcare
* eGFR 225 ta <50 ml/min/1.73 m? and N=3534 1.0 mg placebo s.c. OW +
UACR >100 o <5000 mg/g K23 Rg g 12D and CKD standard-of-care
Composite primary endpoint: W-3 W0 W4 We EQT
Time to first occurrence of:
* Kidney failure (persistent eGFR <15 ml/ : T . T - . T J
min,/1.73 m? or initiation of CKRT); Screening Trealment period Follow-up
* Persistent 250% reduction in eGFR; or (up to 3 weeks] {5 weeks)
* Death from kidney or CV causes Event-driven frial with expected duration of approximately 5 years
Baseline characteristics
68.2% at very high risk for CKD progression Advanced type 2 diabetes: 15.5%
according to KDIGO categorisation, eGFR of Mean age 66.6 years e c;eivin -
[ 47.0 (15} ml /min/1.73 m% median UACR of Mean diabetes duration 17.4 years SGLT-2is
! 568 (range: 2-11 852} mg/g Mean HbA, 7.8%

CKD, chrosic kidney disease; CKRT, chronic kidney replocement $eropry: CV, comdicvesculor; eGFR, estimated glomensor fikvaticn rate; EOT, end of ireatmes; GLP-1RA, glucagan-ike pepride- 1 recaptor cgosist; HbA, . ghrcosyloted hoemoglobin:
KDIGO, Kidnay Dissass: Improving Glabal Outcamas; OW, anes waably; .., sub SGIT-2), sodim-gl peartar-2 inhibiter; T2, rypa 2 dinbatas; LACR, uring olbumin-a-craasining rote; W, waak.

Nephrol Dial Transplant. 2023 Aug 31;38(9):2041-2051. doi: 10.1093/ndt/gfad009. PMID: 36651820; PMCID: PMC10469096.

27

FLOW Study of Semaglutide in T2D with CKD WU

Semaglutide Placebo Hazard Ratio Estimated Difference
Outcome (N=1767) (N=1766) (95% CI) (95% Cl) PValue
Primary outcome: major kidney disease events — no. (%) 331 (18.7) 410 (23.2) 0.76 (0.66 to 0.88) — 0.0003 ]
Components of primary outcome — no. (%)
Persistent =50% reduction from baseline in eGFR 165 (9.3) 213 (12.1) 0.73 (0.59 to 0.89) — —
Persistent eGFR <15 mlfmin/1.73 m’ 92 (5.2) 110 (6.2) 0.80 (0.61 to 1.06) — —
Initiation of kidney-replacement therapy 87 (4.9) 100 (5.7) 0.84 (0.63 to 1.12) — —
Death from kidney-related causes 5(0.3) 5 (0.3) 0.97 (0.27 to 3.49) — —
Death from cardiovascular causes 123 (7.0) 169 (9.6) 0.71 (0.56 to 0.89) — —
Composite of kidney-specific components of the primary outcome 218 (12.3) 260 (14.7) 0.79 (0.66 to 0.94) — — ]
Confirmatory secondary outcomes
Mean annualrateofchanﬁ\in eGFR—m\fminfl.B m? -2.19 —3.36 — 1.16 (0.86t0 1.47) <0.001
Major cardiovascular events — no. (%6) 212 (12.0) 254 (14.4) 0.82 (0.63 to 0.93) — 0.029 ]
Death from cardiovascular causes 123 (7.0) 169 (9.6) 0.71 (0.56 to 0.89) — —
Nonfatal myocardial infarction 52 (2.9) 64 (3.6) 0.80 (0.55 to 1.15) — —
Nonfatal stroke 63 (3.6) 51 (2.9) 1.22 (0.84 to 1.77) — —
Death from any cause — no. (%) 227 (12.8) 279 (15.8) 0.80 (0.67 to 0.95) — 0.01

median participant follow-up was 3.4 years

N Engl J Med. 2024 May 24. doi: 10.1056/NEJM0a2403347. Online ahead of print. PMID: 38785209
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Which of the Following Patients Should Be Screened Now for
CKD, Including Measurement of Both eGFR and UACR?

A. Anyone with newly diagnosed
Type 1 or Type 2 diabetes

B. Anindividual with newly
diagnosed Type 2 diabetes

C. Anindividual with newly
diagnosed Type 1 diabetes

D. Anindividual diagnosed with
Type 1 diabetes two years ago

(©) CONTINUING EDUCATION COMPANY

Screening and Diagnosis: KDIGO LU

Who and when to screen? How to screen?

