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- Comprendre les complicacions
macrovasculars en DM2

- Integrar les evidencies de
guies | grans assaigs

- Aplicar mesures de prevencio
en atencio primaria



Complicacions Evidencies sobre

Impacte global

macrovasculars de la DM?2 com evitar la MCV

° i in i S e UKPDS: Reduccio del 40% del
Ca rdlopatla ISquemica  Prevalenga >13% global AVC amb control tensional
estricte (<144/82 mm Hg)

e |ctus isquemic

* Fins al 80% de morts son Steno-2: reduccié del 50% en
CV esdeveniments CV totals amb

e Arteriopatia periferica un control de la TA (<130/80)

e Diagnostic tarda, sovint
° Insuficiéncia ca rd iaca amb malaltia CV establerta e Steno-2: reduccié del 53% en
esdeveniments CV totals amb

un control de la HbA1C (<6,5%)

UKPDS 38. UK Prospective Diabetes Study Group. BMJ. 12 de septiembre de 1998;317(7160):703-13
Geede P, Vedel P, Parving HH, Pedersen O. the Steno type 2 randomised study. Lancet 2003: 348: 383-93



Cardiopatia
isquemica en DM2

e Risc de IAM x2-3
e |[squemia silent frequent
e ECG basal + clinica atipica

. ., e PA <130/80 mmHg
e Control PA, LDL i cessacio tabac

e LDL <55 mg/dL en

. risc molt alt
Recomanacions

actuals ADA i ESC 2025

e Aspirina en

prevencio secundaria



e Risc d’ictus
isquemic duplicat

ICtus | * Pitjor recuperacio
diabetis EiGEEE

e control estricte de PA i

e Control de PA i HbA1C

lipids critic

Recomanacions BEihEEL7CINEe

molt alt. Estatines d’alta

actuals ADA i ESC 2025 [

e Aspirina o clopidogrel




Arteriopatia
periferica
(MAP)

e Claudicacio, ulceres,
risc damputacio

e |TB <0.9 diagnostic

e Cuidar peus i revisar
polsos

e Revisio de peus
sistematica

e Exploracio
vasculari ITB

e Derivar si Ulceres
0 isquemia critica

Recomanacions actuals

e Aspirina o
clopidogrel

e Programes de
marxa supervisada

e Derivar si
isquemia critica

www.camfic.cat



e Risc en x 2-4 en
pacients amb DM2

e EMPEROD, DAPA-HF

[ VTl EN o HFQEF | HFFEF

cardiaca (IC) BifbEENE
J=JecIGolloI4 N |C: Tractament
BNP si sospita iSGLT? P

¢ Indicats en HFrEF i

HFpEF amb/sense DM



EMPEROR-PRESERVED

Preserved Ejection Fraction
21. NEJM

Empagliflozin in Heart Failure wit

QUESTION PRIMARY OUTCOME

In patients with heart failure
and a preserved ejection
fraction, does Empagliflozin

5988 PATIENTS

P

improve outcomes? @ EMPAGLIFLOZIN 10MG
' (SCLT-2 INHIBITOR)
INCLUDED
« 18and older Vs
*« NYHAII-IV
« LVEF>40% ® PLACEBO 0
« ntProBNP>300; or>900 if AFib P

« Evidence of LAEor LVH
« Stable diuretic use
« BMI <45 kg/mz

CONCLUSIO

Empagliflozin reduced the combined risk of cardiovascular death or heart failure hospitalization in patients with heart failure

with preserved ejection fraction, regardless of the presence or absence of diabetes.

EMPEROR-Reduced

Does empagliflozin improve outcomes in patients with heart failure?

Primary composite outcome

B oL B

520 centers
20 countries

Double-blind

trial

Class Il - IV Placebo Reference Reference -2.28
n= 1867

:e:;;tsgallure \l‘ muU/min/1.73m?

Emphgitodn HR 0.75 HR 0.70 -0.55
bty £ (0.65 - 0.86) (058-085) | mummiee

Ejection fraction
<40%

Uncomplicated genital tract
infection was reported
more frequently with
empagliflozin

Empagliflozin-treated
patients had a lower risk
of serious renal outcomes

Median follow up
16 months

Packer M, Anker SD, Butler | et al: EMPEROR-Reduced Trial Investigators. Cardiovascular and
Renal Outcomes with Empagliflozin in Heart Failure. N Engl | Med. 2020 Aug 29. do
10.1056/NEJM0a2022190. Epub ahead of print

Visual abstract by Michelle Lim MBChB, MRCP

Conclusion among patients receiving recommended therapy for heart failure, those
in the empaglifiozin group had a lower risk of cardiovascular death or hospitalization for
heart failure than those in the placebo group, regardless of the presence or absence of
diabetes

 J
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DAP-Heart Failure

Primary composite outcome

CV Death/HF hospitalization/Urgent HF visit
HR 0.74 (0.65, 0.85)
p=0.00001

Estudio DAPA-HF

DAPA -HF

onapagliﬂocma vs placebo en paciente con ICFFEVI y TMO

® E@ TAS 295
€GFR 230 ml/min/1.73 m2

® m proBNP 2600 pa/! (if hospitalized for HF within last 12m
2400 pg/mL; if atrial fibnilation/ flutter 2900 pg/mL)

4744 pacientes

. @ NYHA IV

Muerte CV u HHF.

