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Foveal slope measurements in subjects with high‑risk of age‑related 
macular degeneration

Rajiv Raman, Sayalee Lahane, Aditi Gupta, D Sandeep1, Tarun Sharma

Background: Recent reports indicated that the slope of the foveal depression influences the macular 
pigment (MP) spatial profile. MP has been shown to confer possible protection against age-related 
macular degeneration (ARMD) because of its antioxidant properties. Aims: To study the configuration 
of foveal slope and the foveal thickness in fellow eyes of subjects with unilateral neovascular ARMD. 
Settings and design: Case-control series. Materials and Methods: The study population consisted of 
30 cases aged >50, who had unilateral choroidal neovascular membrane (CNVM) or disciform scar in the 
fellow eye and 29 controls aged >50, who had no sign of ARMD in the either eye. Using spectral-domain 
optical coherence tomography, foveal thickness at different locations including the central subfield foveal 
thickness (CSFT) was noted. The foveal slopes were calculated in the six radial scans (between 0.25° 
and 1° retinal eccentricity) as well as the 3D scan. Results: Cases had a significantly higher CSFT when 
compared to controls (215.1 ± 36.19 µ vs. 193.0 ± 17.38 µ, P = 0.004). On the 3D scan, the cases had shallower 
superior (cases 1.32 ± 0.32 vs. controls 1.45 ± 0.13, P = 0.04) and temporal slopes (cases 1.27 ± 0.21 vs. 
controls 1.39 ± 0.12, P = 0.01) in comparison to the controls. Conclusions: We noted a shallower superior 
and temporal foveal slope and a higher CSFT in the fellow eyes of subjects with a unilateral neovascular 
ARMD. Prospective studies observing the development of CNVM in subjects with altered foveal slope 
might provide more information on this optical coherence tomography finding.
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The neovascular form of age-related macular degeneration 
(ARMD) accounts for the majority of patients with severe 
visual loss from this disease.[1] The incidence of developing 
neovascular disease in the second eye of the participants with 
unilateral neovascular ARMD has been reported to be as high 
as 35% over a median follow-up of 6.3 years.[2]

Although the precise etiopathogenesis of ARMD remains 
a matter of debate, there is compelling evidence to indicate 
that oxidative damage plays a crucial role.[3-5] In recent years, 
there has been a growing interest on studying macular 
pigment (MP) optical density because of possible protection 
against ARMD conferred by the antioxidant properties of 
MP.[6,7] This protective effect of the MP may be of therapeutic 
value as it has been reported that MP can be augmented with 
the dietary modification.[8]

MP has been shown to be significantly related to central 
retinal thickness in the healthy subjects as well as in some types 
of retinal degeneration.[9-12] Liew et al. have shown a significant 
positive relationship between the central retinal thickness and 
the MP optical density.[9] More recently, Kirby et al. showed that 
the slope of the foveal depression influences the MP spatial 
profile, with a steeper MP spatial profile being associated with 
a steeper foveal depression.[13]

The purpose of the present pilot study was to determine 
whether fellow eyes of patients with unilateral neovascular 
ARMD have altered foveal slope, an indirect evidence of altered 
MP spatial profile. We also aimed to study the foveal thickness 
in fellow eyes of subjects with an unilateral neovascular ARMD.

Materials and Methods
This is a pilot study, the study population consisting of 30 cases 
aged >50, who had no sign of the ARMD in one eye and a 
choroidal neovascular membrane (CNVM) or disciform scar 
in the other eye and 29 controls aged >50, who had no sign of 
the ARMD in the either eye. An ocular history and examination 
was performed on all subjects to exclude those with any 
previous ocular surgery or retinal pathology (including early 
age related maculopathy in both eyes of controls and study 
eye of cases). Research procedures followed the tenets of the 
Declaration of Helsinki and were approved by the institutional 
ethics committee.

Retinal thickness was measured using spectral domain 
optical coherence tomography (SD-OCT) (Copernicus, Optopol, 
Polland), following pupil dilation with 1% tropicamide. Retinal 
thickness was calculated automatically using the inbuilt 
topographic mapping software. A single retinal map was 
acquired using the 3D scan protocol, centered on the subject’s 
fixation point. Central subfield foveal thickness (CSFT) was 
noted. The temporal, superior, inferior, and nasal subfield 
thicknesses were noted at 3 mm radius. The measurements 
were carried out in the normal eye in cases and in the right 
eye in controls.

