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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Live cumulative network meta-analysis: protocol for second-line 
treatments in advanced non-small cell lung cancer with wild-type or 
unknown status for epidermal growth factor receptor 

AUTHORS Créquit, Perrine; Trinquart, Ludovic; Ravaud, Philippe 

 

VERSION 1 - REVIEW 

REVIEWER Jin Soo Lee, M.D., Ph.D. 
National Cancer Center  
Republic of Korea 

REVIEW RETURNED 30-Apr-2016 

 

GENERAL COMMENTS The authors proposed a new paradigm called “live cumulative NMA”. 
This manuscript presents the protocol for a live cumulative NMA 
assessing the relative efficacy and safety of all second-line 
treatments available for advanced NSCLC in patients with wild-type 
or unknown EGFR status. We fully support the concept of live 
cumulative NMA, which allows for moving from a series of meta-
analyses (focusing on the comparison between 2 treatments, at risk 
of ignoring novel treatments, and frequently out-of-date) to a 
cumulative network of randomized evidence updated shortly after 
new evidence becomes available.  
 
There are many challenges to be resolved as the authors discussed, 
including the feasibility. Although the authors suggested setting up a 
research community interested in lung cancer with a partitioning of 
review tasks via online crowdsourcing to facilitate some steps of live 
cumulative network meta-analyses, whether it will work out as hoped 
for remains to be seen. 
 
There are some practical issues of maintaining the NMA once the 
first “final” analysis showed some definite conclusion in a subset of 
topic and also the authorship. The Cochran group will publish the 
most up-to-date meta-analysis paper, but other researchers want to 
publish meta-analysis for their survival in academia. 
  
There are some issues about the wording “authors” in the Selection 
of trials section and also in other places. 
In the Selection of trials section (page8/29), it is said, “Two authors 
will independently and in duplicate examine titles and abstracts to 
exclude obviously irrelevant reports”. In addition, “All data will be 
independently extracted by two authors using a standardized form” 
(page 8/29). In this context, the wording “authors” seems 
inappropriate because they are not yet decided to be the authors of 
the paper to be published in future, especially when taken together 
with the wording in the section of “Successive iterations to keep 
the NMA up-to-date”. 
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In the section of “Successive iterations to keep the NMA up-to-
date”, “we” is the subject who are supposed to do everything, from 
repeating 6 methodological steps every 4 months to keep the NMA 
up-to-date (page 11/29, 2

nd
 paragraph), distributing the tasks to 

individuals via crowdsourcing to reduce the workload (page 11/29, 
latter part of 3

rd
 paragraph), and updating the search strategy (page 

12/29, 4
th
 paragraph) to always checking if a new trial report can be 

linked to a previous report of the same trial (page 13/29, 4
th
 

paragraph ) and so on. On the other hand, data extraction “will be 
performed by 2 of the trained reviewers” (page 13/29, last 
paragraph) and “two of the trained reviewers will assess the risk of 
bias and discuss disagreements with a third author” (page 14/29, 2

nd
 

paragraph). Will these two of the trained reviewers be included in the 
authorship? This needs to be rectified. 
 
Page 11/29, the last sentence, 
It is said, “We will distribute the tasks to individuals via 
crowdsourcing to reduce the workload. For instance, records needed 
to be screened will be allocated at random among reviewers so that 
each record is assessed by 2 independent reviewers in duplicate.”  
 
How this will work out in the context of previous statement, “Two 
authors will independently and in duplicate examine titles and 
abstracts to exclude obviously irrelevant reports”. 
 

 

REVIEWER Anna Chaimani 
University of Ioannina School of Medicine, Greece 

REVIEW RETURNED 05-May-2016 

 

GENERAL COMMENTS This is probably the first protocol describing the process of a live 
cumulative network meta-analysis, which I believe is a very 
interesting recent approach to evidence synthesis. The protocol is 
quite comprehensive and all the steps of the approach have been 
described in detail. However, there are a few points that the authors 
need to address:  
 
1. Introduction: Since there are a couple of published NMAs for 
NSCLC, I think the authors should refer to them and report whether 
they are relevant or not to this NMA. For those that are relevant the 
authors should describe briefly their findings and their limitations.  
 
2. Criteria for considering trials for this review: The criteria for 
defining the eligible interventions are not clearly stated. Are there 
second-line therapies that will be excluded? I suggest that the 
authors use a different section for the selection of interventions and 
expand on this point. Every eligible intervention (active or control) 
should be named at this section and not only the class it belongs. If 
the eligible interventions are too many to list them in the main text, 
the authors could consider defining them in the appendix. They 
should also report how they plan to analyze them, hence which will 
be the nodes of the network (the classes or the individual 
interventions). Providing a network diagram might be helpful.  
 
