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Clinical Position Statement: Medications for Treatment of Obesity

Currently Available Medications for Treatment of Obesity

Approved for other indications, but
used for weight loss

Approved for weight loss

antidepressants (bupropion, fluoxetine,

liraglutide (Saxenda®) traline)
sertraline

lorcaserin (Belvig®) anti-epileptics (topiramate, zonisamide)

anti-diabetics [exenatide (Byetta®),
naltrexone-bupropion ER (Contrave®) liraglutide (Victoza®), metformin,
pramlintide (Symlin®)]

orlistat (OTC - Alli®; Rx - Xenical®)

phentermine-topiramate ER (Qsymia®)

generic stimulants (benzphetamine,
diethylpropion, phendimetrazine,
phentermine)

OTC = over the counter; RX = prescription only

Summary

- Most anti-obesity medications work by suppression of appetite. Orlistat alters digestion
and absorption of dietary fat.

- Though anti-obesity medications may promote modest weight loss, the extent of benefit
1s small, on average 5 kilograms (11 lbs) in the first year above lifestyle modifications
alone, such as caloric restriction, exercise, and counseling. When combined with lifestyle
modification, drug treatment results in less than 5-10% weight reduction for the majority
of patients. [1-6]

- There continues to be lack of evidence to support positive long term health benefits of
anti-obesity medications, such as a reduction in cardiovascular morbidity and mortality,
and sustained weight loss beyond one year. The majority of trials were 12 months or less
in duration. [1.2.7.8]
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The risk of side effects with anti-obesity medications may outweigh their benefits. Anti-
obesity medications have been associated with serious adverse effects including heart
valve disorders, heart attack, stroke, and liver failure. In fact, many anti-obesity
medications were initially denied approval or are no longer available due to significant
cardiovascular risks. (See Appendix 1)

The long-term clinical efficacy and safety of medications used for weight loss, but
approved for other indications has not been established.

Guidelines recommend use of non-pharmacological therapies first line, including diet,
exercise, and behavior therapy. They suggest that anti-obesity medications approved for
weight loss should only be used as part of a treatment program, and only when lifestyle
changes do not promote weight loss after 6 months. 910

Anti-obesity medications are frequently excluded under most benefit contracts. In
addition, orlistat (Alli®) is and often excluded by contract because it is available over-the-
counter (OTC).

Clinical Efficacy for Weight Loss

Medications approved for weight loss

Anti-obesity medications have not been proven in reliable clinical studies to be more
effective than non-pharmacologic interventions, such as diet, exercise and behavior
modification for long-term maintenance or progressive reduction in weight loss.

- Clinical trials of lifestyle modification (diet, exercise, and behavioral counseling)
show an average weight loss of approximately 5 to 8.5 kg during the first 6 months,
and approximately half of this weight-loss is maintained at 24 to 48 months. [11]

- The addition of anti-obesity medications to lifestyle modification has been shown to
produce modest incremental weight loss (averaging 5 kilograms or 11 1bs); however,
many studies for weight loss medications are flawed because patients in these
studies tended to quit early (up to 50%) and never had “final” results. This means it
1s uncertain whether the results of these trials can be relied upon to predict how well
patients will do during treatment. [1.212.13]

There is no evidence demonstrating that one anti-obesity medication is superior to
another for promotion or maintenance of weight loss. [1.2]

Although weight loss of 5-10% following diet, exercise and in some cases, drug treatment
has been associated with improvements in blood pressure, lipids, and blood glucose
parameters, there is no reliable evidence that medication-induced weight loss improves
health-related quality of life or obesity-related health conditions (such as diabetes,
cardiovascular events or death). 12714

Medications approved for other indications, but used for weight loss

There are currently no well-designed studies to establish the clinical efficacy of
medications approved for other conditions, but used for weight loss.
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Guidelines recognize but do not specifically recommend use of any of these medications
for promotion or maintenance of weight loss. 10

Anti-diabetics [6:15-25]

Some medications used for the management of diabetes, such as glucagon-like-

peptide 1 (GLP-1) receptor agonists [exenatide (Byetta®), liraglutide (Victoza®)],
pramlintide (Symlin®) and metformin, have been associated with weight loss in
clinical studies.

In clinical trials of anti-diabetic medications, the average weight loss ranged
from 0.4 to 4 kg (0.9 to 9 Ibs) over 4 to 60 months. However, it is unknown if the
observed weight reductions are clinically relevant and result in improved health
outcomes.

Anti-depressants: Bupropion has been associated with weight loss (mean 2.7 kg).

