AVID: Complete results of all published
data analyses for outcomes other than
BCVA

This document presents tables and figures for all analyses, using data from publications of included
RCTs for outcomes other than BCVA. These mostly consist of forest plots without meta-analysis,
because the evidence was generally too limited in extent, and too diverse in intervention and follow-
up times, to justify a full meta-analysis.

As meta-analysis was not possible for most outcomes the forest plots without meta-analysis include
trials of proliferative and non-proliferative retinopathy, to aid comparison.

1 FOREST PLOTS OF OUTCOMES WITHOUT META-ANALYSIS

These forest plots show results for all anti-VEGF types, and at all follow-up times. Note that this
means some trials appear more than once in a forest plot.

NVD (neovascularization of the disc)

Trial Interv. Weeks Mean Difference MD a5%-Cl
Ahmad Bevacizumab +PRP 4 -40.00 [-44.59; -35 41]
Ahmad Bevacizumab +PRP 13 — -29.00 [-33.11; -24.89]
Ali Bevacizumab + PRF 4 — -18.27 [-24.99; -11.55]
Rebecca Bevacizumab + PRP 4 = -40.00 [-43.87; -36.13]
Rebecca Bevacizumab +PRP 13 -+ -29.00 [-32.47, -25.53]
Rebecca Bevacizumab + PRP 26 = -28.00 [-31.08, -24.92]
T T 1

Heterogensity: /° = 91%, 1° = 57.8889, p < 0.01'

Figure 1 Forest plot of all NVD data (left side favours anti-VEGF)



NVE (neovascularization elsewhere)

Trial Interv. Weeks Mean Difference MD 95%-Cl
Ahmad Bevacizumab +PRP 4 + -1.25 [[1.73,-0.77]
Ahmad Bevacizumab +PRFP 13 + -1.25 [-1.65; -0.85]
Ali Bevacizumab +FPRP 4 -+ -1.64 [-2.26;-1.02]
Rebecca Bevacizumab +PRP 4 + -2.15 [-2.56; -1.74]
Rebecca Bevacizumab +PRP 13 = -1.25 [-1.59;-0.91]
Rebecca Bevacizumab +PRP 26 - -1.40 [1.76;-1.04]
PRIDE Ranibizumah 13 —— -514 [-9.43; -0.85]
PRIDE Ranibizumab + PRP 13 — -1.94 [3.51;-0.37]
PRIDE Ranibizumab 52 —_—T -3.66 [-7.63; 0.31]
PRIDE Ranibizumab + PRP 52 —T -0.80 [-2.43; 0.83]
PROTEUS Ranibizumab+PRP 12 —_ -1.74 [-2.80; -0.58]
Heterogeneity: I~ = 50%, © = 0.0789, p = 0.03
-5 ] 5
Figure 2 Forest plot of all NVE data (left side favours anti-VEGF)
Diabetic Macular Oedema (DME)
Trial Interv. Weeks Risk Ratio RR 95%-Cl
CLARITY Aflibercept 52 t 0.21 [0.01; 4.23]
PAMORAMA Aflibercept 2016 52 —E— 024 [012; 0.47]
PAMORAMA Aflibercept 208 52 — 0.34 [018;0.63]
PAMORAMA Aflipercept 2q16 100 —&— 0.28 [017; 0.49]
PAMORAMA Aflibercept 208 100 —— 043 [0.27;0.69]
PROTOCOL W Aflibercept 104 — 028 [012;0.63]
PRIDE Ranibizumakb h2 — 0.22 [0.05; 0.96]
PRIDE Ranibizumab + PRP 52 — 0.54 [0.20;1.45]
FROTEUS Ranibizumab + PRF 52 ¥ 0.21 [0.01; 4.34]
PROTOCOL S Ranibizumakb 104 —&— 0.31 [0.18; 0.55]
I T T 1

Heterogeneity: .'2 = 0%, 1'2 =0, p =091
0.01 01 1 10 100

Figure 3 Forest plot of DME incidence (left side favours anti-VEGF)



Improvement in diabetic retinopathy severity score (DRSS)

Trial Interv.

PAMORAMA Aflibercept 2016
PAMORAMA Aflibercept 2q8
PAMNORAMA Aflibercept 2016
PANORAMA Aflibercept 2q8
PAMORAMA Aflibercept 2016
PAMORAMA Aflibercept 2q8

Heterogeneity: |° = 56%, T = 0.0961, p = 0.08 |
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Figure 4 Forest plot of improvement in DRSS severity (right side favours anti-VEGF)

Proliferative retinopathy incidence

Trial Interv. Weeks
CLARITY Aflibercept 52
PROTOCOL W Aflibercept 104
PRIDE Ranibizumab 52
PRIDE Ranibizumab +PRP 52

Heterogeneity: I = T4%, T = 1.0341, p < 0.01
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Figure 5 Forest plot of proliferative DR (left side favours anti-VEGF)

Regressive neovascularisation

Trial Interv.

