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Key Points 

Question: What is the quality of reporting of harms in randomized controlled trials (RCTs) of 

rhegmatogenous retinal detachment (RRD) surgery?  

Findings: A systematic review of RCTs in RRD surgery using the Consolidated Standards of 

Reporting Trials (CONSORT) Extension for Harms checklist was conducted. The median 

number of checklist items reported was 8. Infrequently reported criteria included 

‘distinguishing between expected and unexpected adverse events’ and ‘use of a validated 

instrument to report adverse event severity.’  

Meaning: These results suggest there are key areas that need  improvement in the reporting 

of complications of RRD surgical trials.  

 

 

 

 

 

 

 

 

 

 

 



3 
 

Structured Abstract 

Importance: Knowledge on the frequency and severity of complications in surgical trials for 

rhegmatogenous retinal detachment (RRD) is essential to determine whether surgical 

procedures are being developed and compared adequately and taking into account not only 

efficacy but also harms. 

Objective: To review standards of reporting of complications in recent randomized 

controlled trials (RCTs) of RRD surgery.  

Evidence Review: Systematic review of RCTs on RRD surgery published between January 

2008 and January 2021 in Embase, MEDLINE and Web of Science Core Collection databases. 

Titles, abstracts and full text articles retrieved were reviewed for eligibility by two 

independent authors. Eligible studies were evaluated against checklist items from the 

Consolidated Standards of Reporting Trials (CONSORT) Extension for Harms criteria by both 

authors and discrepancies were resolved by discussion with a third author.  

Findings: Fifty eligible studies were included. The median number of checklist items fulfilled 

was 8. Frequently reported items were items 10. ‘discussion balanced with regards to 

efficacy and adverse events’(n=42; 84%) and 4b. ‘includes harm-related timing of data 

collection’ (n= 41; 82%). The least frequently reported were items 3b. ‘distinguishes 

between expected and unexpected events’ (n=1; 2%) and 3c. ‘mentions use of a validated 

instrument to report adverse event severity’ (n=4; 8%). Frequency of complications was 

commonly reported (n=29; 58%) in contrast with complication severity (n=10; 20%).  
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Conclusions and Relevance: This review suggests that severity of complications of RRD 

surgery has been infrequently quantified and reported in RCTs and potentially represents an 

important area of improvement in future RRD surgical trials.  
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Introduction  

Rhegmatogenous retinal detachment (RRD) is defined as the separation of the neurosensory 

retina from the retinal pigment epithelium, due to a retinal break and subsequent 

accumulation of subretinal fluid.1,2 Surgical techniques for the repair of RRD have developed 

such that the vast majority of cases can be successfully repaired by means of pars-plana 

vitrectomy (PPV), scleral buckling (SB) or pneumatic retinopexy (PR).3–7 With three highly 

effective techniques to choose from, and many different manoeuvres that can be done 

within each of them, as well as the high variability of RRD from patient to patient, a 

comprehensive comparison of benefits and harms is essential for the vitreoretinal surgeon 

to confidently choose the procedure for their patient that carries the most benefit with the 

least harm.  

 A properly conducted and powered randomized controlled trial (RCT) provides the 

highest level of evidence and invaluable insight into the relative benefit/harm ratio of 

surgical procedures.8 It is essential, however, that the reporting of RCTs is done following 

appropriate standards. The Consolidated Standards of Reporting Trials (CONSORT) 

Statement was initially developed in 1996 to address this.9 It was then clear that there was a 

tendency towards complete reporting of positive outcomes whilst reporting of harms 

remained sub-optimal.10–14 In response to this, in 2004 the CONSORT Extension for Harms 

was published, listing 10 key recommendations for reporting of harms in RCTs.15,16 This new 

initiative led to an increased quality of reporting of harms in RCTs in surgical specialties 

alongside a greater appreciation for the importance of incorporating rigorous harms 

reporting in the study design.17–20 The current systematic review aimed to assess the 
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reporting of recent RCTs in RRD surgery against these recommendations and thereby 

identify areas of potential improvement in future trials.  

