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Qual a definicao de
obesidade?




Beneficios e objetivos da perda de peso
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1. Wadden et al. Circulation 2012;125:1157-70; 2. Jensen et al. J Am Coll Cardiol 2014;63(25 Pt B):2985-3023;
3. Purcell et al. Lancet Diabetes Endocrinol 2014;2:954-62; 4, Villareal et al. Am J Clin Nutr 2005;82:923-34.




Alteracao no peso corporal (semanas 0—68)
STEP 4

Alteracdo observada no peso corporal ao longo do tempo (Média na Alteragdo estimada da semana 0 até a semana 68
semana 0: 107,2 kg)

Todos os participantes” Se aderiram ao tratamento?
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Semaglutida 2,4 mg Placebo
Semaglutida (run-in) Semaglutida 2,4 mg Placebo No estudo: u ]

No estudo: Durante o tratamento: [ |

#Estimativa da politica de tratamento (independente da aderéncia ao tratamento). §Estimativa da medicagdo do estudo.
As barras de erro s@o +/- erro padrédo da média.

IC, intervalo de confianga; DTE, diferenc¢a de tratamento estimada; IT, no estudo; OT, no tratamento.

Rubino et al. JAMA. 2021;325:1414-25.



Efeitos da restricao energética
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A obesidade € uma doenca cronica com sérias implicacoes para a
expectativa de vida?

Reducdo da Reducgdo da
expectativa de vida expectativa de vida
2-4 anos 8-10 anos
25 30+ IMC 30-35 kg/m? IMC 40-50 kg/m?2

) SOBREPESO ) OBESIDADE

1. Colaboragdo em Estudos Prospectivos, Whitlock G, et al. Lancet 2009;373(9669):1083-1096. 30. Garvey WT, et al; Revisores das Diretrizes de Pratica Clinica de Obesidade da AACE/ACE. Endocr Prética 2016;22(Suppl 3):1-203.



A Prevaléncia das Doencas Relacionadas a Obesidade Geralmente

Aumenta com o IMC
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Data taken from the female population. CHD, coronary heart disease; T2D, type 2 diabetes

Must et al. JAMA 1999;282:1523-9
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* Diminuicao da gordura corporal, preservando ao maximo a
massa magra

* Promocao da manutencao de perda de peso;

: - * Impedimento de ganho de peso futuro;
Objetivos do o - -
* Educacao alimentar e nutricional que vise a perda de peso,
tratamento d a por meio de escolhas alimentares adequadas e saudaveis;
. * Reducao de fatores de risco cardiovasculares associados a
O b e d I d d d e obesidade (hipertensao arterial, dislipidemia, pré-diabete

ou diabete melito);

* Resultar em melhorias de outras comorbidades (apneia do
sono, osteoartrite, risco neoplasico, etc.);

» Recuperacdo da autoestima;

* Aumento da capacidade funcional e da qualidade de vida

Protocolo clinico e diretrizes terapéuticas do sobrepeso e obesidade em adultos. Ministério da Saude, 2020.




Controle do peso

Melhora da
qualidade de vida

Controle e reducao
das doencas
associadas a

obesidade

Aumento da
expectativa de vida
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O critério para perda de peso bem-sucedida
é a manutencao de uma perda ponderal
igual ou superior a 10% do peso inicial apos
1 ano. Este percentual ja € suficiente para
melhorias significativas nos parametros
cardiovasculares e metabolicos. No entanto,
e extremamente dificil manter essa perda de
peso a longo prazo

Protocolo clinico e diretrizes terapéuticas do sobrepeso e
obesidade em adultos. Ministério da Saude, 2020.



Proposta de classificacdo da obesidade com base no histérico de peso, pelas sociedades
médicas brasileiras (SBEM e ABESO)

* Classificacao da obesidade em “reduzida” ou “controlada”

* Objetivo é que médico e paciente discutam objetivos com base no peso maximo atingido na vida (MWAL) e

gue as respostas a intervencdes sejam avaliadas com essa variavel.

Table 1. Proposed classification of “reduced” and “controlled” obesity based on maximum body mass index (BMI)

Maximum BMI Unchanged* Reduced* Controlled*
30-40 kg/m? <5% 5-9.9% >10%
40-50 kg/m? <10% 10-14.9% >15%

« Destinado a adultos de 18 a 65 anos e com valores
de IMC entre 30 e 50 kg/m?; Difusao dos beneficios

* Metodologia ainda a ser padronizada antes de ser incorporada as 7 = -
diretoe padronts neere clinicos derivados da modesta

perda de peso, permitindo se
concentrar em estratégias de
manutencao do peso

MWAL: maximum weight attained in life: peso maximo atingido na vida.

