CONGRESO AMAREVA y 28 de febrero
028

Auditorio Caja de Mu
lelodCbl

MESA 3. OBESIDAD, UN DESAFIO SOBRE LA MESA

Experiencia con tirzepatida

Dr. Miguel Angel Brito. Endocrinologia. Hospital Puerta De Hierro Majadahonda.

www.congreso2025.amareva.es



Auditorio Caja de Musica
del Palacio de Cibeles

CONGRESOAMAREVA 27 y 28 de febrero
20125

Conflicto de intereses

Colaboracion en formacion médica con empresas que comercializan o
comercializaban farmacos para el manejo de la obesidad: Abbott, Bayer,
Novo Nordisk, Sanofi

He participado en ensayo clinico en obesidad: Sanofi
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Obesidad es una enfermedad

* Cronica, multifactorial, compleja,

Frec | d iva nte Life expectancy decreases as BMI increases
. R , d h bl_ e d . ® nNormal ® swmi 8 M
dlZ de muchnos prontemas mediCcosS wgw ”35—40kg/m’ '40_50;@/”,1
80% 60% 50%

* Reduce la expectativa de vida

chance of reaching age 70

100 1 —-. BMI (kg/m?)

* Lo que se ve es la punta del iceberg —
estigma social, laboral, sanitario...
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Al;:ilt:;il:cci::j:edce:il:l:lsei:a (hvercoming Obesity— The Discovery of Multi Beceptor Drugs
Matthias H. Tschop, MD ADA 2023

Desarrollo de moléculas

Controlling Obesity with Multi Receptor Drugs

1)

Time (years)

- NO treatment

-~ Placebo control

Mono agonists

Dual agonists

““““ P = = = = = w - Triple agonists (?)
= Bariatric surgery

Body weight change (%)
=
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Desarrollo de moléculas

Nature 638, 308-310 (2025)

- Wegoyy Semaglutida = Survodutide -~ CagriSema

(injectable GLP-1 agonist) (GLP-1+ glucagon (GLP-1 + amylin
Zepbound Tirzepatida agonist) agonist)*
(GLP-1 + GIP agonist) == Retatrutide MariTide
— Orforglipron (GLP-1+ GIP (GLP-1 agonist +
+ glucagon agonist ) GIP antagonist)*

(oral GLP-1 agonist)

Weight change (%)

............ B Rt BRI AR SRR R R ERL

Tirzepatida
o
..................................................................... L
60 70
Weeks
*Data are from company reports of the most recent trials, with no intermediate data available for CagriSema
(cagrilintide and semaglutide) or MariTide (maridabart cafraglutide). Data are not placebo-adjusted.
cnature

GLP-1; glucagon-like peptide 1, GIP; gastric inhibitory polypeptide.
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Tirzepatida Programa de desarrollo Clinico

27y 28 de febrero

2022

Type 2 SURPASS-1to -5 (Phase 3) ; ; | ;
Diabetes 5 SURPASS-CVOT (Phase 3)
Obesity: (Phase 3
SURMOUNT-2? _
SURMOUNT-33 : :
Obesity SURMOUNT-4%
and SURMOUNT-J® = =
Obesity- s
Related é | _ ]
Complicat NASH: SYNERGY-NASH (Phase 2)°
ions HFpEF: SUMMIT (Phase 3)° :
: : Kidney Disease: TREASURE-CKD (Phase 2 MoAZ)'®
Eﬂhstructive Sleep ;Apn ea: SURMOUNT-0SA (Phase 3)11 E
: Morbidity/Mortality in Obesity: SURMOUNT-MMO (Phase 3)12

@ ® ® ® ® ® ® ®

2019 2020 2021 2022 2023 2024 2025 2026

\,

*Mot an outcomes study.

CKD=Chrenic Kidney Digease; CWOT = Cardiovascular Qutcomes; HFpEF=Heart Failure With Preserved Ejection Fraction; MMO=Marbidity/Mortality in Obesity; MoA=Mechanizm of Action; NASH=Mon-alcoholic

Steatohepatitiz; 05A=0bstructive Slesp Apnea.

