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INTRODUCTION

Obesity is a chronic disease characterized by excess adiposity
thatimpairs health, and current estimates suggest the clinical
burden will continue to expand over the coming decades in
the United States."* A recent cross-sectional analysis suggests
that approximately 46.9% of US adults will be living with obe-
sity by 2035, compared to 42.5% in 2022 and 19.3% in 1990.
The consequences of obesity extend far beyond body weight
alone to include cardiometabolic disease, obstructive sleep
apnea, steatotic liver disease, osteoarthritis, physical limita-
tions, and impaired quality of life.>*

Framing obesity as a chronic disease is essential when
approaching treatment. Diagnostic and treatment algorithms
emphasize that body mass index (BMI) remains a screening
tool, though used in association with other measures such
as waist-to-height ratio. Treatment should be individualized
according to complications, health goals, and patient char-
acteristics.>>® As described in the “Comprehensive Obesity
Management” series published in Hot Topics in Primary Care
2025 (https://www.medscape.com/infosites/432972.3), obe-
sity care is strengthened when clinicians use person-firstlan-
guage, ask permission to discuss weight, and structure man-
agement around the 5 As: Ask, Assess, Advise, Agree, and
Assist.™®

Historically, oral obesity pharmacotherapy offered
convenience but often only modest efficacy. Short-course
phentermine, long-term orlistat, naltrexone/bupropion, and
phentermine/topiramate remain clinically useful in selected
patients, yet most oral options before the incretin era were
limited by single-digit mean weight loss, contraindications,
or adverse-effect profiles that narrowed long-term use.*'
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Key takeaways

¢ Oral obesity pharmacotherapy now spans legacy agents
that deliver modest weight loss and newer incretin-based
therapies that can produce double-digit reductions in body
weight.

Choice of an oral obesity agent should be individualized
based on efficacy, complications, route preference, dosing
burden, gastrointestinal (Gl) tolerability, cost, and expected
long-term persistence.

Successful implementation of oral obesity therapies
involves approaching obesity as a chronic disease.

¢ Primary care clinicians (PCCs) should emphasize shared
decision-making, appropriate dose titration, proactive
mitigation of Gl adverse events, nutrition and exercise,
behavioral therapy if indicated, and regular follow-up when
managing obesity with oral treatments.

Other oral obesity therapies were withdrawn from the mar-
ket: sibutramine was removed after cardiovascular safety
concerns, and lorcaserin left the market after a postmarket-
ing safety review identified cancer signals.'"'? The historical
landscape of oral obesity therapies can remind PCCs that
convenience alone does not outweigh potential risks in some
cases.

Today, oral incretin therapy represents a meaningful
shift toward increased efficacy and acceptable tolerability
for obesity therapy. Oral semaglutide 25 mg is approved as a
once-daily treatment for weight management, and orforglip-
ron—also taken once daily—was approved in April 2026 for
the same indication.'®'* These advances present important
alternatives to injectable obesity therapies, which were pre-

OCTOBER 2026 S37


https://www.medscape.com/infosites/432972.3

viously the only incretin-based treatments for obesity.'° Oral
obesity therapy offers another route of administration based
on preferences, helping patients access the medication and
remain adherent to treatment to maximize potential ben-
efit.'*’® Considerations for initiating oral obesity therapy are
similar to considerations for injectable incretin-based thera-
pies, such as titration dosing, minimizing and managing GI
adverse effects, and helping patients access and adhere to
the treatment to maximize potential benefit.'"*’* Current and
emerging options for oral obesity pharmacotherapy are sum-
marized in TABLE 1.1316-22

CASE STUDY

SB is a 57-year-old woman with obesity (from Part 1 and Part
2 of this series) who has done well on tirzepatide 10 mg once
weekly for the past 2 years and reports better sleep, improved
function, and more confidence in long-term treatment.

Her 32-year-old daughter, KB, accompanies her and has an
appointment to discuss weight management immediately follow-
ing her mother’s appointment. KB’s BMI is 33 kg/m? and she asks
about obesity treatment. She is interested in obesity medication
but says that injections her mom is taking are not her preference.
Using the 5 As, the PCC frames the discussion around whether
the daughter meets criteria for pharmacotherapy, what outcomes
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matter most to her, and whether an oral regimen would improve
the likelihood that she can start and persist with treatment.

