Guiding Patients Through

Cardio-Renal-Metabolic Conditions

The Essential Role
of Primary Care Clinicians

Yasmin Bains, DO

Assistant Professor and Diabetologist

Department of Clinical Sciences and Community Health
Touro University California

Vallejo, California

PeerView

Live



Housekeeping Notes PeerView

» Thank you to PeerView for providing this session and Boehringer Ingelheim
Pharmaceuticals and Eli Lilly and Company for providing the educational grant

for this activity

* Your evaluation of the activity is important in helping us to better meet your
educational needs—we welcome your opinions and comments

» We want this session to be interactive—asking and answering questions
provides an optimal learning experience



Supporter Statement

This activity is supported by an independent medical educational grant from Boehringer Ingelheim Pharmaceuticals, Inc.

and Eli Lilly and Company.

Disclosures

Chair/Planner

Jay H. Shubrook, DO, FAAFP, FACOFP

Professor and Diabetologist

Department of Clinical Sciences and Community Health
Touro University California College of Osteopathic Medicine
Vallejo, California

Jay H. Shubrook, DO, FAAFP, FACOFP, has a relevant
financial relationship in the form of:

Advisory Board for Abbott; Bayer HealthCare
Pharmaceuticals Inc.; Boehringer Ingelheim
Pharmaceuticals, Inc.; Insulet Corporation; Madrigal
Pharmaceuticals, Inc.; and Novo Nordisk Inc.

Consultant for Abbott; Bayer HealthCare Pharmaceuticals
Inc.; Novo Nordisk Inc.; and Sanofi.

Grant/Research Support from Breakthrough T1D.

Faculty/Planner

Yasmin Bains, DO

Assistant Professor and Diabetologist

Department of Clinical Sciences and Community Health
Touro University California

Vallejo, California

Yasmin Bains, DO, has a relevant financial relationship
in the form of:

Grant/Research Support from Abbott and
Insulet Corporation.



Guiding Patients Through

Cardio-Renal-Metabolic Conditions

The Essential Role
of Primary Care Clinicians

Yasmin Bains, DO

Assistant Professor and Diabetologist

Department of Clinical Sciences and Community Health
Touro University California

Vallejo, California

PeerView

Live



Goals for Today

During this presentation, we will learn that...

—e

Screening patients for cardiac, renal, and metabolic (CRM)
diseases may permit earlier, more effective treatment

Vast amounts of evidence show that intervening in one CRM
disease can have positive effects on all the others

SGLT2is address multiple CRM diseases simultaneously in
people with or without T2DM

Systems of care are being developed to effectively manage
patients with CRM diseases



Strategies for Early Detection
and Intervention for CRM
Comorbidities in Diverse Populations



Defining Cardio-Renal-Metabolic Diseases

2026 AHA/ACC/ADA/ASN Clinical Practice Guidelines

Cardio-renal-metabolic (CRM) diseases, also known as cardiovascular-kidney-metabolic
(CKM) diseases, are strongly interrelated and associated with premature morbidity and
mortality.’* CKM syndrome includes

» Obesity/overweight « CKD _ n
« Metabolic risk factors « CVD CKM-associated conditions
—  Prediabetes — CHD/ASCVD * MASLD
+ OSA
- T2DM — HF
— Hypertension —  Stroke/TIA . Advel‘_zls:e pregnancy outcomes
— Hypertriglyceridemia - PAD + Pre-
— Metabolic syndrome - AF

* Those at risk for CVD due to metabolic risk factors or CKD, and those with established CKD or CVD

Guideline-directed medical therapies for CKD, HF, and T2DM can improve patient outcomes,
but reconciling differences among specialty-specific guidelines and coordinating patient care may be
exceedingly difficult in a fragmented healthcare system

1. Ndumele CE et al. Circulation. 2026 Jun 9 [Epub ahead of print]. 2. Ostrominski JW et al. JAMA Cardiol. 2023;8:1050-1060. .
3. Claudel SE et al. J Am Soc Nephrol. 2025;36:1343-1351. PeerView



Conceptual Diagram for CRM Comorbidities’

¥

Excess/dysfunctional
adipose tissue

o

0 © 000

Adipokines
Cytokines

MASLD

Hypertension
Dyslipidemia
Metabolic syndrome
Diabetes

Ectopic fat deposition

Potentiateg

Inflammation
Oxidative stress

Glomerular
hyperfiltration

Glomerulosclerosis
» | Tubulointerstitial fibrosis

Insulin resistance

Vascular
dysfunction

Heart—kidney
interactions

1. Ndumele CE et al. Circulation. 2023;148:1636-1664.
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Staging CKM Syndrome From the 2026 AHA/ACC/ADA/ASN

Clinical Practice Guidelines'

Stage 1
Stage 0 Excess/
No risk factors dysfunctional

adipose tissue

G

» Overweight/obesity
* Abdominal obesity
* Prediabetes

~YF

* Focus on primordial
prevention and
preserving CV health

1. Ndumele CE et al. Circulation. 2026 Jun 9 [Epub ahead of print].

» Hypertriglyceridemia
* Hypertension

« T2DM » Risk equivalents of « HF
* Moderate to

* Metabolic syndrome

Stage 2
Metabolic risk

Stage 3
Subclinical CVD
in CKM
syndrome

Stage 4
Clinical CVD in
CKM syndrome

factors, CKD,
or both

e

o

. Subclinical ASCVD  » CHD
e Subclinical HF - AF

subclinical CVD » Stroke
— Very high-risk CKD « PAD
— High predicted 10-y

CVD risk using

PREVENT-CVD

equation

high-risk CKD

(nonmetabolic etiologies)
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Components of a CRM Syndrome Call to Action:

AHA Presidential Advisory’

Interdisciplinary CKM education
care
Addressing Eggggﬁs :
research gaps management

Implementation
within and across
health centers

Access to
pharmacotherapies

Consideration of Patient- Supﬁ{?rti?ﬁj healthy
ifestyle in
SDOH ng’éeursed communities

1. Ndumele CE et al. Circulation. 2023:148:1606-1635. P ceC I'Vl cWwW




CKM Syndrome Severity and Prevalence Varies by State’

CKM Syndrome Prevalence by Stage and Quartile,%, 2023

Stage 1 Stages 2-3

24-27
27.30 34-38
" 30-33 22':(25
= -
® 33-63 . ’ B 46-50
Stage 4
'3 o
Primary care
‘;‘Z sees many
. - -
= 810 people in early
§ 1012 CKM stages?
N
1. Chang R et al. JACC Adv. 2025;4:101754. 2. Aggarwal R'et al. J:L\MA. 2024;331:1858-1860. PeeI'VieW



PCPs Are Well-Positioned to Intervene in Early-Stage CKM
Syndrome to Slow Progression of Disease’-°

CKM Disease Prevalence in Adults How to Test
83?3;"(‘)’%9“ or obesity 73.6% Height, weight, waist circumference
(I-Zl(glze_ezztzg;'\sion 49.1% BP cuff
gms”ipidemia 20.5% Lipid panel

Doopetes 16.8% e

ggz 5.0% Various?

mfs 2025 Sts) 2.8% NT-proBNP

ggfg 2.4% eGFR, UACR

a May include ECG, stress tests, echocardiograms, imaging studies (CT [including CAC], MRI), laboratory tests for heart-damaging proteins and inflammation.

