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\»ﬁr RESEARCH

THE ASSOCIATION OF ARCUS SENILIS WITH
EXFOLIATION SYNDROME AND
CARDIOVASCULAR DISEASE IN ELDERLY
POPULATION

ABSTRACT

Introduction: This study aimed to evaluate the relationship between commonly observed
ocular conditions in older aged population, arcus senilis and exfoliation syndrome and to evalua-
te their association with systemic vascular disease.

Materials and Method: Seventy-five patients with arcus senilis (Group 1) and 75 patients
without arcus senilis (Group 2) were included in the study. The proportion of cases with exfoli-
ation syndrome, levels of serum cholesterol, triglycerides, high density lipoprotein, low density li-
poprotein and very low density lipoprotein as well as rates of vascular disease were compared
between two groups.

Results: Patients in both groups were similar with respect to age (65.7+8.5 years, 62.9+6.2
years; p=0.394). Exfoliation syndrome prevalence in group 1 (14.7%) was lower than that of gro-
up 2 (29.3%) (p=0.030). There were no significant differences between the two groups with res-
pect to levels of serum cholesterol (200.6+46.5 mg/dl vs.189.2+41.6 mg/dl; p=0.116), serum
triglycerides (4.7+0.5 log vs. 4.8+0.4log; p=0.760), high density lipoprotein (4.06+0.3log vs.
4.08+0.3log; p=0.720), low density lipoprotein (112.0£43.3 mg/dl, 118.7+37.0 mg/dl; p=0.307)
and very low density lipoprotein (3.2+0.5log vs. 3.3+0.5log; p=0.528). Statistically significant dif-
ferences with respect to coronary artery disease (10.7% vs. 12.0%, p=0.797) or diabetes melli-
tus (18.7% vs. 30.7%; p=0.088) were not detected between the two groups. Hypertension was
observed more frequently in patients without arcus senilis (12.0% vs. 37.3%; p<0.001).

Conclusion: Exfoliation syndrome was observed more frequently in patients without arcus
senilis. Arcus senilis and exfoliation syndrome do not appear to be associated with coronary ar-
tery disease.

Key Words: Arcus Senilis; Coronary Artery Disease; Exfoliation Syndrome; Hyperlipidemias.

§ ARASTIRMA

YASLI HASTALARDA ARKUS SENILISiN
EKSFOLIASYON SENDROMU VE
KARDIYOVASKULER HASTALIKLAR iLE iLiSKiSi

Oz

Giris: Bu calismada, yash ntifusta sik gértlen arkus senilis ile eksfoliasyon sendromu birlikte-
liginin, sistemik vaskdiler hastaliklar ile iliskisinin degerlendirilmesi amaclanmistir.

Gerec ve Yontem: Calismaya arkus senilis bulunan 75 olgu (Grup 1) ile arkus senilis tespit
edilmeyen 75 olgu (Grup 2) dahil edilmistir. Tim olgularin eksfoliasyon sendromu varligi ve se-
rum kolesterol, trigliserid, ytiksek yogunluklu lipoprotein, dustik yogunluklu lipoprotein, ¢cok du-
stik yogunluklu lipoprotein degerleri saptanmis, vaskdler hastaliklari degerlendirilmistir.

Bulgular: Yas ortalamalari her iki grupta benzer bulunmustur (65,7+8,5 yas, 62,9+6.2 yas;
p=0,394). Eksfoliasyon sendromu prevelansi grup 1 de (%14,7) grup 2'den (%29,3) distik bulun-
mustur (p=0,030). Gruplar arasinda serum kolesterol dtizeyi (200,6+46,5 mg/dl, 189,2+41,6
mg/dl; p=0,116), serum logaritmik trigliseridleri (4,7+0,5 log, 4,8+0.4log; p=0,760), logaritmik
ylksek yogunluklu lipoprotein (4,06+0.3log, 4,08+0.3log; p=0,720), dustk yogunluklu lipoprote-
in (112,0+43,3 mg/dl, 118,7+37.0 mg/dl; p=0,307) ve logaritmik ¢ok dustik yogunluklu lipopro-
tein (3,2+0.5log, 3,3+0.5log; p=0,528) acisindan fark saptanmamistir. iki grup arasinda koroner
arter hastaligi (%10,7, %12,0, p=0,797) ve diabetes mellitus (%18,7, %30,7; p=0,088) acisindan
istatistiksel anlamli fark saptanmamistir. Hipertansiyonun arkus senilis bulunmayan grupta daha
sik gordldigu saptanmistir (%12,0, %37,3; p<0,001).

Sonug: Bu calismada arkus senilis bulunmayan grupta eksfoliasyon sendromu daha sik sap-
tanmistir. Geriatrik yas grubunda siklikla gértilen arkus senilis ve eksfoliasyon sendromunun ko-
roner arter hastaligi ile iligkisi mevcut degildir.

