10/21/2026




10/21/2026

Objectives

* Incretin agonists
When to use and how to use

* Titration, monitoring and side effects

* New medications

Patient case

* 53-year-old male

e T2DM, GERD, hyperlipidemia, hepatic steatosis
ASVD with vascular calcifications, HTN

* 256 pounds with BMI 43.4

* Triglycerides 376

e HDL 47

* LFT’s, renal studies normal

e Alc 12.2—recent T2DM diagnosis

* Waist circumference 51.2
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Sy n d ro m e X “the clustering of risk factors for CAD, in addition

to high blood pressure, associated with insulin
resistance. These include hyperinsulinemia, IGT,
increased plasma triglyceride concentration, and
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Metabolic Syndrome
Stages of CKM Syndrome
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@ é 2026 Cardiovascular-Kidney-Metabolic Syndrome

“The metabolic syndrome (MetS) is a modifiable
risk factor for cardiovascular disease, type 2
diabetes mellitus and other health outcomes,
and is a major challenge to clinical practice and
public health.”

Metabolic Syndrome
Neeland, |. et al
Nature Reviews (2024 ) 10:77

ABCD

Adiposity Based Chronic Disease

Focuses on the individual and
health complications caused

by or associated with obesity
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AACE Algorithm

ABCD Algorithm
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ABCD Algorithm

De-emphasize
1 BMI
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ABCD Algorithm

5 6 7

Treatment Treat me nt Behavioral

ABCD Algorithm

First line cardiometabolic
8 tirzepatide
semaglutide
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Medication

10

Medication
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Medications
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Effects of GLP-1/GIP e e

agonists
= Glucose-dependent insulin secretion .m
= Slowed gastric emptying %wm
® |nhibits food intake

. . . . m
®» |ncreased natriuresis/diuresis imww«“

= Decreased inflammation/apoptosis

200

= ? Cardio-neuro protectiveness
= ? Learning/memory, reward behavior, palatability

Anderson et al. Nat Rev Endocrinol 14: 2018 390-403
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Incretin-based medication side effects

* Nausea/vomiting

* Delayed gastric emptying

* Gallbladder/biliary disease

* Hypoglycemia

* Constipation or diarrhea

* Heartburn

* Belching

* Fatigue

* Taste and texture preference changes
* Pancreatitis ?7?

16
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Incretin-based medication side effects

* Thyroid C cell tumors

* Diabetic retinopathy

* Diabetic ketoacidosis

* Acute kidney injury

* |Injection site reactions

* Hair loss

* Non-arteritic anterior ischemic optic neuropathy
* Drug interactions--lithium
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Dose Titration

Wegovy injectable (semaglutide)
0.25—0.5—1.0—1.7—2.4mg
Wegovy oral (semaglutide)
1.5—4.0—9.0—25.0 mg
Zepbound injectable (tirzepatide)
2.5— 5.0—7.5—10.0—12.5—15.0 mg
Foundayo oral (orforglipron)
0.8—2.5—5.5—9.0—14.5—17.2mg
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Oral GLP-1 medications

Wegovy
Low bioavailability
Absorbed in stomach
T% =7 days
13-17% weight loss

1.5 mg--$149

4 mg--$149-199
9 mg--$299

25 mg--$299-350

Foundayo
(orforglipron)
Non-peptide
Well absorbed
T%2=1-2 days
9-15% weight loss

0.8 mg--$149

2.5 mg--$199

5.5 mg--$299-349
9 mg--$299-349
14.5 mg--$299-349
17.2 mg--$299-349
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Frequency of follow-up
B Change in Body Weight . .
Monthly Bi-monthly Semi-annyial
-Treatment
Period
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What’s needed for insurance approval

* Bridge Program—for Medicare
7/2026-12/2027
requires Medicare part D policy
not applicable if medication can be covered for other
indication
$50 monthly
* therxindex.com—helpful site for looking at criteria
for other third-party insurances
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What’s needed for insurance approval

In general. ..

Wegovy
steatohepatitis F2 and F3 (not oral Wegovy, not cirrhosis)
previous Ml (injectable or oral)
previous CVA (injectable or oral)

severe peripheral arterial disease (ABIl, amputation,
revascularization)

previous coronary artery interventions (stenting, angioplasty)

Zepbound
moderate to severe OSA (AHI = 15)

22
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approval

r other

criteria
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Retatrutide

Overall mean baseline bodyweight 106-4 kg (SD 24-9)
St s s e

Retatrutide, a Triple Hormone Receptor Agonist, for
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Patient case

BMI 33.8
Weight 196

120

115
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Objectives

Incretin agonists

FLOW
STEP8 SURPASS-2 SUSTAING
SELECT
STEP2
SURMOUNT-2 e
SUSTAINT  PIONEER6  SUSTAIN3 oo,

VK2735

STEP5

Retatrutide

Apitegromab
CT-868

CT-388
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