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Atherothrombotic disease (ATD) is a progressive

disorder and its most common clinical

manifestations, acute myocardial infarction and

stroke, are responsible for the highest morbidity and

mortality rates in the Western world. Sudden death due to

infarction with no prior symptoms occurs in 50% of men and

64% of women.1 

One of the main tools to control the incidence of vascular dis-

ease is prevention. Formulas are available to estimate cardio-

vascular risk (Framingham risk score, etc.)2 They are based

on epidemiological studies that determine the risk of suffer-

ing a cardiovascular event (fatal or non-fatal) within 5 to 10

years.3 While the available system to calculate cardiovascular

risk is easily generalisable, and universal, it does present

some difficulties. The main drawback is its low sensitivity for

detecting individuals at a high risk to suffer a cardiovascular

event. Large epidemiological studies show that 62% of sub-

jects with a prior history of myocardial infarction present

none or only one of the cardiovascular risk factors,4 which,

undoubtedly, prevents them from being properly identified at

a time to take effective preventive actions. 

In recent years, there have been significant technological

advances in medical imaging techniques, particularly in

the field of vascular disease. Below, we describe the ad-

vantages, disadvantages and uses of imaging techniques in

the general population and in chronic kidney disease

(CKD) patients. 

GENERAL POPULATION 

Various methods have been used for the diagnosis and

prevention of cardiovascular disease (CVD). Studies on the

calcification of coronary arteries using helicoidal or

multidetector computed tomography (CT) accurately

measure coronary calcium content (coronary calcium

score). However, this method is not useful in patients at a

low cardiovascular risk according to traditional estimation

methods.5 Although coronary CT has a high specificity to

diagnose coronary atherosclerosis, and some studies

suggest that it directly correlates to mortality over time,6

this is a costly technique that requires advanced

technology, and therefore, it cannot be used for the early

detection of ATD in the general population. More

significantly, coronary calcium scores measure the

presence of calcium deposition in the coronary arteries, and

therefore, it fails to diagnose early stages of vascular

disease, as ATD is a progressive vascular disorder, and

calcification only occurs in its advanced stages. 

Coronary arteriography has recently been complemented

with the use of intravascular ultrasound7 techniques that

offer a more precise diagnosis of coronary atherosclerosis.

However, this method is painful and expensive, and

therefore cannot be considered a good option for the early

detection of ATD in the general population. 

Carotid ultrasound has several advantages compared to the

previously described methods, but the use of this technique

for early diagnosis of atherosclerosis is not generalised.

Ultrasound of supra-aortic trunks is used in patients with

symptomatic atherosclerosis, particularly those who have

suffered a stroke. As these patients have already suffered an

event due to arterial disease, we can only provide a diagnosis

or confirmation of a suspected diagnosis and establish the

surgical indication, rather than implementing preventive

therapeutic interventions. 
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Applying this technique in early diagnosis of ATD requires

rigorous training of the technician and the specialist reading

of the properly acquired images in order to obtain accurate

parameters for the early diagnosis of the disease. 

Carotid intima-media thickness (cIMT) measured by

carotid ultrasound was described by Pignoli et al in 1984

and validated by the same authors in 1986. They

conclusively established a strong correlation between the

thickness of the arterial wall, measured by ultrasound,

with the histological findings in these patients.8 Since then,

carotid ultrasound has been known as a technique with

potential applications in the field of atherosclerosis, but 20

years later, it is not part of the routine clinical practice to

diagnose vascular disease, mainly due to the high

variability in the resulting parameters, highly dependent

on the acquisition technique employed. The

recommendations of the XIII European Stroke Conference

in 2004 (Manheim IMT Consensus)9 pconstitute a definite

step forward in generalising the proper technique for

clinical practice. 

