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The Lexicon
• Incretin medication: GIP & GLP-

1 targeted medication promote 
insulin secretion in presence of 
increased blood glucose

• NuSH medication: Nutrient 
Stimulated Hormone – targets 
GIP, GLP-1, Glucagon, Amylin + 
calcitonin

Melson E.,et al. Int J Obes 49, 433–451 (2025).

Where Do You Stand?

Where Do You Stand?
A. I don’t want to incorporate obesity management medications 

in my practice; they are too much trouble, and it doesn’t 
really fit in my practice.

B. I have a primary care practice and use GLP-1 medications for 
weight management sparingly.

C. I write prescriptions for GLP-1 obesity management 
medications but mostly for OSA, secondary prevention of CV 
events, and  MASH. 

D. I have a practice that has a large obesity management 
population, and I prescribe all available obesity management 
medications. 

E. Something else

ARS Question #1
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The Future Is Now for Obesity Medications.  
Why You Should Care 

• 2026 -  8 OMMs (obesity management medications) - 4 target GLP-1 or 
GLP-1/GIP; 4 “legacy” medications 

• 2027 - 2 new formulations; 1 oral small molecule GLP-1 RA

• 2028 - 11 more medications targeting NuSHs

• 2026 – 18  million US adults are taking a GLP-1 medication

• 2030 - XX million US adults taking NUSHs.

• The focus is shifting from OM to chronic disease modifications

• Patients want to take these medications.  

• There is potential for a profound impact on public health, if we have 
informed health care providers skilled in the use of these medications.  

Learning Objectives

At the end of the presentation, learners will be able to 

• describe the medications for weight management, 
including those currently available and those 
arriving in 2026 and 2027; 

• relate the principles and standards of care in 
prescribing these medications, with focus on 
NuSH* –based therapies; and

• discuss how NuSH*-based therapies have actions 
beyond weight loss and glycemic management. 

*NuSH = Nutrient Stimulated Hormone
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Obesity Medications 2025 Use Patterns 

Sympathomimetics
Phentermine

Phentermine/
Topiramate

Orlistat

Naltrexone/
BupropionLiraglutide

Semaglutide TirzepatideSetmelanotide

Bardet Biedl
POMC
PCSK1
LEPR

Sympathomimetics
Phentermine

Phentermine/
Topiramate

Orlistat

Naltrexone/
BupropionLiraglutide

Semaglutide TirzepatideSetmelanotide

BARRIERS TO 
SEMA AND TZP

Orlistat

Obesity Medications 2025 Use Patterns 
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Sympathomimetics
Phentermine

Phentermine/
TopiramateOrlistat

Naltrexone/
BupropionLiraglutide

Semaglutide TirzepatideSetmelanotide

OVER THE 
COUNTER

Obesity Medications 2025 Use Patterns 

Sympathomimetics
Phentermine

Phentermine/
TopiramateOrlistat

Naltrexone/
BupropionLiraglutide

Semaglutide TirzepatideSetmelanotide

??? 

Obesity Medications 2025 Use Patterns 
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Sympathomimetics
Phentermine

Phentermine/
Topiramate

Naltrexone/
BupropionLiraglutide

Semaglutide TirzepatideSetmelanotide

OVERWEIGHT & 
OBESITY WITH 

REIMBURSEMENT 
OR OUT-OF-

POCKET

Orlistat

Obesity Medications 2025 Use Patterns 
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Phentermine/
topiramate

Naltrexone/
bupropion SR

Liraglutide 
3.0 mg

Semaglutide 
2.4 mg

Drug       Placebo

Tirzepatide 
15 mg

Mean Percentage Weight Loss for FDA-Approved Medications

Percent Weight Loss (Drug vs Placebo) in Patients Without Diabetes 

  

Orlistat  

Sjöström L, et al. Lancet. 1998;352(9123):167-172;  Allison DB, et al. Obesity (Silver Spring). 2012;20(2):330-342; Gadde KM, et al. Lancet. 2011;377(9774):1341-1352; Greenway FL, et al. Lancet. 2010;376(9741):595-605; Apovian CM, et al. Obesity (Silver 

