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GLP1RA



Orforglipron: GLP1RA Oral

La vida media de 29-49h apoya una dosis diaria, sin restricciones de comida y agua



Obesidad

Reducción de peso a semana 36 = Hasta un 14.7%
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ACHIEVE 1 -  NCT05971940
ACHIEVE-3 – NCT06045221
ACHIEVE-4 – NCT05803421
ACHIEVE-5 – NCT06109311
ATTAIN-1 - NCT05869903
ATTAIN-2 - NCT05872620

Programa clínico Fase 3 con Orforglipron
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ACHIEVE-4

Estudio con Orforglipron

oral diario comparado con 

Insulina Glargina en

participantes con diabetes 

tipo 2 y obesidad o 

sobrepeso con elevado

riesgo cardiovascular 
Abr 2025

ATTAIN-1

Estudio para investigar la 
eficacia y seguridad de 
Orforglipron oral diario

comparado con placebo en
participantes adultos con 
obesidad o sobrepeso con 

comorbiliades relacionadas
Sept 2025

ATTAIN-2

Estudio para investigar la 
eficacia y seguridad de 
Orforglipron oral diario

comparado con placebo en peso 
corporal en participantes
adultos con obesidad o 

sobrepeso y diabetes tipo 2
Junio 2025

ACHIEVE-1

Estudio con Orforglipron

(LY3502970) en

participantes adultos con 

diabetes tipo 2 y un 

inadecuado control 

glucémico únicamente

con dieta y ejercicio
Abr 2025

ACHIEVE-5

Estudio con Orforglipron

(LY3502970) en participantes

con diabetes tipo 2 y un 

inadecuado control glucémico

con insulina glargine, con/sin 

metformina y/o inhibidores de 

SGLT-2
Abr 2025

ACHIEVE-3

Estudio con Orforglipron

(LY3502970) comparado

con Semaglutida en

participantes con diabetes 

tipo 2 y un inadecuado

control glucémico con 

metformina
Jul 2025

https://classic.clinicaltrials.gov/ct2/show/NCT05971940?term=NCT05971940&draw=2&rank=1
https://clinicaltrials.gov/study/NCT06045221
https://clinicaltrials.gov/ct2/show/NCT05803421
https://www.clinicaltrials.gov/study/NCT06109311?titles=NCT06109311&rank=1
https://clinicaltrials.gov/ct2/show/NCT05869903
https://clinicaltrials.gov/ct2/show/NCT05872620


DUALES:
GLP1R/GCGR



Survodutide: Dual GCGR/GLP-1R agonists



Survodutide treatment (actual) dose-dependently reduced participant 
body weight up to 18.7% over 46 weeks

le Roux CW, et al. Lancet Diabetes Endocrinol 2024;12:162–173

Mean baseline body weight: 104.3–107.0 kg
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Actual treatment

Mean relative body weight 
change at Week 46 (%)

–6.8Survodutide 0.6 mg QW (n=88)

–13.6Survodutide 2.4 mg QW (n=92)

–16.7Survodutide 3.6 mg QW (n=71)

–18.7Survodutide 4.8 mg QW (n=54)

–2.3Placebo (n=76)
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Up to 40% of participants (actual treatment) achieved ≥20% body weight 
reduction with survodutide treatment at Week 46

Survodutide 0.6 mg QW (n=51)

Survodutide 2.4 mg QW (n=43)

Survodutide 3.6 mg QW (n=50)

Survodutide 4.8 mg QW (n=45)

Placebo (n=46)
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le Roux CW, et al. Lancet Diabetes Endocrinol 2024;12:162–173



The most common AEs were gastrointestinal, which was in line with expectations based on the 
mode of action

NCT04153929: Phase II overweight/obesity +T2D.
Survodutide is an investigational agent and has not been approved by regulatory agencies. The efficacy and safety of survodutide is still under investigation.

