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Ubersicht verfiigbarer Analysen

Subgruppe
VMT Ausgangsvisus | Epiretinale | Epiretinale | GroRe
>/<=1500 >/<= 65 Membran Membran Makulaloch
Nr | Endpunkt um Buchstaben (ERM) (ERM) mit | bei Studien-
VMT beginn
>/<=250 um
1 | Sehschéarfenverbesserung + + + 0 0
(>=3 Zeilen, >=2 Zeilen)
2 | Notwendigkeit der + + + 0 0
Augenoperation Pars-plana-
Vitrektomie
3 | Verschluss eines + + + 0 +
Makulalochs
4 | Lésung der VMT + + + + 0
5 | Gesundheitsbezogene 0 0 0 0 0
Lebensqualitat (NEI VFQ-
25)
6 | Mortalitat aufgrund der geringen Ereigniszahl keine Subgruppenanalysen sinnvoll
7 | Unerwilnschte Ereignisse 0 0 + 0 0
8 | Schwere unerwinschte 0 0 + 0 0
Ereignisse
9 | Studienabbruch aufgrund aufgrund der geringen Ereigniszahl keine Subgruppenanalysen sinnvoll
unerwinschten Ereignisses
10 | Sehscharfenverlust + + + 0 0
(>=2 Zeilen, >=3 Zeilen,
>=6 Zeilen)
Erlduterung: ,+“ Analyse vorhanden; ,0“ Analyse in den Datenquellen nicht vorhanden
Institut fiir Gesundheitsokonomik - www.ifg-muenchen.com - Datum: 24.04.13 Seite 4 von 61
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1. Sehscharfe Verbesserung (6 Monate)

1.1 Verbesserung >=3 Zeilen (15 Buchstaben)

1.1.1 Subgruppe VMT>/<=1500 um

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.2.1 VMT <=1500 um
TG-MV-006 24 145 8 74 75.2% 1.53 [0.72, 3.24] —l—
TG-MV-007 23 169 1 49 10.8% 6.67 [0.92, 48.14] 1
Subtotal (95% CI) 314 123 86.0% 2.46 [0.59, 10.23] —enii——
Total events 47 9
Heterogeneity: Tau® = 0.63; Chi* = 2.09, df = 1 (P = 0.15); I’ = 52%
Test for overall effect: Z = 1.23 (P = 0.22)
2.2.2 VMT >1500 um
TG-MV-006 2 47 0 19 47% 2.08 [0.10, 41.48]
TC-MV-007 4 55 1 22 9.3% 1.60 [0.19, 13.53] e —
Subtotal (95% CI) 102 41 14.0% 1.75 [0.31, 9.94] el
Total events 6 1
Heterogeneity: Tau® = 0.00; Chi* = 0.02, df = 1 (P = 0.89); I’ = 0%
Test for overall effect: Z = 0.63 (P = 0.53)
Total (95% CI) 416 164 100.0% 1.83 [0.95, 3.50] il
Total events 53 10
[T 2 . w2 .2 L 1 1 |
Heterogeneity: Tau® = 0.00; Chi* = 2.09, df = 3 (P = 0.55); I° = 0% b1 o i 100

Test for overall effect: Z = 1.82 (P = 0.07)
Test for subgroup differences: Chi* = 0.09, df = 1 (P = 0.77), I = 0%

Institut fir Gesundheitsokonomik - www.ifg-muenchen.com -
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1.1.2 Subgruppe Ausgangsvisus >/<= 65 Buchstaben

Ocriplasmin Placebo
Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Random, 95% CI

2.3.1 Ausgangsvisus <=65 Buchstaben

TG-MV-006 27 104 8 50 40.2%
TG-MV-007 27 110 1 37 22.3%
Subtotal (95% CI) 214 87 62.5%
Total events 54 9

Heterogeneity: Tau® = 1.20; Chi* = 3.12, df = 1 (P = 0.08); I’ =

Test for overall effect: Z = 1.24 (P = 0.21)

2.3.2 Ausgangsvisus >65 Buchstaben

TG-MV-006 1 115 1 57  14.9%
TG-MV-007 2 135 2 43 22.7%
Subtotal (95% CI) 250 100 37.5%
Total events 3 3

1.62 [0.80, 3.31]
9.08 [1.28, 64.53]
3.11 [0.52, 18.56]

68%

0.50[0.03, 7.78]
0.32 [0.05, 2.19]
0.37 [0.08, 1.79]

Heterogeneity: Tau® = 0.00; Chi* = 0.07, df = 1 (P = 0.80); I’ = 0%

Test for overall effect: Z = 1.24 (P = 0.22)

Total (95% CI) 464 187 100.0%
Total events 57 12

1.38 [0.38, 5.03]

Heterogeneity: Tau® = 0.95; Chi* = 6.99, df = 3 (P = 0.07); I = 57%

Test for overall effect: Z = 0.49 (P = 0.62)

Test for subgroup differences: Chi* = 3.07, df = 1 (P = 0.08), I’ = 67.4%

Institut fir Gesundheitsokonomik - www.ifg-muenchen.com -
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1.1.3 Epiretinale Membran (ERM)

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

Risk Ratio

M-H, Random, 95% CI

2.4.1 ERM vorhanden

TG-MV-006 5 86 1 35 8.4% 2.03 [0.25, 16.80]
TC-MV-007 7 98 2 33 16.2% 1.18 [0.26, 5.39]
Subtotal (95% CI) 184 68 24.7% 1.42 [0.41, 4.88]
Total events 12 3

Heterogeneity: Tau® = 0.00; Chi* = 0.17, df = 1 (P = 0.68); I’ = 0%
Test for overall effect: Z = 0.56 (P = 0.58)

2.4.2 Keine ERM vorhanden

TG-MV-006 22 128 8 72  65.7% 1.55 [0.73, 3.29]
TG-MV-007 22 142 1 47 9.6% 7.28 [1.01, 52.56]
Subtotal (95% CI) 270 119 75.3% 2.62 [0.57, 12.16]
Total events 44 9

Heterogeneity: Tau® = 0.78; Chi* = 2.34, df = 1 (P = 0.13); I’ = 57%
Test for overall effect: Z = 1.23 (P = 0.22)

Total (95% CI) 454 187 100.0% 1.76 [0.95, 3.24]
Total events 56 12

Heterogeneity: Tau® = 0.00; Chi* = 2.63, df = 3 (P = 0.45); I’ = 0%
Test for overall effect: Z = 1.80 (P = 0.07)

