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non-DON healthy control Mean Difference Mean Difference
Study or Subaroup  Mean  SD Total Mean SD Total Weight [V, Random. 95% CI IV, Random, 95% CI
Te Zhang 2014 .08 009 41 -0.02 0.08 23 167% 0.10[0.08, 0.14] -
Yufei Wu 2020 o om 23 o o0.01 38 301% 0.00 [-0.01, 0.01]
Yufei \Wu 2022 -0.01 0.03 24 -0.02 0.04 34 2545% 0.01 [0.01, 0.03]
‘funhai Tu 2023 0 0.0z a0 -0.01 003 4 T TH 0.01 [-0.00, 0.02]
Total (95% CI) 138 119 100.0% 0.02 [-0.00, 0.04]
Heterogeneity: Tau?= 0.00; Chi*= 29.48, df= 3 (P < 0.00001); F= 90% e P : o ot

Testfor overall effect 2=1.93 (F =005 Favours [ekpenmenta\] Favours [coﬁtlol]

Fig S1.Forest plot of VA between non-DON and DON

non-DON healthy control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random,95% CI IV, Random, 95% CI
Huan Jian 2021 2016 3 39 1544 262 52 18.3% 4.72[3.54, 5.90] =
Parya Abdaolalizadeh 2021 1663 265 30 1426 217 39 18.4% 2.371.20, 3.54] -
Te Zhang 2019 176 448 41 148 27 23 12.2% 3.00701.14, 4.88] -
Yufei W 2020 161 3.2 23 144 23 | 152% 1.70[0.20, 3.20] —
Yufei W 2022 1547 249 24123 13 34 17.6% 347 1.83 4.41] —
Yunhai Tu 2023 16.7 387 a0 1428 1.58 24 183% 2.421[1.25 3.49] -
Total (95% CI) 207 210 100.0%  2.92[2.05,3.80] <>

-1 5 0 5 10
Favours [experimental] Favours [contral]

Heterogeneity: Tau®= 0.73; Chi*= 1316, df=5(P=0.02); F=62%
Testfor overall effect: Z= 6.55 (P = 0.00007)

Fig S2.Forest plot of IOP between HC and non-DON

non-DON healthy control Mean Difference Mean Difference
Study or Subgrouy Mean SD Total Mean SD Total Weight [V. Random, 95% CI IV, Random, 95% C|
Jiahui Wi 2022 -1.483 02778 25 -2.409 0.4732 34 63.2% 0.92[0.73,1.12] -
Yunhai Tu 2023 -14 1.2 50 -0.95 4115 24 46.8%  -015[0.72, 042]
Total (95% CI) 75 58 100.0% 0.42[-0.63, 1.47]

Heterogeneity: Tau®= 0083, Chi*=12.37, df=1 (P = 0.0004); F=92% P R T T t

Testfor overall effect. 2= 0.78 (£ = 0.43) Favours [experimental] Favours [control]

Fig S3.Forest plot of VD-MD between HC and non-DON

DON healthy control Mean Difference Mean Difference
or Subgrouw Mean SD Total Mean SD Total Weight [V. Random, 95% CI IV, Random, 95% CI
Te Zhang 20149 073 05 a0 -0.02 0.06 23 2456% 0.75[0.57,0.93] —
Yufei Wu 2020 015 0.37 1 o o0.01 38 252% 015 [-0.01,0.31]
Yufei Wu 2022 0.81 053 19 -0.02 0.04 34 228% 0.83[0.28,0.77] —
funhai Tu 2023 015 007 -0t 003 24 I7E% 016[013,019] =
Total (95% CI) 101 119 100.0% 0.39[0.11, 0.66] -

Heterogeneity: Tau® = 0.07; Chi®= 48.66, df= 3 (F < 0.00001); F=94% T T T t t

o B -2 -1 i 1 2
Testfor overall effect 2= 2.78 (P = 0.003) Favours [experimental] Favours [control]

Fig S4.Forest plot of VA between HC and DON

DON healthy control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random,95% CI IV, Random, 95% CI
Huan Jian 2021 3098 818 B 1544 262 a2 9.5% 1554 [8.96,2213] e —
Parya Abdaolalizadeh 2021 221 571 21 1426 217 M 177% 7.84 [5.30,10.38] -
Te Zhang 2019 176 448 o 146 27 23 1B6% 3.00[0.93, 5.07] =
Yufei W 2020 18 64 21 144 23 3| 16.6% 460 [1.56, 7.64] —
Yufei W 2022 2071 485 19 123 2. 34 1B1% 841 [6.11,10.71] -
Yunhai Tu 2023 16.77 385 31 1428 1.58 24 10.4% 2.49[0.99, 3.99] -
Total (95% CI) 128 210 100.0%  6.20[3.43,8.96] -

200 -0 0 R
Favours [experimental] Favours [contral]

Heterogeneity: Tau®= 9.61; Chi*= 37.24 df=5 (P « 0.00001), F=87%
Testfor overall effect: Z=4.38 (P = 0.0001)

Fig S5.Forest plot of IOP between HC and DON
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DON healthy control Mean Difference Mean Difference
Study or Subgrou, Mean SD Total Mean SD_Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Jiahui Wy 2022 -5.085 1.218 38 -2409 04732 34 628% -568[6.08,-5.26] [ ]
Yunhai Tu 2023 -5.26 38 31 -095 1148 24 372% <43 [5.73,-2.89] A
Total (95% CI) 70 58 100.0% -5.17 [-6.46, -3.87] -
Heterageneity; Tau®= 0.65; Chi*= 3.28, di=1 (P = 0.07); F= 70% -1’0 5 & 5 1’0
Testior overall effect: 2= 7.83 (P < 0.00001) Favours [experimental] Favours [control]
Fig S6.Forest plot of VF-MD between HC and DON

DON non-DON WMean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% C|
Jiahui Vo 2022 487 026 39 456 016 25 17.0% 0.31 [0.21, 0.41] .3
Jie Guo 2021 24 12 68 1.2 14 42 187% 1.20[0.76, 1.64] e
Parya Abdolalizadeh 2021 617 2.04 21 189 2.2 a0 10.6% 4.58 [3.40, 5.76] "
Ping Liu 2023 3.4 2 B0 23 17 62 14.4% 1.10[0.45,1.79] TR
ufei Wu 2020 1.73 142 21 1.08 1418 23 14.3% 0.65 F0.03,1.33] T
ufiel Wu 2022 343 192 19 144 1.4 24 123% 1.89[1.04, 2.94] B
Yunhai Tu 2023 143 049 3108 0.85 a0 16.0% 0.35 [F0.04, 0.74] Rl
Total {95% Cl) 259 262 100.0%  1.28[0.65, 1.90] -
Heterageneity: Tau®= 0.58; Chi*= 79.68, df= 6 (F = 0.00001); F= 2% 4 2 5 2 4
Testfor overall effect 2= 4.01 (P = 0.0001) Favours [experimental] Favours [contraol]

Fig S7.Forest plot of CAS between non-DON and DON

DON non-DON Mean Difference Mean Difference
Study or Subgrouj Mean SD Total Mean SD Total Weight [V, Random,95% Cl IV, Random, 95% CI
Jie Guo 2021 035 035 B8 0.04 0.08 42 18.9% 0.31 [0.22, 0.40] -
Parya Abdolalizadeh 2021 0.26 028 21 0.02 0.06 o 17.5% 0.24 [0.13, 0.36] —
Te Zhang 2019 073 05 30 0.08 0.08 41 148% 0.65[0.47,0.83] e
ufiel Wu 2020 018 037 21 o o001 23 15.9% 018 F0.01, 0.31] T
Yufiei Wu 2022 051 043 19 -0.01 0.03 24 12.3% 0.52 [0.28, 0.76] -
Yunhai Tu 2023 o1& 007 Kl 0 0.0z a0 20.5% 0151012, 0.18] =
Total {95% CI) 190 210 100.0%  0.32[0.18, 0.45] -
Heterogeneity: Tau®= 0.02; Chi* = 48.75, df= 5 (P = 0.00001); F=90% 51 -D=5 3 015 11

Testfor overall effect: Z= 470 (P = 0.00001)

Jie Guo 2021

Ping Liu 2023
ufei Wu 2020
Yufiei Yy 2022
Yunhai Tu 202

Total (95% CI)

Favours [experimental] Favours [control]

Fig S8.Forest plot of VA between non-DON and DON

DON non-DON Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight [V, Fixed, 95% CI IV, Fixed, 95% CI
20 349 it 19 4.3 42 11.8% 1.00[0.60, 2.60] E—
19.54 239 B0 17.79 21 BB 47.6% 1.75([0.97, 2.53] —
18.58 238 21 1794 19 23 17.9% 0.64[0.64,1.92 — . =
177 318 20 1738 25 24 104% 0.32[1.38 2.0%] e -
3 18.85 345 M o17er 34 50 13.0% 1.04 [-0.46, 2.54] N
200 207 100.0% 1.23[0.69, 1.77] B
ChiE=3.74, df =4 (P=0.44) F= 0% t t

Heterogeneity:

Testfor overall effect: Z= 4. 45 (P = 0.00001)

=
Favours [experimental] Favours [control]

Fig S9.Forest plot of exophthalmos between non-DON and DON
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DON non-DON WMean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random. 95% C|

Huan Jian 2021 angs 818 B 2016 a a9 5.3% 10.82[4.21,17.43] ===

Jie Guo 2021 188 &6 68 178 &2 42 14.0% 1.00 [1.08, 3.06] ==

Parya Abdolalizadeh 2021 221 571 21 1663 265 a0 126% 6.47 [2.85, 8.04] T

Ping Liu 2023 1957 4.24 B0 19.38 433 62 15.3% 0149 [1.30,1.68] ok 28

Te Zhang 2019 176 4.9 30 176 49 41 13.4% 0.00[F2.31, 2.31] 7

‘fufeiwu 2020 19 B9 21 181 32 22 1M2% 2080033, 813 R

‘fufeiwu 2022 2071 4.85 19 1547 249 24 132% 5.24 [2.84, 7 64] T

funhai Tu 2023 1677 3.84 N ABEFAST S0 14.9% 0.07 F1.81,1.75] 2

Total (95% CI) 256 317 100.0% 2.46 [0.63, 4.29] <>

Heterogeneity: Tau®= 612, Chi*= 3413, df=7 (P = 0.0001); F= 78% t !

20 -10 0 10 20

Testfor overall effect 7= 263 (7 = .005) Favours [experimental] Favours [controf)

Fig S10.Forest plot of IOP between non-DON and DON

DON non-DON Mean Difference Mean Difference
Study or Subgrouy Mean SD Total Mean SD_Total Weight IV, Random. 95% CI IV, Random. 95% CI
Jdiahuithi 2022 -B.085 1.219 39 1483 02778 25 147% -6.60[-7.00,-6.20] b
Jie Guo 2021 28T 78 B8 -1.62 15 42 127% -B.08[9.98 -617] T
Parya Abdolalizadeh 2021 -883 666 2 -188 225 an 11.8% -7.05[9.56 -4 64] B
Ping Liu 2023 -725 608 6O -2.80 14 BE 133% -4 36 504 -278] s
Te Zhang 2019 -14.03 847 el -4.2 3.68 41 101% -8.83 [13.06,-6.60] A
‘Yufed W 2020 -6.79 391 21 -0.29 0.54 23 132% -6.50 814, -4.81] T
“rufei Wy 2022 -178 634 19 -0.27 14 24 107% -17.53[20.44,-14 67 Ty !
Wunhai Tu 2023 -5.26 381 H =11 12 a0 137% -4.16[5.54,-2.78] e}
Total (95% CI) 289 303 100.0% -7.69 [-9.50, -5.88] *

' 4
=20 -10 o 10 20
Favours [experimental] Favours [control]

Fig S11.Forest plot of VF-MD between non-DON and DON

Heterogeneity: Tau?= 5.74; Chi*= 80.05, df= 7 (F = 0.00001); F= 81%
Test for overall effect Z=8.33 (P = 0.00001)

DON non-DON Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD_Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Jiahuitu 2022 4.386 0.474 39 1.88 01513 25 21.49% 2.41 [2.25 2.57] »
Parya Abdolalizadeh 2021 BEB 327 21 214 0.84 30 184a% 4.53[3.10, 5.96] — %=
Ping Liu 2023 442 319 6O 247 1.69 68 20.4% 2.05[1.16, 2.94] T
Te Zhang 2019 727 343 a0 324 1.78 41 18.8% 4.03 [2.69, 5.37] T
Yufeiiu 2022 836 1.1 14 2.2 1.04 24 204% B.16 [5.25, 7.07] T
Total (95% CI) 169 188 100.0% 3.80[2.25, 5.34] -

-10 -5 0 5 10
Favours [experimental] Favours [control]

Fig S12.Forest plot of VF-PSD between non-DON and DON

Heterogeneity: Tau®= 2.84; Chi*= 76.24, df= 4 (P < 0.00001); F=95%
Testfor overall effect Z=4.81 (P = 0.00001)
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non-DON Health control Mean Difference Mean Difference

Study or Subgrou Mean SD_Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
1.1.1 Overall
Huan Jian 2021 12279 1633 39 11801 1307 52 3.4% 478 [-1.20,10.78] T
Jdiahui v 2022 1043 1.459 i) 104 1.40 34 10.2% 0.30[-0.44,1.04] r
Jie Guo 2021 97.8 9:2 421003 6.3 70 B.7% -2.60 [-5.65, 0.65] S arks|
Parya Abdolalizadeh 2021 95.97 10 a0 101.87  8.83 38 48% -6.00[-10.55,-1.45] T -
Te Zhang 2019 10126 B.E4 41 10491 799 23 5.2% -3.55 [-7.75, 0.69] CE S
Subtotal (95% CI) 177 218 304% -1.51[-4.30, 1.28] -
Heterogeneity: Tau?= 6.57; Chi*=14.93, df= 4 (P = 0.005); F=73%
Testfor averall effect: Z=1.06 (P = 0.29)
1.1.2 Superior-hemi
Jiahui v 2022 107.3 1.8349 25 1061 153 34 101% 1.20[0.28,212] =
Parya Abdolalizadeh 2021 98.87 1069 30 10258 1018 38 43% -3.72[8.71,1.27) T =
Subtotal (95% CI) 55 73 14.4% -0.62 [-5.28, 4.03] i
Heterogeneity: Tau®= 8.76, Chif= 3.62, df=1 (P = 0.08), F=72%
Testfor overall effect: Z=0.26 (P = 0.79)
1.1.3 Inferior-hemi
Jiahui v 2022 101.2 1.428 25 1019 1.433 34 10.2% -0.70 [1.44, 0.04] ™
Parya Abdolalizadeh 2021 9333 10449 30 101.44  BES 39 46%  -811[12.70,-3473] =
Subtotal (95% CI) 55 73 14.9%  -4.03[-11.25,3.19] —i——
Heterngeneity: Tau®= 24 54 Chi= 9.41, df=1 (P = 0.003) F= 69%
Testfor overall effect Z=1.09 (P =027
1.1.4 Superior
Huan Jian 2021 149.29 18.86 39 143.06 19.51 52 23% B.23[-1.72,14.18] =
Jdie Guo 2021 1206 163 42 1254 123 70 1E6%  -4.80[1051,091] S E
Yufei w2020 906 131 23 1008 12 38 30% -1020[16.77,-3.63]
Subtotal (95% CI) 104 160 8.9% -3.21[-11.79, 5.36]
Heterngeneity: Tau®= 45.60; Chi*= 9.86, df= 2 (P = 0.007) F= 60%
Testfor overall effect Z=0.73 (P = 0.46)
1.1.5 Temporal
Huan Jian 2021 a1.18 862 39 831 13.54 52 48% -1.92 [6.49, 2.65) TR I
Jie Guo 2021 723 145 42 7 a9 70 4.3% 0.60 [-4.36, 5.56) S
Yufei ity 2020 a06 118 23 888 1458 38 28% -8.30[14.87,-1.63] =
Subtotal (95% CI) 104 160 12.1%  -2.72[-7.30, 1.86] .
Heterngeneity: Tau®= 8.98; Chif= 4 45 df= 2 (P = 0.11) F= 56%
Testfor overall effect Z=1.16 (P = 0.24)
1.1.6 Inferior
Huan Jian 2021 1486.9 30.36 39 180073 2185 52 1.3% B.17 [-5.03,17.37] —
Jie Guo 2021 1267 1549 42 1326 128 70 37%  -580[-11.58,-0232) o= 9
Yufei ity 2020 927 125 23 1016 134 38 30% -8.90[15.49,-2.31)]
Subtotal (95% CI) 104 160 7.9% -4.27[-11.21, 2.67] —gi——
Heterngeneity, Tau?= 22,65, Chif= 5.21, df= 2 (P = 0.07); F= 62%
Testfor overall effect Z=1.21 (P=0.23)
1.1.7 Nasal
Huan Jian 2021 104.18 19.04 39 941 19.89 52 21% 10.08[2.02,18.14]
Jie Guo 2021 B8.7 9.4 42 1.4 88 70 B.2% -270[6.18, 0.78) SR E
Yufei u 2020 831 122 23 942 132 38 30% -11.10[-17.62,-4.58)
Subtotal (95% CI) 104 160 11.4% -1.57[-11.18,8.03] —engi———
Heterogeneity: Tau®= 62.11, Chif=16.04, df= 2 (P = 0.0003), F=88%
Testfor overall effect Z=0.32 (P= 0.79)
Total (95% CI) 703 1004 100.0%  -2.27[-3.62,-0.92] *
Heterogeneity: Tau®= 4 46; ChF= 89.54, df= 20 (P = 0.00001); F= 78% 20 -1=0 1=D QE

Testfor averall effect Z=3.30 (P = 0.0010)
Testfar subaroun differences: Chif=1.358 df= 6 (P =0.97). F=0%

Fig S13.Forest plot of PRNFL between HC and non-DON in OCT

Favours [experimental] Favours [contral]
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non-DON

Study or Subgrouj Mean  SD Total Mean
1.2.1 Overall

Jdighuivvu 2022 1004 1.521 25 9976
Parya Abdolalizadeh 2021 88 T.28 30 10061
Te Zhang 2019 9846 7.43 41 1003
Yufei Wy 2020 ar3 118 23 85.2
Yunhai Tu 2023 104.04 T7.41 100 10355
Subtotal (95% CI) 219

Heterogeneity: Chi*=12.83, df= 4 (P=0.01), F= 68%
Testfor averall effect Z= 082 (P=0.41)

1.2.2 Superior-hemi

Jdiaghuivvu 2022 100.4 1.386 25 1002
Parya Abdolalizadeh 2021 a713 i) 30 10003
Subtotal (95% CI) 55
Heterogeneity: Chi*= 3.32, df=1 (P=0.07), F=70%
Testfor overall effect: Z= 0.06 (P = 0.95)

1.2.3 Inferior-hemi

Jdighuivvu 2022 100.4 1.887 25 99145
Parya Abdolalizadeh 2021 99 8.07 30 101.28
Subtotal (95% CI) 55

Heterogeneity: Chi®= 3.66, df=1 (P = 0.06), F=73%
Testfor overall effect: Z= 2.61 (P = 0.009)

Total (95% CI) 329
Heterogeneity: Chi*= 23.46, df= 8 (P=0.003), F= 66%
Testfor overall effect Z=1.95 (P = 0.09)

Health control

SD Total Weight

Mean Difference
IV, Fixed, 95% CI

Mean Difference
W, Fixed, 95% C1

1.335 34 333%
5.04 39 18%
7.43 23 13%
10.3 38 05%
BT 48 321%

182 40.2%

1.733 34 29.2%
6.1 39 18%
73 31.0%

1.081 34 273%
642 39 15%
73 28.8%

328 100.0%

Testfor subaroun differences: Chi®= 365 df= 2 (P =016 F= 46.3%

Fig S14.Forest plot of MGGCL between HC and non-DON in OCT

non-DON Health control
Study or Subgrouy Mean SD Total Mean
1.3.1 Overall
Jie Guo 2021 828 38 42 871 38
Yufei W 2020 B9.6 10.2 23 754 83
Subtetal (95% CI) 65

Heterogeneity, Chit= 0.33, df=1 (P = 0.57); F= 0%
Test for overall effect: 2= 6.21 (P = 0.00001)

Total (95% CI) 65
Heterogeneity: Chi*= 033, df=1 (P=0.57); F= 0%
Test for overall effect: Z=6.21 (P = 0.00001)
Test for subaroun differences: Mot annlicable

SD Total Weight

064 [0.11,1.39]
-251 [-5.81,0.58]
-1 84 [-5.63,1.95]

790 [13.73,-2.07)

0.49[1.91, 2.89]
0.29[-0.39, 0.97]

0.20 [-0.60,1.00]
290 [6.14,0.34]
0.02 [-0.75, 0.80]

1.25[0.43,2.07]
-228[-5.80,1.24]
1.07 [0.26, 1.87]

0.43[-0.00, 0.86]

Mean Difference
IV, Fixed, 95% CI

-

.

