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Obesity in Diabetes: Managing a BIG Problem

he American Medical Association, the

World Health Organization, and the US

Food and Drug Administration now
recognize obesity as a chronic disease. Obesity is

! defined as an excessive accumulation of fat that

presents a risk to health. As with other chronic
diseases, obesity can lead to serious health
concerns, disability and premature death.

Classification of Weight

Classification BMI (kg/m?)
Underweight <18.5
Healthy weight 18.5to <25
Overweight 25to <30
Obese class | 30to <35
Obese class Il 35 to <40
Extreme obesity >40

Startling Statistics

The combined prevalence of overweight and
obesity among US adults is 68.8%. Nearly 35% of
US adults and 17% of children and adolescents are
obese. Causes of obesity and overweight are
multiple, but as healthcare providers we should
be mindful that medications account for 5-10% of
all obesity in the US. We can potentially help with
this modifiable factor by designing weight neutral
medication regimens. Examples of drugs to look
out for are provided in the table on the following
page. Overweight and obesity are associated with
type 2 diabetes mellitus (T2DM), hypertension,
dyslipidemia, stroke, coronary heart disease,
obstructive sleep apnea, reproductive
complications, gallbladder disease, liver disease,
depression, osteoarthritis, incontinence, in-
creased risk of surgical complications, and certain
types of cancer.

Objectives:

e Recognize weight classifications according to BMI
o Review the mechanisms of available pharmacotherapy

agents for weight loss
o Review a weight neutral medication regimen
o Define “successful” weight loss

Deidra Newbrough, PharmD
ANTHC Pharmacy Practice Resident

Approaching the Overweight or Obese Patient

Diet, exercise, and behavioral modification
should be included in all obesity management
approaches for patients with a BMI 225 kg/m’.
There are a variety of steps we as healthcare
providers should take during each clinical
encounter. A careful history should be taken
that focuses on weight concerns. Treatments for
other chronic conditions such as diabetes,
depression, and hypertension can lead to
weight gain. There have been several new
medications for weight loss approved within the
past few years that can be considered for the
chronic management of patients with a BMI 230
kg/m? or 227 kg/m? with a comorbidity. None of
these newly approved agents can help patients
if the issue of body weight is never brought up.

Patients with T2DM and pre-diabetes should be
especially encouraged to lose weight. The
Diabetes Prevention Program demonstrated
that lifestyle interventions leading to moderate
weight loss, about 7% of initial body weight, can
prevent diabetes in patients at risk. In patients
who were able to keep most of their weight off
for 4 years, the risk of progression to T2DM
decreased by 58%. Obesity pharmacotherapy in
patients at risk for T2DM shows similar results
for preventing diabetes progression. Several
clinical trials on anti-obesity drugs in patients
with T2DM also showed an increase in glycemic
control.

It is important to ask patients about their weight
loss and non-weight loss goals when initiating
treatment because patients often fall short of
their weight loss goals and become

discouraged. Ongoing reinforcement of
non-scale benefits, such as improvement in
functional ability, feelings, and health can help
patients evaluate their success holistically.
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Psychiatric Drugs

Antidepressants: SSRIs, TCAs, MAOIs

Bupropion

Antipsychotics (especially clozapine,
olanzapine, risperidone)

Aripiprazole, quetiapine, ziprasidone

Neurologic Drugs

Anticonvulsants (valproic acid, gabap-
entin, carbamazepine)

Lamotrigine

Topiramate, zonisamide

Lithium

Diabetes Drugs

Insulin, sulfonylureas (particularly gly-
buride and glipizide), meglitinides,
thiazolidinediones

Glimepiride, dipeptidyl-peptidase-4
inhibitors

Acarbose, exenatide, liraglutide,
metformin, pramlintide, canagliflozin

Antihypertensive Drugs

Non-selective B-blocker (particularly
propranolol), a-adrenergic blockers
(prazosin, terazosin)

ACE inhibitors, ARBs, calcium channel
blockers, doxazosin, selective B-blockers

Other drugs

Hormonal contraception (particularly
medroxyprogesterone depot injection)

Antihistamines

Corticosteroids

Barrier methods
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Causes of Obesity

There are various recognized causes of obesity. Primary causes
include genetics, monogenic disorders such as leptin
deficiency and syndromes such as Prader-Willi syndrome.
Secondary causes include neurological issues such as brain
injuries, endocrine disorders such as Cushing syndrome,
psychological disorders such as depression, and drug-induced
obesity caused by medications that promote weight gain.
Weight loss produces many benefits including risk factor
improvement, prevention of disease, and improvements in
feeling and functions. Greater benefit is seen with greater
weight loss, however 5-10% weight loss is associated with
significant improvement in many conditions. In patients with
T2DM who are overweight or obese, weight loss of 2-5%
lowers A1C by 0.2-0.3%. An appropriate weight loss goal is 5-
10% from baseline within a 6 month period.