Carotid artery ultrasound, which measures cIMT and detects

atheromatous plaques (Figure 1 A and B), is a strong indicator

of overall vascular health. cIMT is a well recognized and

accepted marker to predict cardiovascular disease.10 

In clinical trials, the cIMT is used alongside traditional risk

factors. These trials highlight the usefulness and importance

of using non-invasive techniques to evaluate the effect of

risk factors on the vascular wall. Through the years, clinical

trials have provided evidence corroborating the importance

of measuring cIMT to prevent cardiovascular events (the

thicker the cIMT, the higher the risk of myocardial infarction

and cerebral infarction).11 

cIMT was accepted as a surrogate marker of atherosclerosis

by the US Food and Drug Administration (FDA) and the

European Agency for the Evaluation of Medicinal Products.

At present, cIMT is the noninvasive technique most

frequently used in clinical trials to determine atherosclerosis.

Clinical guidelines and medical societies recommend it to

obtain a more precise evaluation of cardiovascular health in

selected populations,12 and in cardiovascular disease

prevention programmes.13 Upon adjustment for age and sex,

an increase of 0.1 mm in cIMT, indicates a 10%-15%

increase in the risk of myocardial infarction, and a 13%-18%

increase in the risk of stroke.11 

Davidsson14 and coworkers have recently shown, in a

multivariate analysis of 391 men in Sweden, odd ratios for

cardiovascular events of 2.09 (95% confidence interval (CI)

1.05-4.16; p= 0.03) in subjects with atheromatous plaques in

the carotid artery. Nambi et al15 published the latest results

from the ARIC study, demonstrating a correlation between

an increase in cIMT , or the presence of atheromatous

plaques, and the incidence of cardiovascular events. They

reported the predictive role of carotid ultrasound (cIMT and

plaques) in a large epidemiological study of 13,145 healthy

individuals, who presented 1,812 adverse cardiovascular

events over a 15-year follow up. The area under the curve

estimating the sensitivity and accuracy of their logistic

regression analysis increased significantly when cIMT and

the presence of atheromatous plaque were added to the list of

conventional cardiovascular risk factors. 

CAROTID ULTRASOUND IN CHRONIC KIDNEY
DISEASE 

Current tables to estimate cardiovascular risk have not been

designed for CKD patients, whose main cardiovascular risk

factors are different from those in the general population.

CKD patients experience the so-called “reverse

epidemiology”. In studies in haemodialysis patients, no

association was found between serum cholesterol levels or

systolic blood pressure with coronary artery disease,

cerebrovascular disease or peripheral vascular disease.16,17

Furthermore, there are other “non-traditional” and

“emerging” factors that play a role in the pathogenesis of

atherosclerosis in CKD, such as anaemia, chronic

inflammation, oxidative stress, and abnormalities in mineral

metabolism that are not taken into account when using

traditional predictors of cardiovascular risk. 

This evidence, along with the high incidence rate of CVD

among CKD patients,18 supports the use of new, more

sensitive tools for the early detection and prevention of

cardiovascular disease.19 Guidelines from the European

Society of Cardiology recommend a close monitoring of

traditional cardiovascular risk factors in patients with

chronic kidney disease.20 , Furthermore, the National Kidney

Foundation (NKF) recommends the use of carotid ultrasound

for a more precise assessment of cardiovascular health in

kidney disease.21 

Because cardiovascular disease is the main cause of

morbidity and mortality in CKD,22 early diagnosis of vascular

disease using ultrasound techniques is becoming

increasingly widespread in this patient population. 

We lack conclusive evidence on how changes in cIMT relate

to cardiovascular risk factors in CKD, but it has been

reported that cIMT increases as glomerular filtration rate

decreases.23 

Our group has confirmed the high prevalence and severity

of atherosclerosis in patients with different stages of

kidney disease (n=409).24 The diagnostic methods used

were carotid ultrasound and the ankle-brachial index

(ABI). Both tests have been validated as predictors of

adverse cardiovascular events.25 We have developed a
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classification of vascular disease based on the results of

ABI and carotid ultrasound, using for the cIMT reference

intervals adjusted for age and sex. We found that a high

percentage of kidney patients had atheromatous vascular

disease, and this percentage was much higher than in age-

and sex-matched control subjects with a normal kidney

function (n=851). Relevant findings from this study were

the higher prevalence of ATD in patients on dialysis

compared to those at earlier CKD stages, and the lack of

correlation between vascular disease and LDL cholesterol

levels. The presence of atheromatous plaque was higher in

dialysis patients (78.3%)26 compared to pre-dialysis

patients (55.6%)27 or the normal control group (43.2%).

