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Outline
•
•
•
•
•

Review carbohydrate intake (any addiction?)
Increase physical activity (but avoid injury)
The status quo is weight gain over time
Avoid an Rx for weight gain (first do no harm)
Consider weight loss medications:
– National Institute of Health Recommendations
– American Family Physician Recommendations

Carbohydrate Intake

https://www.medicalnewstoday.com/articles/321545#ten-low-carb-diet-tips

Sugar is Addictive
• “In animal studies, sugar has been found to produce more
symptoms than is required to be considered an addictive
substance. Animal data has shown significant overlap
between the consumption of added sugars and drug-like
effects, including bingeing, craving, tolerance, withdrawal,
cross-sensitisation, cross-tolerance, cross-dependence,
reward and opioid effects. Sugar addiction seems to be
dependence to the natural endogenous opioids that get
released upon sugar intake. In both animals and humans,
the evidence in the literature shows substantial parallels
and overlap between drugs of abuse and sugar, from the
standpoint of brain neurochemistry as well as behaviour.”

DiNicolantonio JJ, O'Keefe JH, Wilson WL. Sugar addiction: is it real? A narrative
review. Br J Sports Med. 2018;52(14):910-913. doi:10.1136/bjsports-2017-097971

Avoid Highly Processed Foods
“The current study provides preliminary
evidence that not all foods are equally
implicated in addictive-like eating behavior, and
highly processed foods, which may share
characteristics with drugs of abuse (e.g. high
dose, rapid rate of absorption) appear to be
particularly associated with "food addiction.”
Schulte EM, Avena NM, Gearhardt AN. Which foods may be addictive? The roles of
processing, fat content, and glycemic load. PLoS One. 2015 Feb 18;10(2):e0117959. doi:
10.1371/journal.pone.0117959. PMID: 25692302; PMCID: PMC4334652.

Physical Activity

Exercise ≠ Weight Loss
“Age-related weight gain occurs even among
the most active individuals when exercise is
constant. Theoretically, vigorous exercise must
increase significantly with age to compensate for
the expected gain in weight associated with
aging.”

Williams PT, Wood PD. The effects of changing exercise levels on weight and agerelated weight gain. Int J Obes (Lond). 2006 Mar;30(3):543-51. doi:
10.1038/sj.ijo.0803172. PMID: 16314878; PMCID: PMC2864590.

Default = Weight Gain Over Time

Are we prescribing weight gain?
•
•
•
•
•
•
•
•
•
•

Tobacco cessation
Untreated hypothyroidism
Diabetic treatment
Antidepressant selection
Antipsychotic selection
Anticonvulsant selection
Steroids vs NSAIDs
Antihistamine usage
Beta blocker usage
Contraceptive selection

Tobacco Cessation
• “[W]hile 80–90% of smokers will gain weight [5kg]
after quitting without a weight management
intervention, there is some evidence to suggest that
combining weight management with cessation could
improve these numbers. Of particular concern are the
10 to 20% of smokers who gain in excess of 10 kg.
Unfortunately, current evidence does not provide clear
ways to identify this population in advance, although
individuals with more severe obesity or those with
diabetes may be at greater risk and therefore should
receive more aggressive weight management
intervention during cessation.”
Bush T, Lovejoy JC, Deprey M, Carpenter KM. The effect of tobacco cessation on
weight gain, obesity, and diabetes risk. Obesity (Silver Spring). 2016 Sep;24(9):183441. doi: 10.1002/oby.21582. PMID: 27569117; PMCID: PMC5004778.

