Supplementary Online Content

Ngo-Ntjam N, Thulliez M, Paintaud G, et al. Cardiovascular adverse events with intravitreal
anti—vascular endothelial growth factor drugs: a systematic review and meta-analysis of
randomized clinical trials. JAMA Ophthalmol. Published online April 15, 2021.
doi:10.1001/jamaophthalmol.2021.0640

eFigure 1. Network of Anti-VEGF Comparisons (Anti-VEGF vs Control, Anti-VEGF vs Another Anti-
VEGF and Dose or Regimen Comparison for the Same Anti-VEGF) for the 25 Included AMD Studies

eFigure 2. Network of Anti-VEGF Comparisons (Anti-VEGF vs Control, Anti-VEGF vs Another Anti-
VEGF and Dose Regimen Comparison for the Same Anti-VEGF) for the 23 Included DME/PDR Studies

eFigure 3. Network of Anti-VEGF Comparisons (Anti-VEGF vs Control, Anti-VEGF vs Another Anti-
VEGF and Dose Regimen Comparison for the Same Anti-VEGF) for the 17 Included RVO Studies

eFigure 4. Risk of Bias Summary: Review Authors' Judgements About Each Risk of Bias Item for Each
Included Study

eFigure 5. Funnel Plot for the Major Cardiovascular Events (APTC Criteria) Outcome, Comparison Anti-
VEGF vs Control

eFigure 6. Funnel Plot for Total Mortality Outcome, Comparison Anti-VEGF vs Control
eTable 1. Search strategy for Medline and Embase
eTable 2. Characteristics of Included Studies, Population and Intervention

eTable 3. Methodology and Systemic Safety of Included Studies
eTable 4. Summary Statistics of Anti-VEGF Treatments (Aflibercept, Bevacizumab, Ranibizumab) Versus
Control Comparisons for Primary and Secondary Outcomes, and Sub-group Analyses

eReferences
eTable 5. Sensitivity Analysis for Primary Outcomes by Changing Methods and Models

eTable 6. Funnel Plot Asymmetry Tests (With Continuity Correction if Necessary) for Primary Outcomes

eTable 7. Grading of Recommendations Assessment, Development and Evaluation (GRADE) Evidence
Table for Primary Outcomes and Non-Ocular Hemorrhages

eTable 8. Summary Statistics of Aflibercept vs Ranibizumab, Aflibercept vs Bevacizumab, Bevacizumab vs
Ranibizumab Comparison for Primary and Secondary Outcomes

eTable 9. Summary Statistics Of Between Doses ( Ranibizumab 0.5 mg vs 2 mg; 0.3 mg vs 0.5 mg and
Aflibercept 0.5 mg vs 2.0 mg) Comparisons for Primary and Secondary Outcomes

eTable 10. Summary Statistics of Anti-VEGF Drugs (Aflibercept, Bevacizumab, Ranibizumab) As Needed
(PRN) or Treat and Extend (TE) Regimens vs Monthly Regimens Comparisons for Primary And Secondary
Outcomes

This supplementary material has been provided by the authors to give readers additional
information about their work.

© 2021 American Medical Association. All rights reserved. 1



eFigure 1. Network of anti-VEGF comparisons (anti- VEGF vs control, anti- VEGF vs
another anti- VEGF and dose or regimen comparison for the same anti- VEGF) for the 25
included AMD studies.

AFL: aflibercept; BEV: bevacizumab; CTR: control; N: number of studies for the comparison (some studies participated in more than
one comparison); P: number of patients randomized for the comparison; RAN: ranibizumab.

a:studies with RAN vs RAN dose or regimen comparisons; 4 studies participated in other comparisons (3 RANvs CTR, 1 BEV vs
RAN)

b:studies with AFL vs AFL dose or regimen comparisons; 2 studies participated in another comparisons (AFL vs RAN)

¢:studies with BEV vs BEV regimen comparisons, 1 study participated in another comparison ( BEV vs RAN )
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eFigure 2. Network of anti-VEGF comparisons (anti-VEGF vs control, anti-VEGF vs

another anti-VEGF and dose or regimen comparison for the same anti-VEGF) for the 23
included DME/PDR studies

AFL: aflibercept; BEV: bevacizumab; CTR: control; N: number of studies for the comparison (some studies participated in more than
one comparison); P: number of patients randomized for the comparison; RAN: ranibizumab.

2; Studies with RAN vs RAN dose or regimen comparisons; 2 studies participated in other comparisons (RAN vs CTR)
b: AFL vs AFL regimen comparison; the study participated in another comparisons (AFL vs CTR)

¢: The study participated in another comparison ( BEV vs RAN)
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eFigure 3. Network of anti-VEGF comparisons (anti-VEGF vs control, anti-VEGF vs
another anti-VEGF and dose or regimen comparison for the same anti-VEGF) for the 17
included RVO studies

AFL: aflibercept; BEV: bevacizumab; CTR: control; N: number of studies for the comparison (some studies participated in more than
one comparison); P: number of patients randomized for the comparison; RAN: ranibizumab.

& The 2 studies participated in another comparison (RAN vs CTR)

d: One study participated in another comparisons ( BEV vs RAN)
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eFigure 4. Risk of bias summary: review authors' judgements about each risk of bias item

for each 74 included studies
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eFigure 5. Funnel plot for the major adverse cardiovascular events (APTC criteria) outcome,
comparison anti-VEGF vs control
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eFigure 6. Funnel plot for total mortality outcome, comparison anti-VEGF vs control
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eTable 1. Search strategy for Medline and Embase

Date Database | Search query articles
07/03/2019, | Medline "Search ((((((((((((bevacizumab) OR ranibizumab) OR 2199,
07/07/2020 afibercept) OR anti-VEGF) OR anti-vascular endothelial 113

growth factor) OR (""Receptors, Vascular Endothelial Growth
Factor/antagonists and inhibitors"'[MeSH Terms])) OR
""Neovascularization, Pathologic/drug therapy"™[MeSH
Terms]) OR vascular endothelial growth factor antagonist)
OR vascular endothelial growth factor inhibitor)) AND
((((((((intravitreal) OR "Injections, Intraocular™'[MeSH
Terms]) OR intraocular) OR "Injections, Intraocular"'[MeSH
Terms]) OR intra-vitreal) OR intra-ocular) OR intravitreous)
OR ocular))) AND (((((clinical trial) OR randomized controlled
trial) OR randomized) OR randomization) OR randomised)"”
07/03/2019 | Embase search (('bevacizumab'/exp OR 'ranibizumab'/exp OR 206
‘'vasculotropin receptor'/exp OR 'vasculotropin inhibitor'/exp

OR 'neovascularization(pathology)'/exp/dm_dt) AND
('intraocular drug administration'/exp OR intravitrealdrug
administration'/exp) AND ('clinical trail'/de OR'controlled
clinical trial'/de OR ‘randomized controlled trial'/de) AND
([embase]/lim NOT([embase]/lim AND [medline]/lim))
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eTable 2. Characteristics of included studies: population and interventions