1. Ashman JJ et al. National Health Statistics Reports. Number 184. April 20, 2023. 2. https://www.cdc.gov/nchs/fastats/physician-visits.htm#print.

3. https://www.cdc.gov/nchs/fastats/cholesterol.htm. 4. https://www.cdc.gov/nchs/fastats/hypertension.htm. 5. https://www.cdc.gov/nchs/fastats/diabetes.htm.

6. https://www.cdc.gov/nchs/fastats/obesity-overweight.htm. 7. https://www.cdc.gov/nchs/fastats/kidney-disease.htm. P V'

8. https://www.cdc.gov/nchs/fastats/heart-disease.htm. 9. Writing Committee Members. J Card Fail. 2025 Aug 29 [Epub ahead of print]. e e rvi ew



Awareness of CKM Syndrome Among US Adults Is Currently

Low, But They Are Interested in Learning More About It'-2

* 12% have heard about CKM health * 71% are interested in learning
or CKM syndrome more about how CKM syndrome
is diagnosed

* 68% incorrectly believe it's best to
manage individual conditions one at a e 72% are interested in learning

time, or they aren’t sure of the best more about CKM syndrome and
way to manage them about how CKM syndrome
is treated

a Harris Poll of about 4,000 US adults conducted August 2025. .
1. https://newsroom.heart.org/news/about-9-in-10-havent-heard-of-condition-that-affects-nearly-90-of-u-s-adults. P e e r Vl eW



Increased Primary Care Access Is Associated With Lower CKM
Mortality: State-by-State Snapshot’

Lowest mortality Tertile M Low M Middle M High Increasing mortalit Highest mortality
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1. Vieira de Oliveira Salerno PR et al. JAMA Netw Open. 2024;7:€2435783.




CKM Syndrome, SDOH, and Mortality’

CKM syndrome has widely varying
contributions to all-cause mortality
at the county level

250 500 750 1,000

* Age-standardized mortality rate per 100,00 population
» Gray-colored counties indicate no date is available

1. Vieira de Oliveira Salerno PR et al. JAMA Netw Open. 2024;7:€2435783.

Poverty and food insecurity are the strongest
predictors of mortality

CKM age-adjusted mortality rates were higher in
counties with

* Lower median household income

* More food insecurity

* Lower high school completion rates

* Higher racial and ethnic minority rates
* Higher PM2.5 exposure

* Lower primary care access

* More rural residents

The association direction and strength may vary
across locations.

PeerView



Socioecological Framework for CRM Syndrome

and Primary Care Access'

* Economy
Societal factors « Education
* Social needs

* Resource navigation
» Health care

+ Built environment
Community » Workplace
* Neighborhood

» Chemical exposure

Schools

Structural factors

* Neighbors

Relationship . Peers

* Friends
* Family

Pro tip

Build your
team so
you have

touchpoints

across the

\_ spectrum J

» Tobacco use

Behavior . Sleep

» Dietary intake

» Physical activity

Individual
predisposition

1. Ndumele CE et al. Circulation. 2023;148:1636-1664.

+ Cardiac rhythm
* Medications
* Hormones

» Psychosocial factors

+ Genetic/epigenetic
factors

» Early life events

* Imprinting

PeerView



Tools for Assessing SDOH'

Screening Tool Settings Format/Length Notable features
AAFP: The EveryONE Family medicine, Short form (about 11 items) Free; packaged with AAFP equity resources;
Project SDOH Tool? primary care and long form good for busy practices
Health Leads Primary care, hospitals, Flexible item bank; clinics Very _cust_omlzable; comes with

. a3 . . . question library, workflows, and
Screening Toolkit community clinics build short screeners

implementation guidance

CMS Innovation: Accountable

Health Communities Health- Clinical and community 10 core questions and optional Standardized CMS tool; aligns with AHC
Related Social Needs settings supplemental items Model; widely used and benchmarkable
Screening Tools*

PRAPARE Implementation Standardized core assessment  Strong focus on population health and EHR

and Action Toolkit5 Community health centers (about 15_+ domalns) plus _ mtegratlon;_prowdes s’gep-by-ste_:p
optional items implementation and action planning
OCHIN: SDOH Community health centers EHR-embedded forms and Nt SIEMREIEIE [FERO7 (06 IEEIEes ofF

standardized capture and use of SDOH data

. : ) :
Record Tools using OCHIN EHR templates; length varies across OCHIN member clinics

Screening tools for pediatric practices/patients: SEEK PSQ, IHELP, WE CARE }

1. American Heart Association. Cardiovascular-Kidney-Metabolic (CKM) Health Initiative: Implementation Guide. March 10, 2026.
https://www.heart.org/en/professional/cardiovascular-kidney-metabolic-health/implementation. 2. https://www.aafp.org/family-physician/patient-care/the-everyone-

project/toolkit.html. 3. https://healthleadsusa.org/news-resources/the-health-leads-screening-toolkit/. 4. https://www.cms.gov/priorities/innovation/files/worksheets/ahcm- P V'
screeningtool.pdf. 5. https://prapare.org/prapare-toolkit/. 6. https://ochin.org/solutions/hit/nonclinical-drivers-of-health-outcomes/. e e rvi ew



Early-Life Screening for CKM Syndrome

Early Life Screening: <21 years of age
Prioritize early detection and prevention efforts

« Screen for overweight and obesity using sex- and age-specific CDC growth charts annually

+ Assess BP (stronger evidence/recommendation for those with CKM factors): starting at age 3, annually
for children with no risk factors; at every health encounter for children with overweight/obesity, diabetes,
kidney disease, or structural heart disease

« Screen mental and behavioral health, SDOH for all children
» Fasting lipid panel recommended: once between 9 and 11 years of age and then again between
17 and 21 years of age
— Screening is advised beginning at 2 years of age if family history is suggestive of either early CVD or
significant primary hypercholesterolemia
« Check FPG/OGTT/A1C and ALT starting at 9-11 years of age
— If normal, may repeat every 2-3 y for all children with obesity

— If normal, may repeat every 2-3 y for children overweight if additional risk factors present
(family history of obesity-related diseases, elevated blood pressure or lipid levels, tobacco use)

1. American Heart Association. Cardiovascular-Kidney-Metabolic (CKM) Health Initiative: Implementation Guide. March 10, 2026. P V‘
https://www.heart.org/en/professional/cardiovascular-kidney-metabolic-health/implementation. e e r 1 ew



Adulthood Screening for CKM Syndrome'

Adulthood Screening: 221 years of age
Provide screening to correctly identify CKM staging and identify treatment opportunities

+ Screen for SDOH « Assess UACR along with serum
creatinine/cystatin C for accurate KDIGO staging

— Annually for those with stage 2 CKM or higher
— More frequently for those with higher

* Measure BMI and waist circumference annually

+ Screen for MetS components (elevated BP,
elevated triglycerides, low HDL-C, and

hyperglycemia) KDIGO risk

— Annually for those with stage 2 CKM - Coronary artery calcium screening is reasonable

—  Every 2-3 y for those with stage 1 CKM or in those with intermediate 10-year ASCVD risk to
history of gestational diabetes guide intensification of preventative therapies

— Every 3-5y for those with stage 0 CKM « Subclinical HF screening with echocardiogram

and/or cardiac biomarkers likely based on

*  Screen for advanced liver fibrosis related to age/comorbidities/risk score but not yet defined

MASLD every 1-2 y for individuals with diabetes,
prediabetes, or 22 metabolic risk factors using the
FIB-4 index

1. American Heart Association. Cardiovascular-Kidney-Metabolic (CKM) Health Initiative: Implementation Guide. March 10, 2026. P V‘
https://www.heart.org/en/professional/cardiovascular-kidney-metabolic-health/implementation. e e r 1 ew



Case Study Introduction and Discussion

@ Georgette

» Georgette is a 57-year-old
woman with longstanding
hypertension and dyslipidemia
who has recently transferred to
your practice

 This is her first visit to your office
 She needs medication refills

» She reports feeling well

Which of these procedures will you perform or
schedule today? How will you perform them?

