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Purpose: To perform multifocal electroretinography (mfERG)- and central 
perimetry-based evaluation of the function of the macula before and after vitrectomy 
with conventional internal limiting membrane (ILM) peeling versus fovea-sparing 
ILM peeling for idiopathic macular hole (IMH).
Material and Methods: This study included 70 patients (71 eyes) who received 25-G 
vitrectomy with conventional or fovea-sparing ILM peeling and gas tamponade 
with 20% SF6 or 15% С3F8 for stage-2 to stage-4 holes as per the classification by 
Gass. Eyes of study patients underwent optical coherence tomography angiography 
(OCTA) evaluation of IMH diameter and   choriocapillaris perfusion density, ten-
degree static perimetry and 20-degree 5-ring mfERG before and 1 month after 
surgery.
Results: Before surgery, eyes with IMH showed significantly reduced foveal light 
sensitivity and overall parafoveal sensitivity, increased Pattern Standard Deviation 
(PSD), and reduced retinal response density in mfERG rings 1 and 2 compared to 
fellow eyes. The foveal threshold sensitivity in the affected eyes was found to be 
correlated with minimal diameter of IMH (r = -0.77; р < 0.05) and the postoperative 
BCVA (r = 0.66; р < 0.05), whereas the overall retinal sensitivity, with the maximal 
diameter of IMH (r = -0.56), preoperative BCVA (r = 0.6) and postoperative BCVA 
(r = 0.7). MfERG retinal response density in ring 1 was significantly reduced (р 
= 0.00001) and correlated with the preoperative foveal threshold sensitivity (r = 
0.6) and choriocapillaris perfusion density (r = 0.39). After macular hole closure, 
median BCVA (interquartile range) in the fovea-sparing ILM peeling group and 
the conventional ILM peeling group improved to 0.55 (0.35–0.7) and 0.43 (0.35–
0.6), respectively. In addition, the foveal threshold sensitivity within 10-degree 
area in the former and latter groups improved, but was 13.6% (р = 0.009) and 
15% (р = 0.0001), respectively, lower than in the fellow eyes (34.5 ± 2.9 dB). The 
overall retinal sensitivity in the fovea-sparing ILM peeling group improved more 
substantially, to 509.6 ± 13.9 dB, and almost reached the fellow-eye value (528.0 
± 25.8 dB). Moreover, the retinal response density in the conventional ILM peeling 
group improved in rings 1-5, whereas that in the fovea-sparing ILM peeling group, 
in rings 2-4, but not in ring 1.
Conclusion: In eyes with IMH, retinal photoreceptor function as assessed by 
perimetry and mfERG was found to be impaired at baseline and improved after 
macular hole closure. In the fovea-sparing ILM peeling group, the overall retinal 
sensitivity in the affected eyes improved more substantially than in the conventional 
ILM peeling group.
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Introduction
An idiopathic macular hole (IMH) is a full-thickness 

defect of foveal retina from the internal limiting membrane 
(ILM) to the outer segment of the photoreceptor layer; it 
is accompanied by reduced visual acuity. In the Baltimore 
Eye study, a prevalence of 3.3 per 1000 was reported. It 

occurs almost three times more often in women than in 
men and develops usually in the seventh decade of life [1].
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A vitrectomy with ILM peeling and vitreous gas/air 
tamponade is a gold standard for treating macular holes 
[2]. Fovea-sparing ILM peeling has been increasingly used 
recently; it preserves the parafoveal ILM which allows to 
reduce the risk of damage to foveal Müller cells [3–5].

Visual acuity (VA) is a major measure for assessing 
the function of patients with IMH. There are sensitive 
electrophysiological techniques for more accurate 
evaluation of the functional effect of IMH surgery. These 
include the full-field (Ganzfeld) electoretinogram and 
multifocal electoretinogram (mfERG), which provide 
objective retinal functional data and can be used to study 
local visual field defects in the macula. The mfERG was 
developed to provide a topographic measure of retinal 
activity and reflects the spatial relationship between the 
receptor cells and the cells supporting the retina [6–8]. 
Macular perimetry allows for the identification of defects 
in retinal receptor sensitivity, which provides more detailed 
knowledge on the functional state of the retina, too [9].

The purpose of the current study was to perform 
mfERG- and central perimetry-based evaluation of the 
function of the macula before and after IMH vitrectomy 
with conventional ILM peeling versus fovea-sparing ILM 
peeling.

Material and Methods
This was a prospective, open-label, interventional study. 

The study was conducted at the Vitreoretinal Department 
and Functional Study Laboratory of the Filatov Institute, 
conformed to the Declaration of Helsinki and local ethics 
committee approval was obtained. The study is part of the 
research project (state registration number 0122U001488).

Totally, 70 patients (15 males and 55 females) had 
an IMH surgery in 71 eyes. The mean age ± standard 
deviation (SD) was 65.7± 6.8 years. The median IMH 
duration (interquartile range (IQR)) was 3.0 (1.0-6.0) 
months, and, preoperatively, the mean BCVA (SD) in eyes 
with IMH was 0.19 (0.16).

Inclusion criteria were stage-2 to stage-4 holes 
as per the classification by Gass [9], ability to follow 
recommendations, and clear ocular media. Exclusion 
criteria were history of vitrectomy, myopia exceeding -6 
diopters, wet age-related macular degeneration, glaucoma, 
diabetic retinopathy or other vascular choroidal and retinal 
disorders in affected or fellow eyes. Written informed 
consent to surgery (vitrectomy) was obtained from all 
study subjects.

