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Ecuacion del balance energético
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Absorcién de nutrientes NEAT

NEAT: termogénesis por actividad no relacionada con el ejercicio

1.Kushner R et al. 2013. Balance de energia y homoestasis del peso corporal. En: Manual Practico de Obesidad Clinica.




El peso corporal esta determinado por el
balance de energia

Comida " BMR/RMR
N

Ingreso de Gasto
Energia energeético
g Peso Corporal g
BMR/RMR: Tasa metabdlica basal/en reposo (se refiere a la cantidad de energia necesaria para mantener todas las fiofijices figentra erpo esta en reposo)

1. Kushner R et al. Manual Practico de Obesidad Clinica, 2013. 2. Ravussin E. Science 20Q%; 307:530



La pérdida de peso altera el sistema homeostatico
del cuerpo favoreciendo volver a ganar peso
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los factores sociales y culturales
relacionados con:

El consumismo

Materialismo

Hedonismo

Vandevijvere, S., Chow, C. C., Hall, K. D., Umali, E.
& Swinburn, B. A. Increased food energy supply as a major driver of the obesity epidemic: a global analysis. Bull. World Health
Organ. 93, 446i 456 (2015).



Mas alla de la dieta otros factores estan asociados con la predisposicion de
un individuo a la obesidad

La
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metagendmica
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la genética

Laepigenetica

La \
alimentacion

Efectos adversos
dela terapeutica
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perinatal 448
La historia
SN~ — clinica impulsada
La falta por la adiposidad

sueno

Cuevas-Sierra, A., Ramos-Lopez, O., Riezu-Bogj, J. I., Milagro, F. I. & Martinez, J. A. Diet, gut microbiota, and obesity: links with host genetics and epigenetics
and potential applications. Adv. Nutr. 10, S17-830 (2019).




Estudios  epidemiologicos

\

Han demostrado:

Distribucion de
macronutrientes

contabilizar las Calidad de la dieta

calorias

pueden ser importantes en el control de la obesidad

11.Navas-Carretero, S. et al. Higher vegetable protein consumption, assessed by an isoenergetic macronutrient exchange model,
is associated with a lower presence
of overweight and obesity in the web-based Food4me European study. Int. J. Food Sci. Nutr. 70, 240i 253 (2019).



El consumo
frecuente de
algunos azucares
simples, como la
glucosay la
fructosa , asi
como la ingesta
de grasas
saturadas y
algunos acidos
grasos
especificos
parecen ser los
principales
CRRALHBUYEMES Boog, an
E);.(’;I]ﬁen&sisé\lél %hl?tréocrinol. 15, 288i 298
prevalencia de
la obesidad.
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Modificacion del peso (Kg)

Las intervenciones para el control de peso con
frecuencia son seguidas de un nuevo incremento

/

Dieta muy baja en calorias
—&— Modificacion de la dieta + terapia de conducta
—- Dieta muy baja en calorias + terapia de conducta

T T T T T 1
0 1 2 3 4 5

Afos posterior a la intervencion



La farmacoterapia sumada a la dieta y el ejercicio
puede ayudar a los pacientes a alcanzar una pérdida

Modificacion del peso (Kg)
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de peso clinicamente relevante

—m—  Terapia combinada —@—  Solo modificacion del estilo de vida
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The effect of semaglutide 2.4 mg once weekly on energy
intake, appetite, control of eating, and gastric emptying
in adults with obesity

Martin Friedrichsen PhD*® | Astrid Breitschaft MD? | Sayeh Tadayon MD! |
Alicja Wizert PhD' | Dorthe Skovgaard MD*



Diseno del ensayo. OW, una vez por semanasc

Vd
~1ilhhAar 1 tANnRAA

20-week treatment period 7-week follow-up period
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16-week dose-escalation period

O treatment

SEMag _
-:-":-.-rTIH!-.;lIJI iI:JF 1 I.-.I r.n[: _ ; I. Uﬁ treatment
: 5 weeks b weeks
Placebo