;

-0 5 5 10
Favours [experimental] Favours [control]

Mean Difference
IV, Fixed, 95% CI

TO O 92.0%

-4.30 [-5.75, -2.85)

30 0.0% -5.00F1073,-0.67)

108 100.0%

108 100.0%

-4.42 [-5.81,-3.03]

-4.42[-5.81,-3.03]

-
L

>

10 -5 0 5 10
Favours [experimental] Favours [control]

Fig S15.Forest plot of GCL+IPL between HC and non-DON in OCT
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DON Health control

Study or Subgrouj Mean SD Total Mean

2.1.1 Overall

Huan Jian 2021 R3.47 1581 B 11801 1307 62
Jighui Wy 2022 1167 4771 ag 104 140 a4
Jie Guo 2021 1106 342 RS 1003 A3 70
Kyung-Ah Park 2016 1 " an el g a4
Kyung-Ah Park 2018 ar 10 20 ar g a4

Parya Abdolalizadeh 2021 9886 2613 20 10187 893 39
Te Zhang 2019 983 1077 30 10481 793 23
Subtotal (95% CI) 214 106
Heterageneity Tau®= 143 48; Chi= 157 55, df= 6 (P < 0.00001); 1F= 96%
Testfor overall effect Z= 082 (P = 0.41)

2.1.2 Superior-hemi

Jiahui v 2022 120.2 5219 39 1061 1.53 34
Parya Abdolalizadeh 2021 101.29 2738 21 10259 1019 34
Subtotal (95% CI) 60 73
Heterogeneity: Tau®= 98.46; Chi*= 5.89, df=1 (P=0.02); F=83%
Testfor overall effect Z=1.01 (P=0.31)

2.1.3 Inferior-hemi

Jiahui Wy 2022 111.2 4465 38 1.8 1.433 34
Parya Abdolalizadeh 2021 95.47 2438 21 10144 888 349
Subtotal (95% CI) 60 3
Heterogeneity. Tau®= 101.12; Chi®= 7.54, df=1 (P = 0.006), F= 87%
Testfor overall effect Z=0.35 (F=0.73)

2.1.4 Superior

Huan Jian 2021 BE.4 2628 B 14306 1941 52
Jig Guo 2021 1372 &04 B3 1254 123 70
Kyung-Ah Park 2018 125 22 30 118 14 a4
Kyung-Ah Park 2018 120 24 20 118 14 94
Yufei Wu 2020 87.2 15 21 1008 12 14
Subtotal (95% CI) 145 329

Heterogeneity: Tau?= 443.349; Chi*= 62.20, df= 4 (P = 0.00001); F=94%
Testfor overall effect Z=119 (P=0.23)

2.1.5 Temporal

Huan Jian 2021 B217 2486 B 231 1354 62
Jie Guo 2021 781 27 <] 7 494 70
Kyung-Ah Park 2016 TH 8 an 73 12 94
Kyung-Ah Park 2018 7B 10 20 73 12 a4
“ufei vViu 2020 T8 118 21 agg 145 14
Subtotal (95% CI) 145 329

Heterogeneity: Tau®= 30.83; Chi*=17.03, df=4 (P = 0.002), F=77%
Testfor overall effect Z=0.14 (P= 0.89)

2.1.6 Inferior

Huan Jian 2021 JOBT 2505 B 150.73 21.65 a2
Jie Guo 2021 147.2 503 B3 1326 128 70
Kyung-Ah Park 2016 130 18 30 124 14 g4
Kyung-Ah Park 2018 125 18 20 124 14 g4
“ufiei Vyu 2020 a0.1 14 21 1ME 134 14
Subtotal (95% CI) 145 329

Hetarogeneity. Tau®= 413.64, Chi®= 70.85, df= 4 (P = 0.00001); F=94%
Testfor overall effect Z=1.23 (F=0.22)

2.1.7 Nasal

Huan Jian 2021 53 9.08 5 G941 1988 70
Jig Guo 2021 01 BE <] T4 8.8 G4
Kyung-Ah Park 2018 69 g 30 i) 12 94
Kyung-Ah Park 2018 T3 " 20 Jate] 12 14
“ufei VWu 2020 a4 132 M 942 132 TH
Subtotal (95% CI) 145 353

Heterogeneity: Tau?= 247.31; Chi*= 99.48, df= 4 (P = 0.00001); F= 96%
Testfor overall effect Z=1.12 (P = 0.26)

Total (95% CI) 914 1892
Heteragenelty Tauf= 101 26; ChiF= 613,28, ¢f= 30 (P < 0.00001); = 85%
Testfor overall efect 7= 210 (P = 0.04)

Testfor subaroun diferences: Chi= 5 16, df= 6 (P = 0.52), F= 0%

SD Total Weight

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

27%
38%
33%
7%
7%
2.89%
3T%
23.9%

3.9%
2.8%
6.7%

3.8%
3.0%
6.9%

1.8%
28%
33%
3.0%
3.3%
14.2%

1.89%
36%
38%
37%
313%
16.2%

1.8%
2.8%
3.5%
33%
3.3%
14.7%

33%
35%
IT%
34%
3E%
17.4%

100.0%

-54 54 |67 B3, -41.40]
11.70[1013,13.27]
10.30 [2.04, 18 58]
500 [0 74, 8.26]
0.00[-4 67, 4 B7]
=311 1483, 8.41]
661 [11 6B, -1.56]
-3.90[-13.22, 5.43]

14.10[12.38,15.82]
1,30 F1361,11.01]
7.66[-7.23, 22.55]

8.30[7.82,10.78]
-5.87 [16.77, 4.83]
2.64 [-12.20, 17.48]

-76.66 |-08.35,-54.67]
11.80 [-0.45, 24.05]
7.00[1.37,15.37]
2.00[8.89,12.80]
13,60 -21.98,-5.22]
11.78[-31.11, 7.55]

20,83 4116, -0.70]
6.40[0.74, 12.06]
300075, 6.75]
3.00[-2.01,8.01]

10,90 [19.17,-2.63]

-0.42 [-6.35, 5.51]

-B0.06 [-100.95,-59.17]
14.60[2.27, 26.93]
B.O0F1.12,1313]

1.00 [-7.45, 8.45]
-11.50 [-19.90,-3.10]
-11.73[-30.35, 6.90]

4110 [40.72,-32.48]
8.70[1.68,15.72]
0.00 [4.02, 4.03]

400F324,11.24]
4280 1818 -647]
-8.04 [-22.15, 6.08]

-4.18[-8.07,-0.28]
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Favours [experimental] Favours [control]

Fig S16.Forest plot of PRNFL between HC and DON in OCT
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Mean Difference
IV, Fixed, 95% CI

Mean Difference
W, Fixed, 95% C1

DON Health control

Study or Subgrouj Mean  SD Total Mean SD Total Weight
2.2.1 Overall

Jdighuivvu 2022 96.97 1.201 39 9976 1.335 34 321%
Parya Abdolalizadeh 2021 871 11.32 21 10061 594 3w 0E%
Te Zhang 2019 90,52 11.89 30 1003 743 23 0.4%
Yufei Wy 2020 845 134 21 952 103 | 03%
Yunhai Tu 2023 7.3 102 31 103858 BI7 48 07%
Subtotal (95% CI) 142 182 35.0%

Heterogeneity: Chi*= 28.749, df= 4 (P = 0.00001), F=87%
Testfor averall effect: £= 1046 (P < 0.00001)

2.2.2 Superior-hemi

Jiahuivu 2022 97 1.378 39 1002
Parya Abdolalizadeh 2021 8745 11.42 21 10003
Subtotal (95% CI) 60

Heterogeneity: Chi*=12.05, df=1 {P=0.00048); F=82%
Testfor averall effect Z=9.21 (P = 0.00001)

2.2.3 Inferior-hemi

Jiahuivu 2022 97.05 1.295 39 99135
Parya Abdolalizadeh 2021 BEE  11.0 21 101.28
Subtotal (95% CI) 60

Heterogeneity: Chi*= 20.09, df=1 (P = 0.00001}; = 85%
Testfor overall effect: Z= 8.03 (P = 0.00001)

Total (95% CI) 262
Heterogeneity: Chi*= 70.06, df= 8 (P = 0.00001); 7= 89%
Testfor overall effect £2=15.83 (P < 0.00001})

1.733 34 231%
6.1 39 04%
73  23.6%

1.081 4 40%
B.42 39 04%
73 4%

328 100.0%

Testfor subaroun differences: Chi®= 814 df=2 (P =002 F= T64%

Fig S17.Forest plot of MGGCL between HC and DON in OCT

279 [-3.40,-2.18]
13,61 [18.70,-8.32]
-G7R[15.01,-4 55]
10,70 [17.30,-4.10]
-B.02 [10.00, -1.95]

-3.15[-3.74, -2.56]

-3.20[-3.93,-2.47)
1268 [17.83,-7.33]
-3.38[-4.09, -2.66]

210 [-2.65,-1.55]
14,68 [-20.16,-8.21]
-2.22[-2.77, -1.68]

-2.82[-3.17, -2.47]

Mean Difference

IV, Fixed, 95% CI

200 10 10 20
Favours [experimental] Favours [control]

Mean Difference
IV, Fixed, 95% CI

70 BAE% -9.60[1214,-7.06]

_._

38 144% -B30[1448,-211] =

DON Health control
Study or Subgrou Mean SD Total Mean SD Total Weight
2.3.1 Overall
Jie Guo 2021 ] 63 871 38
Yufel vy 2020 67.1 137 21 Th4 B3
Subtotal (95% CI) 89

Heterogeneity: Chi#= 0.14, df=1 (P = 0.70), F= 0%
Testfor overall effect: Z=7.86 (P = 0.00001})

Total (95% CI) 89
Heterageneity: Chif= 014, df=1 (P=0.70), F=0%
Testfor overall effect 7= 7 86 (P = 0.00001)
Testfor subaroun differences: Mot anolicable

108 100.0% -9.41[-11.76, -7.06]

108 100.0% -9.41[-11.76, -7.06]

P

e ot

-10 -5 0 5 10
Favours [experimental] Favours [control]

Fig S18.Forest plot of GCL+IPL between HC and DON in OCT
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DON non-DON
Study or Subgrou Mean SD_Total HMean
3.1.1 Overall
Agnieszka 2022 957 59 g 1082 9.6 34
Huan Jian 2021 6347 1581 B 12279 1533 34
Jiahui vy 2022 1187 4771 39 1043 1.459 25
Jie Guo 2021 106 342 B8 978 9.2 42

Parya Abdolalizadeh 2021 93.86 2613 21 9587 10 30
Te Zhang 2019 93.3 1077 30 10136 864 41
Subtotal (95% CI) 172 216
Heterogeneity. Tau®= 264.77, Chi®=197.58, df= 5 (P = 0.00001); F=97%
Testfor overall effect Z=1.03 (F=0.30)

3.1.2 Superior-hemi

Agnieszka 2022 932 214 g 107 102 39
Jighui Wy 2022 1202 5219 39 1073 1.933 24
Parya Abdolalizadeh 2021 101.29  27.8 21 9887 1069 a0
Subtotal (95% CI) 68 94
Heterogeneity. Tau?= 102.46; Chi®= 10.25, df= 2 (P = 0.008), F= 80%
Testfor overall effect Z=0.58 (P = 0.56)

3.1.3 Inferior-hemi

Agnieszka 2022 1004 147 8 1094 118 38
Jiahui Wy 2023 1112 4465 39 1012 1428 25
Parya Abdolalizadeh 2021 9547 2438 21 0333 1048 30
Subtotal (95% CI) 68 04
Heterogeneity Tau®= 80 88; Chi*= 1331, df= 2 (P = 0.001); F= 85%
Testfor overall efect Z= 032 (P = 0.75)

3.1.4 Superior

Huan Jian 2021 BB.4 2629 B 14329 1886 34
Jie Guo 2021 137.2 5041 B8 1206 183 42
“ufei Viu 2020 ar.2 15 21 ane 134 23
Subtotal (95% CI) 95 104

Heterogeneity: Tau®= 130836, Chi=59.72, df= 2 (P = 0.00001); F=97%
Testfor overall effect Z=1.03 (P= 0.30)

3.1.5 Temporal

Huan Jian 2021 B217 2486 B 8118 &8&2 39

Jie Guo 2021 781 gy 63 723 145 42
“ufei viu 2020 818 2 806 118 23
Subtotal (95% CI) 95 104

Heterogeneity. Tau®= 50.13; Chi*=6.73,df= 2 (P =0.03), F=70%
Testfor overall effect Z=0.36 (F=072)

3.1.6 Inferior

Huan Jian 2021 JO.B7 2505 B 1568 3036 349

Jie Guo 2021 1472 403 63 1267 1449 42
“ufei W 2020 401 14 21 927 124 23
Subtotal (95% CI) 95 104

Heterogeneity: Tau?= 1433.68; Chi®= 66.74, df= 2 (P = 0.00001); F=97%
Testfor overall effect Z=0.96 (P=0.34)

3.1.7 Nasal

Huan Jian 2021 A3 .06 B 10418 19.04 a9
Jie Guo 2021 a0l 288 <] Ra7 9.4 42
“ufei VWu 2020 a4 132 M a3l 122 23
Subtotal (95% CI) 95 104

Heterogeneity: Tau?= 312.11; Chi*= 11043, df= 2 (P = 0.00001); F=95%
Testfor overall effect Z=0.78 (P=0.44)

Total (95% CI) 688 820
Heterogenelty. Tauf= 132.24; ChiF = 580.28, ¢f= 23 (P < 0.00001); = 95%
Testfor overall effect Z= 2.49 (P = 0.01)

Testfor subaroun differences: Chi= 3,82, df= 6 (P = 0.70), F= 0%

SD_Total Weight

Mean Difference
IV, Random. 95% C1

Mean Difference
IV, Random, 95% CI

4.8%
37%
5.0%
4.4%
4.0%
4.9%
26.9%

345%
5.0%
3.9%
12.4%

41%
1%
41%
13.3%

28%
3.8%
4.5%
10.9%

2.8%
47%
4.6%
12.1%

2.68%
38%
45%
10.9%

4.3%
4.8%
4.8%
13.5%

100.0%

12,50 [17.56,-7.42]
-59.32 | 72.85,-45.79]
11.40[2.80, 12.00]
12.80[4.21,21.39]
280 [-8.84,14.62]
-3.06[-7.73, 1.61]
7.06[-20.52, 6.41]

-8.80 F23.97, 6.37]
1280[11.08,14.71]
2421007 14.91]
3.84[-9.14, 16.81]
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10.00 [3.49, 11 51]
214 [-8.9513.23]
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-B2.88 [104.74,-51.04]
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-3.40 111,76, 4.96]
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-19.01 [-39.08, 1.08]
580 [0.97,12.57]
260961, 4.41]
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-B6.23[108.42,-64.04]
20.60[7.61, 33.34]
-260 [-10.47,5.27]

-21.48 [-65.23, 22.26]

-51.18 | 60.57,-41.79]
11.40[4.03,18.77]
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Fig S19.Forest plot of PRNFL between non-DON and DON in OCT
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DON non-DON Mean Difference Mean Difference

Study or Subgrouy Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.2.1 Overall
Agnieszka 2022 838 7.9 i 983 172 39 29% -15.80[23.18,-7.81]
Jdiahuivvu 2022 96497 1.301 38 1004 1.521 25 197% -3.43[4.15-271] *
Parya Abdolalizadeh 2021 871 11.32 21 498 726 30 50% -1090[16.38,-6.41] =
Te Zhang 2019 90,52 11.89 30 9846 743 41 B.O0% -784[12.76-3.17] e
Yufiei Wu 2020 845 134 21 873 118 23 3.0%  -280[10.29 4.69] =
Yunhai Tu 2023 g7.63 102 310404 T 50 T4%  -B.91 [10.65-2.37] =
Subtotal (95% CI) 150 208 43.9% -7.27[-10.80,-3.74] -

Heterogeneity: Tau®= 12.84; Chi*= 2086, df= 5 (P = 0.0009); F= 76%
Testfor averall effect 2= 4.03 (P = 0.0001)

3.2.2 Superior-hemi

Aghieszka 2022 841 94 8 851 GBS 39 35% -1100[1783,-417] ——
Jiahui iy 2022 87 1378 3@ 1004 1386 25 10.8%  -3.40[4.00,-2.71] .
Parya Abcolalizadeh 2021 8745 1142 21 6743 73 30 40% -BRR[1622,-414] T

Subtotal (95% CI) 68 94  28.2% -7.30[-12.84,-1.76] -~

Heterogeneity: Tau®= 18.31; Chi®= 8.46, df= 2 (P = 0.008), F= 79%
Testfor averall effect 2= 2.58 (P = 0.010)

3.2.3 Inferior-hemi

Agnieszka 2022 836 87 8 0BS5 B39 40% -12.90[19.22,-6.58]

Jiahui iy 2022 9706 1206 38 1004 1887 25 104%  -335[4.18,-2.51] =
Parya Apdolalizadeh 2021 BBE 110 21 99 807 30 45% -1240[18.25 -6.55] -
Subtotal (95% CI) 68 94 27.8% -9.07[-16.56,-1.59] e E—

Heterogeneity: Tau®= 37.76; Chi®=17.30, df=2 (P = 0.0002); F= 88%
Testfor overall effect Z2=2.38 (P =002

Total (95% C1) 286 396 100.0%  -5.95[7.35,-4.55] L3
Heterageneily: Tau®= 2.45; Chi*= 4787, df= 11 (P = 0.00001); F= 77% N FirPR
Testfor overall efact Z= 833 (P < 0.00001) ’ : )

Testfor subaroun diferences: Ghi*= 019, df= 2 (P = 0.91%, = 0% Favours [experimental] Favaurs [control]

Fig S20.Forest plot of MGGCL between non-DON and DON in OCT

DON non-DON Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight [V, Fixed, 95% CI IV, Fixed, 95% CI
3.3.1 Overall
Jie Guo 2021 775 10 6B 828 38 42 B7.5% -530[7.04,-266] —i—
el Yy 2020 671 134 21 BA6 102 23 125%  -2.50[-0.48 448
Subtotal (95% CI) 89 65 100.0% -4.95[-7.42,-2.48] B
Heterogeneity: Chi= 0.54, df=1 (P = 0.48), F= 0%
Testfor merall efiect 2= 3.83 (P = 0.0001)
Total (95% CI) 89 65 100.0% -4.95[-7.42,-2.48] e
Heterogeneity, Chit= 0.54, df=1 (P = 0.46); F= 0% t t

t t t
o -10 -5 5 10
Testfor overall effect: 2= 3.93 (P = 0.0001) Favours [sxperimental] Favaurs [control]

Testfar subaroun differences: Mot annlicahble

Fig S21.Forest plot of GCL+IPL between non-DON and DON in OCT

non-DON healthy control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random,95% CI IV, Random, 95% CI
1.1.1 Overall
Parya Abdolalizadeh 2021 4786 414 30 &50.47 1.93 39 11.0%  -2.61 [4.65, -0.67]
Te Zhang 2019 53.81 337 41 BET 236 23 12.4%  -2.88 [4.28 -1.60] I
Yufei Wy 2022 686 1.81 24 5743 268 34 130%  -0.587[1.73 059] ]
Subtotal (95% CI) 95 9 36.4% -1.94[-3.56,-0.32] -

Heterogeneity: Tau®=1.47, Chi®=7.34,df= 2 (P =0.03), F=73%
Testforoverall effect: 2= 2.35 (P=0.02)

1.1.2 Inside disc

Parya Abcolalizadeh 2021 40.37 488 30 47.26 500 39 098% 211028 450 %
Te Zhang 2019 4958 531 41 5362 477 23 04% -404 658150 —

Yufei tiu 2022 5892 438 24 617 365 34 105%  -1.78 1392 038 .

