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Aflibercept vs ranibizumab

Outcomes

lllustrative comparative risks*
(95% Cl)

Relative effect

No of Participants

Quality of the evidence

Comments

Corresponding risk Assumed risk (95% Cl) (studies) (GRADE)

Alfibercept Ranibizumab
Mean change in BCVA in Mean change in visual acuity in | Mean change in visual | MD -0.15 (-1.47 to 2412 (2 studies) DOPDP High
ETDRS letters at 1 year aflibercept groups was on acuity across 1.17)

average 0.15 fewer letters ranibizumab groups

gained (95% Cl 1.47 fewer ranged from gains of

letters to 1.17 more letters) 8.57 letters to 8.71

letters

Gain of 15 of BCVA at one 314 per 1000 (275 to 360) 324 per 1000 RR 0.97 (0.85 to 2412 (2 studies) PDPP High
year 1.11)
Quality of life measures at 1 Mean improvement in Mean improvement MD -0.39 (-1.71 to 2412 (2 studies) DOPDDDHigh
year (national eye institute- composite NEI-VQF score in in composite NEI-VQF | 0.93)
visual function questionnaire) | intervention groups was on score ranged across

average 0.39 points lower control groups from

(95% Cl 1.71 points lower to 4.9 to 6.3 points

0.93 points higher)
Adverse events (serious 138 per 1000 (110 to 174) 139 per 1000 RR 0.99 (0.79 to 2419 (2 studies) D PP O Moderate?!
systemic events at 1 year) 1.25)
Adverse events (serious 20 per 1000 (12 to 34) 32 per 1000 RR 0.62 (0.36 to 2419 (2 studies) DHDPDO Moderate?!

ocular events at 1 year)

1.07)

*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 the numbers of events were small (wide confidence intervals), and 95%Cl of estimated effect under the possibility of significant

and non-significant values
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The data presented in the GRADE table below were identified by update searches undertaken after the search date of the Cochrane systematic

reviews used above.

Aflibercept vs ranibizumab: NEI-VFQ 25

Proportion of people gaining more than 5 ETDRS letters and having clinical improvement (more than 6-points) in the NEI-VFQ25 at 52-weeks

follow —up
2 (VIEW 1, VIEW2)

NEI-VFQ-25 subscale score changes from baseline to week 52 (higher scores indicate better QoL)

General vision

Near activities

Distance activities

Mental health

Role difficulities

Dependency

Social funictioning

Driving

Colour vision

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Serious!

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious

Not serious
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Not serious

Not serious

Not serious

Serious?

Serious?

Serious?

Serious?

Serious?

Serious?

Not serious

1193

1193

1193

1193

1193

1193

1193

1193

1193

1193

RR 0.97
(0.86, 1.10)

MD 0.06
(-2.00, 2.13)
MD -0.62
(-3.09, 1.86)
MD 0.08
(-2.43, 2.58)
MD 0.14
(-2.41, 2.70)
MD 1.09
(-2.04, 4.23)
MD -1.29
(-4.00, 1.43)
MD 0.18
(-2.35, 2.70)
MD 1.51
(-1.15, 4.17)
MD -2.04
(-4.33, 0.26)

MODERATE

HIGH

HIGH

MODERATE

MODERATE

MODERATE

MODERATE

MODERATE

MODERATE

HIGH
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Ocular pain Not serious Not serious Not serious Not serious 1193 MD -0.94 HIGH
(-3.21, 1.32)

Peripheral vision Not serious Not serious Not serious Not serious 1193 MD 0.86 HIGH
(-3.73, 2.00)

General health Not serious Not serious Not serious Not serious 1193 MD -0.23 HIGH
(-2.56, 2.10)

1. Downgraded one level for inconsistency due to heterogenioty (i2>50%)
2. Downgraded one level for imprecision due to 95%CI of estimated effect crossing 1 line of a defined minimal important difference (2.3 point)
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Aflibercept vs ranibizumab (one year)

Gain of 2 15 letters of BCVA

Aflibercept Ranibizumah Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
WIEW 1 281 4906 94 304 48.4% 1.00[0.83,1.22]
WIEWY 2 290 911 99 291 81.6% 0594078, 1.13]
Total (95% CI) 1817 595 100.0%  0.97 [D.85, 1.11]
Total events ar1 193