Yearly starting 5 years after diagnosis Spot urine ACR

— and
Yearly starting at diagnosis J oGFR
What to do with a positive result? What defines CKD diagnosis?
0 Repeat and confirm: ‘ i Persistent urine ACR =30 mg/g
» Evaluate possible temporary or spurious causes
+ Consider using cystatin C and creatinine to more and/or

precisely estimate GFR

Persistent eGFR <60 mL/min/1.73 m?
* Only persistent abnormalities define CKD ersisient @ <o0 mimin m

and/or

sy Initiate evidence-based treatments Other evidence of kidney damage
.

de Boer |h et al. Diabetes Management in Chronic Kidney Disease: A Consensus Report by the American Diabetes Association (ADA) and Kidney Disease:
Improving Global Outcomes (KDIGO). Diabetes Care. 2022 Oct 3:dci220027. doi: 10.2337/dci22-0027. Epub ahead of print. PMID: 36189689.
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Albuminuria categories
Description and range

Al A2 A3
. . 5 Normal to mildly Moderately Severely

CKD s classified based on: increased increased increased

+ GFR(G)

« Albuminuria (A) <30 mg/g 30-299 mg/g 2300 mg/g

<3 mg/mmol 3-29 mg/mmol 230 mg/mmol

G1 Normal or high 290 sc'llee“ T|'156t Treat aznd refer
G2 Mildly decreased 60-89 SC'TE"' Tr1eat Treat and refer

2
G3a Mildly to moderately decreased 45-59 Tri'at Treat -

2
G3b Moderately to severely decreased 30-44 Tr;at -

- ; Treat and refer eat and refer Treat and refer
G5 Kidney failure <15 a+ a+

Low risk (if no other markers of kidney disease, no CKD) High risk
Moderately increased risk M W Very highrisk

Description and range

GFR categories (mL/min/1.73 m?)

Figure 11.1—Risk of CKD progression, cardiovascular disease risk, and mortality; frequency of visits; and referral to nephrology according to GFR

and albuminuria. The numbers in the boxes are a guide to the frequency of screening or monitoring (number of times per year). Green reflects no

evidence of CKD by estimated GFR or albuminuria, with screening indicated once per year. For monitoring of prevalent CKD, suggested monitoring

varies from once per year (yellow) to four times or more per year (i.e., every 1-3 months [deep red]) according to risks of CKD progression and

CKD complications (e.g., cardiovascular disease, anemia, and hyperparathyroidism). These are general parameters based only on expert opinion

and underlying comorbid conditions, and disease state must be taken into account, as should the likelihood of impacting a change in management

for any individual. CKD, chronic kidney disease; GFR, glomerular filtration rate. Adapted from de Boer etal. (1). American
Figure 11.1 A Diabetes.

B . . . -~ Association.

Chronic Kidney Disease and Risk Management:
Standards of Care in Diabetes — 2026 Diabetes Care 2026;49(Suppl. 1):5246-S260

31

Chronic Kidney Disease and Risk Management

LIFESTYLE (.ﬁﬁ A% .:\(%.]“ﬂ 2

Regular
risk factor
reassessment
(every 3-6

Healthy eating Physical activity Smoking cessation Weight management months)
RAS THERAPY [ RAS inhibitor up to maximally tolerated dose (if albuminuria andfor hypertension)*t ]
SGLT2i** (initiate if eGFR is =20; continue until dialysis or transplant) Dihydropyridine
CCB and/or
FIRST-LINE DRUG diuretic if needed o
THERAPY eErs Moderate- or high-intensity statin
- individualized
I CLAIRE I BP goal
Regular reassessment of
glycemia, albuminuria,
BP, CVD risk, and lipids < < <+
o
Add other glucose- [ nsMRA I
lowering drugs (e.g., o
metformin if eGFR 230), ) 3 Steroidal MRA Ezetimibe,
ADDITIONAL if needed to achieve Add other agents with evidence if needed PCSKgi,or
RISK-BASED indivi i i of CVD and/or kidney benefit per . Antiplatelet agent icosapent ethyl if
| individualized glycemic LrSanil for resistant for clinical ASCVD indi et
THERAPY goal. The addition of a individualized treatment goals and hypertension or clinical indicated base
GLP-1RA or SGLT2i is. preferences (e.g., if on SGLT2i, if eGFR =45 on ASC}/D risk
preferred if not already consider addition of a GLP-1RA and lipids
on the therapy plan*** and/or finerenone to further
mitigate heart and kidney risk)
[ T2D only ] [ Allindividuals (T1D and T2D) ]

