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Prevalence of Overweight (BMI 2 25)
by Gender and Ethnicity (Age = 20 Years)

Men Women

76.6 77.3

821
77.3 74.4
= 61.3 ' '

Whita Black Hispanic White Black Hispanic
Men Men Men Women Women Women

Crata from Flegal K, et al. JAMA. 2012307 (5481487
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Prevalencia de sobrepeso en USA por sexo
y etnia

Blancos Negros Hispanos Blancas  Negras Hispanas
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Medical Complications of Obesity

Pulmonary disease
Cbstructive sleep apnea L o Y
Hypovantitation syndrome Cataracts

Nn‘nalﬂﬂhnﬂn fatty liver % —— Cardiovascular disease
Stestosis—————— - = Diabet
steatohepattis 1 iabetes
Cirrhosis g iy i Dyslipidemia
Hypertension

Gallbladder disease -~ )
“Severe pancreatitis

Gynecologic abnormalities | T Cancer risk
Abnormal mansas Breasl, ularus, canvix

Infertility = PCOS Colon, esophagus, pancreas
Kidne

Osteocarthritis

Gout —

Sdhvar Spang, MDD, Th Obaaity Sochaby
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Relative Risk of Death in Relation to BMI
Among Men and Women-NIH AARP Study
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20 25 30 35 40 45
BMI at 50 Years of Age BMI at 50 Years of Age

N = 54,925; 4079 deaths N = 56,156; 2867 deaths

Adapted from Adams K, el al. N Engl J Mad 2008, 355(8):763-7T8
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NEJM 2006, ADAMS

A All Men (N=313,047; 42,173 deaths) B Men According to Age (N=313,047; 42,173 deaths)
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A All Women (N=214,218; 19,144 deaths) B All Wormen According to Age (N=214,21%; 19,144 deaths)
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Outline

Obesity produces risks of disease
Environmental factors in obesity

Genetic factors in obesity

Eating habits affect obesity

Energy expenditure

Multi-hormonal/neural control of body weight
Gut signals affect feeding

Gut microbiome and obesity

Summary — weight loss improves risks
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Estudio PREDIMED:

(N Engl J Med 2013)

A Primary End Point (acute myocardial infarction, stroke, or death from cardiovascular causes)

1.0- )
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Distribucion suavizada del IMC en hombres y mujeres
de entre 40 y 59 anos en 1999-2000 y 2007-2008
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Riesgo relativo de muerte en relacién al indice de Masa Corporal
(BMI) entre hombres y mujeres en el estudio NIH AARP
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Proporcion de la prevalencia de enfermedad
atribuible a obesidad

s (rzow I, -
mellitus (T2DM)
Gallbladder disease 30%
Hypertension 17%
Cardiovascular disease 17%
Osteoarthritis 14%

Breast cancer 11%

Uterine cancer 11%

Colon cancer 1%

10 20 30 40 50 60
Disease Prevalence Attributable to Obesity (%)
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 Durante la fase aguda de pérdida de peso (balance energético
negativo)
— Fuerte beneficio sobre el control glucémico
— Reduccion de LDL, HDL, TG y tensidn arterial

e Durante la fase de estabilizacion del peso

— Beneficios sobre los factores de riesgo
* Fuerte beneficio sobre el control glucémico
e Aumento de HDL y reduccién de TGy TA
— Mejoria de las comorbilidades
* Prevencion-reversibilidad de la DMT2 ?
* Mejoria de las apneas nocturnas
* Mejoria de la calidad de vida

— ¢Reduccion de la mortalidad?
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g 10 12 14 16
No, at Hisk Years

Surgery 2010 2001 1987 1821 1590 1260 760 422 169
Contral 2037 2027 2016 1842 1455 1174 749 422 156

Bases fisiopatoldgicas del tratamiento de la obesidad .Q:H'ﬂl!gﬁn:? w

Hernindez




La obesidad esta causada por un balance energético
positivo mantenido largo tiempo
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* Yo no como tanto para engordar lo que engordoij

* Mimetabolismo tiene que ser muy lento jj

e Seguro que son “mis tiroides” ij
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Relacion entre gasto energético basal y masa libre de
grasa

