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ABSTRACT

Obesity affects 42% of US adults and has a devastat-

ing impact on health. Although many patients initially
lose weight with diet and exercise, long-term weight
loss is difficult to achieve. Pharmacotherapy, as part of a
comprehensive plan, can help patients lose weight and
avoid regaining it. Choosing an antiobesity drug regimen
should be an individualized, shared decision-making pro-
cess that accounts for patient preferences, comorbidities,
and out-of-pocket costs. We review antiobesity drugs and
propose an individualized and comprehensive approach
to obesity management.

KEY POINTS

440

Antiobesity medications as part of a comprehensive plan
can help patients achieve lasting obesity control and
provide independent health benefits, including decreased
cardiovascular risk.

All patients suffering from obesity should be counseled to

adopt a healthful low-calorie diet, exercise regularly, get
adequate sleep, and manage stress.

Antiobesity management plans should include lifestyle
counseling, discontinuation of obesity-inducing medica-
tions when possible, and, when indicated, weight loss
surgery.
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NTIOBESITY MEDICATIONS are significantly
Aunderprescribed. Only 2% of US adults
eligible for obesity pharmacotherapy receive
it.! Contributing to this underutilization are
inadequate training of prescribers and stigma-
tization of obesity as resulting from a perceived
lack of willpower on the part of the patient.??
Familiarizing clinicians with the pathophysiol-
ogy of obesity and helping them provide an in-
dividualized and comprehensive plan for their
patients is the purpose of this review.

I OBESITY RATES ARE HIGH
AND GETTING HIGHER

Obesity (body mass index [BMI] > 30 kg/m?)
affects 42.4% of US adults, or more than 107
million people, and 9.2% of US adults have
severe obesity (BMI > 40 kg/m?).>* These rates
have increased dramatically since 1999, when
30.5% of Americans were obese and 4.7%
were severely obese,? and they continue to in-
crease, so that it is now estimated that 51% of
US adults will be obese by 2030.>

The prevalence of obesity is similar in both
sexes, but women are more likely to be severe-
ly obese (11.5% vs 6.9%).* Young, middle-
aged, and older adults all have similar obesity
rates. The obesity rate in non-Hispanic Black
people is 49.6%, which is higher than in His-
panic people (44.8%), non-Hispanic White
people (42.2%), and non-Hispanic Asian peo-
ple (17.4%). Rates of severe obesity are 13.8%
in Black people, 9.3% in non-Hispanic White
people, 7.9% in Hispanic people, and 2% in
non-Hispanic Asian people.*
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Obesity rates decrease with increasing in-
come: 39% obesity at 130% or less of the fed-
eral poverty level vs 31.2% in those at higher
than 350% of the federal poverty level.® Rates
also decrease with college education: 27.8% in
college graduates vs 40% in nongraduates.®

I ADVERSE EFFECTS ON HEALTH

Obesity is a chronic disease characterized by a
long-term positive energy balance resulting in
excess adiposity.” Weight in relation to height
(ie, the BMI) and waist circumference are sur-
rogates for measuring adiposity.

Obesity leads to structural abnormalities
such as venous stasis and hepatic steatosis,
physiologic derangements such as insulin re-
sistance and inflammation, and functional im-
pairments such as gastroesophageal reflux dis-
ease, urinary incontinence, osteoarthritis, and
disability. Obesity increases the risk of devel-
oping more than 200 other chronic diseases
and thus is associated with significant rates of
morbidity and death.’

I DRUG THERAPY CAN AID WEIGHT LOSS

Obesity is influenced by genetics, epigenetics,
socioeconomic status, access to food and exer-
cise, psychological health, iatrogenic factors,
and behavior, and thus it is challenging to
treat. Furthermore, biological responses to loss
of adipose tissue trigger a decrease in metabol-
ic rate and increase in energy efficiency while
inducing hunger and decreasing satiety.’

