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" Homeostatic / Hedonic appetite

Homeostatic (X 8% 4| &) Hedonic (F2t& Al 8)
Response to weight loss .
Reward of eating
Increased Increased 3 g through pleasure

desire to eat hunger
Hunger = / .
‘ hormones &
Energy * Acts even in satiety
intake

« Eating beyond needed

\-Attraction to high calorie foods /

Hall et al. Am J Public Health 2014;104:1169-75

Satiety
hormones

Energy
expenditure

-

-

// X

N
MEBRESTE

ofigx| 2] HF/2H] B (EdE)2 Ko ofs) =H.

Striatum
e AR e O | ,Nucleus Accumbens

Prefrontal Cortex

f— ™~ Amygdala

\";’ -
,/ Hypothalamus -

/
Ventral Tegmental Area

s SN
Substantia Nigra / ‘

Billes SK, et al. Pharmacological Research . 2014;84:1-11 .
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Homeostatic appetite
ARC
(Hypothalamus)
Liraglutide
GABAergic Inhibition - N Stimulation Naltrexone
N -~ —> NPY/AGRP POMC/CART +——
neuron * Lorcaserin
\4 > - - Phentermine
4/ N Topiramate Orexigenic Anorexigenic
/ signaling signaling
- bt 2\
- 3
E a7 7))
,\(._\\’_ g J 4' Hedonic appetite I—
2 i\‘ A g Nucleus accumbens neuron Ventral tegmental area
AR v N
L7 D1 receptor D2 receptor
dopamin dopamin
Bupropion / Phentermine / Liraglutide

Korean J Health Promot Vol. 19, No. 4, 2019

— —

e

~  H|2tek=E - FDA approved

- Short term

Phendimetrazine — DEA 3 (Drug Enforecement Agency:DEA)
Phentermine - DEA 4

Mazindol - DEA 4

Diethylpropion - DEA 4

- long term
* Orlistat

* Qsymia ; phentermine / topiramate
+ Contrave; bupropion 90mg / naltrexone 8mg
+ Liraglutide ingection : GLP-1 agonost
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H|2tek= - off label

* Fluoxetine - antidepressant

* Bupropion - antidepressant, smoking cessation
* Topiramate - seizure disorder, migraine

* Naltrexone — opioid antagonist

* Ephedrine/ Caffeine

Lo — s
Hel He e} O
Qsymia Qsymia Qsymia Qsymia
. petet ] ] i et €
s g 25 ) = Lz 5757 mo]
= o L R =
] e £ -
— - -_ T —— Vs um
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Phentermine/Topiramate extended release

« Vivus 75046
Phentermine (Maximum approved dose, 30 mg) .
[ A& =X
Topiramate (Maximum approved dose, 250 mg) Vi e
| -

250 =9 TOP
B Phen/Top ER Low (3.75/23) Starting dose
H Phen/Top ER Mid (7.5/46) Maintenance dose
B Phen/Top ER Top (15/92) For patients with <3%
weight-loss after 12 weeks

on Mid

m;\g for Individualized Pt

Initiating Therapy

Write 2 Prescriptions :

K

Start patients on 2 weeks on Qsymia Qsymia (3.75 mg/23 mg)

3.75mg/23 mg. Patients may or may 1 EpPO dallymAmx 14
not lose weight during this starter -
dose period. Encourage them to move ™ Refill__0 _times

on to the recommended therapeutic
dose for weight loss.

On week 3, start patient on the ?sm%zs_?g/4amg)3 "
. C ally in AM X

recommended dose of Qsymia 7.5 -w: v Y

mg/46 mg. )

Patients may receive up to 5 refills of o Refill S5 times

the recommended dose of Qsymia
2Pills not shown as actual size.

Qsymia [package insert]. Campbell, CA: VIVUS, Inc; 2017.
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Adjust Dosin
Evaluating Patients Atter 12 Weeks

If a patient does not attain a 23% weight loss after 12 weeks of treatment at the
recommended dose (7.5 mg/46 mg) of Qsymia, either discontinue Qsymia or escalate dose.

To escalate Qsymia dose, write 2 prescriptions:

Weeks Start patients on 2 weeks on Qsymia 11.25 mg/69 m T —
13-14 g. The patient should stay on this dose for 2 weeks.
Weeks Continue patient with monthly prescriptions on
Qsymia 15 mg/92 mg. Continue to monitor patient’s Vivus s
15+ progress at each visit and reevaluate weight loss after
patient has been on the top dose for 12 weeks.