A preoperative examination included visual acuity 
assessment, refractometry, tonometry, biomicroscopy, 
dilated fundus examination with a slit-lamp and 90 D lens, 
binocular indirect ophthalmoscopy with a 20 D lens, and 
macular optical coherence tomography (OCT; OPTOPOL 
Technology, Zawiercie, Poland) with the estimation of the 
maximal and minimal diameters of the macular hole and 
choriocapillaris perfusion density (reported previously 
[10]). In addition, the central visual field was assessed 
with a Humphrey Field Analyzer (model 750i, Carl Zeiss 

Meditec, Jena, Germany) and mfERG was recorded using 
a CRT monitor (Retiscan, Roland Consult, Wiesbaden, 
Germany). 

Static perimetry measures differential light sensitivity 
(DLS) to a stimulus of varying intensity against a 
background of constant luminance. DLS is the ratio of 
background luminance (L b) to target luminance (L) at 
threshold (i.e., DLS = L b/L). Background intensity was 
maintained constant, whereas the stimulus presented by 
the perimeter varied in intensity between 0.08 and 10,000 
asb. DLS characterizes retinal light sensitivity and is 
measured in log scale, which in Humphrey Field Analyzer 
is calculated as dB=10log10(10000/(A─31.6)), where 
A is the luminance of the stimulus in apostilbs and 31.6 
apostilbs is the background luminance. Humphrey Field 
Analyzer Central 10-2 test helps to assess 68 points 2 
degrees apart in the central 10-degree field of vision and 
was used to evaluate DLS in the macula. In addition, the 
foveal threshold was assessed.

The Humphrey field analyzer’s statistical package 
(STATPAC) was used to produce in-depth analysis of visual 
field test results. The following indices were analyzed:

Overall retinal sensitivity for the four visual field 
quadrants (superior temporal, superior nasal, inferior 
temporal, inferior nasal);

Foveal threshold sensitivity;
Mean Deviation (MD), the average elevation or 

depression of the patient’s overall field compared to the 
normal reference field (if the measured sensitivity is less 
than normal, minus sign will be given to the deviation 
value);

Pattern Standard Deviation (PSD), a measurement of 
the degree to which the shape of the patient’s measured 
field departs from the normal, age-corrected reference 
field.

Central visual field test was performed in 41 eyes with 
IMH and 32 fellow eyes.

Patient eyes were presented with mgERG stimuli 
with hexagonal frames scaled to be larger with increasing 
eccentricity and containing 61 elements. P1 amplitude and 
P1 latency (the time from the onset of light stimulus until 
the P1 peak) were assessed in nV and ms, respectively. The 
61-hexagonal mfERG stimulus pattern was divided into 
five rings for data analysis (1°–2°, 3°–5°, 6°–9°, 10°–15°, 
and 16°–20°). Topographic (3-D) response density plots 
depict the overall signal strength per unit area. Responses 
within a ring can be calculated as amplitude/unit area, 
whereby the summed responses in each ring are divided 
by the total area of hexagons in the ring and plotted as nv/
deg2 (Fig. 1).

In an mfERG study, a Jet-Electrode was placed on the 
eye, and touched the sclera at the outer canthus behind the 
lower eyelid; a reference gold-cup electrode was placed 
just laterally to the outer canthus, and a ground electrode, 
on the patient’s forehead 1.5 cm above the bridge of the 
nose. Preoperative data of eyes with IMH were compared 
with fellow eyes (controls) and postoperative data of 
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eyes with IMH. In addition, the fovea-sparing group was 
compared against the conventional peeling group in terms 
of mfERG and central perimetry data.

All patients underwent a 25-G three-port pars plana 
vitrectomy (Constellation, Alcon, Switzerland) with the 
use of a wide-angle observation system (BIOM, Oculus, 
Weltzer, Germany). Conventional or fovea-sparing ILM 
peeling was used with subsequent gas tamponade with 
20% SF6 or 15% С3F8. The methodology and tamponade 
selection have been described in our previous reports 
[11, 12]. The macula was directly illuminated by the 
endoilluminator. The course of surgery as well as the 
timing of ILM peeling was reviewed using video analysis. 
Follow-up was performed to review the state of the macula 
at 1-1.5 months after surgery.

Thirty-four patients (34 eyes) had a conventional ILM 
peeling. Their mean age was 67.5 ± 6.7 years; median 
duration of macular hole (IQR), 3.0 (1.0–6.0) months; 
median BCVA (IQR), 0.14 (0.07 – 0.25); median minimal 
IMH diameter, 421 µm (287 µm – 459 µm); and median 
maximal IMH diameter, 805 µm (520 µm – 1048 µm). The 
mean duration of ILM peeling in the conventional ILM 
peeling group was 93.7 ± 17 s. Thirty-six patients (36 
eyes) had a fovea-sparing ILM peeling. Their mean age 
± SD was 64.14 ± 6.5 years; median duration of macular 
hole (IQR), 2.0 (1.0-8.0) months; median BCVA (IQR), 
0.17 (0.1 – 0.25); median minimal IMH diameter, 367 µm 
(261 µm – 520 µm); and median maximal IMH diameter, 
654 µm (568 µm – 806 µm). The mean duration of ILM 
peeling in the fovea-sparing ILM peeling group was 260.3 
± 25 s.

Statistical analyses were conducted using Statistica 8.0 
(StatSoft, Tulsa, OK, USA) software and spreadsheets. 
Nominal data are presented as absolute numbers and 
percentages. The normal distribution of data was tested 
using the Kolmogorov–Smirnov test. Mean (M), standard 
deviation (SD), and 95% confidence interval (CI) values 
were calculated for normally distributed data. Student's 
t test was used to compare mean values of normally 
distributed data. The median (interquartile range (IQR)) 
values were calculated for non-normally distributed data. 
Mann-Whitney U test was used for the comparison of 
two samples when the underlying distributions were not 
normal. Spearman or Pearson correlation coefficients 
were calculated to assess correlations. One-way analysis 
of variance (ANOVA) was used to identify the factors 
characterizing the relationship between the input and 
output variables.