OVERVIEW OF CURRENT ORAL OBESITY
THERAPIES
Current guidelines continue to position pharmacotherapy as
an adjunct to nutrition, physical activity, sleep, stress man-
agement, and behavioral support for adults with obesity or
overweight plus at least 1 weight-related complication.>'*#
Within that framework, oral therapies encompass 2 broad
roles in practice: established nonincretin agents that are indi-
cated in certain clinical scenarios and newer incretin-based
tablets that may offer much greater compliance by patients
who prefer not to use injectable therapies.>®

Cost, coverage, and financial durability remain cen-
tral to treatment selection. Oral therapy may be less expen-
sive or easier to access than injectable therapy, though the
practical success of any medication depends on whether the
patient can obtain it consistently after the initial prescription
and through titration to maintenance dosing.'*** For many
patients, the best obesity medication is selected based on a
combination of factors such as efficacy, tolerability, accessi-
bility, dosing, persistence, and patient preference.>®

TABLE 1. Current and emerging oral obesity agents.

Agent FDA approval Mechanism Efficacy Key practical considerations
Phentermine’” 1959 Sympathomimetic Modest, generally Low cost in some settings; avoid
(short-term use) appetite suppression single-digit mean weight where st.imulatory effects or
loss misuse risk are problematic
Orlistat™ 1999 Gastrointestinal lipase | Modest mean weight Noncentral mechanism; counsel
inhibition loss on oily stools, meal fat content,
and fat-soluble vitamin use
Phentermine/ 2012 Sympathomimetic plus | Upper single-digit to More effective than older oral
topiramate ER™ central appetite effects | near-double-digit mean | monotherapies; consider
weight loss teratogenicity, paresthesia, and
contraindications
Naltrexone/bupropion 2014 Opioid antagonism Modest-to-moderate Can help patients with hedonic
ER?° plus norepinephrine/ mean weight loss eating concerns; avoid when
dopamine reuptake seizure risk or uncontrolled
inhibition hypertension is present
Oral semaglutide 2025 Peptide GLP-1 Double-digit Once daily but must be taken
25 mg™ receptor agonist mean weight loss fasting with up to 4 oz water
demonstrated in phase | and 30-minute wait before food,
3 obesity trial drink, or other oral medications
Orforglipron'® 2026 Small-molecule, Double-digit Once daily without fasting or
nonpeptide GLP-1 mean weight loss water restrictions
receptor agonist demonstrated in phase
3 obesity trial
Zenagamtide Investigational; GLP-1 and amylin Positive data from early | Additional clinical trials ongoing
(amycretin)?! early phase receptor agonist trials

Abbreviations: ER, extended release; FDA, US Food and Drug Administration; GLP-1, glucagon-like peptide 1.
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Legacy oral agents may remain an option for certain
patients even though newer incretin therapies are more
effective on average. Phentermine/topiramate can provide
greater efficacy than older single agents when the risk-bene-
fit profile is acceptable. Naltrexone/bupropion can be useful
when food cravings or depression history shape treatment
goals. Orlistat may fit patients who prefer a noncentral mech-
anism and are willing to accept GI tradeoffs.> These agents
rarely produce the magnitude of weight loss seen with newer
incretins, but they remain relevant if cost is lower, coverage
is better, large amounts of weight reduction are not needed,
and/or the patient values a noninjectable option with a long
clinical track record.

Oral semaglutide and orforglipron have shown double-
digit weight loss in clinical trials, as described below. Select-
ing between the 2 therapies involves matching the right drug
to the right patient by aligning attributes of medications with
preferences. For example, a key difference between oral
semaglutide and orforglipron is administration. Oral sema-
glutide is a peptide GLP-1 receptor agonist formulated for
once-daily use, but it must be taken on an empty stomach
with no more than 4 oz of plain water, followed by a wait of at
least 30 minutes before food, beverages, or other oral medi-
cations.” Orforglipron is a nonpeptide small-molecule GLP-1
receptor agonist with once-daily dosing that does not require
fasting or water-volume restrictions. This may reduce dosing
complexity and align with patient preferences, especially for
those who take multiple medications in the morning or have
strict dietary requirements.?* Characteristics of oral semaglu-
tide and orforglipron are discussed in TABLE 2.