Heterogeneity, ChiF= 0,26, df= 1 (P = 0.61); F= 0%

0.2

05 1 4 5

. - IR 10

Testfor overall effect: 7= 0.47 (F = 0.64) Favors ranibizumab  Favors aflibercept
Loss of 215 letters of BCVA
Aflibercept Ranibizumab Risk Ratio Risk Ratio

Study or Subgroup  Events Total Fvents Total Weight M-H, Fizxed, 95% Cl M-H, Fixed, 95% CI
WIEW 1 47 906 19 304 556% 0.83[0.50,1.39]
YVIEVY 2 45 911 15 281 44.4% 0.96 [0.54, 1.69]
Total {95% CI) 1817 595 100.0%  0.89[0.61, 1.30]
Total events 92 34
Heterageneity: Chi*=013 df=1(P=071);F=0% I T T

Testfor overall effect Z= 061 (P=0.54)

Mean change in BCVA in ETDRS letters

1
05 1 2 5
Favars aflibercept Fawaors ranibizumah

Aflibercept Ranibizumah Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fized, 95% CI
WIEWW 1 8.5744 141693 906 81 153 304 457% 047[1.48 243]
WIEW 2 8718 137271 911 94 135 291 54.3% -068[247 1.11]
Total {95% Cly 1817 505 100.0% -0.15[-1.47,1.17]

Heterogeneity: Chi*=0.73, df=1 (P =0.349);, F=0%
Testfor overall effect: Z= 023 (P =082}

-10
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Arterial thrombotic events

Aflibercept Ranibizumab Risk Ratio

Risk Ratio

Study or Subgroup  Events Total Fvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
1.8.1 Any Antiplatelet Trialists’ Collaboration arterial thrombohdtic event
YIEW 1 15 911 5 304 487% 1.00[0.37,2.73]
WIEWY 2 17 8913 5 281 a0.3% 1.08[0.40, 2.91]
Subtotal {95% CI) 1824 595 100.0% 1.04 [0.52, 2.11]
Total events 32 10
Heterageneity: Chi*=0.01, df=1 (P =0491); F=0%
Testfor overall effect Z=012 {P=0.51)
1.8.2 Vascular death
WIEW 1 5 911 1 304 497%  1.67[0.20,14.23] ]
WIEWY 2 4 93 1 291 &0.3%  1.27[0.14,11.36] ﬂ
Subtotal {95% CI) 1824 595 100.0% 1.47 [0.32, 6.78]
Total events q 2
Heterogeneity, Chif=0.03, df=1 (P = 0.86), F=0%
Testfor overall effect Z=049{F=0E62)
1.8.3 Hon-fatal myocardial infarction
WIEWY 1 6 911 4 304 BE4% 0.50[0.14, 1.76] ———
VIEWY 2 3 913 2 291 33.6% 1.43[0.31, B.60] —
Subtotal (95% CIy 1824 595 100.0%  0.81[0.32, 2.09] e
Total events 15 g
Heterogeneity: Chi*=1.10, df=1 (P = 0.29); *= 9%
Testfor averall effect: Z=043 (P=0.67)
1.8.4 Hon-fatal stroke
YIEW 1 4911 ] 304 198% 301 (016, 55.74]
WIEWY 2 4 93 2 281 80.2% 0.64 [0.12, 3.46] —.‘—
Subtotal {95% CI) 1824 595 100.0% 1.11[0.27, 4.50] ol
Total events 8 2
Heterageneity: Chi*= 086, df=1 (P =0.35); F=0%
Testfor overall effect Z=0.14 (P =0.89)
0.01 0.1 10 100
. . Favors aflihercept Fawvars ranibizumah
Test for subgroup differences; Chi*= 046, df= 3(P=0493) F=0%
Serious systemic events

