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ABSTRACT: 

 

Objective 

This Living Systematic review aims to evaluate the efficacy and safety of targeted therapy 

(Bevacizumab, Olaparib, Niraparib, Rucaparib) for patients with advanced ovarian cancer. 

 

Design 

Living Systematic review.  

 

Database 

The Epistemonikos-L.OVE platform was used for evidence identification, screening, and selection. 

This platform has been validated as a repository for COVID-19 and proved to be a highly 

comprehensive source of evidence. The main search source for the L.OVE platform is the 

Epistemonikos database (https://www.epistemonikos.org), a comprehensive database that collates 

information from multiple sources to identify systematic reviews and their included primary studies, 

including Cochrane Database of Systematic Reviews, MEDLINE, EMBASE, CINAHL, PsycINFO, LILACS, 

DARE, HTA Database, Campbell database, JBI Database of Systematic Reviews and Implementation 

Reports, EPPI-Centre Evidence Library. 

 

The team maintaining the Epistemonikos-L·OVE platform devised the literature search, using the 

following approach: i) Identification of terms relevant to the population and intervention 

components of the search strategy, using Word2vec technology to the corpus of documents 

available in Epistemonikos Database; ii) Discussion of search terms with methods experts to identify 

relevant, irrelevant and missing terms, iii) Creation of a sensitive boolean strategy encompassing all 

the relevant terms. 

 

The results of the literature searches were automatically incorporated into the L·OVE platform 

(automated retrieval) and organized in the corresponding L.OVE of “Targeted therapies for 

advanced ovarian cancer”. 

 

Methods 

We included only randomized controlled trials (RCT) evaluating the effect of targeted therapies — 

versus placebo or no treatment in patients with advanced ovarian cancer. Two reviewers 

independently screened each study for eligibility, extracted data, and assessed the risk of bias. 

Measures included Overall survival, Progression-free survival, Toxicity and Health related quality of 

life. We applied the GRADE approach to assess the certainty of the evidence for each outcome.   This 

is the second update report since our previous baseline evidence synthesis report for this question, 

completed in 04/03/2022 and the first update report completed in 01/06/2022. 

 

Results 

Since the beginning of this living review, searches have retrieved [400] references to the L·OVE 

platform. We considered [170] as potentially eligible and [131] were reviewed in full text. The 

baseline report had included [14] Systematic reviews and [6] randomized clinical trial that evaluated 

the use of targeted therapy compared to the use of placebo in patients with advanced ovarian 
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cancer.  Two [2] new systematic reviews, including one [1] new randomized clinical trial, had been 

included for the previous update (Living Overview). For this new update (Living systematic review), 

randomized clinical trials were considered, with seven [7] studies (RCTs) in total, including 25 

references. 

 

For outcome Overall Survival, analysis showed a favorable effect of  targeted therapy use between 

groups for the BRCA population (HR 0.69; 95% CI [0.54 to 0.88]) and Progression-Free Survival 

outcome, the analysis showed a favorable effect of  targeted therapy use  between groups for the 

mixed population (HR 0.47; 95% CI [0.40 to 0.55]), BRCA mutated population  (HR 0.29; 95% CI [0.25 

to 0.33]),  and without BRCA mutation (HR 0.39; 95% CI [0.33 to 0.46]). The GRADE quality of the 

evidence for the main outcomes was high. 

 

Conclusions 

The use of targeted therapy has a clear favorable effect compared to placebo on outcomes such as 

overall survival and progression-free survival in advanced ovarian cancer in the entire population, 

but more clearly in the BRCA-mutated population. Although it is true that a favorable effect on 

health-related quality of life was reported, they do not have a clinically relevant magnitude; and 

also no study reported on the outcome of disease-related symptoms. 

The new emerging evidence detected through the updates (RCT), it was concluded that it would be 

advisable to continue with the monitoring and ideally make a de novo systematic review which is 

what has been done in this update.  

 

Keywords  
Advanced ovarian cancer, targeted therapy, Systematic reviews, Epistemonikos. 
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INTRODUCTION 

Ovarian cancer is the leading cause of death among all gynecological cancers in developed countries, 

and more than two-thirds of patients have advanced-stage tumors (FIGO stages III and IV). Globally, 

it represents 3% of tumors in women and is the fourth leading cause of cancer death in women after 

lung, breast, and colorectal cancer. The estimated number of new cases of ovarian cancer in Spain 

in 2020 was 27.585 with 2.023 deaths (1).  

 

Targeted therapy is a type of cancer treatment that uses drugs to identify and attack cancer cells 

with little damage to normal cells. Each type of targeted therapy works differently, although they 

all change the way a cancer cell grows, divides, repairs itself, or interacts with other cells. 

Bevacizumab (Avastin) is in a class of drugs called angiogenesis inhibitors. Bevacizumab has been 

shown to shrink or slow the growth of advanced-stage epithelial ovarian cancers. This drug seems 

to work best when given along with chemotherapy, working well in terms of shrinking tumors (or 

stopping them from growing). However, it does not appear to help women live longer. Bevacizumab 

can also be given together with olaparib as a maintenance treatment in women whose cancers have 

the BRCA gene mutation. Olaparib (Lynparza), rucaparib (Rubraca), and niraparib (Zejula) are drugs 

known as PARP (poly (ADP) -ribose polymerase) inhibitors. By blocking the PARP process, these 

drugs make it very difficult for tumor cells with an abnormal BRCA gene to repair damaged DNA, 

which often results in the death of these cells. Olaparib (Lynparza) and rucaparib (Rubraca) are used 

to treat advanced ovarian cancer, usually, after chemotherapy has been tried. These drugs can be 

used in patients with or without mutations in one of the BRCA genes.  