3. In addtion, the authors report that they will consider trials including 
both second- and third-line therapy, although it seems that they are 
interested only in second-line therapies. They should describe how 
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they plan to handle these studies. For example, are they going to 
exclude the arms corresponding to third-line therapy or they will 
keep everything to increase the amount of information? In both 
cases they need to refer to the risk for intransitivity by including such 
studies considering the assumption of ‘joint randomizability’; that is 
whether every patient in the included trials could, in principle, be 
randomized to any of the eligible interventions.  
 
4. I think the authors should give some more information for the 
secondary outcomes. For example, which are the possible serious 
adverse events, how they define the objective response (e.g. using 
the criteria of the trial authors), how quality of life will be measured 
(e.g. they will consider any scale reported in trials), etc.  
 
5. Data synthesis: The way the magnitude of the heterogeneity 
parameter (tau) will be assessed should be described here (e.g. 
comparison with empirical distributions). Also, history of smoking is 
considered here as an effect modifier (for network meta-regression 
and subgroup analyses) but is not listed as an effect modifier earlier 
in the data extraction section. 

 

VERSION 1 – AUTHOR RESPONSE 

Response to the reviewer Jin Soo Lee  

Reviewer #1:  

The authors proposed a new paradigm called “live cumulative NMA”. This manuscript presents  

the protocol for a live cumulative NMA assessing the relative efficacy and safety of all second-line 

treatments available for advanced NSCLC in patients with wild-type or unknown EGFR status. We 

fully support the concept of live cumulative NMA, which allows for moving from a series of meta-

analyses (focusing on the comparison between 2 treatments, at risk of ignoring novel treatments, and 

frequently out-of-date) to a cumulative network of randomized evidence updated shortly after new 

evidence becomes available.  

 

Answer  

Thank you for your comments. We are happy to read you support the proposed concept embracing all 

available randomized evidence in a given condition updated shortly after new evidence becomes 

available. This new approach would more adequately address the needs of patients, physicians and 

decision makers than a series of disparate and independent meta-analyses.  

 

There are many challenges to be resolved as the authors discussed, including the feasibility. Although 

the authors suggested setting up a research community interested in lung cancer with a partitioning of 

review tasks via online crowdsourcing to facilitate some steps of live cumulative network meta-

analyses, whether it will work out as hoped for remains to be seen.  

Answer  

We fully agree with the reviewer that many challenges need to be solved to fully implement the 

proposed approach, both in terms of resources and methodology. We have expanded the Discussion 

section to address the raised points.  

One objective of this proof-of-concept study in second-line treatments of advanced non-small cell lung 

cancer with wild-type or unknown status for EGFR is to document all practical issues and difficulties 

encountered.  

In terms of feasibility, our working assumption is that such an approach is doable. Based on our 

previous work (Crequit et al. BMC Med 2015), we have assessed the rythm of randomized evidence 

production by assuming that the pace of evidence production across the 5 years would be maintained 

(Table below). If the updating occurred every 4 months, about 400 titles and abstracts would need to 
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be screened, with about 4 randomized trials for extracting data, so the anticipated workload is 

manageable. In our example, each update would represent about 5% in terms of records needing to 

be screened and trials to extract data, as compared to the workload of the same tasks for the initial 

network meta-analysis performed on June 2015.  

The involvement of a research community in lung cancer would increase the clinical relevance, 

methodological rigour and practical feasibility of the live cumulative NMA. We have already started to 

work on developing a research community with different French partners in lung cancer research, 

namely the Cochrane Lung Cancer Group, members of Intergroupe Francophone de Cancérologie 

Thoracique, a cooperative oncology group, and the National Cancer Institute in France.  

In this research community, we will implement crowdsourcing to divide one big task of the review 

process into multiple smaller tasks performed by several identified members of the community. For 

instance, online crowdsourcing allows partitioning some review tasks such as the screening and 

selection step. Some applications of crowdsourcing have already been successful to facilitate some 

steps of systematic reviews: The Cochrane Trial Blazers study used a crowd to screen search results 

for inclusion in CENTRAL; the Cochrane crowd that consists in becoming a Cochrane citizen scientist 

to help categorise and summarise healthcare evidence.  

