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Prevalencia en Espana

Aproximadamente una cuarta parte de la poblacion adulta espafiola presenta obesidad (IMC
=30 kg/m?), con tendencia ascendente en las Ultimas décadas.
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Sobrepeso y Obesidad
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Mas de la mitad de los adultos espafioles presentan exceso de peso (IMC =25 kg/m?),
situacion especialmente preocupante en poblacion infantil.
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Historia farmacoldgica: De la decepcién a la esperanza

Era Anfetaminica (1937-1970s) 1

Las anfetaminas y derivados fueron ampliamente prescritos como
anorexigenos. Producian pérdida de peso modesta pero generaban
dependencia, efectos cardiovasculares adversos, y trastornos psiquiatricos. 2 Fenfluramina-Fentermina (1992-1997)
Progresivamente retiradas del arsenal terapéutico.
La combinacioén "fen-fen" prometia pérdida de peso sin los efectos

estimulantes de anfetaminas. Retirada en 1997 tras asociarse con

Rimonabant (2006-2008) 3 valvulopatias cardiacas y hipertension pulmonar. Fentermina en

Antagonista del receptor cannabinoide CB1. Efectivo para pérdida de combinacion con topiramato sigue comercializado en EEUU.
peso, pero asociado con depresion grave, ansiedad e ideacion suicida.

Retirado del mercado europeo en 2008, nunca aprobado en EEUU. 4 Naltrexona/Bupropién (2015)

Combinacion de naltrexona (antagonista opioide) y bupropién

(inhibidor de la recaptacion de dopamina/noradrenalina).

Orlistat modesto superviviente (1998 -) 5] . B
Aprobado por la EMA, no se encuentra comercializado en Espafia.

Inhibidor de lipasas intestinales, tnico farmaco anterior a las
incretinas que permanece disponible. Eficacia modesta (pérdida 3-
5% peso), efectos gastrointestinales limitantes. Uso en declive con la

llegada de agonistas GLP-1.
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Mas de cinco décadas de investigacion

» El descubrimiento de las incretinas representa uno de los
hitos mas significativos en endocrinologia moderna. El
péptido inhibidor gastrico (GIP) fue identificado en 1970,
marcando el inicio de una nueva era.

* Una década después, en los aflos 80, los equipos de
investigacion liderados por Joel Habener y Svetlana Mojsov
identificaron el péptido similar al glucagén-1 (GLP-1).

* Enlos afos 90, se conoce que DPP4 inactiva las incretinas
y que estas ultimas disminuyen la ingesta. Esto inspira la
produccion de farmacos basadas en dichas moléculas.

» El reconocimiento internacional de estos logros culminé en
2024 con la concesion del Premio Princesa de Asturias de
Investigacion Cientifica y Técnica a Drucker, Friedman,
Habener, Holst y Mojsov, validando décadas de trabajo
pionero que ha transformado el tratamiento de la obesidad
y la diabetes tipo 2.

DANIEL J. DRUCKER, JEFFREY M. FRIEDMAN,
JOEL F. HABENER, JENS JUUL HOLSTY
SVETLANA MOJSOV

PREMIO PRINCESA DE ASTURIAS
o | PE INVESTIGACION CIENTIFICA Y TECNICA 2024
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Del Monstruo de Gila a la
Revolucion Farmacologica

El descubrimiento de la exendina-4
transformo completamente el
panorama terapéutico. A diferencia
del GLP-1 humano, que tiene una
vida media de apenas 2 minutos, la
exendina-4 mantiene su actividad
durante horas. Esta caracteristica
inspiré el desarrollo de exenatida, el
primer agonista del receptor GLP-1
aprobado para uso clinico en 2005.
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2010-2011 — Liraglutida 2014-2015 — Dulaglutida 2016 — Liraglutida 3 mg
(Victoza®) (Trulicity®) (Saxenda®)
GLP-1 diario. Indicacién: DM2. GLP-1 semanal. Indicacion: DM2. Primera incretina aprobada para obesidad.
2018 — Semaglutida s.c. 2020 — Semaglutida oral 2024 — Semaglutida 2,4 mg
(Ozempic®) (Rybelsus®) (Wegovy®) y Tirzepatida
GLP-1 semanal. Indicacién: DM2. Primer GLP-1 oral. Indicacion: DM2. (Moun]am@)

Wegovy®: Aprobada especificamente para
obesidad en Espana.
Mounjaro®: Agonista dual GIP/GLP-1.
Indicacion: DM2 y obesidad.
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STEP 1: Semaglutida 2,4 mg en adultos con
sobrepeso y obesidad (N=1.961)

Ensayo de fase 3 aleatorizado, doble ciego y controlado con placebo a 68 semanas

DISENO DEL ESTUDIO2

— Escalado de dosis b |

1.0mg
F 0,5mg
N=1.961 025mg

Aleatorizacién
21

Semana 0

OBJETIVOS PRIMARIOS:

17mg

16
Fin de escalado de dosis

Semaglutida 2,4 mg - dosis semanal*

Placebo - dosis semanal”

Seguimiento después
del tratamiento H
Seguimiento después 1
del tratamiento

68 75
Fin de tratamiento Fin de ensayo’

OBIJETIVOS SECUNDARIOS

CONFIRMATORIOS:

* Pérdida de peso en porcentaje

¢ Respondedores con una pérdida de

peso 25%

Porcentaje de respondedores con una pérdida de
peso 210% y 215%

Circunferencia de cintura, presién arterial sistélica y
funcidn fisica evaluada por los cuestionarios SF-36 y
IWQOL-Lite-CT

En el grupo tratado con semaglutida
2,4mg, el cambio promedio en el
peso corporal fue de -16,9% desde el
inicio hasta la semana 68 fue de en
comparaciéon con -2,4% del grupo de

1**

placebo

*Como complemento a la intervencién en el estilo de vida (dietad e -500 kcal/dia con actividad fisica de 150 min/semana). T Fin del ensayo para la fase principal.

**Tasas de respuesta recogidas a partir del conjunto de datos del estimando de eficacia. Los valores observados son los valores registrados para los pacientes que completaron cada visita programada. Los valores estimados
pueden incluir multiples imputaciones para abordar los datos faltantes de los pacientes que abandonaron el estudio. Segun el estimando de politica de tratamiento, en el grupo tratado con semaglutida 2,4mg, el cambio
promedio en el peso corporal desde el inicio hasta la semana 68 fue de -14,9%, en comparacién con -2,4% del grupo de placebo. Suponiendo que todos los pacientes aleatorizados permanecieron en tratamiento y no
recibieron otros tratamientos contra la obesidad, los cambios estimados desde la aleatorizacidon hasta la semana 68 para el peso corporal basados en un modelo mixto para medidas repetidas incluidas todas las
observaciones hasta la primera interrupcién fueron del -16,9% y el -2,4% para semaglutida 2,4mg y placebo, respectivamente.1 tDiferencia de tratamiento estimada, -14,4 puntos porcentuales; IC del 95%, -15,3 a -13,5; (p
<0,001). 1. Wilding JPH, Batterham RL, Calanna S, et al. Once-weekly semaglutide in adults with overweight or obesity. N Engl J Med. 2021;384(11):989-1002.
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STEP 4: Control de peso mantenido (N=902)

Ensayo de fase 3 aleatorizado, doble ciego y controlado con placebo a 68 semanas

DISENO DEL ESTUDIO*2

solo los participantes que alcanzaron la dosis de mantenimiento

A/ de semaglutida fueron aleatorizados

Semaglutida 2,4 mg - dosis semanal*

Escalado de dosis

Seguimiento después |
del tratamiento

Seguimiento después 1
del tratamiento

Placebo - dosis semanal*

Semaglutida 2,4 mg
dosis semanal*

Intervencion en el estilo de vida

20 68 75
Aleatorizacion (2:1) Fin de tratamiento Fin de ensayo

OBJETIVOS SECUNDARIOS
CONFIRMATORIOS:

OBIJETIVOS PRIMARIOS:

« Cambio en el porcentaje del peso
corporal desde la aleatorizacién * Cambios en la circunferencia de la cintura, la
(semana 20) hasta la semana 68 presion arterial sistdlica y la funcion fisica
desde la aleatorizacion (semana 20) hasta la
semana 68

-18,2% > —

En el grupo tratado con
semaglutida 2,4 mg, el cambio
promedio en el peso corporal fue
de -18,2% desde el inicio hasta la
semana 68 fue de en comparacion
con 5,2% del grupo de placebo2*

*Como complemento a la intervencidn en el estilo de vida (dieta de -500 kcal/dia con actividad fisica de 150 min/semana). **Tasas de respuesta recogidas a partir del conjunto de datos del estimando de eficacia. Los valores
observados son los valores registrados para los pacientes que completaron cada visita programada. Los valores estimados pueden incluir multiples imputaciones para abordar los datos faltantes de los pacientes que
abandonaron el estudio. Segun el estimando de politica de tratamiento, en el grupo tratado con semaglutida 2,4mg, el cambio promedio en el peso corporal desde el inicio hasta la semana 68 fue de -17,4%, en comparacion

con -5% del grupo de placebo. La diferencia fue de -13,0 [IC 95%, -14,3 a -11,7] puntos porcentuales.

Rubino D, et al. Effect of continued weekly subcutaneous semaglutide vs placebo on weight loss maintenance in adults with overweight or obesity: The STEP 4 randomized clinical trial. JAMA. 2021;325(14):1414.
2.Rubino D, et al. Effect of continued weekly subcutaneous semaglutide vs placebo on weight loss maintenance in adults with overweight or obesity: The STEP 4 randomized clinical trial. JAMA. 2021;325(14):1414.

Supplementary appendix.
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STEP 5: Control de peso a largo plazo (N=304)

Ensayo de fase 3 aleatorizado, doble ciego y controlado con placebo a 104 semanas

DISENO DEL ESTUDIO*2

— Escalado de dosis b | -16 ; %
———————— T
- Semaglutida 2,4 mg - dosis semanal* deltatomionce 4 ’

17 my del tratamiento
1,0mg O R oD 4

05mg

N =304

Placebo - dosis semanal*

S_eg_uir;ie:tu_ de_spu_és_ -: v
d_el_tra_tan:ieﬂto_ -
_ - . . En el grupo tratado con semaglutida 2,4mg, el cambio
Intervencién en el estilo de vida . o
promedio en el peso corporal fue de -16,7% desde el

inicio hasta la semana 104 fue de en comparacion con -

Aleatorizacion
11

semans 0 Fin de Es(a?:dn de dosis Fin de t:gtirnientu Fin d;;Lsayn' 0'6% de' grupo pIaCEbollz**

OBIJETIVOS PRIMARIOS: OBIJETIVOS SECUNDARIOS (y
. o

¢ Pérdida de peso en porcentaje (%) en CONFIRMATORIOS: EL 36 1

la semana 104 * Porcentaje de respondedores con una pérdida v
» Respondedores con una pérdida de de peso 210%y 215%

peso 25% en la semana 104 * Circunferencia de la cintura y presion arterial DELOS PACIENTES

sistélica alcanzaron una pérdida de peso 220% , segun el estimando de

politica de tratamiento a 104 semanas?

*Como complemento a la intervencion en el estilo de vida (dieta de -500 kcal/dia con actividad fisica de 150 min/semana). t Fin del ensayo para la fase principal.

**Tasas de respuesta recogidas a partir del conjunto de datos del estimando de eficacia. Los valores observados son los valores registrados para los pacientes que completaron cada visita programada. Los valores estimados
pueden incluir multiples imputaciones para abordar los datos faltantes de los pacientes que abandonaron el estudio. Segun el estimando de politica de tratamiento, en el grupo tratado con semaglutida 2,4mg, el cambio
promedio en el peso corporal desde el inicio hasta la semana 104 fue de -15,2%, en comparacion con -2,6% del grupo de placebo. Durante el ensayo, se interrumpié de forma permanente el tratamiento aleatorizado por el
13,2% y 27,0% de los pacientes aleatorizados a semaglutida y placebo, respectivamente. Suponiendo que todos los pacientes aleatorizados permanecieron en tratamiento y que no recibieron otros tratamientos contra la
obesidad, los cambios estimados desde la aleatorizacion hasta la semana 68 para el peso corporal basado en un modelo mixto para medidas repetidas, incluidas todas las observaciones hasta la primera interrupcién, fueron
del -16,7% vy -0,6% para semaglutida y placebo respectivamente. Diferencia de tratamiento estimada, -16,0 puntos porcentuales; IC del 95%, -18,6 a -13,5.1,22 ETD: Diferencia estimada de tratamiento. IC: intervalo de

confianza. 1. Garvey WT et al. Two-year effects of semaglutide in adults with overweight or obesity: the STEP 5 trial. Nat Med. 2022;28(10):2083-91. 2. Garvey WT et al. Two-year effects of semaglutide in adults with
overweight or obesity: the STEP 5 trial. Nat Med. 2022;28(10):2083-91. Supplementary appendix.
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M NEW ENGLAND JOURNALof MEDICINE

Semaglutide in Metabolic-Related Steatohepatitis

A Research Summary based on Sanyal A et al. | 10.1056/NEJMo0a2413258 | Published on April 30, 2025

WHY WAS THE TRIAL DONE?

