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Figure S1. (A) Left eye IOP curve in the OHT models during follow-up. (B) Percentage of OHT left
eyes (>20 mmHg) in the three OHT models during follow-up. EPI: episcleral sclerosis model;
Ms38/20: 38/20 microsphere model; Ms20/10: 20/10 microsphere model; LE: left eye; IOP: intraocu-
lar pressure; w: weeks; OHT: ocular hypertension; (%): percentage; *: statistical significance p <
0.050; #: statistical significance p < 0.020 for Bonferroni correction for multiple comparisons.
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Table S1. Structural neuroretinal analysis using OCT with the Ms38/20 model. Ms38/20: 38/20 microsphere model; RNFL:
retina nerve fiber layer; GCL: ganglion cell layer complex; thickness in microns (um); mean + SD (SD: standard deviation);
*; p < 0.050 statistical significance; #: p < 0.020 statistical significance with Bonferroni correction for multiple comparisons.
Grey cells show the two thinnest sectors at every examination.

Right eye (Ms38/20)

OCT parameters Baseline 2w 4w 6w 8w "
(um) Mean = SD Mean = SD Mean = SD Mean * SD Mean + SD P
Retinal thickness
Central 274.63 +13.50 273.41 +16.08 274.90 +15.07 270.44 +24.12 271.00 + 16.40 0.441
Inner inferior 268.73 +12.29 263.92 +9.48 269.70 +13.37 263.33 £13.06 259.44 + 8.07 0.017¢
Outer inferior 265.55 +11.08 261.33+7.34 264.00 + 11.46 256.66 + 8.47 253.55 +8.42 0.012¢
Inner superior 261.64 +10.23 255.83 + 8.41 261.30 + 16.82 253.44 +12.84 247.77 £9.53 0.050
Outer superior 270.82 +10.94 264.08 +7.87 267.90 +12.10 261.77 £13.03 258.55 +7.98 0.012¢
Inner nasal 265.23 +11.74 262.33 £6.02 262.90 +7.95 259.77 £9.97 255.33 £7.12 0.068
Outer nasal 266.23 +10.04 262.50 +5.36 262.80+7.36 260.66 +10.07 254.77 + 6.64 0.018¢
Inner temporal 264.95+11.12 258.92 +7.65 262.20 +11.96 258.22+9.32 252.33 +3.60 0.017¢
Outer temporal 266.95 + 10.34 260.58 + 6.33 263.80 +12.70 258.25+7.24 255.11 + 3.44 0.018¢
Total volume 1.97+£0.05 1.97 +0.04 1.97 £0.05 1.83+0.11 1.81+0.03 0.012¢
RNFL thickness
Global 46.04 +5.65 4290 +3.41 45.90 +5.19 43.22 +3.30 41.00 +3.95 0.058
Inferior temporal 45.61 £5.08 39.60 + 6.04 47.10+11.29 41.33 +6.00 39.28 +5.93 0.075
Inferior nasal 45.70+9.10 42.50 + 5.56 45.80 + 8.89 43.22+6.75 41.85+7.24 0.237
Superior temporal 48.48 +11.54 46.90 +11.58 47.10+£9.25 46.11+10.70 41.42+11.90 0.674
Superior nasal 45.42 +10.00 44.60 + 5.54 42.50 +£5.16 46.11+8.78 42.85+7.10 0.892
Nasal 44.09 +8.53 39.60 + 6.60 44.70 +5.33 39.66 +7.41 37.14 +9.40 0.271
Temporal 43.35+13.15 4540+ 4.45 47.40 £10.76 45.11 +4.37 43.85+5.36 0.225
GCL thickness
Central 20.27 +2.54 21.00 +2.86 19.80 +2.52 18.66 + 3.24 16.11 £2.14 0.020¢
Inner inferior 28.06 +2.23 26.50 +3.06 25.80+1.75 2222+6.88 24.44 +2.40 0.027
Outer inferior 27.89 +1.37 2717 +1.89 26.70 +1.33 22.77 +7.99 26.00 +1.50 0.017¢
Inner superior 26.50 +1.89 24.17 + 4.56 24.20 +3.99 2222 +3.56 20.44 +3.43 0.028
Outer superior 26.27 +2.86 25.67 +3.28 26.10 +3.57 25.66 +1.93 24.33 +2.50 0.180
Inner nasal 24.68 + 4.44 23.00 +4.30 24.60 +2.83 22.33+3.77 20.89 +3.33 0.141
Outer nasal 25.45 +3.55 24.42+3.23 2640 +1.42 24.33+3.77 24.11+3.48 0.799
Inner temporal 24.23+4.93 22.50 +3.45 22.20+3.19 20.55 +5.41 19.78 + 4.65 0.205
Outer temporal 26.50 +3.36 24.33+2.70 25.20 +2.52 22.75+5.59 22.33+3.57 0.049
Total volume 0.18+.01 0.17 +0.01 0.15+0.01 0.13+0.05 0.15+0.01 0.026