 

The number of studies and systematic reviews evaluating the efficacy of biological or targeted 

therapy for the management of advanced ovarian cancer has increased in recent years with the 

incorporation of new drugs. We initially performed a tiered search strategy, beginning with the 

identification of SRs included in the Epistemonikos Database, as a means to identify the primary 

studies assessing these drugs (2). This initial search constituted our baseline evidence base. 

We identified more than 90 SRs conducted during 2014 and 2021, to assess the effect of targeted 

therapy in ovarian cancer. When reviewing the primary studies, we found that there is great 

variability in type and dose targeted therapy, target population, and outcomes of interest. 

Considering the characteristics of the available evidence, the width variability of the SRs currently 

published, and taking into account that the evidence on this therapy is on the rise (i.e. new studies 

have been published and other studies are going to be published in the near future), we propose to 

carry out a living overview of SRs with the aim of updating the estimates of the effect of this 

intervention on the patients with advanced ovarian cancer once new evidence emerges. This SR will 

be developed as part of the Living Evidence to Inform Health Decisions project, which supports 

health system organizations in the implementation of the living evidence model for the 

development of evidence synthesis to inform health decisions (3). This is the second update report 

since our previous baseline synthesis report (4).  

 

METHODS 

 

Protocol and registration 
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This manuscript complies with the ‘Preferred Reporting Items for Systematic reviews and Meta-

Analyses’ (PRISMA) guidelines (5). See Appendix 1 - PRISMA checklist. 

A protocol stating the objectives and methodology of this living evidence synthesis was registered 

in OSF (DOI: 10.17605/OSF.IO/YW6XR). This LSR was conducted as part of the Living Evidence to 

Inform Health Decisions project (6)   

 

Electronic searches  

We conducted searches using L·OVE (Living Overview of Evidence) platform 

(https://app.iloveevidence.com). The platform is a repository developed and maintained by 

Epistemonikos Foundation that uses the Epistemonikos database as the main source of evidence. 

Epistemonikos corresponds to a comprehensive database of systematic reviews and other types of 

evidence, maintained by screening multiple information sources to identify systematic reviews and 

their included primary studies, including Cochrane Database of Systematic Reviews, MEDLINE, 

EMBASE, CINAHL, PsycINFO, LILACS, DARE, HTA Database, Campbell database, JBI Database of 

Systematic Reviews and Implementation Reports, EPPI-Centre Evidence Library (7). The results of 

the literature search in all databases were automatically incorporated (automated retrieval) into the 

L·OVE platform. Additionally, in June 2022 we manually searched for ongoing studies in the WHO 

International Clinical Trials Registry Platform and the clinicaltrials.gov. We did not search for grey 

literature. 

A living search in the L·OVE platform to detect systematic reviews and randomized controlled trials 

was performed. The search was supported by an artificial intelligence algorithm deployed in the 

L·OVE “Targeted therapies for advanced ovarian cancer (8), providing instant and continuous 

identification of articles with a high likelihood to be eligible, adding them to the screening tool (“my 

screening”).   

 

Search strategies 

Our literature search was devised by the team maintaining the L·OVE platform 

(https://app.iloveevidence.com), using the following approach: 

Identification of terms relevant to the population and intervention components of the search 

strategy, using Word2vec technology (9) to the corpus of documents available in Epistemonikos 

Database.  

 

Discussion of terms with content and methods experts to identify relevant, irrelevant, and missing 

terms. Creation of a sensitive boolean strategy encompassing all the relevant terms (see Appendix 

2- Search strategy) Iterative analysis of articles missed by the boolean strategy, and refinement of 

the strategy accordingly. Application of validated filters to identify clinical trials in the MEDLINE 

database. 

 

The searches covered from the inception date (01/12/2021) to 01/06/2022, when we performed 

the last screening in the repository for this question: 

https://app.iloveevidence.com/loves/5ea7378c3d0515415050441e?question_domain=5b1dcd8ae

611de7ae84e8f14&population=611d1ce006768ad7d8c79fd7&intervention=5d374b69daeedf1d3a

f33361 . No date, language, study design, publication status or language restriction were applied to 

the searches in the Epistemonikos or to the additional databases. As part of the living evidence 

https://app.iloveevidence.com/
https://test.iloveevidence.com/loves/5e6fdb9669c00e4ac072701d
https://app.iloveevidence.com/
https://app.iloveevidence.com/loves/5ea7378c3d0515415050441e?question_domain=5b1dcd8ae611de7ae84e8f14&population=611d1ce006768ad7d8c79fd7&intervention=5d374b69daeedf1d3af33361
https://app.iloveevidence.com/loves/5ea7378c3d0515415050441e?question_domain=5b1dcd8ae611de7ae84e8f14&population=611d1ce006768ad7d8c79fd7&intervention=5d374b69daeedf1d3af33361
https://app.iloveevidence.com/loves/5ea7378c3d0515415050441e?question_domain=5b1dcd8ae611de7ae84e8f14&population=611d1ce006768ad7d8c79fd7&intervention=5d374b69daeedf1d3af33361
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approach, we continuously monitored the evidence for the last six months; searches were 

continually (each hour) updated, and the screening was performed on a monthly basis.  

 

Types of studies 

We included only randomized controlled trials (RCT). We excluded information from studies that 

were published before 2015 and any language different to Spanish and English. 

 

Types of participants 

We included trials assessing participants with advanced ovarian cancer, as defined by the authors 

of the trials.  

 

Assessment of heterogeneity  

Whenever we find substantial clinical heterogeneity on how the condition was defined, we plan to 

explore it using a sensitivity analysis.  

 

Type of interventions 

The interventions of interest were targeted therapy (bevacizumab, Olaparib, rucaparib and 

niraparib). We did not restrict our criteria to any dosage, duration, timing or route of administration. 

The comparison of interest was Placebo.  

 

Type of outcomes 

The primary outcome was Overall Survival, Progression free-survival and Toxicity; and the secondary 

outcomes were Health related quality of life and Symptom related with the disease.  

