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Obesity is a complex chronic condition with a 
steady increase in prevalence in the United States 
from 30.5% to 41.9% since the year 2000.1 Obesity is 
linked to many complications including cardiovascular 
disease, stroke, diabetes, and certain cancers, which 
can, in turn, increase the estimated cost and burden 
of disease. Treatment of obesity means understanding 
the chronic nature of the condition and that there is 
a natural tendency to regain weight.2 This is due to 
hormonal changes that occur following weight loss and 
adaptation of metabolism while in a calorie deficit.2 As 
such, the presence of excess weight and obesity and pre-
vention of weight gain should be considered in treat-
ment decisions and prior to medication initiation.

Many medication classes are associated with weight 
gain or metabolic risks, including certain anticonvul-
sants (e.g., valproic acid, carbamazepine, gabapentin, 
pregabalin), antipsychotics (e.g., clozapine, olanzapine, 
quetiapine, risperidone), antidepressants (e.g., mir-
tazapine, tricyclic antidepressants), antihyperglycemic 
agents (e.g., insulin, sulfonylureas, thiazolidinedio-
nes), hormones, antihistamines, and glucocorticoids.3 
Although full discussion of the metabolic adverse 
effects of medications is outside the scope of this re-
view, it is important to consider lower-risk medications 
when possible. For example, consider utilizing lower 
metabolic risk antipsychotics such as aripiprazole, lur-
asidone, and ziprasidone or utilizing agents that pro-
mote weight loss in type 2 diabetes such as metformin, 
glucagon-like peptide-1 (GLP-1) receptor agonists, and 
GLP-1/glucose-dependent insulinotropic polypeptide 
(GIP) dual receptor agonists when appropriate.4,5

Lifestyle interventions, including calorie deficit 
and physical activity, are recommended as first-line 
treatment for excess weight and obesity and should 
be addressed at every visit. Given the physiological 
changes noted above, caloric intake may need to be 
adjusted as weight loss occurs. The ultimate goal of 
weight loss is to optimize patient health outcomes; 
total body weight loss goals differ based on comorbidi-

ties.2 For example, 5% to 15% total body weight loss 
is recommended for overweight or obese persons with 
type 2 diabetes, hypertension, or dyslipidemia, while 
up to 40% is recommended for metabolic dysfunction- 
associated steatohepatitis (see Table 1).2

The 2016 American Association of Clinical En-
docrinologists and American College of Endocrinol-
ogy (AACE/ACE) Clinical Practice Guidelines for 
Obesity and the 2022 American Gastroenterological 
Association (AGA) Clinical Practice Guideline on 
Pharmacological Interventions for Adults with Obe-
sity recommend that pharmacotherapy be considered 
in combination with lifestyle interventions in patients 
with a body mass index (BMI) ≥27 kg/m2 with weight-
related comorbidities (diabetes, hypertension, dyslipid-
emia, etc.) or with a BMI ≥30 kg/m2.2,6 These guide-
lines provide a comprehensive summary of weight 
management agents, although newer agents have be-
come available since publishing. 

Currently approved agents for weight manage-
ment include anorexiants (e.g., phentermine, diethyl-
propion), orlistat, phentermine/topiramate extended 
release (ER), naltrexone/bupropion ER, liraglutide, 
semaglutide, and tirzepatide. Initial pharmacotherapy 
choice should be based on patient preferences and 
existing comorbidities, as well as contraindications 
and prescribing considerations such as those listed in  
Table 2 on pages 115-116. Medications such as setmel-
anotide for obesity due to specific genetic disorders are 
not included in this review.

