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H.6.3 Adjunctive therapies

RQ13: What is the effectiveness of adjunctive therapies for the treatment of late AMD (wet active)?

H.6.3.1 Anti-VEGF +PDT vs anti-VEGF

Anti-VEGF + PDR vs anti-VEGF
BCVA (ETDRS letters <3 months) - positive values favour combination

1 (Lazic)* RCT Serious'’ Not serious Not serious Serious? 106 MD -7.25 LOW
(-19.82, 5.31)

BCVA (ETDRS letters >3 months) - positive values favour combination

11 (Datseris; RCT Not serious?® Not serious Not serious Not serious 1025 MD -0.54 HIGH

Bashshur; Hatz; (-1.29, 0.21)

Kaiser; Krebs;

Larsen; Semeraro*;

Weingessel;

Williams: Gomi;

Koh)

BCVA (proportion gain 215 letters, >3 months) - values greater than 1 favour combination

9 (Datseris; RCT Not serious? Not serious Not serious Serious? 923 RR 0.76 MODERATE
Bashshur; Hatz; (0.63, 0.92)

Kaiser; Larsen;

Vallance; Williams:

Gomi; Koh)

Reinjections (>3 months) - positive values favour monotherapy

5 (Datseris; RCT Serious* Serious® Not serious Not serious 488 MD -1.43 LOW
Bashshur; Larsen; (-2.42, -0.45)

Gomi; Koh)

Total number of injections (>3 months) - positive values favour monotherapy

6 (Lim; Krebs; RCT Serious* Serious® Not serious Not serious 474 MD -0.94 LOW
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Larsen; Semeraro; (-1.76, -0.12)

Weignessel,

Williams)

Proportion needing retreatment (>3 months) - values greater than 1 favour combination

1 (Hatz) RCT Serious® N/A Not serious Serious? 40 RR 0.69 LOW
(0.42, 1.13)

Proportion having ocular adverse events - values greater than 1 favour combination

5 (Lazic; Bashshur; RCT Not serious? Not serious Not serious Not serious 762 RR 1.03 HIGH

Hatz; Kaiser; (0.88, 1.21)

Larsen)

Proportion having non-ocular adverse events - values greater than 1 favour combination

1 (Larsen) RCT Not serious N/A Not serious Serious? 255 RR 1.03 MODERATE
(0.82, 1.29)

1. Downgraded one level for study design (open label, single blinded)
2. Downgraded one level for confidence interval crossing 1 line of a defined minimal important difference.

3. Some individual studies at high-risk of bias, but overall risk of bias rated low due to consistency of effect size estimates between high and low quality
studies.

4. Downgraded one level for includes open label studies; lack of appropriate assessor masking.
5. Downgraded one level for heterogeneity (i2>50%).
6. Downgraded one level for selection bias (differences in baseline characteristics between treatment groups)
*visual acuity outcome reported in the study used logMAR, and was converted to number of letters (logMAR=no. of letters x -0.02).
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Meta-analysis: Anti-VEGF + PDT vs anti-VEGF

Visual acuity

Letters (>3 month follow-up)