Halpern, B. et al. Arch. Endocrinol. Metab. (2022)



Alvos de perda de peso para o controle de
comorbidades

a Sindrome
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Diabetes tipo 2
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Prevencgao de
diabetes tipo 2
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reducdo da medicacdo para diabetes;
remissao do diabetes

Reducdo de triglicerideos;
aumento de HDL, reducdo de LDL

Redugdo de pressao arterial;
redu¢do na medicagao

Reducdo de inflamacdo hepatica,
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Resultado
esperado

Ovulagao; redugao do hirsutismo;
redugdo dos niveis de andrégenos;
aumento da sensibilidade a insulina

Reducdo do indice de apneia/

hipopneia

Melhora de VEF1

Redugdo de sintomas



Terapias para o tratamento da obesidade

Mudancas de habitos de vida
Praticas Integrativas e Complementares em Saude
MIHV + Tratamento farmacoldgico

MIHV + Tratamento cirurgico



Alimentagdo Saudavel

« Para alimentacdo saudavel, recomenda-se:
* Reduzir de ingesta de energia;
« Restringir de 500 a 1.000 kcal/dia do gasto energético estimado;
« Aumentar consumo de alimentos in natura e minimamente processados;
* Reduzir no consumo de alimentos processados;
« Evitar consumo de alimentosultraprocessados;
* Reduzir consumo de sal e aglcar;
« Substituir bebidas com adigdo de agucar por dgua;
« Dar preferéncia a preparagdes culindrias;
« Utilizar pequenas quantidades de éleo, gorduras, sal e aglicar no preparo ou tempero dos alimentos;
» Realizar ao menos 3 refeicdes ao dia.

Atividade Fisica

« Recomenda-se pratica de exercicios fisicos combinados (aerébicos e resistidos);

«ldosos devem se manter ativos. Exercicios fisicos combinados e para melhora do equilibrio devem ser realizados de acordo
com estado de salde.

* A prética de atividade fisica pode ser feita individualmente ou em grupos ndo muito grandes;
« Recomenda-se a pratica de pelo menos 150 minutos de atividade fisica por semana.

» Recomenda-se aos adultos a pratiquem 150 minutos semanais de atividades fisicas de intensidades moderadas/vigorosas,
por pelo menos 3 dias na semana, como caminhadas em ritmo moderado, corridas, natagdo, subir escadas. Ou ainda, 30
minutos didrios todos os dias da semana.

* Para adultos que ndo realizam nenhuma atividade fisica metas semanais podem ser propostas para cumprir pelo menos 10
minutos didrios de atividades fisicas moderadas vigorosas, como caminhar mais rapido, subir escadas, carregar sacolas. A
progressao semanal dever ser prevista até atingir a recomendagdo de 150 minutos de atividades fisicas
moderadas/vigorosas, por pelo menos 3 dias na semana.

« Para beneficios adicionais a saude os adultos devem realizar duas vezes semanais atividades fisicas de fortalecimento
muscular, priorizando os grandes grupos musculares.

Suporte Psicoldgico

» As abordagens psicolégicas devem ser adequadas as necessidades do individuo e podem ser realizadas individualmente ou
em grupo, de acordo com sua preferéncia;

« Recomenda-se suporte psicolégico baseado em entrevista motivacional e terapia cognitivo-comportamental.



REDUGCAO NA INCIDENCIA DO DIABETES TIPO 2 COM
INTERVENGAO NO ESTILO DE VIDA OU METFORMINA

DIABETES PREVENTION PROGRAM
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DPP 10 anos

A Lifestvl Metformin -4~ Placeb Diabetes incidence rates during DPP:
7 — Hestye erormin aceno 4.8 cases per 100 in the ILI group

7.8 in the metformin group
11.0 in the placebo group

Diabetes incidence rates in DPPOS:
5.9 per 100 person-years for ILI group
4.9 for metformin

5.6 for placebo

Change in weight (kg)

Diabetes incidence in the 10 was reduced:
34% in the ILI group
18% in the metformin group

Lancet. 2009 November 14; 374(9702): 1677-1686.



