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 Consecuencias médicas de obesidad
* Abordaje psicoldgico

« Abordaje practico en estilos de vida
* Farmacos

« Cirugia bariatrica




Definicion

* Basado en IMC, que tiene sus limitantes
* IMC= kg/m2
* Interpretacion

« Normal 18.5-24.9 kg/m2

* Sobrepeso 25-29.9 kg/m2

* Obesidad grado I: 30-34.9 kg/m2

* Obesidad grado II: 35-39.9 kg/m2

* Obesidad grado IlI: >40 kg/m2

* Limitantes del IMC
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Weight Regulation in Humans

* The human body is hardwired to know how many fat
cells are on board and to keep the body weight stable
* At about 5% to 10% of weight loss the human body
will respond by:
Lowering metabolic rate (more than 5%-10%)
Lower the hormones that signal satiety or fullness after
eating
Increase thoughts and hormones to make humans seek out
and eat more food
All part of defense of body weight

* This does not get better with time (always trying to get back to that
highest weight)

Sumithran P et al. N Engl J Med. 2011;365:1597-1604

The Good News on
5% to 10% Weight Loss

* Sustained weight loss of 3%-5% is likely to result in
clinically meaningful reductions in triglycerides, blood
glucose, HbA1C, and the risk of developing type 2
diabetes

* Greater amounts of weight loss will reduce blood
pressure, improve LDL-C and HDL-C, and reduce the
need for medications to control blood pressure, blood
glucose and lipids as well as further reduce
triglycerides and blood glucose

Jensen MD, et al.
2013 AHA/ACC/TOS Obesity Guideline




Medical Complications of Obesity

Stroke

Pulmonary disear=
abnormal function
obstructive sleep apnea
hypoventilation syndrome

Intracranial hypertension

- Cognitive dysfunction

Cataracts

Coronary heart disease

Diabetes
Dyslipidemia
Hypertension

Gynecologic abnormalities
abnormal menses

infertility

polycystic ovarian syndrome

Pancreatiti-

Fatty liver
disease
steatosis
steatohepatitis
cirrhosis
Gallstones
Cancer
breast, uterus, cervix, ovary,

prostate, kidney, colon, esopha
pancreas, gallbladder, liver

Osteoarthritis

Phlebitis

Skin disorders venous stasis

Gout
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Obesidad y mortalidad por cancer

Relatve Risk of Death (955 Confidence Interval)
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Complications of Obesity

Several of these complications

Metabolic undeerlying obesity, creating a vicious oycle:
Diabeies Many diabetes drugs
Structural cause weight gain
Insulin resistance
Inflammatory, promotes lipogenesis
Disrupted sleep
Degenerative can cause weight gain
Limit exercise capacity
Neoplastic
Steroids often cause
Psychological weight gain
Eating disorders and
Poychological many psychotropic agents
cause weight gain

Cual es el objetivo de la pérdida de peso?

* 5%?

* 10%?

* 20%?

* Volver al peso ideal?

* En cuanto tiempo?

* Por qué?
Benefits of Modest Intentional
Weight Loss
« Improvement in comorbid Improved quality of life
diseases

Decreased health care costs
* Type 2 diabetes

* Hypertension

* Dyslipidemia

* Fatty liver disease
Obstructive sleep apnea
* Asthma

Decreased surgical

complication rates
Orthopedic surgery
Heart surgery
General and thoracic
surgery

* Osteoarthritis

Cancer risk




Como abordarlo en atencion
primaria?
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Factores a tomar en cuenta

* Historia familiar
* Historia previa de intentos de pérdida de peso
« Identificar causas secundarias
* Cudles son las limitantes que han llevado a que la persona no haya
tenido éxito en los intentos previos?
* Psicoldgicos?
* Fisicos?
* Econémicos?
* Laborales?

Causas secundarias

* Farmacos:

* Antipsicéticos

* Glucocorticoides orales

* Beta bloqueadores?

