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Enfermedades cronicas: infradiagnostico y
consecuencias

CHOLESTEROL2 VENOUS DISEASE?

. . 48.5% of Spanish population
48% of Spanish population 50.5% of Spanish population

68% are diagnosed
53.6% are diagnosed

57% are treated
44.1% are treated

33% are conftrolled
55.7% are controlled

46.000 deaths

GLOBAL ATTENTION FOR CHRONIC PATIENTS
Chronic or long-term diseases*

The chronic health problems suffered by people over 15 years of age are different in men than in women, according to the European Health Survey in Spain 2020. The most common for
women are osteoarthritis (excluding arthritis), high blood pressure and chronic lumbar back pain . And for men, high blood pressure, high cholesterol and chronic low back pain.
49.3% of men and 59.1% of women aged 15 and over have a perceived disease or chronic health problem.

Banegas JR, et al. Cifras e impacto de la hipertension arterial en Espaia. Rev Esp Cardiol. 2024;xX (X) :XXX-XXX

Guallar-Castillén P, et al. Magnitud y manejo de la hipercolesterolemia en la poblacién adulta de Espaia, 2008-2010, el estudio ENRICA. REC. 2012:65(6):551-558

Escudero Rodriguez JR et al. Cir Esp. 2013. http://dx.doi.org/10.1016/ j.ciresp.2013.09.0

Available on infernet: https://www.ine.es/ss/Satellite2L=es ES&c=INESeccion C&cid=1259926692949&p=%2F&pagename=ProductosYServicios%2FPYSLayout&param 1=PYSDetalle&param3=1259924822888. Last access june 2024
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DEFINICION EVC (VEIN-TERM J Vasc Surg 2009)

» CUALQUIER ALTERACION MORFOLOGICA Y/O FUNCIONAL DE
LARGA EVOLUCION DEL SISTEMA VENOSO (ESPECIALMENTE DE
MMII), MANIFESTADA MEDIANTE SIGNOS Y/O SINTOMAS QUE
REQUIERAN DE INVESTIGACION Y/0 ATENCION MEDICA.

Dr A. Arroyo Bielsa.
dr.arroyo@clinicamedivas.net
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1Gesto-Castromil R y col, Angiologia 2001

Dr A. Arrovo Bielsa. 2Alvarez-Fernandez LJ y col, Angiologia 2008
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Clasificacion Clinica Etioldgica Anatdmica Physiopatoldgica

Clinica (A) Etiologia (£)

Anatomia (A)

Fisiopatologia (P)

C0: ausencia de signos  Ec: congenita
(1: telangiectasia/ Ep: primaria

varices reticulares
C2: varices tronculares  Es: secundaria (etiologia
conocida)
(3: edemas

(4: cambios cutaneos?
(5: lcera curada
C6: ulcera abierta

As: venas del sistema superficial
Ad: venas del sistema profundo

Ap: venas del sistema perforante

Pr: reflujo
Po: obstruccion

Pro: reflujo y obstruccion

Pn: sin causa identificable

@ A: asintomatica, S: sintomatica.
 Dermatitis (C4a), lipodermatoesclerosis (C4b).

Dr A. Arroyo Bielsa.

dr.arroyo@clinicamedivas.net
* Moneta GL. Regarding “The "C° of CEAP: sugpested definitions and refinements: an International

Uinion of Phiebology conference of experts”. | Vasc Surg. 2003;37(1):224-5.
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Clasificacion CEAP

co Mo hay signos visibles o palpables de enfermedad venosa.
Es la herramienta mas utilizada para describir la
EVC en miembros inferiores c1 Telangiectasias o venas reticularas
c2 Venas varicosas
Car Varices recurrentes
Cc3 Edema
kL y Cd Cambios en la piel y el tejido subcutdneo secundarios a la ECV
C5 C6 Cda Pigmentacidn o eczema
Cdb Lipodermatoesclerosis o atrofia blanca
Venous Clinical Severity Score (VCSS). N
Cdc Corona flebectasica
Gravedad, evolucion de la enfermedad y cs Ulcera curada
respuesta al tratamiento. ,
Co Ulcera venosa activa

