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Agenda

* Semaglutide inyectable, cudl es la diferencia en la practica?
¢ Semaglutide oral

* Agonistas duales GIP/GLP1

* Insulinas basales semanales

* Esuna escogencia personal de las moléculas que creo que van a
tener mayor impacto en la atencion de la diabetes a mediano plazo
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Semaglutide
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Perfiles FC de AR-GLP-1 aprobados
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Bl Lixisenatice 002 3h 1-35h
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H Liraglutida OD3 13h 8-12h
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Semaglutida OW6 7 dias 1-3 dias
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Cambio en el peso corporal
SUSTAIN 1-5,7,9Y 10
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Resultado primario
SUSTAIN 6

Primera aparicién de muerte por CV, MI no mortal o accidente
cerebrovascular no mortal

HR 0,74 [95% IC: 0.58;0.95]

Eventos: 108 semaglutida; 146 placebo

P<0.001 for non-inferiority for=""></0.001 for non-
inferiority>

p-0,02 para superioridad*

Placebo, 8,9%

Semaglutida, 6,6%

Sujetos con un evento (%)

1 109
) Tiempo desde Is sleatarizacién (semanas)
lol en riesgo
Semaglutida 1,648 1,619 1,601 1,584 1,568 1,543 1524 1,513
Placebo 1,649 1,616 1,586 1,567 1,534 1,508 1,479 1,466

SUSTAIN 7: eventos relacionados con las
nauseas
% SUJEFQS CON NAUSEAS POR TRATAMIENTO: TIEMPO Y DISTRIBUCION POR SEVERIDAD

Nimero de eventos 145 66 192 108

. Suave (%) 127 (87.6) 60 (%0.9) 147 (766) 84 (77.8)
Moderado (%) 12 (83 6 (91) 42 (219 21 (194)
Grave (%) 6 @1 o 3 (18 3 (28

Proporcién de sujetas con néuseas (%)
Proporcion de sujetos con néuseas (%)
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Reflexiones

otros arGLP1?

Es como un arGLP1 2.0

de ser mejor tolerado

Es mas potente, mas conveniente, seguro

Cudl es la diferencia entre un farmaco para obesidad y un
antidiabético? Con los nuevos agentes, es mas de semdntica

Cuéndo usar semaglutide? Mds bien la pregunta es cudndo usar los

en la practica clinica, al ser una titulacion mas lenta, da la impresion
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Semaglutide oral

Conveniencia en administracion

Primer arGLP1 disponible y aprobado en formulacién oral

novo nordisk

Semaglutide s a GLP-1 analog with 94 %
homology to human GLP-17"

It has a plasma half-fife of ~1 week?

Amino acid substitution protects
‘against DPP-4 degradation’’

Spacer and C18 fatty

ot danpoite. DODDVDSVOQ,

H - TBH 0000000 e®

-
relaclivlte N ieclG Jiro[Gi)
Amino acid substtution prevents C18 fatty
‘acd binding ot wrong site”

SNAC s a fatty acid derivative that acts as
an absorption enhancer to enhance the
bioavailability of semaglutide when
administered orally*

Sodium N-(8-{2-hydroxybenzoyl] Amino) Caprylate

Oral semaglutide is a co-formulation of the
GLP-1RA, semaglutide, with an absorption
enhancer, SNAC




@ SNAC
@ Semaglutide

SNAC facilitates a highly
localized absorption of
semaglutide across the

As the tablet erodes, SNAC
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Trial description: Patients with DM2 were randomized in a 2:2:1 fashion to oral semaglutide,
subcutaneous liraglutide, or placebo once-daily with background glucose-lowering medication. Patients
were followed for 57 weeks.

oo RESULTS
e + Primary outcome, change in HbA1c at 26 weeks for semaglutide vs. liraglutide
o - vs. placebo: -1.2% vS. 1.1% VS. -0.2% (Pyopierrs, < 0.001 for semaglutide vs.
= liragIUtide; Pypercre, < 0.0001 for semaglutide vs. placebo)

Weight loss at 26 weeks: -4.4 kg vs. -3.1 kg vs. -0.5 kg (p = 0.003 for
4 'semaglutide vs. liraglutide; p < 0.0001 for semaglutide vs. placebo)

