
3/20/2023

1

Presented by Creative Educational Concepts LLC. Supported by an independent educational grant from Lilly.

Primary Care Perspectives on Obesity

Embracing Novel Agents

to Optimize Patient Outcomes

Disclaimer

• This slide deck in its original and unaltered format is for educational purposes and is current as of the 
date of this presentation. All materials contained herein reflect the views of the faculty and not those 
of Creative Educational Concepts LLC or the commercial supporter(s). 

• Participants have an implied responsibility to use the newly acquired information to enhance patient 
outcomes and their own professional development. The information presented in this activity is not 
meant to serve as a guideline for specific patient management. 

• Any procedures, medications, or other courses of diagnosis or treatment discussed or suggested in 
this activity should not be used by clinicians without evaluation of their patient’s conditions and 
possible contraindications on dangers in use, review of any applicable manufacturer’s product 
information, and comparison with recommendations of other authorities. 

• Usage rights. This slide deck is provided for educational purposes and individual slides may be used 
for personal, non-commercial presentations only if the content and references remain unchanged. No 
part of this slide deck may be published or distributed in print or electronic format without prior 
written permission from Creative Educational Concepts LLC. Additional terms and conditions may 
apply. 
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• Review the etiology and epidemiology of obesity, highlighting guideline-directed 
recommendations for obesity management and the historical stigmatization of weight-loss 
pharmacotherapies.

• Appraise currently FDA-approved medications for obesity management and the evolving 
evidentiary base for novel therapies, highlighting comparative safety and efficacy profiles and 
mechanisms of action.

• Examine the two newest approvals for GLP-1 agonists in this treatment landscape and 
compare clinical utility as assessed by recently conducted head-to-head trials.

• Discuss recently reported trial data evaluating GLP-1/GIP agonism as a novel pharmacologic 
mechanism for weight management, and evaluate its potential placement within the evolving 
calculus. 

• Use real-world, case-based scenarios to formulate patient-centric treatment plans by 
integrating knowledge of barriers to care, clinical efficacy of established and emerging 
pharmacotherapies, and tools to assist primary care physicians with front-line obesity 
management and multidisciplinary referral.

Learning Objectives

Laying the Foundation 
in Obesity Management 

Etiology, Epidemiology, 
and the Urgent Need for Change 
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How to Think about Obesity

Condition that
can be fixed

Chronic relapsing and 
remitting condition that 
can be managed

• Long-term care and follow-up

• Long-term therapy that often 
changes over time

• Multifactorial, requiring 
multifaceted approach

• Timed intervention(s) 

• 1–2 causes 

Metabolic Syndrome

• Coronary artery disease
• Peripheral arterial disease
• Elevated blood sugar
• Elevated blood pressure
• Dyslipidemia
• Obesity (central)
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Body fat set point

• Unhealthy diet, processed foods
• Sleep deprivation/disrupted circadian rhythm
• Low muscle mass 
• Stress
• Obesogenic medications
• Medical conditions (e.g., thyroid)

• Healthy unprocessed diet
• Regular exercise
• Bariatric and metabolic surgery
• Anti-obesity medications
• Medical conditions (e.g., thyroid)

Genetics and 
Epigenetics 

González-Muniesa P, et al. Nat Rev Dis Primers. 2017.

Adaptive Response to Weight Loss

Melby CL, et al. Nutrients. 2017.
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Novel Approaches, Novel Outcomes
A Deep Dive into the Expanding Pharmacologic 

Weight-loss Armamentarium

Historical Stigmatization of Obesity 
and Anti-obesity Pharmacotherapy 

Wharton S, et al. CMAJ. 2020.

• Pharmacotherapy helps patients overcome the adaptive 
response to weight loss, adhere to a healthy lifestyle, 
and frequently has metabolic health benefits beyond 
weight loss

• Despite strong evidence supporting these benefits, only
2% of eligible patients receive it. Why? 
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Obesity Management Guidelines

Wharton S, et al. CMAJ. 2020.

