Optimizacion Terapéutica en Diabéticos con
Cardiopatia Isquémica
Papel de los ar-GLP1

José R. Gonzéalez-Juanatey
Hospital Clinico Universitario. IDIS, CIBERCV
Santiago de Compostela

2es
SERVIZO | Xerencia de Xestion Integrada 6
| i\ | GALEGO | de Santiago de Compestela G) e TC (V
de SAUDE | Santiago de Compostela CARDIOCHUS | | 5o oo iestoscion somases o e
M XUNTA DE GALICIA S éﬁ\égg

+ +
+ 2 &

CONSELLERIA DE SANIDADE >
+X+ de SAUDE




Conflict of interest:

Research grants and honoraria from (research committees, clinical trials, personal, Institutional): Astra-
Zeneca, Bayer, Boehringer Ingelheim, Lilly / Daiichi-Sankyo, Ferrer, MSD, Novartis, NovoNordisk, Pfizer,
Sanofi-Aventis, Servier, Amgen, Tecnofarma, Silanes

8 XUNTA DE GALICIA SERVIZO
W, 4| CONSELLERIA DE SANIDADE N GALEGO
2 & de SAUDE

Informacion Atencion Primaria| 2



® Diabetes en Cardiologia

® Farmacos para control glucometabodlico para
cardidlogos

®* Ar-GLP1 en Cardiopatia Isquemica — semaglutida
oral

® Ar-GLP1 en la estrategia de optimizacidn terapéutica
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T2DM and Pre-diabetes
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T2D and CV Disease In Spain.
An Epidemiological Perspective

Diabetes + IHD

Diabetes + HF 27-47% HF PATIENTS WITH T2D 2

Diabetes + AF

+ 20% DIAGNOSIS AT TIME OF ADMISSION

Redondo A et al. Rev Esp Cardiol 2015;68:777-84 Varela A et al. Heart 2005; 91:489-94

: vaa.C et al. Rev Esp Cardiol 2017; 70:425-32 Otero F et al. Rev Esp Cardiol 2007; 60:373-83 Rodriguez-Maiiero M et al. Rev Esp Cardiol. 2014;67:890-7 SERVIZO
:“—Em: XUNTHA DE Ggﬁ?r@fﬁal. Rev Esp Cardiol 2010; 63:1371-6 Agra R et al. Cardiol J 2017; epub ahead of print Carnero L et al. Rev Esp Cardiol. 2017;70:872-86 N\ GALEGO
M, ¢ CONSELLERIA DEGAVWIPDS. Rev Esp Cardiol 2016;69:931-8. Gomez-Otero et al. Rev Esp Cardiol 2017;70:338-46  Rodriguez-Mafiero M et al. Inter J Cardiol 2017; 243:211-5 do SAUDE
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Cardiovascular-Renal Spectrum of Diabetes

Diabetes affects the . Heart ’

PUMP _Failure
Diabetes affects the

PIPES [ MACE |

Diabetes affects the : Renal :

FlLTER  Disease

“ 249 XUNTA DE GALICIA MACE, ma j adve ovascular events (non-fatal stroke, non-fatal myocardial infarction, and cardiovascular death). N (?‘,Eﬁ_\éléoo
W| CONSELLERIA DE SANIDADE AL
VermaSe | Lan 2019 393:3-5. de SAUDE




Diabetes and NSTEMI. Prognostic Implications

MORTALIDAD CV MORTALIDAD TOTAL

GRACE <140 D | GRACE>140 | ] GRACE <140 P | GrRacE>140 | P

Mujeres 0,70 (048-100) 0,05

071(054-092) 0,01

057(042:077)  <0,01

061(049:077) <001

( ( (
Diabetes melts 17 (129-244) 163 (1,28-201) 163 (126211 1,50 (12-182)
EC previa 108 (0,76-1,50) 140 (1,09-1,79) 1,07 (081-1,41) 1,33 (1,08-164)
I previa 25(106437) 002 225(159317) 001 166(092302) 010 202(15027)
TFG <60 mifmin/1,72 m* 1,51 (100-136) 150(109079) 001 151(112:204) <001 150(1.22-184
Bloqueadores beta alata ~ 075(053-106) 011 073(057-092) 062 (048-082) 0,71 (058-036)
[ECA/ARA-I al alta 100 (070-1.45 085 (066-109) 093 (0,70-124) 083 (067-1,02)
Coronariografiaen 24h 137 (100-186) 079(063-097) 1,22 (098-168 086 (071-1,05)

Alvarez B, ..., Gonzalez-Juanatey JR . Rev Esp Cardiol 2020 73: 35-42.
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New treatment paradigm in T2D

: (CV) Events Reduction
GlucoCentric Aproach Approach

HbA,_ as the central focus Multifactorial Intervention
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The pillars of CV Protection in T2D in 2022

LDL-C lowering Blood Pressure Triglyceride Life-style
: . . GLP-1RA
Statins ACEi Lowering SGLT2i Changes
_ Ezetimibe ARAB EPA :
XUNTA DE eéﬂucm PCSK3i N gﬁ\égg
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OPTIMAL GV RISK REDUGTION IN DIABETIC PATIENTS IS ACHIEVED
THROUGH TARGETING MULTIPLE RISK FAGTORS