Metabolic dysfunction-associated steatohepatitis (MASH) is
a severe form of metabolic dysfunction-associated steatotic
liver disease characterized by steatosis, hepatocyte damage,
and inflammation. In a previous phase 2 trial involving pa-
tients with MASH, treatment with semaglutide, a glucagon-
like peptide-1 receptor agonist, resulted in better outcomes
than placebo.

HOW WAS THE TRIAL CONDUCTED?

1197 adults with biopsy-defined MASH and fibrosis stage 2
or 3 were randomly assigned to receive once-weekly subcuta-
neous semaglutide at a dose of 2.4 mg or placebo for 240
weeks. The primary end points were the resolution of steato-
hepatitis with no worsening of liver fibrosis and a reduction
in liver fibrosis with no worsening of steatohepatitis.

TRIAL DESIGN
+ Phase 3 + Placebo-controlled
+ Randomized
+ Double-blind

+ Location: 253 clinical sites
in 37 countries

RESULTS

At a planned interim analysis at week 72 involving the first
800 patients, resolution of steatohepatitis with no worsening
of liver fibrosis occurred in a higher percentage of patients
treated with semaglutide than with placebo. Reduction in
liver fibrosis with no worsening of steatohepatitis was also
reported in a higher percentage of patients treated with
semaglutide than with placebo. The most common adverse
events in both groups were gastrointestinal disorders, in-
cluding nausea, diarrhea, and constipation.

LIMITATIONS AND REMAINING QUESTIONS

+ More than two thirds of the patients were White, which
may limit the generalizability of the results.

+ Data regarding biomarkers of alcohol consumption were
lacking.

+ Given the small number of lean patients, definitive conclu-
sions about benefit in this population cannot be drawn.

CONCLUSIONS
In an interim analysis of a phase 3 trial involving
patients with MASH and moderate or advanced liver
fibrosis, once-weekly semaglutide improved liver
histologic results over 72 weeks.

NEJM QUICK TAKE I EDITORIAL

Patients

+ 800 adults
+» Mean age, 56 years

« Women 5 len;

Semaglutide Placebo
24 mg

N=534 N =266
Steatohepatitis Resolution with No W ing of Fibrosis
Estimated difference, 28.7 percentage points (95% 1.1-36.2);
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* NEW ENGLAND JOURNAL MEDICINE

Semaglutide in Metabolic-Related Steatohepatitis

A Research Summary based on Sanyal A et al. | 10.1056/NEJMoa2413258 | Published on April 30, 2025

WHY WAS THE TRIAL DONE? Patients
Metabolic dysfunction-associated steatohepatitis (MASH) is . 800 adults
a severe form of metabolic dvsfunction-associated steatotic —Mlaan ana €& uaare R

Figure 85. Forest Plots of Subgroup Analyses for the Primary End Point: Resolution of Steatohepatitis and No Worsening of Liver
Fibrosis

Semaglutide o Semaglutide Placebo
Subgroup 2.4 mg (M) EDF [98% CI) ZAmg Prep.
[MN) Prop. responders  responders.
fge !
<45 years 77 48 i ] 24.84 [5.36; 43.32) Fa.4 s
=45 bo <65 years 319 153 ] —— 2855 (10.00; 38 81) A3.3 34
(5 years 138 64 i -] 3091 [15.68; 45.04) 1.8 Ha
Sem E
Male 224 122 N 26 80 (14 45: 37 13) B6.5 7
Female 3 144 i —a— 3.4 [21.40; 41.41) 81.1 T
Fibrogis siage at ]
baseline '
F2 169 81 P e 28.53 (14.83, 4223) 65.8 w2
Fa 85 185 : - 2861 [19.50; 37 £3) A1.6 0
Type 2 diabetes |
status at baseine ‘
Yas 206 151 : - 24.42 [14.30; 34 53) 0.1 %7
No 78 15 i = 3338 (2265 4531) B6.5 25
Body mass index at ]
bazeline :
<27 Kgine 73 az —a— 22,80 (177, 44.22) BT.T AT
=37 b <30 kgl 74 a3 i Soom 2657 (.92 46 83) f6.3 404
=30 tor <35 lglm? 173 70 i —E— 3564 (23.28; 49.99) 6.1 204
=35 lg/m? M9 i : oom 25,04 (13.64; 36.47) A0.49 30
Favours placebo _E::] _2'5 lI:I :'!5 5:3 Favours semaglutide 2.4 mg

Cl, confidence interval; EDP, estimated diference in responder proportions; F2, fibrosis 513992 F3. fibrosis stage 3; Prop, proportion.
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patients with MASH and moderate or advanced liver & o ‘ 362

fibrosis, once-weekly semaglutide improved liver E | - 26.9 o0
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* NEW ENGLAND JOURNAL MEDICINE

Semaglutide in Metabolic-Related Steatohepatitis

A Research Summary based on Sanyal A et al. | 10.1056/NEJMoa2413258 | Published on April 30, 2025

WHY WAS THE TRIAL DONE? Patients
Metabolic dysfunction-associated steatohepatitis (MASH) is . 800 adults
a eounre form of metahalic dvcfunctinnoacenciared ctearatie . - e

Figure 56. Forest Plot of Subgroup Analyses for the Primary End Point: Improvement in Liver Fibrosis and No Worsening of
Steatohepatitis

Semaglutide Placebo Semaglutide Placebo
Subgroup 24mg EDP [95% CI) 2.4 mg Praop.
M) (M) : Prop. responders responders
Age i
<45 years 77 449 i F——®—— 2193536 38.51) 430 211
245 o <65 years 314 153 i i 1222 (3.13: 21.32) 6.0 238
265 years 138 B4 i om 15.25 (1.72 28.77) 362 19.9
Sex i
Male M 122 i | 16.93 (6.79; 27 06) arsa 08
Female 313 144 i —— 12.49 (3.18: 21.80) 36.0 236
H
Fibrosis stage at !
baseline i
F2 159 a1 i ] 19.96 (B.17; 31.76) 386 186
F2 365 185 E R 11.88 (3.58; 20.38) 360 240
Type 2 diabetes i
status at baseline i
Yes 296 151 Loom 8.90 (-0.46; 16.26) 34.5 256
[ 238 115 i —a— 21.56 (11.57; 31.56) 396 18.0
Body mass index at i
<37 kgl 73 32 |—i—l—| 4 4T (-15.85: 24.79) 352 307
227 to <30 kg/m® 79 33 | ——=—— 2381(3.98,43.23) 467 231
=30 to <35 kg/m?® 173 79 E —a— 17.35 (4.81: 20.89) 395 222
=35 kg/m? 209 21 I|—I—| 1.12(1.10; 21.14) 314 203
Favours placebo _4'0 _2'0 :J EIU 4"3 Favours semaglutide 2 4 mg

Cl, confidence interval; EDP, estimated difference in responder proportions; F2, fibrosis Stage 2; F3, fibrosis Stage 3; Prop, proportion.
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fibrosis, once-weekly semaglutide improved liver E | - 26.9 o0
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Novo Nordisk®

STEP UP Semaglutida 7.2

Fase 3b de 72 semanas, aleatorizado, doble ciego, multicéntrico, controlado con placebo

01 Dose escalation 00—}

Off-treatment 1
follow-up J'

__________ hY
‘ Off-treatment 1
follow-u !
N=1407 —f LRt SR
(5:1:1) |\ ooy T S
Off-treatment |
follow-up |
Lifestyle intervention: —500 kcal/day diet + 2150 min/week physical activity
Week  Week 0 Week 20 Week 72 Week 81
-1 Randomisation End of dose escalation End of treatment End of trial
Screening . . . o
Co-primary * Change in body weight (%)
Key inclusion criteria endpoints* * Proportion of participants achieving 25% WL
¢ Adults with BMI 230 . . L
2 ¢ Proportion of participants achieving 210%, 215%, >20%, and >25% WL*
kel Confirmatory . o %
« Without T2D (HbA, secondary ¢ Change in waist circumference (cm)
<6.5%) endpoints * Change in body weight (%)*

* Proportion of participants achieving >20% and >25% WL"

*Semaglutide 7.2 mg vs placebo; tSemaglutide 7.2 mg vs 2.4 mg. The trial was designed in a double-blind manner with respect to active versus placebo treatment and semaglutide dose, therefore,

participants in all treatment arms underwent the same number of escalation steps.
BMI, body mass index; HbA1c, glycated haemoglobin; N, number of participants; s.c., subcutaneous; T2D, type 2 diabetes; WL, weight loss. S m ed n
Wharton S et al. Presented at the American Diabetes Association (ADA) 85th Scientific Sessions, June 20-23, 2025, Chicago, IL, USA: 6521-LB
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Mean body weight change from baseline (%)

Novo Nordisk®

Cambio en el peso corporal (%

Primary endpoint

. Semaglutide 7.2 mg
. Semaglutide 2.4 mg

Mean baseline body weight: 113.0 kg -
Placebo

Treatment policy estimand Trial product estimand® )
LI Treatment policy
- Trial product
0 1 0 1
I i—2.4% =
-3.9% —
T g
-5 g 5
ETD (95% Cl): =
-14.8% (-16.2, -13.4); _:3
p<0.001 € ETD (95% Cl):
_— 2 E -18.2% (-19.9, -16.6);
10 Y 10 p<0.001
g
=
S
-1 L s - A
15 ETD (95% Cl): g 55
—3.1% (-4.7,-1.6); > { _17.5% 1D (955% C):
® -187% p<0.001 H o % i
J < ] —3.2% (4.8, -1.6);
- © - _ Y- <0.001
2 : 5 B 207% P
0 4 812162024 32 40 48 56 64 72 72* 0 4 812162024 32 40 48 56 64 72 T72*
Time since randomisation (weeks) Time since randomisation (weeks)
B semaglutide 7.2 mg B semaglutide 2.4 mg M Placebo

Observed data are for the full analysis set for the in-trial observation period (treatment policy estimand) or the on-treatment observation period (trial product estimand). Estimated data are for the treatment policy estimand (primary analysis; effect regardless of
treatment discontinuation or rescue medication use) or the trial product estimand (effect in all participants treated as intended). Error bars are * standard errors. Among those who completed treatment (semaglutide 7.2 mg, n=887; semaglutide 2.4 mg, n=177;
placebo, n=142), 75.4% of participants randomised to semaglutide 7.2 mg received the final dose of 7.2 mg, 89.3% randomised to semaglutide 2.4 mg received the final dose of 2.4 mg, and 96.5% randomised to placebo received the equivalent of the final dose of
7.2 mg at week 72.

*Estimated means. "Anti-obesity medication and/or bariatric surgery was received by 1.4% (n=14), 1.5% (n=3), and 9% (n=18) of participants receiving semaglutide 7.2 mg, semaglutide 2.4 mg, and placebo, respectively.

Cl, confidence interval; ETD, estimated treatment difference. Semaglutide 7.2mg is not indicated for the treatment of obesity

Wharton S et al. Presented at the American Diabetes Association (ADA) 85th Scientific Sessions, June 2023, 2025, Chicago, IL, USA: 6521-LB
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Pérdida de peso categorica en la semana 72

Co-primary endpoint

Treatment policy estimand

— .
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>5% >10% 215% 220% >25%
| I |
Weight loss threshold

Co-primary endpoint

=

00

B D [o]
o o o

N
o

Proportion of participants (%)

Trial product estimand et 726

|

. Semaglutide 2.4 mg
* . Placebo

LI Treatment policy

—

—

Trial product

Post hoc

>5% >10% >15% >20% 225%
Weight loss threshold

Novo Nordisk®

Observed data are for the full analysis set for the in-trial observation period (treatment policy estimand) or the on-treatment observation period (trial product estimand). Estimated data are for the treatment policy estimand (primary analysis; effect regardless of
treatment discontinuation or rescue medication use) or the trial product estimand (effect in all participants treated as intended). Comparisons of semaglutide 7.2 mg vs 2.4 mg for the 25%, 210%, and 215% weight loss thresholds are post hoc.

