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Definition of Obesity

+ Overweight and obesity are defined as abnormal or excessive fat accumulation
that presents a risk to health.

WHO Classfication BMI (kg/m?) BMI (kg/m?)
Korean

Underweight <18.50
Normal range 18.50-24.99 18.50-22.99
Overweight 225.00 23.00-24.99
Obese 230.00 225.00
Class I 30.00-34.99 25.00-29.99
Class II 25.00-39.99 230.00
Class III 240.00
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Current trend for management of obesity

Prevalence of Obesity in Korea (2007-2017)
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Complications of Obesity

‘r CARDIOVASCULAR DISEASE,
MIGRAINES, DEPRESSION, - HYPERTENSION
PSEUDOTUMOR CEREBRI.
OBSTRUCTIVE SLEEP APNEA

” DYSLIPIDEMIA,
I— V HYPERCHOLESTEROLEMIA
CHRONIC OBSTRUCTIVE
PULMONARY DISEASE,
ASTHMA

GASTROESOPHAGEAL
REFLUX DISEASE

¥ ﬂ CANCER (VARIOUS)

NON-ALCOHOLIC FATTY
LIVER DISEASE

STRESS URINARY
INCONTINENCE

2

POLYCYSTIC OVARI
SYNDROME

DEGENERATIVE JOINT
DISEASE

* Gour

VENOUS STASIS DISEASE

TYPE 2 DIABETES
MELLITUS, METABOLIC
SYNDROME
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Complications of Obesity
: T2DM, HTN, Dyslipidemia
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National Health Insurance Service Health checkup data from 2006 to 2015

Comorbid Conditions in Obesity and Evidence
for Amelioration With Weight Reduction

Comorbidity Improvement After Weight Loss  First Author, Year (Ref)

T2DM ? Cohen, 2012 (132); Mingrone, 2012 (133)°; Schauer, 2012 (134); Buchwald, 2009 (135)
Hypertension Yes Ilane-Parikka, 2008 (136); Phelan, 2007 (137); Zanella, 2006 (138)

Dyslipidemia and metaboli | Yes Ilane-Parikka, 2008 (136); Phelan, 2007 (137); Zanella, 2006 (138)

Cardiovascular disease Yes Wannamethee, 2005 (139)

NAFLD Variable outcomes Andersen, 1991 (140); Huang, 2005 (141); Palmer, 1990 (142); Ueno, 1997 (143)
—_—
Osteoarthritis Yes Christensen, 2007 (144); Fransen, 2004 (145); Huang, 2000 (146); Messier, 2004 (147); van Gool, 2005 (148)
Cancer Yes Adams, 2009 (149); Sjostrom, 2009 (150)
—/
Major depression Insufficient evidence
Sleep apnea Yes Kuna, 2013 (151)

Abbreviation: NAFLD, nonalcoholic fatty liver disease.

* This study showed that weight gain within the normal-weight BMI category (ie, increase from 23 to 25 kg/m”) increased risk of T2DM 4-fold.

CM Apovian et al. JCEM, 2015,100(2): 342-362
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Current trend for management of obesity

Treatment of Obesity

* Goals
> To improve the health of the patient

» To prevent or treat weight-related complications

v’ The first line of treatment

Bariatric surgery

TREATMENT OF OBESITY

Treatment plans that include pharmacotherapy, as an adjunct to healthy eating
and increased physical activity, may be more effective than any of those alone*

From a 1-year study of 224 patients with BMI of 30 to 45 kg/ m?

0 —&— Medication alone (sibutramine)
—8— Lifestyle modification alone
24 —&— Medication and brief therapy

—#— Combined therapy

5.0¢7.4 kg

6.747.9 kg
7.5+8.0 kg

Weight loss, kg

121298 kg

Time, weeks

Wadden TA et al. NEJM. 2005,353(20): 2111-2120
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LIFESTYLE THERAPY

Evidence-based lifestyle therapy for treatment of obesity should include three components

Reduced-calorie healthy meal plan
~500-750 keal daily deficit

Individualize based on personal
and cultural preferences

Meal plans can include:
Mediterranean, DASH, low-carb,
low-fat, volumetric, high protein,
vegetarian

Meal replacements

Very low-calorie diet is an option
in selected patients and requires
medical supervision

Team member or expertise:
dietitian, health educator

PHYSICAL ACTIVITY

+ Voluntary aerobic physical activity
progressing to >150 minutes/week
performed on 3-5 separate days
per week