*The majerity of participants in SGLT2i, GLP-1RA and nsMRA kidney outcome trials were raceiving background aptimized RAS inhibitor therapy.
**With demonstrated benefit in this population

*+Glucose-lowering efficacy of GLP-1 RAs is preserved at low eGFR; glucose-lowering efficacy of SGLT2i is diminished at lower eGFR. gggreitcan
A es

Figure 11.2 - Association.

Chronic Kidney Disease and Risk Management:

Standards of Care in Diabetes — 2026 Diabetes Care 2026;49 Suiil. 1 i'3246—3260
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Increased Emphasis on Weight Management

33

Use of glucose-lowering medications in the management of type 2 diabetes

(For recommendations for specific conditions, including non-glucese-lowering medications, refer to pertinent sections)

Healthy lifestyle behaviors; diabetes self-management
education and support; social determinants of health

Goal: cardiovascular and kidney risk reduction*

+Indicators of +
l +ASCVD" ] l high OV risk ] [ +HF ] R w‘f;‘: o +Weight +Achievement and maintenance
<BOmL{min/1 73 m? or alburminuria i
(ACR 3.0 mo/mmol [30 mg/gl} Repast management of glycemic goals
l l measurement s required to canfimm CKD. l l
+ASCVD/indicators of high CVD risk* SGLT2F with proven
HF benefitin current Efficacy Metformin or other agent (including
GLP-1RA* SGLT2# with or prior symptom s for weight ‘com bination ther apy) that provides.
with proven provenCVD of HFEF of HFpEF +CKD (on maximally tolerated loss ‘adequate efficacy to achieve and
CVD benefic benefit dose of ACEior ARB) maintain glycemic treatment gols.
Priortize avoidance of hypoglycemia
SGLTZi with primary evidence

in high risk individuals

of reducing CKD progression

+ SGLTZ can be started with

h 4 A4
©GFR =20 miL fmin/1.73 m?
SGLT 2 andjor either = Glucosa-dowering efficacy is reduced
dual GIF/GLP-1 RA with eGFR <45 mLimin/1.73 m?

of GLP-1RA with

praven benefit in

] symptomatic HFpEF
a

besity

SGLT2i with proven CVD benafit or vice varsa

+ Forindividuals ona GLP-1 RA, consider adding
+ Pogitazone”

f giycemia is above goa, for individuals
‘on SGLT2|, consider incarporating
2 GLP-1 RA of vice versa

American
| Diabetes
~ Agsociation.

Figure 9.4 Pharmacologic Approaches to Glycemic Treatment: Standards of Care in Diabetes - 2026. Diabetes Care 2026;49(Suppl. 1):5183-215
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and physical activity) and provision of DSMES, to meet individualized treatment goals

Consider GLP-1 RA or dual GIP and GLP-1 RA in mostindivi prior to il i i If already on GLP-1 RA or dual GIP

INITIATION Initiate appropriate starting dose for agent selected (varies within class) and GLP-1RA, orif these are not
TITRATION Titrate to maintenance dose (varies within class) suli preferred

Use principles in Figure 9.3, including reinforcement of behavioral interventions (weight management @‘
-

Considerations for adding basal il
Choice of basal insulin should be based on person-specific considerations, including cost. Refer to
Table 9.4 for insulin cost information. Consider prescription of glucagon for emergent hypoglycemia.
If not on CGM, consider adding CGM.