Lifestyle Changes

3 Lipid lowering
LI pld s LDL < 55 / <70 or < 100 mg/dL (1.8 mmol/L); lifestyle, statin, ezetimibe, PCSK9i
Target of <130/80 (140-130/90-80) mmHg

Blood pressure e
Antithrombotics Antiplatelet use

ASA (75-162 mg/day), DAPT

HbA,  target individualised; generally ~7%

Lifestyle modification, then metformin/SGLT2i/GLP1a
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® Farmacos para control glucometabodlico para

cardidlogos
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THE “VIRTUOUS CHAIN” OF CARDIOVASCULAR PROTECTION IN DIABETES

IDENTIFY THE “CONTROL” THE REDUCE CV AVOID SIDE

RISK FACTOR RISK FACTOR EVENTS EFFECTS

DIABETES REDUCE HB AlcC REDUCE CV RISk AvOID
DiaGNosIs  (“TREAT THE BLooD TesTS”) (“TREAT THE PATIENT”)  IATROGENY
(HYPOGLYCEMIA)

SERVIZO
GALEGO
de SAUDE

DIABETES AND CARDIOVASCULAR DISEASE PROTECTION
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ASCVD, or high / very high
CV risk (target organ damage

TZDM or multiple risk factors)*
Treatment SGLT2 INH. OR GLP1 RA
algorithm. IIONTHERAPY

{ If HbA,_  above target ] If HbA, . above target

‘l \ Z \b’\b L 4

METFORMIN MONOTHERAPY

p —
H_

Type 2 DM - Dru SGLT2iif
yP g ADD METFORMIN [ DPP-4i ] [GLP-1 RA] ( eGFR ] [ TZD ]
° ° adequate
naive patients. 3 3 %
‘ If HbA,. above target ] |\ WA o slove St )
' , 4 : GLP-1 RA SGLT2i or
SGLT2i SGLT2i :
ESC_201 9 ® Consider adding the other [ or TZD ] { or TZD ] L °'OE)$ZP[54' J [gfgj'&
class (GLP-1 RA or SGLT2i)
with proven CVD benefit ) 4’ 'l’ 4’
® DPP-4i if not on GLP-1 RA l If HbA,_ above target |
» Basal insulin “!
® TZD (notin HF pat) [ Continue with addition of other agents as outlined above ]
e SU , ¥
| If HbA ,_ above target ]

Consider the addition of sulfonylurea OR basal insulin:

# Choose later generation SU with lower risk of
hypoglycaemia

# Consider basal insulin with lower risk of hypoglycaemia




THE JOURNAL OF CLINICAL AND APPLIED RESEARCH AND IDUCATION R —

Diabetes Care

PHARMACOLOGIC TREATMENT OF HYPERGLYCEMIA IN ADULTS WITH TYPE 2 DIABETES

FIRST-LINE THERAPY depends on comorbidities, patient-centered treatment factors, including cost and access considerations, and " . 0 /O

management needs and generally includes metformin and comprehensive lifestyle modification” y THERAPEUTIC
% 3 INERTIA

K . ol REASSESS AND
ASCVD/INDICATORS OF HIGH RISK, HF, CKD+t a el iyt

(3-6 MONTHS)

RECOMMEND INDEPENDENTLY OF BASELINE A1C,
INDIVIDUALIZED A1C TARGET, OR METFORMIN USE}

¥

AMERICAN DIABETES ASSOCIATION el

STANDARDS OF
MEDICAL CARE

¢ Incorporate agents that provide adequate EFFICACY to achieve and maintain glycemic goals