Subtotal (95% CI) 95 9 207% -1.22[.4.61,2.16] T —

Heterogeneity: Tau®= 7.52; Chi*=12.44 df=2 (P =0.002); F= 84%
Testforoverall effect Z=0.71 (P = 0.48)

1.1.3 Peripapillary
Parya Abdolalizadeh 2021 6003 651 30 867 236 39 97% 667811423 Y

Te Zhang 2019 587 348 41 6115 357 23 11.4%  -2.45 426, -0.64] I
Yufei Wy 2022 59.41 205 24 5074 261 34 128%  -0.33 1153 087 T
Subtotal (95% CI) 95 96 33.9% -3.01[-6.34,0.33] —

Heterogeneity: Tau®= 7.80; Chi®= 21.50, df= 2 (P = 0.0001}; F= 91%
Testfor overall effect: Z=1.77 (P=0.08)

Total (95% CI) 285 288 100.0% -2.05[-3.38,.-0.72] -
Heterogeneity: Tau®= 3.20; Chi*= 41.85, df= & (P = 0.00001); F= 81% 4 2 2 a
Test for overall effect: Z= 2.02 (P = 0.002)

Test for subaroun differences: Chi®= 0.56. df= 2 (P = 0.76). F=0%

Favours [experimental] Favours [control]
Fig S22 Forest plot of ONH-VD between HC and non-DON in OCTA
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non-DON healthy control
Study or Subgrou Mean SD_Total Mean
1.2.1 Overall
Huan Jian 2021 53.21 293 39 5426 23

Jiahui v 2022 4916 0.5463 25 6033 03173
Te Zhang 2019 51 66 375 41 5473 278
Yufei YWy 2022 a0.14 1.77 24 G0EG 25
Subtotal (95% CI) 129

Heterogeneity: Tau®= 0.26; Chi*=6.81, df = 3 (P = 0.08); F= 56%
Testfor overall effect: Z= 3.51 (P = 0.0008)

1.2.2 Inside disc

Jiahui vy 2022 4828 1528 25 5002 07654
Te Zhang 2019 4245 1094 41 486 706
Yuiel W 2020 4967 503 24 5207 467
Subtotal (95% CI) 90

Heterogeneity: Tau==1.31; Chi*= 382 df=2 (P=014), F= 44%
Testfor overall effect: Z=2.73 (P = 0.006}

1.2.3 Peripapillary

Jiahui v 2022 52.27 0.5562 25 6324 03814
Te Zhang 2019 58.73 34 41 61.68 371
Yufei YWu 2020 53.04 2.53 24 5324 261
Subtotal (95% CI) 90

Heterogeneity: Tau®= 0.59; Chi*= 572, df = 2 (P = 0L06); F= 65%
Testfor overall effect: Z=2.10 (P = 0.04)

1.2.4 Superior-hemi

Jdiahui Wi 2022 5229 045126
Parya Abdolalizadeh 2021 50.95 5LF 30 a3 3.07
Yufei Wy 2022 53.02 263 24 5329 299
Subtotal (95% CI) 79

Heterogeneity: Tau== 0.00; Chif=1.91, df= 2 (P = 0.38); F= 0%
Testfor overall effect: £=6.31 (P = 0.00001)

25 5307 04316

1.2.5 Inferior-hemi

Jiahui ¥ 2022 52.24 06808 25 6345 043
Parya Abdolalizadeh 2021 49 7.64 30 5379 224
Yufei YWu 2022 5275 217 24 6317 2487
Subtotal (95% CI) 79

Heterogeneity: Tau®=1.03; Chi*=7.70, df = 2 (P = 0.02); F= 74%
Testfor overall effect Z= 213 (P =0.03)

1.2.6 Superior

Jdiahui Wi 2022 5284 07111 25 534 05557
Parya Abdolalizadeh 2021 50.27 T.04 30 5284 486
Subtotal (95% CI) 55

Heterogeneity: Tau®= 0.18; Chi*=1.16, df=1 (P = 0.28), F=14%
Testfor overall effect: Z=1.81 (P =0.07)

1.2.7 Temporal

Jdighuivyu 2022 5416 0.6896 25 5618 06052
Parya Abdolalizadeh 2021 4767 10 30 A5.46 kil
Subtotal (95% CI) 55

Heterogeneity: Tau®= 14.81; Chi*= 8.05, df=1 (P = 0.003); = 89%
Testfor overall effect: Z=1.60 (P =011)

1.2.8 Inferior

Jdiahuivyvu 2022 55916 0.8863 25 944 0.48
Parya Abdolalizadeh 2021 51.23 a4 an i3} 282
Subtotal (95% CI) 55

Heterogeneity: Tau®= 8.53; Chi*=7.65, df =1 (P = 0.006), F=87%
Testfor overall effect: Z=1.03 (P = 0.30)

1.2.9 Nasal

Jdiahuivvu 2022 48.52 0.7074 25 4897 05827
Parya Abdolalizadeh 2021 50037 947 30 5041 3.06
Subtotal (95% CI) 55

Heterogeneity: Tau®= 0.00; Chi#=0.05, df=1 (P = 0.82), F= 0%
Testfor overall effect Z=2.58 (P=0.010)

Total (95% CI) 687

Testfor overall effect: Z= 7.63 (P = 0.00001)

52
34
23
34
143

34
23
34
91

34
23
34
91

34
39
34
107

34
34
34
107

34
39
73

34
39
73

34
39
73

34
39
73

Mean Difference

SD Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

41% 0,85 2.08,0.16]
82% 117 F1.41,-083]
26%  -307 F4.69,-145]
41%  -0.521.62,068]
19.0%  -1.23[-1.92,-0.54]

B2% -174[239,-109]
05% -6.15F1057,-173]
12%  -240[485 015
7.9% -2.50[-4.29,-0.71]

82% -0871.22,-073
21%  -205 -4.79,-111]
33%  -0.20F1.54,1.14]
13.6% -1.16[-2.24,-0.08]

82% -078103,-053]
15%  -215F4.42,010]
0% -037F1.73,119]
12.7% -0.78[-1.02,-0.54]

a0%  -1.21 H1.51,-081]
10% -4 787 61,-1587]
36%  -0.42 167,083
12.6%  -1.52[-2.92,-0.12]

78% -066[1.00,-032]
10%  -2.37 1518, 064]
8.8%  -0.79[-1.64, 0.07]

7.8% -2.02 -2.36,-1.68]
06% -7.78 F11.53,-4.08]
8.4% -4.59[-10.21, 1.03]

76%  -0.34 }0.72,004]
0.0% -477 -7.89,-1.65]
8.5%  -2.27[-6.58, 2.03]

7.8%  -0.45[F0.79,-011]
0.7%  -0.04 346, 3.38]
86% -0.45[-0.78,-0.11]

831 100.0% -1.20[-1.51,-0.89]
Heterogeneity: Tau®= 0.29; Chi*=120.21, df= 23 (P < 0.00001}; F=81%

Testfor subaroun differences: Chi*=12.70. df= 8(P=012) F=37.0%

Fig S23.Forest plot of RPC-VD between HC and non-DON in OCTA
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non-DON healthy control Mean Difference
Study or Subgrouy Mean SD Total Mean SD Total Weight [V, Random, 95% Cl

Mean Difference
IV, Random, 95% CI

1.3.1 SRCL

ufei Wy 2020 60 35 23 B3IT 33 38 228% -370[-547,-1.93] S -
Yunhai Tu 2023 45.01 2.65 50 4659 1.72 24 8% -1.58[2.59,-0.57] i
Subtotal (95% CI) 73 62 54.6% -2.51[-4.57,-0.45] ~—
Heterageneity: Tau?=1.71, Chi*= 415 df=1 {P=0.04);, F= 76%

Testfor overall effect: £=2.39(F=0.02)

1.3.2 DRCL

ufel Wu 2020 702 44 23 739 4.8 3| 173%  -370[6.06,-1.34] TR T
Yunhai Tu 2023 49.21 301 50 5007  2.54 24 281%  -0.686[2.17, 045 =T
Subtotal (95% Cl) 73 62 45.4%  -2.10[-4.87, 0.66] —caEig—"
Heterageneity: Tau®= 3.08; Chi*=4.25 df=1 {P=0.04), F=76%

Testfor overall effect Z=1.49{F=014)

Total (95% CI) 146 124 100.0% -2.23[-3.54, -0.92] -
Hetarogeneity: Tau?=1.14; Chi*= 8.98, df= 3 (P= 0.03); F= 67% ]10 '5 5 é 16

Testfor overall effect: £=3.33 (P = 0.0009)
Testfor subaroun differences: Chi*=0.05. df=1 (P =082 F=0%

Favours [experimental] Favours [control]

Fig S24 Forest plot of RCL between HC and non-DON in OCTA

DON healthy control Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% Ci

Mean Difference
IV, Random, 95% CI

2.1.1 Overall

Parya Abdaolalizadeh 2021 4538 562 21 5047 1.93 39 11.4%  -5.08[7.57 -2.61]
Te Zhang 2018 5026 445 30 567 236 23 143% -6.44 830 -4.58]
Yufei W 2022 5398 349 19 5743 268 34 138%  -345[542 149
Subtotal (95% CI) T0 96 39.6% -5.01[-6.85,-3.17]
Heterogeneity: Tau?=1.51; Chi*= 467, df=2 (P=010); F=57%

Testfor overall effect: Z= 6.33 (P < 0.00001)

2.1.2 Inside disc

Parya Abdolalizadeh 2021 47.23 T.87 21 47.26 5.09 39 7.A%  -0.03 [3.64, 3.58]
Te Zhang 2019 46:42 T.37 30 53.62 477 23 8.6% -7.20[10.45 -3.95]
Yufei Wy 2022 57.28 517 19 B1.7 365 34 108% -442[7.05-179]
Subtotal (95% CI) T0 96 26.9% -3.97[-7.70,-0.24]
Heterogeneity: Tau®= 8.24; Chi*= 8.42, df= 2 (P = 0.01); F= T6%

Testfor overall effect: £=2.08 (P = 004)

2.1.3 Peripapillary

Parya Abdaolalizadeh 2021 4716 66 21 5325 306 39 9.5% -6.09[9.07 -311]
Te Zhang 2019 5518 431 30 6115 3.57 23 11.8%  -5497 [F8.37,-3.57]
Yufei W 2022 66.55 4.69 19 53.74 261 34 123%  -319 1547 -091)
Subtotal (95% CI) To 96 33.6% -4.97[-6.91,-3.03]
Heterogeneity: Tau®=1.28; Chi*= 3.93, df= 2 (P =0.17}; F= 43%

Testfor overall effect: Z= 6.01 (P < 0.00001)

Total (95% CI) 210 288 100.0% -4.75[-5.98,-3.52]
Heterogeneity: Tau®=1.84; Chi*=17.26, df= 8 (P = 0.03); F=54%

Testfor overall effect: Z=7.57 (P = 0.00001)

Testfor subaroun diferences: Chi*= 026, df=2 (P=088). F=0%

>

A0 5 10
Favours [experimental]  Favours [contral]

Fig S25.Forest plot of ONH-VD between HC and DON in OCTA
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Mean Difference
I, Random, 95% CI

Mean Difference
IV, Random, 95% C|

DON healthy control
Study or Subgroul Mean SD Total Mean SD Total Weight
2.2.1 Overall
Huan Jian 2021 R 5.48 6 54.26 23 52 26%
Te Zhang 2019 4849 524 30 5473 278 23 4 8%
Yufei Wiy 2022 47.42 a7 19 5066 28 34 6.2%
Subtotal (95% CI) 55 109 12.6%
Heterogeneity: Tau®=47.71; Chi*= 59.08, df= 2 (P = 0.00001); P =97%
Testforoverall effect: 2= 2.47 (P =0.01)
2.2.2 Inside disc
Te Zhang 2013 3917 8.96 30 486 7.08 23 26%
Yufei Wy 2022 4713 ABT 18 5207 46T 34 30%
Subtotal (95% CI) 49 57 6.5%
Heterogeneity: Tau®™= 6.49; Chi*=2.81, df= 1 (P=0.09}; F= 64%
Testforoverall effect: Z=3.10 (P =0.002)
2.2.3 Peripapillary
Te Zhang 2014 55.36 5.4 30 61.68 kRa| 23 45%
Yufel Wiy 2022 502 4.58 19 53.24 261 34 47%
Subtotal (95% CI) 49 57 9.2%
Heterngeneity: Tau®= 3.94; Chi"= 3.74, df= 1 (P = 0.05); F= 73%
Test foroverall effect: 7= 2.83 (P = 0.005)
2.2.4 Superior-hemi
Parya Abdolalizadeh 2021 4745 627 31 6311 307 39 40%
Yufel Wiy 2022 50.29 4.75 19 5329 299 34 46%
Subtotal (95% CI) 40 73 8.6%
Heterngeneity: Tau®= 1.76; ChiF=1.99, df= 1 (P = 0.16); F= 50%
Testforoverall effect: Z=3.18 (P =0.001)
2.2.5 Inferior-hemi
Parya Abdolalizadeh 2021 46.83 7.23 21 5379 2.24 39 IT%
Yurei Wiy 2022 5012 4 66 19 5317 2587 34 47%
Subtotal (95% CI) 40 73 8.4%
Heterogeneity: Tau®= 6.67, Chi®= 3.87, df=1 (P=0.08), F=74%
Testforaverall effect: Z2=2.49 (P =0.04})
2.2.6 Superior
Huan Jian 2021 278 .93 6 5448 337 52 1.3%
JiahuiWu 2022 5224 (.BBSE 39 5348 0.5557 34 6.7%
Parya Abdolalizadeh 2021 4519 8.67 21 5254 4.88 39 20%
Subtotal (95% CI) 66 125 10.8%
Heterogeneity: Tau®= B6.98; Chi®= 56,65, df= 2 (P = 0.00001); F = 96%
Test for overall effect: Z=2.00 (P = 0.05)
2.2.7 Temporal
Huan Jian 2021 3r.83 B.37 6 66.49 2.88 52 21%
Jdiahuivyu 2022 §3.27 0.8964 39 5618 06092 34 6.6%
Parya Abdolalizadeh 2021 46.33 762 21 5546 36 39 34%
Te Zhang 2019 53.51 4.99 30 6245 4.0 23 4.5%
Subtotal (95% CI) 96 148 16.7%
Heterogeneity: Tau®= 30.62; Chi®= 7018, df= 3 (P = 0.00001); F= 96%
Testforoverall effect: Z=3.29 (P =0.00110)
2.2.8 Inferior
Huan Jian 2021 3083 7.25 6 8577 3.48 52 1.7%
Jdiahuivwu 2022 5436 06228 39 854 0.48 34 6.7%
Parya Abdolalizadeh 2021 48.86 9.58 | a6 2.82 3\ 27%
Subtotal (95% CI) 66 125 112%
Heterogeneity: Tau®= 104.09; Chi®= 70.64, df = 2 (P < 0.00001}; F=97%
Testforoverall effect: Z=1.79 (P = 0.07)
2.2.9 Nasal
Huan Jian 2021 30.67 B.74 6 &60.35 4 82 1.9%
Jiahui ¥y 2022 47.42 07761 39 4897 05827 34 B7%
Parya Abdolalizadeh 2021 47.95 8.38 21 4041 3.06 39 3%
Te Zhang 2019 §3.35 5.44 30 5714 4.09 23 4.3%
Subtotal (95% CI) 956 148 16.1%
Heterogeneity: Tau®= 21.35; Chi*= 44 51, df= 3 (P = 0.00001); F=93%
Testforoverall effect Z=2.49 (P =0.01)
Total (95% CI) 557 915 100.0%

Heterogeneity: Tau®= 3.16, Chi®= 483.95 df= 24 (P = 0.00001); F=95%

Test foroverall effect: Z=13.06 (P = 0.00001)
Testfor suboroun differences: Chi®= 675 df= 8 (P = 0.66). F= 0%

-22.08 [-26.51,-17.56]
-5.83[-8.02,-3.54]
324 [-510,-1.38]

-10.07 [-18.08, -2.07]

843 [1374,-617]
-4.04 [7.93,-1.85]
6.91[-11.27, -2.54]

-B.32 [8.78,-2.86]
-3.04 [5.28,-0.80]
-4.64 |-7.85,-1.43]

-5.66 [8.51,-2.81]
-3.00[-5.36,-0.54]
-4.21[.6.80, -1.61]

-B.96 [10.13,-2.79]
-3.05[-5.32,-0.78]
-4.84[.8.66, -1.02]

-36.70 [-33.80, -18.50]
-1.26 1 54,-0.88]
-7.36 [11.34,-3.36]
-11.13[.22.02, -0.25]

-18.66 [-23.62,-12.50]
201 [3.25,-2.67]
813 [12.57,-5.69]
-8.94 [11.38,-6.52]
-0.50 [15.16, -3.85]

-24.94 30,82, -18.06]
114 [1.38,-0.89]
74 [11.32,-2.96]
-10.75 [-22.53, 1.04]

18,68 [25.18,-14.18]
-1.55[-1.86,-1.24]
246 [-6.17,1.25]
-3.79[6.38,-1.22]
-6.13[-10.97, -1.30]

-6.01[-6.91,-5.11]

L]
20 -0 10 20
Favours [experimental] Favours [control]

Fig S26.Forest plot of RPC-VD between HC and DON in OCTA
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DON healthy control Mean Difference Mean Difference
Study or Subgroup  Mean  SD _Total Mean SD_Total Weight [V, Random, 95% CI IV, Random, 95% Cl
2.3.1SRCL
urei Wy 2020 59.8 445 21 63T 33 38 249% -390[6.09,-1.71] e
Yunhai Tu 2023 418 335 4659 172 24 294% -4B9[6.06,-332] =
Subtotal (95% CI) 52 62 54.3% -4.47[-5.63,-3.31] <>

Heterageneity: Tau®= 0.00; Chi*=0.36, df=1 (P = 0.55); F= 0%
Testfor overall effect. 2= 7.46 (P = 0.00001)

2.3.2 DRCL

fufei Wu 2020 1 21 739 48 38 174% 750 [11.13,-3.87] e

Yunhai Tu 2023 48.74 346 I 5007 254 24 283%  -1.33[292 026 —
Subtotal (95% CI) 52 62 45.7% -4.19[-10.22, 1.84] e

Heterageneity: Tau®=16.99; Chi*=9.32, df=1 (P=0.002), F=89%
Testfor overall effect 7=136{F=017)

Total (95% CI) 104 124 100.0% -4.03[-6.23,-1.84] e
Hetarogeneity: Tau?= 3.79; Chi*= 14,82, df= 3 (P = 0.002); F= 80% 7110 |5 : é 1=U
Testfor overall effect: £= 3.60 (F=0.0003)

Testfar subaroun differences: Chif= 0.01. df=1 (P = 0.93). F= 0%

Favours [experimental] Favours [control]
Fig S27. Forest plot of RCL between HC and DON in OCTA

DON non-DON Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight [V, Fixed, 95% CI IV, Fixed, 95% CI
3.1.1 Overall
Parya Abdolalizadeh 2021 4538 562 21 4786 514 30 T.5% -2.48[5451, 0.55] B
Te Zhang 2019 A0.26 4.45 30 5381 327 41 19.8% -3.55[5.43 -1.67] T
Yufed itiu 2022 6388 39 18 6686 1.81 24 19.2% -2.88[4.78,-098] TE
Subtotal {95% CI) 70 95 46.3% -3.10 [-4.32,-1.88] <>

Heterogenaity: Chi*= 0.43, df= 2 (P = 0.81); F= 0%
Testfor overall effect: Z= 4.97 (P < 0.00001)

3.1.2 Inside disc

Parya Abdolalizadeh 2021 47.23 7.57 21 4837 4498 a0 1% -214[5.84 1.56) [—
Te Zhang 2019 46.42 727 30 4858 5.3 4 T.A% -31616.23,-0.009] R
Yufeliu 2022 67.28 617 19 60882 439 24 81%  -264[-555 027

Subtotal (95% CI) 70 95  20.5% -2.70 [-4.54, -0.87] -

Heterogeneity: Chi*= 018, df= 2 (P = 0.92); F= 0%
Testfor overall effect: Z= 2.89 (P = 0.004)

3.1.3 Peripapillary

Parya Ahdolalizadeh 2021 4716 66 21 4002 B.51 30 63% -2BY[653,079 =
Te Zhang 2019 6518 531 30 687 348 41 146% -3.5215.70,-1.34] T,
Yufeliu 2022 66.56 460 19 60841 205 24 138% -28615.12,-060] T
Subtotal (95% CI) 70 95  33.2% -3.15[-4.59,-1.71] >

Heterogenaity: Chi*= 0,20, df= 2 (F = 0.81); F= 0%
Testfor overall effect Z= 4.28 (P < 0.0001)

Total (35% Cl) 210 285 100.0% -3.03 [-3.87,-2.20] &
Heterogenaity; Chi*= 087, df= 8 (P = 1.00), F= 0% =i ' 1 5
Test for overall effect Z= 716 (P = 0.00001) : ’

Testfor subaroun differences: Chi*= 016, df= 2 (P = 0.92). F= 0% Favours [experimental] Favours [cantrol]

Fig S28.Forest plot of ONH-VD between non-DON and DON in OCTA
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DON non-DON Mean Difference Mean Difference

Study or Subgrouy Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
3.2.1 Overall
Huan Jian 2021 3zae 548 6 6331 2.93 39 1.2% -21.13[25.61, -16.69] ==
Jiahui ¥y 2022 48.24 0.4973 39 4916 0.5463 25 6O% -0.92 [1.19,-0.65] )
Te Zhang 2019 4849 5.24 30 51.66 3.75 41 3% -2.76 [-4.96, -0.56] 7=
Yufei Wiy 2022 47.42 T 19 5014 1.77 24 8% -2.72[-4.53,-091] T
Subtotal (95% CI) 94 129 150%  -6.17 [-10.65, -1.70] B
Heterogeneity: Tau®= 19.19; Chi#= 8369, di= 3 (P = 0.00001); F = 96%
Testforaverall effect: Z=2.70 (P = 0.007)
3.2.2 Inside disc
Jdiahuivu 2022 47.83 0.9249 39 4828 1.528 25 6.3% -0.45[1.12,0.22] N
Te Zhang 2019 3917 8.96 30 4245 10594 41 1.1% -328[7.82,1.36] TR S B
Yufei Wiy 2022 4713 567 19 4867 5.03 24 1.89% -264 [5.79,0.71] =
Subtotal (95% CI) 88 90 9.3% -1.13[-2.73, 0.46] *
Heterogeneity: Tau®™= 0.82; Chi*= 2.84, df= 2 (P=0.24}; F= 30%
Testforoverall effect: 2=1.39 (P = 0L16)
3.2.3 Peripapillary
Jiahui ¥y 2022 51.5 0.5399 39 5227 0.5562 28 609% -0.77 [1.05,-0.49] ?
Te Zhang 2019 55.36 5.4 30 5873 34 41 3.2% -3.37 [5.596,-1.19] T
Yufel Wiy 2022 502 4.58 19 53.04 253 24 3.0% -2.84 [-9.13,-0.59] =7
Subtotal (95% CI) 88 00 13.0%  -2.07[-3.97,-0.16] L 4
Heterngeneity: Tau®= 2.10; Chi®= 827, df= 2 (P = 0.02); F= 76%
Testforoverall effect Z=213 (P =0.03)
3.2.4 Superior-hemi
Jdiahuivwu 2022 51.23 06456 39 5229 05126 25 6.9% -1.06 [-1.39,-0.77] i
Parya Abdolalizadeh 2021 47 .45 B.27 21 5095 57 a0 1.8% -3.50[-6.87,-013] -
Yurei Wiy 2022 50.29 4.75 19 53.02 263 24 29% -2.73[511,-0.35) =
Subtotal (95% CI) 79 79 11.5% -1.82[-3.30, -0.341 *
Heterogeneity: Tau®= 0.91; Chi®= 3.83, df= 2 (P=0.19), F= 48%
Test for overall effect: 2= 2.41 (P=0.02)
3.2.5 Inferior-hemi
Jdiahuivwu 2022 §1.73 0.4811 39 5224 06808 28 6.8% -0.81 [0.82,-0.20] 3
Parya Abdolalizadeh 2021 46.83 7.23 21 49 764 a0 1.3% -2.17 [[6.30,1.96] T
ufel Wiy 2022 5012 4 .66 19 5275 2.27 24 30% -2.63[4.91,-0.35) T
Subtotal (95% CI) 79 79 11.2% -1.26 [-2.81, 0.28] &
Heterogeneity: Tau®= 0.98; Chi*= 2.84, df= 2 (P=0.15}; F= 48%
Testforoverall effect: Z=1.60 (P =0.11)
3.2.6 Superior
Huan Jian 2021 2r.8 .93 6 53.68 3.89 39 05% -2589[3313,-1863] Y+
Jdiahuivyu 2022 52.24 0.6BS53 39 4284 071N 24 6.8% -0.60 [-0.95,-0.29] =
Parya Abdolalizadeh 2021 4519 867 21 5027 7.04 a0 1.1% -5.08 [-9.56, -0.60] Z =
Subtotal (95% CI) 66 94 8.4% -9.92 [-21.12, 1.29] =S
Heterngeneity: Tau®= 92.05; ChiF= 033, df= 2 (P = 0.00001); "= 96%
Test foroverall effect: Z=1.74 (P = 0.0&)
3.2.7 Temporal
Huan Jian 2021 3783 B.37 6 5526 3.57 39 09% -1753[2275,-1231]
Jiahuivu 2022 §3.27 0.8564 39 5416 06898 25 6.8% -0.89 [-1.27,-0.51] N
Parya Abdolalizadeh 2021 46.33 762 21 4767 10 an 1.0% -1.34 [6.18, 3.50] =
Te Zhang 2014 53.51 4.99 30 53.54 4.9 41 2.0% -5.03 [-7.36,-2.70] =
Subtotal (95% CI) 9% 135 116%  -576[-10.89,-0.64] ~—
Heterogeneity: Tau®= 23.99; Chi®= 5016, df= 3 (P = 0.00001); F= 94%
Testforoverall effect: Z=2.20 (P =0.03)
3.2.8 Inferior
Huan Jian 2021 30.83 7.25 6 65.54 4.43 39 07% -2471[3068-1874 +——
Jdiahuivyu 2022 5436 06228 39 56516 0.8863 24 6.7% -0.80[-1.20,-0.40] f
Parya Abdolalizadeh 2021 48.86 9.58 21 51.23 8.4 30 0.9% -237[7.45,271] R
Subtotal (95% CI) 66 94 8.4% -9.03 [-21.56, 3.49] ——eeS——
Heterogeneity: Tau®= 117.32; Chi*= 61 .76, df= 2 (P = 0.00001}); F=97%
Testforoverall effect Z=1.41 (P=0.16)
3.2.9 Nasal
Huan Jian 2021 3067 B.74 6 4864 383 39 0.8% -17.97 [-23.50,-12.44] o= #
Jiahuivu 2022 47.42 07761 39 4852 07074 25 6.8% -1.10[-1.47,-0.73] o
Parya Abdolalizadeh 2021 47.95 8.38 21 8037 917 a0 1.0% -242[-7.28,2.44] T
Te Zhang 2014 53.35 544 30 56.42 3.88 41 3.0% -3.07 [5.35,-0.79] —=
Subtotal (95% CI) 9% 135 116% -5.40[-9.90, -0.90] -
Heterogeneity: Tau®= 17.71; Chi®= 38.46, df= 3 (P = 0.00001); F= 92%
Testforoverall effect: 2= 235 (P=0.02)
Total (95% CI) 752 925 100.0% -2.40[-2.92, -1.87] +
Heterogeneity: Tau®= 1.03; Chi*= 317.81, df = 29 (P = 0.00001); = 81% ! f ; y

