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iLos DM visitan mas al Cardiélogo que al Endocrino!

ECV

AlLa ECMUesalaa de mor bi

El 5,7% de los pacientes con DM2 tiene
insuficiencia cardiaca®

El 3,5-11,5% de los pacientes con
DM2 sufre un ictus!5&

El 8,3-12,7% de los pacientes con DM2
tiene cardiopatia coronarial 56

La ECV es la primera
causa de muerte’ y
discapacidad en la DM28

~20% de los pacientes con DM2
tiene ECV en Espafia'
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iLa ECV es la 1° causa de morbimortalidad en DM!
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» Exenatide BID

e
ASTURIAS
AWARD-6° AWARD-87 AWARD-9%
| Liraglutide | PBO PBO
MET SU 1GlartMET
| 26 weeks | 24 weeks | 28 weeks
26 weeks | 24 weeks | 28 weeks
8.1% | 84% | 8.4%

(]

Change in body weight with dulaglutide

CHANGE FROM BASELINE AT WEEK 26 (kg)

AWARD-1!
Comparator: Exenatide BID/PBO
Background: MET+TZD
Trial duration: 52 weeks
Endpoint: 26 weeks
Baseline:  94-97 kg
3 .
v 2 s
1 1
5
K-
&
8
Ze
v
3 .
4
#Dulaglutide 0.75 mg

AWARD-22
1Glar
MET+SU
78 weeks
52 weeks
85-88 kg

#Dulaglutide 1.5 mg

ar AWARD-2,
le; PBO p

Week

*1Gar

7

2176; 4. Blonde L et al. Lan
82;

ot 2015; 385:20

quironsalud

AWARD-3? AWARD-4* AWARD-55 ~ AWARD-6¢ AWARD-87 AWARD-9%
MET/PBO 1Glar Sitagliptin | Liraglutide | PBO PBO
N/A Insulin lisprotOADs MET MET ) 1GlartMET
52 weeks 52 weeks 52 weeks 26 weeks i 24 weeks | 28 weeks
26 weeks 26 weeks 52 weeks 26 weeks 24 weeks | 28 weeks
92-93kg | 90.8-91.7kg 86.4kg 93.8-944kg 87.0kg = NR
| —
22 L—'l
iy . =
NS
|
» Exenatide BID MET/PBO wSitagliptin 100 mg Liraglutide 1.8 mg

ta reparted for all other trials (not primary endgoint for all trials)

57-2066;

Vquironsalud

I
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a SUSTAIN 1
vs placebo
Background: (treatment-naive)
Treatment duration: 30 weeks
HbA,. at baseline: 8.1%

0.0
- <_O'1
)
T & -0.5
e %~
o
~ 2
E 8 .
S < 1.0
E o
o s
oc
% =
2 -1.5
O
-2.0
m Semaglutide 0.5 mg
mIGlar
b SUSTAIN 1
vs placebo
Background: (treatment-naive)
Treatment duration: 30 weeks
BW at baseline: 92 kg
2
e
) = 0
8~
0 3‘ _2
E N
o=
.
“— o -4
()
o c
©
S -6
QO
-8

m Semaglutide 0.5 mg

m Insulin glargine

SUSTAIN 3 SUSTAIN 4
SUSTAIN 2 vs exenatide ER vs basal
vs sitagliptin (MET, MET+SU, insulin
(MET£TZD) other™) (MET£SU)
56 weeks 56 weeks 30 weeks
8.1% 8.3% 8.2%

m Placebo
m Dulaglutide 1.5 mg

m Semaglutide 1.0 mg
m Dulaglutide 0.75 mg

SUSTAIN 2 SUSTAIN 3 SUSTAIN 4
vs sitagliptin vs exenatide ER vs basal insulin
(MET+TZD) (MET, MET+SU, other™*) (MET+SU)
56 weeks 56 weeks 30 weeks
89 kg 96 kg 93 kg
1.2

m Semaglutide 1.0 mg ® Placebo

® Dulaglutide 0.75 mg ® Dulaglutide 1.5 mg

SUSTAIN 5
vs placebo
(add-on
insulin£MET)
30 weeks

8.4%

-0.1

*

m Sitagliptin 100 mg
= Placebo 0.5 mg

SUSTAIN 5
vs placebo
(add-on
insulin£MET)
30 weeks
92 kg

= Sitagliptin 100 mg
® Placebo 0.5 mg

V.R. Aroda et al./Diabetes & Metabolism 45 (2019) 409-418

SUSTAIN 7
vs dulaglutide
(MET, MET/SU)