Calculation of foveal slope: The calculation of foveal 
slope was carried out as described by Kirby et al. in the six 
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radial scans.[13] Measurements were carried out between 
0.25° and 1° retinal eccentricity [Fig. 1]. The values, in 
micrometers, corresponding to these retinal eccentricities, 
were used as x-values. The foveal thickness values (caliper 
function-OCT) were taken as the perpendicular distance 
between the horizontal lines drawn from the foveal center 
to the vitre-oretinal interface. The thickness (micrometers) at 
both 0.25° and 1° retinal eccentricity, measured subjectively, 
using the built-in caliper function were used as y-values. The 
slope equation m = (y2 − y1)/(x2 − x1) was then applied. Thus, 
the slope of the foveal pit profile curve was approximated with 
the slope of the line segment joining (x1, y1) and (x2, y2). Similar 
calculation was carried out in all six macular scans and average 
of all the six readings was taken as the overall foveal slope. The 
slope was also calculated in the 3D scan. The individual slopes 
on the 3D scan were calculated as a ratio of temporal/nasal/
superior/inferior and CSFT.

Statistical analyses were performed using SPSS for Windows 
version 14.0 software (SPSS Inc., Chicago, IL, USA). The retinal 
thickness and foveal slope measurements for cases and controls 
were adjusted for the age and gender.

Results
Fig. 2 shows, the comparison of mean retinal thicknesses 
in cases and controls. There was a statistically significant 
difference in the CSFT in cases and controls (215.1 ± 36.19 µ vs. 
193.0 ± 17.38 µ, P = 0.004). However, there were no significant 
differences in temporal, superior, inferior, and nasal subfield 
thicknesses.

Table 1 shows, the comparison of foveal slopes between the 
cases and controls as measured in the six radial scans. There 
was no statistically significant difference between the cases 
and controls.

Table 2 shows, the comparison of foveal slopes between 
cases and controls as measured in the 3D scan. Cases had a 

Figure 1: Calculations of foveal slope using radial scans and 3D scans

Table 1: Foveal slope measurements at six radial scans in 
cases and controls

Parameters Cases Controls P value

Average slope 0.067 (0.055‑0.078) 0.077 (0.066‑0.088) 0.200

Slope at 0° 0.073 (0.055‑0.092) 0.077 (0.059‑0.095) 0.789

Slope at 30° 0.059 (0.046‑0.072) 0.075 (0.062‑0.088) 0.093

Slope at 60° 0.067 (0.051‑0.083) 0.087 (0.071‑0.102) 0.085

Slope at 90° 0.067 (0.051‑0.084) 0.085 (0.068‑0.101) 0.141

Slope at 120° 0.061 (0.046‑0.076) 0.068 (0.053‑0.083) 0.537
Slope at 150° 0.072 (0.053‑0.090) 0.071 (0.052‑0.089) 0.947

Table  2:  Comparison  of  foveal  slopes  from  3D  scans  in 
cases and controls

Parameters Cases Controls P value

Superior slope 1.31 (1.22‑1.41) 1.46 (1.36‑1.55) 0.036

Inferior slope 1.33 (1.25‑1.41) 1.40 (1.33‑1.48) 0.180

Nasal slope 1.29 (1.21‑1.37) 1.37 (1.29‑1.45) 0.165
Temporal slope 1.28 (1.21‑1.34) 1.39 (1.32‑1.45) 0.018
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statistically significant difference in the superior (cases 1.31 vs. 
controls 1.46, P = 0.036) and the temporal slopes (cases 1.28 vs. 
controls 1.39, P = 0.018), the respective slopes being found to be 
shallower in comparison to controls. There were no significant 
differences in the nasal and inferior slopes in the two groups.

