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Updates on pharmacotherapy of obesity
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Department of Family Medicine, Inje University Seoul-Paik Hospital, Seoul, Korea
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Mean Weight Loss at Year 1
(2-Year European XENICAL Trial )

% Change
From Initial Weight +

Placebo

XENICAL 120 mg

Diet tid + Diet
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ITT population.
Sjostrém L, et al. Lancet. 1998;352:167-172.
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P<0.001

Change in LDL-C (%)

Direct Lipid-Lowering Effect
Independent of Weight Loss

~®—  Placebo (n=449)

Phentermine

4 £ : 1™ Z phentermine HCl 37.5mg (phentermine 30mg)

5 7 —8— XENICAL 120 mg (n=589)
0 J Weight loss, p<0.01 asay
Treatment effect, p<0.01 R EX|=(BMD)7t 30kg/m?0| 4t = CHE EQUXHO: 08
5 Y, Yk, IX[ES)7F AE 27kg/m20| 4l 2|Q1d B2t Etxto]|
H 28 88+ U 222 MBS 7228 = NSTTA
0 RO HZXQYOR thZHR F)EQ A8
45 84 8%
Weight loss p<0.01 el 19 13] 17, ofE MH 52 ofH 4 1202t £ 58
20 4 Treatment  p<0.01 2lQl’d HlTtof] HESH igS LiEt= £ 2 JHlotct ot
2
20 =)
" . . . % ehxtol o2t HEs| S (1Y 13] 2 = 1Y 23] ¥23Y)
Gain  05%  510%  10-15%  >15% 28 |Y 71540 8z K2 ¥ 58 I
Weight Loss (%)
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1024 1025 99 Dry mouth 9243 (55.2%) 10 0(0.00) 0
Nausea 21081 7 5(1429) 5
Constipation 5(1351) 5 2(571) 2
abdominal pain 1(270) 1 3(857) 4
Diarrhea 0(000) 0 4(11.49) 5
2 & erigo 8709 0 401149 5
. Headache 4(1081) 4 5(1420) 5
- ] Insomnia susz) (34.5%) ¢ 0(000) 0
: 1 Hypoaclive sexual desire 1(270) 1 0(000) 0
Depression 1(270 1 0(000) 0
“wk o Owk dwk 8wk Tk -k 0wk dwk 8wk 1wk Paipation 2641) 2 0000 o
- —— Fatigue 1(270) 1 0(000) 0
B w3t si2|sa #at Sweating 170 1 0(000) 0
Kang JG, Park CY, Kang JH, Park YW, Park SW. Kang JG, Park CY, Kang JH, Park YW, Park SW.
Diabetes Obes Metab. 2010 Oct;12(10):876-82 Diabetes Obes Metab. 2010 Oct;12(10):876-82
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Effect of Weight Reduction

- Percentage Weight Changes(Weekly)

Clinical Pharmacology and Therapeutics 1961 July 727-732

Belvig?
(Lorcaserin)

(FDA approved, 2012)

» Chemical Structure

* BELVIQ (lorcaserin)
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Clinical trial 1 - BLOOM

Benavioral modification and Lorcaserin
for Overweight and Obesity Management

Multicenter, Placebo-Controlled Trial of
Lorcaserin for Weight Management

N ENGL 1 MED 2010 363/3) - 245-256

Clinical trial 1 - BLOOM

Period 2 years

- year 1 - weight loss,
- year2 - maintenance of weight loss

m Age of 18 to 65 years, total 3,182 patients.

BMI of 30 to 45 or of 27 to 45 with at least 1
coexisting condition (hypertension, dyslipidemia,
cardiovascular disease, impaired glucose tolerance,
or sleep apneal.

Return to the research site 2 and 4 weeks.
Exercise moderately for 30 minutes daily and to
reduce the daily calorie intake to 600 kcal

N ENGL ] MED 2010 36313 - 245-256
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BLOOM — Weight Loss at 1 Year

Lost 5% or more : LIn=47.5%), P(n=20.3%)
Lost 10% or more : L(n=22.6%), P(n=7.7%)

60 B Lorcaserin (N=1538)
P<0.001

M Placebo (N=1499)

Patients (%)

=5% Weight Loss =10% Weight Loss

N ENGL 1 MED 2010 363(3) - 245-256

BLOOM — Weight Loss at 1 Year

Change of body weight : Lorcaserin (5.8kg] [ Placebo (2.2kg) I

100
o Placebo (N=1499)
= o - T
z e
% 96
2 =
E*‘H—&H _E
28 Lorcaserin (N=1538)
] T T T T —
o 8 16 24 3z 40 48 52
Study Week