• AACE/ACE 2016 guidelines recommend that pharmacotherapy 
and/or bariatric surgery be used adjunctively with lifestyle 
therapy in patients with overweight and obesity, either after 
failure of lifestyle therapy alone, or concurrently in patients with 
weight-related complications

• Pharmacotherapy: BMI  ≥ 27 kg/m2 with obesity-associated 
comorbidity, or BMI ≥ 30 kg/m2

• In 2022, the American Society of Metabolic and Bariatric Surgery 
(ASMBS) and the International Federation for the Surgery of 
Obesity Metabolic Disorders (IFSO) published updated indications 
for bariatric surgery 

• BMI ≥35 kg/m2

• BMI of 30–34.9 kg/m2 after failure to achieve substantial/durable weight 
loss or comorbidity improvement using nonsurgical methods

• Type 2 diabetes (T2D) and BMI ≥30 kg/m2

Anti-obesity Therapy

AACE/ACE: American Association of Clinical Endocrinologists/American College of Endocrinology

Ghusn W, et al. JAMA Netw Open. 2023; Shi Q, et al. Lancet. 2022; Redmon JB, et al. Diabetes Care. 2003; 
Eisenberg D, et al. Surgery for Obesity and Metabolic Disorders. 2022.

27

28



3/20/2023

7

• Typically, monotherapy, combined with lifestyle changes, leads to 
3%–22% total body weight loss and combination therapy can 
produce greater loss

• How does this compare with bariatric surgery and lifestyle 
changes alone?

• Bariatric typically 25%-30%

• Lifestyle alone 3%

Anti-obesity Pharmacotherapy 

AACE/ACE: American Association of Clinical Endocrinologists/American College of Endocrinology

Ghusn W, et al. JAMA Netw Open. 2023; Shi Q, et al. Lancet. 2022; Redmon JB, et al. Diabetes Care. 2003.

NAFLD, non-alcoholic fatty liver disease; 
DKD, diabetic kidney disease. 

The 5As Framework in Obesity
A Motivational Interviewing Technique 

• Ask (permission, readiness), Assess (severity, 
complications), Advise (develop strategy), 
Agree (goals, treatment plan), Assist (with 
barriers, follow up)

Wharton S, et al. CMAJ. 2020; Garvey WT, et al. Endocr Pract. 2016; 
Campbell-Scherer DL, et al. Implement Sci. 2014; ClinicalTrials.gov.

RCT, randomized controlled trial; AACE, American Association of Clinical 
Endocrinologists; ACE, American College of Endocrinology. 
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A. Lifestyle counseling and referral
B. Discontinue/replace obesogenic 

medications when possible
D. Offer anti-obesity medications
E.     Offer bariatric surgery

What do you advise for her next steps?

A 53-year-old female presents to the office for obesity management. She has struggled with her weight for over 30 years, having followed 
multiple diets and exercise programs, without long-lasting results. Her primary care doctor has recommended a low-calorie diet and regular 
exercise for the past 10 years. She is seeing a nutritionist and working with a personal trainer. 
Her BP is 152/90 mmHg and BMI is 43 kg/m2

Medical history includes well-controlled T2D, uncontrolled HTN, HLD, OSA, OA, and seasonal allergies 
Her medications include insulin glargine 15 units daily, insulin lispro 5 units thrice daily before meals, glipizide 10 mg twice daily, metoprolol 
50 mg twice daily, atorvastatin 20 mg daily, and diphenhydramine 25 mg PRN. 
After you ask about her personal motivations and goals for weight loss, you learn that she is highly motivated to follow a plan that “actually 
works.” 

Anti-obesity Medications

Incretin-Based Therapies 

Semaglutide

Liraglutide 

Tirzepatide (currently under review with FDA for obesity)

Stimulants

Phentermine (monotherapy only FDA approval for short-term use)

Phentermine/topiramate

Lisdexamfetamine (FDA approval only for binge-eating disorder [BED]) 

Others

Naltrexone/bupropion

Orlistat

Metformin (not FDA approved for obesity)
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• Incretin hormones (secreted in GI tract in response to oral 
glucose)

• Increase insulin sensitivity (muscle) and secretion (support B cell 
function/proliferation), glucagon suppression in response to 
glucose

• No significant hypoglycemia 

• Decrease gluconeogenesis by liver

• Delay gastric emptying → satiety

• Act centrally to decrease appetite and thirst (encourage 
hydration)

GLP-1 and GLP-1/GIP Dual 
Receptor Agonists

Knerr PJ, et al. Mol Metab. 2022.