Study FUP( | Wome | Mean Active Treatment Control Treatment
mo) n (%) | Age
(Rang
e),y Drug Nt | Dose( VI Drug | Nc | Dose(m VI
mg)/ (mea 9)/ (mea
regim n) regimen n)
en
AMD
ABC, 20108 12 47 80 BEV | 65 | 1.25/P 7 VTP | 16 - -
(50- RN SH | 12
85)
Amarakoon et al, 12 62 78 BEV | 60 | 1.25/8 6 BEV | 60 | 1.25/4wk 9
201922 (NR) wks s
ANCHOR, 12 50 77(53- | RAN | 14 | 0.3/m 11 VTP | 14 - -
2006, 200915 97) 0 o 3
14 | 0.5/m 11
0 o]
ARIES, 201952 24 57 76 AFL 13 | 2.0/TE 12 AFL | 13 | 2.0/TE? 13
(NR) 5 L 6
ARTIS, 201986 a 12 36 70 RAN | 54 0.5 6 RAN | 54 0.5 7
(NR) /PRN /PRN +
LD
BEMOC, 20136%.2 12 72 NR BEV | 50 | 1.25/6 5 BEV | 50 | 1.25/6wk 6
(NR) wks s+ LD
BRAMD, 201673 12 56 78 BEV | 16 | 1.25/ NR RAN | 16 | 0.5/mo NR
(NR) 6 mo 6
CANTREAT, 24 60 79 RAN | 28 0.5 18 RAN | 29 | 0.5/mo 24
20194, 20205° (NR) 7 ITE 3
CATT, 24 61 79 BEV | 30 | 1.25/P 14 RAN | 29 | 0.5/PRN 13
20115°, 201258 (50- 0 RN 8
90) 28 | 1.25/ 30 | 0.5/mo
6 mo 1
CLEAR-IT2, 20113 12 62 78 AFL 32 | 2.0/12 4 AFL | 32 | 0.5/12wk 4
(53- wks S
94) 31 | 4.0/112 4
wks
32 | 0.5/4w 7
ks
32 | 2.0/4w 6
ks
EXCITE, 20117 12 59 75 RAN | 12 | 0.3/qt 6 RAN | 11 0.5/qt 6
(50- 0 8
83) 11 | 0.3/m 11
5 0?
EXTEND-I, 201082 12 23 70 RAN | 35| 0.3/m 11 RAN | 41 | 0.5/mo 11
(NR) o]
FOCUS, 24 53 74 RAN + | 10 | 0.5/m 21 VTP | 56 - -
20064, 20082 (50- VTP 6 o]
93)
GEFAL, 2013 12 66 79 BEV | 25 | 1.25/P 7 RAN | 24 | 0.5/PRN 7
(52- 5 RN 6
98)
GMAN, 2015572 24 61 NR BEV 16 | 1.25/P NR BEV | 16 1.25/12 NR
(NR) 6 RN 5 wks
HARBOR, 24 59 79 RAN | 27 | 0.5/P 13 RAN | 27 | 2.0/PRN 11
2013%7, 201443 (50- 5 RN 3
98) 27 | 0.5/m 21 27 | 2.0/mo 22
6 0 4
IVAN, 201223 12 60 78 BEV 14 | 1.25/P NR RAN | 15 | 0.5/PRN NR
(NR) 5 RN 5
14 | 1.25/ 15 | 0.5/mo
9 mo 7
LUCAS, 24 68 78 BEV | 22 | 1.25/T 18 RAN | 22 | 0.5/TE 18
20157, 2016° (NR) 0 E 1
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Lushchyk et al, 1.25/8 NR BEV | 64 | 1.25/4wk NR
2013562 12 66 77 BEV | 64 | wks s
(NR) 63 | 1.25/6
wks
MANTA, 2013% 12 64 77 BEV | 15 | 1.25/P 9 RAN | 16 | 0.5/PRN 9
(NR) 4 RN 3
MARINA, 200672 24 65 77 RAN | 23 | 0.3/m 24 SH 23 - -
(52- 8 0 8
95) 24 | 0.5/m 24
0 0
NATTB, 201255 2 12 34 NR BEV | 94 | 1.25/1 5 BEV | 91 | 1.25/6wk 8
(NR) 2wks S
Nunes et al, 201968 12 53 75(NR 15 | 1.25/ 14 RAN | 15 | 0.5/mo 11
) BEV mo
15 | 1.25/2
wks
PIER, 12 60 78 RAN | 60 | 0.3/m NR SH 63 - -
20087, 201033 (54- o
94) 61 | 0.5/m NR
o
RABIMO, 201732 12 65 NR RAN | 20 0.5 5 RAN | 20 | 0.5/2mo 8
(NR) /PRN
SAILOR, 2009%° 12 59 79 RAN | 11 | 0.3/P 4 RAN | 12 | 0.5/PRN 6
(51- 69 RN 09
101)
SALUTE, 2015%° 12 47 71 RAN | 48 0.5 6 RAN | 45 0.5 6
(53- ITE /PRN
87)
Subramanian et al, 12 4 79 BEV | 20 | 1.25/P 8 RAN | 8 | 0.5/PRN 4
20108%° (NR) RN
TREND, 201878 12 55 75 RAN | 32 0.5 9 RAN | 32 | 0.5/mo 11
(NR) 3 ITE 7
Study FUP( | Wome | Mean Active Treatment Control Treatment
mo) n (%) Age
(Iz)ar;g Drug Nt | Dose( VI Drug | Nc | Dose(m VI
! mg)/ (mea 9)/ (mea
regim n) regimen n)
en
TREX-AMD, 24 63 77 RAN | 40 0.5 19 RAN | 20 | 0.5/mo 26
2015°% , 2017%, (59- ITE
2017% 96)
VIEW 1, View 2, 24 56 76 AFL 61 | 0.5/4w 16 RAN | 60 17
201241,201474 (NR) 5 ks 9 | 0.5/4wks
61 | 2.0/8w 11
6 ks
61 | 2.0/4w 16
7 ks
DME/PDR
BEVORDEX, 201436 12 36 62 BEV | 15 | 1.25/P 9 DEX | 19 - -
(NR) "Bev+ |27 | RN
DEX
BOLT, 20109%2 12 31 64 BEV 42 | 1.25/P NR LS 38 - -
(40- RN
86)
BRDME, 20208 6 33 64 BEV | 86 | 1.25/ 6 RAN | 84 | 0.5/mo 6
(NR) mo
Callanan et al, 201718 12 37 64 RAN 18 | 0.5/m 9 DEX | 18 - -
(24- 2 o] 1
89)
CLARITY, 20177° 12 33 51 AFL 11 | 2.0/P 7 LS 11 - -
(NR) 6 RN 6
DA VINCI, 41 62 AFL 45 | 2.0/P 7 LS 44 -
20112, 201227 12 (NR) RN
44 | 2.0/8w 7
ks
44 | 0.5/4w 12
ks
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44 | 2.0/4w 11
ks
Elman et al, 12 44 63 RAN 37 | 0.5/P NR SH/ | 31 - -
2010 3L (55- 2 RN T™MC 9
70)
Figuiera et al, 201634 12 26 NR RAN 10 | 0.5/P NR LS 13 - -
@5- ["RAN+ [ 12| RN [NR
65) LS
Filho et al, 2011% 12 NR NR RAN+ | 20 | 0.5/16 NR LS 20 - -
(NR) LS wks
LUCIDATE, 201425 11 36 66 RAN 22 | 0.5/P 9 LS 11 - -
(58- RN
75)
PROTEUS, 2018% 12 37 55 RAN+ | 41 | 0.5/P 4 LS 46 - -
(NR) | LS RN
Protocol T, 24 47 61 AFL 22 | 2.0/m NR RAN | 21 | 0.3/mo® NR
2015%, 20168 (NR) 4 0 8
BEV 21 1.25/ NR NR
8 mo®
REACT, 2018%° 12 59 63 RAN 12 | 0.3/TE 10 RAN | 15 0.3/mo 11
(NR)
READ-2, 2009%7 6 58 62 RAN 42 | 0.5/2 NR LS 42 - -
(NR) ["RAN+ [ 42| mo
LS
READ-3, 24 44 64 RAN 77 | 0.5/P 17 RAN | 75 | 2.0/PRN 18
2015%, 201677 (35- RN
87)
RECOVERY, 12 48 48 AFL 20 | 2.0/qt 4 AFL 23 2.0/mo 11
2019922 (NR)
REFINE, 2019% 12 54 59 RAN 30 | 0.5/P 8 LS 77 - -
(NR) 7 | RN
RELATION, 2018 12 38 64 RAN+ | 85 | 0.5/P 5 LS 43 - -
(NR) LS RN
RESOLVE, 2010°%° 12 46 64 RAN 51 | 0.3/P NR SH 49 - -
(32- RN
85) 51 | 0.5/P
RN
RESPOND, 20158 12 40 62 RAN 75 | 0.5/P 9 LS 72 - -
(NR) mRan+ [73| RN 9
LS
RESTORE, 2011°%3 12 42 63 RAN+ | 11 | 0.5/P 7 SH 11 - -
(54- sSL | 6| RN 1
72) RAN+ | 11 7
LS 8
REVEAL, 20158 12 44 61 RAN+ | 13 | 0.5/P 8 LS 13 - -
(NR) st | 3| RN 1
RAN+ | 13 7
LS 2
RIDE, 2012% 201316 24 43 63 RAN 12 | 0.3/m 21 SH 13 - -
(53- 5 0 0
74) 12 | 0.5/m 22
7 o]
RISE, 201266 201316 24 44 62 ( RAN 12 | 0.3/m 22 SH 12 - -
52-72) 5 0 7
12 | 0.5/m 21
5 0
Study FUP( | Wome | Mean Active Treatment Control Treatment
mo) | n (%) Age Drug | Nt | Dose( VI Drug | Nc | Dose(m VI
(Rang mg)/ | (mea g)/ (mea
e),y regim n) regimen n)
en
RVO
BLOSSOM, 202087 6 49 60 RAN 19 | 0.5/P 5 SH 93 - -
(NR) 0 | RN
BRAVO, 6 47 RAN 13 | 0.3/m 6 SH - -
2010%, 201111 4 0

