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Abstract

Background: To determine if novel measures of cardiovascular health are associated with prevalence or
progression of age-related macular degeneration (AMD).

Methods: Measures of the cardiovascular system: included intima media thickness (IMT), pulse wave
velocity (PWY), systemic arterial compliance (SAC), carotid augmentation index (Al). For the prevalence
study, hospital-based AMD cases and population-based age- and gender-matched controls with no signs of
AMD in either eye were enrolled. For the progression component, participants with early AMD were
recruited from two previous studies; cases were defined as progression in one or both eyes and controls
were defined as no progression in either eye.

Results: 160 cases and 160 controls were included in the prevalence component. The upper two quartiles
of SAC, implying good cardiovascular health, were significantly associated with increased risk of AMD (OR
=12.54,95% CL = 1.29, 4.99). High PWYV was associated with increased prevalent AMD. Progression was
observed in 82 (32.3%) of the 254 subjects recruited for the progression component. Higher Al (worse
cardiovascular function) was protective for AMD progression (OR = 0.30, 95%CL = 0.13, 0.69). Higher
aortic PWV was associated with increased risk of AMD progression; the highest risk was seen with the
second lowest velocity (OR = 6.22, 95% CL = 2.35, 16.46).

Conclusion: The results were unexpected in that better cardiovascular health was associated with
increased risk of prevalent AMD and progression. Inconsistent findings between the prevalence and
progression components could be due to truly different disease etiologies or to spurious findings, as can
occur with inherent biases in case control studies of prevalence. Further investigation of these non-invasive
methods of characterizing the cardiovascular system should be undertaken as they may help to further
elucidate the role of the cardiovascular system in the etiology of prevalent AMD and progression.
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Background

Age-related macular degeneration (AMD) is the leading
cause of blindness in elderly Caucasians in the US [1],
Australia [2] and other industrialized nations. The preva-
lence of AMD rises dramatically with age; 27% of people
aged 90 and older have the more severe form of AMD |[3].
With the anticipated increases in life expectancy, the inci-
dence of AMD will necessarily increase. It is therefore
important to identify risk factors for the disease with the
hope of identifying strategies for primary prevention.

Other than age, the most consistent risk factor that has
been identified for AMD is cigarette smoking [4]. It has
been estimated that 20% of blindness in adults may be
attributed to cigarette smoking [5]. Age and smoking are
also known risk factors for the development of cardiovas-
cular disease whilst other shared risk factors such as hyper-
cholesterolemia, high fat intake, and high body mass
index have been shown in some, but not all, studies to be
associated with AMD [6].

There have been a number of reports from case-control
and population-based cross-sectional studies on the asso-
ciation of cardiovascular disease parameters and AMD,
with inconclusive results [7-12]. In the prospective Beaver
Dam Eye Study, pulse pressure was modestly, but signifi-
cantly, related to the five-year incidence of retinal pigment
epithelial depigmentation and exudative macular degen-
eration [13] and higher pulse pressure and systolic blood
pressure were also related to the 10-year incidence of exu-
dative AMD [14]. Similar modest associations with pulse
pressure, systolic blood pressure and the five-year inci-
dence of AMD were observed in the Rottterdam Study
[15].

A vascular model for AMD has been proposed in which
lipid deposition in Bruch's membrane leads to increasing
stiffness, increasing post-capillary resistance of the choroi-
dal vasculature and elevated hydrostatic pressure of the
chorio-capillaris [16]. It was suggested that this combina-
tion of high choroidal capillary pressure, breaks in calci-
fied Bruch's membrane and vascular endothelial growth
factor leads to choroidal neovascularization.

To further investigate the possible association of AMD
with cardiovascular disease we took advantage of recent
work in the field of cardiovascular disease where alterna-
tive, novel, non-invasive techniques are being proposed as
robust measures of cardiovascular health. Whilst tradi-
tionally, brachial blood pressure (BP) has been used rou-
tinely as a screening test to assess central hypertension and
risk of cardiovascular disease, it may not be the best prog-
nostic parameter. Due to wave propagation phenomena
and changing arterial wall composition, brachial BP is not
identical to central aortic BP and it has been proposed that
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central BP may be more causal in terms of cardiovascular
disease than brachial BP. Currently there is no overall
method of assessment of global arterial function, but
interest in this has been advanced by the availability of
non-invasive measures of hemodynamic variables such as
the arterial pressure waveform and volume flow. We
wished to take advantage of these novel techniques to
assess cardiovascular health in relation to prevalent AMD
and also the likelihood of progression of early AMD to
advanced disease.

Conduit artery (in particular aortic) mechanical proper-
ties are considered markers of vascular health, with
increased stiffness considered an indicator of a more del-
eterious state. Indeed these changes in the arterial
mechanical properties have been shown to bear a closer
relationship to chronological age than many other param-
eters like graying of hair and loss of skin elasticity [17].
Thus it has been proposed that the assessment of the bio-
logical as opposed to the chronological age of an individ-
ual's arteries may be of use in the management and
prevention of arterial disease. Large artery stiffness is
known to increase with age even in the absence of overt
cardiovascular disease. Aortic stiffness has a significant
impact on central systolic BP and can be indirectly meas-
ured by several non-invasive methods that assess different
aspects of large artery stiffness, such as pulse wave velocity
(PWV), systemic arterial compliance (SAC) and carotid
augmentation index (AI) [18-20].

With increasing intrinsic stiffening of elastic arteries there
is a decrease in their buffering ability and therefore a
resulting increase in pulse wave velocity (PWV). As central
BP measurements are not routinely available, PWV can be
considered an indirect marker. Specific studies have
related PWV to cardiovascular and all-cause morbidity
and mortality [20-25]. In the Cardiovascular Health and
Age-Related Maculopathy (CHARM) study population we
noted that brachial BP did not always predict PWV. Three
percent of subjects assigned as hypertensive using brachial
BP measurements had normal PWV whilst 18% of those
with abnormally high PWV, considered to have true cen-
tral hypertension, did not have abnormal brachial BP.

SAC reflects the function of an artery as a hollow recepta-
cle in its ability to expand to accommodate the pulsatile
blood flow [19] and associations have been found
between arterial compliance and aortic stiffness with cor-
onary artery disease [20]. SAC decreases as the arteries
stiffen and has been shown to be inversely related to
serum lipid levels [26].

Augmentation index (Al) is related to the timing of pres-
sure wave reflection with regard to generated left ventricu-
lar systolic pressure. Al is positively correlated with PWV
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and BP, and inversely correlated with heart rate and height
[24]. Al increases with age and sedentary lifestyle and is
used as a surrogate measure of arterial stiffness.