L

. American
Figure 9.5 A E‘sghogﬁicn
. i 3

Pharmacologic Approaches to Glycemic Treatment:
Standards of Care in Diabetes - 2026. Diabetes Care 2026;49(Suppl. 1):S183-215
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Metabolic-Associated Steatotic Liver Disease (MASLD)
and Metabolic-Associated Steatohepatitis (MASH)
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Use of glucose-lowering medications in the management of type 2 diabetes

(For recommendations for specific conditions, including non-glucose-lowering medications, refer to pertinent sections)

Healthy lifestyle behaviors; diabetes self-management
education and support; social determinants of health

Goal: cardiovascular and kidney risk reduction*

+Indicators of +
+ASCVD' hioh CVD ek +HF CKD +Weight +Achievement and maintenance
gl s 2GFR <60 mLimin/1.73 m or alburminuria management of glycemic goals
(ACR 23.0 mgimmoi (30 mg/gl). Repeat
measurement is raquired to contirm CKD l l
+ASCVD/indicators of high CVD risk* SOLTZ withpr
HF benefitin current Metformin or other agent (including
GLP-1RA® SGLT2it with or prior symptom s combination therapy) that provides.
with proven provenCVD of HFEF o HFpEF +CKD (on maximally tolerated adequate efficacy to achieve and
'CVD benefit benefit dmndl’A(Elotm) maintain glycemic treatment goals.
Priofitize avoidance of hypoglycemia
SGLT2i# with primary evidence in high risk individuals
of reducing CKD progression
- - + SGLTZi can be started with
— &GFR 220 mL fmin/1.73 m*
SGLT 2 andior either * Glucose-jowering efficacy is reduced
dual GIP/GLP-1 RA with eGFR <45 mLjmin/1.73 m* Efficacy for glucose lowering

ar GLP-1RA with
proven benefitin
symptomatic HFpEF
« Forindividuals ona GLP-1RA, conskder adding ‘and abasity
SGLTZ with proven CVD benefit of vice versa
+ Plogltazone’

GLP ith proven CKD benefit

f glycermia is above goa, for individuals
‘0N SGLTZ, cansider incorporating
2 GLP-1RA or vice versa

American
Diabetes
-~ Association.

Figure 9.4 Pharmacologic Approaches to Glycemic Treatment: Standards of Care in Diabetes - 2026. Diabetes Care 2026;49(Suppl. 1):5183-215
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'
]
i
! ]
h 4 1
1
[ +Mitigating risk of MASLD or MASH ] : « Refer to DSMES to support self-efficacy in achievement of
T H treatmant goal
1 1 = Consider technology (e.g., diagnostic or parsonal CGM) 1o
- 1 identify therapeutic gaps and tailor therapy
: « Identify and address SDOH that affect achievement of
Agents with proven or potential benefit in MASLD or MASH 1 treatment goals
GLP-1 RA, dual GIP and GLP-1RA, piogiitazone, or combination of GLP-1 RA with pioglitazone --!

Use insulin in the setting of decom pensated cirhosis

* Inpeople with HF, CKD, established CWD, or multipla risk factors for CVD, thadecison to use a GLP-1RA or SGLT2i with proven banefit should ba mada imespective of attainmant of gly camic goal.

1t ASCVD: Defined differently across CVOTs butall included individuals with established CVD (e.g., M, stroke, and arterial revascularization procedure) and variably included conditions such as transient
ischemic attack, unstable angina, ion, and s ic or ic coronary artery disease. Indicators of high risk: While definitions vary, most comprise 255 years of age with two or mare
it risk factors obesity, ion, smoking, i inuri;
= Astrong recommeandation is warranted for people with CVD and a weakar recommendation for those with indicators of high risk CVD. Moraover, a higher absalute risk reduction and thus lower num bers neaded
to treat are seen at higher levels of basaline risk and should be factored into the shared decision-making process. See text for details,

# For GLP-1 RAs, CVOTs demonstrate thair efficacy in reducing composite MACE, CV death, all-cause martality, MI, stroke, and kidney and points in individuals with T20 with estabiishad or high risk of CVD. Ona
kidney outcome trial demonstrated benefitin reducing persistent eGFR reduction and CV death for aGLP-1 RA inindividuals with CKD and T2D.

} For SGLT2is, CV and kidney outcomes trials demonstrate theirefficacy in reducing the risks of composite MACE, CV death, all-cause mortality, M|, HHF, and kidney outcomes in individuals with T2D and
‘astablishad or high risk of CVD.

* Low-dose piogiitazone may be better tolerated and similarly effective as higher doses.

American
A Diabetes
Figure 9.4 (continued) Pharmacologic Approaches to Glycemic Treatment: Standards of Care in Diabetes - 2026. Diabetes Care 2026;49(Suppl. 1):5183-215 -~ Association.
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MASLD and MASH- Screening

= Screen adults with T2D or prediabetes, particularly those with obesity or
other cardiometabolic risk factors or established CVD, for risk of MASH-
related cirrhosis using a calculated FIB-4 index, even if they have normal
liver enzymes.

