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Who should receive 
stepwise/sequenced 

interventions?
What treatments 

should be sequenced?
How do we implement 
stepwise/sequenced 

interventions?

1 2 3

Slide courtesy of and adapted from Ian de Boer, MD
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1. Initial CKM Staging
• Stage 1
• Stage 2-3
• Stage 4

2. Risk Stratification using PREVENT and Risk Enhancers
• PREVENT-CVD risk thresholds
• + Risk Enhancers?

3. Patient Risk Profile with Specific CKM Conditions
• Type 2 Diabetes
• Chronic Kidney Disease
• Obesity
• Subclinical atherosclerosis or heart failure
• Established ASCVD or heart failure

Who should receive 
stepwise/sequenced 

interventions?
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Prevention of CKM Incidence/Progression
Lifestyle Modification and Risk-

Guided Treatments
Lifestyle Modification and 
Established Treatments

Reclassify CKM Risk

PREVENT/Risk Enhancers

Initial CKM Staging

Stages 1-3 Stage 4
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1. Prioritize interventions with proven impact on 
CVD morbidity and mortality

2. Interventions with overlapping benefits

3. Complementary mechanisms of action

4. Current treatment during clinical trials

5. Subgroup analyses of clinical trials

What treatments 
should be sequenced?
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Therapies with overlapping benefits

Slide courtesy of Ian de Boer, MD
Unpublished data
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83% of 147,333 patients with T2D had 
an indication for SGLT2i +/- GLP1RA
Of these, 32% used at least one:

• 11% SGLT2i only
• 16% GLP1RA only
• 6% both

Blood AJ et al. Am Heart J. 2025
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Current therapies have complimentary mechanisms of action

ASCVD Incidence/Progression in CKM 

Adapted from Sridhar VS et al. Diabetologia. 2024
Slide courtesy of Ian de Boer, MD
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Concurrent treatment during clinical trials 

Combination of therapies used during the FLOW trial

Combination of therapies used during the SOUL trial
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Subgroup analyses support combination therapy

SGLT2i + GLP-1 RA, SMART-C

Slide courtesy of Ian de Boer, MD

Apperloo EM et al. Lancet Diabetes Endocrinol. 2024
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Subgroup analyses support combination therapy

SGLT2i or GLP-1 RA + ns-MRA

Pitt B et al. N Engl J Med. 2021
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How do we implement 
stepwise/sequenced 

interventions?

3

EXAMPLE: 2026 KDIGO GUIDELINE
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How do we implement combination therapies?

Gregg LP et al. CJASN. 2025

Example: Chronic kidney disease
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Suggested principles for risk-guided, sequential therapies

PERSONALIZED
 Underlying processes driving 

disease 
 Absolute risks of CVD and 

kidney events
 Vulnerabilities to adverse drug 

effects/access

ACCELERATED
 Intervene early, at most 

amenable disease stages
 Rapid sequencing as 

tolerated

ITERATIVE
Reassess:
 Comorbidities
 Disease manifestations
 Residual risk
 Treatment indications
 Access to treatment
 Adherence

Slide courtesy of and adapted from Ian de Boer, MD

• Are the columns really the same width (strength of evidence)?
• Are the columns really the same height (effectiveness)?
• Will the temple collapse without all 4 (does everyone need all)?
• Should it be made of stone?

Slowing of CKM 
Progression
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Questions?
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