40 weeks
8.2%

g S

UNIVERSIT
ASTURIAS

SUSTAIN 6
vs placebo
(0-2 OAD=basal or
premixed insulin)
104 weeks

8.7%

Exenatide ER 2.0 mg
= Placebo 1.0 mg

SUSTAIN 7
vs dulaglutide
(MET, MET/SU)

40 weeks
95 kg

SUSTAIN 6
vs placebo
(0-2 OAD=basal or
premixed insulin)
104 weeks
92 KG

» Exenatide ER 2.0 mg

® Placebo 1.0 mg

AL
At

e

I
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PIT

= 100 -+
=
=1
§ 90 -
58 80 -
8w
g%’ 70 A
23 60 4
£
o 50 4
Qo 43.5 41.8
of= 38.338.5 39.9 :
g% 1 33.3
7]
oy 30 23.6
=
@« 20
10
0
SUSTAIN 1 SUSTAIN 2 SUSTAIN 3 SUSTAIN 4 e SUSTAIN 7 SUSTAIN 6
monotherapy vs sitagliptin vs exenatide ER vs IGlar insulin vs dulaglutide vs placebo
. - (MET, MET+SU, ~ (0-2 OAD=basal or
Background therapy: (treatment-naive) (MET+TZD) other™) (MET+SU) (add-on insulin+MET) (MET, MET/SU) premixed insulin)
Treatment duration: 30 weeks 56 weeks 56 weeks 30 weeks 30 weeks 40 weeks 104 weeks
= Semaglutide 0.5 mg m Semaglutide 1.0 mg = Placebo m Sitagliptin 100 mg Exenatide ER 2.0 mg
= IGlar = Dulaglutide 0.75 mg = Dulaglutide 1.5 mg w Placebo 0.5 mg ® Placebo 1.0 mg
5L In SUSTAIN 4, 50% of subjects were
o ® 100 on SU background therapy
o " g £ =
5] 100 2L
£ ) g: 80
&~ 90 - 2% 60
c o = o
SR> Eo8
e 80 A a®> 40
ok ZED
T3 70 A LES 20
S g 2 .8 =
S 60 4 ‘ =1 0
g 8 HIPOGLUCEMIAS a @ With SU Without SU
¥Z 50 1
g’.‘.’
=] 40 -
£E
2s 30 -
E‘E 23.121.721.521.0
2= 20 o
O n
% 10 - 8.2 8.1
@ 0.0 0.0 1.6 1.7 0.5 1.2 [ 0.7 1.0 1.7 1.7
0 — —
SUSTAIN 1 SUSTAIN 2 SUSTAIN 3 SUSTAIN 4 BB Sl SUSTAIN 7 SUSTAIN 6
monotherapy vs sitagliptin vs exenatide ER vs IGlar insulin vs dulaglutide vs placebo
. s (MET, MET+SU, " . (0-2 OAD=*basal or
Background therapy: (treatment-naive) (MET+TZD) ther) (MET£SU) (add-on insulin£MET) (MET, MET/SU) premixed insulin)
Treatment duration: 30 weeks 56 weeks 56 weeks 30 weeks 30 weeks 40 weeks 104 weeks

V.R. Aroda et al./Diabetes & Metabolism 45 (2019) 409-418
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EFECTOS FISIOLOGICOS DE GLP-)