= Adults with T2D or prediabetes with a FIB-4 21.3 should have additional
risk stratification by liver stiffness measurement with transient
elastography, or enhanced liver fibrosis (ELF) test.

= Refer adults with T2D or prediabetes at higher risk for significant liver
fibrosis (i.e., as indicated by FIB-4, liver stiffness measurement, or ELF) to
a liver specialist for further evaluation and management.

American
Comprehensive Medical Evaluation and Assessment of Comorbidities: A,E‘sash;;lfﬁm;
Standards of Care in Diabetes - 2026. Diabetes Care 2026;49(Suppl. 1):S61-S88
39
Diagnostic algorithm for the prevention of cirrhosis in people with
metabolic dysfunction-associated steatotic liver disease (MASLD)
Lower risk
of cirrhosis
Groups with the highest
risk of cirrhosis
Is FIB-4 Is LSM —-“
?
Prediabetes Rule out 21.3? =8.0 kPa?
secondary
causes pf Yes
Obesity steatosis
with =1 CV factors or ™ ALT
d by liver s
*Consider ELF if LSM not (and interprofessional team)
available. Refer to liver Higher risk If FIB-4 « Additional imaging and
specialist if ELF 9.8 of cirrhosis >2.67 biomarker risk stratification
+ Treatment + long-term
follow-up
Figure 4.2—Diagnostic algorithm for risk stratification and the prevention of cirrhosis in individuals with metabolic dysfunction-associated steatotic
liver disease (MASLD). CV, cardiovascular; ELF, enhanced liver fibrosis test; FIB-4, fibrosis-4 index; LSM, liver stiffness measurement, as measured
by vibration-controlled transient elastography. *In the absence of LSM, consider ELF a diagnostic alternative. If ELF >9.8, an individual is at high
risk of metabolic dysfunction-associated steatohepatitis with advanced liver fibrosis (>F3-F4) and should be referred to a liver specialist. American
Figure 4.2 Diabetes
9 . . . o -Association.
Comprehensive Medical Evaluation and Assessment of Comorbidities:
Standards of Care in Diabetes - 2026. Diabetes Care 2026:49(Suppl. 1):561-S88
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Metabolic dysfunction—associated steatotic liver disease (MASLD) treatment algorithm

Individualize care, 0
targeting the
following: QL;)
- Adoptionof a 5
healthy lifestyle vy Hedoags AL
« Weight loss (if indicated) e e
« Optimal diabetes Prefer GLP-1RA, dzflfg'l'f::;‘Gﬁ_
management MASLD ) dual GIPand | LBl S Not indicated
« Cardiovascular withFO-F1 GLP-1RA : SGETZaIZGne'
risk reduction
+ Need for metabolic -
surgery (as recommended Obesity Diabetes MASH
by guidelines) _ | phar apy th
Prefer GLP-1RA,| | Prefer GLP-1RA,
duslGlPand | dual GIP and GLP- | FESTISEROM:
GLP-1RA 1RA, pioglitazone
Obesity Diabetes MASH
phar apy th
As with F2-F3 As with F2-F3
with caution* with caution*

Obesity
pharmacotherapy

Diabetes

( Avoip (@ Avolp

Only use insulin

+Only semaglutide among GLP-1 RAs has been approved by the FDA for treatment of MASH.
* Individualized care and close monitoring needed in compensated cirrhosis given limited safety data available.

Figure 4.3 lic dy ion-; it steatotic liver disease (MASLD) treatment algorithm. FO-F1, no to minimal fibrosis; F2-F3, moderate
fibrosis; F4, cirrhosis; GIP, glucose- il I GLP-1 RA, glucagon-like peptide 1 receptor agonist; MASH, metabolic
y ion-; i itis; SGLT2i, sodium—glucose cotransporter 2 inhibitor.

American
Diabetes
- Association.