& Lean females
& Obese females
A Lean males

A Obesa males
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REE=Reasting energy expenditure. Fat-Free Mass (kg)

Owen OE. Mayo Clin Proc 1988;63:503-10
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3000

. L aan -IEH-.-1I=.E1 I-;;gll'l-n:-_']_
M Obese (BMI=38 kg/m*)

2000

1000

Enzrgy Expend ture (keal/d)

Resting Energy lotal Energy
Expenditure Fxpenditura

Ravussin E et al. Am J Clin Nutr. 1982;35:566-73
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So this clearly shows that a defect in
thermogenesis is unlikely to be responsible for
developing obesity in our society, or it's not a
major contributor to development of obesity.
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Discrepancia entre la ingesta referida y real y el gasto
energético

Energy Intake Energy Expenditure of
* Physical Activity
2000
1500
1000
500

0

- PR——— Reported  Actual Reported  Actual

Lichtman SW et al N Engl ) Med. 1992;327(27):1893-8.
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Ejemplo de un dia de mi vida

16

Flujo energetico
14 (Kcal.min -1

12
10

Aikido

o N B O ©®©

123456 7 8 9101112131415161718192021222324

hora
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Promedio de cambios en el peso con la edad

NHANES - National
Health and Nutrition
Examination Survey

Body weight (kg)

13.6 kg increase between age 25 and 55 years

Flagal KM et al. Int J Obes Relat Metab Disord 2000;24:807-18
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Satiation

Meal initiation Meal termination

Satiety
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Regulacion de la ingesta alimentaria: senales de
saciedad y sefales procedentes del tejido adiposo

Regulacion a corto plazo del balance energético

" . Regulacion a largo plazo
Senales de plenitud

del balance energético
Senales de adiposidad

Ghrolin

Leptin
GHRP .
NMEBE Amylin

Vagal afferents Enterostatin
Glucagon

Insulin
PP

l.'l -’
APO A-IV 4 GLP-1
Vagal afferants Dxyntomodulin

PYY

CLP-1 1 -
Oxyntomodulin ' 5 % Nutrients:
Py Glucose
Amino Acids
Fatty Acids

Bases fisiopatoldgicas del tratamiento de la obesidad

Amylin

Inaulin
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Leptin
Angiotensin-ll
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“Teminal' signals

Serotonin
Morzpinephrine
Dopaming
Glutamate
GABA

SHT ;¢
Endoecannabinoids

Fat mass

-

Woods S. J Clin Endocrinol Metab, 2008, 93(11):537-S50
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Memory
Adiposity Signals Time of Day Satiation Signals

Hedonics
Social Situation

Nutrients

> Hindbrain

4 o
¥
L

Hypothalamus @)

Pituitary / \

Blood Glucose

Food Intake

Woods S. J Clin Endocrinol Metab, 2008, 93(11):S37-S50
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La sensacion de recompensa gana a la sensacion de saciedad: inter-
regulacion entre los circuitos hipotalamicos y corticolimbicos

Restricive Environment Modsrm Environmeat

dvailanibity

of Muisants
{4l W

4'-_'-'1|=:r'|:| H. &l al. ind J Obes. 2005 13 58-513
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Modulating Factors

Liking (palatability)
Wanting (reward, addiction)
Emotions

Circadian rhythms
Executive Function (fronfal cortex)

Peripheral Organs

o —

Gl Tract

* Adipoze
A Adrenals

.0 univErsiTRS
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Nucleo Paraventricular Hipotalamo Lateral

(Centro de la saciedad) (Centro de la alimentacion)
Regula la secrecion de hormonas MCH / Orexinas
pituitarias y la funcion automatica

Anorexigenas — [saga Orexigenas

POMC / CART R GABA AGRP/NPY

" Neuronas Nucleo Arcuado Neuronas

\ia Central de las
Melanocortinas
(Respuesta anorexigena)
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4 3 # A (" L

Ingesta de E> Peso corporal <: Gasto

alimentos estable energeético
\_ v . J o ,
4 N £ N £ :
Sistema de Sistema de 12Mitcatﬁ?ggangsblggah
regulacion a corto regulacion 3. Termogeénesis
lazo del apetito a largo plazo adaptativa
kp P F & JOPp y EJ. Tejido graso pardy
( Factoresde ) ( Factores de )
saciedad adiposidad
Ej. Péptidos Ej. Leptina e
Qastrointestinaleg L Insulina
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Regulacion del peso corporal y del apetito / Vdsquez-Machado M y Ulate-Montero G

