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Mujer, Caucasica

30 anos 34 anos 39 anos

Rash malar, artritis, NL IV Artritis

ANA 1/640, dsDNA, hipoC NL clase IV Lupus low disease activity (LLDA)

AAF (—vos) PDN 2.5 mg/d, HCQ 300 mg/d, MMF 500 mg/12h
HCQ + GC + CFM (ENT) GC + MMF
seguido de MMF
Respuesta renal completa Respuesta renal completa
a los 6 meses 8 meses mas tarde

Fumadora activa (15 cig/d), HTA (enalapril 10mg/d), y dislipemia (atorvastatina 20 mg/dia)

Colesterol plasmatico > 50% determinaciones > 230 mg/dL (LDL > 120 mg/dL)



40 anos

Dolor toracico y disnea

ECG: SCAEST

Angiografia coronaria:
Placa aterosclerdtica en la
arteria coronaria
descendente anterior

Intervencidn percutanea
con colocacidon de stent

TA: 170/110

Colesterol TOTAL 264 mg/dL

LDL 185 mg/dL
HDL 50 mg/dL

Sin complicaciones agudas
PDN 2.5 mg/d, HCQ 300 mg/d, MMF 500 mg/12h
AAS 100 mg/d, clopidogrel 75 mg/d

BB, enalapril 20 mg/12h, atorvastatin 40 mg/d
NO fumar
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iiPensad en el riesgo cardiovascular!!

Autoimmune diseases and cardiovascular risk: a population-
based study on 19 autoimmune diseases and
12 cardiovascular diseases in 22 million individuals in the UK

Nathalie Conrad, Geert Verbeke, Geert Molenberghs, Laura Goetschalckx, Thomas Callender, Geraldine Cambridge, Justin C Mason, Kazem Rahimi,
JohnJV McMurray, Jan'Y Verbakel

Lancet 2022;400(10354):733-743



Cohort Events ﬁ-lazard ratio (95% ®

Autoimmune Matched Autoimmune Matched
disease controls disease controls
Any autoimmune disease 446 449 2102830 68413 231410 [ 1.56 (1-52-1-59)

Number of autoimmune diseases

1 404547 1902682 55301 198769 [ ] 141 (1-37-1-45)
2 37226 177676 11005 28570 HiH 2:63 (2:49-2.78)
23 4676 22472 2107 4071 —a» | 379(3:36-4-27)
Connective tissue diseases 160217 761918 36846 118391 [ ] 1-68 (1-63-1-74)
Ankylosing spondylitis 9864 46121 1423 3822 —a— 197 (1-65-2-35)
Polymyalgia rheumatica 48102 231802 15390 55870 [ ] 1-47 (1-40-1-54)
Rheumatoid arthritis 66796 318456 15520 46594 HH 1-83(1-74-1-92)
Cj}&grnn’c ey~ (\(\a A_/'an ')2'77 G12(‘\ %

Systemic lupus erythematosus 10483 49402 2204 4227 —a—

1ystem|c sclerosis 2_159 10§10 ﬁ 13-20

Vasculitis 37940 178494 7839 22658 HH
446 449 22 009 375

1.87 (1-73-2-:01)

I | T T |
05 1 2 3 4

Hazard ratio (95% Cl)

Modified from: Lancet 2022;400(10354):733-743



EULAR recommendations for cardiovascular risk
management in rheumatic and musculoskeletal
diseases, including systemic lupus erythematosus and
antiphospholipid syndrome
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1.

¢En qué pacientes con lupus se debe valorar el riesgo cardiovascular?

En los pacientes con LES y riesgo cardiovascular elevado (con diabetes y/o HTA y/o
dislipidemia grave)

En pacientes con LES y anticuerpos antifosfolipidicos
En todos los pacientes con LES
En los pacientes con LES y elevada actividad (SLEDAI > 8)

En los pacientes con LES y un evento vascular previo



EULAR recommendations for cardiovascular risk
management in rheumatic and musculoskeletal
diseases, including systemic lupus erythematosus and
antiphospholipid syndrome

Table 1 EULAR overarching principles and recommendations for the management of CVR in gout, vasculitis, SSc, myositis, MCTD, SS, SLE, and APS

Overarching principles LoA* (SD)

A. Clinicians should be aware of increased CVR in patients with RMDs including gout, vasculitis, SS¢, myositis, MCTD, SS, SLE and APS. For all RMDs, 9.92 (0.39)
reduction of disease activity is likely to lessen CVR.

