Anhang: Erganzende Darstellung der Subgruppen nach Alter,

Geschlecht (Zulassungspopulation)

Werte nach 6 Monaten, sofern nicht anders angegeben

1.1 Sehscharfe Gewinn 15 Buchstaben Geschlecht

Ocriplasmin Placebo Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.5.5 Mannlich

TG-MV-004 1 5 0 6 4.5% 3.50[0.17, 70.94]

TC-MV-006 9 70 2 47  15.5% 3.02 [0.68, 13.37] —
TG-MV-007 5 79 1 25 B8.6% 1.58 [0.19, 12.91] _—t
Subtotal (95% CI) 154 78 28.6% 2.56 [0.83, 7.89] e
Total events 15 3

Heterogeneity: Tau® = 0.00; Chi* = 0.29, df = 2 (P = 0.86): I’ = 0%
Test for overall effect: Z = 1.64 (P = 0.10)

1.5.6 Weiblich
TG-MV-004 3 g 2 3 21.6% 0.56 [0.17, 1.87] —
TC-MV-006 18 141 b 58 32.9% 1.23 [0.52, 2.95] ——
TG-MV-007 22 155 2 55 16.8% 3.90 [0.95, 16.06] T
Subtotal (95% CI) 304 116 71.4% 1.32 [0.47, 3.72] -
Total events 43 10
Heterogeneity: Tau® = 0.50; Chi* = 4.93, df = 2 (P = 0.09); I = 59%
Test for overall effect: Z = 0.52 (P = 0.60)
Total (95% CI) 458 194 100.0% 1.56 [0.81, 2.99] P
Total events 58 13
P . 2 . P2 TS I 1 1 1
Heterogeneity: Tau® = 0.14; Chi* = 6.33,df =5 (P=0.28); F = 21% bl o' 1o 100

Test for overall effect: Z = 1.32 (P = 0.19)
Test for subgroup differences: Chi* = 0.73, df = L (P = 0.39), P = 0%

1.2 Sehscharfe Gewinn 15 Buchstaben Alter

Risk Ratio
Weight M-H, Random, 95% CI

Ocriplasmin Placebo

Study or Subgroup  Events Total Events Total

Risk Ratio
M-H, Random, 95% Cl

Beobachtendes Abwarten Ocriplasmin besser

1.6.5 Alter < 65 Jahre

TC-MV-004 0 1 1 3 4.7% 0.67 [0.04, 10.05]
TG-MV-006 8 45 26 28.7% 1.16 [0.39, 3.47]
TG-MV-007 9 29 1 17 8.9% 5.28[0.73, 38.11]
Subtotal (95% CI) 75 46 42.3% 1.54 [0.55, 4.30]
Total events 17 6

Heterogeneity: Tau® = 0.12; Chi* = 2.27, df = 2 (P = 0.32); P = 12%
Test for overall effect: Z = 0.83 (P = 0.41)

1.6.6 Alter >= 65 Jahre

=

TG-MV-004 4 12 1 6  9.0% 2.00 [0.28, 14.20] —_—
TG-MV-006 19 166 4 79 31.8% 2.26 [0.80, 6.42] —

TG-MV-007 18 205 2 63 16.9% 2.77 [0.66, 11.60] —

Subtotal (95% CI) 383 148 57.7% 2.35 [1L.08, 5.11] B ol

Total events 41 7

Heterogeneity: Tau® = 0.00; Chi* = 0.08, df = 2 (P = 0.96); I’ = 0%

Test for overall effect: Z = 2.16 (P = 0.03)

Total (95% CI) 458 194 100.0% 1.94 [1.08, 3.50] -

Total events 58 13

Heterogeneity: Tau® = 0.00; Chi* = 2,85, df = 5 (P = 0.72): I = 0% IG o1 0=1 1=0 10[]=

Test for overall effect: Z = 2.21 (P = 0.03)
Test for subgroup differences: Chi® = 0.41, df = 1 (P = 0.52), I’ = 0%

Beobachtendes Abwarten Ocriplasmin besser



2.1 Sehscharfe Gewinn 10 Buchstaben Geschlecht

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M=-H, Random, 95% CI
2.5.5 Mannlich
TC-MV-004 1 5 1 B 2.4% 1.20[0.10, 14.69]
TC-MV-006 9 70 2 47 6.8% 3.02 [0.88, 13.37] e
TG-MV-007 5 79 1 25 3.4% 1.58 [0.19, 12.91) ——
Subtotal (95% CI) 154 78 12.5% 2.13 [0.71, 6.34] <ol
Total events 15 4
Heterogeneity: Tau® = 0.00; Chi* = 0.50, df = 2 (P = 0.78); F = 0%
Test for overall effect: Z = 1.36 (P = 0.18)
2.5.6 Weiblich
TC-MV-004 5 8 2 3 16.1% 0.94 [0.36, 2.46) .
TC-MV-006 42 141 9 58 35.2% 1.92 [1.00, 3.68] ——
TG-MV-007 47 155 9 55  36.1% 1.85 [0.97, 3.53] — i
Subtotal (95% CI) 304 116 87.5% 1.66 [1.10, 2.51] -
Total events 94 20
Heterogeneity: Tau® = 0.00; Chi* = 1.79,df = 2 (P = 0.41); F = 0%
Test for overall effect: Z = 2.40 (P = 0.02)
Total (95% CI) 458 194 100.0% 1.71 [L.16, 2.52] <>
Total events 109 24
Heterogeneity: Tau® = 0.00; Chi* = 2.48, df =5 (P = 0.78): I’ = 0% IG o1 0=1 1=0 10[]=

Test for overall effect: Z = 2.72 (P = 0.007)
Test for subgroup differences: Chi® = 0.18, df = 1 (P = 0.68), I = 0%

2.2 Sehscharfe Gewinn 10 Buchstaben Alter

Beobachtendes Abwarten Ocriplasmin besser

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.6.5 Alter < 65 Jahre
TG-MV-004 0 1 1 3 1.6% 0.67 [0.04, 10.05]
TG-MV-006 20 45 5 26 16.4% 2.31(0.99, 5.42] —
TC-MV-007 16 29 4 17 14.2% 2.34 [0.94, 5.87) T
Subtotal (95% CI) 75 46 32.2% 2.18 [1.19, 4.02] -
Total events 36 10
Heterogeneity: Tau® = 0.00; Chi* = 0.77, df = 2 (P = 0.68); IF = 0%
Test for overall effect: Z = 2.52 (P = 0.01)
2.6.6 Alter >= 65 Jahre
TG-MV-004 6 12 2 6 7.5% 1.50 [0.42, 5.32] e —
TG-MV-006 44 166 11 79  32.7% 1.90 [1.04, 3.48] — -
TC-MV-007 45 205 9 63 27.6% 1.54 [0.80, 2.97] T
Subtotal (95% CI) 383 148 67.8% 1.70 [1.12, 2.59] <O
Total events 95 22
Heterogeneity: Tau® = 0.00; Chi* = 0.26, df = 2 (P = 0.88); IF = 0%
Test for overall effect: Z = 2.48 (P = 0.01)
Total (95% CI) 458 194 100.0% 1.84 [1.30, 2.60] &
Total events 131 32

T r . 2 -2 1 1 1 1

Heterogeneity: Tau® = 0.00; Chi* = 1.48, df =5 (P = 0.92); F = 0% b1 01 o 100

Test for overall effect: Z = 3.47 (P = 0.0005)
Test for subgroup differences: Chi® = 0.44, df = 1 (P = 0.51), P = 0%

Beobachtendes Abwarten Ocriplasmin besser



3.1 Notwendigkeit Vitrektomie Geschlecht (6 Monate)

Ocriplasmin Placebo Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M=-H, Random, 95% CI

3.6.5 Mannlich

TC-MV-004 0 5 1 B 1.1% 0.39 [0.02, 7.88)
TC-MV-006 13 70 11 47  19.6% 0.79 [0.39, 1.62]
TG-MV-007 8 79 7 25 12.1% 0.36 [0.15, 0.90]
Subtotal (95% CI) 154 78 32.8% 0.58 [0.33, 1.01]
Total events 21 19

Heterogeneity: Tau® = 0.00; Chi* = 1.85,df = 2 (P = 0.40); F = 0%
Test for overall effect: Z = 1.93 (P = 0.05)

3.6.6 Weiblich

TC-MV-004 1 8 2 3 2.5% 0.19 [0.03, 1.39]
TC-MV-006 26 141 19 58 38.9% 0.56 [0.34, 0.93]
TG-MV-007 24 155 12 55  25.9% 0.71[0.38, 1.32]
Subtotal (95% CI) 304 116 67.2% 0.59 [0.40, 0.87]
Total events 51 33

Heterogeneity: Tau® = 0.00; Chi* = 1.64, df = 2 (P = 0.44); FF = 0%
Test for overall effect: Z = 2.68 (P = 0.007)

Total (95% CI) 458 194 100.0% 0.59 [0.43, 0.81]
Total events 72 52

Heterogeneity: Tau® = 0.00; Chi* = 3.49, df = 5 (P = 0.63); I’ = 0%

Test for overall effect: Z = 3.30 (P = 0.0010)

Test for subgroup differences: Chi® = 0.00, df = 1 (P = 0.96), I = 0%

3.2 Notwendigkeit Vitrektomie Alter (6 Monate)

Ocriplasmin Placebo Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI

L

0.01 01 10 100
Ocriplasmin besser Beobachtendes Abwarter

Risk Ratio
M-H, Random, 95% CI

3.5.5 Alter < 65 Jahre

TG-MV-004 0 1 1 3 1.4% 0.67 [0.04, 10.05]
TG-MV-006 10 45 12 26 21.2% 0.48 [0.24, 0.96]
TC-MV-007 7 29 4 17 B.7% 1.03 [0.35, 3.00]
Subtotal (95% CI) 75 46 31.2% 0.60 [0.34, 1.06]
Total events 17 17

Heterogeneity: Tau® = 0.00; Chi* = 1.37, df = 2 (P = 0.50); I = 0%
Test for overall effect: Z = 1.76 (P = 0.08)

3.5.6 Alter >= 65 Jahre

TG-MV-004 1 12 2 6 2.1% 0.25 [0.03, 2.24]
TG-MV-006 29 166 18 79  36.4% 0.77 [0.45, 1.29]
TC-MV-007 25 205 15 63 30.3% 0.51[0.29, 0.91)
Subtotal (95% CI) 383 148 68.8% 0.62 [0.42, 0.91]
Total events 55 35

Heterogeneity: Tau® = 0.00; Chi* = 1.72, df = 2 (P = 0.42); IF = 0%
Test for overall effect: Z = 2.45 (P = 0.01)

Total (95% CI) 458 194 100.0% 0.61 [0.45, 0.84]
Total events 72 52

Heterogeneity: Tau® = 0.00; Chi* = 3.09, df = 5 (P = 0.69); F = 0%

Test for overall effect: Z = 3.02 (P = 0.003)

Test for subgroup differences: Chi® = 0.01, df = 1 (P = 0.93), I = 0%

-
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4.1 Verschluss Makulaloch Geschlecht (nach 6 Monaten, ohne PpV)