After 12 weeks on the top dose (15 mg/92 mg), if weight loss is <5% discontinue treatment with Qsymia.
Refer to Full Prescribing Information for tapering Qsymia 15 mg/92 mg gradually and suggested follow-
ups.

2Pills not shown as actual size.

Qsymia [package insert]. Campbell, CA: VIVUS, Inc; 2017.

Phentermine suppresses Topiramate ER suppresses appetite
appetite and enhances satiety”

& ==-=-=Hunger'?
3
g ===~ Cravings®
£
- = Phentermine’
’ - ’ - = . .
S \ :____f‘._, ~ 22 T opiramate ER

T-rTrrrrrrrrrrrrrr—
7 8 9 10 1112 1 2 8 4 5 6 7 8 9 10 11 12

FA|O]of : HE{flof
A= %80| &

2Hypothetical representation of hunger and cravings is not representative of all patients.

1. Hill AJ etal. Appetite. 199117(3):187-197. 2. Stubbs RJ et al. Physiol Behav. 2001,72(4)615-619. 3. Pelchat ML. Appetite. 1997;28(2)
103-113. 4. Isaksson H et al. Food Nutr Res. 2008;52. 5. Hill AJ. Proc Nutr Soc. 2007,66(2):277-285. 6. Hill AJ, Heaton-Brown L.

J Psychosom Res. 1994;38(8) 801-814. 7. Phen/Top ER [prescribing information]. Mountain View, CA: VIVUS, Inc; 2014.
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ARTICLES nature publishing group
INTERVENTION AND PREVENTION Open

Controlled-Release Phentermine/Topiramate
in Severely Obese Adults: A Randomized
Controlled Trial (EQUIP)

David B.
Michael L. Scl

iam Timo!

56 F

BMI > 35 kg/m2 ZtX}

Placebo (n = 514), PHEN/TPM CR 3.75/23 mg (n = 241)
PHEN/TPM CR 15/92 mg (n = 512)

* Primary endpoint : 31 ZF A| 5%, 10%, 15% X5 Z A%t H&

Ref. Controlled-Release Phentermine/Topiramate in Severely Obese adults: a Randomized Controlled Trial (EQUIP), 2012

~“CONQUER

Effects of low-dose, controlled-release, phentermine plus @ S
topiramate combination on weight and associated

comorbidities in overweight and obese adults (CONQUER):
arandomised, placebo-controlled, phase 3 trial

Kishore M Gadde, David B Allison, Danna H Ryan, Craig A Peterson, Barbara Troupin, Michael L Schwiers, Wesley W Day

* 34k M, 56F (randomised, double-blind, placebo controlled study)
* BMI of 27-45 kg/m? and 27[0| & SHF A=t
(DY O| X EES, S, EFH|TH
* Once daily, Placebo vs. phentermine 7-5/topiramate 46 mg vs.
phentermine 15/topiramate 92 mg
O &R Xt2,487F, O|= L 9371 7] &
*Primary endpoint : S H3E, &4 5% 0|4 HF 2440 4352 & X} HlE

Ref. Effects of low-dose, controlled-rel ; plus topi ination on weight and i idities in overweight and obese adults (CONQUER), 2011
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Two-year sustained weight loss and metabolic benefits with
controlled-release phentermine/topiramate in obese and overweight

adults (SEQUEL]: 3a randomized, placebo-controlled, phase 3

HE2TE AAUT WL &
jiga)

t& 4 (BP. HbAlc, chol IZ S, DM 24 ¢,

SRE0| 56-108F 0= 24)