YIngesta de alimentos
$ Consumo de agua

t Neuroproteccion

t Neurogénesis

t Diuresis
t Natriuresis

4 Vaciado gastrico
4 Secrecién de acido

—| $Inflamacion

t Crecimiento
¥ Motidad
¥ Secrecion de lipoproteinas

T6JIPO
APIFOSO
BLANCO

t Perfusion
— t Lipdlisis
t Ingesta de glucosa

¥ Blood
pressure

Y Eseatosis
$VLDL (ApoB100)
¥ Producciéon de glucosa

1€JIVO
ADIFOSO
MARRON

—I t Termogénesis

t Perfusion
‘ tIngesta de glucosa

t Secrecidon/biosintesis

¢ deinsulina
| t Secrecion somatostatina Y Apoplosis células B

t Proliferacién de células B

4 Secrecion glucagon

t Uso de glucosa
— t Cardio’roteccion
t Casto cardiaco

tVasodilataciéon
¥ Metabolismo &cidos
grasos

y Total body
fat mass

9 RdzO |
¢ AGdz |

Rico-Fontalvo et al. Glp-1 Receptor Agonists: From their Physiological Effect on the Incretine System to their Role in Diabetic Kidney Disease. doi: 10.3823/1463.
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Type 2 Diabetes

Liraglutide QD (~12h;

Victoza® 1.8 mg)
Exenatide BID (~2.4h;

Byetta® 10 mcg)

>0CTI

Semaglutide QW (~160h;

Albiglutide QW (~120h; Ozempic® 1 mg)
Tanzeum™/Eperzan® 50 mg) |

L ]
Dulaglutide QW (~120h;

Trulicity® 1.5 mg)

Lixisenatide QD
(~3-4h; Adlyxin® 20 mcg)

EUROPEAN MEDiCINES AGENCY

SCIENCE MEDICINES HEALTH

e
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1990

1905 Incretindefined
1930s Incretin
demonstrated
1964 Incretinconcept
1983 GLP-1 discovered

A A

GLP-1 and DPP-4:
Basic studies

H

| St or

a dle |50

First GLP-1
study in T2D

First clinical DPP-4 study

Early human
studies

Animal studies

1995 2000 2005

GLP-1 receptor
agonistsand DPP-4
inhibitors developed

Urj‘ I/‘\F’
v CEN I‘*Alu:‘:
ASTURIA

Positioning studies and
CVOTs

2010 2015 2020 2025

Phase lll studies

Entering Generics
guidelines and
position
documents

First GLP-1RA
approved

approved

First DPP-4i

1° GLP1lar Oral
approved

Mechanistic studies

C
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e NEW ENGLAN D
JOURNAL of MEDICINE

ESTABLISHED IN 1812 JUNE 14, 2007 VOL. 356 NO. 24

Effect of Rosiglitazone on the Risk of Myocardial Infarction
and Death from Cardiovascular Causes

Steven E. Nissen, M.D., and Kathy Wolski, M.P.H.

| AMIR1, 413, A3 P8O, 03

@, Mo rCtVOR1 , 04, 28 Y 4
% po, 06
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Guidance for Industry

Diabetes Mellitus — Evaluating
Cardiovascular Risk in New
Antidiabetic Therapies to
Treat Type 2 Diabetes

US. Department of Health and Human Services

E N SAYO S D E Center fof m&zgﬁ&d:::l ;to::;txil::h (CDER)
SEGURIDAD CV
December 2008

Clinical/Medical
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CVOTs in diabetes: GLP1-RA

EXSCEL REWIND
Exenatide ER, OW GLP-1RA) | I , OW GLP-
yrs | BEGES ; duration ~6.5 yrs
Q4 2018 COMPLETED

AMPLITUDE-O
Efpeglenatide, OW GLP-1RA)

SUSTAIN 6

(ITCA 650, GLP-1RA in DUROS)
n=4000; duration ~2 yrs
Q2 2016 - TOPLINE RESULTS

GLP-1RA

2013 @ 2014 ° 201S ° 2016 = 2017 2018 2019 2020 | 2021 2022

-
—
-
-
-

=
-
-
-
-
y
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GLP-1RA CVOTs. Patient population -