Placebo 4 weeks

Meal tests: l l
Study drug administration: l l 1 l l 1 l l l .I. l l l I, l l l l l l 1

2-day in-house stay
1. Study day 141: Body weight,
Cokd and safety assessments

2. Study day 142: Steady-state
meal tests and appetite assessments

2-day in-house stay

1. Prestudy training day:
Familiarization with trial procedures

2. Study day 1: Baseline assessments
and randomization
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(A) Ingesta de energia ad
libitum en el almuerzo en la

semana 20

(A)

Energy intake (kJ)'

3000 -

Relative difference in
energy intake: 35%

[ 1

2676

Semaglutide Placebo
5.Cc. 2.4 mg (N = 35)
(N = 35)

(B)

Change from baseline (kJ)*

—-1800 -

Semaglutide
s.C. 2.4 mg Placebo
(N =35) (N = 35)

-1577

ETD [95% CI]: =940 kJ
[-1364, -516]; P < 0.0001




Calificaciones del apetito posprandial después del
desayuno estandarizado en la semana 20

P value

Hunger % & : 0.0081

Fullness % = { 0.0073

Satiety : - 1 0.0140

Prospective food consumption | - | 0.0026
Overall appetite suppression score : - : 0.0010

| | | | |
-20 =10 0 10 20
ETD (semaglutide 2.4 mg — placebo), mm



1. How hungry have you felt?
2. How full have you felt?
3. How strong was your desire to eat sweet foods?

4, How strong was your desire to eat savoury foods?

Control de la 2, SN DR .
alimentacion y 10S antojos, . TE"“T”?
de alimentos evaluados s. How contented have you felt?
mediante la escala 2 Puringthelast7 days how often have you had food cravings?
analogica visual del jiiersmen e

Cuestionario de control de. How often have you eaten in response to food cravings?

' Te 13. How often have you had food cravings for chocolate or chocolate
la alimentacion en la SO SYLE: v YoM em iR O NGRS e 003

sSsemana 20 14, How often have you had food cravings for other sweet foods?
15. How often have you had food cravings for fruit or fruit juice?
16. How often have you had food cravings for dairy foods?
17. How often have you had food cravings for starchy foods?
18. How often have you had food cravings for savoury foods?
19, Generally, how difficult has it been to control your eating?

F = !

I ] ] Ll ] |
=30 =20 =10 0 10 20
ETD (semaglutide 2.4 mg — placebo), mm

i

P value
0.0014
0.0085
0.0165
0.0042
0.1375
0.4100
0.2433
0.0229
0.0172
0.0189
0.0299
0.2132

0.7365

0.4374
0.6665
0.0231
0.1211
0.0076
0.0017



Los participantes recibieron sesiones de
consejeria individual cada 4 semanas

para ayudarlos a adherirse a una dietal
reducida en calorias

(Deficicitde 500 kcal por dia en relacion
con el gasto de energia estimado en el
momento en que se sometieron a la
aleatorizacion)

STEP TRIALS

Aumento de la actividad fisica (con 150
minutos por semana de actividad fisica,
como caminar, alentado).

Los participantes que interrumpieron el
tratamiento prematuramente
permanecieron en el ensayo

Tanto la dieta como la actividad fisica se
registraron en un diario o mediante el uso
de una aplicacion para teléfonos
inteligentes u otras herramientas

A} 74
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ESTABLISHED IN 1812 MARCH 18, 2021 VOL. 384 NO. 11

Once-Weekly Semaglutide in Adults with Overweight
or Obesity

John P.H. Wilding, D.M., Rachel L. Batterham, M.B., B.S., Ph.D., Salvatore Calanna, Ph.D., Melanie Davies, M.D.,
Luc F. Van Gaal, M.D., Ph.D., lldiko Lingvay, M.D., M.P.H., M.S.C.S., Barbara M. McGowan, M.D., Ph.D.,
Julio Rosenstock, M.D., Marie T.D. Tran, M.D., Ph.D., Thomas A. Wadden, Ph.D., Sean Wharton, M.D., Pharm.D.,
Koutaro Yokote, M.D., Ph.D., Niels Zeuthen, M.Sc., and Robert F. Kushner, M.D., for the STEP 1 Study Group*