Methods 

The protocol for this systematic review was developed in accordance with the Preferred 

Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) and the Enhancing the 

Quality and Transparency Of Health Research (EQUATOR) guidelines and was registered in 

the online database PROSPERO (CRD42019120355), where details on the methodology can 

be found.21–23 Institutional Review Board approval was not required for this study. Medline 

(Ovid), EMBASE and Web of Science Core Collection were searched for RCTs on “primary 

retinal detachment” or “rhegmatogenous retinal detachment”. Eligible studies were those 

reporting on functional and/or anatomical outcomes of PPV, SB or PR for RRD and published 

between January 1st 2008 and January 22nd 2021. Trials reporting on surgical or 

pharmacological adjuncts of these three techniques were also included as well as trials with 

multiple indications for surgery, provided that RRD was included these indications. If a trial 

was found to be a follow-up analysis, then the original RCT was searched for and included 

even if the publication date was outside the time-frame of our study. Both confirmed RCTs 

and self-described ‘prospective comparative interventional studies’ were included. Trials 

reporting only on non-RRD or “secondary” retinal detachment (e.g. diabetic tractional 

detachment or retinal detachment secondary to macular hole) as well as those not 

published in English, paediatric studies and retrospective, case-control, cohort and cross-

sectional studies were excluded. Studies on anaesthetic complications were considered 

beyond the scope of this review and excluded. The full search strategy is available online 

(eFigure 1 in the Supplement).  
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Two out of three authors (ZYX, AAB, NL) independently reviewed all titles and 

abstracts and classified studies as potentially eligible or ineligible. Full text articles of all 

potential studies were again independently reviewed by two of three (ZYX, AAB, NL) 

reviewing authors to identify eligible studies. References of eligible studies were then 

scouted to identify any further potentially eligible studies, which were subject to the same 

process. Discrepancies were resolved by discussion with the third author.  

The CONSORT extension for harms contains 10 broad descriptive 

recommendations;15 for ease of data collection these were subdivided into 18 separate 

checklist items and each eligible study was scored yes (1), no (0) or (N/A) for each item. Data 

collection was performed independently by two of the three authors (ZYX, AAB, NL) using a 

common set of agreed guidelines, available online (eTable 1 in the Supplement). In general, 

a liberal approach was used to assign marks for each item. For example, for item 5. ‘Analysis 

of harm’, if p values or confidence intervals for complications between two treatment 

groups were given, this would be considered sufficient for the mark to be given for this 

item. If a trial provided a link to a study protocol, this was reviewed for additional 

information. If a study provided the relevant information on even one complication, marks 

were given.  Any disagreement among reviewing authors was first resolved by consulting 

the agreed guidelines and then by discussion between the two authors scoring the study. If 

there were still discrepancies these were resolved through discussion with the third 

independent author. Data were presented as number and percentage of studies complying 

with each checklist item and the total number of checklist items fulfilled per study. 

Information on trial design, number of participants and surgical technique was collected as 

well as details and frequencies of the specific complications reported. Attempts to record 
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severity of complications was documented, for example, the usage of the words ‘mild’, 

‘moderate’, ‘severe,’ or ‘serious.’  

Statistical analysis 

Simple descriptive statistics were computed for the total number of checklist items fulfilled 

for each study. Further post-hoc exploratory analyses were conducted. A Shapiro-Wilk test 

was performed along with a QQ plot to assess for normality; Spearman’s Rho test was used 

to assess the correlation between total number of checklist items fulfilled and the number 

of participants in studies. An ordinary one-way ANOVA was used to examine the effect of 

surgical technique on the total number of checklist items fulfilled; unpaired two-tailed t-

tests were performed to assess for differences in the mean number of checklist items 

fulfilled based on trial design and level of evidence. All statistics were computed in 

GraphPad Prism 9.0.0.  