REWIND! EXSCEL3 SUSTAIN 6% LEADER3 HARMONY?®

(N=9901) (N=14,752) (N=3297) (N=9340) (N=9463)
Drug tested Dulaglutide Lixisenatide Exenatide Semaglutide Liraglutide Albiglutide
ra, 1.5 mg 20 pg* 2.0 mg 0.50r 1 mg 1.2 or 1.8 mg 30 mg’

9 /week /day /week /week /day /week
s Ay 60 63 65 64 64
years
Gender, % 46 31 38 39 36 30
female
Diabetes 10.0 9.3 12 13.9 12.8 14

duration, years

s ) (2] (=) (2 » = ) (=]

Mean BMI,
kg/m?

32 30 32 33 33 32

Mean HbA;., % 7.3 7.7 8.0 8.7 8.7 8.7

PACI ENTES CON EVENTO CARDI OVASCULAR
<6 A OS + -HHTFA ALBUMI NURI A/ DI SF. SI ST/ DI ¢
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Derivados de
exendina

20, HR: 1.02(0.8; 1.17)ency Loy
£<0.001 for non-infenority, p<.001 for
p=0.81 for superiority Primary endpoint non-infenarity

15
H CVDeath 045
£ 0
£~ i 7
z
R
cc Stroke 0.54
55
8> Hospitalisal 0.75
'é 5 for unstable angina
5
= 025 05 1 2
0 ~ Favours lodsenatide  Favours placebo —
T T T T
0 12 24 36
Months since randomisation

The primary endpoint was a composite of cardiovascular death, myocardial infarction, stroke, or hospitalisaion for unstable angina
1. Pfeffer et al. N Engl ] Med 2015;373:2247-57.

Exenatide once weekly: EXSCEL results

W@a ifra @

HR: 0.91 (95% CI: 0.83 ; 1.00)
Events: exenatide 839/7356; placebo 905/73%

; 1 5<0.001 for non-inferiority L
< =0.061 for superiority
1 : P p<.001 for
§ Primary endpoint non-inferionty
H
e CVDeath 0.09
L]
£
§ Non-fatal M 0.622
o
‘5‘ Non-fatal Stroke 0095
3 /-
< / 0 05 1 15 2

2 ~ Favours exenatide OW

Favours placebo —
Time from randomisation (years)

MNo. of patieats

Exenatide 7356 7101 6893 6580 5912 4475 3595 3053 2281 1417 727

Placebe 7396 7120 6897 6363 5908 4468 3565 2961 2209 1366 687

2
HR: 0.87 [0.78; 0.97)gex ¢
p<0.001 fornon-inferiority,
e 5 p=0.01 for superiority
a
ig
3y
2E 0
te
52
20
z
a
O
0

Months fromrandomisation

NEngMed2013%575: 13833 4

Semaglutide: SUSTAIN-6 result

HR: 0.74 [0.58; 0.95sss; i
p<0.001 for non-inferiority,

Primary endpoint

p-value
L 2 0.01 for superiority

CVDeath f 0.007

Non-fatamr @1 o1

Non-fatalstroke ~@+  0.30

fomm—
025 05 1 2
Favourslraghtide  Favours placebo

(BENEFICIAL)

D

—

—7

g
::: i p=0.02 for superiority (not pre-specified) p-value
H Primary —— <0.001 (non-
E endpoint inferiority)
a
é L] CV Death 0.92
3
H °
§ Non-fatal MI 0.12
3 5
LY Non-fatal _._
Stroke 0.04
0
0 8 16 24 32 40 48 56 64 72 80 88 9 104 025 05 1 2
€ Favours semaghtide  Favours placebo 5

Weeks fromrandomisation

Marso et al. New EnglJ Med 2016;375:1834-44,

Analogos de
GLP-1

Dul agl:utREWe g

p-value: 0.026
HR 0.88; 95% C1 0.79-0.99

Cumulative incidence per
100 patients
)

