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H.6.4 Switching and stopping antiangiogenic treatment for late AMD (wet)
RQ11: What are the indicators for treatment failing and switching?
RQ14: What factors indicate that treatment for neovascular AMD should be stopped?
RQ15: What is the effectiveness of switching therapies for neovascular AMD if the first-line therapy is contraindicated or has failed?

This review was undertaken by the National Clinical Guideline team.
H.6.4.1 The effectiveness of switching therapies

Anti-VEGF switching

Ranibizumab to aflibercept vs continuing on ranibizumab
Visual acuity (ETDRS letters) [change score] (Better indicated by higher values)

1 (Mantel RCT Very serious! N/A Not serious Not serious 21 MD -2.5 LOW
2016) (-4.87 to -0.13)

Ranibizumab to bevacizumab vs bevacizumab to ranibizumab
Best corrected visual acuity (logMAR) - 12 months (Better indicated by lower values)

1 Cohort study Very serious’ N/A Not serious Not serious 87 MD 0.05 LOW
(Kucukerdon (-2.84 to 2.94)

mez 2015)

Best corrected visual acuity (logMAR) - 2 12 months (Better indicated by lower values)

1 Cohort study Very serious! N/A Not serious Serious? 87 MD 0.16 VERY LOW
(Kucukerdon (-0.88 to 1.20)

mez 2015)

Bevacizumab to ranibizumab
Visual acuity (logMAR) - < 3 months (Better indicated by lower values)
1 (Moisseiev  Before—after Very serious’ N/A Not serious Serious?® 110 MD- 0.02 VERY LOW
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2015) study (-0.11t0 0.07 )

Visual acuity (logMAR) — at least 4 months (Better indicated by lower values)

1 (Moisseiev  Before—after Very serious! N/A Not serious Serious?® 110 MD -0.04 VERY LOW
2015) study (-0.06 to 0.14)

Bevacizumab to aflibercept
Best corrected visual acuity (ETDRS) - > 3 months and <12 months (Better indicated by higher values)

1 (Tiosano Before—after Very serious! N/A Not serious Serious?® 47 MD 2.8 VERY LOW
2017) study (-2.35, 7.95)

Best corrected visual acuity (ETDRS) - 2 12 months (Better indicated by higher values)

1 (Pinheiro- Observational  Very serious’ N/A Not serious Serious?® 39 MD -2.4 VERY LOW
Costa 2015)  study (-10.15 to 5.35)

Bevacizumab and/or ranibizumab to aflibercept
Best corrected visual acuity (logMAR) - After 1 injection (Better indicated by lower values)

2 (Maksys Observational  Very serious! Not serious Not serious Serious?® 134 MD 0.02 VERY LOW
2017, study (-0.06 to 0.09)

Yonekawa

2013)

Best corrected visual acuity (logMAR) - After 2 injections (Better indicated by lower values)

1 (Maksys Observational ~ Very serious! N/A Not serious Serious? 32 MD 0.00 VERY LOW
2017) study (-0.16 to 0.16)

Best corrected visual acuity (logMAR) - After 3 injections (Better indicated by lower values)

1 (Maksys Observational  Very serious! N/A Not serious Serious? 32 MD -0.10 VERY LOW
2017) study (-0.27 to 0.07)

Best corrected visual acuity (logMAR) - > 3 months and <12 months (Better indicated by lower values)

6 (Bakall Observational  Very serious! N/A Not serious Serious? 413 MD -0.07 VERY LOW
2013, Chan study (-0.10 to -0.04)

2014, Grewal

2014, Hall

2014, Major
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2015,

Yonekawa

2013)

Best corrected visual acuity (logMAR) - 2 12 months (Better indicated by lower values)

5 (Grewal Observational  Very serious! N/A Not serious Not serious 159 MD 0.00 LOW
2014, Hall study (-0.01 to 0.02)

2014, Homer

2015,

Jorstad

2017, Major

2015)

Best corrected visual acuity (ETDRS) - After 1 injections (Better indicated by higher values)

1 (Hariri Observational  Very serious’ N/A Not serious Serious?® 31 MD 3.1 VERY LOW
2015) study (-4.06 to 10.26)

Best corrected visual acuity (ETDRS) - After 3 injections (Better indicated by higher values)

1 (Gharbiya Observational  Very serious! N/A Not serious Serious? 31 MD -0.2 VERY LOW
2014) study (-5.95 to 5.55)

Best corrected visual acuity (ETDRS) - > 3 months and <12 months (Better indicated by higher values)

2 (Gharbiya Observational  Very serious’ N/A Not serious Not serious 104 MD 0.44 LOW
2014, Thorell  studies (-2.59 | to 3.48)

2014)

1. Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence
was at very high risk of bias.