Deficiencia de Exceso de
nutrientes nutrientes

Balance
energético
positivo

U V%

Vs O
= Produccion,

Tlngesta de Anorexia estimulacion
alimentos =] Inhibicion

Deficiencia
energética
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Estrategias terapéuticas nuevas y

emergentes en el tratamiento de la
obesidad
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Farmacos aprobados por la FDA para el tratamiento
de la obesidad: mecanismos de accidon

Short Term Long Term

Central Acting Local Acting

Phentermine Sibutramine Orlistat

XENDOS Study
Diabetes reduction 37%

Yanovski SZ et al. N Engl J Med 2002;346:591-62

.. . . . . N onivERSITA
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Nuevas dianas y farmacos futuros para el tratamiento
de la obesidad

Antagonistas del receptor canabinoide (CB1)

Incretinas, péptidos gastrointestinales (analogos GLP1, pramlitide, PYY)
Liberacién central/recaptacién de aminas (Tesofensina)
Agonistas especificos del receptor de serotonina (lorcaserina)
Agentes neuroldgicos (topiramato, bupropion, zonisamida)
Metabolitos de los lipidos (OEA, acidos grasos nitrosilados)
Agonistas Beta 3

Agonistas de la CCK

Inhibidores de |la carboxipeptidasa

Inhibidores de la lipasa

Agonistas de la leptina

Moduladores del metabolismo lipidico

Agentes que actuan sobre el receptor de melanocortina

. B UNIVERSITAS
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e NHLBI: 10 % de pérdida de peso (www.nhlbi.gov)

e ADA:5-10 % de pérdida de peso (Diabetes Care 2010;33 (Suppl 1):S11-61

e CRITERIOS DE EFICACIA DE LA FDA PARA LOS FARMACOS ANTI-OBESIDAD)

e Eficacia superior al 5 % después de detraer la accion del placebo

 Porcentaje de pacientes que pierden mas del 5 % con el farmaco debe
ser superior al doble de los que lo pierden con placebo

. B UNIVERSITAS
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Agonistas de la serotonina

Agonistas de GLP-1

Combinacion de fentermina + topiramato

Combinacion de bupropion + naltrexona

Combinacion de amylina + leptina

. B UNIVERSITAS
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Lorcaserina: Agonista selectivo del receptor de
serotonina

 Liga de forma selectiva el receptor 5-HT2C, localizado en el hipotalamo

— 100 veces mas selectivo que su unidn al receptor 5-HT2B (Fenfluramina, ligado a
valvulopatia)

— 15 veces mas lectivo que su union al receptor 5-HT2B

e Su uso no se ha asociado a valvulopatia

. B UNIVERSITAS
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Pérdida de peso con Lorcaserin 10 mg BID durante 2
anos

-
1
!
=1

.:l_
&— Placeboin yvr 1 and 2 (N =384)

Lorcasern in yr 1, placeba in yr 2 (N =275)
#— Lorcasenn in yr 1 and 2 [N =5B64)

o
I}W
40

Study Week

Smith SR et al. N Engl J Med 2010;363:245-56

. P . . B uNIVERSITAS
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B Lorcaserin (N=1538) | Placebo (N=1488)

P<0.001

P<0.001

Patiants {%)

25% Weight Loss 210% Weight Loss

Dropouts in year 1= 55%, 45%

Smith SR et al. N Engl J Med 2010;363:245-56

.0 UNIVERSITAS

Bases fisiopatoldgicas del tratamiento de la obesidad | Mignel




Lorcaserin Safety

Headache

Upper 14 .8 1.9 14.5 1.0 16.1
respiratory

infection

Nasopharyngitis 13.4 12.0 16.4 13.8 12.6
Dizziness 8.2 3.8 1.7 2.8 2.4

Mausea 7.5 i 3.5 3.2 4.2

Sinusitis 7.2 8.2 8.6 10.6 6.9

Diarrhea

Bmilk SR, al al. M Eagl J Mad. 2010, 363:24.5-258.
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Agonistas de la serotonina