+ASCVD/INDICATORS

IN DIABETES_2022 OF HIGH RISK* 3 Higher glycemic efficacy therapy: GLP-1 RA,; insulin; combination approaches (Table 9.2)
CKD and CKD without * Consider additional comorbidities, patient-centered treatment factors, and management needs in choice
alburninuria miinlonter of therapy, as below:
wi:%;i;n (e.g., 2200 mg/g | (e.g., €GFR <60 ’
tini mL/min/1.73 m?
benefit in this nciied )
population' N
PREFERABLY MINIMIZE v " )
MINIMIZE HYPOGLYCEMIA WEIGHT GAIN/ CONSIDER COST AND ACCESS
SGLT2i with primary evidence PROMOTE WEIGHT LOSS
of reducing CKD progression
No/low inherent risk of hypoglycemia: PREFERABLY Available in generic form at lower cost:
SGLT2i with evidence of EFRy GLPSL A RO 20 GLP-1 RA with good efficacy for weight loss * Certain insulins: consider insulin
g reducing CKD progression in For SU or basal insulin, consider agents with OR available at the lowest acquisition cost
= For patients on a lower risk of hypoglycemia™* .8y
GLP-1 RA, consider ¢ SGLT2i . TZD
i ti LT2i
m_corpora ing SGLT2) GLP-1 RA with proven CVD ‘L "
NS provan VD benefit! if SGLT2i not tolerated IF A1C ABOVE TARGET
fi : 4
?;: it and vice versa e erriba | J, [ IF A1C ABOVE TARGET ] [ IF A1C ABOVE TARGET I
" ; Incorporate additional agents based on
For patients with CKD (e.g., éGFR dih g For patients on a GLP-1 RA, consider Incorporate additional agents based on
<60 mL/min/1.73 m?) without comorbidities, patient-centered treatment . 2 ; ; S :
Pl » e factors, and management needs incorporating SGLT2i and vice versa comorbidities, patient-centered treatment
albuminuria, recommel e h
following to decrease cardiovascular = If GLP-1 RA not tolerated or indicated, factors, and management needs
risk consider DPP-4i (weight neutral)
GLP-1 SGLT2i Incorporate additional agents based on
RA with with comorbidities, patient-centered treatment
proven proven factors, and management needs
CVD CvD
benefit’ benefit’
v $
If A1C above target, for patients on AFor adults with overweight or obesity, lifestyle modification to achieve and maintain 5% weight loss
SGLT2i, consider incorporating a 1. Proven benefit refers to label indication (see Table 9.2) and =150 min/week of moderate- to vigorous-intensity physical activity is recommended
GLP-1 RA and vice versa 2. Low dose may be better tolerated though (See Section 5: Facilitating Behavior Change and Well-being to Improve Health Outcomes).
less well studied for CVD effects tActioned whenever these become new clinical considerations regardless
XUNTH DE GFI L I C] g ' 4 ¢ 3. Choose later generation SU to lower risk of hypoglycemia of background glucose-lowering medications
| $Most patients enrolled in the relevant trials were on metformin at baseline as glucose-lowering therapy.
CONSELLERIA DE SANID/ If A1C remains above target, consider treatment intensification based on comorbidities, J 4. R'S:‘ a:; :nga';ge/'z: WQ'”":; é 9':’3'"‘3 U300 *Refer to Section 10: Cardiovascular Disease and Risk Management.
<gl ine U- emir < I n

patient-centered treatment factors, and management needs “*Refer to Section 11: Chronic Kidney Disease and Risk Management and specific medication
5. Consider country- and region-specific cost of drugs label for eGFR criteria.

e 1 N |
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GLP-1 Receptor
Agonists
CV Outcome Trials
ELIXA
LEADER
SUSTAIN-6
EXSCEL
HARMONY
REWIND
PIONEER-6

Very high
risk

DIABETES

SGLT2 Inhibitors

CV Outcome Trials
EMPA REG OUTCOME
CANVAS Programme
DECLARE TIMI 58
VERTIS CV

Renal Trials
CREDENCE
DAPA CKD

HF Trials
DAPA HF
EMPEROR- Reduced

Patients with DM and establised CVD or other target
organ damage or three or more major risk factors
or early onset T1DM of long duration (>20 years)

High risk

Patients with DM duration =10 years without target organ
damage plus any other additional risk factor

Moderate
risk

Young patients (T1DM aged <35 years or T2DM aged
<50 years) with DM duration <10 years, without other
risk factors

VIZO

EGO

\UDE
EHJ 2020




Evidence GLP-1 RAs have beneficial effects on CV outcomes on
atherothrombotic events

Non-
fatal
stroke

EMPA-REG
OUTCOME?!

(empagliflozin)

HR 0.86
(95% C1 0.74, 0.99)
p=0.04

HR 0.62
(95% C1 0.49, 0.77)
p<0.001*

HR 0.65
(95% C1 0.50,
0.85)p=0.002*

HR 0.66
(95% Cl 0.55, 0.79)
p<0.001*

HR 1.24
(95% C10.92, 1.67)

p=0.16*

CANVAS

Program?3
(canagliflozin)

HR 0.86
(95% C1 0.75,
0.97)
p=0.02"

HR 0.87
(95% €1 0.72,
1.06)*

HR 0.67
(95% C1 0.52,
0.87)*

HR 0.78
(95% C1 0.67,
0.91)
p=0.002*

HR 0.90
(95% C1 0.71,
1.15)*

DECLARE-

TIMI 584
(dapagliflozin)

HR 0.93
(95% Cl1 0.84,
1.03)
p=0.17

ELIXAS

(lixisenatide)

HR 1.02
(4P-MACE)
(95% Cl 0.89,

1.17)

p=0.81

LEADERS®
(liraglutide)

HR 0.87
(95% Cl
0.78, 0.97)
p=0.01

EXSCEL’
(exenatide)

HR 0.91
(95% Cl1 0.83,
1.00)
p=0.06

SUSTAIN-62
(inject.
semaglutide)

HR 0.74
(95% ClI
0.58, 0.95)
p=0.028

Harmony
Outcomes?®
(albiglutide)

