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Appendix H: Grade tables and meta-analysis results

H.6 Pharmacological management

H.6.1 Anti-angiogenic therapies and frequency of administration

RQ12: What is the effectiveness of different anti-angiogenic therapies (including photodynamic therapy) for the treatment of late age-related
macular degeneration (wet active)?

RQ18: What is the effectiveness of different frequencies of administration of antiangiogenic therapies for the treatment of late age-related macular
degeneration (wet active)?

The GRADE tables for pairwise meta-analyses in this section were produced by the Cochrane Eyes and Vision group, as part of a collaboration
with the NICE Internal Clinical Guidelines Team.

H.6.1.1 Photodynamic therapy versus placebo

Outcomes lllustrative comparative Relative effect No of Participants | Quality of the
risks* evidence
(95% CI)
Corresponding risk Assumed risk (95% CI) (studies) (GRADE)
Intervention (photodynamic Control (photodynamic
therapy with verteporfin) therapy with 5% dextrose in
water)
Loss of 3 or more 487 per 1000 609 per 1000 RR 0.8, 1381 PPPO
lines (15 or more (445 to 536) 0.73 t0 0.89 (4 studies) Moderate'
letter) visual acuity
ETDRS at 24
months
Loss of 6 or more 220 per 1000 333 per 1000 RR 0.66, 1381 OCDDD
lines (30 or more (176 to 276) 0.55 t0 0.78 (4 studies) High
letter) visual acuity
ETDRS at 24
months
Gain of 3 or more 80 per 1000 36 per 1000 RR 2.59, 941 ODPD
lines (15 or more
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letter) visual acuity (43 to 151) 1.33 to 5.06 (3 studies) High
ETDRS at 24

months

Adverse effects: 11 per 1000 3 per 1000 RR 3.75 1075 PPPO
acute severe visual (3 to 48) 0.87 to 16.12 (3 studies) Moderate!
acuity decrease

(follow-up: 7 days)

Adverse effects: 270 per 1000 170 per 1000 RR 1.56 1075 OPPHO
visual disturbance 1.21 to 2.01 (3 studies) Moderate'
Adverse effects: 120 per 1000 60 per 1000 RR 1.36 1075 POBO
injection site 0.50 to 3.71 (3 studies) Very low?
Adverse effects: 20 per 1000 2 per 1000 RR 9.93 1439 ODPD
infusion-related back | (6 to 70) (2.82 to 35.02) (4 studies) High?
pain

Adverse effects: 17 per 1000 19 per 1000 RR 0.94 948 PPOeO
allergic reactions (0.35t0 2.51) (2 studies) Low?
Adverse effects: 24 per 1000 3 per 1000 RR 2.73 948 POOO
photosensitivity (0.08 to 97.96) (2 studies) Very low?
reactions

*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. Downgrade one level of imprecision: 95%Cl of the estimated effect across 1 line of defined minimal important difference.
2. Downgrade one level of heterogeneity (i2>=50%), and downgrade two levels of imprecision (wide confidence interval)

3. Not downgraded for imprecision: confidence interval wide however do not include 1 (no effect)

4. Downgrade two levels of serious imprecision.
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Visual acuity
One year

Visual acuity (loss of 3 or more lines ETDRS)

PDT Placebo Risk Ratio Rizk Ratio
Stuily or Subgroup  Events Total Events Total Weight B-H, Fied, 95% CI M.-H, Fixed, 95% C
TAF 1959 156 402 111 207 460%  0.72(061,0.88] -
YIM 2005 10 36 18 38 545%  0.59(0.31,1.09 B
WVIF 2001 114 225 B2 114 258% 093 [0.75, 1.15] =
VIO 2007 a1 244 54 120 227% 083064, 1.07)] —=t
Total (945% CI) a0z 479 100.0%  D.79[0.71,0.89) L
Todal everts 37 245
Heterogensaity Chi*= 4.26, df= 3 (P=0.23); F= 30% =u . 01', n"5 2 5 m’
Test for overall effect 2= 3.84 (P = 0.0001) = Faveurs POT  Favours platebo
Visual acuity (loss of 6 or more lines ETDRS)
PDT Placeho Risk Ratin Risk Ratio
Study or Subgroup  Events Total BEvents Total Weight PA-H, Fixed, 95% Cl M-H, Fisved, 05% C1
TAP 1999 59 402 49 307 47 6% 062 [0.44, 087 ——
Vi 2005 T 3B B 33 43% 053014195
WIF 2001 3T 166 3 82 20.4%  0.68([0.45 1.03 —
VIO 2007 39 244 20 120 19.7%  0.96[059 1.57]
Total {35% CI) 848 457 100.0%  0.70 [0.58, 0.88] &
Total events 138 105
Heterogeneity, Chi= 225, df= 3 (P = 0.52), F= 0% :IZI 3 EI:E D!5 2 5 1|]:

Testfor overall effect £= 3.07 (P=0.003)

Favours FOT Fawours placabo

Visual acuity (gain of 3 or more line (15 or more letters) of visual acuity)

PDT Placebo Risk Ratio Risk Ratio
Study or Subgroup  EBvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
TAF 189499 24 402 A 207 BB3% 2.47 [0.96, 6.38) —l—
WP 2001 a 166 2 92 26.6% 1.39[0.27, 7.00] I e E—
WM 2005 1 36 n 38 a8.0% 316013, 75.20]
Total (95% CI) 604 337 1000%  2.22[1.01, 1.88] i
Total events 30 T
Heterogeneity: Chif=0.42, df= 2 (P = 0.81); F= 0% =IJ 0 IZ|=1 150 00

Testfor overall effect £=1.93 (F = 0.04)
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Two years

Visual acuity (loss of 3 or more line ETDRS)

POT Placehn Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight B-H, Fixed, 95% CI KA-H, Fied, 95% CI
TAP 1999 189 402 128 207 45.2%  0.75[0.65 0.88) L
ViW 2005 17 32 3337 AT% 0850057, 1.29) e
WiP 2001 121 225 16 114 268% 0.81 [0.68, 0.98] -
VIO 2007 114 244 63 120 224% 0890072 1.11] —.-
Total {85% CI) an3 478 100.0%  0.80(0.73,0.89] L
Total evants 441 291
Heterogenaity: Chi*=1.64, df= 3 (P = 0.65), F= 0% I .'- $ ¥ 1 {
Testioroverall efiack £=4.34 (F=0.0001) o FMEEE POT Fa-mu?s ma:ﬁng "

Visual acuity (loss of 6 or more lines ETDRS)
Treatment Placebo Risk Ratio Risk Ratio
Stuty of Subgroup  Events  Total Evenis Total Weight M-H, Fixed, 95% CI M.H, Fioced, B5% CI
TAP 1999 73 402 62 207 398% 061045081 —.—
VIM 2005 4 32 13 37 59% 035[0.13, 090
VIP 2001 BT 225 4 114 348% 063048 083 —a—
VIO 2007 55 344 30 120 195% D90 [061,1.33 -
Tatal {95% CI) 903 478 100.0% 066 [0.55, 078] &>
Total gvents 199 159
Helerogengity ChiP= 4 35, di= 3 (P=0.23), F=21% THC I 3 3
Tes!for overall effect Z=4.54 (F < 0.00001) " Fawouss freatment Favours placebo
Visual acuity (gain of 3 or more lines ETDRS)

PO Placeho Risk Ratio Risk Ratio
Study or Subgroup  Fvents Total Events Total Weight PA-H, Fixed, 95% CI M-H, Fixed, 95% CI
TAP 1999 36 402 8 207 824%  2.32(1.10, 4.89)
VIP 2001 8 166 1 B 10.0% 4.43[0.56, 34,90
WiM 2005 3 36 1 38 T6% 317 [0.35, 29.06)
Total (05% CI) 604 337 100.0%  2.50901.33, 5.06) -
Total events 47 10
Heterageneity Chi*= 038, df= 2 (F= 0.83); F= 0% :IZI 0 IJ:‘I 1:I] HBI]:

Testfor overall effect; Z= 2.80 (P =0,005%)
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Adverse effects