Untreated Hypothyroidism
• “Overt hypothyroidism is associated with modest weight gain, but
there is a lack of clarity regarding subclinical hypothyroidism.
Novel view indicates that changes in thyroid-stimulating hormone
(TSH) could well be secondary to obesity. The increasing
prevalence of obesity further confounds definition of normal TSH
range in population studies. Thyroid autoantibody status may help
in establishing the diagnosis of subclinical hypothyroidism in
obesity. High leptin levels may play a role in the
hyperthyrotropinemia of obesity and also increase susceptibility
to thyroid autoimmunity and subsequent hypothyroidism. There is
at most a modest effect of L-T4 treatment in overt hypothyroidism
in inducing weight loss; benefit in subclinical hypothyroidism is not
established with no data supporting thyroid hormone use in
euthyroid obese patients.”
Sanyal D, Raychaudhuri M. Hypothyroidism and obesity: An intriguing link. Indian J
Endocrinol Metab. 2016 Jul-Aug;20(4):554-7. doi: 10.4103/2230-8210.183454.
PMID: 27366725; PMCID: PMC4911848.

Diabetic Class

https://www.obesityaction.org/community/article-library/prescription-medications-weight-gain/

Antidepressants

https://www.obesityaction.org/community/article-library/prescription-medications-weight-gain/

Antipsychotics

https://www.obesityaction.org/community/article-library/prescription-medications-weight-gain/

Psychotropic Medication Relative Gain

Anticonvulsants

https://www.obesityaction.org/community/article-library/prescription-medications-weight-gain/

Steroids

https://www.obesityaction.org/community/article-library/prescription-medications-weight-gain/

Cannabis
• “As for large epidemiological studies in the general
population, findings consistently indicate that users of
marijuana tend to have lower body mass indices than
nonusers.”
Sansone RA, Sansone LA. Marijuana and body weight. Innov Clin Neurosci. 2014 Jul;11(78):50-4. PMID: 25337447; PMCID: PMC4204468.

• This new prospective study builds from anecdotes, preclinical studies and cross-sectional evidence on inverse
associations linking cannabis use and obesity and
shows an inverse cannabis-BMI increase association.
Confirmatory studies with rigorous cannabis and BMI
assays will be needed.
Alshaarawy O, Anthony JC. Are cannabis users less likely to gain weight? Results from a
national 3-year prospective study. Int J Epidemiol. 2019 Oct 1;48(5):1695-1700. doi:
10.1093/ije/dyz044. PMID: 30879064; PMCID: PMC6857742.

Opioids
• Activation of the mu-opiate receptor is associated with several
effects on glucose intake and glycemic control. These include
inducing sweet, or palatable, taste preference; hyperglycemia
induced by direct action on pancreatic islet cells, likely insulin
resistance caused by dietary preference for sugary foods; weight
gain and tooth decay likely also associated with preference for
sweet foods. Furthermore, sweet-tasting substances are associated
with activation of the endogenous opiate system, leading to
clinically significant analgesia that may augment opiate treatment,
or hinder it through tolerance.
• Methadone-maintained patients are especially susceptible to
weight gain and diabetes, and have poor follow-up with primary
care treatment, thereby making them an especially vulnerable
population. While some evidence exists that buprenorphine
behaves like naltrexone, with respect to the above syndromes,
further research is indicated.
Mysels DJ, Sullivan MA. The relationship between opioid and sugar intake: review of
evidence and clinical applications. J Opioid Manag. 2010 Nov-Dec;6(6):445-52. doi:
10.5055/jom.2010.0043. PMID: 21269006; PMCID: PMC3109725.

Antihistamines & Beta Blockers

https://www.obesityaction.org/community/article-library/prescription-medications-weight-gain/

Antihistamines (Average 10 to 22 lbs.)
•

•

•

For this particular study researchers from the Yale University School of Medicine
looked at the NHANES data set from 2005-2006, looking at 268 adults (174 female
and 94 male) who reported the use of a prescription antihistamines such as Zyrtec
and Allegra, and compared them to 599 people (401 female and 198 male) who
did not, looking at differences in body mass index (BMI), cholesterol and glucose
levels. After doing a statistical adjustment for gender and age, the researchers
found that those who used prescription anti-histamines displayed significantly
greater BMI, waist circumference, and insulin levels, but no differences between
cholesterol and fasting glucose levels, demonstrating a correlation between using
anti-histamines and a higher weight. Specifically, anti-histamine users had an
average BMI of 30 versus a BMI of 28-29 for men and women who did not use
the drugs. In pounds men who used anti-histamines had an average weight of
214 pounds versus 192 and women had an average of 176 pounds versus 166
pounds.
Loratadine supposedly does not cross into the brain and should have less effect on
appetite. It is a milder medication. Fexofenadine has the least sedation.
Otherwise, steroid nasal sprays, decongestants, and just reducing exposures to
allergens are other options. Vitamin C is a natural antihistamine (1,000 mg BID).
Avoid famotidine and ranitidine

https://obesitymedicine.org/2020/06/04/antihistamines-and-weight-gain-obesitymedicine-association/