© 2021 American Medical Association. All rights reserved. 11



66 13 6 13
(26- 1 | 0.5/m 2
91) 0
BRVO, 20208 6 66 68 BEV 14 1.25/ 6 RAN 14 0.5/mo 6
(NR) 4 mo 2
Casselholm et al, 18 33 70(NR AFL 22 | 2.0/TE 11 RAN 23 0.5/TE 14
20182 )
COMO, 20184 12 42 67 RAN 15 0.5/P 8 DEX 15 - -
(NR) 3 RN 4
COMRADE-B, 201838 6 55 66 RAN 12 0.5/P 5 DEX 11 - -
(NR) 6 RN 8
COMRADE C, 20164 6 40 66 RAN 12 0.5/P 5 DEX 11 - -
(NR) 4 RN 9
COPERNICUS, 6 43 66 AFL 11 | 2.0/m 6 SH 74 - -
20129, 201313,201442 (NR) 5 0
CRUISE, 6 43 68 RAN 13 | 0.3/m 6 SH 13 - -
201012, 20111 (20- 2 0 0
91) 13 6
0 0.5/m
(0]
GALILEO, 12 44 62 AFL 10 | 2.0/m 12 SH 71 - -
2013%5,201452,20145° (NR) 6 0
Graber et al, 201537 6 32 62 RAN | 20 | 0.5/P 4 HD 13 - -
(NR) [ RaN+ [ 11| RN 3
HD
LEAVO, 201946 24 43 69(NR AFL 15 | 2.0/TE 11 RAN 15 0.5/TE 12
) 4 5
BEV 15 | 1.25/T 12
4 E
MARVEL, 201554, 12 45 52 BEV 38 | 1.25/P 3 RAN 37 | 0.5/PRN 4
2016°° (NR) RN
RABAMES, 20157 6 52 66 RAN 10 0.5 3 LS - -
%‘23)' RAN+ | 11 | 05 3 10
LS
SCORE 2, 201776 6 69 43 AFL 18 | 2.0/m 6 BEV 18 1.25/mo 6
(NR) 0 o 2
Tan et al, 201481 12 53 68 RAN 15 0.5/P 8 LS 21 - -
(41- RN
87)
VIBRANT, 6 45 65 AFL 91 | 2.0/4w 6 LS 92 - -
20152°,201624 (NR) ks
mCNV
MYRROR, 201547 6 76 58 AFL 91 2.0/P 4 SH 31 - -
(27- RN
83)

AFL, aflibercept; BEV, bevacizumab; DEX, dexamethazone; HD, hemodilution; IVI, intravitreal injections; LD, loading dose; LS, active
laser; mo,months; wks, weeks; NR,not reported; PRN,pre re nata (as needed); gt=quarterly (every 3 months), RAN=ranibizumab, SH=
sham; SL, sham laser; TE ,treat and extend; TMC, triamcinolone; VTP , verteporfine,

acomparison not included in the quantitative analysis, "studies in which eyes were randomized ,

1TE begins at week 16 pour the treatment group and week 48 for the control group, 2Treatment arm not included in the quantitative
analysis, ®monthly regimen for the first year then TE for the second year

References (1 - 94) of the included studies are listed after etable-3

© 2021 American Medical Association. All rights reserved. 12



eTable 3. Methodology and systemic safety of included studies.

Study Design | Exclusion Main Outcome Systemic Safety ROB2
if CVD
history

ABC, Double- yes Proportion of patients gaining 215 letters of | ATEs specifically assessed at 12 mo high
201083 masked VAatly
Amarakoon, Open- yes Change in VA between baseline and 1y Succinct report of SAEs at 12 mo; Patient high
20192 label questioning, with special emphasis placed on CV

events
ANCHOR, Double- no Patients losing <15 letters from baseline VA | Succinct report of SAES; incidence and severity of high
20064, 200915 masked atly SAEs at 12 mo
ARIES, 2020° Open- no Change in BCVA as Measured by the Succinct report of SAEs high

label ETDRS Letter Score
ARTIS, 201986 Double- no Mean change in BCVA between baseline Incidence of ATEs high
masked and 1y
BEMOC, Open- no Mean change BCVA at 54 wks succinct report of SAEs at 12 mo high
2013%1 label
BEVORDEX, Single- yes Percentage of eyes in which BCVA Incidence of SAEs at 12 mo; Patient questioning, high
201436 masked improved by 10 or more letters at the 48- with special emphasis placed on CV events
wks visit, or the 50-wks visit if further
treatment had been indicated at 48 wks

BLOSSOM, Double- yes Change from baseline BCVA to the average | Succinct report of SAEs high
202087 masked level of BCVA
BOLT, Open- yes Mean difference in ETDRS BCVA at 12 mo | ATEs specifically assessed; SAEs, including ATEs, high
201062 label BP, and ECG findings, at 12 mo
BRAMD, Triple- no Change in BCVA in the study eye from Occurrence of SAEs for 12 mo, Patients questioning high
201672 masked baseline to 12 mo , MedDRA Coding system for SAEs. All serious SAEs

were reviewed by the principal investigator
BRAVO, Double- yes Mean change from baseline BCVA letter Succinct report of incidence and severity SAEs and high
20102, 20114 masked score at 6 mo serious SAEs at 12 mo; Vital signs, any new sign ,

symptom , iliness, or worsening of any preexisting

medical condition was recorded as an AEs
BRDME, Double- no Difference in BCVA change in the study eye | Incidence of SAEs and serious SAEs, MedDRA high
202084 masked from baseline to month 6 coding,