Orlistat is an oral agent that decreases the intesti-
nal absorption of dietary fat and is available both over-
the-counter (alli®) and via prescription (Xenical®). In 
the Xenical® in the Prevention of Diabetes in Obese 
Subject (XENDOS) trial, treatment with orlistat 120 
mg three times daily for one year resulted in weight loss 
of 10.6 kg compared to 6.2 kg with placebo (p <0.001).7 
A significantly greater reduction in weight with orlistat 
compared to placebo was sustained after four years of 
treatment, 5.8 kg versus 3.0 kg, respectively. Due to its 
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mechanism of action, it must be used in combination 
with a low-fat diet (≤30% of daily calories from fat) 
to reduce gastrointestinal adverse events, and therapy 
with this agent necessitates use of a multivitamin that 
includes fat-soluble vitamins (A, D, E, K, and beta caro-
tene) taken at least two hours before or after orlistat.

Gastrointestinal adverse reactions including bowel 
urgency and frequency, oily evacuation and rectal leak-
age, and flatulence with discharge can be bothersome. 
Given the small magnitude of benefit and risk of ad-
verse reactions, the AGA guidelines suggest against the 
use of orlistat for patients who have excess weight or 
obesity.6

Phentermine and topiramate ER (Qsymia®) is a 
combination medication approved for chronic weight 
management. Phentermine is a sympathomimetic 
agent that decreases appetite through direct central 
nervous system stimulation, and topiramate acts by de-
creasing appetite and increasing satiety.2 In a 56-week 
trial, patients with a BMI of at least 27 kg/m2 and two 
or more comorbidities (hypertension, dyslipidemia, di-
abetes, etc.) had a significant mean weight loss of 9.8% 

with phentermine/topiramate 15/92 mg per day ver-
sus 1.2% with placebo.8 After 108 weeks of treatment, 
participants had a mean weight loss of 10.5% with the 
combination versus 1.8% with placebo (p <0.0001).9

Additionally, about 70% of patients treated with 
phentermine/topiramate 15/92 mg per day achieved at 
least 5% weight loss after 56 weeks.8,10 Phentermine/
topiramate is a schedule IV controlled substance with 
a risk of dependence and misuse. It is only available 
through the Qsymia® Risk Evaluation and Mitigation 
Strategy (REMS) program due to the risk of birth 
defects and congenital malformations.

Naltrexone/bupropion ER (Contrave®) is another 
combination agent that works on the appetite regula-
tory center in the brain to decrease food cravings and  
appetite.2 The Contrave Obesity Research trials (COR-I 
and COR-II) included participants with a BMI of ≥27 
kg/m2 with controlled hyperlipidemia and/or hy-
pertension or a BMI of ≥30 kg/m2 for 56 weeks.11,12 
Participants in the COR-I trial receiving naltrexone/ 
bupropion ER 32/360 mg per day lost 6.1% of to-
tal body weight compared to 1.3% with placebo  
(p <0.0001).11 Similarly, participants in the COR-II 
trial receiving naltrexone/bupropion ER 32/360 mg 
per day lost 6.4% of total body weight compared to 
1.2% with placebo (p <0.001).12

In the COR Intensive Behavior Modification 
trial, all treated patients received an intensive behav-
ioral modification (BMOD) program in addition to  
naltrexone/bupropion ER or placebo. The intensive 
BMOD program included 28 group sessions that re-
viewed patients’ eating and activity logs, meal planning, 
problem solving, stimulus control, and other weight 
control topics. Intensive BMOD in combination with 
naltrexone/bupropion ER led to a significantly greater 
reduction in total body weight of 9.3% versus 5.1% 
with placebo.13 Naltrexone/bupropion ER should be 
avoided in those with bipolar disorder, seizure disor-
ders, history of anorexia, or with uncontrolled hyper-
tension. Due to the naltrexone component, it must be 
avoided in patients taking chronic opioid therapy.2

Liraglutide (Saxenda®) and semaglutide (Wegovy®) 
are both GLP-1 receptor agonists that increase satiety 
and decrease appetite. In the Semaglutide Treatment 
Effect in People with Obesity (STEP-1) trial, once-
weekly semaglutide 2.4 mg resulted in a statistically 
significant mean weight loss of 14.9% versus 2.4% 
with placebo at week 68.14 In the SCALE Obesity and 
Prediabetes trial, liraglutide 3 mg daily versus placebo 
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Table 1. Guideline-Recommended Weight-Loss Goals 
(for patients with excess weight or obesity and the listed comorbidity)