 

Results  

Searches undertaken yielded 782 titles and abstracts, among which 53 studies initially met 

all eligibility criteria. Three of these studies were removed from the analysis set: one was a 

post-hoc analysis of a previously conducted RCT (the original RCT was included), another 

was a duplicate abstract for an RCT already included, and the other relates to a study for 

which we were unable to obtain the full manuscript and, thus, could not include. Where 

several publications were reports from the same RCT, these were combined and treated as 

a single trial. Six further eligible studies were identified from scouting references. In total, 50 

studies were included for analysis. The PRISMA flowchart and a list of all excluded studies 
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with reasons is provided online (eFigure 2 in the Supplement) as well as a list of all 50 

included studies for data analysis (eFigure 3 in the Supplement).  A summary of the 

characteristics of the included studies, including information on the quality of evidence is 

provided in Table 1. The percentage of trials fulfilling each CONSORT checklist item is 

presented in Table 2 and the frequency distribution is shown in Figure 1.  

The median number of checklist items fulfilled by the included studies was 8, with a 

minimum of 0 and a maximum of 15, out of a possible total of 18. Twenty (40%) studies 

satisfied ≥9 (≥50%) checklist items. The most frequently reported items were 10. ‘Discussion 

balanced with regards to efficacy and adverse events (n=42; 84%), 4b. and 4c. “includes 

harm-related timing (n=41; 82%) and mode (n=40; 80%) of data collection”. Least frequently 

reported items were 3b. ‘Distinguishes between expected and unexpected adverse events’ 

(n=1; 2%), 3c. ‘Mentions use of a validated instrument to report adverse event severity’ 

(n=4; 8%) and 4d. ‘Includes harm-related monitoring and stopping rules’ (n=4; 8%). 

The median number of complications reported was 3 with a range from 0 to 17. 

Fourteen (28%) trials made some attempt to describe severity of complications, in the form 

of ‘major/minor’ (n=2; 4%), ‘mild/moderate/severe’ (n=7; 14%), and ‘serious’ (n=5; 10%). 

The majority of these trials did not define the terms used (9/14, 64%) (Table 3).  

We divided the specific complications reported in eligible and included studies into 

two categories: complications reported in trials involving surgical interventions, and those 

involving medical adjuncts to the surgical repair of RRD (e.g. intra-ocular steroid therapy) 

due to the expected different complication profile. The most frequently reported 

complications in the ‘surgical’ category were high or low IOP (n=15 studies; 52%) and 

choroidal or subretinal complications (choroidal detachment or haemorrhage, subretinal 
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haemorrhage, n=8; 28%) while the most frequently reported complications in the ‘medical 

adjunct’ category were high or low IOP (n=5; 24%) and gastrointestinal side effects (n=2; 

10%). A summary of the most commonly reported complications in each group are shown in 

Table 4.  

  The distribution of ‘total number of checklist items fulfilled’ passed the normality 

test in Shapiro-Wilk (W=0.9705, p=0.2417) and was confirmed as a close approximation of a 

normal distribution through visual inspection of a QQ plot. Spearman’s Rho correlation 

analysis found a moderately strong correlation between the number of checklist items 

fulfilled and the number of trial participants (r=0.51, p=0.0002). Unpaired student’s two-

tailed t-test showed a statistically significant difference in the mean number of checklist 

items fulfilled between multi-center trials (n=10, mean=10.5) and single-center trials (n=40, 

mean=7.1, p=0.0076). There was no statistically significant difference based on the quality 

of evidence by the Oxford Evidence Based Medicine Ranking of 1 vs. 2 (p=0.5984). One-way 

ANOVA found no significant difference in the mean number of checklist items fulfilled 

between PPV, SB, PR and combination trials.  