Spring). 2013;21(5):935-943; Pi-Sunyer X, et al. N Engl J Med. 2015;373:11-22; Wilding JPH, et al. N Engl J Med. 2021;384(11):989-1002;  Jastreboff AM, et al. N Engl J Med. 2022;387(3):205-216; Wadden TA, et al. Nat Med. 2023;29(11):2909-2918. Wharton S, 

et al. N Engl J Med 2025;393:1077-1087. Wharton S, et al. DOI: 10.1056/NEJMoa251177. Garvey TM, et al. N Engl J Med 2025;393:635-647

Semaglutide

25 mg

Orforglipron

36 mg

1↑ dose injectable, 2 oral &
 1new injectable medications  expected in 

2026

CagriSema
2.4 mg

Semaglutide

 7.2 mg

4 new formulations this year!
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Tschöp et al (2023) Diabetologia DOI 10.1007/s00125-023-05929-0 

How Did We Get Here?  GLP-1 Receptor Agonists 
Initially Developed for Diabetes, Then Obesity

Indication for obesity AND diabetes

GLP 1 Physiology to Pharmacology

• 97% homology

• Arginine replaces lysine @ 28

• Lysine at 20 is conjugated to c-16 
palmitic acid via gamma glutamic 
acid spacer (albumen binding)

• Forms heptamers 

• Reduced degradation and 
clearance

• Half Life 13 hours

• 94% homology 

• Arginine replaces lysine @ 28

• Aminoisobutyric acid replaces glycine at 
position 2 (resists degradation)

• C-18 fatty acid and lengthier spacer 
attached to Lysine (albumen binding)

• Reduced degradation and clearance

• Half Life 165 hours 

Brandt SJ, et al.  Journal Internal Medicine 2018. 284: 581-602.

• Half life 1-2 
minutes

• Deactivated by 
DPP-4
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2026: Two Oral GLP-1 Receptor Agonists Approved for 
Obesity Management

Semaglutide

https://pdb101.rcsb.org/motm/311

Orforglipron

Pharmacokinetic Modeling: Semaglutide 25 mg Oral (OASIS 4) and STEP 1. 
82.2% of Participants Receiving 25 mg Oral Semaglutide Achieved 

Exposure Levels in Same Range as Semaglutide 2.4 mg Sc

Overgaard RV, et al. Diabetes Obes Metab. 2026 Apr 23. doi: 10.1111/dom.70769. Epub ahead of print. PMID: 42023428.
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Absorption and Metabolism Properties of 
Oral Semaglutide and Orforglipron

• 77% absolute bioavailability at the 0.8 mg dose
• Tmax is reached 4 to 8 hours post-dose.
• Exposure increases in a dose-proportional manner.
• Plasma protein binding is >99%.
• Metabolized by CYP3A4 enzymes
• Strong CYP3A4 inhibitors: Maximum orforglipron dose 

is 9 mg once daily. 
• If the strong CYP3A4 inhibitor also inhibits OATP1B 

(e.g., ritonavir), concomitant use should be avoided 
entirely.

• Strong CYP3A4 inducers (e.g., carbamazepine, 
phenytoin, rifampin): Avoid concomitant use.

• Moderate CYP3A4 inducers (e.g., efavirenz): Monitor 
effectiveness and escalate orforglipron dose as needed.

• Simvastatin: Do not exceed simvastatin 20 mg once daily 
when used concomitantly with orforglipron

• Label advice: take on an empty stomach with ≤120 
mL of water, then wait at least 30 minutes before 
eating, drinking, or taking other oral medications

• Coformulated with SNAC (sodium N-[8-(2 
hydroxybenzoyl) aminocaprylate])

• Absorption predominantly occurs in the 
stomach, not the intestine.

• Tmax is approximately 1 hour after oral 
administration.

• Steady-state exposure is achieved after 4–5 weeks of 
daily dosing.

