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¢Qué mas nos va a aportar el futuro?.
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FDA-approved Anti-Obesity Medications (AOMs) AOMs In Development
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Anti-Obesity Medications in the Pipeline
Nutrient-Stimulated Hormone-based therapies (NuSHs)

2022 2023 2024 2025

GLP-1 Receptor Agonist

SEMAGLUTIDE - FDA

GLP-1 Receptor Agonitt - 7
TIRZEPATIDE - FDA DA'a.Dprove
Ty _ Obesity 2023

CAGRI-SEMA - PHASE 2 CAGRI-SEMA — REDEFINE - PHASE 3 >
-

SURVODUTIDE -~ PHASE 2 SURVODUTIDE - SYNCHRONIZE - PHASE 3

PEMVIDUTIDE -~ PHASE 2
GIP / GLUCAGON / GLP-1 Receptor Agonist

RETATRUTIDE - PHASE 2 RETATRUTIDE ~ TRIUMPH - PHASE 3

ORALGLP-T RA | sSEMAGLUTIDE ORAL - OASIS — PHASE 3

ORFORGLIPRON -~ PHASE 2 ORFORGUPRON —~ ATTAIN - PHASE 3

DANUGLIPRON ~ PHASE 2

MARI-TIDE / AMG133 - PHASE 2

Slide; Ania Jastreboff, MD, PhD . Yale scHOOL OF MEDICINI




N~ Table 1: GLP1RAs currently on the market or in clinical development

Name Company Class Highest development Current status of the ongoing trials/References
phase

G L P 1 RA ) -: GLPIRA FDA/EMA appr

GLPIRA

Eli Lilly




Orforglipron: GLP1RA Oral

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




Change in HbAlc
From Baseline (%)

Diabetes tipo 2 Obesidad

Reduccion de A1c a semana 26 = Hasta un 2.1%

Reduccion de peso a semana 36 = Hasta un 14.7%
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Efficacy and safety of oral orforglipron in patients with @Wx® | Semanas —

CrossMark

Daily Oral GLP-1 Receptor Agonist
Orforglipron for Adults with Obesity

Sean Wharton, M.D., Thomas Blevins, M.D., Lisa Connery, M.D.,

Julio Rosenstock, M.D., Sohini Raha, Ph.D., Rong Liu, Ph.D., Xiaosu Ma, Ph.D.,
Kieren ). Mather, M.D., Axel Haupt, M.D., Deborah Robins, M.S.,
Edward Pratt, M.D., Christof Kazda, M.D., and Manige Konig, M.D., Ph.D.,
for the GZGI Investigators?

type 2 diabetes: a multicentre, randomised, dose-response,
phase 2 study

Juan P Frias, Stanley Hsia, Sarah Eyde, Rong Liu, Xiaosu Ma, Manige Konig, Christof Kazda, Kieren | Mather, Axel Haupt, Edward Pratt,
Debo j




Programa clinico Fase 3 con Orforglipron

ACHIEVE-1
Estudio con Orforglipron
(LY3502970) en
participantes adultos con
diabetes tipo 2 'y un
inadecuado control
glucémico Unicamente
con dieta y ejercicio
Abr 2025

< L0 (o} ™ 0
AN AN AN (QV AN
o o o o o
AN AN AN AN AN
| | |
A
ACHIEVE-4 ACHIEVE-5 ATTAIN-2 ACHIEVE-3 ATTAIN-1
Estudio con Orforglipron Estudio con Orforglipron Estudio para investigar la Estudio con Orforglipron Estudio para investigar la
oral diario comparado con  (LY3502970) en participantes eficaciay seguridad de (LY3502970) comparado eficaciay seguridad de

Insulina Glargina en
participantes con diabetes
tipo 2 y obesidad o
sobrepeso con elevado
riesgo cardiovascular
Abr 2025

con diabetes tipo 2 y un
inadecuado control glucémico
con insulina glargine, con/sin
metformina y/o inhibidores de
SGLT-2
Abr 2025