anti-VEGF + PDT anti-VEGF Mean Difference Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fized, 95% Cl IV, Fixed, 95% CI
1.3.1 Bevacizumah
Datseris 2015 8.37 12.39 49 864 1432 46 1.9% -0.27 [5.67,5.173]
Subtotal (95% CI) 49 46 1.9%  -0.27 [-5.67, 5.13]
Heterogeneity, Mot applicable
Testfor overall effect Z=010(P=10.92)
1.3.2 Ranibizumah
Bashshur 2011 56.6 1476 20 B58 11.18 20 049% -920[F17.31,-1.09]
Hatz 2015 ] 28 149 78 29 21 17.9% 1.80[F0.27, 3.27] =
Kaiser 2012 4.8478 1545995 209 21 181 12 46% -3.25 [-6.76, 0.29] T
Krehs 2013 46.89 28.3 19 57.089 2461 22 0.2% -10.20 [-26.56, 6.16]
Larsen 2012 24 148 121 44 159 132 39% -1.90 [-5.68, 1.88] T
Semeraro 2015 248 7 25 24 14 25 1.5% 080 [5.64, 6.64] e —
Weingessel 2016 57.2 244 14 587 176 16 0.2% -1.50[F1692,13.92]
Williams 2012 26 18583 29 949 2388 27 0A4%  -T.30[-18.55, 3.9 —
Subtotal (95% Cl) 456 375 29.6%  -0.28[-1.65, 1.10] L 3
Heterogeneity: Chi®=15.00, df=7 (P = 0.04); P= 53%
Testfor overall effect £=0.39 (P = 0.69)
1.3.3 Ranibizumah PCY
Gomi 2014 8.1 1.8 kil a8 1.8 29 B7A% -0.70 [-1.61, 0.21]
Koh 2012 1049 10.9 18 92 124 21 1.0% 1.70[F5.61,9.01]
Subtotal (95% Cl) 19 50 68.5%  -0.66 [-1.57, 0.24]
Heterogeneity: Chi®=0.41, df=1 {P=053), F=0%
Testforoverall effect Z=1.44 (P=10.15)
Total (95% CI) 554 471 100.0%  -0.54 [-1.29,0.21] L

- _ _ Cao , , , ,
Heterogeneity, Chi®= 1563, df=10{P=0.11); F= 36% —2'0 _1-0 b 1'0 2'0

Testfor overall effect Z=1.42 (P=0.16)

Test for subgroup differences: Chi®= 022, df=2 (P = 0.89), F= 0%

Letters gained (proportion 15 or more letters)

anti-vEGF + PDT anti-vEGF

Study or Subgroup Events Total Events Total

Risk Ratio

Weight M-H, Fixed, 95% CI

Fawours monatherapy  Favours combination

Risk Ratio
M-H, Fixed, 95% CI

1.4.1 Bevacizumab

Datseris 2014 21 48 20 46
Subtotal (95% Chy 44 46
Total events 1 20
Heterogeneity: Mot applicahle

Test for overall effect: Z=0.06 (P = 0.95)

1.4.2 Ranibizumab

Bashshur 2011 2 20 3 20
Hatz 2015 G 18 a il
Kaiser 2012 58 209 46 112
Larsen 2012 2 121 34 132
Vallance 2010 1 ] 1 ]
Williams 2012 ] 28 ] 27
Subtotal (95% Cly 407 Iz
Total events 98 103
Heterogeneity: Chif=1.33, df =8 (F=0593; F=0%

Test for averall effect: 7= 291 (F=0.004)

1.4.3 Ranibizumab PCY

Gormi 20145 13 28 14 Al
kah 2012 4 18 T il
Subtotal (95% CIy 48 52
Total events 17 22
Heterogeneity, Chif= 041, df=1{F =052}, F=0%

Test for averall effect: Z=073 (P =0.47)

Total {95% CI) 504 419

Total events 136 144
Heterogeneity; Chi*= 353 df=8{F=0.80% F=0%
Test for averall effect: £=2.80 (P = 0.005)

13.1%  0.99[0.62,1.56]
13.1%  0.99[0.62, 1.56]
32%  0.40[0.08,1.83
48%  0.83[0.35,1.95]
331%  0.68([0.48,0.07]
207%  0.71[0.44,1.14]
06%  1.001[0.07, 13.64]
59%  0.83[0.44,1.89]
734%  0.71[0.56, 0.89]
9.7%  0.93[0.54,1.50]
47%  063[0.22,1.87]
135%  0.83[0.51, 1.36]
100.0%  0.76 [0.63,0.92]

R —

>

*

Testfor subdgroup differences: Chi*=1.73,df=2(P=0.42), F= 0%
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Number of injections: reinjections

anti-vEGF + PDT anti-WVEGF

Mean Difference

Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight Y, Random, 95% Cl ¥, Random, 95% Cl
3.1.1 Bevacizumah

Datseris 2015 445 1.05 49 G496 1.97 46 21.48%  -2.51[3.14 -1.87] —

Subtotal {95% CI) 49 46 21.5% -2.51[-3.15,-1.87] B

Heterogeneity: Mat applicable

Test for overall effect: Z= 7.68 (P = 0.00001)