Journal of Vascular Surgery: Venous and Lymphatic Disorders .2020

www.congreso2025.amareva.es
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REFLUJO VALVULAS DANADAS O DEBILITADAS

Activacion e
infiltracion
leucocitos

Mediadores

inflamatorios
W CAMBIOS PIEL

HTV CAPILAR —® INFLAMACION

PIGMENTACION

WWW. congresoZOZS amareva.es



Risk factors for chronic venous disease

Genetic factors

Fermale sex (progesterone)

Pregnancy

Age

Greater height
Prolonged standing
Obesity

;

J

AFisiopatoIogia de la EVC

N Engl ) Med 2006;355:488-98.
Copyright © 2006 Massachusetts Medical Society.

Valve distortion,
leakage

Y

Venous Trd
. —=| Venous dilation
hypertension
3

g termin
[ _ d

Chronic - Valve and vein-

reflux. — |™ wall changes

Capillary
hypertension

Altered shear
stress

——=| Capillary leakage

Y

Edema

Venous ulcer |-

Skin changes

Hipertension venosa

Inflamacion de la pared de la
venas y perivenosa.

Signos: Edema, cambios
troficos en la piel,
pigmentacion...ulceras.

Sintomas: Dolor, pesadez,
calambres, picor...

Bergan JJ, Schmid-Schonbein GW, Smith PD, Nicolaides AN, Boisseau MR, Eklof B. Chronic venous disease. N Engl J Med. 2006;355(5):488-98.



'La inflamacion es la base principal que
potencia la progresion de la enfermedad

; Predisposing factors
* Environmental
* Genetic
1
1
\'4
> Hemodynamic abnormalities | <
Increased venous hydrostatic pressure
f Low shear stress \
( ' EC activation/dysfunction
Valve dysfunction R ‘ t venous wall tension | GCX iﬁjuvry
Imbalance of vasoactive agents (NO, PGI2)
HIF $
EC ‘ T MMP | - ‘ Leukocyte infiltration |
~ - . d

a ~ ~ 1CAM-1

I ~ o ELAM-1

EDHF - veam-1

v lca2 1 - P-, L- and E-Selectin
PARS —— —
| Inflammation
f Pro-inflammatory mediators (eg. IL6, IL-1, TNF-q, IFN-y, IL-8, MCP-1, MIP-1)
t Pro-thrombotic agents (eg. vWF, PAI-1)
t NAPH oxidase activity and ROS
v
NO

Mansilha A, Sousa J. Pathophysiological Mechanisms of Chronic Venous Disease and Implications for Venoactive Drug Therapy. Int J Mol Sci. 2018 Jun 5;19(6):1669



RESPUESTA PROINFLAMATORIA:

* Aumento de las moléculas de adhesion (ICAM-1, E-selectina, P-

selectina)

* Aumento de quimiocinas y citocinas (IL-6)

Aumento de la presion hidrostatica

Reduccion del estrés de cizallamiento en las células

endoteliales (detectado por el glicocdlix)

Disfuncion de las células endoteliales

—

RESPUESTA PRO-TROMBOTICA:

Aumento del vVWF, factor VIII, inhibidor activador del

plasminégeno 1

ROS

Infiltracion de leucocitos
1_ Lanzamiento de TNF, TGF, IL-1, MMP,

Formacion de trombos de

fibrina
¥

Disminucién de elastina y laminina
Aumento del colageno

Aumento de la relacién colageno I/1ll
Proliferacién de SMC

Cambio de perfil contractil SMC a
sintético

Hy'poxia

¥

Neoangiogenesis

Kumar P. Chronic venous disease. Part 1: pathophysiology and clinical features. Clin Exp Dermatol 2022;47:1228-39
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PMCID: PMC5838574 >@25
de  published online 2018 Feb 27. doi: 10.1001/jama.2018.0246: 10.1001/jama.2018.0246 PMID: 29486040

Association of Varicose Veins With Incident Venous Thromboembolism and Peripheral Artery Disease

Shyue-Luen Chang, MD, 23 Yau-Li Huang, MD,'23 Mei-Ching Lee, MD,'23 Sindy Hu, MD, 234 Yen-Chang Hsiao, MD,? Su-Wei Chang, PhD,57 Chee Jen Chang
PhD,%9 and Pei-Chun Chen, PhD¥6:10 T

Objetivo: Estudiar si los pacientes con varices tienen un riesgo
aumentado de ETEV (TVP y/o TEP) o EAP.