Drug therapy helps patients adhere to life-
style changes and overcome these responses.
Typically, monotherapy leads to a loss of 3%
to 8% of total body weight from baseline, and
combination therapy can result in even great-
er loss.%” Moreover, some antiobesity drugs
can provide independent health benefits, such
as decreases in blood pressure, harmful lipid
levels, waist circumference, insulin resistance,
nonalcoholic fatty liver disease, risk of major
cardiovascular events, and progression of dia-
betic kidney disease.!>%!!

I CHOOSING THE RIGHT DRUG
Pharmacotherapy is indicated in patients with
a BMI of 30 kg/m? or higher, or 27 kg/m* or

higher with obesity-associated complications
in whom a healthy low-calorie diet and regu-
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lar physical activity have failed to achieve a
healthy weight.” Choosing the right drug regi-
men involves an individualized, shared deci-
sion-making process that accounts for patient
preferences, comorbidities, and out-of-pocket

costs (Table 1, Table 2).

Tolerability
Adverse effects frequently limit the use of
antiobesity medications.

Liraglutide and semaglutide, glucagon-
like peptide 1 (GLP-1) receptor agonists that
carry a US Food and Drug Administration
(FDA) indication for long-term treatment of
obesity, are generally well tolerated. (Semaglu-
tide was approved in June 2021.) Gastrointes-
tinal effects are common and include nausea,
abdominal cramping, and diarrhea. Liraglu-
tide requires daily injections, and semaglutide
requires weekly injections, and although some
patients find injections undesirable, they rare-
ly discontinue this therapy because of its mode
of administration. Semaglutide is available in
an oral formulation, but this is not approved
for the treatment of obesity.

Phentermine-topiramate, another FDA-
approved drug, is also well tolerated. The
combination can achieve higher weight loss
at lower doses of each medication, thus lessen-
ing the chance of dose-dependent adverse ef-
fects. Irritability, insomnia, neuropathy, prob-
lems with memory, and changes in taste are
the adverse effects most frequently reported.
Patients often find soda drinks less appealing,
which can help their weight management.

When patients experience severe topira-
mate-associated effects such as neuropathy, or
phentermine-associated effects such as irrita-
bility, one can consider prescribing the other
medication by itself. Generally, phentermine
is very well tolerated, and side effects wane
with continued use. However, the clinician
may recommend as-needed use for patients
who experience significant adverse effects. For
example, if a patient tends to eat excessively
during the weekends, phentermine can be
taken just on weekends.

Phentermine carries a theoretical poten-
tial for abuse and addiction, but this concern
is not supported in the literature. Topiramate
is generally less well tolerated, with frequent
neurologic and psychiatric adverse effects.
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TABLE 1
Drugs approved for long-term treatment of obesity
Average
wholesale
Drug and class ldeal candidates Adverse effects Contraindications® price®
Liraglutide Patients with coronary Constipation, diarrhea, nau- Family or personal history of ~ Liraglutide
Semaglutide artery disease, prediabetes, sea, headache, fatigue, and medullary thyroid cancer or $1,619
(GLP-1 receptor  and diabetes injection site reactions. Serious multiple endocrine neoplasia s lutid
agonist) but rare: increased heart rate, type 2. Use with caution in $(1en(1)z;% utide
renal impairment, pancreatitis, patients with severe chronic !
and suicidal ideation. Potential ~kidney disease and history of
risk of thyroid C-cell tumor. pancreatitis.
Semaglutide is associated
with an increased incidence of
diabetic retinopathy complica-
tions, probably attributable to
rapid correction of hyperglyce-
mia in patients with diabetes.
Naltrexone- Patients with depression,  Glaucoma, hepatotoxicity, Uncontrolled hypertension, $365
bupropion those interested in smok- increase in heart rate and seizures, anorexia, bulimia,
(opioid receptor ing cessation, and those blood pressure, headache, drug or alcohol withdrawal, or
antagonist and with food addiction and nausea, constipation, vomit-  chronic opioid use.
DNRI) strong cravings ing, dry mouth. Serious but
rare: suicidal ideation and a
lower seizure threshold.
Orlistat Patients who do not want  Headaches, flatulence, cramp-  None, but not recommended ~ $108
(lipase inhibitor)  to take a systemic drug, or ing, fecal incontinence, oily for patients with malabsorp-
patients who eat a moder-  spotting, decreased absorption tion (eg, after gastric bypass
ate- or high-fat diet of medications and fat-soluble surgery).
vitamins. Gastric disturbances
can be reduced by taking with
psyllium. Serious but infre-
quent: liver injury, cholelithia-
sis, nephrolithiasis.
Phentermine- Patients with chronic Increased heart rate, dizziness, ~ Uncontrolled anxiety or $239