Figure 4.3 Comprehensive Medical Evaluation and Assessment of Comorbidities: Standards of Care in Diabetes - 2026. Diabetes Care 2026;49(Suppl. 1):S61-S88
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Diabetes and Older Adults
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Using the 4Ms framework of age-friendly health systems to address
person-specific issues that can affect diabetes management

WHAT MATTERS MOST O
Discussing goals and expectations ﬂé‘“ (
=/

Symptom and disease burden

Meal and treatment preferences

(e.g., injections and glucose monitoring
Risks, burdens, and benefits of treatment
Loneliness, social isolation, and overall
quality of life

Life expectancy

MOBILITY

Foot complications

Functional ability

Frailty and sarcopenia

Gait imbalance and dizziness
Neuropathy

Vision and hearing impairment

| Figure 13.1—Using the 4Ms framework of age-friendly health systems to address person-specific issues that can affect diabetes management.

American
Figure 13.1 A E‘s.ébueéiﬁion
Older Adults: ’ )

Standards of Care in Diabetes - 2026 Diabetes Care 2026;49(Suppl. 1):S277-S296

Assess for difficulty with current
G diabetes treatment plan in older adults
Medical event
Life-altering event G
Change in physical,
cognitive, or mental
health status Investigate red flags, medication
Medication red flags adverse effects, and major
or adverse effects changes in health or function.
Changes in medication
taking-behaviors
Signs of unrecognized -
hypoglycemia
Symptoms of hypergly gly i
goals through shared
decision-making. Involve
care partners.
-
Deintensify, simplify, or modify the
diabetes treatment plan to optimize
safety, minimize polypharmacy, and
target disease-specific benefits.
-
and burdens. Consider 2-week
continuous glucose monitoring
to evaluate glycemic patterns.

. Figure 13.2—Stepwise approach for assessing difficulties in the diabetes treatment plan; reevaluating glycemic goals through shared decision- A'"ggit“ﬂ"
Figure 13.2 making; deintensifying, simplifying, or modifying the treatment plan; and reassessing the safety and burdens of any interventions. Created using Asaodiiion-
Older Adults: recommendations from Munshi et al. (41). - "’
Standards of Care in Diabetes - 2026 Diabetes Care 2026;49(Suppl. 1):S277-S296
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Bone Health in Older Adults with Diabetes

Table 4.4—Diagnostic assessment

Individuals who should receive BMD testing

People aged =65 years

Postmenopausal women and men aged >50 years with history of adult-age fracture or with
diabetes-specific risk factors:
* Frequent hypoglycemic events
¢ Diabetes duration >10 years
* Diabetes medications: insulin, thiazolidinediones, sulfonylureas
* A1C >8%
s Peripheral or autonomic neuropathy, retinopathy, nephropathy
* Frequent falls
* Glucocorticoid use: prednisone at doses >2.5 mg per day for >3 months

Table 4.4 “s égg:’i‘ca"
able 4. =8

A tion.
Comprehensive Medical Evaluation and Assessment of Comorbidities: meoci

Standards of Care in Diabetes - 2026. Diabetes Care 2026;49 Suiil. 1 i:861-888
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SGLT2i: Estimated Impact on Health U

Assessed the Impact of Using SGLT2 Inhibitors in
Australian Patients with T2DM, CKD and/or CVD

$1b government investment over 10 years in SGLT2 inhibitor
treatments would mean fewer deaths, and more cost savings.

e o e i=e ()

-4284 acute -8744 end stage -4148 heart and z
kidney injuries  kidney disease attacks -7450 deaths s $_5b mn
patients cost savings

Every $1 invested returns
almost $5 in benefits to society e 9 e 9 e

https://www.georgeinstitute.org/the-wider-benefits-of-sglt2-inhibitors

47
- L] - - l
Traditional Care Silos in T2DM LU
Primary Care
Obesity
Dietary choices Management of
Physical activity Advanced
Kidney Disease
Dyslipidemia
Glycemic Hypertension Nephrology
control Smoking Thrombo-
cessation prevention
Devices,
intervention
Endocrinology
Cardiology
48
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The Result LU

A New Paradigm Is Needed LU

Reframing Cardio-renal Risk Reduction

M

\  Thrombo-prevention 7
| Lipid lowering Advanced/invasive therapies: u
BP lowering PCl, AICD, CRE \ Agents to JCV risk: O
u¢ SGLT-2i y
GLP-1RA o
Q
Sop v
€ciaLISt c

Nelson et al. Circulation. 2021;144:74—84. DOI: 10.1161/CIRCULATIONAHA.121.053766
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A 66-year-old woman with T2DM, HL and HTN has evidence of chronic
kidney disease (eGFR 55, UACr 80). Her HbA1c is 7.3% on metformin
and a DPP4i. She is on statin therapy and BP is controlled on a regimen
which includes an ACE inhibitor.

