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Lin,Wen-Yuan MD, MS, PhD
China Medical University

China Medical University Hospital

Tahle 4. Key Fegiures of the Food and Drug Agministeation's
2007 Dr4ft Obesity Orup Guidance
Target population
M =27 kg/mé plus 2 vislghi-relatad comarbldity or & BM1 =30 kem?®
Siza antl duralion of tha phase 2 cllilcal Irlais
= 4600 Qaiveighl and obesa subjects studled Tor & leasl 1 ¥
Eflicacy cilaria
Mezen placebo-subtracted vieight 1033 = 5% of propartlon of drig-reatad
subjects wiho lose =59 of basdlna vedy welght 18 =38% and
appreimaAely doubte 1he proportion who lose 2% i tha piacebo group
Sacendary eng polts of inlerest
Blood pressure and pulse
Lipaprotgh TIplds
Fasting glecosa and Insulin
Hatnaglobin Ay ( diabetios)
Wal gireurierenca
Quelity ol fife
Primary analysts populalion
|mantton 1o raal

Circulation. 2012;125:2

manage obesity
dietary.intake

dietary absbfption

3 majdr groups of drugé.hée'd to

« Centrally acting medications that impalr
* Medicatién_s that act peripherally to impair

« Medications that increase energy expenditure

.

Ideal Anti-obesity Drug

« Lower BW more than a low-calorie diet

+ 10~20% weight loss for long term(2 years}

+ Most of the weight loss(>75%) from fat

« BP, glucose, insulin, TCHOL, TG, LDL-C should be
lowered proportionally to the amount of weight loss.
HDL-C-should increase

Should not induce counter-regulatory mechanisms
that.may limiss its efficacy .

Should be-combined with-other drugs, diet, and
physical activity

« Well iolerated, no iong-term toxicity

+ Once-daily oral administration

Ll

'I:iru'gs With US Food and Drug Administration-
Approved Indication for Obesity

Ther ddv Chronic Dis 2014, Yol. 5(3) 135-148

Tablte 1. Natonally Projertsd Chararterisites of Antlobesity Drug Users in the United Stated, 2008-2011
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(Pharmacotherapy 2013)

Overview of changes in body welght during the rapld welght loss
phase and the weight-loss malntenance perlod in 20 randomized
controlled trials
[ Distary L
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Effects of glucagon-like peptide-1 receptor agonists
on weight loss: systematic review and meta-analyses
of randomised controlled trials

+ Subjects: overweight or obese patients with or”
without type 2 diabetes mellitus.

= Received exenatide twice daily, exenatide
once weekly, or liraglutide once daily at
clinically relevant doses for at least 20 weeks.

BMJ 2012;344:47771 doi: 10.1138/bwj 57771

—Khti-obesity medications withdraw
(Suspension of licensing for antiobesity

Ther Adv Chranic Dis 2014, Vel. 5(3) 135

GLP-1 receptor agonist: change in body Saxenda® for the treatment of obesity receives
weight (kg) positive 14-1 vote in favour of approval from FDA
. 1"‘ 5 o gt BMI 201239847771 dod: 10,1)36km) d7771 AdVlSOI’y Committee 11 Sepember 2014 ’
CLP R unt al al nl | ean i
Lo, Tt P vl i g o Novo Nordisk today announced that the Endocrinologic and
erpensialzong 100 18 EXTiY X - i i i i
e s samr - o e Metabolic Drugs Adylgory F)ommmee (EMDAC) of the United States
s w e s e i Food E{nd Drug Admmlstratlolji (FDA) has completed its meeting
WD -~ ettt regarding the New Drug Application {NDA) for Saxenda®, the
e el et intended brand name for liraglutide 3 mg, a ence- daily human GLP-1
i o .
AT . o s analogue for the treatment of obesity.
e zns 5 va ARG 04l -
v e s s Aniesn The panel members voted 14-1 that the overall benefit-risk
:u‘:.:m L ke assessment Saxenda® was favourable and supports approval for
laviis 2009 ns nr 273 —_— y 1 i in i ivi i
P §E E;_E ’,Elf:l:, . et chranic weight management in individuals with a BMI 30 kg/m2 or
A (R LR o : greater, or 27 kg/m2 or greater in the presence of at least one weight-
e T related comorbidity.
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Placbo

Dilistax

Moan weight loss (kg)

b5
T
Sorcening.