Intima media thickness (IMT) quantification with B-
mode ultrasonography is a non-invasive technique to
identify and monitor preclinical atherosclerosis in large
artery walls, especially the carotid [27-29]. Increased IMT
is associated with increased risk of myocardial infarction
and stoke.

To our knowledge, there have been no studies of the
potential association of these novel cardiovascular health
measurements in determining the risk of prevalent AMD
or progression. Given that previous associations between
AMD and CVD have been inconsistent we wondered if
these newer measures of cardiovascular health would bet-
ter define the association between these two diseases.
Identification of modifiable risk factors for AMD would
have important implications for the management of the
disease prior to severe vision loss. The purpose of this
study was to determine if cardiovascular health, as deter-
mined by these novel non-invasive techniques, was asso-
ciated with prevalent AMD or AMD progression.

Methods

A detailed description of the methodology for the
CHARM (Cardiovascular Health &Age-Related Maculopa-
thy) Study has been published previously [30]. Study pro-
cedures were approved by the Human Research and Ethics
Committee at the Royal Victorian Eye and Ear Hospital
(project number 99/372H) and all participants gave writ-
ten informed consent prior to undergoing the examina-
tion. The research adhered to the tenets of the Declaration
of Helsinki.

Prevalent AMD Study Group

All participants with soft drusen or late stage AMD in the
AMD progression study (see next section for details) were
classified as cases for the study of risk factors for prevalent
AMD. Fifty-one additional cases of late stage AMD were
recruited from the Royal Victorian Eye and Ear Hospital
and a private retinal clinic in Melbourne. Age- and gender-
matched controls were recruited from the population-
based Melbourne Visual Impairment Project (VIP)
[2,3,31]. They had to be classified as controls at both the
baseline and five-year follow-up examinations for the VIP
to be classified as controls for the CHARM study. Subjects
with only pigmentary changes or intermediate drusen
were not included as either cases or controls. Subjects with
only hard drusen were classified as controls.

AMD Progression Study Group
Participants with documented AMD were recruited from
two previous studies after their completion: the Vitamin E
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and Cataract and AMD (VECAT) Study [32-34] and the
MelbourneVIP[2,3,31]. In both studies AMD was classi-
fied from dilated fundus photographs using the Interna-
tional Classification and Grading System [35].
Intermediate drusen were included in the definition of
AMD, but small hard drusen in the absence of any other
AMD features were not classified as AMD.

The VECAT study was a randomized clinical trial, con-
ducted from 1994-1999, to assess the efficacy of 500 IU
of vitamin E versus placebo in preventing the incidence
and/or progression of cataract and AMD [31-33]. Com-
munity volunteers aged 55 to 80 years were recruited to
participate in the five-year VECAT study. At baseline, soft
drusen larger than 125 pm were found in 11.4% of the
study cohort, retinal pigment epithelium changes in 9.5%
and late stage AMD in 0.5% of participants [31]. The final
results showed no effect of vitamin E supplementation on
the incidence or progression of AMD [36], therefore there
should be no bias in the assessment of AMD progression
in this study cohort. Thus all of the participants with any
signs of AMD, excluding bilateral end stage disease, were
eligible for the CHARM Study.

The Melbourne Visual Impairment Project (VIP) was a
population-based study of the distribution and determi-
nants of eye disease in a random sample of permanent
Melbourne residents aged 40 years and older [2,3,34]. Eli-
gible residents were identified and recruited by household
census from nine randomly selected pairs of census dis-
tricts to participate in baseline assessments, conducted
between 1992-1994. The prevalence of early age-related
macular degeneration in the VIP was 14.9% in males and
15.2% in females, and the prevalence of late stage AMD
was 0.58% in males and 0.76% in females [3]. All availa-
ble VIP participants with AMD at baseline except those
with bilateral endstage disease were eligible to participate
in the CHARM study.

Recruitment for the CHARM Study commenced in 2000
and continued through 2002. Given the enrollment dates
for the VECAT and VIP studies, the follow-up time interval
for assessing AMD progression varied from six to ten
years.

Study Measures

The interviewer-administered questionnaire, based on the
VIP questionnaire, contained questions about personal
health history (including medication use), alcohol con-
sumption, smoking history, ocular sunlight exposure,
family history of AMD and blindness, quality of life, use
of exogenous hormones, cognitive function, and visual
function [34]. Dietary intake was assessed with a 4-page
self-administered, semi-quantitative food frequency ques-
tionnaire [37]. Uniocular distance visual acuity was tested
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on a 4-meter retro-illuminated LogMAR chart and fol-
lowed by objective refraction using Humphrey® Autore-
fractor (Humphrey® Instrument Inc, San Leandro,
California) and subjective refinement to determine the
best corrected visual acuity.

Height and weight were measured, as well as supine bra-
chial blood pressure, measured with a Dinamap device
(Critikon Vital Signs Monitor 1846 SX). Pulse pressure
(the difference between the measured systolic and diasto-
lic blood pressures) and heart rate were also measured.
Carotid scanning for the assessment of intima media
thickness (IMT) was assessed in supine subjects with a
Toshiba SSH-140A imaging unit (Toshiba Corporation,
Japan). Three longitudinal arterial images were taken at
the right and left sides of the common carotid, bulb and
internal carotid. The average IMT of the six far wall meas-
urements, all 12 walls, and the mean maximum of all sites
were calculated.

Details of the methods used to measure arterial structure
and function are described below. The methods and the
repeatability achieved by this group have been published
previously [38].

Systemic arterial compliance (SAC) was estimated using
the "area method" by obtaining a surrogate pressure
waveform representing the aortic root driving pressure via
applanation tonometry with a Millar Mikro-Tip pencil
type transducer (Millar Instruments Inc, Houston, USA).
Continuous wave Doppler velocimetry with a handheld
instrument (Multi Dopplex II, Huntleigh Healthcare) was
employed to assess flow in the ascending aorta. The mean
of 10 waves was used to determine representative SAC.

Carotid pressure waveforms obtained by applanation
tonometry were used to calculate the augmentation index
(AI), defined as the difference between the first and sec-
ond systolic peaks of the central arterial waveform,
expressed as a percentage of the pulse pressure. The mean
value from 10 pressure waves was taken as mean AL

Pulse wave velocity (PWV) was measured by simultane-
ous recordings of arterial pressure waves at the right com-
mon carotid artery and the right femoral artery. Aortic
PWYV in meters per second was calculated as transit dis-
tance divided by transit time.