20 o 10 20
Favours [experimental] Favours [control]

Test for averall effect: Z=8.94 (P = 0.00001)
Testfor subaroun diferences: Chi*=12.79.df= 8P =012). F=37.5%

Fig S29.Forest plot of RPC-VD between non-DON and DON in OCTA
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DON non-DON Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.3.15RCL
ufel vy 2020 41.9 335 31 4501 2ES a0 21.8%  -3.11 [4.80,-1.72] —&—
Yunhai Tu 2023 9.8 45 | B0 34 23 228%  -0.Z0[2860,2.200 T
Subtetal (95% CI) 52 73 54.7%  -1.83[-4.66, 1.01] R ol

Heterogeneity: Tau®= 3.23, Chi®= 4.24 df=1 (P = 0.04), F = TE%
Test for overall effect Z=12368 (P =0.21)

3.3.2DRCL
Yufed WU 2020 4874 346 3 4921 301 &0 31.0% 047 [1.95,1.01] Tl
Yunhai Tu 2023 BE4 77 M TOZ 44 23 142%  -3.80[7.55,-0.08] ———

Subtetal (95% CI) 52 73 453%  -1.67 [-4.80, 1.46] =SSR

Heterogeneity: Tau®= 3,43, Chi®= 2,62 df=1 (P =0.11); F= 63%
Test for overall effect Z=1.04 (P = 0.30)

Total (95% CI) 104 146 100.0%  -1.72 [-3.49, 0.05] e
Heterogeneity, Tau®= 2.05; Chi®= 9.32 df= 3 (P =0.03); F=68%
Test for overall effect Z=1.91 (P = 0.06)

Testfor suboroun differences: Chi*=0.01. df=1 (P = 0.94) F=0%

Fig S30.Forest plot of RCL between non-DON and DON in OCTA

-0 ] 5 10
Favours [experimental] Favours [contral]

non-DON healthy control Mean Difference Mean Difference
Study or Subgrouj Mean SD_Total Mean SD_Total Weight IV. Random. 95% CI IV, Random. 95% CI
1.1.1 Overall
Huan Jian 2021 12279 1533 39 1a0t1 1307 a2 46% 4.78[F1.20,1076] T
diahuivvu 2022 104.3 1.459 24 104 1.401 34 22.8% 0.30 [-0.44,1.04] i
Farya Abdolalizadeh 2021 9597 10 30 1087 8493 39 T.O0% -6.00H10.55-1.449 -
Te Zhang 2019 10126 9.64 41 10491 799 23 7.8% -3.85 |F7.75, 0.69] -7
Subtotal {95% CI) 135 148 423%  -1.25[-4.89, 2.38] -

Heterogeneity: Tau®= 9.70; Chi*=12.45, df= 3 (P = 0.006), F= T6%
Test for overall effect: Z= 0.68 (P = 0.50)

1.1.2 Superior-hemi

Jighui v 2022 107.3 1.939 25 1061 143 34 221% 1.20[0.28,212] =
Parya Ahdolalizadeh 2021 98.87 10.69 30 10259 1019 39 BA% -3TF2EBT,1.27] —
Subtotal (95% CI) 55 73 28.2% -0.62[-5.28,4.03] o

Heterogeneity: Tau®= B.76; Chi*=3.62, df=1 (P = 0.06); F= 72%
Test for overall effect. Z=0.26 (P =0.78)

1.1.3 Inferior-hemi

Jiahuiviu 2022 101.2 1428 25 10149 1433 34 228%  -070[1.44,004] -
Farra Abdolalizadeh 2021 9333 10489 30 101.44 888 39 B7% -8B R1279,-3.43] I
Subtotal (95% CI) 55 73 29.5% -4.03[-11.25,3.19] ~=eaE——

Heterogeneity: Tau®= 24.54; Chi*= 9.41, df= 1 (P = 0.002); F= 89%
Test for overall effect. Z=1.09{P =0.27)

Total (95% CI) 245 204 100.0% -1.08[-2.51,0.35] L
Heterogeneity: Tau== 2. 20; Chif= 36 20, df= 7 (F < 0.00001) F= 81%
Testfor overall effect Z=1.48(F=0.14)

Test for suboroun differences: Chi®= 062 df= 2 (F=073) F=0%

Fig S31.Forest plot of PRNFL between HC and non-DON in OCT of Optovue

a0 -10 0 10 20
Favours [experimental] Favours [control]

non-DON healthy control Mean Difference Mean Difference
Study or Subarou Mean SD Total Mean SD Total Weight IV. Random, 95% CI IV, Random, 95% Cl
1.2.1 Overall
Jdiahuiviu 2022 100.4 1.621 26 94976 1335 34 21.3% 0.64 [-011,1.39] i
Parya Abdolalizadeh 2021 98 7.6 30 10061 594 39 GE%  -2.8115.81,0489 I
Te Zhang 20149 98,46 743 41 1003 743 23 52%  -1.84[5.63,1.949) N
Yufiei Wu 2020 873 1.8 23 952 103 38 248% -780F13.73,-207]
Yunhai Tu 2023 10404 741 100 10355 677 48 9.0% 0.49 [-1.91, 2.89] —_ T
Subtotal (95% CI) 219 182 45.7%  -1.22[-3.34,0.90] i

Heterogeneity: Tau®= 3.50; Chi=12.83, df= 4 (P = 0.01}; F= 69%
Testfor averall effect 7= 1.13 (P = 0.26)

1.2.2 Superior-hemi

Jiahui Viu 2022 1004 1386 25 1002 1733 34 21.0%  0.20F0.60,1.00) T
Para Abdolalizadeh 2021 9713 7.3 30 10003 81 30 B7%  -280[614,0.34] —
Subtotal (95% CI) 55 73 27.6%  -0.94[-3.86,1.99] -
Heterogeneity: Tau®= 3.36; Ch?=3.32,df = 1 (P = 0.07); *= 70%

Tastfor overall efiect 7= 0 63 (P=053)

1.2.3 Inferior-hemi

Jiahui Viu 2022 1004 1.887 25 9915 1081 34 208%  1.25[043,207) -
Panya Abdulalizadeh 2021 99 807 30 10128 B4z 30 50% -2281580,124) I
Subtotal (95% C1) 55 73 266% -0.08[-3.44,327] —~—
Heterogeneity: Tau®= 4.53; Chi*= 3.66, df = 1 (P = 0.08); *= 73%

Tastfor overall efiect 7= 0.05 (P = 0.96)

Total (95% CI) 320 328 100.0%  -0.31[-1.29,0.67] q'
Heterogeneity: Tau= 1.03; Chi*= 23 46, df= 8 (P = 0.003); = 66% R * 7 : P

Test for overall effect. Z= 0.63 (P =0.53)
Testfor subaroun diferences: Chi®= 0.32. df= 2 (P =0.85). F=0%

Fig S32.Forest plot of MGGCL between HC and non-DON in OCT of Optovue

Favours [experimental] Favours [control]
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Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

DON healthy control

Study or Subgrouy Mean  SD Total Mean SD Total Weight
2.1.1 Overall

Huan Jian 2021 6347 1581 6 11801 1307 52 GB6%
Jiahui o 2022 11687 4771 39 104 1.401 34 161%
Parya Abdolalizadeh 2021 ge8E 2613 21 10197 8893 39 0E%
Te Zhang 2014 98.3 1077 30 10491 799 23 144%
Subtotal (95% CI) 96 148 48.6%

Heterogeneity: Tau®= 379.34; Chi®= 14212, df= 3 (P = 0.00001}; F= 98%

Testforoverall effect: 2=1.22 (P =022

2.1.2 Superior-hemi

Jiahui Wi 2022 12002 5219 39 10641
Parya Abdolalizadeh 2021 101,29 278 21 102459
Subtotal (95% Cl) 60

1.53
1019

Heterogeneity: Tau®= 98,46, Chi®= 580, df=1 (P=0.02), F=83%

Testforoverall effect Z=1.01 (P =031}

2.1.3 Inferior-hemi

Jiahuiwu 2022 111.2 4.465 39 1M
Parya Abdolalizadeh 2021 95.47 2439 21 101.44
Subtotal (95% Cl) 60

1.433
8.84

34 160%
38 91%
73 25.1%

34 161%
39 101%
73 26.2%

Heterogeneity: Tau®= 10112, Chi*= 7 54, df=1 (P = 0.006); F= 87%

Testforoverall effect Z=0.35 (P=0.73)

Total (95% CI) 216

294 100.0%

Heterogeneity: Tau®= 80.30; Chi®= 177.55, df = 7 (F = 0.00001}; F= 96%

Testforoverall effect Z=0.36 (P =0.72)

Testfor subaroun diferences: Chi®= 287 df=2 (P=028) F=22.0%

Fig S33.Forest plot of PRNFL between HC and DON in OCT of Optovue

-54 54 [-67 B8, -41.40]
11701013, 13.27]
311 [1463,8.41]
-B.61 [-11.66,-1.56]
-12.24|-31.85, 7.36]

14101238, 15.82]
1,30 13.61,11.01]
7.66 [-7.23, 22.55]

830 [7.82,10.78]
-5.97 [16.77, 4.83]
2.64[-12.20, 17.48]

-1.02 [-6.63, 4.58]

>

100

-0

0 50
Favours [experimental]l  Favours [control]

DON healthy control Mean Difference Mean Difference
Studly or Subgrou) Mean SD_Total Mean SD_Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.2.1 Overall
Jdighuivvu 2022 96.97 1.301 39 9976 1.335 34 331% -2.79[-3.40,-218] =
Farya Abdolalizadeh 2021 871 1132 21 10061 594 3 05% 1351 [18.70,-8.32)
Te Zhang 2019 9052 11.89 30 1003 743 23 0.4% -9.78[15.01 -4.55]
Yufei VWu 2020 B45 134 21 852 103 3| 0.3% -1070[17.30,-4.10]
Yunhai Tu 2023 9753 102 3 103585 BT 48 0.7% -6.02[10.08 -1.95] -
Subtotal (95% CI) 142 182 35.0%  -3.15[-3.74,-2.56] +
Heterogeneity: Chi*= 28.79, df= 4 (P = 0.00001}; F=87%
Testfor overall effect: Z=10.46 (P = 0.00007)
2.2.2 Superior-hemi
Jdighuivvu 2022 97 1.378 391002 1.733 34 231% -3.20[-3.93,-2.47] -
Farya Abdolalizadeh 2021 8745 11.42 21 10003 6.1 39 0.4% -1258[17.83,-7.33]
Subtotal (95% CI) 60 73  23.6%  -3.38[-4.09,-2.66] +
Heterogeneity: Chi*=12.05, df=1 (P =0.0005}; "= 82%
Testfor overall effect = 9.21 (P = 0.00001)
2.2.3 Inferior-hemi
Jdiahui Vi 2022 97.05 1.295 38 9915 1.081 34 #10% -210[-2.65 -1.55] u
Parya Abdalalizadeh 2021 866 11.09 21 101.28 642 39 0.4% -1468[2015,-9.21]
Subtotal (95% CI) 60 73 M4% -2.22[-2.77,-1.68] L]
Heterogeneity: Chi*= 20.09, df= 1 (F < 0.00001); F= 85%
Testfor overall effect: Z= 8.03 (P = 0.00001)
Total (95% CI) 262 328 100.0% -2.82[-3.17,-247] }
Heterogeneity: Ghi®= 70.06, df= & (P < 0.00001); <= 89% N 1 p o

Testfor overall effect: Z=15.83 (F = 0.00001)

Testfor suboroun differences: Chi®= 814 di=2 (P =001 F=754%

Fig S34.Forest plot of MGGCL between HC and DON in OCT of Optovue

Favours [experimental]

Favours [control]
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DON healthy control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD_Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.1.1 Overall
Jie Guo 2021 1106 34.2 G 1003 6.3 70 3.4%  10.30 [2.04, 18.56]
Kyung-Ah Park 2016 101 " 30 96 8 94 12.9% 5.00[0.74, 9.26] A TR
Kyung-Ah Park 2018 97 10 20 97 g 94 10.7% 0.00 [-4.67, 4.67] TR
Subtotal (95% CI) 118 258 27.0%  3.69[0.75,6.63] -
Heterageneity: Chi*= 5.22, df= 2 (P = 0.07) F= 62%
Test for overall effect Z=2.46 (P = 0.01)
4.1.4 Superior
Jie Guo 2021 137.2 501 B2 1264 123 i) 1.6% 11.80 [-0.45, 24.08] 1
Kyung-Ah Park 2016 129 22 o 118 14 94 3.3%  T.00[F.3718.37) S I
Kyung-Ah Park 2018 120 24 20 118 14 94 2.0% 200888 1289 T
Subtotal (95% CI) 118 258 6.9% 6.65[0.82, 12.49] —~——
Heterageneity: Chi®=1.39, df= 2 (P = 0.50), F= 0%
Testfor overall effect £=2.24 (P=0.03)
4.1.5 Temporal
Jdie Guo 2021 781 M7 63 T1.7 99 To 7.3% B.40[0.74, 12.06] e &
Kyung-Ah Park 2016 7B 8 a0 T3 12 94 16.6% 3.00[0.75, 6.75] I
Kyung-Ah Park 2018 TE 10 20 73 12 94 9.3% 3.00[2.01,8.01] e [ R
Subtotal (95% CI) 118 258  33.2%  3.75[1.10, 6.40] =
Heterogeneity: Chi= 1.08, df= 2 (P = 0.58) F= 0%
Testfor overall effect: 2= 2.77 (P = 0.006)
4.1.6 Inferior
Jie Guo 2021 147.2 503 G 1326 129 70 1.8% 14.60[2.27, 26.93] =¥
Kyung-Ah Park 2016 130 18 o 124 18 94 4.6% B.00[F1.121313 27 I~
Kyung-Ah Park 2018 1259 18 20 124 14 94 3.3% 1.00 [-7.45, 9.45] T
Subtotal (95% CI) 118 258 9.4%  5.67 [0.69, 10.65] ".‘
Heterogeneity: Chi®= 3.20, df= 2 (P = 0.20), F= 37%
Testfor overall effect 2= 223 (P=0.03)
4.1.7 Nasal
Jie Guo 2021 801 288 B2 714 8.6 94 4.7% 8.70[1.68,14.72] = . @
Kyung-Ah Park 2016 69 9 30 69 12 94 14.4% 0.00[-4.03, 4.03] T
Kyung-Ah Park 2018 730N 20 B9 12 19 4.8%  4.00[F3.24 11.24] S
Subtotal (95% CI) 118 207  23.6%  2.51[-0.64, 5.66] >
Heterageneity: Chi*= 4.64, df= 2 (P = 0.10); F=57%
Testfor overall effect Z=1.56 (P=0.12)
Total (95% CI) 590 1239 100.0% 3.82[2.29,5.35] ‘
Heterageneity: Chi*= 17 64, df= 14 (P =032 F=21% -ziu _1=U wlu sz

Test for overall effect: Z=4.90 (P = 0.00001)
Testfor subaroun differences: ChiF= 211, df= 4 (P=072. F= 0%

Fig S35.Forest plot of PRNFL between HC and DON in OCT of Carl Zeiss

Favours [experimental] Favours [control]

DON non-DON Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.1.1 Overall
Agnieszka 2022 9a.7 5.9 g 1082 9.6 39 107%  -1250[F17.58,-7.47] = =
Huan Jian 2021 B3.47 1581 6 12279 1533 39 6.8% -59.32 [[72.85,-45.79] +—
Jiahuivu 2022 1187 4771 39 1043 1.45% 25 16% 11.40[9.80, 13.00] i
Parya Abdolalizadeh 2021 G8.BE 2613 21 8547 10 an 7 E% 280 [8.84 14.627]
Te Zhang 2014 983 10.77 30 10136 8.64 41 10.8% -3.06 [7.73,1.61]
Subtotal (95% CI) 104 174 475% -11.12[-26.72, 4.47]

Heterogeneity: Tau®= 298.36, Chi*= 196.00, df= 4 {F = 0.00001); F= 95%
Testforoverall effect: Z=1.40 (P =016

3.1.2 Superior-hemi

Agnieszka 2022 9g.2 1.4 8 107 102 39 B1% -8.80 [23.97, 6.37] T = =
Jdiahuiwu 2022 120.2 5.219 39 1073 1.838 25 116%  1280[11.08,14.71] =
Parya Abdolalizadeh 2021 10120 278 21 9887 1088 0 V3% 2421007, 14.91] S L
Subtotal (95% CI) 68 94  25.0% 3.84[-9.14, 16.81]

Heterogeneity: Tau®= 102.46; Chi*= 1025, df= 2 (P = 0.006); IF= 80%
Test foraverall effect: Z=0.58 (P = 0.56)

3.1.3 Inferior-hemi

Agnieszka 2022 100.4 147 8 1084 118 39 B0% -0.00[-19.84,1.84] S

Jiahui Wi 2022 1112 4465 39 1012 1428 25 11 6% 10.00[8.449, 11 51] Gk
Parya Abdolalizadeh 2021 G547 2438 21 9333 1048 an o 70% 2148551323 T -
Subtotal (95% CI) 68 94 27.5% 1.93[-9.93, 13.79] i

Heterogeneity: Tau®= 90.88; Chi*=13.31, df= 2 {P = 0.001); F=85%
Testforoverall effect: Z=0.32 (P =0.73)

Total (95% CI) 240 362 100.0% -2.41[-7.86, 3.03] q
Heterogeneity: Tau®= 65.72; Chi*= 23040, df= 10 (P = 0.00001); F= 96% -SIEI _255 EII 2-5 SIEI
Test foraverall effect: Z=0.87 (P = 0.39)

Testfor subaroun diferences: ChiF= 2,37, df= 2 (P= 0.31), = 16.7% Favours [experimental] Favours [conral

Fig S36.Forest plot of PRNFL between non-DON and DON in OCT of Optovue

Yang N, et al. BMJ Open Ophth 2023; 8:€001379. doi: 10.1136/bmjophth-2023-001379



BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance

Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ Open Ophth
DON non-DON Mean Difference Mean Difference

Study or Subgrouy Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.2.1 Overall
Agnieszka 2022 838 7.9 i 983 172 39 29% -15.80[23.18,-7.81]
Jdiahuivvu 2022 96497 1.301 38 1004 1.521 25 197% -3.43[4.15-271] *
Parya Abdolalizadeh 2021 871 11.32 21 498 726 30 50% -1090[16.38,-6.41] =
Te Zhang 2019 90,52 11.89 30 9846 743 41 B.O0% -784[12.76-3.17] e
Yufiei Wu 2020 845 134 21 873 118 23 3.0%  -280[10.29 4.69] I
Yunhai Tu 2023 g7.63 102 310404 T 50 T4%  -B.91 [10.65-2.37] =
Subtotal (95% CI) 150 208 43.9% -7.27[-10.80,-3.74] -

Heterogeneity: Tau®= 12.84; Chi*= 2086, df= 5 (P = 0.0009); F= 76%
Testfor averall effect 2= 4.03 (P = 0.0001)