« SDOH assessment
« Weight, height, waist circumference

» Blood pressure

« A1C

* Lipid panel @
« UACR

2
 MASLD screen ®

« HF screen | g

PeerView



Leveraging Evidence-Based
Screening Tools to Detect
and Stage CRM Comorbidities



Screening for Adiposity Requires Measuring

Waist Circumference?:2

Obesity Threshold Classification

BMI Category, kg/m? Caucasian Asian
Healthy weight 18.5 to <25 -
Overweight 25to 30 23 to <25
esip e 225
Class 2 35 to <40 2519530
Class 3 (severe obesity) 240 -

Additional Anthropometric Measures (Obesity)

Women: 231.5
Waist circumference, in BEIIEE 26 HEE 2599
’ Men: 240 Japanese women: 235.4

Japanese men: 233.5

Waist to height ratio =0.50 -

Waist Circumference in Adults:
Positioning for Measurement

1. American Heart Association. Cardiovascular-Kidney-Metabolic (CKM) Health Initiative: Implementation Guide. March 10, 2026. P V‘
https://www.heart.org/en/professional/cardiovascular-kidney-metabolic-health/implementation. 2. Gilbert O et al. J Am Coll Cardiol. 2025;86:536-555. e e rvi ew



ADA Standards: Recommended Diabetes Screening Methods
and Classification’-2

Glycemic Glucose, 2N OUeose,  pic o
mg/dL

Normal <100 <140 <5.7

Prediabetes 100-125 140-199 5.7-6.4

Diabetes =126 =200 26.5

« Screen if the patient is aged 35 to 70 years and has overweight or obesity
« Screen at younger ages in patients from populations at disproportionate risk

» Repeat testing every 3 years if results are normal

1. USPSTF. JAMA. 2021;326:736-743. 2. American Diabetes Association Professional Practice Committee. Diabetes Care. 2026;49(suppl 1):S27-S49. Pe c er cwW



Blood Pressure Targets:
2025 ACC/AHA Hypertension Guidelines'?

BP Target Population Treatment Recommendation

SEUREES il T RelE il Further intensive treatment encouraged, though the

SV Glilale SV, MBI (TBE0 Vil evidence suggests close monitoring for tolerance
diabetes or CKD 99 9
, Intensive BP-lowering treatment recommended
<130 mmHg Most people with CVD to prevent CVD events
130-139/80-89 mmHg Low-risk adults with HTN Lifestyle changes first; BP-lowering medications if BP

remains 2130/80 mmHg after 3-6 months

Pregnant individuals with

<140/90 mmHg Class 1 recommendation for BP target during pregnancy

chronic HTN
BP Threshold Requiring Medication
>140/90 mmH Individuals with confirmed stage 2 Pharmacological therapy for all individuals in this group,
- 9 hypertension or high-risk adults including those with stage 1 HTN and high CVD risk

1. McCarthy CP et al. Hypertension. 2025;82:1538-1540. 2. Jones DW et al. Hypertension. 2025;82:€212-e316. Pe eer ew



Screening for Hyperlipidemia:
Interpreting Lipid Measurements’

Measurement Desirable Values, mg/dL High-Alert Values, mg/dL 2

2320
2250 if family history of early ASCVD

TC <200

240, men

HDL-C >50, women <20

<130

Non-HDL-C <100 if ASCVD or high risk (includes T2DM) >220
<85 if very high risk
<100 <50 (untreated)
<70 if ASCVD or high risk (includes T2DM) 2190
<55 if very high risk 2160 if family history of early ASCVD

: 2500 — severe

<150 fasting 21,000 — critical value
<90
<70 if ASCVD or high risk (includes T2DM) Discordance between LDL-C and apoB
<55 if very high risk
<30 (<75 nmol/L) 2180 (2430 nmol/L)

E The risk of elevated LDL-C is cumulative over a lifetime; earlier treatment yields higher lifetime benefit }

1. Blumenthal RS et al. J Am Coll Cardliol. 2026:153:61154-61276. PeerView



Both GFR and UACR Are Needed to Screen

and Stage CKD in T2DM'2

CKD Staging

m CKD with normal eGFR and UACR only in the presence of other

markers of kidney disease with follow-up measurements annually. A1 . A2 A3
o Requires caution and measurements at least 1x/year. Nor_mal to mildly Moderately increased Severely increased
= Requires measurements 2x/year. increased 30-299 ma/ >300 ma/
m Requires measurements 3x/year. <30 mg/g 3-29 ma/ 99 I >3_0 / 99 I
m Requires measurements 24x/year. <3 mg/mmol Za eI g0
G1 Normal to high 290 Scr:leen Tr;aat Treat a;d refer
S
AEN G2 | Wildly decreased 60-89 S°’1°e“ Trﬁat freat a;‘d fefer
T2
Ec Treat Treat Treat and ref
3 S G3a | Mildly to moderately decreased 45-59 r:a r;a rea a; reter
€
g 2
@
IE-8l G3b | Moderately to severely decreased 30-44 LLCED UEELENEO ) UEELENTE IO
0.2 2 3 3
25
5 8 Treat and refer Treat and refer Treat and refer
O o -
o -8l G4 | Severely decreased 15-29 3 3 4+
o
. . Treat and refer Treat and refer Treat and refer
G5 | Kidney failure <15 4+ 4+ 4+

Persistent Albuminuria Categories Descriptions and Ranges

1. American Diabetes Association Professional Practice Committee. Diabetes Care. 2026;49(suppl 1):S246-S260. 2. American Heart Association. Cardiovascular-
Kidney-Metabolic (CKM) Health Initiative: Implementation Guide. March 10, 2026. https://www.heart.org/en/professional/cardiovascular-kidney-metabolic-health/
implementation.

PeerView



Heart Failure in PwWT2DM: Screening, Diagnosis, Management'?