Agonistas de GLP-1

Combinacion de fentermina + topiramato

Combinacion de bupropion + naltrexona

Combinacion de amylina + leptina

. B UNIVERSITAS
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Exenatide

ooo0o20ee
s&@@@@@@@@
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* Procedente dela saliva del lagarto Gila
* 53 % de homologia con GLP-1

* Insensible a la degradacion por DPP-4
* Agonista completo del receptor GLP-1

Liraglutide

__Q%o0020cs

0000080
eoe0ce0e

* Basado en el GLP-1 humano

* 97 % de homologia con GLP-1

* Resistente a la degradacion por DPP-4
* Agonista completo del receptor GLP-1

Bases fisiopatoldgicas del tratamiento de la obesidad
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Efectos de Liraglutide y Exenatide sobre la HbAlc y
el peso corporal (LEAD 6)

(randemized, open-label ‘rial lasting 26 wks)

A1C Body Weight

Buse J et al. Lancer 2009;374:39-47

. P . . .0 univERSITA
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Cambios en el peso corporal durante 20 semanas de
estudio con Liraglutide —ITT-LOCF

—i Placebo

—i Cirfial

Lirsgiutde 1.2 mg
Liregubce 1.8 mg

L™
=

Hretan

Lirmsglubide 2.4 rigg

Liregubce 2.0 mg

iy i - .

Astrup A et al. Lancet 2009;374:1606-16
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Agonistas de la serotonina

Agonistas de GLP-1

Combinacién de fentermina + topiramato

Combinacion de bupropion + naltrexona

Combinacion de amylina + leptina

. B UNIVERSITAS
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Liberacion controlada de Phentermina mas
Topiramato

Phentermina estimula la liberacion de Norepinefrina de las neuronas
hipotalamicas; aprobado para el tratamiento de la obesidad en periodos
cortos

Topiramato esta aprobado para el tratamiento de la epilepsia y de la
migrana y se ha visto que produce pérdida de peso

Formulacion de phentermina mas topiramato a dosis bajas para minimizar
efectos adversos y de administracion una vez al dia

. B UNIVERSITAS
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EQUIP (n=1267): sujetos con elevado BMI
CONQUER (n=2487): Obesos con comorbilidades

Study Design
I_E-.:r&&ning _| I_Ti1rati-nn _1 | Treatment (52 weeks) I
(2 weeks) (4 weeks) EQUIP/CONQUER
Placebo (n=514)/{n=994

Phentermineftopiramate (CR) Low Dose (n=241)
Screening EQUIP

Phenterminef/topiramate (CR) Mid Dose (n=498)

CONQUER

Phentermine/topiramate (CR) Full Dose (n=512)/
(n=995)
L T T 11T r1rr1rt11 111108011

Treatment Weak: o 3 4 B 12 16 20 34 38 32 36 40 44 4% 52 5%

EQUIP: Allison et al. Obesity Reviews 2010;11 (suppl 1):42-43
CONQUER: Gadde et al. Obesity Reviws 2010; 11 (suppl 1):221-22
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Obejtivo primario: % de perdida de peso en la
semana 56 respecto a la situacion basal en los
estudios EQUIP y CONQUER

ITT-LOCF Completers
1477 234 488 1479 786 137 338 2922

b

o

i

>
I

=
iR

=

]
]
-

4y
=

A
(=

B Placebo PHEM/TFM LR 375723

B PHEMTPM CR7.5/4¢ B PHEN/TEM CR 15/92

"P<0.0001 vs placebo.
PHEMN/TPM CR = phentemineftopiramate controlled release

EQUIP: Allison et al. Obesity Reviews 2010;11 (suppl 1):42-43
CONQUER: Gadde et al. Obesity Reviws 2010; 11 (suppl 1):221-22
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= Placebo

= Phen/Top CR Low

-7.0%, 18 Ibs

[F ]
ol
=
|
]
=
En
p
=
[ |

= Phen/Top CR Full

-14.7%, 37 lbs

EQUIP: Allison et al. Obesity Reviews 2010;11 (suppl 1):42-43
CONQUER: Gadde et al. Obesity Reviws 2010; 11 (suppl 1):221-22
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Phentermine + Topiramate CR

