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Abstract

Background: Randomized controlled trials (RCTs) provide the most reliable evidence of
effectiveness of health interventions. The Consolidated Standards of Reporting Trials
(CONSORT) statement improves the quality of RCT reporting in an evidence-based
approach.

Objective: To assess the quality of reporting RCTs for anti-VEGF therapy in patients with
nAMD, based on the 2010-CONSORT Statement.

Methods: Electronic research was conducted using the MEDLINE/PupMed to identify all
English-language RCTs involving patients with nAMD who received anti-VEGF therapy
published from 2010 to 2022. Inclusion criteria were as follows: included patients who
randomly received at least one of the four anti-VEGF medications for nAMD and they were
randomly assigned to at least two interventions groups. An overall CONSORT compliance
metric was calculated using a 38-item checklist based on the CONSORT 2010 statement.
Adherence >75% was defined as a good reporting quality. Two different publication periods
were assessed for reporting quality (2010-2016 and 2017-2022). The determination of
compliance of each item separately and control of potential determinants in relation to the
quality of reporting of RCTs, have also been assessed.

Results: A total of 23 articles, published in 12 different medical journals, were considered
eligible. The average CONSORT compliance score was 67.35% with SD=11.09. The RCTs
that presented an adequate reporting (>75% of items) were 8 (34.79%), while the remaining
15 studies (65.21%) had not the optimal compliance with Consort statement (<75%). Of the
38 items of the CONSORT list only 15 (39.47%) were reported adequately (>75%), with 9 of
them (23.69%) having the optimum reporting (100%), whereas the rest 23 items (60.53%)
presented a suboptimal reporting (<75%).

Conclusions: Reporting quality of RCTs for anti-VEGF therapy in patients with nAMD
remains unsatisfactory. Adherence to the CONSORT statement should be further encouraged
and included in each journal’s instructions to authors.

Keywords CONSORT, Randomized Controlled Trials, RCTs, anti-VEGF, Neovascular age-
related macular degeneration
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Hepiinyn

Eioaywyn: Ot Toyoaomompéveg Exeyyoueveg Khvikég doxpég (RCTs) pag divouv ta mo
a&10mIoTO ATOTEAEGUOTO CYETIKA LLE TNV OMTOTEAECUATIKOTNTO TOV WTPIKAOV TopepPdocmy. H
oNAwon CONSORT Bertimdvel v mototnta avagopds towv RCTs, facilopevn oe
OTTOOEIKTIKA OTOUYELOL.

2toyor: H a&loldynon g modtrag avoaeopds tov RCTs yuo Oepaneia pe avti-VEGF og
dTopa LLE VEOOYYELOKT] NAIKIOKT-EKQUALOT) TG 0y s knAidag, pe faon ) oniwon CONSORT
2010.

MéBooor: AMelnybn nhektpovikn Epevva pe ) xpron tov MEDLINE/PubMed yia tov
evtomo o OAmv twv RCTs mov apopovsav achevelg e veoayyelakn eKQOAGT TS @Y
KnAidog mov Ehapav Beponeio pe anti-VEGF mapdyovteg, dnpoctevpéveg and 1o 2010 émg to
2022 otV ayyAkn yAdooa. To kprtmpla KaToAANAOTNTOS NTaV T €ENG: TEPAAUPavay
acBeveig mov Elafav Tuyaia TovAdyiotov pia and TG t€éooepic anti-VEGF evdovahogidikég
EVEGELG Y10 TN VEOAYYELOKT NAKLOKT EKQOOAMON ypds KNAldaG Kot Tuyatomomonkay cg
TOVAGYLOTOV OV0 opades TapéuPacnc. Yroroyiomnke pion GUVOAKY HETPNOT TG
oLUHOpemonG pe ) OAwon CONSORT, ypnoiponoimvtag Eva epoTnuatolodylo 38
ototyelov eréyyov mov Paciletar ot Aota eAéyyov CONSORT 2010. H coppdpowon
>75% opiotnke o¢ koA Totdtnto avaeopds. Ot avapopés atoloyndnkay o 600 TEPLOIOVS
dnpocigvong (2010-2016 kot 2017-2022). O mpocdlopIGUAS TG CLUHOPPOONG TOL KAOE
oTotyelov eAEyyov ™G Motag EExmploTd Kot 0 EAeYYO0G TV THAVAOV KAOOPIoTIKOV
TAPAyOVTIOV GE GYECT LLE TNV TOLOTNTO AVAPOPIS EEETACTNKE.