2. Downgraded one level for non-significant effect.
3. Downgraded by 1 increment if the confidence interval crossed 1 MID or by 2 increments if the confidence interval crossed both MIDs
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Meta-analysis (forest plots) for bevacizumab and/or ranibizumab to aflibercept

Best corrected visual acuity (logMAR)

affibercon I s awiky Ao DifTed e Manan [¥ferance
SAuhy or Sty ] Siv Total o Sy Total WWeight W, Fleed, 85% C) N.i-ﬂ!.hh'.cl
24,1 Afber 1 mjection ]
Makeys 2017 04 03 ni4 03 32 238%  QOCFR16, 016 T
Yioresws 2013 [ET] 03 102 042 03 102 TEX%  GO2EG07,O11] =
Subrints (6% C1) 124 134 0% 002§ 0L0G, 0]

Hetaroganeiy Chte 004, di= 1 P =DEH, "= 0%
Tagtior ovprall effec 2= 020 F=071)

L7 Kiber 2 injections
Miaicays 2017 4 ni 2 04 03 3 I0DO%  OOOEOAR 018 1
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Mskesys 2017 0.3 0.3 18 oe 0.2 32 1000% DO 02T, Q0 e
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204 = Jmankhs and <132 mmrths

Eaka 2013 DE05556 040152 27 DASEZRE Q4IRS 2T 18% QM E02,02H T

Chan i {11 028 188 0AG 032 w89 34w -0.08 FO04, -0 0 |
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Cemwal 2014 04 nze M 042 08 71 0F%  -00ZF019,015 — =
i 2014 0508 01 13 a3 0082 12 48w 00T F0, 0014 —
Hoener 2014 niz 023 N 04z 031 M 0%%e QODEOIT 0N o T—
lorgtad 2017 0ar nEesIIm 45 0 arEsFm 5 113% 0ar o3, 013 | N
Wsr IS 00 Q0N 6D 0 OESMZIS 60 BREN QUM 00D, 00| *
Saatwlortal (5% CI) 159 169 (000N 0,00 |80, 002
Heterogeneny Chi*= 13 50 df=4 P =007}, "= 6H%
Testfor pegrgll effack T 0.3 (P = 0 75) ‘
T i 025 05

Favous afibh Fasours hevackani

Best corrected visual acuity (ETDRS)

aflibercept hevaciranib Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
2.2.1 After 1 injection
Hariri 2015 5.2 133 31 B21 154 31 100.0% 3.10[4.06,10.26]
Subtotal (95% Cly 31 31 100.0% 3.10[-4.06, 10.26]

Heterogeneity: Mot applicable
Testfor overall effect: 2= 0.85 (P = 0.40)

2.2.2 After 3 injections

Gharhiya 2014 423 105 31 425 125 31 100.0% -0.20 [5.95, 5.55] i
Subtotal (95% Cly 31 31 100.0% -0.20[-5.95,5.55]

Heterogeneity: Mot applicable

Testfor overall effect: 2= 0.07 {P = 0.95)

2.2.3 > 3 months and <12 months

Gharhiya 2014 428 10 31 425 125 31 29.0%  0.30 [5.34,5.584]
Tharell 2014 695 11.3 73 69 1049 73 71.0%  0.50[3.10 4.10]
Subtotal (95% Cly 104 104 100.0% 0.44[-2.59, 3.48]
Heterogeneity: Chi*= 0.00, df=1 (P = 0.85); F= 0%

Testfor averall effect: Z=029 (P =0.78)