* Primary endpoint:
Worsening HF event or cardiovascular death (worsening HF event = unplanned HF

hospitalization or an urgent heart failure visit requiring intravenous therapy)

Estudio DAPA-HF '

No diabetes/diabetes subgroup:
Primary endpoint

Dapaglifiozin  Placebo HR
(n=2373)  (n=2371) (95% C1)

All patients 386/2373 502/2371 —- 0.74 (0.65, 0.85)
Type 2 diabetes at baseline*

Yes 215/1075 271/1064 — 0.75 (0.63, 0.90)

No 171/1298 231/1307 —_— 0.73 (0.60, 0.88)

0.5 08 1.0 1.25
ho Rvod

™ QX)-' Dapaglifiozin Better  Placebo Better

“Defined as history of type 2 diabetes or HbAlc 26.5% at both enroliment and randomization visits.
Mckorrsy presnstion £5L 708

£ %

12

NNT=21

Estudio DAPA-HF |

Primary composite outcome

Worsening HF event
HR 0.70 (0.59, 0.83); p=0.00003

&

Cumustve Porcertage (%)

Placebo

= Dapaglifiozin

Cumiatw Percartage (%)

Cardiovascular death
HR 0.82 (0.69, 0.98); p=0.029

Placebo

T Dapaglifiozin

-~

Pe——r—
Ovougitusm 2373
e




e SGLT2: empagliflozina,
canaglifozina, dapagliflozina

Antidiabetics
amb benefici CV e arGLP-1: semaglutida,

liraglutida

e [ndicats segons perfil

clinic




EMPA-REG! CANVAS? DECLARE?

Empaglifozina | Canaglifozina Dapaglifozina

0,93

SptMACE 0,84-1,03
0,87 0,98

Muerte CV 0.72-1.06 0.82-1,17
0.87 0,85 0,89

IAM no fatal 0.70-1,09 0.69-1,05 0.77-1,01
e o fatal 1,24 0,90 1,01

Us norata
0.92-1.67 0.71-1.15 0.84-1,21

Hospitalizacion por IC

0,87 0,93

Muerte por cualquier causa 0.74-1.01 0,82-1,04

Muerte CV u
hospitalizacion por IC

Obijetivo renal

1. N Engl | Med 2015; 373:2117-2128. 2. N Engl | Med 2017; 377:644-657. 3. N Engl | Med 2018; 10 october. 4. N Engl | Med
2020; 383(15):1425-1435. MACE: muerte CV, [AM no faral 0 AVC no faral.

Fuente: Elaboracién de Joan Barror.



Efectes sobre la MCV del Analegs del GLP1

ELIXA LEADER : SUSTAIN-6 . EXSCEL HARMONY : REWIND  PIONEER-6 overall
Lixisenatide Liraglutide Semaglutide Exenatide Albiglutide Dulaglutide @ Semaglutide o
1.02 0.91 0.79
S-MACE 0.89-1.17 0.83-1.00 0.57-1.11
0.98 0.98 0.88 0.93 0.91
5.0 L 0.78-1.22 065148 = 076102 073119 . 0.78-1.06
fatal or no 1.03 0.86 0.81 0.97 . 1.18 0.91
fatal M 0.87-1.22 0.73-1.00 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
fatal Stroke 0.79-1.58 0.71-1.06 0.41-1.03 0.70-1.03
All cause 0.94 1.05 0.95 0.90
mortality 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
' Heart failure 0.75-1.23 0.73-1.05 0.77-1.61 0.78-1.13 0.77-1.12
composite 0.84 0.88
kidney 0.68-1.02 0.76-1.01
outcome
‘;’:ﬁ:::;g 1.16 0.89 1.28 0.88 0.87
fun ctl on 0.74-1.83 0.67-1.19 0.64-2.58 074105 | 0.73-1.03
incidence
macro
albuminuria

Elaboracio: Joan Barrot

|I ORIGINAL ARTICLE

Effects of Semaglutide on Chronic Kidney
Discase in Patients with Type 2 Diabetes