These distinctions between older and newer oral obesity
therapies underscore an important principle of obesity care:
matching drug attributes to patient preferences can improve
persistence. Route of administration, timing restrictions, GI
tolerability, work and travel patterns, privacy concerns, and
coexisting diabetes or other comorbidities all shape whether
an oral therapy is a practical long-term option for a particular
patient.?>%

CLINICAL EVIDENCE FOR NEWER ORAL OBESITY
THERAPIES

Orforglipron

Orforglipron is a small-molecule GLP-1 receptor agonist
taken orally once daily. Of note, this article presents efficacy
and safety data from the investigational orforglipron capsule
formulation (1 mg, 3 mg, 6 mg, 12 mg, 24 mg, and 36 mg)
shown as equivalent doses of once daily orforglipron tablets
(0.8 mg, 2.5mg, 5.5 mg, 9 mg, 14.5 mg, and 17.2 mg) approved
in the United States.' In the phase 3 ATTAIN-1 trial in adults
with obesity or overweight with at least 1 obesity-related
complication except diabetes, the mean change in body

weight at 72 weeks was —7.5%, —8.4%, and -11.2% with 5.5, 9,
and 17.2 mg, respectively, vs —-2.1% with placebo.'® At the 17.2
mg dose, 54.6% of participants achieved at least 10% weight
loss, 36.0% achieved at least 15% loss, and 18.4% achieved at
least 20% loss. Discontinuation due to adverse events ranged
from 5.3% to 10.3% vs 2.7% with placebo. The most common
adverse events with orforglipron were GI related: nausea,
constipation, diarrhea, vomiting, and dyspepsia.'®

In ATTAIN-2, which enrolled adults with obesity or over-
weight plus type 2 diabetes, efficacy was smaller than in the
nondiabetes population but still clinically relevant. Mean
body-weight change at week 72 was —-5.1%, —7.0%, and —9.6%
with 5.5, 9, and 17.2 mg, respectively, vs —2.5% with placebo,
with parallel improvements in glycemia and cardiometabolic
risk markers.*” GI symptoms were the most common adverse
event observed, and discontinuation because of adverse
events ranged from 6.1% to 10.6% with orforglipron vs 4.6%
with placebo.”

Oral semaglutide

For oral semaglutide, FDA approval was based on pivotal
obesity data from the OASIS 4 trial. In adults with overweight
or obesity, once-daily oral semaglutide 25 mg produced a
mean body weight change of -13.6% at 64 weeks compared
with -2.2% for placebo, for an estimated treatment difference
of —11.4 percentage points. GI adverse events (nausea, vom-
iting, constipation, dyspepsia, and diarrhea) were the most
common adverse events reported in those taking oral sema-
glutide, and discontinuation due to adverse events was 6.9%
with oral semaglutide and 5.9% with placebo.?

Emerging agents

Several earlier-stage investigational oral obesity therapies
are currently being studied. Oral zenagamtide (amycretin),
a GLP-1 and amylin receptor agonist, has shown significant
weight loss and acceptable safety and tolerability in a phase
1b/2a trial, supporting continued development.?*

PRACTICAL STRATEGIES TO IMPLEMENT ORAL
OBESITY THERAPIES
Patients most likely to benefit from oral obesity therapy are
those who meet standard criteria for pharmacotherapy but
decline injections; those who may have stopped an inject-
able primarily because of route burden rather than lack of
effect; and those whose work, travel, privacy, or caregiving
constraints make oral dosing more acceptable.’*'s Oral ther-
apy also may be attractive in patients with obesity and type
2 diabetes when the clinician recommends a drug with an
incretin-based mechanism of action but the patient strongly
prefers a tablet.!

How oral therapy is introduced matters; PCCs should
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TABLE 2. Characteristics of oral semaglutide and oral orforglipron for obesity treatment.