Orforglipron oral diario
comparado con placebo en peso
corporal en participantes
adultos con obesidad o
sobrepeso y diabetes tipo 2
Junio 2025

con Semaglutida en Orforglipron oral diario
participantes con diabetes comparado con placebo en
tipo 2 y un inadecuado participantes adultos con
control glucémico con obesidad o sobrepeso con
metformina comorbiliades relacionadas
Jul 2025 Sept 2025

ACHIEVE 1 - NCT05971940
ACHIEVE-3 -NCT06045221
ACHIEVE-4 -NCT05803421
ACHIEVE-5 -NCT06109311
ATTAIN-1 - NCT05869903
ATTAIN-2 - NCT05872620


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

Table 4: GLP1R/GCGR in clinical development
— Mame Company Class Highest development phase Current status of the ongoing trials/References
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fibrosis (PRAOX Y RAAO-ADW, RMOCTOE36493 1)
oaeal by, Cotadsdite significantly improsed
glycacmic control and weight redwcis e W0

obhesity marken dwe 1c
GILP LR A muaono-anc = and dual nisis for both
i “enoca's diecision is swrpr
e approsed therags Dilser GLP IRAS
opred for MASH include Semaglatide and
Tirzepatide ™7 Data S0 esns that dual agonists such
adutide may be more effective in MASH than

Survodutide Baochringer GLPIRAGOGR FPhase 11T (obesity; MNASH:
BI45a905]) Ingel e dual agorise TZDNA} £ . srgoing dewveloprment
Feeland Pharma 1o K Fealand Pharmea. Inicially
= mov & shift in amention
torwards obesine 15 co-rmorbidities !
Phase | stndies of Survoduisde shoowsed a
placebo-adjusted average body welght redwciion of
L3 . 85% + 1.6% amaong participants in the ST group of
thve RARTE soody '™
I s Z wrial involving the obese mon-diabstic
m, wedutide dennons ved a weight boss

o L)% owver A weeks and reached wp o 1F i
individuals who reached and stayed on the masimiamm
dose 4.8 mo compared e 20 wwith placebao

[NC TG TIT T

These “encouwraoi diara™ support further soady of
Surwodiy

Ir I=

SN MO HREOMIE

ITL sradies

or overweight without T2 and with T2,
respee ctiw e ]y 1591

Survodutide has received FIDA fasc-track desigmation
for adults with MNASHL ™

MAazduride Eli Lillly amd . x ing FPhase I ongoing (ob=esity) Innowvent Biologics conducted a phase [ trial to
(IBI-362; Cormgpany LT I > Phase I1T: ¢ simg (iabotes) cvalwave the aff y and ga v ol Mllaedutide
LH-330564 Phase 11 ||'J-i;;|:u_-L|_-::.:| dosed wp o 9o ard 10 me. High-dose Pla=dutide
R BL-3) i i dual agonist) demonstrated promising results in a 12-week trial,
slvoww ime signif i ey wrzight boss. At week 12 the
mrean percent change in bodwy weizht from baseline

LUt B 11_7%5 in the Mazdutide 9 miz cohor cormng

o — L .85% in the placebo group { estimated ore
difference of —9.8%4; 93 L 14 4%% to

FP= 0002 Ar week 16, the mwean pes

bBoudy weight froom baseline was -9 5% in the Masdotide

cohort compared to -3_3%G in the placebo growp
ted treatmeent difference G %L S CI:
92 F=0.024). This S0 =is ins peotertial




Survodutide: Dual GCGR/GLP-1R agonists




Survodutide treatment () dose-dependently reduced participant

body weight up to 18.7% over 46 weeks

Adjusted mean percentage change in body weight

Mean baseline body weight: 104.3-107.0 kg

from baseline (%, 95% CI)
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Baseline 2 4 6 8 10 12 14 16 18 20 24 28 32 36 40 46

Week

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

P bt

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

Actual treatment




Up to 40% of participants (actual treatment) achieved =220% body weight

reduction with survodutide treatment at Week 46

100 - 95,3 96,0 97,8

Placebo (n=46)