» Cohorte retrospectiva, realizada en Taiwan (2001-2013)

» Datos administrativos del programa Taiwan’s National Health
I‘ '| Insurance (NIH) incluia el 96% de la poblacion en 1996, el
99% en 2015)

» 212.984 pacientes con varices, 212.984 individuos control
emparejados (propensity score matched)

* Incidencia de ETEV (TVP, TEP) y EAP calculada en ambos
grupos

* Modelos de regresion de Cox, uni y multivariante, ajustados
por edad, sexo, HTA, DM, DL, EPOC, neoplasia, ICC,
coronariopatia, ictus e IRC

www.congreso2025.amareva.es
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Hazard Ratios of the Incidence of Deep Venous Thrombosis, Pulmonary Embolism, and Peripheral Artery Disease Associated With Varicose Veins

Varicose Veins Group Control Group Absolute Risk Hazard
No.of  No.of  No.of Incidence/1000 No.of  No.of  No.of Incidence/1000 Difference/1000 Ratio
O Patients Cases  Person-  Person-Years (95% Patients Cases  Person-  Person-Years (95¢ rerson-Years (95% CD  (95% CI)
Years CI? Years CI®
DVT
Cox model using 212984 10360 1581466 6.55 (6.42-6.68) 212984 1980 1605243 1.23(1.18-1.29) 5.32(5.18-5.46) 5.30 (5.05-
propensity score— 5.56)
matched controls
Multivariable- 212984 10360 1581466 6.55 (6.42-6.68) 851936 6942 6440345 1.08 (1.05-1.10) 5.47 (5.34-5.60) 539 (5.22-
adjusted model® 5.56)
DVT (restricted to
length of follow-up
2ly)
Cox model using 208648 6060 1371818 4.42(4.31-4.53) 211403 1545 1393182 1.11(1.05-1.17) 3.31(3.19-3.43) 3.98 (3.77-
propensity score— 4.21)
matched controls
ivariable- 208648 6060 1371818 4.42(4.31-4.53) 847026 5488 5591184 0.98 (0.96-1.01) 3.44 (3.33-3.55) 3.99 (3.84-
usted model® 4.14)
PE
Cox model using 212984 793 1639174 0.48 (0.45-0.52) 212984 451 1613354 0.28 (0.25-0.31) 0.20 (0.16-0.24) 1.73 (1.54-
propensity score— 1.94)
matched controls
\ariable- 212984 793 1639174 0.48 (0.45-0.52) 851936 1521 6469344 0.24 (0.22-0.25) 0.24 (0.20-0.28) 1.75 (1.60-
ted model® 1.91)
PAD
Cox model using 212984 16615 1547861 10.73 (10.57-10.90) 212984 9709 1561421 6.22(6.09-6.34) 4.51(4.31-4.71) 1.72 (1.68-
propensity score— 1.77)
matched controls
Multivariable- 212984 16615 1547861 10.73 (10.57-10.90) 851936 32725 6296328 5.20(5.14-5.25) 5.53 (5.36-5.70) S e e
adjusted model® 1.79)

Abbreviations: DVT, deep venous thrombosis; PAD, peripheral artery disease; PE, pulmonary embolism.
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del Palacio de . Log-rank test P <.001

SE 010 . 0008
=0
25 2
2 £ 0.08 =2 Varicose veins group
8 £ &S 0.006
Dﬂ; 9 Varicose veins group SE ?
22 006 28
2 % g2 0.004
E 9 004 R e
£ =< //_
3 e e Control group
0.021 - 0.002 —
Control group
0+ T T T T
0 2 4 6 8 10 12 14 0
Years of Follow-up 0 2 4 6 8 10 12 14
No. at risk Years of Follow-up
Varicose veins group 212984 190590 159677 129728 99990 68792 35794 No. at risk
Control group 212984 193261 162318 131797 101601 69793 36454 Varicose veins group 212984 195394 165142 135168 104985 72790 38192
Control group 212984 193780 163045 132619 102413 70463 36850

La presencia de varices aumenta significativamente el riesgo de desarrollar ETEV, TVP >
TEP, con mayor riesgo en el primer afio de seguimiento, y riesgo decreciente con la edad.