Amoteléoporo.: Zovolkd 23 apBpa Beopnnkav KatdAAnio, To omoio NToV ONUOGIEVUEVA OE
12 Sgpopetikd meplodwed. H péon Pabuoroyio ocvpewviag pe ™ oniwon CONSORT
vroAoyionke 67.35% pe tomikn andkAion 11.09. Ot RCTs nov mapovsiacay emapkn avagopd
TV otoryeiov (>75%) frav 8 (34.79%), evd ot vorowmeg 15 peléteg (65.21%) dev giyov
Bértiom coppdpewon pe tn OMMAwon CONSORT. Moévo 15 and ta 38 otoyeio g AMotag
eréyyov (39.47%) avaeépnkav erapkag (=75%), pe 9 and avtd (23.69%) va mapovcidlovv
™ PBértiom avoaeopd (100%), evd ta vmoéiowra 23 otoyeion (60.53%) mapovciocav
VIOPEATIOT avapopd (<75%).

2vurepaouoto: H mowdmta avagopds twv RCTs yia ™ Ogpaneio pe anti-VEGF og acBeveic
LLE VEOOLYYELOKN MAKLOKT EKPVALCT] 0)PAS KNAIOOG Tapapével un tkovoromtiky. H kodvtepn
ocuoppopewon pe ™ oMiwon CONSORT 6Oa mpémer vo vrmootnpiletal mepoitépm Kot va
EVOOUATMOVETOL OTIG 00MYieg KAOE TEPLOFKOV MG TPOG TOVS GVYYPOPEIC.

AéEerg khedrd CONSORT, Toyaromompéveg eheyyoueves kKAvikég dokipég, RCTs, anti-
VEGEF, veoayyelokn nAkloky EKQUAIOT @ypasc KNAIO0G
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Introduction

Randomized Controlled Trials (RCTs) are the cornerstone of evidence-based approach and
are considered the optimum study design for the evaluation of causal associations in clinical
research [1, 2]. When RCTs are designed in the right way and are properly conducted, they
can offer the most trustworthy data on the effectiveness of health care interventions, since
proper blinding and randomization eliminate selection and confounding bias [3].

Nevertheless, a various number of RCTs are characterized by methodological distortions,
which may result to biased calculations [4]. Respectively inaccurate reporting may yield
misguided conclusions and decision misleading in all facets of healthcare [5, 6]. It is crucial
that the planning, execution and analysis of RCTs are clearly and accurate analyzed in the
full text, so that readers and reviewers can critical appraisal the validity of the results.
Transparent reporting of RCTs limits exaggerated treatment effects and facilitates reader’s
appreciation of trial findings [7,8].

Taking into consideration these concerns about poor reporting of clinical trials a team of
editors and scientists, created the CONsolidated Standards Of Reporting Trials (CONSORT)
statement. It’s first publication was in 1996 [9] and revised twice since then, in 2001 and
2010 [10, 11]. This statement is an evidence-based approach, which includes a checklist of 25
items and a flowchart [12] and is going along with a comprehensive explanation and
elaboration document [13]. It is very important, that detailed information concern the title,
introduction, methods, results, discussion and other information should be reported
thoroughly and transparent as possible, covering all aspects of a trial. Authors can use it as a
guidance tool, ensuring transparent reporting and avoiding omission of important
information. Therefore, over time, many high-ranked journals are advocating for their
implementation of improved reporting standards. [14].