(BENEFICIAL)
N

Placebo

Dulaglutide

3 4 5 6

Years of exposure

D S NASIS P lytyd & dvfat®d dim n moderen odod

Albiglutide: HARMONY outcom

Time to first occurrence of

HR: 0.78
L] (95% C1: 0.68; 0.90)

10 £=0,0006 for superiority

Patients with an event (%)

D

(BENEFIGIAL)

7

§

Event rate per 100 person-years: abiglutided.57; placebo 5.87
£<0.0001 for non-inferiority

(] 4 ]
No. at risk

Abglutide 4731 413 4503
Placebo 4732 4603 4450

T T T
2 2

1 :‘ %

Time from randomisation (months)

4% Bt ua 1064
4208 74 am 1030

Hemandez AF et a, Lancet 2018; hitp:/dx.doi.on/10.1016/S0140-6735(18)32261-X [Epub ahead of print]
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Lixisenatide: ELIXA results

{ HR:1.02

Exenatide once weekly: EXSCEL results

Time from randomisation (years)

Efpeglenatide: AMPLITUD-O

A Incident MACE

Cumulative Risk (%)

No. at Risk
Placebo

e

Dulaglutide: REWIND

100+ 15— Hazard ratio, 0.73 (95% Cl, 0.58-0.92)
90 P=0.007
80 12 B ;
70 9
60 6
50+ 5
40
30 0 3
20
10
0 T T T 1 Years of exposur
(0] 6 12 18 24
Months since Randomization
1359 1311 1258 1213 278
2644 2587 2503 594

Efpeglenatide 2717

C Renal Composite Outcome Event

Cumulative Risk (%)

No. at Risk
Placebo

100+
90
80
70+
60
50+
40
30
20+
10

20— Hazard ratio, 0.68 (95% Cl, 0.57-0.79) _-

P<0.001

Albiglutide: HARMONY outcor

4 Time to first occurrence of

1359

Efpeglenatide 2717

Gerseei

al

Months since Randomization

1183
2513

Cardi

1118
2403

1062
2294

ov &d «loanfets h n|d
Ef pegl e@nlaytpkddieabet e s2.0 2MBHM-8 0.%

240
534

Renal
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13%
MACE
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SUSTAIN

26%
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2 anos

Harmony
Outcomes

-, AT

ENSAYOS DE SEGURIDADQYCV

REWIND

2 ACTI N|G
o

f‘/ LONG




@ SOCIEDAD
ASTURLAMNA

ar GLP Seqgur i Ca.r

CARDIOLOC TRALde
- ASTURIAS
/ Lone
W ACTING
ELIXA LEADER SUSTAIN-6 EXSCEL HARMONY REWIND | PIONEER-6 overall
Lixisenatide Liraglutide Semaglutide Exenatide Albiglutide Dulaglutide Semaglutide o
3-MACE 1.02 0.79
ﬁ 0.89-1.17 0.57-1.11
; CV death 0.98 0.98 0.88 0.93 0.91
il o 0.78-1.22 0.65-1.48 0.76-1.02 0.73-1.19 0.78-1.06
fatal or no 1.03 0.81 0.97 0.96 1.18 0.91
fatal MI 0.87-1.22 0.57-1.16 0.85-1.10 0.79-1.15 0.73-1.90 0.84-1.00
fatal or no 1.12 0.86 0.65 0.85 0.86 0.74
fatal Stroke 0.79-1.58 0.71-1.06 0.41-1.03 0.70-1.03 0.66-1.14 0.35-1.57
All cause 0.94 1.05 0.95 0.90
n'lnrtnlity 0.78-1.13 0.74-1.50 0.79-1.16 0.80-1.01
. Hospital for 0.96 0.87 1.1 0.94 0.93 0.86
Heart failure 0.75-1.23 0.73-1.05 0.77-1.61 0.78-1.13 0.77-1.12 0.48-1.44
com Pﬂ.ltﬂ 0.84 0.88
Kidney 0.68-1.02 0.76-1.01
outcome
worsening 1.16 0.89 1.28 0.88 0.87
of Kidney 0.74-1.83 0.67-1.19 0.64-2.58 0.74-1.05 0.73-1.03
function
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Efectos combinados de arGLP-1 e iISGLT2

W
¢
s
W

Gorgdamt ieneal .