60 A

90 -
82,0 59 [ Survodutide 0.6 mg QW (n=51)
79,1 !
80 - d
[ Survodutide 2.4 mg QW (n=43)
70 T 6617
£0.0 B Survodutide 3.6 mg QW (n=50)
|

Survodutide 4.8 mg QW (n=45)
50 4

40,0

40 -

30 A

Percentage of participants (%)

20 A

10 A

Actual treatment

25% 210% 215% 220%

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

Survodutide Survodutide Survodutide Survodutide Survodutide Survodutide Semaglutide Total
0.3 mg QW 0.9 mg QW 1.8 mg QW 2.7 mg QW 1.2 mg BIW 1.8 mg BIW 1.0 mg QW survodutide
(n=50) (n=50) (n=52) (n=50) (n=51) (n=49) (n=50)* (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)

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

during rapid dose escalation

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

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)

discontinuation

NCT04153929: Phase Il 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; TAbdominal pain, vomiting (survodutide 0.3 mg QW); irritable bowel syndrome, cellulitis, autoimmune disorder, mouth ulceration, pharyngeal ulceration (survodutide 0.9 mg QW);
Ilird 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.

Bliher M, et al. Diabetologia 2024;67:470-482.



Improvement in MASH with no worsening in fibrosis was observed
In up to 83.0%™ of participants that received survodutide (F1-F3

population)’-2

Paired biopsy results All Data (primary analysis)
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6.0 mg QW 4.8 mg QW 2.4 mg QW Placebo 6.0 mg QW 4.8 mg QW 2.4 mg QW Placebo
(n=44) (n=53) (n=56) (n=66) (n=52) (n=69) (n=93) (n=79)

Y
Actual treatment

1. Sanyal AJ, et al. N Engl J Med 2024;391:311-319 (Supplemental). 2. Sanyal AJ, et al. EASL 2024; presentation GS-006..




Improvement in liver fibrosis with no worsening in MASH was observed in up to 64.5%*

of participants that received survodutide (F2/F3 population)':2

Paired biopsy results (F1-F3)* Paired biopsy results (F2/F3)
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l Actual treatment

1. Sanyal AJ, et al. N Engl ) 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™ Phase 3 programme

SYNCHRONIZE™-1:1
*  People living with overweight or obesity without T2D Obesity

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
MASLD/ CKD
SYNCHRON'ZETM'MASLD:4’7 MASH disea SES
e  People living with overweight or obesity with presumed or confirmed MASH
Standalone trials in China and Japan (SYNCHRONIZE-CN and SYNCHRONIZE-JP)
are designed to meet local guidelines for registration, including BMI cutoffs>®
LIVERAGE™ Phase 3 programme HF

LIVERAGE™:7

*  People living with non-cirrhotic MASH and F2—F3 Future studies of survodutide may investigate potential benefits

LIVERAGE™-cirrhosis:? in people living with other CRM diseases
*  People living with MASH and compensated cirrhosis

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

Table 2: AMYRAs and DACRAs in clinical development

Company

Class

Highest development phase

Current status of the ongoing trials/References

Cagnhntide

CagnSema

Petrelintide
(ZPE396)

LY3E41136

LY 3541105
(DACRA
QW II)

MNovo
Mordisk

Movio
MNordisk

Fealand
Pharma

Ehl Lilly
and
Company
Ehl Lilly
and
Company

Long-acting
ANMYRA

AMYRAS
GLPIRA
fixed-dose
combination

Long-acting
AMYERA

Long-acting
AMYRA

DACERA
(AMYRS
CALCR dual
agonist)

Phase II (obesity)

Phasc 111 (obese non-diabetic;
REDEFINE 1)

Phase 111 (obese diabetic:
FEDEFINE 2)

Phase la (obesity)

Phase I (obesity)

Phase I (obesity)