Siraghrtide 1:2 mg
Lraglutide 1-8 mg

Liraglutide 2 4mg

Urogtide 3G g

Flgure 2: Change [nbodywelght
Data are mean {95% 1) (AMCOVA estimate) for
arrind fneersed

CMUH @

Liraglutide once a day versus exenatide twice a day for type 2
diabetes; a 26-week randomised, parallel-group,
multinational, open-label trial (LEAD-6 Lancet 2003, 374: 3947
-
58— —8— Liraglutide
—&— Exenatide
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Weight maintenance and additional weight loss with
liraglutide after low-calorie-diet-induced weight lass:
The SCALE Maintenance randomized study

Tatermational Tounnal of Obesity (2013) 37, 1443-1451
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Figure 3: Percentage af Individualswha lost morethan 5% and more than 10% of hasellne weight at waek 20

(intantlon-to-treat population)
“pa0-002 vs placebo. 1p<0-0001 vs placelso. $ps0-000L us placebo or orfstat.

To_lerability of nausea and vomiting and associations
with weight loss in a randomized trial of liraglutide in
obese, non-diabetic adults’ -
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International Journal of Obesity (2013), 1-9

Weight maintenance and additional welght loss with
liraglutide after low-calorie-diet-induced weight loss:
The SCALE Maintenance randomized study

International Journal of Obesity (2013) 37, 14431451

n=153

Liraglulids: n=26
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Effects of the once-daily
GLP-1 anaiog liraglutide
on gastric emptying,
glycemic parameters,
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i o 884 appetite ~and enetgy

_ metabolism in chese,

- non-diabetic adults
i =] 35 " Appetite ratings {assessed by visual
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Tolerability of nausea and vomiting and associations
with weight loss in a randomized trial of liraglutide in
obese, non-diabetic adults

Inclusion entetias
BMI 220 and 540 kgm®
Aqga {e-€5yaus
Siable budy walght

FPG <2.0 mmall" 21k 2|

Liragiulide 3.0 mg 5., Liragiulide 3.0

Pt

Liraglutlde 2.4 mg
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International Jourmal of Obesity (2013), 1-9

h;ﬁ;;ﬂ'ﬁf& of Liraglufide Treatment T
in Overweight and Obese Older
Individvals With Prodiabetes

Livagludlde in prodlabeses Dlabeics Care 36:3276-3262,2013
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“The effect of liraglutide on weight loss in women with™ |
polycystic ovary syndrome: an abservational study

CLIMICAL CASE STUDY
s 27 Rurun 3t
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~Tantel-Hacnezer-Adjusted Rate Ratios for Adjudicated
Malignant Neoplasms Observed in the Liraglutide Weight
Management and Diahbetes Pool Pool
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Mantel-Haenszel-Adjusted Rate Ratios for Malignant and
Unspecified Neoplasms (MedDRA) Observed in the
Liraglutlde Weight Mana ement Pool
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Contrave: Naltrexone/Bupropion Combe Pill
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New Weight Loss Drug Advances
Chemical Compostilon of Contrave

i FDANews Release:
i FDA approves weight-management
drug Contrave on September 10, 2014

e CONTRAINDICATIONS--—-
Ungontrolled hyp_ertension {a)
Seizure disorders, anorexia nervosa or Hutimia, or undergoing
abrupt discaniinuation of alcohol, benzodiazepines, barbiturates,
and anileplleptic drugs (4}
Usa of othar buproplon-containing products (4
Chronic oploid use (4)
During or wilhin 14 days of taking monoarmine cxidase inhibitors
(MADY) (4)
Known allergy to any of the ingredients in CONTRAVE (4}
Pregnancy (4)
WARNING:

SUICIDAL THOUGHTS AND BEHAVIORS; AND
NEUROPSYCHIATRIC REACTIONS

Soo full pr Ibing Infe tion: for plete boxed waming
+ increasad risk of suicidal thinking and behaviorin
children, adolescente, and young aduits taking
antldepressants for major depressive disorder and other
psychialie disorders. (8.1}

Manltor for worsening and emergance of suicidal
thoughts and behavlors, 5.1

Serlpus neuropsychlatrlc events have been reparted In
patients taking buproplon far smoking cessation. (5.2)

CONTRAVE has not been studled in pedlatric p: ts.
(5.1}

.

Approved anti-obesity drug in US

BELVIQ - RSYMIA

APPROVE

S -
=

Eﬂﬁiﬁam“

Contrave
naltrexome Cbuproglon HCT)

it » Exendtd Sl Kkt

INDICATIONS AND USAGE:

CONTRAVE = a combination of nattrexone, an opicld antagonist, and

propian, 2 amt i t, indicated as an adjunct to

a reduced-caloria diet and Increased physical activity for chronic

weight management [n adulls with an initlal body mass indox (BMI) of:

«  30kg/m® or grealer (ohase) of

+ 27 kghn® or greater {overwoight}in tha presenca of at laast one
waight-relaled comerbidity {8.9., hypertension, typa 2 diabetes
molitus, or dyslipidemia). (1)

Limitatfons of Use:

«  The effacl of CONTRAVE on cardovascular morhidity and
mortallty has not been established. {1}

+  The safety and eflectiveness of CONTRAVE In comblnation with
alher products intendad for weight loss, [nciuding preseription and
overtie-caunter drugs, and herbal praparaiions. have not been
established. (1)

RS SOSAGE AND ADMINISTRATION: -mmemeee=

CONTRAVE dose escalation schedule {21%

1 tablet
Week 4 - Onward 2 tablets

JER—— DOSAGE FORME AND STRENGTHS-mrsrrmemmemerr ==
Estended-Relsasa Tablets: & mg nalirexane HGI 90 mg bupraplon HEL
i}

Evening Dos2

« POMC Jappetite
g L e Tenergy expenditure
— Integrate muitiple energy N
balance signals
~ Increasedfiring leads to
weightloss .
- Artvated by bupropion vpbiin

o Feedbhack lonn

= B-endarphin
- Releasedwith a-MSH
~ Inhibits POMC firing
~ Effect blocked by naltcexone

~ Hypathatamus (ARH)

Effect of naltrexone plus bupropien on weight loss in
overweight and obese adults (COR-I): 3 multicentre,
randomised, double-blind, placebo-controlled, phase 3 trial

Frank & Greenniny: Ken Fogioko, Rayinsawd b PodFosush, Sualer Muduteoy, Ml Gut i, fanel Erickson, Denis DKien,
Edduairdo Durayevich for the€ORI Stundy Group® 1
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‘Phase 3 Studies Co-Primary Endpoint:
Percent Change in Total Body Weight
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Lorcasenn hydrOChlonde ( lorcasenn ) BELVIQ is & serotonfn 2 receptor agonist indicated as an adjunctto a Phase 3study
reduced-calotie diet and Tncreased physical actiiy for chronic weight Figure 16. Change ln Body Welght from Baseline td Week 104 In
Y . . tmanagernent In adults vath an Initial body rass Index @M of: APD356-009: MITT2 Population
. Lorcaserin is a selective geratonin 2C (B-HT2C) -3 w«m\: or greater (obese) (1 oF Tablg 17, Properion of Patients Achieuing 264 Hag In Bady Welght
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reducing food intake. Limtatane of Use: . — meens | ¥
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WORSENING OF PREEXISTING VALVULOPATHY WITH A NEW OBESITY DRUG Comblnatlon Of the dIBgS p.heﬂtﬂ . e a_nd ’