*p<0.001 for the odds ratio. 1p<0.05 for the odds ratio. Semaglutide 7.2mg is not indicated for the treatment of obesity

Wharton S et al. Presentea

he American Diabetes Association (ADA) 85th Scientific Sessions, June 20-23, 2025, Chicago,

USA: 6521-LB
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Cambio relativo en diferentes volumenes tisulares
(%) desde el inicio hasta la semana 72

Total adipose tissue Visceral adipose tissue Total lean tissue Muscle volume (L) Muscle fat (%)
Mean volumes volume (L) volume (L) volume (L)
at baseline: 42.9 47.1 5.4 5.1 23.8 24.5 10.9 11.7 9.4 9.8
10 -
4.1
5 -
~ 0.2
Y
s ¢
S = 10 | -6.3 -6.8 -5.8
-10.0
8 15
d
52 20 -
o £
&9 -25 -
Y= _30 -25.1
] -31.3 ETD (95% CI) ETD (95% CI) ETD (95% CI)
—35 | | —-6.7% (-16.2, 2.2); -9.2% (-18.8, 0.4); -9.8% (-15.7,-3.9);
p=0.138 p=0.060 p=0.001
ETD (95% CI) ETD (95% CI)
—-24.3% (-34.7,-13.9); -24.9% (-48.7, -1.1);
Absolute ETDs p<0.0001 p=0.040
in mass (kg):* -10.2 -1.4 -1.8 -1.2

STEP UP MRI sub-population: B Pooled semaglutide (n=49) ™ Placebo (n=6)

Data are estimated for the in-trial period using the treatment policy estimand (effect regardless of trial product discontinuation, dose reduction, or initiation of any other obesity therapies or surgery).
*ETDs in adipose and lean tissue volumes were converted to ETDs in mass by multiplying the former by the corresponding tissue densities of 0.92 (adipose tissue) or 1.1 (lean tissue).!

CI, confidence interval; ETD, estimated treatment difference; MRI, magnetic resonance imaging.

1. Behnke AR et al. AMA Arch Intern Med 1953,;91:585-601.

Hjelmesaeth J et al. Presented at the European Association for the Study of Diabetes (EASD) 61st Annual Meeting, 15-19 September 2025; Vienna, Austria.
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Fracciones del peso perdido procedentes de masa
grasa y de masa magra desde T9 hasta la rodilla
(MRI).

3 100 1~
< 15.6
)
3 80 -
<
m - -
() 60 - Weight loss attributed to:
E I Adipose tissue mass loss
° Lean tissue mass loss
c 40 4
o
S
)
2
o 20 A
1=
o
0

Pooled semaglutide
(n=49)

The change in adipose tissue mass as a proportion of mass reduction was calculated as: {[(absolute volume change [L] in adipose tissue x 0.92)/[(absolute volume change [L] in adipose tissue x 0.92) +
(absolute volume change [L] in lean tissue x 1.1)]} x 100 = {(11.0 x 0.92)/[(11.0 x 0.92)+(1.7 x 1.1)]} x 100 = 84.4%.

The change in lean tissue mass as a proportion of mass reduction was calculated as: {[(absolute volume change [L] in lean tissue x 1.1)/[(absolute volume change [L] in adipose tissue x 0.92) + (absolute
volume change [L] in lean tissue x 1.1)]} x 100 = {(1.7 x 1.1)/[(11.0 x 0.92)+(1.7 x 1.1)]} x 100 = 15.6%.

Th, thoracic.

Hjelmesaeth J et al. Presented at the European Association for the Study of Diabetes (EASD) 615t Annual Meeting, 15-19 September 2025; Vienna, Austria.
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Novo Nordisk®

Resumen de eventos adversos

La tasa de EA gastrointestinales y de disestesia fue mayor con semaglutida 7,2 mg versus 2,4 mg y placebo. La mayoria de los eventos
fueron de gravedad leve a moderada, y la mayoria de los EA de disestesia se recuperaron durante el tratamiento.

Semaglutide Semaglutide
AE, n (%) 7.2 mg 2.4mg
(n=1004) (n=201) Semaglutide Semaglutide
Dysaesthesia AE, n (%)* 7.2mg 2.4mg
All AEs 878 (87.5) 169 (84.1) 156 (77.6) (n=1004) (n=201)
Mild 805 (80.2) 154 (76.6) 136 (67.7) All AEs 230 (22.9) 12 (6.0) 1(0.5)
Mild 177 (77.0) 9 (75.0) 1(100)
Moderate 506 (50.4) 97 (48.3) 73 (36.3) Moderate 67 (29.1) 3(25.0) 0
Severe 8(3.5) 0 0
Severe 81(8.1) 21(10.4) 9 (4.5) Serious AEs ) 0 0
. AEs leading to dose reduction 47 (20.4) 2 (16.7) 0
Serious AEs 68 (6.8) 22 (10.9) 11 (5.5) -
AEs leading to temporary
. . . 17 (7.4) 0 0
AEs leading to dose reduction 186 (18.5) 25 (12.4) 1(0.5) dlscontlr?uanon
s e o prmare ) : :
AEs leading to
54(5.4) 8(4.0) 2(10) Recovered 197 (85.7) 10(83.3) 1(100)

permanent discontinuation

Fatal AEs (IT) 0 0 0
Hypoglycaemia events 3(0.3) 2(1.0) 0
Mild 3(0.3) 2(1.0) 0
Gastrointestinal AEs 711 (70.8) 123 (61.2) 86 (42.8)
fiti;znj;‘ij:za”eous 216 (21.5) 31(15.4) 13(6.5)
Nervous system disorders 309 (30.8) 39 (19.4) 28 (13.9)
Dysaesthesia* 230 (22.9) 12 (6.0) 1(0.5)

smedljn
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Eventos adversos gastrointestinales

Proportion of participants with

Gl AEs, %
100
100 -
90
90 - M semaglutide 7.2 mg
| Semaglutide 2.4 mg 80
ng 4 M Placebo —
< 70,8 X
(7]
270 A 2 70
° ©
2 i o
G 60 5 60
€ =]
m S
250 1 2 50
o e
§40 7 § 40
€ =]
630 - o
g- s 30
a 20 A a
20
10 A
0 - 10
Gastrointestinal AEs 0

Proportion of participants with

Gl AEs by severity, %

Semaglutide
7.2mg

Semaglutide
2.4 mg

13,4

e 3 35 .

Placebo

Proportion of participants (%)

100

90

80

70

60

50

40

30

20

10

Novo Nordisk®

Time to onset of first GI AE

End of dose
escalation

Semaglutide 7.2 mg
Semaglutide 2.4 mg
Placebo

8 20 36 56 72
Time since randomisation (weeks)

Data are for the safety analysis set and are from the on-treatment observation period. Gastrointestinal AEs were identified by a pre-defined MedDRA search (version 27.1) and included AEs with preferred terms

encompassing, but not limited to, nausea, vomiting, diarrhoea and constipation. The grey line at week 20 indicates the last stage of dose escalation for participants receiving semaglutide 7.2 mg.

AE, adverse event; Gl, gastrointestinal; MedDRA, Medical Dictionary for Regulatory Activities. Semaglutide 7.2mg is not indicated for the treatment of obesity
Wharton S et al. Presented at the American Diabetes Association (ADA) 85th Scientific Sessions, June 20-23, 2025, Chicago, IL, USA: 6521-LB
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Novo Nordisk®

OASIS 1 semaglutida 50 mg (Fase 3a)

NN9932-4737

Randomisation 1:1 Follow-up

e BMI 227 kg/m? with >1 weight-related comorbidity, or BMI N=667
>30 kg/m?

* Weight-related comorbidities were hypertension,
dyslipidaemia, obstructive sleep apnoea and CVD

|< >
Week 0  16-week 68 75

dose escalation End of End of

treatment study
Primary endpoint
* Change in body weight from baseline (%); body weight reduction >5%
Confirmatory secondary endpoints

Study information Study objective * Body weight reduction 210%, 215% and 220%

* Randomised, double blind « To compare the efficacy, safety and e Change in IWQOL-Lite-CT Physical Function score

* 4-week dose escalation steps: tolerability of once-daily oral semaglutide » Change in SF-36v2 Physical Functioning score
3»7»14»25»50 mg 50 mg versus placebo as an adjunct to Supportive secondary endpoints

e Treatment duration 68 weeks lifestyle intervention in people with .

Change in absolute body weight (kg), waist circumference, blood pressure, glucose

* Follow-up 7 weeks overweight or obesity homeostasis, glycaemic status, fasting lipids and hsCRP

* Clinically meaningful changes in IWQOL-Lite-CT Physical Function and SF-36v2 Physical
Functioning scores

¢ Reaching BMI £30 kg/m? in participants with baseline BMI 230 kg/m?

BMI, body mass index; CVD, cardiovascular disease; hsCRP, high-sensitivity C-reactive protein; IWQOL-Lite-CT, Impact of Weight on Quality of Life-Lite Clinical Trials Version; SF-36v2, Short Form-36v2 Health Survey acute version.
Knop FK et al. Lancet 2023;402:705-719.
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Novo Nordisk®

Cambio en el peso corporal (%) a lo largo del tiempo
OASIS 1 study: Co-primary endpoint

Change in body weight (%)

Treatment policy estimand

Mean baseline body weight: 105.4 kg

-20

Number of participants

Oral semaglutide 50 mg

Placebo

A -2.4%
B -15.1%
—TTTTT T T T T T T
0 4 8 12 16 20 28 36 44 52 60 68 68*
Time since randomisation (weeks)
334 329 320 318 318 320 314 315 310 309 304 317 334
333 325 316 316 320 318 312 303 290 294 279 295 333

. Oral semaglutide 50 mg

Change in body weight (%)

Trial product estimand

0+
A -1.8%
-5+
-107
=154
B _17.4%
_20 L L L L L L L L L L L] L L
0 4 8 12 16 20 28 36 44 52 60 68 68*
Time since randomisation (weeks)
334 325 313 310 300 306 302 303 293 291 283 277 334
333 323 313 312 314 313 301 289 276 271 257 245 333

. Placebo

The co-primary endpoint refers to the data obtained using the treatment policy estimand, per the statistical hierarchy. Data are observed (i.e. as measured) mean (standard error) changes from baseline in body weight; numbers below the graphs are the number of
participants contributing to the mean (full analysis set). *Estimated mean changes in body weight at week 68.

Knop FK et al. Lancet 2023;402:705-719.
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Novo Nordisk®

Reducciones categoricas de peso corporal en la semana 68
OASIS 1 study: Confirmatory secondary endpoints

OR (95% Cl): 12.6

Treatment policy estimand Trial product estimand

Mean baseline body weight: 105.4 kg

OR (95% Cl): 14.7 OR (95% Cl): 17.9 OR (95% Cl): 18.5

OR (95% Cl): 55.2 OR (95% Cl): 32.8 OR (95% Cl): 38.3 OR (95% CI): 30.9
(8-<‘50, (l)zgl): (9-:;. (2)5-061); (10.4, 30.7); p<0.0001 (&j; Zi'ogl)? (33.0,92.4) (21.1,50.9) (21.4, 68.6) (13.4, 71.6)
100 4 _*& e p<0. 100 -
X S
Py e = 80
g 807 EvES E
s g
2 60 - 69,4 2 60 -
2 g 58,5
S 40 - B 5 40 4
s 25,8 g 24,5 37,2
g 33,8 5 )
S 20 11,9 g 20 A
* 2.8 2,7 = 53 2,4
0 - 0 -
>5% >10% >15% >20% >5% >10% >15% >20%
Body weight reduction Body weight reduction
[ | Oral semaglutide 50 mg Placebo

The confirmatory secondary endpoints refer to the data obtained using the treatment policy estimand, per the statistical hierarchy. Observed data are for the in-trial (left) and on-treatment (right) observation periods. Data are from the full analysis set. Cl,

confidence interval; OR, odds ratio.
Knop FK et al. Lancet 2023;402:705-719.
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Novo Nordisk®

Resumen de eventos adversos
OASIS 1 study: Safety and tolerability data

100 =

Proportion of participants (%)

Overall AEs Gl-related AEs AEs leading to Gl AEs leading to Serious AEs

discontinuation discontinuation

B Oral semaglutide 50 mg I Placebo

Data are observed (i.e. as measured) number of events from the on-treatment observation period (the time from the first dose of trial product to 49 days after the last dose for safety analyses, excluding any temporary i
AE, adverse event; Gl, gastrointestinal.