Beta Blockers (Average 2.6 lbs.)
• Yes. Weight gain can occur as a side effect of
some beta blockers. The average weight gain is
about 2.6 pounds (1.2 kilograms).
• Weight gain is more likely with older beta
blockers, such as atenolol (Tenormin) and
metoprolol (Lopressor, Toprol-XL). Newer beta
blockers, such as carvedilol (Coreg), don't usually
cause weight gain as a side effect. The good news
is that weight gain tends to occur in the first few
months after beginning the drug and then
generally stops.
https://www.mayoclinic.org/diseases-conditions/high-blood-pressure/expertanswers/beta-blockers/faq-20058385

Contraceptive Medications
• “Long-acting injectable depot medroxyprogesterone acetate (DepoProvera) is the only hormonal contraceptive that is consistently
associated with weight gain. A prospective study found that women who
used Depo-Provera gained an average of 11.2 lb (5.1 kg) over 36 months,
whereas women who used combined oral contraceptives did not gain any
weight.”
• “There are no significant differences among combined oral contraceptives
in terms of weight gain. A systematic review of randomized controlled
trials did not find a causal connection between combined hormonal
contraceptives and weight gain, whereas a Cochrane review found the
evidence to be insufficient. Extended-cycle combined oral contraceptives
do not cause more weight gain than standard regimens. A randomized
prospective trial of two combined oral contraceptive regimens and the
ethinyl estradiol/etonogestrel vaginal ring (Nuvaring) did not find
significant weight gain in any group.”
NANCY GROSSMAN BARR, MD, Managing Adverse Effects of Hormonal Contraceptives,
Am Fam Physician. 2010 Dec 15;82(12):1499-1506.

Orlistat (Xenical)
Orlistat (Xenical)

Adults and
children ages 12
Available in lower and older
dose without
prescription (Alli)

Works in your gut
to reduce the
amount of fat
your body
absorbs from the
food you eat

•diarrhea
•gas
•leakage of oily
stools
•stomach pain

Rare cases of
severe liver injury
have been
reported. Avoid
taking
with cyclosporine
Take a
multivitamin pill
daily to make sure
you get enough of
certain vitamins
that your body
may not absorb
from the food you
eat.

Olestra

Orlistat (Xenical by RX) vs (Alli OTC)

Orlistat (Xenical by RX) vs (Alli OTC)
• Indicated in patients with pretreatment BMI >30
kg/m², or BMI >27 kg/m² in presence of other
risk factors or diseases (eg, HTN, DM,
hyperlipidemia)
• Rx (Xenical): 120 mg PO q8hr with each fatcontaining meal (during or up to 1 hr after the
meal), doses >120 mg TID show no additional
benefit
• OTC (Alli): Up to 60 mg PO q8hr with each fat
containing meal

Orlistat Drawbacks
• If a meal is missed or contains no fat, dose
should be omitted
• Daily fat intake (30% of calories), carbohydrate,
and protein should be evenly distributed over 3
main meals
• Multivitamin supplement (including vitamin A, D,
E, K) is recommended; supplement should be
taken once a day at least 2 hours before or after
the administration of orlistat, such as at bedtime
• Substantial weight loss can increase risk of
cholelithiasis

Orlistat Hepatic Injury
Postmarketing reports of severe liver injury with
hepatocellular necrosis or acute hepatic failure
with some cases resulting in liver transplant or
death; patients should be instructed to report any
symptoms of hepatic dysfunction (anorexia,
pruritus, jaundice, dark urine, light-colored stools,
or right upper quadrant pain) while receiving
therapy; when these symptoms occur, this and
other suspect medications should be discontinued
immediately and liver function tests and ALT and
AST levels obtained

