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Macular Degeneration

Appendix H: Grade tables and meta-analysis results

Bevacizumab vs ranibizumab

Outcomes lllustrative comparative Relative effect | No of Participants | Quality of the Comments
risks* evidence
(95% CI)
Corresponding risk Assumed risk (95% CI) (studies) (GRADE)
Ranibizumab Bevacizumab
Gain of 15 letters or 238 per 1000 258 per 1000 RR 0.96 3101 (8 studies) DPDP High
more visual acuity at (202 to 279) (0.85 to 1.08)
one year
Loss of fewer than 15 942 per 1000 942 per 1000 RR 1.00 2817 (7 studies) DPDP High
letters visual acuity at (923 to 960) (0.98 to 1.02)
one year
Mean change in visual The mean change in The mean change | MD -0.48 3101 (8 studies) DPDP High
acuity at one year visual acuity in the across (-1.47 t0 0.51)
(number of letters) bevacizumab groups was | ranibizumab
on average 0.48 fewer groups ranged
letters gained (95% CI from gains of 3 to
1.47 fewer letters to 0.51 | 8 letters
more letters)
Serious systemic 148 per 1000 (150 to 175 per 1000 with | RR 1.18 3038 (5 studies) DDPS Moderate!
adverse events at one 206) at least one (1.01 to 1.39)
year serious systemic
adverse event
Gastrointestinal 10 per 1000 20 per 1000 RR 1.85 3038 (5 studies) DDDO Moderate!
disorders (1.01, 3.40)
Myocardial infarction <10 per 1000 <10 per 1000 RR 0.51 3038 (5 studies) DPPOO Low?
(0.22 to 1.19)
Stroke or cerebral <10 per 1000 <10 per 1000 RR 0.65 3038 (5 studies) DPPOO Low?
infarction (0.25 to 1.67)
Venous thrombotic <10 per 10000 <10 per 1000 RR 2.04 2721 (4 studies) PPHOO Low?

event

(0.61 to 6.75)
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Serious ocular adverse < 5 per 1000 <5 per 1000 Range of RRs Range 1670 to Studies reported
events at one year 0.51 (0.05 to 2280 (2to 3 different ocular
5.62) to 7.05 studies) adverse events
(0.36 to 136.28)
Retinal detachment 0 <10 per 1000 RR 7.05 (0.36 1670 (2 studies) PPHOO Low?
to 136.28)
Severe uveitis <10 per 1000 <10 per 1000 RR 4.14 (0.46 to | 1795 (2 studies) PPDOO Low?
36.97)
Endophthalmitis <10 per 1000 <10 per 1000 RR 1.68 (0.40to | 2111 (3 studies) DOPOO Low?
7.00)
Retinal pigment <10 per 1000 <10 per 1000 RR 1.37 (0.31 to | 2236 (3 studies) PPOO Low?
epithelial tear 6.12)
cataract <10 per 1000 <10 per 1000 RR 0.51 (0.05 to | 2280 (3 studies) PPDOO Low?

5.62

*The basis for the assumed risk is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95%Cl)
1. Adverse vent outcome downgrade to moderate quality as not all eligible trials reported these outcomes and numbers of some adverse events were small (<1 %), and 95%Cl of estimated

effect under the possibility of significant and non-significant values

2. Downgrade two levels for serious imprecision

Number of studies Risk of bias Inconsistency | Indirectness | Imprecision | Sample size | Effect (95%Cl) Quality
Bevacizumab vs ranibizumab

Number of injections

5 studies (CATT 2011, Biswas Serious' Not serious Not serious Not serious 1660 MD=0.60 Moderate
2011, GEFAL 2013, LUCAS 2015, (0.33, 0.87)

MANTA 2013)

1. Downgrade for masking of participants and incomplete outcome data.
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Bevacizumab vs ranibizumab
One year

Visual acuity (gain of 15 letters or more at one year)

Bevacizumab  Ranibizumab Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Ewents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bizwas 2011 {1} 4 50 14 54 34% 046019, 1.11]
ERAMD studhy 2016 39 161 3z 166 2.0% 1.26[0.83,1.90] e
CATT 2011 1549 536 168 969 41.4% 1.00[0.84,1.21] -
GEFAL 2013 39 181 349 183 101% 0.96 [0.64, 1.42] B
VAR 2013 40 251 G4 273 156% 0.68 [0.48, 0.97] —
LUCAS 20145 47 184 50 187 12.6% 0.96 [0.68, 1.39] I
MARTA 2013 36 154 38 163 8.6% 1.08[0.72, 1.64] I
Subramanian 2010 g 14 1 7 0.3%  2.33[0.33,16.41]
Total {95% CIy 1542 1602 1000%  0.96 [0.85, 1.08] *
Total events Eral 403

