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H.6.1.7 Treatment frequency: <6 weeks vs >6 weeks treatment intervals

PRN vs (6 and/or 12 weeks) interval injections

Gain of 215 letters at one year

1 study (GMAN 2015) Serious’ N/A Not serious Serious? 231 RR 0.55 LOW
(0.34 to 0.88)

Loss of <15 letters at one year

1 study (GMAN 2015) Serious’ N/A Not serious Not serious 231 RR 0.91 MODERATE
(0.84 to 0.99)

Mean change in BCVA in ETDRS letters at one year(higher values indicate better vision)

1 study (GMAN 2015) Serious’ N/A Not serious Serious? 231 MD -4.40 LOW
(-8.39 to -0.41)

Adverse events (serious systemic events at one year)

1 study (GMAN 2015) Serious’ N/A Not serious Serious? 231 RR 1.39 LOW
(0.82 to0 2.37)

Adverse events (serious ocular events at one year)

1 study (GMAN 2015) Serious’ N/A Not serious Serious? 231 RR 1.25 LOW
(0.85 to 1.84)

Routine injections (interval 6 weeks or less vs more than 6 weeks)
Gain of 215 letters at one year

4 studies (Lushchyk 2013, Serious? Not serious Not serious Serious? 1276 RR 1.28 LOW
NATTB 2012, VIEW 2012, (1.08, 1.52)

EXCITE)

Loss of <15 letters at one year

3 studies (Lushchyk 2013, Serious? Serious* Not serious not serious 671 RR 0.99 LOW
NATTB 2012, EXCITE) (0.92, 1.06)

Mean change in BCVA in ETDRS letters at one year (higher scores indicate better vision)
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4 studies (Lushchyk 2013, Serious? Serious* Not serious Not serious 1276 MD 1.87
NATTB 2012, VIEW 2012, (0.36, 3.39)
EXCITE 2010)
Adverse events (serious systemic events at one year)
2 studies (Lushchyk 2013, VIEW  Serious® Not serious Not serious Serious? 798 RR 0.77 LOW
2012) (0.53, 1.11)
Adverse events (serious ocular events at one year)
3 studies (Lushchyk 2013, Serious?® Not serious Not serious Serious? 983 RR 1.52 LOW
NATTB 2012, VIEW 2012) (0.86, 2.69)
1. Downgraded one level for risk of bias due to masking of participants (patients, treating clinicians, and other staff involved in the study were not
masked)

2. Downgraded one level for imprecision due to 95%CI of estimated effect crossing of 1 line of defined minimal important difference

3. Downgrade one level for risk of bias due to open label study design (Lushchyk 2013 and NATTB 2012) and selection bias (randomisation
sequence were unclear in EXCITE and VIEW study)

4. Downgraded one level for inconsistency due to heterogeneity (i2>50%)
5. Downgraded one level for risk of bias due to open label study design (Lushchyk 2013)
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Treatment frequency: <6 weeks vs >6 weeks treatment intervals

Gain of 15 or more letters of visual acuity

6 weeks or less

more than 6 weeks

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI1
Lushchyk 2013 14 103 7 54 5.8% 1.05[0.45, 2.44]
EXCITE 2010 33 1158 38 238 15.6% 1.80[1.19, 2.71] —_—
NATTE 2012 35 79 33 82 20.4% 110077, 1.58] T
WVIEW 2012 114 304 92 301 &88.2% 1.23[0.98,1.53] L
Total {95% CI) 601 675 100.0%  1.28[1.08, 1.52] . 2
Total events 1586 170
Heterogeneity: Chif= 3.65, df= 3 (F=0.30); F=18% 0 IDS DIE é EID
Testfor overall effect 2= 2.86 (P = 0.004) Fawours =6 weeks Favours 6 weeks orless
Loss of fewer than 15 letters of visual acuity
6 weeks or less  more than 6 weeks Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
EXCITE 2010 1049 114 220 238 35.4% 1.03[0.97,1.08]
Lushchyk 2013 94 103 54 54 32.9% 0.92 [0.86, 0.98]
MATTE 2012 76 74 77 82 31.T7% 1.021[0.95,1.10]
Total (95% CI) 297 374 100.0% 0.99[0.92, 1.06]
Total events 279 51
Heterogeneity: Tau®= 0.00; Ghif= 7.77, df= 2 (P = 0.02%; F= 74% f t 1 T ! ! |
o ~ 01 02 0.5 1 2 5 10
Testfor overall effect Z=0.32 (P =0.75) Favours =Gweeks Favours Bweeks orless
Mean visual change in BCVA (EDTRS letters)
6 weeks or less more than 6 weeks Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD  Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
EXCITE 2010 g 11.27 115 34 1433 238 30.4% 4.60[1.85, 7.359] ——
Lushchyk 2013 1.73 1225 103 [} 8.4 54 204% -4.27[-7.62 -0.97] —
MATTE 2012 494 216 79 486 18.2 82 57% 080[5.52 713 T
WIEWY 2012 109 138 304 74 15 01 43.8% 3.00[0.70,5.30] ——
Total {95% Cl) 601 675 100.0%  1.87 [0.36,3.39] L 2
Heterageneity, Chi®= 17.72, of = 3 (P = 0.0005); I = 83% 3 = 5 e h
Testfor overall effect Z= 2.43 (= 0.02) Favours =6 weeks Favours Bweeks orless
Serious systemic events
6 weeks or less  more than 6 weeks Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI
Lushchyk 2013 ] 127 4 G4 9.4% 0.63[0.18, 2.27]
WIEWW 2012 40 304 51 303 90.6% 0.78[0.53,1.15]
Total (95% CI) 431 367 100.0% 0.77 [0.53, 1.11]
Tatal events 45 54
Heterogeneity: Chif= 010, df=1 (P = 0.78%; F= 0% lﬂ 0 051 ] 150 100:

Testfor overall effect Z2=1.42 (F=0.16)
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Serious ocular events

6 weeks or less  more than 6 weeks Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI
EXCITE 2010 62 118 g1 238 TT.2% 1.41[1.12,1.78]
Lushchyk 2013 a 127 8 64  B7% 0.81 [0.27, 2.37] —
NATTE 2012 17 91 ] 94 11.5% 1.95[0.92, 4.15] T
WIEWY 2012 4 304 2 303 26%  1.99[0.37 10.80] ]
Total {95% CI) 637 699 100.0%  1.44[1.15, 1.79] L 2
Total events 91 107
Heterogeneity: Chif=1.91, df= 3 (F = 0.59); F= 0% ) t 1 |
Testfor overall effect: Z=3.17 (P = 0.002) 0.01 0.1 1o 100

Favours Bweeks orless Favours =6 weeks
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