[E Peripheral artery disease

0.144
Log-rank test P <.001

0.124
< o Varicose veins group
= £ 0.10
£
50
2 2 0.084
e
A

<<

£ % 006
g % Control group
E°'S 0.04
w o

0.024

0 T r
0 2 4 6 8 10 12 14
Years of Follow-up
No. at risk
Varicose veins group 212984 189030 156678 126026 96343 65688 33897
Control group 212984 190291 158230 127359 97340 66345 34407

La presencia de varices aumenta significativamente el riesgo de desarrollar EAP, con
mayor riesgo en hombres que en mujeres. Esta asociacion se mantiene tras ajustar por
HTA, DM, DL, EPOC y neoplasia (no se pudo ajustar por tabaquismo u obesidad).

www.congresolZU .amareva.es



7 728 de febrero

CONGRE
s @) 20/2:5
del P
e ESC  cucpean teart journat 021) 42, 41574165 CLINICAL RESEARCH
European Society doi:10.1093/eurheartj/ehab495 Ep,dem,ology and prevention
of Cardiology

Chronic venous insufficiency, cardiovascular
disease, and mortality: a population study

Jurgen H. Prochaska"z’3, Natalie Arnold', Andrea Falcke', Sabrina Kopp © 1,
Andreas Schulz', Gregor Buch'*, Sophie Moll © 1 Marina Panova-Noeva??,

Claus jt’inger', Lisa Eggebrecht', Norbert Pfeiffer’, Manfred Beutel ® &,

Harald Binder 4’7, Stephan Grabbe 8 Karl ). Lackner’?, Arina ten Cate-Hoek"’,
Christine Espinola-Klein'!, Thomas Miinzel ® '"*2, and Philipp S. Wild ® %3

OBJETIVOS

Proporcionar estimaciones actuales de prevalencia especificas por edad y
sexo para el estadio clinico de EVC en la poblacion general.

Investigar la carga de FRCV y comorbilidades en el espectro de la EVC.

Evaluar la relevancia de la insuficiencia venosa para el resultado clinico en la
poblacion general.

www.congreso2l .amareva.es
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Gutenberg Health Study (GHS)

q—rm.l—ﬂ « Cohorte prospectiva unicéntrica, realizada en el medio oeste de
T Alemania (2012-2017)

» 12.423 participantes de 40-80 afnos

 Prevalencia de EVC calculada especificamente segun edad y
sexo

» Modelos de regresion de Poisson multivariable para evaluar la
relacion de la EVC con comorbilidad cardiovascular

» Andlisis de supervivencia para evaluar el riesgo de muerte
asociado a EVC

Validacion externa en la cohorte MyoVasc (NCT04064450),
cohorte de 2423 individuos, en Mainz, Alemania, enfocada en ICC

www.congreso2025.amareva.es
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S S FRCV y COmMoO rbilidad

Table I Clinical characteristics of the study sample according to clinical signs of chronic venous insufficiency

Characteristics No signs of Telangiectasia/  Varicoseveins  Chronic venous  Chronic venous
venous insufficiency  reticular veins (C2) insufficiency insufficiency with
(Co) (C1) (n=1399) with oedema skin changes
(n=906) (n=3756) (€3) (C4-C6)
£
e A W
Age, years, median (IQR) 51.0 (45.0-58.0) 56.0 (49.0-65.0) 59.0 (51.0-68.0)  65.0 (56.0-72.0) 67.0 (59.0-74.0
“Female sex; % () 234 (212) 44 (2044) 53.8 (/52) 51.1(1718) 374 (464)

Traditional cardiovascular
risk factors, % (n)