topiramate ER¢
(sympatho-
mimetic amine
and GABA recep-
tor modulator)

migraines

neuropathy, insomnia, anxiety,
depression, cognitive impair-
ment, and dry mouth. Serious
but rare: suicidal ideation,
acidosis, hypokalemia, rise in se-
rum creatinine, myopia, or glau-
coma. Minimal risk of seizures
with rapid discontinuation.

depression, cardiovascular
disease, uncontrolled hyper-
tension, hyperthyroidism,
glaucoma, and history of
substance dependence.

2All antiobesity medications are contraindicated in pregnancy. Because of potential teratogenicity of many antiobesity drugs, a pregnancy test should be done
before prescribing, and women should be counseled on effective birth control.

®Lexicomp average wholesale price for 30-day supply of maximum doses as of May 2021.
<A controlled substance.

DNRI = dopamine-norepinephrine reuptake inhibitor; ER = extended release; GABA = gamma aminobutyric acid; GLP-1 = glucagon-like protein-1
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TABLE 2
Other drugs used for treating obesity
Average
wholesale

Drug and class Ideal candidates Side effects Contraindications? price®
Lisdexam- Patients with attention Insomnia, irritability, anxiety, dry None, but we recommend ~ $402
fetamine© deficit hyperactivity mouth, increased heart rate and against using in patients
(amphetamine disorder blood pressure. Controlled sub- with cardiovascular
prodrug) stance with theoretical potential ~ disease.

for abuse and dependence.
Phentermine* N/A Headaches, increased blood pres-  Uncontrolled anxiety and ~ $21.30
(sympathomimetic sure and heart rate, irritability, hypertension, cardiovas-
amine) insomnia, constipation, diarrhea,  cular disease, hyperpara-

impotence, dizziness. Controlled thyroidism, glaucoma, and

substance with theoretical poten-  history of drug depen-

tial for abuse and dependence. dence.

Serious but rare: pulmonary hyper-

tension, valvular disease.
Topiramate® Patients with chronic Insomnia, xerostomia, constipa- Hyperthyroidism, $10
(GABA receptor migraines tion, paresthesias, dizziness, glaucoma.
modulator) anxiety, depression, drowsiness,

language and memory impair-

ments. Very rare: seizures with

rapid discontinuation.
Metformin &f Patients with diabetes Diarrhea, nausea, abdominal pain. ~ Severe chronic kidney $5
(biguanide) and prediabetes Serious but rare: lactic acidosis. disease.
Pramlintide *f Patients with type 1 or Hypoglycemia, headaches, nausea, Gastroparesis and hypo-  $694
(amylin analogue)  type 2 diabetes vomiting. glycemic unawareness.
SGLT-2 Patients with type 2 dia-  Genitourinary infections, hypovole- Severe chronic kidney $600-$700
inhibitorsf betes, hypertension, heart mia, increased low-density lipopro- disease and ketogenic diet

failure, cardiovascular
disease, diabetic kidney
disease

tein cholesterol, and hyperkalemia.
Serious but rare: diabetic ketoaci-
dosis, bone fractures, amputations,
Fournier gangrene.

(concern for euglycemic
ketoacidosis).