3.1.2 Ranibizumah

Bashshur 2011 2 208 20 3 2049 20 168% -1.00 [-2.30, 0.30] — 1

Larsen 2012 1.9 21 2.2 20132 223% -0.30 [-0.79, 0.19] —& T
Subtotal {95% CI) 141 152 39.1%  -0.39 [-0.85, 0.07] S o
Heterogeneity: Tau*= 0.00; Chi*= 098, df=1 {P=032);F=0%

Testfor overall effect: Z=1.65 (P=0.10)

3.1.3 Ranibizumab PCV

Gomi 20148 1.8 1.8 24 38 23 31 187T%  -230[3.34 -1.26] —

kKoh 2012 1.1 1.2 14 2 1.2 21 208%  -110[F1.84 -0.36] —

Subtotal {95% CI) 48 52 39.5% -1.64[-2.81,-0.47] i
Heterogeneity: Tau*= 0.481; Chi*= 337, dfi=1 {P=0.07); F=70%

Test for overall effect: Z= 2.75 (P = 0.006)

Total (95% Cly 238 250 100.0% -1.43[-2.42, -0.45] —all—
Heterogeneity: Tau®= 1.07; Chi*= 33.27, df= 4 (P = 0.00001); F= 88% 4 2 i 2 4

Test for overall effect: Z= 2.85 (P =0.004)

Test for subaroup differences: Chi*= 28.46, df= 2 (P = 0.00001%, F= 53.0%

Number of injections: total number of injections

anti-wEGF + PDT anti-VEGF

Mean Difference

Favours combination  Favours monotherapy

Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% CI
3.2.1 Bevacizumab

Lirm 2012 325 0458 23 3.2 0.42 18 224% 0.05 [-0.26, 0.36] *
Subtotal {95% CI) 23 18 22.4% 0.05 [-0.26, 0.36] L ]
Heterogeneity: Mot applicable

Testfor overall effect: 7= 032 (P=0749)

3.2.2 Ranibizumah

Krehs 2013 47 1.8 20 6.6 24 24 151% -1.80[-3.14,-0.66] e

Larzen 2012 4.8 21 a1 20132 NM3% -0.30 [-0.79,019] —-=r
Semeraro 2014 5.8 1.3 24 7.8 1 25 202%  -2.00[-2.64,-1.36] —

Weingessel 2016 6.9 1.1 14 74014 16 18.1% -0.50 [-1.40, 0.40] T
Williams 2012 3 889 24 6.8 8.89 27 2.8%  -3.80[-8.46 0.86)]

Subtotal {95% CI) 200 224 77.6% -1.23[-2.20,-0.27] -
Heterogeneity: Tau®= 0.82; Chi*= 21.56, df=4 (P=0.0002); F=81%

Testfor overall effect: Z=2.51 (P = 0.01)

Total (95% Cly 232 242 100.0% -0.94 [-1.76, -0.12] L 3
Heterogeneity: Tau®= 0.76; Chi*= 39.93, df= 6 (F = 0.00001); F=87% 5_1 0 5 b 5 10’

Testfor overall effect: Z= 2.24 (F=0.03)

Test for subaroup differences: Chi*= 619, df=1 (P =001}, F=839%
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Ocular adverse events

Ati-VEGF + PDT Anti-VEGF Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Fixed, 95% Cl M-H, Fized, 95% Cl
5.1.1 Bevacizumah
Lazic 2007 7 52 15 54 9.4% 0.48[0.22, 1.09] r
Subtotal (95% CI) 52 54 0.4%  0.48[0.22, 1.00] el —
Tatal events 7 15
Heterageneity: Mat applicable
Testfor overall effect: Z=1.75 (P = 0.08)
5.1.2 Ranibizumab
Bashshur 2011 g 20 2 20 1.3% 4.00[0.97,16.55]
Hatz 2014 10 19 11 21 6.7% 1.00[0.56, 1.81] I
Kaiger 2012 119 209 60 112 43.8% 1.06 [0.86, 1.31]
Largen 2012 51 122 54 133 329% 1.03[0.77,1.38] ;E
Subtotal (95% CI) 370 286  90.6% 1.09[0.92, 1.28]
Total events 188 127
Heterogeneity: Chi*=3.48 df =3 (P=033); P=14%
Testfor awerall effect: Z=1.01 (P = 0.31)
Total (95% CI) 422 340 100.0% 1.03 [0.88, 1.21] L 2
Tatal events 195 142
Heterogeneity: Chi*=6.91, df=4 (F=0.14); F= 42% s ) : o