 

Selection of studies 

The results of the literature search in all databases were automatically incorporated into the L·OVE 

platform (automated retrieval), where they were de-duplicated by an algorithm comparing unique 

identifiers (database ID, DOI, trial registry ID), and citation details (i.e. author names, journal, year 

of publication, volume, number, pages, article title and article abstract). We subscribed to the L.OVE 

of our question to receive monthly alerts with new studies incorporated. 

 

Two researchers independently screened the titles and abstracts yielded by the search against the 

inclusion criteria. We obtained the full reports for all titles that appeared to meet the inclusion 

criteria or required further analysis to decide about their inclusion. We recorded the reasons for 

excluding trials in any stage of the search and outlined the study selection process in a PRISMA flow 

diagram adapted for the purpose of this project. 

 

Extraction and management of data 

Using standardized forms, two reviewers independently extracted data from each included study. 

We collected the following information: study design, setting, participant characteristics (including 

disease severity and age) and study eligibility criteria; details about the administered intervention 

and comparison, including dose and therapeutic scheme, duration and route of administration; the 

outcomes assessed and the time they were measured; the source of funding of the study; the 

conflicts of interest disclosed by the investigators; and the variables need for the risk of bias 

https://test.iloveevidence.com/loves/5e6fdb9669c00e4ac072701d
https://test.iloveevidence.com/loves/5e6fdb9669c00e4ac072701d
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assessment. We resolved disagreements by discussion, and one arbiter adjudicated unresolved 

disagreements. 

 

Risk of bias assessment 

The risk of bias for each randomized trial was assessed using Review Manager (RevMan) version 5.3 

software (The Nordic Cochrane Centre, The Cochrane Collaboration, 2014, Copenhagen, Denmark) 

(10). Two reviewers independently assessed all the included studies. For RCTs five domains of bias 

were assessed for each outcome: bias due to 1. the randomisation process, 2. deviations from 

intended interventions (effects of assignment to interventions at baseline), 3. missing outcome data, 

4. measurement of the outcome, and 5. selection of reported results. Answers to signaling lead to 

a domain‐level judgement in the form of 'Low risk of bias', 'Some concerns', or 'High risk of bias'. 

These domain‐level judgements informed an overall 'risk of bias' judgement for each result. 

Discrepancies between review authors were resolved by discussion to reach consensus. If necessary, 

a third review author was consulted to achieve a decision.  

 

 

Measures of treatment effect 

For time to event outcomes, we expressed the estimate of treatment effect of Hazard ratio (HR) 

along with 95% confidence intervals (CI). For continuous outcomes, we used mean difference and 

standard deviation (SD) to summarize the data using a 95% CI.  We present primary and secondary 

outcomes in a GRADE “Summary of Findings tables” (11).   

 

Living evidence synthesis and statistical analysis considerations  

To maintain the living evidence process for this review, one reviewer LT was in charge for assessing 

eligibility of the evidence identified by searches and retrieved to the L.OVE of this question and 

applied the selection criteria presented above in a monthly basis. If a potentially eligible study was 

found, a second reviewer confirmed its eligibility by reading the full text. Results of evidence 

surveillance were collected and kept as part of the study records. Information on PRISMA was 

updated accordingly.  

 

Criteria for selecting studies was revised every month. We did not introduced changes during the LE 

processes. All new eligible studies underwent to data extraction process.  

The data synthesis was updated immediately after that, considering the predefined subgroups of 

interest. The new body of evidence for each outcome of interest was assessed following the GRADE 

approach. Special attention was paid on changes in the certainty of evidence assessment results. 

See Appendix 5, assessment of the certainty of the evidence. When new included studies did not 

report on one or more outcomes of interest, the evidence synthesis (i.e metanalysis) remains as 

reported in the baseline (4). 

 

For outcomes reported by more than one trial, we conducted a meta-analysis and/or updating the 

previous meta-analysis of studies clinically homogeneous. We initially conducted the meta-analysis 

following a fixed-effect model to evaluate the statistical heterogeneity among included studies (I2 

statistics). If new heterogeneity was detected (i.e., increase the heterogeneity previously identified 

or new heterogeneity arises where it was previously undetected), we explored its potential sources 
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by reviewing the new studies against previously included studies to identify reasons that may 

explain inconsistent results among studies.  In the presence of unexplained heterogeneity (I2> 70%), 

we considered not to meta-analyze them and report the evidence synthesis narratively. When the 

I2 was below 90%, we performed a meta-analysis following a fixed effects or a random effects 

model, whichever was pertinent. All analysis were run in RevMan 5 (12). When data were 

insufficient to calculate an effect estimate, we presented a narrative evidence synthesis.  

 

 

 

 

Subgroup and sensitivity analysis 

We planned to perform a subgroup analysis according to BRCA mutation status. In case we identified 

significant differences between subgroups (test for interaction <0.05) we considered reporting the 

results of individual subgroups separately. We performed sensitivity analysis when excluding high 

risk bias studies. 

 

Assessment of certainty of evidence 

We judged certainty of the evidence for all outcomes using the Grading of Recommendations 

Assessment, Development and Evaluation working group methodology (GRADE Working Group) 

(13), across the domains of risk of bias, consistency, directness, precision, and reporting bias. 

Certainty was adjudicated as high, moderate, low or very low. For the main comparisons and 

outcomes, we prepared a Summary of Findings Table (SoF) (11). 

 

Revisit of parameters 

During the evidence monitoring process we re-assessed the PICO components every month. As a 

result, up to [01 June/2022] we have did not identify any relevant change in our PICO parameters. 

 

Communication and publication of review updates  

This review evidence monitoring status is reported monthly on the LE-IHD project website 

(https://livingevidenceframework.com/en/lesr/). When citing this Living overview of SR please 

consider adding the update number and date of access for clarity. 