We have expanded the “Discussion” section of the manuscript p17:  

“We chose to update the network every 4 months considering the pace of evidence. Once the initial 

NMA is performed, maintaining the evidence up-to-date over time seems manageable and a 

reasonable investment over time as compared to the substantial cost of producing the initial 

synthesis. Indeed, for our previous search up to March 2015, we screened about 8,000 records and 

extracted data for 77 trials, which required a substantial amount of researcher working time; 

compared to this initial network meta-analysis, each iteration would represent about 5% in terms of 

records needed to screen and trials to extract.”  

 

Table: Preliminary assessment of the feasibility in terms of new treatments, records needed to screen 

and trials needed to be extracted (cf:response to reviewers.doc)  

 

There are some practical issues of maintaining the NMA once the first “final” analysis showed some 

definite conclusion in a subset of topic and also the authorship. The Cochran group will publish the 

most up-to-date meta-analysis paper, but other researchers want to publish meta- analysis for their 

survival in academia.  

 

Answer  

 

We agree the reviewer that the cumulated evidence may allow to reach at some point some definite 

conclusion regarding some specific treatments in the network (for instance, to exclude confidently one 

competing treatment). For second-line treatments of advanced non-small cell lung cancer, a firm 

conclusion can already been drawn for some monochemotherapy (e.g., Topotecan or Vinorelbine). 

For such minority subset of treatments, we agree that the updates may not be useful. However, there 

is still a fast accumulation of new treatments with more than 20 ongoing trials identified in 

clinicaltrials.gov and more than 10 new therapies assessed in the late-phase pipeline (Nawaz. Nature 

reviews 2016 (15):229). As long as new treatments appear, it is necessary to maintain updates over 

time. The practical issue may be the need to adapt the frequency of updates over time, once some 

conclusions will be found and even to stop the update process at a given time.  

Moreover, the reviewer points out to the possibility that other teams of researcher produce MAs and 

NMAs on the same topic. We completely agree that live cumulative NMA cannot avoid the 

proliferation of all types of evidence synthesis such as conventional systematic reviews, rapid reviews 

or conventional NMA. Nevertheless, we are convinced that without embracing live cumulative NMA, it 

will always remain many gaps in the randomized evidence covered by systematic reviews in a given 

condition. The current way of conducting SRs typically leads to focus only on a subset of treatments. 

For instance, a recent systematic review published in Journal of Clinical Oncology on February 2016 
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focuses on checkpoint inhibitors in the treatment of second-line advanced NSCLC (e.g., programmed 

cell death protein 1 and programmed death ligand 1 (PD-L1) inhibitors) comparing them only to 

docetaxel (Melosky. J Clin Oncol. 2016 May 10;34(14):1676-88). Such evidence synthesis ignores all 

other available treatments such as the combination of docetaxel and ramucirumab which have been 

approved by the FDA in 2015 after been compared to docetaxel. This systematic review also 

highlights the update difficulty, by not including the results of KEYNOTE-010 study yet published in 

Lancet online in December 2015.  

 

 

 

We have expanded the “Discussion” section of the manuscript p17:  

“Some methodological choices could be adapted during the process, such as the update frequency. 

One practical issue may be the need to adapt the frequency of updates over time according to the 

pace of evidence generation, and once some definite conclusions regarding some specific subset of 

treatments will be found”.  

There are some issues about the wording “authors” in the Selection of trials section and also in other 

places.  

In the Selection of trials section (page 8/29), it is said, “Two authors will independently and in 

duplicate examine titles and abstracts to exclude obviously irrelevant reports”. In addition, “All data 

will be independently extracted by two authors using a standardized form” (page 8/29). In this context, 

the wording “authors” seems inappropriate because they are not yet decided to be the authors of the 

paper to be published in future, especially when taken together with the wording in the section of 

“Successive iterations to keep the NMA up-to-date”.  

 

Answer  

 

We agree that the term “authors” is inappropriate. We have clarified the wording in the whole paper by 

replacing “authors” by “reviewers”.  

We have modified:  

- The section “Selection of trials” of the manuscript page 9:  

“Two reviewers will independently and in duplicate examine titles and abstracts to exclude obviously 

irrelevant reports. They will then independently examine full-text articles to determine eligibility. Trial 

authors will be contacted for clarification when necessary. Disagreements will be discussed with a 

third reviewer. They will document the primary reasons for exclusion.”  

- The section “Data extraction and management” page 9:  

“All data will be independently extracted by two reviewers using a standardized form. Disagreements 

will be discussed with a third reviewer. In case of several reports pertaining to the same trial, they will 

extract data from the different sources, compare them and in case of discrepancies, will give priority 

to the first available source among regulatory agency reports, results posted at ClinicalTrials.gov, full-

text articles, pharmaceutical reports and conference abstracts. The authors of the trials will be 

contacted to provide missing data if needed.  