Comorbidity Recommended Weight Loss

Metabolic syndrome 10%

Prediabetes 10%

Type 2 diabetes mellitus �5-15%

Dyslipidemia �5-15%

Hypertension �5-15%

Metabolic dysfunction-associated 
steatotic liver disease �5%

Metabolic dysfunction-associated 
steatohepatitis 10-40%

Polycystic ovary syndrome �5-15%

Female infertility �10%

Male hypogonadism �5-10%

Obstructive sleep apnea �7-11%

Asthma/reactive airway disease �7-8%

Osteoarthritis
�10%

�5-10% when coupled  
with exercise

Urinary stress incontinence �5-10%

Gastroesophageal reflux disease �10%

Based on the 2016 American Association of Clinical Endocrinologists and American 
College of Endocrinology comprehensive clinical practice guidelines.2



114114 The Journal of Lancaster General Hospital   •   Winter 2024   •   Vol. 19 – No. 4

Anti-Obesity Pharmacotherapy Review

for 56 weeks resulted in a statistically significant mean 
total body weight reduction of 8.0% versus 2.6%.15 
Between these two agents, semaglutide may be the 
preferred option given the once-weekly dosing and in-
creased efficacy compared to liraglutide. The STEP-8 
trial16 demonstrated that after 68 weeks, semaglutide 
use resulted in a mean weight loss of 15.8% compared 
to 6.4% with liraglutide (p <0.001). 

Semaglutide may also be preferred given the re-
cently expanded labeling for cardiovascular risk reduc-
tion, which was the result of the Semaglutide Effects 
on Cardiovascular Outcomes in People with Over-
weight or Obesity (SELECT) trial.17 Semaglutide (We-
govy®) 2.4 mg once weekly resulted in a 20% relative 
risk reduction over 40 months in the composite car-
diovascular end point (cardiovascular death, nonfatal 
myocardial infarction, or nonfatal stroke) in patients 
with established cardiovascular disease (CVD) on stan-
dard of care therapies (i.e., lipid-lowering therapy, beta 
blocker, antiplatelet, and/or angiotensin-converting 
enzyme inhibitor or angiotensin II receptor blocker).

Both agents have also been shown to be cardio-
protective and reduce cardiovascular events in type 2 
diabetes trials (although doses differed), so may be pre-
ferred in patients with established CVD or at high risk 
for CVD.5 Gastrointestinal side effects such as nausea, 
vomiting, bloating, diarrhea, or constipation are most 
common with these agents, especially on initiation and 
dose escalation. These agents should be avoided in pa-
tients with gastroparesis, personal or family history of 
medullary thyroid carcinoma, and personal history of 
multiple endocrine neoplasia syndrome type 2 (MEN2).

Finally, tirzepatide (Zepbound®) is the newest 
agent approved for chronic weight management from 
a novel class of agents. It is a GLP-1/GIP dual receptor 
agonist that increases satiety and decreases appetite.18 
In the Study of Tirzepatide in Participants with Obe-
sity or Overweight (SURMOUNT-1) trial, tirzepatide 
was used in patients with a BMI of ≥27 kg/m2 with 
controlled hyperlipidemia and/or hypertension or a 
BMI of ≥30 kg/m2. This agent resulted in a statisti-
cally significant weight reduction (up to 20.9% versus 
3.1% with placebo) at each of the three studied doses 
(5 mg, 10 mg, and 15 mg).19

Tirzepatide 10 mg and 15 mg also resulted in a 
reduction in total body weight of up to 14.7% com-
pared to 3.2% with placebo (p <0.0001 for all com-
parisons) in patients with a BMI of ≥27 kg/m2 and 
uncontrolled type 2 diabetes.20 These findings suggest 

tirzepatide has more substantial weight management 
effect than any other currently available pharmaco-
logic agent. The Tirzepatide versus Semaglutide Once 
Weekly in Patients with Type 2 Diabetes (SURPASS 2) 
trial found that tirzepatide was superior to semaglutide 
with body weight reductions of up to 13.1% compared 
to 6.7%, respectively.21 However, no head-to-head data 
are available for use in obesity without type 2 diabetes.