A Body Weight Change from Baseline by Week, Observed In-Trial Data
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28 36 44
Weeks since Randomization

No. at Risk
Placebo 655 649 641 619 615 603 592 571 554
Semaglutide 1306 1290 1281 1262 1252 1248 1232 1228 1207




C In-Trial Data at Wk 68

100- M Semaglutide M Placebo
86.4 (N=1212) (N=577)
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D On-Treatment Data at Wk 68
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Semaglutide 2-4 mg once a week in adults with overweight or
obesity, and type 2 diabetes (STEP 2): a randomised, double-
blind, double-dummy, placebo-controlled, phase 3 trial

Melanie Davies, Louise Faerch, Ole K Jeppesen, Arash Pakseresht, Sue D Pedersen, Leigh Perreault, Julio Rosenstock, lichiro Shimomura, Adie Viljoen,
Thomas A Wadden, lldiko Lingvay, for the STEP 2 Study Group*

Summary

Background This trial assessed the efficacy and safety of the GLP-1 analogue once a week subcutaneous semaglutide
2.4 mg versus semaglutide 1-0 mg (the dose approved for diabetes treatment) and placebo for weight management
in adults with overweight or obesity, and type 2 diabetes.

Methods This double-blind, double-dummy, phase 3, superiority study enrolled adults with a body-mass index of at
least 27 kg/m2 and glycated haemoglobin 7-10% (53-86 mmol/mol) who had been diagnosed with type 2 diabetes at
least 180 days before screening. Patients were recruited from 149 outpatient clinics in 12 countries across Europe,
North America, South America, the Middle East, South Africa, and Asia. Patients were randomly allocated (1:1:1) via
an interactive web-response system and stratified by background glucose-lowering medication and glycated
haemoglobin, to subcutaneous injection of semaglutide 2.4 mg, or semaglutide 1- 0 mg, or visually matching placebo,
once a week for 68 weeks, plus a lifestyle intervention. Patients, investigators, and those assessing outcomes were
masked to group assignment. Coprimary endpoints were percentage change in bodyweight and achievement of
weight reduction of at least 5% at 68 weeks for semaglutide 2-4 mg versus placebo, assessed by intention to treat.
Safety was assessed in all patients who received at least one dose of study drug. This study is registered with
ClinicalTrials.gov, NCT03552757 and is closed to new participants.

@&

CrossMark

Lancet 2021; 397: 971-84

Published Online

March 2, 2021
https://doi.org/10.1016/
S0140-6736(21)00213-0

See Comment page 942

*A complete list of investigators
for the Semaglutide Treatment
Effect in People with Obesity
(STEP) 2 trial is in the

appendix (p 2)

Diabetes Research Centre,
University of Leicester,
Leicester, UK (M Davies MD);
NIHR Leicester Biomedical
Research Centre, Leicester, UK
(M Davies); Novo Nordisk,
Seborg, Denmark (L Farch MD,




1]
=
E
£
9
o
a
o
c
©
S
a
o
3
£
5]
=
[Tl
o
o
=
o
‘g\
5
o
@B

7| —= Semaglutide 2-4 mg (n=404)
—— Semaglutide 1.0 mg (n=403)
—¥— Placebo (n=403)

-12 T T T T T T
0 4 8 12 16 20 28

Number of patients Time since random allocation (weeks)

Semaglutide 2.4 mg 404 395 397 390 388 392 386 383 381 381
Semaglutide 1.0 mg 403 394 392 385 383 383 378 377 373 370
Placebo 403 398 394 389 387 383 381 377 371 367

0 4 8 12 16 20 28

Time since random allocation (weeks)
404 393 390 376 369 369 363 360 358 361
403 392 385 374 367 366 363 359 355 352
403 392 391 383 379 369 365 359 352 347