HR 0.78
(95% Cl
0.68, 0.90)
p=0.0006

PIONEER 6

(oral
semaglutide)®

HR 0.79
(95% €1 0.57, 1.11)
p=0.17

REWIND
(dulaglutide)'*

HR 0.88
(95% C10.79,
0.99)
p=0.026

HR 0.98
(95% C1 0.82,
1.17)*

HR 0.73
(95% C10.61,
0.88)*

HR 0.83
(95% C10.73,
0.95)

p=0.005*

HR 1.01
(95% C1 0.84,
1.21)*

HR 0.98
(95% C1 0.78,
1.22)

p=0.85*

HR0.78
(95% Cl
0.66, 0.93)
p=0.007*

HR 0.88
(95% C1 0.76, 1.02)*

HR 0.98
(95% CI 0.65,
1.48)
p=0.92*

HR 0.93
(95% Cl1 0.73,
1.19)
p=0.578*

HR 0.49
(95% Cl10.27,
0.92)

HR 0.91
(95% Cl 0.78, 1.06)
p=0.21*

HR 0.96
(95% C10.75,
1.23)p=0.75%*

HR 0.87
(95% C10.73,
1.05)p=0.14%*

HR 0.94
(95% C10.78,
1.13)

HR1.11
(95% C10.77,
1.61)p=0.57*

HR 0.86
(95% C1 0.48, 1.55)*

HR 0.93
(95% C1 0.77, 1.12)
p=0.46"

HR 0.85
(95% Cl 0.70,
1.04)
p=0.113*

HR 1.12
(95% ClI 0.79,
1.58)
p=0.54*

HR 0.89
(95% C1 0.72,
1.11)
p=0.30*

HR 0.85

(95% €1 0,70, 1.03)"

HR 0.61
(95% Cl
0.38, 0.99)
p=0.04*

HR0.74
(95% €1 0.35, 1.57)*

HR 0.76
(95% C10.61,
0.95)
p=0.017*

Non-
fatal Ml

HR 0.87
(95% C1 0.70, 1.09)
p=0.23*

HR 0.89
(95% C1 0.73,
1.09)*

HR 0.89
(95% €1 0.77,
1.01)*

HR 1.03
(95% C1 0.87,
1.22)

p=0.71%

HR 0.88
(95% C1 0.75,
1.03)
p=0.11%*

HR0.97
(95% C10.85,
1.10)%*

HR0.74
(95% C1 0.51,
1.08)

p=0.12%

HR 0.75
(95% Cl
0.61, 0.90)
p=0.003*

HR 1.18
(95% C10.73, 1.90)*

HR 0.96
(95% Cl1 0.79, 1.16)
p=0.65*

1. Zinman B et al. N Engl J Med 2015;373:2117; 2. Neal B et al. N Engl J Med 2017;377:644; 3. Radholm K et al. Circulation 2018;138:458; 4. Wiviott S et al. N Engl J Med 2019;380:347; 5.
Pfeffer MA et al. N Engl J Med 2015;373:2247; 6. Marso SP et al. N Engl J Med 2016;375:311; 7. Holman RR et al. N Engl J Med 2017;377:1228; 8. Marso SP et al. N Engl J Med
2016;375:1834; 9. Hernandez AF et al. Lancet 2018;392:1519; 10. Husain M et al. N Engl J Med 2019;381:841; 11. Gerstein H et al. Diabetes Obesity Metab 2018;20:42
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DM2: caracteristicas basales del estudio PIONEER 6!

Semaglutida oral y resultados cardiovasculares en pacientes con

¢ 32,3 mMC
¢ 66 ai0s edad media

© 74 mi/min/173m2 TFGe

84,7% pacientes con DM2 > 50
anos con ECV estableciday ERC

Caracteristicas basales clinicas y demograficas

seleccionadas de los pacientes”

Rybelsus® Placebo Total
(N =1591) (N =1592) (N = 3183)

Edad-afios
Sexo femenino - n° (%)
Peso corporal - kg
Indice de masa corporal
Diabetes tipo 2
Duracién-afos
Hemoglobina glicada - %
Hemoglobina glicada - mmol/mol
Estrato del riesgo cardiovascular - n° (%)
Edad 250 afios y ECV establecida o enfermedad renal crénica
Edad 260 anos y Unicamente factores de riesgo cardiovascular
Factores de riesgo cardiovascular
Presién arterial - mm Hg
Sistdlica
Diastélica
Colesterol LDL
Media geométrica - mg/d|
Coeficiente de variacién - %
Fumador - n° (%)
TFG estimada
Media - ml/min/1,73 m?
Distribucion - n® (%)
290 ml/min/1,73 m?
60 a <90 ml/min/1,73 m?
30 a <60 ml/min/1,73 m?
<30 ml/min/1,73 m?
Datos no disponibles

6617
507 (31,9)
91,0:214
32,3:66

14,7+8,5
8,211,6
6617

1350 (84,9)
241 (15,])

135+18
76410

77
449
184 (11,6)

74321

464 (29,2)

686 (43,])

418 (263)
16 (1,0)
7 (0.4)

6647
500 (31,4)
90,8+21,0
32364

15148,5
8,2£1,6
66118

1345 (84,5)
247 (15,5)