Additional cardiovascular outcomes trials (CVOT) 
to assess cardiovascular safety, such as the Study of 
Tirzepatide Compared with Dulaglutide on Major 
Cardiovascular Events in Participants with Type 2 Dia-
betes (SURPASS-CVOT) trial, are ongoing and antici-
pated to be completed around June 2025. Prescribing 
precautions and adverse reactions for tirzepatide are 
similar to those for GLP-1 receptor agonists.

Anorexiants, such as phentermine and diethylpro-
pion, are sympathomimetic agents that suppress the 
appetite through direct stimulation of the central ner-
vous system. These stimulants are considered alterna-
tive agents and are approved by the Food and Drug 
Administration (FDA) for short-term use (≤12 weeks) 
only due to significant cardiovascular and psychiatric 
risks and the potential for misuse and dependence.2,6 
Although these agents are labeled for short-term use 
only, they have been studied off-label for up to two 
years with sustained efficacy and safety.22,23 Clinicians 
should continuously monitor patients closely for car-
diovascular side effects — such as increased heart rate 
or blood pressure and arrhythmias, psychosis, or new 
mood disorders — and signs of misuse/diversion if 
these agents are used long term.

Insurance coverage for weight management agents 
varies among plans and can be a barrier to initiation of 
therapy. In general, patients must have a BMI >30 kg/
m2 or a BMI of >27 kg/m2 with at least one weight- 
related complication (such as hypertension, dyslipid-
emia, sleep apnea, etc.). Given the high cost of brand-
name medications, many plans will require prior au-
thorization, and some plans have stricter criteria such 
as BMI >35 kg/m2 or BMI >40 kg/m2 or may require 
documentation of at least six months of diet and life-
style modification prior to coverage. The 2024 Penn-
sylvania Medicaid preferred drug list includes Zep-
bound®, Wegovy®, and Saxenda® as preferred agents, 
but requires prior authorization. For oral agents, only 
phentermine is a “preferred” product — and still re-
quires prior authorization — while the other oral 
agents are non-preferred medications.24
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Table 2. Prescribing Considerations of Chronic Weight Management Agents

Generic (Brand)
Dosage Forms

Adult Dose Contraindications Warnings and
Precautions Comments

Semaglutide 
(Wegovy®)

Single-dose pen

0.25 mg/0.5 mL, 0.5 mg/0.5 mL,  
1 mg/0.5 mL, 1.7 mg/0.5 mL,  
2.4 mg/0.5 mL

Titrate to target dose of 2.4 mg 
subcutaneously once weekly:

Weeks 1-4: 0.25 mg
Weeks 5-8: 0.5 mg
Weeks 9-12: 1 mg
Weeks 13-16: 1.7 mg
Weeks 17+: 2.4 mg

If not tolerated, may use an 
alternative maintenance dose of 
1.7 mg.

•	 Personal or family 
history of medullary 
thyroid carcinoma 
(MTC)

•	 Multiple endocrine 
neoplasia type 2  
(MEN 2)

•	 Not studied 
in history of 
pancreatitis or 
gastroparesis

•	 Caution use 
in history of 
gallbladder disease

•	 Psychiatric effects

•	 Approved for  
≥12 years of age

•	 Single-use pens; 
needles included

•	 Ozempic® indicated 
for type 2 diabetes

Liraglutide 
(Saxenda®)

18 mg/3 mL multi-dose pen

0.6 mg, 1.2 mg, 1.8 mg, 2.4 mg, 
3 mg

Initiate at 0.6 mg subcutaneously 
once daily for 1 week and titrate 
up by 0.6 mg weekly to target 
dose of 3 mg.

Patients may continue maximum 
tolerated dose if goal weight loss 
is achieved on that dose (even 
if <3 mg).