Results
The mean duration of ILM peeling was 2.8 times 

significantly longer in the fovea-sparing ILM peeling 
group than in the conventional ILM peeling group (260.3 
± 25 s versus 93.7 ± 17 s, respectively), and this difference 
was statistically significant (p = 0.04). Groups were not 
significantly different in terms of IMH duration or BCVA. 
The mean BCVA in the fellow eye was 0.79 ± 0.28.

The central visual field examination was performed in 
41 eyes with IMH (27 eyes in the conventional ILM peeling 
group and 14 eyes in the fovea-sparing ILM peeling group) 
and 32 fellow eyes. At baseline, the retinal sensitivity in 
the four visual field quadrants, overall retinal sensitivity 
and foveal threshold sensitivity within 10-degree area 
were lower in eyes with IMH than in the fellow eyes, and 
these differences were statistically significant (Table 1).

One-way ANOVA found a significant impact of the 
presence of IMH on the foveal threshold sensitivity (F = 
38.2, p = 0.000001).

In addition, eyes with IMH exhibited depressed overall 
retinal sensitivity compared to the normal reference 
sensitivity for that age (р < 0.002) and elevated PSD (р < 
0.001) (Table 2).

The preoperative overall light sensitivity strongly 
positively correlated with the preoperative BCVA (r = 
0.6) and the postoperative BCVA irrespective of the type 
of ILM peeling (r = 0.7), and moderately negatively 
correlated with the minimal and maximal diameter of 
IMH. In a similar fashion, the foveal threshold sensitivity 
mildlly positively correlated with the preoperative BCVA 
(r = 0.37) and stronger correlated with the postoperative 
BCVA irrespective of the type of ILM peeling (r = 
0.66), and negatively correlated with the minimal and 
maximal diameter of IMH. Moreover, the PSD negatively 
correlated with the BCVA and choriocapillaris perfusion 
density (CPD), and positively correlated with the minimal 
and maximal diameter of IMH and the duration of IMH 
(Table 3).

MfERG showed lower P1-retinal response density 
amplitudes of ring 1 (1°-2°), ring 2 (5°-7°) and ring 3 (20°-
23°) at baseline in eyes with IMH than in the fellow eyes, 
with P1 latency in the latter eyes being the same as in the 

Table 1. Retinal sensitivity in the four visual field quadrants 
(superior temporal, superior nasal, inferior temporal, inferior 
nasal), overall sensitivity and foveal threshold sensitivity in 
eyes with IMH before surgery and fellow eyes

Visual field region 
Eyes with IMH 

(1)
Fellow eyes 

(2) р1-2

n=41 n=32 
Superior temporal 
(ST) 120.8±14.3 128.4±7.7 0.004

Superior nasal (SN) 117.9±10.8 128.7±7.4 0.0001

Inferior temporal 
(IT) 122.7±12.0 130.6±7.6 0.001

Inferior nasal (IN) 122.2±11.1 129.9±7.7 0.007

Overall sensitivity 483.6±45.4 517.6±29.3 0.007

Foveal threshold 
sensitivity 22.6±9.6 33.9±2.7 0.00001

Note: n, number of eyes; M ± SD, mean ± standard deviation; 
p, significance of difference; IMH, idiopathic macular hole 
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former eyes. This indicated that photoreceptor and bipolar 
cell functions were significantly impaired but functions 
of the 3rd order neuron and neuroglia were at large well-
preserved (Table 4).

Interestingly, retinal response density in ring 1 
correlated with almost all indices of the central visual 
field and factors that may effect the functions (e.g., 
choriocapillaris perfusion density) (Table 5, Fig. 2). The 
strongest correlation was observed between the foveal 
threshold sensitivity and retinal response density in ring 
1, which reflects a defect in the photoreceptor layer in the 
eye with IMH.

At the 1-month follow-up, macular hole closure was 
seen in 63 of 71 eyes (88.73%; 30/34 eyes (88.2%) in the 
conventional ILM peeling group and 33/37 eyes (89.2%) 
in the fovea-sparing ILM peeling group). In addition, in 

Table 2. Mean deviation (MD), the elevation or depression of 
visual sensitivity in the patient's overall field compared with 
that of the normal age-corrected reference field, and Pattern 
Standard Deviation (PSD), a measurement of the degree to 
which the shape of the patient’s measured field departs from 
the normal, age-corrected reference field, in eyes with IMH 
and fellow eyes

Показники 
Eyes with 
IMH (1), 

n=41 

Fellow eyes 
(2),

n=32
р1-2

MD -0.77
(-1.65–0.31)

0.64
(-0.42-1.34) 0.002

PSD 1.44
(1.31–1.83)

1.2
(1.02-1.41) 0.001

Note: IMH, idiopathic macular hole; n, number of eyes; MD, 
mean deviation; p, significance of difference; PSD, pattern 
standard deviation 

Table 3. Coefficients r of correlations (p < 0.05) between central perimetry indices and functional and morphological indices 
of eyes with IMH

Показник
BCVA IMH diameter Choriocapillaris 

perfusion 
density

IMH 
durationBefore 

surgery 
After 

surgery min max

Foveal threshold sensitivity 0.37 0.66 -0.77 -0.42 - -
Inferior temporal region - - - -0.63 - -
Inferior nasal region - - -0.48 - -
Overal light sensitivity 0.6 0.7 -0.40 -0.56 - -
PSD -0.47 0.42 0.44 -0.26 0.36

Note: BCVA, best-corrected visual acuity; IMH, idiopathic macular hole; PSD, pattern standard deviation

Table 4. Preoperative multifocal electroretinography (mfERG) indices in eyes with idiopathic macular hole (IMH) versus fellow 
eyes (М±SD)

mfERG ring Index Eyes with IMH 
(n=40)