Knop FK et al. Lancet 2023;402:705-719.

rruptions) for the safety analysis set.
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Novo Nordisk®

Eventos adversos comunes
OASIS 1 study: Safety and tolerability data

Oral semaglutide 50 mg (n=334) Placebo (n=333)
No. of events Event rate* No. of events Event rate*
Any adverse events 307 (91.9%) 2500 561.3 285 (85.6%) 1577 366.7
Serious adverse events 32(9.6%) a4 9.9 29 (8.7%) 48 11.2
Adverse events leading to trial product discontinuation 19 (5.7%) 27 6.1 12 (3.6%) 17 4.0
Gastrointestinal disorders 12 (3.6%) 19 4.3 5(1.5%) 7 1.6
Fatal events® 0 - - 0 - -

Adverse events reported in 210% of participants by MedDRA preferred term

Nausea 173 (51.8%) 331 74.3 51 (15.3%) 64 14.9
COVID-19 120 (35.9%) 128 28.7 116 (34.8%) 122 28.4
Constipation 92 (27.5%) 123 27.6 50 (15.0%) 71 16.5
Diarrhoea 89 (26.6%) 169 37.9 56 (16.8%) 70 16.3
Vomiting 80 (24.0%) 154 34.6 12 (3.6%) 14 33
Decreased appetite 56 (16.8%) 61 13.7 24 (7.2%) 26 6.0
Dyspepsia 47 (14.1%) 64 14.4 17 (5.1%) 19 4.4
Headache 46 (13.8%) 80 18.0 29 (8.7%) 36 8.4
Nasopharyngitis 38 (11.4%) 54 12.1 49 (14.7%) 73 17.0
Dysaesthesia (altered skin sensation) 42 (12.6%) 62 13.9 4(1.2%) 4 0.9

Data are for the safety analysis set from the on-treatment observation period (the time from the first dose of trial product to 49 days after the last dose for safety analyses, excluding any temporary interruptions) for the safety analysis set, unless stated otherwise.
*Number of events per 100 patient-years; 'Data are from the in-trial observation period (the time from randomisation to the last contact with a study site, regardless of trial product discontinuation or use of other weight-lowering therapies [i.e. medications or
bariatric surgery]).

MedDRA, Medical Dictionary for Regulatory Activities (version 25.1).

Knop FK et al. Lancet 2023;402:705-7189.
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Novo Nordisk®

OASIS 4 semaglutida 25 mg oral (Fase 3b)

NN9932-4954

Randomisation 2:1

v
Once-daily oral semaglutide
Once-daily oral placebo -

Lifestyle intervention: counselling plus 500 kcal/day deficit and 150 min physical activity/week

Follow-up

e BMI >30 kg/m?, or N=307

* BMI >27 kg/m? with >1 weight-related comorbidity
(hypertension, dyslipidaemia, obstructive sleep apnoea or
cVD)

12-week
Week 0 dose escalation 64 1 71 ?
3»7»14»25 mg End of End of

treatment study

Study information

» Randomised, double-blind, Study objective Primary endpoint (baseline to week 64)

placebo-controlled « To confirm superiority of once-daily oral ¢ Change in body weight from baseline; body weight reduction 25%
* 4-week dose escalation steps: 3 mg » 7 semaglutide 25 mg versus placebo* on Confirmatory secondary endpoints (baseline to week 64)

mg » 14 mg » 25 mg weight loss in participants with » Body weight reduction 210%, 215% and 220%
* Treatment duration 64 weeks overweight or obesity

¢ Change in IWQOL-Lite-CT Physical Function score
* Follow-up 7 weeks

*As an adjunct to lifestyle intervention.

BMI, body mass index; CVD, cardiovascular disease; IWQOL-Lite-CT, Impact of Weight on Quality of Life-Lite Clinical Trials Version.
ClinicalTrials.gov Identifier: NCTO5564117.

Wharton S et al. N Engl J Med 2025; 393:1077-1087. S I I I ed H I l
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Novo Nordisk®

Cambio en el peso corporal (%) en la semana 64
OASIS 4 study: Primary endpoint

Significantly greater body weight reduction for oral semaglutide 25 mg versus placebo

Treatment policy estimand Trial product estimand
Mean baseline body weight: 105.9 kg
0,0 - 0,0 -
-2.2 -
g -50 1 £ -50 1 2.7
[} [}
£ £
2 2
3 3
¢ -10,0 - e -10,0 A
o o
P P
& &
S -15,0 - -13.6 5 -15,0 4
-16.6
-20,0 - -20,0 -
ETD (95% Cl): ETD (95% Cl):
—11.4 %-points (-13.9,-9.0); p<0.001 —13.9 %-points (-16.5,-11.2)
Il oOral semaglutide 25 mg Placebo

Estimated mean percentage change in body weight from baseline for participants in the full analysis set for the treatment policy (left) and trial product (right) estimands.
Cl, confidence interval; ETD, estimated treatment difference.
Wharton S et al. N Engl J Med 2025; 393:1077-1087.
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CagriSema Obesity Core Science

Novo Nordisk®

La amilina es una hormona estimulada por

nutrientes (NuSH)16

Cosecretada junto a la
insulina en células beta
pancreaticas*en respuesta
rapida a la ingesta de
alimentos?:2

*Lesser degree of amylin expression in the brain, spinal ganglia, stomach and developing kidney.

Islet of Langerhans

'\

capillary
network

alpha cells . glucagon

beta cells /= insulin &
amylin

1. Jastreboff AM et al. Annu Rev Med. 2023;74:125-39; 2. Bower RL and Hay DL. Br JPharmacol. 2016;173(12):1883-98; 3. Hay DL et al. Pharmacol Rev.
2015;67:564-600; 4. Lutz T. Endocrine Abstracts. 2022;86:S2.1; 5. Lundh Set al. Poster presented at 40th Annual Meeting of the Obesity Society at
ObesityWeek®. 2022. Poster #174. November 1-4, 2022. San Diego, CA; 6. Boccia L et al. Peptides. 2020;132:170366.

Image adapted from Encyclopaedia Britannica, Inc. https://www.britannica.com/science/islets-of-Langerhans. Accessed November 2024.
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CagriSema Obesity Core Science

Los efectos de la amilina son
multifactoriales

Glucose regulation

Novo Nordisk®

Appetite regulation
(both homeostatic and hedonic

feedback systems)
/ .,Appetitel2
3 Energy intake™

+* Satiety'-5

4 Responsiveness to leptin’ ~
§ Glucagon secretion’ 412
Improves insulin sensitivity'3

4 Partially restores leptin
responsiveness

Amylin

,\D “~ Gl tract
Inhibition of resorption’-° x

3 Gastric acid secretion'4.6

Bone formation®-11 § Gastric emptying?4615

Gl, gastrointestinal.

1. Hay DL et al. Pharmacol Rev. 2015;67:564—600; 2. Lutz TAet al. Physiol Behav. 1994,55:891-95; 3. Morley [Eet al. Am JPhysiol. 1994;267:R178-84; 4. Lutz TAet al. Curr Drug Targets. 2005;6:181-89; 5. Boyle CN et al. Mol Metab. 2018;8:203—10;
6. Young AA et al. Diabetologia. 1995;38:642—-48; 7. Cornish Jet al. Bone. 2001,29(2):162-8; 8. Horcajada-Molteni MN et al. JEndocrinol. 2000;165(3):663-8; 9. Horcajada-Molteni MN et al. JBone Miner Res. 2001;16(5):958-65, 10. Cornish Jet al.
Biochem Biophys Res Commun. 1995,207(1):133-9; 11. Romero DF et al. Calcif Tissue Int. 1995;56(1):54-61; 12. Gedulin BR et al. Metab Clin Exp. 1997,46:67-70; 13. Kusakabe T et al. Am JPhysiol Endocrinol Metab. 2012;302(8):E£924-31;

14. Trevaskis J_et al. Endocrinology. 2008;149:5679-87; Bak N et al. Presented at the American Diabetes Association (ADA) 85th Scientific Sessions, June 20—-23, 2025, Chicago, IL, USA. Abstract #2025-LB-6564-Diabetes.
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CagriSema Obesity Core Science Novo Nordisk®

La cagrilintida es un analogo de la
amilina humana de accion prolongada

b Cagrilintide / AM8331.2

N S
S (&

r i
! ]
I !

84% homologia con amilina humana

g A nativa

N

N Reversible union a la albumina.

N o\_/ \\_/0\ A ]
t,, de aprox. 80 horas (7-8 dias)
N
\_ o oo El propésito de las sustituciones de
L A, e aminoacidos es garantizar la estabilidad de
" la molécula

- Q@OOOCY
S S N N

31 shared amino acids of 37 in sequence = 83.7%
Glu, glutamic acid; t,, half-life.
1. Kruse Tet al. JMed Chem. 2021;64(15):11183-94; 2. Enebo LB et al. Lancet. 2021;397:1736—48.

Sodedad Murciana de l
Endocrinalogia, Diabetes y Nutricion



CagriSema Obesity Core Science Novo Nordisk®

REDEFINE 1

FASE 3

@ Fundamento:

La justificacion del estudio REDEFINE 1 fue investigar la eficacia 'y
seguridad de la combinacion de CagriSema 2,4 mg /2,4 mg
(cagrilintida 2,4 mg y semaglutida 2,4 mg) una vez a la semana
administrada por via subcutanea (s.c.) en participantes que viven con
sobrepeso u obesidad.

NCT05567796. Available from: https://clinicaltrials.gov/study/NCT05567796. Accessed June 2025.
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CagriSema Obesity Core Science Novo Nordisk®

REDEFINE 1:

Objetivo del estudio: Confirmar la superioridad de CagriSema 2,4 mg/2,4  Randomised, double-blinded, placebo- and active-controlled study
mg frente a placebo, semaglutida 2,4 mg y cagrilintida 2,4 mg en la
reduccién de peso corporal

CagriSema 2.4 mg/2.4 mgt

Semaglutide 2.4 mgt
N=3417 iyl
Cagrilintide 2.4 mgt -

Key inclusion criteria Key exclusion criteria Placebot 1
Lo |< _________ * _____________________________________ !.'_'_:_'_'_:_.._'_::_'_::_'_::_'_::_'_::
Male or female History of type 1 or Dose . Foll )
>18 years type 2 diabetes esoation Treatmg;t maintenance ollow- Extension
or HbA,. 26.5% weeks up (off-treatment)
BMI 230 kg/m?2, 16 weeks 7 weeks 97 weeks
Or 227 kg/m?2 with s Treatment duration Endof End of main End of
T Randomisation (21:3:3:7) ;
=1 comorbidit k extension
y DXA scan in 252 participants 68 weeks LCEAL TN, study
Key endpoints

Co-primary: (vs placebo) Confirmatory secondary: Safety:
* Relative change (%) in body * Proportion of participants who achieve 220%, 225%, 230% body weight loss from * Number of TEAEsto

weight from baseline to week 68 baseline to week 68, vs placebo week 75
* Proportion of participants who * Relative change in body weight from baseline to week 8 and week 20, vs placebo * Number of TESAEsto

achieve 25% body weight * Relative change in body weight vs monotherapies from baseline to week 68 week 75

loss from baseline to week 68 * Change from baseline to week 68 in waist circumference, SBP and physical function,*

vs placebo

tAs an adjunct to a reduced-calorie diet and increased physical activity in adults with obesity or overweight during main phase only; #WQOL-Lite-CT Physical Function and SF-36v2 Physical Functioning.
BMI, body mass index; DXA dual energy-Xray absorption; HbA,., glycated haemoglobin; IWQOL-Lite-CT, Impact of Weight on Quality of Life-Lite Clinical Trials version; SF36v2, Short Form 36-item Health Survey version 2; SBP, systolic blood pressure;

TEAE, treatment emergent adverse event; TESAE treatment emergent serious adverse event.
NCT05567796. Available from: https.//clinicaltrials.gov/study/NCT05567796. Accessed June 2025. Garvey WT et al. New Engl JMed 2025, 14;393(7):635-647
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https://clinicaltrials.gov/study/NCT05567796

Treatment policy estimand

CagriSema Obesity Core Science Novo Nordisk®

Cambio en el peso corporal
REDEFINE 1

Change in body weight over time Percentage change in body weight at week 68

Overall mean body weight at baseline: 106.9 kg

= z -3.0% 5 2

@ D -3.0

8 -57 e

£ ETD (95% Cl) <

£ 0. -17.3 (-18.1, -16.6); § -10 1

5 i 115% L p<0.0001 o 15

] . [=)

2 -8.9 (-10.1, -7.7); =

> 157 1 -14.9% p<0.0001 S -14.9

>

8 5.5 (6.7, 4.3); T 20 1 204

c Ke) -, .

o 20 7 = 04% 44 p<0.0001 =

e o -

o 3 T T T T T T T S -5.5 (6.7, -4.3); p<0.0001

o< 0 8 20 36 52 68 68f < Q30

O = L J
Time since randomisation (weeks) -8.9 (-10.1, -7.7); p<0.0001

CagriSema 2.4 mg/2.4 mg 2108 2082 2037 2015 1992 1985 2108 L J
Seméglutide 2.4mg 302 298 291 287 289 280 302 -17.3 (-18.1, -16.6); p<0.0001
Cagrilintide 2.4 mg 302 300 292 293 286 284 302
Placebo 705 691 660 628 590 597 705 ETD (95% CI)

BCagriSema 2.4 mg/2.4 mg M Semaglutide 2.4 mg M Cagrilintide 2.4 mg Placebo

Observed data are from the in-trial period, error bars are +/- standard error of the mean. Estimated means, ETDs and corresponding Cls are for the treatment policy estimand. Lower panel shows numbers of participants contributing to the mean.
tEstimated means.