Marashi Bevacizumab

FROTOCOL 2 Ranibizumab
FROTOCOL 2 Ranibizumab

Weeks Risk Ratio
Rz
104 -
260 ——
I T T 1

Heterogeneity: I* = 53%, T < 0.0001, p = 0.12
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Figure 6 Forest plot of regressive neovascularisation (left side favours anti-VEGF)

RR 45%-Cl

—+— 9.27 [4.71; 18.26]
—— 0.69 [4.92;19.10]
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Use of other treatments

Trial Interv. Weeks Risk Ratio RR 95%-Cl
PAMORAMA Aflibercept2g16 100 ———— 0.13 [0.03; 0.55]
PAMORAMA Aflibercept2g8 100 @ ——F—— 0.15 [0.03; 0.64]

[ T I
01 051 2 10

Heterogeneity: .'2 = %, rz =0, p=0238

Figure 7 Forest plot of use of other treatments (left side favours anti-VEGF)

Vitrectomy
Trial Interv. Weeks Risk Ratio RR 95%-Cl
CLARITY Aflibercept 52 B — 015 [0.02; 1.17]
PROTOCOL W Aflibercept 104 y 0.33 [0.01; 8.09]
FRIDE Ranibizumab + PRP 52 R I E— 146 [0.26; 8.21]
PROTEUS Ranibizumab +PRP 52 —_—T 215 [0.20; 22.79]
PROTOCOL S Ranibizumab 104 —=— 0.28 [013 0.59]
PROTOCOL 3 Ranibizumab 260 —] 0.57 [0.35; 0.94]
1T 1 1

Heterogeneity: I* = 28%, T = 0.1241, p = 0.23
01 0512 10

Figure 8 Forest plot of vitrectomy incidence (left side favours anti-VEGF)



Vitreous haemorrhage

Trial Interv. Weeks Risk Ratio RR 95%-Cl
CLARITY Aflibercept 52 —— 0.49 [0.24; 0.99]
PROTOCOL W Aflibercept 104 B — 0.89 [0.25 392
Ferraz Ranibizumab 26 — 047 [016; 1.38]
PRIDE Ranibizumab 52 1.00 [0.07; 15.36]
PRIDE Ranibizumab + PRP 52 0.87 [0.06; 14.94]
PROTEUS Ranibizumab + FRP 52 I 1.31 [0.61; 2.84]
PROTOCOL S Ranibizumab 104 - 079 [0.59; 1.05]
PROTOCOLS Ranibizumab 260 - 1.04 [0.84; 1.28]
Marashi Bevacizumab a2 : 3.00 [0.13; 68.09]
1T 1 1 1

Heterogeneity: I = 4%, T = 0.0280, p = 0.40
01 0512 10

Figure 9 Forest plot of vitreous haemorrhage incidence (left side favours anti-VEGF)



2 ADVERSE EVENT OUTCOMES

These forest plots show results for all anti-VEGF types, and at all follow-up times. Note that this
means some trials appear more than once in a forest plot. For simplicity, only adverse event
outcomes reported in two or more studies are presented.

Cataracts
Trial Interv. Weeks Risk Ratio RR A5%-Cl
CLARITY Aflibercept 52 y 033 [0.071, 810]
Ferraz Ranibizumakb 26
PROTELS Ranibizumab +PRP 52 y 5.36 [0.27,108.42]
PROTOCOL S Ranibizumab 104 - 0.87 [0566, 1.33]
PROTOCOL W Aflibercept 104 |
Heterogeneity: I = 0%, T < 0.0001, p = 0.42 ! ' ! ' !
oo 04 1 10 100
Figure 10 Forest plot of cataracts data (left side favours anti-VEGF)
Conjunctival haemorrhage
Trial Intery. Weeks Risk Ratio RR A5%.-Cl
CLARITY Aflibercept 52 y 3.00 [012;,72.89]
PAMORAMA Aflibercept 2q16 100 T 2.01 [0.91; 4.44]
PAMNORAMA Aflibercept 298 100 — 3.28 [1.55 6.93]

Heterogeneity: 12 = 0%, = 0, p=088

Figure 11 Forest plot of conjunctival haemorrhage data (left side favours anti-VEGF)

Cardiovascular mortality

Trial Interv. Weeks Risk Ratio RR 95%-Cl
CLARITY Aflibercept 52 I y 200 [018; 21.75]
FRIDE Ranibizumakb 52 < 1.03 [0.07; 15.81]
FPRIDE Ranibizumab+PRP 52 ' , 1.00 [0.07; 15.38]

Heterogeneity: ) = 0%, = 0, p=051 ! o
0.1 051 2 10

Figure 12 Forest plot of cardiovascular mortality data (left side favours anti-VEGF)