B. Rheumatologists are responsible for CVR assessment and management in collaboration with primary care providers, internists or cardiologists and other ~ 9.55 (1.12)
healthcare providers.

C. CVR factor screening should be performed regularly in all individuals with RMDs. Risk management should include screening for and strict control of 9.55 (0.84)
CVR factors (smoking cessation, management of blood pressure, lipids and diabetes). CVR assessment is recommended within 6 months of diagnosis and
repeated based on individual patient characteristics and risk levels.

D. Patient education and counselling on CVR, treatment adherence and lifestyle modifications, such as healthy diet and regular physical activity, are 9.88 (0.42)
important in the management of CVR in these patients.

Modified of Ann Rheum Dis 2022;81(6):768-79



. ¢Como valoras el riesgo cardiovascular en |@s pacientes con LES?

Controlando los factores de riesgo cardiovascular tradicionales y los factores
relacionados con la propia enfermedad

Usando alguno de los “scores” de riesgo cardiovascular (SCORE2, m-
Framingham, ACC/AHA, QRISK3, SLECRE,...)

Usando técnicas de imagen (p.e. ecografia de arterias cardtidas y/o femorales)
Usando una combinacion de todos ellos

El médico de atencion primaria es el responsable de la valoracion del riesgo
cardiovascular de mis pacientes con LES

Por favor, piensa en tu practica clinica diaria



EULAR recommendations for cardiovascular risk
management in rheumatic and musculoskeletal
diseases, including systemic lupus erythematosus and

antiphospholipid syndrome

Recommendations for SLE and the APS
1. In patients with SLE and/or APS, a thorough assessment of traditional CVR factors and disease-related risk factors is recommended to guide risk factor 9.88 (0.32)
modification. (LoE: 2b, GoR: D)

Modificado de: Ann Rheum Dis 2022;81(6):768-79



Factores de riesgo en la aterosclerosis acelerada del LES

Neutrophil

NETosis
Apoptotic endothelial cells

Thrombus

~ « SLEDAI-2K Erdatiaiv Monocyte Ox-LDL

* LLDA Macrophage
\ " SLE damage index

Foam cell

T-cell Necrotic core

Apoptotic macrophage

Rheumatology 2023. https://doi.org/10.1093/rheumatology/kead329



Herramientas de prediccion cardiovascular

Herramientas

Variables

SCORE2!
mSCORE?2 2

Edad, sexo, TAS, cholesterol no-HDL, habito tabaquico, pais
Multiplicar por 1,5 en pacientes con artritis reumatoide

Adaptadas al LES

mFRS 3

QRISK3 4

SLECRE >

Edad, sexo, tratamient para la HTA, diabetes, habito tabaquico, colesterol total y

HDL, TAS
Multiplcar por 2 en pacientes con LES

Edad, sexo, etnia, habito tabaquico, diabetes, historia familiar de ECV, enfermedad
cronica renal, fibrilacidon auricular, tratamiento de la HTA, AR, LES, colesterol HDL y
total, TAS, peso y altura, migrana, enfermedad mental grave, uso de antipsicdticos,
uso de corticoides, diagndstico o tratamiento de disfuncién eréctil y la DE de la TA

Edad, sexo, TAS, colesterol, habito tabaquico, diabetes, SLEDAI medio de 2 o mas,
historia de anticoagulante lUpico o nivel bajo de C3

1. SCORE2 working group. Eur Heart J. 2021 Jul 1;42(25):2439-2454; 2. Ogdie A, et al. Ann Rheum Dis 2015;74:326-332.
3. Hippisley-Cox J, et al. BMJ. 2008 Jun 28;336(7659):1475-82; 4. Hippisley-Cox J, et al. BMJ. 2017 May 23;357:j2099;