» Mixed vote at FDA panel July, 2010:
10 no and 6 yes
* [ssues:
— Is FDA ready to approve obesity
medications?
— Safety (topiramate associated with kidney
stones, rare acute glaucoma, and possible
teratogenicity)

— Reluctance to unleash medication that will
be widely used for broad application of

obesity
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Agonistas de la serotonina

Agonistas de GLP-1

Combinacion de fentermina + topiramato

Combinacion de bupropion + naltrexona

Combinacion de amylina + leptina

. B UNIVERSITAS
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Bupropion esta aprobado para el tratamiento del abandono del tabaco y
para la depresion; se ha asociado con la pérdida de peso

Inhibidor de la re-captacion de monoaminas

Naltrexona se utiliza en el tratamiento

e asocia a useas y vomitos | OC]"
t

Puede incrementar la presion arterial.

B- B universimas
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Porcentaje de pérdida de peso con

Nals nvnna.l.nnnrnnln nlAa
I‘GILI CAUIIaTDUpMI |J|Ull en ios Mauicii

completaron 56 semanas de tratamiento

MIT T-LOCEF weaight loss
Flacebo | Gmg M | 32 mg M
1.3% 2.0% 8.1%

*F <=0.0001 for placebo
I:IJH:FI?JTIHI'.II'IH

Greenway et al. Lancet 2010;376:595-605
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Pérdida de peso por categorias a las 56 semanas por
ITT-LOCF

A Weight loss 5% or more Weight loss 10% or more
B0 =

B Frgebs
Hadroos ohe |'-'I‘.'l FALES. DL Do
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Greenway et al. Lancet 2010;376:595-605

P . . B UNIVERSITA
Bases fisiopatoldgicas del tratamiento de la obesidad %H‘;;',!g,,:f"““

Hernindez




Agonistas de la serotonina

Agonistas de GLP-1

Combinacion de fentermina + topiramato

Combinacion de bupropion + naltrexona

Combinacion de amylina + leptina
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Leptina (Metreleptin) e Amilina (Pramlintide)
— Hormona peptidica secretada — Hormona peptidica co-

por los adipocitos secretada por la célula B
Regula la homeostasis pancreatica

energetica a largo plazo Contribuye a la regulacién de

Su administracion en |la homeostasis energética a
pacientes no deficitarios no corto plazo

ha producido una pérdida de Ha mostrado cierto potencial
peso significativa sobre la pérdida de peso en
Puede mitigar la contra- individuos obesos

regulacion que se produce

durante la pérdida de peso

. B UNIVERSITAS
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FPramlintide Monotheraphy o

pretreatment combination treatment

Evaluaiile

—* Metreloptin

B Pramilintcies

- Pramihinbdsmeatrelepiin
. A
._._!. 1
, 'r
-

Change in body weight

Ravussin et al. Obesity 2009;17:1735-43
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Porcentajes de eficacia de las estrategias disponibles
para la pérdida de peso

Drug Therapies - Placebo Surgical alternatives — Average
adjusted W%WWIL at 1 Year %WIL at 1 Year

=Sibutramine

WL at 2 yoars

I
10%  15% 20% 25%
Percent Weight Loss from Baseline

""'_! bt = s s i b FLER
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Adverse Events

with Metreleetin + Pramlintide

Nersgtn Promtntce vt
Injection Site
. Adverse Events
FMausea ¢ 208

M pophanyngitia

Hiaadate

Lead-in

[RE TR

IndisEniza

Incicence (%)

Canstimbon

4 8 12 16 20

Emnie vecung al ay incdem 355 P Ay raUp *,lﬁlf,_.g.l,,-

Rawissin, at al. Odesiy. 200517 17361743
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Conclusions and Thoughts

« We are on the threshold of having new effective

weight loss medications with acceptable safety
profiles, which can meet or exceed

recommendalions (5-10% ADA, 10% NHLBI).
Clinical trials only address effectiveness of drug in
the context of Lifestyle Intervention Therapy, which
remains a critical component of treatment for
obesity and cardiometabolic disease.