Arterial hypertension 43.0 (387) 470 (1761) 44.9 (627) 67.0 (2247) 70.2 (870)
Diabetes mellitus 7.2 (65) 6.8 (256) 6.9 (96) 15.8 (528) 19.5 (241)
Dyslipidaemia 45.3 (410) 40.5 (1517) 37.7 (526) 51.0 (1711) 55.2 (685)
Family history of myocardial 21.9 (198) 240 (902) 21.1 (295) 25.5 (858) 23.8 (295)
infarction or stroke
Obesity 17.5 (159) 17.8 (668) 14.9 (208) 41.3 (1388) 40.5 (503)
Smoking (current) 19.1 (173) 164 (614) 13.9 (194) 12.8 (431) 16.0 (198)
Cardiovascular comorbidities, % (n)
Atrial fibrillation 21(19) 2.0 (76) 3.3 (46) 5.3 (176) 8.6 (107)
Chronic obstructive pulmonary 5.1 (46) 6.5 (244) 5.7 (80) 9.4 (314) 9.0 (111)
disease
Congestive heart failure 0.7 (6) 1.3 (50) 1.6 (22) 3.3(110) 44 (54)
Coronary artery disease 2.9 (16) 3.8 (141) 3.9 (54) 7.7 (255) 10.1 (123)
Myocardial infarction 2.1(29) 2.1 (79) 24 (33) 4.8 (161) 5.6 (69)
Peripheral artery disease 1.6 (14) 2.6 (97) 3.6 (50) 5.7 (187) 9.9 (120)
Stroke 08 (7) 1.7 (64) 24 (34) 3.5 (118) 3.7 (46)
Venous thrombo-embolism 2.6 (23) 3.8 (143) 5.0 (70) 7.8 (259) 11.0 (135)

Data from the Gutenberg Health Study illustrating relative and absolute frequencies of clinical characteristics are presented.
IQR, interquartile range.

www.congreso2025.amareva.es
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Supplemental Table 9. Multivariable Poisson regression analysis of clinical determinants of CEAP clinical signs of venous insufficiency.

Chronic venous Chronic venous
Telangiectasia or Varicose veins
insufficiency with insuffici with skin
Characteristic reticular veins
oedema changes
(&3] €2
(C3) (C4-Cé6)
Prevalence Ratio Prevalence Ratio Prevalence Ratio Prevalence Ratio
(95%CI) (95%CI) (95%CI) (95%CI)
Age [10 years] 1.08 (1.06-1.11) 1.30 (1.25-1.36) 130 (1.27-1.34) 1.72 (1.64—1.80)
Female sex 1.27 (1.21-1.32) 1.34 (1.23-1.46) 1.20 (1.15-1.25) 0.88 (0.81-0.97)
Traditional cardiovascular risk factors
Arterial Hypertension 1.00 (0.96-1.05) 0.87 (0.79-0.96) 1.14 (1.08-1.20) 1.14 (1.02-1.27)
Diabetes mellitus 0.94 (0.86-1.02) 0.92 (0.77-1.10) 1.01 (0.96-1.06) 1.12 (1.01-1.24)
Dyslipidaemia 1.02 (0.98-1.07) 0.92 (0.83-1.01) 1.02 (0.98-1.07) 1.03 (0.94-1.13)
Family history of MU/stroke 1.04 (0.99-1.09) 0.98 (0.88-1.08) 1.02 (0.97-1.07) 1.04 (0.94-1.15)
Obesity 1.00 (0.95-1.06) 0.92 (0.83-1.06) 1.47 (1.41-1.54) 1.65 (1.51-1.81)
Smoking (current) 1.02 (0.96-1.08) 0.97 (0.85-1.19) 1.04 (0.97-1.12) 1.37 (1.22-1.55)
Cardiovascular comorbidities
Atrial fibrillation 0.89 (0.76-1.05) 1.09 (0.87-1.35) 1.03 (0.94-1.12) 1.15 (1.01-1.31)
COPD 1.01 (0.93-1.10) 0.93 (0.77-1.12) 1.06 (0.99-1.13) 1.07 (0.93-1.24)
Congestive heart failure 0.92 (0.76-1.11) 0.85 (0.59-1.22) 0.92 (0.83-1.02) 1.02 (0.86-1.22)
Coronary artery disease 1.14 (1.02-1.29) 1.12 (0.87-1.44) 1.04 (0.96-1.13) 1.04 (0.89-1.21)
Myocardial infarction 0.98 (0.83-1.15) 0.99 (0.70-1.39) 1.04 (0.95-1.14) 1.01 (0.83-1.24)
Peripheral artery disease 0.95 (0.83-1.09) 1.11 (0.88-1.39) 1.03 (0.94-1.12) 1.23 (1.08-1.41)
Stroke 1.10 (0.95-1.28) 1.24 (0.97-1.60) 1.09 (0.99-1.20) 0.93 (0.77-1.12)
Venous thromboembolism 0.95 (0.85-1.06) 0.96 (0.79-1.16) 1.02 (0.95-1.10) 1.27 (1.12-1.45)
Multivariable Poisson regression analysis with adjustment for age, sex, traditional cardiovascular risk factors (i.e. diab mellitus, dyslipid ia, family history of myocardial