* Antiretrovirales

* Anticonceptivos orales? (usar menor dosis posible)
* Endocrinopatias

* Cushing

* Hipotiroidismo

« Sindromes genéticos: sindrome de Prader Willi




Tratamiento psicoldgico
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La obesidad como adiccién a la comida

* El modelo psicoldgico es el mismo de una adiccion

* Un estimulo que lleva a una accién que resulta gratificante pero que
lleva a producir dafio (a si mismo o a otros)

 Hay pacientes que le dicen a uno que son adictos al aztcar

« El azucar tiene las mismas consecuencias metabdlicas igual que el
alcohol, sin el efecto psicoldgico del alcohol
* Aumento de peso
* Aumento de grasa visceral
* Aumento de triglicéridos
* Higado graso y cirrosis!
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Modificacidn de estilos de vida

* Cémo ser practico?

* Fuentes importantes de “calorias ocultas”
« Jugos y refrescos de frutas
* Alcohol
* Golosinas
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Recomendaciones de actividad fisica

 Cuanto tiempo?

* Cémo adaptarlo a cada individuo?

* Limitaciones fisicas

* Limitaciones econémicas

* Limitaciones sociales

* Una clave es que tiene que ser placentero y facilmente accesible!




Tratamiento farmacolégico
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Dapagliflozin in Combination with Metformin:

Change in Body Weight Over 24 Weeks

+ Mean weight loss with combi therapy and was more
than double the weight loss with metformin monotherapy

Week 24 (LOCF)* change -1.36 (- 183, -089) ~129(-176,-082)

baseline, & 273192275 “261(-307,-2.15)
@ .333(-380,-286)* 2,66 (-3.14,-2.19)t
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Lorcaserin

Mechanism of

Action

« Selective 5-HT2C
receptor agonist

« Stimulates a-MSH
production from
POMC neurons
resulting in activation
of MC4R

« Increases satiety

Lorcaserin hydrochioride [package insert]. Woodciff Lake, NJ: Eisai Inc.; 2012

Indications and Contraindications
Dose and Warning

+ Approved by FDA
June 2012

+ Indication: Weight
loss in patients with
BMI 230 kg/m2 or
BMI 227 kg/m2 with
weight-related co-
morbid condition(s)

10 mg po bid

+ Schedule IV

+ Discontinue if 5%
weight loss is not
achieved in 12 wks

Contraindications

+ Pregnancy

Warnings

+ Co-administration with
other serotonergic or
anti-dopaminergic
agents

+ Valvular heart disease

« Cognitive impairment

+ Psychiatric disorders
(euphoria, suicidal
thoughts, depression)

+ Priapism

+ Risk of hypoglycemia
with diabetes meds




Proposed Model of a Serotonergic  sanery
Pathway Modulating Food Intake

Increase i serotonin bioavailability (due to food intake
or pharmacological compounds such as sibutramine
and fenfluramine) or direct agonism of SHT2CRs and
5HT1BRs modulates firing of POMC/CART and AgRP

NPY neurones within the arcuate nucleus of the ARC (e S
melanocyte-stimulating hormone (a-MSH), which in turn PH

activates second-order melanocortin 4 receptor (MC4R)
expressing neurones, principally within the
paraventricular nucleus of the hypothalamus

(PVH; Balthasar et al. 2005)

—ncen
Anorectic

Concomitant activation of SHT1BRs expressed on
orexigenic AGRPINPY neurones within the ARC causes

brane hyperpolarization and subsequent inhibition  ARC

of neuropeptide release

Inhibitory SHT1BR activation also attenuates inhibitory AgRP/.

postsynaptic currents onto POMC/CART neurones [ —]

further potentiating anorexigenesis

SHT R HTach
Subsequent downstream neuroendocrine signalling T
romotes satiety and th tion of food intak
promotes satiety and the cessation of food intake SHTygR R
agonists | 1IN L comsts

bioavalabil o

Garfild AS , and Heisler L K. J Physiol. 2009;567:49-60. Ree Ly
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Lorcaserin Phase 3 Trials

BLOOM BLOSSOM BLOOM-D!
- n=3182  n=4,008 + =604 obese/ overweight
2yearstx © yeartc with type 2 DM
+ Dosage 10 mg QD' % - Dosage 10 mg QD « Tyeart i

