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Anti-Obesity Medications:
Indications and Contraindications




Lipase inhibitors:
Orlistat and cetilistat

A 4-year double- blind, randomized, placebo-
controlled trial with orlistat (XENDQOS) treated
a total of 3304 overweight patients, 21% of
whom had impaired glucose tolerance

 The lowest body weight was achieved during
the first year, and was more than 11% below
baseline in the orlistat - treated group and 6%
below baseline in the placebo - treated group
(Torgerson JS et al. Diab Care 2004;27:155-61).
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Centrally-acting anti-obesity:
Sibutramine

A serotonine norepinephrin-reuptake inhibitor

RCTs for 6-24 months on 18-65 yr subjects with BMI: 27-
40 kg/m?2

5% weight loss in 6 mo

Sibutramine Tiral of Obeisty Reduction and Maintenance
(STORM) for 2 yrs: Higher blood pressure in sibutramine-
treated subjects

Contraindications: CAD, CHF, cardiac arrhythmias and
stroke

Interference with hepatic erythromycin and ketokonazole
metabolism?



Sympathomimetic Drugs

 benzphetamine, diethylpropion,
phendimetrazine, and phentermine act like
norepinephrine

e Mechanisms: blockade of norepinephrine
reuptake from synaptic granules

e Phentermine and diethylpropion are approved
for only a “ few weeks, ” which is usually
interpreted as up to 12 weeks.



Rimonabant

e cannabinoid receptor antagonist that blocks
the CB - 1 receptor

e was approved by the European regulatory
authorities in 2006, but approval for
marketing was withdrawn in October 2008
because of increased risks of psychiatric side-
effects, including depression and anxiety




e Although obesity is a chronic disease like
hypertension and diabetes, obesity is not
treated with drug combinations as are other
chronic diseases. This is because orlistat and
sibutramine, the two drugs approved for long-
term treatment of obesity, do not result in

additive weight loss when combined (Greenway L,
Bray GA. Curr Diab Rep 2010 Apr;10(2):108-15.).



Drugs that have been used to treat obesity but
are not generally approved for this purpose

Fluoxetine and sertraline: selective serotonin reuptake
inhibitors

In clinical trials lasting 8 — 16 weeks with depressed
patients, sertraline gave an average weight loss of — 0.45
to - 0.91 kg.

A meta-analysis with fluoxetine revealed a weight loss at
12 months was — 0.33 kg (95% confi dence interval (Cl) -
1.49 to 0.82 kg) (Avenell A et al. ) Hum Nutr Diet 2004 ; 17:293 —

316).

The regain of 50% of the lost weight during the second 6
months of treatment with fluoxetine makes this drug
inappropriate for the long-term treatment of obesity.



Metformin

e a biguanide that is approved for the treatment
of diabetes mellitus

* In a meta-analysis of three studies, a weighted
mean weight loss at 12 months was - 1.09 kg
(95% Cl-2.29t00.11 kg) (Avenell A et al. ) Hum Nutr Diet

2004 ; 17:293 - 316).



Diabetes Prevention Program
(DPP)

e During the 2.8 yrs, the 1073 patients treated
with metformin lost — 2.5% of their body
weight (p < 0.001) compared to the 1082
patients treated with placebo (knowler wc et al. N Engl

J Med 2002 ; 346:393—-403).



New medications

e Lorcaserin: a serotonergic drug

v'Side effects: headaches, dizziness, fatigue,
nausea, dry mouth and constipation.

v'Rare but serious side effects: a chemical
imbalance (serotonin syndrome), suicidal
thoughts, psychiatric problems, and problems
with memory or comprehension.



Combinations of anti-obesity drugs

e Phentermine-topiramate (Qnexa; Qsymia)

e Side effects: increased heart rate, tingling of
hands and feet, insomnia, dizziness, dry
mouth and constipation.

e Serious but rare side effects: suicidal thoughts,
problems with memory or comprehension,
sleep disorders and changes to your vision.
Contraindicated in pregnancy because of
increased risk of birth defects.



Phentermine-
zohisamide

Naltrexone-bupropion
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Peripharal Fat Canidral Fai

 Weight cycling and fat [ = B (3
. . . A ol
distribution (Rodin J et al. Int '
) Obes 1990;14;303-10) c ll .l
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Epal E 8 et al. Payehodesn Mad 2000;62: 535633
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