5. Petri MA, et al. Lupus Sci Med. 2019 Oct 10;6(1):e000346.



Categorias de riesgo cardiovascular basadas en el SCORE2 en individuos
aparentemente sanos de acuerdo a la edad (% de riesgo ECV a los 10 anos)

<50years 50-69 >70years”
years
Low-to-moderate CVD <2.5% <5% <7.5%

risk: risk factor treatment gen-

erally not recommended

High CVD risk: risk factor 2.5to0<75% 5to<10% 7.5to<15%
treatment should be

considered

Very high CVD risk: risk fac- >7.5% >10% >15%

tor treatment generally

O©ESC 2021

recommended?®

Eur Heart J 2021,;42:2439-54



3. éCual es, en vuestra opinion, el mejor indice “adaptado al LES” para
predecir el riesgo cardiovascular en pacientes con LES?

a. No existe suficiente evidencia para recomendar un indice de riesgo cardiovascular
“adaptado al LES”

b. Framingham Risk Score modificado (mFRS)

c. QRESEARCH risk estimator, version 3 (QRISK®3)

d. Systematic Coronary Risk Estimation 2 modificado (mSCORE?2)
e. SLE Cardiovascular Risk Equation (SLECRE)



EULAR recommendations for cardiovascular risk
management in rheumatic and musculoskeletal
diseases, including systemic lupus erythematosus and
antiphospholipid syndrome

Recommendations for SLE and the APS

1. In patients with SLE and/or APS, a thorough assessment of traditional CVR factors and disease-related risk factors is recommengled to quide risk factor 9.88 (0.32)
modification. (LoE: 2b, GoR{ was already moderate/high from traditional risk factors.”™ This

prediction equation requires more testing and independent vali-
dation. Given the limitations of the current evidence, the task
force did not endorse use of any particular CVR assessment tool,
but instead recommended a thorough assessment of traditional
and disease-related risk factors to guide cardiovascular preven-
tion interventions.

Modificado de: Ann Rheum Dis 2022;81(6):768-79



Reclasificacion del riesgo de pacientes por la ecografia vascular

71.4% 71.8% 78.5% 83.9% 90% 76% 79.5% 78.5%
% of pacientes con LES sin
placas en la ecografia
% de pacientes con LES
con placas en la ecografia
28.6% 28.2% 21.5% 16.1% 10% 24% 20.5% 21.5%
SCORE  |mSCORE FRS mFRS QRISK3 | ASCVD  Globorisk PROCAM

Modificado de: Eur J Prev Cardiol 2021;28:346-52



4. En términos de prevencion cardiovascular, écuales son los objetivos
de tratamiento en pacientes con LES?

a. Unas cifras de presién arterial <130/80 mmHg

b. Para la hiperlipidemia, las recomendaciones son tratar a |@s pacientes con LES
como de muy alto riesgo

c. No existen recomendaciones acerca del estado de actividad de la enfermedad

d. Siempre que sea posible y dado su efecto sobre el riesgo cardiovascular se debe
emplear micofenolato como inmunosupresor

e. En mi practica diaria sigo las directrices del colega de atencién primaria



EULAR recommendations for cardiovascular risk
management in rheumatic and musculoskeletal
diseases, including systemic lupus erythematosus and
antiphospholipid syndrome

Recommendations for SLE and the APS

1. In patients with SLE and/or APS, a thorough assessment of traditional CVR factors and disease-related risk factors is recommended to guide risk factor 9.88 (0.32)
modification. (LoE: 2b, GoR: D)

2A. In patients with SLE, lower levels of blood pressures are associated with lower rates of cardiovascular events and a'blood pressure target of <130/80 9.70 (0.54)
mm Hg should be considered. (LoE: 2b, GoR: C)

3. In patients with SLE and/or APS, lipid treatment should follow recommendations used in the general population. (LoE: 5, GoR: D) 9.70 (0.54)
5. In patients with SLE, low disease activity should be maintained to also reduce CVR. (LoE: 2b, GoR: B) 9.59 (1.11)
6. In patients with SLE, treatment with thelowest possible corticosteroid dose is recommended to minimise any potential cardiovascular harm. (LoE: 2b, 9.59 (0.79)
GoR: Q)