Age-related macular degeneration (AMD) is the leading cause of non-reversible central
vision loss among individuals over the age of 50 in developed countries [15], leading to
blindness in about 32.4 million people all around the world and moderate-to-severe visual
impairment in another 191 million [16]. Until 2050, the new cases of early AMD would be
39.05 million and 6.41 million for late AMD [17]. The basic characteristic of the disease is
the progressive degeneration of RPE and photoreceptors in the retina. AMD is divided into
two main categories, the dry form (non-neovascular), which progressively can lead to
geographic atrophy and the wet form (neovascular) [18]. The last one, is more aggressive,
with rapid progression since it is characterized by choroidal neovascularization (CNV)
affecting the foveal center [19]. Until mid-200s nAMD had a poor prognosis. With the advent
of intravitreal administration of anti-vascular endothelial growth factor (VEGF) drugs that
block the action of all isoforms of VEGF-A. There are, currently, four anti-vascular
endothelial growth factor (VEGF) drugs with indication for the treatment of neovascular
AMD. Ranibizumab (Lucentis), bevacizumab (Avastin), brolucizumab (Beovu) and
aflibercept (Eylea) [20].

Given the above reasons, the need for therapeutic interventions that are effective concerning
anti-VEGF treatment in nAMD is of the utmost importance. To the best of knowledge, this is
the first study conducted, to examine the reporting quality of RCTs for anti-VEGF therapy in
nAMD based on the CONSORT 2010 statement, covering a period from 2010 to 2022,
allowing the interpretation of results in regard to the transparency of the reporting RCTs in
the field of Ophthalmology.

Institutional Repository - Library & Information Centre - University of Thessaly
25/06/2024 11:29:09 EEST - 3.133.154.63



Methods

The present study evaluates retrospectively the RCTs for anti-VEGF therapy in nAMD.
Search Strategies

A meticulous electronic research using the MEDLINE/Pubmed was conducted to find all
applicable RCTs, from January 2010 to August 2022. The subsequent term combinations
were used:

(C((((((anti-VEGF) OR (Anti-vascular endothelial growth factor)) OR
(Ranibizumab)) OR (Aflibercept)) OR (Bevacizumab)) OR (Brolucizumab)) OR (Lucentis))
OR (Eylea)) OR (Avastin)) OR (Beovu)) AND (Neovascular age related macular
degeneration)) OR (nAMD)) OR (Wet age related macular degeneration)) OR (WAMD)) OR
(Exudative age related macular degeneration)) OR (ARMD)) OR (Age related macular
degeneration) OR (Choroidal Neovascularization)

The following filters were additionally used: the type of the article : “Randomized Controlled
Trial”, language :“English” and for species :“Humans”

Eligibility criteria
Studies were eligible if they fulfilled the subsequent criteria:

* They were designed as RCTs, in which participants were randomly assigned to at least 2
intervention groups

 Patients were included, who randomly received at least 1 of the 4 anti-VEGFs -
ranibizumab, aflibercept, bevacizumab, brolucizumab- no matter the administration
regimen, treatment duration and comparators

* The recruited arms were participants with Neovascular Age-Related Macular
Degeneration

* They had publication date before August 2022

Studies were excluded per the subsequent criteria:

* Non-randomized studies

* Non-human studies

 Articles using information from a previously conducted studies (post-hoc analyses, sub-
group analysis, sub-studies)

* Other study designs (reviews, systematic reviews, meta-analyses, small pilot studies, dose
comparison studies, economic analysis, abstracts, study protocols, editorials)

 Articles not published in English

First screening of the title of the study, followed by the abstract and then by the whole text
was conducted to identify all studies who met the eligibility criteria.
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Reporting Assessment Tool and Data Extraction

As a tool for the assessment of the reporting quality was used the revised CONSORT 2010
checklist, which includes 25 items, 12 of them are divided into two sections (37 items in
total) [Table 1, Supplementary file]. The existence of the participant flow chart (item 13) was
evaluated as a further item (38 items in total), since it’s strongly recommended in the Consort
explanation and elaboration document [21].