Variables with a positive association with atherosclerosis

included age, dialysis treatment, and serum levels of

plasma C-reactive protein. Being a female was a protective

factor also in CKD.

Carotid ultrasound also offers a critical additional

information, the assessment of vascular calcification.

Vascular calcification is a strong predictor of morbidity and

mortality in the general population and in CKD. In CKD

patients, vascular calcification is more prevalent, appears at

an earlier age, and is more severe.28 The degree of arterial

calcification can be measured using CT to obtain the

Agatston score, which is the only quantitative method

currently available, and therefore it is the gold standard,

mostly used in clinical research. Semi-quantitative methods

have been proven useful, as those described by Adragao and

Kauppila. They employ simple radiology, are more adapted to

clinical practice, and have proved to have a good predictive

power of cardiovascular events in CKD. 

Carotid ultrasound is also the only available technique to

localise the site of calcium deposition within the arterial

wall. Our group has completed an ultrasound study

examining the location of calcium in carotid and femoral

artery wall. The brachial artery served as a negative control

since this area is free of atherosclerosis.29 We observed that

calcification was localized exclusively in the intimal layer,

following two distinct patterns: 1) Calcification of the

atheromatous plaque (Figure 2 A) and 2). Linear

calcification of the intimal layer, anatomically unrelated to

the atheromatous plaque (Figure 2 B). Multivariate analysis

associated this previously unrecognized intimal calcium

location with age, serum levels of phosphate and C-reactive

protein, and with the presence of atheromatosis. These

results underscore the contribution of inflammation and

atheromatosis to the calcification of elastic arteries.

Although serum phosphate levels remain a not fully resolved

issue, we must start focussing on preventing atheromatosis

and decreasing the pro-inflammatory status of CKD patients

as much as possible. 

CONCLUSIONS 

Carotid ultrasound is a tool with a number of advantages

compared to other methods. First, it is easy to use and does

not require complex equipment. It can be performed in

Figure 1. Ultrasound image of carotid arteries 

(A) View of the artery wall for measuring carotid intima-media thickness (cIMT) or the distance between the tunica adventitia

and the intima layer of the arterial wall, at the level of the common carotid artery. Arrows delimit the cIMT; (B) Plaque along

the upper wall of the common carotid artery (plaque defined as cIMT >1.5mm).

A B
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outpatient clinics or at the bedside; and is inexpensive and

non invasive. Secondly, it provides doctors with valuable

information for treatment, including the atheromatous

burden, the severity of the calcification, and the location of

calcium deposition within the vascular wall. Thirdly, it

detects ATD at early stages, prior to the appearance of

atheromatous plaque. Therefore, it constitutes an ideal

technique to obtain evidence-based recommendations for

ATD prevention. 

At present, we lack studies addressing the prognostic value

of either the calcification of atheromatous plaques (type V

plaque according to the American Heart Association) or the

new linear profile of intima calcification in kidney disease

patients. 

The Spanish study NEFRONA (www. nefrona.es) has been

designed to answer important questions on the pathogenesis

and progression of ATD at all CKD stages compared to age-

and sex- matched controls with normal renal function

through measurements of the distinct atherosclerosis and

calcification patterns between groups using arterial

ultrasound. 

Conflicts of Interest 

Authors declare potential conflicts of interest

Honoraria as speaker: Shire, Abbott, Genzyme and Amgen

Acknowledgements:

Grants: FIS (Carlos III Health Institute). 

REFERENCES

1. Naghavi M, Falk E, Hecht HS, Jamieson MJ, Kaul S, Berman D, et

al.; for the SHAPE Task Force. From vulnerable plaque to vulnerable

patient –Part III: executive summary of the screening for heart

attack prevention and education (SHAPE) Task Force Report. Am J

Cardiol 2006;98(2A):2H-15H.

2. Dawber TR, Meadors GF, Moore FE. Epidemiological Approaches to

Heart Disease: The Framingham Study. American Journal of Public

Health 1951;41:279-86.