Aflibercept Ranibizumah Risk Ratio Risk Ratio
Study or Subgroup  Events Total Fvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
1.9.1 Any serious systemic adverse event
WIEW 1 141 911 a7 304 BB.4% 0.83[0.62, 1.09]
WIEWY 2 111 913 26 281 ME% 1.36 [0.91, 2.04]
Subtotal (95% CIj 1824 595 100.0%  0.99[0.79, 1.25]
Total events 252 g3
Heterageneity: Chi*=4.00, df=1 (P =0.08); F=75%
Test for overall effect; Z=0.05 (P = 0.56)
1.9.2 Congestive heart failure event
WIEW 1 6 911 2 304 B64% 1.00[0.20, 4.93] —!—
WIEWY 2 1 913 1 291 33.6% 0.32[0.02, 5.08] =
Subtotal {95% CI) 1824 595 100.0%  0.77 [D.20, 2.97] —‘—
Total events ¥ 3
Heterogeneity, Chi®=0.49 di=1 (P =0.48), F=0%
Testfor overall effect. £2=038F =071
1.9.3 Hon-ocular hemorrhagic event
WIEW 1 7oA 1 304 BE4% 234 [0.29 18.91] L
WIEW 2 3 93 0 291 336% 224012 4317 =
Subtotal (95% CIj 1824 595 100.0% 2.30[0.42,12.70] —ee
Total events 10 1
Heterogeneity, Chi®= 0,00, df=1{FP=0.98);F=0%
Test for averall effect: Z= 096 (P =0.34)

0.01 0.1 10 100

Test for subgroup differences: Chi*=1.06, df= 2 (P=0.59), F=0%
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Serious ocular events