ADA Screening
Guidelines for
Undiagnosed HF

Screen all
adults with
diabetes

\ 4

If BNP or
NT-proBNP
are
abnormal,
do echo

Screening Tests

Biomarkers

* NT-proBNP >125 pg/mL or
BNP >50 pg/mLa

 FPG
« A1C
Echocardiography

* Most useful, noninvasive
diagnostic method for detecting
structural changes

» Measures LVEF
ECG
» Rarely completely normal in HF

» Perform resting ECG in
PwT2DM and hypertension

Diagnostic
Criteria for HF

Elevated
NT-proBNP or
BNP

+

Objective evidence
of cardiogenic
pulmonary or

systemic
congestions by
diagnostic
modalities or
hemodynamic
measurements

Recommendations

for PwT2D at Risk
of Developing HF

Lower BP to
<130/80 mmHg
Examination by
ECG at resting
stage

Routine
assessment of
microalbuminuria
Routine
assessment of
eGFR

Lifestyle changes
RAAS blocker
administration
Assessment of BMI

a NT-proBNP and BNP have excellent ability to exclude acute heart failure, but variable specificity at all but the highest levels, therefore confirmatory testing is required.3
1. Ceriello A et al. Cardiovasc Diabetol. 2021;20:218. 2. ADA Professional Practice Committee. Diabetes Care. 2026;49(suppl 1):S216-S245.

3. Roberts E et al. BMJ. 2015;350:h910.

PeerView



PREVENT Equations for Estimating CVD, ASCVD, and HF Risk’

RN

When to use

— Adults aged 30-79 y without
known CVD

When not to use
— Adults with known CVD

— Severe subclinical CVD
(LVEF <40%, CAC =300)

— Positive genetic testing for
pathogenic variant or
inherited CVD

- ESKD

— Limited life expectancy (<1 y)

Sex’

@Male O Female

Age (years)"

30-79

Total Cholesterel {mg/dL)’

130-320

Diabetes
Any history of diabetes.
®No OYes

Current Smoking
Any cigarette use within the last 30 days

®No OYes

HDL Cholesterol (mg/dL)"

20-100

SBP (mmHag)®

90-200

Anti-hypertensive medication
Current use of any medication for hypertension

®No OYes

Lipid-lowering medication
Current use of statin medication to lower

cholesterol

®No OYes

BMI (kg/m?)°

18.5-39.9

eGFR (mL/min/1.73m?)"

15-140

The following three predictors are optional for further personalization of risk assessment. When they are clinically indicated or

available,

If avaliable or indicated, select "Yes" and enter the value.

UACR (mg/g)

UACR is clinically indicated for individuals with
chronic kidney disease, diabetes, or
hypertension

@®No OvYes

HbAIC
HbAlc is clinically indicated for individuals witt
diabetes, prediabetes, overweight, or obesity, ¢

those with history of gestational diabetes

@®No OYes

( Proxy for SDOH )

Zip Code

valid 5-digit zip code is needed to estimate

social deprivation index [SDI]

®No OYes
\ Y,

. https://professional.heart.org/en/guidelines-and-statements/prevent-calculator.

PeerView




Case Study What-If Scenario #1 and Discussion

Which of these procedures will you perform or
t‘z schedule today? How will you perform them?
Georgette
- « SDOH assessment
- Georgette is a 57-year-old woman with * Weight, height, waist circumference
|OngStanding hypertenSion and * Blood pressure
dyslipidemia who has recently
transferred to your practice * A1C @
- This is her first visit to your office * Lipid panel
« UACR
« She needs medication refills
« CAC
» She reports feeling low on energy over « MASLD screen
the last year, but her previous doctor
said it was nothing to worry about * HF screen o’

 PREVENT risk scoring .
PeerView



Translating Evidence Into
Guideline-Directed Practice
for CRM Conditions



Pillars of Therapy for CKM Syndrome'-?

Treatment of
CKM Syndrome

Statint ACEi/ARB/ARNI SGLT2i2 GLP-1 RA/  Metformin?

ezetimibe Hypertension T2DM GIP/GLP-1 RA2 T2DM

ASCVD CKD ASCVD T2DM Prediabetes
HF HFrEF Obesity
. AlFpES ASCVD
Aspirin CKD HFpEF
ASCVD Finerenone? MASLD

CKD + T2DM CKD
HF

Lifestyle Modifications

2 Not all agents or drug classes shown in bold have FDA-approved indications in the disease states listed.

1. American Heart Association. Cardiovascular-Kidney-Metabolic (CKM) Health Initiative: Implementation Guide. March 10, 2026. P V‘
https://www.heart.org/en/professional/cardiovascular-kidney-metabolic-health/implementation. 2. Ostrominski JW et al. J Am Coll Cardiol. 2025;86:1781-1801. e e rvi ew



Focus on Prevention in Stage 0: Life’s Essential 8 Framework'?

£ Eat better [% Manage weight

° Be more active Manage cholesterol
H @) Manag

@ Quit tobacco Manage blood sugar

Gf»; Get healthy sleep Manage blood pressure

1. American Heart Association. Cardiovascular-Kidney-Metabolic (CKM) Health Initiative: Implementation Guide. March 10, 2026.
https://www.heart.org/en/professional/cardiovascular-kidney-metabolic-health/implementation. P V‘
2. https://www.heart.org/-/media/Healthy-Living-Files/LE8-Fact-Sheets/Lifes_Essential_8 Fact_Sheet.pdf. e e rvi ew



Stagger Activities by Stage of ASCVD Prevention’

Level of .

Stage Prevention Population
General population before
the development of
traditional risk factors

Primordial

Risk factors (eg, HTN, hyperlipidemia,
diabetes)
but no detectable atherosclerosis

Subclinical atherosclerosis (eg, CAC >0,
CCTA, carotid, or iliofemoral plaque,
borderline ABI) or multiple high-risk

conditions/ biomarkers

Secondary

Previous clinical ASCVD events (eg, MI,

Tertiary stroke, revascularization, PAD)

Possible Interventions

Improve population health (eg, Life’s Essential 8), stop smoking
address cholesterol

Optimize lifestyle;
address ABCs (glycemia, blood pressure, cholesterol)

Lifestyle optimization; intensify prevention, address ABCs;
consider guideline-directed CKM syndrome therapy
(SGLT2i, GLP-1 RA) in people with diabetes, CKD,

or BMI 227 kg/m?

Lifestyle optimization and cardiac rehabilitation;
most intensive preventive therapies: address ABCs, anticoagulation;
implement guideline-directed CKM syndrome therapy (SGLT2i, GLP-1 RA)
in people with diabetes, CKD, or BMI 227;
anti-inflammatory therapy if indicated; consider antithrombotic therapy

1. Kole A, Joshi PH. Circulation. 2025;152:1123-1125.

PeerView



SGLT2is and RAASIis Are Underutilized in the United States,

Especially Among People Without Diabetes'2

DM + CKD + HF
DM + CKD 13% SGLT2i
13% SGLT2i 57% ACEI/ARBs
56% ACEI/ARBs n=6,343
n = 96,273
CKD (no DM; CKD + HF (no DM;
DM + ASCVD + CKD UACR 2200
12% SGLT2i mglg) 4% SGLT2i
63% ACEI/ARBs 319 ACBIARES 53% ACEI/ARBs
n = 95,686 n = 30,998 n = 3,877
DM + ASCVD +
CKD + HF
14% SGLT2i
64% ACEI/ARBS HF (no DM)
n=52126 4% SGLT2i
’ 51% ACEI/ARBs
n= 118,672
s DM + ASCVD + HF
10% SGLT2i . .
53% ACEI/ARBs 13% SGLT2i
165 808 62% ACEI/ARBs
’ n=40,616
DM + HF
11% SGLT2i
53% ACEI/ARBS
n=7,167

a 3,189,827 adults from 28 US health systems, Optum Labs Data Warehouse, April 2022-March 2023.
1. Shin Jl et al. J Am Coll Cardiol. 2024;84:683-693.

