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New Drugs for Obesity Treatment

Won Jun Kim' and Chang Beom Lee”

JDepartment of Endocrinology and Metabolism, University of Ulsan College of Medicine, Gangneung Asan Hospital, Gangneung;
ZDepartment of Endocrinology and Metabolism, Hanyang University College of Medicine, Seoul, Korea

There have recently been many advances in obesity treatment, including lifestyle modifications and pharmacological and surgi-
cal treatments. Specifically, pharmacological strategies have improved significantly. However, the history of the development of
medications aimed at weight loss is complicated. The Federal Drug Administration (FDA) withdrew anti-obesity drugs such as fen-
fluramine, dexfenfluramine, and phenylpropylamine due to their unwanted side effects. Moreover, sibutramine was voluntarily
withdrawn from the market and a new drug, rimonabant, has been suspended in the middle of a clinical trial due to unacceptable
side effects. The FDA has approved four new anti-obesity drugs in recent years. Lorcaserin is a selective 5-hydroxytryptamine re-
ceptor 2¢ (5-HT2c¢) agonist. The pharmacological mechanism of action of this drug is similar to fenfluramine and dexfenfluramine,
but lorcaserin is specific for 5-HT2c, which are located almost exclusively in the central nervous system and are not found in heart
valves. Three phase 3 clinical trials for lorcaserin have been published recently; weight reduction was successful and no side effects
involving the heart were found. Furthermore, the FDA has also approved phentermine/topiramate controlled-release (PHEN/TPM
CR), which is composed of a combination of immediate-release phentermine and controlled-release topiramate. Weight reduction
achieved with PHEN/TPM CR was demonstrated to be better than all other anti-obesity drugs. Lastly, the combination therapy bu-
propion/naltrexone activates proopiomelanocortin neurons and inhibits opioid-mediated negative feedback by synergism. Similar
to liraglutide, a long-acting analogue of the hormone glucagon-like peptide-1, this treatment showed significant weight loss and
metabolic improvements. However, in addition to its efficacy, clinicians should consider its side effects before use. (Korean J Med
2016;90:121-126)
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Lorcaserin

Lorcaserin 5-Hydroxytryptamine (5-HT),. =82} A€
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o AFa, AEEA AFJUAF A, 28-S 2ARSEALAL
AP thgfE AR oSt Atk F 2,224
(55.5%)°] 1'd A< e=stlti4]. olsollAle 24 44

o Fsawo] AlF=Ut. 4 eAE= lorcaserin 10 mg
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oA Z+2} 20478(21%), 3037(62%; odds ratio 6.3, 95% CI
4.9 to 8.0; p < 0.001), 687(70%; 9.0, 7.3 to 11.1; p < 0.001)
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Bupropion/Naltrexone> 5 7}2| tf& 7]% 9] 2kA|7} &3t
H 2o &, FDAOA 2014 99 FH|vtofA| 2 Fate] Qi
Bupropion>- T3} e 2ot=dlddl A5 AsHHA
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U XA AH|ES Z7HAZ1th POMC= endogenous opioid®] ©]
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Folat A4S BATKSIoES A2 -13%8} 17%.
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21.4 kgoldal, Bt AAFA = 383 £ 643t 149
liraglutide -0]-2 A|=0] 84 + 7.3 kg 7435 aL, JoF
2L 28 + 6.5 kgo|ATHp < 0.001). Ho|%= 5% o]Ake] A
2 3RE9] H|g2, liraglutide E-&
2(63.2%)0] TR27.1%) 2T} o]u] QA EkHp < 0.001).
E3 Holw 10% oS AFUFL AF T v,
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AR B AT AN FRRTESY 5 B A2
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