Orlistat Renal Injury
Some patients may develop increased levels of
urinary oxalate following treatment; cases of
oxalate nephrolithiasis and oxalate
nephropathy with renal failure reported;
monitor renal function when prescribing
therapy to patients at risk for renal impairment
and use with caution in those with a history of
hyperoxaluria or calcium oxalate nephrolithiasis

Orlistat Summary
• Do NOT prescribe this medication
• The MOA is fat malabsorption
– Increased risk of cholelithiasis
– Increased risk of depression
– Expect gas, bloating, diarrhea with fat intake
– Patients tend to increase carb intake (unhealthy)

• If your patient is purchasing it OTC:
– warn them of the risks
– Order CMPs quarterly & check a vitamin D level

Lorcaserin (Belviq)
Lorcaserin
(Belviq)
WITHDRAWN
FROM MARKET
in February
2020

Adults

Acts on the
serotonin
receptors in
your brain. May
help you feel
full after eating
smaller
amounts of
food.

•constipation
•cough
•dizziness
•dry mouth
•feeling tired
•headaches
•nausea

Lorcaserin
(Belviq) was
voluntarily
withdrawn
from the U.S.
market in
February 2020
at the request
of the FDA
because a
clinical trial
showed an
increased
occurrence of
cancers.

Lorcaserin (Belviq)
Increased Cancer Risk
When FDA approved lorcaserin in 2012, we required the
drug manufacturer to conduct a randomized, doubleblind, placebo-controlled clinical trial to evaluate the risk
of cardiovascular problems, which found that more
patients taking lorcaserin (n=462; 7.7 percent) were
diagnosed with cancer compared to those taking a
placebo, which is an inactive treatment (n=423; 7.1
percent). The trial was conducted in 12,000 patients over
5 years. A range of cancer types was reported, with
several different types of cancers occurring more
frequently in the lorcaserin group, including pancreatic,
colorectal, and lung.

Lorcaserin (Belviq)
No Additional Screening
• Health care professionals should stop prescribing and
dispensing lorcaserin to patients. Contact patients
currently taking lorcaserin, inform them of the
increased occurrence of cancer seen in the clinical trial,
and ask them to stop taking the medicine. Discuss
alternative weight-loss medicines or strategies with
your patients.
• FDA is not recommending special screening for
patients who have taken lorcaserin. As with any
individual patient, regardless of prior lorcaserin
treatment, standard screening recommendations for
cancer should be implemented.

Phentermine-Topiramate (Qsymia)
Phenterminetopiramate
(Qsymia)

Adults

A mix of two
medications:
phentermine,
which lessens
your appetite, and
topiramate, which
is used to treat
seizures or
migraine
headaches. May
make you less
hungry or feel full
sooner.

•constipation
•dizziness
•dry mouth
•taste changes,
especially with
carbonated
beverages
•tingling of your
hands and feet
•trouble sleeping

Don’t use if you
have glaucoma or
hyperthyroidism.
Tell your doctor if
you have had a
heart attack or
stroke, abnormal
heart rhythm,
kidney disease, or
mood problems.
MAY LEAD TO
BIRTH DEFECTS.
DO NOT TAKE
QSYMIA IF YOU
ARE PREGNANT
OR PLANNING A
PREGNANCY. Do
not take if you are

Phentermine-Topiramate (Qsymia)
• It is labeled for use as an adjunct to exercise
and a reduced-calorie diet for chronic weight
management in adults
– with a body mass index (BMI) of 27 kg per m2 or
greater and at least one weight-related
comorbidity
– or with a BMI of at least 30 kg per m2.

• Phentermine/topiramate is a controlled
substance (FDA schedule IV).