Apetito

Grasa corporal

Secrecion insulina
Secrecion glucagon
Hipoglucemia
HbA1c

Gluconeogénesis
Cetonemia
Higado graso

Natriuresis
Proteinuria
Filtrado
glomerular

Ictus

Presion arterial
Eventos
isquémicos
Insuficiencia
cardiaca

arGLP-1 arGLP-1 + iSGLT-2 iISGLT-2

¥

g8
L
%
=)
4 4
1"
AL
1t
$

fee afed ceea dea
cee Pen @in e cay
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Efectos CV y Renal | N IDcE PeE NI @

€S

©)

Expanded MACE?

- — —

$0140-6736(18)32261-X Favours semaglutide  Favours placebo

., HR
Hb 2 p Interaccion (95% Cl)
1
1 SUSTAIN 6 overall® lei! 0.74
SUSTAIN N S iy
<8,5% BMI <25 \ 0.52
) . 0.94 ! (0.26-1.05) |
o sk BMI 225 10 <30 ! 072 |
>8,5% ] (0.50-1.02) | §
N Engl J Med 2016;375:1834-44 : BMI =30 10 <35 : 0.95 3
| o+ (068-1.32) | £
\ BMI =35 ; 0.64 a
" o] (0.47-0.88)
! 0.1 iE " 10
1 —
1 urs semaglutide  Favours placebo Favo
® i 0.58
<8,3% i
Liraglutide Effect and Action in Diabetes
Evaluation of cardiovascular outcome Results > 8,3% (B)
N Engl ) Med 2016; 375:311-322 : Nephropathy® HR (95% Cl)
1
1 SUSTAIN 6 overall e ! 0.64 (0.46-0.88)
1 ‘
' BMI=25 b——o——i i 0.28 (0.10-0.77)
1 ! &
<8% ' 4
; BMI=25t0<30  F—o—. 049(028-089) |5
armony ! 0.187 : -
<8%-<9% |ﬁ : BMI =30 to <35 ——ot— 0.75(0.42-1.33) 5
1 —
| ' a
Outcomes 096 0.47-10)
1 BMI =35 i
>9% |"l—|| ‘ " .
The Lancet. October 2, 2018 | 0.1 10
1
1

A favor de aGLP1 A favor de Placebo
Vermd al . Ofeded taH052202 : 2i28 D 2



& e, ar GLP Seqguridad Car

ASTURIANA
CARDIOLOC [TRALde

W ASTURIAS

CAMBI O DEL PARADI2ZGMA EN

aumentan peso

perimetro abdominal
(grasa visceral)

Reduccion complicaciones Disminucion
microvasculares de HbA1c

Modificado de JJ) Gorgojo . Med Clin (Barc). 2016;147(Supl 1):8-16
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CAMBIO DE GPC EN DM2:
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A Type 2 DM - Drug naive patients
ASCVD, or high / very high

Er C'frdt{ul:ntmdmxa T
B

Metformin Monotherapy

i Hb A, above target i Hb A, above target
l I
Add Metformin ‘DPPAi' \GLI'—I RA] .E’EH:% | TZD ]
ool
l j
if Hb A, . above target if Hb A, . above target

Vool

|[GLP-1 RA|'SGLT2i or|

- Consider adding the " sGLTZi | sGLT2i
other class (GLP-1 RA or or or DPP-4i | DPP-4i or
or SGLT2i) with proven . TD )| TZD ] orTZD ’__'GLP—l RA/
= DPP-4i if not on
GLP-1 RA
= Basal insulin i HbA. above target
- TZD {not in HF pat) l
= 5U

Continue with addition of other agents
as oudined above

!

