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Avancos

* Definicoes da obesidade além do IMC
* Fenotipos da obesidade
* Novas medicacoes

Eficacia
* Tratamento medicamentoso antiobesidade

Desafios

* Prevencao de perda de massa magra durante o tratamento
* Minimizar o reganho de peso apos tratamento

©) dra.suzanavieira



Avancos

Novas definicoes da obesidade
Tratamento baseado no fenotipo



OBESIDADE CLINICA

Indice de massa corporal (IMC) elevado

Confirmagio clinica de gordura corporal anormal
(medidas corporais: ex - relagio cintura-altura
ou medidas diretas - ex: bioimpedancia corporal)

N AO¢ ¢ SIM

sem obe sidade obesidade
1 (excesso de gordura)

v

Avaliagiao da obesidade clinica

limita¢oes das atividades didrias

ex - atletas

ou ambos
NAO | SIM
obesidade obesidade clinica

pré-clinica

L
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OBESIDADE ALEM DO o

disfung¢des organicas relacionadas a obesidade,

IMC

IMC > 40 -nao é necessaria

outra ferramenta para
diagnostico de aumento de

gordura corporal

Relacao cintura-altura

0,4 a 0,49 - adiposidade
central saudavel

-0,5a 0,59 - adiposidade
central elevada

- 0,6 ou mais — adiposidade
central alta

Rubino F e col. Lancet Diabetes Endocrinol. 2025


https://www.instagram.com/p/DGx5S4WMUAA/?utm_source=ig_web_copy_link&igsh=MzRlODBiNWFlZA==
https://www.instagram.com/p/DGx5S4WMUAA/?utm_source=ig_web_copy_link&igsh=MzRlODBiNWFlZA==
https://drasuzanavieira.med.br/2022/05/22/indice-relacao-cintura-altura-para-avaliar-risco-cardiovascular-obesidade-imc/

Obesidade controlada & =
Obesidade reduzida bR gt

document by the Brazilian Society
of Endocrinology and Metabolism
(SBEM) and the Brazilian Society
for the Study of Obesity and
Metabolic Syndrome (ABESO)

Nao modificada |Obesidade Obesidade
reduzida controlada

W ONETE < 5% 5-9.9% >10%

VR NI < 10% 10 -14.9% >15%

Halpern e col. Arch Endocrinol Metab. 2022


https://www.instagram.com/p/CjL5Ul9AHO_/?utm_source=ig_web_copy_link&igsh=MzRlODBiNWFlZA==
https://www.instagram.com/p/CjL5Ul9AHO_/?utm_source=ig_web_copy_link&igsh=MzRlODBiNWFlZA==

Fentermina+
topiramato

Fenotipos da obesidade

 Saciedade - calorias
consumidas em uma refeicao
(cérebro faminto)

e Saciacao -tempo até sentir
fome novamente ap6s uma
refeicao (intestino faminto)

Acosta e col. Obesity 2021

Bupropiona
+naltrexone

Cérebro faminto
16%

8% Intestino

enfc?cr}:;al farnie
18%

12%

O

Metabolismo lento
12%

¥ 15%

Desconhecido

Fentermina+ exercicio
de resisténcia

Liraglutida
(analogo GLP1)


https://drasuzanavieira.med.br/2024/02/05/fenotipos-da-obesidade-comer-emocional-saciacao-saciedade-e-metabolismo-lento/

Melhores resultados do tratamento
direcionado para o fenotipo
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Acosta e col. Obesity 2021



Padroes alimentares

Beliscador Emocional Hiperfagico 8 Compulsivo

Noturno Social Hedonico

PACIENTE PODE TER MAIS DE UM DESSES TIPOS



Hormonios
Intestinais

* Terapias baseadas nas
incretinas
* GLP1
 GIP
* Glugacon

[Exenatida, Iixisenatida] [I_iraglutida, dulaglutida, semaglutidaj [Semaglutida oral]

I I I

( Subcutaneo de agio curta Subcutaneoc de acac longa Oral ]

i

[Monoagonista]

Agonista do
receptor do
glucacon

Agonista do Agonista do
receptor do GIP receptor do GLP1

f Agonista dual | 'Agonista triplo ~ Agonista dual ._

| Retatrutida

{Tirzeﬁatida ) [SAR441255: LY3437943 [Cotadutida; .HSAR425899J

Y

N~

%
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https://drasuzanavieira.med.br/2024/03/18/hormonios-intestinais-no-diabetes-e-obesidade-glp1-gip-e-glucagon/