Dosage 10 mg BID
0mg QD°

% of Patients
8

20

0.
>5% 210% >5% 210% 25% 210%
W | orcaserin, MITT/LOCF Lorcaserin, Completers
W Placebo, MITT/LOCF Placebo, Completers

* p<0.001 vs. corresponding placebo

1. Smith SR etal. NEngl J Med 2010.363.245-56.

2. Fder MC, et al. J Clin Encocinol Metab, October 201, 96(10)3067-3077.

3. ONeil PAM et a. Obesty (16 arch 2012) | doi10. 103800y 201266
Prameceuicas

Lorcaserin: Those Who Lost 2 4.5% Total Body
Weight by Week 12 Were Week 52 Responders

Studies 009 and 011, MITT

o Non-responder: Lorcaserin BID
-
-5
%
Change
-10-
-10.22%
Responder: Lorcaserin
| BiD
0 4 8 1216 20 24 28 32 36 40 44 48 52
Week
WITT Lorcaserin BID | Week 12 Comploted Week 12| Completed Weok 52
N = 3007 24.5% wtloss | 1369/3097 (44.2%) | 1083/1369 (79.1%)
<4.5% wtloss | 116813097 (37.7%) | 680/1168 (58.2%)

Slide courtesy Dr. Steve Smith; May 10, 2012 FDA Advisory Committee Mesting




Lorcaserin — BLOOM Study:
Key Secondary Endpoints

Waist v -6.8 -39 <0.001
circumference (cm)

SBP/DBP (mmHg) ¥  -14/-11 -0.8/-0.6  0.04/0.01
Cholesterol (% A)
Total v -0.90 0.57 0.001
LDL v 2.87 4.03 0.049
HDL 0.05 -0.21 0.72
Triglycerides (%) v -6.15 -0.14 <0.001
Safety
HR (beats/min) v -2.0 -1.6 0.049
Beck depression Il -11 -0.9 0.26

Intention-{o-Treat Analysis with LOCF Imputation

‘Smith SR, et al. NEJM, 2010,363:245-256.
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Randomized Placebo-Controlled Clinical Trial of Lorcaserin for

Weight Loss in Type 2 DM
BLOOM-DM Study - HbA1c

HDA, Fasting plasma glucose
_ 00 s 0
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Study week Study week
= Lorcaserin 10mgBID -0~ Lorcaserin 10mg QD -4+ Placebo
*P<0.001; **P < 0.05; LS mean change + SEM

O'Neil PM, et al. Obesity (Silver Spring). 2012 Jul:20(7):1426-36,

Randomized Placebo-Controlled Clinical Trial

of Lorcaserin for Weight Loss in Type 2 DM
BLOOM-DM Study
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by >5% in Any Group

Headache 537 (16.8)
Dizziness 270 (8.5)
Nausea 264 (8.3)
Constipation 186 (5.8)
Fatigue 229 (7.2)
Dry mouth 169 (5.3)

Intention-to-Treat Analysis with LOCF Imputation
‘Smith SR, et al. NEJM, 2010,363:245-256.

Lorcaserin: Adverse Events Reported

N (%) Lorcaserin Placebo
(N = 3195) (N = 3185)

321 (10.1)
122 (3.8)
170 (5.3)
125 (3.9)
114 (3.6)
74 (2.3)

5/25/19

@ Camellia

L TIMI 61

Weight Loss

On a background of lifestyle interventions:

=)

1-4.2kg

“#-Placebo -#-Lorcaserin

Net difference
-2.8kg, p<0.001

&

Change in Weight from Baseline (kg)*
&

0 5 12 Months Since Randgnization 5, 36 42 @
ygy § P ——

*Least-squared means

@ Camellia Prim

ary CV Outcomes

TIMI 61

CV Death, MI, Stroke

(Safety)
Lorc  Pbo MACE HR
n (%lyr) n (%lyr) (95%C1)
CV death, 364 369 0.99*
Mi, orstroke (2.0)  (2.1) (0.85,1.14)