All items of the CONSORT checklist were analyzed and evaluated, only if they had a
transparent reference on the trial and they were not taken into consideration if they were just
performed during the trial. More specific, each item separately was appraised equally by one
point when it had a clear and adequate reference, zero when it was absent, or the reference
was unclear, and as not applicable in step with specific features of the trial. Items with
reference over once in several sections of the studies were rated as 0 if they were not
consistent.

Items that were reported in a different section of the trial (Title, Abstract, Introduction,
Methods, Results and Discussion) were evaluated as zero, with the exception of the “Other
Information” section (Registration, Protocol, Funding) and item 14a “dates defining periods
of recruitment and follow-up” (either methods or results section) which were evaluated as
one irrespective of where they were described. Supplementary data were evaluated as one,
just in case they had a relevant reference within the main body of the paper. Ecxeption of this
rule, was item 8a, since according to the CONSORT Explanation and Elaboration document
“information on the process of randomization is included in the body of the main article and
not as a separate supplementary file; where it will be missed by the reader”.

Specific items on the CONSORT checklist statements like 3b (Changes to methods), 6b
(Changes to trial outcomes), 7b (When applicable), 11b (If relevant), 12b (Methods of
additional analyses), 14b (Why the trial ended or was stopped), 18 (Results of any other
analyses performed) were not evaluated in case of non-applicability but were assessed
accordingly if the answer was definite yes or not. Overall compliance to the CONSORT
statement was calculated without considering non applicable items.

The additional information concerning the journal and article characteristics were also
collected: year of publication, sample size, journal ranking according to the Journal Impact
Factor -IF- published in 2021 by Clarivate Analytics via Journal Citation Reports, possible
commercial funding and also the existence of participant flowchart, which is strongly
recommended as directed by the CONSORT 2010 Explanation and Elaboration document.

Outcomes

The primary endpoint of this investigation was to evaluate the average compliance of RCTs
for anti-VEGF treatment in nAMD according to the CONSORT statement. Secondary
endpoints were the determination of compliance of each item separately and control of
potential determinants in relation to the quality of reporting of RCTs. To provide maximum
scientific evidence, all existing articles were evaluated to provide a complete sensus of all
available studies.
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Evaluation and Statistical Analysis

The mean adherence to the CONSORT Statement of RCTs for anti-VEGF therapy
concerning patients with nAMD was calculated and described with statistic measures of
central tendency and variance. CONSORT adherence above 75% was determined as good
reporting quality and below 75% as suboptimal reporting [22, 23]. It was calculated, also, the
percentage of the studies that had an adequate reporting quality (=75% of the 38 checklist
items) overall and by time period.

Additionally, it was calculated the adherence to the CONSORT statement per item (items
reported in >75% of the studies, were defined as adequately or <75% of the studies were
defined as inadequately reported) and comparison of different time periods for each item was
carried out by using the Pearson’s chi-square test in order to identify improvements over
time.

Univariate analysis for possible determinants was performed. According to the impact
factor (IF) list of each journal, based on the ISI (Institute for Scientific Information) impact
factor (IF) list for 2021, articles were spited into 2 groups. High impact factor medical
journals (IF>10) and low impact factor medical journals (IF<10). The choice of IF=10 as a
switch off-point was arbitrary. It was calculated the mean CONSORT adherence score of the
articles published in low ranked (IF<10) and in high ranked medical journals (IF>10) and
performed a Mann-Whitney U nonparametric test to compare these groups. Comparison
between >75% compliance among different parameters (categorical variables) was
performed. Two different time periods (2010-2016 and 2017-2022), sample size (derived
from the mean of our sample, <532 vs >532 randomized patients), existence of participation
flowchart (yes/no) and reporting of funding (yes/no) were analyzed, using Person’s chi-
square test for trend or Fisher’s exact test. All statistical analyses were made on the IBM
SPSS Statistics 26. For statistical significance a cut-off point was set at the two-sided 0.05
level. Odds Ratios (ORs) and 95% Confidence Intervals (95% Cls) are presented. Binary
logistic regression was performed in order to search for possible associations between the
parameters and reporting quality. For the regression analysis a value of 0.05 was set to be
significant.