Discussion
Age-related eye disease study report no. 19 has indicated 
the risk of developing CNVM in fellow eyes of subjects with 
unilateral neovascular ARMD to be as high as 35%.[2] Since the 
patients with the identifiable risk factors for development of 
CNVM in fellow eyes would benefit from closer monitoring 
the risk factors have been extensively studied in the literature. 
Recently, many reports have focused on studying in detail 
the MP optical density in ARMD because MP has been 
hypothesized to have a protective role against the development 
of ARMD.[6,7,14,15] An association has been reported between MP 
and retinal thickness[9-12] and between MP and foveal slope;[13] 
hence, studying these parameters can also prove useful. 
Moreover, recent reports have even cited the possibility that a 
thin retina may be an independent risk factor for ARMD, with 
the association of ARMD and low MP being secondary to this.[9]

In the present study, we aimed to study the configuration 
of foveal slope and the foveal thickness in fellow eyes of 
subjects with unilateral neovascular ARMD, and compare 
the corresponding findings with those of healthy controls 
without any sign of ARMD in the either eye. We noted a 
shallower superior and temporal foveal slope in the cases, 
whereas, there were no significant differences in the thickness 
of nasal and inferior slope. One way to explain these 
differences can be the altered density of the MP over different 
parts of fovea. MP has been shown to peak at the center 
of the fovea and to decline in an exponential fashion with 
increasing retinal eccentricity, for the most individuals.[16] 
Snodderly et al.[17] and Delori et al.[18] initially hypothesized 
that foveal architecture may contribute to the variability 
seen in MP distribution. Nolan et al. found that MP was 
positively and significantly associated with a distinct feature 
of foveal architecture—namely, foveal width.[19] However, the 

variation in the distribution of MP over nasal or temporal 
slopes of fovea has not been reported earlier.

In the present study, we could not find any focal differences 
in the foveal slope when measured in radial scans. In the 
healthy subjects, no significant difference in retinal thickness 
measurements has been reported between the radial and 
3D scans on SD-OCT.[20] Hence, the differences in foveal 
thickness (as noted between cases and controls in the present 
study) would not be responsible for variation in the foveal 
slopes noted only in 3D scans. Furthermore, radial scans 
calculate the retinal thickness based only on the 6 lines while 
3D scans calculate from the data of 128-200 scans over the same 
area. Thus, radial scans only image a small proportion of the 
macula while the 3D scans image almost the complete area. 
Hence, changes in foveal slope as found on 3D scan, but not 
on radial scan, may imply that the changes in foveal slope are 
more regional than focal.

We also observed that the CSFT in cases was significantly 
higher in comparison to controls. Factors that might influence 
the retinal thickness include age, gender, and axial length.[21,22] 
The retinal thickness and foveal slope measurements for cases 
and controls were adjusted for age and gender in the present 
study. We did not measure axial length in the two groups, and 
this is a limitation of our study. In a report by Wagner-Schuman 
et al.[23] the differences in the retinal thickness observed only 
in the central subfield were more likely due to differences in 
foveal pit morphology, whereas, the differences including 
multiple Early Treatment Diabetic Retinopathy Study segments 
represented real differences in retinal thickness. In our study, 
the differences in retinal thickness were observed only in the 
central subfield and hence, are more likely to reflect altered 
foveal pit morphology. Such a finding is significant because 
altered pit morphology in subjects with unilateral ARMD might 
indicate an association between the two.

Until now, the relationship between the MP and foveal 
thickness remains controversial. Previous studies have 
found that MP optical density in patients with retinal 
degeneration (choroideremia, retinitis pigmentosa, Usher 
syndrome) is a significantly and inversely related to retinal 
thickness.[11,12] However, studies performed in healthy 
subjects reported a positive association between the central 
foveal thickness and MP optical density.[9,10] However, these 
studies evaluated the foveal thickness on stratus time domain 
OCT (TD-OCT) because it was the most common commercially 
available OCT instrument in the past decade. Foveal thickness 
measurement on TD-OCT averages six values and has large 
variability since it becomes difficult to image the same point on 
the retina repeatedly. To overcome this difficulty, studies have 
defined the central subfield, which is an average of 512 values 
and also distributes any change in the location over a wider 
area.[24,25] Furthermore, TD-OCT calculates the retinal thickness 
based on the 6 radial line scans while SD-OCT calculates 
from the data of 3D scan with 128-200 scans over the same 
area.[20] In our study, we measured the retinal thickness on 
SD-OCT. Hence, we cannot relate our results with the reported 
associations between retinal thickness on TD-OCT and MP. 
One study used SD OCT (Topcon 3D OCT 1000) and reported 
no correlation between the foveal thickness and MP optical 
density in early ARMD subjects.[26] In our study, since we did 
not measure the MP optical density, it is difficult to comment 