3.2.2 Superior-hemi

Aghieszka 2022 841 94 8 851 GBS 39 35% -1100[1783,-417] ——
Jiahui iy 2022 87 1378 3@ 1004 1386 25 10.8%  -3.40[4.00,-2.71] .
Parya Abcolalizadeh 2021 8745 1142 21 6743 73 30 40% -BRR[1622,-414] T
Subtotal (95% CI) 68 94  28.2% -7.30[-12.84,-1.76] -~

Heterogeneity: Tau®= 18.31; Chi®= 8.46, df= 2 (P = 0.008), F= 79%
Testfor averall effect 2= 2.58 (P = 0.010)

3.2.3 Inferior-hemi

Agnieszka 2022 836 &7 & 685 638 40% -1290[19.22-6.58]

diahu i 2022 97.05 1285 39 1004 1.887 25 194%  -335[418-251] ®

Parya Abdolalizadeh 2021 866 118 21 99 BO7 30 45% -1240[18.25-655] o=

Subtotal (95% CI) 68 94 27.8% -9.07 [-16.56,-1.59] ———

Heterogenelty: Tau?= 37.76; Chi*= 17.30, ¢f= 2 (P = 0.0002); = 88%

Testfor overall effect Z2=2.38 (P =002

Total (95% CI) 286 396 100.0%  -5.95[-7.35,-4.55] *

Heterogeneity: Tau®= 2.45; Chi*= 47.87, df=11 (P = 0.00001); = 77% BE an T3 R

Testfor overall effect 2= 8.33 (P = 0.00001)
Testfor subaroun differences: Chi*= 019 df= 2 (P = 0.91). F= 0%

Fig S37.Forest plot of MGGCL between non-DON and DON in OCT of Optovue

Favours [experimental] Favours [contral]

non-DON healthy control Mean Difference Mean Difference
Study or Subgrouy Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
5.1.1 Overall
Huan Jian 2021 122.79 1533 38 118.01 13.07 52 6.6% 478 [1.20,10.76] =
Jiahui ¥y 2022 1043 1.459 25 104 1.401 34 ATE% 0.30 F0.44, 1.04] I
Jie Guo 2021 ar.8 92 42 1003 6.3 Y0O122% -2.50 [5.65, 0.69] SRR E
Te Zhang 20149 101.36  B.64 41 10491 799 23 9.7% -3.55 [-7.75, 0.65] T
Subtotal (95% CI) 147 179 46.1%  -0.62[-3.15, 1.92] S 4

Heterogeneity: Tau®= 387, Chi*= 815 df=3 (P=004); F=63%
Test for overall effect: Z=0.48 (P=0.63)

5128

Huan Jian 2021 14928 1886 39 14306 1851 82 44%  623F1.7Z 1418 N
Jie Guo 2021 1206 163 42 1254 123 70 FO0% -4 80[1051,091] =

Subtotal (95% C1) 81 122 11.4%  0.35[-10.43, 11.14] ——rERE——

Heterogeneity: Tau®= 48.37, Chi®= 4.88, df=1 (P=0.03); F= 80%
Test for overall effect: 7= 0.06 (P = 0.95)

51371

Huan Jian 2021 8118 862 39 831 1354 52 Q0%  -1.82[6.49, 269 =

Jie Gua 2021 723 145 42 717 898 70 82%  0B0F4.36 556 T
Subtotal (95% CI) 81 122 17.2%  -0.76[-4.12, 2.60] -
Heterogeneity Tau?= 0.00; Chi*= 0.54, df=1 (P = 0.46); "= 0%

Testfor overall effect: Z= 0.45 (P = 0.66)

5.141

Huan Jian 2021 1560 3036 39 15073 2165 52 25% GA7EA03,1737] =

Jie Guo 2021 1267 158 42 1326 129 70 T.0% -5.90[1158-023 ——

Subtotal (95% CI) 81 122 9.6% -0.87[-12.53, 10.79] ——eE——
Heterogeneity: Tau?= 52.32; Chi*= 3.55, of= 1 (P = 0.06); F=72%

Testfor overall effect Z= 0.15 (P = 0.88)

515N

Huan Jian 2021 10418 1904 39 941 1889 &2 43% 10.08[202,1814] %
Jie Gun 2021 67 a4 42 714 BE TO 114%  -270F618 078 =

Subtotal (95% C1) 81 122 15.7%  3.15[.9.33,15.63] —e=ERE——

Heterogeneity: Tau®= 71.63; Chi*= 8.14, df=1 (P = 0.004); F= 88%
Test for overall effect: Z=0.50 (P =0.62)

Total (95% CI) 471 667 100.0%  -0.59[-2.52, 1.34]
Heterogensity, Tau®= 5.35; Chi®= 27.67, df=11 (P = 0.004); F= 60%

Test for overall effect: Z=0.60 (P =0.55)

Testfor suboroun differences: Chi*= 0.39. di=4 (P = 0.9, F=0%

Fig S38.Forest plot of PRNFL between HC and non-DON in OCT of Southeast Asian

.30 -0 0 10 20
Favours [experimental] Favours [control]
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non-DON healthy control Mean Difference Mean Difference

Study or Subgrou Mean  SD Total Mean SD Total Weight [V, Random, 95% Ci IV, Random, 95% Cl
5.2.1 Overall
Jiahuiwu 20322 1004 1.521 35 8976 1.335 34 40.8% 064 [-0.11, 1.39] o
Te Zhang 2019 98.46 1453 411003 743 23 172%  -1.84[7.23,359) COR S PR
Yufel ¥y 2020 grz 1.8 23 952 103 38 187% 7801373, -207] T
Yunhai Tu 2023 104.04 7.4 50 103585 677 24 26.6% 0.49[-2.91,3.89] e =
Subtotal (95% CI) 139 119 100.0%  -1.16 [-4.08, 1.76] L 4
Heterogeneity Tau®= 5.33; Chi®= 8.83, df= 3 (P = 0.03); "= 66%
Testfor overall effect: Z=0.78 (P =0432)

Total (35% CI) 139 119 100.0%  -1.16 [-4.08, 1.76]

- TayE = - ChiEo N =~ (L } 4 |
e e e E I A L
Test for subaroup differences: Mot aoolicable Favoursiexgriimental]; Ravaurs [Foriir]

Fig S39.Forest plot of MGGCL between HC and non-DON in OCT of Southeast

Asian

non-DON healthy control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
5.3.1 Overall
‘Yufiei Wiu 2020 739 48 50 637 3.3 24 29.48% 10.20([8.33 12.07] = B
Yunhal Tu 2023 4501 265 23 4659 1.72 38 T05% -1.58[279,-0.37] S =
Subtotal (95% CI) 73 62 100.0% 1.90 [0.88, 2.92] ‘
Heterogeneity: Ghif= 106.93, df= 1 (P = 0.00001); F= 99%
Test for overall effect: 2= 3.65 (P = 0.0003)
Total (95% CI) 73 62 100.0%  1.90 [0.88, 2.92] *

Heterogeneity: Chi®=106.93, df=1 (P = 0.00001); P= 99%
Test for overall effect: 2= 3.65 (P = 0.0003)
Testfor suboroun differences: Mot apolicable

Fig S40.Forest plot of M-SRCL between HC and non-DON in OCT of Southeast

10 5 0 & 10
Favours [experimental] Favours [control]

Asian

non-DON healthy control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% C1
5.3.1 Overall
Yufiei Wi 2020 7349 48 50 637 3.3 24 2948% 10.20[8.33 12.07] —&—
Yunhai Tu 2023 45.01 268 23 4659 1.72 | T0A% 168 [279,-0.37] o 5
Subtotal (95% CI) 73 62 100.0%  1.90[0.88, 2.92] <
Heterogeneity: Chit= 106.93, df=1 (P = 0.00001); F= 99%
Testfor overall effect: Z= 3.65 (P = 0.0003)
Total (95% Cl) 73 62 100.0% 1.90 [0.88, 2.92] L

+ + T t t
-10 -5 i} ) 10
Favours [experimental] Favours [control]

Heterogeneity: Chi®=106.93, df=1 (F = 0.00001); F=95%
Test for overall effect: Z= 3.65 (P = 0.0003)
Testfor subaroun differences: Mot anolicable

Fig S41.Forest plot of M-DRCL between HC and non-DON in OCT of Southeast

Asian

non-DON healthy control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight V. Random, 95% CI IV, Random, 95% CI
5.5.1 Overall
Te Zhang 2019 53.81 3.7 41 86T 236 23 188% -289[4.28 -1.450] —
Yufei Wu 2022 56.86 1.61 24 5743 2.8 34 206%  -0.57 [1.73,0.459] 7]
Subtotal (95% CI) 65 57 39.4% -1.70[-3.97, 0.58] . aad
Heterageneity: Tau= 2.27, Chi*=6.33, df=1 {(P=0.01); F= 84%
Testfor overall effect Z=146(F=014)
5.5.2 Inside disc
Te Zhang 20149 49.58 5.31 41 5362 477 23 1M.2%  -4.04 658, -1.50] -
‘ufei Wu 2022 599.92 4.39 24 617 365 34 135% 178 [3.92 0.36] T—%
Subtotal (95% CI) 65 57 24.7% -2.80[-5.01, -0.60] —~ell—
Heterogeneity: TauF=1.12; Chi*=1.78,df=1 (P=018); = 44%
Testfor overall effect Z=2.49 (P = 0.01)
5.5.3 Peripapillary
Te Zhang 20149 8.7 348 41 6118 357 23 187%  -2.45[4.26 -0.64] TS T
ufei Wu 2022 89.41 2.08 24 5974 261 34 2003%  -0.33[1.83,0.87] s
Subtotal (95% CI) 65 57 35.9% -1.28[-3.34,0.79] "."
Heterageneity: Tau® = 1.63; Chi*= 3.67, df=1 (P = 0.06); P= 73%
Testfor overall effect £2=1.21 (P=0.23)
Total (95% Cly 195 171 100.0% -1.80 [-2.93, -0.68] <
Heterageneity: Tau?=1.24; Chi*=14.95 df=5 (P = 0.01); F=67% t t

.
1
-4
Favours [xperim

0 2 4

Testfor overall effect Z= 3146 (P =0.002) ntal] Favours [control]

Testfor suboroup differences: Chi®=1.02. df= 2 (P =0.600. F= 0%
Fig S42 Forest plot of ONH-VD between HC and non-DON in OCTA of Southeast
Asian
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non-DON healthy control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight V. Random, 95% Cl IV. Random, 95% CI
5.6.1 Overall
Huan Jian 2021 5331 293 38 5426 2:3 52 35%  -0.95[-2.06, 0.16] =2t
Jiahui vy 2032 4816 0.5463 25 5033 03173 34 8.0% -1A7[1.41,-083] &
Te Zhang 2019 51.66 378 41 5473 278 23 21% 307 [4.69,-1.458] o=
Yufei ¥iu 2022 5014 177 24 5066 25 34 36%  -0.52[1.62,058 e
Subtotal (95% CI) 129 143 17.3% -1.23[-1.92,-0.54] *

Heterogeneity Tau®= 0.26; Chi*= B.81, df= 3 (F = 0.08); *= 56%
Testfor overall effect Z= 3.61 (P = 0.0005)

5.6.2 Inside disc

Jiahuiviu 2032 48.29 1.528 25 5002 0.7654 34 57% -1.74[-2.39,-1.09] T
Te Zhang 2019 4245 1094 41 486 7.08 23 0.4% -B15[10.47,-1.73] . = "
Yufei ¥y 2022 49.67 5.03 24 5207 467 34 1.0%  -2.40[4.95 018

Subtotal (95% CI) 90 91 7.4% -2.50[-4.29,-0.71] i

Heterogeneity: Tau®=1.31; Chi®= 3.92, df=2 (P = 0.14); "= 48%
Testfor overall effect: Z= 2.73 (P = 0.008)

5.6.3 Peripapillary

Jiahuiviu 2032 §2.27 05562 25 5324 03914 34 8.0% -097[1.22,-077 i

Te Zhang 2019 58.73 34 41 B1.68 i 23 1.8% -295[4.79,-1.11] o= T
Yufei Ywu 2022 53.04 253 24 5324 261 34 28%  -0.20[1.54,1.14] ] -
Subtotal (95% CI) 90 91 125% -1.16[-2.24,-0.08] <

Heterogeneity: Tau®= 0.59; Chi®= 672, df= 2 (P = 0.08); F= 65%
Test for overall effect: Z= 210 (P=004)

5.6.4 Superior-hemi

Jiahui i 2022 5229 04128 26 5307 04316 34 80% -078[1.03-053 =
Yufei ¥y 2022 5302 263 24 5318 2.494 34 25%  -02F[F173 109 S
Subtotal (95% Cl) 49 68 10.5% -0.77[-1.01,-0.52] 1]

Heterogeneit: Tau®= 0.00; Chi*= 0,46, df= 1 (P = 0.50); *= 0%
Testfor overall effect Z= 6.14 (P = 0.00001)

5.6.5 Inferior-hemi

Jiahuiiiu 2022 52.24 06B0E 26 5345 043 34 TI% 121 [F1.81,-091] i
Yufei viu 2022 52,75 227 24 8317 2487 34 3.0%  -042[F1.E67, 083 ]
Subtotal (95% CI) 49 68 10.8% -1.06[-1.67,-0.45] L 4

Heterogeneity: Tau®= 010, Chi®=1.44, df=1 (P=0.23; F= 31%
Testfor overall effect: Z= 3.41 (P = 0.0007)

5665
Huan Jian 2021 5368 388 39 545 337 52 23%  -082[235071] o
Jiahuiviu 2022 5284 07111 25 535 05857 34 76% -066[1.00,-032 =
Subtotal (95% CI) 64 8  9.9% 0.67[1.00,0.34] 4

Heterogeneity: Tau®= 0.00; Chi*= 004, df=1 (P=084); F=0%
Test for overall effect: 2= 3.99 (P = 0.0001)

56.7T

Huan Jian 2021 54.36 3487 39 5644 298 52 27%  -113[251,028 =
Jiahuiwiu 2022 5416 06B96 25 5618 06052 34 TE%  -2.02[236,-16E8] i

Te Zhang 2019 58.64 4.9 41 B245 4.01 23 1.3%  -3.91[6.13,-1.69] TR
Subtotal (95% CI) 105 109 11.5% -2.06[-3.08,-1.04] >

Heterngeneity: Tau®= 0.45; Chi®= 4 37 df=2 (P =011} F=54%
Test for overall effect: 2= 3.96 (F = 0.0001)

5681

Huan Jian 2021 5554 443 38 5577 348 52 20%  -0.23[1.91,1.45] T T
Jiahuiviu 2032 5516 0.8863 25 555 048 34 TA%  -0.34[-0.72 0.04] =
Subtotal (95% CI) 64 86  9.3% 0.33[0.71,0.04] L)
Heterogeneity: Tau®= 0.00; Chi*=002, df=1 (P=090)% F=0%

Test for overall effect: Z=1.76 (P = 0.08)

569N

Huan Jian 2021 4864 385 39 5035 4 52 21% -1.71[334,-008] =
Jiahui vy 2032 4862 0.7074 25 4897 04827 34 TA8% -045[0.79,-011] =

Te Zhang 2019 G6.42 386 41 5714 4.09 23 16% -072[2.77 133 N [
Subtotal (95% CI) 105 109 11.1% -0.59[-1.12,-0.06] *
Heterogeneity: Tau®= 0.06; Chi*=225 df=2 {P=032); F=11%

Test for overall effect: 2= 219 (P=0.03)

Total (95% CI) T45 851 100.0% -1.08[-1.35,-0.81] L}
Heterageneiy: Tau= 0.23; Chi*= 101 34, df= 23 (P < 0.00001); F= 77% —1’0 5 5 5 1=u

Test for overall effect: Z=7.76 (F = 0.00001)
Testfor subaroun differences: ChF=18.81. df= 8 (P = 0.02). F= 57.6%

Fig S43.Forest plot of RPC-VD between HC and non-DON in OCTA of Southeast
Asian

Favours [sxparimental] Favours [control]
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DON healthy control Mean Difference Mean Difference

Study or Subgrouy Mean SD Total Mean SD_Total Weight IV, Random, 95% Cl IV, Random, 95% CI
6.1.1 Overall
Huan Jian 2021 B3.47 1881 B 11801 1307 52 4.0% -54.54 [67 68 -41.40] ==
Jiahui 'y 2022 1187 4771 34 104 1.4 34 8.3% 11.70[10.13,13.27] =
Jie Guo 2021 1MoE 342 BE 1003 6.3 ra 4.7% 10,30 [2.04, 18.56] =
Kyung-Ah Park 2016 101 11 30 96 g g4 1% 5.00[0.74, 9.26)
Kiyung-Ah Park 2018 g7 10 20 97 g 94 a1% 0.00[-4.67, 4.67] T
Te Zhang 20149 983 1077 30 10491 7499 3 a1% -6.61 [-11.686, -1.56] ]
Subtotal (95% CI) 193 367 29.3% -4.04 [-14.14, 6.05] "

Hetetageneity: Tau®= 14712, Chi*=153.95 df=5 (P = 0.00001}; F= 97%
Testfor overall effect Z=0.79 (P =0.43)

6.1.25

Huan Jian 2021 664 26.29 6 14306 1951 52  208% -TEGE[-98.35 -54.97]

Jie Guo 2021 1372 504 68 1254 123 0 43% 11.80 [-0.45, 24.05] =
Kyung-Ah Park 2016 125 22 30 118 14 94 4T7% 7.00[1.37 1537 -
Kyung-Ah Park 2018 120 24 20 118 14 94 44% 2.00 [-8.89, 12.89] T
Subtotal (95% Cl) 124 310 16.1%  -11.97 [-37.50, 13.56] —~—

Heterogeneity: Tau®= 628.46, Chi*= 5422, df=3 (P = 0.00001); = 94%
Testfor overall effect Z=0.92 (P = 0.36)

6.13T

Huan Jian 2021 6217 24.86 5} 831 1354 52 3.0% -20.93 [-41.16,-0.70]

Jie Guo 2021 781 217 68 "7 8.9 70 5.0% 6.40 [0.74,12.06] =T
Kyung-Ah Park 2016 7B g 30 73 12 94 5.2% 3.00[-0.75,6.74] e
Kyung-Ah Park 2018 7B 10 20 73 12 94 a1% 3.00[-2.01,8.01] ==
Subtotal (95% CI) 124 310 18.3% 2.88[-1.61, 7.36] »
Heterogeneity: Tau®=10.43; Chi*= 6.70, df= 3 (P = 0.08); IF= 55%

Testfor overall effect Z=1.26 (P =0.21)

6.1.41

Huan Jian 2021 ?0:67 25.05 6 15073 21.65 52 3.0% -80.06 [-100.95 -53.17]

Jie Guo 2021 1472 a03 BB 1326 128 70 4.2% 1460 [2.27, 26.93] Foe
Kyung-Ah Park 2016 130 18 30 124 18 94 4.9% B.O0[1.12 1312 P
Kyung-Ah Park 2018 126 18 20 124 148 94 4.7% 1.00[7.45,5.45] o
Subtotal (95% CI) 124 310 16.7% -12.48[-36.89, 11.93] -
Heterogeneity: Tau®= 876.68; Chi®= 64.41, df=3 (P = 0.00001}); F= 95%

Testfor overall effect Z=1.00 (P =0.32)

6.1.5N

Huan Jian 2021 53 9.08 B 941 19849 52 46% -4110[5014 -32.06] T

Jie Guo 2021 801 286 BB 714 8.6 70 4.9% 8.70[1.61, 15.79] 5=
Kyung-Ah Park 2016 73 " a0 it} 12 94 6.1% 400062, 8.62] =
Kyung-sh Park 2018 69 9 20 69 12 94 5.1% 0.00[4.63, 4.63] g
Subtotal (95% CI) 124 310 19.7% 6.72[-22.68, 9.25] B
Heterogeneity: Tau®= 254.15; Chif= 87,39, df= 3 (P < 0.00001); F= 97%

Testfor overall effect 2= 0.82 (P =0.41)

Total (95% CI) 689 1607 100.0% -5.16 [-10.57, 0.24] L

Heterageneaity Tau== 143.63; Chi#= 411,10, df= 21 (P < 0.00001); F= 95%
Testfor overall effect Z=1.87 (F = 0.06)
Testfor subaroun difierences: Chit= 4 64, df= 4 (P = 0,331 F=13.8%

Fig S44.Forest plot of PRNFL between HC and DON in OCT of Southeast Asian

100 -50 100

a0
Favours [experimental]l Favours [control]

DON healthy control Mean Difference Mean Difference
Study or Subaroup  Mean SD Total Mean SD Total Weight IV, Random. 95% C| IV, Random, 95% CI
6.2.1 Overall
Jiahui vy 2022 96.97 1.301 38 89076 1.335 34 343% -2.78[-3.40,-2.198] L
Te Zhang 2018 4052 11.89 30 1003 F.42 23 2248% 078 [15.01,-4.55] T T
Yufei ¥ 2020 445 134 2 952 103 38 18.8% -10.70[-17.30,-4.10) & __%
Yunhai Tu 2033 9753 102 31 10355 677 24 247% -6.02[10.52-1.52) .
Subtotal (95% CI) 121 119 100.0% -6.63 [-10.83, -2.43] i
Heterogeneity, Tau®= 13.24; Chi*=13.88 df=3 (P=0.003), F=78%
Test for overall effect: Z=3.00 (P =0.002)
Total (95% CI) 121 119 100.0% -6.63 [-10.83, -2.43] e
Heterogeneity Tau®= 13.35; Chi*= 13.98, df= 3 (P = 0.003); F= 78% -2’0 -1=n 1=n 210

Testfor overall effect Z= 2.0 (P =0.002)
Testfar subaroun differences: Mot aoolicable