Anahtar Sézcdikler: Arkus Senilis; Koroner Arter Hastaligi; Eksfoliasyon Sendromu; Hiperli-
pidemi.
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INTRODUCTION

rcus senilis, also referred to as corneal arcus, is a grey

white yellowish opacity located at the peripheral cornea.
It forms from deposition of cholesterol esters, phospholipids
and neutral triglycerides at the edge of Bowman’s layer and is
seperated from the limbus with a lucent zone (1). Arcus
senilis is an age related corneal finding and is readily
detectable with biomicroscopic examination. Arcus senilis
begins at the inferior and superior poles of the cornea and pro-
gresses to encircle the entire circumference of the peripheral
cornea. The prevalence of corneal arcus increases with age, up
to a reported prevalence of >80% in persons older than 60
years and is more common in men than women regardless of
age or race (2). Arcus senilis has been shown to be associated
with atherosclerotic vessel disease, obesity, dyslipidemia,
insulin resistance and type 2 diabetes and thus is regarded as
an alerting ocular symptom for cardiovascular disease (1,3).
Previous investigators reported a higher prevalence of coro-
nary heart disease in subjects with arcus senilis than those
without, especially in those younger than fifty years of age (4).
Various cardiovascular risk factors were found to be associat-
ed with corneal arcus, including hyperlipidemia, hyperten-
sion, higher body mass index (BMI), diabetes mellitus and
cigarette smoking (5).

Exfoliation syndrome (XFS) is a common age-related sys-
temic fibrillopathy of unknown etiology that mainly affects
the geriatric population in certain geographic locations such
as Iceland, Scandinavia, Turkey, Greece and Saudi Arabia (6).
In certain populations, 5-40% of the geriatric population over
70 years of age has been shown to have ocular signs indicative
of XFS (7,8). XFS arises secondary to deposition of fibrillo-
granular material throughout the entire anterior segment of
the eye including the lens capsule, ciliary body, zonules and
corneal endothelium (6). It is a known risk factor for second-
ary open angle glaucoma, cataract, lens subluxation and
increased inflammation following intraocular procedures (9).
From a systemic standpoint, XFS has been found to increase
susceptibility to cardiovascular disease (10, 11), peripheral
vascular disease (12), cerebrovascular disease (13), small vessel
disease (14) as well as neurodegenerative disorders (15).
Hypoxia has been implicated as a pathogenetic factor in the
development of XFS (14). Furthermore, increased level of
inflammatory markers such as IL 6, IL8, TGF-, in ocular flu-
ids of patients with XFS suggest that inflammation could also
be involved in the pathogenesis of vascular disease associated
with XFS (11). Overall, the findings of previous studies sug-

gest that both arcus senilis and exfoliation syndrome share
similar mechanisms for the formation of atherosclerotic
plaques. Thus, the possibility of a common underlying link
such as hypoxia may exist between the XFS, arcus senilis and
vascular disease (16).

In this aspect, since both arcus senilis and XFS are linked to
systemic vascular disorders and are easily recognizable with rou-
tine eye examinations, they could have a potential value in alert-
ing the physician to the presence of systemic vascular disease.
Therefore, the aim of this study was to look into the possible asso-
ciation between arcus senilis and XFS and to determine whether
arcus senilis and XFS individually or in combination could be
used as potential surrogate markers for hyperlipidemia, coronary
heart disease, diabetes mellitus or hypertension.

MATERIALS AND METHOD

n observational case-control study was undertaken at a
Asingle university based hospital from September 2011 to
October 2012. The research adhered to the tenets of the
Declaration of Helsinki, informed consent was obtained from
all participants and the study was carried out with approval
from the Institutional Echical Review Board. Patients who
were over the age of 40 years and whose medical data was
evaluable for evaluation were consecutively included in both
groups. Arcus senilis was defined as deposition of whitish-grey
lipid material in the peripheral corneal stroma seperated from
the limbus with a clear zone. Subjects with arcus senilis were
designated as cases (Group 1, n=75 patients) and those with-
out arcus senilis constituted the controls (Group 2, n=75
patients) (Table 1). Patients in both groups were consecutive-
ly recruited into the study. All patients underwent a complete
ocular examination consisting of slit-lamp biomicroscopy, fun-
dus examination and intraocular pressure evaluation. The pres-
ence of arcus senilis and XFS were specifically evaluated. The
diagnosis of XFS was established upon the detection of fibril-
logranular material deposited on the anterior lens capsule
and/or the pupillary border (Figure 1). Data from patients’
lipid profile were recorded. All patients had to have prior
blood samples obtained within 12 months of their eye exami-
nation to be included into the study. Subjects without a serum
lipid profile [total cholesterol, triglycerides, high density
lipoprotein (HDL), low density lipoprotein (LDL), very low
density lipoprotein (VLDL)} within the last 12 months were
excluded. Detailed medical history details of all participants
were recorded. Pertinent details included hypertension, dia-
betes mellitus, coronary heart disease and their medication his-
tory. A positive history of myocardial infarction, coronary

37



TURKISH JOURNAL OF GERIATRICS 2015;18(1):36-41

%

Table 1— Demographic and Clinical Characteristics of Subjects Included in the Study.