08 10 14
Hazard Ratio (95% Cl)
ATl TR 2,
Favors Lorcaserin  Favors Placebo

*P (non-inferiority) < 0.001

*Non-inferiority boundary: HR 97.5% upper bound of 1.4

CV Death, MI, Stroke, HF,
Hosp for UA, Cor Revasc
(Efficacy)
5% 1 hR0.97 (0.87, 1.07) 13.3% (727 events)
P=0.55 for superiority

0% | 12.8% (707 events)

5% -

Cumulative Incidence of MACE+

0%

0 6 12 18 24 30 36
Time from randomization (Months)
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Phentermine/Topiramate ER

Mechanism of Indications Contraindications
Action and Dose and Warnings

Phentermine « Approved by FDA, Contraindications
+ Sympathomimetic July 2012, schedule IV Pregnancy, glaucoma,
amine, NE release -~ hyperthyroidism, MAOIs
+ Indication
« BI
unts appetite Weight loss in pts Warnings
_ with BMI 230 kg/m2 + Fetal toxicity
Topiramate or BMI 227 kg/m?

« Increased heart rate

+ Increases GABA with weight-related .
e e, co-morbid condition(s) :::g::p"g‘s"(‘)‘:g:rs
AMPA/ kainate - Treatment Dose Daily | + Acute myopia and
glutamate receptor, 75mg
carbonic anhydrase topiramate ER 46 mg | + Cognitive impairment
inhibitor + Metabolic acidosis

+ Max Dose Daily e dos!

« Prolongs satiety phentermine 15 mg (IO GRS

topiramate ER 92 mg | * Hypoglycemia with
diabetes meds

Phentermine and topiramate extended-release [package insert]. Mountain View, CA : Vivus; 2012.
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Phentermine/Topiramate ER

- Once-a-day, oral, extended release topiramate
- Low doses of previously approved medications to minimize side effects

i
ceroved
46 9 i

Topiramate ER

o 3755 75 10 15 20 = |2
Low Mid Full
DOSING

+ Begin with low dose for 2 wks phentermine 3.75/ topiramate ER

+ Advance to treatment dose phentermine 7.5/ topiramate ER 46

+ If <3% weight loss after 12 wks, either discontinue or advance to full dose phentermine
15/ topiramate ER 92 (transition dose phentermine 11.25/ topiramate ER 69 for 2 wks)

+_If <5% weight loss after 12 wks on full dose, discontinue (take every other day for one wk)

Phentermine snd opramts extendad-reissss [psckage nssr, Mountsin View. CA: Vivus: 2012 35

Effect of Phentermine/Topiramate ER on

Weight Loss in Obese Adults Over 2 Years
SEQUEL Study

Placebo -1.8%

S
m
]
g
Z Phentermine/topiramate CR 7.5/46 -9.3%
HE
3 1 i Tl
- 1
H HH lIlJAlll‘ 10.5%
3 Phentsrmineltopiramate CR 15/92
164
Wes: © @ N R IRNBSIINESIBNLEIEN S
4 Placebo —- PHEN/TPM CR 7.5/46 PHEN/TPM CR 15/92

Data are shown with least squares mean (95% Cl).
Garvey WT, et al. Am J Clin Nutr. 2012,5:297-308.
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Phentermine/Topiramate ER: EQUIP and CONQUER
Most Commonly Reported Treatment Emergent Adverse Events

Adverse Event (% E— PHENITPM ER PHENITPM ER PHENITPM ER
49) 3.75/23 7.5/46 15192
1.9 42

Paresthesia 137 19.9
Dry mouth 28 67 135 19.1
Constipation 64 79 15.1 16.1
L”;‘I’":::‘I:‘m’y 128 158 122 135
Headache 03 104 70 106
Dysgeusia 11 13 7.4 9.4
Nasopharyngitis 80 125 106 04
insomnia a7 50 58 9.4
Dizziness 34 29 72 86
Sinusitis 63 75 68 78
Nausea 44 58 36 72
Back pain 54 54 56 66
Fatigue 43 50 44 59
Blurred vision 35 63 40 54
Diarrhea 49 50 64 56