Fellow eyes
(n=39) р

Ring 1 

Retinal response density 
(nV/deg2) 51.15±23.84 91.88±31.82 0.000001*

Latency (ms) 41.80±5.66 43.55±2.86 0.7

Ring 2 

Retinal response density 
(nV/deg2) 37.42±11.39 48.35±19.47 0.004*

Latency (ms) 40.61±3.39 40.40±34.0 0.75

Ring 3 

Retinal response density 
(nV/deg2) 25.20±8.53 29.01±9.51 0.08

Latency (ms) 37.32±5.87 39.01±2.42 0.13

Ring 4 

Retinal response density 
(nV/deg2) 15.47±5.14 19.34±6.39 0.006*

Latency (ms) 40.09±3.28 39.29±1.95 0.26

Ring 5 

Retinal response density 
(nV/deg2) 12.42±4.14 14.32±5.10 0.08

Latency (ms) 40.69±3.16 40.15±2.20 0.41

Note: n, number of eyes; M ± SD, mean ± standard deviation; p, significance of difference; IMH, idiopathic macular hole
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these 63 eyes, median BCVA (IQR) improved from 0.14 
(0.07–0.25) to 0.5 (0.12–1.0). After IMH closure, visual 
functions (BCVA, foveal threshold sensitivity, and overall 
and quadrant retinal sensitivity in the central 10-degree 
field of vision) improved, and MD and PSD decreased, but 
did not reach those in the fellow eye. Moreover, retinal 
response density improved in all rings, and retinal response 
density in rings 2-5, but not in ring 1 (which, more than 
other, reflects the state of the foveola) reached those in the 
fellow eyes (Tables 6 and 7).

The characteristics under examination were assessed 
postoperatively in 39 eyes (27 eyes in the conventional 
ILM peeling group and 12 eyes in the fovea-sparing ILM 
peeling group). Comparisons between the conventional 
ILM peeling group and the fovea-sparing ILM peeling 
group are presented in Tables 8 and 9.

We assessed whether there were differences in the 
functional characteristics of macular light sensitivity and 
mfERG between the two groups. Median BCVA (IQR) in 

Table 5. Coefficients r of correlations (p < 0.05) of multifocal electroretinography (mfERG) indices

mfERG 
response 
density

IMH 
duration BCVA

Chorio-capillaris 
perfusion 
density

Foveal threshold 
density before/after  

surgery

Visual field quadrants
MD

ST SN IT IN Overall

Ring 1 - 0.44 0.39 0.6/0.44 0.51 0.52 0.44 0.34 0.44 0.36

Ring 2 0.32 0.28 0.32 0.43 0.45 0.44 0.40 0.45 0.44

Note: BCVA, best-corrected visual acuity; IMH, idiopathic macular hole; IN, inferior nasal; IT, inferior temporal; mfERG, 
multifocal electroretinography; superior nasal, SN, superior nasal; ST, superior temporal 

Table 6. Central visual field indices in affected eyes before surgery and after macular hole closure and versus fellow eyesм

Visual field indices

Light sensitivity (dB), М±SD
рAffected eyes before 

surgery,
(n=39)

Affected eyes after 
surgery
(n=39)

Fellow eyes
(n=39)

Vi
su

al
 fi

el
d 

qu
ad

ra
nt

ST 120.8±14.3 123.9±10.8 131.6±9.52 р1=0.44
р2=0.03

SN 117.9±10.8 125.8±7.4 131.67±7.6 р1=0.003
р2=0.007

IT 122.7±12.0 125.4±7.9 132.6±8.3 р1=0.77
р2= 0.0009

IN 122.2±11.1 127.4±7.9 132.1±7.5 р1=0.1
р2= 0.016

Overall sensitivity 483.6±45.4 502.4±31.3 528.0±25.8 р1=0.137
р2=0.049

Foveal threshold sensitivity 22.6±9.6 29.7±4.11 34.5±2.92 р1=0.0004
р2=0.0001

MD  (Median (Qlow-QUp)
-0.77

(-1.65–0.31)
-0.6

(-0.25–0.25)
1.1

(0.56–1.4)
р1=0.45
р2=0.02

PSD  (Median (Qlow-QUp)
1.44

(1.31–1.83)
1.6

(1.26–1.89)
1.22

(1.09–1.34)
р1=0.11

р2=0.008

Note: IMH, idiopathic macular hole; IN, inferior nasal; IQR, interquartile range; IT, inferior temporal; mfERG, multifocal 
electroretinography; M ± SD, mean ± standard deviation; n, number of eyes; p1, significance of difference between preoperative 
and postoperative values; p2, significance of difference between preoperative values in affected eyes and values in fellow 
eyes; PSD, pattern standard deviation; SN, superior nasal; ST, superior temporal 

the fovea-sparing ILM peeling group and the conventional 
ILM peeling group improved to 0.55 (0.35–0.7) and 0.43 
(0.35–0.6), respectively. At the 1-month follow-up, the 
foveal threshold sensitivity within 10-degree area in the 
former and latter groups improved, but was 13.6% (р = 
0.009) and 15% (р = 0.0001), respectively, lower than in 
the fellow eyes (34.5 ± 2.9 dB) (Fig. 2).

In addition, at this time point, there was no significant 
difference in the retinal sensitivity in the four visual field 
quadrants between the two groups. However, the overall 
retinal sensitivity in the conventional ILM peeling group 
improved to 499 ± 32.5 dB and was significantly (р = 
0.0016) lower than in the fellow eyes (528.0 ± 25.8 dB), 
whereas that in the fovea-sparing ILM peeling group 
improved more substantially, to 509.6 ± 13.9 dB (р=0,067), 
and almost reached the fellow-eye value. Moreover, the 
PSD changed not substantially in both groups, with no 
significant difference between them (Table 8).
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Fig. 1. Multifocal eletroretinography (mfERG) report (with 3-D response density topography plots for the presence and the 
absence of idiopathic macular holes shown at the right and the left, respectively) 

We also analyzed changes in mfERG in both groups. 
The retinal response density in the conventional ILM 
peeling group was low before surgery but improved in all 
the five rings at month 1, whereas that in the fovea-sparing 
ILM peeling group improved in all the five rings, with the 
exception of ring 1, at month 1 (Table 9).