Death (all-cause mortality)

Trial Interv. Weeks Risk Ratio RR 95%-ClI
PRIDE Ranibizumab 52 : 1.03 [0.07;15.81]
PRIDE Ranibizumab + PRP 52 S B S E— 2.00 [0.19; 21.09]
Sao Paulo A Ranibizumab + PRP (PASCAL) 48
Sao Paulo B Ranibizumab + PRFP 43 ' 281012, 63.52]
Heterogeneity: .'2 = 0%, 1'2 =0, p=0388
01 051 2 10
Figure 13 Forest plot of death data (left side favours anti-VEGF)
Myocardial infarction
Trial Intery. Weeks Risk Ratio RR 95%-Cl
CLARITY Alibercept 52 —a 100 [0.21; 4.85]
PRIDE Ranibizumab 52 5.14 [0.26; 103.36]
PRIDE Ranibizumab + PRP &2 5.00 [0.25; 100.58]
PROTEUS Ranibizumab + PRP &2 021 [0.071; 434
PROTOCOL S Ranibizumab 104 —T 035 [0.07;, 1.73]
PROTOCOL W Aflibercept 104 — T 066 [0.11; 3.89]
Heterogeneity: I = 0%, T =< 0.0001, p = 0.44 ! ! ' !
0.0 0.1 1 10 100
Ocular pain
Trial Interv. Weeks Risk Ratio RR 95%-Cl
CLARITY Aflibercept 52 —T 1560 [0.43; 518]
PAMORAMA  Aflibercept 2q16 100 I 1.64 [0.63; 4.28]
PAMORAMA  Aflibercept 208 100 — N 0.87 [0.27, 277]
PRIDE Ranibizumab 52 I S S— 411 [0.48; 35.02]
PRIDE Ranibizumab +PRP 52 —— 10.00 [1.35; 7T4.12]
Heterogeneity: I~ = 20%, T < 0.0001, p = 0.29
01 0512 10

Figure 14 Forest plot of ocular pain data (left side favours anti-VEGF)



Raised intraocular pressure

Trial Interv. Weeks Risk Ratio RR 95%-Cl
CLARITY Aflibercept 52 t 300 [012; 72.88]
Ferraz Ranibizumakb 26

FPROTELS Ranibizumab + PRP g2 S 0.80 [019; 3.38]
PROTOCOLS Ranibizumahb 104 T 0.89 [0AT; 1.38]
Heterogeneity: .'2 = 0%, r}' =0, p=075 I I

Figure 15 Forest plot of raised intraocular pressure data (left side favours anti-VEGF)

Retinal detachment
Trial Interv. Weeks Risk Ratio RR 95%-Cl
CLARITY Aflibercept 52
FPROTEUS Ranibizumab + PRFP 52 y 0.21 [0.01; 4.34]
PROTOCOL S Ranibizumakb 104 N 043 [0.22; 0.81]
PROTOCOL W Aflibercept 104 — — 0.99 [0.14; 5.94]
Heterogeneity: .'2 = "%, 1'2 =0, p =064

Figure 16 Forest plot of retinal detachment data (left side favours anti-VEGF)

Retinal tear
Trial Interv. Weeks Risk Ratio RR 95%-Cl
CLARITY Aflibercept 52 t 3.00 [012; 72.89]
FROTEUS Ranibizumab + PRP 52
PROTOCOL S Ranibizumakb 104 y 319 [013; 77.78]
Heterogeneity: 12 = 0%, = 0, p=058 I

01 08512 10

Figure 17 Forest plot of retinal data (left side favours anti-VEGF)



Serious adverse event (SAE, however defined)

Trial Interv. Weeks Risk Ratio RR 95%-Cl
FRIDE Ranibizumab 52 1.02 [0.15; 6.90]
FRIDE Ranibizumah + PRP 52 2.00 [0.38; 10.24]
PROTEUS Ranibizumab + PRP 52 e 054 [0.20; 1.44]
PROTOCOL 5 Ranibizumakh 104 i 077 [0.56; 1.04]
PROTOCOL W Aflibercept 104 - 1.01 [0.75; 1.37]
Heterogensity: I = 0%, T = 0.0099, p = 0.47 ! o !
0.1 s 1 2 10
Figure 18 Forest plot of SAE data (left side favours anti-VEGF)
Stroke
Trial Interv. Weeks Risk Ratio RR 95%-Cl
CLARITY Aflibercept 52 7.00 [0.37;134.01]
FPROTEUS Ranibizumab + PRP 52 y 322 [013; 76.78]
FPROTOCOL S Ranibizumab 104 — . 071 [0.20; 247]
0.99 [0.20, 482

PROTOCOLW Aflibercept 104 I ——

Heterogeneity: |'2 = 0%, rz =0, p =049
0.01 01 1 10

Figure 19 Forest plot of stroke data (left side favours anti-VEGF)



3 META-ANALYSES OF OTHER OUTCOMES AND ADVERSE EVENTS

All meta-analyses presented assumed that the impact of anti-VEGF on outcome (or adverse event) is
the same for all types of anti-VEGF (in isolation or combined with PRP), and at all follow-up times.
For trials with multiple time points, the longest follow-up was used. For trial with multiple arms only
one anti-VEGF arm was used; arms using anti-VEGF alone were preferred.