Neither fluoxetine nor sertraline has consistently shown promotion or maintenance
of weight loss. [8
Anti-epileptic drugs: Topiramate seems to be associated with weight loss, a varying

amount of weight loss in clinical studies. However, many patients discontinued
therapy due to adverse events. [8:26.27]

Safety

Historically, anti-obesity medications have been associated with significant safety risks,
including fatal adverse events. Those risks were not clearly understood until after FDA
approval, when the medications were used by many patients. In addition, a number of
anti-obesity medications were initially denied approval by the FDA because of serious
safety concerns. (See Appendix 1)

Long-term cardiovascular safety studies are currently underway for liraglutide
(Saxenda), lorcaserin (Belviq), naltrexone-bupropion ER (Contrave), and phentermine-
topiramate ER (Qsymia). Until the results of these trials are available, the
cardiovascular safety profile of these medications is uncertain. [28-30]

Long-term safety of other therapies (antidiabetic medications, antiepileptic drugs,
antidepressants) for treatment of obesity is unknown. Dosing of these medications for
weight loss frequently exceeds the FDA-recommended dosing, therefore, the relative risk
of adverse events may be increased above what might be seen when these medications
are used for other conditions.

No obesity medication has been studied in large comparative trials; therefore, the
relative safety is unknown.

Adverse events may be under-reported, as many patients discontinued before completion
of these studies.
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Appendix 1: Safety Concerns with Anti-obesity Medications [13:31-36]

Anti-obesity
Medication

FDA approval history

Serious Safety Concern

bupropion/naltrexone
(Contrave®)

Initially denied in 2010,
but subsequently
approved in 2014

Risk of hypertension and increased
heart rate. Long term cardiac safety
unknown.

liraglutide (Saxenda®)

Approved in 2014

Medullary thyroid cancer (animal
studies), acute pancreatitis, and
tachycardia. Long term cardiac safety
unknown.

lorcaserin (Belvig®)

Initially denied in 2010,
but subsequently
approved in 2012

Heart problems (valvular heart
disease).

orlistat (OTC - Alli®; Rx
- Xenical®)

Currently available

Serious liver injury

phentermine/topiramate

CR (Qsymia®)

Initially denied in 2010,
but subsequently
approved in 2012

Possibility for major cardiovascular
events. Long-term cardiac safety
unknown.

generic stimulants
(including phentermine)

Currently available

Heart and lung problems (including
valvular heart disease and pulmonary
hypertension).

fenfluramine, Withdrawn from Heart and lung problems (including
dexfenfluramine market valvular heart disease and pulmonary
(Redux®) hypertension).
sibutramine (Meridia®) | Withdrawn from Heart attack and stroke.

market

taranabant

Never approved

Serious depression and anxiety.

Cross References

Medication policy - Byetta®, exenatide, dru348

Medication policy - Victoza®, liraglutide, dru347

© 2015 OmedaRx. All rights reserved.

Page 4 of 6




References

1.

10.

11.

12.
13.
14.

15.

16.

17.

18.

Yanovski, SZ, Yanovski, JA. Long-term drug treatment for obesity: a systematic and clinical
review. JAMA : the journal of the American Medical Association. 2014;311:74-86. PMID:
24231879

Padwal, R, Li, SK, Lau, DC. Long-term pharmacotherapy for obesity and overweight. The
Cochrane database of systematic reviews. 2004(3):CD004094. PMID: 15266516

Wadden, TA, Hollander, P, Klein, S, et al. Weight maintenance and additional weight loss with
liraglutide after low-calorie-diet-induced weight loss: the SCALE Maintenance randomized
study. England, 2013. p. 1443-51.

Pi-Sunyer, X, Astrup, A, Fujioka, K, et al. Liraglutide 3.0 mg reduces the prevalence of
prediabetes and delays onset of type 2 diabetes in overweight and obese adults: results from
SCALE Obesity and Prediabetes, a randomized, double-blind and placebo-controlled 56-week
trial. The 96th ENDO/16th ICE Meeting 2014, 21-24 June 2014, Chicago, IL, USA. 2014, SAT-
0925

Davies, M, Bergenstal, R, Bode, B, et al. Effects of liraglutide 3.0 mg and 1.8 mg on body weight
and cardiometabolic risk factors in overweight and obese adults with type 2 diabetes mellitus
(T2D): The SCALE Diabetes randomized, double-blind, placebo-controlled, 56-week trial. The
96th ENDO/16th ICE Meeting 2014, 21-24 June 2014, Chicago, IL, USA. 2014, SAT-0930
Astrup, A, Rossner, S, Van Gaal, L, et al. Effects of liraglutide in the treatment of obesity: a
randomised, double-blind, placebo-controlled study. Lancet. 2009 Nov 7;374(9701):1606-16.
PMID: 19853906