Test for subgroup differences: Chi* = 0.37, df = 1 (P = 0.54), I’ = 0%

Institut fir Gesundheitsokonomik - www.ifg-muenchen.com -
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1.1.4 Epiretinale Membran (ERM) mit VMT

- keine Auswertung vorliegend -
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1.1.5 Grolle Makulaloch bei Studienbeginn >/<=250 um

- keine Auswertung vorliegend -
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1.2 Verbesserung >=2 Zeilen (10 Buchstaben)

1.2.1 Subgruppe VMT>/<=1500 um

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.2.1 VMT <=1500 um
TG-MV-006 52 145 16 74 58B.2% 1.66 [1.02, 2.69] Hil—
TG-MV-007 48 169 7 49  26.0% 1.99 [0.96, 4.11] |
Subtotal (95% CI) 314 123 B4.1% 1.75[1.17, 2.63] -
Total events 100 23
Heterogeneity: Tau® = 0.00; Chi* = 0.17, df = 1 (P = 0.68); I’ = 0%
Test for overall effect: Z = 2.73 (P = 0.006)
1.2.2 VMT > 1500 um
TC-MV-006 8 47 1 19 3.4% 3.23[0.43, 24.12] B —
TG-MV-007 10 55 4 22 12.5% 1.00 [0.35, 2.85] . S—
Subtotal (95% CI) 102 41 15.9% 1.32 [0.48, 3.62]
Total events 18 5
Heterogeneity: Tau® = 0.06; Chi* = 1.09, df = 1 (P = 0.30); I’ = 8%
Test for overall effect: Z = 0.54 (P = 0.59)
Total (95% CI) 416 164 100.0% 1.67 [1.15, 2.42] <
Total events 118 28
P . 2 - w2 T 1 1 1 ]
Heterogeneity: Tau® = 0.00; Chi* = 1.57, df = 3 (P = 0.67); I = 0% ol o 1o 100

Test for overall effect Z = 2.71 (P = 0.007)

Test for subgroup differences: Chi* = 0.26, df = 1 (P =

0.61), F = 0%

Institut fir Gesundheitsokonomik - www.ifg-muenchen.com -

Datum: 24.04.13

Beobachtendes Abwarten Ocriplasmin besser

Seite 10 von 61



Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

1.2.2 Subgruppe Ausgangsvisus >/<= 65 Buchstaben

Ocriplasmin Placebo

Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

1.3.1 Ausgangsvisus <=65 Buchstaben

TG-MV-006 47 104 16 50 52.5%
TC-MV-007 45 110 9 37 29.3%
Subtotal (95% CI) 214 87 B1l.8%
Total events 92 25

Heterogeneity: Tau® = 0.00; Chi* = 0.20, df = 1 (P = 0.65); I’ =

Test for overall effect: Z = 2.19 (P = 0.03)

1.3.2 Ausgangsvisus >65 Buchstaben

TG-MV-006 19 115 2 57 5.4%
TG-MV-007 19 135 5 43  12.8%
Subtotal (95% CI) 250 100 1B8.2%
Total events 38 7

1.41[0.89, 2.23]
1.68 [0.91, 3.10]
1.50 [1.04, 2.17]

0%

4.71[1.14, 19.52]
1.21[0.48, 3.05]
2.15 [0.55, 8.35]

Heterogeneity: Tau® = 0.61; Chi* = 2.63, df = 1 (P = 0.11); I’ = 62%

Test for overall effect: Z = 1.10 (P = 0.27)

464 187 100.0%

130 32

Total (95% CI)
Total events

Heterogeneity: Tau® = 0.00; Chi* = 2,98, df = 3 (P = 0.39); I’ =

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

1.56 [1.12, 2.16]

0%

Tl
1l g

>

&>

0.01

0.1 10 100

Beobachtendes Abwarten Ocriplasmin besser

Test for subgroup differences: Chi* = 0.25, df = 1 (P = 0.62), I’ = 0%
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1.2.3 Epiretinale Membran (ERM)

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.4.1 ERM vorhanden
TG-MV-006 17 86 2 35 6.0% 3.46 [0.84, 14.19] .
TC-MV-007 24 98 5 33 15.5% 1.62 [0.67, 3.89] o
Subtotal (95% CI) 184 68 21.4% 2.00 [0.95, 4.22] -
Total events 41 7

Heterogeneity: Tau® = 0.00; Chi* = 0.83, df = 1 (P = 0.36); I = 0%
Test for overall effect: Z = 1.82 (P = 0.07)

1.4.2 Keine ERM vorhanden

TG-MV-006 46 128 16 72 49.7% 1.62 [0.99, 2.64] il
TG-MV-007 40 142 9 47 2B.8B% 1.47 [0.77, 2.80] T+
Subtotal (95% CI) 270 119 78.6% 1.56 [1.06, 2.31] <
Total events 86 25

Heterogeneity: Tau® = 0.00; Chi* = 0.05, df = 1 (P = 0.82); I = 0%
Test for overall effect: Z = 2.24 (P = 0.02)

Total (95% CI) 454 187 100.0% 1.65 [1.17, 2.33] ‘
Total events 127 32

Heterogeneity: Tau® = 0.00; Chi* = 1.21, df = 3 (P = 0.75); I = 0%
Test for overall effect: Z = 2.83 (P = 0.003)

Test for subgroup differences: Chi* = 0.33, df = 1 (P = 0.57), I’ = 0%

0.01 0.1 10 100
Beobachtendes Abwarten Ocriplasmin besser
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1.2.4 Epiretinale Membran (ERM) mit VMT

- keine Auswertung vorliegend -
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1.2.5 Grolle Makulaloch bei Studienbeginn >/<=250 um

- keine Auswertung vorliegend -
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2. Notwendigkeit der Augenoperation Pars-plana-Vitrektomie (6

Monate)
2.1 Subgruppe VMT>/<=1500 um

Ocriplasmin Placebo

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

Risk Ratio
Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

3.2.1 VMT <=1500 um

TC-MV-006 32 145 24 74 52.0%
TG-MV-007 31 169 15 49 37.6%
Subtotal (95% CI) 314 123 89.6%
Total events 63 39

Heterogeneity: Tau® = 0.00; Chi* = 0.13, df = 1 (P = 0.72); I’ = 0%
Test for overall effect: Z = 2.51 (P = 0.01)

3.2.2 VMT > 1500 um

TG-MV-006 [ 47 3 19 6.4%
TC-MV-007 4 55 2 22 4.0%
Subtotal (95% CI) 102 41  10.4%
Total events 10 5