Results

Evaluation process was performed in three steps as shown in the flow diagram (Fig. 1). The
initial literature search yielded 1243 related articles. After screening of the title and abstract
1213 studies were excluded, since they were eligible. The remaining 30 studies were full text
searched, 7 of which were not met the inclusion criteria and finally 23 articles were evaluated
as eligible [24-45]. Among them 11 were published between 2010 and 2016 and 12 between
2017 and 2022.
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Fig. 1. Flow diagram of the literature search
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CONSORT compliance

The average Consort compliance score for studies published the publication period from
2010 to 2022 (n=23) was 67.35% with SD=11.09 (Median=67.64%, Minimum
Adherence=50 % and Maximum Adherence=82.86% ,with Range=32.86%). The RCTs that
presented an adequate reporting (>75% of items) were 8 (34.79%), while the remaining 15
studies (65.21%) had not the optimal compliance with Consort statement (<75%).
Specifically, 4 studies (33.34%) presented adequate reporting in period 2010-2016 and 4
studies (36.23%) the period 2017-2022.

Twelve different medical journals hosted the retrieved articles. Six of them are currently
support CONSORT, corresponding to 73.91% of the articles (17 articles) with an average
CONSORT adherence of these articles 69.95%. The rest 6 articles (26.09%) were published
in 6 non endorsing journals and their average CONSORT adherence reached 59.94%. This
difference among endorsing and non-endorsing journals was not statistically significant (p-
value=0.087, U=26.500, z=-1.720, Mann Whitney U test).

Secondary endpoint, among others, was the determination of adherence of each item
separately. Table 2, shows the percentages of articles that reported each individual item for
the two publication periods and for the combined period Fig 2. Taking into account the whole
period, only 15 of the 38 items of the checklist (39.47%) were reported adequately (>75%),
with 4 of them (26.67%) having the optimum reporting (100%), whereas the rest 23 items
(60.53%) presented a suboptimal reporting (<75%). Particularly, among the retrieved articles
64% identified the trial as “randomized” in the Title (item 1a), while the Introduction sections
(items 2a and 2b), Eligibility criteria for participants (item 4a) and Harms or unintended
effects (item 19) registered an excellent reporting (100%). Among items with insufficient
reporting was the Method section, specifically Randomization and Blinding items, with
regard to allocation concealment mechanism (item 9) and implementation (item 10), which
were described in 13% and 21% of the studies respectively. Although 91% of the articles
recorded who was blinded (item 11a), only 26% of them described the similarity of
interventions (item 11b). As for the Results, they were assessed in more than half of the
studies (64.63%), whereas solely 56% of them included a participant flow diagram (item 13),
which is strongly recommended by the CONSORT Explanation and Elaboration document.
Most of the rest section items, Discussion and Other Information, were generally adequately
reported, except for limitations (item 20) and generalizability (item 21) which recorded a low
rate (47%), whereas only 3 articles in total reported where the Full Trial Protocol can be
found. Comparing the two different periods to identify improvements over time for each item
separately, found that 16 of 38 items of the CONSORT checklist showed an insignificant
increase (p-value>0.05) (Supplementary file, Table 3).
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Table 2
Adherence with Consort checklist per Item and Time Period

Data Item Compliance  2010-2016 2017-2022 P-value

(2010-2022) (%) (%)

(%) n=11 n=12

n=23
1a 64 45 83 0.05
1b 82 90 75 0.31
2a 100 100 100 1
2b 100 100 100 1
3a 43 36 50 0.51
3b 13 18 10 0.48
4a 100 100 100 1
4b 66 82 50 0.11
5 96 100 92 0.32
6a 74 73 75 0.90
6b 9 18 0 0.12
7a 82 90 75 0.31
7b 08 0 17 0.15
8a 78 64 92 0.10
8b 17 18 17 0.92
9 13 9 17 0.59
10 21 18 25 0.69
11a 91 82 100 0.12
11b 26 36 17 0.28
12a 74 73 75 0.90
12b 43 45 42 0.85
13 56 45 67 0.30
13a 86 73 100 0.05
13b 69 64 75 0.55
14a 70 73 67 0.75
14b 13 9 17 0.59
15 91 100 83 0.15
16 57 64 50 0.51
17a 95 90 100 0.28
17b 26 27 25 0.90
18 48 55 42 0.53
19 100 100 100 1
20 47 36 58 0.29
21 47 63 58 0.79
22 95 90 100 0.28
23 91 100 83 0.15
24 13 18 08 0.48
25 78 81 75 0.69

Item 13 corresponds to the participant flowchart
Bold corresponds to good reporting (75% or higher) for each item
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Fig. 2.