• Semaglutide is >99% bound to plasma albumin, with 
an elimination half-life of approximately one week and 
persistence in circulation for about 5 weeks after 
the last tablet dose.

• Metabolized by proteolysis

Semaglutide Orforglipron

Information from US FDA Labels

1. Müller TD et al. Mol Metab. 2019;30:72-130. 2. Seino Y et al. J Diabetes Investig. 2010;1(1-2):8-23.  3. Fukuda M. Diabetes. 2021;70(8):dbi210001.  4. Nauck MA et al. Diabets Obes Metab. 
2021 (ahead of print). doi:10.111/dom.14496.  5. Samms RJ et al. Trends Endocrinol Metab. 2020;31(6):410-421.  6. Bastin M et al. Diabetes Metab Syndro Obes. 2019;12:1973-1985.

GLP-1 and GIP Dual Agonism May Have Synergistic Effects

• GLP-1 has suggested direct actions 
in CNS, islets, and stomach1,2

• GIP has shown potential actions in 
current research in CNS, adipose, 
and islets2,3,4

• A single molecule GIP/GIP-1 
receptor dual agonist may enable 
improved physiology over the sum 
of its individual agonist 
components5,6

CNS = central nervous system

 Insulin secretion Food intake

 Glucagon secretion

Delayed 
gastric 
emptying

 Appetite (?)
 Feeding behavior (Food 

intake)(?)
 Energy expenditure (?)

 Insulin sensitivity
• Altered nutrient 

metabolism

 Insulin secretion
 Glucagon secretion

GLP-1

GIP
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Let’s Discuss How We Go About 
Selecting an Obesity Management 

Medication …

Pedersen SD, Manjoo P, Dash S et al. Pharmacotherapy for Obesity Medicine in Adults. 

https://obesitycanada.ca/guidelines
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Pedersen SD, Manjoo P, Dash S et al. Pharmacotherapy for Obesity Medicine in Adults. 

https://obesitycanada.ca/guidelines

Pedersen SD, Manjoo P, Dash S et al. Pharmacotherapy for Obesity Medicine in Adults. 

https://obesitycanada.ca/guidelines
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Let’s Discuss Weight Loss  
Efficacy…

Estimated 
treatment difference:

-12.4% (95% CI, 
-13.4 to -11.5) P<.001 
(a coprimary endpoint)

Semaglutide 2.4 mg
GLP-1 Receptor Agonist:
• Common SE: GI – nausea, vomiting, diarrhea, constipation.
• Avg. weight loss of 34 lbs = 14.9% weight loss in the total trial population.
• 16.9% weight loss compared to 2.4% in subjects who completed the trial and stayed on medication

Wilding JM, et al.  N Engl J Med. Feb 2021.
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OASIS 4 Oral Semaglutide 25 mg: Change in Body 

Weight (%) at 64 Weeks (Co-Primary Endpoint)

*
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ETD (95% CI): 

–11.4 (–13.9, –9.0); p<0.0001

Oral semaglutide 25 mg Placebo
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–13.9 (–16.5, –11.2); p<0.0001
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Observed mean % change

Mean at baseline: 105.9 kg
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Treatment policy estimand

Estimated change in body weight at week 64

Trial product estimand
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Placebo

Number of participants

Wharton S. et al. N Engl J Med 2025;393:1077-1087

Tirzepatide 5 mg, 10 mg, 15 mg

Jastreboff et al. NEJM Jun 2022 
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STEP UP

Wharton S et al. Lancet Diabetes Endocrinol 2025;13:949–963.

STEP UP Study: Semaglutide 7.2 mg vs. 2.4 mg vs Placebo

Trial product estimand
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Weight loss threshold

Semaglutide 7.2 mg

Placebo

Semaglutide 2.4 mg

Trial product

Treatment policy

Post hoc

Randomized Comparison of Semaglutide (1.7 or 2.4 mg) vs. 
Tirzepatide (5 or 10 mg) 

Aronne LJ et al. N Engl J Med 2025;393:26-36.