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Cardiovascular Effects of Intensive Lifestyle
Intervention in Type 2 Diabetes

The Look AHEAD Research Group*

METHODS

In 16 study centers in the United States, we randomly assigned 5145 overweight or
obese patients with type 2 diabetes to participate in an intensive lifestyle interven-
tion that promoted weight loss through decreased caloric intake and increased
physical activity (intervention group) or to receive diabetes support and education
(control group). The primary outcome was a composite of death from cardiovascu-

lar causes, nonfatal myocardial infarction, nonfatal stroke, or hospitalization for
angina during a maximum follow-up of 13.5 years.

RESULTS

The trial was stopped early on the basis of a futility analysis when the median fol-
low-up was 9.6 years. Weight loss was greater in the intervention group than in the
control group throughout the study (8.6% vs. 0.7% at 1 year; 6.0% vs. 3.5% at study
end). The intensive lifestyle intervention also produced greater reductions in gly-
cated hemoglobin and greater initial improvements in fitness and all cardiovascu-
lar risk factors, except for low-density-lipoprotein cholesterol levels. The primary
outcome occurred in 403 patients in the intervention group and in 418 in the con-
trol group (1.83 and 1.92 events per 100 person-years, respectively; hazard ratio in
the intervention group, 0.95; 95% confidence interval, 0.83 to 1.09; P=0.51).
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Intensive Lifestyle Intervention (ILI)

|| Diabetes Support & Education (DSE)
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Comparison of dietary macronutrient patterns of 14 popular
named dietary programmes for weight and cardiovascular risk
factor reduction in adults: systematic review and network
meta-analysis of randomised trials

Long Ge,"** Behnam Sadeghirad,** Geoff D C Ball,” Bruno R da Costa,*’*®

Christine L Hitchcock,>® Anton Svendrovski,® Ruhi Kiflen,? Kalimullah Quadri,'°

Henry Y Kwon,'! Mohammad Karamouzian,'**? Thomasin Adams-Webber,'* Waleed Ahmed,*®
Samah Damanhoury,'® Dena Zeraatkar,” Adriani Nikolakopoulou,'” Ross T Tsuyuki,'®

Jinhui Tian,'® Kehu Yang,'? Gordon H Guyatt,? Bradley C Johnston®®2°

doi: 10.1136/bmj.m696 | BMJ 2020;369:m696 | thebmj
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Do macronutrient diet patterns work?
Comparing 14 diets for weight and blood pressure reduction

loss and improved blood pressure. At 12 months, weight reduction
diminished, and blood pressure improvements largely disappeared
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Primary care-led weight management for
remission of type 2 diabetes (DIiRECT)
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Lancet 2018; 391: 541-51



Proportion achieving =15 kg weight loss

Proportion achieving remission

at 12 months (%)

at 12 months (%)
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Durabilidade de uma intervencao de

gerenciamento de peso liderada por atencao
primaria para a remissao do diabetes tipo 2.
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Agbes de Vigilancia Alimentar e Nutricional (VAN); de promogdo dasatde

e de prevengdo do sobrepeso e da obesidade; avaliagio do estado

nutricional

1
¥

IMC < 25 Kg/m2

Agdes de Viglincia Alimentar
e Nutricional (VAN); de
promogio da sadde e de
prevengdo do sobrepeso e

WSS EEE R
=

Abordagem inicial, estratégias
de sensibilizacdo e avaliagio
de comorbidades,
estratificagio  de risco e
encaminhamento para AE se

0

Agdes de promogio da saide
e de prevengio do sobrepeso
e obesidade;
acompanham ento
longitudinal, integral,
multiprofissional, com
abordagens  individuais,
coletivas e transversais

sasnERan,,
® s,

-
D)

IMC 25 a 39,99 Kg/m2

*

)
.

Identificagdo das
pessoas com sobrepeso
e obesidade?