1. https-felinicalirialz gowel2/ishow/MCT04184622 (Accessed October 10, 2022}, Jastreboff et al. M Engl J Med. 2022:387(3):205-216. 2. hiips:Vclinicaltrials gowiet2/ishowMCTO4657003 (Accessed October 10, 2022). 3.
hitps:/clinicaltrialz.gov/ct2/show/MCTO4657016 (Accessed October 10, 2022). 4. https:/clinicalirials gov/ct2/show/MNCT046606 43 (Accessed October 10, 2022). 5. hitps-/fwww clinicaltrials. govict2ishow/NCT04844915

{Accessed October 10, 2022). 6. hitps:veww_clinicalirials govw/ci2/show/NCT05024032 (Accessed October 10, 2022). 7. hitps:/clinicaltrials.gov/ct2/showMNCTOS322830 (Accessed April 24, 2023). 8.

hitpsiclinicaltrials. govict2/ishow/MCT0416677 3 (Accessed October 10, 2022). 9. hitps-fclinicaltrials. govwict2/show/MCT04547557 (Acceszsed October 10, 2022). 10. hitps-/iclinicaltrials govict2lshowNCT05536504 (Accessed

October 10, 2022). 11. hitps-Vclinicaltrials govict2/show/NCT05412004 (Accessed Oclober 10, 2022). 12. hitps:fclinicalirials. govict2ishow/NCT05556512 (Accessed October 10, 2022
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Mean Weight Change at 72 Weeks
The NEW ENGLAND Tizepatide Placebo

SURMONT 1 o gsme lom i
ESTABLISHED IN 1812 JULY 21, 2022 ¥OL. 387 NO.3 _31

Tirzepatide Once Weekly for the Treatment of Obesity

S e WD, P o e s st s, = -5
i
E“ -15
§ -
-25
N: 2539 IMC >30 0 >27 con comorbilidad
4 ramas: 5 mg, 10 mg, 15 mg o placebo e ReducionalTaesks
Intervencion en estilo de vida £ N
Escalado de dosis 2 :E I I '
72 semanas 5
Objetivo coprimarios: 5 . .
% peso sem 72 vs basal y £ .
% de pacientes que logra perder >5% en sem 72 .,::::f,de o Placsbo

www.congreso2025.amareva.es




CONGRESOAMAREVA 27 y 28 de febrero

elBsiuais ie bieton” SURMONT 1 2025

Intervenciones

4 semanas de

TZP 15 mg semanal segmmlelnto
2.5 mg 5 mg 75mg 10mg 12.5mg 15 mg

TZP 10 mg semanal |

2.5 mg 5 mg 7.5 mg 10 mg

TZP 5 mg semanal i
2.5 mg 5 mg

Cribado de 2
semanas

Placebo inyectable semanal

2 0 4 8 12 16 20 72 76
1+ 1+
Aleatorizacion Objetivo principal

Mujeres = 67%

Edad media = 44,9 anos
Peso medio = 104,8 kg
IMC medio = 38,0 kg/m?
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B Percent Change in Body Weight by Wesk [efficacy estimand)

Owerall mean baseline weight= 1048 kg
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cambio % de peso en sem 72 segun IMC

N: 138 863 716 795
N=38 37 40 23 | 236 204 198 225 | 174 187 177 178 | 175 201 210 209 I
Basal (kg) 80.7 89.6 103.3 126.9 Peso medio (kg): 104.8
g 0.0 ’ =
E’ 26 2.4
(D) ' . .
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>
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o]
£ -101 B Tirzepatide 15 mg
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cambio en kg en sem 72 segun IMC

del Palacio de Cibeles

N: 138 863 716 795
Overall mean baseline
body weight (kg): 80.7 89.6 103.3 126.9
0.0

O Tirzepatide 5 mg

-10- B Tirzepatide 10 mg

B Tirzepatide 15 mg

Change from baseline in body weight (kg)

R O Placebo
-204
-301 * S
-40 T T . ;
227 to <30 230 to <35 235 to <40 240
BMI (Kg/m?)
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Weight Gain (%)

Weight Reduction (%)

Weight Gain (%)
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B Change in Body Weight

1

e : Placebo

-12+
Tirzepatide, 5 mg
-16

-20- Tlrzepatlde 10 mg
e —— ;{‘:_—:}l__—_.fr':::i:

Tirzepatide, 15 m
28] pa E
[ 1 I 1 I I I I I I I I I I I

1
048 16 24 36 48 60 72 85 98 111 124 137 150 163

Weeks since Randomization

Percent Change

N Engl J Med. 2024 Nov 13
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B Participants Who Met Weight-Reduction Thresholds (efficacy estimand)

100 91 92 95 89
90 [ 20
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Percentage of Participants

=5 =10 =15
Body-Weight Reduction Thresholds (%)

N Engl J Med. 2024 Nov 13
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Los pacientes tienen un pasado

* Dietas: baja en grasa, HdC, hiperproteica, cetdsica, cebolla, pina,
bocadillo, ayuno intermitente, Dukan, Pronokal...

* Farmacos: orlistat, reduetit, OTC... liraglutida, semaglutida...

* Métodos endoscopicos: Balon intragastrico, metodo POSE,
Apollo

e Cirugia: Banda gastrica, Bypass... Turquia

* Han perdido y han recuperado, por eso acuden

www.congreso2025.amareva.es
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nature medicine

Explore content v  About the journal ¥  Publish withus v

nature > nature medicine > articles > article

Article | Open access | Published: 15 October 2023 f

! : . o Body weight change by week from start of
Tirzepatide after intensive lifestyle intensive lifestyle intervention

intervention in adults with overweight or

] s e e s e e e (s s
obesity: the SURMOUNT-3 phase 3 trial . Overall mean baseline weight = 109.5 kg
3
5% 5
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o Weeks since randomization
No. of participants
Tirzepatide MTD 287 287 283 279 279 273 266 261 262 287 284
Placebo 292 292 288 268 280 242 228 718 223 292 291
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Original Investigation
December 11, 2023

Continued Treatment With Tirzepatide for
Maintenance of Weight Reduction in

- - [ A 1 i =
Adlll.tS WIth Obe5|ty Percent change in body weight (week 0-88)
: H. : 0 I baseline bod ight

The SURMOUNT-4 Randomized Clinical Trial o .k““’ Tean HaseTihe bodywed
Louis J. Aronne, MD'; Naveed Sattar, MD?; Deborah B. Horn, DO, MPH3; et al
b Author Affiliations | Article Information 58 -5
JAMA. 2024;331(1):38-48. doi:10.1001/jama.2023.24945 -
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0O 4 8 12 16 20 24 28 32 36 40 32 B4 76 Ba Hybrid
imputation
Time after start of lead-in period, wk
Mo. at risk
Tirzepatide lead-in 670 666 669 668 667 667 669 663 659 670
Tirzepatide 335333 328 17 310 310 335

Placebo 3351330 317 303 292 289 335
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1675-P: Patient Experiences with Tirzepatide in SURMOUNT-4

N: 86
« Pérdida media de 25 kg

» La mayoria (n=84) refiere al menos una mejora fisiolégica, como
aumento de energia (n=53)

« N=73 referian impacto positivo en cc Adverse Events Occurring in =5% of Participants
capacidad de andar (n=36) o0 aumel
Tirzepatide JJ5mg [ 10mg J15mg Placebo

« Mejora del estado emocional (n=78
actividades de la vida diaria (n=40),
realizacion de hobbies (n=7).

« Consideraban positivo el efecto del
apetito (n=35) y episodios de ansiec

 Principal aspecto de queja, los efect

Per centage of Participants
[
)

168 17.1
11.7
5.3

Mausea Diarrhea Constipation

www.congreso2025.amareva.es



Characteristics and Dosing Patterns of Tirzepatide indexFi

Users with Type 2 Diabetes in the United States

USA -FDA: DM25.22/ Obe 11.23

N: 15.665 (53a, 59% M, 51% con arGLP-1)