(secondary outcome)

© 2021 American Medical Association. All rights reserved. 13




Study Design | Exclusion | Main Outcome Systemic Safety ROB2
if CVD
history
BRVO, Double- no Change in BCVA of the study eye from Incidence of SAEs and serious SAEs, low
202085 masked baseline to 6 months MedDRA coding, (Secondary outcome )
Callanan et al, Single- no Average change in BCVA from baseline Succinct report of SAEs at 12 mo high
201718 masked at each visit over 12 mo
CANTREAT, Open- no Mean change in BCVA Succinct report of SAEs high
201949, 202050 label (ETDRS letters) from baseline to month 12
CATT, Single- no Mean change in VA between baseline and ATEs as defined by APTC specifically assessed:; high
201159, 201258 masked ly SAEs through 24 mo; Patient questioning, MedDRA
coding, review by a medical monitor
Casselholm et al, Double- no Number of injections Succinct report of SAEs high
201822 masked given per patient (18 months)
CLARITY, Single- yes BCVA letter change from baseline to 52 ATEs as defined by APTC specifically assessed; high
201779 masked wks SAEs through 12
CLEAR-IT2, Double- no Mean change in central retinal/lesion succinct report of SAEs through 12 mo; Clinical high
2011539 masked thickness( CR/LT) from baseline to 12 wks laboratory tests, and vital signs
COMO, Open- no Mean change from baseline in BCVA at mo | succinct report SAEs through 12 mo high
20184 label 12
COMRADE-C, Double- yes Mean average change in BCVA from Incidence of treatment-emergent SAEs, relationship high
20164 masked baseline to mo 1 throught mo 6 to the drug or not through 6 mo ; Changes in vital
signs (BP and heatrt rate)
COMRADE-B, Double- yes Mean average change in BCVA from Incidence of SAEs and serious SAEs, including their some
201838 masked baseline to mo 1 through mo 6 relationship to the study treatment and/or ocular concern
injection procedure, during the 6-month study period
(seconday outcome); Changes in vital signs, and
laboratory evaluations, MedDRA coding
COPERNICUS, Double- yes Proportion of eyes with a gain of 15 ETDRS | Incidence of SAEs and serious SAEs, SAEs of high
2012°, 201313 masked letters or more in BCVA from baseline to interest at 6 mo
,201442 wks 24
CRUISE, Double- yes Mean change from baseline BCVA letter Succinct report of AEs; incidence and severity SAEs high
20102, 20111 masked score at 6 mo and serious SAEs at 6 mo
DA VINCI, Double- Yes Mean change in BCVA from baseline to the | Succinct report of AEs; incidence and severity of high
201127, 201226 masked wks 24 visit SAEs and serious SAEs through 6 mo

© 2021 American Medical Association. All rights reserved. 14




Study Design | Exclusion | Main Outcome Systemic Safety ROB2
if CVD
history

Elman et al, single- Yes Mean change in VA at 1y, adjusted for Succinct report of safety (could be assessed at high
201083t masked baseline VA patient level, and participants with 2 study eyes were

assigned to the non sham group) through 12 mo
EXCITE, Double- unclear Mean change in BCVA at 12 mo Succinct report of SAEs, serious SAEs, through 12 high
201174 masked mo; changes vital signs
EXTEND-I, Open- unclear Mean change from baseline in BCVA score | Succinct report of AEs; incidence of grade 3 targeted high
201082 label at 6 mo AE in study eye and fellow eye up to 6 mo (primary

end point) ; Non directive questioning, vital signs,

laboratory values
Figuiera et al, Open- yes Regression of neovascularization at 12 mo Succinct report of SAEs ( secondary outcome ) high
201634 label through 12 mo
Filho et al, single- yes Total area (mm2) of fluorescein leakage succinct report of SAEs through 12 mo high
201135 masked (FLA) from active NV
FOCUS, single- unclear Proportion of patients losing <15 letters at Succinct report of SAEs; incidence and severity high
200640, 20083 masked 12 mo SAEs at 24 mo (primary end point)
GALILEO, Double- no Proportion of patients who gained =15 succinct report of SAEs through 12 mo high
201345,2014%2,2014%° | masked letters in BCVA at wks 24 compared with

baseline
GEFAL , Double- no Mean change in BCVA score measured on | Succinct report of incidence and severity SAEs and high
201351 masked ETDRS between baseline and final serious SAEs; MedDRA coding
evaluations

GMAN, single- yes Mean BCVA at 92 wks Succinct report of SAEs through 24 mo high
201557 masked
Graber et al, Open- yes Mean change in BVCA in ETDRS letters at | succinct report of SAEs through 6 mo high
2015°% label 6 mo
HARBOR, Double- no Change From Baseline in BCVA at mo 12 ATEs (APTC criteria) specifically assessed, SAEs high
201317, 201443 masked potentially related to systemic VEGF-A inhibition

through 24 mo
IVAN, Double- no BVCA measured as ETDRS at 2y ATESs specifically assessed; occurrence of an ATE or high
20132 masked heart failure through 12; MedDRA coding
LEAVO, Double- unclear | change in BCVA letter score from baseline Succinct report of SAEs high
201946 masked to 100 weeks
LUCAS, Double- no Change in BCVA at 1y as measured on the | Frequency of ATE Some
20157, 2016° masked EDTRS VA chart concern
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Study Design | Exclusion | Main Outcome Systemic Safety ROB2
if CVD
history
LUCIDATE, Open- yes Change in retinal function and anatomy at succinct reporting SAEs; BP measurement high
201425 label 48 wks compared to baseline
Lushchyk et al, Open- yes Change in VA between baseline and 1y Succinct report of SAEs through 12 mo; Patient high
201356 label questioning, with special emphasis placed on CV
events
MANTA, Double- yes Mean change in BCVA between baseline Succinct report of SAEs (secondary outcome) some
201353 masked and 1y through 12 mo ; Patients exploration and concern
documentation in the case record forms
MARINA, Double- no Proportion of patients losing <15 letters at Succinct report of SAEs; incidence and severity of high
200672 masked 12 mo SAEs
MARVEL, Double- no Change in the BCVA score from baseline at | Succinct report of SAEs high
2015%4, 201685 masked mo 12 versus mo 6
MYRROR, Double- yes Mean change in BCVA from baseline to wks | Succinct report SAEs through 6 mo ; Physical some
20154 masked 24 examinations, ECG, vital signs, and clinical safety concern
laboratory tests
NATTB, Open- no Mean change in VA measurements Succinct report of SAEs through 12 mo; Patients high
20125 label between baseline and 48 wks questioning
Nunes et al, Double- no ETDRS BCVA and CMT as measured by Succinct report of SAEs some
201988 masked SDOCT concern
PIER, Double- no Mean change from baseline to 12 mo in VA | Succinct report of SAESs; Incidence and severity of some
200874, 2010 masked score SAEs at 12 mo ; changes in vial signs concern
PROTEUS, Open- yes Regression of NV total, on the disc (NVD) Succinct report of incidence and severity of SAEs high
201833 label plus elsewhere (NVE), defined as any related to the treatment( secondary outcomes)
decrease in the area of NV from the through 12
baseline to mo 12
Protocol T, single- no Mean change in visual acuity E-ETDRS at 1 | Succinct report of SAEs through 24 mo high
201588 2016%° masked year
RABAMES, Open- yes Mean change in BVCA from baseline to 6 SAEs and serious SAEs, evalutaed at each visit high
201570 label mo through 12 mo
RABIMO, Open- no Impact of the injection frequency on VA Incidence of SAEs and serious SAEs though 12 mo high
20172 label development (BCVA after 12 mo in
comparison to baseline)
REACT, Open- no BCVA from baseline at 6-mo and 12-mo Incidence of SAEs and serious SAEs through 12 mo high
2018%° label (secondary outcome) (primary outcome); Non directive patient questioning,
or other means
READ-2, Open- unclear | Change from baseline in BCVA at 6 mo Succinct report of SAEs through 6 mo high
2009¢7 label
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Study Design | Exclusion | Main Outcome Systemic Safety ROB2
if CVD
history