• 751 randomized adults 
with overweight and 
obesity without 
diabetes 

• 85% completed trial in 
each arm

• Mean age 45
• 65% women
• 76% white
• Mean BMI 30.4 kg/m2

Efficacy Estimand
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ATTAIN 1: Orforglipron Trajectory of Change in Body 
Weight to Week 72

Treatment Regimen Estimand

5.5 mg 9 mg 17.2 mg

NOTE: Bioequivalence studies confirm the marketed doses 
are the same as the formulations in the clinical trials.

Wharton S, et al. N Engl J Med 2025;393:1796-1806

Let’s  Discuss What Mean Percent 
Weight Loss Means in the Context 

of Variability of Patient Response…
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97.7% lost weight 

66.9% lost weight 

2.3% gained weight 

33.1% gained weight 

96.3% >5% loss

27.9% >5% loss

90.1% >10% loss

13.5% >10% loss

On-Treatment AnalysisJastreboff AM, et al. N Engl J Med. 2022;387:205-216.

Placebo

Almost All Patients Taking 
Tirzepatide Have Meaningful 

Weight Loss

Semaglutide 
92.4% >5% loss
74.8% >10% loss

Placebo
33.1% >5% loss
11.4% >10% loss

Cumulative Distribution Plot: 
STEP 1: Semaglutide 2.4 mg in Adults with Obesity 

Percentage Change in Weight for Semaglutide 2.4 mg vs Placebo

Wilding JPH, et al. N Engl J Med. 2021;384:989-1002. On-Treatment Analysis

Almost all patients taking 
semaglutide  have meaningful 

weight loss

31

32



Primary Care Fall Conference Monday, October 19, 2026

Donna Ryan, MD
New Medications for Obesity – The Future is NOW!

Let’s Discuss Safety and 
Tolerability with GLP-1 Targeted 

Therapies in the Presentation That 
Follows.  We Will Also Learn How 
to Manage Them to Limit Risk and 

Improve Adherence…

 The Mechanism of Actions of Medications Targeting the GLP-1 Receptor Include

The Mechanism of Actions of Medications 
Targeting the GLP-1 Receptor Include

A. Incretin effect via beta cell stimulation to promote insulin 
secretion in the presence of elevated blood glucose and 
better glycemic control mediates improvements in 
cardiometabolic diseases.

B. Reduction in food intake as a result of targeting multiple 
appetite areas of the brain causes weight loss which 
mediates improvements in cardiometabolic diseases.

C. GLP-1 RA medications have incretin effects, appetite effects 
which drive weight loss, powerful anti-inflammatory effects, 
are cardioprotective, renoprotective, modulate the immune 
system and reduce inflammation and steatosis in the liver. 

ARS Question #2
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Let’s Discuss the Effects of the 
Medications Beyond Glycemia and 

Weight Loss…

The Message: Multiple Mechanisms for Health Benefits 
of GLP-1s

Weight Loss Produces 
Health Benefits

Glycemic Improvement 
produces Health Benefits

Organ Protection 
Produces Health Benefits  
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The Incretin Effect: Increased Insulin 
Secretion Associated with Oral 

Glucose Load vs. IV Glucose Load 

(Glp-1 and GIP)

Verspohl EJ. Pharmacology And Therapeutics. 2009. 124:113-138.

Emerging Paradigm of GLP-1 Mechanisms of Action

Adapted from: Gonzalez-Rellan M, Drucker D. Cell Metabolism, 38, 1535-1539 

GLP-1 RA Medications

Glucose 
Control

Weight 
Loss

Health Benefits

Direct Organ 
Protection

Vascular 
Effects

Inflammation 
Reduction

Intraorgan 
Communication

Brain-organ 
Communication
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Emerging Paradigm of GLP-1 Mechanisms of Action