Obesity medications do not cure obesity. Not all
patients respond to a weight loss medication.
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Conclusions and Thoughts - Continued

- These therapies impact cardiometabolic disease
pathophysiology and improve relevant risk factors.
There is evidence that these drugs prevent
diabetes, but longer term outcome studies are
needed for incident diabetes and cardiovascular
disease events
These drugs have the potential to alter our

approach to the treatment of Type 2 diabetes
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Exenatide Liraglutide

600000000s 00000800
000000006° <& 0 0000

G@@@@@@@%
111111 e0e02000

From saliva of the Gila monster Based on human GLP-1 (7-37)

- 53% homeologous with GLP-1 = B7T% hemologou: with GLP-1
Insensitive to DPP-4 Resistant to DPF-4
Full agenist at the GLP-1 receptor Full agonizt at the GLP-1 receptor

Metabolically stable Mon-covalent binding ta albumin, self-

- 1'% 4-5 ar after sc injection association, slow release from injection
site gives prolonged survival time

~ 1:ghi-he aftercie-inlembme
* 97 % de homologia con GLP-1

'Eins-ns.ar'-.'ed @ Subsiituiec @ Acdidonal (relative to huror GLE-1 7-37)

Chan YE, et al, J Bigl Chem, 18T 272741084115 Krmsdsan LB, et &l J Mad Chem 20000409 16641665
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Frequency of Nausea over the 20-Week Study
Period on Liraglutide

Asmip &, at al. Lassatl 0033 160-1616
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Liraglutide Safety

Mausea

Constipation
Nasopharyngitis

Misculoskelelal and
connective-tissue disorders

Headache
Diarrhea

Matabolism anc nutrition
disorders

Astmup &, at al. Lammal Andf4: 1601615
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Controlled Release
Phentermine + Topiramate

Phentermine stimulates NE release from hypothalamic neurons;
approved for obesity but only short-term.

Topiramate approved for epilepsy and migraine, and has been shown
to produce weight loss.

Once-a-day, oral, formulation of phentermine and
controlled-release topiramate. both used at low doses Maximum

to minimize adverse events Approved

23 46 92 Doses
Topiramate

300

Phentermine

375 5 75 15 30mg

| ow Mid Full {free base]
Dose Dose Dase

.1 lﬂlm
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EQUIP & CONQUER:
Baseline DemograEhics

EQUIP CONQUER
Age 43 1
Female 83% T0%
Baseline BMI 42.1 36.6
Weight (Ibs) 256 227
Waist Circumference {in] 48 44.5
History of Hypertension 25% 69%
Blood Pressure (mm Hg) 122177 128/81
History of Dyslipidemia 19%% 57T%
Total Cholesterol 194 205
History of Diabetes 0% 165
Fasting Blood Glucose (mg/dL) 106

ECARP- Allison, &t al. O Hi{=uppd 1; shsiract THOSY
CONIER: Gadde, af al 00,11 {2uppd 1; abstract T3
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Effects of Phentermine + Topiramate (CR)
on Blood Pressure

Baselinz (mm Hg) 1266 122.5 1266 125.9
o0

B PHENTPMLC
W PHENTPMC
PHENTEM G 1862 (n=14TH)

—
]
=
E
E
[
o
c
o
P
L&
c
2]
-1
=
w
-

Systolic Blood Pressure Diastolic Blood Pressure

“P<0.01 vs placebo,"P<0.0005 vs placebo; *P<0,0001 va placabo

CONCHIER: Gadde, at al. Dbesify Rewews. 201011 {suppl 1; abstract T3PO03):221 222
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Effects of Phentermine + Topiramate (CR)
on Insulin Sensitivity

Fasding Glucoss [mgdd.) Fastirsg Irsaibin {ILImL HOHAA- IR
e y 1o ¥ Bamsing 17 LRI 1n .