Testfor overall effect: £=0.37 (P=0.71)

Test for subgroup diferences: Chi®= 3.66, df=1 (P = 0.08), F=72.7%

Fawours monatherapy  Favours combination

Meta-analysis (excluded study population with previous treatment history)

Visual acuity

Letters (>3 month follow-up)

anti-VEGF + PDT anti-VEGF Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% Cl IV, Fixed, 95% CI
1.3.1 Bevacizumah
Datseris 2015 8.37 12.39 49 864 1432 6 4% -0.27 [5.67,5.173]
Subtotal (95% CI) 49 46  24%  -0.27 [-5.67, 5.13]
Heterogeneity: Mot applicable
Testfor overall effect Z=010(P=10.92)
1.3.2 Ranibizumah
Bashshur 2011 56.6 1476 20 B58 11.18 20 0.0% -920[F17.31,-1.09]
Hatz 2015 L] 28 19 78 29 21 0.0% 1.80[0.27, 3.27]
Kaiser 2012 4.8478 145885 209 81 151 112 5.6% -3.25[-6.76, 0.29] 7
Krehs 2013 46.89 28.3 19 57.089 2461 22 0.3% -10.20 [-26.56, 6.16]
Larsen 2012 24 148 121 44 159 132 48% -1.90 [-5.68, 1.88] T
Semeraro 2015 2448 7 25 24 14 25 1.8% 0.50[-5.64, 6.64] I —
Weingessel 2016 57.2 244 14 587 176 16 0.3% -1.50[F16.92,13.92]
Williams 2012 26 18583 29 99 2388 27 05%  -T.30[18.55 3.494) —
Subtotal (95% Cl) 117 334 13.3%  -2.51[-4.78,-0.24] <
Heterogeneity, Chi®= 276, df= 5 (P=0.74), F= 0%
Testforoverall effect £=217 (P=0.03)
1.3.3 Ranibizumah PCY
Gomi 2014 8.1 1.8 kil a8 1.8 29 83.0% -0.70 [1.61, 0.21]
Koh 2012 109 109 18 9.2 124 21 1.3% 1.70[-5.61, 9.01]
Subtotal (95% CI) 19 50 84.3%  -0.66 [-1.57, 0.24]
Heterogeneity: Chi®= 041, df=1 {P=052), F=0%
Testforoverall effect Z=1.44 (P=10.15)
Total (95% CI) 515 430 100.0% -0.90[-1.73, -0.07] 4
Heterogeneity: Chi®= 541, df= 8 (P=0.713 F= 0% -2’0 _110 b 110 2ID

Testforoverall effect Z=213 (P=0.03)

Testfor subgroup differences: Chi®= 224, df=2 (P =0.33), F=10.9%
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Letters gained (proportion 15 or more letters)