 

Discussion  

This study systematically evaluated the quality of reporting of harms in RRD RCTs published 

in the last 13 years using the CONSORT Extension for Harms, and identified some areas of 

high-quality reporting as well as several key areas that require improvement.  

A modest proportion of trials (n=20; 40%) fulfilled ≥50% of the CONSORT Extension 

for Harms checklist items, with the majority addressing adverse events in the introduction 
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(n=38; 76%) and discussion (n=42; 84%). A similar proportion of trials (n=19; 38%) fulfilled 

≤33% of the checklist items with one study scoring zero. Frequency of adverse events was 

commonly reported (n=29; 58%) but reporting of severity was poor (n=10; 20%). Efforts to 

address severity (n=14; 28%) used variable terminology which, in the majority of cases, was 

undefined. Part of this problem may lie on the lack of a validated instrument to report 

adverse event severity. 

Compliance with the CONSORT Extension for Harms was positively associated with 

the number of participants in the trial as well as whether the trial was multicenter. The 

present study highlights the importance of incorporating the reporting of harms into the 

trial design. Distinguishing between unexpected and expected adverse events, for example, 

is important to appreciate the effect of priming, whereby expected complications 

highlighted to a patient during the consent process are more likely to be reported than 

those unknown to the patient in advance.24 Collection of harms-specific data should happen 

in parallel with the collection of primary and secondary outcome data. For this to be 

implemented, it is essential that a comprehensive list of potential expected complications is 

available as well as a clear way to quantify the severity of each complication encountered. 

Terminology used in published trials such as ‘serious’ or ‘severe’ can be imprecise and open 

to interpretation; clear definitions for each are required.  

Formally grading complications by severity is a challenging process and few validated 

grading scales currently exist in the field of vitreoretinal surgery. This review found 4 studies 

(8%) that used validated grading scales for adverse event severity and these were the D-

Chart and M-Chart for measurement of metamorphopsia, the Lens Opacities Classification 

System III (LOCS III) for grading of cataracts, and a standardized grading scale for scleritis.25–
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28 While these are informative and valuable, they do not grade the relative severity of one 

complication against another (i.e. severity of a cataract versus the severity of a iatrogenic 

retinal tear). There is a lack of a comprehensive grading scale for complications of 

vitreoretinal surgery and, specifically, for RRD surgery. Recently such a classification was 

developed for glaucoma surgical complications, and several other surgical specialties have 

adopted severity classification systems in their RCTs.29–33  

In general, there was no clear framework among trials for choosing which 

vitreoretinal complications to report with considerable variation on the total number of 

complications reported per study (range 0-17). The importance of defining adverse events 

clearly in RCTs is exemplified in The Brighton Collaboration publications, which allows 

accurate and meaningful collection of safety data for large scale immunization regimes.34 

For example, this review found definitions of altered IOP post-operatively varied 

significantly, making it difficult to compare complication frequencies between trials (the 

range of frequencies of elevated IOP was 5% to 43%, and 2.3% to 20% for hypotony). 

Similarly, the reporting of cataracts as a complication showed variation, with differing terms 

such as ‘clinically significant’ and ‘requiring surgery’ used; thus subsequent frequencies 

presented in studies ranged from 50% to 86.1% for vitrectomy trials. Some of the RCTs 

identified in our study reported as ‘complications’ conditions that may not be considered a 

harm related to the surgery (e.g. retinal re-detachment, epiretinal membrane). In this 

regard the Clavien-Dindo classification describes a surgical complication as any deviation 

from the normal postoperative course that does not constitute a ‘failure to cure’ or a 

natural sequela or ‘after-effect’ that is inherent to the procedure.35 By this definition retinal 

re-detachment would be indeed considered a failure to cure instead of a complication.  