Proportion of patients (%)

@ Semaglutide 2-4 mg (n=388)
3 semaglutide 1.0 mg (n=380)
[ Placebo (n=376)

68-8

[ Semaglutide 2-4 mg (n=351)
[ Semaglutide 1.0 mg (n=353)
@ Placebo (n=340)

732




JAMA | Original Investigation

Effect of Subcutaneous Semaglutide vs Placebo as an Adjunct to Intensive
Behavioral Therapy on Body Weight in Adults With Overweight or Obesity
The STEP 3 Randomized Clinical Trial

Thomas A. Wadden, PhD; Timothy S. Bailey, MD; Liana K. Billings, MD, MMSc; Melanie Davies, MD;

Juan P. Frias, MD; Anna Koroleva, MD; lldiko Lingvay, MD, MPH, MSCS; Patrick M. O'Neil, PhD;

Domenica M. Rubino, MD; Dorthe Skovgaard, MD, PhD:; Signe O. R. Wallenstein, MSc; W. Timothy Garvey, MD;
for the STEP 3 Investigators

Visual Abstract
IMPORTANCE Weight loss improves cardiometabolic risk factors in people with overweight or Multimedia
obesity. Intensive lifestyle intervention and pharmacotherapy are the most effective
noninvasive weight loss approaches. = Related article page 1414

OBJECTIVE To compare the effects of once-weekly subcutaneous semaglutide, 2.4 mgvs Supplemental content

placebo for weight management as an adjunct to intensive behavioral therapy with initial CME Quiz at
low-calorie diet in adults with overweight or obesity. Jjamacmelookup.com

DESIGN, SETTING, AND PARTICIPANTS Randomized, double-blind, parallel-group, 68-week,
phase 3a study (STEP 3) conducted at 41 sites in the US from August 2018 to April 2020 in
adults without diabetes (N = 611) and with either overweight (body mass index =27) plus at
least 1 comorbidity or obesity (body mass index =30).

INTERVENTIONS Participants were randomized (2:1) to semaglutide, 2.4 mg (n = 407) or
placebo (n = 204), both combined with a low-calorie diet for the first 8 weeks and intensive
behavioral therapy (ie, 30 counseling visits) during 68 weeks.

MAIN OUTCOMES AND MEASURES The co-primary end points were percentage change in body
weight and the loss of 5% or more of baseline weight by week 68. Confirmatory secondary
end points included losses of at least 10% or 15% of baseline weight.

RESULTS Of 611 randomized participants (495 women [81.0%], mean age 46 years [SD, 13],
body weight 105.8 kg [SD, 22.9], and body mass index 38.0 [SD, 6.7]), 567 (92.8%)
completed the trial, and 505 (82.7%) were receiving treatment at trial end. At week 68, the
estimated mean body weight change from baseline was -16.0% for semaglutide vs -5.7% for
placebo (difference, —-10.3 percentage points [95% Cl, -12.0 to -8.6]; P < .001). More
participants treated with semaglutide vs placebo lost at least 5% of baseline body weight
(86.6% vs 47.6%, respectively: P < .001). A higher proportion of participants in the
semaglutide vs placebo group achieved weight losses of at least 10% or 15% (75.3% vs 27.0%
and 55.8% vs 13.2%, respectively; P < .001). Gastrointestinal adverse events were more
frequent with semaglutide (82.8%) vs placebo (63.2%). Treatment was discontinued owing
to these events in 3.4% of semaglutide participants vs 0% of placebo participants.

CONCLUSIONS AND RELEVANCE Among adults with overweight or obesity, once-weekly
subcutaneous semaglutide compared with placebo, used as an adjunct to intensive
behavioral therapy and initial low-calorie diet, resulted in significantly greater weight loss
during 68 weeks. Further research is needed to assess the durability of these findings.