Discussion
ILM is still essential in the surgical treatment for IMH 

because it removes tangential and vitreomacular traction 
in the foveal area, stimulates glial cells, collagen secretion, 
basal membrane components, and inflammatory factors, 
thus leading to macular hole closure [13]. Nevertheless, 
the question of the use of ILM peeling during macular hole 
surgery is still controversial. Some researchers believe 
that ILM peeling affects the morphology and function of 
retinal Müller cells, which initiates a cascade of alterations, 
resulting in portoperative physiological and morphological 
abnormalities in the retina [14–16]. Therefore, fovea-
sparing techniques have been increasingly used in macular 
hole surgery [3–5].

Some studies used mfERG and retinal light sensitivity 
assessed by static perimetry or microperimetry for a more 
subtle analysis of the functional results of macular hole 
surgery with conventional or fovea-sparing techniques. 
Reports on the macular light sensitivity after ILM peeling 
for macular hole closure are rather contradictory. In a 

study by Tadayoni and colleagues [17], spectral domain 
optical coherence tomography (SD-OCT) combined with 
scanning laser ophthalmoscopy (SLO) microperimetry 
was performed in 16 consecutive eyes after closure of an 
IMH, and the ILM was peeled in 8/16 eyes. Mean retinal 
sensitivity was lower and postoperative microscotomas 
were significantly more frequent after ILM peeling [17]. 
We beleive it important that, in that study, an automatic 
fundus eye tracking system enabled accurate projection of 
the stimulus, always onto the same point of the retina, which 
significantly improved the accuracy of the data obtained. 
Mitamura and Ohtsula [16] studied the relation between the 
dissociated optic nerve fiber layer (DONFL) appearance 
and ILM peeling and performed static microperimetry 
to explore the possible mechanisms underlying the 
DONFL appearance. The area of the DONFL appearance 
was limited to the area of ILM peeling. There was no 
difference in the microperimetry threshold value between 
the arcuate striae and the surrounding normal retina [16]. 
Qi and colleagues [18] evaluated the effect of ILM peeling 
surrounding macular holes for the function of retina by 
microperimetry-3(MP-3) in 44 eyes. Post-operative mean 
retinal sensitivity (MRS) in the selected normal retinal 
area increased in 37 patients but decreased in 7 patients. 
Patients with decreased MRS were significantly older than 
other patients.
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Table 8. Mean deviation (MD) and Pattern Standard Deviation (PSD) before and after IMH vitrectomy with conventional 
versus fovea-sparing ILM peeling

Visual 
field 
index

Before or after 
surgery 

Conventional ILM peeling Fovea-sparing ILM peeling
р2

Median  (Q-Q) р1 Median  (Q-Q) р1

MD
Before surgery -0.67  ((-1.96)–0.31) 0.3 -0.88  ((-1.65)–0.6)

0.3
0.95

After surgery -0.85  ((-2.65)–(-0.4)) -0.50  ((-2.39)–0.9) 0.4

PSD Before surgery 1.72  (1.32–1.83) 0.2 1.35  (1.20–2.19)
0.3

0.5

After surgery 1.68  (1.44–1.85) 1.43  (1.20–1.8) 0.1

Note: ILM, internal limiting membrane; IMH, idiopathic macular hole; IQR, interquartile range; MD, mean deviation; p1, 
significance of difference between preoperative and postoperative values; p2, significance of difference between the 
conventional ILM peeling group and fovea-sparing ILM peeling group; PSD, pattern standard deviation 

Table 7. Multifocal electroretinography (mfERG) indices in affected eyes before surgery and after macular hole closure and 
versus fellow eyes

mfERG ring Indices
Affected eyes 

before surgery,
(n=39)

Affected eyes after 
surgery,
(n=39)

Fellow eyes,
(n=39) p

Ring 1 

Retinal response density (nV/
deg2) 56.7±24.0 68.7±27.6 92.7±29.0 p1 =0.07

р2=0.007

Latency (ms) 42.0±5.6 42.9±5.1 44.1±3.0 p1 =0.5
р2=0.5

Ring 2

Retinal response density (nV/
deg2) 37.5±11.4 43.9±14.5 47.4±13.6 p1=0.05

р2=0.39

Latency (ms) 40.6±3.4 40.1±3.2 40.8±3.27 p1=0.5
р2=0.77

Ring 3

Retinal response density (nV/
deg2) 25.3±8.6 32.4±9.3 33.5±8.8 p1=0.001

р2=0.69

Latency (ms) 37.3±5.9 34.4±10.7 36.2±8.7 p1 =0.18
р2 =0.49

Ring 4 

Retinal response density (nV/
deg2) 15.4±5.2 17.6±7.1 18.6±6.0 p1 =0.32

р2=0.51

Latency (ms) 40.1±3.3 40.3±3.1 39.9±2.6 p1=0.8
р2=0.63

Ring 5 
Retinal response density (nV/
deg2) 12.4±4.1 13.2±6.1 14.0±5.0 p1=0.6

р2=0.5

Latency (ms) 40.7±3.1 40.5±3.1 40.3±2.4 p1=0.8
р2=0.56

Note: IMH, idiopathic macular hole; mfERG, multifocal electroretinography; M ± SD, mean ± standard deviation; n, number 
of eyes; p1, significance of difference between preoperative and postoperative values; p2, significance of difference between 
preoperative values in affected eyes and values in fellow eyes