ClI, confidence interval; ETD, estimated treatment difference.

Garvey WT et al. New Engl JMed 2025; 14,393(7):635-647
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Trial product estimand

CagriSema Obesity Core Science Novo Nordisk®

Cambio en el peso corporal
REDEFINE 1

Change in body weight over time Percentage change in body weight at week 68

Overall mean body weight at baseline: 106.9 kg

0 0 - 1 . .
o
g - o N
3 ' ] £ 2.3
% [0
el -5 1 @
= Q
2 E -10 A
£ 01 ETD (95% Cl) 8
=2 * 11.8% -20.4 (211,-197); = 11.8
9] r p<0.0001 2
Z 15 2
g t 16.1% -10.9 (-11.9, -9.9); > 20 -16.1
D p<0.0001 E -
[
£ 50 4
S -6.6 (-7.7, 5.4); § -22.7
% o T T T T T T I| 22.7% - p<00001 g’
£ 5 -
°cs 08 20 % 52 68 68! 5 =30 - 6.6 (7.7, 5.4); p<0.0001
Time since randomisation (weeks) L |
CagriSema 2.4 mg/2.4 mg2108 2016 1837 1691 1586 1455 2108 -10.9 (-11.9, -9.9); p<0.0001
Semaglutide 2.4 mg 02 29 269 253 238 20 302 . |
Cagrilintide 2.4 mg 302 290 275 262 250 223 302
Placebo 705 672 619 551 487 452 705 -20.4 (-21.1, -19.7); p<0.0001

ETD (95% Cl)
BCagriSema 2.4 mg/2.4 mg M Semaglutide 2.4 mg M Cagrilintide 2.4 mg Placebo

Observed data are from the on-treatment period, error bars are +/- standard error of the mean. Estimated means, ETDs and corresponding Cls are for the trial product estimand. Lower panel shows numbers of participants contributing to the mean.
tEstimated means.

ClI, confidence interval; ETD, estimated treatment difference.

Garvey WT et al. New Engl JMed 2025; 14,393(7):635-647
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Trial product estimand

Change from baseline

CagriSema Obesity Core Science Novo Nordisk®

Cambio en la composicion corporal (DXA, n=252)
REDEFINE 1

Total body fat mass Total body lean soft tissue mass Visceral fat mass
Mean at baseline: 47.4kg Mean at baseline: 58.1kg
10 A -5.7 10 | -5.9
2 g
£ 4.4 £ -13.4
20 1 2 20 A 3 20 -
-20.6 Qa a
5 5
30 1 -27.1 & -30 A1 < 30 1
Q (0]
g g -32.4
S0 -35.7 5 S0 - 5240 A
-40.8
.50 - _ETD (95%Cl) -50 - ETD (95% Cl) 50 - _ETD(95% Cl)
-8.7 (-14.1, -3.3); p=0.0024 -5.2 (-8.1, -2.4); p=0.0008 -8.4 (-16.5, -0.3); p=0.0417
L f L J L ]
-15.2 (-22.4, -8.0); p=0.003 -4.1 (8.2, -0.1); p=0.0459 -27.4 (46.2, -8.5); p=0.0082
J | J L ]
-30.0 (-36.0, -24.0); p<0.0001 -10.1 (-13.1, -7.2); p<0.0001 -34.9 (-43.3, -26.5); p<0.0001

B CagriSema 2.4 mg/2.4 mg (n=154) ™ Semaglutide 2.4 mg (n=21) ™ Cagrilintide 2.4 mg (n=22) ™ Placebo (n=55)

No mean at baseline is presented for visceral fat mass due to differences between equipment in the size of the area scanned for visceral fat assessment.
Cl, confidence interval: DXA dual energy X-rag absorspt/ometry; ETD, estimated treatment difference.
Garvey WT et al. New Eng/JMed 2025;14;393(7):635-647
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Trial product estimand

CagriSema Obesity Core Science Novo Nordisk®

Cambio en la composicion corporal (DXA)

REDEFINE 1
CagriSema 2.4 mg/2.4 mg Semaglutide 2.4 mg Cagrilintide 2.4 mg Placebo
(n=154) (n=21) (n=22) (n=55)
Fat mass (%)
Lean soft
tissue
mass (%)
Baseline Week 68 Baseline Week 68 Baseline Week 68 Baseline Week 68
[ Fat
B Lean soft tissue
Bone

Percentage bone mass was not quantified. DXA, dual energy X-ray absorptiometry.
Garvey WT et al. New Engl JMed 2025, 14,393(7):635-647
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Trial product estimand

Cambio en la composicion corporal (DXA)
REDEFINE 1
Sit-to-stand test
CagriSema 2.4 mg/2.4 mg Placebo
(n=154) (n=55)
4 - 0.03 (—0.7, 0.8); p=NS
Fat mass (%) £« I 1
S8
Lean soft ox 7 2.2 2.4
tissue s J
mass (%) rd g 2 1
E
E
Baseline Week 68 %ﬁ 1 1 Baseline Week 68
£m
7 Fat . Lo 0 -
| Iéi?]r; soft tissue CagriSema Placebo

2.4 mg/2.4 mg

Percentage bone mass was not quantified. DXA, dual energy X-ray absorptiometry.
Garvey WT et al. New Engl JMed 2025, 14,393(7):635-647
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CagriSema Obesity Core Science Novo Nordisk®

Eventos adversos (5%
REDEFINE 1

Nausea ] ] | |
Constipation - u | | I |
Vomiting 4 N | I |
Diarrhoea - ] | | N
Fatigue A | | |
Decreased appetite - ] m ]
Headache EEEE B CagriSema 2.4 mg/2.4 mg
Dyspepsia - " n | ]
COVID-19 - ||
Nasopharyngitis - EE = [l Cagrilintide 2.4 mg
Dizziness - ] m u
Alopecia - | [ B B |
Eructation - L] ]
Abdominal pain4 |
Gastroesophageal reflux disease - -
Abdominal pain upper - |

[ Semaglutide 2.4 mg

Placebo

Influenza A =
Asthaenia A i e =
Back pain A mi
Abdominal distension - gEE N
Upper respiratory tract infection 5 L
Injection site reaction 7 m u
Urinary tract infection 7 fEmm
Arthralgia =
Gastroenteritis ] u u
Sinusitis 1

0% 25% 50% 75%

Data are from the safety analysis set from the on-treatment period. Adverse events for all treatment groups if any group has 5% or more of participants with event, sorted in descending order by preferred term based on the percentage of
participants in the CagriSema 2.4 mg/2.4 mg group. MedDRA version 27.0.

%, percentage of participants experiencing at least one adverse event with onset date during on-treatment period.

MedDRA, Medical Dictionary for Regulatory Activities.

Data on file.
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SURMOUNT-1

Mounjaro® se evalué en un ensayo clinico de fase I

durante 72 semanas!
SURMOUNT-1 incluyé 2.539 adultos con:

Disefo del ensayo clinico SURMOUNT-1 *  UnIMC230kg/m? o
*  UnIMC227 kg/m? yalguna

H ® ore .
Mounjaro® 15 mg una vez a la semana comorbilidad relacionada con el peso

2,5mg 5mg 75mg 10 mg 12,5mg 15mg (N=630) (excepto DM2)1,2
Mounjaro® 10 mg una vez a la semana Los participantes en todos los brazos,
2,5mg 5mg 75mg 10 mg (=636)  incluido el brazo placebo, recibieron

. instrucciones para:
Mounjaro® 5 mg una vez a la semana

2,5mg 5mg (N=630)

Placebo una vez ala semana Seguir una dieta bajaen

(N=643) calorias (-500kcal)

PERIODO DE CRIBADO DE 2 SEMANAS

2 o0 4 8 12 16 20 72 Aumento actividad fisica
* * (150min/sem)?
Aleatorizacién Semanas de tratamiento Objetivo primario

1:1:1:1 (n=2.539)

Mounjaro® y placebo se administraron por via subcutanea como complemento de una dieta hipocalérica y un aumento de la actividad fisica.'
IMC: Indice de masa corporal.
1. Jastreboff AM, et al. N Engl J Med. 2022;387(3):205-216. 2. Ficha técnica de Mounjaro® disponible en: https://image.mc.lily.com/lib/fe8c127270660c7571/m/12/b90bd414-654c-4aae-a2d2-6c27a2c922e4 . pdf.
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SURMOUNT-1

Mounjaro® demostré una disminucién media del peso de hasta un
22,5% con la dosis de 15 mg *

% de cambio en el peso corporal en el tiempo:'?

Peso medio al inicio: 104,8 kg
o T s
ﬂ L] . . r
= I, « disminucién
5 00m — 5 = 8= =0 = 41 -24% |
S 4 i i 2 3 6kg media del
g I V¥ peso corporal
o
S -8+ con Mounjaro® 15 mg
2 1,2%
g a las 72 semanas”
o -12— \
el
5
=]
E 16 -16,0%¢ mm Mounjaro® 5 mg mm Mounjaro® 15 mg
o .
e mm Mounjaro® 10 mg mm Placebo
5 -20
£ -21,4%
© -22,5%
24

T T T T T 1 \ \ 1
0 4 8 12162024 36 48 60 72

Semanas desde la aleatorizaciéon

*Desde el inicio del tratamiento hasta la semana 72. 3p<0,001 frente a placebo, ajustado por multiplicidad. Estimacién de la eficacia, analisis MMRM, poblacién ITTm (conjunto de andlisis de la eficacia). Estudiado en adultos con obesidad (IMC de 230 kg/m2) o con
sobrepeso (IMC de 227 kg/m2) con al menos una complicacion relacionada con el peso, excluida la diabetes tipo 2. Todos los participantes recibieron una intervencion sobre el estilo de vida que incluia una dieta reducida en calorias y un aumento de la actividad
fisica." IMC: indice de masa corporal; ITTm: Poblacion por intencién de tratar modificada; MMRM: Modelo mixto de medidas repetidas.

1. Jastreboff AM, et al. N Engl J Med. 2022;387(3):205-216. 2. Ficha técnica de Mounjaro®. Disponible en https://image.mc.lilly.com/lib/fe8c127270660c7571/m/12/b90bd414-654c-4aae-a2d2-6¢c27a2c922e4 pdf.

Sociedad Murciana de
Endocrinalogia, Dibates y Nutricidn

smedl__Jn


https://image.mc.lilly.com/lib/fe8c127270660c7571/m/12/b90bd414-654c-4aae-a2d2-6c27a2c922e4.pdf
https://image.mc.lilly.com/lib/fe8c127270660c7571/m/12/b90bd414-654c-4aae-a2d2-6c27a2c922e4.pdf
https://image.mc.lilly.com/lib/fe8c127270660c7571/m/12/b90bd414-654c-4aae-a2d2-6c27a2c922e4.pdf
https://image.mc.lilly.com/lib/fe8c127270660c7571/m/12/b90bd414-654c-4aae-a2d2-6c27a2c922e4.pdf
https://image.mc.lilly.com/lib/fe8c127270660c7571/m/12/b90bd414-654c-4aae-a2d2-6c27a2c922e4.pdf
https://image.mc.lilly.com/lib/fe8c127270660c7571/m/12/b90bd414-654c-4aae-a2d2-6c27a2c922e4.pdf
https://image.mc.lilly.com/lib/fe8c127270660c7571/m/12/b90bd414-654c-4aae-a2d2-6c27a2c922e4.pdf
https://image.mc.lilly.com/lib/fe8c127270660c7571/m/12/b90bd414-654c-4aae-a2d2-6c27a2c922e4.pdf
https://image.mc.lilly.com/lib/fe8c127270660c7571/m/12/b90bd414-654c-4aae-a2d2-6c27a2c922e4.pdf

SURMOUNT-5

La eficacia y seguridad de Mounjaro® se compararon con las de
Wegovy® en un ensayo de fase 3b durante 72 semanas?

e ™
Periodo de cribado Periodo de estudio
25mg Mounjare® 15 mg o MDT semanal®®
0,25 mg 0,5 mg 1,0 mg Wegovy® 2,4 mg o MDT semanal®®
Semana -2 -1 o] 4 8 12 16 20 72
+ *
Aleatorizacién Semanas de tratamiento Objetivo primario
1:1 (h=750) Fin del tratamiento
A /

SURMOUNT-5 fue un estudio de 72 semanas de duracién, de fase 3b, multicéntrico, aleatorizado, de grupos paralelos, abierto, controlado por comparadores, que evalud la eficacia y
seguridad de Mounjaro® (tirzepatida) 15 mg o MDT (10 mg o 15 mg) en comparacion con Wegovy® (semaglutida) 2,4 mg o MDT (1,7 mg o 2,4 mg) en adultos con obesidad (IMC > 30
kg/m?) o sobrepeso (IMC > 27 kg/m?) con al menos una complicacién relacionada con el peso (p. ej., hipertension, dislipidemia), excluida la diabetes tipo 2.1

aTratamiento recibido como complemento a una dieta baja en calorias y a un aumento de la actividad fisica®
bMounjaro® MDT fue de 10 mg o 15 mg; La MDT de Wegovy"® fue de 1,7 mg 0 2,4 mg.!

