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Macular Degeneration

Appendix H: Grade tables and meta-analysis results

Ranibizumab vs control (sham injection or PDT)

Outcomes lllustrative comparative Relative effect | No of Participants | Quality of the Comments
risks* evidence
(95% CI)
Corresponding risk Assumed risk (95% CI) (studies) (GRADE)
Ranibizumab Control
Gain of 15 letters or 230 per 1000 59 per 1000 RR 3.25 1415 (4 studies) DPPDO Moderate’
more visual acuity at (93 to 566) (1.44 to 7.33)
one year
Loss of fewer than 15 934 per 1000 610 per 1000 RR 1.51 1415 (4 studies) DOPDP High
letters visual acuity at (861 to 1000) (1.41 to 1.63)
one year
Mean change in visual The mean change in The mean change | MD 17.81 1322 (3 studies) DPDP High
acuity at one year visual acuity in the across control (15.94 to 19.67)
(number of letters) ranibizumab groups was | groups ranged
on average 17.80 more from a loss 10 to
letters gained (95%ClI 16 letter
15.95 to 19.65 letters)
Mean change in vision- | The mean change in The mean change | MD 6.69 1134 (2 studies) DOPDP High Using the NEI-
related quality of life vision related quality of across control (3.38 t0 9.99) VFQ
life in the ranibizumab groups in vision- questionnaire
groups ranged from 5to | related quality of with a 10-point
7 points life scores ranged difference
from -3 to 2 points considered as
being clinically
meaningful.
Serious systemic Range of 0 to 55 per Range of 5 to 83 Range of RR 603 (2 studies)
adverse events at one 1000 per 1000 for 0.17 (0.01 to
year various systematic | 4.24) to 2.08
adverse events (0.23 to 18.45)
o : : >
Myocardial infarction 10 per 1000 <10 per 1000 $§425§)8 (0.23, 603 (2 studies) DOPOO Low
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i 2
_Strokg or cerebral < 10 per 1000 <10 per 1000 RR 1.04 (0.09, 603 (2 studies) BPOO Low
infarction 11.38)

- i 3
Treatmen‘g emergent 60 per 1000 80 per 1000 RR 0.67 (0.36, 603 (2 studies) PPDPO Moderate
hypertension 1.24)

= i 2
Non-ocular hemorrhage 60 per 1000 30 per 1000 AF,{F(;;).QO (0.78, 603 (2 studies) PPHOO Low
Serious ocular adverse | Range of 3 to 118 per Range of 0 to 68 Range of RR 603 (2 studies)
events at one year 1000 per 1000 for 0.52 (0.03 to

various systematic | 8.25) to 2.71
adverse events (1.36 to 5.42)
Ocular inflammation 120 per 1000 40 per 1000 RR 2.71 603 (2 studies) OPPP High
(1.36 to 5.42)
Elevated intraocular 80 per 1000 30 per 1000 RR 2.22 603 (2 studies) DPPS Moderate®
pressure (30 mmHg or (0.99, 4.98)
more increase)
3
Cataract 100 per 1000 70 per 1000 5%61).48 (0.83, D PPDO Moderate

*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 for inconsistency due to heterogeneity (i2>=50%).
2. Downgrade two levels for serious imprecision.
3. Downgrade one level for imprecision.
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One year

Visual acuity (loss of fewer than 15 letters)

Ranibizumab Conirol HRisk Ratio Risk Ralio
Studhy or Subgroup  Events  Tolal Events Tolal Weight M-H, Random, 95% C M-H, Random, 95% CI
AMCHODR 2006 (1) /6 279 g2 143 320% 1.48[1.31, 1.68) =l
LAPTOP 2013 i3 46 34 47 16.T7% 1.28[1.07, 1.57] e —
MARIMA 2006 (2 452 478 148 238 41.3% 1.52 [1.37, 1.68) ——
PIER 2008 (3) 105 121 3 B3 09% 1.76[1.36, 2.79) —
Totad (95% CI) az4 491 100.0% 1.49(1.37, 1.62] -
Total events 866 305
Hetarogeneity: Tau*= 0.00, Chi*= 404, df= 3 (P = 0.26), = 26% EI.'E l]‘? 15 ﬁ

Testfor overall effect Z=9.00 (F = 0.00001)

Foolnotes

Favors confrol  Favers ranibizumab

{13 Conkrol group in the ANCHOR study receved sham infechons plos active vefteporfin photodynamic theragy

{2) Contral group in the MARIMA study received sham injeclions

(%) Confrol group in the PIER study recenved sham injections

Visual acuity (loss of fewer than 30 letters)

Ranibizumab Conirol Risk Ratio Risk Ratio

Stucy or Subgroup  Events  Tolal Events Total Weight  M-H, Random, 95% €I M-H, Random, 95% CI