Parameter Subjects with Arcus Senilis (n=75) Subjects without Arcus Senilis (n=75) p
Age (years) 65.7+8.5 62.9+6.2 0.394
Gender (F/M) 30/45 51/24 0.001*
Presence of XFS n (%) 11(14.7) 22 (29.3) 0.030*
Coronary Artery Disease n (%) 8(10.7) 9(12.0) 0.797
Diabetes Mellitus n (%) 14 (18.7) 23(30.7) 0.088
Hypertension n (%) 9(12.0) 28 (37.3) <0.001*

XFS: Exfoliation syndrome; F: Female; M: Male.
* Significant p<0.05.

artery bypass surgery, angioplasty and angina pectoris was
considered as positive markers for the presence of cardiovascu-
lar disease. Hypertension was defined as a diastolic blood pres-
sure of 290 mm/Hg and a systolic blood pressure of 2160
mm/Hg. SPSS v.18.0 (IBM, New York, USA) was used for all
statistical analyses. Student’s t test, Pearson correlation analy-
sis or Mann Whitney U test were used for group comparisons.
A p value of less than 0.05 was considered significant.

REesuLTS

The baseline characteristics of all patients are highlighted

in Table 1. There were no significant differences between

the mean ages of group 1 and group 2 (p=0.394). XFS was

Figure 1— Slit lamp biomicroscopic appearance of an eye with arcus observed in 22.0% of all subjects (n=150) and was more fre-

senilis (thick arrows) and exfoliation syndrome (arrows). . . . ..
( ) y ( ) quent in subjects without arcus senilis (29.3%) than those

with arcus senilis (14.7%) (p=0.030) (Figure 2).

Total Patients

(n=150)

Arcus Senilis (+)
(n=75)
(30female/45 male)

ArcusSenilis (-)
n=75)
(51 female/24 male)

Exfoliative i Exfoliative g
S Exfoliative s Exfoliative
e e Eanio ) R Syndrome(-) (n=53)

Figure 2— The study design and the number of study subjects allocated to each study group is demonstrated.
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Additionally, arcus senilis conferred a protective effect for
XES (OR=0.414, 95%CI, p=0.0329). The distribution of
subjects in the two groups with respect to systemic illness
such as diabetes mellitus and coronary artery disease was not
significantly different (Table 1). Hypertension was observed
more frequently in subjects without arcus senilis (p<0.001).
The mean serum lipid levels of both groups were also found
to be similar (Table 2).

DiscussIiON

rcus senilis represents deposits of cholesterol ester rich
Alipid particles, which are selectively trapped in the extra-
cellular matrix in the corneal stroma. Arcus senilis formation
is believed to be accelerated in the presence of high plasma
LDL levels as LDL is the major source of the cholesterol esters
that accumulate in the cornea (17). In our study, LDL levels
were comparable between subjects with arcus senilis
(112.0+43.3 mg/dl) and those without (118.7+37.0 mg/dl)
(p=0.307). Arcus senilis has also been associated with dia-
betes mellitus, smoking, blood pressure, obesity and age (17).
We found that among subjects with arcus senilis, 8 patients
(10.7%) had coronary artery disease, 14 had (18.7%) diabetes
mellitus and 9 had hypertension (12.0%) and that the preva-
lence of these diseases were not different in subjects without
arcus senilis (Table 2), suggesting that the presence of arcus
senilis does not increase the probability of the above men-
tioned vascular diseases. However, in previous population
based investigations and hospital based studies, arcus senilis
was found to be associated with older age, male sex, hyperlipi-
demia, dyslipoproteinemias including familial hypercholes-
terolemia, atherosclerosis and coronary artery disease (17,18).
Thus, our findings could be representative of the Turkish
population.

In a study of Christoffersen et al. in which 12745 people
aged 20-93 years were followed for 31 to 33 years, the risk of

ischemic heart disease was reported to be stronger when both
xanthelasmata and arcus senilis were present (19). In another
study by Vurgese et al. in which randomly selected 952 peo-
ple were evaluated, arcus senilis was found to be significantly
associated with age, lower intraocular pressure, thinner cen-
tral cornea and hyperopic refractive error (3). However, in the
same report, arcus senilis was not associated with serum lev-
els of HDL, cholesterol, creatinine, glucose and glycosylated
hemoglobin. It was concluded that arcus senilis was not a
clinical biomarker for major metabolic disorders (3). Our data
appears to be in agreement with the results of Vurgese et al.