UACR 2200 mg/g)

Treatment Utilization, %

Comorbidities
SGLT2is ACEi/ARBs

DM + ASCVD +

CKD + HF 14 64
DM + CKD + HF 13 57
DM + ASCVD +

CKD 12 63
DM + ASCVD +

HE 13 62
DM + CKD 13 56
DM + ASCVD 10 53
DM + HF 11 53
HF + CKD 4 53
HF 4 51
CKD 1 31
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SGLT2is and GLP-1 RAs Are Highly Effective Treatments
for Multiple CKM Syndrome Components’

SGLT2is GLP-1 RAs

Modest weight loss: MD -1.47 kg'

CREDENCE; DECLARE-TIMI 58, DAPA-HF; Greater weight loss: MD -2.08 kg'
Weight loss EMPA-REG OUTCOME, EMPEROR-Reduced, ELIXA, SUSTAIN-6, FREEDOM-CVO, Harmony
EMPEROR-Preserved, EMPA-KIDNEY; Outcomes, REWIND, PIONEER 6, AMPLITUDE-O

VERTIS CV, SCORED

Modest A1C reduction: MD -0.33%

PR y )
EMPA-REG OUTCOME, EMPEROR-Reduced, Greater A1C reduction: MD -0.75%

DAPA-HF 58, CREDENCE; VERTIS CV; SCORED ’ ’ ’
Greater BP reduction: MD -2.41 mmHg
EMPA-REG OUTCOME, EMPEROR-Reduced, Modest BP reduction: MD -1.46 mmHg
Systolic BP EMPEROR-Preserved, EMPA-KIDNEY; CANVAS ELIXA, SUSTAIN-6, Harmony Outcomes,
program, CREDENCE; DECLARE-TIMI 58, REWIND, AMPLITUDE-O
DAPA-HF, DELIVER; VERTIS CV; SCORED

1. Rodriguez-Valadez JM et al. J Am Heart Assoc. 2024:13:6032463. P cc I'Vl cW



SGLT2is and GLP-1-Based Agents Are Highly Effective
Treatments for Reducing Cardiac and Kidney Hard Outcomes’

Outcome

All-cause
death

CcvD

CKD

HF
hospitalization

SGLT2is

| risk of death: HR 0.89"

CANVAS program, CREDENCE; DECLARE-TIMI 58,
DAPA-HF, DELIVER, DAPA-CKD; EMPA-REG OUTCOME,
EMPACT-MI, EMPEROR-Reduced, EMPEROR-Preserved:;

SCORED; VERTIS CV

MACE reduction: HR 0.89'
+ Canagliflozin: CANVAS program, CREDENCE
» Dapagliflozin: DECLARE-TIMI 58, DAPA-CKD, DAPA-
HF, DELIVER
+  Empagliflozin. EMPA-REG OUTCOME

GLP-1 RAs and GIP/GLP-1 RAs

| risk of death: IRR 0.883
ELIXA, LEADER, Fight, LIVVE-Jorsal, EXSCEL, Kyhl
2016, PIONEER-6, STEP-HFpEF, STEP-HFpEF DM,
SUSTAIN-6, SELECT, AMPLITUDE-O, REWIND,
Harmony Outcomes, FLOW, SUMMIT, SOUL, STRIDE

Greater MACE reduction: IRR 0.873
ELIXA, LEADER, GRADE, Zhang 2017, EXSCEL, Kyhl
2016, PIONEER-6, SUSTAIN-6, SELECT, AMPLITUDE-
O, REWIND, Harmony Outcomes, FLOW, SOUL

| risk of new/worse nephropathy: HR 0.612
+ Canagliflozin: CANVAS program, CREDENCE
» Dapagliflozin: DECLARE-TIMI 58
» Empagliflozin: EMPA-REG OUTCOME

| risk of HF hosp: HR 0.711
CANVAS program, CREDENCE; DECLARE-TIMI 58,
DAPA-HF, DELIVER, DAPA-CKD; EMPA-REG OUTCOME,
EMPACT-MI, EMPEROR-Reduced, EMPEROR-Preserved;
SCORED; VERTIS CV, BEST

| risk of composite kidney outcome: HR 0.834
ELIXA, LEADER, SUSTAIN-6, EXSCEL, Harmony
Outcomes, REWIND, PIONEER 6, AMPLITUDE-O,

FREEDOM CVO, FLOW and SOUL

| risk of HF hosp: IRR 0.853
ELIXA, LEADER, Fight, GRADE, Zhang 2017, EXSCEL,
Kyhl 2016, PIONEER-6, STEP-HFpEF, STEP-HFpEF
DM, SUSTAIN-6, SELECT, REWIND, SUMMIT

1. Spiazzi BF et al. Diabetes Res Clin Pract. 2024;218:111933. 2. Chun KJ, Jung HH. Kidney Med. 2021;3:732-744. 3. Galli M et al. J Am Coll Cardiol. 2025 Aug 27.

Epub ahead of print. 4. Lee MMY et al. Diabetes Care. 2025;48:846-859.
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Stage 1-4 CKM Syndrome: Managing Excess/

Dysfunctional Adiposity'-

Stage 1
Excess/Dysfunctional
Adiposity

Discuss weight loss
using supportive tools

Can consider weight
loss support via
integrated team to
facilitate lifestyle
change/navigate weight
loss options

— Pharmacotherapy:
BMI 230 kg/m?2
without comorbidity

— Bariatric surgery:
BMI 240 kg/m?
without comorbidity

Consider metformin if
persistent/progressive
IGT despite lifestyle
modifications

Stage 4

Management of Excess/
Dysfunctional Adiposity

Discuss weight loss
using supportive tools

Weight loss support
via integrated team to
facilitate lifestyle
change/navigate weight
loss options

— Pharmacotherapy:
BMI =27 kg/m?2

— Bariatric surgery:
BMI 235 kg/m?

e Consider metformin if

persistent/progressive
IGT despite lifestyle
modifications

Average Weight Loss, %

-10 -

-15

1. American Heart Association. Cardiovascular-Kidney-Metabolic (CKM) Health Initiative: Implementation Guide. March 10, 2026. .
https://www.heart.org/en/professional/cardiovascular-kidney-metabolic-health/implementation. 2. Gilbert O et al. J Am Coll Cardiol. 2025;86:536-555. 3. Foundayo (orforglipron) tablets. Pe e r ‘ / 1 ew
https://www.accessdata.fda.gov/drugsatfda_docs/label/2026/2209340rig1s000Ibl.pdf. 4. Wegovy (semaglutide) injection and tablets. https://www.accessdata.fda.gov/drugsatfda_docs/label/2026/ 215256s0311b1218316s003Ibl.pdf:
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Stage 2
Established

CKM Risk Factors

Lifestyle modification

Follow established
hypertension
guidelines to achieve
BP <130/80 mmHg

In those with diabetes
+ albuminuria —
prioritize ACEI/ARB

In those with CKD —
prioritize ACEI/ARB

Lifestyle modification

Follow established hypertension guidelines to
achieve BP <130/80 mmHg

In diabetes or CKD — prioritize ACEi/ARB;
consider steroidal MRA for resistant
hypertension

Avoid CCB in HFrEF

African Americans with HFrEF — prioritize
hydralazine + isosorbide dinitrate after four
pillars of GDMT

Presence of metabolic syndrome triggers
intensive lifestyle intervention targeting
multifactorial risk control

Pharmacotherapy for comprehensive control of
residually uncontrolled MetS components

Stage 2-4 CKM Syndrome: Managing Hypertension'?