40 &5 0 510
Favours bewiran Favours aflibercent
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Ranibizumab to aflibercept
Best corrected visual acuity (logMAR) - After 1 injection (Better indicated by lower values)

1 (Heussen Observational  Very serious! N/A Not serious Serious? 71 MD -0.02 VERY LOW
2014) study (-0.17 1t0 0.13)

Best corrected visual acuity (logMAR) - After 2 injections (Better indicated by lower values)

1 (Heussen Observational  Very serious! N/A Not serious Serious? 66 MD 0.01 VERY LOW
2014) study (-0.14 to 0.16)

Best corrected visual acuity (logMAR) - After 3 injections (Better indicated by lower values)

3 (Gokce Observational  Very serious! N/A Not serious Serious? 123 MD -0.07 VERY LOW
2016, Kumar studies (-0.11 to -0.02)

2013,

Heussen

2014)

Best corrected visual acuity (logMAR) - After 4 injections (Better indicated by lower values)

1 (Heussen Observational  Very serious! N/A Not serious Serious? 12 MD -0.22 VERY LOW
2014) study (-0.58 to 0.14)

Best corrected visual acuity (logMAR) - > 3 months and <12 months (Better indicated by lower values)

3 (Gerding Observational  Very serious! N/A Not serious Serious? 115 MD -0.07 (-0.19 to VERY LOW
2015, studies 0.04)

Kawshima

2015, Kumar

2013)

Best corrected visual acuity (logMAR) - 2 12 months (Better indicated by lower values)

1 (Narayan Observational  Very serious! N/A Not serious Serious? 80 MD -0.03 (-0.12to  VERY LOW
2015) study 0.07)

Best corrected visual acuity (ETDRS) - > 3 months and <12 months (Better indicated by higher values)

4 (Chang Observational  Very serious! N/A Not serious Serious? 216 MD 0.57 (-0.43 to VERY LOW
2015, Hatz study 1.56)
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2016, Sarao
2016, Wykoff
2014)

Best corrected visual acuity (ETDRS) - 2 12 months (Better indicated by lower values)

2 (Chang Observational  Very serious! N/A Not serious Serious? 141 MD 3.06 VERY LOW
2015, Sarao  study (-0.86 to 6.92)
2016)

Ranibizumab to pegaptanib

Best corrected visual acuity (logMAR) - 2 12 months (Better indicated by lower values)

1 (Shiragami  Observational  Very serious! N/A Not serious Serious? 50 MD -0.07 VERY LOW
2014) study (-0.23 to 0.09)

1. Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the evidence
was at very high risk of bias.

2. Downgraded by 1 increment if the confidence interval crossing 1 MID or by 2 increments if the confidence interval crossing both MIDs
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Meta-analysis (forest plots) for ranibizumab to aflibercept

Best corrected visual acuity (logMAR)