Chen et al. followed 238 patients aged 30-60 years who
were evaluated for the association of arcus senilis, serum lipid
profile and coronary artery disease. In that study, systolic
blood pressure was inversely correlated with arcus senilis (4).
In our study we also found an inverse correlation for hyperten-
sion and arcus senilis.

In a population based cross sectional study by Ang et al.
involving 3397 people aged 40-80 years, it was found that
arcus senilis was associated with coronary artery disease, inde-
pendent of other risk factors in ethnic Indian adults, even in
those at low risk for vascular disease (1). Hickey et al. fol-
lowed 534 patients who were investigated for the association
of arcus senilis, serum lipid profile and coronary artery disease
(20). Frequency and degree of arcus were positively associated
with age and with lifetime alcohol intake. In another study by
Pe’er et al. in which randomly selected 150 people were eval-
uated, no associations were found between arcus senilis and
other coronary artery disease risk factors such as high triglyc-
eride, HDL, LDL, VLDL levels, obesity and smoking (18).

In the Singapour Malay Eye Study in which 3280 subjects
aged 40-80 years were investigated, the serum C-reactive pro-
tein (CRP) levels as well as the presence of chronic kidney dis-
ease and peripheral artery disease were determined (5). Arcus
senilis was determined from anterior segment images taken
with a slit-lamp camera. The odds ratio of demonstrating

Table 2— Serum Lipid Profiles of the Patients Included in the Study.

Parameter Subjects with Arcus Senilis (n=75) Subjects without Arcus Senilis (n=75) p
VLDL (log) 3.2+0.5 3.3+0.5 0.528
LDL (mg/d) 112.0+433 118.7+37.0 0.307
TG (log) 47405 4.8+0.4 0.760
HDL (log) 4.06+0.3 4.08+0.3 0.720
Total Cholesterol (mg/dl) 200.6+46.5 189.2+41.6 0.116

HDL: High density lipoprotein; LDL: Low density lipoprotein; VLDL: Very low density lipoprotein; log: logarithmic transformation.
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arcus senilis was 1.21 permmol/L for total cholesterol, 1.94
permmol/L for LDL, 3.85 permmol/L for peripheral artery
disease, 1.14 permmol/L for chronic kidney disease and 1.29
permmol/L for smoking. This study confirmed that arcus
senilis was associated with systemic inflammatory markers,
peripheral artery disease and chronic kidney disease (5).

XFS is a complex systemic fibrillopathy with an inflam-
matory component which primarily effects eye and visceral
organs (6,7,13). In previous studies, both XFS and arcus
senilis were found to be independently associated with age,
vascular disease and inflammation (1,6). However, the find-
ings of our study revealed a statistically significant inverse
association between XFS and arcus senilis (p=0.030) and sug-
gest that from a clinical standpoint, arcus senilis develops
independently of XFS. Furthermore, the findings of our study
suggest that arcus senilis may be protective for XFS
(OR=0.414, 95%CI, p=0.0329). In previous studies, XFS has
been also found to be related to vascular, cerebrovascular and
cardiovascular diseases (9) although not all studies have con-
firmed these associations (21,22). In our study AS was not
found to be statistically associated with coronary artery dis-
ease (p=0.797).

In the Blue Mountain Eye Study, XFS was seen in 81
(2.3%) patients of 3546 participants. Its prevalence was
increased with age, in females, and in subjects with a history
of angina, acute myocardial infarction and stroke (23). Of
importance, arcus senilis was predictive of cardiovascular dis-
ease and coronary artery disease in elderly individuals due to
its association with age. The findings suggested that arcus
senilis and XFS are both ocular markers for proatherogenic
changes (12,17). Our study is unique in that, to the best of
our knowledge, it was the first study to analyze the possible
association of XFS with arcus senilis. Our findings were
unable to reveal a meaningful negative relationship between
these two disorders. Thus, we conclude that these two ocular
conditions that arise in the aging population have different
pathogenetic mechanisms and the presence of one condition
does not have any predictive value as to the presence of the
other.

In conclusion, the results from this study reveal that arcus
senilis is not associated with coronary artery disease, diabetes
mellitus, hypertension and blood lipid levels in Turkish eld-
erly population. Arcus senilis appears to be a protective factor
for the development of XFS. Further investigations are neces-
sary to understand whether the relationship between arcus
senilis and cardiovascular risk factors/disease is affected by
race and/or geographic location.
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