


 

 

Supplemental Table 4. Overall Risk of Bias for RCTs, Cohort Studies and Case Series. 

 

 

 

 

RCT - Cochrane Risk of Bias Tool 
Overall Risk of 

Bias 

(Campochiaro et al., 2010a)   

(Heier et al., 2012)   

(Heier et al., 2014)   

(Hykin et al., 2019)   

(McAllister et al., 2018)   

(Scott et al., 2011)   

(Sen et al., 2021)   

(Sophie et al., 2019)   

(Tadayoni et al., 2017)   

Cohort Studies - CASP Tool 

(Blin et al., 2018)   

(Brown et al., 2014)   

(Calugaru and Calugaru, 2015)   

(Campochiaro et al., 2014)   

(Hikichi et al., 2014)   

(Horner et al., 2020)   

(Inagaki et al., 2019)   

(Khurana et al., 2019)   

(Korobelnik et al., 2016)   

(Larsen et al., 2018)   

(LeeJung and Sohn, 2014)   

(Loukianou et al., 2016)   

(Maggio et al., 2020)   

(Mansour et al., 2018)   

(Risard et al., 2011)   

(Sakanishi et al., 2021)   

(Stredova et al., 2019)   

(Volkmann et al., 2020)   

(Wu et al., 2009)   

Case Series - JBI Tool 

(Abdallah et al., 2019)   

(Bajric and Bakri, 2016)   
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(Blanc et al., 2018)   

(Busch et al., 2019)   

(Chatziralli et al., 2018)   

(Chatziralli et al., 2017)   

(Chittajallu and Prakash, 2018)   

(Costa et al., 2021)   

(Farinha et al., 2015)   

(Gale et al., 2020)   

(Guichard et al., 2018)   

(Hosogi et al., 2019)   

(Iftikhar et al., 2019)   

(Iida-Miwa et al., 2019)   

(Lo et al., 2020)   

(Lo et al., 2021)   

(OzkayaTarakcioglu and Tanir, 

2018) 
  

(Sophie et al., 2013)   

(Spooner et al., 2019)   

(Tsagkataki et al., 2015)   
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Supplemental Table 5 – Risk of Bias Tables 

 

Case Series 

Did the 

study 

address 

a 

clearly 

focused 

issue? 

Was the 

cohort 

recruited 

in an 

acceptable 

way? 

Was the 

exposure 

accurately 

measured 

to 

minimise 

bias? 

Was the 

outcome 

accurately 

measured 

to 

minimise 

bias? 

Have the 

authors 

identified all 

important 

confounding 

factors? 

Have they 

taken 

account of 

the 

confounding 

factors in 

the design 

and/or 

analysis? 

Was the 

follow up 

of 

subjects 

complete 

enough? 

Was the 

follow 

up of 

subjects 

long 

enough? 

Do you 

believe 

the 

results? 

10. Can the 

results be 

applied to 

the local 

population? 

11. Do 

the 

results of 

this study 

fit with 

other 

available 

evidence? 

12. What are 

the 

implications of 

this study for 

practice? 

Overall 

(Blin et al 

2018) 
                      

Long term use 

of ranibizumab 

is effective. 

  

(Brown et al 

2014) 
                      

Ranibizumab in 

CRVO 

improvesretinal 

anatomy and 

vision 

  

(Calugaru and 

Calugaru 

2015) 

                      

“IVB = 
sustained 

vision over 3 

years” 

  

(Campochiaro 

et al 2014) 
                      

“LTO with 
ranibizumab 

are excellent’ 
  

 

(Hikichi et al 

2014) 
                      

IVB is beneficial 

over 2 years 
   

(Horner et al 

2020) 
                      

Combination 

therapy is 

effective 

   

Inagaki et al 

2019) 
                      

“IVR + PRN 
gave pretty 

good visual 

outcome at 

month 24” 

   

(Khurana et al 

2019) 
                      

Sustained 

benefits of TAE 

aflibercept 

over 2 years 
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(Korobelnik 

et al 2016) 
                      

Safety and 

efficacy of dex 

implant for 

RVO-MO 

   

(Larsen et al 

2014) 
                      

Sustained BCVA 

gains with 

ranibizumab 

over 2 years 

   

(Lee et al 

2014) 
                      

IVB, IVTA or 

IVA = 

improvement 

in BCVA after 

24months. 

   

(Loukiano et 

al 2016) 
                      

Bevacizumab 

injections = 

long term BCVA 

improvement 

at 2 years 

   

(Maggio et al 

2020) 
                      

IVR/Dex 

effective at LTO 

BCVA and CRT 

   

(Mansour et 

al 2018) 
                      

BCVA improves 

over 2 years 

with IVA 

   

(Risard et al 

2011) 
                      

Ranibizumab.- 

good 
   

(Sakanishi et 

al 2021) 
                      

IVA effective 

over 24 months 

for BRVO 

   

(Stredova et 

al 2019) 
                      

Ranibizumab - 

good 
   

(Volkmann et 

al 2020) 
                      

VA improves 

with TAE 

scheme of anti-

VEGF 

   

(Wu et al 

2009) 
                      

IVB is effective 

at 2 years. 
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RCT Studies 
Random Sequence Generation 

(Selection Bias) 

Allocation 

Concealment 

Blinding of Participants and 

personnel Blinding of Outcome Assessment 

(Detection Bias) 

Incomplete Outcome Data 

(Attrition Bias) 

Selective 

Reporting 
Overall 

(Selection Bias) (Performance Bias) 
(Reporting 

Bias) 

(Campochiaro et al 

2010a) 
              

(Heier et al 2012)               

(Heier et al 2014)               

(Hykin et al 2019)               

(McAllister et al 

2018) 
              

(Scott et al 2011)               

 

(Sen et al 2020)               
 

 

(Sophie et al 2013)               
 

 

(Tadayoni et al 2017)                
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 Cohort Studies 

Were patient 

demographic 

characteristics 

clearly 

described? 