Figure 2: Comparison of retinal thickness measurements in cases 
and controls (CSFT: Central subfield foveal thickness, ST: Superior 
subfield thickness, IT: Inferior subfield thickness, NT: Nasal subfield 
thickness and TT: Temporal subfield thickness)
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whether the MP optical density is higher in the cases than the 
control group. Altered central retinal thickness in cases may 
represent a change in foveal pit morphology or a change in MP. 
As reported previously by Nolan et al.[19] MP optical density is 
related to the foveal architecture of the individual; however, 
even in healthy subjects, the relationship is complex.

The limitations of the present study include the lack of 
measurement of MP optical density in cases and controls, and 
unavailability of data regarding the smoking status of the cases 
and controls. Furthermore, we did not assess the relationship 
between CSFT and foveal slope in this study.

Prospective studies observing the development of CNVM 
in subjects with altered foveal slope might provide more 
information on this OCT finding. It would be fascinating 
to demonstrate the presence or absence of a quantitative 
relationship between foveal slope and development of wet 
ARMD in future studies.

References
1. Ferris FL 3rd, Fine SL, Hyman L. Age-related macular degeneration 

and blindness due to neovascular maculopathy. Arch Ophthalmol 
1984;102:1640-2.

2. Clemons TE, Milton RC, Klein R, Seddon JM, Ferris FL 3rd, 
Age-Related Eye Disease Study Research Group. Risk factors for 
the incidence of Advanced Age-Related Macular Degeneration in 
the Age-Related Eye Disease Study (AREDS) AREDS report no. 19. 
Ophthalmology 2005;112:533-9.

3. Pryor WA. The free radical theory of aging revisited: A critique 
and a specific disease-specific theory. In: Butler RN, Sprott RL, 
Schneider EL, editors. Modern Biological Theories of Aging. 
New York: Raven Press; 1987. p. 42-63.

4. Young RW. Solar radiation and age-related macular degeneration. 
Surv Ophthalmol 1988;32:252-69.

5. De La Paz M, Anderson RE. Region and age-dependent variation 
in susceptibility of the human retina to lipid peroxidation. Invest 
Ophthalmol Vis Sci 1992;33:3497-9.

6. Snodderly DM. Evidence for protection against age-related macular 
degeneration by carotenoids and antioxidant vitamins. Am J Clin 
Nutr 1995;62:1448S-61.

7. Landrum JT, Bone RA, Kilburn MD. The macular pigment: 
A possible role in protection from age-related macular degeneration. 
Adv Pharmacol 1997;38:537-56.

8. Hammond BR Jr, Johnson EJ, Russell RM, Krinsky NI, Yeum KJ, 
Edwards RB, et al. Dietary modification of human macular pigment 
density. Invest Ophthalmol Vis Sci 1996;38:1795-801.

9. Liew SH, Gilbert CE, Spector TD, Mellerio J, Van Kuĳk FJ, Beatty S, 
et al. Central retinal thickness is positively correlated with macular 
pigment optical density. Exp Eye Res 2006;82:915-20.

10. van der Veen RL, Ostendorf S, Hendrikse F, Berendschot TT. 
Macular pigment optical density relates to foveal thickness. Eur J 
Ophthalmol 2009;19:836-41.

11. Aleman TS, Duncan JL, Bieber ML, de Castro E, Marks DA, 
Gardner LM, et al. Macular pigment and lutein supplementation 
in retinitis pigmentosa and Usher syndrome. Invest Ophthalmol 
Vis Sci 2001;42:1873-81.