The dilated ophthalmic examination included a slit lamp
examination and ophthalmoscopy with a 78 diopter lens.
Signs of AMD were graded. Stereo photos of the macula
were taken with a Zeiss FF4 camera. All the fundus photos
from the CHARM examination as well as the baseline
photos from the VIP and VECAT studies were graded by a
single trained, experienced photo grader. Ten percent of
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the cohort was graded by another senior grader to ensure
consistency in grading. Any difficult photos were assessed
by the graders as well as a retinal specialist (RG).

The presence of AMD features was graded according to the
International Classification System [35,40]. Six levels of
AMD were scored: 1) no drusen or hard drusen only
(none in our study cohort), 2) intermediate drusen AND/
OR hyperpigmentation without hypopigmentation, 3)
distinct or indistinct soft drusen OR hypopigmentation
with or without hyperpigmentation, 4) distinct or indis-
tinct soft drusen AND hyper- or hypopigmentation, 5)
geographic atrophy, 6) neovascular AMD. The presence of
small hard drusen with no other features present was not
included in the definition of AMD. An increase in AMD
severity from level 2, 3 or 4 at baseline to one or more lev-
els in either eye, and also an increase of two or more steps
in the specific grades (as defined by the International
Classification and Grading System) [35,40] used to assess
size, total number, area occupied by a lesion and spread
to a more central location within a level, were defined as
progression. A comparison of the results of grading from
the three different cameras used in the VIP, VECAT and
CHARM studies revealed good agreement, with kappa val-
ues ranging from 0.69 to 0.90 for the various AMD fea-
tures [39,40].

Fasting blood samples were analyzed for blood glucose,
total blood cholesterol, high density lipoprotein (HDL)
cholesterol, low density lipoprotein (LDL) cholesterol,
fibrinogen, IgA, IgM, total white cells, lymphocytes, and
apolipoprotein E. Genomic DNA was isolated from
venous blood leukocytes using a standard phenol/chloro-
form extraction procedure [41]. The molecular techniques
used to genotype and score the €2, €3 and €4 alleles of the
APOE gene have been described elsewhere [42]. Presence
of the ¢4 allele was included as a covariate in the multivar-
iate models because of its proven association with cardio-
vascular disease and its protective effect on AMD which
has been shown in a number of studies [22,23]. We have
reported on the APOE gene effect on the CHARM cohort
where we found the €4 allele to be protective against pro-
gression of AMD [42].

Interview data were entered directly into a Microsoft
Access database that contained internal consistency
checks as well as confirmation of responses given during
previous interviews. All other data were entered twice and
verified. Data were analyzed with SPSS® version 15.0.
Univariate analyses consisted of chi-squared and t-tests.
Because frequency matching was used for controls rather
than one-to-one matching, simple logistic regression was
employed rather than conditional logistic regression.
Multivariable adjusted logistic regression models and
analysis of co-variance models were also conducted. A p-
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value < 0.05 was considered statistically significant. Mul-
tivariable adjusted logistic regression models were
employed to evaluate the relationship of augmentation
index (AI), intima media thickness (IMT) and systemic
arterial compliance (SAC) to prevalent AMD. All models
included 'ever smoked' because of its known association
with AMD prevalence and cardiovascular risk factors and
outcomes, and mean arterial pressure because it was cor-
related with all of the independent variables (correlation
coefficients ranged from 0.10 to 0.44, p-values ranged
from 0.10 to < 0.001). The presence of an Apoe4 allele was
included because it has been shown to increase risk of
CHD and has been shown to be associated with AMD in
numerous studies. Other covariates were included in sen-
sitivity analyses because they were found to be signifi-
cantly correlated with the independent variables of
interest. Multivariable adjusted logistic regression analy-
ses were employed to assess the independent relationship
between four significant/borderline significant factors
and AMD progression. SAC was also included in a sensi-
tivity analysis because of the significant result observed
with prevalent AMD. Age, 'ever smoked' and Apog4 geno-
type were included in all multivariate models. Other co-
variates that were included in the models for sensitivity
were selected because they were significantly correlated
with the independent variable of interest.

Results

Cardiovascular Disease and Prevalent AMD

There were 320 subjects available for the analysis of risk
factors for prevalent AMD (160 cases and 160 age- and
gender-matched controls). The frequency matching pro-
duced equivalent groups for analysis, as evidenced by
non-significant differences in demographic factors
between the two groups. The mean age of the study sub-
jects was 73.9 years (range 52-93 years) and 40.9% were
male. The 160 population-based controls included sub-
jects with no fundus abnormalities (n = 16) and many

http://www.biomedcentral.com/1471-2415/8/25

subjects with hard drusen only (n = 136). Of the 160 AMD
cases, 26% had late stage AMD (geographic atrophy or
neovascular AMD) in one eye, whilst the remaining
(74.0%) had soft drusen in at least one eye.

Nearly 12% (n = 18) of the AMD cases reported a history
of AMD in their parents or siblings, compared with 2% (n
= 3) of controls (chi-squared = 12.04, p = 0.001). AMD
cases not more likely then controls to have ever smoked
(49.0% versus 44.6%, chi-squared = 0.63, p = 0.43).
Descriptive characteristics of the continuous cardiovascu-
lar measures and risk factors in cases and controls are
summarized in Table 1. In the univariate analyses of vari-
ables that are risk factors for CVD or were measures of car-
diovascular health, a lower Al indicating healthier
cardiovascular function was found to be significantly
associated with AMD. (t=-1.93, p = 0.05).

In multivariate models adjusted for APOE4 allele and hav-
ing ever smoked (Table 2), the upper two quartiles of SAC,
implying good cardiovascular function, were significantly
associated with an increase in prevalent AMD (OR = 2.04,
95%CL = 1.05, 3.95 for quartile 3 and OR = 2.54, 95% CL
= 1.29, 4.99 for quartile 4) and the test for linear trend
between SAC and prevalent AMD was statistically signifi-
cant (Mantel Haenszel chi-squared = 4.73, p = 0.03).
Although not statistically significant, mean maximum
IMT, also showed a trend indicating that thicker, more dis-
eased vessels might protect from AMD. This protection
from AMD was also seen as a trend when the worst Al
quartile was compared to the best, but was not consistent
across all quartiles. Whilst a greater aortic PWV, indicative
of worsening risk of cardiovascular disease, was correlated
with increased risk of AMD, the greatest risk was in the
second lowest quartile, with risk then becoming relatively
less for the upper (worst) two quartiles of PWV. Sensitivity
analyses that incorporated other vascular factors associ-
ated with the independent variables of interest (glucose,