H 1 hiditi

infarction or stroke, arterial hypertension, obesity, and smoking) and comorl (i.e. atrial fibrillation, coronary artery disease, chronic obstructive pulmonary
disease, congestive heart failure, myocardial infarction, peripheral artery disease, stroke, and venous thromboembolism) depicting the prevalence ratio with 95% confidence
interval for the categories of venous insufficiency as dependent variable. Analysis sample: Gutenberg Health Study. MI denotes myocardial infarction. COPD, chronic obstructive
MI, my 1 infarction.

& Y
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Table 2 Relationship between chronic venous insufficiency and presence of cardiovascular disease

Adjustment for age and sex Additional adjustment for traditional
.................................................. e e
Characteristics Prevalence ratio P-value Prevalence ratio Pvalue
(95% CI) (95% CI)
Telangiectasia and/or reticular veins (C1) 1.11 (0.87-1.42) 0.40 1.13 (0.89-1.44) 0.31
Varicose veins (C2) 1.20 (0.92-1.57) 0.17 1.33 (1.03-1.72) 0.03
Chronic venous insufficiency (C3-Cé) 1.60 (1.26-2.03) <0.001 1.46 (1.16-1.84) 0.002
Severity of chronic venous insufficiency
Venous insufficiency with oedema (C3) 1.53 (1.20-1.95) <0.001 1.40 (1.10-1.77) 0.006
Venous insufficiency with skin changes (C4-C6) 1.77 (1.38-2.27) <0.001 1.62 (1.26-2.07) <0.001
Symptomatic chronic venous insufficiency (C3-C6)  2.60 (1.99-3.39) <0.001 228 (1.75-2.97) <0.001

Presented are estimates of Poisson regression analysis with CEAP clinical conditions as independent variables (comparator: C0) and cardiovascular disease as dependent vari-
able (data source: Gutenberg Health Study). Traditional cardiovascular risk factors comprise arterial hypertension, diabetes mellitus, dyslipidaemia, positive family history of
myocardial infarction and/or stroke, obesity, and smoking. Cardiovascular disease is the composite of atrial fibrillation, coronary artery disease. congestive heart failure, myocar-

dial infarction, peripheral artery disease, stroke, and venous thrombo-embolism.
CEAP, Clinical-Etiologic-Anatomic-Pathophysiologic; Cl, confidence interval. A 2 P for wend <0.001
2 25 - 23.3%
s T
5 I
20 - 18&3_‘1.
Las clases CEAP mas altas se : -
asociaron a mayor riesgo previsto § 5 max o W
~ [ e = s
a 10 anos de enfermedad - =
cardiovascular. £ 191
3
g |
g
H
& |

No signs of CVI Telangiectasia/ Varicose veins  CVI with edema CVI with
co) Reticular veins c2) (€3 skin changes

(3] (CaCo)
www.congreso2025.a
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"Gl Patacia de Cibeles Asociacion de EVC y mortalidad por
cualquier causa

B1 015 4 — No dircal signs of cheomc venous insuficiency (C0)
Tolangwctassa / Retculiar vens (C1)

= Varcose veins (C2)

S | e Asymptomatic chronk: venous msufficiency (C3-6) J . . .

- s Yot ek s Wdiion €54 Durante un seguimiento medio de 6,4 +
g 1,6 anos la IVC fue un predictor de

3 muerte por cualquier causa,

independientemente del perfil clinico
concomitante y la medicacion.