Fig S45.Forest plot of MGGCL between HC and DON in OCT of Southeast Asian

Favours [experimental]  Favours [control]

DON healthy control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
6.3.1 Overall
‘Yufei viu 2020 9.8 45 21 637 33 24 237% -3.90[6.23,-1.57] ;o
Yunhal Tu 2023 41.8 335 31 4659 1.72 38 TB3% -4.69[5499 -3.39] {
Subtotal (95% CI) 52 62 100.0% -4.50 [-5.64, -3.37] -
Heterageneity: Chit=0.34 df=1 (P =0.56); F=0%
Testfor overall effect 2= 7.77 (P = 0.00001)
Total (95% CI) 52 62 100.0% -4.50 [-5.64, -3.37] ‘

Heterageneity: Chit=0.34 df=1 (P =0.56); F=0%
Test for overall effect: Z=7.77 (P = 0.00001)
Testfor suboroun differences: Mot apolicable

Fig S46. Forest plot of M-SRCL between HC and DON in OCTA of Southeast Asian
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Favours [experimental] Favours [control]
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DON healthy control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
6.4.1 Overall
ufei W 2020 G6.4 7.7 21 739 48 24 12.8% -7.90[11.31,-3.69]
Yunhai Tu 2023 4874 346 31 5007 254 38 BYI2%  -1.33[2.9,017]
Subtotal (95% CI) 52 62 100.0% -2.12[-3.49, -0.76]

Heterogeneity: Chi®= 877, df=1 (P = 0.003); F=89%
Testfor overall effect Z= 3.05 (P = 0.003)

Total (95% CI) 52 62 100.0% -2.12[-3.49, -0.76] -
Heterageneity: Chi®= 877, df=1 (P=0.003); F=89% t

Testfor overall effect 7= 305 (P =0.002)
Testfor subaroun differences: Mot anolicable

Fig S47. Forest plot of M-DRCL between HC and DON in OCTA of Southeast Asian

-10 -5 0 5 10
Favours [experimental] Favours [control]

DON healthy control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight [V, Random, 95% Cl IV, Random, 95% CI
6.5.1 Overall
Te Zhang 20149 50.26 4.45 o 56Y 236 23 207%  -6.44 [-B.30,-4.58] T
ufei Wy 2022 5388 34 19 4743 268 34 198%  -345[-542 -1.48] L
Subtotal (95% CI) 19 57  40.5% -4.96[-7.89,-2.03] e

Heterogeneity: Tau®*= 3.51, Chi*= 4 67, df=1 (P=003), F=73%
Testfor overall effect Z=3.32 (P = 0.0009)

6.5.2 Inside disc

Te Zhang 2019 4642 7.27 30 5362 47F7 23 11.3% -7.20 11045, -3.95] ———
el Wy 2022 5728 517 19 BT 365 34 147%  -4.42[7.05,-1.79] ——=
Subtotal (95% CI) 19 57 26.0% -5.64[-8.34,-2.04] i

Heterogeneity: Tau®=1.59; Chi*=1.70,df=1 {(P=019); F=41%
Testfor overall effect Z=4.08 (P = 0.0001)

6.5.3 Peripapillary

Te Zhang 2019 5518 531 30 B115 387 23 163% -5.97 [B.37,-3.57] ——
Yufii Wy 2022 G655 460 10 5074 261 34 17.2% -319[547,-0.91] —a—
Subtotal (95% CI) 49 57 33.5% -4.56[-7.28,-1.83] e

Heterogeneity: Tau®=2.44; Chi*=2.71,df= 1 (P=010); F= 63%
Testfor overall effect: 2= 3.28 (P=0.001)

Total (95% Cl) 147 171 100.0% -5.00 [-6.33, -3.68] -
Heterogeneity: Tau?= 1.28; Chi*= 9.66, df= 5 (P = 0.09); F= 48% _1=U '5 i é 1=U
Testfor overall effect Z=7.41 (P = 0.00001)

Testfor suboroun differences: Chi®=0.31. df= 2 (P = 0.86). F=0%

Favours [experimental] Favours [control]
Fig S48. Forest plot of ONH-VD between HC and DON in OCTA of Southeast Asian
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DON healthy control Mean Difference Mean Difference

Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
6.6.1 Overall
Huan Jian 2021 489 524 6 5476 2.3 52 1.6% -5.36 [F9.60,-1.13] S
Jiahuiwiu 2022 48.24 0.4978 39 5033 03173 34 7.0% -2.09 [2.28,-1.90] -
Te Zhang 2019 Iz 548 a0 5473 278 23 3.6% -22.85[24.82,-20.28] ="
Yufei W 2022 47 42 34F 19 50.66 25 34 4.2% -3.24 [F5.10,-1.39] &
Subtotal (25% CI) 24 143 16.4% -8.31 [-16.96, 0.35]1 -
Heterogeneity: Tau®= 76.27; Ch®= 31411, df= 3 (P = 0.000013; F= 99%
Testfor overall effect: £=1.88 (P = 0.06)
6.6.2 Inside disc
Jiahuivu 2022 47.83 09349 39 50.02 0.7654 34 6.8% -2.19F2.59,-1.79] =
Te Zhang 2018 3m17 8.96 30 486 7.06 23 158% -4.43[13.74,-512] T :
Yufei W 2022 4713 5.67 19 52.07 467 34 2.6% -4.94 [7.93 -1.99] T
Subtatal (95% CI) 88 91 11.0%  .5.03[-8.88,-1.19] L
Heterogeneity: Tau®= 9.46; Chi*=13.77 df=2 (F=0001); F=B85%
Testfor overall effect: Z= 2.57 (P = 0.01)
6.6.3 Peripapillary
Jiahuiviu 2022 1.5 05399 39 5324 03914 34 7.0% -1.74 [1.95 -1.53] b
Te Zhang 2019 55,36 54 a0 61.68 3 23 3.3% -6.32 [8.78, -3.86] =t
Yufei Wy 2022 50.2 4.58 19 5324 2.61 34 3.6% -3.04 [5.28 -0.80] 2=
Subtotal (95% CI) 88 91 13.8% -3.49[-6.11, -0.87] L
Heterogeneity: Tau®= 4.50; Chi®=14.47 df= 2 (P = 0.0007); F= 86%
Testfor overall effect: 2= 2.61 (P = 0.009)
6.6.4 Superior-hemi
JiahuiWu 2022 41.23 06456 39 53.07 04316 34 7.0% -1.84 [2.09,-1.59] &
Yufel W 2022 40.29 4.75 19 5329 2.899 34 3.4% -3.00 [-5.36, -0.64] =
Subtotal (95% CI) 58 68 10.4% -1.85[-2.10, -1.60] |
Heterogeneity: Tau®= 0.00; Chi*= 092 df=1 (P =0.34); F=0%
Testforoverall effect: 2= 14 65 (P = 0.00001)
6.6.5 Inferior-hemi
JiahuiWu 2022 51.73 04811 39 5345 0431 34 7.0% -1.72 1.93,-1.51] "
Yufei W 2022 4012 4 .66 19 5317 2.87 34 3.6% -3.058 [5.32,-0.79] =i
Subtotal (95% Cl) 58 68 105%  -1.89[-2.75,-1.02] ]
Heterogeneity: Tau®=0.31; Chi*=1.31, df=1 (P =025); F=24%
Testfor overall effect: Z= 4.28 (P < 0.0001)
6.6.6S
Huan Jian 2021 278 8.92 B 6445 337 a2 0.6% -26.70 [23.90,-19.50] TR
Jiahuivu 2022 52.24 0.6E58 39 538 0.5557 34 6.9% -1.26 [1.64,-0.99] '
Subtotal (95% CI) 45 B6 T.6% -13.71[-38.64, 11.21] ——eeEEEE—
Heterogeneity: Tau®= 316.83; Chi®=47.64, df=1 (P = 0.00001}; F= 98%
Testforoverall effect: Z=1.08 (P = 0.28)
6.67T
Huan Jian 2021 ar.es 6.37 6 56.49 2.8 52 1.2% -18.66 [23.82,-13.50] TE
Jiahuivwu 2022 63.27 0.8564 39 5618 0.6052 34 B.9% -2.91 F3.25,-2.57] =
Te Zhang 2018 5335 544 30 B2.45 4.0 23 3% -9.10[-11.64, -6.56] RS
Subtotal (95% CI) 75 109 11.2%  -9.78[17.03,-2.54] -
Heterogeneity: Tau®= 38.31; ChF = 57.48, df= 2 (P = 0.00001); F= 97%
Test for averall effect: 2= 2.65 (P = 0.008)
6.6.81
Huan Jian 2021 30.83 7.25 B 55T 348 52 0.9% -24.94 [30.82,-19.06] =
Jiahuiwiu 2022 5436 06228 39 654 042 34 7.0% -1.14 [1.39,-0.89] .
Subtotal (95% CI) 45 86 7.9% -12.85[-36.17, 10.47] e
Heterageneity: Tau®= 278.71; Chi®= B2.87 df=1 (P < 0.00001}); F= 98%
Testfor overall effect: Z2=1.08 (P = 0.28)
669N
Huan Jian 2021 30.67 6.74 B 5035 4 52 1.0% -19.68 [25.18,-14.18] o
Jiahuiviu 2022 4742 07761 39 48,97 0.5827 34 5.9% -1.88 [1.86,-1.24] %
Te Zhang 2019 53.91 4.99 a0 5714 4.09 23 3.3% -3.63 [6.08 -1.19] 55T
Subtotal (25% CI) 75 109 11.2% -746[-13.73,-1.19] -
Heterogeneity: Tau®= 2788, Chi®= 4417, df= 2 (P = 0.00001); F= 95%
Testforoverall effect: 2= 2.33 (P=0.02)
Total (95% CI) 626 B51 100.0% -4.19 [-4.80, -3.58] |
Heterogeneity: Tau®=1.36; Chi*= 676.34, df= 23 (P = 0.00001); F= 97% _5'0 _2'5 2'5 5'0

Test for averall effect: Z=13 54 (P = 000001}
Testfor subaroun diferences: Chi®= 1549 df=8 (F=0.05. F=484%

Fig S49. Forest plot of RPC-VD between HC and DON in OCTA of Southeast Asian

Favours [experimental] Favours [control]
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DON non-DON Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
7.1.1 Overall
Huan Jian 2021 6347 1531 B 12279 1533 39 8.3% -6032[7285 -4579] B
Jiahuiviu 2022 1187 471 39 1043 1.458 25 91% 11.40[9.80, 13.00] 2
Jie Guo 2021 1106 342 68 97.8 9:2 42 8.7% 12.80[4.31, 21.39] e
Te Zhang 2019 983 1077 30 101.36 B.64 41 9.0% -3.06 [7.73,1.61] “
Subtotal (95% CI) 143 147 35.1% -8.11[-25.38, 9.16] L

Heterageneity: Tau®= 293.21; Chi®=132.79 df= 3 (P < 0.00001); F= 98%
Testforoverall effect: =092 (P = 0.36)

7.1.28

Huan Jian 2021 GE4 2629 B 14929 1886 39 72% -B2.00[10474,-6104] =

Jie Gua 2021 1372 B04 B8 1206 163 42 83% 16,60 [3.71, 20.48] =
Subtotal (95% CI) 74 81 156% -32.74[-130.23,64.76] ———oEERRe—

Heterogeneity: Tau® = 4865 35, Chi*= 59.08 df=1 (P = 0.00001); <= 98%
Testfor overall effect: Z= 0.66 (P = 0.51)

71371

Huan Jian 2021 G217 2486 B 81.18 862 3| TE5% -19.01 [39.08, 1.08] T
Jie Guo 2021 Tel T 6a T3 1448 42 3.9% 5.80[-0.487 12.487] =
Subtotal (95% CI) 74 81  16.3% -473[-28.77,19.30] <>

Heterogeneity: Tau®= 240.35; Chi*=5.27, df=1i{P=002); F=81%
Testforoverall effect: Z= 039 (P=0.70)

7.1.41

Huan Jian 2021 TOET 2505 B 1669 30.38 39 T.2% -BE.23[-108.42 -64.04] T

Jie Guo 2021 1472 503 68 1267 1589 42 83% 20050 [7.61, 33.39] e,
Subtotal (95% CI) T4 81 15.5% -32.47[-137.06,72.12] eSS E——

Heterogeneity: Tau®= S609.92; Chi*= 66.44 df=1 (P < 0.00001); F= 98%
Testfor overall effect: 2= 0.61 (P = 0.54)

7.15N

Huan Jian 2021 53 G06 6 10418 1904 39 &7% -51.18[BO.AT,-41.78] =

Jie Gun 2021 801 206 BB BBT 94 42 B8% 11.40 [4.03,18.77] =
Subtotal {(95% CI) 74 81 17.5% -19.82[.81.15,41.51] .

Heterogeneity: Tau®= 1939.57, Chi*=105.43, df=1 (P = 0.00001); F= 99%
Test for averall effect: Z= 063 (P=053)

Total (95% CI) 439 471 100.0%  -16.45[-20.43, -3.48] L 2
Heterogeneity: Tau®= 482 40; Chi*= 43510, di= 11 (P < 0.00001); F= 97%
Testfor overall effect: Z=2.48 (P = 0.01)

Testfor suboroun differences: Chi*= 067, dfi=4 (P =0.96). F=0%

Fig S50. Forest plot of PRNFL between non-DON and DON in OCT of Southeast

-200  -100 100 200
Favours [experimental] Favours [contral]

Asian

DON non-DON Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV. Random. 95% Cl
7.2.1 Overall
Jighuiwu 2022 96.97 1.301 38 1004 1.521 26 BEO%  -343F4.15,-271] |
Te Zhang 2019 9052 11.89 30 9846 1453 41 91% -7.94 [14.09,-1.79]
Yufel Wiy 2020 245 134 21 ara 118 23 B.A4% -2.80[10.29, 4.69] R
Yunhai Tu 2023 9753 102 31 10404 Y1 a0 17.5% -6.51 [10.65,-2.37]
Subtotal (95% CI) 121 139 100.0% 4.34[.6.33,-2.36] -
Heterogeneity: Tau®= 1.40; Chi*= 4.06, df= 3 (P = 0.25); F= 26%
Testfor overall effect: Z= 429 (P = 0.0001)
Total (95% CI) 121 139 100.0% 4.34[.6.33, 2.36] -
Heterogenaity. Tau®= 1.40; Chi*= 4.06, df= 3 (P = 0.25); F= 26% B TR = 5 t 7

Testfor overall effect: Z= 420 (P = 0.0001}
Testfor subaroun differences: Nat anolicable

Fig S51. Forest plot of MGGC between non-DON and DON in OCT of Southeast

Favours [experimental] Favours [control]

Asian

DON non-DON Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Fixed. 95% CI IV, Fixed, 95% CI
7.3.1 Overall
“Yufiei Yyu 2020 59.8 45 21 739 48 50 31.9% -14.10[16.44,-11.76] e
Yunhai Tu 2023 41.9 335 31 4501 285 23 BB% =311 [4.71,-1.61] E B
Subtotal (95% CI) 52 73 100.0% 6.62 [-7.94, -5.20] >
Heterogeneity: Chi*= 57.72, df=1 (P = 0.00001); F= 98%
Test for overall effect: Z=9.81 (P = 0.00001)
Total (95% C1) 52 73 100.0% _6.62 [-7.94, -5.20] <>

40 -5 0 & 10
Favours [experimental] Favours [control]

Heterogeneity: Chi*= 57.72, df=1 (P = 0.00001); F= 83%
Test for overall effect: Z=9.81 (P = 0.00001)
Testfor subaroun difierences: Mot apolicable

Fig S52. Forest plot of M-SRCL between non-DON and DON in OCTA of Southeast
Asian
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DON non-DON Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
7.4.1 Overall
Yufei Wy 2020 BE.4 T 21 702 44 0 19.8% -3.80[7.31,-0.29 R T —
Yunhai Tu 2023 48.74 346 314921 301 23 80.5% -0.47 F2.20,1.26]
Subtotal (95% CI) 52 73 100.0% -1.12[-2.67,0.43]
Heterogeneity: Chi®= 2.78, df=1 (P=0.10), F= 64%
Testfor overall effect Z=1.41 (P=0.16)
Total (95% CI) 52 73 100.0% -1.12[-2.67,0.43]
T i i Sl | | | ,
Heterogeneity: Chi®= 2.78, df=1 (P=0.10), F= 64% _1'0 '5 6 é 1'0

Testfor overall effect Z=1.41 (P = 0.16)
Testfor suboroun diferences: Mot anolicable

Favours [experimental]

Favours [control]

Fig S53. Forest plot of M-DRCL between non-DON and DON in OCTA of Southeast

Asian

DON non-DON Mean Difference
Study or Subgrou, Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

7.5.1 Overall

Te Zhang 2019 a0.26 4.45 I 5381 327 41 237% -3.85[9.43 -1.67] f—
Yufiei Yu 2022 53498 349 19 5686 1.81 24 233% -288[4.78,-0.498 T e
Subtotal (95% CI) 19 65 47.1% -3.22[-4.55,-1.88] -
Heterageneity: Chi*=0.24, df=1 (P=0.62); F=0%

Testfor overall effect: 2= 4.72 (P = 0.00001)

7.5.2 Inside disc

Te Zhang 2019 4642 T.27 30 4958 531 41 8.9% -316[6.23,-0.08]

Yufei Wiy 2022 57.28 517 19 59492 438 24 99% -2.64 [-555 027] - R
Subtotal (95% CI) 49 65 18.8% -2.89[-5.00,-0.77] "."
Heterageneity: Chi*= 0.08, df=1 (P=0.81); F= 0%

Testfor overall effect: 2= 2.68 (P = 0.007)

7.5.3 Peripapillary

Te Zhang 2019 5518 53 a0 587 3.48 41 A77% -352[F5.70,-1.34] -
‘Yufiei Yuu 2022 46.55 4.69 19 5941 205 24 16.4% -2.86[5.12,-0.60] R —
Subtotal (95% CI) 49 65 34.1% -3.20[4.77,-1.63] Bl
Heterogeneity: Chi®= 017, df=1 (P = 0.6E), F= 0%

Testfor overall effect: 2= 4.00 (P = 0.0001)

Total (95% CI) 147 195 100.0% -3.15[-4.07,-2.23] >
Heterogeneity: Chif= 0.54, df = 5 (P = 0.99); F= 0% j10 |5 é 16

Testfor overall effect: 2= 6.74 (P = 0.00001})
Testfor subaroun differences: Chi*=0.07. df= 2 (P = 0.96). F= 0%

Favaurs [experimental]

Favours [cantral]

Fig S54. Forest plot of ONH-VD between non-DON and DON in OCTA of Southeast

Asian
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DON non-DON Mean Difference Mean Difference

Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
7.6.1 Overall
Huan Jian 2021 489 524 B 5331 2.93 39 1.7% -4.41 F8.70,-013] x|
Jiahuiwiu 2022 48.24 0.4978 39 4916 0.5463 28 B.7% -0.92 [1.19,-0.65] "
Te Zhang 2019 Iz 548 30 51.66 375 41 3.7% -19.48[21.75,-17.21] R
Yufei W 2022 47 42 34F 19 5014 1.77 24 4.5% -2.72 453, -0.91] T
Subtotal (25% CI) 24 129 16.6% -6.87 [-14.67, 0.92] -
Heterogeneity: Tau®= 61.63; Ch®= 25777, df= 3 (P < 0.000013; F= 99%
Testforoverall effect: Z=1.73 (P = 0.08)
7.6.2 Inside disc
Jiahuivu 2022 47.83 09349 39 4838 1.528 25 B.3% -0.458 1142, 0.23] A
Te Zhang 2018 3m17 8.96 30 4245 10894 41 158% -3.28 [7.92,1.36] TER
Yufei W 2022 4713 5.67 19 49.67 5.03 24 2.8% -2.84 1579, 0.71] ]
Subtatal (95% CI) 88 90 10.4% -1.13[-2.73, 0.46] L
Heterogeneity: Tau?= 082; Chi*=284, df=2 (P=024); F=30%
Testforoverall effect: Z=1.39 (P = 0L16)
7.6.3 Peripapillary
Jiahuiviu 2022 1.5 05399 39 5227 0.5562 28 B.7% -0.77 [1.05,-0.49] |
Te Zhang 2019 55,36 54 a0 5873 34 41 3.9% -3.37 586 -1.19] ==
Yufei Wy 2022 50.2 4.58 19 53.04 2.53 24 3.7% -2.84 513 -0.55] =
Subtotal (95% CI) 88 90 14.2% -2.07 [-3.97, -0.16] L)
Heterogeneity: Tau®= 2.10; Chi®= 8.27, df= 2 (P = 0.02); F= TE%
Testforoverall effect: =213 (P=003
7.6.4 Superior-hemi
JiahuiWu 2022 41.23 06456 39 5229 0.5126 25 B.7% -1.06 [1.35,-0.77] =
Yufel W 2022 40.29 4.75 19 53.02 2.63 24 1.6% -2.73F5.11,-0.39] 7
Subtotal (95% Cl) 58 49 103%  -1.46[-2.86,-0.06] Ll
Heterogeneity: Tau®= 0.65; Chi*=1.86, df=1 (P =047); F= 46%
Testforoverall effect: 2= 2.05 (P = 0.04)
7.6.5 Inferior-hemi
JiahuiWu 2022 51.73 04811 39 5224 0.6808 25 B.7% -0.51 F0.82,-0.20] "
Yufei W 2022 4012 4 .66 19 52.75 227 24 3.7% -2.63 [4.91,-0.39] 7=
Subtotal (95% Cl) 58 49 10.4% -1.26 [-3.24,0.73] L
Heterogeneity: Tau®=1.56; Chi*= 3.25, df=1 (P =0.07); P = 69%
Testforoverall effect: Z=1.24 (P =021}
766S
Huan Jian 2021 278 8.92 B 53.68 3.89 39 0.7% -25.88[33.13,-18.63] o
Jiahuivu 2022 52.24 0.6E58 39 52.84 07111 25 B.6% -0.60 F0.95,-0.246] 3
Subtotal (95% CI) 45 64 T.4% -12.97 [-37.74, 11.80] e ———
Heterogeneity: Tau®= 312.68; Chi®=46.61, df=1 (P = 0.00001}; F= 298%
Testforoverall effect: Z=1.03 (P = 0.30)
TE6TT
Huan Jian 2021 ar.es 6.37 B 56.36 3.87 39 1.3% -17.83[22.75,-12.31] EREE
Jiahuivwu 2022 63.27 0.8564 39 5416 0.6896 25 B.6% -0.89 [1.27,-0.41] 3
Te Zhang 2018 5335 544 30 58.54 449 41 358% -5.149 [7.65,-2.73] i)
Subtotal (95% CI) 75 105 11.4%  -7.28[-13.90, -0.66] -
Heterogeneity: Tau®= 31.56; Ch* = 49.87, df= 2 (P = 0.00001); F= 96%
Test for averall effect: Z= 216 (P=003)
7681
Huan Jian 2021 30.83 7.25 B 5554 443 39 1.0% -24.71 [30.68,-18.74] T =
Jiahuiwiu 2022 5436 06228 39 5516 0.8863 28 B.6% -0.80 [1.20,-0.40] 4]
Subtotal (95% CI) 45 64 7.6% -12.56[-35.99, 10.87] ——=eSEERTE—
Heterageneity: Tau®= 281.19; Chi®= 61.44, df=1 (P < 0.00001}); F= 98%
Testfor overall effect: Z=1.06 (P = 0.29)
769N
Huan Jian 2021 30.67 6.74 B 48.64 3.85 39 1.2% -17.97 [23.50,-12.44] =
Jiahuiviu 2022 4742 07761 39 4852 0.7074 25 B.6% -1.10F1.47,-0.73] o
Te Zhang 2019 53.91 4.99 30 56.42 3.86 41 3.9% -2.91 [5.05,-0.77] e
Subtotal (25% CI) 75 105 11.7% -6.25[-11.54,-0.97] e 4
Heterogeneity: Tau®=19.29; Ch®= 38.08, df= 2 (P = 0.00001); F= 95%
Testforoverall effect: 2= 2.32 (P=0.02)
Total (95% CI) 626 745 100.0% -3.12[-3.77, -2.46] i
Heterogeneity: Tau®=1.86; Chi*= 488.60, df= 23 (P = 0.00001); F= 958% _5'0 _2'5 2'5 5'0