Table I: Univariate comparison of cardiovascular measures and risk factors in prevalent AMD cases and controls

Variable

AMD cases Mean (SD)

Controls Mean (SD) t-test, p-value

Systemic arterial compliance (log) -0.58 (0.29) -0.63 (0.29) 1.605, 0.11
Augmentation index 15.43 (9.22) 17.60 (10.23) -1.93, 0.05
Pulse wave velocity, aortic 12.28 (4.15) 11.80 (4.16) 1.00, 0.32

Average IMT of 12 walls (log) -1.09 (0.066) -1.08 (0.060) -0.77, 0.44
Mean maximum IMT (log) -0.95 (0.081) -0.95 (0.072) 0.24, 0.81

Mean arterial blood pressure 100.4 (13.0) 101.0 (15.3) -0.39, 0.70
Total cholesterol 5.57 (1.01) 5.62 (1.03) -0.38,0.70
HDL cholesterol 1.62 (0.48) 1.59 (0.50) 0.505, 0.61
LDL cholesterol 3.32(0.87) 3.35(0.92) -0.33,0.74
Triglycerides (log) 0.22 (0.46) 0.25 (0.48) -0.60, 0.55
Heart rate 61.6 (10.1) 63.4 (11.0) -1.49,0.14
Glucose (log) 1.66 (0.18) 1.66 (0.23) 0.06, 0.95

Fibrinogen 4.35 (0.88) 4.22 (0.94) 1.23,0.22
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Table 2: Multiple logistic regression analyses of cardiovascular risk factors and risk of AMD prevalence adjusted for ever having

smoked and APOE4 allele status.

Cardiovascular risk factor Number (%) of cases Odds ratio 95% CL
Systemic arterial compliance™
Quartile | 30 (19.4%) 1.0
Quartile 2 39 (25.2%) 1.92 0.09, 3.76
Quartile 3 42 (27.1%) 2.04 1.05, 3.95
Quartile 4 44 (28.4%) 2.54 1.29, 4.99
Augmentation index
Quartile | 36 (23.4%) 1.0
Quartile 2 36 (23.4%) 0.71 0.37, 1.35
Quartile 3 41 (26.6%) 1.03 0.55, 1.90
Quartile 4 41 (26.6%) 0.60 0.33, 1.09
Pulse wave velocity (aortic)
Quartile | 32 (21.3%) 1.0
Quartile 2 37 (24.7%) 1.60 0.8l, 3.15
Quartile 3 41 (27.3%) 2.03 1.01, 4.09
Quartile 4 40 (26.7%) 1.84 0.88, 3.86
Mean maximum IMT
Quartile | 40 (25.3%) 1.0
Quartile 2 37 (23.4%) 0.79 0.42, 1.50
Quartile 3 40 (25.3%) 0.94 0.49, 1.78
Quartile 4 41 (25.9%) 091 0.48, 1.74

*p-value for linear trend = 0.03
(significant factors in bold)

cholesterol, heart rate, mean arterial pressure) did not
substantially alter these associations (data not shown).
The same trends reported in Table 2 were observed when
restricting the analysis to only the late stage AMD cases,
although these findings were not statistically significant
due to the smaller number of cases. As an example, for
SAC, the multivariate odds ratios were 1.23 (95% CL =
0.44, 3.44), 1.17 (95%CL = 0.41, 3.28) and 1.30 (95%
CL+0.43, 3.96) respectively for the three upper quartiles
in comparison with the lowest quartile.

Cardiovascular Disease and AMD Progression

In the cohort of 254 subjects recruited for the progression
component of the study, AMD progression was observed
in 82 (32.3%) individuals. The mean age of the subjects
whose AMD progressed was 76.0 years, compared with
73.1 for those subjects whose AMD did not progress (t-test
=-2.96, p = 0.004). The gender distribution was not sig-
nificantly different between progressed (47.1% male)
cases and non-progressed (46.3% male) controls (chi-
squared = 0.13, p = 0.911). Subjects whose AMD had pro-
gressed were significantly more likely to have ever been
smokers (59.8% versus 40.7%, chi-squared = 8.1, p =
0.004) and were significantly more likely to have a first
degree relative with AMD (9.9% versus 2.4%, Fisher's
exact p-value = 0.022).

Unadjusted comparisons of cardiovascular risk factors
revealed frankly significant or borderline significant dif-
ferences in Al (t = 2.576, p = 0.011), PWV (t=-1.53,p =

0.128), and mean maximum IMT (t = -1.40, p = 0.165)
between AMD progressors and non-progressors (Table 3).

After adjusting for age, ever having smoked and APOFE4
allele status, a higher Al, or worsening cardiovascular
function was associated with reduced risk of AMD pro-
gression (OR = 0.54, 0.31 and 0.30 for the upper three
quartiles respectively in comparison with the lowest quar-
tile, Table 4). The aortic PWV results were similar to the
prevalence data. Risk of progression was associated with
the second lowest (or second healthiest) quartile of PWV,
becoming less as the PVW got progressively worse. (OR
6.22 in second quartile, compared to an OR of 3.36 in the
highest quartile). There were no significant associations
found between mean maximum IMT, SAC and risk of
AMD progression. Sensitivity analyses that included cardi-
ovascular factors such as cholesterol levels, glucose, heart
rate and mean arterial pressure, known to be associated
with the independent variables of interest did not mark-
edly change the results (data not shown).

Discussion

A number of studies have assessed the potential relation-
ship between traditional cardiovascular risk factors and
AMD prevalence, with primarily weak and inconsistent
findings [6]. We were unable to find an association
between traditional brachial blood pressure measure-
ments and either the prevalent or progressive AMD in the
present study. In this study we also sought to determine
whether novel, potentially more robust, methods to assess
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Table 3: Univariate comparison of cardiovascular measures and risk factors in AMD progressors and non-progressors