TRIAL REGISTRATION ClinicalTrials.gov Identifier: NCTO3611582 Author Affillations: Author




Intervenciones en el
estilo de vida STEP 3 /

—

Las primeras 8 semanas después de la
aleatorizacion:

los participantes recibieron una dieta baja
en calorias (100@200 kcal/d)
proporcionada como reemplazo de la
comida (por ejemplo, batidos liquidos,
barras de comida, comidas controladas por
porciones [proporcionadas por
Nutrisystem, suministradas por el
patrocinador]).



Intervenciones en el
estilo de vida STEP 3

A Luego:
Los participantes pasaron a una dieta hipocalérica
(12001800 kcal/d) de alimentos convencionales para el
mantenimiento de las 68 semanas, con una ingesta de
calorias prescrita basada en la aleatorizacion del peso
corporal.

A En la aleatorizacion, se prescribieron 100 minutos de
actividad fisica por semana (repartidos a lo largo-&e 4
dias), que aumentaron en 25 minutos cada 4 semanas,
para llegar a 200 minutos/semana. Durante las 68
semanas, los participantes recibieron 30 visitas
individuales intensivas de terapia oral con un dietista
registrado, que los instruyo en dieta, actividad fisica y
estrategias de comportamiento.




Figure 2. Body Weight-Related Efficacy End Points
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JAMA | Original Investigation

Effect of Continued Weekly Subcutaneous Semaglutide vs Placebo
on Weight Loss Maintenance in Adults With Overweight or Obesity
The STEP 4 Randomized Clinical Trial

Domenica Rubino, MD; Niclas Abrahamsson, MD; Melanie Davies, MD; Dan Hesse, PhD; Frank L. Greenway, MD;
Camilla Jensen, MSc; Ildiko Lingvay, MD, MPH, MSCS; Ofri Mosenzon, MD; Julio Rosenstock, MD;

Miguel A. Rubio, MD; Gottfried Rudofsky, MD; Sayeh Tadayon, MD; Thomas A. Wadden, PhD; Dror Dicker, MD;
for the STEP 4 Investigators

Visual Abstract
IMPORTANCE The effect of continuing vs withdrawing treatment with semaglutide, Multimedia
a glucagon-like peptide 1 receptor agonist, on weight loss maintenance in people with

overweight or obesity is unknown. Related article page 1403

Supplemental content

OBJECTIVE To compare continued once-weekly treatment with subcutaneous semaglutide,
2.4 mg, with switch to placebo for weight maintenance (both with lifestyle intervention) in
adults with overweight or obesity after a 20-week run-in with subcutaneous semaglutide
titrated to 2.4 mg weekly.

DESIGN, SETTING, AND PARTICIPANTS Randomized, double-blind, 68-week phase 3a
withdrawal study conducted at 73 sites in 10 countries from June 2018 to March 2020 in
adults with body mass index of at least 30 (or =27 with =1 weight-related comorbidity) and
without diabetes.

INTERVENTIONS A total of 902 participants received once-weekly subcutaneous semaglutide
during run-in. After 20 weeks (16 weeks of dose escalation; 4 weeks of maintenance dose),
803 participants (89.0%) who reached the 2.4-mg/wk semaglutide maintenance dose were
randomized (2:1) to 48 weeks of continued subcutaneous semaglutide (n = 535) or switched
to placebo (n = 268), plus lifestyle intervention in both groups.

MAIN OUTCOMES AND MEASURES The primary end point was percent change in body weight
from week 20 to week 68; confirmatory secondary end points were changes in waist
circumference, systolic blood pressure, and physical functioning (assessed using the Short
Form 36 Version 2 Health Survey, Acute Version [SF-36]).




Intervenciones en el
estilo de vida STEP 4

A Todos los participantes recibieron una
intervencion en el estilo de vida de la semana O
a la semana 68, que incluyd asesoramiento
mensual por parte de profesionales de la salud
calificados, en persona o por teléfono.

A A los participantes se les prescribié una dieta
reducida en calorias (déficit de 500 kcal/d en
relacion con el gasto estimado de energia
calculado en la semana 0) y

A una actividad fisica aumentada (150
min/semana), registrada diariamente por los
participantes (utilizando diarios de papel,
aplicaciones u otras herramientas) y wstos
durante las visitas de asesoramiento.