+ Resistance exercise: single-set
repetitions involving major muscle
groups, 2-3 times per week

+ Reduce sedentary behavior

Individualize program based on

preferences and take into account

physical limitations

Team member or expertise:

exercise trainer, physical activity coach,

physical/occupational therapist

BEHAVIOR

An interventional package that
includes any number of the following:
+ Self-monitoring

(food intake, exercise, weight)
+ Goal setting

Education (face-to-face meetings,
group sessions, remote technologies)

Problem-solving strategies
Stimulus control

Behavioral contracting
Stress reduction

Psychological evaluation,
counseling, and treatment
when needed

Cognitive restructuring
+ Motivational interviewing

Mobilization of social support
structures

Team member or expertise:
health educator, behaviorist, clinical
psychologist, psychiatrist

> BMI is 225 kg/m?,

Pharmacological Interventions

* The Asia-Pacific WHO recommendations

» 223 kg/m? with associated comorbidities

(e.g. hypertension, dyslipidemia, T2DM, OSA)

* FDA requirements for weight management agents

* There is statistically significant difference in weight loss between the intervention and

placebo-treated groups (a mean absolute difference of >5%)

approximately double that in the placebo group.

+ At least 35% of subjects who experience weight loss of 5% received the active drug.

+ The proportion of patients who experience weight loss in the intervention group is

Am J Health Sys Pharm 2015; 72: 697-706

78
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Current trend for management of obesity

Current US FDA approved anti-obesity medications

Agents

Phentermine

Orlistat

Phentermine/
Topiramate ER

Locaserin

Naltrexone ER/
Bupropion ER

Liraglutide 3mg

Action

Previously available
Sympathomimetic

GI lipase inhibitor

Recently Approved

Sympathomimetic/
Anticonvulsant (GABA
receptor modulation?)

5-HT,. serotonin
receptor agonist

Dopamine
noradrenaline reuptake
inhibitor/

Opioid receptor
antagonist

GLP-1 receptor agonist

Approval

1959
1997

Approved,
Summer 2012

Approved,
Summer 2012

Approved,
September 2014

Approved,
December 2014

Targets of anti-obesity drugs

Peripheral systems

Thyroid
Analogues
P, agonists

— padl

(NS

AZD7687 DGAT1

‘ B
] e | e || A
tissbe |
Beloranib | MetAP2 digy
NQO1
s | | e
tissue
Colestimide
Colesevelam Bile acds

/ de Exenatide -
ide Y,
Inflammation Neoropeptide Y/AGRP Liraglutide | POMC/CAR
SGLT2 inhibitor
w )
Exenatide
£

Energy

Gut hormones.

Pramlintide Amylin

PeptideYY  Ghrelin

Neuropeptide Y

Hunger

=

Leptin

o [oivia]

Leptin receptor
GHSR
Y1 receptor
Y2 receptor
Y5 receptor
GLPIR
MCHIR
MG/4R
SHT2c
p-opoid receptor

AGRP

@

RM493

a-MSH

MC4R

Satiety

Lancet 2016, 387: 1947-56
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Lorcaserin (Belvig®)

Specific 5-HT, receptor agonist
Dosing: 10mg twice daily

The 5-HT, receptor family includes serotonin T
receptors found throughout the body. These @B e
{00

receptors affect several processes.>®

It | a2
~¢\ 5-HT,, RECEPTORS 0 ) i
affect the neurological system.” ,E; (@7 -
§5 1o ™

5-HT, RECEPTORS

in the hypothalamus affect satiety
and weight modulation.*

Would it help if your patients could feel full?
BELVIQ and BELVIQ XR are believed to decrease ]
food consumption and promote satiety by selectively

activating 5-HT,. receptors in the hypothalamus. The | |
exact mechanism of action is not known.'
[ |

= 5-HT,, RECEPTORS

affect the cardiovascular system.*

Clinical trials of Lorcaserin

+ BLOOM : Multicenter, Placebo-Controlled Trial of Lorcaserin for Weight Management
(NEIM 2010; 363(3): 245-256)

* BLOSSOM : A One-year Randomized Trial of Lorcaserin for Weight Loss in Obese and
Overweight Adults (JCEM 2011, 96(10): 3067-3077)

+ BLOOM-DM : Randomized Placebo-Controlled Trial of Lorcaserin for Weight Loss in
Type 2 Diabetes Mellitus (Obesity 2012; 20: 1426-1436)