Feature

Oral semaglutide 25 mg™

Orforglipron*

Molecule/class

Peptide GLP-1 receptor agonist

Small-molecule nonpeptide GLP-1 receptor
agonist

FDA approval

December 2025

April 2026

Indication

In combination with a reduced calorie diet and
increased physical activity:

e Reduce the risk of major adverse events
(cardiovascular death, nonfatal myocardial
infarction, or nonfatal stroke) in adults with
established cardiovascular disease and either
obesity or overweight

* Reduce excess body weight and maintain
weight reduction long term in adults with
obesity, or in adults with overweight in the
presence of at least one weight-related
comorbid condition

In combination with a reduced-calorie diet and
increased physical activity to reduce excess body
weight and maintain weight reduction long term
in adults with obesity or adults with overweight

in the presence of at least one weight-related
comorbid condition

Administration

Morning dose on empty stomach with up

to 4 oz plain water only; wait at least 30
minutes before food, beverages, or other oral
medications

Once-daily oral dosing without fasting, water-
volume, or timing restrictions

Dosing and titration

e Starting dosage: 1.5 mg orally once daily

e After 30 days on the 1.5 mg dosage, increase
the dosage to 4 mg once daily

e After 30 days on the 4 mg dosage, increase
the dosage to 9 mg once daily

e After 30 days on the 9 mg dosage, increase
to the maintenance dosage of 25 mg once
daily

e Starting dosage: 0.8 mg orally once daily

o After at least 30 days on the 0.8 mg dosage,
increase the dosage to 2.5 mg once daily

e After at least 30 days on the 2.5 mg dosage,
increase the dosage to 5.5 mg once daily

e The dosage may be increased to the next
dosage level (9 mg, 14.5 mg, or 17.2 mg once
daily) after at least 30 days on the current
dosage, based on treatment response and
tolerability

Evidence base in obesity

Positive phase 3 obesity trial with double-digit
mean weight loss (OASIS 4)

Positive phase 3 obesity trial data with dose-
related weight loss (ATTAIN-1)'®

Positive phase 3 obesity plus type 2 diabetes data
(ATTAIN-2)"

Common adverse effects

Mainly gastrointestinal: nausea, diarrhea,
vomiting, constipation

Mainly gastrointestinal: nausea, diarrhea,
vomiting, constipation

Likely best-fit patient

Patient who prefers an oral tablet and can
reliably follow fasting/timing rules

Patient who prefers an oral tablet without
requirements for meal timing administration

present oral options not as a shortcut, but as part of chronic
disease care that still requires a long-term plan, realis-
tic expectations, and ongoing follow-up.>® It may be use-
ful to frame the conversation by discussing average weight
response in percentage terms, emphasize that early GI symp-
toms are common but often improve, and explain that the
goal is not to “try a pill” briefly but to identify a safe and effec-
tive therapy that can be sustained long-term."

Counseling about dose titration should also be pre-
sented to patients clearly. They should know in advance that
nausea, early satiety, constipation, diarrhea, and occasional
vomiting are usually most prominent during initiation and

S40 OCTOBER 2026

dose escalation, that slower eating and smaller meals can
help, and that temporary dose holds or slower escalation
may be appropriate when symptoms interfere with adher-
ence.®?! Monitoring should include body weight, appetite,
adverse effects, blood pressure, glycemia when relevant, and
adequacy of nutrition and hydration.***

Because appetite suppression can substantially reduce
overall caloric intake, nutrition counseling remains essen-
tial even with oral therapy. Patients should be encouraged
to preserve diet quality, emphasize protein and fiber, main-
tain hydration, and incorporate resistance exercise to reduce
loss of lean mass during weight reduction.**** Referral to a
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registered dietitian can be especially helpful when reduced
intake, persistent constipation, or uncertainty about protein
intake threatens long-term success.**

Additionally, clinicians should revisit oral therapy in
the same way as with any chronic therapy. When response is
suboptimal, consider steps that could facilitate the patient’s
health goals. Options include medication administration
technique, continued titration, more intensive nutrition sup-
port, reassessment of access (if relevant), or transition to an
injectable agent or another medication class.>*