Epiretinal membrane formation can occur, for example, as a natural sequela of events 
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following the formation of a retinal break, with exposure, migration and proliferation of 

retinal pigment epithelial cells in the surface of the retina and, thus, may not necessarily 

represent a complication of the surgery. Having an accepted pre-defined list of vitreoretinal 

complications would likely facilitate more consistency and accuracy in reporting. This 

concept has been addressed, for example, in glaucoma through the World Glaucoma 

Association’s defined list of surgical complications.36  

This review has some limitations. Firstly, the results are confined to RRD surgical 

trials only, although the general principles discussed could be extrapolated to RCTs in other 

areas of retinal surgery and Ophthalmology. Secondly while the focus of the present study 

was on the reporting of harms in RCTs, benefits must be also appropriately reported but 

these were not evaluated in the RCTs included. Strengths of the review include an 

evaluation of a large body of literature across a long time span, PRISMA methodology and 

addressing an underreported area of RRD surgery RCTs.  

As ongoing technological and technical advances such as the use of wide-angle 

viewing systems and small-gauge PPV continue to drive RRD primary anatomical success 

rates to over 90%,37–40 harms reporting becomes increasingly important to compare clinical 

outcomes among  interventions. RRD surgery is therefore in an excellent position to benefit 

from scrutiny and development of rigorous harms reporting practices to help refine the 

vitreoretinal surgeon’s approach to the repair of RRD. 

Conclusion 

Improvement in the reporting of harms in RRD surgical trials should be pursued, in line with 

the CONSORT Extension for Harms recommendations.  
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Figure Legends  

Figure 1. Graph demonstrating the frequency distribution of the number of checklist items 

of the CONSORT Extension for Harms fulfilled by the studies (n=50) included in the review. 
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Tables 

Table 1. Characteristics of eligible studies (N=50)  

a. PPV = pars plana vitrectomy, SB = scleral buckling, PR = pneumatic retinopexy 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Study characteristic No. (%) 

Surgical subtypea  
  PPV 28 (56) 

  SB 9 (18) 

  PR 1 (2) 

  Combination 12 (24) 

Level of Evidence (Modified Oxford Centre for Evidence Based Medicine)  

  1 "Randomized controlled trial" or "Randomized prospective comparative study" 40 (80) 

  2 (Non-randomized prospective comparative study) 7 (14) 

Pilot study 3 (6) 

Multi-center 10 (20) 

Single center 40 (80) 

Number of participants   
  0-50 18 (36) 

  51-100 16 (32) 

  101-200 8 (16) 

  >200 8 (16) 

Intervention  
  Surgical 29 (58) 

  Adjunctive medical therapy to surgery 21 (42) 

Specifically investigating one or more complications 9 (18) 

Link to study protocol 5 (10) 
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Table 2: Compliance of eligible studies (N=50) with CONSORT Extension for Harms modified checklist items 

 

 

 

 

 

 

 

 

 

 

CONSORT Recommendation Checklist item  No. (%)  

1. Title and abstract 1. Adverse events (AEs) mentioned in the title or abstract 32 (64)  

2. Introduction 2. AEs mentioned in introduction 38( 76)  

3. Definition of adverse 
events 

3a. Includes a comprehensive list of AEs reported or definition of AEs  21 (42)  

3b. Distinguishes between expected and unexpected AEs 1 (2) 

3c. Mentions use of a validated instrument to report AE severity 4 (8) 

4. Collection of harm data 4a. Includes harm-related mode of data collection 40 (80)  

4b. Includes harm-related timing of data collection  41 (82)  

4c. Includes attribution methods or intensity of ascertainment  22 (44) 

4d. Includes harm-related monitoring and stopping rules, if pertinent 4 (8)   

5. Analysis of harm 5. Includes plans for presenting and analyzing information on harm 
(including coding, handling of recurrent events, specification of timing 
issues, handling of continuous measures, and any statistical analyses) 

26 (52)  

6. Participant withdrawals 6a. Includes, for each arm, the participant withdrawals that are owing to 
harm and their experiences with the allocated treatment 

14 (28)  
 