READ-3, 201528, Double- no unclear Incidence of SAEs and serious SAEs, by changes in high
201677 masked vital signs and laboratory parameters through 12 mo
RECOVERY, Open- yes Change in total RNP area Succinct report of SAEs high
20199 label from baseline to year 1
REFINE, Double- Yes Mean average change in BCVA from mo 1 Succinct report of incidence and severity of SAEs high
2019% masked to 12 versus baseline and serious SAEs through 12 mo
RELATION, Double- yes Mean change in BCVA from baseline to mo | succinct report of all treatment emergent SAEs high
20185 masked 12 (TEAESs) and serious SAEs through 12 mo
RESOLVE, Double- unclear Mean change in BCVA from baseline to 1 Succinct report of serious SAEs through 12 mo ; BP high
2010680 masked mo through 12 mo measurement, Nondirective questioning of patients,

physical examination, laboratory test
RESPOND, Open- yes Mean Change From Baseline in BCVA at Incidence and severity of SAEs and serious SAEs; high
20158 label mo 12 MedDRA coding
RESTORE, Double- yes Mean change in BCVA from baseline to 1 Succinct report of incidence of SAEs and serious high
201163 masked mo through 12 mo and safety SAEs at 12 mo; Vital signs, laboratory parameters
REVEAL, Double- yes Mean average change in BCVA from Incidence SAEs and serious SAEs through 12 mo high
201548 masked baseline to mo 1 through 12
RIDE/RISE, Double- yes Proportion of patients gaining 15 ETDRS Succinct report of SAEs through 12 mo; Vital signs, high
201266, 201316 masked letters in BCVA score at 24 mo Non directive questioning, Patient examination,

laboratory testing, or other means
SAILOR, single- no Several efficacy end points including Succinct report of SAEs; incidence high
200910 masked changes in BCVA over time serious SAEs evaluated through 12 mo
SALUTE, Open- no Change in BCVA from baseline to mo 12 in | Incidence of SAEs and serious SAEs (secondary high
2015830 label the two treatment groups outcome); Telephone patient questioning,

electrocardiogram, vital

signs, physical condition
SCORE 2, single- no Mean change VA letter score (VALS) from APTC specifically assessed though 12 mo; MedDRA high
201776 masked the randomization visit to the 6-mo follow- coding

up visit, based on the e-ETDRS VA letters

Subramanian et al, Double- yes VA and foveal thickness at 1 y ATEs specifically assessed; SAEs (eg, BP, some
201080 masked gastrointestinal, thromboembolic disease) through 12 concern

mo
Tan et al, Double- yes Mean change from baseline BCVA letter Incidence and severity SAEs (secondary outcome) high
201481 masked score between the ranibizumab group and at 12 mo; Telephone patient questioning

standard of care groupe at 12 mo
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Study Design | Exclusion | Main Outcome Systemic Safety ROB2

if CVD

history
TREND, single- no change in BCVA from baseline to 12 mo Succinct report of incidence and severity of SAEs high
201878 masked and serious SAEs at 12 mo; physical examination,

vital signs
TREX-AMD, Open- no Mean change ETDRS BCVA change from Incidence and severity of SAEs (secondary outcome high
2015°1, 201790, label baseline to ( 6,12,18,24,30, and 36 mo) ) through 36 mo
20179
VIBRANT, Double- no Proportion of eyes that gained >= 15 Incidence SAEs and serious SAEs through 12 mo high
2015%0,2016%* masked ETDRS letters in BCVA from baseline at
wee 4

VIEW 1-View 2, Double- no Proportion of patients maintaining vision at Succinct report of SAEs through 24 mo; Telephone high
2012412 2014752 masked wks 52 (losing <15 ETDRS letters) patient questioning

ATEs, atherothrombolic events; AEs , adverse events, BCVA, best-corrected visual acuity; CVD, cardiovascular disease; ECG, electrocardiogram; ETDRS, Early Treatment of Diabetic RetiNopathy Study;
mo, month; SAEs, serious adverse events VA, visual acuity; wks, weeks, 2 Two studies with the same protocol pooled together in the meta-analysis as a single study , ° Two studies with the same protocol
pooled together in the meta-analysis as a single study.
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eTable 4. Summary statistics of anti-VEGF Treatments (aflibercept, bevacizumab,
ranibizumab) versus control comparisons for primary and secondary outcomes, and
sub-group analyses