Pharmaceutics 2021, 13, 237 FOR PEER REVIEW 30of 7

Table S2. Left eye neuroretinal analysis using OCT in both microsphere models at week 8. Ms38/20: 38/20 microsphere
model, Ms20/10: 20/10 microsphere model; RNFL: retina nerve fiber layer; GCL: ganglion cell layer complex; thickness in
microns (um); mean + SD (SD: standard deviation); *: p < 0.050 statistical significance; #: p < 0.020 statistical significance
with Bonferroni correction for multiple comparisons; w: week. Grey cells show the two thinnest sectors at every exami-

nation.
Left eye
(Ms38/20) (Ms20/10)
OCT parameters (um) Baseline 8w . BASELINE 8w .
Mean + SD Mean + SD P Mean = SD Mean = SD P

Retinal thickness
Central 274.81 £12.36 262.22 +13.35 0.051 279.25 +23.01 263.611 +32.95 0.050
Inner inferior 273.73 +8.91 258.22+8.71 0.008* 270.19 +9.64 255.61 +16.28 0.062
Outer inferior 268.64 £ 8.62 253.11 £8.97 0.056 265.63 £ 8.60 250.77 £13.31 0.058
Inner superior 262.36 £7.91 248.33 + 8.60 0.021 261.56 £ 14.01 24472 +£24.70 0.050
Outer superior 272.82+10.19 259.88 +9.70 0.008* 266.37 +12.88 256.27 +19.34 0.091
Inner nasal 266.73 +£10.57 255.66 +10.39 0.038 267.31£11.74 363.94 + 463.53 0.286
Outer nasal 267.64 +8.06 256.44 +9.68 0.011¢ 265.56 +10.44 252.16 +15.05 0.029
Inner temporal 268.55 £9.49 251.44 £9.74 0.008% 269.19 £ 11.64 250.22 +21.65 0.050
Outer temporal 269.82 £8.78 255.22 £9.35 0.008% 268.38 £9.61 251.22 £13.88 0.018%
Total volume 1.98 £0.02 1.80 +0.04 0.007¢ 1.93 +0.07 1.79+0.12 0.050

RNFL thickness
Global 46.80 £ 6.10 40.55+9.23 0.123 48.18 £ 6.01 39.94+4.27 0.008*
Inferior temporal 45.45+4.86 40.66 +11.07 0.172 48.56 +9.74 40.88 +10.84 0.008*
Inferior nasal 46.27 £ 8.61 47.88 +16.60 0.161 51.50 + 10.69 46.27 +10.35 0.013%
Superior temporal 49.10£9.80 36.33 £9.39 0.018¢ 47.31+13.24 35.33 £17.99 0.041
Superior nasal 44.60 £9.61 38.00 +£11.34 0.075 43.68 +13.36 31.61 +16.15 0.050
Nasal 44.64 £9.59 39.88 +12.63 0.235 48.44+7.00 39.72 +6.30 0.015%
Temporal 45.00 +15.89 41.33 £11.62 0.475 47.37 £14.39 41.44 £11.90 0.007¢