6769 extension study
Figie 3 Mid Dose TopDose
.- Placebo PHEN/TPM CR 7.5/46 PHEN/TPM CR 15/92 Favors Phen/TopER  Favors Placebo  Favors Phen/TopER Favors Placebol
3 11 tolc BP +
2\, o ELL UL PrEERET Systolic =
= T DELL 1 S
g It iirriTriiiLlg Diastolic BP -+ -
2 T
= 1Ly hsCRP -+ +
S g HT 1 s
§_.0 *EHITTTTT'TTTTTTITT”HH i N *
ol BRI et o - +
& L Y . -
<l i rrrrrrrrrl Trighycerides == -+
e S e S S T e S AT —+ +
Wedmoo oo RRNSoIINBBIENRRIENSETEY
o 0 Waistcircumference & +
PeTRM CRTsAsn 153 k4 4 kg o158 e
PrENToM R 1550 298 - - i — HoAfe -+
Fasting glucose ] -+
Mean (95% confidence interval [CI]) percentage weight loss from baseline to Fisllllg inslllill e -
week 108 from SEQUEL trial, LOCF: last observation carried forward, LS: least- HOULR o,
squares, PHEN/TPM CR: lled-rels il i
[Reprinted from "Two-year sustained weight loss and metabolic benefits with A (0B204) S
lled-rels i in obese and adults
(SEQUEL): a randomized, placebo-controlled, phase 3 extension study”, by IWQOL total -+ +
Garvey WT, Ryan DH, Look M, Gadde KM, Allison DB, Peterson CA, et al., 2012, r T 1
Am J Clin Nutr, 95, pp.207-308. Copyright 2012 by the American Society for | 45 0 05 4 05 0 05
Nutrition. Reprinted with permission]. S S - e
f F

“~ Adverse Reactions Reported in 2% of Patients and More
Frequently Than With Placebo (Year 1—Overall Study Population)

System Organ Class
Preferred Term

Nervous System Disorders

Placebo
(n=1561), %

(n=220))%

Qsymia
15/ mg/92 mg
(n=1580), 7%

Paraesthesia 1) 4.2 {857 {L9:9;

Headache 9.3 104 7.0 10.6

Dizziness 3.4 219; 7172 8.6

Dysgeusia (0| ZtZto} 1kl 13 7.4 9.4
Psychiatric Disorders

Insomnia 4.7 5.0 5.8 9.4

Depression 2.2 8IS 238 43

Anxiety 1.9 2.9 18 4.1
Gastrointestinal Disorders

Constipation 6.1 7 151 16.1

Dry mouth 2.8 6.7 {315 (L9}

Nausea 4.4 58 36 7.2

Diarrhea 4.9 5.0 6.4 5.6
General Disorders and Administration Site Conditions

Fatigue 4.3 5.0 4.4 519,
Eye Disorders

Vision blurred 815 6.3 4.0 5.4

)

The most common adverse reactions to Qsymia include paraesthesia,
dizziness, dysgeusia, insomnia, constipation, and dry mouth
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= Ry 1 [ =
= 7|9 od e
CONTRAINDICATIONS SAFETY

+ Psychiatric AEs, cognitive AEs

Pregnancy(fetal toxicity - oral clefts)
+ No suicidality signal in Phen/Top ER vs placebo

+ Glaucoma . :
+ Increased heart-rate outlier patients showed

+ Hyperthyroidism concomitant decreases in blood pressure and rate
pressure product

+ MAOIs 14 O|LYf At X X .
» There was no increase in MACE composite hazard

eIk, 184| Ojg9h AlE2kA =&t shx}, ratios compared to placebo

uncontrolled HTN, HSW & Qt A4S L

Liraglutide(Saxenda)

Saxenda

liraglutide injection
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Summary of Saxenda®

Product: Saxenda® (liraglutide 3.0 mg)
[Glucagon-like peptide-1 receptor agonist] (approved in 21st July 2017)

Indication: Treatment of obesity (>18yrs old)

(29.92> BMI=>27 with comorbidities* or BMI>30)

Form: 6mg/mL in 3mL pre-filled pen (FlexTouch®)

Administration: Any time once daily (min. 12hrs interval)
Initiate with 0.6mg daily
Weekly increase 0.6mg till reaching 3.0mg

QQQO

Saxenda® product information submitted to MFDS, 2016

" Metabolic effects of GLP-1

Appetite? Glucose regulation?
. (Glucose-dependent)
f Satiety . ]
f Insulin secretion
# Fuliness ¥ Glucagon secretion
. Hunger

¥ Prospective food Gastric effects34

consumption

{ Energy intake { Gastric acid

¥ Gastric emptying
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Homeostatic and hedonic regulation of
appetite

Arcuate Nucleus

Appetite ‘
®

t*

Arcuate

POMC/CART
Nucleus

AgRP/NPY

Liraglutide

Secher et al. J Clin Invest 2014:124:4473-88: van Can et al. Int J Obes (Lond) 2014:38:784-93

E Ph;se 3a clinical trial

SCALE Obesity and Prediabetes (1839)’

Liraglutide 3.0 mg
n=2487

Weight management &
delayed onset of diabetes

SCALE Maintenance (1923)3

Liraglutide 3.0 mg
n=212

Prevention of
weight regain

L

SCALE Diabetes (1922)?