Adapted from: Gonzalez-Rellan M, Drucker D. Cell Metabolism, 38, 1535-1539 

Brain

• GLP-1+ 
neurons

Pancreas

• GLP-1+ islet 
cells

Immune 
System

• GLP1+ T cells

Liver

• GLP1+ LSECs 

Heart & 
vessels

• GLP1+ VSMC 
and ECs 

Kidney

• GLP1+ VSMC

Joints

• GLP1+ cells

Weight 
Management

Neuropsychiatric 
disorders

Substance use 
disorders•Food intake

•Reward Signaling

•Systemic 
inflammation

Type 2 Diabetes

Insulin secretion

•Glucagon 
secretion

•Beta cell 
function

Irritable Bowel 
Disease

Psoriasis

Cancer

•Inflammation 

•Modulation of 
immune tone

MASH

•Fibrosis

•Inflammation

•Steatosis

Atherosclerosis

PAD

MACE

•Vascular stiffness

•Tissue perfusion

•Inflammation

CKD

•Blood pressure

•Renal blood flow

•Vascular 
resistance

•Natriuresis 

Osteoarthritis

Psoriatic Arthritis

• Inflammation

• Cartilage 
degeneration

• Pain

For Now, All Medications Target the 
GLP-1 Receptor Alone or in 

Combination with Another NuSH 
Target. However, DACRA (Dual 

Amylin Calcitonin RAs  and SARA 
(Single Amylin RAs) Are in 

Development.
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Diabetes 
Medication

Cardiovascular 
Medication

Obesity 
Medication

Obstructive 
Sleep Apnea

MASH

Current Label Indications for Obesity Management Medications

FDA Label Indication Diabetes
Exenatide

Liraglutide*
Efpeglenitide
Lixisentitde
Albiglutide

Dulaglutide*
Semaglutide*
Tirzepatide*

 

FDA Label Indication Obesity
Liraglutide

Semaglutide
Tirzepatide

FDA Label Indication
 Obesity & OSA

Tirzepatide

FDA Label Indication 
Obesity and MASH

Semaglutide

FDA label Indication
 Obesity  and CVD

Semaglutide

* Liraglutide, Dulaglutide, Semaglutide &  
Tirzepatide have an FDA label indication for 
CVD risk reduction in persons with diabetes

Let’s  Look at the Evidence for 
Benefits Beyond Weight Loss …

41

42



Primary Care Fall Conference Monday, October 19, 2026

Donna Ryan, MD
New Medications for Obesity – The Future is NOW!

  In Your Clinical Judgment, for a Patient With BMI 40 kg/m² Without Type 2 Diabetes and an Acute MI, in Addition to Standard Therapies for CV Risk Reduction, the Best GLP-1 RA to Prescribe Would Be:

In Your Clinical Judgment, for a Patient With BMI 
40 kg/m² Without Type 2 Diabetes and an Acute MI, 

in Addition to Standard Therapies for CV Risk Reduction, 
the Best GLP-1 RA to Prescribe Would Be:

A. Semaglutide
B. Tirzepatide
C. Liraglutide

ARS Question #3

To date the only proven agent for 
secondary prevention of CVD in persons 

without obesity is semaglutide.  If the 
patient had diabetes, both semaglutide 

and tirzepatide have been shown in CVOT 
to reduce CV events

CV Death, Nonfatal MI, or Nonfatal Stroke
Primary Cardiovascular Composite Endpoint
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Semaglutide
Placebo

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

Placebo – 701 events (8.0%)

Semaglutide – 569 events (6.5%)

Semaglutide 2.4 mg significantly 

reduced

the risk of MACE by 20%
compared with placebo in people 

with obesity and established CVD, 

without T2D

All three components (death from 

CV causes, nonfatal MI, and 

nonfatal stroke) contributed to 

MACE risk reduction

Mean follow-up time was 39.8 months

20%
reduction in 

risk of MACE

SELECT Trial – Cardiovascular Efficacy

Lincoff AM, et al. N Engl J Med. 2023;389:2221-2232.
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MACE Reduction by Semaglutide in SELECT Is 
Independent of Weight Loss 

No effect on MACE event reduction 
in participants on Semaglutide 

with weight loss, weight change 
0<5% or 5%+weight gain

Deanfield J. The Lancet. 2025:;406: 2257-2268

GLP-1RA A1c Improvement and Weight Loss Are 
Not Interdependent.