Phentermine-Topiramate (Qsymia)

Phentermine-Topiramate
(Qsymia) Safety Concerns
• Potential safety issues with
phentermine/topiramate include: nephrolithiasis,
cardiac risk, and teratogenicity.
• In two 56-week randomized controlled trials with
a total of more than 3,500 participants, patients
taking phentermine/topiramate did not have
more serious adverse events than those taking
placebo, with one exception: 1% of patients
taking the highest dose (15/92 mg) developed
significant nephrolithiasis.

Phentermine-Topiramate
(Qsymia) Expectations
• After one year of treatment, patients taking the maximum
dose (15/92 mg) will have lost an average of 11% of their
body weight, and those taking the lower dose (7.5/46 mg)
will have lost an average of 7% to 8% of their weight.
• The benefit of this weight loss is not known. Over two
years, systolic and diastolic blood pressure will be lowered
by 3 to 5 mm Hg, and in patients with type 2 diabetes
mellitus, A1C levels will be lowered by 0.2% to 0.4%.
• Patient-oriented outcomes such as the development of
osteoarthritis, diabetes, hypertension, and mortality have
not been studied. It is unknown if weight loss is sustained
after stopping the medication.
Phentermine/Topiramate (Qsymia) for Chronic Weight Management, Gazewood, J;
Barry, K; Am Fam Physician. 2014 Oct 15;90(8):576-578.

Phentermine-Topiramate
(Qsymia) Dosing Considerations
• Patients should take phentermine/topiramate once a day in the
morning, with or without food, to lessen the likelihood of insomnia.
• Patients are instructed to start at the lowest daily dosage (3.75/23
mg) and increase after 14 days to the target dosage (7.5/46 mg per
day).
• If patients do not lose 3% of their body weight after 12 weeks, the
dosage should be increased to 11.25/69 mg once daily for another
14 days before increasing to the maximum dosage of 15/92 mg per
day.
• Patients should stop taking phentermine/topiramate after 12
weeks at this dose if they have not lost 5% of their body weight.
• Women of childbearing age should have a negative pregnancy test
before starting treatment and should continue to have monthly
testing during treatment.
Phentermine/Topiramate (Qsymia) for Chronic Weight Management, Gazewood, J;
Barry, K; Am Fam Physician. 2014 Oct 15;90(8):576-578.

Phentermine-Topiramate
(Qsymia) Common Questions
•

Phentermine is a “sympathomimetic” that causes the release of dopamine and
norepinephrine, in your brain to suppress hunger.
– Just like cocaine and methamphetamines (but not addictive)
– It is safer and more effective than phendimetrazine, diethylpropion, or benzphetamine

•

Fen-Phen was a mixture of fenfluramine (the “fen”) and phentermine (the “phen”)
– “Fen” caused valve disease and primary pulmonary hypertension
– Only the “Fen” was pulled from the market

•
•
•
•

Phentermine should be avoided in patients with CAD, uncontrolled HTN,
hyperthyroidism, or in patients with a history of drug abuse.
Watch for Dry mouth, tachycardia, insomnia, constipation and nervousness.
Phentermine 37.5mg daily for 12 weeks leads to an average weight loss of 15.8
pounds (7.2 kgs).
Phentermine abuse or psychological dependence (addiction) does not occur in
patients treated with phentermine for obesity. Phentermine treatment does not
induce phentermine drug craving, a hallmark sign of addiction. Amphetamine-like
withdrawal does not occur upon abrupt treatment cessation even at doses much
higher than commonly recommended and after treatment durations of up to 21
years.
Int J Obes (Lond). 2014 Feb;38(2):292-8. doi: 10.1038/ijo.2013.74. Epub 2013
May 17. PMID: 23736363.

Do the Math for Your Patients!
• Phentermine-Topiramate (Qsymia)
– 3.75/23 mg – 7.5/46 mg – 11.25/69 mg – 15/92 mg –

$186.05
$191.87
$205.19
$205.19

• Phentermine - 37.5 mg • Topiramate – 50mg -

$11.17
$5.35

Naltrexone-bupropion (Contrave)
Naltrexonebupropion
(Contrave)

Adults

A mix of two
medications:
naltrexone, which is
used to treat alcohol
and drug
dependence, and
bupropion, which is
used to treat
depression or help
people quit
smoking. May make
you feel less hungry
or full sooner.