For each trial, they will extract the study phase… They will also extract data on trial population 

characteristics that…”.  

- The section “Assessment of risk of bias in included trials” page 10:  

“Two reviewers will assess the risk of bias by using the Cochrane Risk of Bias Tool19. Disagreements 

will be discussed with a third reviewer. They will separately assess blinding for objective outcomes 

(OS) and subjective outcomes (PFS, objective response, SAEs and quality of life).”  

 

 

In the section of “Successive iterations to keep the NMA up-to-date”, “we” is the subject who are 

supposed to do everything, from repeating 6 methodological steps every 4 months to keep the NMA 

up-to-date (page 11/29, 2nd paragraph), distributing the tasks to individuals via crowdsourcing to 
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reduce the workload (page 11/29, latter part of 3rd paragraph), and updating the search strategy 

(page 12/29, 4th paragraph) to always checking if a new trial report can be linked to a previous report 

of the same trial (page 13/29, 4th paragraph ) and so on. On the other hand, data extraction “will be 

performed by 2 of the trained reviewers” (page 13/29, last paragraph) and “two of the trained 

reviewers will assess the risk of bias and discuss disagreements with a third author” (page 14/29, 2nd 

paragraph). Will these two of the trained reviewers be included in the authorship? This needs to be 

rectified.  

Page 11/29, the last sentence,  

It is said, “We will distribute the tasks to individuals via crowdsourcing to reduce the workload. For 

instance, records needed to be screened will be allocated at random among reviewers so that each 

record is assessed by 2 independent reviewers in duplicate.”  

 

How this will work out in the context of previous statement, “Two authors will independently and  

in duplicate examine titles and abstracts to exclude obviously irrelevant reports”.  

 

Answer:  

We considered differently 1) the initial NMA performed by reviewers that are already identified; and 2) 

the update process that will be performed by a research community in lung cancer, in the process of 

being set up, with use of crowdsourcing to facilitate some tasks.  

We have edited the manuscript to avoid any confusion:  

Page 6 last paragraph of the “Introduction” section:  

“We report the protocol of a live cumulative NMA assessing the relative efficacy and safety of all 

second-line treatments for advanced NSCLC in patients with wild-type or unknown status for 

epidermal growth factor receptor (EGFR). We present the different methodological steps and describe 

the crowdsourcing of a research community in lung cancer for the update process.”  

 

Page 7 section “Methods and analysis”:  

“Figure 1 describes the process of a live cumulative NMA of randomized controlled trials. It is initiated 

with a conventional NMA. Six methodological steps are then repeated at regular intervals to update 

the NMA over time: adaptive search for treatments and trials, crowd-sourced screening of reports and 

selection of trials, data extraction, assessment of risk of bias, update of the network of trials and 

synthesis and finally dissemination. Here, we present the pre-specified methods for the initial NMA 

and then the methods for iterations. These iterations will be performed by a research community in 

lung cancer.”  

Page 12 section “Successive iterations to keep the NMA up-to-date” second paragraph:  

“The 6 methodological steps will be repeated every 4 months to keep the NMA up-to-date. We have 

designed these iterations and the update frequency to maintain the high-quality standards of a 

systematic review and to ensure that they are feasible. Although automated methods are being 

developed to facilitate systematic reviews, we chose to perform these iterations with manual 

processes as currently recommended to ensure high quality22 23. Moreover, we set the update 

frequency after an assessment of the rythm of randomized evidence production and the amount of 

work required to select trials and extract data5. For instance, we estimated that, at each iteration, the 

reviewers would have fewer than 400 records to screen and about 4 randomized trials to extract data 

from, so the anticipated workload is manageable5.  

Page 12 last paragraph:  

“The tasks will be distributed to individuals via crowdsourcing to reduce the workload. For instance, 

records needed to be screened will be allocated at random among experts in lung cancer so that each 

record is assessed by 2 independent experts in duplicate.”  

As suggested by the reviewer, we have clarified the wording in the whole paper by replacing the “we” 

“who are supposed to do everything” by the specific people at each step and by using a passive voice 

when it refers to the research community as previously specified in the manuscript for the update 

process.  
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We have clarified the manuscript:  

Page 13 section “Adaptive search for new treatments and trials” first paragraph:  

“Thus, an adaptive search strategy will be created to continuously cover all available second-line 

treatments for advanced NSCLC (Figure 2).”  