Heterogeneity: Tau® = 0.00; Chi* = 0.00, df = 1 (P = 0.99); I’ = 0%
Test for overall effect: Z = 0.42 (P = 0.67)

Total (95% CI) 416 164 100.0%

Total events 73 44

Heterogeneity: Tau® = 0.00; Chi* = 0.30, df = 3 (P = 0.96); I’ = 0%
Test for overall effect: Z = 2.51 (P = 0.01)

Test for subgroup differences: Chi* = 0.17, df = 1 (P = 0.68), I = 0%

0.68 [0.43, 1.07]
0.60 [0.35, 1.02]
0.65 [0.46, 0.91]

0.81[0.22, 2.91]
0.80 [0.16, 4.06]
0.81 [0.29, 2.20]

0.66 [0.48, 0.91]
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

2.2 Subgruppe Ausgangsvisus >/<= 65 Buchstaben

Ocriplasmin Placebo
Study or Subgroup  Events Total Events Total

Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

3.3.1 Ausgangsvisus <65 Buchstaben

TG-MV-006 34 98 18 45
TG-MV-007 26 109 11 34
Subtotal (95% CI) 207 79
Total events 60 29

45.4%
26.3%
71.7%

Heterogeneity: Tau® = 0.00; Chi* = 0.18, df= 1 (P = 0.67); I’ = 0%

Test for overall effect: Z = 1.11 (P = 0.27)

3.3.2 Ausgangsvisus >65 Buchstaben

TC-MV-006 11 121 13 62
TG-MV-007 11 136 7 46
Subtotal (95% CI) 257 108
Total events 22 20

16.6%
11.7%
28.3%

Heterogeneity: Tau® = 0.00; Chi* = 0.12, df = 1 (P = 0.73); I’ = 0%

Test for overall effect: Z = 2.59 (P = 0.010)

Total (95% CI) 464 187
Total events 82 49

Heterogeneity: Tau® = 0.00; Chi* = 2.92, df = 3 (P = 0.40); I

Test for overall effect: Z = 2.31 (P = 0.02)

Test for subgroup differences: Chi* = 2,57, df = 1 (P = 0.11), I = 61.1%

Institut fir Gesundheitsokonomik - www.ifg-muenchen.com -

100.0%

0%

0.43 [0.21, 0.91] —
0.53 [0.22, 1.29]
0.47 [0.27, 0.83] -l

0.70 [0.52, 0.95] &

0.87 [0.55, 1.36]
0.74 [0.41, 1.33]
0.82 [0.57, 1.17]

1 1 1 ]
0.01 0.1 10 100
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

2.3 Epiretinale Membran (ERM)

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
3.4.1 ERM vorhanden
TG-MV-006 16 86 7 35 15.6% 0.93 [0.42, 2.06] s
TG-MV-007 11 98 8 33 14.7% 0.46 [0.20, 1.05] —
Subtotal (95% CI) 184 68 30.2% 0.66 [0.33, 1.31] i
Total events 27 15

Heterogeneity: Tau® = 0.07; Chi* = 1.43, df = 1 (P = 0.23); I = 30%
Test for overall effect: Z = 1.19 (P = 0.24)

3.4.2 Keine ERM vorhanden

TC-MV-006 27 128 24 72 45.1% 0.63 [0.40, 1.01] —-
TG-MV-007 24 142 11 47  24.7% 0.72 [0.38, 1.36] —
Subtotal (95% CI) 270 119 69.8% 0.66 [0.46, 0.97] >
Total events 51 35

Heterogeneity: Tau® = 0.00; Chi* = 0.11, df = 1 (P = 0.74); I = 0%
Test for overall effect: Z = 2.14 (P = 0.03)

Total (95% CI) 454 187 100.0% 0.66 [0.48, 0.91] <&
Total events 78 50

Heterogeneity: Tau® = 0.00; Chi* = 1.54, df = 3 (P = 0.67); I = 0%
Test for overall effect: Z = 2.56 (P = 0.01)

Test for subgroup differences: Chi* = 0.00, df = 1 (P = 0.99), I’ = 0%

1 1 1 ]
0.01 0.1 10 100
Beobachtendes Abwarten Ocriplasmin besser
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

2.4 Epiretinale Membran (ERM) mit VMT

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

2.5 Gréle Makulaloch bei Studienbeginn >/<=250 um

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

3. Verschluss eines Makulalochs (6 Monate ohne PpV)

3.1 Subgruppe VMT>/<=1500 um

Ocriplasmin
Study or Subgroup  Events

Placebo

Total Events Total

Weight M-H, Random, 95% ClI

4.2.1 VMT >1500 um
TG-MV-006
TG-MV-007

Subtotal (95% CI)
Total events

[=T"

1

Heterogeneity: Mot applicable
Test for overall effect: Z = 0.96 (P = 0.34)

4.2.2 VMT <=1500 um
TC-MV-006
TG-MV-007

Subtotal (95% CI)
Total events

Heterogeneity: Tau® = 0.00; Chi* = 0.04, df = 1 (P = 0.83); I’ = 0%

23
17

40

—

48
42
90

5
2

7

Test for overall effect: Z = 2.54 (P = 0.01)

Total (95% CI)
Total events

Heterogeneity: Tau® = 0.00; Chi* = 0.14, df = 2 (P = 0.93); I’ = 0%

41

93

7

Test for overall effect: Z = 2.70 (P = 0.007)
Test for subgroup differences: Chi* = 0.10, df = 1 (P = 0.75), I = 0%

Institut fir Gesundheitsokonomik - www.ifg-muenchen.com -

[TTR =V}

25
14
39

5.9%

5.9%

67.5%
26.6%
94.1%

42 100.0%

Risk Ratio Risk Ratio
M-H, Random, 95% CI
4.00 [0.24, 67.71]
Mot estimable
4.00 [0.24, 67.71] et —
2.40 [1.04, 5.54] ——
2.83 [0.75, 10.76] T
2.51 [1.24, 5.11] -
2.58 [1.30, 5.14] -
0.01 0.1 10 100

Beobachtendes Abwarten Ocriplasmin besser
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