• Anti-inflammatory, cardioprotective, and renoprotective effects (dulaglutide, 
semaglutide, liraglutide, tirzepatide)

• Reduce the production of reactive oxygen species 

• Reduce platelet, macrophage, and monocyte activation and their accumulation in the vascular 
wall 

• Inhibit endothelin production → vasodilation 

• Stabilize endothelial cells and reduce plaque hemorrhage and rupture 

• Increase cardiac output 

• Lower blood pressure (natriuresis and diuresis) 

• American Diabetes Association (ADA) Standards of Care 2023 – GLP-1 receptor 
agonist (RA) as either first- or second-line therapy, regardless of baseline A1C in 
patients with established or at high risk of coronary artery disease and chronic 
kidney disease 

GLP-1 and GLP-1/GIP Dual 
Receptor Agonists

Knerr PJ, et al. Mol Metab. 2022.
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GLP-1 and GLP-1/GIP Dual RA
• Tirzepatide—approved for T2D only
• Semaglutide
• Liraglutide

Total Body Weight Loss (TBWL, compared to placebo): liraglutide 4%, 
semaglutide 12.4%, tirzepatide 18% 

Side Effects/Considerations

• GI, pancreatitis, medullary thyroid carcinoma (MTC) 
Contraindications 

• Family /personal history of MTC, multiple endocrine neoplasia syndrome 
type 2 (MEN II). History of pancreatitis relative CI 

Jastreboff AM, et al. N Engl J Med. 2022; FDA Prescribing Information; Abd El Aziz MS, et al. Diabetes Obes Metab. 2017; Huthmacher JA, et al. Diabetes Care. 2020. 

Stimulants
• Phentermine (sympathomimetic)—appetite suppressant, increase energy 

expenditure
• Phentermine/topiramate (GABA receptor modulator)— appetite/energy
• Lisdexamfetamine (increases norepinephrine and dopamine)– approved for 

binge eating disorder only 
TBWL (compared to placebo): phentermine 4%–5%, phentermine/topiramate 
7%–11%, lisdexamfetamine 5-6% 

Side Effects/Considerations 

• Theoretical risk abuse/dependance
• Heart palpitations, insomnia, anxiety
• Neuropathic—mood/cognition, neuropathy, irritability
• CV benefits: phentermine/topiramate improved cardiometabolic marker

FDA Prescribing Information; Mauer Y, et al. Cleve Clin J Med. 2021

35

36



3/20/2023

11

Others
• Naltrexone (opioid receptor antagonist)/bupropion (NDRI)—appetite 

suppressant
• Orlistat—lipase inhibitor
• Metformin—biguanide, decreases hepatic glucose production and intestinal 

absorption of glucose, suppresses appetite

TBWL (compared to placebo): metformin 2%–3%, orlistat 2%–4%, 
naltrexone/bupropion 4%–5%

Side Effects/Considerations
• Naltrexone/bupropion—headaches, constipation, insomnia, reduces seizure 

threshold, increased BP/HR
• Orlistat/metformin—GI (fiber supplement), meals, extended release (XR)
• Metformin—lactic acidosis
• Metformin and naltrexone/bupropion—incremental doses, usually twice 

daily

FDA Prescribing Information. NDRI, norepinephrine and dopamine reuptake inhibitors.

A. Lifestyle counseling and referral
B. Discontinue/replace obesogenic 

medications when possible
D. Offer anti-obesity medications
E.     Offer bariatric surgery

What do you advise for his next steps?

A 44-year-old male presents to the office for a wellness visit. His BMI is 28 kg/m2

Medical history includes hyperlipidemia (HLD), well-controlled HTN, and uncontrolled depression 
Current medications include hydrochlorothiazide (HCTZ) 25 mg daily and rosuvastatin 5 mg daily

Since his early 20s, he has tried multiple diets and exercise programs without sustained weight loss.  He 
eats small healthy meals at work, but very large amounts of fatty and sugary foods when he gets home in 
the evenings. He does not exercise.
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• International phase 3 double-blind RCT

• 1,961 adults with BMI ≥30 kg/m2 or ≥27 kg/m2 with at least one weight-
related complication

• No diabetes

• Assigned in 2:1 ratio to either semaglutide 2.4 mg or placebo for 68 
weeks (including up to 16-week dose-escalation period)

• Lifestyle interventions

• Coprimary end points: percentage change in weight from baseline and a 
weight reduction of 5% or more

STEP-1 Trial

Wilding JPH, et al. N Engl J Med. 2021.