Liraglutide 3.0 mg
n=423

Weight management in
type 2 diabetes

Liraglutide 1.8 mg
n=211

Placebo

n=212

*SCALE, Sleep apnoea 3970 trial BMI =30 kg/m? plus co-morbidities;
BMI, body mass index; OSA, obstructive sleep apnoea; SCALE, Satiety and Clinical Adipo

SCALE Sleep Apnoea (3970)*

Liraglutide 3.0 mg
n=180

Effect of liraglutide in
subjects with obesity and
moderate to severe OSA

sity — Liraglutide Evidence in individuals with and without diabetes

1. Pi-Sunyer et al. N Engl J Med 2015;373:11-22; 2. Davies et al. JAMA 2015;314:687-99; 3. Wadden et al. Int J Obes (Lond) 2013;37:1443-51;

4. Blackman et al. Int J Obes (Lond). 2016;40:1310-9
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Mean baseline weight: 106 kg

| jraglutide 3.0 mg

~ Change in body weight (%

m— Placebo

Observed mean LOCF @  Observed mean LOCF

-2.6%

Change in weight (%)

-3.5%

Change in waist
circumference (cm)
Baseline 106.2 cm

£<0.0001

-8.0%

-9.2%

T T T T T T T T T T

28 32 36 40 52 56
Week

FAS, fasting visit data only. Line graphs are observed means (+SE). Statistical analysis is ANCOVA.
FAS, full analysis set; LOCF, last observation carried forward; SE, standard error

Pi-Sunyer et al. Diabetologia 2014;57(Suppl. 1): Abstract 73-OR

=

Adverse effects

———

Table 3. Adverse Events and Sericus Adverse Events.«

infection

Dizziness

Back pain

Injecticn-site hematoma
Serious adverse events in =0.29 of patients
Choletithiasis
Cholecystitis acute
Ostecarthritis
Intervertebeal gisc protrusion
Pancreatitis acutet
Cholecysttis
Breast cancer
Back pain
Usterine leiommy oms
Cethulitis
Gasroesophagesl reflux disease
Bronchitis
Biadder profapse
CThest pain

Liragiutide (N =2481) Pracebo (N=1242)

Event Rate per Event Rate per

Mo, of 100 Exposure Mo of 100 Exposure.
Patients (36)  MNo. of Events ar Patients (96) MNo. of Events ars
1992 (80.3) 7191 3218 Ta6 (63.3) 2068 1937
997 (40.2) 1429 3.9 183 (1247 223 zo.e
s1s (20.9) F5a 33.7 115 (9.3) 142 13.3
495 (20.0) s93 26.5 108 (8.7} 121 113
«04 (163} sz 26.7 s2 (a.1) &2 s.=
236 (9.5} zz2 1z.6 39 (3.13 aa a1
141 (5.7} i7a a7 43 (3.5) a9 as
130 (5.2 163 3 43 (3.5) s3 s.0
«z7 (17.2) s=e 262 234 (1= 8) 302 2z3
213 (s.6) za7 111 122 (o83 120 140
12 (5.2) 142 6.3 73 (5.9) os =0
1ea (S =) o 7.6 66 (533 sa 7.9
327 (13.2) 241 197 154 (12.4) 220 zoe
167 (673 zo3 o1 60 a.8) &5 61
267 (10.8) za3 12.7 38 (3.1) 39 37
171 6.9 210 o 105 (8.5) 121 113
125 (5.0} 133 eo 71 (5.7 s0 7.5
185 (753 203 o1 &5 (523 7z &7
142 (5.7} 154 69 93 (7.5) 101 o5
154 (6.2) 104 =7 62 (5.03 ES 7.0
20 (o) zo0 o9 s (o2 s os
12 0.5 12 os o o oo
& o2y > o3 © o oo
s @2 s oz 1 o1) 2 o1
4 oz a oz © ° oo
4 o2 a oz © o oo
4 o2 a oz 1 o1 1 ox
z z <01 2z @23 2 oz
1 2 —0.a 2 @23 2 oz
1 1 -0 3 (o2 3 o3
o oo 2 o2 2 oz
o o oo 2 ©.2) 2 oz
o o oo 2 o2 2 oz
o o oo 3 @2 3 o3

se events and serious adv

pancreatitis. >

Serious Dy the imvestigator but was

s =
Crazsified as rmild sccording
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"~ Proportion of individuals with nausea