Ocriplasmin Placebo

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

33.4.9 Mannlich

TG-Mh-004 a 0 il 1
TG-MY-006 B 10 2 9 254%
TG-Mv-007 4 11 2 5 253%
Subtotal (95% ClI) 21 15 50.7%
Taotal events 10 4

Heterageneity: Tau®=0.15; Chi®=1.32 df=1 (FP=029), F= 24%
Testfor overall effect Z=0.82 (P =0.41)

33.4.10 Weiblich

TG-MY-004 I 1 il 2
TG-MY-006 20 39 3 21 36.5%
TG-Mh-007 13 27 1 9 128%
Subtotal (95% ClI) 67 32 49.3%
Total events 33 4

Heterogeneity: Tau®= 0.00; Chi*=0.03, df=1 (P=0.86);, F= 0%
Testfor overall effect Z= 2.75 (P = 0.006)

Total (95% CI) 88 47 100.0%
Total events 43 a

Heterogeneity: Tau®=0.03; Chi*= 316, di= 3 (P=0.37), F= 5%
Testfor averall effect Z=2.52 (P =0.01)

Mot estimahble
270[0.72,1014]

0.91[0.24, 3.43]
1.57 [0.54, 4.60]

Mot estimahle
359 [1.21,10.69]

4.33 [0.66, 25.69]
3.76 [1.46, 9.68]

242 [1.22,4.80]

Testfor subaroup differences: Chif=1.43, df=1(P=023 F=302%

-

0.01

0.1

10

100

Beobachtendes Abwarten Ccriplasmin besser

4.2 Verschluss Makulaloch Alter (nach 6 Monaten, ohne PpV)

Ocriplasmin Placebo

Risk Ratio

Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

33.5.9 Alter < 65 Jahre

TG-MY-004 I 0 il 1
TG-MY-006 g 16 1 11 12.9%
TG-Mv-007 g g 3 4 427%
Subtotal (95% CI) 25 16 55.6%
Total events 18 4

Heterogeneity: Tau®=1.69; Chi®=4.23 di=1 (P=0.04), F= 7%
Testfor averall effect Z=0.89 (P = 0.38)

33.5.10 Alter == 65 Jahre

TG-hy-004 a0 1 0 2
TG-My-006 17 33 4 19 31.4%
TG-hy-007 12 29 1 10 13.0%
Subtotal (95% CI) 63 31 44.4%
Total events 29 3

Heterogeneity, Tau®= 0.00; ChiF=0.25, di=1 (P=062), F=0%
Testfor overall effect Z=2.33 (P =002

Total {95% CI) 88 47 100.0%
Total events 47 ]

Heterogeneity: Tauw®= 0.28, Chi*=5.66, df= 3 {F=013), F= 47%
Testfor overall effect; £2=2.08 (P = 0.04)

Testfor subaroup differences: Chif=0.01, df=1 (FP=0494), F= 0%

Mot estimahle
G19[0.91, 42132

1.36[0.79, 2.49]
2.50[0.33,18.92]

Mot estimahble
2.45[0.896, 6.21]
414 [0.61,27.92]
2.71[1.17, 6.25]

2.30 [1.05, 5.03]

e

0.01

04

10

Beobachtendes Abwarten Ocriplasmin besser

100



5.1 Lsung Traktion ohne PpV 28 Tage Geschlecht

Ocriplasmin

Placebo

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M=-H, Random, 95% CI
5.4.9 Mannlich
TC-MV-004 2 5 0 B 4.7% 5.83 [0.34, 99.23]
TC-MV-006 13 70 2 47  15.0% 4.36 [1.03, 18.46]
TG-MV-007 15 79 2 25  15.6% 2.37 [0.58, 9.67] —T
Subtotal (95% CI) 154 78 354% 3.42 [1.32, 8.82] e
Total events 30 4
Heterogeneity: Tau® = 0.00; Chi* = 0.51, df = 2 (P = 0.78); F = 0%
Test for overall effect: Z = 2.54 (P = 0.01)
5.4.10 Weiblich
TG-MV-004 4 8 0 3 5.2% 4.00[0.28, 57.98)
TG-MV-006 45 14l 12 58 43.4% 1.54 [0.88, 2.70] .
TG-MV-007 42 155 2 55 16.0% 7.45 [1.87, 29.76] e
Subtotal (95% CI) 304 116 64.6% 3.05 [0.85, 10.89] |eonii—
Total events 91 14
Heterogeneity: Tau® = 0.76; Chi® = 5.30, df = 2 (P = 0.07); I" = 62%
Test for overall effect: Z = 1.72 (P = 0.09)
Total (95% CI) 458 194 100.0% 2.78 [1.47, 5.25) =
Total events 121 18
P 2 . 2 T 1 Il Il 1
Heterogeneity: Tau® = 0.16; Chi* = 6.72, df = 5 (P = 0.24): I’ = 28% b1 o1 o oo

Test for overall effect: Z = 3.14 (P = 0.002)
Test for subgroup differences: Chi® = 0.02, df = 1 (P = 0.89), I = 0%

5.2 Lésung Traktion ohne PpV 28 Tage Alter

Ocriplasmin Placebo Risk Ratio

Study or Subgroup  Events Total Events Total Weight

M-H, Random, 95% CI

Beobachtendes Abwarten Ocriplasmin besser

Risk Ratio
M-H, Random, 95% CI

5.5.9 Alter < 65 Jahre

TG-MV-004 0 0 0 1 Not estimable

TG-MV-006 24 45 8 26 41.5% 1.73 [0.92, 3.28] +——
TC-MV-007 10 29 2 17 13.9% 2.93 [0.73, 11.83) -,
Subtotal (95% CI) 74 44 55.4% 1.90 [1.06, 3.39] -

Total events 34 10
Heterogeneity: Tau® = 0.00; Chi* = 0.47, df = 1 (P = 0.49); I = 0%
Test for overall effect: Z = 2.16 (P = 0.03)

5.5.10 Alter >= 65 Jahre

TG-MV-004 0 4 0 2 Not estimable
TG-MV-006 34 166 6 79  30.6% 2.70 [1.18, 6.16]
TC-MV-007 47 205 2 63 14.0% 7.22 [1.80, 28.90]
Subtotal (95% CI) 375 144 44.6% 3.79 [L.46, 9.82]
Total events 81 8

Heterogeneity: Tau® = 0.18; Chi* = 1.54,df = 1 (P = 0.21); ¥ = 35%
Test for overall effect: Z = 2.74 (P = 0.006)

Total (95% CI) 188 100.0%

Total events 115 18

Heterogeneity: Tau® = 0.10; Chi* = 4.17, df = 3 (P = 0.24); I = 28%
Test for overall effect: Z = 3.31 (P = 0.0009)

Test for subgroup differences: Chi® = 1.48, df = 1 (P = 0.22), I = 32.2%

449

2.61 [1L.48, 4.60]

>

0.01 0.1 10
Beobachtendes Abwarten Ocriplasmin besser

100



6.1 Losung Traktion ohne PpV 6 Monate G

Ocriplasmin Placebo

eschlecht

Risk Ratio
Random, 95% CI

Risk Ratio

M=-H, Random, 95% CI

Study or Subgroup Events Total Events Total Weight M-H,
6.4.9 Mannlich

TG-MV-004 2 5 2 6 6.4%
TG-MV-006 14 70 5 47 17.2%
TG-MV-007 18 79 325 12.1%
Subtotal (95% CI) 154 78 35.8%

Total events 34 10
Heterogeneity: Tau® = 0.00; Chi* = 0.27, df = 2 (P = 0.87); F = 0%
Test for overall effect: Z = 1.64 (P = 0.10)

6.4.10 Weiblich

TC-MV-004 4 8 0 3 2.2% 4
TC-MV-006 45 141 9 58 37.3%
TG-MV-007 45 155 6 55 24.8%
Subtotal (95% CI) 304 116 64.2%

Total events 94 15

Heterogeneity: Tau® = 0.00; Chi* = 0.41, df = 2 (P = 0.81); F = 0%
Test for overall effect: Z = 3.35 (P = 0.0008)

Total (95% CI) 458

Total events 128 25
Heterogeneity: Tau® = 0.00; Chi* = 1.16, df = 5 (P = 0.95): I’ = 0%
Test for overall effect: Z = 3.67 (P = 0.0002)

Test for subgroup differences: Chi® = 0.47, df = 1 (P = 0.49), I = 0%

194 100.0%

1.20 [0.25, 5.71]
1.88 [0.73, 4.87]
1.90 [D.61, 5.92]
1.74 [0.90, 3.37]

.00 [0.28, 57.98]
2.06 [1.08, 3.93]
2.66 [1.20, 5.89]
2.32 [1.42, 3.80]

2.10 [L.41, 3.11]

<>

0.01

01

10

100

Beobachtendes Abwarten Ocriplasmin besser

6.2 Losung Traktion ohne PpV 6 Monate Alter

Ocriplasmin Placebo

Study or Subgroup  Events Total Events Total

Risk Ratio

Weight M-H, Random, 95% CI

Risk Ratio

M-H, Random, 95% CI

6.5.9 Alter < 65 Jahre

TG-MV-004 1 1 0 3 2.0% 6
TG-MV-006 21 45 8 26 33.7%
TC-MV-007 11 29 3 17 11.4%
Subtotal (95% CI) 75 46 47.1%

Total events 33 11

Heterogeneity: Tau® = 0.00; Chi* = 1.11, df = 2 (P = 0.57); I = 0%
Test for overall effect: Z = 1.97 (P = 0.05)

6.5.10 Alter >= 65 Jahre

TG-MV-004 5 12 2 6 8.4%
TC-MV-006 38 166 7] 79 21.7%
TG-MV-007 52 205 b 63 22.9%
Subtotal (95% CI) 383 148 52.9%
Total events 95 14

Heterogeneity: Tau® = 0.00; Chi* = 1.33, df = 2 (P = 0.51); I = 0%
Test for overall effect: Z = 3.41 (P = 0.0007)

Total (95% CI) 458

Total events 128 25
Heterogeneity: Tau® = 0.00; Chi* = 3.37, df = 5 (P = 0.64); F = 0%
Test for overall effect: Z = 3.83 (P = 0.0001)

Test for subgroup differences: Chi® = 0.82, df = 1L (P = 0.37), P = 0%

194 100.0%

.00 [0.40, 90.49]
1.52 [0.79, 2.92]
2.15 [0.70, 6.64]
1.75 [1.00, 3.04]

1.25 [0.34, 4.65]
3.01 [1.33, 6.83)
2.66 [1.20, 5.91]
2.49 [L.47, 4.19]

2.11 [1.44, 3.08]

. 4
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Beobachtendes Abwarten Ocriplasmin besser



7.1 NEI VFQ Composite Score Geschlecht

Ocriplasmin Placebo

Mean Difference Mean Difference

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

7.5.4 Mannlich

TG-MV-004 4.6 8.2 5 -1.1 7.4 [ 3.9% 5.70[-3.61, 15.01] +
TG-MV-006 3.7 11.48 63 1.7 8.67 45 23.3% 2.00 [-1.80, 5.80] —_—
TG-MV-007 4.2 11.29 74 0 9.03 24 17.1% 4.20 [-0.23, B.63) L I —
Subtotal (95% CI) 142 75  44.3% 3.17 [0.42, 5.93] .
Heterogeneity: Tau® = 0.00; Chi* = 0.85, df = 2 (P = 0.65); ¥ = 0%

