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The Agency for Healthcare Research and Quality (AHRQ) was used to assess the
following aspects of the cross-sectional study: whether the sources of data were clearly
defined; whether the inclusion and exclusion criteria for exposed and non-exposed
groups are listed or refer to previous publications;, whether the time period for
identifying patients is given; whether the study population is continuous, if not
population-based; whether the subjective factors of the evaluator cover up other aspects
of the research object; describes any assessment performed for quality assurance;
explain the reasons for excluding any patients from the analysis; how to evaluate and
control the confounding factors; if possible, explain how data were missing from the
analysis; the response rate of patients and the integrity of data collection were
summarized; if by follow-up, identify the percentage of expected patients with

incomplete data or follow-up results.



Supplementary TABLE 1 Quality of the included studies assessed by the Agency for Healthcare Research and Quality (AHRQ)

Study Year  of | Define the | List inclusion | Indicate | Indicate Indicate if | Describe | Explain Describe If Summarize | Clarify
publication | source  of | and exclusion | time whether or | evaluators  of | any any how applicable, | patient what
information | criteria for | period | not subjective assessme | patient confoundin | explain how | response follow-up,
(survey, exposed and | used for | subjects components of | nts exclusion | g was | missing data | rates and | if any, was
record unexposed identify | were study were | undertak | s from | assessed were completene | expected
review) subjects (cases | ing consecutiv | masked to other | en for | analysis and/or handled in | ss of data | and the
and controls) or | patients | e if not | aspects of the | quality controlled | the analysis | collection percentage
refer to previous population | status of the | assurance of patients
publications -based participants purposes
Yoshihara | 2014 yes yes no no yes yes yes yes
et al
Terasaki et | 2016 yes yes no no yes yes yes yes
al
Zhouetal | 2018 yes no no no yes yes yes
Choudhury | 2018 yes yes yes no yes no yes yes
et al
Yan et al 2018 yes yes yes no yes yes yes yes yes
Yamashita | 2018 yes yes yes no yes yes yes
et al
Fangetal | 2019 yes yes no no yes yes yes yes
Hopfetal | 2019 yes yes yes yes no yes yes yes yes
Guo et al 2019 yes yes yes no yes yes yes yes
Yamashita | 2020 yes yes no no yes yes yes yes
et al
Lyu et al 2021 yes yes no no yes yes yes yes
He et al 2021 yes yes yes no yes no yes yes
Shao etal | 2021 yes yes yes no yes no yes yes
Chengetal | 2021 yes no no no yes yes yes yes
Gong etal | 2022 yes yes no no yes yes yes yes