What Would You Recommend at This Time?

A. No change in treatment
B. Sulfonylurea

C. SGLT2 inhibitor

D. Pioglitazone

@ CONTINUING EDUCATION COMPANY

Use of glucose-lowering medications in the management of type 2 diabetes

(For recommendations for specific conditions, including non-glucese-lowering medications, refer to pertinent sections)

education and support; social determinants of health

Goal: cardiovascular and kidney risk reduction* F

‘ Healthy lifestyle behaviors; diabetes self-management

+Indicators of
+ASCVD' s - +HF +CKD +Weight +Achievement and maintenance
high CVD risk €GFR <60 mLjmin/1.73 m? or altuminuria management, of glycemic goals
(ACR 23.0 mgjmmol [30 Repeat
l l measurement is required ta confim CKD
+ASCVD/indicators of high CVD risk* SGLT2F with proven l l
HF benefitin current Efficacy Metformin or other agent (including
GLP-1RA* SGLT2# with or prior symptom s for weight ‘com bination ther apy) that provides.
with proven proven CVD of HFEF of HFpEF +CKD (on maximally tolerated loss ‘adequate elficacy to achieve and
CVD benefic benefit dose of ACEior ARB) maintain glycemic treatment gols.
Very high:

Prioitize avoidanceof hypoglycemia
‘Semaglutide, in high risk individuals

CKD prog
+S i st
SGLT 2 andjor either . sa-owering ef ficacy is reduced E:rlm. )
dual GIP/GLP-1 RA with eGFR <45 mLimin/1.73 m* raglutide Efficacy for glucose lowering
or GLP-1RA with
proven benefitin Intermediata:

Very high:
symptomatic HFpEF GLP-1 RA (not (high dose),
+ Forindividuals ona GLP-1 RA, considar adding and abesity isted above), %_
SGLTZi with proven CVD benefit or vica versa GLP-1RA®with proven CKD benefit SGLTA

oral,
+ Bogitazone”
= injectatie (GLP-1RA and insulin)

f glycermia is above gos, for individuals R High:
on SGLT2), consder incorporating 5
2 GLP-1 RA or vice versa ol GLP‘R“M';;';;Z”"“‘ 0y

Intermediate:
DPP-ai

American
Diabetes.
- Agsociation.

Figure 9.4 Pharmacologic Approaches to Glycemic Treatment: Standards of Care in Diabetes - 2026. Diabetes Care 2026;49(Suppl. 1):5183-215
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SGLT-2i: Starting with Other Diabetes Medications

I Is the patient receiving an antidiabetic agent? I

\

Other drugs (metformin,
DPP4i, GLP1 RA, TZD)

HbA1c <8.5%
(< 69 mmol/mol)?

L]

HbA1c > 8.5%
(> 69 mmol/mol)?

Su: Su:

-Reduce dose by -Continue same

50% or stop* daily dose*

Insulin: Insulin:
-Reduce dose by WUnue same
20%"* insulin dose* Start lowest dose SGLT2i and

assess response, make additional
medication adjustments as

*Avoid insulin withdrawal to minimize the risk of euglycemic diabetic ketoacidosis necessary

:(—ﬂ Duke Clinical Research Institute Adapted from Gomez-Peralta F et al. Diabetes Ther. 2017;8:953-62.

The same patient has been started on an SGLT2 inhibitor. At her
follow up appointment, her BP is 108/70 mmHg and she notes
occasional lightheadedness when rising from a seated position.
What Would You Recommend at This Time?

Increased intake of fluids
Discontinue HCTZ
Decrease dose of lisinopril
Discontinue SGLT2 inhibitor

©O0ow?>

(©) CONTINUING EDUCATION COMPANY
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SGLT-2i: If Patient on Diuretic Therapy

l—{ 1) What is the volume status? }—l

Hypervolemia Volume Contraction

+ Continue diuregic and monitor Euvolemia « Stop diuretic and monitor
BP/lytes/Cr/weight, assuming « Initiate SGLT2i when euvolemic
not hypotensive

* Caution with multiple diuretics l

l—{ 2) What s the blood p 2 } l

Hypertensive Normotensive Hypotensive
» Continue diuretic Thiazides * Caution, hold or
therapy and monitor + Continue therapy and monitor BP reduce diuretic and
BP/lytes/Cr/weight Loop diuretics re-institute if required
+ Consider reducing dose by 50%

and monitor BP/weight

- If stable, continue therapy

- If increasing, reinstitute diuresis
- If decreasing, stop diuretic

|| Duke Clinical Research Institute Cherney DZI and Udell JA. Circulation. 2016;134:1915-17.