•constipation
•diarrhea
•dizziness
•dry mouth
•headache
•increased blood
pressure
•increased heart rate
•insomnia
•liver damage
•nausea
•vomiting

Do not use if you
have uncontrolled
high blood pressure,
seizures or a history
of anorexia or
bulimia nervosa . Do
not use if you are
dependent on opioid
pain medications or
withdrawing from
drugs or alcohol. Do
not use if you are
taking bupropion
(Wellbutrin, Zyban).
MAY INCREASE
SUICIDAL
THOUGHTS OR
ACTIONS.

Naltrexone-bupropion (Contrave)
• Naltrexone/bupropion is labeled as increasing the risk of depression and
suicidal behavior, based on studies of bupropion alone that showed an
increase in the incidence of these events. However, clinical trials of the
combination compared with placebo found no increase in depression and
no increase in suicidality.
• Bupropion is metabolized in the liver and its use may increase serum
levels of some antidepressants, antipsychotics, beta blockers, and
antiarrhythmics. Lower doses of these medications may be needed with
concomitant use.
• Naltrexone/bupropion is pregnancy category X. Both components are
excreted in breast milk and the medication should not be taken by
breastfeeding mothers.
• Gastrointestinal symptoms are common with naltrexone/bupropion. Up to
one in three patients will report nausea and 19% will experience
constipation, especially early in treatment. Headache, dizziness, and sleep
disorders are also common. In premarketing studies, about 20% of
patients discontinued treatment because of adverse effects.
Naltrexone/Bupropion (Contrave) for Weight Loss, Early, J; Whitten, J; Am Fam
Physician. 2015 Apr 15;91(8):554-556.

Naltrexone-bupropion (Contrave)
Dosing Considerations
•
•
•
•
•
•
•
•

The dosing of naltrexone/bupropion must be titrated.
Week 1, patients should take one 8/90-mg tablet once a day in the morning with a
low-fat meal.
Week 2, they should increase the daily dosage to one tablet in the morning and
one tablet in the evening.
Week 3, patients should increase the daily dosage to two tablets in the morning
and one tablet in the evening
Week 4 patients will reach the maximum recommended dosage of two tablets
twice a day.
Patients with moderate to severe renal impairment should be limited to one tablet
twice daily, and patients with moderate hepatic impairment should be limited to
one tablet daily.
If patients do not lose 5% of their baseline body weight after 12 weeks, further
treatment is unlikely to be beneficial and therapy should be discontinued.
If patients achieve clinically significant weight loss after 12 weeks, therapy should
be continued for up to one year. Naltrexone/bupropion has not been studied
beyond 56 weeks.
Naltrexone/Bupropion (Contrave) for Weight Loss, Early, J; Whitten, J; Am Fam
Physician. 2015 Apr 15;91(8):554-556.

Multiple Birds with Two Stones?
Naltrexone & Bupropion
• Naltrexone
– Also used to reduce alcohol cravings
– Also used to prevent an opioid high
– Low doses used to research chronic pain
– Likely better tolerated in the evening

• Bupropion
– Indicated for depression, SAD, smoking cessation
– Off label use for ADHD and neuropathic pain

Do the Math for Your Patients!
• Contrave one month = $137.00
• Naltrexone one month = $21.63
• Bupropion one month =
$9.94

Liraglutide (Saxenda)
Liraglutide
(Saxenda)
Available by
injection
only

Adults

May make
you feel less
hungry or
full sooner.
At a lower
dose under a
different
name,
Victoza, FDAapproved to
treat type 2
diabetes.

•nausea
•diarrhea
•constipation
•abdominal
pain
•headache
•raised pulse

May increase
the chance
of
developing
pancreatitis.
Has been
found to
cause a rare
type of
thyroid
tumor in
animals.