Title Overweight adults with
type2 DM

BLOOM 3,182 2 year Excluded
BLOSSON 4,008 1 year Excluded
BLOON-DM 604 1 year Included

80 CherAIZIRISE] 20198 £ H20| WD
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Current trend for management of obesity
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Effect of Locaserin on Body weight

Pooled BLOOM/BLOSSOM trials'

Primary endpoint: change in body weight from baseline in the MITT population

Completer population at Year1 MITT

Baseline weight

-12.8 lbs/
-5.8 kg' 'P<.001vs placebo.
-

@ Placebo Completers (N=1550)
=& Placebo MITT (N=3038)
-®- BELVIQ* Completers (N=1800)
=& BELVIQ® MITT (N=3098)

LSMean (SEM) weight change (kg)

-10 T T T ™ All patient eived lifestyle modif
12 24 36 48 52 52 f
Study week

Effect of Locaserin on Body weight

Year 2 efficacy, BLOOM trial (completer population)*

At Year 2,

67.9% (258/380) of patients who continued taking

BELVIQ® after Year 1 maintained 25% weight loss vs 50.3%
(88/175) of patients who were switched to placebo

-2.6 kg/-5.7 b
-3.8kg/-8.41b

-6.0kg/-13.21b

9 Placobo Year 1 and 2 (IN=507)
9 BELVIQ® Year 1/Placebo Year 2 (N=185

™rT T T — T T T 9 BELVIQ" Year 1 and 2 (N=426)
48 4 3 6 2 84 96 104
Study week
11515] 2019\ 74| F2O| B
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BLOOM study  Systolic BB, mmHg
Diastolic BP, mmHg
Triglycerides, %

Total cholesterol, %
LDL-C, %

HDL-C, %

hsCRP, mg/L
Fibrinogen, mg/dL
HbAlc, %

Fasting Glucose, mg/dL

BLOOM-DM study

!

— Bl — Bl — B — Eel —

Effect of Lorcaserin on Cardiometabolic Risk Markers

-14
-1.1
-6.15
-0.90
2.87
0.05
-1.19
-21.5
-0.9
-27.4

0.04
0.01
<0.001
0.001
0.049
NS
<0.001
0.001
<0.001
<0.001

Headache
Dizziness
Fatigue
Nausea
Dry mouth

Constipation

Adverse reactions of Lorcaserin

10.1%
3.8%
3.6%
5.3%
2.3%
3.9%

|| Placebo(n=3185) | BELVIQ BID (n=3195)

16.8%
8.5%
1.2%
8.3%
5.3%
5.8%

82
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Current trend for management of obesity

+ Dosing

AM
Tip: Take with breakfast

- PM

+ Naltrexone: opioid receptor antagonist
+ Bupropion: norepinephrine-dopamine inhibitor

Naltrexone/Bupropion SR (Contrave®)

Tip: Take before dinner

Week 4 ——
Week 1 Week 2 Week 3 and Beyond
> @ 900 090 N i
1pillin AM Tpillin AM 2pills in AM 2pills in AM %‘ [~
N 553'57”"
[}
v ¢ 900 N
]
1pillin PM 1pillin PM 2pillsin PM X ‘-Q.\ yort
S
g .0

Naltrexone/Bupropion SR

Mechanism on Action

Smoking cessation
Depression

+ Daily dose: 300 mg/d
(& T 400 mg/d)

O

| Bupropion

o

Decreased appetite +
Increased energy expenditure
= Weight loss

o o AR

POMC autoinhibitory loop
(B-endorphin)

~MOP-R antagonist
: (naltrexone)

POMC
stimulus
(bupropion)

Pharmacological Research 2014; 84 1-11

(n.vq
|

N o HO!
OH

HO o' ©

Alcohol dependence
Oploid dependence
+ Daily dose: 50 mg/d
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Clinical trials of Naltrexone/Bupropion SR