3533 pacientes con DM2 y:
TFGe = 50-< 75
mL/min/1.73 m2 y CAC
>300-<5.000 mg/g

* TFGe = 25-< 50
mL/min/1.73 m2 y CAC
>100-<5.000 mg/g

Semaglutide 1mg s.c. vs placebo

E First Major Cardiovascular Event
100 20

Hazard ratio, 0.82 (95% CI, 0.68-0.98)
P=0.029

18—

Semaglutide

=TT
40 0O 6 12 18 24 30 36 42 48
30
20

T T T - T T T T
o 6 12 18 24 30 36 42 48
Months since Randomization

Placebo 1766 1721 1663 1583 1535 1478 1133 731 418
Semaglutide 1767 1725 1672 1622 1575 1515 1176 793 430

A First Major Kidney Disease Event

100 57 Hazard ratio, 0.76 (95% Cl, 0.66-0.88)
20 ;‘s’ £=0.0003
o 20 l 24%
£ 15
! 60 10
5
S S0
40
30
20

0O 6 12 18 24 30 36 42 48
Months since Randomization
No. at Risk

Placebo 1766 1736 1682 1605 1516 1408 1048 660
Semaglutide 1767 1738 1693 1640 1572 1489 1131 742 392

Perkovic V, et FLOW Trial. Effects of Semaglutide on
Chronic Kidney Disease in Patients with Type 2 Diabetes. N
Engl J Med. 2024 May 24. doi: 10.1056/NEJMoa2403347.




Cardiovascular disease Type 2 diabetes mellitus

Patient
presentation

l VD and I

type 2 diabetes mellitus

1 1

Evaluation Confirmed

| J Type 2 diabetes mellitus Type 2 diabetes mellitus Type 2 diabetes mellitus
Diagnosis and ASCVD and HF and CKD

g - Ng | 1

hospitalization in all patients
with T2DM and HF
(HFpEFE. HFmrEF, HFrEF)

and kidney failure risk

S

T reatment

All therapies are recommended independent of glucose control and ,
in addition to standard of care

= @& Esc—

Marx N, et al.; ESC Scientific Document Group. 2023 ESC Guidelines for the management of cardiovascular disease in patients with diabetes. Eur Heart J. 2023 Oct 14;44(39):4043-4140.



e [ECA/ARA-II de

primera linia

il e CREBM ¢« Combinacid amb

hipertensié tiazidics o BCC

e PA <130/80 mmHg



e Estatines alta intensitat

Tra(fta.m‘en’F de e LDL <70 mg/dL (primaria),
la dislipemia <55 mg/dL (secundaria)

e Ezetimiba o PCSK9 si cal



e Sempre en prevencio

secundaria

Acid Acetilsalicilic
(AAS) Prevencio primaria.

Només en risc CV molt alt i
baix risc hemorragic




Cribratge de complicacions Educacié terapéutica

e Revisio d’habits saludables
(tabac, exercici fisic)

e ECG anual

e Revisio de peu i ITB e Dieta mediterrania, pes

e Buscar la clinica activa e Adheréncia als farmacs
d’angina, AlT, i ICE




Punts clau:
Insuficiencia

Cardiopatia Ictus Cardiaca (1C)

isquemica

e Control de PA i LDL * BNP i eco si sospita

e ECG i sospita

clinica activa
e Prevencio e Tractament amb

secundaria estricta |ECA, BB, MRA, iSGLT2

e Tractament
preventiu:
estatines, |IECA,
GLP-1/iSGLT2

e Controlar pes,

e Evitar hipoglucemies
edemes, PA

en post-ictus




Funcio renal i risc CV

Importancia prondstica de la progresion de la albuminuria en DM:
excelente marcador de riesgo cardiovascular, mortalidad y progresion renal

Eventos cardiovasculares Muerte cardiovascular Eventos renales
4 9
20
34
o 2 o
g e e
-~ 2 o v v
E - -
5 s s 10 4
= T
14
T "
0 4 0
eGFR <80 eGFR <80 Mago- eGFR <80
albuminuna o eGFRE60-89 albuminuna | eGFR 8089 albuminuria (o eGFR 60-89
albuminuria poems.  eGFR 200 Suminung peemp. | eGFR 290 ADUMINUNE Normo-  oGFR 200
CAC basal *ummnz FGe CAC basal “vmnrs FGe CAC basal #wmmrna FGe

Extraido de Ninomiya et al. J Am Soc Nephrol 2009; 20: 1813
Del subestudio: ADVANCE Study: preterAx and diamicroN-MR Controlled Evaluation N= 10,640 pacientes con DM 2.

Seguimiento de 4.3 afios
CAC: cociente albumina/creatitina en orina; FGe: tasa de fltrado glomerular estimado.

www.camfic.cat




e DM2 =
MEIENE
CV per
defecte

e Coordinacio i

e Control multifactorial i

Conclusions finals s tractament acti

e |niciar
farmacs
amb
benefici
cv




Moltes gracies

(4 :
ot %o (AMFiC
societat catalana de medicina
liar i comunitaria

famil
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