Outcome/Subgrou | Studie | Event | Patient | Peto OR [95%CI] | p-Overal | p-He | I2 p-Int
p s s s I t
Major CV events | 29 186 7236 1.16 [0.85, 1.58] 0.36 099 |0
(APTC)
By anti-VEGF
Ranibizumab 21 159 6058 1.11[0.79, 1.55] 0.54 1.00 |0 |0.78
Bevacizumab 3 5 234 1.90[0.29, 12.47] | 0.50 0.29 |18
Aflibercept 5 22 944 1.40 [0.56, 3.48] 0.47 042 |0
By disease
AMD 5 54 1570 1.20[0.67,2.13] | 0.54 066 |0 |0.82
DME/PDR 15 118 3974 1.19]0.80, 1.76] 0.38 096 |0
RVO 8 13 1570 0.74 [0.24, 2.30] 0.60 0.80 | O
mCNV 1 1 122 3.82[0.04, 0.56 NA N
344.70] A
By follow up duration
6 months 7 11 1353 0.90 [0.26, 3.18] 0.88 071 |0 |091
12 months 18 90 4259 1.21[0.77, 1.88] 0.41 095 |0
24 months 85 1624 1.14[0.72, 1.82] 0.57 085 |0
By study quality
High risk 27 185 6931 1.15[0.84, 1.57] 0.38 099 |0 |0.60
some concern 2 1 305 3.82[0.04, 0.56 NA N
344.70] A
By exclusion of patients with CV disease history
Excluded 21 127 4759 1.21[0.83, 1.77] 0.32 097 |0 |0.58
Not excluded 6 48 2165 1.19 [0.65, 2.19] 0.57 085 |0
No information 2 11 312 0.60[0.17, 2.13] 0.43 083 |0
Total mortality 35 93 8327 1.27 [0.82, 1.96] 0.29 085 |0
By anti-VEGF
Ranibizumab 26 79 6995 1.35[0.84, 2.17] 0.21 092 |0 | 056
Bevacizumab 3 1 234 4.18 [0.06, 0.51 NA N
299.89] A
Aflibercept 6 13 1098 0.73[0.21, 2.49] 0.62 0.23 | 31
By disease
AMD 5 27 1570 1.00 [0.45, 2.25] 1.00 0.86 |0 |0.04
DME/PDR 18 58 4173 1.80[1.03, 3.16] 0.04 099 |0
RVO 11 8 2462 0.27 [0.06, 1.12] 0.07 049 |0
mCNV 1 0 122 NE NA NA N
A
By follow up duration
6 months 10 6 2217 0.58[0.11, 3.08] 0.52 0.28 |21 | 0.60
12 months 21 47 4486 1.24[0.66, 2.31] 0.50 093 |0
24 months 4 40 1624 1.47 [0.76, 2.86] 0.26 047 |0
By study quality
High risk \ 32 \ 93 \ 7778 \ 1.27 [0.82, 1.96] \ 0.29 \ 0.85 \ 0 \ NA
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some concern 3 0 549 NE NA NA N
A
By exclusion of patients with CV disease history
Excluded 25 5570 | 62 1.56 [0.91, 2.68] | 0.11 08 (0 |03
7
Not excluded 7 2319 | 27 0.78 [0.35, 1.74] | 0.55 044 |0
No information 3 438 4 1.49 [0.19, 0.71 059 |0
11.84]
Non-ocular 19 135 5547 1.46 [1.01, 2.10] 0.05 081 |0
hemorrhage
By anti-VEGF
Ranibizumab 15 130 5033 1.47[1.01, 2.13] 0.04 072 [0 |0.78
Bevacizumab 2 0 173 NE NA NA N
A
Aflibercept 2 5 341 1.07 [0.12, 9.31] 0.95 053 |0
By disease
AMD 5 95 1570 1.57 [1.01, 2.44] 0.04 066 | O 0.88
DME/PDR 9 30 2523 1.14 [0.52, 2.48] 0.74 051 |0
RVO 4 1332 1.37[0.35, 5.31] 0.65 045 | O
mCNV 1 122 3.82[0.04, 0.56 NA N
344.70] A
By follow up duration
6 months 4 7 1151 1.29[0.27, 6.29] 0.75 043 |0 | 057
12 months 11 52 2772 1.86 [1.03, 3.34] 0.04 093 |0
24 months 4 76 1624 1.24[0.75, 2.03] 0.40 0.24 |29
By study quality
High risk 16 124 4998 1.52[1.03, 2.22] 0.03 0.77 |0 |0.47
some concern 3 11 549 0.93[0.26, 3.32] 0.92 050 | O
By exclusion of patients with CV disease history
Excluded 12 3253 | 32 1.01[0.48, 2.16] | 0.97 055 |0 (04
8
Not excluded 5 1982 | 90 1.70[1.09, 2.67] | 0.02 092 |0
No informatioin 2 312 13 1.19[0.37,3.85] | 0.78 034 |0
CV mortality 33 58 7991 1.21[0.69, 2.10] 0.50 077 |0
By anti-VEGF
Ranibizumab 24 48 6659 1.33[0.72, 2.43] 0.36 085 [0 |0.53
Bevacizumab 3 1 234 4.18 [0.06, 0.51 NA N
299.89] A
Aflibercept 6 9 1098 0.61[0.14, 2.58] 0.50 022 |34
By disease
AMD 5 16 1570 0.82[0.29, 2.34] 0.72 047 |0 |0.27
DME/PDR 17 39 4140 1.60[0.81, 3.16] 0.17 097 |0
RVO 10 3 2159 0.28 [0.03, 2.95] 0.29 0.12 | 60
mCNV 1 0 122 NE NA NA N
A
Myocardial 26 91 6803 0.86 [0.55, 1.33] 0.49 053 |0
infarction
By anti-VEGF
Ranibizumab 20 78 5930 0.79[0.49, 1.27] 0.33 047 |0 |041

© 2021 American Medical Association. All rights reserved. 27



Bevacizumab 3 3 234 4.26 [0.36, 50.22] | 0.25 1.00 | O
Aflibercept 3 10 639 1.00 [0.26, 3.76] 1.00 0.32 |13
By disease
AMD 5 23 1570 0.93[0.39, 2.24] 0.88 0.07 | 57 | 0.97
DME/PDR 16 61 3921 0.82[0.48, 1.41] 0.48 069 |0
RVO 5 7 1312 0.89[0.19, 4.15] 0.88 044 |0
Cardiac failure 17 63 5260 0.93[0.54, 1.58] 0.79 0.10 |32
By anti-VEGF
Ranibizumab 14 54 4792 0.77[0.43, 1.36] 0.36 0.14 |30 |0.16
Bevacizumab 1 3 61 4.49[0.37,53.93] | 0.24 NA N
A
Aflibercept 2 6 407 3.60[0.48, 27.14] | 0.21 NA N
A
By disease
AMD 3 14 1294 1.28 [0.42, 3.92] 0.66 0.24 |29 | 0.77
DME/PDR 10 46 2863 0.82[0.44, 1.54] 0.54 0.05 |47
RVO 4 3 1103 1.24[0.12, 13.07] | 0.86 037 |0
Stroke 30 71 7535 1.50[0.91, 2.48] 0.11 057 |0
By anti-VEGF
Ranibizumab 22 58 6391 1.57 [0.91, 2.73] 0.11 066 |0 0.93
Bevacizumab 3 3 234 1.16 [0.11, 12.66] | 0.90 0.16 | 50
Aflibercept 5 10 910 1.23[0.31, 4.85] 0.76 0.20 | 34
By disease
AMD 5 20 1570 2.35[0.92, 5.99] 0.07 054 |0 0.11
DME/PDR 16 41 4100 1.70[0.88, 3.31] 0.12 064 |0
RVO 8 9 1743 0.32[0.08, 1.26] 0.10 064 |0
mCNV 1 1 122 3.82[0.04, 0.56 NA N
344.70] A
VTE/PE 9 14 2249 1.23[0.40, 3.79] 0.72 0.25 |23 | 0.03
By anti-VEGF
Ranibizumab 6 13 1857 1.64[0.52, 5.21] 0.40 066 |0
Bevacizumab 2 0 173 NE NA NA N
A
Aflibercept 1 1 219 0.01 [0.00, 0.92] 0.05 NA N
A
By disease
AMD 1 0 93 NE NA NA N 1.00
A
DME/PDR 6 11 1522 1.23[0.34, 4.42] 0.75 0.16 | 40
RVO 2 3 634 1.23[0.12,13.03] | 0.86 0.28 |14
Arterial 28 407 7169 0.94 [0.76, 1.17] 0.58 0.27 |13 | 0.83
hypertension
By anti-VEGF
Ranibizumab 21 341 6191 0.93[0.73, 1.18] 0.53 0.16 | 24
Bevacizumab 3 8 234 1.51[0.32, 7.09] 0.60 042 |0
Aflibercept 4 58 744 0.96 [0.54,1.71] | 0.89 044 |0
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By disease
AMD 5 158 1570 0.93[0.65, 1.33] 0.68 035 |9 |0.99
DME/PDR 13 156 3181 0.94 [0.65, 1.35] 0.73 050 | O
RVO 10 93 2418 0.96 [0.63, 1.47] 0.86 0.08 | 41
Proteinuria 9 7 3589 2.30[0.47,11.23] | 0.30 079 | O
Ranibizumab 9 7 3589 2.30[0.47,11.23] | 0.30 079 | O NA
By disease
AMD 3 0 1316 NE NA NA N | NA
A
DME/PDR 4 7 1488 2.30[0.47,11.23] | 0.30 079 | O
RVO 2 0 785 NE NA NA N
A
All serious SAEs | 19 749 4681 0.99[0.83, 1.18] 0.90 079 | O
By anti-VEGF
Ranibizumab 14 656 3889 1.00 [0.83, 1.20] 0.98 0.67 |0 |0.63
Bevacizumab 1 6 80 0.44 [0.08, 2.30] 0.33 NA N
A
Aflibercept 4 87 712 1.01[0.59, 1.71] 0.98 060 | O
By disease
AMD 2 123 581 0.88 [0.58, 1.34] 0.55 088 [0 |0.70
DME/PDR 10 529 2535 1.02 [0.82, 1.26] 0.89 0.35 | 10
RVO 94 1443 0.97 [0.64, 1.49] 0.90 090 | O
mCNV 3 122 3.91[0.28,53.74] | 0.31 NA N
A
All SAEs 11 1334 | 2518 0.93[0.78, 1.10] 0.39 09 |0
By anti-VEGF
Ranibizumab 9 1238 | 2255 0.93[0.77, 1.11] 0.41 0.87 |0 |0.93
Bevacizumab 1 7 80 1.22[0.26, 5.72] 0.80 NA N
A
Aflibercept 1 89 183 0.90 [0.50, 1.60] 0.71 NA N
A
By disease
DME/PDR 7 853 1566 0.87 [0.70, 1.09] 0.23 083 |0 |041
RVO 4 481 952 1.01[0.78, 1.32] 0.94 093 |0