Stage 4
Management of Other CKM Risk Factors

CKM Comor-
bidities

HTN + DM +
CKD

HTN + T2DM

HTN + CKD

HTN + BMI
227 kg/m?

HTN + BMI
235 kg/m?

AHA/ACC
Multisociety
Treatments

ACEi or ARB

Thiazide, long-
acting CCB,
ACEi or ARB

ACEi or ARB

GLP-1 RA

Bariatric surgery

1. American Heart Association. Cardiovascular-Kidney-Metabolic (CKM) Health Initiative: Implementation Guide. March 10, 2026.
https://www.heart.org/en/professional/cardiovascular-kidney-metabolic-health/implementation. 2. Jones DW et al. Hypertension. 2025;82:e212-e316.
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Simple Clinical Guide to Lipid-Lowering Therapy'2

LDL-C . Primary_
prevention
Goal S + No T2DM

Optimize treatment with
statin + ezetimibe first

Inexpensive
« Safe
* Proven efficacy for

LDL-C lowering and
ASCVD prevention

)

» Secondary

« T2DM prevention
* High risk * Very high
risk

Add nonstatin therapies

Bempedoic acid

+ PCSKB9-targeting
therapies

« Refer to lipid specialist if
goals cannot be reached

)

1. Parhofer KG et al. Eur Heart J Cardiovasc Pharmacother. 2025;11:367-379. 2. Blumenthal RS et al. J Am Coll Cardiol. 2026;153:e1154-e1276. P e e er ew



Management of Statin-Associated

Muscle Symptoms (SAMS): NLA Perspective’

SAMS are infrequent
10% experience symptoms
1% to 2% have symptoms causally related to statins

Same statin at a
lower dose

Switch to a Add a nonstatin Use nonstatins
different statin to a statin without a statin

* Intermittent dosing,
3x/wk

* Alirocumab
» Bempedoic acid

* Bile acid sequestrants
» Evolocumab J

* Rosuvastatin
* Fluvastatin-XL

» Washout period prior * Pravastatin
to strenuous physical * Pitavastatin

exercise

« Ezetimibe
¢ Inclisiran

* Avoid simvastatin

1. Warden BA et al. J Clin Lipidol. 2023;17:19-39.
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Stage 2-4 CKM Syndrome: Managing
Hypertriglyceridemia®-4

Stage 2
Established
CKM Risk Factors

« Lifestyle modification

» Maximize statin therapy in
intermediate or higher
ASCVD risk

* TG 2500 mg/dL — fibrates

* TG 135-499 mg/dL +
diabetes + additional risk
factors — consider EPA

ACC/AHA TG Classification
Normal <175 mg/dL
Moderate 175-499 mg/dL
Severe 2500 mg/dL

Stage 4
Management of Other
CKM Risk Factors

Maximize lifestyle modification
and statin therapy

Fibrates for 2500 mg/dL

Consider EPA for TG 135-499
mg/dL for people with diabetes +
additional risk factors

Presence of metabolic
syndrome triggers intensive
lifestyle intervention targeting
multifactorial risk control

Pharmacotherapy for
comprehensive control of
residually uncontrolled MetS
components

Expected TG
Reduction, %

Bempedoic acid 0-5

Drug

Ezetimibe 5-10
PCSKJ9 inhibitors 10-20
Statins 15-30
Omega-3 fatty acids 20-50
Fibrates 20-50
Niacin 20-50
Lomitapide 30-70
Specialty medications

Olezarsen 44-62

Plozasiran 57-62

Volanesorsen (EU) 71-77

A recent meta-analysis found that for omega-3
fatty acids, EPA was more effective at reducing CV
mortality than mixed EPA/DHA

1. American Heart Association. Cardiovascular-Kidney-Metabolic (CKM) Health Initiative: Implementation Guide. March 10, 2026. https://www.heart.org/en/professional/

cardiovascular-kidney-metabolic-health/implementation. 2. Zimodro JM et al. Pharmaceuticals. 2025;18:147. 3. Sheppard JP et al. JACC Adv. 2025;4:102149.
4. https://ir.arrowheadpharma.com/news-releases/news-release-details/arrowhead-pharmaceuticals-announces-fda-approval-redemplor.
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Stage 2-4 CKM Syndrome: Managing CKD'

Stage 2 Stage 4 SGLT2i + nsMRA
Established CKM Risk Management of Other CKM Risk Factors Reduces UACR More
Than SGLT2i or

Factors CKD - ]
nsMRA Individually in
Moderate- to High-Risk CKD || + With albuminuria (UACR >30 mg/g) — COL’L::IIJDME; §E$ o
i ria
- With albuminuria (UACR ACEI/ARB !
>30 mg/g) — ACEI/ARB « ARNi preferred in HFrEF 0. Treatment
» CKD (with or without * In CKD (in those with/without diabetes) — °\i 10 4
diabetes) —» SGLT2i SGLT2i o 20
» DKD with residual » DKD with residual albuminuria (>30 mg/g) g ]
albuminuria (>30 mg/g) on on ACEi/ARB — finerenone (can be used L -30 1
ACEi/ARB — finerenone on background SGLT2i) 5 401 35 44
(can be used on ) * Presence of metabolic syndrome triggers g -50 A
background SGLT2i) intensive lifestyle intervention targeting d 50 | 55
multifactorial risk control o .
« Pharmacotherapy for comprehensive control of . Empagllflézm " Finerenone
residually uncontrolled MetS components = Combination

1. American Heart Association. Cardiovascular-Kidney-Metabolic (CKM) Health Initiative: Implementation Guide. March 10, 2026. P V‘
https://www.heart.org/en/professional/cardiovascular-kidney-metabolic-health/implementation. 2. Mottl A et al. J Am Soc Nephrol. 2026;37:764-776. e e rvi ew



KDIGO Diabetes Management 2022: SGLT2is Are

Recommended for Most People With CKD and T2DM'

* Metformin plus an SGLT2i is recommended as
a first-line therapy for people with T2DM if
eGFR 230 mL/min/1.73 m?