O
T T T T T
0 2 4 6 8
Follow-up time [years]
No. at risk
o i opes ok i Table 3 Multivariate Cox proportional hazards analysis of the risk of all-cause death according to clinical signs of
c1 3,752 3,731 3643 2,756 Propol g g
c2 1396 1385 1328 762 chronic venous insufficiency
C3-6 (asympt.) 2,761 2,740 2,837 1,502
C3-6 (sympt) 1.836 1.801 1.717 1,063 Characteristics Hazard ratio P-value
(95% CI)
Chronic venous insufficiency (C3-C6)
Adjustment for age and sex 1.68 (1.38-2.03) <0.0001
Additional adjustment for cardiovascular risk factors 1.54 (1.27-1.88) <0.0001
Additional adjustment for CVD and cancer 1.52 (1.24-1.86) <0.0001
Additional adjustment for cardiovascular medication 1.46 (1.19-1.79) 0.0003
Severity of chronic venous insufficiency
Venous disease with oedema (C3) 1.66 (1.35-2.03) <0.0001
Venous disease with skin changes (C4-C6) 1.74 (1.35-2.24) <0.0001

During a mean follow-up time of 6.4 + 1.6 years, a total of 540 deaths were recorded in the Gutenberg Health Study. Cox proportional hazard models with adjustment for po-
tential confounders (i.e. age and sex) and potential effect mediators (i.e. traditional cardiovascular risk factors, cardiovascular disease, cancer, and symptomatic disease) were
analysed. The cardiovascular medication comprises antithrombotic agents (ATC code B01), cardiac therapy (C01), antihypertensive drugs (C02), diuretics (C03), beta-blockers
(C07), calcium channel blockers (C0B), agents interacting with the renin-angiotensin system (i.e. angiotensin-converting enzyme inhibitors and angiotensin | receptor blockers;
C09), and lipid-modifying agents (C10).

ATC, anatomical therapeutic and chemical classification of drugs; Cl, confidence interval; CVD, cardiovascular disease.

www.congreso2025.amareva.es
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KD SHRAR Aoy Validacion externa

Supplemental Table 14. Multivariate Cox proportional hazards analysis of risk of all-cause death by
CEAP clinical condition in the MyoVasc cohort.

Hazard Ratio P Value
Characteristic
(95% CI)
Chronic venous insufficiency (C3-C6)
Adjustment for age and sex 1.91 (1.44-2.53) <0.0001
Additional adjustment for cardiovascular risk factors 1.85 (1.38-2.50) <0.0001
Additional adjustment for CVD and Cancer 1.78 (1.32-2.39) <0.001
Additional adjustment for cardiovascular medication 1.58 (1.16-2.14) 0.004
Additional adjustment for NT-proBNP 1.51 (1.11-2.05) 0.009

During a mean follow-up of 3.2+1.1 years, a total of 205 deaths were recorded. Cox proportional hazard models
with adjustment for potential confounders (i.e. age and sex) and potential effect mediators (i.e. traditional
cardiovascular risk factors, cardiovascular disease, cancer, symptomatic disease) were analyzed. Cardiovascular
medication comprises antithrombotic agents (ATC code B01), cardiac therapy (C01), antihypertensive drugs
(C02), diuretics (C03), beta-blockers (C07), calcium channel blockers (CO8), agents interacting with the renin-
angiotensin system (i.e. ACE inhibitors and angiotensin-I-receptor-blockers; C09), and lipid-modifying agents
(C10). ATC, anatomical therapeutic and chemical classification of drugs; CI, confidence interval.

Similares hallazgos del impacto independiente de la IVC en la muerte por cualquier causa
en la cohorte de validacion externa.

www.congreso2025.amareva.es
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CONCLUSIONES

La prevalencia de EVC en la poblacion general es muy elevada.

El estudio sugiere la existencia de una asociacion entre la enfermedad
vascular arterial y venosa, que podria explicarse en parte por los factores de
riesgo compartidos.

La IVC (C3-C6) supone un fuerte predictor independiente de muerte por
cualquier causa.

La asociacion no implica una relacion causa-efecto pero abre un campo de
investigacion, especialmente en la fisiopatologia de la inflamacion de la pared
vascular.