3.2 Subgruppe Ausgangsvisus >/<= 65 Buchstaben

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

Risk Ratio
M-H, Random, 95% CI

4.3.1 Ausgangsvisus <65 Buchstaben

TG-MV-006 18 45 4 23 48.0% 2.30[0.88, 6.01] ——

TG-MV-007 14 44 2 11 25.2% 1.75 [0.46, 6.59] — T

Subtotal (95% CI) 89 34 73.2% 2.09 [0.96, 4.56] o

Total events 32 6

Heterogeneity: Tau® = 0.00; Chi* = 0.11, df= 1 (P = 0.74); I’ = 0%

Test for overall effect: Z = 1.86 (P = 0.06)

4.3.2 Ausgangsvisus >65 Buchstaben

TC-MV-006 8 12 1 9 12.4% 6.00 [0.91, 39.74] T
TG-MV-007 3 5 1 3 14.4% 1.80 [0.31, 10.39] B e —

Subtotal (95% CI) 17 12 26.8% 3.14 [0.87, 11.36] e

Total events 11 2

Heterogeneity: Tau® = 0.00; Chi* = 0.92, df = 1 (P = 0.34); I’ = 0%

Test for overall effect: Z = 1.74 (P = 0.08)

Total (95% CI) 106 46 100.0% 2.33 [1.20, 4.54] -

Total events 43 8

Heterogeneity: Tau® = 0.00; Chi* = 1.25, df = 3 (P = 0.74); I’ = 0% ; } } {
Test for overall effect: Z = 2.50 (P = 0.01) Beg.bualchtend%sl.\'-\bwar‘ten Dcriplasmilnubessermu

Test for subgroup differences: Chi* = 0.28, df = 1 (P = 0.60), I’ = 0%

Institut fir Gesundheitsokonomik - www.ifg-muenchen.com -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

3.3 Epiretinale Membran (ERM)

Risk Ratio
M-H, Random, 95% CI

Ocriplasmin Placebo

Study or Subgroup  Events Total Events Total Weight

Risk Ratio

M-H, Random, 95% CI

4.4.1 ERM vorhanden

TG-MV-006 4 11 1 4 13.8% 1.45 [0.22, 9.43]
TG-MV-007 3 7 0] 1 7.5% 1.75[0.14, 21.88]
Subtotal (95% CI) 18 5 21.3% 1.55 [0.35, 6.98]
Total events 7 1

Heterogeneity: Tau® = 0.00; Chi* = 0.01, df= 1 (P = 0.91); I’ = 0%
Test for overall effect: Z = 0.57 (P = 0.57)

4.4.2 Keine ERM vorhanden

TC-MV-006 20 43 4 28  52.0% 3.26 [1.24, 8.52]
TG-MV-007 14 39 2 13 26.7% 2.33[0.61, 8.93]
Subtotal (95% CI) 82 41 7B.7% 2.91 [1.33, 6.36]
Total events 34 6

Heterogeneity: Tau® = 0.00; Chi* = 0.16, df = 1 (P = 0.69); I’ = 0%
Test for overall effect: Z = 2.68 (P = 0.007)

Total (95% CI) 100

Total events 41 7
Heterogeneity: Tau® = 0.00; Chi* = 0.70, df = 3 (P = 0.87); I’ = 0%
Test for overall effect: Z = 2.64 (P = 0.008)

Test for subgroup differences: Chi* = 0.53, df = 1 (P = 0.47), I’ = 0%

46 100.0% 2.54 [1.27, 5.09]

Institut fir Gesundheitsokonomik - www.ifg-muenchen.com -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

3.4 Epiretinale Membran (ERM) mit VMT

- keine Auswertung vorliegend -

Institut fiir Gesundheitsokonomik - www.ifg-muenchen.com - Datum: 24.04.13  Seite 23 von 61



Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

3.5 Groflke Makulaloch bei Studienbeginn >/<=250 um

Ocriplasmin Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.6.1 Makulaloch >250 um
TG-MV-006 8 27 3 16 30.0% 1.58 [0.49, 5.11] e e —
TG-MV-007 [ 30 0] b 5.4% 2.94 [0.19, 46.24]
Subtotal (95% CI) 57 22 354% 1.74 [0.59, 5.12] -
Total events 14 3
Heterogeneity: Tau® = 0.00; Chi* = 0.17, df = 1 (P = 0.68); I’ = 0%
Test for overall effect: Z = 1.00 (P = 0.32)
4.6.2 Makulaloch <=250 um
TC-MV-006 17 29 2 16 23.3% 4.69 [1.24, 17.77] —_—
TG-MV-007 11 19 3 9 41.3% 1.74 [0.64, 4.72] —{|—
Subtotal (95% CI) 48 25 64.6% 2.60 [0.96, 7.08] |-~
Total events 28 5
Heterogeneity: Tau® = 0.18; Chi* = 1.50, df= 1 (P = 0.22); I’ = 33%
Test for overall effect: Z = 1.87 (P = 0.06)
Total (95% CI) 105 47 100.0% 2.19 [1.15, 4.16] .
Total events 42 8

P . 2 - w2 T 1 1 1 ]
Heterogeneity: Tau® = 0.00; Chi* = 1.92, df = 3 (P = 0.59); I = 0% ol o o 100

Test for overall effect: Z = 2.39 (P = 0.02)
Test for subgroup differences: Chi* = 0.29, df = 1 (P = 0.59), I’ = 0%

Institut fir Gesundheitsokonomik - www.ifg-muenchen.com -

Datum: 24.04.13

Beobachtendes Abwarten Ocriplasmin besser

Seite 24 von 61



Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

4. Losung der VMT (Tag 28)

Anmerkung: es liegen keine Analysen fur Tag 180 vor.

4.1 Subgruppe VMT>/<=1500 um

Ocriplasmin besser Beobachtendes Abwarten Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
14.7.1 Adhasion >1500micron Baseline
TG-MV-006 4 47 a 19 2.4% 3.751[0.21, 66.46) u
TG-MV-007 2 55 a 22 11% 2.05[0.10,41.14]
Subtotal (95% CI) 102 41 4.6% 2.81[0.35, 22.38] e ——
Total events B 0

Heterogeneity: Tau®=0.00; Chi*=0.08, df =1 (P=078), F=0%
Test for overall effect =098 (F=0.33)

14.7.2 Adhasion <=1500micron Baseline

TG-W-006 53 145 14 74 T40% 1.83[1.15,3.24] —
TG-W-007 56 169 4 43 11.4% 4.06[1.55, 10.64] -
Subtotal (95% ClI) 314 123 954% 2.51[1.23,5.14] -~
Total events 109 18

Heterogeneity: Tau®= 0.14; Chi*=1.88, df=1({F=017); F=47%
Test for overall effect Z=252 (F=0.01)