Page 13 third paragraph:  

“The search strategy will be then updated by adding relevant keywords so that specific requests of the 

various sources capture randomized trials of these new treatments (Figure 2).”  

Page 13 last paragraph:  

“As for the initial NMA, the different sources described in Figure 2 will be searched with the last 

updated search strategy. The search will run from the previous iteration to the current one (covering a 

4-month interval) for bibliographical databases, clinical trial registries and conference proceedings. 

With the search equation being known for each source, a script (html extraction by automated http 

requests) will be used to automatically and simultaneously query the multiple sources every 4 

months30.”  

Page 14 second paragraph:  

“Some experts in lung cancer will search other sources (regulatory agencies, industry trial registries 

and health technology assessment agencies) once a year. For those sources and some conference 

proceedings (e.g., European Society for Medical Oncology), automated querying cannot be used, and 

the search will still rely on the manual process. “  

Page 14 section “Screening of reports and selection of trials”:  

“We have estimated that there will be about 400 records needed to be screened every 4 months5”  

“Because trials may be reported in several articles, abstracts or other reports, some trained reviewers 

will always check if a new trial report can be linked to a previous report of the same trial. In our 

previous study, we found a median of 2 reports for each trial, published about 12 months apart, which 

corresponds to 3 iterations5. Some of the trained reviewers will be asked to link the multiple reports 

together. A list of all included and excluded trials will be provided with reasons for exclusion. If at least 

one trial with new results is selected, the subsequent steps will be performed: data extraction, 

assessment of risk of bias, update of the network of trials and synthesis and dissemination.”  

Page 14-15 section “Data extraction”:  

“In this case, an automatic data extraction process will be used to automatically abstract posted 

results from ClinicalTrials.gov28.”  

Page 15 section “Assessment of risk of bias”:  

“Two of the trained reviewers will assess the risk of bias and discuss disagreements with a third 

reviewer.”  

Page 15 last paragraph:  

“The data will be re-analyzed every 4 months. New network meta-analyses will be performed by a 

Bayesian approach. Because Bayesian inference is not affected by repeated updates, adjustment for 

multiple testing will not be incorporated to account for the inflated type I error37 38.”  

Page 16 section “Dissemination”:  

“In addition to a classical article for dissemination of the live cumulative NMA results, the findings will 

be disseminated via an open access website so that they can be useful for the community39. The 

results will be presented in terms of tables and figures, ensuring that sufficient information is 

presented to render the paper informative. So that the live cumulative NMA becomes a useful tool to 

help medical decision-making with different levels of information provided. First, the amount of 

randomized evidence in terms of network graphs for each outcome and at each iteration how the 

networks of evidence evolve over time will be shown. Second, treatment effects by forest plots, 

league tables and reporting of treatment rankings will be presented. Third, elements to allow readers 

to evaluate their level of confidence in the results will be provided, such as assessments of 

consistency and the risk of bias. To ensure a transparent process, an open access to the protocol 

(and its amendments), statistical codes, the screening and selection elements (flow diagram, list of 

included trials, list of excluded trials with reasons for exclusion) and archives of previous iterations will 
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be given. Finally, the characteristics and results of included trials will be detailed to allow for an 

evaluation of clinical diversity and transitivity. The ability to post comments and discussion will be 

provided.”  

 

Response to the reviewer Anna Chaimani  

Reviewer 2:  

 

This is probably the first protocol describing the process of a live cumulative network meta-analysis, 

which I believe is a very interesting recent approach to evidence synthesis. The protocol is quite 

comprehensive and all the steps of the approach have been described in detail.  

 

Answer:  

Thank you for your appreciation and your comments.  

 

However, there are a few points that the authors need to address:  

 

1. Introduction: Since there are a couple of published NMAs for NSCLC, I think the authors should 

refer to them and report whether they are relevant or not to this NMA. For those that are relevant the 

authors should describe briefly their findings and their limitations.  

 

Answer:  

We agree, in the revised manuscript, we now refer to the previous NMA. To our knowledge, there are 

two published systematic reviews with NMA concerning second-line treatments of advanced NSCLC 

with wild-type or unknown status for EGFR.  

1. Hawkins N, Scott DA, Woods BS, Thatcher N. No study left behind: a network meta-analysis in 

non-small-cell lung cancer demonstrating the importance of considering all relevant data. Value 

Health 2009;12(6):996-1003.  