2All antiobesity medications are contraindicated in pregnancy except for metformin in patients with diabetes. Because of the potential teratogenic effect of
many antiobesity medications, a pregnancy test should be obtained before prescribing, and women should be counseled on effective birth control.

®|exicomp average wholesale price for 30-day supply of maximum doses as of May 2021.
Approved for treatment of binge-eating disorder.
4 Approved for short-term use; however, it is often prescribed long-term in US states where this regulation is not strictly enforced.

¢ Off-label use.

fOccasionally prescribed for patients who do not have diabetes or another US Food and Drug Administration indication for their use; however, this is not our practice.

GABA = gamma aminobutyric acid; SGLT-2 = sodium-glucose cotransporter-2

Naltrexone-bupropion, another FDA-ap-
proved option, is usually well tolerated, with
constipation, headaches, irritability, anxiety,
and insomnia being commonly reported. These
can be ameliorated by reducing doses, eg, skip-
ping the afternoon dose to reduce sleep distur-
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bance. A stool softener or coprescription with
metformin can be considered to promote more
regular bowel movements.

Lisdexamfetamine, FDA-approved for
treating binge-eating disorder but not obe-
sity per se, has very infrequent side effects. It
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has potential for abuse and dependence, but
whether this actually occurs in patients taking
it for binge-eating disorder is not well estab-
lished.

Metformin, a diabetes drug frequently used
off-label to treat obesity, is also well tolerated.
[ts most common adverse effects include ab-
dominal pain, nausea, and diarrhea. These are
lessened when using extended-release formula-
tions and when taken with meals. Dose reduc-
tion is often required to manage adverse effects.

Orlistat, FDA-approved for treating obe-
sity, is poorly tolerated, with abdominal pain,
nausea, bloating, flatulence, and diarrhea be-
ing very common and bothersome effects.
Gastric disturbances can be reduced when this
drug is taken with psyllium.

W COST

Antiobesity drugs are not frequently covered by
insurance, and their cost limits patients’ choices.

Most expensive
Liraglutide and semaglutide. Liraglutide, av-
erage wholesale price (30-day supply of maxi-
mum dose) $1,619, and semaglutide (average
wholesale price $1,022) are the most expen-
sive choices, have no generic alternatives, and
are often not covered by insurance. Lower
doses are more affordable. These drugs are usu-
ally covered by insurance when prescribed for
diabetes, but when prescribed for this indica-
tion, the doses are lower and thus there is less
effect on weight loss.

Depending on insurance coverage, other
GLP-1 receptor agonists may be more suitable
for patients with diabetes and obesity.

Intermediate cost
Naltrexone-bupropion, average wholesale price
$365, has no generic option and is not usually
covered by insurance. However, its individual
components are available as generic formula-
tions and can be prescribed separately at much
lower cost (average wholesale price $50 for nal-
trexone 25 mg plus bupropion XL 300 mg). Bu-
propion can also be prescribed alone for obesity
management and is usually covered by insur-
ance (average wholesale price $16.50).
Phentermine-topiramate, average whole-
sale price $239, has no generic formulation
and is usually not covered by insurance. Its in-
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dividual components are available generically
and can be prescribed separately, in combina-
tion or individually (average wholesale price
$21.30 for phentermine 18.75 mg plus topira-
mate 100 mg).

Despite the listed prices, both phenter-
mine and topiramate can be bought very inex-
pensively at certain retailers at less than $10
per month. Phentermine-topiramate can be
used alternatively with phentermine alone to
reduce overall costs.

Phentermine is FDA-approved for short-
term use only—3 months of therapy with 6
months between courses. This is not strictly
enforced in all US states. Phentermine is the
most commonly prescribed antiobesity drug in
the United States.’

Orlistat, average wholesale price $108,
has no generic formulation and often is not
covered by insurance. It is available over the
counter at a lower dose.

Lisdexamfetamine, average wholesale
price $402, has no generic alternative but is
often covered by insurance when prescribed
for binge-eating disorder.