Mean percent change in body weight during the entire
trial (weeks 0-68; observed in-trial data)

Estimated mean
change from week
0 to week 68 (treatment
policy estimand)

El Proportion of participants achieving thresholds
of weight loss during the entire trial (weeks 0-68;
observed in-trial data)

Semaglutide run-in Switched to placebo

Change in body weight, %

Continued semaglutide

100+

Participants, %

8 12 16 20 24 2
Time since start of run-in, wk

T T
0o 4

No. of participants
Semaglutide run-in
803 803 803 802 801
Continued semaglutide

Switched to placebo

535527 531 525 523 521 516 520
268 267 265 258 260 254 246 250

z10 z15
Weight loss, % body weight

I 20 weeks of semaglutide run-in + 48 weeks
of continued semaglutide, 2.4 mg/wk (n=520)

[T 20 weeks of semaglutide run-in + 48 weeks
of placebo (n=250)

Data presented in panels A, B, and C are observed data for the full analysis set
from the in-trial period (the time from week O to the date of last contact with
trial site). Error bars represent 95% confidence intervals for the mean.
Participant numbers shown dencte those contributing to the mean. The dashed
vertical line at week 20 represents the randomization time point. Data in the
shaded area on the right in panel C are estimated mean changes from week O to
week 68 for the treatment policy estimand, analyzed using the full analysis set.

(The treatment policy estimand assessed the treatment effect regardless of
treatment discontinuation or rescue intervention using analysis of covariance,
with randomized treatment as a factor and baseline end point value as a
covariate, and a multiple imputation approach for missing data.'®) Data in panel
D are observed data among all randomized participants with a week 68
assessment from the in-trial period (the time from week O to the date of last
contact with trial site).




STEP 1

C In-Trial Data at Wk 68
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of continued semaglutide, 2.4 mg/wk (n=520)

[7] 20 weeks of semaglutide run-in + 48 weeks
of placebo (n=250)

STEP 4







32

Semaglutide

A Lasemaglutidgpuedemostrar
resultadossuboptimosen entornos
delmundoreal cuandoseusade
formaaisladasinel usode
Intervencionegarapromover
cambiosenel estilode vida, comola
nutriciony el asesoramiento
psicologicoyel apoyoadecuadgara
aumentarlosnivelesde actividad
fisica

Powell, W.; Song, X.; Mohamed, Y.; Walsh, D.; Parks, E.J.; McMahon, T.M.; Khan, M.;
Waitman, L.R. Medications and conditions associated with weight loss in patients
prescribed semaglutide based on real-world data. Obesity 2023, 31, 24821 2492.
[CrossRef] [PubMed]
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Pensamientos intrusivos relacionados con los
alimentos: FRIT.

Los pacientes informan el "silenciamiento” de
"ruido de los alimentos"

Que constantemente ocupaba sus

mentes antes del tratamiento de la la magnitud de la reactividad de |
obesidad utilizando GEERA podrian sefal de los alimentos generada
presentar una reduccién de las formas por la exposicion a las sefiales d¢
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Abstract: As GLP-1 receptor agonists, like semaglutide, emerge as effective treatments for weight
management, anecdotal reports from patients and clinicians alike point to a reduction in what has
been colloquially termed “food noise”, as patients report experiencing less rumination and obsessive
preoccupation about food. In this narrative review, we discuss concepts used in studies to investigate
human eating behavior that can help elucidate and define food noise, particularly food cue reactivity.
We propose a conceptual model that summarizes the main factors that have been shown to determine
the magnitude of the reactivity elicited by external and internal food cues and how these factors can
affect short- and long-term behavioral and clinical outcomes. By integrating key research conducted
in this field, the Cue-Influencer—Reactivity-Outcome (CIRO) model of food cue reactivity provides a
framework that can be used in future research to design studies and interpret findings related to food
noise and food cue reactivity.