*Semaglutide is open label; †Abdominal pain, vomiting (survodutide 0.3 mg QW); irritable bowel syndrome, cellulitis, autoimmune disorder, mouth ulceration, pharyngeal ulceration (survodutide 0.9 mg QW); 
IIIrd nerve paralysis, paraparesis, dehydration (survodutide 1.8 mg QW); diarrhoea, viraemia (survodutide 2.7 mg QW); athralgia, back pain(survodutide 1.2 mg BIW). 

AE, adverse event; BIW, twice weekly; MASH, metabolic dysfunction-associated steatohepatitis; QW, once weekly; TEAE, treatment-emergent adverse event. 
Blüher M, et al. Diabetologia 2024;67:470–482.

AEs, n (%)
Survodutide 
0.3 mg QW

(n=50)

Survodutide 
0.9 mg QW

(n=50)

Survodutide 
1.8 mg QW

(n=52)

Survodutide 
2.7 mg QW

(n=50)

Survodutide 
1.2 mg BIW

(n=51)

Survodutide 
1.8 mg BIW

(n=49)

Semaglutide 
1.0 mg QW

(n=50)*

Placebo
(n=59)

Total 
survodutide

(n=302)

Any TEAE 33 (66.0) 38 (76.0) 42 (80.8) 41 (82.0) 39 (76.5) 42 (85.7) 26 (52.0) 31 (52.5) 235 (77.8)

Investigator-defined 
treatment-related AEs

25 (50.0) 26 (52.0) 33 (63.5) 29 (58.0) 28 (54.9) 36 (73.5) 19 (38.0) 13 (22.0) 177 (58.6)

Nausea 10 (20.0) 13 (26.0) 24 (46.2) 20 (40.0) 14 (27.5) 22 (44.9) 6 (12.0) 5 (8.5) 103 (34.1)

Vomiting 6 (12.0) 7 (14.0) 12 (23.1) 13 (26.0) 6 (11.8) 10 (20.4) 2 (4.0) 1 (1.7) 54 (17.9)

Diarrhoea 11 (22.0) 5 (10.0) 8 (15.4) 7 (14.0) 8 (15.7) 9 (18.4) 4 (8.0) 5 (8.5) 48 (15.9)

Serious AEs 1 (2.0) 4 (8.0) 3 (5.8) 2 (4.0) 1 (2.0) 0 0 3 (5.1) 11 (3.6)

Treatment-related 
serious AEs†

1 (2.0) 1 (2.0) 1 (1.9) 1 (2.0) 0 0 0 0 4 (1.3)

AEs leading to 
discontinuation

5 (10.0) 5 (10.0) 11 (21.2) 15 (30.0) 4 (7.8) 8 (16.3) 2 (4.0) 3 (5.1) 48 (15.9)

In participants receiving survodutide, 56 (74%) of 76 discontinuations due to AEs occurred 
during rapid dose escalation



Improvement in MASH with no worsening in fibrosis was observed 
in up to 83.0%* of participants that received survodutide (F1–F3 
population)1,2

.
1. Sanyal AJ, et al. N Engl J Med 2024;391:311-319 (Supplemental). 2. Sanyal AJ, et al. EASL 2024; presentation GS-006..
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Improvement in liver fibrosis with no worsening in MASH was observed in up to 64.5%* 
of participants that received survodutide (F2/F3 population)1,2

Paired biopsy results (F1–F3)* Paired biopsy results (F2/F3) 
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.
1. Sanyal AJ, et al. N Engl J Med 2024;391:311-319 (Supplemental). 2. Sanyal AJ, et al. EASL 2024; presentation GS-006..