GCL thickness

Central 20.40 +2.50 17.22 +3.49 0.018¢ 20.80 +3.12 17.44 +4.40 0.040
Inner inferior 28.78 £1.20 25.22 £1.56 0.017# 27.08 £2.53 24.89 +4.54 0.182
Outer inferior 28.30 £1.25 25.67 £1.93 0.020% 26.55 £ 1.69 24.50 +3.14 0.042
Inner superior 26.90 +1.52 21.33+2.23 0.017¢ 25.47 +3.02 20.61 +4.88 0.059
Outer superior 27.00 £2.70 21.67 £2.29 0.011# 26.20£2.17 23.83 £5.45 0.233
Inner nasal 25.20+3.93 21.11+4.34 0.075 21.73+3.34 22.72+5.95 0.837
Outer nasal 25.80 +3.52 23.22 +3.66 0.249 23.20+3.34 23.61+5.19 0.634
Inner temporal 24.00 £5.20 21.89 £ 4.07 0.496 22.20+4.14 20.17 £3.94 0.475
Outer temporal 26.40 +4.14 23.89 +4.07 0.360 24.73 £2.65 22.89+4.18 0.183
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Total volume 0.18 £0.01 0.16 £0.01 0.027 0.17£0.01 0.15+0.02 0.119

Table S3. Right eye neuroretinal loss rate measured using OCT in the OHT models. EPI: episcleral sclerosis model;
Ms38/20: 38/20 microsphere model; Ms20/10: 20/10 microsphere model; RNFL: retina nerve fiber layer; GCL: ganglion cell
layer complex; RE: right eye; thickness in microns (um); w: week. Grey cells show the lowest measurements.

RE loss rate (um)/mmHg/day (All sectors average)

Time RNFL GCL Retina
EPI Ms38/20 Ms20/10 EPI Ms38/20 Ms20/10 EPI Ms38/20 Ms20/10
2w 0.0743 -0.1595 -0.0454 0.0040 -0.0721 -0.0372 -0.0492 -0.2716 -0.0110
aw 0.0438 0.0029 -0.0116 0 -0.0100 -0.0030 -0.0601 -0.0170 -0.0268
6w -0.0024 -0.0094 -0.0080 -0.0043 -0.0134 -0.0105 -0.0063 -0.0295 -0.0350
8w -0.0033 -0.0102 -0.0030 -0.009 -0.0072 -0.0059 -0.0095 -0.0221 -0.0145

Average 0.0281 -0.0440 -0.017 -0.0018 -0.0257 -0.0142 -0.0313 -0.0851 -0.021
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Table S4. Right eye neuroretinal analysis follow-up using OCT in both OHT models. EPI: episcleral sclerosis model;
Ms20/10: 20/10 microsphere model; RNFL: retina nerve fiber layer; GCL: ganglion cell layer complex; thickness in mi-
crons (umy); mean + SD (SD: standard deviation); % Ch: percentage change in thickness loss; *: p < 0.050 statistical signif-
icance; #: p < 0.020 statistical significance with Bonferroni correction for multiple comparisons; w: week. Cells colored
grey when EPI model showed thinner sectors and/or higher percentage loss compared to Ms20/10.

Right eye structural neuroretinal measurements according to oht models (epivsms20/10)