Weight loss 
and Glycemia 

not linked
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Semaglutide and Tirzepatide Effects on Heart Failure 
with Preserved Ejection Fraction

STEP HFpEF, STEP HpEF DM and SUMMIT

Kosiborod MN, et al. N Engl J Med. 2023;389:1069-1084.
Kosiborod MN, et al. N Engl J Med. 2024:390:1394-1407. 
Packer M, et al. N Engl J Med 2025;392:427-37.

SELECT and FLOW: Semaglutide Effects on 
Chronic Kidney Disease

FLOW:  Semaglutide in patients with T2D
• In patients with CKD and T2D, semaglutide 

reduced the risk of the primary outcome* by 24% 
compared to placebo

• Benefits occurred regardless of SGLT2i use

CKD, chronic kidney disease;T2D type 2 diabetes; SGLT2i, sodium-glucose cotransporter-2 inhibitor; 
T2D, type 2 diabetes.
Calhoun HM, et al. Nature Medicine 
Perkovic V, et al. N Engl J Med 2024;91(2):109-21; Mann JFE, et al. Nat Med 2024;30(10):2849-56

47

48



Primary Care Fall Conference Monday, October 19, 2026

Donna Ryan, MD
New Medications for Obesity – The Future is NOW!

ESSENCE Trial:  Semaglutide 2.4 mg vs. Placebo in MASH
Biopsy Confirmed MASH + Fibrosis, Stage 2 or 3; Efficacy Results Week 72

   

34%

22%
16%

63%

37% 33%

0

10

20
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40
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70

Resolution of steatohepatitis with no worsening of
liver fibrosis

Improvement of liver fibrosis with no worsening of
steatohepatis

Resolution of steatohepatitis and improvement in
liver fibrosis

Placebo (n=266) Semaglutide (n=554)

*

* *

* Statistically significantSanyal AJ, et al. N Engl J Med 2025;392:2089-2099

* *

Obstructive Sleep Apnea: SURMOUNT OSA - Tirzepatide

Malhotra A, et al. N Engl J Med 2024;391:1193-1205

Patients not on CPAP Patients receiving CPAP

Semaglutide also reduced body weight, hypoxic burden, hsCRP concentration, and systolic 
blood pressure and improved sleep-related patient-reported outcomes.
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Obstructive Sleep Apnea: SURMOUNT OSA - Tirzepatide

Malhotra A, et al. N Engl J Med 2024;391:1193-1205

Patients not on CPAP Patients receiving CPAP

Semaglutide also reduced body weight, hypoxic burden, hsCRP concentration, and systolic 
blood pressure and improved sleep-related patient-reported outcomes.

Emerging Paradigm of GLP-1 Mechanisms of Action

Adapted from: Gonzalez-Rellan M, Drucker D. Cell Metabolism, 38, 1535-1539 

Brain

• GLP-1+ 
neurons

Pancreas

• GLP-1+ islet 
cells

Immune 
System

• GLP1+ T cells

Liver

• GLP1+ LSECs 

Heart & 
vessels

• GLP1+ VSMC 
and ECs 

Kidney

• GLP1+ VSMC

Joints

• GLP1+ cells

Weight 
Management

Neuropsychiatric 
disorders

Substance use 
disorders•Food intake

•Reward Signaling

•Systemic 
inflammation

Type 2 Diabetes

Insulin secretion

•Glucagon 
secretion

•Beta cell 
function

Inflammatory 
Bowel Disease

Psoriasis

Cancer

•Inflammation 

•Modulation of 
immune tone

MASH

•Fibrosis

•Inflammation

•Steatosis

Atherosclerosis

PAD

MACE

•Vascular stiffness

•Tissue perfusion

•Inflammation

CKD

•Blood pressure

•Renal blood flow

•Vascular 
resistance

•Natriuresis 

Osteoarthritis

Psoriatic Arthritis

• Inflammation

• Cartilage 
degeneration

• Pain
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SELECT: Semaglutide Effects on Mortality and COVID

SAE, serious adverse event.
Scirica BM, et al. J Am Coll Cardiol 2024;84(17):1632-42.