•	 Personal or family 
history of MTC

•	 MEN 2
•	 Pregnancy

•	 Approved for  
≥12 years of age

•	 Separate 
prescription for pen 
needles required

•	 Victoza® indicated 
for type 2 diabetes

Tirzepatide 
(Zepbound®)

Single-dose pen

2.5 mg/0.5 mL, 5 mg/0.5 mL,  
7.5 mg/0.5 mL, 10 mg/0.5 mL,  
12.5 mg/0.5 mL, 15 mg/0.5 mL

Initiate at 2.5 mg subcutaneously 
once weekly and titrate to 5 mg 
after 4 weeks; may titrate by 2.5 
mg every 4 weeks if needed to a 
max of 15 mg once weekly.

•	 Personal or family 
history of MTC

•	 MEN 2

•	 Not studied 
in history of 
pancreatitis or 
gastroparesis

•	 Caution use 
in history of 
gallbladder disease

•	 Psychiatric effects

•	 Approved for  
≥18 years of age

•	 Single-use pens; 
needles included

•	 Mounjaro® 
indicated for type 2 
diabetes

Phentermine/Topiramate 
(Qsymia®)

Extended-release capsule

3.75 mg/23 mg, 7.5 mg/46 mg, 
11.25 mg/69 mg, 15 mg/92 mg

Initiate at 3.75 mg/23 mg once 
daily for 14 days, then increase 
to 7.5 mg/ 46 mg once daily for 
12 weeks, then evaluate weight 
loss and escalate dose to 11.25 
mg/69 mg for 14 days, then 
increase to maximum dose  
15 mg/92 mg once daily or taper 
to discontinue if ≥5% of weight 
loss has not occurred.

•	 Glaucoma
•	 Hyperthyroidism
•	 Use of monoamine 

oxidase inhibitor 
(MAOI) within  
14 days

•	 Pregnancy

•	 Cardiovascular 
effects

•	 Cognitive 
dysfunction

•	 Psychiatric 
disturbances

•	 Hyperthermia
•	 Hyperkalemia
•	 Hypotension
•	 Metabolic acidosis
•	 Acute myopia and 

glaucoma
•	 Kidney stones
•	 Suicidal ideation

•	 Approved for  
≥12 years of age

•	 May precipitate 
seizures if abruptly 
stopped; taper to 
discontinue

•	 Schedule IV 
substance with risk 
of dependence and 
misuse

•	 Only available 
under the Qsymia 
Risk Evaluation and 
Mitigation Strategy 
program

•	 Requires renal 
and hepatic dose 
adjustment

Naltrexone/Bupropion  
(Contrave®)

Extended-release tablet

8 mg/90 mg

Initiate at 1 tablet (8 mg/90 mg) 
once daily for 1 week, then 
increase to 1 tablet twice daily for 
1 week, then increase to 2 tablets 
in the morning and 1 tablet in the 
evening for 1 week, then increase 
to target dose of 2 tablets twice 
daily.

•	 Pregnancy
•	 Chronic opioid, 

opioid agonist, or 
partial opioid agonist 
use

•	 Uncontrolled 
hypertension

•	 Seizure disorder
•	 Anorexia nervosa or 

bulimia
•	 Acute opioid, 

alcohol, 
benzodiazepine, 
barbiturate, 
or antiseizure 
withdrawal

•	 Use of MAOI within 
14 days

•	 Boxed warning for 
neuropsychiatric 
reactions and suicidal 
ideation

•	 Cardiovascular 
effects

•	 Hepatotoxicity
•	 Narrow-angle 

glaucoma
•	 Seizures 

•	 Approved for  
≥18 years of age

•	 Should not be used 
in combination with 
other bupropion-
containing agents

•	 Requires renal 
and hepatic dose 
adjustments

continued on page 116
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Table 2. Prescribing Considerations of Chronic Weight Management Agents (cont.)