Baseline 2w 4w 6w 8w
OCT parameters
(um) Mean + % Mean + % Mean * % Mean + %
Mean£SD — p spb ¢ F SD ch * SD cn * SD cn *
Retinal thick-
ness
273.80 £ 271.66 + -0.7 271.33 + 265.12 + 265.91 +
-0.90 -3.17 -2.88
14.57 018 12.22 8 0.72 21.38 0.82 19.04 031 14.79 012
Central 5 ” - 5 3
266.69 + 268.61 + 072 265.95 + 027 259.76 + 259 258.10 + 30
20.06 21.20 ’ 20.00 : 20.88 ’ 14.88 ’
I
. . ) 0.97 ’ 0.89 ’ 0.72 ’ 0.25 ’ 0.25
Inner inferior 5 6 6 6 6
261.46 + 262.19 + 027 260.19 + 048 257.66 + 145 251.78 + 370
12.86 9.99 ’ 13.66 ' 13.18 ’ 11.91 ’
258.30 + 24333+ 58 24433 + 259.08 + 246.58 +
-5.41 0.30 -4.54
) ) 13.59 0.78 17.61 0 0.07 6.11 0.08 13.82 016 10.57 061
Outer inferior 0 3 0 4 N
258.62 + 258.90 + 0.10 255.29 + 128 252.14 + 250 248.68 + 384
10.18 8.70 ’ 12.19 : 11.11 ’ 11.75 ’
e MES e me e m g
. ’ 0.29 ) 0.18 : 0.48 ) 0.04 ) 0.31
Inner superior 1 6 5 9 9
250.77 £ 252.60 £ 072 250.95 + 0.07 246.38 + 175 245.72 + 01
12.89 14.21 ’ 15.77 ’ 14.81 ’ 16.93 ’
267.40 + 26233+ -1.9 245.00 + 262.80 + 257.66 +
-8.38 -1.72 -3.64
) 15.02 0.26 6.50 0 0.25 9.53 0.10 15.22 0.04 18.63 061
Outer superior 3 0 5 9 0
260.23 + 258.32 + -0.7 257.62 + 21.00 254.00 + 939 254.52 + 919
9.71 11.24 3 13.51 : 13.93 ’ 19.25 ’
e ame TR L wa L wn,
) 0.90 ) 0.51 : 0.27 ) 0.31 ) 0.52
Inner nasal 1 > 4 0 9
257.00 + 256.71 + -0.1 257.48 + 018 25147 + 215 251.84 + 200
10.73 9.52 1 13.46 ’ 12.83 ’ 12.02 ’
261.22 + 25366+ 2.8 24433 + 257.62 + 253.50 +
-6.47 -1.38 -2.96
12.42 046 2.51 9 038 6.65 0.08 10.87 0.10 15.90 0.62
Outer nasal ) 4 3 3 6
258.15 + 258.10 + -0.0 256.62 + 059 251.23 + 268 252.41 + o
8.90 9.78 1 13.72 ’ 14.09 ’ 11.75 ’
261.00 + 259.00+ 0.7 247.66 + 256.00 + 256.58 +
=5.11 -1.92 -1.69
15.84 0.84 3.60 7 0.99 4.61 035 16.79 050 29.11 0.79
Inner temporal 1 9 9 3 By
259.15 + 257.29 + -0.7 254.71 + a7 252.09 + o7 247.63 + 444
14.12 11.25 1 14.14 ’ 14.89 ’ 13.63 ’
261.80+ 0.80 253.00+ 33 023 24333+ 0.08 26356 + 0.08 25858 + 0.57
Outer temporal 5, 4 2.64 6 8 750 % g 198 7 5 2694 P




Pharmaceutics 2021, 13, 237 FOR PEER REVIEW 6 of 7

29177 + 25790+ 14 255.81 + 253.95 + 250.89 +
11.56 10.31 7 1246 2% 1309 298 1455 P
1.93 +0.09 1824000 > 176+0.05 -881 183+0.10 -5.18 181011 —-6.22
Totalvotume 00 041 1820 0 000  L76=0. 8L o (18320 181 (5o 18120 22 59
8 3¢ 16 4 7
1.88+0.10 192+023 207 196+0.07 378 180+0.09 —4.68 174+0.15 -7.86
RNFL thickness
43.44+2.69 476'26; 9.71 5(;'676; 16.64 41‘16; ~1.10 42‘@? 458
0.26 : 017 ' 0.14 : 031 ' 036
Global 7 9 3 1 7
4370+ 25 44.05 + 4350 + 4344+
44844364 \e1 ; R v 300 sy 313
4620513 41660;; _2'4 4@'6261 T e 4;’(']42 Ve 42,"2? _15'6
Inferior tem- 0.73 . 0.61 ' 0.63 ’ 0.72 i 0.07
poral - N X7
1331 15.47 : 14.95 : 15.02 : 16.42 :
45.20+7.99 5?5'676; 1%5 4?'656; 7.68 42'976; 3.89 455'45‘?1 055
. 0.40 : 043 ' 0.88 : 0.78 : 029
Inferior nasal 0 7 6 6 0
49.15+ 4800+ 23 49.00 + 4733+
11.43 17.56 3 1478 030 1114 070 49.05 020
e e w e L T e
Superior tem- ) 0.99 ) 0.02 ) 0.04 ) 0.46 ' 0.49
poral 9 3937+ 72 7 4047+ 4 pels 9 4033+ ?
42.46+8.05 1058 7 1099 002 1253 03 13gs o0
41.44 + 4.06 4‘;’62? 7.77 526 (’)08; 35.14 3;36671 _13 = 316402 si —1; 1
. 0.94 : 0.20 : 015 : 0.10 ' 071
Superior nasal 7 1 0 7 9
3923+ 3675+  -63 0478 088 3588 o
13.08 11.84 2 15.67 ' 15.05 : 1752 :
39.30 + 6.68 465%? 127 4‘22? 11.12 43;;621 1135 42'21101 6.39
0.32 ' 0.11 ' 036 ' 0.00 ' 021
Nasal 0 9 3 e 5
3935+  -9.1 4042+ 3833+ 114 39.94 +
43.31+9.18 10.40 4 9.92 ~6.67 8.87 9 1686 78
42 +10.89 438’%62 398 5{20;) f 26.19 4?63501 7.90 417'1151 * 195
0.70 : 0.46 : 0.63 ' 048 ' 017
Temporal 9 4 1 ) 0
4720+ 4642+ 46.44 + 46.94 +
4554+ 6.72 364 19 o197 e 307
GCL thickness
20,50 +2.66 Zé‘%% A 23‘6562 o 12'16; _13 3 12‘12; ~7.71
0.32 : 0.04 : 045 : 0.88 : 0.00
Central 1 0 5 5 o¢
1852+ 33 19.61 + 1771+ 1568+ -18.1
19.16 + 3.48 e . e 29 s 60 s .
26,50 +3.78 2‘;'%? _93'4 2%'656; 317 zi'iii _13'4 262'%5; ~0.94
L 0.87 ; 030 : 0.56 : 0.54 : 0.00
Inner inferior ” 9 0 3 1t
2644 23,04 B 27 2638 . M2 221+ -159