Was there clear 

reporting of 

clinical 

information of 

the 

participants? 

Were there 

clear criteria 

for inclusion in 

the case 

series? 

Was the condition 

measured in a 

standard, reliable 

way for all 

participants included 

in the case series? 

Was the 

intervention(s) 

or treatment 

procedure(s) 

clearly 

described? 

Were the outcomes or follow up 

results of cases clearly reported? 

Were adverse 

events (harms) 

or 

unanticipated 

events 

identified and 

described? 

Was statistical 

analysis 

appropriate? 

Overall 

(Abdallah et al 

2019) 
                  

(Bajric et al 

2015) 
                  

(Blanc et al 

2018) 
                  

(Busch et al 

2018) 
                  

(Chatziralli et al 

2018) 
                  

Chatziralli et al 

(2017) 
                  

(Chittajallu et 

al 2018) 
                  

(Costa et al 

2021) 
                  

(Farinha et al 

2016) 
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(Gale et al 

2020) 
                  

(Guichard et al 

2017) 
                  

(Hosogi et al 

2019) 
                  

(Iftikar et al 

2019)  
                  

(Lida-Miwa et 

al 2019)  
                  

(Lo et al 2020)                   

(Ozkaya et al 

2018) 
                  

(Sophie et al 

2013) 
                  

(Spooner et al 

2019) 
                  

(Tsagkataki et 

al 2015) 
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Supplemental Table 6. Total number of studies and participants with data for BCVA and CRT for each 

year of follow up. 

 

 

 No. Studies No. Participants 

Baseline BCVA: 76 10775 

BCVA at 2 years: 65 10304 

BCVA at 3 years: 25 5775 

BCVA at 4 years: 11 501 

BCVA at 5 years: 8 402 

 

 

 

 

 No. Studies No. Participants 

Baseline CRT: 69 5486 

CRT at 2 years: 57 4887 

CRT at 3 years: 21 912 

CRT at 4 years: 11 501 

CRT at 5 years: 6 381 
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PRISMA 2020 Checklist 

Section and 
Topic  

Item 
# 

Checklist item  
Location 
where item 
is reported  

TITLE   

Title  1 Identify the report as a systematic review.  

ABSTRACT   

Abstract  2 See the PRISMA 2020 for Abstracts checklist.  

INTRODUCTION   

Rationale  3 Describe the rationale for the review in the context of existing knowledge.  

Objectives  4 Provide an explicit statement of the objective(s) or question(s) the review addresses.  

METHODS   

Eligibility criteria  5 Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses.  

Information 
sources  

6 Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. Specify the 
date when each source was last searched or consulted. 

 

Search strategy 7 Present the full search strategies for all databases, registers and websites, including any filters and limits used.  

Selection process 8 Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened each record 
and each report retrieved, whether they worked independently, and if applicable, details of automation tools used in the process. 

 

Data collection 
process  

9 Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they worked 
independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation tools used in the 
process. 

 

Data items  10a List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in each 
study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect. 

 

10b List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). Describe any 
assumptions made about any missing or unclear information. 

 

Study risk of bias 
assessment 

11 Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers assessed each 
study and whether they worked independently, and if applicable, details of automation tools used in the process. 

 

Effect measures  12 Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results.  

Synthesis 
methods 

13a Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteristics and 
comparing against the planned groups for each synthesis (item #5)). 

 

13b Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data 
conversions. 

 

13c Describe any methods used to tabulate or visually display results of individual studies and syntheses.  

13d Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was performed, describe the 
model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software package(s) used. 

 

13e Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression).  

13f Describe any sensitivity analyses conducted to assess robustness of the synthesized results.  

Reporting bias 
assessment 

14 Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases).  

Certainty 
assessment 

15 Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome.  
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PRISMA 2020 Checklist 

Section and 
Topic  

Item 
# 

Checklist item  
Location 
where item 
is reported  

RESULTS   

Study selection  16a Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included in 
the review, ideally using a flow diagram. 

 

16b Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded.  

Study 
characteristics  

17 Cite each included study and present its characteristics.  

Risk of bias in 
studies  

18 Present assessments of risk of bias for each included study.  

Results of 
individual studies  

19 For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its precision 
(e.g. confidence/credible interval), ideally using structured tables or plots. 

 

Results of 
syntheses 

20a For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies.  

20b Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision (e.g. 
confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect. 

 

20c Present results of all investigations of possible causes of heterogeneity among study results.  

20d Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results.  

Reporting biases 21 Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed.  

Certainty of 
evidence  

22 Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed.  

DISCUSSION   

Discussion  23a Provide a general interpretation of the results in the context of other evidence.  

23b Discuss any limitations of the evidence included in the review.  

23c Discuss any limitations of the review processes used.  

23d Discuss implications of the results for practice, policy, and future research.  

OTHER INFORMATION  

Registration and 
protocol 

24a Provide registration information for the review, including register name and registration number, or state that the review was not registered.  

24b Indicate where the review protocol can be accessed, or state that a protocol was not prepared.  

24c Describe and explain any amendments to information provided at registration or in the protocol.  

Support 25 Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review.  

Competing 
interests 

26 Declare any competing interests of review authors.  

Availability of 
data, code and 
other materials 

27 Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from included 
studies; data used for all analyses; analytic code; any other materials used in the review. 

 

 
From:  Page MJ, McKenzie JE, Bossuyt PM, Boutron I, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated guideline for reporting systematic reviews. BMJ 2021;372:n71. doi: 
10.1136/bmj.n71 

For more information, visit: http://www.prisma-statement.org/  
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