2. Popat S, Mellemgaard A, Fahrbach K, Martin A, Rizzo M, Kaiser R, et al. Nintedanib plus docetaxel 

as second-line therapy in patients with non-small-cell lung cancer: a network meta-analysis. Future 

Oncol 2015;11(3):409-20.  

One limitation of the first systematic review with NMA is that it is a methodological paper 

demonstrating the importance of considering all relevant indirect data in a network meta-analysis with 

the example of four second-line treatments of NSCLC (Docetaxel, Pemetrexed, Erlotinib and 

Gefitinib). The findings are that “the analysis of the restricted network including only trials of docetaxel 

and erlotinib linked via the common placebo comparator produced an estimated mean hazard ratio 

(HR) for erlotinib compared with docetaxel of 1.55 (95% confidence interval [CI] 0.72–2.97). In 

contrast, the network meta-analysis produced an estimated HR for erlotinib compared with docetaxel 

of 0.83 (95% CI 0.65–1.06)”.  

The second systematic review focuses on one specific treatment “Nintedanib + docetaxel” compared 

to five other second-line treatments of advanced NSCLC (Docetaxel, Pemetrexed, Erlotinib, Gefitinib 

and Pemetrexed+Erlotinib) and is supported by Boehringer Ingelheim (which developed Nintedanib). 

Their findings are:”The estimated probability of nintedanib plus docetaxel being the best treatment 

with regard to overall survival was 70% (versus 16% for pemetrexed, 10% for docetaxel and 3% for 

erlotinib). Results for progression-free survival were similar.”. All across the paper, they never provide 

treatment rankings.  

 

In conclusion, these 2 NMAs focused on a small subset of all available treatments for second-line of 

advanced NSCLC with wild-type or unknown status for EGFR (Hawkins: 4 treatments and Popat: 6 

treatments). They are far from covering all available treatments identified in our previous work 

(Crequit et al. BMC Med 2016;14(1):8) with 47 treatments in march 2015. As we previously discussed 

in that paper, these 2 NMAs cannot provide information to physicians to guide their clinical decision-

making.  
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We have modified the introduction section of the manuscript p 5:  

“Moreover, all direct comparisons between available treatments are typically not assessed in 

randomized controlled trials. A solution could be provided by network meta-analysis (NMA), which 

allows for comparing all treatments to each other, even if randomized controlled trials are not 

available for some treatment comparisons6. To our best knowledge, such an NMA is not available for 

second-line treatments of advanced NSCLC. Two previous NMA have focused on small subsets of 

treatments (4 and 6 treatments, respectively)7 8.  

 

2. Criteria for considering trials for this review: The criteria for defining the eligible interventions are 

not clearly stated. Are there second-line therapies that will be excluded? I suggest that the authors 

use a different section for the selection of interventions and expand on this point.  

Every eligible intervention (active or control) should be named at this section and not only the class it 

belongs. If the eligible interventions are too many to list them in the main text, the authors could 

consider defining them in the appendix.  

Answer:  

We agree with the reviewer. As suggested, we have clarified the eligible interventions in a new 

separate section and we have listed the eligible interventions in the appendix.  

We will include in the network of trials all available second-line treatments assessed in randomized 

trials for patients with advanced NSCLC with wild-type or unknown EGFR status. We will exclude 

trials assessing a combination of two cytotoxic drugs. Such trials are older (usually performed before 

2009) and the knowledge have evolved: 1) mono-chemotherapy is currently the standard treatment 

for second-line treatment by the ASCO Clinical Practice Guideline (Masters GA. J. Clin. Oncol. 

2015;33(30):3488-515)  

2) in Di Maio meta-analysis of individual patient data which analyzed six trials (847 patients), doublet 

chemotherapy increased response rate and progression-free survival but was more toxic and did not 

improve overall survival compared to single-agent (Di Maio M. J Clin Oncol 2009;27(11):1836-43).  

We have also detailed characteristics of participants.  

When listing eligible treatments in the Appendix, we have included all treatments that we identified so 

far, that is through our previous work (Crequit P. BMC Med 2016;14(1):8), by searching ongoing trials 

in our condition on clinicaltrials.gov, and through a recent review of the drug pipeline (Nawaz. Nature 

reviews 2016 (15):229).  

We have modified the “Criteria for considering trials for this review” section of the manuscript p 7-8:  

“Types of studies and participants  

We will consider randomized trials in patients with an advanced NSCLC with wild-type or unknown 

status for EGFR receiving second-line treatment. We will exclude trials focusing exclusively on 

patients with EGFR-activating mutation or anaplastic lymphoma kinase (ALK) rearrangement, 

because it represents a specific minority sub-group of all advanced NSCLC.  

