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Mecanismo de Acao Central:

Aumentam a liberacao de Noradrenalina das vesiculas
pré-sinapticas

Noradrenalina - Nucleo lateral do hipotalamo(Diminuia fome) |
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Mecanismo de Acao Periférica:
Acao noradrenérgica: Aumento da lipolise, pela estulacéo dos
receptores Beta-3 adrenérgicos
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Anfepramona e Femproporex- Principal acdo no SNC:
Aumentam a liberacdo de Noradrenalina das vesiculas
pré-sinapticas
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ANOREXIGENOS
Fisiologia da Acao Periférica

Tem acao Periférica
Acao da Noradrenalina

X LPOLISE |

Estimulacao de receptores Beta 3 — i*

Adrenergicos i b
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Mecanismo de Acao Central:
Diminui a Recaptacao Pré-Sinaptica da Noradrenalina
Noradrenalina - Nucleo lateral do hipotalamo(Diminuia fome)

Mecanismo de Acao Periférica:
Acao noradrenérgica: Aumento da lipolise, pela estiulacéo dos
receptores Beta-3 adrenérgicos




ANOREXIGENOS
Fisiologia da Acao Periférica

Tem acao Periférica via Noradrel
Estimulacéo de receptores Be

Adrenérgicos ﬁ
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THE EFFICACY OF LONG-TERM TREATMENT OF OBESITY WITH DIETHYLPROPION
Track ; Late Breaking Clinical Trial
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Diminui a Recaptacéao Pré-Sinaptica da Serotonina, da
noradrenalina e da dopamina- Acao central premoninatemente
serotoninérgica, no nucleo ventro-medial do hipotalao,
aumentando a saciedade
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Mecanismo de Acao Periférica:
Acao noradrenérgica: Aumento da lipolise, pela estiulacéo dos

receptores Beta-3 adrenergicos
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Subjects (%)
Adverse Effect Placebo Sibutr
Dry mouth 4.2 7.
Constipation 6.0
Insomnia 4.5
Dizziness 3.4
Hypertension 0.9
Tachycardia 0.6
Palpitation 0.8

Meridia Package Insert, 1997.
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MECANISMO DE A CAO

Inibem a Recaptacao Pré-Sinaptica da Serotonina
Aumentando a Serotonina disponivel na fenda
sinaptica

A Serotonina estimula o Nucleo Ventro-Medial do
Hip6talamo (Nucleo da Saciedade)-SACIETOGENO
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) Dopamina

@ Noradrenalina

Center for Human Nutrition Washington University of St Louis St. Louis, MO
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Mecanismo de Acao :Modulag¢éo negativa de L
Receptores do Acido Gama-Amino Butirico - 1 Ingesta |

Indicacéo : Binge-Eating e Episodios de Compulsao Alimentar

Cuidado com Litiase renall,
mesmo em pacientes em pacientes sem historia prévia

LW
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Lorcaserin

Lorcaserin for Weight Management

Cur most advanced drug candidate, lorcaserin, is forweight management, including weight loss and
maintenance of weight loss In December 2009, after completing a pivotal Phase 3 clinical trial program, we
submitted a Mew Drug Application, or WOA, for lorcaserin to the FOA. The MDA submission is based on a data
package from larcaserin's clinical development program that includes 18 clinical trials totaling 8,576 patients. In
February 2010, the FOA accepted our lercaserin MOA for filing and assigned a Prescription Crug User Fee Act, or
POUFA, date of October 22, 2010, for the review of our application.

The lorcaserin Phase 3 pivotal program consists of the BLOOM (Behavicral modification and Lorcaserin for
Cverweight and Obesity Management) and BLOSS0M (Behavioral modification and LOrcaserin Secand Study for

Chesity Management) trials, which evaluated 7,190 patients for up to two years. In addition to the pivotal program,

we are evaluating the safety and efficacy of lorcaserin for weight managementin obese and ocverweight patients
with type 2 diabetes in our Phase 3 BLOOM-DM (Behavioral modification and Larcaserin for Overweight and
Chesity Management in Diabetes Mellitus) trial. We plan to file the results of BLOOM-OM as a supplement to the
MDA

The pivotal program showed that lorcaserin consistently produced statistically significant weight loss with
excellent tolerability. The BLOOM and BLOSS0M resulis were comparable, and demaonstrated the following key
lorcaserin effects after one year of treatment:
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, J-L 2*9 61,: 2*9 J1, *9,;: 6- ;1D-9,34*
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+* 2*/0* 1.61J168,;=
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8 -/086* 6- 29*], 6- +*.+-10*: +*.+:8I6*
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