• 4,258 patients (24.2%) reported COVID-19

• No difference in reported cases of COVID 
between arms (2108 vs 2150 events; P=0.46)

• Fewer COVID SAEs with semaglutide
(232) vs. placebo (277)

• Fewer COVID deaths with semaglutide 
(19 vs. 65)

• Fewer infection deaths with semaglutide 
(62 vs. 87) 

The Clinical Effects of the GLP-1 RAs 
Are Much More than Weight Loss and 

Glycemic Improvement.  These Are 
Chronic Disease Medications. 
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Let’s Discuss Stopping the Obesity 
Medications …

The STEP 1 Trial Extension of Semaglutide 2.4 mg

Wilding JPH et al. Diab Obes Metab 2022:1-12

N=327 subject
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The STEP 1 Trial Extension of Semaglutide 2.4 mg

Wilding JPH et al. Diab Obes Metab 2022:1-12

N=327 subject

We Don’t Discuss Stopping Blood 
Pressure Medicines, or Lipid 

Medicines, or Diabetes Medicines. 
Still, This Issue Is Not Going Away.
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Managing Stopping Issues
• Change from injectable to oral
• Reduce dose and see what happens
• Spread dosing and see what happens
• To work, medicines must be taken
• If patients stop, you should restart when 

needed

Potential Strategies to Address Weight Regain

• Restoring sensitivity to leptin - Leptin 
signaling restoration via amylin

• Medications targeting hypothalamic 
inflammation
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December 1, 
2025 WHO 

Issues Global 
Guidance

Celletti F, et al. World Health Organization Guideline on the Use and Indications of Glucagon-Like Peptide-1 Therapies for the Treatment of Obesity in 
Adults. JAMA. Published online December 01, 2025. doi:10.1001/jama.2025.24288

December 1, 
2025 WHO 

Issues Global 
Guidance

Medication alone cannot solve the global obesity burden. The availability 
of GLP-1 therapies should galvanize the global community to build a fair, 
integrated, and sustainable obesity ecosystem. Countries must ensure 
equitable access not only to comprehensive disease management, but 
also to health promotion and prevention policies and interventions 
targeting the general population and those at high risk.

Celletti F, et al. World Health Organization Guideline on the Use and Indications of Glucagon-Like Peptide-1 Therapies for the Treatment of Obesity in 
Adults. JAMA. Published online December 01, 2025. doi:10.1001/jama.2025.24288
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Talking to Patients:
“These New GLP-1 

Medications Do More than 
Reduce Appetite.  They Have 
Many Effects Throughout the 

Body.  They Are Serious 
Medications and We Need 

to Take Them Seriously.”

and Finally, a Look at What the Future Holds for Obesity Medications
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Other Nush-Targeted Candidates 
Projected for 2027 in USA

MariTide
Antibody to GIP receptor

2 GLP-1 molecules

Retatrutide
Unimolecular GGG* agonist

Survodutide
Unimolecular GLP-1 and 

Glucagon agonist

Structures vis PubChem

Amylin Receptor Targeted Medications in Phase 3

• Eloralintide
• Cagrilintide 

• Zenagamtide (amylin + 
semaglutide) – 

Rationale:

• New target – 
• Additive weight loss

• Weight loss in non-responders

• New disease modifying 
properties?
• Better Bone/body composition? 

• Better glycemic management?

• Better long-term weight loss?

• Other?

These are being developed 
as single agents and in 

combination with a GLP-1 RA

single molecule,
 dual agonist
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Many More Tools to Come!