Most affordable

Metformin, average wholesale price $5, is an
economical option available in generic form
and covered by insurance. Phentermine and
topiramate are also affordable at less than $10
per month, and bupropion is another afford-
able option.

Very frequently, manufacturers offer cus-
tomer-assistance programs, but these programs
often exclude patients with Medicaid and
Medicare insurance.

I EFFICACY IN WEIGHT LOSS

Semaglutide is the most effective agent. Phenter-
mine-topiramate, naltrexone-bupropion, liraglu-
tide, lisdexamfetamine, and pramlintide are also
associated with a high percentage of total body
weight loss. Orlistat, topiramate alone, metfor-
min, and sodium-glucose cotransporter-2 (SGLT-
2) inhibitors are associated with a more modest
weight loss. Further, orlistat is effective only in
those who consume a moderate- or high-fat diet.
Table 3 lists percentages of total body weight loss
observed in randomized controlled trials of the
various drugs.!®* Of note, not all available dos-
ages of the medications today were included in
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TABLE 3
Weight loss in randomized, double-blind, placebo-controlled trials
% TBWL
Vs
Medication Patients Dose placebo
Liraglutide™ Diabetes, body mass index (BMI) > 27 kg/m? 1.8 mg 2.7
3.0 mg 4.0
Liraglutide Prediabetes, BMI > 30 or > 27 with hypertension or dyslipidemia 3.0 mg 5.4
Liraglutide™ No diabetes, BMI > 30 or > 27 with hypertension or dyslipidemia, 3.0 mg 6.0
who lost > 5% total body weight with a low-calorie diet
Naltrexone-bupropion’ Diabetes, BMI > 27 32/360 mg 3.2
Naltrexone-bupropion' No diabetes, BMI > 30 or > 27 with hypertension or dyslipidemia 16/360 mg 3.7
32/360 mg 4.8
Naltrexone-bupropion™ No diabetes, BMI > 30 or > 27 with hypertension or dyslipidemia ~ 32/360 mg 5.2
Naltrexone-bupropion' No diabetes, BMI > 30 or > 27 with hypertension or dyslipidemia 32/360 mg 4.2
Orlistat" BMI 30-43 120 mg TID 3.0
Orlistat' BMI 3044 120mgTID 3.7
Orlistat™ Type 2 diabetes, clinically stable on oral sulfonylureas, BMI 28-40 120 mg TID 1.9
Phentermine-topiramate ER?®  No diabetes, BMI > 35, blood pressure < 140/90 mm Hg 3.7523mg 3.5
15/92 mg 9.3
Phentermine-topiramate ER?'  BMI 27—-45 with at least 2 of the following: hypertension, dyslipid- ~ 7.5/46 mg 8.0
emia, diabetes, prediabetes, abdominal obesity 15/92 mg 10.8
Phentermine-topiramate ER?2  BMI 27-45 with at least 2 of the following: hypertension, dyslipid- ~ 7.5/46 mg 7.1
emia, diabetes, prediabetes, abdominal obesity 15/92 mg 8.5
Phentermine-topiramate ERZ?  BMI 30-45 7.5/46 mg 6.8
15/92 mg 7.5
Lisdexamfetamine?* Adults with binge eating disorder, BMI 25-45 30 mg 33
50 mg 5.2
70 mg 5.3
Phentermine? BMI 30-45 7.5 mg 3.7
15 mg 4.4
Topiramate? BMI 30-45 46 mg 3.4
92 mg 4.7
Metformin® No diabetes, BMI > 24 (> 22 in Asian Americans), elevated fasting 850 mg BID 2.3
glucose or impaired glucose tolerance
Pramlintide? No diabetes, BMI 30-50 120 pg TID 5.6
360 pg TID 6.8
Canagliflozin?’ No diabetes, BMI 27-50 50 mg 0.9
100 mg 1.6
300 mg 1.4
Semaglutide’® No diabetes, BMI > 30, or > 27 with at least 1 obesity-associated 2.4 mg/week 12.4
comorbidity
Semaglutide™ Diabetes, BMI > 27 2.4 mg/week 6.2
BID = twice a day; ER = extended release; TID = three times a day; TBWL = total body weight loss
CLEVELAND CLINIC JOURNAL OF MEDICINE VOLUME 88 ¢ NUMBER 8 AUGUST 2021 445
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the trials, and all studies included lifestyle modi-
fications in addition to pharmacotherapy.