Maintenance therapy expectations should also be dis-
cussed before treatment begins. As with injectable obesity
medications, stopping an effective oral therapy is likely to be
followed by partial or substantial weight regain, so continu-
ation should be communicated as long-term treatment for a
chronic disease rather than a finite course intended only to
reach a target weight.>® That conversation can improve adher-
ence by aligning the patient’s expectations with the biology
of relapse and by normalizing dose adjustment or therapy
changes over time rather than treating them as failure.>*

CASE STUDY (CONTINUED)

KB’s daughter elects to start oral therapy for obesity. After review-
ing her access options, the administration requirements for vari-
ous treatments, and average weight loss efficacy, she notes that
oral orforglipron would be most convenient considering her busy
schedule and other medications she takes in the morning. She
titrates to the maintenance dose and reports that early nausea
was manageable after she slowed meal pace, reduced portion
size, and paid more attention to hydration.

At follow-up, the PCC again uses the 5 As: (Ask, Assess,
Advise, Agree, and Assist) to confirm that treatment goals remain
centered on health improvement, reinforce that maintenance
therapy will likely be ongoing, and discuss what would prompt a
change in strategy if weight loss plateaus or regimen complexity
becomes a barrier.

SUMMARY

Advancements in oral pharmacotherapy in recent years now
offer patients the option of highly effective weight manage-
ment therapy without injections. While older, established
oral agents still have a role, newer oral incretin therapies
have changed what is realistically achievable with a tab-
let by moving expected weight loss from the modest range
toward double-digit reductions in selected patients. Clini-
cians can facilitate improved obesity outcomes by matching
the right oral therapy to the right patient through accurate
diagnosis, stigma-sensitive communication, setting realistic
expectations, and careful attention to dosing burden, toler-
ability, access, nutrition, and follow-up. When oral therapy

is integrated into comprehensive chronic obesity care, it can
expand options for patients who might otherwise never start
or stay on treatment. @

REFERENCES

1. NgM, DaiX, Cogen RM, et al. National-level and state-level prevalence of overweight
and obesity among children, adolescents, and adults in the USA, 1990-2021, and
forecasts up to 2050. The Lancet. 2024;404(10469):2278-2298. doi:10.1016/S0140-
6736(24)01548-4

2. Rubino E Cummings DE, Eckel RH, et al. Definition and diagnostic criteria of clinical
obesity. The Lancet Diabetes Endocrinol. 2025;13(3):221-262. doi:10.1016/52213-
8587(24)00316-4

3. DeCleene NK, Kahn E, Yuan CW, et al. US state-level prevalence of adult obesity by
race and ethnicity from 1990 to 2022 and forecasted to 2035. JAMA. 2026;335(11):975.
doi:10.1001/jama.2025.26817

4. Yuen MMA. Health complications of obesity. Gastroenterol Clin North Am.
2023;52(2):363-380. doi:10.1016/j.gtc.2023.03.006

5. Nadolsky K, Garvey WT, Agarwal M, et al. American Association of Clinical
Endocrinology consensus statement: algorithm for the evaluation and treatment
of adults with obesity/adiposity-based chronic disease - 2025 update. Endocr Prac.
2025;31(11):1351-1394. doi:10.1016/j.eprac.2025.07.017

6. Wharton S, Lau DCW, Vallis M, et al. Obesity in adults: a clinical practice guideline.
CMAJ. 2020;192(31):E875-E891. doi:10.1503/cmaj.191707

7. Kushner RE Lazarus E, Miller EM. Comprehensive obesity management part 1:
assessment and initiation of treatment. Fed Pract. 2025;42(Suppl 7):513-S18.

8. Kushner RE Lazarus E, Miller EM. Comprehensive obesity management part
2: ongoing assessment and individualization of the treatment plan. Fed Pract.
2025;42(Suppl 7):519-524.