.
Sesssssssssasassssshannnnnnnnny,

IMC 2 35 kg/m? com
comorbidades descompensa
das ou IMC 2 40 Kg/m2

P -

4 tratamento cirtigico;
. acompanhamento pré e pos
i intervengao cirlirgica, -
Sistemas de Apoio e AE- ital
Sistemas Logisticos: m:::f:: HO’P” i e‘
compl;-r:?nas ao Acosupanbarisnte poé & pis
diagnéstico e Ll
tratamento e
transporte sanitario AE - Atencdo de urgéncia e
emergéncia pré e pés
intervengao cirtirgica

Abordagens transversais: suporte psicolégico, pritica de atividade fisica, PICS, agbes intersetoriais para promogio da saiide e

prevencdo do sobrepeso e obesidade



Sibutramina

Medicamentos
aprovados
para o
tartamento da
obesidade no
Brasil

Orlistate
Liraglutida
Bupropiona + Naltrexona

Semaglutida



Medicamentos aprovados para o tartamento da obesidade no Brasil

Medicamento Perda de peso atingida Estudo de seguranga
em 12 meses catrdiovascular

Sibutramina

Liraglutida 7,2% SIM* SSSS

Semaglutida 16% SIM*** SSSSS



Impacto do tratamento sobre

mortalidade e desfechos
cardiovasculares




Association of the magnitude of weight loss and changes in
physical fitness with long-term cardiovascular disease
outcomes in overweight or obese people with type 2
diabetes: a post-hoc analysis of the Look AHEAD randomised
clinical trial

The Look AHEAD Research Group*

Summary

Background Findings from the Look AHEAD trial showed no significant reductions in the primary outcome of
cardiovascular disease incidence in adults with type 2 diabetes randomly assigned to an intensive lifestyle intervention
for weight loss compared with those randomly assigned to diabetes support and education (control). We examined
whether the incidence of cardiovascular disease in Look AHEAD varied by changes in weight or fitness.

Methods Look AHEAD was a randomised clinical trial done at 16 clinical sites in the USA, recruiting patients from
Aug 22, 2001, to April 30, 2004. In the trial, 5145 overweight or obese adults aged 45-76 years with type 2 diabetes were
assigned (1:1) to an intensive lifestyle intervention or diabetes support and education. In this observational, post-hoc
analysis, we examined the association of magnitude of weight loss and fitness change over the first year with incidence of
cardiovascular disease. The primary outcome of the trial and of this analysis was a composite of death from cardiovascular
causes, non-fatal acute myocardial infarction, non-fatal stroke, or admission to hospital for angina.The secondary outcome
included the same indices plus coronary artery bypass grafting, carotid endartectomy, percutaneous coronary intervention,
hospitalisation for congestive heart failure, peripheral vascular disease, or total mortality. We adjusted analyses for baseline
differences in weight or fitness, demographic characteristics, and risk factors for cardiovascular disease. The Look AHEAD
trial is registered with ClinicalTrials.gov, number NCT00017953.

Findings For the analyses related to weight change, we excluded 311 ineligible participants, leaving a population of 4834;
for the analyses related to fitness change, we excluded 739 participants, leaving a population of 4406. In analyses of the
full cohort (ie, combining both study groups), over a median 10-2 years of follow-up (IQR 9-5-10-7), individuals who
lost at least 10% of their bodyweight in the first year of the study had a 21% lower risk of the primary outcome (adjusted
hazard ratio [HR] 0-79, 95% CI 0-64-0-98; p=0-034) and a 24% reduced risk of the secondary outcome (adjusted
HR 0-76, 95% CI 0-63-0-91; p=0-003) compared with individuals with stable weight or weight gain. Achieving an
increase of at least 2 metabolic equivalents in fitness change was associated with a significant reduction in the secondary
outcome (adjusted HR 0-77, 95% CI 0-61-0-96; p=0-023) but not the primary outcome (adjusted HR 0-78, 0-60-1-03;
p=0-079). In analyses treating the control group as the reference group, participants in the intensive lifestyle intervention
group who lost at least 10% of their bodyweight had a 20% lower risk of the primary outcome (adjusted HR 0-80,
95% CI 0-65-0-99; p=0-039), and a 21% lower risk of the secondary outcome (adjusted HR 0-79, 95% CI 0-66-0-95;
p=0-011); however, change in fitness was not significantly associated with a change in the primary outcome.