Dose S0 img
escalation Siima
I e — Liraglutide 3.0 mg —— Placebo
mo
30 1 0.6 mg
Proportion of patients reporting nausea at:
25 Week 4: 24.7% (liraglutide) vs. 5.4% (placebo)
Week 8: 14.7% (liraglutide) vs. 3.2% (placebo)

— Week 56: 5.5% (liraglutide) vs. 1.7% (placebo)
® 20 A
0
S 15
©
=
o 10 4
L=

5 -

0 T

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56
Week

Safety analysis set

Pi-Sunyer et al. N Eng/ J Med 2015:373:11-22

//
Summary of SAXENDA® —

Qo h
4 SCALE clinical trials including ‘ Strong weight loss efficacy—
5358 patients' J 9.2% v BWF
imoroved sooa aueseo 1) (85 252 o O Se
level, BP & comorbidities® J Seath?

1. Saxenda® [summary of product characteristics]. Bagsvard, Denmark: Novo Nordisk A/S: Mar-2015.
2. Pi-Sunyer et al. Int J Obes (Lond). 2013;37(11):1443-1451. 3. Marso SP et al. N Engl J Med 2016.
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Naltrexone & Bu ion:_Synergistic P aco
Aoﬁa(r Weight II_:oss

Phase 2b Completers’ Weight Loss at 24 Weeks

0% T
1%
2 2%
3
g 3.1%
=-9. (o]
O 4% |
[}
; 5% -
o
=
Q 6%
S
2 7% |
-7.1%
8% -
Placebo Naltrexone 48 mg IR Bupropion 400 mg SR Naltrexone + bupropion
(N=60) (N=33) (N=44) (N=45)
. Indicated for Indicated
the treatment for the
of alcohol treatment of
and opioid depression
dependence and
Data are for completer population. IR=immediate release; i
SR=sustained release. SmOKIng
1. Greenway FL, et al. J Clin Endocrinol Metab. 2009;94:4898-4906. Cessation
PROPERTY OF OREXIGEN THERAPEUTICS INC. PROPRIETARY AND NONTRANSFERABLE. NOT FOR FURTHER DISSEMINATION. © 2015 Orexigen Ti Inc.

Reward Pathways

\---

Nucleus Accumbens

Prefrontal Cortex /,'
(decision making and behuvicQ’z’
02
'
S0
Z Nezta

Hypothalamus
MezBFHR)

Ventral Tegmental Area
(contains dopamine neurons)
-

................ -7
7 POMC X7t 8l
(8 -endorphin)
Bupropion = [MOP-R antagonist)
(POMC Xt3)
Energy Balance
Regulation
X = “NASH YN
© Buproplon®.2 MES7H ANE Egrif_l oI POMC %t3, a-MSH7t r\ég; &l Nao
® Nalirexone® | 2120/ ZgH B-endorphinel %‘f—x:l POMC Rt7HA 8 Pongﬂ@ A8o4H
o &
POMC: P i in, @ -MSH: a - lating hormone, MC4-R: Melanocortin 4 receptor, MOP-R: mu-opioid receptor
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¥» Indication

- MESX 2 25 kg/m2 0] &2 AR, E2 23 kg/m2 0| 4012 A 190 0148

HIH 2@ SES(NEY, S Y OAXEESOIL +=HRSES)0| Stta
Bt X

> 8%, 84

= 1 Tablet : 8 mg naltrexone/ 90mg bupropion (2 tablets twice daily).

Week 1 o

Week 2 o o
Week 3 o o o
Week 4 and onwards o o o o

» SIE: nausea, constipation, headache, vomiting, dizziness,
insomnia, dry mouth and diarrhea

» Responsiveness; weight loss > 5% during 12 weeks

Naltrexone/Bupropion ER [prescribing information]. Deerfield, IL: Takeda Pharmaceuticals America, Inc.; 2014.