Las dosis de mantenimiento de tirzepatida indicadas en ficha técnica son 5 mg, 10 mgy 15 mg una vez a la semana.? La dosis de mantenimiento de semaglutida indicada en ficha técnica es 2,4 mg una

vez a la semana.?

1. Aronne LJ, Bade Horn D, le Roux CW, et al. Tirzepatide as compared with semaglutide for the treatment of obesity. N Engl J Med. 2025;Epub1-58. doi:10.1056/NEJM0a2416394. 2. Ficha técnica de Mounjaro. Disponible en
https://image.mc.lilly.com/lib/fe8c127270660c7571/m/12/b90bd414- 654c-4aae-a2d2-6¢c27a2c922e4.pdf. 3. Ficha técnica de Wegovy. Disponible en: https://www.ema.europa.eu/es/documents/product-

information/wegovy-epar-product-information_es.pdf

smed

Sociedad Murciana de
Endocrinlogia, Diabetes y Nutricion

l__Jn



SURMOUNT-5

Cambio porcentual medio del peso corporal desde la aleatorizacion hasta la

semana 721

Peso medio inicial=T13,2 kg

b
S
|

i

-15,4%"

(P5%I1C: -3 a -15.8)

—%

-21,6%"°

{?5%1C:-20.5 0 -22.H)

-16% —

Cambio en el Peso Corporal (%)
L

-20% —

-24% S T T T I T I I
0O 4 8 12 16 20 24 36 48 52 50 72

Semanas desde la aleatorizacion

== Mounjara® MDT 10 mg o 15 mg (n=374)
= Wegovy® MDT 1,7 mg o 2,4 mg (n=374)

**Cambio porcentual del peso corporal a lo largo del tiempo desde la
aleatorizacion hasta la semana 72 en participantes tratados con Mounjaro® MDT
(10 mg 0 15 mg) (n = 374) 0 Wegovy® MDT (1,7 mg o 2,4 mg) (n = 376): los
participantes en tratamiento con Mounjaro ® lograron una reduccién media del
21,6% (IC del 95%: -20,5 a -22,8) en el peso corporal frente a una reduccion
media del 15,4% (IC del 95%: -14,3 a -16,6) con Wegovy®. El peso medio al
inicio fue de 113,2 kg. 2Los datos son el resultado de aplicar la media por
minimos cuadrados con intervalos de confianza del 95%."

IMC: indice de masa corporal; ITTm: Intencion de tratar modificada; MMRM:
Modelo mixto de medidas repetidas. IC: Intervalo de confianza; MDT: Maxima
dosis tolerada.

1. Aronne LJ, Bade Horn D, le Roux CW, et al. Tirzepatide as compared
with semaglutide for the treatment of obesity. N Engl J Med. 2025;Epub1-
58. doi:10.1056/NEJMoa2416394. 2. Ficha técnica de Mounjaro.
Disponible en
https://image.mc.lilly.com/lib/fe8c127270660c7571/m/12/b90bd4 14- 654c-
4aae-a2d2-6c27a2c922e4.pdf. 3. Ficha técnica de Wegovy. Disponible en:
https://www.ema.europa.eu/es/documents/product-information/wegovy-
epar-product-information_es.pdf
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Orforglipron

Agonista oral no peptidico del receptor del GLP-1

No-péptido’3 Agonista sesgado?

No estd sujeto a degradacion F

proteolitica en el estémago Sesgado hacia la acumulacién

i tricci q i f , de cAMP frente a la sefializacion
in restricciones de comida o —{ J . de P-arrestina®

agua o N

Dosis diaria Gnica’ S <:/k Oral?
i o)

La vida media terminal de 29— "o\ Puede aumentar la adherencia
49 h permite una dosificacion ° del paciente
diaria /

*La baja activacion de B-arrestina puede reducir la desensibilizacidn y la internalizacién del receptor GLP1,
prolongando la duracién terapéutica.

1. Kawai T, et al. Proc Natl Acad Sci U S A. 2020;117(47):29959-29967. Orforglipron esta en investigacion para el tratamiento de

la DM2 y la obesidad.

2. Sloop KW, et al. Sci Transl Med. 2024;16(778):eadp5765.
3. Ma X, et al. Diabetes Ther. 2024;15(4): 819-832.

4. Boye K, et al. Diabetes Obes Metab. 2021;23: 508-519
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Phase 3 Clinical Trials of Orforglipron in People with Obesity

Weight Management

ATTAIN-1'

ATTAIN-22

Additional Studies/Indications

ATTAIN-MAINTAIN*

ATTAIN-OSAS

ATTAIN-
HYPERTENSIONS

ADVANCE-ATTAIN-
ADOLESCENTS’

OFG vs. Placebo
N=3127

OFG vs. Placebo
N=1500

OFG vs. Placebo
N=236

OFG vs. Placebo
N=300

OFG vs. Placebo
N=600

OFG vs. Placebo
N=974

OFG vs. Placebo
N=125

Estimated Primary

36 weeks?® 52 weeks? 72 weeks®  Completion Date
Adult Participants with Obesity or Overweight With July 2025
Weight-Related Comorbidities Y
Adult Participants with Obesity or Overweight and Type 2 Diabetes August 2025
Japanese Adult Participants with Obesity Disease June 2025
Adult Participants with Obesity or Overweight who have January 2026

Completed the SURMOUNT-5 Study (NCT05822830) on Treatment

Adult Partlupants With Obesity or Overweight and November 2026
Obstructive Sleep Apnea
Adult Participants With Obesity or Overweight and

Hypertension September 2027

Adolescent Participants With Obesity or Overweight

With Weight-Related Comorbidities February 2027

1. https://investor.lilly.com/news-releases/news-release-details/lillys-oral-glp-1-orforglipron-showed-compelling-efficacy-and. Accessed August 7, 2025. 2. https://clinicaltrials.gov/study/NCT05872620. Accessed June 5, 2025. 3.
https://clinicaltrials.gov/study/NCT05931380. Accessed June 5, 2025. 4. https://clinicaltrials.gov/study/NCT06584916. Accessed June 5, 2025. 5. https://clinicaltrials.gov/study/NCT06649045. Accessed June 5, 2025. 6.
https://clinicaltrials.gov/study/NCT06948422. Accessed June 5, 2025. 7. https://clinicaltrials.gov/study/NCT06672939. Accessed June 5, 2025. 8. https://medical lilly.com/us/products/answers/what-orforglipron-clinical-trials-are-being-conducted-in-people-with-
obesity-or-overweight-229918 Accessed June 5, 2025.

OFG=0rforglipron; OSA=Obstructive Sleep Apnea; N=Number of Participants; PBO=Placebo.
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ATTAIN-1

Fase 3, aleatorizado, doble ciego y controlado con placebo de 72 semanas que compara la eficacia y

seguridad de Orforglipron 6 mg, 12 mg y 36 mg con placebo en adultos con obesidad o sobrepeso con
comorbilidades relacionadas con el peso.

Orforghipron 36 mg Once Daiy
amg 6 mg

Orforghpron 12 mg Once Dady

Aduncl to healhy del and physical actaty

=3 1] 4 ] 12 16 20 T2 T4
Wbl I Dos# Escalation i I Safety
Folowsup:
Randomization Treatmeni Pariod Primary
3334 Endipoint

1. hitps://investor.lilly.com/news-releases/news-release-details/lillys-oral-glp-1-orforglipron-showed-compelling-efficacy-and. Accessed August 7, 2025.
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ATTAIN-1

Fase 3, aleatorizado, doble ciego y controlado con placebo de 72 semanas que compara la eficacia y
seguridad de Orforglipron 6 mg, 12 mg y 36 mg con placebo en adultos con obesidad o sobrepeso con
comorbilidades relacionadas con el peso.

Al inicio, el peso corporal medio fue 103.2 kg y el IMC 37,0 kg/m2.

Efficacy Estimahd (N=3127) Treatment Regimen Estimand (N=3127)

2n

&m

Change From Baseline
in Body Weight (%)

I c

Change From Baseline
in Body Weight (%)

A 4 1 I 1 1
N o oo o H N o

IAL‘IAllll
2N o & & AN O

12,4

-11,2

=3 0 i i 12 16 20 i Td

Wbl I Dose Escalation i I gi“"-‘-w

Randomization Treatmeni Pariod Primary
3334 Endpaint

Mreo M oFrGemg [ oFG12mg M OFG 36 mg
( Sociedad Murciana de I
Endocrinlogia, Diabetes y Nutricion

1. hitps://investor.lilly.com/news-releases/news-release-details/lillys-oral-glp-1-orforglipron-showed-compelling-efficacy-and. Accessed August 7, 2025.



ATTAIN-1

En el subgrupo de 171 pacientes
sometidos a DXA, los pacientes
agrupados de los brazos de
orforglipron presentaron un cambio
porcentual medio del -13,8 % en la
masa grasa corporal total, del -4,5
% en la masa magra y del -19,0 %
en la masa grasa visceral en la
semana 72, en comparacion con
cambios del -1,7 %, 0,3 % y 7,4 %,
respectivamente, con placebo (Fig.
S8). En los brazos agrupados de
orforglipron, el 73,1 % de |la
reduccion de peso corporal se
debidé a una pérdida de masa grasa
y el 26,9 % a una pérdida de masa
magra.

https://www.nejm.org/doi/full/10.1056/NEJM0oa2511774

Total Fat hass Total Lean hiass Wisceral Fat Mass

20 i 73 i

=357

Percent change from baseline (%a)

=343

=

Total Fat hMass Total Lean Mass Visceral Fat Mass

20~ i 74 i

Percent change from baseline (%)

[] OFG6mg [ OFG 12mg M OFG 36 mg Il PBO

Figure 58. Change in body composition (A) Efficacy Estimand and (B) Treatment Regimen Estimand.
Data are model-based estimates (MBE) and 95% confidence inferval. The confidence intervals have not
been adusted for maltiplicity and should not be used for kyvpothesis testing. Enrolled n=171; completers
with both baseline and week 72 DXA n=140. MEE=model-based estimate.
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ATTAIN-1

Fase 3, aleatorizado, doble ciego y controlado con placebo de 72 semanas que compara la eficacia y
seguridad de Orforglipron 6 mg, 12 mg y 36 mg con placebo en adultos con obesidad o sobrepeso con
comorbilidades relacionadas con el peso.

r ATTAIN-1 STEP-1 SURMOUNT-1 W
OFG vs. PBO Sema vs. PBO TZP vs. PBO
(72 semanas) (68 semanas) (72 semanas)
Media basal 103,2 kg 105,3 kg 104,8 kg
PBO 6mg 12mg 36mg PBO 2,4mg PBO 05mg 10mg 15mg

° T ‘T
o -5 5] 24 5 2,4
m —
S
c — 10 - -10 - -10 -
o0
o o
o 215 - -15 - -15 -
€ S
S ) -16,0

20 - -20 A -20 A o

]:k*'g
-21,4
k -25 - -25 - -25 - wxx-22,5 J
%k kk

Las comparaciones entre los diferentes estudios son subjetivas y necesitan ser validadas en ensayos head-to-head

* p<0.05 frente a PBO.

EE=estimando de eficacia; OFG=orforglipron; PBO=placebo; Sema=semaglutida; TZP=tirzepatida

ATTAIN-1: Lilly's oral GLP-1, orforglipron, delivers weight loss of up to an average of 27.3 Ibs in first of two pivotal Phase 3 trials in adults with obesity | Eli Lilly and Company
STEP 1: Wilding JPH et al. (2021) N Engl J Med; 384(11):989-1002

SURMOUNT-1: Jastreboff AM, et al. (2022) N Engl J Med. 387(3):205-216
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https://investor.lilly.com/news-releases/news-release-details/lillys-oral-glp-1-orforglipron-delivers-weight-loss-average-273
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ATTAIN-1

Los EA mas comunes estaban relacionados con el tracto gastrointestinal y generalmente de gravedad leve a

moderada.