Generic (Brand)
Dosage Forms

Adult Dose Contraindications Warnings and
Precautions Comments

Orlistat 
(Xenical®, alli®)

Xenical®: 120 mg capsule (Rx only)

alli®: 60 mg capsule (OTC)

Xenical®: 120 mg three times 
daily with up to 1 hour after 
meals (may decrease to 60 mg  
if poorly tolerated)

alli®: 60 mg three times daily 
with meals 

•	 Pregnancy
•	 Cholestasis
•	 Chronic 

malabsorption 
syndrome

•	 Cholelithiasis
•	 Hepatotoxicity
•	 Increased urinary 

oxalate

•	 Approved for  
≥12 years of age 

•	 Caution when 
using with warfarin, 
levothyroxine, 
cyclosporine, and 
anticonvulsants; 
levels should be 
closely monitored

Phentermine 
(Adipex-P®, Lomaira™)

Capsule, tablet

15 mg, 30 mg, 37.5 mg

Adipex-P®: 15 mg to 18.75 mg 
once daily or 30 mg to 37.5 mg 
in 1 or 2 divided doses

Lomaira™: 8 mg 3 times daily 
30 minutes before meals

•	 Pregnancy or 
breastfeeding

•	 History of 
cardiovascular 
disease (arrhythmias, 
heart failure 
cardiovascular 
disease, stroke)

•	 Uncontrolled 
hypertension

•	 Hyperthyroidism
•	 Glaucoma
•	 History of substance 

use disorder
•	 Use of MAOI within 

14 days

•	 Cardiovascular 
disease

•	 Seizure disorders
•	 Tourette syndrome

•	 Approved for  
≥17 years of age

•	 Schedule IV 
substance with risk 
of dependence and 
misuse

•	 Renal dose 
adjustment required

Diethylpropion

25 mg immediate-release (IR) 
tablet, 75 mg extended-release 
(ER) tablet

IR: 25 mg 3 times daily 1 hour 
before meals

ER: 75 mg once daily in the 
midmorning

•	 Advanced 
arteriosclerosis

•	 Severe hypertension
•	 Pulmonary 

hypertension
•	 Hyperthyroidism
•	 Glaucoma
•	 History of substance 

use disorder
•	 Use of MAOI within 

14 days

•	 Heart failure
•	 Central nervous 

system effects
•	 Primary pulmonary 

hypertension
•	 Valvular heart 

disease

•	 Approved for  
≥17 years of age

•	 Schedule IV 
substance with risk 
of dependence and 
misuse

Sources: Package insert and Lexicomp® for all medications.

Whether weight management is treated with life-
style interventions only or in combination with phar-
macotherapy, frequent follow-up and monitoring are 
essential to ensure the efficacy and safety of interven-
tions. Most available agents require frequent titrations 
during initial therapy to ensure tolerability. The initial 
target for weight loss is at least 5% of body weight, with 
progressive reduction as treatment continues.2,6

Weight should be monitored at every appoint-
ment to ensure efficacy, and if 4% to 5% weight loss 
has not been achieved following 12-16 weeks of ther-
apy, the patient is considered a non-responder and 
the medication should be discontinued. Alternative 
therapies may be considered, however there are no 
data to suggest who is going to be a non-responder 
or whether those individuals will respond to other 
medications.

It is important to note that patients tend to regain 
weight that was lost when antiobesity medications are 
discontinued. For example, patients who were treated 
with tirzepatide or semaglutide regained about two-
thirds of lost weight within one year after medication 
withdrawal.25,26 For this reason, these agents should be 
treated as chronic medications, and clinicians should 
discuss this risk with patients prior to initiating, as well 
as discontinuing, these agents. 