IMC 38.7 (12.2% <30) Alc 7.6%

43% inicio con 2.5 mg / 41% con 5 mg

La 62 dosis habitual: 57% <10 mg / 26% 2.5 mg

70% =1 escalado de dosis (56% en 22 visita y
23% en 32) /| 17.2% desescalado

Tiempo medio a escalado 59 dias (33% de 2.5a5

mgy 37% de 5a 7.5 mg)
Adherencia: 57.5%
Persistencia: 73.3%

Diabetes Ther. 2025 Feb;16(2):307-327

1st Fill 2nd Fill 3rd Fill 4th Fill 5th Fill 6th Fill
: 25MG: 0.04 25MG:0.03 [l
25MG:0.11 I °-°‘ 1=
25MG:0.18 L . :
L / i - 5.0MG:0.13
! " k i 0.1
2.5MG:0.43 — 5.0 MG: 0.19
/ \ 5.0 MG: 027
| 5.0 MG:0.36 ‘
‘ ‘ 75 MG: 0.15 7.5MG: 0.12
- 5.0MG: 0.48 ' , »
All: 1.00 | ol L | \ L
75 MG:0.17 Al \
l 10'MG: 0.12 l |\ 9AMG:0.10 l
! | e Wi S N
5.0 MG: 0.41 \ n 75 MG: 0.20 0 Wil N
‘ ‘ 100 MG:0.13 < \*\
\: \ X\ : _\\\“"\ \\\\
75MG: 0.15 _ \ |\ \1\\ \ Ny
N L7 \
W0t ) 5 MG.0.05
100 MG:0.11 - A \ 2 ‘{‘“Gﬁ'gs-
l § 7.5 MG: 0. oa , - "\l] N £ __:,:j_ W
l -\-:\\ > l \ \ 125 MG‘ 3"7 25 '
\ 2 W ,
N\ .xorcoo7. \ \ .,/“ :
m.tws oos [l E—— \ Ll \oos v
\ *‘__r LFI
125 e e (2 MO 42-5*‘*&9»"4
TS SOy vs —p =~ 150 wé:004 [l ‘5'°M":°-°5. 159, MG“’-“‘

The recommended tirzepatide starting dosage for T2D is 2.5 mg injected subcutaneously once weekly. After 4 weeks,
tirzepatide dosage is increased to 5 mg. If additional glycemic control is needed, it is recommended to increase the
dosage in 2.5 mg increments after at least 4 weeks on the current dose. The maximum tirzepatide dosage is 15 mg.

Sankey Plot of dose changes for tirzepatide initiators (6-months follow-up)

Tirzepatide dose 1st fill 2nd fill 3rd fill 4th fill 5th fill 6th fill

on each fill (n=14,986) (n=13,856) (n=12,675) (n=11,095) (n=9,400) (n=7,304)
25mg, n(%)  6,476(43.2) 2,752(19.9) 1,609 (12.7) 1,017(9.2) 666 (7.1) 450 (6.2)
5 mg, n (%) 6,133 (40.9) 7,164 (51.7) 5,444 (43.0) 3,978(35.8) 2,872(30.6) 1,934 (26.5)
7.5 mg, n (%) 1,236 (8.2) 2,206 (15.9) 2,941 (23.2) 2,614 (23.6) 2,211 (23.5) 1,743 (23.9)
10 mg, n (%) 737 (4.9) 1,064 (7.7) 1,664 (13.1) 1,981 (17.8) 1,808 (19.2) 1,473 (20.2)
12.5mg,n (%) 203 (1.4) 367 (2.6) 560 (4.4) 848 (7.6) 1,003 (10.7) 805 (11.0)
15 mg, n (%) 201 (1.3) 303 (2.2) 457 (3.6) 657 (5.9) 840 (8.9) 899 (12.3)
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* N: 699 con 1 receta de tirzepatida sin dx de DM2
77.1% M, raza blanca 81.1%, edad 47.2, IMC 38.3, peso 109.3 kg

« Comorbilidad asociada a obesidad: 86.4% - HTA (44.5%), DLP (43.6%), y
ansiedad (35.8%)
oWt

 N= 405 con receta el 6° mes: 44.4% =210 mg

* N= 481 (68.8%) uso del farmaco al menos 6 meses. Datos de peso 199 pacientes:

100 SURMONT 1
” * 5%:89/96/96

. . 10%:73/86/90 o - o
. 150650 /74 /78 Pérdida media de peso 12.7% (14.1 kg)
SURMONT 1
. 15/19.5/ 21

70
60
>10% >15%

50
40
30
20
10

0

www.congreso2025.amareva.es
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Lo que he aprendido en la consulta