Acute severe visual acuity decrease

POT Placebo Risk Ratio Risk Ratio
Study of Subgroup  Events Total Events Total Weight  M-H, Fixed, 95% CI M-H, Fixed, 95% C
VIM 2005 1 &7 1 40 508%  046(0.03,717) ——
TAP 1989 3 402 0 207 245%  361(0.18,6961) —
VIF 2001 10 225 0 114 246% 10.69[0.63 180.74) -
Total (95% C1) 714 361 100.0% 375 [0.87, 16.12] el
Total events 14 1
Heterogengity: Chi*=2.77, df = 2 (P = 0.25), F = 28% o0t 7 e 1000

Testioroverall enpct £=1.78 (F=0.08) Favours POT Favours placebio

Infusion-related back pain

PDT Placebo Risk Ratio Risk Ratio
Stuidy of Subgroup  Events Tolal Events Total Weaight  M.H, Fixed, 95% CI BA-H, Fised, 05% CI
TAP 1899 10 402 0 207 196% 10.84[064 184.05) - +
VIP 2001 5 215 0 114 197% SE0[0.31,100.35) - *
ViM 2005 g 87 1 40 408% 414 [0.54, 31.56) =
VIO 2007 75 244 0 120 199% 2519[1.55 410.23)
Total {95% Cl) 958 481 1000%  9.93[2.82, 35.02) B~
Total events 49 1
Helerogeneity. Chf=1.30, df= 3 (P=0.73); P= 0% , fn Di1 1=n 5'!]

Testfor overall effect 2= 3.57 (P = 0,0004) Favours POT  Favours placebs

Visual disturbance

PDT Placeho Risk Ratin Risk Ratio
Study or Subgroup  Ewents  Total Events Total Weight B-H, Fixed, 95% CI M1-H, Fixed, 95% CI
TAP 1949 89 402 32207 S514% 143093 207 —il—
VIP 2001 a4 225 26 114 42.0%  1.83[1.26, 2.66] ——
VM 2005 T 87 4 40 BF% 0.80[0.25 2.59
Total {95% CI) T4 361 100.0% 156 [1.21,201] . -
Total events 130 62
Heterggeneity Chf= 216, =2 (P= 034}, F= 7% TR == ¥ —

Testfor overall effect; £= 3,42 (P = 0,0006) Favours PDT Favours placebo

Injection site

POT Placebo Risk Ratio Risk Ratio
Stuehy of Subfiroup  Events Total Bvents Total Weight B.H, Ratidom, 95% CI M-H, Ramndioim, 25% Ci
TAP 1099 G4 402 12 20F 413% 2.75[1.52, 4.97) ——
YIP 2001 18 235 B 114 348% 152 062,372 ——
Vikd 2005 3 a7 4 40 A% 0.34[008,1.47] * =
Total (95% € 74 361 100.0% 1.36 [0.50, 3.71) e
Tolal events BS 22
Heterogeneity. Tau®= 0.55, Chf= 7.07, df= 2 (P = 0.03),F= 7% T P t —

Test for overall effect: = 0.59 (P = 0.55) Favours POT Favours placebo
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Allergic reactions

PDT Placeho Risk Ratin Risk Ratio
Study or Subgroup  Events Total Events Total Weight P-H, Fixed, 35% CI K-H, Fied, 95% CI
TAP 1949 e 402 3 07 409% @ 1.37 (037,517 -
VIP 2001 3 225 3 M4 501% 0.51[010, 2.47] &
Total (85% CI) 627 321 10005  0.940.35,2.51] e ——
Total events 11 B
Heterogenaity, Chf=0.90, di=1 (P = 0,34); F= 0% , ¥ y ¥ ¥ {
Test for overall effect Z=0.13 (P = 0.20) 01 02 FMEEE BT Favaufs nlaceng 1

Photosensitivity reactions

PDT Placebo Risk Ratio Risk Ratio
Stuthy of Subgiroup  Events Total Evests Total Weight M-H, Random, 95% CI F-H, Random, 95% Ci
TAP 19583 14 402 0 207 497% 1497 [0.90, 249.66) ] -
VIP 2001 1 225 1 114 503% 0.51 [0.03, 8.03) L
Total (95% CI) 627 321 100.0% 2.73 [0J08, 97.96) e
Total events 15 1
Heterogensity Tau®= 4 65, Chf=3.30, df=1 (P = 0.07); P= 70% ;']m |}=1 1-"] 5&
Test for overall effect Z= 0.55 (P = 0.58) ' s BT | Evoursplsson
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