3. Graham I, Ater D, Borch-Johnsen K, Boysen G, Burell G, Cifkova R, et al.

European Guidelines on cardiovascular disease prevention. Fourth

Joint European Societes Task Force on Cardiovasculr Disease

Presentation in Clinical Practice. European J Cardiovasc Prevent and

Rehabil 2007;14(S2):S1-S113.

4. Khot U. Prevalence of Conventional Risk Factors in Patients with

Coronary Heart Disease. JAMA 2003;290:898-904. 

5. Shaw LJ, Raggi P, Schisterman E, Berman DS, Callister TQ.

Prognostic value of cardiac risk factors and coronary artery calcium

screening for all cause mortality. Radiology 2003;228:826-33. 

6. Budoff MJ, Shaw LJ, Liu ST, Weinstein SR, Moler TP, Tseng PH, et al.

Long-term prognosis associated with coronary calcification. Observations

from a registry of 25,253 patients. J Am Coll Cardiol 2007;49:1860-70. 

7. Von Birgelen C, Hartmann M, Mintz GS, Van Houwelingen G,

Deppermann N, Schmeermund A, et al. Relationship between

Figure 2. Calcification patterns depicted by ultrasound.

Arrows indicate the calcified areas: (A) linear calcification in the intima; (B) calcified or type 5 plaque (with posterior acoustic

shadow). Clin J Am Soc Nephrol 2010;6(2):303-10.

A B

Documento descargado de http://www.revistanefrologia.com el 26/11/2015. Copia para uso personal, se prohíbe la transmisión de este documento por cualquier medio o formato.



editorials

11

Àngels Betriu-Bars et al. Early diagnosis of atherosclerosis 

Nefrologia 2012;32(1):7-11

cardiovascular risk as predicted by established risk scores versus

plaque progression as measured by serial intravascular ultrasound

in left main coronary arteries. Circulation 2004;110:1579-85.

8. Pignoli P, Tremoli E, Poli A, Oreste P, Paoletti R. Intimal plus medial

thickness of the arterial wall: a direct measurement with ultrasound

imaging. Circulation 1986;74(6):1399-406. 

9. Toboul PJ, Hennerici MG, Meairs S, Adams H, Amarenco P,

Bornstein N, et al. Manheim carotid intima-media thickness

consensus (2004-2006). An Update of behalf of the advisory board

of the 3er and 4th watching the risk symposium 13th and 15th

European Stroke conferences, Mannheim, Germany, 2004 and

Brussels, Belgium 2006. Cerebrovasc Dis 2007;23:75-80. 

10. Stein JH, Korcarz CE, Hurst RT, Lonn E, Kendall CB, Mohler ER, et

al.; American Society of Echocardiography Carotid Intima-Media

Thickness Task Force. Use of carotid ultrasound to identify

subclinical vascular disease and evaluate cardiovascular disease

risk: a consensus statement from the American Society of

Echocardiography Carotid Intima-Media Thickness Task Force.

Endorsed by the Society for Vascular Medicine. J Am Soc

Echocardiogr 2008;21:93-111. 

11. Lorenz MW, Markus HS, Bots ML, Rosvall M, Sitzer M. Prediction

of clinical cardiovascular events with carotid intima-media

thickness: a systematic review and meta-analysis. Circulation

2007;115:459-67.

12. Bots ML, Dijk JM, Grobbee OA, Diederick E. Carotid intima-media

thickness, arterial stiffness and risk of cardiovascular disease

current evidence. J Hypertens 2002;20:2317-25.

13. Verhamme P, Kerkhof F, Buysschaert I, Rietzschel E, de Groot E.

Carotid intima-media thickness: more than a research toal? Review

Article. Acta Cardiol 2010;65(1):59-66. 

14. Davidsson L, Fagerberg B, Bergström G, Schmidt C. Ultrasound-

assessed plaque occurrence in the carotid and femoral arteries are

independent predictors of cardiovascular events in middle-aged men

during 10 years of follow-up. Atherosclerosis 2010;209:469-73. 