136£18
7610

79
412
165 (10,4)

74321

455 (28,6)

703 (44.2)

409 (25,7)
13 (0,8)
12 (0.8)

6617
1007 (31,6)
90,9+21,2

323165

14,9+8,5
8,216
6618

2695 (84,7)
488 (15.3)

136:18
76+10

78
43
349 (11,0)

74321

919 (28,9)

1389 (43.6)

827 (26,0)
29 (09)
19 (0.6)

*Los valores mas-menos son medias £DE. Los porcentajes pueden no sumar 100 debido al redondeo. Para convertir los valores de colesterol de lipoproteinas de baja densidad

XUNTA DE GALICIA
CONSELLERIA DE SANIDADE

filtracion glomerular estimada; LDL: lipoproteinas de alta densidad; TFG: tasa de filtracion glomerular.
1. Husain M, et al. N Engl J Med. 2019 Aug 29;381(9):841-851. doi: 10.1056/NEIM0al1901118.

(LDL) a milimoles por litro, multiplique por 0,02586. ECV significa enfermedad cardiovascular, y TFG tasa de filtracion glomerular. En Bain et al. se ofrecen mas datos
basales resumidos. DM2: diabetes mellitus tipo 2; ECV: enfermedad cardiovascular; ERC: enferemedad renal crénica; IMC: indice de masa corporal; TFGe: tasa de

SERVIZO
N ] GALEGO
de SAUDE
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Semaglutida oral y resultados cardiovasculares en

pacientes con DM2: estudio PIONEER 6'

Resultados cardiovasculares

1007 1971 HR: 0,79 [IC 95% 0,57; 1,11]
< 90— 27 Rybelsus®, 61 episodios
© 80— 87 Placebo, 76 episodios
— 7— Valor de p para no inferioridad: < 0,001
.8 70 — 6 - Valor de p para superioridad: 0,1749 Placebo
& 60— 5
- —
5 50 “ _
c 3] Semaglutida
v
L 30 1
-
Q2 20 0 | | I I I I I I I
= 0 9 18 27 36 45 54 63 72 83
a 10
0 l T T T l T T T
0] 9 18 27 36 45 54 63 72 83
Semanas desde la aleatorizacion
N° en riesgo
Rybelsus® 1591 1583 1575 1564 1557 1547 1512 1062 735 16
Placebo 1592 1577 1565 1551 1538 1528 1489 1032 713 1

4.(%”4. XUNTA DE GALICIA El ensayo incluyd un periodo de observacion previsto de 109 semanas para todos los pacientes (un periodo de tratamiento de 104 semanas con un periodo de \ éﬁ\élcz;g
:r: CONSELLERIA DE SANIDADE seguimiento de 5 semanas). DM2: diabetes mellitus tipo 2; HR: hazard ratio; IC: intervalo de confianza. CI SAU DE
1. Husain M, et al. N Engl J Med. 2019 Aug 29;381(9):841-851. doi: 10.1056/NEIJM0al901118. e
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Semaglutida oral y resultados cardiovasculares en

pacientes con DM2: estudio PIONEER 6!

Infarto de miocardio no mortal Muerte cardiovascular

100
- 100 10
90 - >"] Hazard ratio, 0,74 (IC 95%, 0,51-1,08) o| HR: 049 (IC 95%, 0,27, 0,92)
9 80 - 4 P=0,12 Placebo g 90 — . Rybelsus®, 15 eplsof:l|os
. o 80+ . Placebo, 30 episodios
2 704 b
3 60 N g -
: | 2 Rybelsus® % 60 .
§ 50 5 50 - ol Rybelsus®
0 40— — c 3 —
g 1 S 40- S L
& 307 o 3 30 14 Placebo
U 90 | | | | | [ I | | | [ I 1 c
g 0 8 6 24 32 40 48 56 64 72 80 88 96 104109 2 20+ 0 [ I | \ I I | | I
10 - o 0 9 18 27 36 45 54 63 72 83
a 10—
e ———— ‘
O | | I T 1 | | | | | | | | | O. _# I ] I I I I
0 8 16 24 32 40 48 56 64 72 80 88 96 104109 0 9 18 27 36 45 54 63 72 a3
Semanas desde la aleatorizacion Semanas desde la aleatorizacién
N° en riesgo N° en riesgo
Placebo 1649 1624 1598 1587 1562 1542 1516 Rybelsus*® 1591 1585 1578 1568 1562 1555 1520 1068 739 16
Rybelsus® 1648 1623 1609 1595 1582 1560 1543 Placebo 1592 1578 1568 1556 15438 1539 1500 1041 723 n

+ch|‘:>+ XUNTA DE GALICIA El ensayo incluyé un periodo de observacion previsto de 109 semanas para todos los pacientes (un periodo de tratamiento de 104 semanas con un periodo de \ SERVIZO

+ 2 4 i seguimiento de 5 semanas). DM2: diabetes mellitus tipo 2; HR: hazard ratio; IC: intervalo de confianza. GALEGO