Test for overall effect: Z=9.30 (P = 0.00001)
Testfor subaroun diferences: Chi= 982 df=8{P =028 F=185%

Fig S55. Forest plot of RPC-VD between non-DON and DON in OCTA of Southeast
Asian

Favours [experimental] Favours [control]
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DON non-DON
Study or Subr o) SD Total Mean

8.1.1 Overall

Mean

Agnieszka 2022 957 59 8 1082 96
Parya Abdolalizadeh 2021 08.86 2613 21 9587 10
Subtotal (95% CI) 29

Heterogeneity: Tau®= 97.14; Chi®= 6.57, df=1 (P=0.02), "= 82%
Testfor averall effect Z=0.75 (P = 0.45)

8.1.2 Superior-hemi

Agnieszka 2022 982 214 g 107 102
Parya Abdolalizadeh 2021 101.28 278 21 9887 1068
Subtotal (95% CI) 29

Heterogeneity: Tau®=12.68; Chi*=1.25, df=1 (P = 0.26); F= 20%
Testfor averall effect 2= 0.42 (P = 0.67)

8.1.3 Inferior-hemi

Agnieszka 2022 1004 147 8 1084 118
Parya Ahdolalizadeh 2021 9547 2439 21 9333 1048
Subtotal (95% CI) 29

Heterogeneity: Tau®= 30.76; Chi®=1.98, df=1 (P =0.16); F= 50%
Testfor overall effect Z= 063 (P=0.53

Total (95% CI) 87

Heterogeneity: Tau®= 37 64; Chi®= 12,16, of= 5 (P = 0.03); F= §9%
Testforoveralleffect Z=1.36 (P=0.17)

Testfor suboroun differences: Chi®= 013 di=2 (P =094 F=0%

Mean Difference

SD Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

39 256% -1250[17.58,-7.42]
30 154% 280 [£.84,14.62]
69 41.0% -5.75[.20.72,9.22]
39 116%  -8.60 [23.97,6.37]
30 145% 24211007, 14.91]
69 26.4% -2.33[-13.20,8.54]
39 166%  -9.00[19.84 1.64]
30 163% 214 [£.9513.23]
60 32.0% -3.40[14.41,7.42]
207 100.0% -4.57 [-11.17,2.03]

-
-

-

&

100 .50 E)
Favours [experimental] Favours [contral]

100

Fig S56. Forest plot of PRNFL between non-DON and DON in OCT of non-Southeast

Asian

DON non-DON Mean Difference Mean Difference
Study or Subgrouj Mean SD_ Total Mean SD Total Weight IV, Fixed, 95% C1 IV, Fixed, 95% C1
8.2.1 Overall
Agnieszka 2022 838 et} 8 883 172 39 10.7% 15480 [2319,-7.81] =
Farya Abdolalizadeh 2021 871 11.32 21 98 7.28 30 20.9% -10.90 [16.39,-5.41] B o
Subtotal (95% CI) 29 69 31.6% -12.46[-16.93,-7.98] *
Heterogeneity: Chi*=0.91, df=1 (P =0.34), F= 0%
Test for overall effect: Z= 546 (P = 0.00001)
8.2.2 Superior-hemi
Agnieszka 2022 84.1 9.4 8 051 6§ 39 13.6% -11.00[H17.83-417] =
Parva Abdolalizadeh 2021 ar.45 1142 21 8713 7.3 30 206% -96B[15.22 -4.14] Lo
Subtotal (95% CI) 20 69 34.1% -10.20[-14.51, -5.90] *
Heterogeneity: Chi*= 0.09, df=1 (P=077);, F=0%
Testfor averall effect: £= 4 .65 (P = 0.00001)
8.2.3 Inferior-hemi
Agnieszka 2022 836 8.7 8 965 B 39 15.8% -1290[19.22,-6.58] i
Parya Ahdolalizadeh 2021 866 118 | 99 807 30 18.4% -1240[18.25 -6.45] R
Subtotal (95% CI) 29 69  34.3% -12.63[-16.92,-8.34] L
Heterogeneity: Chif= 0.01, df=1 (P=081); F=0%
Testfor overall effect: Z= 577 (P = 0.00001)
Total (95% CI) 87 207 100.0% -11.75[-14.26, -9.23] L]
Heterogeneity: Chi*=1.76, df= 5 (P = 0.88); F= 0% 5_1 i su 7 5’0 wui

Test for overall effect: Z= 916 (P = 0.00001})
Testfor subaroun differences: Chi®= 0.75. df= 2P = 0.6D. F= 0%

Favours [sxperimental] Favours [contral]

Fig S57. Forest plot of MGGC between non-DON and DON in OCT of non-Southeast

Asian

Mean Difference

non-DON healthy control Mean Difference
Study or Subgrou Mean _SD Total Mean SD_Total Weight IV, Random, 95% CI
9.1.1 Overall
Farya Abdolalizadeh 2021 95497 10 30 101.87 8.43 39 46.1% -6.00[-10.55 -1.45]
Te Zhang 2018 101.36 8.64 41 10491 7.8 23 539%  -3.55[-7.75 0.64]
Subtotal (95% CI) Il 62 100.0% -4.68[-7.76,-1.59]
Heterogeneity: Tau®= 0.00; Chi*=0.60, df=1 (P = 0.44); F=0%
Testfor averall effect Z=2.87 (P =0003
Total (95% CI) A 62 100.0% -4.68[-7.76,-1.59]

Heterogeneity: Tau®=0.00; Chi*= 0.60, df=1 (P = 0.44); F= 0%
Testfor overall effect Z=2.97 (P =0.003)
Test for suboroun differences: Mot annlicable

IV, Randorm, 95% Cl
m
-
-

a0 10 0 10 20

Favours [experimental] Favours [control]

Fig S58. Forest plot of PRNFL between HC and non-DON in OCT of EUGOGO

criteria
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Mean Difference
IV, Random, 95% CI

non-DON healthy control Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% CI
9.2.1 Overall
Farya Abdolalizadeh 2021 98 726 30 10061 5.94 39 30.6%  -2.61[5.81, 0.49]

Te Zhang 2018 9848 7.43 411003 743
funhai Tu 2023 104.04 7.41 100 103485 677
Subtotal (95% CI) 171

Heterogeneity, Tau®= 0.77; Chi*= 2.62, df= 2 (P=0.27); F= 24%
Testfor overall effect Z=0.98 (P=0.33)

23 232% 184563 1.94]
48 46.2% 0.49[-1.91, 2.88]
110 100.0%  -1.00 [-3.01, 1.01]

Total (95% CI) 171

Heterogeneity, Tau®=0.77F; Chi*=2.62, df= 2 (P = 0.27); F= 24%
Testfor overall effect Z=0.98 (P =0.33)

Test for suboroun differences: Mot annlicable

110 100.0%  -1.00[-3.01, 1.01]

JR—
R —

-0 -5 0 5 10
Favours [experimental] Favours [control]

Fig S59. Forest plot of MGGC between HC and non-DON in OCT of EUGOGO

criteria

Mean Difference
IV, Random, 95% CI

non-DON healthy control Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random,95% CI
9.5.1 Overall
Parya Abdolalizadeh 2021 47.86 414 17 &50.47 1.83 200 181% -2.61 F5.20,-0.02]
Te Zhang 2019 53.81 337 41 567 2368 23 26.0% -2.89 [4.28 -1.40]
Subtotal (95% CI) 58 43 M1%  -2.83[-4.05,-1.60]

Heterogeneity: Tau®= 0.00; Chi*= 0.03, df=1 (P =0.85); F= 0%
Testfor overall effect: Z=4.53 (P = 0.00001)

9.5.2 Inside disc

Parya Abdolalizadeh 2021 4837 4.98 17 4726 5.09 20 11.2% 211 F1.14, 5.386]
Te Zhang 2018 4858 431 41 5362 477 23 154% -4.04 [6.58 -1.50]
Subtotal {95% CI) 58 43 26.7%  -1.05[-7.08, 4.97]
Heterogeneity: Tau®=16.70; Chi*= 8.84 df=1 (F=0.003), F=88%

Testfor averall effect =034 (P=073)

9.5.3 Peripapillary

Parya Abdalalizadeh 2021 50.03 651 17 5325 306 20 107%  -3.22[659 015]
Te Zhang 2019 8.7 348 41 B1.18 357 23 6% -2.45[4.26,-0.64]
Subtotal (95% CI) 58 43 32.3% -2.62[-4.21,-1.03]
Heterogeneity: Tau®= 0.00; Chi*= 016, df=1 (P = 0.68); F=0%

Testfor overall effect: £=3.23 (P = 0.001)

Total (95% CI) 174 129 100.0% -2.40[-3.71,-1.09]
Heterogeneity: Tau®=1.21; Chi*= 9.60, df= 5 (P = 0.09); F= 48%

Test for overall effect: Z= 3.60 (P = 0.0003)

Testfor suboroun differences: Chi*= 034, df=2 (P =088 F=0%

-
| — R ——
D
-
4 2 : 4

Favours [experimental] Favours [contral]

Fig S60. Forest plot of ONH-VD between HC and non-DON in OCT of EUGOGO

criteria

Mean Difference
IV, Random, 95% CI

non-DON healthy control Mean Difference
Study or Subgrou Mean SD_Total Mean SD_Total Weight [V, Random, 95% CI
12.1.1 Overall
Huan Jian 2021 12379 1433 39 118.01 1307 52 I72%  4T8[1.20,10.76]
Jiahuiviu 2032 1043 1.458 25 104 1.401 34 T71.8% 0.30[-0.44,1.04]
Subtotal (95% CI) 64 86 100.0% 1.52[-2.39, 5.42]

Heterogeneity: Tau®=5.31; Chi*= 212, df=1{P=018); F=53%
Test for overall effect: 7= 0.76 (P =045)

Total (95% CI) 64 86 100.0%
Heterogeneity: Tau®=5.31; Chi*= 212, df=1{P=018); F=53%
Test for overall effect: 7= 0.76 (P =045)

Test for suboroun differences: Mot apolicahle

1.52[-2.39,5.42]

20 -0 0 10 20
Favours [sxperimental] Favours [control]

Fig S61. Forest plot of PRNFL between HC and non-DON in OCT of Bartley criteria
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non-DON healthy control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl V. Random, 95% CI
12.6.1 Overall
Huan Jian 2021 533 283 39 54126 23 52 348%  -0.95[2.06 076 B
Jiahui i 2022 4918 05463 25 5033 03173 34 91%  -1AF7[F1.41,-083 -
Yufeiviu 2022 5014 177 24 5066 248 34 JE%  -0.52[1.62 058 — 1
Subtotal (95% CI) 88 120 16.1% -1.13[-1.36,-0.90] *

Heterogeneity: Tau®= 0.00; Chi®=1.39, df= 2 (P = 0.50); F= 0%
Test for overall effect: 7= 9.70 (P = 0.00001)

12.6.2 Inside disc

Jiahui iy 2022 4828 1.528 26 5002 07654 34 B1% -1.74[239,-109 —_—
el YU 2022 4967 A03 24 5207 467 34 08%  -240[-4.95015) r
Subtotal (95% CI) 49 68  7.0% -1.78[2.41,-1.15] -

Heterogeneity, Tau== 0.00; ChiT= 0,24, df=1 (P = 0.62); F= 0%
Test for overall effect: Z=5.52 (P = 0.00001)

12.6.3 Peripapillary

Jiahui i 2022 §2.27 05862 25 5324 03914 34 90% -087[1.22-073 -
Yufei ¥y 2022 53.04 243 24 5324 261 34 27%  -020[-1.54,114] 1
Subtotal (95% CI) 49 68 11.7% -0.88[-1.37,-0.39] <>

Heterogeneity: Tau®= 0.05, Chi®=1.23,df=1 (P=0.27), F=18%
Testfor overall effect: 2= 3.60 (F = 0.000%)

12.6.4 Superior-hemi

Jiahuiviin 2022 5229 05126 26 5307 04316 34 9.0%  -078[1.03,-053] -
Yufeiviu 2022 53.02 283 24 5329 299 34 4% 027173109 - 1
Subtotal (95% CI) 49 68 11.4% -0.77[-1.01,-0.52] *

Heterageneity: Tau®= 0.00; Chi*= 046, df=1 (P =0.50); F=0%
Test for overall effect: Z=6.14 (P < 0.00001)

12.6.5 Inferior-hemi

Jiahui iy 2022 5224 DBB0B 25 5345 0431 34 87%  -1.21[1.51,-081] -
YUl YU 2022 5275 227 24 5317 257 34 30%  -0.42[167,083 —T
Subtotal (95% CI) 19 68 11.6% -1.06[-1.67,-0.45] -

Heterogeneity: Tau®= 0.10; Chi®=1.44, df=1 (P =0.23); F=31%
Test for overall effect: 2= 3.41 (F=0.0007)

12.6.6 S

Huan Jian 2021 5368 388 39 545 337 52 22% -082[235071] e
Jiahuiwiu 2022 5284 07111 25 535 06557 34 8.4% -066[1.00,-037 be
Subtotal (95% CI) 64 86  10.7% -0.67[-1.00,-0.34] <
Heterogeneity: Tau®= 0.00; Chi*= 0.04, df= 1 (P = 0.84); F= 0%

Test for overall effect: 7= 3.99 (F < 0.0001)

12.6.7 T

Huan Jian 2021 5536 157 39 5549 288 52 26%  -1.13[251,029 E—
Jiahuiwiu 2022 5416 DBB9E 25 5618 06052 34 84% -202[236,-168] -

Subtotal (95% CI) 64 86  11.0% -1.84[-2.54,-1.13] -
Heterogeneity Tau®= 0.13; Chi*= 160, df=1 (P = 0.22); F= 33%

Test for overall effect: Z=5.12 (P = 0.00001)

12.6.81

Huan Jian 2021 6564 443 30 B57F 348 52 1.9%  -0.23[1.91,145] I R
Jiahuiwiu 2022 5516 08863 25 555 048 34 81%  -034[072,004] 7
Subtotal (95% CI) 64 86  10.0% -0.33[-0.71, 0.04] L 4
Heterogeneity: Tau®= 0.00; Chi*= 0.02, df=1 (P = 0.90); F= 0%

Testfor overall effect: Z=1.76 (P = 0.08)

12.69N

Huan Jian 2021 4864 385 39 5035 482 20% -1.71[3.34,-0.08]

Jiahuiwiu 2022 4862 07074 25 4897 06827 34 84% -045[079,-011] —
Subtotal (95% CI) 64 86  10.4% -0.82[-1.94, 0.30] -
Heterogeneity: Tau®= 0.43; Chi*= 2.21, df=1 (P = 0.14); *= 55%

Testfor overall effect Z=1.43 (P=015)

Total (95% CI) 540 736 100.0% -0.95[-1.21,-0.69] *
Heterogeneity; Tau®= 0.18; Chi*= 78.71, df= 18 {F = 0.00001); F= 77% 4 2 1 2 4

Testfor overall effect: Z=7.18 (P = 0.00001)
Testfar suboroun differences: Chi®= 3044 df=8 (P = 000023 F=737%

Fig S62. Forest plot of RPC-VD between HC and non-DON in OCT of Bartley
criteria

Favours [experimental] Favours [contral]
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DON healthy control Mean Difference Mean Difference
Study or Subaroup Mean SD Total Mean SD Total Weight [V. Random.95% Cl IV. Random. 95% CI
10.1.1 Overall
Farya Abdolalizadeh 2024 98.86 2613 21 101.87  8.93 39 16.1%  -311 [14.63,8.41] I
Te Zhang 2019 98.3 1077 30 10481 799 23 83.9% -6.61[11.66,-1.56] —a—
Subtotal (95% CI) 51 62 100.0% -6.05[-10.67,-1.42] i
Heterogeneity: Tau®= 0.00; Chi*= 0.30, df=1 (P = 0.53), F= 0%
Testfar averall effect: 7= 2.56 (P = 0.01)
Total (95% CI) 51 62 100.0% -6.05[-10.67,-1.42] i
Heterogeneity: Tau®= 0.00; Chi*= 0.30, df= 1 (P = 0.58);, *= 0% t t

. - -20 -10 10 20
Testfor overall effect Z=2.56 (P = 0.01) Favours [experimental] Favours [control]

Test for suboroun differences: Mot aonlicable

Fig S63. Forest plot of PRNFL between HC and DON in OCT of EUGOGO criteria

DON healthy control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
10.2.1 Overall
Parya Abdolalizadeh 2021 ar1 1132 21 10061 594 39 277% -13.81 [H8.70,-8.32) —
Te Zhang 2018 9052 11.89 30 1003 T.43 23 273%  -9.78[H18.01,-4.55)] =
Yunhai Tu 2023 9753 102 31 10355 677 48 450% -B.02 [-10.09,-1.95] —
Subtotal (95% CI) 82 110 100.0% -9.12 [-11.85,.6.39] -

Heterogeneity, Chi*=5.04, df= 2 {P = 0.08);, F= 60%
Testfor overall effect: Z= 6.55 (P = 0.00001)

Total (95% Cl) 82 110 100.0% -9.12 [-11.85, -6.39] -
Heterogeneity ChiF= 5.04, df= 2 (P = 0.08); F= G0%
Testfor overall effect: Z= 6.55 (P = 0.00001)

Test for subaroun differences: Mot annlicable

Fig S64. Forest plot of MGGC between HC and DON in OCT of EUGOGQO criteria

a0 -10 0 10 20
Favours [gxperimental] Favours [control]

DON healthy control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
10.3.1 Overall
Parya Abcolalizadeh 2021 4538 562 12 5047 193 20 14.4% -500 [838 180
Te Zhang 2019 5026 445 30 567 236 23 302% -6.44 [8.30,-458] —a—
Subtotal {95% CI) 42 43 246% 6.11[7.73,-4.49] -

Heterogeneity: Tau®= 0.00; Chi*= 0.49, df=1 (P =0.48); F=0%
Test for overall effect: 2= 7.39 (F < 0.00001)

10.3.2 Inside disc

Parya Abdolalizadeh 2021 47.23 757 12 4726 5.09 20 7.E%  -0.03[-4.86, 4.80]

Te Zhang 2019 46.42 7.37 30 5362 477 23 146% -7.20[10.45,-3.99] -
Subtotal (95% CI) 42 43 22.3% -3.85[-10.86, 3.17] e ——
Heterogeneity: Tau®= 21.29; Chi*= 583 df=1 (P=0.02);, F=83%
Testfor overall effect: Z=1.08 (P = 0.28)

10.3.3 Peripapillary

Parya Abdolalizadeh 2021 4716 66 12 53.25 3.06 20 106% -6.09[10.06-2.12] -
Te Zhang 2019 5518 5.3 30 6115 357 23 225% 5097837 -3.457] —
Subtotal (95% CI) 42 43 33.2% -6.00[-B.05,-3.95] E

Heterogeneity: Tau®= 0.00; Chi®= 0.00, df=1 (P = 0.96); F= 0%
Testfor overall effect: Z= 574 (P = 0.00001)

Total (95% CI) 126 129 100.0% -5.73[-7.15,-4.30] e
Heterogeneity: Tau®= 0.84; Chi*= .86, df= 5 (F = 0.23); F= 27%
Test for averall effect: Z=7.90 (P = 0.00001)

Testfor subaroun diferences: Chif= 038 df=2 (P=083.F=0%

Fig S65. Forest plot of ONH-VD between HC and DON in OCT of EUGOGO criteria

10 5 5 10
Favours [experimentall Favours [control]