The 66-year-old woman with T2DM, HL, HTN and CKD is on a medication
regimen which includes an SGLT2i. Her lightheadedness has resolved with
discontinuation of HCTZ, but she now has a GU infection. Her last prior GU

infection was about one year prior to initiation of the SGLT2i.
What Would You Recommend at This Time?

Fluconazole 150 mg single oral dose
Fluconazole 150 mg weekly for six months
Discontinue SGLT2 inhibitor

Change from SGLT2i to GLP-1 RA therapy

Oow?>

@ CONTINUING EDUCATION COMPANY
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Genital Mycotic Infections (GMIs) with SGLT2 Inhibitors
(Pooled 6 Month Data)

¢« Women
* Uncircumcised men
* GMI history

Adapted from http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/EndocrinologicandMetabolicDrugs
AdvisoryCommittee/UCM336236.pdf, www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/Endocrinologicand
MetabolicDrugsAdvisoryCommittee/ucm262996.pdf, www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/
EndocrinologicandMetabolicDrugsAdvisoryCommittee/UCM378076.pdf and https://www.fda.gov/Drugs/DrugSafety/ucm617360.htm. Accessed 215t July, 2015;
Nyirjesy P et al. Curr Med Res Opin. 2014;30(6):1109-19; Kim G et al. American Diabetes Association 73" Scientific Sessions. 21st-25t June 2013. Chicago, IL.
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. . l
Case Discussion U
How Else Might Care Be Optimized for This Patient with
T2DM and Chronic Kidney Disease?
Medications Clinical D.ata .
Metformin 500 mg twice daily Hemoglobin A 7.1%
SGLT2i (4.0%-5.6%) (56 mmol/mol [20-38 mmol/mol])
i i 2
Atorvastatin 20 mg daily Estimated QFR 53 mL/min per 1.73 m
Lisinopril 20 mg daily (>60 mL/min per 1.73 m’)
Total Cholesterol 167 mg/dL
Allergy: Aspirin Triglycerides 117 mg/dL
HDL Cholesterol 46 mg/dL
LDL Cholesterol 98 mg/dL
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Lipid Management for Primary Prevention of ASCVD

Consider statin therapy
if there are additional
ASCVD risk factors.*

Use moderate-intensity statin 3 2
therapy in those without —>| Usi:s?f:sgé naii:?o::: ;:tose
ASCVD risk factors.* )

It may be reasonable to add
ezetimibe or anti-PCSK9 therapy
with proven cardiovascular benefit
to maximum tolerated statin therapy
if LDL goal is not achieved.

Use a high-intensity statinin
those with =1 ASCVD risk factor,*
with an LDL cholesterol goal
of <70 mg/dL (<1.8 mmol/L).

Continue current statin

In people >75 therapy or consider initiating a
years of age moderate-intensity statin after
weighing benefits and risks.

Figure 10.3—Rec ions for primary p! ion of atherosclerotic cardiovascular disease (ASCVD) in people with diabetes using cholesterol-lower-
ing therapy. *ASCVD risk factors include older age, hypertension, dyslipidemia, smoking, chronic kidney disease, or obesity. Adapted from “Standards of
Care in Diabetes—2024 Abridged for Primary Care Professionals” (315).

American
Figure 10.3 A Dinbeies
- Association.

Cardiovascular Disease and Risk Management:
Standards of Care in Diabetes - 2026 Diabetes Care 2026;49(Suppl. 1):5216-S245
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« Diabetes management guidelines are changing rapidly

* Individuals with T2DM have cardio-kidney-metabolic risks
that are not fully addressed with traditional care strategies

* Newer medications, including SGLT2i, finerenone, GLP-
1/GIP-RA and more can significantly improve outcomes
when added to standard care
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« All providers have the potential to meaningfully improve
the health of large populations of people with T2D

» Locally-appropriate strategies to improve the early
identification and treatment of at-risk patients are needed
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