_'_r_'_ CONSELLERIA DE SANIDADE de SAU DE
1. Husain M, et al. N Engl J Med. 2019 Aug 29;381(9):841-851. doi: 10.1056/NEIJM0al1901118.
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Glycated Hemoglobin

g 8.0 Placebo £
£ .g
k- Ei
[T)]
g §%
] IE
I - =
E - i Oral semaglutide % g
(%] E -
[ ., BE Oral semaglutide and
) e by c .
g Cardiovascular Outcomes
2 60- i . ) )
) “ In Patients with T2D.
0.0 72 0 .
5 & u % % % & Endof PIONEER 6 Trial
Treatment
Period
Body Weight
98-
96
—‘E 94+ Placebo
.:Eo 92
Z 90 —t . T
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Husain M, et al. New Engl J Med 2019; 381: 841-851.
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Semaglutida oral y resultados cardiovasculares en pacientes con

DM2: acontecimientos adversos observados en el estudio PIONEER 6!

Acontecimiento adversos (durante el periodo de tratamiento
a menos que se especifique lo contrario)

Rybelsus® Placebo
(N =1591) (N =1592)
_ Numero de paCienteS (porcentaje)
Acontecimiento adverso que conduce a la interrupcién 184 (11,6) 104 (6,5)
permanente de semaglutida oral o de placebo
Segun el sistema de clasificacion por érganot
e e e e e e e e e e e e e e — - ——————————

Trastornos gastrointestinales 108 (6,8) 26 (1,8)

e o '

Trastornos del metabolismo y la nutricién 19 (1,2) 7 (0,4)

Trastornos del sistema nervioso 17 (1,1) 13 (0,8)
S S S S S S S S S S S S S S A
[ Acontecimiento adverso grave 301 (18,9) 358 (22,5)

Que conllf_-ven a la interrupcién permanente de 41 (2,6) 48 (3,0)

semaglutida oral o de placebo

I o e o o o s s s s s S S S S o S o S o S o S o B o o o B o o B o S B o o B o o o S o S o B o o o B o o o B o B B o B o o o o o T o S o o S o B o S o o o o o o B s o B o o o B | 7’
Acontecimientos adversos de especial interés

Enfermedad renal aguda#® 32 (2,0) 37 (2,3)

Pancreatitis aguda# 1(0,1) 3 (0,2)

Retinopatia o complicaciones relacionadass? 13 (7,1) 101 (6,3)
Hipoglucemia grave® 23 (1,4) 13 (0,8)

Neoplasias malignas# 41 (2,6) 48 (3,0)

" XUNTA DE GALICIA N gﬁ\égg

4, ¢4 CONSELLERIA DE SANIDADE 1. Husain M, et al. N Engl J Med. 2019 Aug 29;381(9):841-851. doi: 10.1056/NEIM0a1901118. de SAUDE
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Incidencia acumulada del tiempo hasta la primera aparicion de AAG

con semaglutida vs. placebo en los estudios SUSTAIN 6 y PIONEER 6'

en riesgo
Semana
Rybelsus® sc. 1xS

Placebo

m

SUSTAIN 6

HR: 0,74 (IC 95% 0,58, 0,95)
P<0,001 para no inferioridad
P=0,02 para superioridad?

1
1
1
1
1
1

o

PIONEER 6

HR: 0,79 (IC 95% 0,57; 1,1)
P<0,001 para no inferioridad
P=0,17 para superioridad

N - — -

Pacientes con un evento (%)

Numero de pacientes

(@)
I

Placebo
(PIONEER 6

0
|

Rybelsus® UD

)

Placebo

(SUSTAIN 6)

Semaglutida sc. US

(SUSTAIN 6)

(PIONEER 6)
0 I T I | T I T I T | | T |
o) 8 16 24 32 40 48 56 64 72 80 88 99 104
Tiempo desde aleatorizacion (semanas)
0 16 32 48 64 80 96
1648 1619 1601 1584 1568 1543 1524
1649 1616 1586 1567 1534 1508 1479

N XUNTA DE GALICIA
:i: CONSELLERIA DE SANIDADE
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1. Husain M, et al. Diabetes Obes Metab. 2020 Mar;22(3):442-451. doi: 10.1111/dom.13955.
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Efectos de semaglutida en el RCV:

estudio SUSTAIN y PIONEER'

Riesgo relativo de MACE segun el ECV basal y la distribucion de sujetos

I A \‘; 3
Favorece al 1,25 ' HR global [IC 95%]:! 1500
comparador 1,15 - ' 0,77 [0,64; 0,93] i | 1250 Z
o 1,05 :\ :: _ P 5
T ] N e e e e e e e i i o e 4 - -
0,95 =T -1000 2
0854 ' e == o
o
0,75 — o — 750
0,65 — -~ §
0,55 — — 500 o
-]
0,45 — 250 @
Favorece a 0.35 — [
Rybelsus® | 0.25 0
-3,0 -2,5 -2,0 -1,5 -1,0 -0,5 0,0
Menor riesgo MACE Puntuacion del RCV Mayor riesgo MACE
== Semaglutida vs. comparadores
=== |C inferior y superior al 95%
Il Distribucion de los ensayos en la eficacia glucémica
Bl Distribucion de OPCV
KM XUNTA DE GALICIA SERVIZO
CONSELLERIA DE SANIDADE \ d(e;g‘hﬁ?ég

1. Husain M, et al. Cardiovasc Diabetol. 2020 Sep 30;19(1):156. doi: 10.1186/512933-020-01106-4.
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GLP1 receptor agonists and the risk of CV events in diabetic patients
with an Acute Myocardial Infarction. SWEDEHEART.