tessellated normal Mean Difference Mean Difference
Study or Subarou Mean SD Total Mean SD Total Weight [V, Random, 95% CI I\, Random, 95% CI
Chenetal 2012 383 147 A6 3.8 162 161 0.0% T.A0[2.91,12.09]
Fang etal 2019 461 188 2686 287 185 18 8.2% 1T7.40[8.56, 26.24]
He etal 2021 1275 317 BY 11493 316 56 21.0% 0.82 [0.30,1.94] ™
Lyu etal 2021 1982 266 F18 1988 22 T8 O2M14% -0.04 057, 0.49] b
Hiaoetal 2018 249 125 177 168 62 504 200% 8.00[6.08, 9.52] -
Zhao etal 2020 43.29 1486 Fr9 326 1841 58 14.6% 1069[5.92 15.46] -
Zhou etal 2018 343 1045 93 3Ir2 99 22 14.8% -2.90 [-7.55,1.75] -
Total (95% CI) 2100 736 100.0% 4.32 [1.11,7.53] ‘
Heterogeneity: Tau®= 12.46; Chi*= 86.05, df= 5 (P = 0.00001); F= 95% 20 _1=D : 1’0 ziu
Test for overall effect: 2= 2.64 (P = 0.008) normal tessellated
tessellated normal Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight [V. Random. 95% Cl IV. Random. 95% CI
Chenetal 2012 383 147 A6 3.8 162 161 13.8% T.A0[2.91,12.09] -
Fang etal 2019 461 188 2686 287 185 18 0.0% 17.40[3.56, 26.24]
He etal 2021 1275 317 BY 11493 316 56 19.9% 0.82 [0.30,1.94] ™
Lyu etal 2021 19.82 266 718 1986 2.2 78 203%  -0.04 [0.57, 0.49] "
Hiao etal 2018 249 125 177 168 B2 504 18.9% 5.00[6.08, 9.52] -
Zhao etal 2020 4329 1486 Fr9 326 181 A8 13.5% 1069[5.92 15.46] -
Zhou etal 2018 343 1045 93 3Ir2 99 22 137% -2.90 [-7.45,1.75] -
Total (95% CI) 1890 879 100.0% 3.74[0.75,6.73] ‘
ity == s ChiE= = = CE= 1 } 1 }
et T 41 1o ¢ <0 s E T T
’ ’ ’ normal tessellated
tessellated normal Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight [V. Random. 95% Cl V. Random, 95% CI
Chenetal 2012 383 147 56 38 162 161 16T% T.A0[2.91,12.09] —
Fang etal 2019 461 188 266 287 185 18 12.0% 17.40[8.56, 26.24] -
He etal 2021 1275 317 BY 11493 316 56 0.0% 0.82 [0.30,1.94]
Lyu etal 2021 19.82 266 718 1986 2.2 78 19.4%  -0.04 [0.57, 0.49] "
Hiaoetal 2018 248 125 177 1659 B2 504 189% 8.00[6.08, 9.92] =
Zhao etal 2020 4329 1486 Fr9 326 181 48 16.5% 10.69[5.92, 15.46] -
Zhou etal 2018 343 1045 93 3Ir2 99 22 16.6% -2.90 [-7.45,1.75] -
Total (95% CI) 2089 841 100.0% 6.13[1.15, 11.10] “"
Heterogeneity: Tau®= 33.20; Chi*=104.43, df = 5 (P = 0.000013; F= 95% f f f f
Testfor overall effect: Z= 2.41 (P = 0.02) =0 0 0 1t e
" ’ ’ normal tessellated
tessellated normal Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight [V. Random. 95% Cl V. Random, 95% CI
Chenetal 2012 383 147 56 3.8 162 161 16E% T.A0[2.91,12.09] —
Fang etal 2019 461 188 266 287 185 18 11.4% 17.40[8.56, 26.24] -
He etal 2021 1275 317 67 11.93 316 g6 19.7% 0.82 [0.30,1.94] ™
Lyu etal 2021 19.82 266 718 1886 22 78 0.0%  -0.04 [0.57, 048]
Hiaoetal 2018 2489 125 177 1659 B2 504 193% 8.00[6.08, 9.92] -
Zhao etal 2020 4329 1486 Fr9 326 181 48 16.4% 10.69[5.92 15.46] -
Zhou etal 2018 343 1045 93 3r2 5948 22 16.45% -2.90 [-7.A5,1.75] -
Total (95% CI) 1438 819 100.0% 6.21 [1.65, 10.77] “‘"
Heterageneity: Tau®= 27.04; Chi*= 70.54, df = 5§ (P = 0.000013; = 93% f f ; f
Testfor overall effect Z= 2.67 (P = 0.008) 20 0 0 10 e
) : : normal tessellated
tessellated normal Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight [V. Random. 95% Cl V. Random, 95% CI
Chen et al 2012 383 147 86 3B 162 161 145% T.A0[2.91,12.09] -
Fang etal 2019 461 188 266 287 185 18 B.6% 17.40[5.56, 26.24]
He etal 2021 1275 3417 67 11.83 3.16 6 24.8% 0.82 [0.30,1.94] o
Lyu etal 2021 1982 266 TF18 1988 22 T8 257% -0.04 047, 0.49] b
Hiaoetal 2018 2489 125 177 169 B2 504 0.0% 8.00[6.08, 9.92]
Zhao etal 2020 4329 1486 Fr9 326 181 48 14.0% 10.69[5.92 15.46] -
Zhou etal 2018 343 1045 93 3r2 5948 22 14.3% -2.90 [-7.A5,1.75] -
Total (95% CI) 1979 393 100.0% 3.51 [0.88, 6.14] "
[ 2 CrRiE= — R + t t 1
Heterogeneity: Tau® = 6.92; Chi®= 46,26, df=5 (P = 0.00001); F= 89% 20 10 b 10 20