Total (95% CI) 416 164 100.0% 2.30 [1.48, 3.60] <
Total events 115 18
Heterogeneity: Tau®= 0.00; Chi®=2.00, df =3 (P=047), F=0%
Test for overall effect: £= 3.67 (F=0.0002)

Test far subaroup differences: Chi*=0.01, df=1 (P =092}, F= 0%

00z 01 10 50
Beobachtendes Abwarten Ocriplasmin besser
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

4.2 Subgruppe Ausgangsvisus >/<= 65 Buchstaben

Ocriplasmin besser  Beobachtendes Abwarten Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
14.10.1 Ausgangsvisus <=65 Buchstaben
TG-MV-006 35 104 g 50 43.3% 210[1.05 4.19] ——
TG-MY-007 36 110 2 37 10.8% 6.05[1.53, 23.93]
Subtotal (95% CI) 214 87 54.2% 3.04 [1.08, 8.55] e
Total events 71 10
Heterogeneity: Tau®= 0.30; Chi®=1.98 df=1 (F=016), F=40%
Test for overall effect =211 (F=0.03)
14.10.2 Ausgangsvisus >65 Buchstaben
TG-Wy-006 26 1145 G a7 30.0% 21510094, 492] -
TG-W-007 26 135 3 43 157% 2.76[0.88, 8.67] T
Subtotal (95% CI) 250 100  45.8% 2.34 [1.20, 4.58] e
Tatal events 52 9
Heterogeneity: Tau®=000; Chi*=012, df=1 P=073) F=0%
Test for overall effect Z= 248 (F=0.01)
Total (95% CI) 464 187 100.0% 2,48 [1.57, 3.91] -
Total events 123 19
Heterogeneity, Tau®= 0.00; Ghif= 210, df= 3 (P = 0.55); F= 0% 2 Es DIE 5 2ID
Testfor overall effec.t Z=392(F < 0.0001) Beobachtendes Abwarten Ocriplasmin besser
Test for subaroun differences: Chif= 017, df =1 (P =068 F= 0%

Institut fir Gesundheitsokonomik - www.ifg-muenchen.com -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

4.3 Epiretinale Membran (ERM)

Ocriplasmin besser Beobachtendes Abwarten Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
14.3.1 ERM Baseline
TG-MyV-006 B 86 i 35 2.8% 5.38[0.31, 83.01]
TG-M-007 10 93 1 33 50% 3.37[0.45, 25.32)
Subtotal {95% CI) 184 68 7.5% 3.94 [0.76, 20.43] e
Total events 16 1
Heterogeneity: Tau®= 0.00; Chi*=0.07, df=1 (P=0.74), F=0%
Testfor overall effect Z=1.63 (F=0.10)
14.3.2 Keine ERM Baseline
TG-My-006 52 128 14 T2 T6.4% 2.08 [1.25, 3.50] —-
TG-M-007 49 142 3 47 16.2% 241 [1.77, 16.54] e —
Subtotal {95% CI) 270 119 92.5% 2.97 [1.16, 7.61] i
Tatal events 101 17
Heterogeneity: Tau®=0.30; Chi*= 251, df=1 (P=011); F=60%
Test for overall effect Z=227 (P=0.02
Total (95% CI) 454 187 100.0% 2.55 [1.63, 4.01] -
Total events 17 18

T2 = PhiE = _ _ . I , , ,
Heterogeneity: Tau®= 0.00; Chi®= 290, df =3 (P=041), F=0% D.hﬁ sz é ZID

Test for overall effect: Z=4.09 (F = 0.0001)
Test for subaroun differences: Chi*= 008, df =1 P =0771.F= 1%

Institut fir Gesundheitsokonomik - www.ifg-muenchen.com -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

4.4 Epiretinale Membran (ERM) mit VMT

Ocriplasmin besser Beobachtendes Abwarten Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
14.8.1 ERM mit Adhasion >1500micron Baseline
TG-MV-006 a 30 a 12 Mot estirmahle
TG-MY-007 2 41 a 14 22% 1.79100.09, 35.11]
Subtotal (95% CI) 71 26 2.2% 1.79 [0.09, 35.11] ——e N ——
Total events 2 0

Heterogeneity: Mot applicable
Testfor overall effect Z=0.38(F=0.70)

14.8.2 ERM mit Adhasion <=1500micron Baseline

TG-M-006 5 40 a 159 2.5% 4.29[0.25, 73.24]

TG-h-007 7 47 1 14 4.8% 2.08[0.28, 15.54] e e —
Subtotal {95% CI) 87 29 7.3% 2.65 [0.52, 13.67] —~ai—
Tatal events 12 1

Heterogeneity: Tau®=0.00; Chif=017, df=1 (P=0E8), F=0%
Test for overall effect Z=117 (F=0.24)

14.8.3 Keine ERM mit Adhasion >1500micron Baseline

TG-W-006 4 18 a 7T15% 4.501[0.27, 73.69]

TG-W-007 a 14 a g Mot estimahle

Subtotal (95% ClI) 29 15 2.5% 4.50 [0.27, 73.69] ——e
Total events 4 0

Heterogeneity: Mot applicable
Test for overall effect Z=1.05 (F=0.29)

14.8.4 Keine ERM mit Adhasion <=1500micron Baseline

TG-My-006 46 103 14 58 77.3% 188 [1.14,3.17] -

TG-My-007 46 117 2 4 10.6% B.BB[1.71, 26.13] —_—
Subtotal (95% CI) 220 93 87.9%  3.08[0.83,11.37] e —
Total events 92 16

Heterogeneity; Tau®= 0.66; Chi*= 340, df=1 {P=007);F=71%
Test for overall effect: Z=1.69 (P = 0.09)

Total (95% CI) 407 163 100.0% 2.25[1.45, 3.52] -
Total events 110 17
Heterogeneity: Tau®= 0.00; Chi*= 388, df =8 (P=047), F=0%
Test for overall effect £=3.59 (F=0.0003)

Test far subaroup differences: Chi*= 022, df= 3P =097, F= 0%

00z 01 10 a0
Beobachtendes Abwarten Qcriplasmin besser
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