 

RESULTS 

 

Results of the search  

Since the beginning of this living overview, searches have retrieved [400] references to the L·OVE 

platform. We considered [170] as potentially eligible and [131] were reviewed in full text. The initial 

baseline report included [14] Systematic reviews and [6] randomized clinical trial that evaluated the 

use of Targeted therapy compared to the use of Placebo in patients with advanced ovarian cancer. 

For this update [2] new systematic reviews including [2] new randomized clinical trials (one each). 

Results presented in this report include the total of studies identified from the initial baseline 

synthesis up to [04/03/2022]. The study identification and selection is summarized in Figure 1a - 

PRISMA Flowchart, and the results of monthly living evidence monitoring in Figure 1b. 

 

https://livingevidenceframework.com/en/lesr/
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Figure 1a. - PRISMA Flowchart. 

 
Figure 1a. – [PRISMA flow chart for living SRs ]. 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 

 

 

 

 

 

 

Figure 1b.- Monthly monitoring of living evidence. 
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Figure 1b. Process of monitoring and updating of living evidence carried out monthly. 

 

Description of the included studies 

We included seven [7] RCTs with the 25 publications (20 to 44) evaluating the use of Targeted 

therapy (2003 participants) compared to the use of Placebo (1063 participants) in 3066 participants. 

Their input on Overall Survival, Progression-Free Survival, Toxicity and Quality of Life. 

 

Among the currently included studies, enrolled patients have BRCA mutation (7 RCTs, 1763 

participants) or No BRCA mutation (4 randomized controlled studies, 624 participants). Table 1 

(Appendix 6) presents the main characteristics of the included studies and baseline characteristics 

of the participants. 

 

Ongoing studies 

A total of 14 ongoing studies were identified. See Appendix 4- List of excluded and ongoing studies.  
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Excluded studies 

From baseline report we have excluded [127] additional studies that did not fulfill our eligibility 

criteria, for a total of [396] so far. A list of all excluded studies with reasons for exclusion is presented 

in Appendix 4. 

 

Risk of bias of included study 

The risk of biases of selected trials was assessed using Review Manager (RevMan) version 5.3 

software (The Nordic Cochrane Centre, The Cochrane Collaboration, 2014, Copenhagen, Denmark). 

The overall risk of bias was Low.  Appendix 3 presents the main reasons for this assessment. 

 

Effects of interventions 

Of the outcomes of interest for this review, the included study did not report on “Symptom related 

with the disease”.  

The new evidence identified along this period is unlikely to impact review findings. Of the two new 

RCTs, one reported Overall survival and one reported progression-free survival, and these were 

included in the effect estimate meta-analysis. 

For all other outcomes none of the new included studies provided additional findings, therefore, 

analysis remains the same as in baseline report. 

 

Primary outcomes  

 

Overall Survival 

The included studies reported the effect of interventions on Overall survival; we extracted this 

outcome as Hazard Ratio. Analysis showed a favorable effect of using targeted therapy between 

groups for the entire population (HR 0.69; 95% CI [0.56 to 0.86]). The evidence in favour of targeted 

therapy is more conclusive in population whit BRCA mutation (HR 0.69; 95% CI [0.54 to 0.88] (Figure 

2). 

 

Figure 2.- Hazard Ratio for time to event outcomes for targeted therapy versus Placebo. Overall 

Survival. 
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Progression-free survival (PFS)  

The included studies reported the effect of interventions on Progression-free survival; we extracted 

this outcome as Hazard Ratio. Analysis showed a favorable effect of using targeted therapy between 

groups. Subgroups whit BRCA mutation (HR 0.29; 95% CI [0.25 to 0.33]), mixed population (HR 0.47; 

95% CI [0.40 to 0.55]) and whit out the BRCA mutation (HR 0.39; 95% CI [0.33 to 0.46]) (Figure 3). 

 

 

 

 

 

 

 

 

 

 

Figure 3.- Hazard Ratio for time to event outcomes for targeted therapy versus Placebo. 

Progression-free survival. 
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Toxicity 

The included studies reported serious adverse events and any other adverse events. The use of 

targeted therapy in patients with advanced ovarian cancer favors the appearance of adverse events, 

as shown in figure 4a, the use of any therapy versus placebo presents a greater number of events 

reported in the studies than placebo (RR 3.82; 95% CI (3.28 to 4.44). Of the most common adverse 

effects are hematological, with anemia being the most frequent (RR 20.81; 95% CI (11.44 to 37.86) 

(Figure 4b.) 

 

Figure 4a-. Adverse events from the studies. Defined as toxicity (grade ≥ 3). 

 

Figure 4b-. Most frequent Hematological adverse events from the studies. Anemia (grade ≥ 3). 

 

 

It is evident that the use of any drug in targeted therapy favors the appearance of adverse events, 

as has been evidenced in the results of the studies. Serious adverse events, i.e toxicity, defined as a 

grade 3 or higher adverse event, were taken into account. Among these events, the most reported 

in most studies was anemia. Being anemia and/or decreased hemoglobin the only TEAE in which the 

relative risk of a grade ≥3 event was significantly higher with rucaparib versus placebo across the 

three subgroups (34), other hematologic adverse events reported were neutropenia (10 patients 

(5%)), thrombocytopenia (in 28.7%) (29).  

other studies reported increased alanine or aspartate aminotransferase concentration (39 patients 

(10%)) (20), hypertension (9.4%) (38), fatigue or asthenia (8 patients (4%) (23). 
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Secondary outcomes 

 

Symptom related with the disease 

None of the included studies report on this outcome.  

 

Health related quality of life 

The included studies reported Quality of life (QoL) and these results are shown in Figure 5. The mean 

difference analyzing by subgroup BRCA mutation whit the any score showed a favorable effect of 

using targeted therapy (SMD -0.17; 95% [-0.39 to 0.06]; 850 patients) (Figure 5). 