Ten-degree static perimetry was used in the current 
study. We found overall light sensitivity and foveolar 
sensitivity to be decreased, and PSD to be increased 
preoperatively in the affected eyes compared to fellow 
eyes. After macular hole closure, these characteristics and 
retinal sensitivity in the superior temporal and inferior 
temporal quadrants improved in the affected eyes, but did 

not reach the levels in fellow eyes. The foveal threshold 
sensitivity in the affected eyes was found to be strongly 
negatively correlated with minimal diameter of IMH 
(r = -0.77; р < 0.05) and positively correlated with the 
preoperative BCVA (r = 0.66; р < 0.05). In addition, at 
the 1-month follow-up, the foveal threshold sensitivity 
in the conventional ILM peeling group and the fovea-



ISSN 0030-0675 (Print); ISSN 2412-8740 (English ed. Online); Journal of Ophthalmology (Ukraine) - 2024 - Number 1 (516)

  51

Table 9. Multifocal electroretinography (mfERG) response density (nV/deg2) and latency (ms) before surgery and after 
macular hole closure (М±SD)

mfERG ring Index

Conventional ILM peeling (n=25)

р1-2

Fovea-sparing ILM peeling
(n=14)

р3-4 Before 
surgery

After macular hole 
closure

Before 
surgery

After macular 
hole closure

1 2 3 4

Ring 1 
Response density 56.3±25.2 76.1±28.6 ↑ 0.02 54.3±21.7 58.5±29.1 0.7

Latency 41.7±6.0 41.7±5.7 0.9 42.7±5.0 44.8±3.5 0.3

Ring 2 
Response density 37.6±11.9 44.8±17.4 ↑ 0.1 37.5±11.0 42.6±10.0 ↑ 0.3

Latency 41.3±2.8 40.1±3.6 0.3 39.5±4.1 40.1±2.7 0.7

Ring 3 
Response density 25.5±8.8 33.9±10.6 ↑ 0.01 24.8±8.4 35.3±7.7 ↑ 0.005

Latency 37.2±4.7 33.8 ±10.3 0.2 39.1±1.3 33.7±8.7 0.18

Ring 4 
Response density 15.2±5.3 17.9±7.9 ↑ 0.2 15.7±5.0 17.3±6.0 ↑ 0.5

Latency 40.4±3.5 40.1±3.9 0.8 39.7±2.9 39.7±1.5 0.99

Ring 5 Response density 12.6±4.6 13.7±7.9 ↑ 0.6 12.2±3.3 12.4±4.7 ↑ 0.9

Latency 40.9±3.2 41.0±3.7 0.9 40.6±3.1 39.8±1.6 0.5

Note: ILM, internal limiting membrane; M ± SD, mean ± standard deviation; mfERG, multifocal electroretinography; p, 
significance of difference

Fig. 2. Foveal threshold sensitivity in affected eyes before and after macula hole surgery with conventional versus fovea-
sparing internal limiying membrane (ILM) peeling and in fellow eyes

sparing ILM peeling group improved, but was 15% (р = 
0.0001) and 13.6% (р = 0.009), respectively, lower than 
in fellow eyes. This finding is somewhat different from 
that of Qi and colleagues [18]: compared with the fellow 
eyes without macular holes, the eyes that underwent 
surgery had significantly lower MRS in selected 28 points 
before surgery, and had an improvement in MRS reaching 

a similar level 4 after surgery. Retinal damage from ICG 
dye toxicity has been reported through in vitro and in vivo 
studies [19]. With regard to the period of restoration of 
retinal sensitivity, Jun and Kong [20] reported that, in 
Area 3, where both indocyanine green (ICG) staining and 
ILM peeling were performed, the MRS value significantly 
decreased three months after surgery compared with 

Baseline

After macular hole closure

Conventional 
ILM peeling

Fovea-sparing 
ILM peeling

Fellow eyes
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baseline. However, the statistical significance was lost at 
six months postoperatively (baseline vs. follow-up: 26.63 
± 1.80 vs. 25.52 ± 1.95 dB, p = 0.059). We found that, in 
the fovea-sparing ILM peeling group, the overall retinal 
sensitivity in the affected eyes reached the levels in fellow 
eyes after surgery, which indicated better preservation of 
the parafoveal retina in these eyes compared to the affected 
eyes in the conventional ILM peeling group.

mfERG response is due to the outer retina cells, i.e., 
photoreceptors, ON and OFF bipolar cells and Müller 
cells [21]. In the presence of a full-thickness macular 
hole, electrophysiological dysfunction involves not only 
the foveola, but also the adjacent retina. Reduced retinal 
response density in ring 1 corresponds to the presence of a  
macular hole, and reduced retinal response density in ring 
2 corresponds to the presence of macular edema and some 
delamination of macular hole margins [22]. We obtained 
similar results to the above findings, with a significantly 
reduced retinal response density in mfERG rings 1 (1°–
2°) and 2 (3°–5°; approximately 1200 µm). That is, the 
diameter of ring 1 is the same as the mean minimal IMH 
diameter, and the diameter of ring 2 is the same as the 
mean maximal IMH diameter. In addition, we found a 
reduced retinal response density in ring 4. Interestingly, 
we found no abnormality in latency in any of the rings, 
which reflects the absence of functional abnormalities in 
retinal ganglion and neuroglial cells.

A combination of mfERG, retinal threshold sensitivity 
and OCTA studies allowed findings of some correlations 
between morphological and functional changes. The retinal 
response density in mfERG rings 1 and 2 correlated with 
the BCVA and foveal threshold sensitivity, demonstrating 
relationships of retinal functional characteristics. The 
choriocapillaris perfusion density was mildly but 
significantly correlated with the retinal response density in 
mfERG ring 1. That is, the preservation of well-functioning 
choriocapillaris, a major source of oxygen and nutrition to 
the photoreceptor layer, supports the electrophysiological 
response to stimuli. Yip and colleagues [23] reported on 
correlations of mfERG indices with morphological indices 
like minimal diameter of IMH. No generalized mfERG 
and OCTA study on IMH with the correlation analysis of 
mfERG and OCTA indices has been conducted [24].