anti-VEGF + PDT anti-WwEGF Risk Ratio Risk Ratio
Study or Subgroup Euents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.4.1 Bevacizumab
Datseris 2015 21 449 20 46 14.3% 0.99 [0.62, 1.56] -
Subtotal (95% CI) 49 46 14.3%  0.99[0.62, 1.56] S
Total events 21 20
Heterogeneity: Mot applicable
Testfor overall effect: Z= 0.06 (P = 0.95)
1.4.2 Ranibizumab
Bashshur 2011 2 20 a 20 0.0% 0.40[0.09,1.83]
Hatz 2015 3] 19 8 21 0.0% 0.83[0.35,1.95]
Kaiger 2012 58 209 46 112 41.4% 0.6%2 [0.49, 0.92] -
Larsen 2012 22 121 34 132 225% 0.71[0.44,1.14] —
Wallance 2010 1 9 1 9 0.7% 1.00([0.07, 13.64]
Williams 2012 g 29 9 27 6.4% 0.93[0.44,1.98] T
Subtotal (95% CI) 368 280 711%  0.71[0D.56, 0.91] . 3
Total events 90 a0
Heterogeneity: Chif= 065, df=3(F=088), F=0%
Testfor averall effect: £=2.70 (F = 0.007)
1.4.3 Ranibizumah PCY
Gomi 2015 13 29 15 3 10.0% 0.93[0.54, 1.60] =
Kaoh 2012 4 19 7 21 4.6% 0.63[0.22,1.82] e
Subtotal (95% CI) 418 52 14.6%  0.83[0.51, 1.36] -
Total events 17 22
Heterogeneity, Chi*=0.41, df=1 {P=052); F=0%
Testfor overall effect =073 (P =0.47)
Total {(95% Cly 465 378 100.0%  0.77[0.63, 0.94] L 2
Total events 128 132
Heterogeneity: Chi*= 2.76, df=6 (P =084), F=0% f f t {
Testfo?overgll effect Z= ?_:.59 (= i 0.010) 4 om 01 1D_ . 1o
i ) Favaurs monotherapy  Favours combination
Testfor subgroup differences: Chi*f=1.599, df=2(F =048, F=0%
Total number of injections
anti-WEGF + PDT anti-VEGF Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
3.2.1 Bevacizumab
Lim 2012 3325 058 23 32 042 18  0.0% 0.05[-0.26, 0.36]
Subtotal {95% Cl) o o Mot estimable
Heterogeneity: Not applicable
Testfor overall effect: Mot applicable
3.2.2 Ranibizumabh
Krebs 2013 4.7 1.8 20 6.6 2.4 24 19.7%  -1.80[-3.14,-0.66] —
Larsen 2012 4.8 21 5.1 2 132 F7I%  -0.30[0.79,019] =
Sereraro 2015 5.8 1.3 25 7B 1 25 2549% -2.00[-2.64,-1.36] —
Weingessel 2016 6.9 1.1 14 74 14 16 23.4%  -050[1.40,0.40] T
Williams 2012 3 889 29 6.8 8.89 27 37%  -3.80[-8.46,0.86)]
Subtotal (95% Cl) 209 224 100.0% -1.23[-2.20,-0.27] ‘
Heterageneity: Tau®= 0.82; Chi*= 21.56, df= 4 (P = 0.0002); F= 81%
Testfor overall effect: Z= 2.1 (F=0.01)
Total (95% Cl) 200 224 100.0% -1.23[-2.20,-0.27] -
Heterogeneity: Tau®= 0.82; Chi*= 21.56, df=4 (P=0.0002); F=81% 5_1 0 '5 b é 1D=

Test for overall effect; 2= 2.51 (F =001}
Testfor subdgroup diferences: Mot apnplicable
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Proportion of people had ocular adverse events

Anti-VEGF + PDT Anti-WVEGF
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio

Risk Ratio
M-H, Fixed, 95% CI

5.1.1 Bevacizumah

Lazic 2007 7 a2 15
Subtotal (95% CIy 52
Total events 7 15

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.75 (P = 0.08)

5.1.2 Ranibizumah

Bashshur 2011 g 20 2
Hatz 2015 10 18 11
Kaiser 2012 119 208 G0
Larsen 2012 51 122 54
Subtotal {95% Cly 331

Total events 170 114

Heterogeneity; Chi*=0.03, df=1 {F=0.86), F=0%
Test far overall effect: Z= 055 (P = 0.598)

Total (95% CI) 383

Total events 177 129
Heterogeneity: Chi*=3.47, df= 2 (F=0.18), F= 42%
Testfor overall effect: £= 0.09 (P =0.83)

54
54

20

112
133
245

299

10.2%
10.2%

0.0%
0.0%
54.1%
35.8%
89.8%

100.0%

0.45[0.22,1.09]
0.48 [0.22, 1.09]

4.00[0.97, 16.55]
1.00 [0.56, 1.81]
1.06 [0.86, 1.31]
1.03[0.77,1.39]
1.05 [0.88, 1.25]

0.99 [0.84, 1.17]

Test for subgroup diferences: Chif=3.33, df=1 (F=0.07), F=70.0%
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