Interpretation The results of this post-hoc analysis of Look AHEAD suggest an association between the magnitude of
weight loss and incidence of cardiovascular disease in people with type 2 diabetes. These findings suggest a need to
continue to refine approaches to identify individuals who are most likely to benefit from lifestyle interventions and to
develop strategies to improve the magnitude of sustained weight loss with lifestyle interventions.
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Original Investigation | Surgery
Association Between Bariatric Surgery and Major Adverse Diabetes Outcomes
in Patients With Diabetes and Obesity

Aristithes G. Doumouras, MD, MPH; Yung Lee, MD; J. Michael Paterson, MSc; Hertzel C. Gerstein, MD, MSc; Baiju R. Shah, MD, PhD; Branavan Sivapathasundaram, MPH;
Jean-Eric Tarride, PhD; Mehran Anvari, MD, PhD; Dennis Hong, MD, MSc

Figure 2. Kaplan-Meier Curves of All-Cause Mortality for Patients Who Underwent Bariatric Surgery
and Matched Nonsurgical Controls
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Associagao da cirurgia metabdlico-bariatrica com a sobrevivéncia de longo prazo em
adultos com e sem diabetes: uma meta-analise em uma uUnica etapa de estudos de
coorte pareados e estudos controlados prospectivos com 174.772 participantes.

7712 mortes durante o 174 772 pacientes Reducao do HR de Expectativa media de
seguimento de 1.2 P morte em 49.2% (95% vida 6.1 anos (95% ClI

milhdes de slelufE et ) EEE Cl 46.3-51.9, 5.2-6-9) maior do que
bariatrica

pacientes/ano p<0.0001) o cuidado habitual

Individuos com DM Individuos sem DM Expectativa media de Expectativa media de
(HR 0.409, 95% Cl vida 9.3 anos (95% ClI vida 5.1 anos (2.0-9.3)
(HR 0.704, 0.588—- ; :
0.370-0.453, 0.843, p<0.0001) 7.1-11.8) maior em para os pacientes sem
p<0.0001) 083, P<L. pacientes com DM DM

NNT 10-anos foi 8.4 NNT 10 anos foi 29.8
(95% Cl 7.8-9.1) para (21-2-56-8) para
adultos com DM adultos sem D

Lancet. May 06, 2021



SELECT: a CVOT in patients with overweight or obesity and CVD
Trial design

Primary objective

To demonstrate that s.c. semaglutide 2.4 mg once weekly lowers the incidence of MACE vs placebo, both added to standard of care in
patients with established CV disease and overweight or obesity

N=17,500 patients Semaglutide s.c. 2.4 mg once weekly
BMI: 227 kg/m?
Established CVD

Screening HbA,, <6.5% Placebo s.c. once weekly

Event driven

Randomisation (1:1)
K Hi11='Al Time from randomisation to first occurrence of MACE
ey
endpoints
Time from randomisation to (first) occurrence of CV death or all-cause death

Semaglutide 2.4 mg is only approved in the US for chronic weight management and is under regulatory review in other countries including the EU. It may not be approved in your jurisdiction. Please refer to the SmpC approved by the authorities in your country
BMI, body mass index; CV, cardiovascular; CVD, cardiovascular disease; CVOT, cardiovascular outcome trial; HbA,., glycated haemoglobin; MACE, major adverse cardiovascular events (CV death, non-fatal myocardial infarction

or non-fatal stroke); s.c., subcutaneous. hitps://clinicaltrials.gov/ct2/show/NCT03574597. Accessed June 2021.




SELECT: primary and key supportive secondary endpoints

(semaglutide 2.4 mg vs placebo as add-on to SoC)

Primary endpoint

MACE composed of:
= CVdeath

= Non-fatal M|

* Non-fatal stroke

Time from randomisation to first occurrence of

New/worsening nephropathy

5-component composite endpoint:

+ Persistent macroalbuminuria

* Persistent 50% reduction in eGFR vs baseline
+ Persistent eGFR <15 mL/min/1.73 m?

»  Chronic renal replacement therapy

= Renal death

Additional CV endpoints

First occurrence of:

* Expanded composite CV endpoint”

* Composite heart failure endpoint’

+« Composite endpoint: all-cause death, non-fatal
MI or non-fatal stroke

Samagiutide 2.4 mg s only approved in
*CV death, non-fatal MI, non-fatal strok
CV. cardiovascular; eGFR, estimated glo
hites/chinicaltrials gov/c1/show/NCT

Other metabolic parameters

Change from randomisation to year 2 in:

« Blood pressure and pulse

* High-sensitivity C-reactive protein

+ Lipids, body weight and waist circumference
« HbA,,

« Patient-reported outcomes

i

{ death. Hb
tandard of care.

¢ review in other countries including tha EU. it may not be spproved in your jurisdiction Ph:a'.e refer to the SmpC approved by the authonities in your countny
- %
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