Trial Abbreviation Length of Number of Objective
study (weeks) participants
Contrave Obese Research | NB-301 56 1742 Compared safety and efficacy of two doses of
(COR-) naltrexone SR/upropion SR in overweight and
obese patients
Contrave Obese NB-302 56 793 Assessed safety and efficacy in overweight and
Research-Behavior obese patients with controlled hypertension and/
Modification or dyslipidemia with or without behavior
(COR-BMOD) modification
Contrave Obese NB-303 56 1496 Tested efficacy in overweight and obese patients
Research Il (COR-l) with controlled hypertension and/or dyslipidemia
with or without diet and exercise
Contrave Obese NB-304 56 505 Determined safety and efficacy in overweight
Research-Diabetes and obese patients with type 2 diabetes
(COR-Diabetes)
Cardiovascular Outcomes Light Study Up to 4 years Approximately  Investigate cardiovascular health outcomes in
Study of Contrave in 8900 overweight and obese individuals with
Overweight and Obese cardiovascular risk factors. The study is designed
Subjects With to assess the occurrence of Major Adverse

Cardiovascular Risk Factors

Cardiovascular Events

Effect of Naltrexone/Bupropion SR on Body weight

Table 4 Body Weight Changes at 56 Weeks in Contrave Obesity Research (COR) Clinical Trials

COR-P CORI?+ COR-BMOD* COR-Diabetes™
Naltrexone/ | Placebo | Naltrexone/ | Placebo | Naltrexone/ | Placebo | Naltrexone/ | Flacebo
Bupropion Bupropion Bupropion Bupropion
32/360 mg 32/360mg 32/360 mg 32/360 mg
Intent-to-Treat® n=538 n=536 n=820 n=474 n =565 n=196 n=321 n=166
Percentchange inbody | =5.4%" -1.3% -5.6%" -1.2% =B1% -4.9% =37% =17%
welght from baseline,
LS mean
Patients with = 5% 42%° 7% 479%’ 16.9% 57% 43% 36%° 18%
welght loss
Patients with 2 10% 1%’ ™ 281%° 61% 35%° 1% 15%" 5%
welght loss
Completers* n=296 n=290 n=434 n=267 n=30 n=106 n=175 n=100
Percent change in body BAES ~1.8% -8.2%° ~14% ~1.5%° =1.3% -5.9%’ =2.2%
welght from baseline,
LS mean
Patients with = 5% 62%' 23% 64.9%° 7% 80.4%° 60.4% 531 24%
wielght loss
Patients with = 10% 34y | 1% 39.4%" 19% 55.2%" 30.2% 26.3%" B.0%
weight loss

84
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Current trend for management of obesity

Effect of Naltrexone/Bupropion SR on food craving control

+p0.01 vs. placebo

< COR-1
How difficult has it been to control your eating?
How difficult has it been to resist any food cravings?
How often have you eaten in response 1o food cravings?
Change
. :('T Mare
aseline S
pr 15 -0 5 ) ]
COR-Il N=511)

Contrave (N=471) i f i
. How difficult has it been to control your eating?

How difficult has it been to resist any food cravings?

How ofren have you had food cravings?
Change
From
Baseline
(mm}

15 -10 5 0 5

+ Control of Eating Questionnaire (COEQ): 448, 48, 4 W& £# &AH7| §i% =2, A7IZ324 20 visual analogue scalesZ 74

Effect of Naltrexone/Bupropion SR on Tobacco Use

BEFN * Obsarved =

50 o ITT LOCF '§

o

78 0 . . 2t
EL 23
20 g5 o
‘;g q @
£S o A
EE “'H-H_h_H‘! 0 _,g
SE s f o
ED 28
€ 200 ol
38 | L
4 | ‘ g

-300 T T T T
o (@ 8 12 8B 220 24
Week

Charles S et al. Additive Behaviors 2010:35; 229-34
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Effect of Naltrexone/Bupropion SR

on Both Binge eating and Depressive Symptoms

BES Score

BES Score (meanzSD)
= s

-
=3

% of Subjects

0 4 8 12 2
Week
ne23 17 1% W 12

BES Severity
B3%
S T )
Week
17 16 14 12

Anna L et al. Adv Ther 2017:34: 2307-2315

[ Litte or No Problem
[ Moderate Problem
W severs Prodlem
50,001 vs. baselne

Adverse reactions of Naltrexone/Bupropion SR

Placebo (n=1,515) Naltrexone/Bupropion SR
32/360mg (n=2,545)

Nausea
Constipation
Headache
Vomiting
Dizziness
Insomnia
Dry mouth

Diarrhea

6.7%
1.2%
10.4%
2.9%
3.4%
5.9%
2.3%
5.2%

32.5%
19.2%
17.6%
10.7%
9.9%
9.2%
8.1%
7.1%
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Current trend for management of obesity

Liraglutide (Saxenda®)