Types of interventions  

We will consider any treatment for second-line of advanced NSCLC with wild-type or unknown status 

for EGFR. We list eligible treatments that we have identified so far in Appendix 1; we cannot predict 

future treatments, we will consider them for inclusion. Treatments can be categorized into: 

monochemotherapy; targeted therapy (e.g., targeting EGFR, VEGFR and multi-targeted tyrosine 

kinase inhibitors); combination of a cytotoxic chemotherapy and a targeted therapy and finally 

combination of two targeted therapies. Of note, targeted therapies include immunotherapies such as 

treatments targeting programmed death 1 (PD-1) and its ligand PD-L1. We will exclude trials 

assessing a combination of two cytotoxic drugs because: 1) mono-chemotherapy is currently the 

standard treatment for second-line treatment by the ASCO Clinical Practice Guideline15; and 2) in Di 

Maio meta-analysis of individual patient data which analyzed six trials (847 patients), doublet 

chemotherapy increased response rate and progression-free survival but was more toxic and did not 

improve overall survival compared to single-agent16. Trials assessing second-line treatments versus 

each other or placebo or best-supportive care will be eligible.”  
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We have completed the Appendix p1.  

 

They should also report how they plan to analyze them, hence which will be the nodes of the network 

(the classes or the individual interventions). Providing a network diagram might be helpful.  

Answer  

We will perform:  

1) an analysis of the individual interventions by providing comparisons between each treatment to 

each other  

2) comparisons between the different categories of second-line treatments previously mentioned: 

monochemotherapy, targeted therapy, combination of a monochemotherapy and a targeted therapy, 

combination of two targeted therapies and placebo. For this second analysis, trials in which patients in 

the control arm receive a chemotherapy (e.g., docetaxel or pemetrexed) at the investigators’ 

discretion will be included.  

 

We have completed the “Data synthesis” section of the manuscript p11:  

“Two analyses will be performed: first, we will compare individual treatments to each other, and 

second we will compare the different categories of second-line treatments previously mentioned 

(monochemotherapy, targeted therapy, combination of a monochemotherapy and a targeted therapy, 

combination of two targeted therapies and placebo). For this second analysis, trials in which patients 

in the control arm receive a chemotherapy (e.g., docetaxel or pemetrexed) at the investigators’ 

discretion will be included.”  

It is difficult to provide a network diagram, beyond the one already reported in our previous work, 

because by definition we cannot predict the future treatments eligible for the network and how they 

will be connected to the other parts of the network.  

 

3. In addition, the authors report that they will consider trials including both second- and third-line 

therapy, although it seems that they are interested only in second-line therapies. They should 

describe how they plan to handle these studies. For example, are they going to exclude the arms 

corresponding to third-line therapy or they will keep everything to increase the amount of information? 

In both cases they need to refer to the risk for intransitivity by including such studies considering the 

assumption of ‘joint randomizability’; that is whether every patient in the included trials could, in 

principle, be randomized to any of the eligible interventions.  

 

 

Answer  

We will consider trials including both second- and third-line therapy as trials including only patients in 

second-line. In these trials, there is not an arm with only patients in third-line; these patients are 

divided equally between the different arms of the trial. In each arm, there are a large part of patients in 

second-line and a minority in third-line.  

We will not exclude the arm corresponding to third-line therapy, because such arm does not exist, so 

we will keep everything to increase the amount of information.  

As considering these trials, we respect the assumption that there are no systematic differences 

between included comparisons other than the treatments themselves. First, patients in third-line 

included in this type of trials do not differ from those in second-line in terms of participants 

characteristics (age, gender, histology, performance status); so there is no reason why such patient 

cannot be randomized to any of the treatments. For clinicians, it is not an exception to treat some 

patients in third-line who are similar to those of second-line essentially because they have a good 

performance status - that is the most important parameter to determine if a patient can receive a 

treatment no matter the line of treatment-. Second, contrary to the real difference between first- and 

second-line of advanced non-small cell lung cancer with a platinum-doublet therapy in addition in 

some specific cases to bevacizumab, treatments proposed in second- and third-line are exactly the 

same (monotherapy by a single agent chemotherapy or a targeted therapy) (Masters. J Clin Oncol. 
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2015;33(30):3488-515). In conclusion, we consider that the assumption of ‘joint randomizability’ is 

respected.  