217 6 1.65 2.87 4.32 9
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27404 167 262.(;(3L + —51.1 24;.%2 + —1(()).0 221;;? + —12.6 22.@59 £ o0
e 0.59 : 0.62 : 0.17 : 0.69 : 0.27
Outer inferior 6 7 0 . 6
2543+ 31 26.57 + 25.66 + 274+ 133
2625+2.25 2.73 2 2.18 121 2.30 224 5.68 7
6175263 262.?;% £ 06l 231.(;(; + —112.1 2@.&; + —122.7 21.%3 + —1;);.3
. 0.57 : 0.11 : 0.50 : 0.38 : 0.07
Inner superior 0 9 3 0 9
25254917 2280+ -97 2380+ 2171+ -14.0 2006+ -205
s 3.59 0 3.40 : 3.73 1 3.88 5
25.50 +3.93 262‘:;:’) 325 2“;‘3% 980 25;;? ~1.80 zz.z(;i —7.84
. 0.66 : 0.52 . 0.18 : 0.41 : 0.75
Outer superior 9 : p ; !
2537+  -36 2557 + 24.80 + 271+ -137
26.33+2.27 1.89 4 227 288 2.69 581 5.12 4
23.83 +4.35 zﬁ'%%i 0.71 zi%ii _13'3 22.5;881 -8.18 23;'5721 -1.38
0.70 3 0.23 i 0.23 : 0.72 : 0.03
Inner nasal 6 5 3 3 4
2195+ 55 2261+ 2171+ 2021+ -13.0
23.25+2.83 341 9 3.35 275 4.06 ~6.62 445 7
23.67 +4.13 zg'f;i 122 24;.(()](())¢ 1.39 2‘;';9; 0.51 251'5621 7.73
0.18 : 0.12 3 0.62 : 0.29 : 0.14
Outer nasal ) 9 6 9 0
2360+ -83 24.71 + 2319+ 276+ -116
25.75+2.05 3.88 4 2.55 408 4.30 994 5.19 1
21.67 +5.50 232“;3; 766 2323;3? 7.66 2247? 125 21'57%1 8.44
0.96 . 027 : 0.56 : 0.20 : 0.01
Inner temporal 3 1 6 7 gt
2110+ -33 2271+ 20.00 = 19.68 +
21.83 +5.00 241 . 275 4.03 280 -8.38 iy -9.84
25,17 +3.97 2‘;'6561 * _19'9 Zigzi -2.03 Ziﬁ;i 211 Zz'iéi 0.99
0.92 . 0.82 : 0.62 : 0.08 : 0.14
Outer temporal 5 6 3 3 7
2376+  —4.0 24.95 + 2319+ 23.26 +
24.75 +3.74 37 0 333 0.80 285 -6.30 70 -6.02
0.17 +0.02 0.17+0.00 0.00 0.16+0.01 -5.88 0.13+0.07 _2;:’ = 0.15+0.04 _161'7
0.94 0.36 0.67 0.78 0.07
Total volume
2 55 3 0 132 7 190 ©
0.17 +0.02 016001 0.17+0.01 -167 015003 " 014002 °