* GLP-1 receptor agonist

* Dosing

JEST

'\'-*Saxenda'

liraglutide injection
& mgmL (5x3 i pre-iled pen)

Waop the i 0000t e
s poe 3) Gy o 10

5%
(R4 8%)

Liraglutide
Mechanism on Action

| + Stimulation of insulin secretion
+ Inhibition of glucagon secretion

[ + Inhibition of
hepatic insulin
resistance

| * Improvement

| of hepatic
steatosis

+ Increase of glucose
uptake in muscle

* Increase of bone
and adipose tissue

formation

* Inhibition of gastric acid secretion
* Inhibition of gastric emptying

+ Decrease of appetite
k¢ Neuroprotection

+ Relaxation of trachea
smooth muscle

* Increase Of mucous
secretion

+ Positive inotropic
and chronotropic
effect

Increase of
reperfusion after
ischemia

+ Protection of
endothelial cell
+ Inhibition of vascular

- calcification
« Increase of natriuresis

« Inhibition of angiotensin Il
« Renoprotection in diabetic
kidney disease

CherIZTEHE] 20194 £ FS| WMDS
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Effect of Liraglutide on Body weight

0
14
-2+ |
B 34 :
< | 1
8 -4 § 5 g I Placebo
z 54 & £
£ § : .§ : Orlistat
3 5] & &
H H 7% Liraglutide 12 mg
s " Liraglutide 1-8 mg
: Liraglutide 2.4 mg
-8 ;
: 1 Liraglutide 3-0 mg
-9 t T T T |
5 3 0 5 10 15 20

Weeks

Astrup et al. Lancet 2009 374 (901): 1606-16

Effect of Liraglutide on Obese Patients with Prediabetes

SCALE Obesity and Prediabetes (N=3.731)

A B
After 56 Weeks of Treatment
..... Screening ——— Liraglutide —— Placebo — B Lraglutide M Placebo
H 180+ £ 180+ é’ 100+
9 H _one - P<0,001
£ 160 Eo 1601 = 2w .
g B = P 9 -
E 25 Y 1 & 573
dq SE L] g
EE Ewn 5
@ K}
g3 § i,; 1204 E
¥ i3
GE B r
82 gt o] 3
@ @ 8
T z §
P T T e | 0 T T T T £
0 40 60 80 100 120 0 20 40 60 80 100 120 3 Normoglycemia Prediabetes
Minutes Minutes atScreening  at Screening

Pi-Sunyer X, et al. N Engl J Med 2015:373: 11-22
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Current trend for management of obesity

Effect of Liraglutide on Cardiometabolic Risk Markers

SCALE study
T S T
Systolic BB mmHg i) -2.8 <0.0001
Diastolic BP, mmHg ) -0.6 NS
Triglycerides, % ! -6.0 0.0003
Total cholesterol, % | -2.0 0.03
LDL-C, % ! -0.9 NS
HDL-C, % 1 0.9 NS
VLDL-C, % ! -6.0 0.0002
FFAs, % 0 -5.0 0.03
Waist circumference, cm i) -3.5 <0.0001

Fujioka et al. ENDO 2016, 1-4 April 2016, Abstract 24365

Adverse reactions of Liraglutide

Placebo (n=1,941) | Saxenda (n=3,384)
% %

Nausea 13.8 39.3
Diarrhea 9.9 20.9
Constipation 8.5 194
Vomiting 3.9 15.7
Dyspepsia 27 9.6
Abdominal Pain 31 5.4
Upper Abdominal Pain 2.7 5.1
Gastroesophageal Reflux Disease 17 47
Abdominal Distension 3.0 4.5
Eructation 0.2 4.5
Flatulence 2.5 4.0
Dry Mouth 1.0 23

CHEMAIHSES] 20191 24| HRO| WA IS
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Adverse reactions of Liraglutide - Nausea

+ Nausea was the most frequently reported GI disorder;
39% with Saxenda® vs 14% with placebo-
* The percentage of patients reporting nausea declined as treatment continued.