6b. Includes information on timing of withdrawals 9 (18)  

7. Provide denominators for 
analyses of harm 

7a. Provides denominators for AEs  29 (58) 

7b. Provides definitions used for analysis set in methods section (e.g. 
intention to treat)  

26 (52)  

8. Data on adverse events 8a. Includes the absolute risk per arm and per adverse event type or 
presents appropriate metrics for recurrent events, continuous variables, 
and scale variables, whenever pertinent 

 29 (58)  

8b. Includes information on grade or seriousness of AEs 10 (20)  

9. Subgroup analyses 9. Describes any subgroup analyses or exploratory analyses for harm 8 (16)  

10. Balanced discussion 10. Discussion balanced with regards to efficacy and adverse events 42 (84)  
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Table 3. Studies using defined and undefined descriptive terminology for severity 

 Major/Minor  Mild/Moderate/Severe  Serious  Total  

Defined No. (%) 0 (0) 4 (57) 1 (20) 5 (36) 

Undefined No. (%) 2 (100) 3 (43) 4 (80) 9 (64) 

Total No. (%) 2 7 5 14 
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Table 4. Complications reported in RCTs result of surgical and non-surgical interventions 

Reported scomplication* (surgical) N = 
29 No. (%)  

Reported complication* (medical 
adjunct) N = 21 No. (%) 

High or low IOP  15 (52) High or low IOP  5 (24) 

Choroidal detachment/choroidal 
haemorrhage/subretinal haemorrhage  8 (28) Gastrointestinal side effects 2 (10) 

Cystoid macular edema 6 (21) Rheumatological side effects  2(10) 

Anterior chamber complications  6 (21) Headache  2(10) 

Endophthalmitis  5 (17)   
ERM 5 (17)   
Retinal re-detachment  4 (14)   
Glaucoma  3 (10)   
Vitreous haemorrhage  2 (7)   
Exposure / infection of buckle  1 (3)   
New or missed break  1 (3)   

*Complications listed here are those considered “complications” and listed as such by the authors of included studies. 
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eFigure 1. Systematic Review Full Search Strategy 

  

 

 

Web of Science Core Collection  

 

# 1  8,637  

TS=("retina* detachment*") OR TS=("primary retina* detachment*") OR TS=("rhegmatogenous retina* detach

ment*")  

Indexes=SCI-EXPANDED, SSCI, A&HCI, CPCI-S, CPCI-SSH, BKCI-S, BKCI-SSH, ESCI Timespan=2008-

2021 

 

# 2 300,945 

TS=("random* control* trial*") OR TS=(RCT*) OR TS=("random* clinical trial*")  

Indexes=SCI-EXPANDED, SSCI, A&HCI, CPCI-S, CPCI-SSH, BKCI-S, BKCI-SSH, ESCI Timespan=2008-

2021 

 

# 3 222  

(#1 AND #2)  AND LANGUAGE: (English)  

Indexes=SCI-EXPANDED, SSCI, A&HCI, CPCI-S, CPCI-SSH, BKCI-S, BKCI-SSH, ESCI Timespan=2008-

2021 

 

 

 

Embase  

 

Embase <1980 to 2021 January 25> 

 

1 retina detachment.mp. [mp=title, abstract, heading word, drug trade name, original title, device 

manufacturer, drug manufacturer, device trade name, keyword, floating subheading word, candidate term word]

 29074 

2 "rhegmatogenous retinal detachment*".mp. [mp=title, abstract, heading word, drug trade name, 

original title, device manufacturer, drug manufacturer, device trade name, keyword, floating subheading word, 

candidate term word] 3708 

3 "primary retinal detachment*".mp. [mp=title, abstract, heading word, drug trade name, original title, 

device manufacturer, drug manufacturer, device trade name, keyword, floating subheading word, candidate term 

word] 184 

4 1 or 2 or 3 29385 

5 limit 4 to randomized controlled trial 650 

6 limit 5 to (human and english language and yr="2008 -Current") 462 

 