Keywords: craving; cue reactivity; eating behavior; food noise; GLP-1RAs




36

Table 1. Definitions of terms and constructs mentioned in this paper.

Term Definition
External and internal conditioned stimuli that can elicit food-related responses, including
Food cue sensorial (e.g., seeing and smelling food), environmental (e.g., walking by one’s favorite

Food cue reactivity

Food noise

restaurant), and social (e.g., seeing people eating) cues, as well as internal hunger cues (e.g.,
one’s stomach growling).
Conditioned responses to food cues, including physiological and psychological manifestations
that favor food-seeking behaviors.
Heightened and/or persistent manifestations of food cue reactivity, often leading to
food-related intrusive thoughts and maladaptive eating behaviors.

Término

Definicion

sefial de comida

Reactividad de las sefiales alimentarias

Ruido de comida

Respuestas condicionadas a sefiales alimentarias, incluidas manifestaciones fisiologicas y psicologicas gue favorecen las conductas de blsqueda

Estimulos condicionados externos e internos que pueden provocar respuestas relacionadas con los alimentos, incluidas sefales sensoriales
{p. g., ver y oler la comida), ambientales (p. ]., caminar por el restaurante favorito) y sociales (p. gj., ver a la gente comiendo), asi como

sefiales internas. sefiales de hambre (p. ej., el gruiido del estomago).

de alimentos.
Manifestaciones intensificadas y/o persistentes de reactividad a las sefiales alimentarias, que a menudo conducen a pensamientos

intrusivos relacionados con los alimentos y conductas alimentarias desadaptativas.
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EVALUAR L

Dominio de subescala

Pregunta de ejemplo

Un intenso deseo de comer.

Anticipacion del alivio de estados negativos.

El deseo como estado fisiologico
Preocupacion obsesiva por la comida.
Anticipacion del refuerzo positivo.

tengo antojo de comida rica
Si comiera algo, no me sentiria tan lento y letargico.
Si comiera ahora mismo, mi estdbmago no se sentiria tan vacio.
Mi deseo de comer algo sabroso parece abrumador.
Si comiera lo que deseo, estoy seguro de que mi estado de animo mejoraria.




Conclusiones

AEXISTEN cada vez hay méas pruebas anecdéticas de que el uso de GILRA, en o
particular semaglutida” Az | T G" T x| o1 GI W ~ 1T aG| z " WG

A Hemos definido el "ruido alimentario” como " manifestaciones intensificadas y/o
persistentes de reactividad a las senales alimentarias, que a menudo conducen a
pensamientos intrusivos relacionados con los alimentos y conductas alimentarias
desadaptativas'.
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Equilibrio de sustratos a corto plazo en respuesta
a la perturbacion del equilibrio energetico
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Cambio a largo plazo en la composicion corporal
durante una restriccioOn energetica sostenida.

Before Weight Loss Composition of Weight Loss

Lost weight (%)
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Fat mass
B Lean mass

Lean mass reduction

=z

El porcentaje de grasa
corporal es comunmente
superior al 25 % en los
hombres con obesidad y
superior al 35 % en las
mujeres con obesidad, y
aumenta con la edad.,

en muchos pacientes con
obesidad grave, la masa gr:
puede ser de hasta el 50 %
mas (panel izquierdo).

El resto del cuerpo (masa
libre de grasa) incluye masc
Osea (3%% de peso
corporal) y masa magra (co
agua). La masa magra se
compone de érganos grand
(incluidos el cerebro, el
higado, los rifiones y el
corazoén, del 3 % al 5 % de
peso corporal), la masa
muscular (20 % al 30 %) y |
masa magra residual (tractc
digestivo, 6rganos pequefio
tejido conectivo, tendones,
etc.).

En respuesta a la restriccio
de energia sostenida, la
mayor parte de la pérdida d
peso proviene de la pérdida
de masa grasa (60-85%),
mientras que del 15 % al 4C
puede venir de una pérdida
de masa magra.