AMCHOR 2006 (1) 73 3 124 143 318% 145]1.08, 1.23] =

LAPTOP 2013 6 46 45 47 303% 1,04 [0.897,1.12) -+

MARIMA 2006 (2) 473 478 04 238 369% 11501110, 1.22) -

Total (95% CI) 803 428 100.0% 1.12 [1.05, 1.19] £ 3

Total everts 703 EFic]

Heterogeneity: Taw"= 0,00, Chi®=5633 df=2 (P=0.04), F=88% :] 5 Ul? ] 55 25

Testfor overall effect 2= 343 (P = 0.0006)

Engingtes

Favors confrol  Favors ranibizumab

(1) Contral group in the ANCHOR study recened sham injections plus aclive verdeporfin photodynamic therapy

(2 Controf group in the MARIMNA study received sham injections

Mean change in visual acuity (number of letters)

Ranibizurnmaly Cortrol Mean Diference Kizan Difference
Stutyor Subgroup  Mean SO Total Mean  SD Total Weight IV, Fised, 05% C) IV, Fioel, 95% CI
ANCHOR 2006 (1) 9895 14641 279 -85 164 143 3I41% 1939 [16.20, 22.59) =i
WARINA, 2006 (2) 68515 135705 AFB 104 17 3B S6E4% 1T2S5[14.7T 1073 =
FIER 2008 (3) 08947 140856 12f 863 223 B3 85% 15411835 21.46) —
Total {9%% C1) &ra 444 100Fe 1781 [15.04, 10.67) *»
Heterogenaity Chi*= 1,75 ¢f= 2 (P=042), "= 0% _fﬂ .iln i 1=[J Ill]

Test Tor overall afact L= 18,74 (P = 0.00001T)

Eomnates

Favors contral  Fawars ranibRumab

(13 Contral graup i the ANCHOR stuly received sham injections plus scive varaporin phaladmanmic therapy
{3y Contral group in the MARIMNA study received sham injecBons
(3 Contral graup in thie PIER Shudy reéceied sham injeclions
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Quality of life score

Ranidrunial Contiod i Dt onco
Sty 0 Sustg oup Muan S0 Toeal Mean SO Tofal Weight 1. Random. 85% C)
251 Centall vision. fslated quality of i
AMCHOR 2008 (1} nO0% 152556 TR 232 150603 142 4LER A1 b7, TET
M T8 (5 L4008 123380 4FE 28 140058 239 S54% 0208041034
i il al {05% O S 380 1DOOR 668 138, 0.99)
Hatarogenety, Tau®= 300, Chi's 315, df= 1 [P = 009 #= 6%

Tirdt B crmtall ofect D= 396 0« 0 0001)

252 Hoar vision acthities

AMCHOR 20086 TR J2AMED I AT IR0EM 14T 4B FRIT AL RE ]
MARTRA TO0E EAOIT TG IINT AT GFE IB013 238 S1A% 12500384, 1537
Sxibenlal (5% TN b1 3B0 OO RS R AT
Hgbarogihily Thuts JUAN Chi= 10 08 @f= 1 (P = 0.0000) = $0%

Toak e vl aftect 2 203 7w 004

AL Dstancn vision acthaling

AMCHOR 200§ THEDS 211335 TR AT IML043 142 4T0% BAGQNGT, 103§
MRS 08 SEA0E 100478 4TRSS 1R0INT 238 ShEm 1XTH[04154%
Suibe ol il {D5% 0 bt 380 000N SLES [, A0
Hegba rogenely. Tau™= 1240, Chf= B 58, df= 1 (P= 001} F= 858%

Tt S cvietall @ffect T= 290 (P = 000N

154 Dependoncy
AMCHOR 206 S2547 J6OBEQ  ITE -n4 YRS0GT 14T DEEW  RESTY TAEN
RERRR 00 L1067 TI4ZDT 4TE 47 JMITET 238 Bdd%w T0 B33 135
S olal (B5% 1) ] 0 VNOOPR SR A NLTT]
Hgharopenisy Tou"s 000, Chif'= 001, e 1 (Pe 004 Fe 0%

Tost for comvall pffect 2= 658 7 < 0.00001)

255 Duiang abaliny

AMCHOR 2008 405 I0I6 244 .40 JLAEST 120 359% T S2{NG613.3H
MR, IO LB JMIEST ATR N2 AR 230 BLW TISETR S5

Safvotal (05% O 72 ELTRR LT T 1
Hetarogenesy, Tew®= 000, Thi*= Q9% di= 1 {F= 033} P= IFE
Tirdt f drometall pfEL T2 650 0 = 0 0000)
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ARCHOR 2008 25598 05000 2T ST OTRO053 142 A AR TR
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24511 Color sk
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24513 Goalar pain
AHCHOR 20080 TAMA VLGS IT6 48 150083 143 3SR CRI0ESIL 07
MRS TO0E T0AT3 TRATST 47D 25 tAAREE 230 ELtW -V ASEIRT 080
‘Said ol (95% CH b=t 30 1000 A8, 0]