Clinical trials

COR-I COR-lI COR-BMOD COR-Diabetes
(n=1742) (n = 1496) (n=793) (n = 505)

Study Design 56-week, placebo-controlled, including 4-week dose escalation*

BMI = 27 and
Population BMI = 30 and < 45 kg/m? < 45 kg/m?
BMI = 27 and = 45 kg/m? (with co-morbidities) Ty;e 2 e

Diet and Diet and exercise counseling Intensive Diet and exercise
Exercise BMOD counsel
D d

aeeetl NE16, NB32
(active:placebo)

Randomization

Co-Primary Percentage chang
Endpoints Proportion of patients

* For COR-II, full dose was reached by the start of week 5
T With exploration of NB48 in NB32 non-responders

1. Greenway FL, et al. Lancet. 2010;376:595-605. 2. Apovian CM, et al. Obesity. 2013;21:935-943. 8. Wadden TA, et al. Obesity. 2011:19:110-120 4 . Hollander
P, et al. Diabetes Care. 2013;36:4022-4029.
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Eating behavior0j| Cish-@ZEZIM "o

>EECEE gAHAS 7 R/ 2T, £5] 4 EH(Craving Control) {2|X 7|

=

CoEQ Zx} Less More

How hungry have you felt?

W Wl Paceo
How full have you felt?

How strong was your dasire

to eat sweet foods?

How strong was your desire to eat
‘tasty foods that are not sweet?
How happy have you felt?

How anxious have you felt?

How alert have you felt?

How contented have you felt?

2 9 During the last 7 days how often have - — & & o
ol oo Cavngs? > E35, ofh 2etol A Yok oyl SolFel Mo BEE.

£ 10 How strong have any

food cravings been?
g% Howuvfﬁcnllnasllbeenw[ws_sl .
a cravings _ 249 o b o o
How often have you eaten in e = = ?
response to food cravings? = . X| o o Alo ObLF XF= AIELO] SloiLt R ?
Chocolate or chocolate 'l'—'? 9: Xtk 7¢d %_l_": UL HotLt XtFE A ROl QULEA?
3 ‘lavored foods? - 29 10: YOtLE HEHAl AlErO| QLER?
2 Other sweet foods? SS9 11 4G ACIS 20| €otLt o2 SLIR?
1) e -2Y 19 UEtFo =2 FAo HA 2 Moist= Zol YotLt A LR ?
58 Dairy foods? S—
55
z starch foods? _
= Tasty foods that are not sweet? Craving Control &

£ 19 Generally, how difficuit has it been to...
control your eating?
How difficult has it been to resist eating
during the past 7 days?

15 10 s
/s COEQ (mm)

o s

*p<0.05 vs. placebo, *+p(0.01 vs. placebo, #=+P(0.001 vs. placebo.
*CoEQ: 21 8%, 47X £ HE 2 3 4. (Craving Control: £ 9, 10, 11, 12, 19/ Positive Mood: 2% 5, 6, 7, 8/ Craving for Sweet: £ 3,13, 14, 15/ Craving for Savoury: £ 4, 16, 17, 18]
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1. Fujicka K et al., Presented at the American Diabetes Association (ADA) 73rd Scientific Sessions, June 21-25, 2013; . 2. M Dalton et al., Inf J Obes 2017:41(8):1232-6.
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Placebo Naltrexone  Naltrexone Safety endpoints#

(n=569) 16 mgplus  32mgplus .
rmeren  Grcaen Systolic blood pressure (LOCF; mm Hg)