Results from a recent study on a tapering strategy 
of these injectable agents presented at the European 
Congress on Obesity showed that patients continued 
to lose weight during the taper and that weight loss 
was sustained for at least six months after the taper was 
completed.27 Tapering, as opposed to abrupt discon-
tinuation, may be a reasonable strategy to consider in 
patients desiring to discontinue these agents.
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Table 3. Review of Total Body Weight Loss of FDA-Approved Weight Management Agents

Trial Treatment 
Duration Intervention Total Body Weight Change

XENDOS7 4 years Orlistat 120 mg 3 times daily versus placebo Orlistat: -5.8 kg
Placebo -3.0 kg p <0.001

CONQUER8 56 weeks
Phentermine 7.5 mg/topiramate 46 mg once daily or 

phentermine 15 mg/ topiramate 92 mg once daily 
versus placebo

7.5 mg/46 mg: -7.8%
15 mg/92 mg: -9.8%

Placebo: -1.2%

p <0.0001 for all 
comparisons with 

placebo

SEQUEL9 108 weeks
7.5 mg/46 mg: -9.3%
15 mg/92 mg: -10.5%

Placebo: -1.8%

p <0.0001 for all 
comparisons with 

placebo

EQUIP10 56 weeks
Phentermine 3.75 mg/topiramate 23 mg once daily or

phentermine 15 mg/topiramate 92 mg once daily 
versus placebo

3.75 mg/23mg: -5.1%
15 mg/92 mg: -10.9%

Placebo: -1.6%

p <0.0001 for all 
comparisons with 

placebo

COR-111 56 weeks Naltrexone 16 mg/bupropion 360 mg/day or
naltrexone 32 mg/bupropion 360 mg/day versus placebo

16 mg/360 mg: -5.0%
32 mg/360 mg: -6.1%

Placebo: -1.3%

p <0.0001 for all 
comparisons with 

placebo

COR-II12 56 weeks Naltrexone 32 mg/bupropion 360 mg/day versus placebo 32 mg/360 mg: -6.4%
Placebo: -1.2% p <0.001

COR-BMOD13 56 weeks Naltrexone 32 mg/bupropion 360 mg/day versus placebo 
plus intensive behavior health modifications

32 mg/360 mg: -9.3%
Placebo: -5.1% p <0.001

STEP 114 68 weeks Semaglutide 2.4 mg once weekly versus placebo 2.4 mg: -14.9%
Placebo: -2.4% p <0.001

SCALE Obesity
and Prediabetes15 56 weeks Liraglutide 3 mg once daily versus placebo 3 mg: -8.0%

Placebo: -2.6% p <0.001

STEP 816 68 weeks Semaglutide 2.4 mg once weekly versus 
liraglutide 3 mg once daily versus placebo

Sema. 2.4 mg: -15.8%
Lira. 3 mg: -6.4%
Placebo: -1.9%

p <0.001 for all 
comparisons

SURMOUNT 119 72 weeks Tirzepatide 5 mg, 10 mg, or 15 mg once weekly 
versus placebo

5 mg: -15.0%
10 mg: -19.5%
15 mg: -20.9%
Placebo: -3.1%

p <0.001 for all 
comparisons with 

placebo

SURMOUNT I120 72 weeks Tirzepatide 10 mg or 15 mg once weekly
versus placebo

10 mg: -12.8%
15 mg: -14.7%
Placebo: -3.2%

p <0.0001 for all 
comparisons with 

placebo

In summary, the management options for patients 
who are overweight and obese has drastically changed 
over the past few decades.

Obesity is recognized as a chronic condition and 
should be treated as such. Tirzepatide and semaglutide 
are the injectable agents that may be preferred given 
their increased efficacy and once-weekly dosing, with 
liraglutide being another efficacious injectable agent. 

Phentermine/topiramate and naltrexone/bupro-
pion may be alternative agents if oral medications are 
preferred, but contraindications should be carefully 
considered. 

Orlistat may be the most accessible option for pa-
tients as it is available over-the-counter, but strict ad-

herence to a low-fat diet is necessary to reduce side ef-
fects. Lastly, phentermine and other stimulant agents 
are alternatives typically recommended for short-term 
use if accessibility limits preferred agents, and they 
must be carefully monitored for misuse and cardiac or 
psychiatric side effects. 

Comorbidities, concomitant medications, cultur-
al beliefs, and social determinants of health should 
all be considered in ongoing weight management. In-
corporating patient needs and desires into decision-
making, and understanding how to navigate the in-
surance barriers and health care system, will increase 
the chance for weight loss and health maintenance for 
each patient.
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