Test for overall effect: Z = 2.26 (P = 0.02)

7.5.5 Weiblich

TG-MV-004 6.6 8.3 &8 8.7 5.1 3 5.1% -2.10 [-10.25, 6.05] +

TG-MV-006 3.7 11.87 130 1 10.99 52 25.7% 2.70 [-0.92, 6.32] R e —
TG-MV-007 2.9 1242 148 -0.2 11.04 49  24.8% 3.10 [-0.58, 6.78] B e —
Subtotal (95% CI) 286 104 55.7% 2.44 [-0.02, 4.90] -’-—
Heterogeneity: Tau® = 0.00; Chi* = 1.34, df = 2 (P = 0.51); I’ = 0%

Test for overall effect: Z = 1.94 (P = 0.05)

Total (95% CI) 428 179 100.0% 2.77 [0.93, 4.60] -
Heterogeneity: Tau® = 0.00; Chi* = 2.34, df = 5 (P = 0.80); I = 0% Ho % b t o

Test for overall effect: Z = 2.95 (P = 0.003)
Test for subgroup differences: Chi* = 0.15, df = 1 (P = 0.70), I’ = 0%

7.2 NEI VFQ Composite Score Alter

Beobachtendes Abwarten Ocriplasmin besser

Ocriplasmin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
7.6.4 Alter < 65 Jahre
TG-MV-004 5.1 ] 1 4.8 6.1 3 Not estimable
TG-MV-006 4.6 14.86 40 0.8 10.08 20 8.5% 3.80([-2.58, 10.18] +
TG-MV-007 4.4 10.58 28 -1.7 T7.06 15 12.2% 6.10([0.80, 11.40] —_——+
Subtotal (95% CI) 69 38 20.7%  5.16 [L.08, 9.24] ——e i —
Heterogeneity: Tau® = 0.00; Chi* = 0.30, df = 1 (P = 0.59); ' = 0%
Test for overall effect: Z = 2.48 (P = 0.01)
7.6.5 Alter >= 65 Jahre
TG-MV-004 5.9 8.3 12 0.8 9.1 6 4.6% 5.10([-3.56, 13.76] +
TG-MV-006 3.5 10.79 153 1.4 9.97 77 43.7% 2.10[-0.71, 4.91] -
TG-MV-007 3.2 12.26 194 0.3 11.07 58 31.0% 2.90[-0.43, 6.23] T &
Subtotal (95% CI) 359 141 79.3% 2.59 [0.50, 4.67] il
Heterogeneity: Tau® = 0.00; Chi* = 0.47,df = 2 (P = 0.79); ' = 0%
Test for overall effect: Z = 2.43 (P = 0.01)
Total (95% CI) 428 179 100.0% 3.12 [1.26, 4.97] ..‘-.
Heterogeneity: Tau® = 0.00; Chi* = 1.98, df = 4 (P = 0.74); I’ = 0% o % b t o

Test for overall effect: Z = 3.29 (P = 0.0010)
Test for subgroup differences: Chi* = 1.21, df = 1 (P = 0.27), I = 17.6%

Beobachtendes Abwarten Ocriplasmin besser



8.1 NEI VFQ Allgemeine Gesundheit Geschlecht

Ocirplasmin Placebo Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
8.2.4 Mannlich
TG-MV-004 0 30.6 5 -B3 204 G 2.3% 8.30 [-23.10, 39.70] + +
TC-MV-0086 3.6 20.01 63 -0.6 18.8B4 45  22.0% 4.20([-3.20, 11.60] & +
TC-MV-007 3 17.53 74 -2.1 20.74 24 17.2% 5.10 [-4.11, 14.31) +
Subtotal (95% CI) 142 75 41.4% 4.68 [-1.00, 10.35] e —
Heterogeneity: Tau® = 0.00; Chi* = 0.08, df = 2 (P = 0.96); I = 0%
Test for overall effect: Z = 1.62 (P = 0.11)
8.2.5 Weiblich
TC-MV-004 -10.7 13.4 7 25 25 3 2.5% -35.70 [-65.68, -5.72] +—
TG-MV-006 -0.2 19.06 130 0.5 18.18 52 27.0% -0.70 [-6.83, 5.23) =
TG-MV-007 2 17.38 148 -2.6 1B8.33 49  29.1% 4.60 [-0.76, 9.96] &
Subtotal (95% CI) 104 586%  -1.31[-10.99, 8.38] ———
Heterogeneity: Tau® = 45.25; Chi* = 7.73,df = 2 (P = 0.02); ' = 74%
Test for overall effect: Z = 0.26 (P = 0.79)
Total (95% CI) 427 179 100.0% 2.26 [-2.58, 7.10] —’-

[ 2 . 2 T I 1 1 I
Heterogeneity: Tau® = 13.46; Chi® = B.58, df = 5 (P = 0.13); I’ = 42% T 5 5 t 0

Test for overall effect: Z = 0.91 (P = 0.36)
Test for subgroup differences: Chi* = 1.09, df = 1 (P = 0.30), I = 8.3%

8.2 NEI VFQ Allgemeine Gesundheit Alter

Beobachtendes Abwarten Ocriplasmin besser

Ocirplasmin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
8.3.4 Alter < 65 Jahre
TG-MV-004 25 0 1 -16.7 28.9 3 Not estimable
TG-MV-006 -3.1 18.94 40 -6.3 17.91 20 15.7% 3.20 [-6.60, 13.00] >
TG-MV-007 0.9 14.41 28 -1.7 14.84 15 17.1% 2.60 [-6.61, 11.81] >
Subtotal (95% CI) 69 38 32.8% 2.88 [-3.83, 9.59] | — R —

Heterogeneity: Tau® = 0.00; Chi* = 0.01, df = 1 (P = 0.93); I = 0%
Test for overall effect: Z = 0.84 (P = 0.40)

8.3.5 Alter >= 65 Jahre

TG-MV-004 -9.1 20.2 11 125 209 6 4.7%
TG-MV-006 2.1 19.44 153 1.6 18.29 77 31.9%
TG-MV-007 26 17.81 194 -2.6 18.55 58 30.6%
Subtotal (95% CI) 358 141 67.2%

Heterogeneity: Tau® = 31.20; Chi* = 6.75,df = 2 (P = 0.03); I’ = 70%
Test for overall effect: Z = 0.02 (P = 0.98)

Total (95% CI) 427 179 100.0%
Heterogeneity: Tau® = 10.88; Chi* = 6.81, df = 4 (P = 0.15); I’ = 41%
Test for overall effect: Z = 0.71 (P = 0.48)

Test for subgroup differences: Chi* = 0.31, df = 1 (P = 0.58), I = 0%

-21.60 [-42.15, -1.05] +———

0.50 [-4.62, 5.62] e
5.20[-0.19, 10.59] —
-0.10 [-8.15, 7.96]  —eeee R ——

1.69 [-2.97, 6.35]

——

| ; ,
t10 -5 0 5 10
Beobachtendes Abwarten Ocriplasmin besser




9.1 NEI VFQ Allgemeines Sehvermogen Gesc

hlecht

Ocriplasmin Placebo Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
9.2.4 Mannlich
TG-MV-004 8 17.9 5 -13.3 16.3 B 2.0% 21.30([0.90, 41.70]
TG-MV-006 7.3 15.37 63 1.3 15.61 45 21.7% 6.00[0.07, 11.93] =
TG-MV-007 5.4 15.28 74 -0.8 12.48 24 20.7% 6.20[0.11, 12.29] =
Subtotal (95% CI) 142 75 44.4% 6.75[2.51, 10.99] ‘
Heterogeneity: Tau® = 0.39; Chi* = 2.05, df = 2 (P = 0.36); I = 2%
Test for overall effect: Z = 3.12 (P = 0.002)
9.2.5 Weiblich
TG-MV-004 2.9 138 7 0 ] 3 Mot estimable
TG-MV-006 6.9 16.28 130 2.7 19.01 52 22.1% 4.20(-1.68, 10.08) T
TG-MV-007 5.3 16.56 148 3.3 13.95 49 33.5% 2.00([-2.68, 6.68)
Subtotal (95% CI) 285 104 55.6% 2.85[-0.81, 6.52] t
Heterogeneity: Tau® = 0.00; Chi* = 0.33,df = 1 (P = 0.57); F = 0%
Test for overall effect: Z = 1.53 (P = 0.13)
Total (95% CI) 427 179 100.0% 4.60 [1.74, 7.47] L 3

P 2 . L2 .2 1 1 1 1
Heterogeneity: Tau® = 0.67; Chi* = 4.25,df =4 (P = 0.37); I’ = b% i 33 b 25 H

Test for overall effect: Z = 3.15 (P = 0.002)
Test for subgroup differences: Chi* = 1.86, df = 1 (P = 0.17), I’ = 46.2%

9.2 NEI VFQ Allgemeines Sehvermogen Alter

Ocriplasmin
Mean SD Total Mean

Placebo

Study or Subgroup SD Total Weight

Mean Difference
IV, Random, 95% CI

Beobachtendes Abwarten Ocriplasmin besser

Mean Difference
IV, Random, 95% ClI

9.3.4 Alter < 65 Jahre

TG-MV-004 i} 0 1 -6.7 115 3

TG-MV-006 7 19.51 40 7 149 20 9.5%
TC-MV-007 9.3 17.62 28 4 13.52 15 8.4% 5
Subtotal (95% CI) 69 38 17.9%
Heterogeneity: Tau® = 0.00; Chi* = 0.64, df = 1 (P = 0.42); I’ = 0%

Test for overall effect: Z = 0.75 (P = 0.45)

9.3.5 Alter > = 65 Jahre

TG-MV-004 5.5 15.7 11 -10 16.7 6 2.8% 15
TG-MV-006 7.1 14.95 153 0.8 17.9 7 34.8%
TG-MV-007 4.7 15.84 194 1.4 13.44 58  44.4%
Subtotal (95% CI) 358 141 82.1%
Heterogeneity: Tau® = 2.52; Chi* = 2.56,df = 2 (P = 0.28); I = 22%

Test for overall effect: Z = 2.77 (P = 0.006)

Total (95% Cl) 427 179 100.0%

Heterogeneity: Tau® = 0.00; Chi* = 3.67, df = 4 (P = 0.45); I’ = 0%
Test for overall effect: Z = 3.25 (P = 0.001)
Test for subgroup differences: Chi* = 0.51, df = 1 (P = 0.47), I = 0%

Not estimable

0.00 [-8.90, 8.90]

.30 [-4.16, 14.76]
2.49 [-3.99, 8.97]

*

.50 [-0.77, 31.77]
6.30 [1.65, 10.95]
3.30 [-0.81, 7.41]

5.22 [1.52, 8.92]

4.55 [1.80, 7.29]

I }
-10 -5
Beobachtendes Abwarten Ocriplasmin besser



10.1 NEI VFQ Nahaktivitaten Geschlecht

Ocriplasmin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Randam, 95% CI IV, Random, 95% CI
10.2.4 Mannlich
TG-MV-004 83 17.7 5 5.6 24.5 B 2.3% 2.70[-22.30,27.70] + +
TG-MV-006 4.2 19.04 63 3 17.87 45 21.5% 1.20 [-5.83, 8.23]
TG-MV-007 7.9 2011 74 0.7 14.93 24 19.4%  7.20[-0.33, 14.73] +
Subtotal (95% CI) 142 75 43.2% 3.94 [-1.09, 8.97] — e ——