if Hb A, . above arget

|

Consider the addition of 5L OR

basal insulin:

= Choose later generation S with lower
risk of emia

= Consider basal insulin with lower risk
of hypoglycaemia

Gu2?a EGLrO9DM y EZVIOEHBD

INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF*

FIRST-LINE Therapy is Metformin and Comprehensive Lif4

+ASCVD/Indicators

of High Risk

glimepirice has shown simiar CV safety to DPP-4I b:l‘b'r uw“z”
Di ab&€taez022 ADA

]
c
g

[

>

[¥]
o
2

b
c
o

2
=
3
o
o
E
&
o

2
=

3
<
8
o
4
&
o

Q

Proteccion cardiovascular y renal en DM2

Enfermedad

renal cronica

Antiagregacién
ECV
Finerenona

Optimizacion individualizada de objefivos A1C y peso sin hipoglucemias

Metformina Intensificacion

arGLP1

Objetivo suboptimo

Limitacion terapéutica
Fraglidad - FG <15 - Expectaiva de vida reduci

Desprescribir farmacos sin beneficio CV . Renal

|ousy * AD oyeusq uIs SODWID) HqLdseIdseq

Documento de consenso Grupo de DM.

SEC. 2022.
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2019 ESC/EASD Guidelines CV risk categorios Total Women Men
Cosentino ¥ et al. Eur Heart ) 2020:41:255—-323 N =373 185 N = 168,478 N = 204,707

Established CVD *(%) 37,635 (22.3) 61,892 (30.2)

47,702 (28.3) 51,873 (25.3) Obes I d ad :

Very high risk
(10-year risk of

©)

CV death >10%) Target organ damage **
or =3 CV risk factors (%)

High risk (96) 40-500/
(10-year risk of CV death 5-109%) 147,779 (39.6) 71,879 (42.7) 73,577 (35.9) 0
Moderate Risk (%26)
(10-year risk of CV death <S5%) 26,304 (7.0) 11,262 (6.7) 17,365 (8.5)
* Coronary Heart Disease, Stroke, Peripheral arteriopathy or Heart Failure

=% Diabetic Retinopathy, Macroalbuminuriao, eGFR<30 mil/min)

Lei tDrReretOba&ilac. 2 6 117(05)4 8-9 2

Cebrian-Cuenca A, Mata-Cases M, et al. Eur J prev cardiolo 2020.
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Figure 1: Use of GLAs with demonstrated CV benefit — overall and by CVD status

Key result

n

-

No CVD*
(n=6241)

Overall
(N=9823)

'GLP-1 RA and/or SGLT2i with demonstrated CV benefit. "CVD: cerebrovascular disease, carotid artery disease, CHD, peripheral arterial disease, heart failure, cardiac arrhythmia or aortic disease. *ASCVD: cerebrovascular dsease,
carotid artery disease, CHD or peripheral arterial disease. ASCVD, atherosclerotic CVD; CHD, coronary heart disease; CV, cardiovascular, CVD, cardiovascular dsease; GLA, glucose-lowering agent; GLP-1 RA, glucagon-ike peptide-1

eceptor agonist; SGLT2i, sodium-glucose cotransporter-2 inhibitor

©)
oy it

Use of GLAs with demonstrated CV benefit':
B SGLT2i and/or GLP-1 RA

M SGLT2i only

B GLP-1 RA only

M Both a SGLT2i and GLP-1 RA

Any CVD*
(n=3582)

(n=3074)

Vencio et al. EASD 2022.
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Adhikari et al. J Am Heart Assoc. 2022;11:e023811.