N ENGL ] MED 2010 363(3) - 245-256
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BLOOM - Body Weight during year 1 and 2 BLOOM - Adverse Events
Lorcaserin in Year 1,
Lorcaserin in Placebo in Year 1 Lorcaserin in Years  Placebo in Year 2 Placebo in Years
Event Year 1 (N=1593) (N=1584) 1and 2 (N=573) (N=283) 1and 2 (N=697)
number of patients (percent)
E Adverse events
E Headache 287 (18.0) 175 (11.0) 41(7.2) 18 (6.4) 30 (43)
50 Upper respiratory infection 235 (14.8) 189 (11.9) 83 (14.5) 31(1L.0) 112 (16.1)
= Nasopharyngitis 213 (13.4) 190 (12.0) 94 (16.4) 39(13.8) 88 (12.6)
'g |—Dizziness 130 (8.2) 60 (3.8) 10(17) 8(238) 17 (2.4)
Nausea 119 (7.5) 85 (5.4) 20 (3.5) 9(32) 29 (4.2)
Blicstai P ey Sinusitis 114 (7.2) 130 (8.2) 49 (3.6) 30 (10.6) 43 (6.9)
o4 . Lc;iiszr;: )I/; yraln plaf:et; in ))/r 2 (N=275) Diarrhea 109 (6.8) 85 (5.4) 34(5.9) 9(32) 30 (43)
Lorcaserin in yr lvand 2 (N=564) Urinary tract infection 106 (6.7) 96 (6.1) 41(7.2) 14 (4.9) 35 (5.0)
0 o é 1‘6 2-4 3-2 4-0 4‘8 SIG 6!4 712 8‘0 8‘8 9‘6 1 64 Constipation 106 (6.7) 64 (4.0) 14 (2.4) 8(28) 11 (1.6)
Study Week
N ENGL ] MED 2010 363(3) - 245-256
N ENGL 1 MED 2010 363(3] : 245-256
Contraindications, Warnings & Precautions(1) ,,......con Contraindications, Warnings & Precautions(2) ,,.....con
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Contravef

Naltrexone SR/Bupropion SR
(FDA approved, 2014)

Naltrexone+Bupropion2| dual action
FEESS
el e
e
aMsH moeR
I )%Mm, ok
— N
el /.
+ Bupropion: ET}FI0| HZ= 4X| > EFI0| o5 POMC B X4 > A|So4H|
* Naltrexone: B-endorphin0f 2|t POMC A}7FX3HE {X| > POMC &4 X|&
> 4|2 (Appetite) o
SOl - Eaii- 24 M3 YS ol Bol, 290 - g4 43 ¥ FH2 2l =of
BupropionZ} Naltrexone2 2k} k|o| H4F30| X8t0l 4F0| o3t FSS42 oH|
> Y&H(Craving) o{|
Pharmacological Research 2014:1-11. 25
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Contrave Obesity Research (COR) design

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

Study Design 56-week, placebo-controlled, including 4-week dose escalation*
Population BMI 2 30 and < 45 kg/m?

BMI 2 27 and < 45 kg/m? (with co-morbidities)
Diet and
Exercise
Dose and
Randomization

(active:placebo)

Co-Primary tage change in weight from baseline
Endpoints Proportion of patients with weight decrease 2 5%

* For COR-I, full dose was reached by the start of week 5
' of NB48 in NB32 e

27

1X R 24: 5% 0| ZEAIE

Body Weight, Proportion of Patients with a 5% Decrease from Baseline to Endpoint by Phase 3 Study
(mITT-LOCF)

801

3 Placebo
= NB16
El NB32

it

04

N= 511471 471 456 825 456 702 193 482 159 265
Wk 28 Wk 56
COR-l COR-IIl COR-BMOD COR-DM

<0001 vs. placebo.

Food and Drug Administration. CONTRAVE®

2% R HSEH MoAL 52/E

Waist Circumference, Change from Baseline to Endpoint by Phase 3 Study (mITT-LOCF)

COR-I COR-Il COR-BMOD  COR-DM
Wk 28 Wk 56

315622 324513 141391 124 208

109 109 109109 109 109 114 116

3 Placebo

3 NBI6

R NB32

*#4p<0.001, **p<0.01 vs.
placebo

7| X{%]: 109~116cm
ZEdteE gio fju] SolMoz SalSHE HaAl.

Food and Drug Administration. CONTRAVE®
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2X 9B M: NS MUALXIR  Z£ Triglyceride

Lipid Parameters, Change from Baseline to Endpoint by Phase 3 Study (mITT-LOCF)

=3 Placebo &= NBl16 @ NB32
Triglycerides
COR-I COR-Il COR-BMOD  COR-DM
WK28  Wks6
308 625 324 519 144 392 135
BL (mg 113 119 113 119 105 112

LS Mean (SE) Cha

*#p<0.001, **p<0.01, *p<0.05 vs. placebo.