Heterogeneity: Tau® = 0.00; Chi* = 1.31, df = 2 (P = 0.52); I = 0%
Test for overall effect: Z = 1.54 (P = 0.12)

10.2.5 Weiblich

TG-MV-004 1 104 8 25 22 3 2.1%
TG-MV-006 5.6 21.45 130 6 16.8 52 27.6%
TG-MV-007 4.3 19.33 148 2.2 18.06 49 27.2%
Subtotal (95% CI) 286 104 56.8%

Heterogeneity: Tau® = 15.04; Chi* = 3.78,df = 2 (P = 0.15); I = 47%
Test for overall effect: Z= 0.19 (P = 0.85)

-24.00 [-49.92, 1.92] +

-0.40 [-6.27, 5.47] s
2.10 [-3.84, 8.04] -
-0.64 [-7.24, 5.96] e e e——

Total (95% CI) 428 179 100.0% 1.67 [-2.15, 5.49] —’-
Heterogeneity: Tau® = 4.78; Chi* = 6.36,df =5 (P = 0.27); F = 21% =—10 —lS g 1[]:
Test for overall effe:;t'. Z=0.86 (P, =0.39) Beobachtendes Abwarten Ocriplasmin besser
Test for subgroup differences: Chi* = 1.17, df = 1 (P = 0.28), I = 14.5%

10.2 NEI VFQ Nahaktivitaten Alter

Ocriplasmin Placebo Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
10.3.4 Alter < 65 Jahre
TG-MV-004 8.3 o 1 222 12.7 3 Not estimable
TG-MV-006 7.3 24.98 40 6.3 12.85 20 11.3% 1.00 [-8.52, 10.52] +
TG-MV-007 8.3 20.66 28 6.7 19.47 15 6.6% 1.60[-10.88, 14.08] + +
Subtotal (95% CI) 69 38 17.9% 1.22 [-6.35, B.79) — e ——
Heterogeneity: Tau® = 0.00; Chi* = 0.01, df = 1 (P = 0.94); I = 0%
Test for overall effect: Z = 0.32 (P = 0.75)
10.3.5 Alter >= 65 Jahre
TG-MV-004 3.5 14 12 6.9 28.1 [ 1.8% -3.40([-27.24, 20.44] + +
TG-MV-006 4.6 19.42 153 4.2 18.34 77 39.2% 0.40 [-4.72, 5.52] R |
TG-MV-007 5.1 19.49 194 0.4 16.25 58 41.1% 4.70 [-0.30, 9.70] T—
Subtotal (95% CI) 359 141 82.1% 2.47 [-1.07, 6.01] —e——
Heterogeneity: Tau® = 0.00; Chi* = 1.62, df = 2 (P = 0.44); I = 0%
Test for overall effect: Z = 1.37 (P = 0.17)
Total (95% CI) 428 179 100.0% 2.25 [-0.96, 5.45] —all——
Heterogeneity: Tau® = 0.00; Chi* = 1.72, df = 4 (P = 0.79); I = 0% :—10 —:S 5 é 10:

Test for overall effect: Z = 1.37 (P = 0.17)
Test for subgroup differences: Chi* = 0.09, df = 1 (P = 0.77), F = 0%

Beobachtendes Abwarten Ocriplasmin besser
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11.1 NEI VFQ Augenschmerzen Geschlecht

Ocriplasmin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
11.2.4 Mannlich
TG-MV-004 0 0 5 8.3 204 G Not estimable
TG-MV-006 -0.6 17.74 63 -1.1 17.23 45 19.7% 0.50 [-6.17, 7.17]
TG-MV-007 3.5 17.98 74 0.5 14.96 24 16.7% 3.00 [-4.25, 10.25) s
Subtotal (95% CI) 142 75  36.4% 1.65 [-3.26, 6.56] ——e

Heterogeneity: Tau® = 0.00; Chi* = 0.25, df = 1 (P = 0.62); I’ = 0%
Test for overall effect: Z = 0.66 (P = 0.51)

11.2.5 Weiblich

TG-MV-004 4.7 9.3 8 16.7 28.9 3 0.8%
TG-MV-006 2.1 16.11 130 1.7 15.06 52 35.9%
TG-MV-007 1.9 15.92 147 3.6 18.22 49  26.9%
Subtotal (95% CI) 285 104 63.6%
Heterogeneity: Tau® = 0.00; Chi* = 0.75, df = 2 (P = 0.69); I = 0%

Test for overall effect: Z = 0.34 (P = 0.73)

Total (95% CI) 427 179 100.0%

Heterogeneity: Tau® = 0.00; Chi* = 1.53, df = 4 (P = 0.82); I’ = 0%
Test for overall effect: Z = 0.13 (P = 0.90)
Test for subgroup differences: Chi* = 0.53, df = 1 (P = 0.47), I’ = 0%

11.2 NEI VFQ Augenschmerzen Alter

*

-12.00 [-45.33, 21.33] +
0.40 [-4.54, 5.34]
-1.70 [-7.41, 4.01]
-0.64 [-4.36, 3.07]

—sE—

0.19 [-2.77, 3.15)

-10 3 0

Beobachtendes Abwarten Ocriplasmin besser
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Ocriplasmin Placebo Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
11.3.4 Alter < 65 Jahre
TG-MV-004 0 o 1 16.7 28.9 3 Not estimable
TG-MV-006 -0.9 14.26 40 0.6 19.23 20 9.4% -1.50[-11.02, 8.02] +
TG-MV-007 3.1 17.55 28 0 21.13 15 5.4% 3.10 [-9.41, 15.61] +
Subtotal (95% CI) 69 38 14.9% 0.19 [-7.39, 7.76] | R R T rr—
Heterogeneity: Tau® = 0.00; Chi* = 0.33, df = 1 (P = 0.57); I = 0%
Test for overall effect: Z = 0.05 (P = 0.96)
11.3.5 Alter >= 65 Jahre
TG-MV-004 3.1 7.8 12 8.3 204 B 3.0% -5.20[-22.11,11.71] + +
TG-MV-006 1.8 17.23 153 0.3 15.31 77 44.8% 1.50 [-2.88, 5.88) —
TG-MV-007 2.3 16.52 193 3.2 16.15 58 37.6% -0.90 [-5.67, 3.87] —_—
Subtotal (95% CI) 358 141 85.1% 0.21 [-2.96, 3.37] -*-'
Heterogeneity: Tau® = 0.00; Chi* = 0.94, df = 2 (P = 0.63); I = 0%
Test for overall effect: Z = 0.13 (P = 0.90)
Total (95% CI) 427 179 100.0% 0.20 [-2.72, 3.12]

¥ - 2 . 2 T 1 1 1 ]
Heterogeneity: Tau® = 0.00; Chi* = 1.26, df = 4 (P = 0.87); I = 0% T = 5 T 0

Test for overall effect: Z = 0.14 (P = 0.89)
Test for subgroup differences: Chi* = 0.00, df = 1 (P = 1.00), F = 0%

Beobachtendes Abwarten Ocriplasmin besser
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12.1 NEI VFQ Fernaktivitaten Geschlecht

Ocirplasmin Placebo

Mean Difference Mean Difference

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

12.2.4 Mannlich

TG-MV-004 5.8 9.1 5 -4.2 14.7 B 3.8% 10.00 [-4.21, 24.21) »
TG-MV-006 3.6 14.96 63 1.9 14.03 45 24.9% 1.70 [-3.82, 7.22] =

TG-MV-007 3.8 16.62 74 0 13.4 24 17.6% 3.80([-2.76, 10.36] +
Subtotal (95% CI) 142 75 46.3% 3.17 [-0.88, 7.22] —--*—-
Heterogeneity: Tau® = 0.00; Chi* = 1.20, df = 2 (P = 0.55); I’ = 0%

Test for overall effect: Z = 1.54 (P = 0.12)

12.2.5 Weiblich

TG-MV-004 5.7 15.7 & 5.6 9.6 3 3.2% 0.10 [-15.27, 15.47] ¢+ >
TG-MV-006 4.4 19.52 130 2.6 14.34 52 2B.7% 1.80 [-3.34, 6.94] &

TG-MV-007 4.4 19.63 148 -0.9 17.76 49 21.8% 5.30([-0.59,11.19] >
Subtotal (95% CI) 286 104 53.7% 3.12 [-0.64, 6.88] --*-—
Heterogeneity: Tau® = 0.00; Chi* = 0.93, df = 2 (P = 0.63); I’ = 0%

Test for overall effect: Z = 1.63 (P = 0.10)

Total (95% CI 428 179 100.0% 3.15 [0.39, 5.90] B
Heterogeneity: Tau® = 0.00; Chi* = 2.12, df = 5 (P = 0.83); I = D% Ho % o 3 o

Test for overall effect: Z = 2.24 (P = 0.03)
Test for subgroup differences: Chi* = 0.00, df = 1 (P = 0.99), = 0%

12.2 NEI VFQ Fernaktivitaten Alter

Beobachtendes Abwarten Ocriplasmin besser

QOcirplasmin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
12.3.4 Alter < 65 Jahre
TG-MV-004 16.7 0 1 -2.8 21 3 Not estimable
TG-MV-006 5.7 22.24 40 0.4 13.38 20  9.6% 5.30[-3.75, 14.35] >
TG-MV-007 45 17.6 28 -2.2 12.39 15  9.7% 6.70[-2.34, 15.74] *
Subtotal (95% CI) 69 38  19.3% 6.00 [-0.40, 12.40] | —
Heterogeneity: Tau® = 0.00; Chi* = 0.05, df = 1 (P = 0.83); P = 0%
Test for overall effect: Z = 1.84 (P = 0.07)
12.3.5 Alter >= 65 Jahre
TG-MV-004 4.9 133 12 o 10.5 6 6.2% 4.90[-6.38, 16.18] +
TG-MYV-006 3.8 16.94 153 2.8 14.36 77 45.1% 1.00[-3.18,5.18] —r
TG-MV-007 4.2 18B.84 194 -0.2 17.32 58 29.4% 4.40[-0.79, 9.59] &
Subtotal (95% CI) 359 141 80.7% 2.54 [-0.59, 5.66] R e
Heterogeneity: Tau® = 0.00; Chi* = 1.18, df = 2 (P = 0.55); ' = 0%
Test for overall effect: Z = 1.59 (P = 0.11)
Total (95% CI) 428 179 100.0% 3.21 [0.40, 6.02] el

Heterogeneity: Tau® = 0.00; Chi* = 2.14, df = 4 (P = 0.71); ' = 0%
Test for overall effect: Z = 2.24 (P = 0.03)
Test for subgroup differences: Chi* = 0.91, df = 1 (P = 0.34), I' = 0%

I }
=10 -5
Beobachtendes Abwarten Ocriplasmin besser
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13.1 NEI VFQ Soziales Funktionieren Geschlecht