We found that, at 1 month after surgery with macular 
hole closure, in the study sample, the retinal response 
density in ring 2, but not in ring 1, significantly improved 
and reached that in fellow eyes. In addition, the retinal 
response density in the conventional ILM peeling group 
was low before surgery but improved in all the five rings 
at month 1, whereas that in the fovea-sparing ILM peeling 
group improved in all the five rings, with the exception of 
ring 1 (the central ring), at month 1. It is likely associated 
with long ILM manipulation and, correspondingly, 
long illumination of the macula and possible resulting 
phototoxic effect [25]. In the current study, in both groups 
there was no change in mfERG latency in the affected eyes 

compared to fellow eyes. Moreover, in our study, fellow 
eyes with an intact macula were considered as controls. 
A study by Tuzson and colleagues [26] demonstrated that 
the mfERG indices in fellow eyes of patients with IMH 
were distinct from those in healthy eyes. The results of 
their statistical analysis pointed out significant differences 
for the ring ratios R1/R2, R1/R3, and R1/R4 between the 
fellow eyes of the patients who will have macular hole 
formation compared with the patients in whom one eye 
will remain intact. Their discriminant analysis showed 
that these three ring ratios together could be used as good 
predictors of any new case based on the mfERG data of 
the fellow eye.

It should be noted that reparation of the intraretinal 
neural network seems to continue up to one year after 
surgical closure of macular holes, and restoration of 
mfERG and central retinal perimetry after surgical closure 
of macular holes may require a long time [17, 27].

Conclusion
In eyes with IMH, characteristics of perimetry in the 

central 10-degree field of vision and mfERG undergo 
changes, with their forveal threshold sensitivity and 
parafoveal threshold sensitivity substantially reduced, 
and their retinal response density in mfERG rings 1 and 
2 significantly reduced compared to those in fellow eyes, 
thus indicating a defect in the retinal photoreceptor layer. 
This was confirmed by the fact that the foveal threshold 
sensitivity strongly correlated with the minimal diameter 
of the macular hole, retinal response density in mfERG ring 
1, and preoperative and postoperative BCVA. After IMH 
closure, functional indices substantially improved in both 
conventional ILM peeling and fovea-sparing ILM peeling 
groups. An advantage of fovea-sparing ILM peeling a 
macular hole surgery was that it resulted in a significantly 
greater improvement in the overall light sensitivity in 
the central field of vision compared to conventional ILM 
peeling.

  References 
1. McCannel CA, Ensminger JL, Diehl NN, Hodge DN. 

Population-based incidence of macular holes. Ophthalmology. 
2009;116(7):1366-1369.

2. 2. Cornish KS, Lois N, Scott N, Burr J, Cook J, Boachie C, 
et al. Vitrectomy with internal limiting membrane (ILM) 
peeling versus vitrectomy with no peeling for idiopathic 
full-thickness macular hole (FTMH). Cochrane Databas Syst 
Rev. 2013 Jun 5:(6):CD009306.                                 DOI: 
10.1002/14651858.CD009306.pub2.

3. 3.  Murphy DC, Fostier W , Rees J,  Steel DH. Foveal sparing 
internal limiting membrane peeling for idiopathic macular 
holes: effects on anatomical restoration of the fovea and 
visual function.  Retina. 2020 Nov;40(11):2127-2133. doi: 
10.1097/IAE.0000000000002724.

4. Ho TC,  Yang CM,  Huang JS, Yang CH,  Chen MS. Foveola 
nonpeeling internal limiting membrane surgery to prevent 
inner retinal damages in early stage 2 idiopathic macula hole. 
Graefes Arch Clin Exp Ophthalmol. 2014 Oct;252(10):1553-
60. doi: 10.1007/s00417-014-2613-7.



ISSN 0030-0675 (Print); ISSN 2412-8740 (English ed. Online); Journal of Ophthalmology (Ukraine) - 2024 - Number 1 (516)

  53

5. Morescalchi F, Russo A, Bahja H, Gambicorti E, Cancarini A, 
Costagliola C, et al. Fovea-sparing versus complete internal 
limiting membrane peeling in vitrectomy for the treatment 
of macular holes. Retina. 2020 Jul 40(7):1306-1314. doi: 
10.1097/IAE.0000000000002612.

6. Lai TY,  Chan W-M, Lai RY, Ngai JW, Li H, Lam DS.  The 
Clinical Applications of Multifocal Electroretinography: A 
Systematic Review. Surv Ophthalmol. 2007 Jan; 52 (1):16-
95. doi:10.1016/j.survophthal.2006.10.005.

7. Poloschek CM,  Sutter EE. The fine structure of multifocal 
ERG topographies. J Vis. 2002 Feb; 2(8):577-87 DOI: 
10.1167/2.8.5.

8. Heijl A,  Patella VM, Bengtsson B.  The Field analyzer 
primer: effective perimetry. 4th ed. Carl Zeiss Meditec Inc., 
Dublin, CA; 2012.

9. Gass JD. Reappraisal of biomicroscopic classification of 
stages of development of a macular hole. Am J Ophthalmol. 
1995 Jun 119(6):752-9. doi: 10.1016/s0002-9394(14)72781-
3.