Higba rogeniedy Tau = 000, Chi*= 018, &= 1 [P = 06T M= %
Tl o ol wflpect Tw 185 P w008

Eccingige
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Two years

Visual acuity (gain of 15 letters or more ETDRS)

Ramibizurmab Control Risk Ratio Risk Ratio
Studhy of Subgroup  Events  Total Bvents Total Weight BL-H, Fixed, 95% C M-H, Fioted, 35% CI
ANCHOR 2006 (1) 105 2749 9 143 417T% S598([312 11.48) —a—
MARIMA 2006 (2) 142 478 9 7238 431% T.B6[4.08,1513 -
PIER 2008 (3) 14 in 3 63 14.2% 2430.73, 8.14] T -
Total {95% I g78 444 100.0% 6,29 [4.09, 9.66] -
Tonal gwents 261 i
Helerogenaity Chi®= 2 84, df= 2 (P = 0.24); F= 30% IJT.EI P ﬂw':, E 240

Testfor overall effect Z= 838 (P = 0.00001)

Fooingtes

Favars confrol  Favors ranibizumab

(1} Confral group in the ANCHOR study recetved sham Injections plus active verteporin photodynamic therapy
{2) Control group in the MARIMA study received sham injections
(3) Control group in the PIER sludy received sham Injections

Visual acuity (loss of fewer than 15 letters or more ETDRS)

Ranihizumab Confral Hisk Ratio Risk Ratio

Stuchy or Subgroup  Events  Tolal Evenis Tolal Weight M-H, Random, 95% C M-H, Random, 85% CI
ANCHOR 2008 (1) 251 e} 94 143 389% 1.37 [1.21, 1.55) ——
MARINA 2006 () 435 478 126 238 390% 1.72[1.52,1.94) -
PIER 2008 (3) a7 1 B 63 1% 1.94 [1.43, 264) —
Total {955 CI) arg 444 100.0% 1.62 [1.32, 1.98] R
Total everts T3 246

) i 5 _ = = i - + + } §
Heterogeneity. Tauw®= 0.02, Chi®= 9.02, df= 2 (P =001 = 78% s o7 LS

Testfor overall effect = 4 6% (F = 0.00001}

Eooinoles

Favors confrod  Favors ranibizumab

(1) Confral group in the ANCHOR sfudy received sham injectrons plus active verleporin photodynamic therapy
() Control group in the MARINA study received sham injeclions
(3) Control group in the PIER study received sham injections

Visual acuity (loss of fewer than 30 letters or more ETDRS)

Ranibizurmab Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total Events Total Weight B-H, Fixed, 85% CI M-H, Fixed, 5% CI
ANCHOR 2006 (1) 77 79 120 143 362% 1.48[1.10,1.27) ——
MARIMNA 2006 (2) 464 478 184 738 608% 1.26[1.17,1.35] -
Total (95% CIy T57 3g1 10000% 123117, 1.29] k3
Total events 41 04
Heterogenaily: Chi"=1.38, df=1 (P=0.24), P= 28% ns 07 ] 15 ;

Testfor overall effect Z=7.78 (P = 0.00001)

Foolnotes

Favors contral  Favors ranibzumab

(1) Cantrol group in the ANCHOR study received sham injechons plus aclive vereporfin photodynamic therapy
(2 Cantrol group in the MARINA siudy received sham injections
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Mean change in visual acuity (number of letters)

Fanibizurmaly Conirol Mean Difference Mean Difference
Study or Subgroup  Mean SO Total Mean SO Total Weight IV, Fixed, 95% CI IV, Fierd, 95% I
AMCHOR 2008 (1) 93953 16376 2179 -88 176 143 345% 1920|1573, 22686] ——
MARINA, 2006 (2) 60025 158608 478 -149 187 238 S40% 20901813 2367 —
FIER ZOOB (3) +2.2504 1489444 12F 214 8 B3 11.5% 1915{13.14,25.16)] _—
Total {95% C1y 78 444 100,0% 20.11 [18.08, 22.15) L 3
Hetarogenaity, Chi*= 068, &= 2 (P=071), "= 0% _'j'J] ~l=I:I 5 150 itlil
TRSETr AR R L TUIF I R0 031) Favors contral Favars ranibizumab

Eonotes

{13 Cantral gravp in the ANCHOR study receiwed sham injecions plus scive vareparfin phaladmamic therapy

{3y Control group in the MARIMNA study received sham injecBons
(3 Contral group in thie PIER Study récebad sham injeclions

Quality of life score
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