Ocriplasmin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
13.2.4 Mannlich
TG-MV-004 -7.5 24.4 5 4.2 6.5 G 1.1% -11.70[-33.71, 10.31] +¢ +
TG-MV-006 2.2 12.61 63 0.3 10.49 45  27.5% 1.90 [-2.47, 6.27] E—
TG-MV-007 1.5 15.34 74 -1.6 13.45 24 12.7% 3.10 [-3.32, 9.52)
Subtotal (95% CI) 142 75 41.3% 1.91 [-1.65, 5.48] -*-—
Heterogeneity: Tau® = 0.00; Chi* = 1.60, df = 2 (P = 0.45); I’ = 0%
Test for overall effect: Z = 1.05 (P = 0.29)
13.2.5 Weiblich
TG-MV-004 4.7 133 8 0 ] 3 Not estimable
TG-MV-006 0.9 14.28 130 -0.7 14.45 51 24.1% 1.60 [-3.06, 6.26] —_—
TG-MV-007 1 17.16 147 -1.5 9.76 49  34.6% 2.50 [-1.39, 6.39] B e —
Subtotal (95% CI) 285 103 58.7% 2.13 [-0.86, 5.12) —rongiiin——
Heterogeneity: Tau® = 0.00; Chi* = 0.08, df = 1 (P = 0.77); I’ = 0%
Test for overall effect: Z = 1.40 (P = 0.16)
Total (95% CI) 427 178 100.0% 2.04 [-0.25, 4.33] -
Heterogeneity: Tau® = 0.00; Chi* = 1.69, df = 4 (P = 0.79); I’ = 0% =—10 —lS 5 g 10=

Test for overall effect: Z = 1.75 (P = 0.08)
Test for subgroup differences: Chi* = 0.01, df = 1 (P = 0.93), I’ = 0%

13.2 NEI VFQ Soziales Funktionieren Alter

Beobachtendes Abwarten Ocriplasmin besser

Ocriplasmin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
13.3.4 Alter < 65 Jahre
TG-MV-004 0 0 1 4.2 7.2 3 Not estimable
TG-MV-006 2.2 19.59 40 -2.5 9.6 20 9.4% 4.70 [-2.69, 12.09] +
TG-MV-007 0.4 13.81 28 -0D.8 9.99 15 9.9% 1.20 [-5.99, 8.39]
Subtotal (95% CI) 69 38 19.3%  2.90 [-2.25, 8.06] =R R—
Heterogeneity: Tau® = 0.00; Chi* = 0.44, df = 1 (P = 0.51); I’ = 0%
Test for overall effect: Z = 1.10 (P = 0.27)
13.3.5 Alter >= 65 Jahre
TG-MV-004 o 18.2 12 2.1 5.1 [ 3.8% -2.10[-13.70, 9.50] +
TC-MV-006 1.1 11.82 153 0.3 13.38 76  40.8% 0.80 [-2.74, 4.34] —
TG-MV-007 1.3 16.92 193 -1.7 11.34 58 36.1% 3.00 [-0.77, 6.77] I B
Subtotal (95% CI) 358 140 80.7% 1.65 [-0.87, 4.17] ~i
Heterogeneity: Tau® = 0.00; Chi* = 1.11, df = 2 (P = 0.57); FF = 0%
Test for overall effect: Z = 1.28 (P = 0.20)
Total (95% CI) 427 178 100.0% 1.89 [-0.38, 4.15] -.-—
Heterogeneity: Tau® = 0.00; Chi* = 1.74, df = 4 (P = 0.78); I’ = 0% :—10 —:S b g 10:

Test for overall effect: Z = 1.64 (P = 0.10)
Test for subgroup differences: Chi* = 0.18, df = 1 (P = 0.67), I = 0%

Beobachtendes Abwarten Ocriplasmin besser
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14.1 NEI VFQ Abhangigkeit von anderen Geschlecht

Ocriplasmin Placebo Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
14.2.4 Mannlich
TG-MV-004 5 7.5 5 1.4 11.1 B 7.0% 3.60[-7.45, 14.65] >
TG-MV-006 2.6 21.21 62 0.2 B8.61 45 25.0% 2.40[-3.45, 8.25] =
TG-MV-007 5.6 1B.BB 74 0.6 8.7 24 28.0% 5.00[-0.53, 10.53) = +
Subtotal (95% CI) 141 75 60.0% 3.75[-0.02, 7.53] —ee
Heterogeneity: Tau® = 0.00; Chi* = 0.40, df = 2 (P = 0.82); ' = 0%
Test for overall effect: Z = 1.95 (P = 0.05)
14.2.5 Weiblich
TG-MV-004 -1 2.9 & o o 3 Not estimable
TG-MYV-006 0.9 17.15 130 -4.5 21.84 52 19.5% 5.40([-1.23, 12.03] +
TG-MV-007 5 20.46 148 2.3 19.79 49 20.6% 2.70[-3.75, 9.15]
Subtotal (95% CI) 286 104 40.0% 4.01[-0.61, 8.63] e ——
Heterogeneity: Tau® = 0.00; Chi* = 0.33,df= L (P = 0.57); F = 0%
Test for overall effect: Z = 1.70 (P = 0.09)
Total (95% CI) 427 179 100.0% 3.86 [0.93, 6.78] -*-—

P 2 . .2 .2 L 1 1 ]
Heterogeneity: Tau® = 0.00; Chi* = 0.74, df = 4 (P = 0.95); I = 0% o " ) : o

Test for overall effect: Z = 2.59 (P = 0.010)
Test for subgroup differences: Chi* = 0.01, df = 1 (P = 0.93), I' = 0%

Beobachtendes Abwarten Ocriplasmin besser

14.2 NEI VFQ Abhangigkeit von anderen Alter

Ocriplasmin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
14.3.4 Alter < 65 Jahre
TG-MV-004 ] o 1 8.3 8.3 3 Not estimable
TG-MV-006 9.4 22.33 40 6.3 22.85 20 6.6% 3.10[-9.07, 15.27) s
TG-MV-007 7.6 13.75 28 -3.6 8.64 15 19.2% 11.20[4.49, 17.91] —_—*
Subtotal (95% CI) 69 38 25.8% 8.81[1.56, 16.05]  — e
Heterogeneity: Tau® = 7.65; Chi* = 1.30, df = 1 (P = 0.25); F = 23%
Test for overall effect: Z = 2.38 (P = 0.02)
14.3.5 Alter >= 65 Jahre
TG-MV-004 1.4 6 12 -2.8 6.8 6 20.7% 4.20[-2.21, 10.61] +
TG-MV-006 5.7 19.94 153 1.8 19.63 77 27.2%  3.90 [-1.50, 9.30] =
TG-MV-007 4.9 20.64 194 3.1 18.26 58 26.3% 1.80([-3.72,7.32] =
Subtotal (95% CI) 359 141 74.2%  3.23 [-0.08, 6.54] e ——
Heterogeneity: Tau® = 0.00; Chi* = 0.40, df = 2 (P = 0.82); IF = 0%
Test for overall effect: Z = 1.91 (P = 0.06)
Total (95% CI) 428 179 100.0% 4.76 [1.54, 7.98] -*-—
Heterogeneity: Tau® = 2.36; Chi* = 4.83, df = 4 (P = 0.30); F = 17% =—10 —IS g 10=

Test for overall effect: Z = 2.89 (P = 0.004)
Test for subgroup differences: Chi* = 1.89, df = 1 (P = 0.17), I’ = 47.0%

0
Beobachtendes Abwarten Ocriplasmin besser
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15.1 NEI VFQ Rollenschwierigkeiten Geschlecht

Ocriplasmin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
15.2.4 Mannlich
TG-MV-004 7.5 112 5 -10.4 184 6  9.0% 17.90 [0.20, 35.60] B
TG-MV-006 7.9 2133 63 5.6 2451 45 21.1% 2.30[-6.59, 11.19] >
TG-MV-007 2.9 2253 74 9.9 21.8 24 1B6% -7.00[-17.12, 3.12] ¢
Subtotal (95% CI) 142 75  48.7% 2.51 [-9.09, 14.11] R ——
Heterogeneity: Tau® = 67.95; Chi* = 5.98, df = 2 (P = 0.05); I = 67%
Test for overall effect: Z = 0.42 (P = 0.67)
15.2.5 Weiblich
TC-MV-004 7.8 18.8 & 208 315 3 2.4% -13.00 [-50.95, 24.95] + +
TG-MV-00& 8.7 25.09 130 0 19.96 52 25.6% 8.70 [1.77, 15.63] —_—— =
TG-MV-007 2.2 2442 147 -1.5 24.42 49  23.3% 3.70 [-4.20, 11.60] & +
Subtotal (95% CI) 285 104 51.3% 6.16 [1.00, 11.32] ——m N —
Heterogeneity: Tau® = 0.00; Chi* = 1.87, df = 2 (P = 0.39); P = 0%
Test for overall effect: Z = 2.34 (P = 0.02)
Total (95% CI) 427 179 100.0% 3.58 [-2.49, 9.64] e ———
Heterogeneity: Tau® = 24.89; Chi* = 9.59, df = 5 (P = 0.09); I* = 48% =—10 —=S 3 g 10=

Test for overall effect: Z = 1.16 (P = 0.25)
Test for subgroup differences: Chi* = 0.32, df = 1 (P = 0.57), I = 0%

15.2 NEI VFQ Rollenschwierigkeiten Alter

Placebo
SD Total Weight

Ocriplasmin
Study or Subgroup  Mean SD Total Mean

Beobachtendes Abwarten Ocriplasmin besser

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

15.3.4 Alter < 65 Jahre

TG-MV-004 o 0 1 -4.2 7.2 3
TG-MVY-006 6.6 25.47 40 1.3 22.18 20 16.9%
TG-MV-007 11.2 19.35 28 =5 19.93 15 17.1%
Subtotal (95% CI) 69 38  34.0%
Heterogeneity: Tau® = 19.07; Chi* = 1.47, df = 1 (P = 0.22); I = 32%
Test for overall effect: Z = 1.98 (P = 0.05)

15.3.5 Alter > = 65 Jahre

TG-MV-004 8.3 16.3 12 2.1 33 B 4.8%
TG-MV-006 8.9 23.5 153 2.9 2239 77 32.1%
TG-MY-007 1.2 24.11 193 4.1 24.82 58 29.1%
Subtotal (95% CI) 358 141 66.0%
Heterogeneity: Tau® = 15.43; Chi* = 3.41, df = 2 (P = 0.18); I’ = 41%
Test for overall effect: Z = 0.58 (P = 0.56)

Total (95% CI) 427 179 100.0%

Heterogeneity: Tau® = 23.85; Chi* = 7.68, df = 4 (P = 0.10); I* = 48%
Test for overall effect: Z = 1.53 (P = 0.13)
Test for subgroup differences: Chi* = 1.78, df = 1 (P = 0.18), ¥ = 43.9%

Not estimable

5.30 [-7.22, 17.82] »
16.20 [3.83, 28.57] _—
10.79 [0.11, 21.48] ——
6.20 [-21.77, 34.17] + »
6.00 [-0.24, 12.24] = »

-2.90 [-10.14, 4.34] + =

2.09 [-4.92, 9.10] | ——ere R ——

5.05 [-1.43, 11.52] e —
Z10 -5 0 5 10

Beobachtendes Abwarten Ocriplasmin besser
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16.1 NEI VFQ Mentale Gesundheit Geschlecht