Aflibercept Ranibizumab Mean Difference Mean Difference
Studhy or Subgroup Mean 5D Total Mean 5D Total Weight I, Fixed, 95% Cl IV, Fized, 95% CI
3.1.1 After 1 injection
Heussen 2014 0.65 n4s 7 0.67 046 71 1000% -0.02[017, 0.13]
Subtotal (95% CI) 71 71 100.0% -0.02[-0.17,0.13]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.25 (P = 0.80)
3.1.2 After 2 injections
Heussen 2014 0.6 043 66 0.59 042 66 100.0% 001014, 0.18] t
Subtotal (95% CI) 66 66 100.0% 0.01[-0.14, 0.16]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.14 (F = 0.89)
3.1.3 After 3 injections
Gokee 2016 (1) 005 01187278 23 0124454 01187278 23 37.2% -0.07 [014,-001] —i
Gokee 2016 () -0.013 01221984 21 0 01221984 21 321%  -0.01 [0.08, 0.08] —a—
Heussen 2014 0.43 0.z 45 0.56 0.1 45 24.4% -013[0.21,-0.05] —
Kumar 2013 0452 0.34 34 057 0.36 34 B.3% -0.05[0.22 0132 .
Subtotal (95% CI) 123 123 100.0% -0.07 [-0.11, -0.02] L 2
Heterogeneity: Chi®= 426, df= 3 (P =0.23), F=30%
Testfor overall effect 2= 313 (P = 0.002)
3.1.4 After 4 injections
Heussen 2014 0.25 0.47 12 0.47 0.43 12 1000% -0.22[-058 0.14] i_
Subtotal (95% CI) 12 12 100.0% -0.22 [-0.58, D.14] —
Heterogeneity: Mot applicable
Testfor overall effect Z=1.20(F=0.23)
3.1.5 >3 months and <12 months
Gerding 20145 0.64 1.77 40 0.56 2.049 40 1.8% 008077 0593
Kawashima 2014 0.35 0.4 1 0.4 0.37 41 4ATE% -005[0.22,012] ——
Kumar 2013 0.47 0.3z 34 057 0.36 34 50.58% -0.10[0.26, 0.06] —u—
Subtotal {95% Cl) 115 115 100.0% -0.07 [-0.19, D.04] -
Heterogeneity: Chi®=0.30, df= 2 (P=0.86), F=0%
Testfor overall effect Z=1.24 (P=0.21)
3.1.6 = 12 months
Marayan 2015 0.6145 0.305 a0 0.642 0.318 80 100.0% -0.03[012, 007] t
Subtotal {95% Cl) 80 80 100.0% -0.03[-0.12,0.07]
Heterogeneity: Mot applicable
Testfor overall effect 2= 0.55 (F = 0.58)
.05 028 0O D25 DA
Fawvours aflibercept  Favours ranibizumakb
Foaotnotes
(1) Coplete ranibhizumah resistance
(2) Tachyphylaxis
Best corrected visual acuity (letter)
Aflibercept Ranibizumah Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fized, 95% CI IV, Fized, 95% CI
3.2.1 > 3 months and <12 months
Chang 2014 67.4 13.27 43 B05 16.2 49 29% 6.90[1.04,12.76]
Hatz 2016 67.9 12.3 29 EBBEB 13.48 29 22% 110555 7.75]
Sarao 2016 559 11.64 92 528 17.8 92 8.2% 310[1.25 7.45] I E—
Wiykioff 2014 0.2 24712545 46 0 257124945 46 BO.E%  0.20[-0.85 1.248] ‘!
Subtotal {95% CI) 216 216 100.0% 0.57 [-0.43, 1.56]
Heterogeneity: Chi®=6.28, df= 3 (P =010}, F=52%
Test for overall effect: Z=1.11 {(F=0.27)
3.2.2 = 12 months
Chang 2014 652 13.35 439  B05 16.2 49 43.3% 4.70[1.18,10.58] N L —
Sarao 2016 54 6 17.74 92 528 17.8 92 56.7%  1.80[-3.34 6.94] ——
Subtotal {95% CI) 141 141 100.0% 3.06 [-0.81, 6.92] ~rei——
Heterogeneity: Chi*= 053, df=1 (P=047 F=0%
Testfor overall effect Z=155 (P =012
A0 5 0 5 10

Testfor subagroup differences: Chi*=1.49,df=1 (P=022, F=331%
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Bevacizumab to bevacizumab + triamcinolone acetonide

Bevacizumab to bevacizumab + triamcinolone acetonide
Best corrected visual acuity (logMAR) - < 3 months (Better indicated by lower values)

1 Observational  Very serious' N/A Not serious Serious? 31 MD -0.11 VERY LOW
(Tao 2010)  study (-0.3 to 0.08)

Best corrected visual acuity (logMAR) - > 3 months and <12 months (Better indicated by lower values)

1 Observational  Very serious’ N/A Not serious Serious? 31 MD -0.07 VERY LOW
(Tao 2010)  study (-0.26 t0 0.12)

1 Observational  Very serious' N/A Not serious Serious? 31 MD -0.02 VERY LOW
(Tao 2010)  study (-0.21 t0 0.17)

1. Downgraded by 1 increment if the majority of the evidence was at high risk of bias, and downgraded by 2 increments if the majority of the
evidence was at very high risk of bias.

2. Downgraded by 1 increment if the confidence interval crossing 1 MID or by 2 increments if the confidence interval crossing both MIDs
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