12. Duncan JL, Aleman TS, Gardner LM, De Castro E, Marks DA, 
Emmons JM, et al. Macular pigment and lutein supplementation 

in choroideremia. Exp Eye Res 2002;74:371-81.
13. Kirby ML, Galea M, Loane E, Stack J, Beatty S, Nolan JM. Foveal 

anatomic associations with the secondary peak and the slope of 
the macular pigment spatial profile. Invest Ophthalmol Vis Sci 
2009;50:1383-91.

14. Hammond BR Jr, Wooten BR, Snodderly DM. Cigarette smoking 
and retinal carotenoids: Implications for age-related macular 
degeneration. Vision Res 1996;36:3003-9.

15. Hammond BR Jr, Curran-Celentano J, Judd S, Fuld K, Krinsky NI, 
Wooten BR, et al. Sex differences in macular pigment optical 
density: Relation to plasma carotenoid concentrations and dietary 
patterns. Vision Res 1996;36:2001-12.

16. Hammond BR Jr, Wooten BR, Snodderly DM. Individual variations 
in the spatial profile of human macular pigment. J Opt Soc Am A 
Opt Image Sci Vis 1997;14:1187-96.

17. Snodderly DM, Auran JD, Delori FC. The macular pigment. 
II. Spatial distribution in primate retinas. Invest Ophthalmol Vis 
Sci 1984;25:674-85.

18. Delori FC, Goger DG, Keilhauer C, Salvetti P, Staurenghi G. Bimodal 
spatial distribution of macular pigment: Evidence of a gender 
relationship. J Opt Soc Am A Opt Image Sci Vis 2006;23:521-38.

19. Nolan JM, Stringham JM, Beatty S, Snodderly DM. Spatial profile 
of macular pigment and its relationship to foveal architecture. 
Invest Ophthalmol Vis Sci 2008;49:2134-42.

20. Sayanagi K, Sharma S, Kaiser PK. Comparison of retinal thickness 
measurements between three-dimensional and radial scans on 
spectral-domain optical coherence tomography. Am J Ophthalmol 
2009;148:431-8.

21. Ooto S, Hangai M, Tomidokoro A, Saito H, Araie M, Otani T, 
et al. Effects of age, sex, and axial length on the three-dimensional 
profile of normal macular layer structures. Invest Ophthalmol Vis 
Sci 2011;52:8769-79.

22. Song WK, Lee SC, Lee ES, Kim CY, Kim SS. Macular thickness 
variations with sex, age, and axial length in healthy subjects: 
A spectral domain-optical coherence tomography study. Invest 
Ophthalmol Vis Sci 2010;51:3913-8.

23. Wagner-Schuman M, Dubis AM, Nordgren RN, Lei Y, Odell D, 
Chiao H, et al. Race- and sex-related differences in retinal 
thickness and foveal pit morphology. Invest Ophthalmol Vis Sci 
2011;52:625-34.

24. Diabetic Retinopathy Clinical Research Network, Krzystolik MG, 
Strauber SF, Aiello LP, Beck RW, Berger BB, et al. Reproducibility 
of macular thickness and volume using Zeiss optical coherence 
tomography in patients with diabetic macular edema. 
Ophthalmology 2007;114:1520-5.

25. Grover S, Murthy RK, Brar VS, Chalam KV. Comparison of retinal 
thickness in normal eyes using Stratus and Spectralis optical 
coherence tomography. Invest Ophthalmol Vis Sci 2010;51:2644-7.

26. Palomo-Alvarez C, Puell M, Gomez-Sanz F, Barrio A, Clement-
Corral A, Perez-Carrasco M. Is foveal thickness correlated with 
macular pigment optical density and with Intraocular light scatter 
in early age-related maculopathy? Acta Ophthalmologica Special 
Issue: Abstracts from the 2010 European Association for Vision 
and Eye Research Conference; 2010. p. 88.

Cite this article as: Raman R, Lahane S, Gupta A, Sandeep D, Sharma T. 
Foveal slope measurements in subjects with high-risk of age-related macular 
degeneration. Indian J Ophthalmol 2013;61:507-10.

Source of Support: Nil. Conflict of Interest: None declared.

[Downloaded free from http://www.ijo.in on Tuesday, November 12, 2013, IP: 27.251.28.131]  ||  Click here to download free Android application for this journal

https://market.android.com/details?id=comm.app.medknow