Test for overall effect Z=2.62 (P = 0.009)

normal tessellated




Study or Subgroup

Chenetal 2012
Fangetal 2019
He etal 2021

Ly etal 2021

Kiaoetal 2018
Zhao etal 2020
Zhou et al 2018

Total (95% Cl)

tessellated normal Mean Difference Mean Difference

Mean SD_ Total Mean SD Total Weight [V. Random. 95% Cl IV, Random, 95% CI

393 147 56 3.8 162 161 147%  7.50([2.91,12.09] -

461 188 2B6 287 185 18 7.8% 1740856, 26.24]
1278 317 67 1193 316 a6 21.2% 0.82 [0.30,1.94] ol
1982 266 T18 1988 22 T8 O MT% -0.04 [-0.47, 0.49] b

248 125 177 168 B2 504 201% 8.00[6.08, 9.92] -
4329 1486 TFr9 326 181 58 0.0% 1069[5.92 15.46]

343 1058 93 3IFr2 9989 22 14.5% -2.90 [-7.55,1.75)] -

1377 839 100.0%  3.81[0.73,6.88] <
, ,

Heterogeneity: Tau®= 1127, Chi®= 8761, df=5 (P = 0.00001}; 7= 94%

\ \
-10 1] 10

20

e _ -20
Test for overall effect Z=2.43 (P = 0.02) normal tessellated
tessellated normal Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight [V. Random. 95% Cl IV, Random, 95% CI
Chenetal 2012 393 147 56 3.8 162 161 151%  7.50([2.91,12.09] -
Fangetal 2019 461 188 266 287 185 18 8.4% 17.40[8.56, 26.24]
He etal 2021 1278 347 67 11.93 3.16 56 20.8% 0.82 [0.30,1.94] ™
Lyu etal 2021 19.82 266 718 1886 22 78 21.2%  -0.04 [0.57,0.49] b
Hiaoetal 2018 249 1248 177 168 B2 504 19.9% 8.00[6.08, 9.92] -
Zhao etal 2020 4329 1486 779 326 181 58 14.7% 1069[5.52 15.46] -
Zhou etal 2018 343 104 93 372 89 22 00%  -290[7.551.75]
Total {95% CI) 2063 875 100.0% 5.92 [2.62,9.21] <>

ity: Tau== CChif= = REz } } } }
Heterogeneity: Tau®= 13.27, Chi*=102.07, df= 5 (P = 0.00001); F=95% =0 10 b 10 0

Test for overall effect: £=3.52 (P = 0.0004)

normal tessellated

Supplementary Figure 1. [llustrating the Method for Systematic Exclusion of

Studies: Re-evaluating Heterogeneity in the Meta-analysis of Age-Related Differences

in Tessellated and Normal Fundus.

Supplementary Figure 1 displays the results of a methodological approach applied to

assess the impact of systematically excluding individual studies on the heterogeneity

within the meta-analysis. The method aimed to re-evaluate the extent of heterogeneity

in the pooled dataset. The analysis revealed that despite the systematic exclusion of

studies, there was no statistically significant reduction in heterogeneity when the 12

statistic was greater than 50%. This suggests that the observed heterogeneity in the

meta-analysis remained substantial even after selectively excluding specific studies

from the analysis.



tessellated normal Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Chenetal 2012 -174 43 a6 -174 44 161 0.0% 0.00[1.32,1.33]