STEP-1 Trial

Wilding JPH, et al. N Engl J Med. 2021.
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• International phase 3 double-blind RCT

• 2,539 adults with BMI ≥30 kg/m2 or ≥27 kg/m2 with at least one weight-
related complication

• No diabetes

• 1:1:1:1 tirzepatide (5 mg, 10 mg, or 15 mg) or placebo for 72 weeks, 
including up to 20-week dose-escalation period (starting 2.5 mg, 
increasing by 2.5 mg every 4 weeks) 

• Lifestyle interventions

• Coprimary end points: percentage change in weight from baseline and a 
weight reduction of 5% or more

SURMOUNT-1 Trial

Jastreboff AM, et al. N Engl J Med. 2022.

SURMOUNT-1 Trial

Wilding JPH, et al. N Engl J Med. 2021.
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• The STEP 8 trial compared weight loss of 
semaglutide 2.4 mg vs liraglutide 3.0 mg in 
adults without T2D who had 
obesity/overweight  – average TBW 
reduction with semaglutide was 15.8% 
versus 6.4% with liraglutide 

• Head-to-head comparison trials among 
GLP-1 and GLP-1/GIP receptor agonists in 
obesity are needed 

• 2 mg semaglutide absent in SURPASS-2

Comparison of Incretin-Based Therapies 

Jung HN, et al. J Obes Metab Syndr. 2022; Rubino DM, et al. JAMA. 2022

Comparison of Weight-Reduction 
Outcomes in T2D - SURPASS-2

Fortifying the Front Line
Primary Care Physicians as Gatekeepers 
in the Obesity Management Paradigm 
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A. Offer oral semaglutide 
B. Skip naltrexone/bupropion nightly 

dose and add metformin and/or 
psyllium fiber supplement 

C. Offer bariatric surgery
D. Offer lorazepam for sleep
E. B and C

What do you advise for next steps?

A 35-year-old female presents to the office for obesity follow up. Her BMI is 42 kg/m2

She eats a healthy, low-calorie diet and exercises regularly, as per plan with the nutritionist you referred 
her to. 
She has been taking naltrexone/bupropion × 1 month and has lost 3 pounds but is experiencing insomnia 
and constipation. 
She is not interested in injectables.

A. Offer oral semaglutide 
B. Skip naltrexone/bupropion nightly 

dose and add metformin and/or 
psyllium fiber supplement 

C. Offer bariatric surgery
D. Offer lorazepam for sleep
E. B and C

What do you advise for next steps?

A 35-year-old female presents to the office for obesity follow up. Her BMI is 42 kg/m2

She eats a healthy, low-calorie diet and exercises regularly, as per plan with the nutritionist you referred 
her to. 
She has been taking naltrexone/bupropion × 1 month and has lost 3 pounds but is experiencing insomnia 
and constipation. 
She is not interested in injectables.
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A. Add incretin-based therapy and return to clinic in 1 month
B. Advise healthy reduced-calorie diet and increase exercise
C. Offer bariatric surgery revision
D. A and C
E. Reassure, some patients don’t achieve normal BMI after bariatric surgery

What do you advise for next steps?

The patient has now been following with you for 5 years. Last year, she underwent bariatric surgery. BMI 
is now 36 kg/m2

She eats a Mediterranean diet and exercises 3x /week. She continues naltrexone/bupropion in the 
morning. She now takes lisinopril for HTN.
Her weight loss has plateaued, and she is now open to injectable therapy if you recommend it.

A. Add incretin-based therapy and return to clinic in 1 month
B. Advise healthy reduced-calorie diet and increase exercise
C. Offer bariatric surgery revision
D. A and C
E. Reassure, some patients don’t achieve normal BMI after bariatric surgery

What do you advise for next steps?

The patient has now been following with you for 5 years. Last year, she underwent bariatric surgery. BMI 
is now 36 kg/m2

She eats a Mediterranean diet and exercises 3x /week. She continues naltrexone/bupropion in the 
morning. She now takes lisinopril for HTN.
Her weight loss has plateaued, and she is now open to injectable therapy if you recommend it.

Once a medication is chosen, follow-up monthly for the first 3 months, then at least every 3–6 months. Incretin-
based therapy requires titration up to optimal dose, as tolerated. 
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• Obesity is a chronic disease requiring chronic management

• Discontinue obesogenic medications when possible

• Counsel qualifying patients on effective anti-obesity medications 
and bariatric/metabolic surgery options

• GLP-1 and GLP-1/GIP dual RAs are the future of anti-obesity 
medical management…stay tuned!

Take-home Points
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