* SGLT2is are recommended for people with T2DM : rReZif:sr;:::ta cter
and CKD Lipid management (every 3-6 months)

* GLP-1 RAs may be used to intensify glycemic control l
or in people unable to tolerate metformin and/or an
SG LT2| G(I:)étr::gllc Bloocc;jom?;sure

* RAASIs are recommended for people with albouminuria | | additional drags
and HTN R NSNS ASI with heart and

kidney protection

* nsMRAs are recommended for people with T2DM and

high residual risks of kidney disease progression and  Metfomin SGLTZ inibior  RAS blockade  gigy
CV events (eg, UACR >30 mg/g [>3 mg/mmol]) drug therapy

Note that SGLT2i benefits have been b “° ®
observed in people With or Without T2DM Diet Exercise Smoking cessation ~ Weight BEEUEUENECIUELD

Diabetes With CKD P V
1. KDIGO Diabetes Work Group. Kidney Int. 2022;102(5S)s1-s127. cerview




Stage 2-4 CKM Syndrome: Managing Diabetes

Stage 2

Stage 4

Established CKM Risk Factors

Diabetes

» Lifestyle modification

* Moderate-to-high intensity statin

+ Ezetimibe for high risk

Comorbidity-based approach to

antihyperglycemic pharmacotherapy

« BMI 235 kg/m?2 — GLP-1 RA

* A1C 29% or high insulin dose —
GLP-1 RA

e CKD — SGLT2i

Considerations for metformin co-

utilization

of metformin and cardioprotective
antihyperglycemic

* A1C <7.5% — cardioprotective
antihyperglycemic without metformin
initiation (continue metformin if
already using)

 A1C 27.5% or on insulin — co-utilization

1. American Heart Association. Cardiovascular-Kidney-Metabolic (CKM) Health Initiative: Implementation Guide. March 10, 2026.
https://www.heart.org/en/professional/cardiovascular-kidney-metabolic-health/implementation.

Management of Other CKM Risk Factors

Diabetes

+ Lifestyle modification

» Co-utilization of metformin with cardioprotective antihyperglycemics if A1C 27.5%
In ASCVD

* Toreduce MACE — either SGLT2i or GLP-1 RA

* To reduce HF hospitalizations — SGLT2i

In HF

* Toreduce HF hospitalizations and CV mortality — SGLT2i

* Avoid — thiazolidinediones, DPP4is

GLP-1 RA/SGLT2i based on

« BMI 235 kg/m? — GLP-1 RA

* A1C 29% or high insulin dose — GLP-1 RA
¢« CKD — SGLT2i

+ Concomitant HF — SGLT2i

SGLT2i for all patients with HF

« BMI 235 kg/m? — GLP-1 RA

* A1C 29% or high insulin dose — GLP-1 RA
* Diabetes with multiple comorbidities — add GLP-1 RA
* Albuminuria — consider adding finerenone

Multiple comorbidities in
the setting of
diabetes and CVD —
consider co-utilization of
SGLT2i and GLP-1RA

PeerView



Prioritizing Glucose-Lowering Medications by Comorbidity?-2

Treatment Obesity/ .
Priority MASLD/MASH Overweight Hyperglycemia
GIP/GLP-1 RA
« GLP-1RA GIP/GLP-1 RA GLP-1 RA
Preferred GIP/GLP-1 + SGLT2i . SGLT2i GLP-1 RA GLP-1 RA Insulin
treatments RA + GLP-1RA . GLP-1RA GIP/GLP-1 RA SGLT2i Metformin
SGLT2i + GIP/GLP-1 RA Pioglitazone Metformin Pioglitazone
* Pioglitazone DPP-4i SGLT2i
SuU
*  Metformin if Pioglitazone
Avoid - Pioglitazone eGFR <30 - SuU -
* Glyburide Insulin
DCRM 2.0 Hierarchy of
Preferred Agents Manage Glycemia to Individualized Goals
GLP-1 RA? _Recently Limited life
Metf_or;r_r;in . Proven benefits dlﬂggﬁﬁﬁ;: A1C, % 6.0 6.5 7.0 7.5 expectancy,
SGLT2i in CVOTs few to no mmol/mol 42 48 53 58 frail, complex
TZD Hypoglycemia comorbidities comorbidities
DPP-4i and/or HF risk

Insulin

Both
su . ot

a GLP-1 RA or GIP/GLP-1 RA. ® If CKD, efficacy may be lower; consider using SGLT2i later in glucose hierarchy.
1. Handelsman Y et al. Metabolism. 2024;159:155931.
2. American Diabetes Association Professional Standards Committee. Diabetes Care. 2026;49(suppl 1):S183-S215.
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SGLT2i Indications for Use With and Without T2DM

Vary by Agent’

US FDA-Approved Indications as of October 2025

Agent CKD HF ASCVD T2DM
Bexagliflozin — — — O
Canagliflozin ODKD — ©) ©O)
Dapagliflozin ® ©) ©) ©)
Empagliflozin ® ® © O
Ertugliflozin — — — O,
Sotagliflozin@ ® ® ©) —
vAviF;E(r)?J\;e'I?ZVDViIt;] or @ Approved in T2DM No indication

Refer to prescribing information for dosing directions

a SGLT1/2 inhibitor.

1. https://www.accessdata.fda.gov/scripts/cder/daf/. P e e er eW



Tips for Improving Access to Pharmacotherapies'

More than 130 million US adults may be eligible for medications to
treat CKM syndrome or its components.

Access to therapy requires a team.

Clinical pharmacists can support the care team regarding
prescriptions and coverage of guideline-directed therapies

* Medication therapy management (MTM)

» Collaborative practice agreements (CPA)

1. American Heart Association. Cardiovascular-Kidney-Metabolic (CKM) Health Initiative: Implementation Guide. March 10, 2026.
https://www.heart.org/en/professional/cardiovascular-kidney-metabolic-health/implementation.
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Case Study What-If Scenario #2 and Discussion

PREVENT risk estimates

@

Georgette
o 9 CVD 8.6% (10-y), 36.7% (30-y)
+ Georgette is a 57-year-old woman attending her
first visit at your office ASCVD 5.4% (10-y), 23.6% (30-y)
— BP 135/83 mmHg (treated) HF 4.0% (10-y), 21.8% (30-y)
— LDL-C 131 mg/dL, TG 147 mg/dL,
HDL-C 47 mg/dL, TC 207 mg/dL (treated) Which of these medications will you prescribe
— BMI 28 kg/m?, WC 37" (94 cm) today? Which agents? Which doses?
= LG ER « HCTZ » Metformin
- eGFR 72 mL/min/1.73 m2, UACR 28 mg/g S _
— AST 28 U/L, ALT 31 U/L * ACE inhibitor * Finerenone /7@\
— NTpro-BNP 218 pg/mL - ARB » Aspirin 8
* She needs medication refills . Ezetimibe « SGLT2i ® @
— Currently on HCTZ 25 mg and ezetimibe 10 mg
(previously had bad reaction to simvastatin) e Statin « GLP-1 RA

PeerView
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AHA Cardiovascular-Kidney-Metabolic Health Initiative Aims

to Facilitate Multidisciplinary Coordinated Care'

CardiovascularKidney-Metabolic
Health Initiative~

CARDIOVASCULAR-
KIDNEY-METABOLIC HEALTH

IMPLEMENTATION
GUIDE

Rl

RN

Potential CKM Team Members

CKM coordinators
Primary care clinicians
Cardiology
Nephrology
Endocrinology

Obesity medicine specialists
and bariatric surgery

Women'’s health

Pharmacists and pharmacy
team members

Nursing
Hepatology

1. American Heart Association. Cardiovascular-Kidney-Metabolic (CKM) Health Initiative: Implementation Guide. March 10, 2026.
https://www.heart.org/en/professional/cardiovascular-kidney-metabolic-health/implementation.

Diabetes educators
Dietetics

Physical therapy and clinical
exercise physiologists

Care navigators

» Social workers and other

mental health professionals
Medical/program directors

« Community health workers

Health care administrators
Billing and coding specialists
Hospitalists

PeerView



Proposed Complementary Framework to Overcome Barriers and

Deliver Holistic, Patient-Centered Care for the CKM Population?