Variable AMD progression Mean (SD) No AMD progression Mean (SD) t-test, p-value
Systemic arterial compliance (log) 0.30 (0.49) 0.29 (0.51) -0.583, 0.56
Augmentation index 13.57 (8.44) 16.71 (9.77) 2.576,0.01
Pulse wave velocity, aortic 12.51 (4.24) 11.64 (3.95) -1.53,0.13
Average IMT of 12 walls (log) 0.08 (1.16) 0.08 (1.17) -0.491, 0.62
Mean maximum IMT (log) 0.12 (1.20) 0.11 (1.21) -1.396, 0.17
Mean arterial blood pressure 99.83 (12.78) 99.93 (12.04) 0.06, 0.95
Total cholesterol 5.55 (0.91) 5.50 (1.00) -0.319,0.75
HDL cholesterol 1.57 (0.44) 1.54 (0.45) -0.607, 0.55
LDL cholesterol 3.31 (0.80) 3.34 (0.83) 0.285, 0.78
Triglycerides (log) 1.33 (1.61) 1.29 (1.62) -0.426, 0.67
Heart rate 64.1 (9.01) 62.3 (10.74) -1.39,0.17
Glucose (log) 5.31 (1.22) 5.16 (1.19) -1.127,0.26
Fibrinogen 4.20 (0.86) 4.12 (0.76) -0.715, 0.48

the cardiovascular system might give more insight into the
relationship between cardiovascular health and AMD. Al
is determined by the magnitude and relative arrival time
of the reflected pressure wave relative to cardiac ejection.
As such it is determined by distance to the distal reflecting
site, itself affected by height and state of the peripheral
vasodilation as well as heart rate and average PWV in the
aorta. SAC provides the best estimate of cardiac afterload
and (probably) of coronary perfusion efficiency. PWV has
been shown to be the most robust indicator of overall
atherosclerotic burden and cardiovascular risk. We know
of no other study that has quantified arterial structure and
function using these novel measures of cardiovascular

health in relation to both prevalent and progressive AMD.
Contrary to expectations, this study has produced some
significant findings that would suggest that individuals
with healthier cardiovascular function are more at risk of
not only developing AMD, but also progressing to more
severe stages.

Individuals with greater systemic arterial compliance
(SAC), one indicator of better cardiovascular health, had
a higher rate of prevalent AMD. People with higher Al
(implying stiffer arteries), were less likely to show progres-
sion of their AMD. The results of the PVW in both the
prevalence and progression cohort showed similar inter-

Table 4: Multiple logistic regression analyses of cardiovascular risk factors and risk of AMD progression adjusted for age, APOE4 status

and having ever smoked.

Cardiovascular risk factor Number (%) of cases Odds ratio 95% CL
Systemic arterial compliance
Quartile | 18 (21.7%) 1.0
Quartile 2 20 (25.2%) 1.18 0.53,2.61
Quartile 3 18 (21.7%) 1.13 0.50, 2.55
Quartile 4 23 (27.7%) 1.80 0.80, 4.04
Augmentation index
Quartile | 30 (38.4%) 1.0
Quartile 2 21 (26.9%) 0.54 0.26, 1.16
Quartile 3 14 (17.9%) 0.31 0.14,0.70
Quartile 4 13 (16.7%) 0.30 0.13,0.69
Pulse wave velocity (aortic)*
Quartile | 7 (9.1%) 1.0
Quartile 2 26 (33.8%) 6.22 2.35, 16.46
Quartile 3 21 (27.3%) 3.69 1.38, 9.89
Quartile 4 23 (29.9%) 3.36 1.24, 9.06
Mean maximum IMT
Quartile | 14 (17.1%) 1.0
Quartile 2 19 (23.2%) 1.26 0.54,2.92
Quartile 3 25 (30.5%) 1.77 0.78, 4.01
Quartile 4 24 (29.3%) 1.34 0.57,3.17
*p for linear trend = 0.008, **p for linear trend = 0.04
(significant factors in bold)
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esting results. Whilst the lowest PWV (indicative of less
cardiovascular disease) did appear to be associated with a
higher rate of prevalent AMD and a greater likelihood to
progress, as PWV got progressively greater, the increased
risk seen in the second best quartile of PWV lessened.
Considering that these cohorts, particularly the progres-
sion cohort were healthy volunteers, we may have seen
this trend continue if people with worse CVD were
included.

This same CHARM cohort has been assessed to find risks
for progression that are consistent with the literature in
terms of age, smoking, and the APOE gene risk [41]. We
are therefore confident that our cohort and our analysis of
AMD and its progression are robust. These surprising find-
ings may go some way towards explaining the inconsist-
encies found in the numerous studies reporting on
cardiovascular disease and AMD. Of course, we cannot
rule out the possibility that the findings are spurious.
Although this was a study of progression and prevalent
AMD, comparison of results from studies of incidence and
prevalence often result in discrepant findings, potentially
because of the many potential biases (such as recall bias)
inherent in case/control studies of prevalent disease. Also,
prevalent cases likely have better cardiovascular health
than the general population because they were still alive
to participate in the study. Although the participation
rates of the two source studies, the VECAT and the VIP,
were quite high, it is possible that the eye and/or cardio-
vascular health of the participants were significantly dif-
ferent to the non-participants. We have no data about the
non-participants for comparison to assess this potential
bias. Another potential bias and limitation in our study
design is the fact that the cardiovascular measures were
done at follow-up for the progression component of the
study. Subjects with poorer cardiovascular health could
have died between the baseline assessment of AMD status
and the follow-up visit to categorize AMD progression
and cardiovascular health. These potential biases and lim-
itations may all have affected the results to some degree
that is not possible to quantify.

Based on our results, we hypothesize that a reasonably
healthy cardiovascular system is necessary to drive the
processes that lead to the development and progression of
AMD. This would be consistent with the general clinical
observation that most people with AMD do not appear to
be vasculopaths. This concept is not new in retinal dis-
eases, for in diabetic retinopathy an eye is protected by
carotid disease, and is put at increased risk when the
carotid disease is repaired at surgery [47,48]. The counter-
intuitive finding of a protective effect of poorer cardiovas-
cular health on the prevalent AMD and progression of
AMD has some parallels in the genetics of AMD where the
Apo e4 allele has been shown in numerous studies to be

http://www.biomedcentral.com/1471-2415/8/25

protective for AMD, yet is a risk factor for CVD and CVD
mortality.

Our non-significant findings for a potential relationship
between IMT and AMD are similar to those observed in
the Cardiovascular Health Study and differ from the 2.5-
fold increased risk of prevalent AMD that was found with
common carotid plaques in the Rotterdam Study. In this
latter study, carotid wall thickness was also found to be
significantly associated with incident AMD, although the
association was much weaker (OR = 1.15) and therefore
of questionable clinical significance. Those with plaques
(advanced disease) had increased rate of prevalent AMD,
whilst those with intermediate stages of CV disease
(increased IMT without plaque) had increased incidence.
This is compatible with our findings for incidence (SAC,
PWV) and prevalence (PWYV, Al).