4.5 Grolle Makulaloch bei Studienbeginn >/<=250 um

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

5. Gesundheitsbezogene Lebensqualitat (NEI VFQ-25
Summenscore, 6 Monate)

5.1 Subgruppe VMT>/<=1500 um

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

5.2 Subgruppe Ausgangsvisus >/<= 65 Buchstaben

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

5.3 Epiretinale Membran (ERM)

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

5.4 Epiretinale Membran (ERM) mit VMT

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

5.5 Grofke Makulaloch bei Studienbeginn >/<=250 um

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

6. Mortalitat

- aufgrund der geringen Ereigniszahl keine Subgruppenanalysen sinnvoll -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

7. Unerwunschte Ereignisse (Patienten; 6 Monate)

7.1 Subgruppe VMT>/<=1500 um

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

7.2 Subgruppe Ausgangsvisus >/<= 65 Buchstaben

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

7.3 Epiretinale Membran (ERM)

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

Risk Ratio

M-H, Random, 95% CI

8.4.1 ERM vorhanden

TG-MV-006 71 87 28 34  31.9% 0.99 [0.82, 1.19]
TG-MV-007 69 98 20 33 11.8% 1.16 [0.86, 1.57]
Subtotal (95% CI) 185 67 43.8% 1.03 [0.88, 1.21]
Total events 140 48

Heterogeneity: Tau® = 0.00; Chi* = 0.89, df = 1 (P = 0.35); I = 0%
Test for overall effect: Z = 0.42 (P = 0.67)

8.4.2 Keine ERM vorhanden

TC-MV-006 107 128 49 72 35.3% 1.23 [1.03, 1.48]
TG-MV-007 104 142 31 47  21.0% 1.11 [0.88, 1.40]
Subtotal (95% CI) 270 119 56.2% 1.18 [1.03, 1.36]
Total events 211 80

Heterogeneity: Tau® = 0.00; Chi* = 0.47, df = 1 (P = 0.49); I = 0%
Test for overall effect: Z = 2.36 (P = 0.02)

Total (95% CI) 455 186 100.0% 1.12 [1.00, 1.24]
Total events 351 128

Heterogeneity: Tau® = 0.00; Chi* = 2.89, df = 3 (P = 0.41); I = 0%
Test for overall effect: Z = 2.05 (P = 0.04)

Test for subgroup differences: Chi* = 1.56, df = 1 (P = 0.21), I = 35.8%
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

7.4 Epiretinale Membran (ERM) mit VMT

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

7.5 Grofke Makulaloch bei Studienbeginn >/<=250 um

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

8. Schwere unerwlnschte Ereignisse (Patienten; 6 Monate)

8.1 Subgruppe VMT>/<=1500 um

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

8.2 Subgruppe Ausgangsvisus >/<= 65 Buchstaben

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

8.3 Epiretinale Membran (ERM)

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
12.4.1 ERM vorhanden
TG-MV-006 12 87 4 34  17.0% 1.17 [0.41, 3.38] —_—
TG-MV-007 9 98 3 33 12.3% 1.01[0.29, 3.51] s
Subtotal (95% CI) 185 67 29.4% 1.10 [0.49, 2.47] i
Total events 21 7

Heterogeneity: Tau® = 0.00; Chi* = 0.03, df = 1 (P = 0.86); I = 0%
Test for overall effect: Z = 0.23 (P = 0.81)

12.4.2 Keine ERM vorhanden

TC-MV-006 19 128 9 72 35.1% 1.19 [0.57, 2.49]
TG-MV-007 23 142 8 47 35.5% 0.95 [0.46, 1.98]
Subtotal (95% CI) 270 119 70.6% 1.06 [0.63, 1.79]
Total events 42 17

Heterogeneity: Tau® = 0.00; Chi* = 0.17, df = 1 (P = 0.68); I = 0%
Test for overall effect: Z = 0.23 (P = 0.82)

Total (95% CI) 455 186 100.0% 1.07 [0.69, 1.66] <
Total events 63 24

Heterogeneity: Tau® = 0.00; Chi* = 0.21, df = 3 (P = 0.98); I = 0%
Test for overall effect: Z = 0.32 (P = 0.75)

Test for subgroup differences: Chi* = 0.01, df = 1 (P = 0.94), I’ = 0%

1 1 1 ]
0.01 0.1 10 100
Beobachtendes Abwarten Ocriplasmin besser
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

8.4 Epiretinale Membran (ERM) mit VMT

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

8.5 Grofke Makulaloch bei Studienbeginn >/<=250 um

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

9. Studienabbruch aufgrund unerwlnschten Ereignisses

- aufgrund der geringen Ereigniszahl keine Subgruppenanalysen sinnvoll
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10. Sehscharfenverlust (6 Monate)
10.1 Verlust >=2 Zeilen (10 Buchstaben)

10.1.1 Subgruppe VMT>/<=1500 um

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
9.2.1 VMT <=1500 um
TG-MV-006 14 145 3 74  36.3% 2.38[0.71, 8.03] |
TC-MV-007 11 169 6 49 43.8% 0.53 [0.21, 1.36] ——
Subtotal (95% CI) 314 123 80.1% 1.07 [0.24, 4.79] i
Total events 25 9

Heterogeneity: Tau® = 0.86; Chi* = 3.81, df = 1 (P = 0.05); I’ = 74%
Test for overall effect: Z = 0.09 (P = 0.93)

9.2.2 VMT >1500 um

TG-MV-006 5 47 1 19 19.9% 2.02 [0.25, 16.18] —_—T
TG-MV-007 0 55 0 22 Not estimable

Subtotal (95% CI) 102 41 19.9% 2.02 [0.25, 16.18] e
Total events 5 1

Heterogeneity: Mot applicable
Test for overall effect: Z = 0.66 (P = 0.51)

Total (95% CI) 416 164 100.0% 1.20 [0.39, 3.66] ~ul
Total events 30 10
- 2 _ B il = = R = } } } ]
?eterfogenew_”Ta;fu —ZG_SID ?1“ . _462?',5“ 2(P=0.12); 1 53% b0l o'l 1o 100
est for overall effect: 2= 0.31 (P = 0.75] Ocriplasmin besser Beobachtendes Abwarter

Test for subgroup differences: Chi* = 0.24, df = 1 (P = 0.63), I’ = 0%
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

10.1.2 Subgruppe Ausgangsvisus >/<= 65 Buchstaben

Ocriplasmin Placebo

Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

9.3.1 Ausgangsvisus <=65 Buchstaben

TG-MV-006 8 104 3 50 26.9%
TC-MV-007 7 110 4 37 31.1%
Subtotal (95% CI) 214 87 5B.0%
Total events 15 7