9. Gudzune KA, Kushner RE Medications for obesity: a review. JAMA. 2024;332(7):571.
doi:10.1001/jama.2024.10816

10. American Diabetes Association Professional Practice Committee for Obesity.
Pharmacologic treatment of obesity in adults: standards of care in overweight
and obesity. BMJ Open Diabetes Res Care. 2026;13(Suppl 1):e005729. doi:10.1136/
bmjdrc-2025-005729

11. James WPT, Caterson ID, Coutinho W, et al. Effect of sibutramine on cardiovascular
outcomes in overweight and obese subjects. N Engl ] Med. 2010;363(10):905-917.
doi:10.1056/NEJMoal003114

12. Sharretts ], Galescu O, Gomatam S, Andraca-Carrera E, Hampp C, Yanoff L. Cancer risk
associated with lorcaserin — the FDA's review of the CAMELLIA-TIMI 61 trial. N Engl]
Med. 2020;383(11):1000-1002. doi:10.1056/NEJMp2003873

13.  Wegovy (semaglutide). Prescribing Information. Novo Nordisk Inc.; 2026. Accessed March
30, 2026. https://www.accessdata.fda.gov/drugsatfda_docs/label/2026/215256s0291bl.pdf

14. Foundayo (orforglipron). Prescribing Information. Eli Lilly and Company; 2026.
Accessed April 10, 2026. https://nctr-crs.fda.gov/fdalabel/services/spl/set-
ids/8ac446c5-feba-474f-a103-23facb9b5c62/spl-doc

15. McVay MA, Moore WS, Wilkins FL, Jackson JR, Robinson MD. Patient perspectives on
incretin-based weight loss medications and relationship with demographic factors.
Obesity Sci Pract. 2024;10(4):e783. doi:10.1002/0sp4.783

16. Wharton S, Aronne LJ, Stefanski A, et al. Orforglipron, an oral small-molecule GLP-
1 receptor agonist for obesity treatment. N Engl | Med. 2025;393(18):1796-1806.
doi:10.1056/NEJMoa2511774

17. Phentermine hydrochloride. Prescribing Information. PD-Rx Pharmaceuticals, Inc;
2023. Accessed March 31, 2026. https://nctr-crs.fda.gov/fdalabel/services/spl/set-ids/
b425840f-380e-42bd-852a-6ee3641977ce/spl-doc

18. Xenical (orlistat). Prescribing Information. H2-Pharma LLC; 2024. Accessed March
31, 2026. https://nctr-crs.fda.gov/fdalabel/services/spl/set-ids/6240792b-9224-2d10-
e053-2a91aa0a2c3e/spl-doc

19. Qsymia (phentermine/topiramate ER). Prescribing Information. Vivus LLC; 2026.
Accessed March 31, 2026. https://www.accessdata.fda.gov/drugsatfda_docs/
label/2026/022580s0311bl.pdf

20. Contrave (naltrexone HCI/bupropion HCI). Prescribing Information. Currax
Pharmaceuticals LLC; 2025. Accessed March 31, 2026. https://www.accessdata.fda.
gov/drugsatfda_docs/label/2025/2000635024s0261bl.pdf

21. Dahl K, Toubro S, Dey S, et al. Amycretin, a novel, unimolecular GLP-1 and
amylin receptor agonist administered subcutaneously: results from a phase 1b/2a
randomised controlled study. The Lancet. 2025;406(10499):149-162. doi:10.1016/
$0140-6736(25)01185-7

22. Buckeridge C, Cobain S, Bays HE, et al. Efficacy and safety of danuglipron
(PF-06882961) in adults with obesity: a randomized, placebo-controlled, dose-ranging
phase 2b study. Diabetes Obes Metab. 2025;27(9):4915-4926. doi:10.1111/dom.16534

23. Pedersen SD, Manjoo P, Dash S, Jain A, Pearce N, Poddar M. Pharmacotherapy
for obesity management in adults: 2025 clinical practice guideline update. CMAJ.
2025;197(27):E797-E809. doi:10.1503/cma;j.250502

24. MaX, LiuR, Pratt EJ, Benson CT, Bhattachar SN, Sloop KW. Effect of food consumption
on the pharmacokinetics, safety, and tolerability of once-daily orally administered
orforglipron (LY3502970), a non-peptide GLP-1 receptor agonist. Diabetes Ther.
2024;15(4):819-832. doi:10.1007/s13300-024-01554-1