15. Nambi V, Chambless L, Folsom AR, He M, Hu Y, Mosley T, et al.

Carotid intima-media thickness and presence or absence of plaque

improves prediction of coronary heart disease risk: the ARIC

(Atherosclerosis Risk In Communities) study. J Am Coll Cardiol

2010;55:1600-7. 

16. Iseki K, Yamazato M, Tozawa M, Takishita S. Hypocholesterolemia is

a significant predictor of death in a cohort of chronic hemodialysis

patients. Kidney Int 2002;61:1887-93.

17. Cheung AK, Sarnak MJ, Yan G, Dwyer JT, Heyka RJ, Rocco MV,

et al. Atherosclerotic cardiovascular disease risks in chronic

hemodialysis patients. Kidney Int 2000;58:353-62.

18. Go AS, Chertow GM, Fan D, McCullock CE, Hsu CY. Chronic

kidney disease and the risks of death, cardiovascular events, and

hospitalization. N Engl J Med 2004;351:1296-1305. 

19. Tuttle KR, Short RA. Longitudinal relationships among coronary

artery calcification, serum phosphorus, and kidney function. Clin J

Am Soc Nephrol 2009;12:1968-73.

20. European Guidelines on Cardiovascular Disease Prevention in

clinical practice: executive summary. Eur J Cardiovasc Prev Rehabil

2007;14 Suppl 2:E1-40.

21. KDIGO clinical practice guideline for the diagnosis, evaluation,

prevention and treatment of chronic kidney disease-mineral and

bone disorder (CKD-MBD). Kidney Int Suppl 2009;(113):S1-130.

22. Go AS, Chertow GM, Fan D, McCullock CE, Hsu CY. Chronic

kidney disease and the risks of death, cardiovascular events, and

hospitalization. N Engl J Med 2004;351:1296-305.

23. Desbien AM, Chonchol M, Gnahn H, Sander D. Kidney function

and progression of carotid intima-media thickness in a community

study. Am J Kidney Dis 2008;51:584-93.

24. Coll B, Betriu A, Martínez-Alonso M, Borràs M, Craver L, Amoedo

ML, et al. Cardiovascular risk factors underestimate atherosclerotic

burden in chronic kidney disease: usefulness of non-invasive tests

in cardiovascular assessment. Nephrol Dial Transplant

2010;25:3017-25.

25. Ix JH, Katz R, de Boer IH, Kestenbaum IR, Allison MA, Siscovick DS,

et al. Association of chronic kidney disease with the spectrum of

ankle brachial index the CHS (Cardiovascular Health Study). J Am

Coll Cardiol 2009;54:1176-84.

26. Krasniak A, Drozdz M, Pasowicz M, Chmiel G, Michalek M, Szumilak

D, et al. Factors involved in vascular calcification and atherosclerosis

in maintenance hemodialysis patients. Nephrol Dial Transplant

2007;22:515-21.

27. Leskinen Y, Lehtimäki T, Loimaala A, Lautamatti V, Kallio T, Huhtala H,

et al. Carotid atherosclerosis in chronic renal failure-the central role

of increased plaque burden. Atherosclerosis 2003;171:295-302.

28. Nolan RL, Morton AR, Pickett W. Prevalence and associations of

coronary artery calcification in patients with stages 3 to 5 CKD

without cardiovascular disease. Am J Kidney Dis 2008;52:849-58.

29. Coll B, Betriu A, Martínez-Alonso M, Amoedo ML, Arcidiacono MV,

Borrás M, et al. Large Artery Calcification on Dialysis Patients Is

Located in the Intima and Related to Atherosclerosis. Clin J Am Soc

Nephrol 2010;6(2):303-10.

30. Junyent M, Martínez M, Borrás M, Betriu A, Coll B, Craver L, et al.

Utilidad de las técnicas de imagen y biomarcadores en la predicción del

riesgo cardiovascular en pacientes con enfermedad renal crónica en

España: Proyecto NEFRONA. Nefrologia 2010;30(1):119-26.

Send to review: 28 Nov. 2011 | Accepted: 6 Dec. 2011 

Documento descargado de http://www.revistanefrologia.com el 26/11/2015. Copia para uso personal, se prohíbe la transmisión de este documento por cualquier medio o formato.