Grafical Presentation of CONSORT compliance per item
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Potential determinants of the reporting quality

Potential associated factors were analyzed univariately, and one significant association was
revealed. The average adherence of studies to the CONSORT Statement published in low
(IF<10) Impact Factor medical journals was 60.75% and high (IF>10) Impact Factor medical
journals was 70.87%. This difference between high vs low ranked medical journals was
found to be statistically significant [p-value<0.05, U=29.50, Z=-1.975, Mann-Whitney test],
showing that high-ranked medical journals have better compliance with the CONSORT
Statement. Every other analysis performed, for the comparison between >75% compliance
among different parameters, including publication period [p-value =1.000, OR=0.875, 95%CI
=(0.157, 4.874)], funding [p-value=1.000, OR=0.750, 95%CI = (0.098, 5.768)], existence of
participant flow-chart [p-value=0.204, OR=4.000, 95%CI = (0.587, 27.248)] and sample size
larger than 532 [p-value=0.621, OR=2.400, 95%CI = (0.355, 16.213)], failed to demonstrate
statistical significance.

Multivariate analysis included all the aforementioned parameters. Publication period,
higher IF, sample size greater than 532, reporting of funding and persistence of participant
flowchart provided insignificant results (Table 4).
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Table 4
Multivariate analysis of potential associated factors of reporting quality

Parameter OR 95%Cl lower 95%Cl upper P-value
limit limit

IF 0.998 0.972 1.025 0.880
Publication period 1.336 0.200 8.916 0.765
Participant flow-chart  3.573 0.402 31.780 0.253
funding 0.982 0.087 11.074 0.988
Sample size greater 0.998 0.291 25.294 0.380
than 532

95% Confidence Interval (CI), Odds Ratio (OR), Impact Factor (IF)

Discussion

This study tried to assess the quality of reporting of RCTs for anti-VEGF therapy in patients
with nAMD based on the CONSORT 2010 statement, taking into consideration all the 38
checklist items and masking a duration of at least 12 years. Only 8 (34.79%) form the total 23
articles that included int the analysis, registered an adequate reporting ( >75%). The limit for
good reporting was defined as >75%. The rest 13 (65.21%) had not the optimal CONSORT
compliance. Taking into account the whole period, only 15 of the 38 items of the checklist
(39.47%) were analyzed adequately (>75%). Unsatisfactory reporting seems to concern
Methods section, where item 3a (description of trial design) was reported in 43% of the
articles, due to the absence of reporting not only the type of the trial also the conceptual
framework of the trial. A similar underreporting was observed by Chen et al. where clear
statements of trial design were missing [46]. Item 9 (Mechanism used to implement the
random allocation sequence) and item 10 (Who generated the random allocation sequence,
Who enrolled participants and Who assigned participants to interventions) were described in
13% and 21% of the articles, respectively. However incomplete reporting of these items it
appears to be a general affliction [47]. Item 13 (participant flow diagram), which was
evaluated as an extra item according to the explanation and elaboration document, was
reported in over the half of the studies (56%), with insignificant improvement between the
two time periods. Item 24 (where the full trial protocol can be assessed, if available), which
constitutes a new checklist item of the 2010 CONSORT version found to be underreported
(13%). Some of the reporting items, like item 3b (Important changes to methods), 6b (Any
changes to trial outcomes after the trial commenced, with reasons), 7b (When applicable,
explanation of any interim analyses and stopping guidelines), 8b (Type of randomization;
details of any restriction), 11b (If relevant, description of the similarity of interventions), 14b
(Why the trial ended or was stopped) and 18 (Results of any other analyses performed) were
in general terms not reported adequately, since some them were not applicable to most
studies. It is worth mentioning that item la (Identification as randomized trial in the title)
shows improvement over time (45% of the articles in period 2010-2016 versus 83% of the
articles in period 2017-2022), while item 1b (abstract) was reported in 82% of the studies.
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The quality of reporting of the RCTs abstracts for the AMD study, indicated that there is a
significant room for improvement to mmet the CONSORT recommendations for abstract
reporting as indicated by Baulig et al.