Aflibercept Ranibizumabh Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
1.10.1 Any serious ocular adverse event
WIEWY 1 16 911 10 304 52.4% 0.53[0.24,1.16] —l—
VIEWY 2 20 913 ] 291 47 6% 0.71[0.33,1.54] —i—
Subtotal (95% CIy 1824 595 100.0%  0.62[0.36, 1.07] .
Total events 36 18
Heterogeneity: Chi*=0.25, df=1 (P = 0.61); *= 0%
Test for averall effect: Z=1.73 (P =0.08)
1.10.2 Visual acuity reduced
YIEW 1 381 2 304 BB4% 0.50[0.08, 2.98] —i—
WIEWY 2 Toom3 1 2891 33.6% 2.23[0.28 18.08] =
Subtotal {95% CI) 1824 595 100.0% 1.08 [D.30, 3.93] —al—
Total events 10 3
Heterageneity: Chi*=1.18 df=1(P=0.28);F=15%
Testfor overall effect Z=012 {P=0.51)
1.10.3 Retinal hemorrhage
WIEW 1 291 2 304 BE4% 0.33[0.05, 2.36] L
WIEWY 2 4 93 1 291 33.6% 1.27[0.14,11.36] =
Subtotal {95% CI) 1824 595 100.0%  0.65[0.16, 2.60] —nali——
Total events ] 3
Heterogeneity, Chif=0.81, df=1(P=037), F=0%
Test for overall effect: Z= 061 (F=0.54)
0.01 0.1 10 100
) ) Favors aflibarcept Fawaors ranibizumah
Testfor subgroup differences: Chif= 062, df=2(P=073 F=0%
Proportion of people had gain more than 5 ETDRS letters and had clinical
improvement in NEI-VFQ compsite score (more than 6-point)
Aflibercept Ranibizumab Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
WIEW 1 192 283 192 303 511% 1.03[0.92,1.17]
WIEWW 2 182 306 190 291 48.49% 0.91 [0.80,1.03]
Total (95% Cl) 599 594 100.0% 0.97 [0.86, 1.10]
Total events 374 382
e AR L N I OB
Fawours Ranibizumab  Favours Aflibercept
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Mean change in NEI-VFQ subscale score
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Affercegl Feanibizurrialy Hean Difference Blean DHIFerence
Shuilyor Subgromy  Mean S0 Total Meas  SD Total Weight T, Fiked, 055 ©F I, Fisees, 25% C)
1.131.4 Genorad vsmn
WIEW 1 10,1 1| M3 85 188 303 463% 06048 284
VIEW 2 8.1 17 3B 95 181 287 537T% D0 F322:247)
Sl ritanl (1% O} 09 S (L DU -2, 2901
Huterogenoiy Chi*= 037, df= 1 (F=064); F= 0%
Tesl for oversll effect 2= 006 (P =095
1132 Rear actrlies
WIEW | B4 23 X3 TR 3B4 AR 40.4% -1004T4 254 ——
WIEW I TH03 e 72 N 29 516% -0.20F388,3.04) T
Sulrntal {555 ) 599 S04 00L0% UG -3, Lan]
Hoterogenity Chif= 013 =1P=071 F= %
Tt for cversll effect 2= 043P =063
1.113 Destance actaiies
WIEW1 62 M M1 25 231 02 483 ATOMOND T2 [l
WIEW 2 41 XME ME T8 ME 2 5% -JIDEETE 040 —i—
Sulstntal {1%% 1) L] S04 W00 DU |24, 250) *
Hetorogeneity: Chif= T.49, &= 1 (F= 0006, P=8T%
TeatTor owargtl effect T= 0006 (P =005
1.13.4 Mental heallh
WIEW 1 100 21 283 88 .8 03 &77%  0I0F33A, 399
VWY 2 10.4 31 M8 D& 1T W 513%  0O0F3SR 357 ?
Subiotal {05% L S04 W000% DA -4, 20
Heterogengity Chf= 00, &= 1 P01} P=0%
TestTor ovarsll effect 2= 011 {P=0.91)
115 Pkt iTacailities
WIEW' 1 N . R | 56 194 3053 48.5% 130FXI,S581] —
VIEWY T TH O MNE 68139 29 51.5% DADEIAT ST T
Suldoral (B5% N 580 S04 100.0% 1.0 [-284, £23]
Helgrogenaity Chit= 002, f= 1 (P= 030K = 9%
Tastfor ovargll effact = 063 (P =045
1,116 Daparstancy
VIEW 1 14 228 33 54 126 JE3 554% 200565 155 —B—
VW D a1 52 306 45 254 200 44B% 040 4AT 3ET| T
Sulotal {95% D 584 S04 1D00% 129 400, 1A
Heterogenely Chf=0033, of = 1 (P= 057} F=10%
Tost for ouersll affect 2= 053 (F=0.35)
1,127 Saciy Tunctioring
WIEW 1 16 1207 M3 3 W 303 S55% -DADLITR ZAm }
WIEW 2 | 3¢ HE 01 33T M Ladm 060389 450
Subdotal (B5% OO hi= S04 000% DB [ 235 2
Heterogeneily Chf= 025, o= 1 (F= Q&I "= 0%
Tastfor pverall affect Z=012 {P=0 83
1.13.8 Demang
WIEW 1 31 e 13 01 3} AR S0TH QN0 HLER 583 T
WIEW 2 1 24 6 01 I3 28 403% 080 p3ed 480 T
Suldotal {B5% CH 5940 G0 1000% 1510115, 4197
Haterogenatly Chits D0, df= | (F= 056 M= 0%
Tostfor cverall offect Z=1 11 (P=0.11
1170 Cobur vesann
W 06 23 7831 10 194 303 473% 130 454, 204 ——
VIEWY 2 04 .2 M6 21 183 20y SLTE -2TOFSE5 046 =il
Susbdntal {953 C1) ] IR ET e ] B BN R -
Haterpgenaiy Chit= 038, df= 1 (F= 045) "= 0%
Tust Tor cersll ffect Z=1 T4 {P=0.08)
10290 Doutar pain
WIEW 1 1.4 20 241 13 RT3 EARE DADFLITE 294
WIEW 2 11 184 A 51 217 2 44.4% -200FS40, 840 4{
Subidntal {15% C1) G0 0 PO00% L84 321, 132
Hotoerogeneity Chi*= 007, df= 1 (F=041) F= 0%
Tl fof ceardl efect T= 082 P =041}
11241 Poriphesal wision
WIEW 1 44 38 M3 55 243 303 517E -1.00 FS05 285 -
WIEW T 25 257 MA. 31 I3 290 47.3% -DB0HATT, 357 T
Subdotal {U5% CH Lt S04 U000 DU -3, 200y
Helerogeneity. Chi*= 0.03, &= 1 (F =080 =%
TesTor ovarsl] gffect T= 0058 (P = 0.56)
11012 General birallk
WIEW 1 S48 221 FB1 -3 204 302 L6.5% -130F472.207) ——
VIEWY 2 15 8 A6 08 206 260 S5315% OT0RI4AS 3860 2'_
Subioral {95% C1) 0 S04 100U0% UFE 256, 2000
Helerogereily. ChP = 070, &= 1 P =040}, F=10%%
Testfor cvargdl effect 2= 0L13{P = 0.05)

| " "
5] -1 10

Favaurs Ranibmamat  Fawours Afibeoapl
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