Ocriplasmin Placebo Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
16.2.4 Mannlich
TG-MV-004 18.8 25.4 5 -42 129 B 1.5% 23.00 [-1.54, 47.54] +
TG-MV-006 6.4 23.73 63 4.9 13.32 45  17.8% 1.50 [-5.53, 8.53]
TG-MV-007 4.6 18.27 73 -2.4 9.02 24 28.8% 7.00 [1.47, 12.53] —_—
Subtotal (95% CI) 141 75 48.1%  5.75 [-0.84, 12.34] e —
Heterogeneity: Tau® = 14.02; Chi* = 3.48, df = 2 (P = 0.18); I’ = 42%
Test for overall effect: Z = 1.71 (P = 0.09)
16.2.5 Weiblich
TG-MV-004 6.3 15.3 & 6.3 1B.8 3 1.6% 0.00([-23.77,23.77] ¢ >
TG-MV-006 6.4 18.77 130 0.8 24.79 52 15.8% 5.60([-1.87,13.07] >
TG-MV-007 0.7 20.06 148 -1.5 13.89 49  34.5% 2.20 [-2.86, 7.26] i
Subtotal (95% CI) 286 104 51.9% 3.17 [-0.95, 7.29] —--*-—
Heterogeneity: Tau® = 0.00; Chi* = 0.62, df = 2 (P = 0.73); I’ = 0%
Test for overall effect: Z = 1.51 (P = 0.13)
Total (95% Cly 427 179 100.0% 4.27 [1.30, 7.24] el

P 2 . L3 .2 L 1 1 ]
Heterogeneity: Tau® = 0.00; Chi* = 4.66, df = 5 (P = 0.46); I’ = 0% o =% ) t o

Test for overall effect: Z = 2.82 (P = 0.005)
Test for subgroup differences: Chi* = 0.42, df = 1 (P = 0.52), = 0%

16.2 NEI VFQ Mentale Gesundheit Alter

Ocriplasmin Placebo

Beobachtendes Abwarten Ocriplasmin besser

Mean Difference Mean Difference

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

16.3.4 Alter < 65 Jahre

TG-MV-004 6.3 0 1 -21 9.5 3 Not estimable

TG-MV-006 1.7 18.41 40 -1.2 15.36 20 8.8% 2.90([-5.92,11.72) +
TG-MV-007 -0.9 6.93 28 -3.3 10.35 15 20.1% 2.40 [-3.43, 8.23]

Subtotal (95% CI) 69 38 28.8% 2.55 [-2.31, 7.42] ——ce———
Heterogeneity: Tau® = 0.00; Chi* = 0.01, df = 1 (P = 0.93); I’ = 0%

Test for overall effect: Z = 1.03 (P = 0.30)

16.3.5 Alter > = 65 Jahre

TG-MV-004 11.5 20.6 12 o 17.7 6 2.0% 11.50 [-6.84, 29.84] >
TG-MV-006 1.4 18.61 152 -2.6 14.89 7 34.5% 4.00 [-0.45, 8.45] I e E——
TG-MV-007 2.4 2071 193 -1.4 12.98 58  34.7% 3.80 [-0.64, 8.24] —_
Subtotal (95% CI) 357 141 71.2% 4.12 [1.02, 7.21] -*-—
Heterogeneity: Tau® = 0.00; Chi* = 0.64, df = 2 (P = 0.72); " = 0%

Test for overall effect: Z = 2.60 (P = 0.009)

Total (95% CI 426 179 100.0% 3.67 [1.05, 6.28] —al——
Heterogeneity: Tau® = 0.00; Chi* = 0.94, df = 4 (P = 0.92); I’ = D% Ho % o 3 o

Test for overall effect: Z = 2.75 (P = 0.006)
Test for subgroup differences: Chi* = 0.28, df = 1 (P = 0.60), I = 0%

Beobachtendes Abwarten Ocriplasmin besser
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17.1 NEI VFQ Fahrverhalten Geschlecht

Ocriplasmin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Randam, 95% CI IV, Random, 95% CI
17.2.4 Mannlich
TG-MV-004 -8.3 14.4 3 -42 171 6  2.5% -4.10[-25.38, 17.18] + +
TG-MV-006 5.1 16.04 61 0.9 11.32 41 40.4% 4.20 [-1.11, 9.51] =
TG-MV-007 5.4 19.75 58 -0.6 15.95 20 15.3%  6.00 [-2.64, 14.64] +
Subtotal (95% CI) 122 67 58.2% 4.31 [-0.11, 8.74) | —— e ——
Heterogeneity: Tau® = 0.00; Chi* = 0.75, df = 2 (P = 0.69); I = 0%
Test for overall effect: Z= 1.91 (P = 0.06)
17.2.5 Weiblich
TG-MV-004 33.3 57.7 3 o o 1 Not estimable
TG-MV-006 2.3 17.24 113 0 18.41 48  30.8% 2.30 [-3.80, 8.40] &
TG-MV-007 2.3 22.37 77 -9.4 2372 28 11.2% 11.70 [1.59, 21.81) _—+
Subtotal (95% CI) 193 77 41.8%  6.10 [-2.94, 15.14] | — R
Heterogeneity: Tau® = 26.04; Chi* = 2.44, df = 1 (P = 0.12); I = 59%
Test for overall effect: Z= 1.32 (P = 0.19)
Total (95% CI) 315 144 100.0% 4.52 [1.14, 7.90] —ei
Heterogeneity: Tau® = 0.00; Chi* = 3.20, df = 4 (P = 0.52); I = 0% =—10 —lS g 1[]:

Test for overall effect: Z = 2.62 (P = 0.009)
Test for subgroup differences: Chi* = 0.12, df = 1 (P = 0.73), P = 0%

17.2 NEI VFQ Fahrverhalten Alter

]
Beobachtendes Abwarten Ocriplasmin besser

Ocriplasmin Placebo Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
17.3.4 Alter < 65 Jahre
TG-MV-004 0 1] 1 0 0 3 Not estimable
TG-MV-006 2.3 20.31 38 -2.5 21.31 20 8.5% 4.80 [-6.55, 16.15] +
TG-MV-007 3 12.44 21 -6.7 13.13 13 13.9% 9.70 [0.80, 18.60] _——
Subtotal (95% CI) 60 36 22.4% 7.83 [0.83, 14.84] —
Heterogeneity: Tau® = 0.00; Chi* = 0.44, df = 1 (P = 0.51); FF = 0%
Test for overall effect: Z = 2.19 (P = 0.03)
17.3.5 Alter >= 65 Jahre
TG-MV-004 15  48.7 5 -6.3 21.7 4 0.5% 21.30([-26.39,68.99] + +
TG-MV-006 3.6 15.8 138 1.4 13.41 69 63.0% 2.20[-1.93,6.33) ——
TG-MV-007 3.7 22,55 114 -5.4 2354 35 14.1% 9.10 (0.27, 17.93] _—
Subtotal (95% CI} 255 108 77.6% 4.32 [-0.90, 9.54] R ——
Heterogeneity: Tau® = 5.50; Chi* = 2.46, df = 2 (P = 0.29); IF = 19%
Test for overall effect: Z = 1.62 (P = 0.10)
Total (95% CI) 315 144 100.0% 4.53 [L.20, 7.85] —eali

I - 2 . 2 T3 1 1 1 1
Heterogeneity: Tau® = 0.12; Chi* = 4.02, df = 4 (P= 0.40); I = 1% =T = 5 ; 0

Test for overall effect: Z = 2.67 (P = 0.008)
Test for subgroup differences: Chi* = 0.62, df = 1 (P = 0.43), I = 0%

Beobachtendes Abwarten Ocriplasmin besser
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18.1 NEI VFQ Farbsehen Geschlecht

Ocriplasmin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
18.2.4 Mannlich
TG-MV-004 -5 11.2 5 o ] B Not estimable
TG-MV-006 1.6 14.81 63 4.5 14.54 44 20.1% -2.90 [-B.54, 2.74]
TG-MV-007 1.4 16.84 71 0 10.91 22 17.8% 1.40([-4.61,7.41)
Subtotal (95% CI) 139 72 37.9% -0.88 [-5.09, 3.33] e —

Heterogeneity: Tau® = 0.40; Chi* = 1.05, df = 1 (P = 0.31); I = 4%
Test for overall effect: Z =041 (P = 0.68)

18.2.5 Weiblich

TG-MV-004 9.4 265 8 0 1] 3

TG-MV-006 1 12,71 128 1.4 13.48 52 33.8%
TG-MV-007 0.9 139 146 -2.6 14.65 49 28.5%
Subtotal (95% CI) 282 104 62.1%

Heterogeneity: Tau® = 2.38; Chi* = 1.45, df = 1 (P = 0.23); F = 31%
Test for overall effect: Z = 0.73 (P = 0.46)

Total (95% CI) 421 176 100.0%
Heterogeneity: Tau® = 0.51; Chi* = 3.23,df =3 (P = 0.36); P = 7%

Test for overall effect: Z = 0.40 (P = 0.69)

Test for subgroup differences: Chi* = 0.63, df = 1 (P = 0.43), I' = 0%

18.2 NEI VFQ Farbsehen Alter

Not estimable
-0.40 [-4.67, 3.87]
3.50 [-1.18, 8.18]
1.43 [-2.39, 5.24]

===

——_ .

-10 -5 0 5 10
Beobachtendes Abwarten Ocriplasmin besser

0.53 [-2.08, 3.14]

Ocriplasmin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
18.3.4 Alter < 65 Jahre
TG-MV-004 0 0 1 0 1] 3 Not estimable
TG-MV-006 1.3 126 40 o 8.11 20 27.8% 1.30([-3.98,6.58) =
TG-MV-007 1.8 9.45 28 0 14 Not estimable
Subtotal (95% CI) 69 37 27.8% 1.30[-3.98, 6.58]  —eer TR ——
Heterogeneity: Not applicable
Test for overall effect: Z = 0.48 (P = 0.63)
18.3.5 Alter >= 65 Jahre
TG-MV-004 4.2 234 12 o 1] 6 Not estimable
TG-MV-006 1.2 13.64 151 3.6 15.11 76 38.4% -2.40([-6.43, 1.63) —
TG-MV-007 0.9 15.55 189 -2.2 15.15 57 33.8% 3.10([-1.41,7.61] S e
Subtotal (95% CI) 352 139 72.2% 0.25[-5.13, 5.64] e —

Heterogeneity: Tau® = 10.35; Chi* = 3.17, df = 1 (P = 0.07); I* = 68%
Test for overall effect: Z = 0.09 (P = 0.93)

Total (95% CI) 421 176 100.0%
Heterogeneity: Tau® = 3.64; Chi* = 3.33,df = 2 (P = 0.19); ' = 40%

Test for overall effect: Z = 0.28 (P = 0.78)

Test for subgroup differences: Chi* = 0.07, df = 1 (P = 0.79), I = 0%

0.49 [-2.92, 3.90]

I ;
-10 -5
Beobachtendes Abwarten Ocriplasmin besser
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19.1 NEI VFQ Peripheres Sehen Geschlecht