Orforglipron Orforglipron Orforglipron
Common AE 6 mg 12 mg 36 mg
Nausea(%) 10.4 28.9 35.9 33.7
Vomiting(%) 3.5 13.0 21.4 24.0
Constipation(%) 9.3 “ 21.7 29.8 25.4
Diarrhea(%) 9.6 21.0 22.8 23.1
Dyspepsia(%) 5.0 “ 13.0 16.2 14.1
Orforglipron Orforglipron Orforglipron
36 mg
Treatment discontinuation 26 51 77 10.3

rates due to AEs (%)

Overall treatment
discontinuation rates (%) 29.9 21.9 22.5 244
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1. https://investor.lilly.com/news-releases/news-release-details/lillys-oral-glp-1-orforglipron-showed-compelling-efficacy-and. Accessed August 7, 2025. ( S m ed l__J n



Retatrutide: Triple GIP/GLP-1/Glucagon
Receptor Agonist

GIP GLP- Glucagon j

Adipose: CNS: CNS:
* 1 Insulin sensitivity * Appetite * 1 Energy expenditure
* Improvements in lipid metabolism Islets: * Appetite regulation
CNS: * 1 Insulin secretion Islets:
* Appetite * | Glucagon secretion * 1 Insulin secretion
» Decrease in nausea Stomach: Stomach:
Islets: » Delayed gastric emptying  Delayed gastric emptying
* 1 Insulin secretion Liver:
* 1 Glucagon secretion * 1 Glycogenolysis
* 1 Gluconeogenesis
* Improvements in lipid metabolism

CNS=Central Nervous System; GIP=Glucose-dependent Insulinotropic Polypeptide; GLP-1=Glucagon-like Peptide-1.
1. Heedersdal S, et al. Nat Rev Endocrinol. 2023;19(6):321-335. 2. Hammoud R, Drucker DJ. Nat Rev Endocrinol. 2023;19(4):201-216.
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Retatrutide

Fase 2 Retatrutide en participantes con obesidad o sobrepeso + al menos 1 comorbilidad
sin DM2.

Ensayo multicéntrico, aleatorizado, doble ciego, controlado con placebo

338 participantes

e T
aleatoriamente para . . L
recibir placebo o : : .
mg), administrados por - .

por semana durante 48 :

- A o
: £ : =
. : c : > -
En los participantes g 3 =°
querecibieronz4mg 1 ¢y Retatrutide (LY3437943) 4 mg o
de retatrutida, se : . - :
administré una dosis ¢ . ; .
inicialde2mgo 4 mg, : Retatrutide (LY3437943) 1 mg
seguida de una
escalada gradual cada 4 : : .
semanas. Placebo
| T 1 T T T T 1 1
Weeks —» -6 -3 0 4 8 12 24 48 52
o Primary End of End
Ra.nc.lo.m.lz.at!on Outcome Treatment of
3 B B e Perigd Trial

© 2023 Eli Lilly and Company
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aStratified by sex and BMI <36 or 236kg/m?.
BMI=Body Mass Index; T2D=Type 2 Diabetes. m d
Jastreboff AM, et al. NEMJ. 2023;(Accepted). S e H n



Retatrutide

Reduccidén de peso corporal

Percent Change in Body Weight From Baseline to week 48 Change in Body Weight From Baseline to week 48

10
9 )
% x I 105.9
< S
=) -2.1% o
g %’ 98.4
.§~ -8.7% * 2
o - 90.5
q=;| (11} 88.6
s . 16.3%* £ 542
F17.8%% () -
2 pr7o* = 81.9
o 21.7% S 81.6
£ -23.9%* <
o -24.2%* O 75-
ST T T T T T N=rrTTT1T T T T
14 8 12 16 20 24 36 48 14 8 12 16 20 24 36 48
Time Since Randomization (weeks) : Time Since Randomization (weeks)
Reta 4 mg Reta 4 mg Reta 8 mg Reta 8 mg Reta 12
—— —— —— —— ——
Placebo Reta 1 mg (ID 2 mg) (ID 4 mg) (ID 2 mg) (ID 4 mg) mg (ID 2
*P<.001 vs. placebo. mg)

Note: Data are LSM (SE); Error bars indicate SE.
ID=Initial Dose; LSM=Least Squares Mean; Reta=Retatrutide; SE=Standard Error; T2D=Type 2 Diabetes.
Jastreboff AM, et al. NEMJ. 2023;(Accepted).
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Retatrutide

Reduccion de peso corporal en subgrupos segun el IMC

Change in Body Weight From Baseline to week 48 in

Change in Body Weight From Baseline to week 48 in
Participants With BMI 235 kg/m?

Participants With BMI <35 kg/m?

£ E
= =) -8.9%*
(<)) )
= =
S >
3 S
2 0
o0 a 1
pm -18.2%*
i £ -19.4%*
o ° -20.9%
(=]
c o)
2 S
S 2 B4
SB0TTTYTTTT T I I 30 =T TTTTT1 1 1
14 8 12 16 20 24 36 48 : 14 8 12 16 20 24 36 48
Time Since Randomization (weeks) : Time Since Randomization (weeks)
Reta 4 mg Reta 4 mg Reta 8 mg Reta 8 mg Reta 12
—— —lf— —— —fff— ——
Placebo Reta 1 mg (ID 2 mg) (ID 4 mg) (ID 2 mg) (ID 4 mg) mg (ID 2
*P<.001 vs. placebo. mg)
Note: Data are LSM (SE); Error bars indicate SE.
BMI=Body Mass Index; ID=Initial Dose; LSM=Least Squares Mean; Reta=Retatrutide; SE=Standard Error; T2D=Type 2 Diabetes.
Jastreboff AM, et al. NEMJ. 2023;(Accepted).
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Retatrutide

Participants Achieving Weight Reduction Targets

at week 48

1000 oo
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P b R 1 Reta 4 Reta 4 Reta 8 Reta 8 Reta 12
B Flacebo meta mg(D2 ¥ mgap4 B mgp2 M mgapsa M mg@D2
9 mg) mg) mg) mg) mg)

ID=Initial Dose; Reta=Retatrutide S ITled l-.J n
Jastreboff AM, et al. NEMJ. 2023;(Accepted). ook By e



Retatrutide

Eventos Adversos

» Los efectos adversos gastrointestinales transitorios, en su mayoria de leves
a moderados, fueron los EA notificados con mayor frecuencia, y ocurrieron
principalmente durante el aumento de la dosis.

 La frecuencia de EA gastrointestinales fue mayor en los grupos de dosis mas
altas (grupos de dosis de 8 mg y 12 mg) y en los participantes que
comenzaron con retatrutida 4 mg frente a 2 mg.

 Nauseas: reportadas en 14,5-60% de pacientes asignados a retatrutide vs.
11,4% para placebo.

« Vomitos: reportados en 2,9-25,7% de pacientes asignados a retatrutida vs.
1,4% para placebo.

» Diarrea: notificada en el 8,7-20,0% de los pacientes asignados a la
retatrotida frente al 11,4% de placebo.

» Estreiimiento: reportado en 6.1-16.1% de pacientes asignados a retatrutide
vs. 2.9% para placebo.

ID=Initial Dose; Reta=Retatrutide S mgcdl lj n
Jastreboff AM, et al. NEMJ. 2023;(Accepted). i, lobey et



* Los efe
a mode
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comenz

 Nausea
11,4% p

* Vomito:
1,4% pa

* Diarrea
retatroti

« Estrenil

vS. 2.9Y%

ID=Initial Dose; Reta=
Jastreboff AM, etal.

Table 3. Adverse Events and Safety.*
Placebo Group Overall
Adverse Event (N=70) Retatrutide Groups (N=337)
4mg 4 mg 8 mg 8mg 12 mg
1mg (ID, 2 mg) (ID, 4 mg) (ID, 2 mg) (ID, 4 mg) (ID, 2 mg)
(N=69) (N=33) (N=33) (N=35) (N=35) (N=62)
number of participants (percent)
Any adverse event during treatment 49 (70) 58 (84) 24 (73) 28 (85) 28 (80) 33 (94) 57 (92) 277 (82)
Serious adverse event 3(4) 3(4 0 2 (6) 1(3) 2 (6) 2(3) 13 (4)
Deatht 0 0 0 1(3) 0 0 0 1(<1)
Adverse events leading to discontinuation of
retatrutide or placeboi
Any event 0 5(7) 2 (6) 3(9) 5 (14) 2 (6) 10 (16) 27 (8)
Nausea 0 0 0 0 1(3) 0 3(5) 4(1)
Vomiting 0 1(1) 0 1(3) 0 0 1(2) 3(1)
Diarrhea 0 0 0 0 1(3) 0 1(2) 2(1)
Dyspepsia 0 0 1(3) 0 0 0 1(2) 2(1)
Increase in lipase level 0 1(1) 1(3) 0 0 0 0 2(1)
Adverse events during treatment that
occurred in =5% of total participants
Nausea 8 (11) 10 (14) 6 (18) 12 (36) 6 (17) 21 (60) 28 (45) 91 (27)
Covid-19 14 (20) 13 (19) 4(12) 6 (18) 6 (17) 12 (34) 15 (24) 70 (21)
Decreased appetite 6 (9) 9(13) 6 (18) 8 (24) 4(11) 11 (31) 18 (29) 62 (18)
Diarrhea 8 (11) 6 (9) 4(12) 4(12) 7 (20) 7 (20) 9 (15) 45 (13)
Vomiting 1(1) 2(3) 4(12) 4(12) 2 (6) 9 (26) 12 (19) 34 (10)
Constipation 2(3) 5(7) 5 (15) 2 (6) 4 (11) 4(11) 10 (16) 32(9
Fatigue 3(4) 3(4) 4(12) 2 (6) 1(3) 3(9) 6 (10) 22 (7)
Early satiety 4 (6) 3 (4) 1(3) 1(3) 0 2 (6) 6 (10) 17 (5)
Increase in lipase level 2(3) 2(3) 3(9 2 (6) 1(3) 2 (6) 5(8) 17 (5)
Adverse events of special interestf
Hypersensitivity 2(3) 7 (10) 1(3) 2 (6) 3(9) 7 (20) 8 (13) 30 (9)
Antidrug antibodies during treatment§ 1(1) 3(4) 4 (12) 5(16) 5 (16) 2 (6) 11 (18) 31(9)
Hyperesthesia or related adverse event 1(1) 1(1) 2 (6) 2 (6) 1(3) 5 (14) 8(13) 20 (6)
Cardiac arrhythmia| 2(3) 3(4) 0 2 (6) 0 5 (14) 7(11) 19 (6)
Hepatic disorder 2(3) 5(7) 1(3) 0 1(3) 2 (6) 2(3) 13 (4)
Biliary disorder# 0 0 0 0 1(3) 2 (6) 0 3(1
Severe gastrointestinal adverse event 0 0 0 1(3) 1(3) 1(3) 4 (6) 7(2)
Injection-site reaction 0 1(1) 0 1(3) 0 1(3) 5(8) 8(2)
Major depressive disorder or suicidal 1(1) 0 0 0 0 0 0 1(<1)
ideation
Renal event 1(1) 1(1) 1(3) 0 0 103) 0 4(1)
Major adverse cardiovascular event{{ 0 2(3) 0 0 0 0 2(1)
Pancreatitis{{ 0 0 0 0 0 0 1(2) 1 (<1)

de leves
ycurrieron

Josis mas
intes que

rrutide vs.
rrutida vs.
dos a la

etatrutide

Safety end points were analyzed with data from all the participants who underwent randomization and took at least one dose of retatrutide or placebo. Covid-19 denotes coronavirus
disease 2019.
T An external committee of physicians was responsible for determining whether any death that occurred during the trial was cardiovascular-related; the single death in this trial was ad-
judicated as undetermined. The death (from drowning) was assessed by the site investigator as not related to retatrutide.
Adverse events that led to discontinuation in two or more participants are shown here.
With the exception of antidrug antibodies, the adverse events of special interest were evaluated with the use of prespecified standardized Medical Dictionary for Regulatory Activities
(MedDRA) search queries or customized clusters of MedDRA preferred terms.
Data on antidrug antibodies were not available for 10 participants (2 in the placebo group, 1 in the 1-mg group, 1 in the 4-mg group with an initial dose of 4 mg, 3 in the 8-mg group
with an initial dose of 2 mg, 1 in the 8-mg group with an initial dose of 4 mg, and 2 in the 12-mg group).
This category includes supraventricular arrhythmias and cardiac conduction disorders.
This category includes cholecystitis (in one participant), and cholelithiasis (in two participants).
TT These events were confirmed by an independent clinical end-point committee. Adverse events of special interest that did not occur in any participants are described in the text.
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La oxintomodulina, un agonista dual endégeno de GCGR y GLP-1R,
inspird la investigacion de la SURVODUTIDA en la obesidad