EFICACIA

Perda de peso com diferentes tratamentos medicamentosos



Sibutramina

James e col . N Engl J Med. 2010
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Scout — estudo de seguranca cardiovascular

da sibutramina

A Primary Outcome Event

18+
@ 16+
E
S 14 ,
5 Sibutramine
@] 124
&% 3§ Placebo
S @
g 6
=
S 4
w
= y )
O T T T T 1
0 12 24 36 48 60
Meonths since Randomization
Mo. at Risk
Placebo 4898 4776 4623 4482 3467 1730
Sibutramine 4906 4749 4601 4427 3403 1720
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B Death from Any Cause

Death from Any Cause (%)

MNo. at Risk

Placebo
Sibutramine

18
16
141

12+

Placebo

Sibutramine

I | I ] 1

0 12 24 36 48 60

Months since Randomization

4898 4838 4744 4643 3628 1815
4906 4838 4766 4639 3595 1820

James e col . N Engl J Med. 2010



Scout — estudo de seguranca cardiovascular

da sibutramina

A Primary Outcome Event

Event (%)

Incidence of Primary Outcome

No. at Risk
Placebo
Sibutramine

18-
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James e col . N Engl J Med. 2010
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Comparacao entre medicamentos
antiobesidade

Odds ratio (95% Crl) for achieving at least 5% weight loss

Odds ratio (95% Crl) for
discontinuation due to

adverse events

ine- 1.67 2.33 2.98 3.42 9.22
:w:m (1.03-2.56) (1.54-3.59) (1,95-4.54) (2.40-4.91) (6.63-12.85)
0.78 . . 1.4 1.78 2.06 5.54
(0.48-1.20) Liraglutide @ (1.22-2.78) (1.51-2.96) (4.16-7.78)
087 Maltresone- .28 1.47 3.96
(0.59-1.25) bupropion (087-1.84) (1.09-1.96) (3.03-5.11)
1.71 23 1.97 , 1.15 3.1
(1.14-2.49) (1.43-3.39) (1.38-2.76) '-‘"*“" (0.86-1.55) (2.38-4.05)
1.5 1.6 1.44 0.73 s 2.7
(0.88-1.76) (1.10-2.40) {1.07-1.95) (0.54-1.02) L (2.34-3.09)
2.29 2.95 2.64 1.34 1.84 WA
(1.71-3.06) (2.11-4.23) (2.1-3.35) {1.05-1.76) (1.53-2.21) Sinl

Ex. Liraglutida vs bupropiona + naltrexona: 40% mais chance de perda de 5% (significativo)
e 11% mais descontinuacao por efeitos colaterais (nao significativo).
Pacientes nao fenotipados

Khera et al. (2016, JAMA)



Comparacao das terapias baseadas em R

| COMESP
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incretinas doses para Obesidade 30 E 31 DE MAIO DE 2025

Liraglutide  Davies (2015); 56wks; n=846; T2D -6%
o 3.0mg

e Pi-Sunyer (2015); 56wks, n=3731; OB -8% SAXE N DA® ‘;‘;i})
\(© Wadden (2073); 56wks; n=422; OB -6.2% \
() Astrup (2012); 104wks; n=472; 0B ] -8% —~

Astrup (2009); 20wks; n=564; OB -7.4% '

Semaglutide Rubino (2022); 68wks; n=338,; OB | -15.8%
2.4mg Kadowaki (2022); 68wks: n=401; OB, T2D |-13.2%

Garvey (2022); 104wks; n=304; 0B |-15.2%
i ; ,n=803; -7
Rubina (2021); 48wks, n=803; OB 71.9% - WEGOVY®
Wadden (2022); 68wks; n=611; 0B -16%
Davies (2021); 68wks; n=1210; 0B+T2D | ]-9.6%
Wilding (2021); 68wks; n=1961; OB | -14.9%

Tirzepatide Zoler (2023); 72wks; n=938; OB
15m
¢ Jastreboff (2022); 72wks; n=2539; 0B

-20.9%

3% MOUNJARO®
-13.6%

-13.1%

Dahl (2022); 40wks; n=475; T2D
Del Prato (2021); 52wks; n=2002; OB+T2D

Semanais

Ludvik (2021); 52wks; n=1444; OB+T2D

D.
|

Frias (20217); 40wks; n=1879; OB+T2D

25 .
e (A
: E
n " in
o ﬁ E

Rosenstock (2021); 40wks; n=478; OB+T2D

Retatrutide Urva (2022); 12wks; n=72; OB+T2D
12mg

o
mounjaro-

Carmsnrae
mounjaro
o
mounjaro
st
o
mounjaro=
o
mounjaro
rann
e
mounjaro

g e

Rosenstock (2023); 36wks; n=281; OB+T2D

Jastreboff (2023); 48wks; n=338; OB

I
0o -3 -6 -9 -12 -15 -18 -21 -24
Body weight change (%)