F (iU HOMA-IR
EPlacebo  EPHEMN/TPM CR 7.5/46 mPHENTPM CR 15/482

CONGQUER: Gaddae, & al. Obesty Reviews. 2010:11 (suppl 1; absiract T2:PO.03221-222

.0 UNIVERSITAS
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Effects of Phentermine + Topiramate (CR)
on Lipid Parameters

TC LDL-C HDOL-C TG

Basalire Maan {mglcl): 206 201 L] 124 120 13 43 4% 49 164 161 162

LS Mean % Change From Bascline

B Placchbo W PHEN,TPMCR 7.5/46 PHEN/TFM CR 15/92

COMQUER: Gadda at al. Obesity Raviews 11 (suppl 1; abstract T3:PO03:221-222, 2010
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Effects of Phentermine + Topiramate (CR)
on Biomarkers Relevant to Cardiometabolic Disease

B Flarahn
B FHENTPM Ci
PHEW/TPM C

LS Mean Change (%)

s g
o u)

79 440 &80 Tar 419 836 T3aT 476 Ba42

C-Reactive Protein Adiponectin Fibrinogen
(malL) (ug/mL) (umoliL)

*P=D.0001 wa placebo; *FP<0.05 va placebe; *P<0.01 va placebo

CONQUER: Gadda, & al. Obasity Reviews. 31 0;11 (suppl 1; absiract T3:PO 221-2%2
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Phentermine/Topiramate (CR) Therapy in Actively-
Managed Patients with Chronic Type 2 Diabetes:
Effects on A1C and Diabetes Medications

Baseline A1C Fba/

Concurrent diabetes
Sals: 8 5% Phentermine/tapiramate - .
CR: £.76% medication changes

B PEofSaC w0521

0.2 30

0.2
= -0.6
1.0
1.4
1.8

Met score of A In medication
number anc A in dose level of
diabetes medications

Garvey T, et al Diabeafes. 2003,58{s.ppl 1):A201
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Treatment-Emergent Adverse Events Reported
in 25% of Subjects in EQUIP and CONQUER

EQUIP (n=1264) CONQUER (n=2485)
% E.LI;:;;?E Placebo 37523 15092 Placebo 7.5/46 15/92

Dry mouth 3.7 : 17.0 2.4 13.5 20.8
Tingling 1.9 : 18.8 2.0 13.7 20.5
Constipation 6.8 7.5 14.1 5.9 15.1 17.4

Upper 10.9 . 12.3 12.E 12.2 13.4
respiratory
irfection

Altered taste

Insomnia
Headache

Allison, & al. Obesdy Reviews 2000, 11{suppd 1; sbhalract TI:0504) 4243,
ER: Gadda, at al. Gbesity Rewaws. 2010;11 {suppl 1. abstract TIPO 03231 -222

(Y
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Adverse Events Associated
with Naltrexone + Bupropion

Adverse Event Placebo Maltrexorne 16 Maltrexone 32
(n=569) + Bupropion + Bupropion
(n=569) (n=573)

Mausea 5.3% 27.2% 29.8%
Moimiling 2.59% 6.3% 9.8%
Cuonslipation 5.6% 13.8% 15.7%
Dizziness 2.6% 7.7% 9.4%
Headache 9.3% 15.0% 13.8%

Dry Mouth 1.9% 7 4% 7.5%

Hot Flush 1.2% 23% 5.2%

PLAN DE LANZAMIENTOW ESTIMULO AL APRENDIZAJE - 2013 T i
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Effects of Naltrexone + Bupropion
on Blood Pressure and Pulse

A Placebo 16 mg 32 mg

End minus Naltrexone MNaltrexone
Baseline + Bupropion + Bupropion

Systolic BP ) +0.2 -04
{mm Hg)

Diastolic BP?
(mm Hg)

Pulse (heats/ 0.1
min)

.0 UNIVERSITAS
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Adipose Tissue (AT): Subcutaneous vs Visceral

Subcutanasus AT . Subcutaneous AT

Weight loss ~10%
[ oss of visceral AT ~30%

“Wiscaral Visceral
Adipose Tissue Dist > Adipose Tissue

Exorcise
Pharmacotherapy

L . Datarioration Lipdd pradile Irmprovarmani J

IrmEnra-d Insidin sanSitivily birip oy ad
Blood nsulin
1 Bleod Glucoss l

Rizk markers
1' for thrombosis

Inflammatory
T markers

Aol Endothelial
function

Increased

Abdominal After

obesity weight loss
Increased waist circumference Reduced waist

circumfarance
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Blood Brain Barrier

Circulation
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