We have modified the “Criteria for considering trials for this review” section of the manuscript p 8:  

“We will consider trials of second-line therapy and trials including both second- and third-line therapy, 

because there is no clinical reason to think that patients in third-line could not be randomized to any of 

the treatments (i.e. respect of the transitivity assumption)”.  

 

4. I think the authors should give some more information for the secondary outcomes. For example, 

which are the possible serious adverse events, how they define the objective response (e.g. using the 

criteria of the trial authors), how quality of life will be measured (e.g. they will consider any scale 

reported in trials), etc.  

 

 

Answer  

In the revised manuscript, we have provided a definition for secondary outcomes:  

- objective response corresponds to a complete response or a partial response, according to the 

Response Evaluation Criteria in Solid Tumors (RECIST) (Therasse. J Natl Cancer Inst 2000, 

92(3):205-216). This will be assessed by an independent central radiology review or only by 

investigators in some cases; and assessed in the intention-to-treat population (considering all patients 

randomized to the treatment arm not only those with measurable disease).  

- toxicity evaluated by serious adverse events (SAE) as defined on clinicaltrials.gov 

(https://clinicaltrials.gov/ct2/help/glossary/serious-adverse-event):  

- An adverse event that results in death, is life-threatening, requires inpatient hospitalization or 

extends a current hospital stay, results in an ongoing or significant incapacity or interferes 

substantially with normal life functions, or causes a congenital anomaly or birth defect. Medical events 

that do not result in death, are not life-threatening, or do not require hospitalization may be considered 

serious adverse events if they put the participant in danger or require medical or surgical intervention 

to prevent one of the results listed above.-  

- Quality of life (QoL), whatever the scale reported in trials.  

We have developed the “Criteria for considering trials for this review” section of the manuscript p 8:  

“Types of outcome measures  

The primary outcomes will be overall survival (OS) and progression-free survival (PFS).  

The secondary outcomes will be:  

- objective response defined as a complete response or a partial response, according to the 

Response Evaluation Criteria in Solid Tumors (RECIST)17.  

- toxicity evaluated by serious adverse events (SAE) as defined on clinicaltrials.gov 

(https://clinicaltrials.gov/ct2/help/glossary/serious-adverse-event).  

- and quality of life (QoL), whatever the scale reported in trials.”  

 

5. Data synthesis: The way the magnitude of the heterogeneity parameter (tau) will be assessed 

should be described here (e.g. comparison with empirical distributions). Also, history of smoking is 

considered (for network meta-regression and subgroup analyses) but is not listed as an effect 

modifier earlier in the data extraction section.  

 

Answer  

We have detailed these points in the revised paper. The magnitude of the heterogeneity parameter 

will be indeed assessed by comparison with empirical distributions (Turner. Int J Epidemiol 

2012;41(3):818-27; Turner. Stat Med 2015;34(6):984-98; Rhodes. J Clin Epidemiol 2015;68(1):52-60).  

 

We have completed the “Data synthesis” section of the manuscript p 11:  

“For pairwise meta-analysis, we will estimate different heterogeneity variances for each pairwise 

comparison. For network meta-analyses, we will assume a common estimate for the heterogeneity 
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variance across the different comparisons. The magnitude of the heterogeneity parameter will be 

assessed by comparison with empirical distributions22-24. As well, we will assess statistical 

inconsistency by using state-of-the-art methods based on loop-specific and global network 

approaches25.”  

 

Concerning history of smoking, we apologize for this mistake and we have corrected the manuscript 

as consequence. Indeed, we will not consider it as an effect modifier at all.  

We have modified “Data synthesis” section of the manuscript p 11:  

“If enough trials are available, we will perform network meta-regression or subgroup analyses by 

using the following effect modifiers as possible sources of heterogeneity and inconsistency between 

direct and indirect evidence: gender, histology, ethnicity, and EGFR status (EGFR wild-type versus 

unknown).” 

VERSION 2 – REVIEW 

REVIEWER Jin Soo Lee, MD, PhD 
National Cancer Center,  
Republic of Korea 

REVIEW RETURNED 09-Jul-2016 

 

GENERAL COMMENTS This revised manuscript addressed all the points I raised in my first 
review, far more than adequately. I have no further comments. 

 

REVIEWER Anna Chaimani 
Department of Hygiene and Epidemiology, University of Ioannina 
School of Medicine, Ioannina, Greece 

REVIEW RETURNED 04-Jul-2016 

 

GENERAL COMMENTS I believe the authors have addressed all the comments successfully 
in this revised version and the protocol has been made much more 
comprehensive. I do not have any additional comments to provide. 
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