7|%%]: 105~166 mg/dL
ZEstEE 9o CjH] SolHoR BE TGE AAAL.

Food and Drug Administration. CONTRAVE®

2% R HSEH UM X" 5 HDL

Lipid Parameters, Change from Baseline to Endpoint by Phase 3 Study (mITT-LOCF)

=3 Placebo &= NBl6 - NB32
HDL
COR-I COR-II COR-BMOD ~ COR-DM

308 625 324 519 148 302 135 222
514514 516 518 553 536 461 462

Ne 3
BL (mg/dL)=
6

2

23
%

++4p<0.001, *p<0.01, *p<0.05 vs. placebo.

7| X|: 46~55 mg/dL
ZEatEE 9oty ooz 2= HDLE S7HIZ.

Food and Drug Administration. CONTRAVE®

Fo{of| 23t o] ¥tS

Treatment-emergent Adverse Events occurring in >5% of the NB32 group

Placebo NB32

(N=1515) (N=2545)
MedDRA Preferred Term 1 (%) n (%)
Patients with any AE 1137 (75.0%) 2221 (87.3%)
Nausea 102 (6.7%) 828 (32.5%)
Constipation 109 (7.2%) 489 (19.2%)
Headache 157 (104%) | 447 (17.6%)
Vomiting 44 (2.9%) 273 (10.7%)
Dizziness 51 (3.4%) 252 (9.9%)
Insomnia 89 (5.9%) 233 (9.2%)
Dry mouth 35 (2.3%) 205 (8.1%)
Diarthoea 79 (5.2%) 180 (7.1%)

oln

S19F C| ZERHER0IA Bl YASE olyHISe 7Y, £8, W, ®I|5, 72

Food and Drug Administration. CONTRAVE®

Saxenda®
Liraglutide

once-daily human GLP-1 analog
(FDA approved, 2014)

Mechanism of Action

+ Saxenda0= glucagon-like peptide-1 (GLP-1) analogue
9l liraglutide2t= 28420 S0 AOJA Cix| S H
9lo| gHstel AZMZO 8510l 48T M3 22S
ZHBHLL.

Dosage and Administration

www.saxenda.com

+ Saxenda®2| AF L SF 3 mgO|Ch AAtet RRSHA 12 F
OFR AjZh Ciol|Lt & 7Hs3tEt
o K B FTEQHSIE 06 mgo 2 A|ZSHM BHE 3 mgof| ZEE ujt

x| oz Setch
o S8 SYX| £ S0 TSt FAreCh

o FALRLlot AZHE 87 =7 8l0| HHHO{E ElCh

12

« pre-filled, multi-dose pen & At23%}H 0.6 mg, 1.2 mg, 1.8 mg, 2.4
mg & 3 mg & FAFE = QUCh(6EMg/mL, 3 mL).
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vbeg:a‘na%%agges in body weight and waist circumference from randomization to Contraindications & Use in SDeCIfIC P0|U|ati0ns,,msm,,m,,,,,

* Medullary thyroid carcinomalt Multiple Endocrine

WEIGHT (kg) WAIST (cm)

M Placebo : =
vear 1 Yearz  Yeart Yearz  mogem Neoplasia syndrome type 29| 1t =0|Lt 7t55.
0.0
b [ Liraglutide 1.2 mg

= [ Liraglutide 1.8 mg . - g
& 20 I Liraglutdo 2.4 mg « LiraglutideL} A A =0 CHst nfRIELS.
% 30 M Liraglutide 3.0 mg
§ [ Liraglutide 2.4/3.0 mg
g 40 pooled group o QA
B 50
]
£ 60
%20 . SRE S SO EE 4] FH

8.0 7 78 *P<0.001vs.placebo  1P<0.05 vs. orlistal

4 **P<0.0001 $P<0.0001 e
+ O|2I0[: AT Y F2 YO HEYE(X| ot 58 FHE
xl ot
[EN=
Astup A. et al. International Journal of Obesity (2012) 36, 843-854
Warnings & Precautions i el

o UMM C-MZE FZY: medullary thyroid carcinomal| |34 1f 2F4
HELo| S0 Chsh X0 A o ErStet.
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Mechanism of Action

+ Phentermine2 AKX 2 A 23t=
aH sympathomimetic amineO|C}.

Symi
(Phentermine/Topiramate) " Topiramatets A U RHBO| Sl YU OICH

(FDA approved, 2012)
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» Mean (95% CI) percentage weight loss from baseline to week 108

[ m——
LS mean weight loss (%)

Weeks:

PHENTPM CR7.546n: 153 152
PHENTPMCR 15521 295 25

—e— Placebo —m- PHEN/TPM CR 7.5/46

Garvey WT et al. Am J Clin Nutr 2012;95:297-308

4~ PHEN/TPM CR 15/92

Contraindications

hittps://asymia.com/
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