Fangetal 2019 -11.4 27 286 -106 28 18 9.3% -0.80[-2.13,0.583] _

He etal 2021 -95 167 BY -9.06 1.58 56 18.4%  -0.44[1.02,014] -

Lyu etal 2021 -432 238 T8 294 22 78 19.3%  -1.38[1.90,-0.86] —_—

Hiaoetal 2018 -9.84 313 177 -B21 0 149 404 198%  -1.63[2.11,-1.18] =

Zhanoetal 2020 -11.86 489 F¥79 -838 3N 58 14.3% -248[335-161 —

Fhouetal 2018 -8.813 1.647 93 -7.882 1.017 22 189%  -0.893[1.47 -0.39] —

Total {95% CI) 2100 736 100.0% -1.27 [1.79,-0.76] -

Heterogeneity. Tau®= 0.28; Chi*= 19.70, df= 5 (F = 0.001); = 75% L S :

Test for overall effect: £=4.81 (P = 0.00001) normal tessellated
tessellated normal Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Chenetal 2012 -174 43 a6 -174 44 161 10.0% 0.00[-1.32,1.32] -1

Fangetal 2019 -11.4 27 286 -106 28 18 0.0% -0.80[-2.13,0.583]

He etal 2021 -8945 167 BY -9.06 1.58 56 18.3%  -0.44 [1.02,0.14] -

Lyu etal 2021 -432 238 & 204 22 78 19.0% -1.38[1.90,-0.86] —

Wiaoetal 2018 -9.84 313 177 -821 149 404 194%  -1.63[2.11,-1.18] =

Zhanoetal 2020 -11.86 489 FF9 -838 3N 58 146% -248[335-181 — =

Fhouetal 2018 -8.813 1.647 93 -7.882 1.017 22 187%  -0.893[-1.47 -0.39] —

Total {95% CI) 1890 879 100.0% -1.20 [-1.75, -0.64] -

Heterogeneity. Tau®= 0.35, Chi*= 22.68, df= 5 (F = 0.0004); *= 75% L S :

Test for overall effect: £=4.22 (P =0.0001) normal tessellated
tessellated normal Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI

Chenetal 2012 -17.4 43 a6 -174 44 181 9.7% 0.00[-1.32,1.32] -1

Fangetal 2019 -11.4 2.7 286 -106 2.8 18 9.6%  -0.80[-2.13, 0.53) I

He etal 2021 -8948 167 BY -9.06 1.58 56 0.0%  -0.44[-1.02 0.14]

Lyu etal 2021 -4.32 238 718 -2.94 22 T8 21.7%  -1.38[1.90,-0.86] —

Kiaoetal 2018 -9.84 313 177 -821 149 A04 F24% -1.63[211,-1.15) —

Zhao etal 2020 -11.86 489 779 -838 3N 58 154% -248[335 181 T

Zhouetal 2018 -8.813 1.647 93 -7.882 1.017 22 211.3%  -0.93[1.47,-0.39] e

Total {95% CI) 2089 841 100.0% -1.32 [1.83, -0.81] -

Heterogeneity, Tau®= 0.24; Chi*=14.77, df = § (F = 0.01); *= G6% L R ]

Test for overall effect: £= 508 (P = 0.00001% normal tessellated
tessellated normal Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI

Chenetal 2012 -174 43 a6 -17 4 44 181 1M.7% 0.00[-1.32,1.32] I E—

Fangetal 2019 -11.4 27 286 -106 28 18 11.6%  -0.80[2.13, 053] I

He etal 2021 -8945 167 BY -9.06 1.8 56 19.7%  -0.44 [1.02,0.14] T

Lyu etal 2021 -4.32 238 718 -2.94 22 Ta 0.0% -1.38[-1.90,-0.86]

Kiaoetal 2018 -9.84 313 177 -B21 149 A04 207%  -1.63[2.11,-1.15] =

Zhaoetal 2020 -11.86 489 FFA -838 3N 58 16.3% -248[3.35-1.81] ——

Zhouetal 2018 -8.813 1.647 93 -7.882 1.017 22 200% -0.93 [1.47,-0.39] e

Total (95% Cl) 1438 819 100.0% -1.11[-1.74,-0.47] "."