H™ - —_ — L= = 1 1 1 1 1
Heterageneity, Chi®F=9.31, df=7 (P =0.23); F=25% D!1 D!S é :'5 110

Testfor overall effect: 2= 0.71 (F = 0.48)

Footnotes

(13 followe-Lp was 18 months

Favors ranibizumab  Favors bevacizumah

Visual acuity (loss of fewer than 15 letters at one year)

Bevacizumah  Ranibirumab Risk Ratin Risk Ratin
Stuch/ or Subgroup  Bvents  Total Bvents  Tofal Weight  M-H, Fised, 5% CI M-H, Fieid, 6% Cl
Blswas 20117 (1) 50 50 52 54 8% 1.04 [0.97,1.11] T
CATT 2011 497 536 540 SE9 305%  0.98(0.95 1.01) b
GEFAL 2013 174 19 165 183 127% 1.01 0.95, 1.08] 1T
VAN 2013 240 61 260 273 188% 1.00 (0.97, 1.04 -+
LUCAS 2015 177 184 179 187 134% 1.00 [0.98, 1.05] 5 ol
MANTA 2013 146 154 153 163 11.21% 1.01 [0:986, 1.07] e
Subramanian 2010 15 15 L] T 0% 1.19[0.84, 1.68]
Total {955 CT) 1381 1436 100.0% 1.00 0,98, 1.02] ‘-
Total events 1299 1355 |
Hetaragensaity Chi*= 4.86, df= 6 (F = 0.56), P= 0% IZI 5 1; IJ'ﬁ

Test for overall effect Z= 0.27 {F = 0.79)

Eaoinolas

(1) Tollw-up was 18 manihs

Favars ranibiemab Favors beyacizumab

Visual acuity (mean change in number of letters)

Bevacizumah Ranibizumah Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
Bigwas 2011 0.52 18.67 a0 3.22 18.67 54 1.8% -2.70[-9.88, 4.48]
BRAMD study 2016 6.06 13.67 142 6.82 1263 142 105% -0.76[-3.82,2.30] E E—
CATT 2011 G.9382 1457698 4536 76485 136229 4669 324% -0.71[-2.451.03] =
GEFAL 2013 482 1485 191 2.83 1509 183 10.7% 1.88[1.14, 4.83] I
[V 2013 47 125 151 6.4 128 273 21.0% -1.70[-3.87,0.47] e
LUCAS 2014 78 134 184 8.2 125 187 14.3%  -0.30[-2.94, 2.34] I —
MANTA 2013 48 16837 154 4.1 1823 163  87% 0.80 [-2.56, 4.16] B Ee—
Subramanian 2010 7h 14.4 14 6.3 13.7 7 0.6% 1.20[-11.60,14.00]
Total {95% CI) 1523 1578 100.0% -0.48[-1.47,0.51]

Heterogeneity: Chi®= 4,67, df =7 {P=0.70); F= 0%
Testfor overall effect: = 0.94 (P = 0.34)

127

_*

-4 1] ]

10

Favors ranibizumab  Favors bevacizumab



Macular Degeneration
Appendix H: Grade tables and meta-analysis results

Quality of life (no problem in quality of life)

Bevacizumab  Ranibizumab Risk Ratio Risk Ratio

Study or Subgroup Events  Total BEvents Total M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl

4.11.1 Mobility

AR 2013 1485 262 173 286 098 [0.85,113] —

1.11.2 Self care

o 2013 217 262 247 285 0.96 [0.90, 1.04] —

4.11.3 Usual activities

AN 2013 178 262 159 286 0.98 [0.87,1.09] —+H—

4.11.4 Painidiscomfort

o 2013 143 262 163 285 1.02[089,117] —

4.11.5 Anxietyidepression

AN 2013 188 262 214 286 0.96 [0.87, 1.08] ——

) } }
04 oy 14 2
Favars ranibizumab  Favors hevacizumahb
Number of injections
Bevacizumab Ranibizumab Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI

Biswas 2011 43 1} a0 4.6 0 G4 Mot estimable

CATT 2011 77348 300 6.9 3298 2589% 0.80[0.23,1.37 ——

GEFAL 2013 B8 27 1M 645 24 183 264% 030[0.22 087 T

LUCAS 2015 29 26 184 g 2.3 187 283% 0.90([0.40, 1.40] ——

MANTA 2013 61 28 1454 a8 27 163 193% 030[0.31,081] T

Total (95% Clj 829 831 100.0% 0.60[0.33, 0.87] &

Heterogeneity: Chi*= 418, df= 3 {F=0.24); F=28% _I4 I2 3 é

Testfor overall effect: 2= 4.42 (P = 0.00001) Fawvours ranibizumab  Favours bevacicumab
Two years
Visual acuity (gain of 15 letters or more)

Bevacizumab  Ranibizumab Risk Ratio Risk Ratio

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

4.2.1 Participants in groups as randomized at baseline

CATT 2011 144 502 162 528 T1i% 093077, 1.13]

VAR 2013 41 244 63 268 I7.8% 0.70[0.449,1.00] —

Subtotal (95% CI) 751 FO6 100.0%  0.87[0.74, 1.03] L

Total ewents 185 225

Heterageneity: Chi®=2.01,df=1{F=01E), F=50%

Testfor averall effect Z=1.64 (F=0.10}

4.2.2 Participants remaining in same groups after re-randomization

CATT 2011 112 380 125 398 BEE% 0.94 [0.76, 1.16] .

VAR 2013 41 249 63 268 332% 0.70[0.49,1.00] ——

Subtotal (95% CI) 620 666 100.0%  0.86[0.72, 1.03] &

Total ewents 143 188

Heterogeneity: Chi*=1.94, df=1 (P =0.186), F= 49%

Testfor overall effect Z=1.63 (P =010}

0.05 0.2 5 20
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Visual acuity (loss of fewer than 15 letters)

Bevacizumab  Ranibizumab Risk Ratio Risk Ratio
Study or Subgroup Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI
4.4.1 Participants in groups as randomized at baseline
CATT 2011 447 502 488 528 HES8% 0.96 [0.93,1.00]
VAR 2013 226 244 245 268 331% 0.99 [0.94, 1.09]
Subtotal (95% CI) a1 FO6 100.0%  0.97 [0.94, 1.00] &
Total events 673 733

Heterogeneity ChiF= 0.78, of= 1 (P = 0.38); F= 0%

Test for overall effect Z=1.68 (P =0.09)

4.4.2 Participants remaining in same groups after re-randomization

CATT 2011 34 380
VAR 2013 226 244
Subtotal (95% CI) G20
Total events 56T

Heterogeneity. Chi*=0.63, df=1{F=043)
Test for overall effect Z=1.40 (P =0.16)

70 398 B0.5%  0.07[0.92,1.01]

245 268 38.5%  0.89(0.94,1.08]
666 100.0%  0.98[0.94, 1.01]

B15

(F=0%

07 15
Fawars ranibizumab  Favars bevacizumah

0.4

Visual acuity (mean change in number of letters)

Bewvacizumah Ranibizumah Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
CATT 2011 5.9505 171539 380 7407 15063 398 539% -146[3.73 082 ——
IWAN 2013 41 13.5 249 449 15 268 461% -0.80[-3.26,1.66] ——
Total (95% CIy 629 666 100.0% -1.15[-2.82,0.51] -l
Heterogeneity, Chif=015, df=1 (P=070); F=0% 0 = s : 10

Testfor overall effect: Z=1.36 (P=0.18)

Favors ranibizurmab Favors hevacizumab

Quality of life (no problem in quality of life)

Bevacizumab Ranibizumah Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.12.1 Mobility
AN 2013 171 247 176 267 1.05[0.93,1.18] —
4.12.2 Self care
AN 2013 218 247 247 267 0.95 [0.90,1.01] —
4.12.3 Usual activities
AN 2013 179 247 187 267 0.98 [0.88,1.09] —H—
4.12.4 Pain/discomfort
AR 2013 145 247 154 267 1.02[0.88,1.18] ——
4.12.5 Anxziety'depression
AN 2013 203 247 220 267 1.00[0.92,1.08] —

0.7 15
Favars ranibizumah  Favars bevacizumah

0.4
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