* 19 visita:
* Bocaaboca
* Los pacientes han oido la melodia — necesitan informacion
* Lainyeccion no es una barrera

* Revisiones:
* Efecto de primeras semanas no siempre dura. Adaptacion. Cada visita un reto
* Los pacientes entran en la consulta contentos
 Control de ansiedad — atracones. Menor apetencia de alcohol
* Pérdida de volumen abdominal supera la pérdida de peso (imagen corporal)

* Se tolera mejor que liraglutida y semaglutida. Aceptan los efectos adversos por la
eficacia
 Adaptacion de dieta: aumentar consumo proteinas

* |nsistir en ejercicio: “fuerza”

www.congreso2025.amareva.es
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Lo que he aprendido en la consulta
* Nunca los lunes
* No sOlo pierden los que comian mucho y/o mal
* Desaparece el picoteo
* Mantener vida social de otra manera
* Dejar de fumar sin aumento de peso

* Lo que no se ve:
* Mejora en limitaciones

* Las mejoras en analitica pueden ser mas espectaculares que la pérdida de
peso

 Apnea del sueno, insuficiencia cardiaca, higado graso...

* Molesta mucho que quede producto en el boligrafo tras las 4 dosis

: www.congreso2025.amareva.es
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Cuestiones para el debate:

 Usoyabuso (uso cosmetico)
 Oportunidad para el cambio
* Manejo de expectativas

* Manejo de fracasos

* Fases: Intervencion/
mantenimiento

e Uso continuado / ciclico

* Suspensiones temporales
vacaciones, cirugia...

* Titulacion de dosis personalizada
e Como desprescribir

* Inequidad / financiacion

* Venta por internet

www.congreso2025.amareva.es
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Diabetes Care “Wolume 48, March 2025 225

O]‘_‘[E SiEE DDES NDt F]_t A_.Il: Anne M. Komé,! Mary M. Chandran,’
Shelby 5. Tungate I.i:.u'.ils*.t',1

Understanding Microdosing Semaglutide Jobn 8. suse? and Klara 7. Klein®

for Diabetes in Multidose Pens
Digbetes Caore 2025:48:¢25—-e27 | https://doi.org/10.2337/dc24-2575

www.congreso2025.amareva.es
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Reozived: 37 Movembssr 2024 I Fevised: 23 January 2025 | Accepted: 23 Farniary 2025

Oz 1001111/ dom. 16329

ORIGINAL ARTICLE WILEY

Alternative dosing regimens of GLP-1 receptor agonists(may]
reduce costs and maintain weight loss efficacy

Anil Cengiz BA'© | Calvin C. WuMD?2 0

T ————— (A), 0, (B) 1.5

o - - Tirzepatide 5 mg e HEIEREGEE [P} R | e -
g Al Tirzepatide 10 mg B [P et
” ----Tirzepatide 15 mg = LT | i
cRliEEEERERE Sain n R R T = g
2 B e ey —‘ = 1t P 95%v Ty
2015 ,,/' ............................ :0 /" ’,—”
é ,,..1/_’ """ i i i ZO'%' = 5mg — 5 mg
H =20 . » ot § 0.5 Fise o 5 mg — 10 mg
§ v //” %:91 ¢ ----5 mg — 15 mg
& ¢ — Linear

o5l L] L ' 0.25 . ‘ '

7 10 14 17 21 24 28 0.25 0.5 0.7 1
Dosing Interval (Days) Cost (rel. to 5 mg qlwk)
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e Hours inuies  Secon

FLASH SALE -20% @

PEN PEPTIDE

Tirzepatida (Tirzepatide) |
5/10/15mg

10600 €84,80 D

Impuesto incluido.

b

o4 (@d

SIZE:

PEN PEPTIDE

Retatrutide | 6mg/12mg

€145,00

Impuesto incluido.

de 15mg |

SIZE:

/; 7\'\
Retatrutide 6mg | Retatrutide 12mg )

Péptidos para adelgazar -

T ¥ I

apndad ued /(gd
o

u . Cantidad

o
) apnnneay M

Agregar al carrito I

‘ Comprar ahora

www.congreso2025.amareva.es
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AMAREVA

ASOCIACION MADRILERA DE RIESGO Y ENFERMEDAD VASCULAR
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