Ocriplasmin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
19.2.4 Mannlich
TG-MV-004 10 13.7 5 4.2 10.2 b 6.6% 5.80[-8.72, 20.32) >
TG-MV-006 0.8 21.05 B3 -2.2 20.52 45  22.1% 3.00 [-4.93, 10.93] = +
TG-MV-007 3.7 19.71 74 1 18.77 24 18.2% 2.70 [-6.05, 11.45) +
Subtotal (95% CI) 142 75  46.9% 3.28 [-2.17, 8.73]  —ee R ——
Heterogeneity: Tau® = 0.00; Chi* = 0.14, df = 2 (P = 0.93); I = 0%
Test for overall effect: Z = 1.18 (P = 0.24)
19.2.5 Weiblich
TG-MV-004 6.3 17.7 8 16.7 289 3 1.1% -10.40 [-45.33, 24.53] ¢ +
TG-MV-006 3.7 22.47 130 0.5 245 52  23.5% 3.20 [-4.50, 10.90] & >
TG-MV-007 4.1 21.58 146 0 21.85 49 28.4% 4.10 [-2.90, 11.10] b +
Subtotal (95% CI) 284 104 53.1% 3.39 [-1.73, 8.51]  —ere R ——
Heterogeneity: Tau® = 0.00; Chi* = 0.64, df = 2 (P = 0.73); F = 0%
Test for overall effect: Z = 1.30 (P = 0.19)
Total (95% CI) 426 179 100.0% 3.34 [-0.40, 7.07] e —
Heterogeneity: Tau® = 0.00; Chi* = 0.78, df = 5 (P = 0.98); I' = 0% :_m -ls 5 g 10’
Test for overall effeq: Z=1.75 “? =0.08) Beobachtendes Abwarten Ocriplasmin besser
Test for subgroup differences: Chi* = 0.00, df = 1 (P = 0.98), F = 0%
19.2 NEI VFQ Peripheres Sehen Alter
Ocriplasmin Placebo Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
19.3.4 Alter < 65 Jahre
TG-MV-004 25 0 1 16.7 28.9 3 Not estimable
TG-MV-006 9.4 25.75 40 -b8.3 24.16 20 9.0% 15.70[2.44, 28.98] R —
TG-MV-007 1.8 19.16 28 -5 21.55 15 9.3% 6.80[-6.21, 19.81] +
Subtotal (95% CI) 69 38 18.4% 11.17 [1.88, 20.45] —
Heterogeneity: Taw® = 0.00; Chi* = 0.88, df = L (P = 0.35); " = 0%
Test for overall effect: Z = 2.36 (P = 0.02)
19.3.5 Alter >= 65 Jahre
TG-MV-004 6.3 155 12 4.2 10.2 6 10.9% 2.10[-9.88, 14.08] >
TG-MV-006 1 20.66 153 0.6 22.2 77 35.8% 0.40 [-5.54, 6.34) =
TG-MV-007 43 212 192 1.7 20.34 58 35.0% 2.60[-3.43, 8.63] =
Subtotal (95% CI) 357 141 B8L6%  1.55 [-2.44, 5.54] -b—-
Heterogeneity: Tau® = 0.00; Chi* = 0.27, df = 2 (P = 0.87); F = 0%
Test for overall effect: Z = 0.76 (P = 0.45)
Total (95% CI) 426 179 100.0% 3.33 [-0.78, 7.45] —-*-—

. 2 . =2 BT L 1 1 |
Heterogeneity: Tau® = 3.14; Chi* = 4.63,df = 4 (P = 0.33); I = 14% T =% ) t 0

Test for overall effect: Z = 1.59 (F = 0.11)
Test for subgroup differences: Chi* = 3.48, df = 1 (P = 0.06), I = 71.2%

Beobachtendes Abwarten Ocriplasmin besser
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20.1 Unerwinschte Ereignisse Geschlecht

Ocriplasmin Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M=-H, Random, 95% CI
20.5.5 Mannlich
TC-MV-004 3 5 5 B 2.6% 0.72 [0.32, 1.60] —
TC-MV-006 51 70 36 47  26.3% 0.95 [0.77, 1.18] -+
TG-MV-007 57 79 16 25 13.6% 1.13 [0.82, 1.56] -
Subtotal (95% CI) 154 78 42.5% 0.99 [0.83, 1.17] L
Total events 111 57
Heterogeneity: Tau® = 0.00; Chi* = 1.37,df = 2 (P = 0.50); F = 0%
Test for overall effect: Z = 0.16 (P = 0.87)
20.5.6 Weiblich
TG-MV-004 7 8 1 3 0.6% 2.63[0.52, 13.29] —
TC-MV-006 123 142 39 57 31.1% 1.27 [1.05, 1.53] el
TG-MV-007 111 155 36 55 25.8% 1.09 [0.88, 1.36] -
Subtotal (95% CI) 305 115 57.5% 1.20 [1.04, 1.38] | ]
Total events 241 76
Heterogeneity: Tau® = 0.00; Chi* = 1.91, df = 2 (P = 0.3B); FF = 0%
Test for overall effect: Z = 2.48 (P = 0.01)
Total (95% CI) 459 193 100.0% 1.10 [0.97, 1.26] »
Total events 352 133

P 2 . 2 T 1 Il Il 1
Heterogeneity: Tau® = 0.00; Chi* = 6.17, df = 5 (P = 0.29): I = 19% b1 o1 o oo

Test for overall effect: Z = 1.47 (P = 0.14)
Test for subgroup differences: Chi® = 2.86, df = 1 (P = 0.09), I = 65.1%

20.2 Unerwinschte Ereignisse Alter

Ocriplasmin Placebo
Study or Subgroup  Events Total Events Total

Risk Ratio

Weight M-H, Random, 95% CI

Ocriplasmin besser Beobachtendes Abwarter

Risk Ratio
M-H, Random, 95% CI

20.6.5 Alter < 65 Jahre

TG-MV-004 1 1 1 3 0.5% 2.00 [0.45, 8.94]
TG-MV-006 41 46 17 25 13.4% 1.31 (0.98, 1.75]
TG-MV-007 21 29 11 17 6.4% 1.12 [0.74, 1.70]
Subtotal (95% CI) 76 45  20.3% 1.26 [1.00, 1.59]

Total events 63 29
Heterogeneity: Tau® = 0.00; Chi* = 0.75, df = 2 (P = 0.69); I* = 0%
Test for overall effect: Z = 1.94 (P = 0.05)

20.6.6 Alter >= 65 Jahre

TG-MV-004 9 12 5 6 4.7% 0.90 [0.55, 1.46]
TC-MV-006 133 166 58 79 47.4% 1.09 [0.94, 1.27]
TG-MV-007 147 205 41 63 27.6% 1.10 [0.90, 1.35]
Subtotal (95% CI) 383 148 79.7% 1.08 [0.96, 1.22]
Total events 289 104

Heterogeneity: Tau® = 0.00; Chi* = 0.60, df = 2 (P = 0.74); IF = 0%
Test for overall effect: Z = 1.32 (P = 0.19)

Total (95% CI) 459 193 100.0%
Total events 352 133

Heterogeneity: Tau® = 0.00; Chi* = 2.65,df = 5 (P = 0.75); F = 0%
Test for overall effect: Z = 2.05 (P = 0.04)

Test for subgroup differences: Chi* = 1.30, df = 1 (P = 0.26), I’ = 22.8%

1.12 [1.00, 1.24]

—
la—

|
!

-

0.01 0.1 10 100
Ocriplasmin besser Beobachtendes Abwarter
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21.1 Sehscharfe Verlust 2 Zeilen Geschlecht

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M=-H, Random, 95% CI
21.5.5 Mannlich
TG-MV-004 1] 5 0 6 Mot estimable
TC-MV-006 9 70 4 47  34.7% 1.51 [0.49, 4.62] —
TG-MV-007 4 79 2 25 18.6% 0.63 [0.12, 3.25] e —
Subtotal (95% CI) 154 78 53.3% 1.15 [0.45, 2.88] -
Total events 13 6

Heterogeneity: Tau® = 0.00; Chi* = 0.74, df = 1 (P = 0.39); F = 0%
Test for overall effect: Z = 0.29 (P = 0.77)

21.5.6 Weiblich

TG-MV-004 1] 8 0 3 Mot estimable

TC-MV-006 13 141 1 58 12.8% 5.35 [0.72, 39.94] -
TG-MV-007 9 155 4 55  33.9% 0.80 [0.26, 2.49] —

Subtotal (95% CI) 304 116 46.7% 1.75 [0.25, 12.17] = R RR——

Total events 22 5

Heterogeneity: Tau® = 1.33; Chi® = 2.92, df = 1 (P = 0.09); I’ = 66%
Test for overall effect: Z = 0.56 (P = 0.57)

Total (95% CI) 458 194 100.0% 1.22 [0.57, 2.59] i
Total events 35 11
P 2 _ B P - - - I } } |
_I}letsrfogenmtv_”'ra;? ct—. Z[]_l% ;:Tlfp_—3ﬁﬁgi;if =3 (FP=031)1=17% bo1 o1 1o 100
est for overall efect: £ = 1. - Ocriplasmin besser Beobachtendes Abwarter

Test for subgroup differences: Chi® = 0.15, df = 1 (P = 0.70), I’ = 0%

21.2 Sehscharfe Verlust 2 Zeilen Alter

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
21.6.5 Alter < 65 Jahre
TG-MV-004 0 1 0 3 Not estimable
TG-MV-006 5 45 1 26 12.3% 2.89 [0.38, 23.40] —
TC-MV-007 0 29 1 17 5.7% 0.20 [0.01, 4.65] +
Subtotal (95% CI) 75 46  17.9% 1.00 [0.08, 12.91] |~ ——
Total events 5 2

Heterogeneity: Tau® = 1.71; Chi* = 1.92,df = 1 (P = 0.17); ¥ = 48%
Test for overall effect: Z = 0.00 (P = 1.00)

21.6.6 Alter >= 65 Jahre

TG-MV-004 0 12 0 6 Not estimable

TG-MV-006 17 166 4 79  39.2% 2.02 [0.70, 5.81] 1T
TC-MV-007 13 205 5 63 42.9% 0.80 [0.30, 2.15] ——
Subtotal (95% CI) 383 148 82.1% 1.25 [0.50, 3.12] il
Total events 30 9

Heterogeneity: Tau® = 0.16; Chi* = 1.60,df = 1 (P = 0.21); ¥ = 38%
Test for overall effect: Z = 0.47 (P = 0.63)

Total (95% CI) 458 194 100.0% 1.24 [0.58, 2.67] B
Total events 35 11
P 2 . T - — — - I I : :
_I-:et:rfogeneltv.”'[a;;; ct_- ZU_I% 5[:2| P—_3[.]S£2_}df =3 (P=0.32);FF = 15% 501 01 o 100
est for overall effect: Z = 0.56 (P = 0.57) Ocriplasmin besser Beobachtendes Abwarter

Test for subgroup differences: Chi® = 0.03, df = 1 (P = 0.87), I = 0%
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22.1 Sehscharfe Verlust 3 Zeilen Geschlecht

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M=-H, Random, 95% CI
22.5.5 Mannlich
TG-MV-004 1] i] 0 0 Mot estimable
TC-MV-006 6 70 2 47 31.3% 2.01[0.42, 9.56] I e e—
TG-MV-007 3 79 1 25 15.4% 0.95 [0.10, 8.72]
Subtotal (95% CI) 149 72 46.7% 1.57 [0.44, 5.62] ——nif—
Total events 9 3