* The most common adverse reaction leading to discontinuation was nausea (2.9% vs
0.2% for Saxenda and placebo, respectively)

25

90

0 ) . *
0 4 8 12 20 24 28 32 36 40 44 48 52 56
AE SINCE RANDOMIZATION f
e Saenda® + diet & physica 48 Placebo + diet & physical 242
Phentermine/Topiramate (Qsymia®) Tt onc S o
Y A|TS{7H2019.7.) EA| O WD wes O mm
e @- — fmas s

«Central noradrenergic effects

v Phentermine: immediate-realease sympathomimetic-affects appetite
v Topiramate ER: delayed-release gabanergic-affect satiety

* Dosing
Starting dose: 3.75/23mg
Usual dose: 7.5/46mg
Maximum dose: 15/92mg

Starter Dose

Take 1 Qsymia 3.75 mg/23 mg
capsule once each morning for
the first 2 weeks.'

Titration Dose

On the first day of week 13, start
Qsymia 11.25 mg/69 mg.!

Vivos asss

Recommended Dose

On the first day of week 3, you
will start the recommended dose,
1 @symia 7.5 mg/46 mg capsule
each morning.!

[ - R
Top Dose

Followed by monthly prescription
of Qsymia 15 mg/92 mg.!

Vives 15%

LSt dniste] 20198 7 20| dus




Current trend for management of obesity

Effect of Phentermine/Topiramate on Body weight

COMPLETERS  ITT-LOCF

1.2%
6% | *

2% recommended dose

98%  top dose

Percent Weight Loss (LS mean)
@w
(=]

8 12 24 36 48 56 56
Time (Weeks)

® Placebo

@ Placebo (n=564) ® Placet
m 15 mg/92 mg (n=634)

3/46 mg (n=344)

Gadde KM et al. Lancet 2011,377: 1341-1352

Effect of Phentermine/Topiramate ER on Weight Loss
in Obese Adults Over 2 Years

Cn
Placebo 227 227 208 197 207
PHENTPM ER 7546 152 153 157 129 159
PHENTPM ER 1592 295 205 .8 248 29
Weeks <
0 ° @\*"sz“q“ﬂ?'?s"a?:3’0?‘}‘@@}‘6"\’1‘."@“&@&o?x@&’\@\oo
0%

[
i

LS mean percent welght loss
&

104
4
"
16
~4— Placebo ~J- PHEN/TPM ER 7.5/46 PHEN/TPM ER 15/92
CONQUER Trial SEQUEL Extension

Garvey WT et al. Am J Clin Nutr: 2012; 95(2): 297-308
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Effect of Phentermine/Topiramate ER on

Cardiometabolic Risk Markers
CONQUER study

Phentermine/Topiramate Phentermine/Topiram
ate

1.5/46mg

Systolic BF, mmHg i) -4.7 0.0008 I -5.6 <0.0001
Diastolic BP, mmHg I -34 NS ! -3.8 0.0031

Triglycerides, % I -8.6 <0.0001 ! -106  <0.0001
Total cholesterol, % } -4.9 0.0345 ! 6.3 <0.0001
LDL-C, % I -3.7 NS I -6.9 0.0069

HDL-C, % 1 5.2 <0.0001 1 6.8 <0.0001
hsCRP, mg/L ! -2.49 <0.0001 1 -2.49 <0.0001
Adiponectin, pg/mL 1 1.40 <0.0001 1 2.08 <0.0001

Gadde KM, et al. Lancet 2011, 377: 1341-1352

Adverse reactions of Phentermine/Topiramate ER

Placebo (n=1,561) Phentermine/Topiramate ER %
%

3.75/23mg 7.5/46mg 15/92mg
(N=240) (N=498) (1,580)
Paresthesia 19 4.2 137 19.9
Dry mouth 238 6.7 135 19.1
Constipation 6.1 79 15.1 16.1
Headache 9.3 10.4 7.0 10.6
Dysgenuria 11 13 74 9.4
Insomnia 4.7 5.0 5.8 9.4
Dizziness 3.4 29 1.2 8.6
Nausea 44 5.8 3.6 7.2
Fatigue 43 5.0 44 5.9
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Current trend for management of obesity

OfC|=A 7§ 37.5mg
phentermine hydrochloride

ERTOE

Phentermine

ydrochloride

Clojete 8
B Bl | prentemine hydioch Y

+ Sympathomimetic amine anoretic

qoa g B
pa - pa phentermine hydroch @ & St o
+ Dosing o i
. b b9 phentermine hydroch ) hentermine hy d
: 15, 30, or 37.5 mg once daily i
before breakfast or 1-2hours after conn ——
brea kfa St - - phentermine hydroch » AL ) phentermine hydrochioride
ZHEY Hgl 3 375mg i:ﬁﬂf by d
o, \ S | prentemine ydroch | g RS A penemine ycroc e et