10. Buallagui I, Rozanova ZA, Nevska AO, Umanets MM. 
Optical coherence tomography angiography features of the 
chorioretinal complex and choriocapillaris perfusion before 
and after vitrectomy with conventional versus fovea-sparing 
internal limiting membrane peeling for idiopathic macular 
hole. J Ophthalmol (Ukraine). 2023;6(515):4-10. doi.
org/10.31288/oftalmolzh20236410

11. Buallagui I, Rozanova ZA, Umanets MM. Surgical treatment 
of idiopathic macular holes with a fovea-sparing technique 
and 20% SF6 gas tamponade. J Ophthalmol (Ukraine). 
2023;4(513):21-25. doi.org/10.31288/oftalmolzh202342125

12. Umanets MM, Rozanova ZA, Khramenko NI, Nevska 
AO, Buallagui I. Anatomical and functional outcomes 
of idiopathic macular hole surgery with fovea-sparing 
versus conventional internal limiting membrane peeling. 
J Ophthalmol (Ukraine). 2023;5(514):3-10. https://doi.
org/10.31288/oftalmolzh20235310

13. Nakamura T, Murata T, Hisatomi T, Enaida H, Sassa Y, Ueno 
A, et al. Ultrastructure of the vitreoretinal interface following 
the removal of the internal limiting membrane using 
indocyanine green. Curr Eye Res. 2003;27(6):395–399. doi: 
10.1076/ceyr.27.6.395.18189.

14. Gelman R, Stevenson W, Prospero Ponce C, Agarwal D, 
Christoforidis JB. Retinal damage induced by internal limiting 
membrane removal. J Ophthalmol. 2015;2015:939748. doi: 
10.1155/2015/939748.

15. Lim JW, Kim HK, Cho DY. Macular function and 
ultrastructure of the internal limiting membrane removed 
during surgery for idiopathic epiretinal membrane. Clin 
Exp Ophthalmol. 2011;39(1):9–14. doi: 10.1111/j.1442-
9071.2010.02377.x.

16. Mitamura Y, Ohtsuka K. Relationship of dissociated optic 
nerve fiber layer appearance to internal limiting membrane 
peeling Ophthalmology. 2005 Oct;112(10):1766-70.  doi: 
10.1016/j.ophtha.2005.04.026.

17. Tadayoni R, Svorenova I, Erginay A, Gaudric A, 
Massin P. Decreased retinal sensitivity after internal 
limiting membrane peeling for macular hole surgery. 
Br J Ophthalmol. 2012;96:1513–1516. doi:10.1136/
bjophthalmol-2012-302035.

18. Qi Y, Wang Z, Li S-M, You Q, Liang X, Yu Y, Liu W. Effect 
of internal limiting membrane peeling on normal retinal 
function evaluated by microperimetry-3. BMC Ophthalmol. 
2020 Apr 9;20(1):140. doi: 10.1186/s12886-020-01383-3.

19. Gandorfer A, Haritoglou C, Kampic A. Toxicity of 
indocyanine green in vitreoretinal surgery. Dev Ophthalmol. 
2008:42:69-81. doi:10.1159/000138974.

20. Jun SY, Kong M. Microperimetric analysis of eyes after 
macular hole surgery with indocyanine green staining: 
a retrospective study. BMC Ophthalmol. 2023 Oct 
24;23(1):430.  doi: 10.1186/s12886-023-03161-3.

21. Hood DC, Frishman LJ, Saszik S, et al. Retinal origins of 
the primate multifocal ERG: implications for the human 
response. Invest Ophthalmol Vis Sci. 43:1673-85.

22. Assessment of macular function by multifocal 
electroretinogram before and after macular hole surgery. Si 
YJ, Kishi S, Aoyagi K. Br J Ophthalmol. 1999;83:420–424. 
doi: 10.1136/bjo.83.4.420.

23. Yip Y, Fok A, Ngai J, Lai R, Lam D,  Lai T. Changes in 
first- and second-order multifocal electroretinography in 
idiopathic macular hole and their correlations with macular 
hole diameter and visual acuity. Graefe's Arc Clin Exp 
Ophthalmol. 2010 Apr;248(4):477-84. doi: 10.1007/s00417-
009-1165-8.

24. Li J, Wang W, Zhang X, Liu J, Zhang H, Cui T, et al. 
Morphological and Functional Features in Patients with 
Idiopathic Macular Hole Treatment. Int J Gen Med. 2022. 
2022 Apr 28:15:4505-4511. doi: 10.2147/IJGM.S365886. 

25. Coppola M, Cicinelli MV, Rabiolo A, Querques G, Bandello 
F. Importance of Light Filters in Modern Vitreoretinal 
Surgery: An Update of the Literature. Ophthalmic Res. 
2017;58(4):189-193. doi: 10.1159/000475760.

26. Tuzson R, Varsanayi B, Nagy BV, Lesch B,  Vamos R, Vámos 
R,  Németh J, et al. Role of Multifocal Electroretinography in 
the Diagnosis of Idiopathic Macular Hole. Invest Ophthalmol 
Vis Sci. doi: 10.1167/iovs.09-4375.

27. Bellerive C, Cinq-Mars B, Louis M, Giasson M, Francis K, 
Hebert M. Retinal function assessment of trypan blue versus 
indocyanine green assisted internal limiting membrane 
peeling during macular hole surgery. Can J Ophtalmol. 2013 
Apr;48(2):104-9. doi: 10.1016/j.jcjo.2012.10.009.

Disclosures 

Received 23.10.2023
Accepted 19.02.2024

Corresponding author: Z. A. Rozanova, Vitreoretinal 
and Laser Pathology Department, SI "The Filatov Insti-
tute of Eye Diseases and Tissue Therapy of the NAMS of 
Ukraine", Odesa, Ukraine, E-mail: rozanovazoya@ukr.net

Disclaimer: The opinions expressed in this article are 
those of the authors and do not reflect the official position 
of the institution.

Sources of support: none.
Conflict of interest: The authors declare that they have 

no conflicts of interest that could influence their opinions 
regarding the subject matter or materials described and 
discussed in this manuscript.

Abbreviations: IMH, idiopathic macular hole; ILM, 
internal limiting membrane; ERG, electroretinogram; 
BCVA, best-corrected visual acuity; RR, retinal response