Pharmacotherapy for Obesity

Until recently, pharmacotherapy options for obesity have been
relatively limited, with chronic therapy for obesity including
only lifestyle modification and bariatric surgery. While
successful dietary modification is the most important factor
for weight loss, there are now six FDA approved agents
available for obesity management. Approved weight loss
medications are recommended to improve comorbidities and
increase adherence to behavior changes, which may improve
physical functioning and allow for greater physical activity in
patients with a BMI 230 kg/m” or 227 kg/m? with a co-
morbidity. Given that obesity is a chronic condition, short-
term therapies are unlikely to be successful.

Phentermine (Adipex-P®/Suprenza®) - 1959

Phentermine is a sympathomimetic amine anorectic agent
approved for short-term treatment at a dose of 30 mg by
mouth once daily. The weight loss is not typically sustained,
and patients are susceptible to weight gain upon
discontinuation. Phentermine is associated with increased
blood pressure and heart rate. Should not be recommended.

Orlistat (Alli®-60 mg/Xenical®-120 mg) - 1999

Orlistat is an intraluminal gastrointestinal lipase inhibitor
approved for long term therapy that promotes weight loss by
inducing fat malabsorption. Gastrointestinal adverse effects
are common. Unabsorbed fat, triglycerides, and cholesterol
excreted in feces cause loose stool, fecal urgency, oily fecal
leakage, flatus with discharge, and fecal incontinence.

Lorcaserin (Belvig®) - 2012

Lorcaserin is a selective serotonin 5-hydroxytryptamine
receptor 2C agonist that acts centrally to promote weight loss
by reducing food intake and promoting satiety. It is approved
at a dose of 10 mg orally twice a day as a chronic adjunct to
lifestyle intervention therapy. Common adverse effects include
headache, nausea, fatigue, dizziness, dry mouth and
constipation. After 12 weeks of treatment, if a patient has not
lost 25% of baseline body weight, lorcaserin should be
discontinued.

Phentermine/Topiramate ER (Qsymia®) - 2012

Topiramate is a sulfamate-substituted monosaccharide
approved in 1996 as an anti-epileptic agent and for the  pro-
phylaxis of migraine headaches at doses up to 400 mg by
mouth once a day. Topiramate promotes satiety and has been
associated with modest weight loss, however it’s exact
mechanism is unknown. Phentermine and topiramate are
combined at low doses in a once daily pill that achieves
synergism with respect to weight loss with lower adverse ef-
fects than higher doses of either medication alone. If 3% of
baseline body weight has not been lost at 12 weeks, increase
dose (by slow titration) to the maximum dose. If 5% of
baseline body weight has not been lost after 12 weeks at
maximum dose, gradually discontinue therapy.

Naltrexone SR/Bupropion SR (Contrave®) - 2014

Naltrexone is an opioid antagonist and bupropion is a reuptake
inhibitor of dopamine and norepinephrine. The exact
neurochemical effects leading to weight loss are not fully
understood. Common adverse effects include nausea,
constipation, headache, vomiting and dizziness. Therapy
should be discontinued after 12 weeks if 5% of baseline body
weight has not been lost.

Table 2
Comparative Efficacy of Weight-Loss Drugs®

% Weight Loss (ITT-LOCF) | Categorical Weight Loss (ITT-LOCF)

Placebo- | Placebo | Drug | Placebo | Drug
Drug Study | Duration | Placebo | Drug | Subtracted >5% >10% Ref

Phentermine/ EQUIP 1 year 109% 93% 173% | 667% | 74% | 472% | 27
Topiramate ER CONQUER | 1year 98% 86% 210% | 700% | 70% | 480% | 28
SEQUEL 2 years 105% 8.7% 300% | 793% | 115% | 539% | 29

o

NAN

Lorcaserin BLOOM 1 year 58% 36% 203% | 475% 17% 26% | 35

%
BLOOM 2 years % 55% 31% NR NR NR NR 35
BLOSSOM | 1year % 58% 30% 250% | 412% | 97% | 226% | 34
BLOOM-DM | 1 year % | 45% 30% 161% | 375% | 44% 163% | 36

Orlistat XENDOS 1 year
XENDOS | 4 years

9.6% 40% 451% | 728% | 208% | 410% | 9
53% 26% ITTNR | ITTNR | ITTNR | ITTNR
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Munroetal | 36 weeks
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Phentermine 130%°| 78%° NR NR NR NR 8
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Naltrexone SR/ COR-I 1 year
Buproprion SR

w
P

6.1% 48% 16% 48% % 25% 12

Liraglutide (3 mg) |Astrupetal | 1 year 21% | 80% | 59% %% | B% | 10% | 3% | 13

Abbreviations: ER = extended release; GLP-1 = glucagon-like peptide 1; ITT-LOCF = intention to

treat-last observation carried forward; NR = not reported; Ref = reference; SR = sustained release