Phentermine and topiramate extended-release [package insert]. Mountain View, CA: Vivus; 2012. 37
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Naltrexone/Bupropion

* Mechanism of Action
— Naltrexone — Opioid receptor antagonist
— Bupropion —D i 1oradrenaline reup inhibitor

« Approved by FDA committee but FDA did not approve
until a CVD outcome study is performed due to
concerns about blood pressure and pulse in some
patients

* The Light Study (CVD outcomes) is under way;
estimated completion: July 2017

Apovian C, et al. Obesity. 2013,
Clinicaltrials.gov. Cardi Jar Outcomes Study of R in Overweight and Obese
Sublects With Cardiovascular Risk Factors (The Light Study). 2012.  hitp/clinicaltrials.govishow/NCTO1601704

Mean Weight Loss

Naltrexone/ Bupropion

COR-I Phase 3
56 Weeks — Completer Population

e

Greenway FL, et al. Lancet 2010 Aug 21; 376:595. DOL:10.1016/S0140-6736(10)60888-4,
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Effects of Liraglutide and Orlistat on Body
Weight in Nondiabetic Obese Adults

Placebo

Oristat
Liraglutide 12 mg
Liraglutide 1.8 mg

Liraglutide 2-4 mg

Liraglutide 3.0 mg

S 3 0 5 10 15 20
Weeks

Astrup A, et al. Lancet. 2009 Nov 7;374(9701):1606-16.
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Liraglutide Weight Loss: One Year

Supplementary Information Table 3: Mean changes in body weight

Tiraghitde
Placeho T2me TSme Tamg Tome
=98 w94 =50 w02 =92
Weight (cg)
iz o130 025 s S5
ANCOVA,LOCE
oty 38 54 51 78
Diferne s placebe p ASEIR0H A0S 4SSy S0 20y S8(801037)
Pengol Fenonol Feoanol
Difeence v ozt - G000 5637007029 G000 5860t0-16)
Panr a0
Repested meastres
angeatyear ] 22 55 6 73
Difernce s placebe = ASE0RDPIN 44929 506651039
0001 Feoanol
Diffcence v otz - 0760510235023 P 28431012 576531022
Fenoool Foooonl

Astrup A, et al. Int J Obes (Lond). Jun 2012; 36(6): 843-854.

Liraglutide Weight Loss: Two Years

Liraglutide 3.0 mg for 1 year (and then maintained on 2.4/3.0 mg for the second year)
maintained a mean weight loss of 10.3%7.1 kg from screening over 2 years

Liaghtde 12mg
o Plceto Liaghtde 1.8mg
. o Ofism —a— Linguide24mp
0 : ¥— Liraglutide 3.0 mg
o ! s
[ | Below sy
5 B - 1 eposen T
2 af 11 x (LOC) data:
5 i i
[N H
T s
z R\ i
£ ey "
- 2 1
H ¥ ; i
H Ie =3 v
E 10- 18 S S -
e 152 oons M
2] §118 | 30mg
N |
3.8 | 103%71kg
' weight loss
S0 5 2 % 4w swsss e 0 %
Woeks

Astrup A, et al. Int J Obes (Lond). Jun 2012; 36(6): 843-854.
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Cirugia bariatrica
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Indicaciones

« IMC mayor a 40 kg/m2

« IMC mayor a 35 kg/m2 asociado a comorbilidades
* Descartar depresion!!!

* No es la solucidn facil que todos piensan!

* Reganancia de peso

* Mantenimiento a largo plazo

* Consecuencias metabdlicas
* Osteoporosis
* Deficiencias de micronutrientes

Conclusiones

* Obesidad es una patologia compleja
* El modelo psicoldgico es igual a la adiccion

« Se debe abordar desde el punto de vista psicoldgico, motivacional,
social, farmacolégico

« El Unico agente disponible en el mercado nacional que es seguro es
lorcaserina

« Candidatos a cirugia bariatrica
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Preguntas...

chenku2409@gmail.com

Puede descargar la
presentacion en:

350
e

www.EndoDrChen.com
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