Reporting of RCT abstracts is of the utmost importance as there is evidence that many
clinicians will change their clinical decisions based on RCT abstracts [48]. Nevertheless, it is
quite satisfactory that information about Scientific Background, Specific objectives or
hypotheses, Eligibility criteria for participants and All-important harms or unintended effects
in each group, were analyzed in all studies (100%).

In our study articles that were published in lower-ranked medical journals (IF<10),
presented lower compliance with CONSORT statement, whereas studies published in higher-
ranked medical journals (IF>10) had better adherence. This difference found statistically
significant and can be explained by the fact that high-ranked medical journals select RCTs
with the greatest quality. Univariate and multivariate analysis of possible determinants for
reporting quality, including publication year, sample size, existence of participation flowchart
and reporting of commercial funding (yes/no) failed to reach statistical significance.

The present study suggests that CONSORT statement is a very helpful tool for
investigators and others to write or appraise trial reports. Because CONSORT is a document
that is constantly evolving, it demands an active process of continuous evaluation, refinement
and if necessary, revise, in order to succeed the utmost transparent on reporting clinical trials
and validation of clinical research. This is evidenced by the improved quality of reporting of
RCTs in journals that have endorsed it [49]. It is crucial that journals endorse CONSORT
Statement to optimize the validity of RCTs and the interpretation of their results.

This study has its strengths. The literature search involved PubMed database and all
relative articles were evaluated for eligibility. So, this study represents the whole body of
scientific evidence in the field of Ophthalmology, regarding nAMD. In addition, the
reproducibility of the results of this study is easy, since the tools that were used for the
evaluation are free for access.

Limitations of this study have to be presented. First, the exclusion criteria (English
language, specific time period) and search strategy including only one database, may conceal
bias. Furthermore, the response of each item separately as positive or negative, was not
always straightforward, making it susceptible to subjectivity. And finally, the CONSORT
2010 checklist was used for all articles, since they were published after 2010, allowing no
comparison with the CONSORT checklist and reporting quality before revision.

To the best of our knowledge this is the first study to evaluate the reporting quality of
RCTs in anti-VEGF therapy for nAMD. The results indicate moderate compliance with
CONSORT statement and show that there is a significant room for improvement in meeting
the recommendations of the CONSORT report . Since AMD is one of the most common
ocular diseases with a growing need for research in recent years, CONSORT tool is will help
both researchers (well-designed clinical trials) and reviewers (critical appraise the results and
validity of trials). Transparent reporting and reliable estimation of treatment effects are
critical for the formulation of national health policy.
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Supplementary file

Table 1
Section/Topic Item Description
Trial and abstract 1a Identification as a randomised trial in the title
b Structured summary of a trial design, methods, results and
Introduction conclusions
Background and 2a Scientific background and explanation of rationale Specific
objectives 2b objectives or hypotheses
Methods
Trial design 3a Description of trial design (such as parallel, factorial)
including allocation ratio
3b Important changes to methods after trial commencement
(such as eligibility criteria), with reasons
Participants 4a Eligibility criteria for participants
4b Settings and locations where the data were collected
Interventions 5 The interventions for each group with sufficient details to
allow replication, including how and when they were
actually administered
Outcomes 6a Completely defined pre-specified primary and secondary
outcome measures, including how and when they were
assessed
6b Any changes to trial outcomes after the trial commenced,
with reasons
Sample size Ta How sample size was determined
7b When applicable, explanation of any interim analyses and
stopping guidelines
Randomisation:

Sequence 8a Method used to generate the random allocation sequence

generation
8b Type of randomisation; details of any restriction (such as
blocking and block size)

Allocation 9 Mechanism used to implement the random allocation
concealment sequence (such as sequentially numbered containers),
mechanism describing any steps taken to conceal the sequence until

interventions were assigned
Implementation 10 Who generated the random allocation sequence, who
enrolled participants, and who assigned participants to
interventions
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Blinding lla If done, who was blinded after assignment to interventions
(for example, participants, care providers, those assessing
outcomes) and how

11b If relevant, description of the similarity of interventions

Statistical methods 12a Statistical methods used to compare groups for primary and
secondary outcomes Methods for additional analyses, such
as subgroup analyses and adjusted analyses

12b For each group, the numbers of participants who were
randomly assigned, received intended treatment, and were
analysed for the primary outcome

Participant flow 13 Flow diagram
diagram Participant
flow
For each group, the numbers of participants who were
13a randomly assigned, received intended treatment, and were
analysed for the primary outcome
13b For each group, losses and exclusions after randomisation,
together with reasons
Recruitment 14a Dates defining the periods of recruitment and follow-up
14b Why the trial ended or was stopped
Baseline data 15 A table showing baseline demographic and clinical
characteristics for each group
Numbers analysed 16 For each group, number of participants (denominator)

included in each analysis and whether the analysis was by
original assigned groups

Outcomes and 17a For each primary and secondary outcome, results for each
estimation group, and the estimated effect size and its precision (such
as 95% confidence interval)
17b For binary outcomes, presentation of both absolute and
relative effect sizes is recommended
Ancillary analyses 18 Results of any other analyses performed, including

subgroup analyses and adjusted analyses, distinguishing
pre-specified from exploratory

Harms 19 All important harms or unintended effects in each group
(for specific guidance see CONSORT for harms)  Trial
limitations, addressing sources of potential bias,
imprecision, and, if relevant, multiplicity of analyses

Discussion

Limitations 20 Trial limitations, addressing sources of potential bias,
imprecision, and, if relevant, multiplicity of analyses

Generalisability 21 Generalisability (external validity, applicability) of the

trial findings
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Interpretation 22 Interpretation consistent with results, balancing benefits
and harms, and considering other relevant ecidence

Other information

Registration 23 Registration number and name of trial registry
Protocol 24 Where the full trial protocol can be accessed, if available
Funding 25 Sources of funding and other support (such as supply of

drugs), role of funders

Table 4.

List of the CONSORT item with improvement over time
CONSORT item P-value
la. Identification as a randomised trial in the title 0.05
3a. Description of trial design (such as parallel, factorial) including allocation ratio 0.51

6a. Completely defined pre-specified primary and secondary outcome measures, including how and when 0.90
they were assessed

7b. When applicable, explanation of any interim analyses and stopping guidelines 0.15
8a. Method used to generate the random allocation sequence 0.10
9. Mechanism used to implement the random allocation sequence (such as sequentially numbered 0.59
containers), describing any steps taken to conceal the sequence until interventions were assigned

10. Who generated the random allocation sequence, who enrolled participants, and who assigned 0.69

participants to interventions

11a.If done, who was blinded after assignment to interventions (for example, participants, care providers, 0.12
those assessing outcomes) and how

12a.Statistical methods used to compare groups for primary and secondary outcomes 0.90
13. Participant flowchart 0.30
13a.For each group, the numbers of participants who were randomly assigned, received intended treatment, 0.05
and were analysed for the primary outcome

13b.For each group, losses and exclusions after randomisation, together with reasons 0.55
14b.Why the trial ended or was stopped 0.59
17a.For each primary and secondary outcome, results for each group, and the estimated effect size and its 0.28
precision (such as 95% confidence interval)

20. Trial limitations, addressing sources of potential bias, imprecision, and, if relevant, multiplicity of 0.29
analyses
22. Interpretation consistent with results, balancing benefits and harms, and considering other relevant 0.28
evidence
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