Heterogeneity. Tau®= 0.45; Chi*= 22.49, df= 5 (F = 0.0004); *= 75% L ]

Test for overall effect: Z= 3.40 (P = 0.0007) normal tessellated
tessellated normal Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI

Chenetal 2012 -174 43 a6 -174 44 161 11.2% 0.00[-1.32,1.32) I —

Fangetal 2019 -11.4 27 286 -106 28 18 111%  -0.80[2.13, 053] I

He etal 2021 -8948 167 BY -9.06 1.58 56 201%  -0.44[1.02,014] T

Lyu etal 2021 -4.32 238 718 -2.94 22 T8 208%  -1.38[-1.90,-0.86] —

Kiaoetal 2018 -84 313 177 -8 149 a4 0.0% -1.63[2.11,-1.18]

Zhaoetal 2020 -11.86 489 FFA -838 3N 58 16.2% -248[3.35-1.81] ——

Zhouetal 2018 -8.813 1.647 93 -7.882 1.017 22 205% -0.93 [1.47,-0.39] e

Total (95% Cl) 1979 393 100.0% -1.06 [-1.66, -0.46] -

Heterogeneity. Tau®= 0.38; Chi*= 18.99, df= 5 (F = 0.002); F= T4% L ]

Test for averall effect: Z= 3.47 (P = 0.0005)

normal tessellated




tessellated normal Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Chenetal 2012 -17.4 43 a6 -17.4 44 181 2.6% 0.00[1.32,1.33]

Fang etal 2019 114 27 266 <106 28 18 84%  -0.80[2.13 053 I

He etal 2021 -85 167 67 -9.06 158 56 19.7%  -0.44[1.02 0.14] -

Lyu etal 2021 -432 238 T8 -204 22 78 M0%  -1.38[1.90,-0.86] —

Hiaoetal 2018 -8.84 313 177 -8.21 149 &04 218%  -163[211,-1.179] —_

Zhaoetal 2020 -11.86 489 779 -833 3N 58 0.0% -2.48[3.35-1.61]

Zhou etal 2018 -8.813 1647 93 -7.882 1.017 22 20.5% -0.93[1.47,-0.39] —

Total (95% CI) 1377 839 100.0% -0.99 [-1.45, -0.53] -

Heterogeneity, Tau®= 0.20; Chi*= 14,13, df= § (F = 0.01); *= 65% L S :

Test for overall effect: Z=4.20 (F = 0.0001) normal tessellated

tessellated normal Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Chenetal 2012 -174 43 a6 -174 44 1681 11.5% 0.00[-1.32,1.32]
Fangetal 2019 -11.4 27 286 -106 28 18 11.4% -0.80[-2.13,0.583] _
He etal 2021 -8945 167 BY -9.06 1.58 56 19.7%  -0.44 [1.02,0.14] -
Lyu etal 2021 -432 238 & 204 22 78 204% -1.38[1.90,-0.86] —
Wiaoetal 2018 -9.84 313 177 -821 149 A04  Z08%  -1.63[2.11,-1.18] =
Zhanoetal 2020 -11.86 489 FF9 -838 3N 58 16.2% -248[3.35-1.681] — =
Fhouetal 2018 -8.813 1.647 93 -7.882 1.017 22 0.0% -0.93[-1.47 -0.39]
Total {95% CI) 2063 a75 100.0% -1.20 [1.82, -0.58] -
Heterogeneity. Tau®= 0.43; Chi*= 21.80, df= 5 (F = 0.0006); *= 77% L S :

Test for overall effect: £=3.78 (P=0.0002) normal tessellated

Supplementary Figure 2. [llustrating the Method for Systematic Exclusion of
Studies: Re-evaluating Heterogeneity in the Meta-analysis of Spherical Equivalent
(SE)-Related Differences in Tessellated and Normal Fundus.

Supplementary Figure 2 displays the results of a methodological approach applied to
assess the impact of systematically excluding individual studies on the heterogeneity
within the meta-analysis. The method aimed to re-evaluate the extent of heterogeneity
in the pooled dataset. The analysis revealed that despite the systematic exclusion of
studies, there was no statistically significant reduction in heterogeneity when the 12
statistic was greater than 50%. This suggests that the observed heterogeneity in the
meta-analysis remained substantial even after selectively excluding specific studies

from the analysis.