Phase 3 programmes will investigate survodutide in people living with overweight or 
obesity, MASH and other CRM conditions 

SYNCHRONIZE -1:1

• People living with overweight or obesity without T2D

SYNCHRONIZE -2:2

• People living with overweight or obesity and T2D

SYNCHRONIZE -CVOT:3

• People living with overweight or obesity with CVD/CKD or risk factors

SYNCHRONIZE -MASLD:4,7

• People living with overweight or obesity with presumed or confirmed MASH

SYNCHRONIZETM Phase 3 programme

Standalone trials in China and Japan (SYNCHRONIZE-CN and SYNCHRONIZE-JP)
are designed to meet local guidelines for registration, including BMI cutoffs5,6

LIVERAGETM:7

• People living with non-cirrhotic MASH and F2–F3

LIVERAGETM-cirrhosis:8

• People living with MASH and compensated cirrhosis

LIVERAGETM Phase 3 programme

Survodutide is not approved for the treatment of MASH or cirrhosis. The efficacy and safety of survodutide are still under investigation.
BMI, body mass index; CKD, chronic kidney disease; CRM, cardiovascular–renal–metabolic; CVD, cardiovascular disease; CVOT, cardiovascular outcome trial; 
F2/F3, fibrosis stage 2 or 3; HF, heart failure; MASH, metabolic dysfunction-associated steatohepatitis; MASLD, metabolic dysfunction-associated steatotic liver disease; T2D, type 2 diabetes.
1. ClinicalTrials.gov: NCT06066515; accessed May 2024. 2. ClinicalTrials.gov: NCT06066528; accessed May 2024. 3. ClinicalTrials.gov: NCT06077864; accessed May 2024. 
4. ClinicalTrials.gov: NCT06309992; accessed May 2024. 5. ClinicalTrials.gov: NCT06214741; accessed May 2024. 6. ClinicalTrials.gov: NCT06176365; accessed May 2024. 
7. ClinicalTrials.gov: NCT06632444; accessed Oct 2024. 8. ClinicalTrials.gov: NCT06632457; accessed Oct 2024. 



DUALES:
GLP1R/AMILINA









Cagrisema supera a semaglutida en peso pérdida. Cagrilintida muestra una 
pérdida de peso comparable a la de semaglutida/liraglutida con vómitos 
significativamente menores 



DUALES:
GLP1R/GIPR



Maridebart Cafraglutide
(MARITIDE) :
GIP antagonista y GLP-1agonista  





Nat Metab. 2024 Feb;6(2):290-303. doi: 10.1038/s42255-023-00966-w.

Administración cada 4 semanas.



Nat Metab. 2024 Feb;6(2):290-303. doi: 10.1038/s42255-023-00966-w.



Nat Metab. 2024 Feb;6(2):290-303. doi: 10.1038/s42255-023-00966-w.

-14,5%



TRIPLE AGONISTAS
GLP1R/GCGR/GIPR



Retatrutide: Resultados-Fase 2 

Obesidad

www.thelancet.com Published online June 26, 2023 https://doi.org/10.1016/S0140-6736(23)01053-X 

Diabetes tipo 2

N Engl J Med. 2023 Aug 10;389(6):514-526



Nota: Datos indican MMC (EE); Barras de error indican EE. *P<.001 vs. placebo. DI=Dosis inicial; MMC=Media de mínimos cuadrados; Reta=Retatrutida; EE= Error estándar; DM2=Diabetes tipo 2. *P<.001 

vs. placebo.

Jastreboff AM, et al. NEMJ. 2023;.

Reducción de peso corporal en el tiempo
Ensayo clínico fase 2 de Retatrutida en participantes con obesidad sin DM2

A la semana 48 el % de cambio en los grupos RETA fue −8.7% to −24.2% vs −2.1% con PBO
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Proporción de participantes que alcanzan objetivos de 
reducción de peso corporal
Ensayo clínico fase 2 de Retatrutida en participantes con obesidad sin DM2

31

• 100% de los participantes con RETA 8 mg and 12 mg alcanzan una reducción de peso de >5%

• Reducciones de ≥10% y ≥15% se alcanzaron en más participantes con RETA (todas las dosis) vs PBO

• Más participantes con RETA≥4 mg alcanzaron reducciones de peso de ≥20% y ≥25% vs PBO

• 26% de los participantes de RETA 12mg alcanzaron ≥30% de reducción de peso corporal

Placebo Reta 1 mg Reta 4 mg
(DI 2 mg) 

Reta 4 mg
(DI 4 mg) 

Reta 8 mg
(DI 2 mg) 

Reta 8 mg
(DI 4 mg) 

Reta 12 mg
(DI 2 mg) 

Pa
rt

ic
ip

an
te

s
(%

)

Objetivo de reducción de peso corporal

DI=Dosis inicial; Reta=Retatrutida; DM2= Diabetes tipo 2.