Use whenever any two of the following are present: CKD, diabetes, and subclinical/clinical CVD

Interdls.0|pllnary care CKM coordinator has a
teaminvolvement | L o o o — ;
- pivotal role

Value-based / S

CKM coordinator \
L owerick patients provides virtual/EHR [k
P multiple subspecialty [
: support |
+ 1 : | Complementary
| care models
Risk |
e Represent novel
re-stratification ] framework to optimize
1 [l care for CKM population
\ 2 4 | |
Primary care I CKI\_II_ coordin_ator |
clinician High-risk patients | facilitates patient l
| navigation across I
[ subspecialists I
Specialty targeted o
referrals [Support erX|p|I|ty between health]
Volume-based c\ent_ers_/regon_s a_nd_res_ouE:es
1. American Heart Association. Cardiovascular-Kidney-Metabolic (CKM) Health Initiative: Implementation Guide. March 10, 2026. Pe e rVi eW

https://www.heart.org/en/professional/cardiovascular-kidney-metabolic-health/implementation.



Interdisciplinary Care Models in CKM Syndrome

[ 29 4
>

.‘.'. CKM syndrome

T
) ) with 22 of: T2D
o’ kb, CVD

Lower burden of
CKM risk factors

Support for lifestyle Value-based care with
modification and support from CKM

GDMT for CKM risk coordinator and

factors interdisciplinary team

Absolute Risk for Adverse CVD Events

Spectrum of CKM Syndrome Multimorbidity

a High-risk T2D is defined as a A1C 29% or microvascular complications of T2D; very high-risk CKD is defined as per the KDIGO heat map. P V‘
1. Ndumele CE et al. Circulation. 2026 Jun 9 [Epub ahead of print]. CCrview



AHA CKM Health Initiative Groundbreaker Locations'

» First 15 locations selected based on disease " Indianapolis, IN |

prevalence, local health system characteristics,
population size, and demographic mix

« Seeking 150 groundbreakers for 4-year initiative?

Louisville, KY
Western KY

~ Connecticut |

Bronx —
Brooklyn, NY

Maryland
Washington, DC

‘ North Carolina

Atlanta, GA

e | Las Vegas, NV |

Miami —
Ft. Lauderdale, FL

Tulsa, OK

) ) ) ) ‘ Baton Rouge, LA ‘
1. https://newsroom.heart.org/news/15-regions-chosen-for-groundbreaking-effort-to-reduce-cardiovascular-disease. P V‘
2. https://www.heart.org/en/professional/cardiovascular-kidney-metabolic-health/ckm-health-groundbreakers. e e I' 1 eW
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Case Study What-If Scenario #3 and Discussion

@ Georgette

» Georgette is a 57-year-old woman
— BP 135/83 mmHg (treated)

— LDL-C 131 mg/dL, TG 147 mg/dL,
HDL-C 47 mg/dL, TC 207 mg/dL (treated)

- BMI 28 kg/m?, WC 37” (94 cm)

- A1C6.7%

— eGFR 72 mL/min/1.73 m?, UACR 28 mg/g
— AST 28 U/L, ALT 31 U/L

— NTpro-BNP 218 pg/mL

PREVENT risk estimates
CVD 8.6% (10-y), 36.7% (30-y)

ASCVD 5.4% (10-y), 23.6% (30-y)
HF 4.0% (10-y), 21.8% (30-y)

©®
528

What criteria will you use to determine
when or if to refer Georgette to an
AHA CKM center?
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CKM is highly
relevant and
prevalent

= J
4 )
Awareness
among clinicians
could be

increased

Ghere is an opportunity to\
intervene earlier,
particularly in the

preclinical space, by
addressing root causes

\_ J

e

and early screenin
N\ y S

May help prevent the
burden of metabolic-
related complications

T2DM
ASCVD
CKD
HF

There are effective
tools that treat
multiple conditions

~

SGLT2is

GLP-1-based agents

MRAs

RAASIs

III\



Questions Previously Submitted

How can | address patients’ concerns about polypharmacy?

How can | best coordinate care and identify who is responsible for which aspect of
disease management?

Is there any difference in cardiovascular benefits between SGLT2 inhibitors?

How do SGLTZ2 inhibitors compare to GLP-1 receptor agonists for add-on therapy
(to metformin) in terms of efficacy and hard outcomes?

How would you handle concerns with renal colleagues over diuretic dose?

Thank you for joining us!
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Abbreviations

AAFP: American Academy of Family Physicians
ACC: American College of Cardiology

ACELI: angiotensin-converting enzyme inhibitor
ADA: American Diabetes Association

AHA: American Heart Association

ARNI: angiotensin receptor neprilysin inhibitor
ASCVD: atherosclerotic cardiovascular disease
BNP: brain natriuretic peptide

CCB: calcium channel blocker

CCS: Canadian Cardiovascular Society

CHFS: Canadian Heart Failure Society

CHW: community health worker

CKD: chronic kidney disease

CKM: cardiovascular-kidney-metabolic

CPA: collaborative practice agreements

CRM: cardiac-renal-metabolic

DHA: docosahexaenoic acid

DPPA4-i: dipeptidyl peptidase 4 inhibitor

EASD: European Association for the Study of Diabetes
EHR: electronic health record

EPA: eicosapentaenoic acid

ESC: European Society of Cardiology

ESKD: end-stage kidney disease

FPG: fasting plasma glucose

GIP: gastric inhibitory peptide

GLP-1: glucagon-like peptide-1

GPCP: general practice clinical pharmacist

HCP: healthcare professional

HEDIS: Healthcare Effectiveness Data and Information Set
HFpEF: heart failure with preserved ejection fraction
HFSA: Heart Failure Society of America

HTN: hypertension

IGT: impaired glucose tolerance

IHELP: Income, Housing, Education, Literacy, and Personal Safety
JACC: Journal of the American College of Cardiology
JAMA: Journal of the American Medical Association
KDIGO: Kidney Disease: Improving Global Outcomes

LLT: lipid lowering therapy

MACE: major adverse cardiovascular event

MASH: metabolic dysfunction-associated steatohepatitis
MASLD: metabolic dysfunction-associated steatotic liver disease
MetS: metabolic syndrome
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Abbreviations

MRA: mineralocorticoid receptor antagonist

MTM: medication therapy management

NHANES: National Health and Nutrition Examination Survey
NT-proBNP: amino-terminal pro-B-type natriuretic peptide
PAD: peripheral artery disease

PCP: primary care physician

PCSKO: proprotein convertasesubitilisin/kexin type 9
PDUFA: prescription drug user fee amendments
PwT2DM: people with type 2diabetes mellitus

RA: receptor agonist

RAAS: renin-angiotensin-aldosterone system

RAAS:I: renin-angiotensin-aldosterone system inhibitor
RAS: renin-angiotensin system

SAMS: statin-associated muscle symptoms

SDOH: social determinants of health

SGLT2i: sodium-glucose cotransporter inhibitor

SU: sulfonylurea

T2DM: type 2 diabetes mellitus

TG: triglycerides

UACR: urinary albumin-to-creatinine ratio
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