In a 26-weck study, once-weekly SC injections of Cagrilintide

in I'WO or overwelght resulted in significant weight loss with

all doses of Cagrilintide (0.3—4.5 mg. 6.0%—10.8%) versus
placebo { 3.0%; placebo-subtracted weight reduction 3.0%—7_8%;
P=0.001). Cagrilintide 4.5 mg resulted in greater weight reduction
compared to Liraglutide 3.0 mg (10.8% vs 9.0%: estimated
treatment difference: 1.8%, P=0.03).15

Combined with Semaglutide, Cagrlintide produced a more
substantial weight reduction in TWO,

In the phase 1b tnal. the CagrniSema combination for 20 wecks
resulted 1n substantial weight loss (17.1%) compared to (9.8%)
with Semaglutide monotherapy; estimated treatment difference

of —7.3% [95% CI: —11.2% to —3.5%] for CagnSema 2.4/2.4 vs
Placebo/Semaglutide. )

The REEDEFINE 1 trial (NCTD5567796) evaluates the efficacy and
safety of CagriSema SC 2.4 mg/2.4 mg once weekly in individuals
with obesity or overweight, while the participants in REDEFINE 2
trial (MCTO3600480) are individuals with obesity and T2ZDM.

A first-in-human, randomized, single ascending dose tnal
assecssing the safety, tolerability, pharmacokinetics, and
pharmacodynamics of ZPE3I96 administered to healthy subjects
demonstrated dose-dependent weight loss of up to a mean of
4.2% 1n ZPE39%6-treated individuals compared to 0L.6% body
welght increase from baseline in placebo-treated individuals
(NCTO5096598).

A study to evaluate the safety, tolerability, and pharmacokinetics
of LY 3841136 in healthy and overweight participants
(NCTO5295940).

A study to evaluate the safety, tolerability, and pharmacokinetics
of LY 3541105 following single doses in healthy/overweight
volunteers and multiple doses in overweight volunteers. DACREA
produced substantial weight reduction in preclinical trials
(NCTOS5380323).

AMYER, amylhin receptor; AMYEA, amylhn receptor agonist; CagnSema, Cagrnlinhde/Semaglutide; CALCR., calcitonin receptor; DACRA, dual amylin and
calcitomin receptor agonist; GLP1RA, glucagon-like peptide-1 receptor agomist; I'WO, individuals with obesity; T2DM, type-2 diabetes mellitus




CAGRILINTID

Amylin analogue

CAGRI-SEMA

Amylin analogue +
GLP-1 receptor agonist




Cagrilintide (Amylin analogue)
' Phase 2 Trial — Participants with Obesity

Once-weekly cagrilintide for weight management in people Participa nts with Obesity
with overweight and obesity: a multicentre, randomised,
double-blind, placebo-controlled and active-controlled,
dose-finding phase 2 trial

average
weight reduction on

N =706 treatment.

Age =52.3
BMI = 37.8 10.8%
26 weeks

most frequent AEs Cagrilintide 4.5mg

were gastrointestinal

Mean Body Weight Change

more than half

o of participants lost
similar or lower >10% TBW

frequency compared to
Cagrilintide O wihntde qu _Q_(d_qn' -,4‘,11”(;

liraglutide 3.0 mg Ca?glinﬁde o~ Cagrilintide 24 m grilintide 45 mg -@- Liraghtide 30mg  ~@-Placebo
Smg




Cagrilintide, Semaglutide, CagriSema

Efficacy and safety of co-administered once-weekly

Phase 2 — Participants with Type 2 Diabetes cagliliite 34 ng aib made ekl e a4 skl

type 2 diabetes: 3 muiticentre, randomised, double-blind,

Htive-controlied, phase 2 tral
Body Weight Change
32 weeks
/ , _ p Change in HbA1c
Mean change from baseline Mean change over time from baseline > o

\
- "/

ETD-10.5 (96% C1 -14.1 3 7.0}, 20 0001 CI0-0.8 95% C1 -0 8 1 OF 5+007%
= e — — =y
ETD-7.5 (56% CI ~11.0 10 -4.0). p<D 0004