AE: adverse events; AMD: age related macular degeneration; APTC: antiplatelet trialists’ collaboration; Cl, confidence interval;
CV: cardiovascular; DME, diabetic macular edema; Q, cochrane test; |12, measure of inconsistency; OR, Odds-ratio; NA, not
applicable, NE, not estimable; PE, pulmonary embolism ; RVO, Retinal Vein Occlusion-related edema; SAE, systemic serious
adverse events; VEGF, vascular endothelial growth factor; VTE, venous thromboembolism; PDR, proliferative diabetic retinopathy
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eTable 5. Sensitivity analysis for primary outcomes by changing methods and

models.

Method used for APTC criteria

Odds Ratio (95%CI)*

Relative Risk
(95%CI)*

Peto, Fixed (95% CI)

1.16 [0.85, 1.58]

/

Mantel Haenszel, Fixed (95% CI)

1.11[0.82, 1.51]

1.11[0.82, 1.49]

Mantel Haenszel, Random (95% ClI)

1.10[0.81, 1.51]

1.10[0.81, 1.49]

Inverse variance, Fixed (95% CI)

1.10[0.81, 1.51]

1.10 [0.81, 1.49]

Inverse variance, Random (95% CI)

1.10[0.81, 1.51]

1.10[0.81, 1.49]

Method used for Total mortality

Peto, Fixed (95% CI)

1.27 [0.82, 1.96]

/

Mantel Haenszel, Fixed (95% CI)

1.17 [0.76, 1.80]

1.17 [0.76, 1.78]

Mantel Haenszel, Random (95% CI)

1.15[0.73, 1.83]

1.15 [0.73, 1.80]

Inverse variance, Fixed (95% CI)

1.15[0.73, 1.83]

1.15 [0.73, 1.80]

Inverse variance, Random (95% CI)

1.15[0.73, 1.83]

1.15[0.73, 1.80]

* Studies with zero events in both groups were excluded
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eTable 6. Funnel plot asymmetry tests (with continuity correction if necessary) for
primary outcomes

Test z p-value
APTC criteria

Rank correlation test of funnel plot asymmetry -0.4544 0.6495

Linear regression test of funnel plot asymmetry -0.61516 0.5438

Total mortality

Rank correlation test of funnel plot asymmetry 0.11279 0.9102

Linear regression test of funnel plot asymmetry -0.56286 0.5798
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eTable 7: Grading of recommendations assessment, development and evaluation (GRADE) evidence table for primary outcomes
and non-ocular haemorrhages

Summary of findings

Study event rates Anticipated absolute

Participant Overall (%) . effects
Relative

3 Risk . . _ Publication certainty -

. . Inconsistency Indirectness | Imprecision . . effect Risk
ISSTIUdIeS) of bias bias _:f with W'at:tia_“y (95% CI) Risk with  difference
CLOMALE EVICENCE control VEGF control with any
anti-VEGF

Major cardiovascular disease (follow up: range 6 months to 24 months)

7236 serious not serious serious not serious none ¢ @@QO 59/2539 127/4697 OR 1.16 23 per 4 more per
(29 RCTs) a LOW (2.3%) (2.7%) (0.85 to 1.58) 1000 1000
(from 3 fewer

Total mortality (follow up: range 6 months to 24 months)

8327 serious not serious serious not serious none ¢ @@QO 27/2988 66/5339 OR 1.27 9 per 2 more per
(35 RCTs) a LOW (0.9%) (1.2%) (0.82 to 1.96) 1000 1000
(from 2 fewer
to 9 more)

Non-ocular hemorrhage (follow up: range 6 months to 24 months)

5547 serious not serious serious ° not serious none ¢ @@OO 35/1962 100/3585 OR 1.46 18 per 8 more per
(19 RCTs) a LOW (1.8%) (2.8%) (1.01 to 2.10) 1000 1000
(from O fewer
to 19 more)

Cl: Confidence interval; OR: Odds ratio

a. Almost all studies reported lost to follow up patients which could have biased the estimatation of the event rate, especially for rare events, such as adverse systemic events.

b. AImost all studies excluded patients with a history of cardiovascular events (myocardial infarction, stroke) within 3 to 6 months prior to the trial begining, thus selecting a population at lower risk for
cardiovascular events and limiting the generalizability of the results.

c. Funnel plot asymmetry tests were not significant

d. We included only randomized controlled trials in our meta-analysis. Randomization produced comparable groups.
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eTable 8: Summary statistics of aflibercept vs ranibizumab, aflibercept vs
bevacizumab and bevacizumab vs ranibizumab comparison for primary and
secondary outcomes

Outcome/Subgroup Studie | Events | Patien Peto OR p-Overal | p-He | I2
S ts [95%Cl] I t
aflibercept vs ranibizumab
APTC event 5 130 3213 0.81 [0.55, 1.20] 0.29 0.13 | 47
Total mortality 5 95 3213 1.01[0.64, 1.58] 0.98 0.14 | 46
Non-ocular 3 22 2861 0.98 [0.39, 2.42] 0.96 099 | O
haemorrhage
CV mortality 5 45 3213 1.18 [0.62, 2.24] 0.61 0.05 | 61
Myocardial infarction 5 55 3213 0.70[0.39, 1.25] 0.23 095 | O
Cardiac failure 3 44 2861 0.95 [0.50, 1.80] 0.87 0.81
Stroke 4 37 3170 0.59[0.30, 1.19] 0.14 0.07 | 62
VTE/PE 3 11 2861 1.35[0.37, 4.95] 0.65 0.66 | O
Arterial hypertension 3 370 2861 0.84 [0.65, 1.07] 0.15 099 | O
Proteinuria 1 3 442 1.90 [0.20, 0.58 NA N
18.38] A
All serious SAEs 3 753 2861 0.99 [0.82, 1.20] 0.94 065 | O
All SAEs 2 1739 2419 1.15[0.94, 1.41] 0.18 NA N
A