 

Figure 5.- Mean difference of Quality of Life (QoL) in BRCAm population for Targeted therapy 

versus Placebo.  

 

The quality of life was measured in different ways in the included studies; since there are a variety 

of scores that allow to evaluate it, as it has been clear when reflected in the results individually by 

study. Magnitude of change not clinically relevant. No favorable impact on quality of life. 

 

DISCUSSION 

This living systematic review included only RCTs that evaluated the use of [Targeted therapy] 

compared to [Placebo]. Their results of Quality of life show that there is not enough updated 

evidence. The conclusions of this summary indicate a difference between the intervention and 

control groups with a clear effect in favor of the use of targeted therapy on outcomes such as overall 

survival and progression-free survival. The main outcomes assessed had high certainty of evidence. 

Between the publication of the baseline report of this living systematic review and this update, 

estimates for outcomes like overall survival have remained similar. New studies provided additional 

evidence improving the precision in the estimates of the effects. 

 

This living systematic review is not exempt of limitations, principally due to the fact that this review 

is part of a larger project set up to put such an approach into practice. This project aims to produce 

multiple parallel living systematic reviews relevant to inform decisions, following the higher 

standards of quality in evidence synthesis production (18). We believe that our methods are well 

suited to handle the evidence that is to come, including evidence on the role of [targeted therapy 

on advanced ovarian cancer]. We have identified a number of ongoing studies addressing this 

question, including [14] randomized trials, which will provide valuable evidence to inform 

researchers and decision makers in the near future. 
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We concluded to stop monitoring the evidence on our research question because of the deadline 

for this project its development has passed. However, with the new emerging evidence detected in 

the updates (RCT), We performed a living systematic review as reported in the first update report 

(living overview) with identified randomized clinical trials and their updates in different publications. 
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Differences between protocol and review 
In this review, some methods were not implemented. We did not implemented neither the search 
in other sources (specified below) nor the screening in Collaboratron™, because we considered 
L·OVE platform as a comprehensive tool that gathers both processes including a diversity of 
databases and registries, as we specified in our methods.  
 
Search strategies 
Other sources 
In order to identify articles that might have been missed in the electronic searches, we will do the 
following: Screen the reference lists of other systematic reviews and evaluate in full text all the 
articles they include. Scan the reference lists of selected guidelines, narrative reviews and other 
documents. Conduct cross-citation search in Google Scholar and Microsoft Academic, using each 
included study as the index reference. Review websites specialized in COVID-19. 
 
Selection of studies 
The results of the literature search in Epistemonikos database will be automatically incorporated 
into the L·OVE platform (automated retrieval), where they will be de-duplicated by an algorithm 
comparing unique identifiers (database ID, DOI, trial registry ID), and citation details (i.e. author 
names, journal, year of publication, volume, number, pages, article title and article abstract).  The 
search algorithm was designed to identify systematic reviews and randomized clinical trials. 
The additional searches will be uploaded to the screening software Collaboratron™. 
 
In both L·OVE platform and Collaboratron™, two researchers will independently screen the titles 
and abstracts yielded by the search against the inclusion criteria. We will obtain the full reports for 
all titles that appear to meet the inclusion criteria or require further analysis to decide about their 
inclusion.  
 
 
Measures of treatment effect 
A description of the general characteristics of the reviews included and their main synthesized 
results was made. Then, data from each primary study was extracted, as reported in each SR. If the 
same primary study is included in more than one review, data were extracted only once from the 
SR with lower risk of bias, to avoid overestimation of effects due to double counting of the same 
study. 
A de novo meta-analysis was performed from the data of the primary studies, extracted from the 
SR. Continuous outcomes were analyzed with a mean difference or standardized mean difference, 
and time event outcomes with a hazard ratio (HR), all with a 95% confidence interval (19). 
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ANNEX 

Appendix 1. PRISMA Checklist. 

Section and 
Topic  

Item 
# 

Checklist item  
Location 
where item 
is reported  

TITLE   

Title  1 Identify the report as a systematic review. Page 1 

ABSTRACT   

Abstract  2 See the PRISMA 2020 for Abstracts checklist. Page 7 

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. Page 4 

METHODS   

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

Page 8-9 

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. 

Page 7 

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

Page 29 

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 
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Section and 
Topic  

Item 
# 

Checklist item  
Location 
where item 
is reported  

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. 

Page 16-19 

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. 

Page 14 

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. 

Page 10, 30 

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. 

Page 10 

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). 

Page 11 

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

Page 11 

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. 

Page 35-36 

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. 

Page 13 

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

Page 31-34 

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. Page 30-31 

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. 

Page 16-19 

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

Item 
# 

Checklist item  
Location 
where item 
is reported  

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. 

Page 35-36 

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. Page 21 

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. 

Page 3 

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. 

Page 3 

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

Page 23 

Competing 
interests 

26 Declare any competing interests of review authors. Page 23 

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. 

Page 21 

 

Appendix 2. Boolean strategy 
The main search source will be Epistemonikos database (https://www.epistemonikos.org), a 

comprehensive database of systematic reviews and other types of evidence, maintained by 

screening multiple information sources to identify systematic reviews and their included primary 

studies, including Cochrane Database of Systematic Reviews, MEDLINE, EMBASE, CINAHL, PsycINFO, 

LILACS, DARE, HTA Database, Campbell database, JBI Database of Systematic Reviews and 

Implementation Reports, EPPI-Centre Evidence Library (7).  