Liraglutide (Saxenda & Victoza)
• 18mg/3mL (Victoza); delivers doses of 0.6mg,
1.2mg, or 1.8mg
• 18mg/3mL (Saxenda); delivers doses of 0.6mg,
1.2mg, 1.8mg, 2.4mg, or 3mg
– $1,280.97 for one month

Liraglutide (Saxenda) (Weight Loss)
• Adjunctive therapy to a reduced-calorie diet and increased physical
activity for chronic weight management in adults with a body mass
index (BMI) of ≥30 kg/m2 (obesity) or a BMI of ≥27
kg/m2 (overweight) who have at least 1 weight-related condition
(eg, hypertension, type 2 diabetes, dyslipidemia)
• Initiate at 0.6 mg SC qDay for 1 week; increase by 0.6 mg/day in
weekly intervals until a dose of 3 mg/day is achieved
• If patients do not tolerate an increased dose during dose escalation,
consider delaying dose escalation for ~1 additional week
• Discontinue if a patient cannot tolerate the 3-mg dose, as efficacy
has not been established at lower doses (eg, 0.6, 1.2, 1.8, 2.4 mg)
• Evaluate change in body weight 16 weeks after initiating Saxenda
• Discontinue Saxenda if the patient has not lost at least 4% of
baseline body weight

Liraglutide (Victoza) (Diabetes)
•
•
•
•

Victoza only –
0.6 mg SC qDay for 1 week initially,
THEN increase to 1.2 mg qDay.
If glycemic control not achieved, can increase
to 1.8 mg qDay

PMID: 28392927

Diabetic Medications

Medscape

Metformin = Avg 13 pounds lost
• Design and patients: We treated 154 consecutive patients with a
body mass index ≥27 kg/m(2) in an outpatient setting over 6
months with metformin up to a dosage of 2,500 mg per day.
Additionally, we included 45 untreated patients as controls. Patients
were monitored for weight changes over 6 months. Before
metformin treatment was started insulin sensitivity was determined
in all patients by calculating HOMA index and Matsuda index after a
75 g oral glucose tolerance test.
• Results: The mean weight loss in the metformin treated group was
5.8±7.0 kg (5.6±6.5%). Untreated controls gained 0.8±3.5 kg
(0.8±3.7%) on average. Patients with severe insulin resistance lost
significantly more weight as compared to insulin sensitive patients.
The percentage of weight loss was independent of age, sex or BMI.
• Conclusion: Metformin is an effective drug to reduce weight in a
naturalistic outpatient setting in insulin sensitive and insulin
resistant overweight and obese patients.
Effectiveness of metformin on weight loss in non-diabetic individuals with obesity,
Exp Clin Endocrinol Diabetes. C Seifarth 1, B Schehler, H J Schneider; 2013 Jan;121(1):2731. doi: 10.1055/s-0032-1327734. Epub 2012 Nov 12. PMID: 23147210

Head to Head Comparison
• Phentermine-topiramate was the most effective, with
about 75% of patients losing at least 5% of their weight at 1
year and more than half losing at least 10%, with an
average weight loss above placebo of 9 kg.
• Phentermine-topiramate patients were 10 times more
likely than patients on placebo to hit the 5% mark at 1 year
• Liraglutide patients were 5.5 times more likely to do so;
• Naltrexone-bupropion patients were 4 times more likely;
• Lorcaserin patients, 3.1 times more likely; and
• Orlistat patients, 2.7 times more likely to hit the 5% mark.
• The spread was similar for weight loss of 10% or more at 1
year vs. placebo.

My Order of Preference:
• Consider labs (TSH (-8), CMP, Lipids, HgA1c, UA)
• Substitute for most antihistamines & beta blockers
– Stop BB (-2.4) and stop antihistamine (-15)
– Consider Loratidine, nasal sprays, CCBs

• Consider affordable FDA approved medications
–
–
–
–

Topiramate (-22)
Naltrexone (5% body weight with bup)
Bupropion (-3 solo)
Phentermine (-15)

• Consider off-label use
– Metformin (-13)
– SGLT2 inhibitor (-4), GLP1 agonist (-4)

Questions?
• PESKEW@proactive.md