Locatelli e col. Diabetes Care. 2024



SURMOUNT - 5: tirzepatida vs semaglutida em obesidade

IMC médio inicial-39kg/m Mean Baseline Weight=113.2
) ) kg
e 4
®© -6 , -
é:) ;\5 -8 NO BRASIL, SO TEMOS APRESENTACAO
£ 12‘ DE TIRZEPATIDA DE 2,5 E 5mg (DM2)
— C -l
LT -14-
(0]
= 8 e +—— 15.4%
T M 18-
(@)
m € -20- T _
g2 22 - 1 5160
g 24~ o 271.6%0
s 26
O 28— ETD at Week 72: —6.2% (~7.8 to —4.6)
'30 | | | | | | | | | |
0O 4 8 12 1|6 20 2 36 48 52 60 72
Weeks
—4— Semaglutide MTD (1.7 or 2.4 mg) —— Tirzepatide MTD (10 or 15 mg)

e Aronne LJ, et al. N Engl J Med. 2025; doi: 10.1056/NEJM



Mulheres perderam mais peso (%) que homens com
tirzepatida e semaglutida

Percent Body Weight Change

From Baseline (%)

O_
-4 —
-8 —
-11.0%
-12 -
-16 4.1 I +-17.8%
0 r—— 5D
T -18.0%
-20—
24 — -23.8%
-28 1 T 1 | 1 | |
4 8 16 20 24 36 48 52 60 72
Weeks
+ Female Tirzepatide MTD (10 or 15 mg) Female Semaglutide MTD (1.7 or 2.4 mg)
—{}- Male Tirzepatide MTD (10 or 15 mg) Male Semaglutide MTD (1.7 or 2.4 mg)

e Aronne LJ, et al. N Engl J Med. 2025; doi: 10.1056/NEJM



Efeitos colaterais com terapia incretinica sao

na maioria leves a moderados

Propertion of Subjects (3)

Froportion of Subjects (35)

Nausea

TZF 15mgor MTD (N=374)

SEMA Zdrgor MTD (h=375)

18+
16 =

T T T T T T 171
0 B 16 24 32 40 48 56 B4 72

N I R N BN B B N R
0 8 16 24 32 40 48 56 B4 72

Obsareation Tirne (Wesks)
[Severity B Mild B Moderte B Severe|

Diarrhea

TZF 15mgor MTD (N=374)

SEMA 2 drrg or MTD (N=376)

20 4
18 4
16 -
144
124
104
g
[

2
04

VT

T T T T T T T T T

08 16 24 32 40 48 56 B4 72

T T T T T T T T T T

0 & 16 24 32 40 48 56 64 72

Cibsare dion Time (wesks)
| Saverity B bild O Moderde B Ssvee|

Proportion of Subjects (%)

Froportion of Subjects (35)

Constipation

TZF 15mgor M TD (N=374)

SEM A Z4mgor MTD (N=376)

204
18 -
16
14

. 1 11717
0 B 16 24 32 40 4B 56 64 72

r r 1T r 11171
0 B 16 24 32 40 48 56 64 T2

Obsrvalion Time [Wesks)
Soverity B Mild O Moderde B Severe |

Vomiting

TZF15mgor M TD (=374)

SEMA Zdrmgor MTD (N=376)

20 4
184
16 -
144
124
10
e
[

2

T T T T T T T T T

0 8 16 24 32 40 48 56 64 72

T T T T T T T T T T

0 & 1624 32 40 48 56 64 72

Obsary dion Time (weeks)
| Saverity B bild O Moderde B Ssvee |
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Aronne LJ, et al. N Engl J Med. 2025; doi: 10.1056/NEJM



Desafios

Minimizar a perda de massa magra durante o tratamento medicamentoso

Minimizar reganho de peso apos tratamento medicamentoso



Incretin-Based Weight Loss
Pharmacotherapy: Can
Resistance Exercise Optimize
Changes in Body Composition?

Diabetes Care 2024;47:1718-1730 | https://doi.org/10.2337/dci23-0100

Impact of Tirzepatide on body composition
Despite an increase in the % lean mass, absolute lean mass decreased by 6 kg

Relative change (%) Absolute change (kg)
104.8kg
100% 100% ds,
00 mEmmm 100 ko
90 — 90 —
80| 80 81.8kg
A=+7.4%
704 70 —
60 — 60| s44kg 9s “Bkg
50 — 50 50.5kg \
40 — 48.2% 40 - 4%‘? 48.4kg
_ . kg
30 30 33 5K
YN A=-7.4% [ -9kg
20-| S X 20—
10 | 10
0 : — 0 —
Baseline Tirzepatide Baseline Tirzepatide
72 weeks 72 weeks
[OrFatmass [ Leanmass [l Body weight
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Locatelli e col. Diabetes Care. 2024