 

Boolean search strategy: 

Epistemonikos 

(ovar* AND (cancer* OR neoplas* OR tumor* OR tumour* OR malignan* OR metasta* OR nodul* 

OR polyp* OR cyst* OR adenocarcinoma* OR carcinoma* OR oncolog* OR dysplasia*)) AND 

(Olaparib* OR Lynparza* OR AZD2281* OR "AZD 2281" OR "AZD-2281" OR MK7339* OR "MK 7339" 

OR "MK-7339")  

(ovar* AND (cancer* OR neoplas* OR tumor* OR tumour* OR malignan* OR metasta* OR nodul* 

OR polyp* OR cyst* OR adenocarcinoma* OR carcinoma* OR oncolog* OR dysplasia*)) AND 

(niraparib* OR Zejula* OR "MK-4827" OR "MK 4827" OR MK4827*)  

https://www.epistemonikos.org/
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(ovar* AND (cancer* OR neoplas* OR tumor* OR tumour* OR malignan* OR metasta* OR nodul* 

OR polyp* OR cyst* OR adenocarcinoma* OR carcinoma* OR oncolog* OR dysplasia*)) AND 

(rucaparib* OR rubraca* OR "AG0 14699" OR "AG0-14699" OR AG014699*)  

(ovar* AND (cancer* OR neoplas* OR tumor* OR tumour* OR malignan* OR metasta* OR nodul* 

OR polyp* OR cyst* OR adenocarcinoma* OR carcinoma* OR oncolog* OR dysplasia*)) AND 

(bevacizumab* OR avastin)  

Appendix 3. Risk of bias graph: review authors' judgements about each risk of bias item 

presented as percentages across all included studies. 
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Appendix 4. List of all excluded studies with reasons for exclusion. 

STUDY EXCLUSION REASONS 

Lorusso D 2022  is a Network Meta-Analysis 

Helali AE 2022  Systematic review whit Network Meta-Analysis 

Muston D 2020  Analysis of Cost-effectiveness. targeted therapy associated with 
chemotherapy. 

Burger, RA 2014 Publication date 

Smith JA 2019 Wrong study design  

Jain PG 2019  Wrong study design  

Marth C 2022 open-label study of pembrolizumab plus lenvatinib 

Rubinstein MM 2021 Study in advanced endometrial cancer. 

Liu J 2018 Wrong drug: Study of Vascular endothelial growth factor receptor 
tyrosine kinase inhibitors (VEGFR-TKIs).  

Suh DH 2016 Wrong study design 

Suh DH 2015 Wrong study design 

Patterson MJ 2014 Publication date 
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Knepper TC 2017 Wrong study design 

Wilson AJ 2018 Wrong study design 

Lui GYL 2020 Wrong study design 

Wang Q 2020 Wrong comparator. Biguanides in combination with olaparib 

Grignani G 2018 Wrong population. advanced and non-resectable bone and soft-tissue 
sarcomas 

Randall M 2020 Wrong study design. Case report 

Gupta VG 2021 trial in vitro of the combination of olaparib and entinostat  

Domchek SM 2020 Study of Olaparib and durvalumab 

Ma Y 2020 Study in vivo: efficacy of pharmacological ascorbate and olaparib  

Karakashev S 2017 Wrong study design 

Stowell AI 2016 Wrong study design 

Gladieff L 2017 Wrong study design 

Deeks ED 2015 Wrong study design and wrong publication type. 

Sa JK 2019 Wrong study design 

 Tangutoori S 2015 Wrong study design and wrong publication type. 

Fang P 2019 Wrong study design 

Kukolj E 2017 Wrong study design 

Moudry P 2016 Wrong study design 

Suh YJ 2022 a network meta-analysis. 

Yoshimatsu K 2016 A Case of Stage IV Colon Cancer 

Pate JD 2020 Pemetrexed and bevacizumab in Papillary thyroid carcinoma 

Rose PG 2016 Wrong study design 

Kiesewetter B 2017 neuroendocrine tumours 

 Korenaga TK 2020 Wrong population: Gynecologic cancer in pregnancy 

Awasthi N 2015 nintedanib in the treatment of solid tumors 

Asano M 2018 Wrong drug: Eribulin 

Rody A 2006 Publication date 

Schmid BC 2015  Wrong publication type. 

Hyter S 2018 Wrong study design 

Di Liello R 2021 Bevacizumab plus chemotherapy, and use of routine antithrombotic 
prophylaxis 

Ferriss JS 2015 Wrong outcome: presence of ascites 

Tewari KS 2016 Analysis post-hoc 

Aghajanian C 2018 Wrong comparator: paclitaxel/carboplatin/bevacizumab 

Eskander RN 2018 Analysis post-hoc 

Monk BJ 2021 Wrong drug: avelumab maintenance versus chemotherapy 

Makker V 2022 Wrong drug: Lenvatinib plus Pembrolizumab 

Oza AM 2015 Ridaforolimus in Advanced Endometrial Carcinoma. 

Harter P 2022 Analysis post-hoc 

Walker JL 2019 Comparator: Intraperitoneal Chemotherapy Plus Bevacizumab 

Fujiwara K 2021 Wrong comparator: olaparib plus bevacizumab vs. placebo plus 
bevacizumab 

Arora S 2021 Wrong study design: FDA Approval Summary 

Vergote I 2021 Wrong comparator: olaparib plus bevacizumab vs. placebo plus 
bevacizumab 

Hinde S 2016 Analysis of Cost-effectiveness 

Del Campo JM 2019 Analysis post-hoc 

 Mirza MR 2019 Wrong comparator: Niraparib plus bevacizumab versus niraparib 
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Mirza MR 2019 comparison of niraparib at different doses 

Gonzalez Martin A 
2021 

Wrong drug: chemotherapy with or without atezolizumab followed by 
niraparib maintenance 

Zhang J 2020 comparison of niraparib at different doses 

Maeda M 2022 A Case Report and Literature Review 

Moore K 2019 Effect of niraparib on cardiac repolarization 

Monk BJ 2021 Wrong drug: and rucaparib in combination with nivolumab 

Kristeleit R 2022 Wrong comparator: Rucaparib versus standard-of-care chemotherapy 

Sachdeva S 2021 Analysis post-hoc 

Agarwal A 2021 Wrong study design: Single-Center Real-World Experience 

Lee JM 2017 Wrong comparator: olaparib plus carboplatin  

Mateo J 2016 comparison of olaparib at different doses 

Matulonis UA 2016 Analysis post-hoc 

Lheureux S 2017 Wrong study design: Clinical and Molecular Characterization. 