ETO-13 (555 Q1 -2 7 0 -0 85 pD 000t

0 - N 0.0 : e
B0 § average weight > Y
§E - reduction: §- 05+
e -5.0 - . :
L b £EE =
€% 15.6 % 3 i Bt
. 53 =800 32 weeks : ¥ e
§§ 14 Cagri-Sema 2.4/2.4 mg § S -20-
- =
o .18 15.0 : £
. -15.6 $~ 25
-18 i 2
=20 -20.0 - + o 30 : 2 3
0 4 8 12 16 20 28 32
\ S : Time since randomization CagnSema Cagrantide
: ’ (weeks) \_

N=92 / Age 58 yrs / BMI 35.5 / 36% Female / T2D - metformin (73%) +/- SGLT2i / baseline A1c 8.4%

Frias et al, Lancet, June, 2023 Yale scHOOL OF MEDICINE




Sysiematic Heview ana Meta Analysis

Efficacy and Safety of Cagrilintide Alone and in Combination
with Semaglutide (Cagrisema) as Anti-Obesity Medications:
A Systematic Review and Meta-Analysis

e seiCaorisema supera a semaglutida en peso pérdida. Cagrilintida muestra una
pérdida de peso comparable a la de semaglutida/liraglutida con vémitos
significativamente menores

CagriSema Control Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD [%] Total Mean [%] SD[%] Total Weight IV, Random, 95% CI IV, Random, 95% CI

Enebo 2021 -1 ) 1y 1 -9.5 1 24 493% -7.60[-8.54, -6.66] |
Frias 2023 -156 | 1.3 3l -51 13 31 50.7% -10.50([-11.15, -9.85] |

Total (95% CI) 43 55 1000% -9.07 [-11.91, -6.23] L 2
Heterogeneity: Tau® = 4.04; Chi* = 24.87, df = 1 (P < 0.00001); I* = 96% 30 6 10
Test for overall effect: Z = 6.26 (P < 0.00001) Favours Cagrisema Favours Control

d
. Cagrilintide Control Mean Difference Mean Difference
Study or Subgroup _Mean (%] SD [%] Total Mean [%] 5D [%] Total Weight IV, Random, 95% CI IV, Random, 95% CI

Frias 2023 : 1.2 30 =51 13 31 49.1% -3.00[-3.63,-2.37] .
Lau 2021 : 0.6 102 -9 06 99 50.9% -0.70[-0.87,-0.53] i

Total (95% CI) 132 130 100.0% -1.83 [-4.08, 0.42]

Heterogeneity: Tau® = 2.59; Chi* = 48.23, df = 1 (P < 0.00001); I* = 98% ; 5

4 2 0 A
Test for overall effect: = 1.59 (P = 0.11) Favours Cagrilintide Favours Control




DUALES:
GLP1R/GIPR

GLP1R/GIPR dual agonists in clinical development

Name

Company

Class

Highest development phase

Current status of the ongoing trials/References

Tirzepatide

(LY-3298176)

Eli Lilly and
Company

Acylated
long-acting
GLPIR/
GIPR dual

agonist

FDA/EMA approved (obesity)
FDA/EMA approved (T2DM)
Phase 111 (HF, 5A8)

Phase IT (MNASH)

Maridebart
cafraglutide
(AMG133)

Amgen

GLPIR
agonist/
GIPR
antagonist®

Phase 11 {obesity)

Carmot

Therapeutics

GLPIR!
GIPR
modulator

Phase /lla (obesity)

Substantial weight loss 1s achieved with a comparable
saftety profile to FDA-approved GLPIRAs.

It 1s FDAYEMA approved for T2DM based on SURPASS
trials. "

It 1s FDA/EMA approved for chronic weight management
based on the ongoing SURMOUNT trials. "™

Currently, 1t 15 under investigation for NASH 1n the
SYNERGY-NASH trial (NCT04166773).