7. In patients with SLE, no specific immunosuppressive medication can be recommended for the purpose of lowering the risk of cardiovascular events. (LoE:  9.44 (0.89)
2b, GoR: Q)

8. In patients with SLE, treatment with hydroxychloroquine (which is recommended for all patients unless contraindicated) should be considered to also 9.66 (0.73)
reduce the risk of cardiovascular events. (LoE: 2b, GoR: B)

Modificado de: Ann Rheum Dis 2022;81(6):768-79



5. éEn qué escenario clinico usarias aspirina?

a. Enun/a paciente con LES y anticoagulante lUpico persistente
b. En un/a paciente con LES con un accidente cerebrovascular previo
Ay B son correctas
d. En un/a paciente con LES sin anticuerpos antifosfolipidicos ni ECV pero con un

elevado riesgo cardiovascular (medido con SCORE?2)

e. A, B,y D son correctas



Recomendaciones del tratamiento antitrombodtico

Recommendations Class® Level®

Aspirin 75-100 mg daily is recommended for

secondary prevention of CVD.*"”

Antiplatelet therapy is not recommended in indi-
viduals with low/moderate CV risk due to the

624,626 —630

increased risk of major bleeding.

In apparently healthy persons <70 years of age with (very) high
CVD risk, further studies are needed. Until then, decisions in these
high-risk persons should be made on a case-by-case basis, taking both
ischaemic risk and bleeding risk into consideration.

@ESC

e ooy Y Modificado of: Eur Heart J 2021:42:3227-337



Dosis bajas de aspirina pacientes con LES

Arch Intern Med 2000;160:2042-8 Arthritis Res Ther 2012;14:R46
Arthritis Rheum 2009;61:29-36 Lupus 2009;18:958-65
Rheumatology 2016,55:1623-30 Rheumatology 2009;48: 817-22

J Rheumatol 2017;44:1032-8 (*) Medicine (Baltimore) 2015;94:1183

Lupus 2017;26:1463-72 (*)
(*) afadida a la HCQ

Revisado en: Rheumatology 2020;59:3593-602



EULAR recommendations for cardiovascular risk

management in rheumatic and musculoskeletal N .

diseases, including systemic lupus erythematosus and Modificado de: Drosos GC, et al. Ann Rheum Dis. 2022 Jun;81(6):768-779.
antiphospholipid syndrome

4A. Patients with SLE may be candidates for preventative strategies as in the general population, including low-dose aspirin, based on their individual CVR ~ 9.29(1.37)
profile. (LoE: 2b, GoR: D)

4B. In asymptomatic aPL carriers (not fulfilling any vascular or obstetric APS classification criteria) with a high-risk aPL profile with or without traditional 9.4 (0.97)
risk factors, prophylactic treatment with low-dlose aspirin (75-100 mg daily) is recommended. (LoE: 2a, GoR: B) In patients with SLE and no history of

thrombosis or pregnancy complications; (1) with high-risk aPL profile, prophylactic treatment with low-dose aspirin is recommended (LoE: 2a, GoR: B); (2)
with low-risk aPL profile, prophylactic treatment with low-close aspirin may be considered. (LoE: 2b, GoR: C)

2019 update of the EULAR recommendations for the
management of systemic lupus erythematosus

Modificado de: Fanouriakis A, et al. Ann Rheum Dis. 2019 Jun;78(6):736-745.
4.3 Cardiovascular disease

4.3.1 Patients with SLE should undergo reqular assessment for traditional (1b/B-C) and disease-related risk factors for cardiovascular disease, including 9.85(0.65)

persistently active disease (1h/B), increased disease duration (1b/A), medium/high titres of aPL (1b/A), renal involvement (1h/B) (especially, persistent
proteinuria and/or GFR <60 mL/min) and chronic use of GC (1b/B).

4.3.2 Based on their individual cardiovascular risk profile, patients with SLE may be candidates for preventative strategies as in the general population, including 985 (0.48)
low-dose aspirin (2b/D) and/or lipid-lowering agents (2b/D).