25. Lv L, Brady BL, Xie L, Guevarra M, Turchin A. Adherence and persistence among
people with type 2 diabetes newly initiating oral semaglutide versus DPP-4is in
a US real-world setting. Prim Care Diabetes. 2024;18(5):511-517. doi:10.1016/j.
pcd.2024.06.013

26. Boye K, Ross M, Mody R, Konig M, Gelhorn H. Patients’ preferences for once-daily oral
versus once-weekly injectable diabetes medications: the REVISE study. Diabetes Obes
Metab. 2021;23(2):508-519. doi:10.1111/dom.14244

OCTOBER 2026 S41


https://www.accessdata.fda.gov/drugsatfda_docs/label/2026/215256s029lbl.pdf
https://nctr-crs.fda.gov/fdalabel/services/spl/set-ids/8ac446c5-feba-474f-a103-23facb9b5c62/spl-doc
https://nctr-crs.fda.gov/fdalabel/services/spl/set-ids/8ac446c5-feba-474f-a103-23facb9b5c62/spl-doc
https://nctr-crs.fda.gov/fdalabel/services/spl/set-ids/b425840f-380e-42bd-852a-6ee3641977ce/spl-doc
https://nctr-crs.fda.gov/fdalabel/services/spl/set-ids/b425840f-380e-42bd-852a-6ee3641977ce/spl-doc
https://nctr-crs.fda.gov/fdalabel/services/spl/set-ids/6240792b-9224-2d10-e053-2a91aa0a2c3e/spl-doc
https://nctr-crs.fda.gov/fdalabel/services/spl/set-ids/6240792b-9224-2d10-e053-2a91aa0a2c3e/spl-doc
https://www.accessdata.fda.gov/drugsatfda_docs/label/2026/022580s031lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2026/022580s031lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/200063s024s026lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/200063s024s026lbl.pdf

OBESITY

217.

28.

29.

S42

Horn DB, Ryan DH, Kis SG, et al. Orforglipron, an oral small-molecule GLP-1 receptor
agonist, for the treatment of obesity in people with type 2 diabetes (ATTAIN-2): a
phase 3, double-blind, randomised, multicentre, placebo-controlled trial. The Lancet.
2025;406(10522):2927-2944. doi:10.1016/S0140-6736(25)02165-8

Wharton S, Lingvay I, Bogdanski P, et al. Oral semaglutide at a dose of 25 mg in adults
with overweight or obesity. N Engl ] Med. 2025;393(11):1077-1087. doi:10.1056/
NEJMo0a2500969

Gasiorek A, Heydorn A, Gabery S, et al. Safety, tolerability, pharmacokinetics, and
pharmacodynamics of the first-in-class GLP-1 and amylin receptor agonist, amycretin:
a first-in-human, phase 1, double-blind, randomised, placebo-controlled trial. The
Lancet. 2025;406(10499):135-148. doi:10.1016/50140-6736(25)01176-6

OCTOBER 2026

30.

31.

32.

33.

Almandoz JP, Wadden TA, Tewksbury C, et al. Nutritional considerations with
antiobesity medications. Obesity. 2024;32(9):1613-1631. doi:10.1002/0by.24067
‘Wharton S, Davies M, Dicker D, et al. Managing the gastrointestinal side effects of GLP-
1 receptor agonists in obesity: recommendations for clinical practice. Postgrad Med.
2022;134(1):14-19. doi:10.1080/00325481.2021.2002616

Gigliotti L, Warshaw H, Evert A, et al. Incretin-based therapies and lifestyle
interventions: the evolving role of registered dietitian nutritionists in obesity care. J
Acad Nutr Diet. 2025;125(3):408-421. doi:10.1016/jjand.2024.10.023

Locatelli JC, Costa JG, Haynes A, et al. Incretin-based weight loss pharmacotherapy:
can resistance exercise optimize changes in body composition? Diabetes Care.
2024;47(10):1718-1730. doi:10.2337/dci23-0100