Mandebart cafraglutide (AMG133) offers the advantage of
a longer duration of action, requiring administration only
once every four weeks (Q4W), reducing the frequency of
treatment and potentially improving patient adherence.
Results of the phase I trial demonstrated substantial weight
loss among the participants in the multiple ascending doses
(MAD) cohort with a mean of—14.5% at its maximum dose
(420 mg) compared to 1.49%, in the placebo group by day

QS (NCTO4478708) " /

Currently, AMGI133 is in phase [ (NCTO5669599).

Double-blind RCT to evaluate the safety, tolerability,
pharmacokinetics, and pharmacodynamics of CT-388 1n
otherwise healthy overweight and obese adult participants
and in obese patients with T2DM (NCTO4838405).

*Mandebart Cafraglutide (AMCG133) 15 an antagomst at GIPR and an agomst at GLP IR, unhke Tirzepatide which 1s GLP1IR/GIPR. dual agomst.
EMA, European Medicines Agency; FDA, Food and Drug Administration; GIPR,, glucose-dependent insulinotropic polypeptide receptor;

GLPIR, glucagon-hke peptide-1 receptor; GLPIRA, glucagon-like peptide-1 receptor agomist; HF, heart failure; NASH, non-alcoholic steatohepatitis;
RCT, randomized controlled trial; SAS, sleep apnoea syndrome; T2DM, type-2 diabetes mellitus




Maridebart Cafraglutide
(MARITIDE) :

GIP antagonista y GLP-1agonista



Human and mouse genetic studies support GIPR
inhibition as the therapeutic direction for obesity

# Genetic Insight » Direction of Association » Direction of Therapeutic
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Mouse Models

Lower BMI| and/or body weight

SNP, single nucleotide polymorphism
1. Okada Y, et al. Nar Genet, 2012;44:302-306. 2. Speliotes EK, et al. Naf Genet, 2010;42:937-948, 3. Bemdt 3l, et al. Naf Genet, 2013;45:501-512, 4. Akbari P, et al. Science, 2021,;373:eabf8683. 5. Miyawaki K, et al, Nat Med.
2002;8:738-742. 6. Zhang Q, et al. Cell Metab. 2021;33:833-844. 7. Althage MC, et al. J Biol Chem. 2008;283:18365-18376.




Maridebart cafraglutide (MariTide) is a bispecific
molecule: an anti-GIPR antibody conjugated to two GLP-1
analog peptides

Anti-GIPR antibody

blocks GIPR

Administracion cada 4 semanas.

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




Mouse anti-GIPR Ab synergizes with GLP-1 agonists to
increase body weight loss in mice and nonhuman
primates

@ Body Weight &Qg Foot Wbk

Total Energy Intake (kcal)

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




MariTide phase 1 results: weight reduction was
maintained following the last dose
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MariTide or piccebo 1
administration every 4 weeks

S months ofter o3t cose

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




Table 5: GLP1R/GCGR/GIPR triple agonists in clinical development
Company Class Highest Current status of the ongoing trials/References

TRIPLE AGONISTAS et
GLP1R/GCGR/GIPR
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etatrutide: Resultados-Fase 2

Diabetes tipo 2 Obesidad

. I The NEW ENGLAND JOURNAL of MEDICINE
Articles
www.thelancet.com Published online June 26, 2023 https://doi.org/10.1016/50140-6736(23)01053-X ‘ ORIGINAL ARTICLE
. . + . .

Retatrutide, a GIP, GLP-1 and glucagon receptor agonist, for @ k@ Trlple—Hormone -Recept()r Agonlst
people with type 2 diabetes: a randomised, double-blind, Retatrutide for Obesity A Phase 2 Trial
placebo and active-controlled, parallel-group, phase 2 trial

ducted in the USA Ania M. Jastreboff, M.D., Ph.D., Lee M. Kaplan, M.D., Ph.D., Juan P. Frias, M.D.,
conductedinthe Qiwei Wu, Ph.D., Yu Du, Ph.D., Sirel Gurbuz, M.D., Tamer Coskun, M.D., Ph.D.,
Julio Rosenstock, Juan Frias, Ania M Jastreboff, Yu Du, Jitong Lou, Sirel Gurbuz, Melissa K Thomas, Mark L Hartman, Axel Haupt, Zvonko Milicevic, Axel Haupt, MD, Pl"ID, Zvonko Milicevic, MD, and Mark L. Hartman, MD,
Tamer Coskun for the Retatrutide Phase 2 Obesity Trial Investigators*