Pharmacological and surgical treatment of obesity. Evidence Report/Technology Assessment No.
103. AHRQ Publication No. 04-E028-2. Rockville, MD: Agency for Healthcare Research and
Quality. July 2004. [cited 05/11/2010]; Available from:
http://www.ahrg.gov/downloads/pub/evidence/pdf/obespharm/obespharm.pdf

Li, Z, Maglione, M, Tu, W, et al. Meta-analysis: pharmacologic treatment of obesity. Ann Intern
Med. 2005 Apr 5;142(7):532-46. PMID: 15809465

National Heart, Lung and Blood Institute (NHLBI). Clinical Guidelines on the Identification,
Evaluation, and Treatment of Overweight and Obesity in Adults. September 1998. [cited
02/02/2015]; Available from: http://www.nhlbi.nih.gov/guidelines/obesity/ob_gdIns.pdf
Apovian, CM, Aronne, LJ, Bessesen, DH, et al. Pharmacological Management of Obesity: An
Endocrine Society Clinical Practice Guideline. The Journal of clinical endocrinology and
metabolism. 2015 Jan 15:jc20143415. PMID: 25590212

Franz, MJ, VanWormer, JJ, Crain, AL, et al. Weight-loss outcomes: a systematic review and
meta-analysis of weight-loss clinical trials with a minimum 1-year follow-up. J Am Diet Assoc.
2007 Oct;107(10):1755-67. PMID: 17904936

Contrave [package insert]. Deerfield, IL: Takeda Pharmaceuticals America, Inc.; September 2014
Saxenda [package insert]. Plainsboro, NJ: Novo Nordisk; December 2014

FDA Center for Drug Evaluation and Research (CDER). Guidance for Industry Developing
Products for Weight Management. February 2007. . [cited 02/01/2015]; Available from:
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/uc
mO071612.pdf

Levri, KM, Slaymaker, E, Last, A, et al. Metformin as treatment for overweight and obese adults:
a systematic review. Ann Fam Med. 2005 Sep-Oct;3(5):457-61. PMID: 16189063

Buse, JB, Henry, RR, Han, J, Kim, DD, Fineman, MS, Baron, AD. Effects of exenatide (exendin-
4) on glycemic control over 30 weeks in sulfonylurea-treated patients with type 2 diabetes.
Diabetes Care. 2004 Nov;27(11):2628-35. PMID: 15504997

DeFronzo, RA, Ratner, RE, Han, J, Kim, DD, Fineman, MS, Baron, AD. Effects of exenatide
(exendin-4) on glycemic control and weight over 30 weeks in metformin-treated patients with
type 2 diabetes. Diabetes Care. 2005 May;28(5):1092-100. PMID: 15855572

Kendall, DM, Riddle, MC, Rosenstock, J, et al. Effects of exenatide (exendin-4) on glycemic
control over 30 weeks in patients with type 2 diabetes treated with metformin and a sulfonylurea.
Diabetes Care. 2005 May;28(5):1083-91. PMID: 15855571

© 2015 OmedaRx. All rights reserved. Page 5 of 6


http://www.ahrq.gov/downloads/pub/evidence/pdf/obespharm/obespharm.pdf
http://www.nhlbi.nih.gov/guidelines/obesity/ob_gdlns.pdf
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm071612.pdf
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm071612.pdf

19.

20.

21.

22.

23.

24.

25.

26.

217.

28.

29.

30.
31.

32.

33.

34.
35.
36.

Riddle, MC, Henry, RR, Poon, TH, et al. Exenatide elicits sustained glycaemic control and
progressive reduction of body weight in patients with type 2 diabetes inadequately controlled by
sulphonylureas with or without metformin. Diabetes Metab Res Rev. 2006 Nov-Dec;22(6):483-
91. PMID: 16634116

Moretto, TJ, Milton, DR, Ridge, TD, et al. Efficacy and tolerability of exenatide monotherapy
over 24 weeks in antidiabetic drug-naive patients with type 2 diabetes: a randomized, double-
blind, placebo-controlled, parallel-group study. Clin Ther. 2008 Aug;30(8):1448-60. PMID:
18803987