Heterogeneity: Tau® = 0.00; Chi* = 0.30, df = 1 (P = 0.539); F = 0%
Test for overall effect: Z = 0.70 (P = 0.49)

22.5.6 Weiblich

TG-MV-004 1] i] 0 0 Mot estimable

TC-MV-006 10 141 0 58 9.5% 8.73 [0.52, 146.49] +
TG-MV-007 7 155 3 55  43.7% 0.83 [0.22, 3.09] ;
Subtotal (95% CI) 296 113 53.3% 2.02 [0.17, 23.86]

Total events 17 3

Heterogeneity: Tau® = 2.10; Chi* = 2.67, df = 1 (P = 0.10); I’ = 63%
Test for overall effect: Z = 0.56 (P = 0.58)

Total (95% CI) 445 185 100.0% 1.40 [0.59, 3.34] .
Total events 26 6
P 2 _ B P - - - I } } |
_I}letsrfogenmtv_”'ra;? ct—. 209% ;Zglfp_—zﬁ&i%;“ =3 (P=0.42);F=0% bo1 o1 1o 100
est for overall efect: £ = 1. - Ocriplasmin besser Beobachtendes Abwarter

Test for subgroup differences: Chi® = 0.03, df = 1 (P = 0.86), I = 0%

22.2 Sehscharfe Verlust 3 Zeilen Alter

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
22.5.5 Mannlich
TG-MV-004 0 0 0 0 Not estimable
TG-MV-006 6 70 2 47  31.3% 2.01 [0.42, 9.56] — T
TC-MV-007 3 79 1 25 15.4% 0.95 [0.10, 8.72]
Subtotal (95% Cl) 149 72 46.7% 1.57 [0.44, 5.62] i
Total events 9 3

Heterogeneity: Tau® = 0.00; Chi* = 0.30, df = 1 (P = 0.59); I = 0%
Test for overall effect: Z = 0.70 (P = 0.49)

22.5.6 Weiblich

TG-MV-004 0 0 0 0 Not estimable

TG-MV-006 10 141 0 58 9.5% 8.73[0.52, 146.49] +
TC-MV-007 7 155 3 55 43.7% 0.83 [0.22, 3.09] L
Subtotal (95% CI) 296 113 53.3% 2.02 [0.17, 23.86]

Total events 17 3

Heterogeneity: Tau® = 2.10; Chi* = 2.67, df = 1 (P = 0.10); ¥ = 63%
Test for overall effect: Z = 0.56 (P = 0.58)

Total (95% CI) 445 185 100.0% 1.40 [0.59, 3.34] e
Total events 26 B
P 2 . T - — — - I I : :
_I-:et:rfogeneltv.”'[a;;; ct_- ZUE]% ;:;II P—_E[.]S:% df =3 (P=0.42);F = 0% 501 01 o 100
est for overall effect: Z = 0.75 (P = 0.45) Ocriplasmin besser Beobachtendes Abwarter

Test for subgroup differences: Chi* = 0.03, df = 1 (P = 0.86), I = 0%
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23.1 Sehscharfe Verlust 6 Zeilen Geschlecht

Ocriplasmin Placebo

Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI

Peto Odds Ratio
Peto, Fixed, 95% CI

23.5.5 Mannlich

TG-MV-004 0 0 0 0
TG-MV-006 1 70 1 47
TG-MV-007 1 79 0 25
Subtotal (95% CI) 149 72
Total events 2 1

Heterogeneity: Chi* = 0.39, df = 1 (P = 0.53); I° = 0%
Test for overall effect: Z = 0.05 (P = 0.96)

23.5.6 Weiblich

TG-MV-004 0 0 0 0
TG-MV-006 2 141 0 58
TG-MV-007 2 155 1 55
Subtotal (95% CI) 296 113
Total events 4 1

Heterogeneity: Chi* = 0.77, df = L (P = 0.38); I° = 0%
Test for overall effect: Z = 0.37 (P = 0.71)

Total (95% CI) 445 185
Total events B 2
Heterogeneity: Chi* = 1.20, df = 3 (P = 0.75); I’ = 0%
Test for overall effect: Z = 0.32 (P = 0.75)

29.0%

11.1%
40.1%

25.0%

34.9%
59.9%

100.0%

Not estimable
0.66 [0.04, 11.32]

3.73 [0.04, 366.18]
1.07 [0.10, 11.95]

Not estimable
4.13 [0.19, 87.88]

0.69 [0.05, 9.14]
1.45 [0.20, 10.47]

1.29 [0.28, 5.93]

Test for subgroup differences: Chi* = 0.04, df = 1 (P = 0.85), I = 0%

23.2 Sehscharfe Verlust 6 Zeilen Alter

Ocriplasmin Placebo

Study or Subgroup Events Total Events Total Weight

Peto Odds Ratio
Peto, Fixed, 95% CI

-

—e

0.01 0.1 10 100
Ocriplasmin besser Beobachtendes Abwarter

Peto Odds Ratio
Peto, Fixed, 95% CI

23.6.5 Alter < 65 Jahre

TG-MV-004 0 0 0 0
TG-MV-006 1 45 0 26
TG-MV-007 0 29 0 17
Subtotal (95% CI) 74 43
Total events 1 0

Heterogeneity: Not applicable
Test for overall effect: Z = 0.76 (P = 0.45)

23.6.6 Alter == 65 Jahre

TG-MV-004 0 0 0 0
TG-MV-006 2 166 1 79
TG-MV-007 3 205 1 63
Subtotal (95% CI) 371 142
Total events 5 2

Heterogeneity: Chi* = 0.00, df = 1 (P = 0.98); I = 0%
Test for overall effect: Z = 0.08 (P = 0.94)

Total (95% CI) 445 185
Total events 3 2
Heterogeneity: Chi* = 0.54, df = 2 (P = 0.76); I° = 0%
Test for overall effect: Z = 0.22 (P = 0.83)

14.6%

14.6%

40.8%
44.6%
85.4%

100.0%

Not estimable
4.84 [0.08, 283.18]
Not estimable
4.84 [0.08, 283.18]

Not estimable
0.95 [0.08, 10.81]
0.92 [0.09, 9.39]
0.93 [0.17, 5.01]

1.19 [0.25, 5.61]

Test for subgroup differences: Chi* = 0.54, df = 1 (P = 0.46), I’ = 0%

-

=

I 1 1 ]
0.01 0.1 10 100
Ocriplasmin besser Beobachtendes Abwarter
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24.1 Schwerw. Unerwunschte Ereignisse Geschlecht

Ocriplasmin Placebo Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M=-H, Random, 95% CI
24.5.5 Mannlich

TG-MV-004 1] 5 0 6 Mot estimable

TC-MV-006 4 70 6 47  14.3% 0.45 [0.13, 1.50] —_—
TG-MV-007 6 79 3 25 12.1% 0.63 [0.17, 2.35] L
Subtotal (95% CI) 154 78 26.4% 0.52 [0.22, 1.28] il
Total events 10 9

Heterogeneity: Tau® = 0.00; Chi* = 0.15,df = 1 (P = 0.70); F = 0%

Test for overall effect: Z = 1.42 (P = 0.18)

24.5.6 Weiblich

TC-MV-004 2 8 0 3 2.7% 2.22 [0.14, 36.49]

TC-MV-006 22 142 i 57 33.2% 1.26 [0.57, 2.79] ——
TG-MV-007 23 155 8 55 37.8% 1.02 [0.49, 2.15] T
Subtotal (95% CI) 305 115 73.6% 1.15 [0.68, 1.97]

Total events 47 15

Heterogeneity: Tau® = 0.00; Chi* = 0.37,df = 2 (P = 0.83); F = 0%
Test for overall effect: Z = 0.53 (P = 0.60)

Total (95% CI) 459

Total events 57 24
Heterogeneity: Tau® = 0.00; Chi* = 2.73, df = 4 (P = 0.60); I’ = 0%
Test for overall effect: Z = 0.28 (P = 0.78)

Test for subgroup differences: Chi* = 2.22, df = 1 (P = 0.14), I = 55.0%

193 100.0% 0.94 [0.59, 1.48]

24.2 Schwerw. Unerwinschte Ereignisse Alter

Ocriplasmin Placebo Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI

-

0.01 01 10

100

Ocriplasmin besser Beobachtendes Abwarter

Risk Ratio
M-H, Random, 95% CI

24.6.5 Alter < 65 Jahre

TG-MV-004 0 1 0 3 Not estimable
TG-MV-006 7 46 4 25  15.6% 0.95 [0.31, 2.94]
TC-MV-007 4 29 3 17 10.5% 0.78 [0.20, 3.08]
Subtotal (95% CI) 76 45  26.2% 0.88 [0.37, 2.10]
Total events 11 7

Heterogeneity: Tau® = 0.00; Chi* = 0.05, df = 1 (P = 0.83); I = 0%
Test for overall effect: Z = 0.29 (P = 0.77)

24.6.6 Alter >= 65 Jahre

TG-MV-004 2 12 0 6 2.4% 2.69 [0.15, 48.64]
TG-MV-006 19 166 9 79  35.6% 1.00 [0.48, 2.12]
TC-MV-007 25 205 8 63 35.8% 0.96 [0.46, 2.02]
Subtotal (95% CI) 383 148 73.8% 1.01 [0.60, 1.70]
Total events 46 17

Heterogeneity: Tau® = 0.00; Chi* = 0.46, df = 2 (P = 0.79); I = 0%
Test for overall effect: Z = 0.05 (P = 0.96)

Total (95% CI) 459

Total events 57 24
Heterogeneity: Tau® = 0.00; Chi* = 0.58, df = 4 (P = 0.96); F = 0%
Test for overall effect: Z = 0.10 (P = 0.92)

Test for subgroup differences: Chi® = 0.08, df = 1 (P = 0.78), I = 0%

193 100.0% 0.98 [0.63, 1.53]

<>
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100

Ocriplasmin besser Beobachtendes Abwarter

24



25 Studienabbruch

Experimental

Control

Peto Odds Ratio

Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% ClI Peto, Fixed, 95% CI
TG-MV-004 0 13 0 9 Not estimable
TG-MV-006 2 219 2 107 Mot estimable
TG-MV-007 2 245 0] 81 100.0% 3.80[0.15, 94.34] .
Total (95% CI) 245 81 100.0% 3.80 [0.15, 94.34] | ——et R R ——
Total events 2 0
Heterogeneity: Mot applicable t } } }

: 0.01 0.1 10 100
Test for overall effect: Z = 0.81 (P = 0.42) Ocriplasmin besser Beobachtendes Abwarter

26 Mortalitat
Experimental Control Peto Odds Ratio Peto Qdds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
TG-MV-004 0 13 0 9 Not estimable
TG-MY-006 3 219 0 107 77.9% 4.47[0.40,50.15] L]
TG-MV-007 1 245 0 81 22.1% 3.78([0.04,352.93) = +
Total (95% CI) 477 197 100.0% 4.31[0.51, 36.38] —~— e —
Total events 4 0

Heterogeneity: Chi* = 0.00, df = 1 (P = 0.95); I’ = 0%
Test for overall effect: Z = 1.34 (P = 0.18)

0.01 0.1

10 100

Ocriplasmin besser Beobachtendes Abwarter
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