Ooxyntomodulin
(om)

OM, una hormona intestinal humana con doble agonismo a8 GCGR v GLP-1R, causa una reduccidn significativa en el peso
corporal al aumentar el gasto de energia v regular el apetito!
La aplicacidn clinica de la MO es limitada debido & una vida media corta®

Survodutide es un péptido de 29 amincacidos derivado de las hormonas enddgenas GCG y GLP-13

La survodutida es mas potenteenel  |ntegracién de un aminoacido sintétice (posicién I tmr= s e o ey S s o e
GLP-1R que en el GCGR. 2}, que proporciona resistencia a la escisidn termina en un discido C18. el cual media la
Caracteristicas principales: protealitica de DPP-4 union a la albimina y reduce el aclaramiento

Péptido Unico novedoso

renal

Estructura modificada que facilita
el acoplamiento tanto de GOGR © Gos and GLP-1 (52%)

comao de GLP-1R: relacion 1:8 GOG onby (17%)

Potencia y vida media optimizadas @ Amino acid to increase solubility and stability (21%)
Dosificacion una vez a la semana

C18 di-acid
@ cLr-1oniy (10%)

i, 00N

O ODODID  ® « DD 0 O « OBC

1. Wynne et al. IJO 2006;30:1729;
2. Schjoldager et al. Eur J Clin Invest 1988;18:499;

3.  Zimmermann et al. Mol Metab 2022;66:101633.
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SURVODUTIDA

GCG/GCGR:!? + GLP-1/GLP-1R:12

Adipose tissue Liver Liver Pancreas Gl tract Brain
(indirect) (indirect)

8 P P Wa e
* *

Lipolysis Fatty acid oxidation Steatosis Glucose- Gastric emptying Food intake/appetite
Glycogenolysis dependent (hypothalamic
Gluconeogenesis insulin secretion centres)
Lipolysis

El agonismo dual de GCGR y GLP-1R afecta el higado a través de multiples mecanismos directos e indirectos, y puede ofrecer
mejoras a las personas que viven con MASL, MASH vy fibrosis 3

GCG, glucagon; GCGR, glucagon receptor; Gl, gastrointestinal; GLP-1, glucagon-like peptide-1; GLP-1R, glucagon-like peptide-1 receptor; MASL, metabolic dysfunction-
associated steatotic liver; MASH, metabolic dysfunction-associated steatohepatitis. 1. Del Prato et al. Obes Rev 2022; 2. Sanchez-Garrido et al. Diabetologia 2017; 3. Bliher
et al. Diabetologia 2023. doi: 10.1007/s00125-023-06053-9; 4. Sanyal et al. NEJM 2024; doi:10.1056/NEJM0a2401755.
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NCT04667377: fase Il
Survodutida en personas con
sobrepeso/obesidad sin diabetes tipo 2

) , 0.6, | | | | | | | |
: po—— 03 ! | | | | | | | | >
urvodutiae 1 1 1 1 1 1 1 1 1 1
| —>-—. R S :
: e ]t )/ >
i i i p 12 —— i i 1 H int:
: Do | 0 it T 36 : Primary endpoint:
: X T — I I ] 130 | I .y o, q o
! Survodutide 03 130 — > * % body weight change from baseline to Week 46
N=387 I P 1 i i i | 28— i i
randomised ! 2.4 mg QW H H H H 118 — H H H
: 12 e 1148 :
! Ve b 09— 1§ A2 p— >
Males and : 03 | 00 T g :
females Ly Survodutide — 0 0 0 24 — 0 0 |
18-<75 years 3.6 mg QW ! . . . a6 i | . . . .
BMI 227 kg/m? 5 o laml—r 1 f 4§ ! :
Absolute weight of 70 : Dot 0 e : .
ke (female) and >80 kg : - 03 1 - P Lb ' Secondary endpoint:
(male) S Survodutide fr— | | | | | | | | . . .
Without T2D ! 4.8 mg QW ] N N N N N N N N ' * Achievement of body weight reduction of 5%,
E /N T R A T A : 210% or 215% from baseline to
| T R A A | Week 46
N _> ' ' ' ' ' ' ' ' ' i * Absolute change in body weight (kg),
E I i I i I i i waist circumference (cm), systolic BP and
' Fixed escalation : Flexible escalation* : diastolic BP (mmHg)
0 (titration not allowed) ! (titration allowed) !
| | i i i i i i i i i I \ |
I I rrrrrrrrrrrr T T I I
Screening 0 Dosing 2 4 6 8 10 12 14 16 18 20 Week 46 EoS
Escalation Maintenance (26
(20 weeks) weeks)
*Tolerability assessed at every visit: NCT04667377: Phase Il overweight/obesity. ) ) ) )
* No Gl AEs or tolerable = follow escalation every 2 The Phase Il trial in patients living with obesity followed a rapid dose-escalation scheme, with doses escalated every 2—4 weeks (fixed dosing, Weeks 1 to 10;
weeks flexible dosing, Weeks 11 to 20) for up to 20 weeks. TParticipants who still did not tolerate treatment due to Gl AEs, including at the lowest tested dose (0.6 mg), were
* Gl AEs intolerable = option to receive a lower dose discontinued from treatment.
for the dose-maintenance phase® AE, adverse event; BMI, body mass index; BP, blood pressure; EoS, end of study; Gl, gastrointestinal; MASH, metabolic dysfunction-associated steatohepatitis;

QW, once weekly; R, randomisation; T2D, type 2 diabetes.
le Roux CW, et al. Lancet Diabetes Endocrinol 2024;12:162-173.
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Survodutide treatment (planned) dose-dependently reduced
participant body weight up to 14.9% over 46 weeks

Mean baseline body weight: 104.3-107.0 kg Meac"h;e':;:";‘: ‘%’::k";";'?;;
0

% D) Placebo (n=77) -2.8
'g =0=  Survodutide 0.6 mg QW (n=76) -6.2

-4
3 =o- Survodutide 2.4 mg QW (n=78) -12.5
o
2= °° -o=  Survodutide 3.6 mg QW (n=76) -13.2
£ 0
8 R -8 =o-  Survodutide 4.8 mg QW (n=76) -14.9
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NCT04667377: Phase Il overweight/obesity.
le Roux CW, et al. Lancet Diabetes Endocrinol 2024;12:162—-173.
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Survodutide treatment (actual) dose-dependently reduced
participant body weight up to 18.7% over 46 weeks

Mean baseline body weight: 104.3-107.0 kg
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Baseline 2 4 6 8 10 12 14 16 18 20 24 28 32 36 40 46
Week

Mean relative body weight

change at Week 46 (%)
Placebo (n=76) -2.3
Survodutide 0.6 mg QW (n=88) -6.8
Survodutide 2.4 mg QW (n=92) -13.6
Survodutide 3.6 mg QW (n=71) -16.7
Survodutide 4.8 mg QW (n=54) -18.7

NCT04667377: Phase Il overweight/obesity.
le Roux CW, et al. Lancet Diabetes Endocrinol 2024;12:162—-173.
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La mayoria de los eventos adversos con Survodutide
fueron gastrointestinales, de leves a moderados vy la
mayoria ocurrieron durante la fase de escalada rapida de
dosis (hasta la semana 20).

TEAE, n (%)* Survodutide | Survodutide | Survodutide | Survodutide Sur\:;(::ltide Placebo
0.6 mg (n=77) | 2.4 mg (n=78) | 3.6 mg (n=77) | 4.8 mg (n=77) (n=309) (n=77)

Any TEAE 70 (91) 70 (90) 71 (92) 70 (91) 281 (91) 58 (75)

Nausea® 26 (34) 51 (65) 48 (62) 49 (64) 174 (56) 15 (20)
Vomiting® 7(9) 23 (30) 26 (34) 27 (35) 83 (27) 4 (5)
Diarrhoea’ 14 (18) 22 (28) 18 (23) 15 (20) 69 (22) 8 (10)
Constipation® 9(12) 17 (22) 19 (25) 20 (26) 65 (21) 4 (5)
ziﬁfzﬁ:zgfﬁzf“e“t 15 (20) 20 (26) 19 (25) 22 (29) 76 (25) 3 (4)
Gl-related 5(7) 13 (17) 13 (17) 20 (26) 51 (17) 1(1)
Serious?* 1(1) 2 (3) 6 (8) 4 (5) 13 (4) 5(7)

Investigator-defined, drug-
related TEAE

Serious, drug-related 0 0 2 (3) 0 2 (1) 0

47 (61) 66 (85) 62 (81) 62 (81) 237 (77) 29 (38)

NCT04667377: Phase Il overweight/obesity.
The Phase Il trial in patients living with obesity followed a rapid dose-escalation scheme, with doses escalated every 2—4 weeks (fixed dosing, Weeks 1 to 10;
flexible dosing, Weeks 11 to 20) for up to 20 weeks. TParticipants who still did not tolerate treatment due to Gl AEs, including at the lowest tested dose (0.6 mg), were
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discontinued from treatment.

AE, adverse event; BMI, body mass index; BP, blood pressure; EoS, end of study; Gl, gastrointestinal; MASH, metabolic dysfunction-associated steatohepatitis;
QW, once weekly; R, randomisation; T2D, type 2 diabetes.

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



Otros estudios con Survadutide

SYNCHRONIZE™-1:!

*  People living with overweight or obesity without T2D 1. ClinicalTrials.gov: NCT06066515;
accessed May 2024.

SYNCHRONIZE™-2:2 2. ClinicalTrials.gov: NCT06066528;

*  People living with overweight or obesity and T2D accessed May 2024.
3. ClinicalTrials.gov: NCT06077864;
SYNCHRONIZE™-CVOT:3 accessed May 2024.
*  People living with overweight or obesity with CVD/CKD or risk factors 4. ClinicalTrials.gov: NCT06309992;
accessed May 2024.
SYNCHRONIZE™-MASLD:*’ 5. ClinicalTrials.gov: NCT06214741;
*  People living with overweight or obesity with presumed or confirmed MASH accessed May 2024.
6. ClinicalTrials.gov: NCT06176365;
Standalone trials in China and Japan (SYNCHRONIZE-CN and SYNCHRONIZE-JP) accessed May 2024.
are designed to meet local guidelines for registration, including BMI cutoffs>¢ 7. ClinicalTrials.gov: NCT06632444;

accessed Oct 2024,
8. ClinicalTrials.gov: NCT06632457;
accessed Oct 2024.

LIVERAGE™:?
*  People living with non-cirrhotic MASH and F2-F3

LIVERAGE™-cirrhosis:® G Smedljn

*  People living with MASH and compensated cirrhosis e ki
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For Subcutaneous Use

Mecanismo: Agonista selectivo del receptor de melanocortina 4 (MC4R).
Este receptor juega un papel crucial en la regulacidn del hambre, el gasto
energético y el peso corporal.

g

\

/

Indicaciones: Estd aprobado para el tratamiento de obesidad y control del
hambre asociados a sindrome de Bardet-Biedl (SBB) genéticamente
confirmado, mutaciones de pérdida de funcidn genéticamente
confirmadas de proopiomelanocortina (POMC), incluido PCSK1, o de
Kreceptores de leptina (LEPR), en adultos y nifios mayores de 2 aios.

Evidencia actual: En adultos y nifos, la reduccion de peso corporal suele
ser mayor del 10% en el primer aiio, con mantenimiento del efecto en el
seguimiento real-world y en extensidn de ensayos clinicos, sin evidencia de
recuperacién ponderal relevante en quienes contintan el tratamiento. [

-

/
~

/

1. Real-World Efficacy and Safety of Setmelanotide in Adults With Monogenic or Syndromic Obesity: A Prospective Cohort Study.

2. Efficacy and Safety of Setmelanotide, a Melanocortin-4 Receptor Agonist, in Patients With Bardet-Biedl Syndrome and Alstrém Syndrome: A Multicentre, Randomised, Double-Blind, Placebo-Controlled, Phase 3 Tri

3. Efficacy and Safety of Setmelanotide, an Mc4r Agonist, in Individuals With Severe Obesity Due to LEPR or POMC Deficiency: Single-Arm, Open-Label, Multicentre, Phase 3 Trials.

4. Setmelanotide in Patients Aged 2-5 Years With Rare Mc4r Pathway-Associated Obesity (VENTURE): A 1 Year, Open-Label, Multicenter, Phase 3 Trial.

smedljn
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al With an Open-Label Period.
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I Significant Reductions in BMI Observed in both Adults and Children
in Phase 3 Trial Evaluating Setmelanotide in Acquired HO
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