Jastreboff AM, et al. NEMJ. 2023;(Aceptado).

Participantes que alcanzan objetivos de reducción de peso corporal a la semana 48

Obesidad



32

 El cambio relativo en
grasa hepática fue
mayor en todas las dosis
de RETA vs. PBO

 La reducción relativa en
grasa hepática fue de 
>80% con RETA 8 mg y 
12 mg

***p<0.001 vs. PBO.
aPocos participantes se realizaron RMN a la semana 48 (n=8 [PBO], n=9 [1 mg RETA], n=9 [4 mg RETA], n=8 [8 mg RETA], n=9 [12 mg RETA]) comparado con la semana 24 (n=14 [PBO], n=16 [1 mg RETA], n=15 [4 mg 

RETA],n=17 [8 mg RETA], n=15 [12 mg RETA]). RMN=Resonancia magnética nuclear; PBO=placebo; RETA=retatrutida.

1. Arun J Sanyal et al American Association for the Study of Liver Disease (AASLD) – The Liver Meeting; Boston, MA, USA; 10 - 14 November 2023- abstract, #148

Reducción relativa en grasa hepatica a semanas 24 y 48

C
am

bi
o 

re
la

ti
vo

en
la

    
   

    
 fr

ac
ci

ón
gr

as
a

he
pa

ti
ca

 m
ed

ia
 (%

) 
Semana 24 Semana 48

Media basal = 19.1%
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Correlaciones con cambio en grasa hepática: Peso corporal y 
perímetro de cintura a la semana 48

33

Diagrama de dispersión y curvas de modelo de potencia ajustadas

1. Arun J Sanyal et al American Association for the Study of Liver Disease (AASLD) – The Liver Meeting; Boston, MA, USA; 10 - 14 November 2023- abstract, #148

Las reducciones en grasa hepatica más elevadas se alcanzaron con un ~20% de 
reducción de peso corporal

Peso corporal Perímetro de cintura
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Programa clínico de Fase 3 con Retatrutida

34

TRIUMPH-1:NCT05929066
TRIUMPH-2: NCT05929079
TRIUMPH-3: NCT05882045
TRIUMPH-4: NCT05931367

TRANSCEND-T2D-2: NCT06260722
F2b-Funcion renal: NCT05936151
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TRIUMPH-3

Estudio con 

Retatrutida en

pacientes con 

obesidad y 

enfermedad

cardiovascular

Ene 2026

TRIUMPH-1

Estudio con 

retatrutida en

participantes con 

obesidad o 

sobrepeso

Abril 2026

TRIUMPH-2

Estudio con 

Retatrutida en

participantes con DT2 

con obesidad o 

sobrepeso

Mayo 2026

TRIUMPH-4

Estudio con 

Retatrutida

(LY3437943) semanal

en participantes con 

obesidad o sobrepeso

y osteoartritis de rodilla

Feb 2026

TRANSCEND-T2D-2

Estudio con Retatrutida vs 

semaglutida en participantes
con DT2 y control glucémico 
inadecuado con metformina 
con o sin inhibidor de SGLT2 

Marzo 2027

*FASE 2B
Estudio con Retatrutida 

(LY3437943) en 
participantes con 

sobrepeso u obesidad y 
enfermedad renal crónica 

con o sin DT2

https://www.clinicaltrials.gov/study/NCT05929066
https://www.clinicaltrials.gov/study/NCT05929079
https://clinicaltrials.gov/ct2/show/NCT05882045
https://www.clinicaltrials.gov/study/NCT05931367
https://clinicaltrials.gov/study/NCT06260722#study-overview
https://clinicaltrials.gov/study/NCT05936151?intr=Retatrutide&aggFilters=phase:2&rank=1
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