Armeni P 2020 Wrong outcome: Cost-Effectiveness and Net Monetary Benefit  

Trillsch F 2022 Analysis post-hoc 

Coleman RL 2019 Wrong comparator: chemotherapy with bevacizumab; wrong outcome: 
Secondary Surgical Cytoreduction 

Zhou C 2016 Wrong outcome: analysis of circulating soluble angiogenesis-associated 
proteins in ICON7 

Husain A 2016 Wrong comparator: bevacizumab plus chemotherapy 

Colombo N 2019 Wrong comparator: bevacizumab and trabectedin with or without 
carboplatin 

Aghajanian C 2014 Publication date 

Wysham WZ 2017 Wrong outcome: cost effectiveness analysi 

Richardson DL 2018 Wrong comparator: Paclitaxel With and Without Pazopanib 

Roncolato FT 2017 Wrong comparator: chemotherapy with or without bevacizumab 

Shang L 2019 Clinical effect of mifepristone on patients with ovarian cancer in 
pregnancy 

Pignata S 2021 Wrong comparator: Carboplatin-based doublet plus bevacizumab 

Bais C 2017 Wrong comparator: chemotherapy cycles with placebo or bevacizumab 

Pfisterer J 2020 Wrong comparator: cycles of bevacizumab plus carboplatin  

Hall MR 2020 Wrong drug: cyclophosphamide and nintedanib 

Shoji T 2018 Wrong comparator: chemotherapy plus bevacizumab 

Stockler MR 2014 Publication date 

Shoji T 2022 Wrong comparator: bevacizumab plus chemotherapy 

Moore KN 2021 Wrong drug: Atezolizumab versus placebo 

Sorio R 2017 Analysis post-hoc 

Kuehne F 2022 Wrong study design: Combining Causal Inference with Decision-
Analytic Modeling. 

 Bamias A 2017 Analysis post-hoc 

duPont NC 2022 Wrong study design 

 Ghazi Y 2018 Wrong comparator: bevacizumab to neoadjuvant carboplatin-paclitaxel 
chemotherapy 

Gore M 2019 Wrong comparator: Chemotherapy plus bevacizumab 

Duska LR 2020 Wrong drug: gemcitabine plus pazopanib versus weekly gemcitabine 
alone 

Chan JK 2016 Wrong drug: Paclitaxel and Carboplatin 

Callens C 2021 Wrong outcome: Germline BRCA Status in High-Grade 
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Halvorsen AR 2017 Wrong outcome: valuation of Prognostic and Predictive Significance of 
Circulating MicroRNAs 

Chambers SK 2010 Publication date 

Trillsch F 2016 Wrong comparator: bevacizumab to chemotherapy 

Lindemann K 2016 Analysis post-hoc 

Han ES 2010 Publication date 

Gonzalez, A 207 Wrong publication type. poster 

Ison G 2018 FDA Approval Summary 

Romeo M 2018 Wrong study design 

Friedlander, ML 2018 Wrong publication type. poster 

Anscher MS 2021 FDA Approval Summary 

J. Korach, G 2018 Wrong publication type. poster 

2018 Wrong outcome: Incidence of myelodysplastic syndrome (MDS) and 
acute myeloid leukemia (AML) 

2017 Wrong publication type. 

Kim G 2015 Wrong publication type. 

McLachlan J 2016 Wrong study design 

Dockery LE 2017 Wrong comparator: Olaparib plus chemotherapy 

Dockery, L 2017 duplicate 

Lorusso D 2009 Publication date 

Ngoi NY 2022 Wrong drug: paclitaxel with carboplatin 

Appendix 4. List of ongoing studies identified. 

ID STATUS DRUG SOURCE LINK 

NCT03470805 Active, not 
recruiting 

Olaparib Clinical Trials https://www.clinicaltrials.gov/ct2/show/record/NCT0
3470805?term=olaparib&recrs=adfim&cond=Ovarian+
Cancer&draw=2&rank=6 

NCT04377087 Recruiting Olaparib Clinical Trials https://www.clinicaltrials.gov/ct2/show/record/NCT0
4377087?term=olaparib&recrs=adfim&cond=Ovarian+
Cancer&draw=2&rank=1 

NCT04091204   Recruiting Olaparib Clinical Trials https://www.clinicaltrials.gov/ct2/show/NCT0409120
4?term=olaparib&recrs=adfim&cond=Ovarian+Cancer
&draw=2&rank=10 

NCT04507841 Recruiting Niraparib Clinical Trials https://www.clinicaltrials.gov/ct2/show/NCT0450784
1?term=niraparib&recrs=adfim&cond=Ovarian+Cance
r&draw=2&rank=2 

NCT05021562 Recruiting Niraparib Clinical Trials https://www.clinicaltrials.gov/ct2/show/NCT0502156
2?term=niraparib&recrs=adfim&cond=Ovarian+Cance
r&draw=2&rank=5 

NCT04392102 Active, not 
recruiting 

Niraparib Clinical Trials https://www.clinicaltrials.gov/ct2/show/NCT0439210
2?term=niraparib&recrs=adfim&cond=Ovarian+Cance
r&draw=2&rank=6 

NCT02655016 Active, not 
recruiting 

Niraparib Clinical Trials https://www.clinicaltrials.gov/ct2/show/NCT0265501
6?term=niraparib&recrs=adfim&cond=Ovarian+Cance
r&draw=3&rank=18 