Our results, whilst initially surprising, might be explained
as follows if they are true. An individual requires reasona-
ble cardiovascular health (higher SAC, lower Al, lower
PWV) to be susceptible to AMD development. Develop-
ment and progression may commence alongside worsen-
ing arterial function (i.e. increasing Al, PWV and
decreasing SAC). It is well known that in survivors, arterial
stiffness plateaus with age, consistent with irreversible
structural changes. Our results suggest that those who
have reached this stage of maximal stiffening are protected
from both incident cases in those that do not already have
AMD, or further progression if they already have the dis-
ease.

The elderly with high SAC were more likely to have AMD.
The association of a requirement for good indices of car-
diovascular function to get AMD may be a result of those
with such indices surviving long enough, or may be indic-
ative of a direct causal effect. The first quartile of the PWV
group, those who are most "well" in a cardiovascular risk
sense, do not exhibit significant systemic atherosclerosis.
Moderate stiffening (second quartile group) are those
with worsening arterial function but does not include
those individuals who have already achieved their "worst
state". Those in the fourth quartile have plateaued and can
get no stiffer in terms of arterial structure-function.

Conclusion

Further investigation of these novel, non invasive tech-
niques of assessing the cardiovascular system seems war-
ranted as they may not only uncover further modifiable
risk factors, but may go some way to increase our under-
standing of the pathogenesis of AMD and its progression.

Authors' contributions
CAM conceived the study, obtained grant funding, ana-
lyzed the data and drafted the manuscript. AD collected

Page 8 of 10

(page number not for citation purposes)



BMC Ophthalmology 2008, 8:25

the carotid artery data, interpreted the carotid artery
results, reviewed and approved the final manuscript. JM
supervised the carotid artery measurements and interpre-
tation, drafted sections of the manuscript, and reviewed
and approved the final manuscript. BM supervised the
carotid artery measurements and interpretation, drafted
sections of the manuscript, and reviewed and approved
the final manuscript. LDR assisted in study design, con-
ducted the ophthalmic assessments, assisted in the statis-
tical analysis, drafted sections of the manuscript and
reviewed and approved the final manuscript. PD collected
the orthoptic data, and reviewed and approved the final
manuscript. GT grade and interpreted all of the fundus
photos, assisted in the statistical analysis and reviewed
and proved the final manuscript. CN recruited subjects,
collected all of the demographic and risk factor data, and
reviewed and approved the final manuscript. JM assisted
in the overall study design, the acquisition of study fund-
ing and reviewed and approved the final manuscript. RG
supervised study staff, acquired study funding, assisted in
clinic subject recruitment, interpreted data, and assisted in
drafting the manuscript.

Acknowledgements

The CHARM Study was funded in large part by project grant number
128201 from the National Health and Medical Research Council. Support
was also received from the Ramaciotti Foundation, the Hugh D. Williamson
Foundation, and the Lions Clubs of Victoria. The authors acknowledge the
contributions of Sonya Ristevski to training and ongoing quality assurance
for the arterial structure measurements.

References

I. Vision Problems in the U.S. Prevalence of Adult Vision Impairment and Age-
related Eye Disease in America Schaumberg, IL: Prevent Blindness
America; 2002.

2. VanNewkirk MR, Weih L, McCarty CA, Taylor HR: Cause-specific
prevalence of bilateral visual impairment in Victoria, Aus-
tralia. The Visual Impairment Project. Ophthalmology 2001,
108:960-967.

3. VanNewkirk MR, Nanjan MB, Wang ], Mitchell P, Taylor HR, McCa-
rty CA: The prevalence of age-related maculopathy: the Vis-
ual Impairment Project. Ophthalmology 2000, 107:1593-1600.

4. Thorton ], Edwards R, Mitchell P, Harrison RA, Buchan |, Kelly SP:
Smoking and age-related macular degeneration: a review of
association. Eye 2005, 19:935-944.

5. Mitchell P, Chapman S, Smith W: Smoking is a major cause of
blindness. A new cigarette pack warning? Med | Aust 1999,
171:173-174.

6.  Sperduto RD, Hiller R: Systemic hypertension and age-related
maculopathy in the Framingham Study. Arch Ophthalmol 1986,
104:216-219.

7. Klein R, Klein BEK, Franke T: The relationship of cardiovascular
disease and its risk factors to age-related maculopathy. The
Beaver Dam Eye Study. Ophthalmology 1993, 100:406-414.

8. Vingerling JR, Dielemans |, Bots ML, Hofman A, Grobbee DE, de Jong
PTVM: Age-related macular degeneration is associated with
atherosclerosis. The Rotterdam Study. Am | Epidemiol 1995,
142:404-409.

9.  Smith W, Mitchell P, Leeder SR, Wang JJ: Plasma fibrinogen levels,
other cardiovascular risk factors, and age-related maculopa-
thy. The Blue Mountains Eye Study. Arch Ophthalmol 1998,
116:583-587.

10. Delcourt C, Michel F, Colvez A, Lacroux A, Delage M, Vernet M-H,
POLA Study Group: Associations of cardiovascular disease and

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32

http://www.biomedcentral.com/1471-2415/8/25

its risk factors with age-related macular degeneration: the
POLA study. Ophthalmic Epidemiol 2001, 8:237-249.

Hyman L, Schachat AP, He Q, Leske MC, Age-Related Macular
Degeneration Risk Factors Study Group: Hypertension, cardio-
vascular disease, and age-related macular degeneration. Arch
Ophthalmol 2000, 118(3):351-358.

Snow KK, Seddon JM: Do age-related macular degeneration
and cardiovascular disease share common antecedents? Oph-
thalmic Epidemiol 1999, 6:125-143.

Klein R, Klein BEK, Jensen SC: The relation of cardiovascular dis-
ease and its risk factors to the five year incidence of age-
related maculopathy: The Beaver Dam Eye Study. Ophthal-
mology 1997, 104:1804-1812.

Klein R, Klein B, Tomany SC, Cruickshanks K|: The association of
cardiovascular disease with the long-term incidence of age-
related maculopathy. Ophthalmology 2003, 110:1273-1280.

van Leeuwen R, lkram MK, Vingerling JR, Witteman JCM, Hofman A,
de Jong PTVM: Blood pressure, atherosclerosis, and the inci-
dence of age-related maculopathy: the Rotterdam Study.
Invest Ophthalmol Vis Sci 2003, 44:3771-3777.

Friedman E: The role of the atherosclerotic process in the
pathogenesis of age-related macular degeneration. Am | Oph-
thalmol 2000, 130:658-663.