 

 

Ovid MEDLINE 

 

Ovid MEDLINE(R) <1946 to January 25, 2021> 

 

1 Retinal Detachment/ 19363 

2 "rhegmatogenous retinal detachment*".mp. 2458 

3 "primary retinal detachment*".mp. 146 

4 1 or 2 or 3 19698 

5 limit 4 to randomized controlled trial 236 

6 limit 5 to (english language and humans and yr="2008 -Current") 98 

 

 

 

 

 

 

 

https://apps-webofknowledge-com.ezproxy.auckland.ac.nz/summary.do?product=WOS&doc=1&qid=13&SID=D1FrODKeaB9KHKkiWnP&search_mode=AdvancedSearch&update_back2search_link_param=yes
https://apps-webofknowledge-com.ezproxy.auckland.ac.nz/summary.do?product=WOS&doc=1&qid=14&SID=D1FrODKeaB9KHKkiWnP&search_mode=AdvancedSearch&update_back2search_link_param=yes
https://apps-webofknowledge-com.ezproxy.auckland.ac.nz/summary.do?product=WOS&doc=1&qid=15&SID=D1FrODKeaB9KHKkiWnP&search_mode=AdvancedSearch&update_back2search_link_param=yes
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eTable 1. Clarifying guidelines for data extraction  
 

Modified CONSORT Checklist Item Criteria for fulfillment 

1. Adverse events (AEs) mentioned in the title 
or abstract 

A reference to adverse events or complications in the title or 
abstract  

2. AEs mentioned in introduction A reference to adverse events or complications in the introduction 

3a. Includes a comprehensive list of AEs 
reported or definition of AEs  

A full list of the AEs reported  

3b. Distinguishes between expected and 
unexpected AEs 

Any attempt to distinguish between expected and unexpected AEs 
in methodology or analysis  

3c. Mentions use of a validated instrument to 
report AE severity 

Any use of a validated instrument to report severity of one or more 
AEs 

4a. Includes harm-related mode of data 
collection 

Information on how harms data will be collected (e.g. alongside 
primary outcome data)  

4b. Includes harm-related timing of data 
collection 

Information on timescale of harms data collection (e.g. 3, 6 and 12 
month follow up)  

4c. Includes attribution methods or intensity of 
ascertainment  

Statistical analysis to assess likelihood AE is due to a particular 
intervention (inclusion of p values or confidence intervals deemed as 
sufficient)  

4d. Includes harm-related monitoring and 
stopping rules, if pertinent 

Information in Methods or Results section addressing the harms 
threshold for stopping   

5. Includes plans for presenting and analyzing 
information on harm (including coding, 
handling of recurrent events, specification of 
timing issues, handling of continuous 
measures, and any statistical analyses) 

Simple parametric and non-parametric statistical tests or examples 
of deeper exploratory analysis of harms 

6a. Includes, for each arm, the participant 
withdrawals that are owing to harm and their 
experiences with the allocated treatment 

Inclusion of participant withdrawals in each arm due to harms where 
relevant  

6b. Includes information on timing of 
withdrawals 

Inclusion of timing of withdrawals in each arm due to harm where 
relevant  

7a. Provides denominators for AEs Inclusion of total number of patients in each arm  

7b. Provides definitions used for analysis set 
in methods section (e.g. intention to treat)  

Any attempt to define the analysis set for harms  

8a. Includes the absolute risk per arm and per 
adverse event type or presents appropriate 
metrics for recurrent events, continuous 
variables, and scale variables, whenever 
pertinent 

Inclusion of frequency data on absolute risk per arm of harms  

8b. Includes information on grade or 
seriousness of AEs 

Any attempt to categorise harms by severity or seriousness  

9. Describes any subgroup analyses or 
exploratory analyses for harm 

Any attempt to perform subgroup analyses on harms (e.g. by 
surgeon experience, performing centre)  