aflibercept vs bevacizumab
APTC event 3 42 1112 0.89 [0.48, 1.65] 0.71 038 | 0

Total mortality 3 30 1112 0.65 [0.31, 1.35] 0.25 0.22 | 33
Non-ocular 2 11 804 0.81 [0.25, 2.68] 0.74 0.16 | 49
haemorrhage
CV mortality 3 15 1112 0.65 [0.23, 1.81] 0.41 0.21 | 36
Myocardial infarction 3 16 1112 0.98 [0.37, 2.64] 0.97 0.21 | 35
Cardiac failure 2 23 804 1.07 [0.46, 2.46] 0.88 032 | O
Stroke 3 13 1112 1.15[0.39, 3.44] 0.80 0.03 | 72
VTE/PE 2 5 804 1.47 [0.25, 8.50] 0.67 036 | O
Arterial hypertension 2 74 804 1.41[0.87, 2.31] 0.16 037 | O
Proteinuria 1 5 442 0.65 [0.11, 3.78] 0.63 NA N
A
All serious SAEs 1 169 442 1.09 [0.75, 1.61] 0.65 NA N
A
bevacizumab versus ranibizumab
APTC event 9 166 4231 0.85[0.62, 1.17] 0.32 077 | O
Total mortality 12 176 4631 1.16 [0.86, 1.58] 0.33 089 | O
Non-ocular 4 17 1576 0.53[0.20, 1.39] 0.20 040 | O
haemorrhage
Mortality CV 8 61 3539 1.11 [0.67, 1.84] 0.69 097 | O
Myocardial infarction 10 63 4259 0.81[0.49, 1.34] 0.41 043 | O
Cardiac failure 5 38 2700 0.82 [0.43, 1.56] 0.54 0.33 | 13
Stroke 11 68 4304 0.94 [0.58, 1.52] 0.80 0.26 | 20
VTE/PE 7 22 3465 1.23 [0.53, 2.84] 0.63 0.30 | 18
Arterial hypertension 8 181 3098 0.69 [0.50, 0.95] 0.02 059 | O
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Proteinuria 2 72 1621 1.22[0.76, 1.96] 0.41 041 | O
All serious SAEs 7 987 3642 1.19[1.03, 1.39] 0.02 054 | O

AE: adverse event; APTC: antiplatelet trialists’ collaboration; Cl, confidence interval; CV, cardiovascular, Q, cochrane test; I2,
measure of inconsistency; OR, Odds-ratio; NA, not applicable ; PE, pulmonary embolism ; SAE, systemic adverse events; VTE,
venous thromboembolism;
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eTable 9. Summary statistics of between doses (ranibizumab 0,5mg vs 2mg; 0,3mg
vs 0,5 mg and aflibercept 0,5mg vs 2mg) comparisons for primary and secondary
outcomes

Outcome/Subgroup Studies | Events |Patient | Peto OR [95%CI] | p-Overall | p-Het 12
ranibizumab 0,5 vs 2 mg
APTC event 2 68 1247 | 0.93[0.57, 1.52] 0.78 0.67 0
Total mortality 2 50 1247 | 1.08[0.61, 1.90] 0.80 0.90 0
Non-ocular Haemorrhage 1 37 1095 | 0.94[0.49, 1.81] 0.85 NA NA
CV mortality 2 31 1247 | 1.38[0.68, 2.81] 0.38 0.36 0
Myocardial infarction 2 31 1247 | 0.71[0.35, 1.45] 0.35 0.45 0
Cardiac failure 2 29 1247 | 1.23[0.59, 2.56] 0.59 0.18 | 44
Stroke 2 10 1247 | 0.44[0.13, 1.54] 0.20 0.33 0
VTE/PE 1 5 1095 0.67 [0.11, 3.85] 0.65 NA NA
Arterial hypertension 2 83 1247 | 0.92[0.59, 1.43] 0.71 0.93 0
All serious SAE 1 106 1095 | 1.08[0.72, 1.61] 0.70 NA NA
ranibizumab 0,3 vs 0,5 mg
APTC event 9 164 4514 0.91[0.67, 1.25] 0.58 0.98 0
Total mortality 10 101 4590 | 0.78[0.53, 1.16] 0.23 0.49 0
Non-ocular Haemorrhage 10 182 4590 | 0.89[0.66, 1.20] 0.43 0.66 0
CV mortality 9 52 4470 | 1.02[0.59, 1.76] 0.96 0.89 0
Myocardial infarction 9 75 4514 | 1.23[0.78, 1.94] 0.38 0.23 25
Cardiac failure 4 29 1014 | 0.80[0.38, 1.69] 0.56 0.07 | 62
Stroke 10 57 4590 0.55[0.33, 0.93] 0.03 0.43 0
VTE/PE 3 7 737 1.33[0.30, 5.90] 0.71 NA NA
Arterial hypertension 10 399 4590 | 0.87[0.71, 1.07] 0.20 0.32 14
Proteinuria 7 2 4156 | 1.01[0.06, 16.23] 0.99 0.15 | 51
All serious SAE 7 193 1615 0.70[0.52, 0.96] 0.02 0.76 0
All SAE 2 236 358 0.86 [0.55, 1.36] 0.53 0.95 0
aflibercept 0,5 vs 2 mg

APTC event 3 44 1365 | 1.63[0.89, 2.96] 0.11 0.75 0
Total mortality 3 37 1365 1.20[0.63, 2.31] 0.58 0.22 34
Non-ocular Haemorrhage 2 7 1302 | 0.76[0.17, 3.37] 0.72 0.35 0
CV mortality 3 15 1365 1.16 [0.42, 3.22] 0.77 0.10 63
Myocardial infarction 3 21 1365 | 2.43[1.03,5.75] 0.04 0.28 | 13
Cardiac failure 3 13 1365 | 0.63[0.21, 1.88] 0.41 023 | 32
Stroke 3 13 1365 0.63[0.21, 1.89] 0.41 0.94 0
VTE/PE 2 5 1277 0.68 [0.12, 3.95] 0.67 NA NA
Arterial hypertension 3 150 1365 | 1.02[0.73, 1.43] 0.91 0.13 52
Al serious SAE 3 330 1365 | 1.22[0.95, 1.56] 0.12 0.87 0
All SAE 1 888 1214 | 0.96[0.74, 1.23] 0.74 NA | NA

AE: adverse event; APTC: antiplatelet trialists’ collaboration; Cl, confidence interval; Q, cochrane test; NA, not applicable; 12,
measure of inconsistency; OR, Odds-ratio; n : number; PE, pulmonary embolism ; RVO, Retinal Vein Occlusion-related edema;
SAE, systemic serious adverse events; VTE, venous thromboembolism;
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eTable 10. Summary statistics of anti-VEGF drugs (aflibercept, bevacizumab,
ranibizumab) as needed (PRN) or treat and extend (TE) regimens vs monthly
regimens comparisons for primary and secondary outcomes

Outcome/Subgroup Studies | Event | Patient Peto OR p-Overal | p-He 12
S S [95%CI] I t

APTC event 9 109 3481 1.02 [0.70, 1.50] 0.91 0.17 30
Total mortality 9 124 3481 1.11[0.77, 1.59] 0.58 0.33 13
Non-ocular 4 49 2374 1.14 [0.65, 2.01] 0.65 0.77 0
Haemorrhage

CV mortality 6 45 2192 1.15 [0.64, 2.07] 0.65 0.08 51
Myocardial infarction 7 41 3414 1.15[0.62, 2.13] 0.66 0.33 13
Cardiac failure 6 48 2765 1.28[0.72, 2.27] 0.40 0.89 0
Stroke 9 39 3481 0.95[0.50, 1.78] 0.87 0.32 14
Arterial hypertension 6 169 2480 1.11[0.81, 1.52] 0.50 0.34 12
VTE/PE 5 17 3265 0.90 [0.35, 2.33] 0.82 1.00 0
All serious SAE 6 382 2510 1.02 [0.82, 1.27] 0.87 0.30 17
All SAE 3 443 1020 0.84 [0.65, 1.07] 0.16 0.71 0

AE: adverse event; APTC: antiplatelet trialists’ collaboration; Cl, confidence interval; Q, cochrane test; |12, measure of

inconsistency; OR, Odds-ratio; n : number; PE, pulmonary embolism ; RVO, Retinal Vein Occlusion-related edema; SAE,

systemic serious adverse events; VTE, venous thromboembolism;
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