NVE
Trial Interv. Mean Difference MD 95%-C1 Weight
Ahmad Bevacizumab +PRP -'- -1.25 [-1.65;-0.85] 36.1%
Ali Bevacizumab + PRP -+ -1.64 [-2.26,-1.02] 15.0%
Rebecca Bevacizumab +PRP = =140 [-1.76;-1.04] 44 2%
¥ -1.38 [1.63; 1.13] 95.4%
PRIDE Ranibizumab —'—— -3.66 [-7.63; 0.31] 04%
PROTEUS Ranibizumab + PRP — -1.74 [-290;-058] 4.3%
- -1.89 [-3.01;-0.78] 4.6%
Random effects model <'.P -1.40 [-1.65; -1.16] 100.0%
Heterogeneity: 17 = 0%, ©° < 0.0001, p = 0.61 o T
Test for subgroup differences: 3, =077, df=1(p=038) 4 2 0 2 4 6
Figure 20 Meta-analysis of NVE (left side favours anti-VEGF)
NVD
Trial Interv. Mean Difference MD 95%-Cl Weight
Ahmad Bevacizumab +PRP —++ -29.00 [-33.11,-24.89] 34.9%
Ali Bevacizumab +PRF —— -18.27 [-24.99,-11.55] 27.5%
PRIDE Ranibizumab 0.0%
PROTEUS Ranibizumab + PRP : 0.0%
Rebecca Bevacizumab +PRFP —= -28.00 [-31.08;-24.92] 37.6%
Random effects model ‘F}T | | | | -25.68 [-31.70; -19.65] 100.0%

Heterogeneity: I = 74%, T = 226512, p = 0.02
30 20 10 0 10 20 30

Figure 21 Meta-analysis of NVD (left side favours anti-VEGF)



Other non-vison outcomes

This forest plot shows the summary results of each meta-analysis (each bar is a meta-analysis result).
Meta-analyses are restricted to trials of proliferative retinopathy. Full forest plots for each outcome
are not presented.

Qutcome M. trials Relative risk RR 95%-Cl
DME 4 — 0.29 [0.18; 0.49]
Regressive neovasc. 2 y 0.68 [0.22; 2.08]
Yitrectomy 3 —_— 0.31 [0.16; 0.61]
Yitreous Haemorrhage i ] 077 [0.61;0.949]
Heterogeneity: I° = 81%, T = 0.2207, p < 0.01 | ! '

0.2 0s 1 2 5

Felative risk

Figure 22 Meta-analysis summary for non-vision outcomes in PDR trials (left side favours anti-VEGF)

Adverse events

This forest plot shows the summary results of each meta-analysis (each bar is a meta-analysis result).
Meta-analyses are restricted to trials of proliferative retinopathy. Full forest plots for each outcome
are not presented.

Outcome N. trials Relative risk RR 95%-Cl
Cardiovascular death 2 —t— 150 [0.25; 9.05]
Cataracts 3 - 088 [0.58; 1.35]
Myaocardial Infarct. 4 — 1 068 [0.25 1.82]
Ccular pain 2 N 1.93 [0.66; 5.64]
Raised intraocular pressure 3 —=- 0.90 [0.59; 1.36]
Retinal detachment 2 — 041 [0.22 077]
Retinal tear 2 y 3.08 [0.32; 29.56]
SAE 3 = 075 [0.56; 1.00]
Stroke 3 | I——'I— | 152 [0.33; 6.95]

Heterogeneity: .'2 = 22%, 1'2 =0, p =025
0.1 051 2 10
Relative risk

Figure 23 Meta-analysis summary for adverse events (left side favours anti-VEGF)



Diabetic macular oedema in non-proliferative retinopathy

DME was the only outcome other than BCVA reported in both trials of NPDR.

Experimental Control
Study Events Total Events Total Relative risk RR 95%-Cl
PANORAMA 14 122 44 109 —'— 0.28 [07;0.49]
PROTOCOL W 7 200 25 199—:— 0.28 [012;0.63]
|
Common effect model 322 g = 0.28 [0.18; 0.44]
1

0z 058 1 2 5
Relative risk

Heterogeneity: .'2 = (%, r}' =0, p =097

Figure 24 DME incidence in NPDR trials