Trayectorias de pérdida de peso con terapias

actuales y futuras

-5
-10=-
-15=-
-20)=
25
-30=—
T e R C 1 % A 311

Peso normal

fésoida

O_._ .....................................................

-40 1 T T i ! T T
0265278 104 130 156 182 208

Tiempo (semanas)

7. 1da S, Kaneko RyatakaK, et al Efectosde losfarmacosantidiabéticossobrela masa musculanla diabetes
mellitustipo 2. RevCurrDiabetes. Rev. 2021; 17: 283

Intervencion en el estilo de vida

Farmacoterapia

RYGB

Aspiracion de futuro

farmacoterapias:

Mejora de la perdida de peso y

mantenimiento; cuerpo mejorado

COmposicion

El futuro del control de
peso debe centrarse
no solo en la pérdida
de peso, sino también
en la calidad de la
pérdida de peso vy el
mantenimiento del
peso.

IDEALMENTE los
medicamentos deben
tener efectos mas alla
de la supresion del
apetito y deben tener
como objetivo la
preservacion de la
masa magra y el gasto
energético. RYGB,
bypass gastrico Roux
en-Y
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Puntos clave

« El peso corporal y la adiposidad dependen del equilibrio energético impulsado por la produccion de energia.
La ingesta de macronutrientes y el gasto energético estan bajo un estricto control neuroendocrino.

* Interacciones complejas de homeostasis energética entre carbohidratos, lipidos y

Las proteinas (cantidad y calidad de la dieta) siguen la interpretacion de sus funciones separadas.
sobre el metabolismo del combustible.

+ La ingesta de azucares simples y algunos acidos grasos saturados tiene efectos adversos sobre
adiposidad corporal, mientras que el consumo de proteinas y fibra parece modular beneficiosamente

procesos relacionados con la saciedad y el metabolismo energético.

« Los antecedentes genéticos personales y las caracteristicas de la microbiota intestinal contribuyen a explicar

Algunas diferencias metabdlicas interindividuales en el consumo de macronutrientes.

« Avances en la comprension de las vias del metabolismo y el control hormonal dependiendo
sobre la ingesta de macronutrientes involucrados en la utilizacion de energia son necesarios para la precision y

nutricion de salud publica.
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Modelo conceptual de mecanismos asociados a diferentes diet
gue pueden mejorar la adherencia y posterior perdida de peso.

Diet
Cost
Access
Obesogenic
food environment
Consumption norms . o
-+— Behavioral modification
Counseling sessions
Self-monitoring
Gastric distention Insulin
Complexity Reward/pleasure  Palatability Glucose J
Flexibility Palatability GLP-1 Amino acids
Expectations Texture PYY ——» Adherence —= Calorie —= Weight
Food cues Ghrelin intake loss
Satiation
Preprandial (food intake) Satiety
- - = Homeostatic hunger
m Intermeal interval Hedonic hunger
Meal Meal
initiation termination

J Clin Invest. 2021;131(1):e140065 https://doi.org/10.1172/JCI140065
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(once daily) (hwice daily)

Phase 2 Phase 3 Phase 4 Phase 5 Phase 6 Phase 7

>
Maintenance
Active Stage Re-education Stage Stage
VLCK diet (600-800 kcal/day) LC diet (1200-1500 kcal/day) balanced diet
80% of target weight 20% of target weight (1500-2200
kcal/day)
[ Multidisciplinary team (dietary counselling/ physical activity/ psychological support). }

. 1 Scheme of the stages of VLCKD
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Tanto el envejecimiento como la obesidad estan asociados con una mal:
calidad muscular y una reduccion de la funcion muscular.

pscesrics Disminucirdel miscuio
t Pro-inflammatory Cytokines

e — o
t Lipid Infiltration of Muscle

Muscle Disuse, Wasting

La resistencia, lagtocinas
proinflamatoriaselevadas y la
infiltracion de grasa en el musculo s¢
combinan con el desuso del musculc

para reducir la masa muscular en
general.calida¢y empeorar la funcion
fisica

Obesity interventions for older adults
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