Journal of the Endocrine Society, 2024, 8, bvae164
https://doi.org/10.1210/jendso/bvae164
Advance access publication 25 September 2024

Mini-Review

N
m
/]

ENDOCRINE
SOCIETY

OXFORD

Fundamental Body Composition Principles Provide
Context for Fat-Free and Skeletal Muscle Loss With GLP-1

RA Treatments

Grant M. Tinsley'® and Steven B. Heymsfiel

Tinsley. J Endocr Soc. 2024 Sep

100

™

50

% of Body Mass

25

The Five-Level Model of Body Composition

Other Gther
ECs
Hydrogen Protein
Carbon ECF
Lipid
Bone
Adipose Tissue Body Mass
RM
TC
Oxygen Water Cell Mass
Skeletal Muscle
Atomic Molecular Cellular Tissue/Organ Whole Body
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Lipidios, glicogénio, minerais

Mass (kg)

40

20

Protein

Water

Protein

Contribuicdo da massa

livre de gordura do tecido
adiposo na massa magra

15

Fat-free

Lipidios estruturais

Skeletal Muscle Mass

(anatomically defined muscles) (anywhere in body)
Organ/Tissue Level

Tinsley. J Endocr Soc. 2024 Sep

Fat-Free Mass

Molecular Level

Triglicérides

Adipose Tissue Mass
(anatomically defined tissue)

Organ/Tissue Level

Contribuicao dos lipidios

do musculo para massa gorda

Fat Mass

(anywhere in body)
Molecular Level

X
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~X
Ajuste da reducdo da massa magra com TR
analogos de GLP1

0.0

-2.5

Change (kg)

-7.5

=10.0 9.7
-10.4 -10.4
Blundell 2017 Heise 2023 Heise 2023 Kadouh 2020 Santini 2023 Silver 2023 Wilding 2021
(semaglutide) {semaglutide) (tirzepatide) (liraglutide) (liraglutide) (liraglutide) isemaglutide)

Ajustado para perda da

. Fat Mass Change Fat-Free Mass Change . Fat-Free Mass Change (adjusted)

massa livre de gordura do
tecido adiposo

Tinsley. J Endocr Soc. 2024 Sep
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Infiltracao gordurosa do musculo (MFI)

CD.....

MF1 5.9 % MF110.9 % MF115.7 %

Neeland e col. J Am Coll Cardiol Img. 2021 Feb, 14 (2) 482-494.
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A medicacao
antiobesidade é para o
resto da vida?



>

Change in body weight from baseline (%)

.

g

w
1

Menor reganho de peso com exercicio COMESp

re S i Sti d O Incretin-Based Weight Loss

Pharmacotherapy: Can
Resistance Exercise Optimize
Changes in Body Composition?

Diabetes Care 2024;47:1718-1730 | https://doi.org/10.2337/dci23-0100

PESO CORPORAL % GORDURA
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-
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Change in fat mass from baseline (%)

o
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0 70 120 wks 0 "

70 120 wks
Wincretin Therapy  m Incretin Therapy + Resistance Exercise Wincretin Therapy  m Incretin Therapy + Resistance Exercise

@

Change in lean mass from baseline (%)
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% MASSA MAGRA

+10 7
[ Treatment phase ] [ Treatment Ij-iﬂ':ﬂl'l!il‘i.lﬂ'lll:ll'll]

+
o
L

[ ~2%gain }ea=== o -
| B — :

L=
L

~15% or ~7 kg
less lean mass

L
0 70 120 wks
W Incretin Therapy ™ Incretin Therapy + Resistance Exercise

— Pooled data from available literature === Hypothesized outcomes

Locatelli e col. Diabetes Care. 2024
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Estratégias para minimizar o reganho de pes

* Manutencao da massa magra Unm trabalho em equipe
* Combinacao de exercicio
resistido + aerobico

* Terapia nutricional
* Dieta hiperproteica

* Acompanhamento psicologico



https://www.instagram.com/p/CwntWZENH8e/?utm_source=ig_web_copy_link
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Principals pontos

* A avaliacao da composicao corporal e das comorbidades além do
IMC sao importantes

* O tratamento baseado em fendétipos ou padroes alimentares tem
melhor resultado

* As terapias baseadas em incretinas (“canetas emagrecedoras”)
sao muito eficazes para o tratamento da obesidade, porém com

alto custo

* O tratamento multidisciplinar € essencial para prevenir a
sarcopenia durante o tratamento medicamentoso e minimizar o

reganho de peso apos suspensao da medicacao
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‘A atencdo é a forma
mais rara € pura
de gentileza”

Simone Weil

-

Obrigada pela atencao!
@ dra.suzanavieira
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