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



Reduccion de peso corporal en el tiempo

Ensayo clinico fase 2 de Retatrutida en participantes con obesidad sin DM2

Obesidad E=

% de cambio en peso corporal a semana 48 respecto al inicio Cambio en peso corporal a semana 48 respecto al inicio
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Reta 4 mg Reta4 mg Reta 8 mg Reta 8 mg Reta 12 mg
— Placebo Reta1mg (DI 2 mg) (DI 4 mg) " (DI2mg) (DI 4 mg) — (DI2mg)

A la semana 48 el % de cambio en los grupos RETA fue —8.7% to —24.2% vs —-2.1% con PBO

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

Jastreboff AM, et al. NEMJ. 2023;.



Proporcion de participantes que alcanzan objetivos de
reduccion de peso corporal Obesidad (&)

Ensayo clinico fase 2 de Retatrutida en participantes con obesidad sin DM2

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

100_ 100 100 100
90+
__ 804
2
~ 70-
o
t 604
S
5 7
hd
s 40+
a
30+
20 = DI=Dosis inicial; Reta=Retatrutida; DM2= Diabetes tipo 2.
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Objetivo de reduccion de peso corporal
B Placebo Reta 1 mg Reta 4 mg m Retadmg @ Reta8mg @ Reta8mg @ Retal2mg
(DI 2 mg) (DI 4 mg) (DI 2 mg) (DI 4 mg) (DI 2 mg)
* 100% de los participantes con RETA 8 mg and 12 mg alcanzan una reduccion de peso de >5%
» Reducciones de 210% y 215% se alcanzaron en mas participantes con RETA (todas las dosis) vs PBO
» Mas participantes con RETA=4 mg alcanzaron reducciones de peso de 220% y 225% vs PBO

26% de los participantes de RETA 12mg alcanzaron 230% de reduccion de peso corporal
31



Retatrutida en Obesidad sin DM2 : subestudio MASLD

¢ Elcambio relativo en Reduccidn relativa en grasa hepatica a semanas 24y 48

grasa hepatica fue
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"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 32



Correlaciones con cambio en grasa hepatica: Peso corporal y
perimetro de cintura a la semana 48

[ Peso corporal } [ Perimetro de cintura }
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PBO 1mgRETA mm 4 mgRETA = 8 mgRETA mm 12 mg RETA

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

Diagrama de dispersion 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 33



Programa clinico de Fase 3 con Retatrutida
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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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Nutrient-Stimulated Hormone-based therapies (NuSHs)

2022 2023 2 2025

GLP-1 Receptor Agonist reinht reduction:
FDA-approved average weight reduction:
et Obesity 2021 -16.9% (68 weeks)

GIP / GLP-1 Receptor Agonist .
‘ FDA-approVed average weight reduction:
TIRZEPATIDE - FDA = o
Obesity 2023 -22.5% (72 weeks)

average weight reduction: kﬁ 3

-17.1%

CAGRI-SEMA - PHASE 2

average weight reduction: DUTIDE ~ SYNCHRONIZE — PHASE 3

SURVODUTIDE ~ PHASE 2
PEMVIDUTIDE - PHASE 2
GIP / GLUCAGON / GLP-1 Receptor Agonist average weight reduction:
RETATRUTIDE ~ PHASE 2 -24.2% (48 weeks) [JUMPH - PHASE 3
ORALGLP-T RA | SEMAGLUTIDE ORAL — OASIS — PHASE 3 i average weight reduction:

ORFORGLIPRON ~ PHASE 2 -17.4% (68 weeks)

average weight reduction:

-14.7% (36 weeks)

MARL-TIDE / AMG133 - PHASE 2
Slide; Ania Jastreboff, MD, PhD
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