10. Discussion balanced with regards to 
efficacy and adverse events 

Any reasonable discussion of harms in the discussion section  
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eFigure 2. PRISMA flow chart for identification of eligible studies 
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Additional records identified 
through other sources 

(n = 11 ) 

Records after duplicates removed 
(n = 599 ) 

Records screened 
(n = 599 ) 

Records excluded 
(n = 546 ) 

Full-text articles assessed 
for eligibility 

(n = 53 ) 

Full-text articles excluded, 
with reasons* 

(n = 3 ) 

Studies included in 
qualitative synthesis 

(n = 50 ) 

Studies included in 
quantitative synthesis 

(meta-analysis) 
(n = 50 ) 

*Excluded studies  

1. Schaub et al. Prophylactic intravitreal 5-fluorouracil and heparin to prevent proliferative vitreoretinopathy in high-risk patients with 

retinal detachment: study protocol for a randomized controlled trial. TRIALS - study protocol with no published trial data.  

2. Wickham et al. Surgical failure following primary retinal detachment surgery by vitrectomy: risk factors and functional outcomes. Br J 

Ophthalmol – post-hoc analysis, original RCT already included. 

3. Khan et al. Scleral Buckling and Pars Plana Vitrectomy versus Pars Plana Vitrectomy alone in the Treatment of Rhegmatogenous 
Retinal Detachment with inferior break. Pakistan Journal of Medical and Health Sciences – unable to obtain full text for analysis. 
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eFigure 3. Full list of included studies for data analysis  

 

 
1. Ahmadieh H, Feghhi M, Tabatabaei H, Shoeibi N, Ramezani A, Mohebbi MR. Triamcinolone 

acetonide in silicone-filled eyes as adjunctive treatment for proliferative vitreoretinopathy: a 

randomized clinical trial. Ophthalmology. 2008;115(11):1938-1943. doi:10.1016/j.ophtha.2008.05.016 

 

2. Ahmadieh H, Nourinia R, Ragati Haghi A, et al. Oral colchicine for prevention of proliferative 

vitreoretinopathy: a randomized clinical trial. Acta Ophthalmol (Oxf). 2015;93(2):e171-2. 

doi:10.1111/aos.12429 

 

 

3. Avitabile T, Bonfiglio V, Buccoliero D, et al. Heavy versus standard silicone oil in the management of 

retinal detachment with macular hole in myopic eyes. Retina. 2011;31(3):540-546. 

doi:10.1097/IAE.0b013e3181ec80c7 

 

4. Bali E, Feron EJ, Peperkamp E, Veckeneer M, Mulder PG, van Meurs JC. The effect of a preoperative 
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buckling retinal detachment surgery: a prospective randomized placebo-controlled double blind clinical 

trial. Graefes Arch Clin Exp Ophthalmol. 2010;248(7):957-962. doi:10.1007/s00417-010-1319-8 

 

5. Banerjee et al. 2017 

 

Banerjee PJ, Bunce C, Charteris DG. Ozurdex (a slow-release dexamethasone implant) in proliferative 

vitreoretinopathy: study protocol for a randomised controlled trial. Trials. 2013;14(101263253):358. 

doi:10.1186/1745-6215-14-358 
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6. Barrada. 360° laser retinopexy in preventing retinal re-detachment after 23-gauge vitrectomy for 

primary repair of retinal detachment. Accessed February 12, 2019. 

http://www.egyptretinaj.com/article.asp?issn=2347-

5617;year=2015;volume=3;issue=1;spage=1;epage=9;aulast=Barrada 

 

7. Benson SE, Ratclliffe S, Van Raders P, et al. A randomized comparison of parecoxib/valdecoxib and 

placebo for the prevention of cystoid macular edema after scleral buckling surgery. Retina. 

2009;29(3):387-394. doi:10.1097/IAE.0b013e318192f4d8 
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