Bulpitt CJ, Cameron D, Rajkumar C, Armstrong S, Connor M, Joshi
J, Lyons D, Moioli O, Nihoyannopoulos P: The effect of age on vas-
cular compliance in man: which are the appropriate meas-
ures? | Hum Hypertens 1999, 13:753-758.

Kingwell BA, Gatzka CD: Arterial stiffness and prediction of car-
diovascular risk. | Hypertens 2002, 20:2337-2340.

Cameron JD, Gatzka CD, Kingwell BA: Assessment of large
artery function. Coronary Artery Dis 2002, 13:405-413.

Boutouyrie P, Tropeano Al, Asmar R, Gautier |, Benetos A, Lacolley
P, Laurent S: Aortic stiffness is an independent predictor of pri-
mary coronary events in hypertensive patients. A longitudi-
nal study. Hypertension 2002, 39:10-15.

Asmar R, Rudnichi A, Blacher ], London GM, Safar ME: Pulse pres-
sure and aortic pulse wave are markers of cardiovascular
risk in hypertensive populations. Am | Hypertens 2001,
14:183-185.

Benetos A, Safar M, Rudnichi A, Smulyan H, Richard J-L, Ducimetiére
P, Guize L: Pulse pressure. A predictor of long-term cardio-
vascular mortality in French male population. Hypertension
1997, 30:1410-1415.

Benetos A, Rudnichi A, Safar M, Guize L: Pulse pressure and car-
diovascular mortality in normotensive and hypertensive
patients. Hypertension 1998, 32:560-564.

Nirnberger ), Keflioglu-Scheiber A, Saez AMO, Wenzel RR, Philipp T,
Schifers RF: Augmentation index is associated with cardiovas-
cular risk. | Hypertension 2002, 20:2407-2414.

Cruickshank K, Riste L, Anderson SG, Wright ]S, Dunn G, Gosling
RG: Aortic pulse-wave velocity and its relationship to mortal-
ity in diabetes and glucose intolerance. An integrated index
of vascular function? Circulation 2002, 106:2085-2090.

Cameron D, Jennings GL, Dart AM: The relationship between
arterial compliance, age, blood pressure and serum lipid lev-
els. | Hypertens 1995, 13(12 Pt 2):1718-1723.

Simon A, Gariepy ], Chironi G, Megnien J-L, Levenson J: Intima-
media thickness: a new tool for diagnosis and treatment of
cardiovascular risk. | Hypertens 2002, 20:159-169.

O'Leary DH, Polak JF: Intima-media thickness: a tool for
atherosclerosis imaging and event prediction. Am | Cardiol
2002, 90(suppl): 18L-21L.

de Groot E, Hovingh GK, Wiegman A, Duriez P, Smit A}, Fruchart J-
C, Kastelein JJP: Measurement of arterial wall thickness as a
surrogate marker for atherosclerosis. Circulation 2004, 109(23
Suppl 1):11133-11138.

Robman L, McNeil J, Dimitrov P, Dowrick A, Tikellis G, Nicolas C,
Cameron |, Guymer R, McGrath B, McCarty C: Methodology of
the Cardiovascular Health and Age-Related Maculopathy
(CHARM) Study. Ophthalmic Epidemiol 2004, 11:161-179.
Livingston PM, Carson CA, Stanislavsky YL, Lee SE, Guest CS, Taylor
HR: Methods for a population-based study of eye disease: the
Melbourne Visual Impairment Project. Ophthalmic Epidemiol
1994, 1:139-148.

Robman LD, Tikellis G, Garrett SKM, Harper CA, McNeil JJ, Taylor
HR, McCarty CA: Baseline ophthalmic findings in the Vitamin

Page 9 of 10

(page number not for citation purposes)


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11320028
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11320028
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11320028
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10919916
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10919916
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16151432
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16151432
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16151432
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10494230
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10494230
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=3947296
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=3947296
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8460013
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8460013
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8460013
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7625405
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7625405
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9596493
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9596493
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9596493
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11471092
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11471092
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11471092
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10721957
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10721957
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10420212
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10420212
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9373110
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9373110
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9373110
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12799274
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12799274
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12799274
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12939290
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12939290
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11078846
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11078846
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10578219
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10578219
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10578219
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12473851
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12473851
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11799071
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11799071
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11799071
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11243311
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11243311
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11243311
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9403561
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9403561
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9740626
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9740626
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9740626
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12379578
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12379578
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12379578
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8903639
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8903639
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8903639
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11821696
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11821696
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11821696
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15198964
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15198964
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15370549
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15370549
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15370549
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8790620
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8790620

BMC Ophthalmology 2008, 8:25

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.
49.

50.
51.
52.

53.

54.

E, Cataract and Age-related Maculopathy study. Aust N Z | Oph-
thalmol 1999, 27(6):410-416.

Tikellis G, Robman LD, Harper CA, Garrett SKM, McNeil J), Taylor
HR, McCarty CA: The VECAT Study: methodology and statis-
tical power for measurement of age-related macular fea-
tures. Ophthalmic Epidemiol 1999, 6:181-194.

Garrett SKM, McNeil JJ, Silagy C, Sinclair M, Thomas AP, Robman LD,
McCarty CA, Tikellis G, Taylor HR: Methodology of the VECAT
study: vitamin E intervention in cataract and age-related
maculopathy. Ophthalmic Epidemiol 1999, 6:195-208.

International ARM Epidemiological Study Group: An international
classification and grading system for age-related maculopa-
thy and age-related macular degeneration. Surv Ophthalmol
1995, 39:367-374.

Taylor HR, Tikellis G, Robman LD, McCarty CA, McNeil JJ: Vitamin
E supplementation and macular degeneration: randomized
controlled trial. BMJ 2002, 325(7354):1-2.

Hodge A, Patterson AJ, Brown WJ, Ireland P, Giles G: The Anti
Cancer Council of Victoria FFQ: relative validity of nutrient
intakes compared with weighed food records in young to
middle-aged women in a study of iron supplementation. Aust
NZ | Public Health 2000, 24:576-583.

Liang Y-L, Teede H, Kotsopoulos D, Shiel L, Cameron JD, Dart AM,
McGrath BP: Non-invasive measurements of arterial structure
and function: repeatability, interrelationships and trial sam-
ple size. Clinical Scie 1998, 95:669-679.

Tikellis G, Robman L, Guymer R, McCarty C: Comparison of 3 fun-
dus cameras for detecting features related to early age-
related macular degeneration. (Abstract). Clin Exper Ophthal-
mol 2002, 30(Suppl):A254.