DON healthy control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random. 95% CI
13.1.1 Overall
Huan Jian 2021 63.47 14581 6 118.01 13.07 52 49.5% -54.54 [67.68,-41.40] ——
Jiahui ¥y 2022 1187 4771 39 104 1.401 34 50.8% 11.70[10.13,13.27] L
Subtotal (95% CI) 45 86 100.0% -21.09[-86.00, 43.83]

Heterogeneity: Tau®= 2171.08; Chi*= 96.25, df= 1 (P = 0.00001); F= 99%
Testfor overall effect 7= 064 (P=052)

Total (95% CI) 45 86 100.0% -21.09[-86.00, 43.83]
Heterogeneity, Tau®= 2171.08; Chi*= 86.25, df= 1 (P = 0.00001); F= 89%

Testfor overall effect 2= 0.64 (P = 0.52)

Testfor subaroun differences: Mot annlicable

Fig S66. Forest plot of PRNFL between HC and DON in OCT of Bartley criteria

100 a0 0 50 100
Favours [experimental] Favours [control]
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DON healthy control
Study or Subgrou Mean SD Total Mean SD_Total Weight

Mean Difference
IV, Random. 95% CI

Mean Difference
IV, Random, 95% CI

13.2.1 Overall

furei iy 2022 47.42 T 19 60.66 248 34 48%
Te Zhang 2019 3218 5.48 30 5473 278 23 40%
Jiahuiwu 2022 48.24 04978 39 5033 03173 4 8%
Subtotal (95% CI) a8 91 16.9%

Heterogeneity: Tau®= 84.72; Chi®= 312.04, df= 2 (P = 0.000013; F= 99%
Test for averall effect: Z=173 (P=008)

13.2.2 Inside disc

Yufei Wiy 2022 4713 5.67 19 5207 467 34 28%
Jighuiwiu 2022 47.83 0.9249 39 6002 0.7654 34 79%
Subtotal (95% CI) 58 68 10.8%

Heterogeneity: Tau®= 2.59; Chi*= 318, df=1 (P =0.07); F= 69%
Testfor overall effect: 2= 2.40 (F = 0.02)

13.2.3 Peripapillary

Yufei Wy 2022 50.2 4.58 19 53.24 261 34 40%
Jighuiwiu 2022 51.5 0.5399 39 6324 03914 34 B1%
Subtotal {95% CI) 58 68 12.1%

Heterogeneity: Tau®=019; Chi*=1.28, df=1 (P=026); F=22%
Testfor overall effect: Z= 4.52 (P < 0.00001)

13.2.4 Superior-hemi

ufeitniy 2022 60.29 475 19 6329 299 34 38%
Jighuiwiu 2022 51.23 0.6456 39 53.07 04316 34 BA%
Subtotal (95% CI) 58 68 11.9%

Heterogeneity: Tau®= 0.00; Chi*= 082, df=1(P=0.34);F=0%
Testfor overall effect: Z=14.65 (F = 0.00001)

13.2.5 Inferior-hemi

furei iy 2022 5012 4.66 19 6317 287 34 40%
Jighuiwiu 2022 51.73 0.4911 39 5345 043 34 BA%
Subtotal (95% CI) 58 68 12.1%

Heterogeneity: Tau®= 0.21; Chi*=1.31, df=1 (P =0.25); F= 24%
Testfor overall effect: Z=4.28 (P = 0.0001)

13268

Jighuiwiu 2022 52.24 0.BG5S 39 535 0.5557 34 BA%
Huan Jian 2021 278 0.93 B 644 3.37 52 07%
Subtotal (95% CI) 45 86 8.8%

Heterogeneity: Tau®= 316.83; Chi*=47.84, df=1 (P = 0.000013; F= 98%
Testfor overall effect: 2=1.08 (P =038

13277

Jiahuiwu 2022 53.27 0.8564 39 5618 0.6052 34 BO0%
Huan Jian 2021 3783 6.37 B 56.49 298 52 1.3%
Subtotal (95% CI) 45 86 9.3%

Heterogeneity: Tau®= 12085, Chi*=35.62, df=1 (P = 0.00001), F= 97%
Test for averall effect: Z=134 (P=018)

13.2.81

Jiahui i 2022 5436 06228 39 5545 0.4a 34 BA%
Huan Jian 2021 30.82 7.25 B G477 343 52 1.0%
Subtotal (95% CI) 45 86 9.1%

Heterageneity: Tau®= 278.71; Chi®= 62.87, df=1 (P < 0.00001}), F= 98%
Testfor overall effect: Z=1.08 (P=0.28)

13.29N

Jiahuiwu 2022 47.42 07761 39 48,97 05827 34 B.0%
Huan Jian 2021 30.67 6.74 B §0.35 4 52 1.1%
Subtotal {95% CI) 45 86 9.2%

Heterogeneity: Tau®=160.40; Chi®= 41 58, df=1 (P = 0.00001); F= 98%
Testfor overall effect: Z=1.15 (P = 0.25)

Total (95% CI) 500 707 100.0%
Heterogeneity: Tau®=1.24; Chi*= 615.94, df= 18 (F =< 0.00001}; F= 97%
Test for overall effect: Z=11.74 (P = 0.00001)

Testfor suboroun differences: Chi*=671. df=8 (P =057 F=0%

324 15.10,-1.38]
-22.55 [-24.82, -20.28]
-2.00 [-2.26,-1.90]
9.25[-19.71, 1.22]

-4.04 |7 93, -1.95]
-21912.59,-1.79)
3.45[5.72, 0.58]

-3.04 [-5.26, -0.80)
1,74 11.95,-1.53]
A1.89[-2.71,-1.07]

-3.00 1536, -0.64]
-1.84 F2.09,-1.58]
-1.85 [-2.10, -1.60]

-3.06 15.32,-0.78]
1721193, -1.51)
-1.89 [-2.75,-1.02]

1,26 |-1.54,-0.98]
-26.70 [-33.90, -19.50]
13.71[-38.64, 11.21]

-2.01 [-3.25,-2.57)
18 66 [-23.82, -13.50]
-10.57 [ -25.99, 1.86]

11411 39,-0.89)
-24.94 [30.82,-19.08]
12.85[-36.17, 10.47]

-1.56 -1 B6,-1.24]
1068 [25.18,-14.18]
-10.40 [-28.16, 7.36]

-3.76 [-4.39, -3.13]

N N

“50

.25 25 50
Favours [experimental] Favours [contral]

Fig S67. Forest plot of RPC-VD between HC and DON in OCTA of Bartley criteria
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DON non-DON Mean Difference Mean Difference

Study or Subgrou Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI IV, Random, 95% Cl

11.1.1 Overall

Agnieszka 2022 95.7 549 8 1082 9.6 39 221% -12.80[17.58,-7.432) e

Parya Abdolalizadeh 2021 98.86 2613 21 94597 10 30 11.5% 2.89[-8.84, 1462 - 1

Te Zhang 20149 983 1077 30 101.36 864 41 228% -306[-7.73, 1.61] —

Subtotal (95% CI) 50 110 56.4% -5.26[-13.46, 2.95] —~angi——

Heterogeneity: Tau®= 39.52; Chif= 9.90, df= 2 (P = 0.007); F= 80%

Testfor overall effect Z=1.26 (P = 0213

11.1.2 Superior-hemi

Agnieszka 2022 982 214 8 107 102 39 8.2%  -BB0[-23.497,637) - 1

Parya Abdolalizadeh 2021 101.29 278 21 98.87 1069 30 106% 242[10.07,14.91] - 1

Subtotal (95% CI) 20 69 18.8% -2.33[-13.20,8.54] e ——

Heterogeneity: Tau®=12.68; Chi*=1.25, df=1 (P = 0.26), F= 20%
Testfar overall effect Z=0.42 (F = 0.67)

11.1.3 Inferior-hemi

Agnieszka 2022 1004 147 & 1094 118 39 125%  -8.00[19.64,184) I —
Parya Abdolalizadeh 2021 9547 2439 21 8333 1048 30 122%  214[8.851323 —
Subtotal (95% CI) 29 69 24.8% -3.49[-14.41,7.42] —i——
Heterogeneity: Tau® = 30.76; ChiF=1.98, df=1 (P = 0.16); F= 50%

Testfor overall effect Z=063 (P = 0.53)

Total (95% CI) 17 248 100.0%  -4.46[9.62,0.70] -

Heterogeneity: Tau® = 24.65; ChP=14.23, df= § (P = 0.03); F=58% N =+ T o

Testfor averall effect Z=1.69 (P = 0.09)
Testfor suboroun differences: Chif= 019 df= 2 (P= 0911 F=0%

Fig S68. Forest plot of PRNFL between non-DON and DON in OCT of EUGOGO

Favours [experimental] Favours [contral]

criteria

DON non-DON Mean Difference Mean Difference
Stuily or Subgrou Mean SD_Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
11.2.1 Overall
Agnieszka 2022 38 7.9 8 983 172 39 6A5% -1580[23.19,-7.81]
Parya Abdolalizadeh 2021 871 11.32 21 98 726 30 128% -10.90[16.349,-5.41]
Te Zhang 2019 90.52 11.89 30 9846 743 41 165% -FO4[1276,-317) —
“unhai Tu 2023 97.583 102 31 10404 74 50 22.4% -6.91 [10.65,-2.37] —
Subtotal (95% CI) a0 160 58.2% -9.29[-12.63,-5.95] b g
Heterogeneity: Tau®=4.28; Chif= 477, of= 3 (P=0.19); F= 37%
Testfor overall effect 2= 544 (P = 0.00001)
11.2.2 Superior-hemi
Agnieszka 2022 a4.1 9.4 8 951 B4 39 83% -11.00[17.83,-4.17] -
Farya Abdolalizadeh 2021 ar.45 11.41 219713 73 30 126% -06B[15.22,-414] -
Subtotal (95% CI) 29 69  20.9% -10.20[-14.51,-5.90] i~
Heterogeneity: Tau®=0.00; Chi®= 0.0, df=1 (P=0.77); F= 0%
Testfor overall effect 2= 4 85 (P = 0.00001)
11.2.3 Inferior-hemi
Agnieszka 2022 836 a7 8 965 B 39 Q7% -1280[158.22 -6.58] -
Parya Abdolalizadeh 2021 866 119 21 99 807 30 11.3% -12.40[18.25,-6.59] - -
Subtotal (95% CI) 29 69 20.9% -12.63[-16.92,.8.34] -
Heterogeneity: Tau®=0.00; Chi*=0.01, df=1 (P=0.81); F= 0%
Testfor overall effect 7= 577 (P = 0.00001)
Total (95% CI) 148 298 100.0% -9.95[-11.92,.7.98] L d
Heterogeneity: Tau®=0.08; Chi*=7.05, df=7 (P=0.42);F=1% g

-0 B 0 10 20

Testforoverall effect 2= 489 (7 < 0.00001) Favours [sxperimental]  Favours [control]

Testfor subaroun diffierences: Chi*=1.47. df= 2(P= 0480, F=0%
Fig S69. Forest plot of MGGC between non-DON and DON in OCT of EUGOGO
criteria
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DON non-DON Mean Difference Mean Difference
Study or Subgrouy Mean SD Total Mean SD Total Weight IV, Fixed. 95% Cl IV, Fixed, 95% CI
11.5.1 Overall
Parya Ahdolalizadeh 2021 4538 662 12 4786 514 17 8.3%  -248[6.49 1463 I R
Te Zhang 20149 S0.26 445 a0 5381 317 41 37.9% -355[5.43,-167] —
Subtotal (95% CI) 42 58 46.2% -3.36 [-5.06, -1.65] .

Heterogeneity: Chi®= 022, df=1 (P = 0.64), F= 0%
Testfor overall effect: Z= 3.86 (P = 0.0001)

11.5.2 Inside disc

Parya Abdolalizadeh 2021 47.23 77 12 4037 498 17 AE% -214[7.03 2.75] —_—
Te Zhang 2019 4647 727 30 46858 531 41 14.2% -316F6.23,-0.09] —
Subtotal (95% CI) 12 58 10.8% -2.87 [5.47,-0.27] =t

Heterogeneity: Chi*= 012, df= 1 (P = 0.73); F= 0%
Testfor overall effect: Z= 217 (P =0.03)

11.5.3 Peripapillary

Parya Abdolalizadeh 2021 4716 6.6 12 6003 B.451 17 A7% -2.87[r.721.98]

Te Zhang 2019 68518 8.3 30 887 348 41 28.2% -3.52[5.70,-1.34] —
Subtotal (95% CI) 42 58 33.9% -3.41[-5.40,-1.42] e
Heterogenaity: Chi*= 0.06, df=1 (P= 0813 F= 0%

Testfor overall effect: £= 3.36 (P = 0.0008)

Total (95% Cl) 126 174 100.0% -3.28 [-4.44,-2.12] -
Heterageneity: Chi*= 0,52, df= 5§ (P = 0.99); F= 0% " + ' ; -
Testfor overall effect 2= 5.55 (P = 0.00001) 3 ; .

Testfor subaroun diferences: Chis= 0,12, df= 2 (P = 0.64), F= 0% Favours [xperimental] Favours [cantrol]

Fig S70. Forest plot of ONH-VD between non-DON and DON in OCT of EUGOGO

criteria
DON non-DON Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
14.1.1 Overall
Huan Jian 2021 63.47 18.81 B 12279 1533 39 49.5% -59.32[72.85,-45.79] —
Jiahui ¥yu 2022 1187 4771 39 1043 1.459 25 50.5% 11.40 [3.80, 13.00]
Subtotal (95% CI) 45 64 100.0% -23.63[-92.93, 45.67]

Heterogeneity: Tau®= 2476 48; Chi*=103.43, df=1 {P = 0.00001); F=93%
Test for overall effect: 2= 0.67 (P = 0.50)

Total (95% CI) 45 64 100.0% -23.63[-92.93, 45.67]
Heterogeneity: Tau®= 2476.48; Chi*=103.42, df=1 (P < 0.00001); F=99%

Testfor overall effect: Z= 0.67 (P = 0.50)

Testfor subaroun differences: Mot annlicable

Fig S71. Forest plot of MGGC between non-DON and DON in OCT of Bartley
criteria

00 -50 0 50 100
Favours [experimental] Favours [control]
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DON non-DON
Study or Subgrou Mean SD Total Mean SD_Total Weight

Mean Difference
IV, Random. 95% CI

Mean Difference
IV, Random, 95% CI

14.6.1 Overall

Jighuiwiu 2022 4824 0.4978 39 4916 0.5463 25 79%
Te Zhang 2019 3218 5.48 30 51.66 375 41 4.3%
Yufei Wi 2022 47.42 a7 19 5014 1.77 24 52%
Subtotal (95% CI) a8 90 17.4%

Heterogeneity: Tau®= 6784, Chi®= 255.63, df= 2 (P = 0.000013, F= 99%
Test for averall effect: Z=160 (P=011)

14.6.2 Inside disc

Jiahui i 2022 47.83 0.9549 39 4828 1528 25 74%
ufeitniy 2022 4713 5.67 19 49.67 6.03 24 289%
Subtotal (95% CI) 58 49 10.4%

Heterogeneity: Tau®= 0.75; Chi*=1.52 df=1 (P =0.22); F= 34%
Testfor overall effect: Z=1.04 (P =030

14.6.3 Peripapillary

Jiahuiwu 2022 515 05399 39 5227 0.55B2 25 79%
furei iy 2022 50.2 4.63 19 63.04 253 24 4.3%
Subtotal {95% CI) 58 49 12.2%

Heterogeneity: Tau=1.45; Chi*=3.08, df=1 (P=0.08); F= 68%
Testfor overall effect Z=1.51 (P=013

14.6.4 Superior-hemi

Jighuiwiu 2022 61.23 06456 39 6229 046126 25 78%
‘fufei iy 2022 50.29 4.75 19 5§3.02 2.83 24 42%
Subtotal (95% CI) 58 49 12.0%

Heterogeneity: Tau®= 0.65; Chi*=1.86, df=1(P=0.17);F= 46%
Testfor overall effect: 2= 2.06 (P = 0.04)

14.6.5 Inferior-hemi

Jighuiwiu 2022 51.73 0.4911 39 5224 0.6808 25 78%
“fufei Wiy 2022 5012 4.66 19 5275 227 24 43%
Subtotal (95% CI) 58 49 121%

Heterogeneity: Tau®=1.56; Chi*= 3.25, df=1 (P = 0.07); F= 69%
Testforoverall effect: Z=1.24 (P =031}

1466 S

Huan Jian 2021 278 0.93 B 53.68 3.89 39 08%
Jiahuiwu 2022 52.24 0.6658 39 5284 07111 25 78%
Subtotal (95% CI) 45 64 8.6%

Heterogeneity: Tau®= 312,68, Chi*= 46.61, df=1 (P = 0.000013; F= 98%
Testfor overall effect: 2=1.03 (P = 0.30)

14677

Huan Jian 2021 37.83 6.37 B 55.36 3.57 39 1.5%
Jiahuiwu 2022 53.27 0.8564 39 5416 0.6BYE 25 78%
Subtotal (95% CI) 45 64 9.2%

Heterogeneity: Tau®=134.88; Chi*=38.85, df=1 (P = 0.00001), F=97%
Test for averall effect: Z=1.08 (P=028)

14.6.81

Huan Jian 2021 30.83 725 b 5554 4.43 3\ 12%
Jighuiwiu 2022 6436 06228 39 6516 0.8863 25 78%
Subtotal (95% CI) 45 64 8.9%

Heterageneity: Tau®= 281.19; Chi®= 61.44, df=1 (P < 0.00001}), F= 98%
Testfor overall effect Z=1.06 (P=029

1469N

Huan Jian 2021 30.67 674 B 40.64 3.85 9 13%
Jighuiwiu 2022 47.42 07761 39 4852 07074 25 78%
Subtotal {95% CI) 45 64 9.1%
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Testfor overall effect Z=1.10 (P =0.27)

Total (95% CI) 500 542 100.0%
Heterogeneity: Tau®=1.62; Chi*= 465.50, df= 18 (F < 0.00001}; F= 96%
Test for overall effect: Z=8.39 (P = 0.00001)
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Fig S72. Forest plot of RPC-VD between non-DON and DON in OCT of Bartley
criteria
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mild TAC group Healthy control Mean Difference Mean Difference
Study or Subgrou; Mean SD_Total Mean SD_Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.1.1 Overall
Jie Guao 2021 103.2 6.6 35 1003 6.3 35 525% 280012, 5492
Parya Abdolalizadeh 2021 10232 414 26 101.897 893 39 47.4% 0.35 [2.87 3.57]
Subtotal (95% Cl) 61 74 100.0% 1.69[-0.81, 4.18]

Heterogeneity Tau®= 0.71; Chi*=1.28 df=1 (P=026), F=22%
Testfor overall effect: Z=1.33 (P= 018

Total (95% CI) 61
Heterogeneity, Tau®= 0.71; Chi*=1.28, df= 1 (P=0.26); F= 22%
Testfor overall effect: Z=1.33 (P=0.18)

Testfor subaroun differences: Not aoblicable

Fig S73. Forest plot of PRNFL between mild TAO group and HC in OCT
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moderate-to-severe TAO group mild TAO group Mean Difference Mean Difference

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

5.1.1 Overall

Jie Guo 2021 97.8 9.2 42 1032 6B 35 554%  -5.40[-8.94,-1.86] ——

Parya Ahdolalizadeh 2021 945.97 10 30 10232 414 26 449% -636[1027,-2.43] —a—

Subtotal {95% CI) 72 61 100.0% -5.83[-8.45,-3.20] -

Heterogeneity: Tau®*= 0.00; Chi*=012,df=1 (F=0.72), F=0%

Testfor averall effect: 7= 4.35 (F = 0.0001)

Total (95% CI) 72 61 100.0% -5.83[-8.45,-3.20] -

Heterogeneity: Tau®= 0.00; Chi*= 012, df=1 (P=0.72), F=0% t t
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Fig S74. Forest plot of PRNFL between moderate-to-severe TAO group and mild
TAO group in OCT

DON moderate-to-severe TAD group Mean Difference Mean Difference
Study or Mean SD_Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
6.1.1 Overall
Jie Guo 2021 1106 342 63 978 a9z 42 68A% 123800421 21.30] ——
Parya Abdolalizadeh 2021 9286 2613 21 95.97 10 30 41.5% 280224 1462] ——
Subtotal (95% CI) 89 72 100.0% 8.68[-0.89, 18.26] -
Heterageneity: Tau?= 2157, Chi*=1.78 df=1 (P=018); = 44%
Testfor overall effect 2= 1.78 (P=0.08)
Total (95% CI) 89 72 100.0% 8.68 [-0.89, 18.26] >
Heterageneity: Tau®= 21.67; Chi*=1.78 df=1 (F=0.18); F= 44% t t
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Test for subaroun differences: Mot anolicable

Fig S75. Forest plot of PRNFL between DON group and moderate-to-severe TAO
group in OCT

HC: healthy control; non-DON: thyroid-associated ophthalmopathy without DON; DON: dysthyroid optic neuropathy

CAS: clinical activity scores; VA: visual acuity; IOP: intraocular pressure; VF-MD: visual field mean deviation; VF-PSD: visual field
pattern standard deviation

PRNFL: peripapillary retinal nerve fiber layer; MGCCL: macular ganglion cell complex layer; GCL+IPL: ganglion cell layer and inner
plexiform layer

ONH-VD: optic nerve head vessel density; RPC-VD: radial peripapillary capillary vessel density; RCL: retinal capillary layer; M-SRCL:
macular superficial retinal capillary layer; M-DRCL: macular deep retinal capillary layer

S: superior; T: temporal; I: inferior; N: nasal; Superior-hemi: superior hemifield; Inferior-hemi: inferior hemifield; Superior-hemi: superior

hemifield; Inferior-hemi: inferior hemifield;
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