(n=569) (n=573) Baseline 119.0(9-8) 1193 (9.9) 119.0 (9-8)
Adverseevents Change -2:1(0-4) 02 (0-4)T -0-4 (0-4)f
Partic it 390 (68:5%) 455 (80.0%) 476 (83-1%)T
:'; ;m:::‘::( N S o) o) Systolic blood pressure (observed; mm Hg)
Nausea 230(53%) 100 (27.2)t 171 (20.8%)t Baseline 1197 (97) 119.5 (9-9) 118.9(95)
Headache 53(93%)  91(16.0%)f 79 (13-8%)t change -28(05) ~0.4(05)t -1.6(05)
Constipation 32 (5-6%) 90 (15.8%)1 90 (157%)T
Upper respiratorytract 64 (112%) 40 (8-6%) 57 (9-9%) Diastolic blood pressure (LOCF; mm Hg)
infection Baseline 773(67)  766(72) 771(7°2)
Dizziness 15(2-6%) 44 (7.7%)t 54 (9-4%)t c 1.0(0 0.0(0 01(0
Insomnia 20(51%)  36(63%) 43 (7-5%) nange -10(03)  -00(03)t  -01(03t
Vomiting 14(25%)  36(63%)f  56(9-8%)F Diastolic blood pressure (observed; mm Hg)
Sinusitis 34(6:0%) 34 (6-0%) 30(5-2%) Baseline 775(67) 762 (7-4) 771(7:2)
Dry mouth 11(19%)  42(74%)F 43 (7-5%)
Nasopharyngitis 31(5-4%) 32 (5-6%) 29 (5:1%) Change -1-4(04) -05(04) =0-5(0:4)
Diarrhoea 28 (4-9%) 31(54%) 26 (4.5%) Pulse rate (LOCF; beats per min)
Hot flush 7 (12%) 13(23%) 30 (5:2%)F Baseline 718 (80) 714(87) 72:0(87)
Participants reporting 62(10-9%)  76(12-4%) 85 (14-8%) e : ' 4 i i
any psychiatricadverse Change 0-1(0-3) 15(0-3)t 1.0(0-3)f
event Pulse rate (observed; beats per min)
tnsomnia i s e Baseline 716(7.0)  711(86)  724(8:6)
Anxiety 12(21%) 12 (21%) 9(1-6%)
Depression 6(11%) 9 (1.6%) 3(05%) Change -1.0(0-4) 11(0-4)t 0-4 (0-4)t

Effect of naltrexone plus bupropion on weight loss in overweight and obese adults (COR-I) a multicentre, randomised, double-blind, placebo-controlled, phase
3 trial Frank L Greenway etc, Lancet 2010; 376: 595-605
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/C/fntraindications

Uncontrolled hypertension
« Seizure disorder or a history of seizures

+ Use of other bupropion-containing products (including, but not limited to, Wellbutrin,
Wellbutrin SR, Wellbutrin XL, and Aplenzin)

 Bulimia or anorexia nervosa, which increase the risk for seizures

Chronic opioid or opiate agonist or partial agonists use, or acute opiate withdrawal

Patients undergoing an abrupt discontinuation of alcohol, benzodiazepines, barbiturates,
and antiepileptic drugs

+ Concomitant administration of monoamine oxidase inhibitors (MAOI)
— Atleast 14 days should elapse between discontinuation of MAOI and initiation of treatment with
naltrexone/bupropion

+ Known allergy to bupropion, naltrexone or any other component of Contrave
— Anaphylactoid/anaphylactic reactions and Stevens-Johnson syndrome have been reported with

bupropion
* Pregnancy
1. Contrave [prescribing information]. Deerfield, IL: Takeda Pharmaceuticals America, Inc.; 2014.
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Figura 4. SUCRAs for Weight Loss and Adverse Event Outcomes Phentermine/topiramate ER e
(Gadde etal. 2011)
L0 Phentermine .
@ Flacabo (hrome et 2017 | MM
0.8 3.2 kg Naltrexone SR/bupropion SR .
Eg_ i (Greenwayetal. 2010 Maximum dose for 56 weeks
=5
Liraglutide (Saxenda [liraglutide]
+
?.f 064 . package insert 2014) Slolrsiet
£ \E Orlistat 8.8 kg
I 2.6 kg Frartarming- Lorcaserin —
st
‘Sﬁ = 5.0 kg = (Smithetal 2010) 10mg twice daily for 1 year
5 % NC'I:%T:' o Orlistat |'120mg thrice daily
o " " 5.8 kg (Aronne et al. 2013) | fordyear
7 0 *  ARanes e RAasaaseay
Liraglutids /) 4 6 8
% estimated weight loss (drug minus placebo)
: \‘3 OII Dfd ﬂtﬁ ETE 'AIC
SUCRA Probability of Being Highest Fiqure 2 | Efficacy of anti-obesity drugs. The percentage estimated weight loss (drug
Ranked in Achieving 23% Weight Loss minus placebo) for the six currently available anti-obesity drugsis depicted. ER,

extended release; SR, sustained release.

JAMA. 2016 June 14 ;315(22):2424-2434
Srivastava G, Apovian CM. Current pharmacotherapy for obesity. Nat Rev Endocrinol. 2018 Jan;14(1):12-24
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