I IN PATIENTS WITH DIABETES

Weight loss can help patients improve glyce-
mic control, and certain diabetes drugs have
the added benefit of helping patients lose
weight.

GLP-1 receptor agonists and SGLT-2
inhibitors are great choices for patients with
high BMI and diabetes, as they lower hemo-
globin A1C and carry a low risk of hypogly-
cemia. Some agents—Iliraglutide, semaglutide,
dulaglutide, empagliflozin, canagliflozin, and
dapagliflozin—offer cardiovascular benefits in
these already high-risk patients. Use is limited
by high copays. Further, most of the GLP-1
drugs are injectable and have frequent adverse
gastric effects. Semaglutide is an ideal choice
because it has been shown to produce more
weight loss than others in this category, re-
quires only weekly injection, and is the only
GLP-1 receptor agonist available in oral for-
mulation.

SGLT-2 inhibitors are usually well toler-
ated, with frequency of urination being the
most commonly reported adverse effect. Uri-
nary tract and vaginal infections are also com-
mon in these patients, who are already at risk
for infection. Canagliflozin should likely be
avoided in patients with known or suspected
peripheral artery disease, as it is associated
with a modest yet higher risk of amputations.
Some studies have shown canagliflozin to be
associated with a higher incidence of frac-
tures, making other SGLT-2 inhibitors poten-
tially more suitable for those with osteoporosis
or frequent falls.

Metformin is a more affordable option
that promotes weight loss, lowers hemoglobin
A1C, and has low potential for hypoglycemia.
However, metformin has not been shown to
provide additional cardiovascular benefits.
Metformin should be avoided in patients with
severe chronic kidney disease (glomerular fil-
tration rate < 30 mL/min/1.73 m?).

Pramlintide is FDA-approved for type 1
and type 2 diabetes, but its use is limited by
multiple daily injections and a tendency to
cause hypoglycemia.

GLP-1 receptor analogues (other than lira-
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glutide and semaglutide), SGLT-2 inhibitors,
and pramlintide are sometimes prescribed for
weight loss in patients without diabetes or an-
other FDA-approved indication. This is not
our practice.

Orlistat and naltrexone-bupropion can
also be considered in this group since they have
been shown to improve insulin sensitivity.

I IN PATIENTS WITH CARDIOVASCULAR
DISEASE

Several antiobesity drugs have shown a posi-
tive impact on cardiometabolic risk factors
such as blood pressure, waist circumference,
insulin sensitivity, and lipid profile. These
drugs include liraglutide, semaglutide, nal-
trexone-bupropion, and orlistat. Naltrexone-
bupropion is contraindicated in patients with
uncontrolled hypertension but is a suitable
choice for this patient group once blood pres-
sure control is established.

Phentermine-topiramate has also been
shown to improve cardiometabolic markers,
but due to its stimulant effect on the heart,
it should be avoided in patients with known
or suspected coronary artery disease, to avoid
infarction. Lisdexamfetamine should similarly
be avoided in these patients. In patients at
high risk for cardiovascular disease, such as
those with multiple metabolic comorbidities,
smoking history, and family history of coro-
nary artery disease, a thorough history and
examination should be performed before pre-
scribing stimulants.

I ONCE A DRUG IS CHOSEN,
FOLLOW-UP IS ESSENTIAL

Once a medication is chosen, patients should
be evaluated for weight loss and adverse ef-
fects at least monthly for the first 3 months,
then at least every 3 months. If the medica-
tion is effective (> 5% total body weight loss
at 3 months), safe, and tolerable, it should be
continued indefinitely.”*® Multiple or com-
bination agents, off-label and on-label, are
sometimes required for clinically significant
weight loss.