LORGASERIN, A SELECTVE 5HYDROXYTRYPTAMINE 2C REGEPTOR AGONIST: A
META-ANALYSIS OF RANDOMIZED: CONTROLLED TRIALS fopiramate (trade name stmia)

Phase 3 study
Figura 13. Propottlon of Patients Achleving 25% Reductlon in Body Welght
after 52 Weeks of Treatment In APD356-008, APD356-011 and
Pooled Phase 3 Studies: MITT Population

~ Phase 3 study

Figure 14, Mean Welght Change (1) frorn Baselins to Week 52 in

B a85.009, RPOD§8-011 and Peolad Phase siudiea: MITT
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Qsymia - 4 different dose

s
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Identify Appropriate Patients

+BMI 30 or greater (obese) or BMI 27 or greater (overweight) with

at least one weight-related comorbidity such as hypertension,

type 2 dizbetes mellitus, or dyslipidemia

+Must NOT be pregnant, trying to get pregnant, of unablefanwilling
to comply with coniraceptive guidance

*No glaucoma

+No hyperthyroidism

~Not using monoamine oxidase inhibitors (MA
within 14 days

vNo known Lypersensitivity or idiosyncrasy to the sympathomimetic
amines

0ls) or have not used

+FDA has required a Risk Evaluation and Mitigation Strategy
(REMS) for Qsymia so that healtheare providers can be informed about

the increased risk of teratogenicity asseciated with Qsymia therapy

Controlled-ﬁélease Phenterhineﬂ opifémate
in Severely Obese Adults: A Randomized
Controlled Trial (EQUIP)

Dravid B, Allison’*, Kishore M. Gaddeb, Willlam Timotiy Garvey, Craig Au Petersan®,
Michael L. Schwlers’, Thomas Nalarian®, Peler Y. Tam*, Barbaga Troupin® and Wesley W Day*

Obesity (2011) 20, 330-342

Indicatio
to a reduced-calorie diet and increased

Qsyniia is indicated as an adjunct
physical activity for chronic weight managemeni in adults with an initial

body mass index (BMI) of:

30 kg/m2 or greaier (obese) or
27 kg/m2 or greater (overweight)
related comorbidity such as hypert
dyslipidemia

in the presence of at least one weight-
ension, type 2 diabetes mellitus, or

Limitations of Use:

«The effect of Qsymia on cardjovascular morbidity and mortality has
not been established

+The safety and effectiveness of Qsymia in combination with other
products intended for weight loss, including prescription and over-the-

counter dmgs, and herbal preparations, have not been established

Controlled-Release Phentermine/Topiramate
in Severely Obese Adults: A Randomized
Controlled Trial (EQUIP) Gbesity (2011) 20, 336-342
Davld B. Alllson’?, Kishore M. Gadde, Willlam Timolly Garvey', Cralg A Petarson’,

Michael L. Sclrwiers?, ‘Thomas Najarlan®, Petet Yo Tam*, Barbara Troupin® and Weshey W, Day?
Effects of low-dose, controlled-release, phentermine plus
topiramate combination on weight and associated
comorbidities in overweight and obese adults (CONQUER):

arandomised, placebo-controlled, phase 3 trial
Peterson, Barbare Troupin, Michied L Schubrs, Wasloy W Doy

Lancet 2013; 377: 134152
Two-year sustained waight loss and metabolic henefits with
conhtrolled-release phentermlneftopiramate In obese and overwsight
adults (SEQUEL}: & randomized, placebc-controlled, phase 3
extension study'™

i Thutothy Garvey, Dorira 8 Ryan, Mickalle Look, Kiskors 4 Godde, Dl B A
Weisy W Dy, and Charles & Bwden

TR

Klshure A Gorble, Bavid BANisan, Donne K Ry, Groig 4
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Effects of low-dose, controlled-release, phentermine plus
topiramate combination on weight and associated
comorhidities in overweight and obese adults (CONQUER):
arandomised, placebo-controlled, phase 3 trial
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