3Weight loss is expressed as mean % decrease from baseline using intention to treat data unless otherwise indicated. The data in
patients randomized to drug reflects weight loss on the maximal treatment dose
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n December 23, 2014 the FDA approved Saxenda® as

the sixth treatment option for chronic weight

management in addition to a reduced calorie diet and
physical activity. Saxenda® contains the active ingredient
liraglutide, which is also FDA approved for the treatment of
T2DM at daily doses up to 1.8 mg. Saxenda® is approved for
daily doses up to 3.0 mg per day for weight loss. This is
especially significant for patients with T2DM who have
tolerated and responded well to Victoza®. Liraglutide is a
glucagon-like peptide-1 (GLP-1) receptor agonist that regulates
appetite and calorie intake. The GLP-1 receptor is present in
several areas of the brain involved with appetite regulation.
The most common side effects associated with Saxenda® are
gastrointestinal effects such as nausea, diarrhea and
constipation. In order to minimize the occurrence of side ef-
fects, Saxenda® should be initiated using the following titra-
tion schedule:

0.6 mg
1.2 mg
1.8 mg
2.4 mg

3.0 mg

Body weight should be evaluated 16 weeks after initiation of
liraglutide, and liraglutide should be discontinued if the pa-
tient has not lost at least 4% of their baseline body weight as it
is unlikely the patient will achieve and sustain clinically
meaningful weight loss with continued treatment.

NEW
Saxenda
liragluticle (DNA origin) injection

Saxenda® has a black box warning for dose-dependent and
treatment-duration-dependent thyroid C-cell tumors. It is
contraindicated in patients with a personal or family history
of medullary thyroid carcinoma or Multiple Endocrine
Neoplasia syndrome type 2. There is a Risk Evaluation and
Mitigation Strategy (REMS) to mitigate the potential risk of
medullary thyroid carcinoma and the risk of acute
pancreatitis.
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Goal-The goal of the Diabetes Dispatch is to in-

crease the reader’s knowledge of diabetes treat-
ments and technologies and to provide the most
current information on new drugs, therapies, and
devices.
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Continuing Education Quiz
Diabetes Dispatch: Winter 2015

1. Which scientific organizations consider obesity a chronic dis-
ease?

a. American Medical Association

b. World Health Organization

c. US Food and Drug Administration
d. All of the above

2. In order to be considered obese, a patient’'s BMI must be:
a. 18.5to0 <25 kg/m’
b. <18.5 kg/m’
c. 25to<30kg/m’
d. 230 kg/m?

3.  Who should be considered for pharmacologic treatment for
obesity?

a. All patients with T2DM

b. Patients with a BMI =30 kg/mzor >27 kg/m2 with a co-
morbidity

c. Patients on a medication that is associated with weight
gain

d. Patients being treated for depression

4. Which of the following medications works to promote weight
loss by inducing fat malabsorption?

a. Lorcaserin®
b. Qsymia®

c. Xenical®

d. Saxenda®

5. Which of the following medications promote weight gain?
a. Pioglitazone
b. Insulin
c. Glyburide
d. All of the above

10.

An appropriate weight loss goal is 5-10% from baseline within
6 months for an obese patient starting pharmacologic
therapy?

a. True

b. False

Which of the following is the only antidepressant drug that
may promote weight loss?

a. Bupropion
b. Citalopram
c. Sertraline

d. Paroxetine

Which of the following is a mechanism of action of Saxenda®
(liraglutide)?

a. Itis a 5HT2c receptor agonist

b. Increases satiety through action on GLP-1 receptors

c. lItis an anorectic agent

d. It causes release of norepinephrine

Which of the following is not approved for chronic use?
a. Saxenda®
b. Contrave®
c. Adipex-P®
d. Ali®

What is considered a successful response to therapy in
patients taking Saxenda®?

4% baseline body weight loss at 16 weeks

b. 3% baseline body weight loss at 3 months

c. 10% baseline body weight loss at 6 months

d. 5% baseline body weight loss at 6 months

o

Pharmacists and Technicians:

i

continuing pharmacy education.

The Alaska Pharmacists Association is accredited by the Accreditation Council for Pharmacy Education as a provider of

To obtain CPE credit for this lesson you must answer the questions on the quiz (70% correct required) return the quiz and evaluation tool. Should you score less than
70%, you will be asked to repeat the quiz. This activity is accredited for 1.0 hour CPE (0.1CEU). Upon satisfactory completion, AKPhA will report participant CPE to

CPE Monitor within 60 days of completion.

Pharmacist and technicians may receive credit for completing this course if returned by November 9, 2018

UAN 0139-9999-15-032-H01-P/T Knowledge-based activity Are you a (circle one): PHARMACIST TECHNICIAN
Disagree  Agree Disagree Agree
1)  The activity met my educational needs 12345 6) The activity learning assessment was appropriate 12345
2)  The activity met every learning objective* 12345 7) The activity was presented in a fair and unbiased manner Yes No
3)  The author was knowledgeable in the topic 1 2345 If not, please describe
4)  The educational materials were useful 12345 8) Overall, I was satisfied with the activity. Yes No
5)  Teaching and learning methods were effective 1 2 3 4 5
*If a particular objective was not met, please explain:
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