M CONCLUSIONS
+ Oral semaglutide is noninferior to injectable liraglutide and superior to placebo
in improving glycemic control and weight loss at 26 weeks among patients with
DM2; results were sustained at 52 weeks of follow-up
These are important findings since GLP-1 agonists such as semaglutide and
“samaghde . aghide  “samagide e lacebo liraglutide have been studied only in an injectable form so far due to poor oral

bioavailability
Samctutde [ Lioghide [ Plcase
s O e W

Change in HbA1c at 26 weeks

Pratley R, et al. Lancet 2019;394:39-50
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Reflexiones

¢ Cudndo usarlo?

¢ Parece que 14 mg por dia VO es equivalente a 0.5 mg SC semanal
* Administracion diaria por via oral

* Para pacientes que no desean inyectarse

* Debe tener una serie de cuidados con la administracion oral e
interacciones

¢ Puede haber variabilidad en la absorcion en el dia a dia que se
compensa por su vida media larga
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Insulina icodec: una
insulina basal semanal
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Molecular Engineering of Insulin Icodec:
The first acylated insulin analogue for

once-weekly administration Tightly albumin-
bound
. Ultra-low insulin
e H - ? receptor affinity
HO” »: A OH hIR-A (@1.5%HSA) ~0.03%
o . ° "
o .. ) 1 Ultra-long actin
o o ' o0 A nan‘«_gzsh g
o Dog ty, ~60 h
$ s Humanty, ~196 h
GIVEQCCTS!I CSL@LENVCN
$ v s Fully in vivo potent
$ AL4E s
FVNONLCGSNLVEAL@.VCGERG@YF: TOH Once-weekly
- . [+]

administration in
humans demonstrated
in phase 2 trials




Caracteristicas farmacocinéticas

* Vida media larga (1 semana):
* Alta unidn a albimina plasmética
* Baja degradacion enzimdtica
* Bajo aclaramiento mediado por el receptor
* Después de administracion SC:
¢ Union a albimina plasmatica formando un depédsito inactivo
* Cada semana aumenta un poco el pool de icodec ligado a albimina hasta
alcanzar el estado estacionario a las 3-4 semanas

* Formulacién 700 Ul/ml
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Desenlace primario: TIR semana 15-16
]

TAR (>10.0 mmol/L

S [>180 mg/dL])
2 W TIR (3.9-10.0 mmol/L
s [70-180 mg/dL])
5
5 W TBR (<3.9 mmoliL
£ [<70 mg/dL])
g
3
[
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Bajaj HS. Diabetes Care. 2021;44:1586
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Weekly dose (U)
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Time since randomization (weeks)
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episodes per patient
Number of level 2 and 3
hypoglycemic episodes per patient

Number of level 1 hypoglycemic

13 14 15 16

012345678 09101112131415161718192021
Time since randomization (weeks)

Bajaj HS. Diabetes Care. 2021;44:1586
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Improved TIR from Baseline with Insulin Icodec vs Gla-100

A target 80-130 mg/dL; adjustment £21U/week. B target 80-130 mg/dL; adjustment +28U/week.
C target 70-108 mg/dL; adjustment $28U/week. Ins glargine U100 target 80-130 mg/dL; adjustment $4U/day.

100

Proportion of time (%)

156 171

¥ ™ 225 233
80 445 .
70 TAR (>10.0 mmolL [>180 mg/dL])
P ® TIR (3.9-10.0 mmollL [70-180 mg/dL])

® TBR (<3.9 mmoliL [<70 mg/dL)
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Lingvay et al. Diabetes Care 2021;44: On-line Apr 19
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Mejor adherencia para el paciente
Seguro, eficaz, mayor tiempo en rango
Dosis de carga para alcanzar mas rapido el estado estacionario
Menor riesgo de cetoacidosis en DM-1 si deja de aplicarse las dosis
de insulina?
Consideraciones:

* Uso en estados agudos?