Clinical trial phase

Marketed (9)

Phase 3 (9)

Phase 2 (77)

Phase 1(83)

S.c. (95)

Oral (71)

I.v. & s.c. (7)

I.v. (2)

Topical (1)

Intranasal (1)

Formulation

Amylin ± GLP-1

GLP-1 ± GIP 
or glucagon

Others

Other nutrient-stimulated
hormone-based therapies

 20-hydroxyecdysone

 zenagamtide

ANPA-0073
ARD-201

ATX-304
BL-001

CSTI-500
DA-3021685
 enavogliflozin
 ERX-1000
HS-10501
 INV-347
MVD-1
NO-13065
 SCO-267
 TLC-6740

 sibutramine + ttopiramate XR

CB4211
CIN-109
COR-1389
 cotsiranib
deoxycholic acid
 ENT-03
GYM329
HS235
 KER-065
 KN069
 LY3971297
MD-18
NNC0638-0355
NNC0662-0419
RES-010
RM-718
 taldefgrobep alfa
AMG-513
 LAE-102
GDD-3898

oxytocin

APH-001C
APH-012

ARD-101
 azelaprag

bivamelagon
diazoxide chlorine

 enobosarm
GLY-200

GSK-1521498
HU6
 licogliflozin
 LPCN 2401
miricorilant
monlunabant
NovOB
NT-0796
orlistat + acarbose
 PF-07976016
psilocybin
RDX 002
 S-309309

bupropion +
naltrexone

 tesofensine + metoprolol
VTX3232
 vutiglabridin
 Xla1

phentermine
orlistat

orforglipron

phentermine
+ topiramate

 semaglutide

VCT-220

RGH-706

 zenagamtide

 TERN-501

AZD5004
danuglipron
GSBR-1290
 K-757
 K-833
MDR-001
NA-931

RGT-075
 TERN 601

ACS30
CT-996
DD02S

GS 4571
HDM1002
HRS-7535
 SYNT-101
VK2735
VRB-101
 XW004
 XW014

ASC47
BI1820237

CIN-110
nisotirostide

Cagri-
Sema

  mazdutide*

 liraglutide

 semaglutide

 tirzepatide

 ecnoglutide

 retatrutide

 survodutide

BGM0504

maridebart
cafraglutide

bremelanotide
+ tirzepatide
CT-388
dapiglutide
 efpeglenatide
 efsubaglutide alfa
GX-G6
GZR18
HRS-9531
HS-20094

noiiglutide

MET-097i
NNC-0519-010

 PPB-718

RAY-1225

pegapamodutide
pemvidutide

 PG-102

 visepegenatide
 TE-8105

VK2735

 apitegromabAZD6234

 eloralintide

petrelintide

M1PRAM

MET-233i

 amylin 355
AZD-9550 + AZD-6234
BioChaperone lispram
GUB014295
 LY3541105

NNC0174-1213 A

mibavademab + tirzepatide

GMA 105
bimagrumab
 garetosmab

 trevogrumab

polidocanol

CBL-514
CK-0045
CPX101
CU-20401
 LY3549492
nimacimab

RZL-012

ARO-INHBE
ASC30
beinaglutide
B13006337
B13034701
DA-1726
DD01
DR10624
GMA106
HDM-1005
HEC-88473
HM15275
HRS-4729
 LY-3532226
 LY-3537031
MWN-101
MWN-105
MWN-109
 TAK-094
UBT251

utreglutide

 ZX-2010
 ZT-002

 ZX-2021

 setme-
lanotide

Cagrilintide
  

New to Phase 3 in 2026:
CT-388 enicepatide
HRS 9531 ribupatide
MET 097 berobenatide
VK 2735
Zenagamtide
Eloralintide

Let’s Sum Up with What You 
Should Take Away …
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Basic 
Principles

These are 
serious 

medications. 
Take them 
seriously

Consider 
dual 

benefits

Recognize 
variability in 

response

Know weight loss 
trajectory and 
what happens 
when you stop

Start low 
and go slow 
to improve 
tolerability
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