* Trearment duration < 12 weeks

@4 H

O ad phentermine hydroc

%2/9 % 1875mg
@ =2 phentermine hydrochioride

29§ 37.5mg

Lol bl | phentermine hycrochoride

Effect of Phentermine on Body weight

Week
0 4 8 12 16 20 24 28 32 36
0
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Munro JE et al. Br Med J 1968; 1: 352-354
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Adverse reactions of Phentermine

Cardiovascular Primary pulmonary hypertension and/or regurgitant valvular disease, palpitation,
tachycardia, BP elevations, ischemic events

Central nervous system Overstimulation, restlessness, dizziness, insomnia, euphoria, dysphoria, tremor,
headache, psychosis

Gastrointestinal Dryness of the mouth, unpleasant taste, diarrhea, constipation

Allergic Urticaria

Endocrine Impotence, changes in libido

Orlistat (Xenical®)

* Reversible gastrointestinal lipase inhibitor

* Xenical 120m9

hard capsules

\ e !

Oral uve

* Dosing

120mg thrice daily with each meal containing fat | o snoms ?
Taken during or up to hour after eating e /A J’ y
1444
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Current trend for management of obesity

Orlistat Mechanism on Action

Fat digestion Orlistat - Mechanism of action

Duodenum Duodenum

From the ' fomthe  Orlistat
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Ouodena, D L Oudend|  puogena Duodenal
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I === '

Effect of Orlistat on Body weight

—o—Placebo —+—Orlistat 120 mg

AMIS=-37¢11
p<0.001

AMI2=-29:09
p<0.001

Change in body weight (kg)

||||||

Month

M Krempf et al. International Journal of Obesity 2003: 27, 591-597
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Effect of Orlistat incidence of Diabetes in Obese Patients
with Normal and Impaired Glucose Tolerance

XENDOS Study

—=—Placebo + lifestyle - IGT patients - Placebo + lifestyle - All patients
—o—Orlistat + lifestyle - IGT patients - Orlistat + lifestyle - All patients
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-45.0%
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p=0.0024

Cumulative incidence of
diabetes (%)
S o

3]
i

Torgerson JR, et al. Diabetes Care. 2004,27: 155-161

Adverse reactions of Orlistat

Placebo Orlistat TID Placebo Orlistat TID
(n=1,466) (n=1,913) (n=524) (n=613)

Oily spotting 13 26.6 0.2 44
Flatus with 14 23.9 0.2 21
discharge

Fecal urgency 6.7 221 17 238
Fatty/oily stool 6.7 20.1 17 2.8
Oily evacuation 0.8 11.9 0.2 23
Increased 41 10.8 0.8 2.6
defecation

Fecal incontinence 0.9 1.7 0.2 18
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Current trend for management of obesity

Comparative Efficacy of Weight-Loss Medications

Percentage Weight Loss From Baseline After 1 Year
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Phentermine/ Liraglutide  Naltrexone/ Lorcaserin ~ Orlistat Phentermine
Topiramate 3mg Bupropion

Comparative Efficacy of Weight-Loss Medications

Naltrexone-bupropion

£ phentermine-topiratmate | GG—
g8
i uragiutide [T
g é Lorcaserin [ — m25%
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£ orlistat [ —
Placebo [
0% 20%  40%  60%  80%
Percentage of Participants
Figure 1. Weight loss at 1 year with phar herap bined with low-to-moderate intensity lifestyle counseling [41). The median percen-

tages of participants who had a weight loss of at least 5% or 10%, with each of five medications approved for long-term weight management
and placebo, are shown.

Khera R, et al. JAMA 2016; 315: 2424-2434
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Comparison of weight loss and adverse events

® rlaceno
o 0.8
E 9 Lorcaserin
L5 °
5d g o
E @ ' Orlistat
é % Phentermine-
82 04l topiramate
240
2 g Naltrexone- o
52 bupropion
3 02 = e
Liraglutide
0 . ‘ ‘ T :
0 0.2 0.4 0.6 0.8 1.0
SUCRA Probability of Being Highest
Ranked in Achieving 25% Weight Loss
JAMA 2016, 315(22): 2424-34
Summary

* Newer weight loss agents are typically better tolerated, have better
safety profiles, and are approved for chronic weight management
including weight maintenance

* Pharmacotherapy for overweight and obesity should be used only
as an adjunct to lifestyle therapy and not alone
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