¢ Uso en estados catabdlicos?
Metas mas estrictas llevan a mayor riesgo de hipoglicemia sin
aumentar tiempo en rango
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Agonistas duales
GLP1/glucagdn o GIP/GLP1
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Cotadutide (Dual GLP-1/Glucagon Agonist) in Type 2 Diabetes

>

Mean Change in HbA1c

Cotadutide 100 pg Liraglutide 1.8 mg
W Cotadutide 200 ug Placebo
B Cotadutide 300 yg
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Nahra et al. Diabetes Care 2021; On-Line May 20




Tirzepatide: A Novel Dual GIP and GLP-1 Receptor Agonist
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Molecular Attributes’

= Tirzepatide is a multi-functional peptide based on the native
GIP peptide sequence, modified to bind to GIP or GLP-1
receptors

Tirzepatide is a 39 amino acid linear peptide and includes a
C20 fatty diacid moiety v,
Tirzepatide has a mean half-life of ~5 days, enabling once-
weeKly dosing

26-Week Phase 2b Study?

= Tirzepatide (5 mg, 10 mg, and 15 mg) demonstrated
significantly lowered HbA1c and body weight compared with
placebo or selective GLP-1RA, dulaglutide 1.5 mg®

How does the GLP-1:GIP co-agonist actually work?

GIP agonism acts through the GIP receptor
GIP enhances the receptor activity of GLP-1
GLP-1 sensitizes the GIPR

GIP desensitizes the GIPR

SURPASS Program: Studies of Tirzepatide in People
With T2D

Initiation: Dec 2018

2019 2020 2021 2022
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Side-by-Side Display of HbA1c Across Studies

SURPASS-1 SURPASS-2 SURPASS-3 SURPASS-5
(40 weeks) (40 weeks) (52 weeks) (40 weeks)
Baseline HBATC = 7.95% (Ned78) Baseline HOASc = 8.28% (Ne1878) Baseline HBATC = 8.18% (Ne1437) Baseline HOA1C = 8.31% (Ne475)

HbA1c change from baseline (%)

25 250
3lmr e oo P TP TP Sema 3] ™ o e 7 w w PO
Smg 10mg 15mg Smg 10mg 15mg 1mg Smg 10mg 15mg Degludec Smg 10mg 15mg

background ound Metlormi, o Metlormin + SGLT-2
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Side-by-Side Display of Body Weight Across Studies

SURPASS-1 SURPASS-2 SURPASS-3 SURPASS-5
(40 weeks) (40 weeks) (52 weeks) (40 weeks)
Baseline Body Weight = 5.3 kg (NedTs) Baseline Body Weight = 95.3 kg (Ne475)

Body weight change from baseline (kg

129

T » 7 zp Sema 7P TP TZP  nsuin P P P peo
Smg 10mg 15mg Mg 10mg 15mg 1m Smg 10mg 15mg Degludec s$mg 10mg 15mg

groun Mot Background Mettomin, or Metformin + SGLT-2 sk

Gastrointestinal adverse events reported in the Tirzepatide
Phase 3 Program

SURPASS-1 SURPASS-2 SURPASS-3 SURPASS-5
(40 Weeks) (40 Weeks) 5 (40 W

Bacagrounc insuin Glargne,

Bachround Metformin,or Mettormin + SGLT-2
Diarrhea = Vomiting
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* Las nuevas alternativas terapéuticas siempre son bienvenidas,
especialmente si proveen algo diferente

* Mayor potencia: peso y Hbalc, habra que ver si se traduce en reduccién
de eventos cardiovasculares

* Mejor seguridad: al parecer tolerancia similar a arGLP1 pero habra que
ver su uso a gran escala
*  Poca experiencia con agonismo de GIP y sus potenciales efectos adversos

* Facilidad de administracién: uso semanal

novo nordisk
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Conclusiones

* Paralelo al aumento en la prevalencia de DM a nivel mundial,
tenemos cada vez mas opciones terapéuticas
» Estas nuevas opciones vienen a facilitar el control,
* Opciones orales: semaglutide oral
* Mayor potencia: semaglutide SC, tirzepatide
* Mayor conveniencia: insulina icodec, semaglutide oral y SC
* El camino que nos espera es emocionante...

* El médico es el chofer y como tal debe estar atentos a todo lo que viene,
desviaciones, obstaculos

« Para poder conducir a nuestros pasajeros (pacientes) a la meta!

novo nordisk
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