Tikellis G, Robman LD, Dimitrov P, Nicolas C, McCarty CA, Guymer
RH: Characteristics of early age-related macular degenera-
tion: the Cardiovascular Health and Age-related Maculopa-
thy Study. Eye 2007, 21:169-176.

Sambrook |, Fritsch EF, Maniatis T: Molecular Cloning: a Laboratory Man-
ual Cold Spring Harbor Press; 1989.

Baird PN, Guida E, Chu DT, Vu HT, Guymer RH: The epsilon2 and
epsilon4 alleles of the apolipoprotein gene are associated
with age-related macular degeneration. Invest Ophthalmol Vis
Sci 2004, 45:1311-1315.

Eichner JE, Dunn ST, Perveen G, Thompson DM, Stewart KE, Stroehla
BC: Apolipoprotein E polymorphism and cardiovascular dis-
ease: a HUGE review. Am | Epidemiol 2002, 155:487-495.

Yates JRW, Moore AT: Genetic susceptibility to age related
macular degeneration. | Med Genet 2000, 37:83-87.

Baird PN, Richardson AJ, Robman LD, Dimitrov PN, Tikellis G, McCa-
rty CA, Guymer RH: The apolipoprotein (APOE) gene is asso-
ciated with progression of age-related macular degeneration
(AMD). Human Mutation 2006, 27:337-342.

Cameron J: Estimation of arterial mechanics in clinical prac-
tice and as a research technique. Clin Exper Pharm Physiol 1999,
26:285-294.

Klein R, Klein BEK, Marino EK, Kuller LH, Furberg C, Burke GL, Hub-
bard LD: Early age-related maculopathy in the Cardiovascu-
lar Health Study. Ophthalmology 2003, 110:25-33.

Verma D: Pathogenesis of diabetic retinopathy — the missing
link. Med Hypotheses 1993, 41:205-210.

Dogru M, Inoue M, Nakamura M, Yamamoto M: Modifying factors
related to asymmetric diabetic retinopathy. Eye 1998,
12:929-933.

Klein R, Klein BE, Moss SE: Age-related eye disease and survival.
The Beaver Dam Eye Study. Arch Ophthalmol 1995, 113:333-339.
McCarty CA, Nanjan MB, Taylor HR: Vision impairment predicts
5 year mortality. Br | Ophthalmol 2001, 85:322-326.

Friedman E: A hemodynamic model of the pathogenesis of
age-related macular degeneration. Am | Ophthalmol 1997,
124:677-682.

Friedman E: Update of the vascular model of AMD. Are statins
or antihypertensives protective? Br | Ophthalmol 2004,
88:161-163.

North KE, MacCluer JW, Devereux RB, Howard BV, Welty TK, Best
LG, Lee ET, Fabsitz RR, Roman M), Strong Heart Family Study: Her-
itability of carotid artery structure and function. The Strong
Heart Family Study. Arterioscler Thromb Vasc Biol 2002,
22:1698-1703.

55.

56.

57.

58.

59.

http://www.biomedcentral.com/1471-2415/8/25

Benetos A, Gautier S, Ricard S, Topouchian ], Asmar R, Poirier O,
Larosa E, Guize L, Safar M, Soubrier F, Cambien F: Influence of angi-
otensin-converting enzyme and angiotensein Il type | recep-
tor gene polymorphisms on aortic stiffness in normotensive
and hypertensive patients. Circulation 1996, 94:698-703.
Mattace-Raso FU, Cammen T] van der, Sayed-Tabatabaei FA, van Pop
NM, Asmar R, Schalekamp MA, Asmar R, Hofman A, Witteman |C:
Angiotensin-converting enzyme gene polymorphism and
common carotid stiffness. The Rotterdam Study. Atherosclero-
sis 2004, 174:121-126.

Medley TL, Cole TJ, Gatzka CD, Wang WYS, Dart AM, Kingwell BA:
Fibrillin-1 genotype is associated with aortic stiffness and dis-
ease severity in patients with coronary artery disease. Circu-
lation 2002, 105:810-815.

Medley TL, Kingwell BA, Gatzka CD, Pillay P, Cole T): Matrix met-
alloproteinase-3 genotype contributes to age-related aortic
stiffening through modulation of gene and protein expres-
sion. Circ Res 2003, 92:1254-1261.

Chen W, Srinivasan SR, Bond MG, Tang R, Urbina EM, Li S, Boerwin-
kle E, Berenson GS: Nitric oxide synthase gene polymorphism
(G894T) influences arterial stiffness in adults: the Bogalusa
Heart Study. Am | Hypertens 2004, 17:553-559.

Pre-publication history
The pre-publication history for this paper can be accessed
here:

http://www.biomedcentral.com/1471-2415/8/25/prepub

Submit your manuscript here:
http://www.biomedcentral.com/info/publishing_adv.asp

Publish with Bio Med Central and every
scientist can read your work free of charge

"BioMed Central will be the most significant development for

disseminating the results of biomedical research in our lifetime."

Sir Paul Nurse, Cancer Research UK
Your research papers will be:
« available free of charge to the entire biomedical community
« peer reviewed and published immediately upon acceptance
« cited in PubMed and archived on PubMed Central

O BioMedcentral

« yours — you keep the copyright

Page 10 of 10

(page number not for citation purposes)


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10641899
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10487973
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10487973
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10487973
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10487974
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10487974
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10487974
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7604360
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7604360
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7604360
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12098707
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12098707
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12098707
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16732219
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16732219
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16732219
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15111582
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15111582
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15111582
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11882522
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11882522
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10662806
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10662806
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16453339
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16453339
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16453339
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12511342
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12511342
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7505046
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7505046
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10325988
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10325988
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7887847
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7887847
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11222339
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11222339
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9372722
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9372722
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14736760
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14736760
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12377752
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12377752
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12377752
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8772690
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8772690
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8772690
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15135260
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15135260
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15135260
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11854120
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11854120
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11854120
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12750310
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12750310
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12750310
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15233973
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15233973
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15233973
http://www.biomedcentral.com/1471-2415/8/25/prepub
http://www.biomedcentral.com/
http://www.biomedcentral.com/info/publishing_adv.asp
http://www.biomedcentral.com/

	Abstract
	Background
	Methods
	Results
	Conclusion

	Background
	Methods
	Prevalent AMD Study Group
	AMD Progression Study Group
	Study Measures

	Results
	Cardiovascular Disease and Prevalent AMD
	Cardiovascular Disease and AMD Progression

	Discussion
	Conclusion
	Authors' contributions
	Acknowledgements
	References
	Pre-publication history

