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H.6.1.6 Treatment frequency: PRN vs routine injection 

Number of studies Risk of bias Inconsistency Indirectness Imprecision Sample size 

 

Effect (95%CI) Quality 

PRN vs routine injections 

Gain of ≥15 letters at one year 

6 studies (CATT 2011, 
HARBOUR 2013, EI-Mollayess 
2012, IVAN 2012, Chan 2015, 
RABIMO 2017) 

Serious1 Not serious Not serious serious3 2928 RR 0.89 

(0.79, 0.99) 

LOW 

Loss of <15 letters at one year 

4 studies (CATT 2011, IVAN 
2012, HARBOUR 2013, RABIMO 
2017) 

Serious1,2 Not serious Not serious Not serious 2795 RR 0.99 

(0.97, 1.01) 

MODERATE 

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

4 studies (CATT 2011, 
HARBOUR 2013, , EI-Mollayess 
2012, IVAN 2012) 

Serious1 Not serious Not serious Not serious 2874 MD -1.45 

(-2.45, -0.45) 

MODERATE 

Mean number of injections at one year 

2 studies (CATT 2011, ,  
HARBOUR 2013) 

Serious1 Serious4 Not serious Not serious 2202 MD -4.22  

(-4.72, -3.73) 

LOW 

Adverse events (serious systemic events at one year) 

2 studies (CATT 2011, 
HARBOUR 2013,) 

Serious1 Serious4 Not serious Serious5 2280 RR 1.07 

(0.70, 1.63) 

VERY LOW 

Adverse events (serious ocular events at one year) 

2 studies (CATT 2011, 
HARBOUR 2013,) 

Serious1 Serious4 Not serious not serious 2280 RR 0.31 

(0.13, 0.78) 

LOW 

1. Downgraded one level for risk of bias due to masking of participants (either not reported in the study or participants were not blinded in the 
study) 

2. Downgraded one level for risk of bias due to  incomplete data (IVAN) 

3. Downgraded one level for imprecision due to 95%CI of estimated effect crossing1 line of a defined minimal important difference 
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Number of studies Risk of bias Inconsistency Indirectness Imprecision Sample size 

 

Effect (95%CI) Quality 

4. Downgraded for inconsistency due to heterogeneity (i2>50%) 

5. Downgrade one level for imprecision due to 95%CI of the effect cannot be estimated 
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PRN vs routine injections 

Gain of 15 or more letters ETDRS 

 

 

 

Study or Subgroup

1.2.1 Bevacizumab monthly

CATT 2011

El-Mollayess 2012

GMAN 2015

IVAN 2012

Subtotal (95% CI)

Total events

Heterogeneity: Chi² = 1.87, df = 2 (P = 0.39); I² = 0%

Test for overall effect: Z = 0.01 (P = 0.99)

1.2.2 Ranibizumab monthly

CATT 2011

Chan 2015

HARBOR 2013

HARBOR 2013

IVAN 2012

Subtotal (95% CI)

Total events

Heterogeneity: Chi² = 2.17, df = 4 (P = 0.70); I² = 0%

Test for overall effect: Z = 2.64 (P = 0.008)

1.2.3 Ranibizumab 2-monthly

RABIMO 2017

Subtotal (95% CI)

Total events

Heterogeneity: Not applicable

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

Total (95% CI)

Total events

Heterogeneity: Chi² = 6.70, df = 8 (P = 0.57); I² = 0%

Test for overall effect: Z = 2.12 (P = 0.03)

Test for subgroup differences: Chi² = 2.86, df = 2 (P = 0.24), I² = 30.0%

Events

76

24

22

25

125

71

3

90

83

29

276

8

8

409

Total

271

60

166

136

467

285

7

273

275

143

983

20

20

1470

Events

83

21

40

19

123

97

2

99

95

36

329

6

6

458

Total

265

60

165

134

459

284

6

274

275

140

979

20

20

1458

Weight

18.3%

4.6%

4.2%

27.0%

21.1%

0.5%

21.5%

20.7%

7.9%

71.7%

1.3%

1.3%

100.0%

M-H, Fixed, 95% CI

0.90 [0.69, 1.16]

1.14 [0.72, 1.82]

Not estimable

1.30 [0.75, 2.24]

1.00 [0.81, 1.23]

0.73 [0.56, 0.94]

1.29 [0.31, 5.31]

0.91 [0.72, 1.15]

0.87 [0.69, 1.11]

0.79 [0.51, 1.21]

0.84 [0.73, 0.95]

1.33 [0.57, 3.14]

1.33 [0.57, 3.14]

0.89 [0.79, 0.99]

PRN Routine Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

0.2 0.5 1 2 5

Favors routine injections Favors PRN injections
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Loss of fewer than 15 letters ETDRS 

 

 

 

Mean change in BCVA of EDTRS letters 

 

 

Study or Subgroup

1.8.1 Bevacizumab monthly

IVAN 2012

GMAN 2015

CATT 2011

Subtotal (95% CI)

Total events

Heterogeneity: Chi² = 1.50, df = 1 (P = 0.22); I² = 33%

Test for overall effect: Z = 0.65 (P = 0.52)

1.8.2 Ranibizumab monthly

IVAN 2012

HARBOR 2013

HARBOR 2013

CATT 2011

Subtotal (95% CI)

Total events

Heterogeneity: Chi² = 3.93, df = 3 (P = 0.27); I² = 24%

Test for overall effect: Z = 1.20 (P = 0.23)

1.8.3 Ranibizumab 2-monthly

RABIMO 2017

Subtotal (95% CI)

Total events

Heterogeneity: Not applicable

Test for overall effect: Z = 0.60 (P = 0.55)

Total (95% CI)

Total events

Heterogeneity: Chi² = 6.00, df = 6 (P = 0.42); I² = 0%

Test for overall effect: Z = 1.26 (P = 0.21)

Test for subgroup differences: Chi² = 0.54, df = 2 (P = 0.76), I² = 0%

Events

131

139

248

379

137

260

259

262

918

19

19

1316

Total

136

166

271

407

143

275

273

285

976

20

20

1403

Events

127

152

249

376

134

269

256

268

927

18

18

1321

Total

134

165

265

399

140

275

274

284

973

20

20

1392

Weight

9.6%

0.0%

19.0%

28.6%

10.2%

20.3%

19.3%

20.2%

70.0%

1.4%

1.4%

100.0%

M-H, Fixed, 95% CI

1.02 [0.97, 1.07]

0.91 [0.84, 0.99]

0.97 [0.93, 1.02]

0.99 [0.95, 1.02]

1.00 [0.95, 1.05]

0.97 [0.93, 1.00]

1.02 [0.97, 1.06]

0.97 [0.93, 1.02]

0.99 [0.97, 1.01]

1.06 [0.88, 1.26]

1.06 [0.88, 1.26]

0.99 [0.97, 1.01]

PRN Routine Risk Ratio Risk Ratio

M-H, Fixed, 95% CI

0.7 0.85 1 1.2 1.5

Favours routine injection Favours PRN
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Serious systemic events 

 

 

 

 

 

 

 

 

 

 

Serious ocular events 
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Number of injections 

 

 

 


