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Wall Street Journal - June 23, 2019 Heart Disease

Roars Back

Progress Stalls

After 60 years of steep declines, cardiovascular and heart disease death rates
have been nearly stagnant since 2011.

Deathrates, all ages
Per 100,000 people

Cardiovascular disease*

The trend is especially bad
for middle-aged Americans,
who are more likely to die of
cardiovascular disease now
thanin 2011, reversing a

Heart disease

Cardiovascular disease deaths
per 100,000, ages 45 to 64
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Younger people and women are more often
stricken; obesity and diabetes stall the decline

By Besy McKay

Health Reversal

The reduction in heart disease
had been so promising that it
was expected to fall below
cancer to become the No. 2
cause of death in the U.S. by
2020—but that no longer
seems likely.
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Effect of Obesity on Diverse CV Event Types
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Adapted from J Am Heart Assoc. 2016;5:e003921

Childhood Obesity and Adult Cardiovascular Health
Meta-Analysis of Four Prospective Cohort Studies (n=6328)
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Adapted from N Engl J Med 2011;365:1876-85.
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How Does Obesity Cause
Cardiovascular Disease?

Consequences of Ectopic Fat Deposition in Obesity
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CV Risk: Central Role of Abdominal Adiposity
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Relationship: BMI vs. Waist Circumference
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CV Hazard of Waist Circumference by BMI Tertile

Lowest Tertile Middle Tertile Highest Tertile
BMI <24.5 BMI 24.5-28.0 BMI < 28.0
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Lancet 2011; 377: 1085-95

BMI Effects in South Asian vs. White Europeans

1

BMI 22.6 kg/m?2
in South Asians

BMI 30.0 kg/m?
in White Europeans

Glycemic Effect
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PLoS ONE 6(10) e26464. = South Asian - \White European
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We Know What Doesn’t Work:
Diet or Conventional Drug Therapy
to Improve Cardiovascular Outcomes.

Look Ahead: Weight Loss over 10 Years

Intervention

Main effect, —4 (95% ClI, -5 to —3)
P<0.001
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Look Ahead: Primary Endpoint over 10 Years

Control

Percentage
of Patients
with Primary
Endpoint (%)

The Sad History of Conventional Drugs to Treat Obesity

* Amphetamines - high abuse potential, hypertension
Fenfluramine - fatal pulmonary hypertension (withdrawn)
Fenfluramine/phentermine - valvular heart disease (withdrawn)

Sibutramine — hypertension, arrhythmias, sudden death,
increased CV morbidity/mortality (withdrawn)

Orlistat — Anal leakage, deficiency in fat soluble vitamins
Rimonabant — Suicide and other psychiatric effects (withdrawn)
Lorcaserin — Malignancy (withdrawn)

Bupropion-naltrexone (No CV benefit)




Stampede: Study Design

150 T2DM patients (HbA1c > 7.0%, BMI 27- 43 kg/m?)

Intensive medical therapy (IMT) alone (n=50)
Standard
Therapy IMT + Roux-en-Y gastric bypass surgery (n= 50)
IMT + Sleeve gastrectomy surgery (n=50)
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Surgery Sub Study Study

Endpoint CIMT Completion
Randomization Retinal

# —
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Change in Glycohemoglobin Through 36 Months
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N Engl J Med 2014;370:2002-13. Months
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JAMA | Original Investigation

Association of Metabolic Surgery With Major Adverse
Cardiovascular Outcomes in Patients With Type 2 Diabetes
and Obesity

Ali Aminian, MD; Alexander Zajichek, MS; David E. Arterburn, MD, MPH; Kathy E. Wolski, MPH; Stacy A. Brethauer, MD; Philip R. Schauer, MD;
Michael W. Kattan, PhD; Steven E. Nissen, MD

& Editorial page 1
IMPORTANCE Although metabolic surgery (defined as procedures that influence metabolism
by inducing weight loss and altering gastrointestinal physiology) significantly improves
cardiometabolic risk factors, the effect on cardiovascular outcomes has been less well
characterized.

Supplemental content

OBJECTIVE To investigate the relationship between metabolic surgery and incident major
adverse cardiovascular events (MACE) in patients with type 2 diabetes and obesity.

DESIGN. SETTING, AND PARTICIPANTS Of 287 438 adult patients with diabetes in the
Cleveland Clinic Health System in the United States between 1998 and 2017, 2287 patients
underwent metabolic surgery. In this retrospective cohort study, these patients were
matched 1:5 to nonsurgical patients with diabetes and obesity (body mass index [BMI] =30),
resulting in 11435 control patients, with follow-up through December 2018.

EXPOSURES Metabolic gastrointestinal surgical procedures vs usual care for type 2 diabetes
and obesity.
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Outcomes: Metabolic Surgery vs. Usual Care
Six Component MACE 3 Component MACE

HR, 0.61; 95% CI, 0.55-0.69: HR, 0.62; 95% CI, 0.53-0.72:
P<0.001 P<0.001
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Interventions Required Following Metabolic Surgery

_ Years Since Metabolic Surgery
e [ [

Abdominal Surgical Procedure 13.8%

Repair Abdominal wall hernia 11.1%
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Can Newer Pharmacological
Therapies Achieve the Benefits
Shown for Bariatric Surgery?

Incretins and Glucagon: Three Potential targets

* GLP-1 - Glucagon-like peptide-1

* GIP - Glucose-dependent insulinotropic
polypeptide

* Glucagon receptors

Designers of drugs can target any of these three receptors,
potentially with single peptides, enabling multifunctional drugs
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SELECT: Semaglutide and Cardiovascular Outcome

Hazard ratio, 0.80 (95% Cl, 0.72-0.90)
P<0.001 for superiority

Primary end point: CV death,
nonfatal stroke or Ml

Semaglutide

Cumulative Incidence (%)

12 18 24 30 36 42 48

Months Since Randomization

Tirzepatide: Dual GLP & GIP Agonist Effect on Weight Loss

TZP 10mg

Weight Change from Baseline (%)

TZP 15mg
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13



5/30/2024

Retatrutide: Triple Agonist Effect on Weight in Females
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DOI: 10.1056/NEJM0a2301972

Orforglipron: Effect on Weight through 36 Weeks
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Mean BMI 37.9

DOI: 10.1056/NEJM0a2302392
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Know The Enemy: Billions and Billions Served

McDonald's

gILLIONS AND B

ILLIONS SERVEP

The Essential, Toxic, American Fast-Food Diet
Percent Daily Values: Calories (68%), Fat (73%), Sugar (168%)

Nutrition Calculator

1360 Cal. 579 [ISiSle 32¢g

Calories Total Fat (73%DV) Total Carbs (69 % DV) Protein (0% DV)

Saturated Fat: 149 (72 % DV) Total Sugars: 869 Vitamin D: Omcg (0 % DV)
Dietary Fiber: 99 (32%DV) Added Sugars: 849 (168 % DV) Potassium: 1405mg (28 % DV)
Calcium: 149mg (12 % DV) Iron: 6.0mg (33 % DV) Sodium: 1530mg (66 % DV)

Trans Fat: 19 Cholesterol: 85mg (28 % DV)
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