I BEYOND DRUG THERAPY

All patients suffering from obesity should be
counseled to adopt a healthful low-calorie
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diet, exercise regularly, get adequate sleep, and
manage stress.

The clinician should also eliminate or re-
place the patient’s current obesity-inducing
medications with more favorable ones when-
ever appropriate. For example, the clinician
may consider bupropion instead of paroxetine,
amitriptyline, nortriptyline, or mirtazapine in
patients with depression or anxiety. Second-
generation antihistamines can be prescribed
instead of first-generation ones.

Beta-blocker use should be limited to those
with an indication (such as an arrhythmia).
When beta-blockers are indicated, carvedilol and
nebivolol are associated with less weight gain.!?

For contraception, oral contraceptive pills
and intrauterine devices should be considered
over medroxyprogesterone acetate.'

In treating patients with diabetes, met-
formin, pramlintide, SGLT-2 inhibitors, and
GLP-1 receptor agonists should be considered,
as they promote weight loss. Thiazolidinedio-
nes, sulfonylureas, and insulin can cause pa-
tients to gain weight, and thus should be lim-
ited to those with specific indications (such as
insulin for type 1 diabetes mellitus), those un-
able to tolerate or afford preferred medications,
or those whose blood glucose remains uncon-
trolled. Basal insulin is more favorable than
preprandial or biphasic insulin.!” Analogue in-
sulins are recommended over human insulin.’!

When treating patients with chronic in-
flammatory diseases, disease-modifying anti-
rheumatics and biologics are preferred over
steroids in patients who tolerate them and are
able to afford them.

Bariatric weight loss surgery is indicated
in patients who have not achieved a healthy
weight though lifestyle changes and who meet
one of the following criteria'*°:

e BMI 40 kg/m? or greater

e BMI 35 kg/m? or greater, with obesity-asso-
ciated complications

e BMI 30 kg/m? or greater in patients with
diabetes.

A substantial body of evidence has demon-
strated that weight loss surgery is more effec-
tive in promoting long-term weight loss and
in improving associated comorbid conditions
than intensive lifestyle modifications and

CLEVELAND CLINIC JOURNAL OF MEDICINE

pharmacotherapy.*> Weight loss surgery also
achieves superior glycemic control and reduc-
tion of cardiovascular risk factors in patients
with diabetes and obesity.”® However, despite
its effectiveness and safety, only 0.5% of eli-
gible patients receive this treatment.”> The
reasons behind this underutilization are not
fully understood but likely include an overes-
timation of the surgical risks and an underes-
timation of the potential benefits by primary
providers, who in turn fail to make an initial
recommendation.”

Another potential barrier is a lack of
knowledge by primary providers regarding bar-
iatric surgery options and qualifying patient
characteristics. Lastly, underutilization may
also be due to variable coverage for bariatric
surgery across insurances.

M TAKE-HOME POINTS

e (Qbesity, a chronic disease with devastating
health consequences, is exceedingly prevalent
and affects certain groups disproportionately,
including women, non-Hispanic Blacks, and
people with lower education and income.

e The prevalence of obesity has increased in the
past 20 years, and it is expected to worsen.

e Obesity is multifactorial and thus difficult
to treat with lifestyle modifications alone.

e Pharmacotherapy, as part of a comprehen-
sive plan, can help patients achieve mean-
ingful and lasting obesity control. It can
also provide independent health benefits,
including decreased cardiovascular risk.

e Despite its benefits, antiobesity drug thera-
py is significantly underutilized.

e Choosing a drug for weight loss should be
an individualized, shared decision-making
process that accounts for patients’ prefer-
ences, comorbidities, and out-of-pocket
expenses.

e A comprehensive antiobesity management
plan should also include lifestyle counsel-
ing, discontinuation of obesity-inducing
medications when possible, and weight
loss surgery, when indicated. [
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