*mSCORE2 3.7% (x1,5) = 5.5% Ecografia cardtida: placa
*QRISK-3 =4,9% l

Mujer, Caucasica

30 anos 34 anos 39 anos
Rash malar, artritis, NL IV Artritis
ANA 1/640, dsDNA, hipoC NL clase IV Lupus low disease activity (LLDA)

AAF (—vos) PDN 2.5 mg/d, HCQ 300 mg/d, MMF 500 mg/12h
HCQ + GC + CFM (ENT) GC + MMF DBA?
seguido de MMF
Respuesta renal completa Respuesta renal completa
a los 6 meses 8 meses mas tarde
DBA?

Fumadora activa (15 cig/d), HTA (enalapril 10mg/d), y dislipemia (atorvastatina 20 mg/dia)

Colesterol plasmatico > 50% determinaciones > 230 mg/dL (LDL > 120 mg/dL)

*Disponibles en: https://u-prevent.com/calculators; https://qgrisk.org/index.php



https://u-prevent.com/calculators
https://qrisk.org/index.php

La paciente admitié una nula adherencia al enalapril y

atorvastatina, continuaba fumando y no realizaba ninguna

*mSCORE2 6.4% (x1.5) = 9,6% actividad fisica........

*QRISK-3 =15,6%
|

40 anos TA: 170/110

Colesterol TOTAL 264 mg/dL
LDL 185 mg/dL

HDL 50 mg/dL

Dolor toracico y disnea

ECG: SCAEST
Sin complicaciones agudas
Angiografia coronaria: PDN 2.5 mg/d, HCQ 300 mg/d, MMF 500 mg/12h
Placa aterosclerdtica en la AAS 100 mg/d, clopidogrel 75 mg/d
arteria coronaria BB, enalapril 20 mg/12h, atorvastatin 40 mg/d
descendente anterior NO fumar

Intervencidn percutanea
con colocacidon de stent



Manejo de la afectacion cardiovascular en el LES

iiPensar en el riesgo cardiovascular!!

Educacion del paciente
iiiAdherencia!!!

Cribar y tratar de forma estricta los factores de riesgo CV | Equipos multidisciplinarios

(en tod@s |@s pacientes con LES)

Calcular el riesgo cardiovascular

Medidas preventivas de acuerdo al RCV

Promover un
estilo de vida
cardiosaludable

Dieta sana, no fumar,
Actividad fisica regular

c-LDL Estatinas

Dieta sana, Actividad fisica regular

Metformina, ArGLP1
(obesidad), ISGLT2, IDPP-IV

HbA,, <7%

Factores relacionados con el LES

Estrategia T2T Baja actividad

Dosis mas baja
posible de CS

Prednisona <5 mg/d

HCQ <5 mg/kg/d (en tod@s)

Cribado periddico, biopsia y
tratamiento segun recomendaciones

_ L Anti-dsDNA,
Cribado periddico C3,C4s

AAS en AAF de alto riesgo




Manejo de la afectacion cardiovascular en el LES

iiPensar en el riesgo cardiovascular!!

Educacion del paciente
iiiAdherencia!!!

Cribar y tratar de forma estricta los factores de riesgo CV | Equipos multidisciplinarios

(en tod@s |@s pacientes con LES)

Calcular el riesgo cardiovascular

Medidas preventivas de acuerdo al RCV

Promover un
estilo de vida
cardiosaludable

Dieta sana, no fumar,
Actividad fisica regular

c-LDL Estatinas

Dieta sana, Actividad fisica regular

Metformina, ArGLP1
(obesidad), ISGLT2, IDPP-IV

i iBDA?? > RCV elevado

HbA,, <7%

¢Qué indice? ¢A quién hacemos ecografia? ¢ Qué técnica de imagen es mejor?
¢Cuando repetimos la evaluacion cardiovascular?

Factores relacionados con el LES

Estrategia T2T Baja actividad

Dosis mas baja
posible de CS

Prednisona <5 mg/d

HCQ <5 mg/kg/d (en tod@s)

Cribado periddico, biopsia y
tratamiento segun recomendaciones

_ L Anti-dsDNA,
Cribado periddico C3,C4s

AAS en AAF de alto riesgo
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