NCT04295577 Recruiting Niraparib Clinical Trials https://www.clinicaltrials.gov/ct2/show/NCT0429557
7?term=niraparib&recrs=adfim&cond=Ovarian+Cance
r&draw=3&rank=20 

https://www.epistemonikos.org/en/advanced_search?q=authors:J.+Korach%2C+G.+Freyer%2C+S.+Banerjee%2C+R.+Asher%2C+J.+Cosin%2C+A.M.+Oza%2C+A.M.+Poveda%2C+M.+Di+Napoli%2C+C.+Scott%2C+M.+Lapresa%2C+F.+Heitz%2C+K.+Takehara%2C+G.S.+Sonke%2C+S.+Tjulandin%2C+JW.+Kim%2C+R.+Hegg%2C+I.B.+Vergote%2C+S.+Turner%2C+E.+Pujade-Lauraine
https://clinicaltrials.gov/show/NCT04091204
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NCT03891576 Recruiting Niraparib Clinical Trials https://www.clinicaltrials.gov/ct2/show/NCT0389157
6?term=niraparib&recrs=adfim&cond=Ovarian+Cance
r&draw=4&rank=30 

NCT03759587 Active, not 
recruiting 

Niraparib Clinical Trials https://www.clinicaltrials.gov/ct2/show/NCT0375958
7?term=niraparib&recrs=adfim&cond=Ovarian+Cance
r&draw=5&rank=31 

NCT04227522 Recruiting Rucaparib Clinical Trials https://www.clinicaltrials.gov/ct2/show/NCT0422752
2?term=rucaparib&cond=Ovarian+Cancer&draw=2&ra
nk=2 

NCT01968213 Active, not 
recruiting 

Rucaparib Clinical Trials https://www.clinicaltrials.gov/ct2/show/NCT0196821
3?term=rucaparib&cond=Ovarian+Cancer&draw=2&ra
nk=3 

NCT04539327 Recruiting Rucaparib Clinical Trials https://www.clinicaltrials.gov/ct2/show/NCT0453932
7?term=rucaparib&cond=Ovarian+Cancer&draw=2&ra
nk=10 

NCT01932125 Recruiting Bevacizum
ab 

Clinical Trials https://www.clinicaltrials.gov/ct2/show/NCT0193212
5?term=bevacizumab&recrs=adm&cond=ovarian+can
cer&draw=4&rank=24 
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Certainty assesment № Patients Effect 

Certainty Importance 
№ 

studies  
study 
design 

Risk of 
bias 

Inconsistency  indirectness Imprecision 
Other 

considerations 
Targeted 
therapy 

Placebo 
Relative 
(95% CI) 

Absolute 
(95% CI) 

Overall survival (follow up: mean 52 months) 

3 Randomized 
trials 

Not 
serious  

Not serious  Not serious  seriousa none 819 
participants 

474 
participants 

HR 0.69 
(0.56 to 

0.86) 
[Overall 
survival] 

-- per 
1.000 

(de -- a --
) 

⨁⨁⨁◯ 
Moderate 

CRITICAL 

- 0.0% -- per 
1.000 

(de -- a --
) 

Progression-free survival in BRCAm population (follow up: mean 25 months) 

7 Randomized 
trials 

Not 
serious  

Not serious  Not serious  Not serious  none 2003 
participants 

1063 
participants 

HR 0.29 
(0.25 to 

0.33) 
[Progression-
free survival 

in BRCAm 
population] 

-- per 
1.000 

(de -- a --
) 

⨁⨁⨁⨁ 

High 

CRITICAL 

- 0.0% -- per 
1.000 

(de -- a --
) 

Progression-free survival in mixed population 

3 Randomized 
trials 

Not 
serious  

Not serious  Not serious  Not serious  none 800 
participants 

 
HR 0.47 
(0.40 to 

0.55) 
[Progression-
free survival 

in mixed 
population] 

-- per 
1.000 

(de -- a --
) 

⨁⨁⨁⨁ 

High 

CRITICAL 

- 0.0% -- per 
1.000 

(de -- a --
) 

Progression-free survival in NonBRCAm population 

3 Randomized 
trials 

Not 
serious  

Not serious  Not serious  Not serious  none 795 
participants 

402 
participants 

HR 0.39 

(0.33 to 
-- per 
1.000 

⨁⨁⨁⨁ 

High 

CRITICAL 
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Explanations: 

a) Although the direction of the measurement (HR) in relation to the CIs [0.56, 0.86] tends in favor of the experimental group, the magnitude is not precise. 
b) The heterogeneity is I2:77% 
c) The direction of the measurement (mean difference) in relation to the CI [-0.39 to 0.06] does not tend in favor of any group, without magnitude in the effect. 

 

 

 

0.46) 
[Progression-
free survival 

in 
NonBRCAm 
population] 

(de -- a --
) 

- 0.0% -- per 
1.000 

(de -- a --
) 

Quality of life in BRCAm population (follow up: mean 31,6 months; evaluate with: any questionnaire) 

3 Randomized 
trials 

Not 
serious  

Not serious  Not serious  seriousb none The quality of life (QoL) evaluated by 3 clinical 
trials, based on any score, reported an adjusted 
mean difference of: -0.17 [-0.39, 0.06]. With 
heterogeneity I2: 60% 

⨁⨁⨁◯ 

Moderate
c
 

IMPORTANT 

Toxicity 

7 Randomized 
trials 

Not 
serious  

Not serious  Not serious  Not serious  none 434/2003 
(21.7%)  

10/1062 

(0.9%)  
no estimable  

 
⨁⨁⨁⨁ 

High 

IMPORTANT 
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Appendix 6. 

Table 1. Main characteristics of the included studies and baseline characteristics of the participants 
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