Prescr.i ci - enl&spbaffhadaoadelLP

No patients 3.1% | 85.1% ‘ 89.1% 91.4%
161 3799 1645 7216 33486
Total . L . Eyh .
physicians physicians physicians physicians physicians

Prescripci-n en Espafaz2@e2gla&nuteindiea i@t2dedlo.s : Md rQ/d A
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Datos propios del HUCA. Pendientes de publicacion. Mayo de 2022.
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First clinical DPP-4 study

Early human
studies

Positioning studies and
CVOTs

Animal studies

1990 1995 2000 2005 2010 2015 2020 2025

i

A A /‘\ A N\ A
1905 Incretin defined : ) )
1930s Incretin GLP 1.‘]”(’ DPP 4 Phase lll studies Entering Generics
demonstrated Basic studies guidelines and

1964 Incretinconcept ‘ position
1983 GLP-1 discovered documents

GLP-1 receptor
agonistsand DPP-4

First GLP-1 inhibitors developed
study in T2D ! . .
- First GLP-1RA First DPP-4i 0 cmr olal
approved approved approved 5

Mechanistic studies
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clinical use
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Fialecular weigl
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Clinical
features

arGLP1 oral: Semaglutida oral

Mative GLP-1

Short-actimg
GLP-1 RAs

Long-actimg
GLP-1 RAs

Mauck et al. 1993
[ e
— 2 i

iLw. or 5.
[continuowus}

3,208

Recqguires
continueou s
imfusgionm

Fimerman &t al. 2003
2005
—3h

ac.
BD—D

3, 187 —4 860

Fredominant
@n
pastprandial
plasma glucogs

Mawschk et al. 2006
2009
1 weak

.0
2O—o

—d 11 4—=73. 000

Fredorminant
effect cm fashng
plasma glucmges

Semagutide*

t 20SYOAF R2NJ RIS/ |

Davies et al. 2017
2018
1 wese ke
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Qe
~—1, 114

hAInirmurm imtensal of
S0 mdn Deteresn

drug intake and
suingequant meal

r—

SEMAGLUT

©
SR 7
8 amino acid +
0e)  homology
to human GLP-1 o 2

LauJ, et alJMed Chem2015;58:737680; KapitzaC, et alJClinPharmacal2015;55:497504;Marbury TC, et alDiabetologia2014;57:S358uckleyST, et alSciTransMed. 2018;10(467).
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Témese el comprimido de semaglutida  conel Espere al 3mMemoautastes de comer, bEbme ba primera comiddh dW2hebi
estébmago vacio a cualquier hora del dia. Se debe tomar cual quier otra medicaci -cmualr@aii.er otro medicamento q
ingerir entero con un sorbo de agua (hasta medio

vaso de agua equivalente a 120 ml) A1l

En los ensayos clinicos se recomend6 la administracion
de semaglutida oral por la mafiana en ayunas. 2

Di smi nuci
ayuno tras |l a adm

LA Factores que disminuyen la exposicion a semaglutida

\/
Consumo de Aumento del vol \J
antes de | de agud .
Utilizado en el programa de fase 2 y fase 3a (PIONEER). ALos comprimidos no se deben partir, triturar ni masticar, ya que no se conoce si esto afecta a la absorcion de semaglutida . YMas de 120 ml. & Menos de 30 minutos.

PIONEER, Peptide innovation for early diabetes treatment (innovacién peptidica para el tratamiento precoz de la diabetes).
1. Ficha técnica  semaglutida oral; 2. Thethi TK et al. Diabetes  Obes Metab . 2020;1 i 15; 3. Buckley ST,etal. Sci Transl Med. 2018:10:467; 4. Connor etal. Poster 1179 i P. ADA 77th Scientific Sessions . 971 13 de junio, 2017.
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*1. Aroda VR, et al. Diabetes Care. 2019;42:1724i 32; 2. Rodbard HW, et al. Diabetes Care. 2019;42:2272i 2281; 3. Rosenstock J, et al. JAMA. 2019;321:1466i 80; 4. Pratley R, et al. Lancet. 2019;394:39i 50; 5. Mosenzon O, et al. Lancet Diabetes Endocrinol. 2019;7:515i 27; 6. Pieber TR, et al.
Lancet Diabetes Endocrinol. 2019;7:528i 39; 7. Zinman B, et al. Diabetes Care. 2019;42:2262i 2271.