‘*‘cr"@@ MACE: Cumulative incidence (adjusted)

1.00

3 P- M AC E Treatment

= Non GLP-1 RAs
- GLP-1 RAs

0.75

Cumulative event
o
o
=)

0.25

0.00

o
N

4 6
Time (years)

% XUNTA DE GALICIA ~CL. SERVIZO
(g CONSELLERIADE SANIDADE Trevisan M, et al. EHJ Cardiovasc Pharm 2021; 7: 337-104-111. UDE



The comparative cardiovascular and renal effectiveness of SGLT2I

and GLP1-ra : A Scandinavian cohort study

A cohort study of nationwide registers from Sweden,Denmark, and Norway, including 87 525 new users of SGLT2
inhibitors and 63 921new users of GLP-1 receptor agonists, was conducted using data from 2013-2018

10.0- ) _ 100 Heart failure
’ Major adverse cardiovascular events 9.0
9.0 )
. 8.0 Hazard ratio 1.02 (95% C1 0.92 to 1.12)
8.0- Hazard ratio 1.07 (95% CI 1.01 to 1.15) o .
’? = -
% 7.0- 10.0 Serious renal events
& 6.0 9.0
g 5.0- 8.0- Hazard ratio 0.76 (95% CI 0.66 to 0.87)
Q —
2 T
% 4.0+ E 7.0 GLP-1 receptor agonists
£ e SGLT2 inhibitors
3.0 @ 6.0
3 hel
2.0 E 5.0
| 2
1.0 E 4.0-
0.0 2 ' 4 .
0 1 E 3.0- 3 5
o GLP-1 receptor agonists  [ce start of treatment
. 2.0
Number at risk
SGLTZ inhibitors 87 918 SGLT2 Inhibitors ;2 ::: 1392304 :g:;
GLP-1 receptor agonists 63 696 1.0
0-0 T T T T T
0 1 2 3 4 5
Years since start of treatment
Number at risk
SGLT2 inhibitors 87 918 57117 34 193 19 185 8967 2079
GLP-1 receptor agonists 63 696 47 973 34 724 23724 13 625 5670
W XUNTA DE GALICIA N SERVIZO
:i: CONSELLERIA DE SANIDADE . GALEGO
Ueda P et al. Diabetes Obes Metab 2022;24:473-485 de SAUDE
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®* Ar-GLP1 en Cardiopatia Isquemica — semaglutida

oral

8 XUNTA DE GALICIA N SERVIZO

4 CONSELLERIA DE SANIDADE GALEGO
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Delayed Interventions is associated with and

increased risk of Complications

Percent Increase in CV Events in Patients with a 1-year delay in receiving
intensive therapy and HbA1c >7% vs <7% *retrospective UK Study

M MvYOCARDIAL COMPOSITE MI,
6 STROKE HEART FAILURE
A INFARCTION HF OR STROKE CERVIZO

N ] GALEGO
Paul SK, et al. Cardiovasc Diabetol 2015; 14: 100. de S
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IAM, ictus o muerte CV tras un SCA: registro CardioCHUS

Desde el alta hospitalaria hasta el primer afho!

Riesgo acumulado de IAM, ictus, o muerte CV

15% — == Tercil 1 (<4 puntos) === Tercil 2 (4-7 puntos) === Tercil 3 (>7 puntos)
g ] Tercil de riesgo sHR 1C 95%
5 3 14,3%
2 . | 1 1,00 Referencia t
3% - 2 2,24 152330 SUSTAIN 6
° @ 10% 3 6,89 4,89-9,70 RRR < 26%,
L 2 -
53 7 14.3-3.82 = 10.48%
88 7
ES ] 4,9%
23 5% —
s £ .
2° 2,2%
. p- ., . 9 -
Estratificacion riesgo g -

en hospital

I I I | | | | | | | | I I
0 30 60 20 120 150 180 210 240 270 300 330 360

N° pacientes en riesgo Tiempo (dlas)

Tercil 1 1773 1739 1719 1709
Tercil 2 1602 1553 1513 1492
Tercil 3 1483 1342 1253 ns2
8 XUNTA DE GALICIA IAM: infarto agudo de miocardio; CV: cardiovascular; SCA: sindrome coronario agudo; HR: hazard ratio; IC: intervalo N éiﬁ_\égg
:i: CONSELLERIA DE SANIDADE de confianza. d -
1. Abu-Assi E, et al. Rev Esp Cardiol (Engl Ed). 2016 Jan:69(1):11-8. doi: 10.1016/j.rec.2015.06.015. Epub 2015 Sep 3. e SAUDE
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Clinical CV Phenotypes and the patterns of future events in
patients with T2D