Heterogeneity: Tau® = 0.00; Chi* = 0.78, df = 1 (P = 0.38); I’ =

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

9.3.2 Ausgangsvisus >65 Buchstaben

TG-MV-006 14 115 2 57 22.0%
TG-MV-007 7 135 2 43 20.0%
Subtotal (95% CI) 250 100 42.0%
Total events 21 4

Heterogeneity: Tau® = 0.08; Chi* = 1.14, df = 1 (P = 0.29); I* =

Test for overall effect: Z = 1.23 (P = 0.22)

464 187 100.0%

36 11

Total (95% CI)
Total events

1.28 [0.36, 4.63]
0.59 [0.18, 1.90]
0.84 [0.35, 1.99]

0%

3.47 [0.82, 14.75]
1.11[0.24, 5.17]
2.02 [0.66, 6.23]

12%

1.22 [0.58, 2.55]

Heterogeneity: Tau® = 0.10; Chi* = 3.64, df = 3 (P = 0.30); I’ = 18%

Test for overall effect: Z = 0.52 (P = 0.60)

Test for subgroup differences: Chi* = 1.48, df = 1 (P = 0.22), I’ = 32.6%
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

10.1.3 Epiretinale Membran (ERM)

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
9.4.1 ERM vorhanden
TG-MV-006 12 86 o] 35 8.1% 10.34 [0.63, 170.10] +
TC-MV-007 4 98 1 33 12.9% 1.35 [0.16, 11.63]
Subtotal (95% CI) 184 68 21.0% 3.13 [0.38, 25.90] ————
Total events 16 1

Heterogeneity: Tau® = 0.77; Chi* = 1.48, df= 1 (P=0.22); I’ = 32%
Test for overall effect: Z = 1.06 (P = 0.29)

9.4.2 Keine ERM vorhanden

TG-MV-006 10 128 5 72 39.2% 1.13 [0.40, 3.16]
TG-MV-007 10 142 5 47  39.8% 0.66 [0.24, 1.84]
Subtotal (95% CI) 270 119 79.0% 0.86 [0.42, 1.78]

Total events 20 10
Heterogeneity: Tau® = 0.00; Chi* = 0.51, df = 1 (P = 0.47); I’ = 0%
Test for overall effect: Z = 0.41 (P = 0.68)

Total (95% CI) 454 187 100.0% 1.12 [0.49, 2.56] -"'-
Total events 36 11

Heterogeneity: Tau® = 0.18; Chi* = 3.97, df = 3 (P = 0.26); I’ = 24%
Test for overall effect: Z = 0.26 (P = 0.80)

Test for subgroup differences: Chi* = 1.28, df = 1 (P = 0.26), I’ = 22.0%

0.01 0.1 10 100
Beobachtendes Abwarten Ocriplasmin besser
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

10.1.4 Epiretinale Membran (ERM) mit VMT

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

10.1.5 GrolRe Makulaloch bei Studienbeginn >/<=250 um

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

10.2 Verlust >=3 Zeilen (15 Buchstaben)

10.2.1 Subgruppe VMT>/<=1500 um

Ocriplasmin Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
10.2.1 VMT <=1500 um
TG-MV-006 10 145 0 74 21.7% 10.79 [0.64, 181.59] +
TG-MV-007 9 169 4 49 48.1% 0.65 [0.21, 2.03] ——
Subtotal (95% CI) 314 123 69.8% 2.09 [0.10, 45.39] e —
Total events 19 4
Heterogeneity: Tau® = 3.88; Chi* = 4.22, df = 1 (P = 0.04); I’ = 76%
Test for overall effect: Z = 0.47 (P = 0.64)
10.2.2 VMT > 1500 um
TC-MV-006 4 47 1 19 30.2% 1.62 [0.19, 13.55] i
TG-MV-007 0 55 0 22 Not estimable
Subtotal (95% CI) 102 41  30.2% 1.62 [0.19, 13.55] ——ee———
Total events 4 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.44 (P = 0.66)
Total (95% CI) 416 164 100.0% 1.58 [0.31, 7.99] —a——
Total events 23 5

P . 2 - w2 T 1 1 1 ]
Heterogeneity: Tau® = 1.09; Chi* = 4.22,df =2 (P=0.12); I = 53% ol o 1o 100

Test for overall effect: Z = 0.55 (P = 0.58)

Test for subgroup differences: Chi* = 0.02, df = 1 (P = 0.89), I’ = 0%
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

10.2.2 Subgruppe Ausgangsvisus >/<= 65 Buchstaben

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
10.3.1 Ausgangsvisus <=65 Buchstaben
TG-MV-006 8 104 1 50 22.2% 3.85 [0.49, 29.92] & +
TC-MV-007 4 110 3 37 34.0% 0.45 [0.11, 1.91] L
Subtotal (95% CI) 214 87 56.2% 1.17 [0.13, 10.34] e —
Total events 12 4

Heterogeneity: Tau® = 1.69; Chi’ = 3.05,df= 1 (P = 0.08); I’ = 67%
Test for overall effect: Z = 0.14 (P = 0.89)

10.3.2 Ausgangsvisus >65 Buchstaben

TG-MV-006 8 115 1 57 22.2% 3.97 [0.51, 30.94] = +
TG-MV-007 6 135 1 43 2L.7% 1.91 [0.24, 15.44] +
Subtotal (95% CI) 250 100 43.8% 2.77 [0.64, 11.98] =t —
Total events 14 2

Heterogeneity: Tau® = 0.00; Chi* = 0.24, df = 1 (P = 0.62); I’ = 0%
Test for overall effect: Z = 1.36 (P = 0.17)

Total (95% CI) 464 187 100.0% 1.60 [0.50, 5.13] ——e
Total events 26 6
- 2 _ B il - - = 1 | 1 1 | 1
_ll-!eterfogenmtv_”T#J —Z[};’Lﬂb S[:I . _4652,3“ 3(P=0.20);1 35% ol o3 o's 3 : 5
est for overall e e;t. =0. (_1— “43) s Ocriplasmin besser Beobachtendes Abwarter
Test for subgroup differences: Chi* = 0.42, df = 1 (P = 0.52), F = 0%
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10.2.3 Epiretinale Membran (ERM)