Whitehouse, F, Kruger, DF, Fineman, M, et al. A randomized study and open-label extension
evaluating the long-term efficacy of pramlintide as an adjunct to insulin therapy in type 1
diabetes. Diabetes Care. 2002 Apr;25(4):724-30. PMID: 11919132

Ratner, RE, Dickey, R, Fineman, M, et al. Amylin replacement with pramlintide as an adjunct to
insulin therapy improves long-term glycaemic and weight control in Type 1 diabetes mellitus: a
1-year, randomized controlled trial. Diabet Med. 2004 Nov;21(11):1204-12. PMID: 15498087
Ratner, RE, Want, LL, Fineman, MS, et al. Adjunctive therapy with the amylin analogue
pramlintide leads to a combined improvement in glycemic and weight control in insulin-treated
subjects with type 2 diabetes. Diabetes Technol Ther. 2002;4(1):51-61. PMID: 12017421
Hollander, PA, Levy, P, Fineman, MS, et al. Pramlintide as an adjunct to insulin therapy
improves long-term glycemic and weight control in patients with type 2 diabetes: a 1-year
randomized controlled trial. Diabetes Care. 2003 Mar;26(3):784-90. PMID: 12610038

Smith, SR, Aronne, LJ, Burns, CM, Kesty, NC, Halseth, AE, Weyer, C. Sustained weight loss
following 12-month pramlintide treatment as an adjunct to lifestyle intervention in obesity.
Diabetes Care. 2008 Sep;31(9):1816-23. PMID: 18753666

Rosenstock, J, Hollander, P, Gadde, KM, Sun, X, Strauss, R, Leung, A. A randomized, double-
blind, placebo-controlled, multicenter study to assess the efficacy and safety of topiramate
controlled release in the treatment of obese type 2 diabetic patients. Diabetes Care. 2007
Jun;30(6):1480-6. PMID: 17363756

Bray, GA, Hollander, P, Klein, S, et al. A 6-month randomized, placebo-controlled, dose-ranging
trial of topiramate for weight loss in obesity. Obes Res. 2003 Jun;11(6):722-33. PMID:
12805393

Center for Drug Evaluation and Research; FDA summary medical review NDA # 200063;
Contrave. [cited 01/16/2015]; Available from:
http://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/2000630rig1s000SumR.pdf
Endocrinologic and Metabolic Drugs Advisory Committee Meeting. FDA Briefing Document.
NDA 206321. Liraglutide Injection 3 mg. . [cited 02/04/2015]; Available from:
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/Endoc
rinologicandMetabolicDrugsAdvisoryCommittee/UCM413317.pdf

Clinical Trials.gov. [cited May 4, 2015]; Available from: https://www.clinicaltrials.gov/

FDA Announces Withdrawal Fenfluramine and Dexfenfluramine (Fen-Phen). [cited 05/15/2015];
Available from:
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders
/ucm179871.htm

FDA Drug Safety Communication: FDA Recommends Against the Continued Use of Meridia
(sibutramine). [cited 05/15/2015]; Available from:
http://www.fda.gov/Drugs/DrugSafety/ucm228746.htm

F.D.A. Declines to Approve Diet Drug [press release]. [cited 05/15/15]; Available from:
http://www.nytimes.com/2011/02/02/business/02drug.html?_r=0

Xenical ® [package insert]. South San Francisco, CA: Genentech USA, Inc.; October 2013
Adipex-P ® [package insert]. Sellersville, PA: Teva Pharmaceuticals; January 2012

Merck Drops Taranabant, Cites Side Effect Profile. [cited; Available from:
http://www.edermatologynews.com/index.php?id=1059&type=98&tx_ttnews[tt news]=127587&
cHash=da03e20e36

© 2015 OmedaRx. All rights reserved. Page 6 of 6


http://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/200063Orig1s000SumR.pdf
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/EndocrinologicandMetabolicDrugsAdvisoryCommittee/UCM413317.pdf
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/EndocrinologicandMetabolicDrugsAdvisoryCommittee/UCM413317.pdf
http://www.clinicaltrials.gov/
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm179871.htm
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm179871.htm
http://www.fda.gov/Drugs/DrugSafety/ucm228746.htm
http://www.nytimes.com/2011/02/02/business/02drug.html?_r=0
http://www.edermatologynews.com/index.php?id=1059&type=98&tx_ttnews%5btt_news%5d=127587&cHash=da03e20e36
http://www.edermatologynews.com/index.php?id=1059&type=98&tx_ttnews%5btt_news%5d=127587&cHash=da03e20e36