Heart failure: 3.2%
Atherothrombotic event: 20.6%

Heart Failure: 10.6%
Atherothrombotic event: 24.6%

Heart failure: 4.4%
Atherothrombotic event: 15.9%

Heart failure: 17.9%
Atherothrombotic event: 15.8%

Malik, M.E., Andersson, C., Blanche, P. et al. Clin Res Cardiol (2022). https://doi.org/10.1007/s00392-022-02016-z



Heart Failure Hospitalization
Mostly neutral except for albiglutdie

Proven Renal Benefit
Mostly albuminuria

8 XUNTA DE GALICIA N SERVIZO

+ 2 & GALEGO
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These are complementary Llfe_
therapies acting on distinct — Metformin

patho-physiological pathways Styl e

g The mechanisms of A arG I_ P 1

action are independent ASCVD,

and additive Y Obesity

\_

CV risk

[ The benefits are incremental ]
other

7 XUNTADEGALI  The goal is to optimize the management as possible as quickly as possible ]S] SERVES

- CONSELLERIA DE SA| »
= de SAUDE
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Integrated Patient-care Pathway

X080 do inscenca cardaca

Ama de Refemncla Compiexo HOSpRaBM0 Universiand de Santiego

T
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Heart Failure

Proceso de insuficiencia cardiaca
Area de Referencia Complaxo Hospitalaro Universitanio de Santiago

PENPEEERETERET RE T AEEREERFE.

— — — — — — —

Edicién Bilingle Galego/C astellano

XUNTR DE GALICIA

24

Proceso Fibrilacion Auricular
Xerencia de Xestion Integrada de Santiago

Atrial Fibrillation

Proceso de Fibrilacién Auricular

Xerencia de Xestion Integrada de Santiago

Edicién Bilingiie Galego/Castelan

19

Organizad6n do Proceso Asistencial de Cardiopatia Isquémica Crénica na

Area do Corrplexo Hospitdario Universitario de Santiago de Compostela

Ischemic Heart Disease

Organizacion do Proceso Asistencial de
Cardiopatia Isquémica Cronica

na Area do Complexo Hospitalario Universitario
de Santiago De Compostela

Documento consensuado entre o Servizo de Cardioloxia e
Atencion Primaria de Santiago de Compostela e Pontevedra

Edicion Bilinglie Galego/Castellano

‘?‘ 'o’
1 XUNTA DE GALICIA if: XUNTA DE GALICIA
VA® )
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PROCESO ASISTENCIAL DE CARDIOPATIA ISQUEMICA. PARTIENDO DEL SCA

Hospitalizacion

* Diagnostico y Estratificacion
Riesgo -GRACE

* Reperfusion - PPCI

« Tratamiento Médico Optimo /
Transicion terapias orales

TRANSICION DE CUIDADOS

CONTINUIDAD ASISTENCIAL
(Enfermera/Médico/Paciente/Cuidador)

Hospitalizacién
Extendida /
Seguimiento

Proceso del ALTA / Transicién
de Cuidados

 Caracteristicas Informe de Alta

» Objetivos de Control (lipidos, TA,
Diabetes, etc)

* Integracion Asistencial (Enfermeria)

« INDICADORES DE CALIDAD DEL
PROCESO Y DE RESULTADOS EN

biNTA DE cALIciAa
CONSELLERIA DE SANIDADE

Escenario |: Programa de
Rehabilitaciéon Cardiaca

Escenario Alternativo: Integracion
del Seguimiento AP / Enfermeria

\ 4

E-Consulta;: Atencion Primaria*

v

TELEA: Seguimiento Remoto

1-3 meses
* CONTROLES:
Analitico
ECG
5 Otras Pruebas de AP
1 ano
CANAL RAPIDO - e-consulta
Anual

Seguimiento TELEMEDICINA / PRESENCIAL

G) SERVIZO

N ] GALEGO
CardioCHUS de SAUDE
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Abordaje del paciente con cardiopatia isquémica:

El desafio

TRANSICION
!

1\
1
’\

TRANSICION A TRATAMIENTOS CRONICOS

HIPER-AGUDO INICIACION DE LA TMD OPTIMIZACION DE LA TMD

ALTA FASE TEMPRANA FASE TARDIA
ING R | O HOSPITALARIA TRAS EL ALTA TRAS EL ALTA

e XUNTA DE GALICIA SERVIZO
W, 4| CONSELLERIA DE SANIDADE GALEGO
-1~ de SAUDE

arGLP-1: agonista del receptor de glucagon tipo 1; TMD: terapia médica dirigida mediante las guias.
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® Diabetes en Cardiologia

® Farmacos para control glucometabadlico para
cardidlogos

® Ar-GLP1 en Cardiopatia Isqguémica — semaglutida
oral

® Ar-GLP1 en la estrategia de optimizacidn terapéutica

8 XUNTA DE GALICIA N SERVIZO
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