22
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Enfermedad
Factores de riesgo venosa crénica

Enfermedad
arterial periféric
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U ESC European Heart journal (2021) 42 41664168

European Socey dec10.107Yeurheurs/ et Shared Risk Fac Reproduced from the graphical abstract of Hamburg NM. Eur Heart J.
Obesity 2021; 42(40) 4166-4168, with permission from Oxford University Press.
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ORGANO: ENDOTELIO VASCULAR

* Es el 6rgano mas grande de un mamifero.

* Pesa 2 Kg.

* Ocupa 1.500 m2.

 Espesor: 20-500 nm.

* Endotelio vascular: 7.200 litros de sangre
diarios.

DrA. Arroio Bielsa.
www.congreso2025.amareva.es
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tPA = tissue plasminogen activator
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ENDOTELIO VASCULAR

* FUNCIONES

Membrana semipermeable (0,05%)

Mantiene la sangre liquida. Regula la trombosis, trombolisis y adhesion
plaquetaria.

Modula el tono musculary el riego sanguineo.
Metaboliza hormonas.

Regulacion de reacciones inmunitarias e inflamatorias (interaccién con
leucocitos).

Regula el crecimiento celular (fibroblastos).

* CELULA ENDOTELIAL CUBIERTA DE GLICOCALIX
(Glucosaminoglicanos, proteoglicanos y glucoproteinas)

Dr A. Arroyo Bielsa.

www.congreso2025.amareva.es



Auditorio Caja de Musica
del Palacio de Cibeles

CONGRESOAMAREVA 27 y 28 de febrero
2025

¢Queé falta aun por saber?




Auditorio Caja de Musica
del Palacio de Cibeles

CONGRESO AMAREVA 27 y 28 de febrero
20125

www.congreso2025.amareva.es



CONGRESOAMAREVA 27 y 28 de febrero
20125

Auditorio Caja de Musica
del Palacio de Cibeles

Mensajes clave
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La prevalencia de EVC en la poblacion general es muy elevada.

Se ha demostrado la existencia de una asociacion entre la EVC y la patologia
arterial. Ambas patologias comparten FRCV.

Las fases avanzadas de IVC (C3-C6) suponen un fuerte predictor
independiente de muerte por cualquier causa.

Existen dos perfiles bien definidos de EVC.:

- Fase precoz (C0-C2): Predominan los sintomas venosos, baja
prevalencia de FRCYV, riesgo CV levemente aumentado
Fase avanzada (C3-C6): Afectacion cutanea, alta prevalencia de FRCV,
riesgo CV y de mortalidad claramente aumentados

Parece recomendable anadir una valoracion CV global a la valoracion de la
patologia venosa en los pacientes.

www.congreso2025.amareva.es
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BM) Open Severe varicose veins and the risk of
mortality: a nationwide population-
based cohort study

Nan-Chun Wu,"? Zhih-Cherng Chen, 3"’I -Jung Feng, Chung -Han Ho © f°
Chun-Yen Ghlang 34 Jhi-Joung Wang,® Wei-Ting Chang @ *7#

CEAP 1 CEAP 2 CEAP 3 CEAP 4 CEAP 5 CEAP 6

Riesgo de evento CV

Risk x2 MACEs

Acute coronary sindrome
Congestic Heart failure
Ischaemic stroke

Deep vein thrombosis
Pulmonary embolism
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WORLD COMGRESS Adv Ther, 2023; 40(12): 5137-5154. PMCID: PMC10611621
{IF PHLEBMLOGY Published online 2023 Sep 28. doi: 10.1007/512325-023-02657-0 PMID: 37768506
1'. " k | . . . . .
5 Cardiovascular Insights for the Appropriate Management of Chronic Venous Disease:
A Narrative Review of Implications for the Use of Venoactive Drugs
Sergio Gianesini™ Leonardo De Luca,? Toni Feodor, Wassila Taha,* Kursat Bozkurt,’ and Fedor Lurie®”
» Authar information » Article nntes » Canvrinht and | icanse infarmatinon -~ PMC. Disrlaimer

Los pacientes con EVC tienen mas probabilidad

Tromboembolisimo venoso
Enfermedad cardiovascular
Enfermedad arterial periférica

Insuficiencia cardiaca

El riesgo de eventos cardiovasculares aumenta con la gravedad de la EVC

www.congreso2025.amareva.es
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