Ocriplasmin Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
10.4.1 ERM vorhanden
TG-MV-006 7 86 o] 35 12.5% 6.21 [0.36, 105.84] +
TC-MV-007 3 98 0 33 11.8% 2.40[0.13, 45.36]
Subtotal (95% CI) 184 68 24.3% 3.93 [0.51, 30.22] — el
Total events 10 0
Heterogeneity: Tau® = 0.00; Chi* = 0.21, df = 1 (P = 0.64); I’ = 0%
Test for overall effect: Z = 1.31 (P = 0.19)
10.4.2 Keine ERM vorhanden
TG-MV-006 9 128 2 72 32.7% 2.53 [0.56, 11.40] —
TG-MV-007 7 142 4 47  43.0% 0.58 [0.18, 1.89] —1—
Subtotal (95% CI) 270 119 75.7% 1.12 [0.26, 4.86] -*-—
Total events 16 6
Heterogeneity: Tau® = 0.65; Chi* = 2.36, df = 1 (P = 0.12); I’ = 58%
Test for overall effect: Z = 0.16 (P = 0.87)
Total (95% CI) 454 187 100.0% 1.49 [0.51, 4.41] .
Total events 26 6

e 2 . 2 .2 L 1 1 |
Heterogeneity: Tau® = 0.35; Chi* = 4.16, df = 3 (P = 0.25); I = 28% b0l o' 1o 100

Test for overall effect: Z = 0.72 (P = 0.47)
Test for subgroup differences: Chi* = 0.95, df = 1 (P = 0.33), I’ = 0%

Institut fir Gesundheitsokonomik - www.ifg-muenchen.com -
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Beobachtendes Abwarten Ocriplasmin besser

Seite 54 von 61



Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

10.2.4 Epiretinale Membran (ERM) mit VMT

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

10.2.5 GrolRe Makulaloch bei Studienbeginn >/<=250 um

- keine Auswertung vorliegend -
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10.3 Verlust >=6 Zeilen (30 Buchstaben)

10.3.1 Subgruppe VMT>/<=1500 um

Ocriplasmin Placebo Peto Odds Ratio Peto Odds Ratio

Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% ClI Peto, Fixed, 95% CI
11.2.1 VMT <=1500 um
TG-MV-006 2 145 0 74 39.3% 4.56(0.24, 85.98] i
TG-MV-007 3 169 1 49  B0.7% 0.86 [0.08, 9.18] =
Subtotal (95% CI) 314 123 100.0% 1.66 [0.26, 10.48]
Total events 5 1
Heterogeneity: Chi* = 0.75, df = 1 (P = 0.39); I = 0%
Test for overall effect: Z = 0.54 (P = 0.59)
11.2.2 VMT >1500 um
TG-MV-006 0 47 0 19 Not estimable
TG-MV-007 0 55 0 22 Not estimable
Subtotal (95% CI) 102 41 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% CI) 416 164 100.0% 1.66 [0.26, 10.48] —~—eel——
Total events 5 1

P . ) T I 1 1 ]
Heterogeneity: Chi* = 0.75, df = 1 (P = 0.39); I = 0% b1 o' 1o 100

Test for overall effect: Z = 0.54 (P = 0.59)
Test for subgroup differences: Mot applicable
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

10.3.2 Subgruppe Ausgangsvisus >/<= 65 Buchstaben

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
11.3.1 Ausgangsvisus <=65 Buchstaben
TG-MV-006 2 104 1 50 34.2% 0.96 [0.09, 10.35]
TC-MV-007 1 110 1 37 25.6% 0.34 [0.02, 5.24] +
Subtotal (95% CI) 214 87 59.8% 0.61 [0.10, 3.70]
Total events 3 2

Heterogeneity: Tau® = 0.00; Chi* = 0.32, df= 1 (P = 0.57); I’ = 0%
Test for overall effect: Z = 0.53 (P = 0.59)

11.3.2 Ausgangsvisus >65 Buchstaben

TG-MV-006 1 115 o] 57 19.0% 1.50 [0.06, 36.25] +
TG-MV-007 2 135 0] 43 21.2% 1.62 [0.08, 33.06] +
Subtotal (95% CI) 250 100 40.2% 1.56 [0.17, 13.95]
Total events 3 0

Heterogeneity: Tau® = 0.00; Chi* = 0.00, df= 1 (P = 0.97); I’ = 0%
Test for overall effect: Z = 0.40 (P = 0.69)

t

Total (95% CI) 464 187 100.0% 0.89 [0.22, 3.58]
Total events 6 2
- 2 _ . 2 - - - I I I I I I
_ll-!eterfogenew_”Ta;fu —ZGE}% iigl P_—Dﬁ?;;'df =3 (P = 0.86); I°=0% ol o3 o's 3 : 5
est for overall effect: 2= 0.16 (P = 0.87) Ocriplasmin besser Beobachtendes Abwarter

Test for subgroup differences: Chi* = 0.42, df = 1 (P = 0.52), I’ = 0%
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10.3.3 Epiretinale Membran (ERM)

Ocriplasmin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
11.4.1 ERM vorhanden
TG-MV-006 1 86 0 35 20.9% 1.24 [0.05, 29.76]
TG-MV-007 0 98 0 33 Not estimable
Subtotal (95% CI) 184 68 20.9% 1.24 [0.05, 29.76] e
Total events 1 0
Heterogeneity: Not applicable
Test for overall effect: Z = 0.13 (P = 0.89)
11.4.2 Keine ERM vorhanden
TG-MV-006 2 128 1 72 37.1% 1.13 [0.10, 12.19] E
TG-MV-007 3 142 1 47  42.0% 0.99 [0.11, 9.32]
Subtotal (95% CI) 270 119 79.1% 1.05 [0.21, 5.38]
Total events 5 2
Heterogeneity: Tau® = 0.00; Chi* = 0.01, df = 1 (P = 0.94); I’ = 0%
Test for overall effect: Z = 0.06 (P = 0.95)
Total (95% CI) 454 187 100.0% 1.09 [0.26, 4.65] ——onliien-—
Total events 6 2
Heterogeneity: Tau® = 0.00; Chi* = 0.01, df = 2 (P = 0.99); I’ = 0% ID o1 011 1=0 100=
Test for overall effect: Z=0.12 (P = 0.91) Beobachtendes Abwarten Ocriplasmin besser

Test for subgroup differences: Chi* = 0.01, df = 1 (P = 0.93), I’ = 0%
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10.3.4 Epiretinale Membran (ERM) mit VMT

- keine Auswertung vorliegend -
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Metaanalysen priadefinierter fakultativer Subgruppen fiir patientenrelevante Endpunkte

10.3.5 GrolRe Makulaloch bei Studienbeginn >/<=250 um

- keine Auswertung vorliegend -
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