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VERSION 1 - REVIEW 

REVIEWER Julian Hanske 
Department of Urology, Marien Hospital, Ruhr-University Bochum, 
Herne, Germany 

REVIEW RETURNED 30-Jun-2015 

 

GENERAL COMMENTS In the current manuscript, Kunath and colleagues examined in a 
systematic review with meta-analysis the impact of gonadotropin-
releasing hormone antagonists versus standard androgen 
suppression therapy for advanced prostate cancer. The manuscript 
broaches the issue of an interesting, but nonetheless, there are a 
few things to address:  
 
- Definition of standard androgen suppression therapy included 
surgical or medical treatment modalities. This might be to broad 
because patients that underwent surgical treatment are normally not 
at higher risk to experience adverse events after surgery. Maybe this 
patient cohort might serve for a control group - Please clarify.  
 
- Provide an overview of the origins of the studies that were 
included.  
 
- Provide more information about the statistics of your study. 
Describe the statistical tests you applied.  
 
- Did you include patients with prior history of cardiovascular events, 
treatments (stents, surgical procedures…), other cancers? Please 
clarify. 

 

REVIEWER Marc B. Garnick MD 
Beth Israel Deaconess Medical Center  
Harvard Medical School  
Boston MA USA 
 
I served as a consultant to Ferring Pharmaceuticals, the 
manufacturer of degarelix. I was the industry developer of abarelix 
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and had a relationship with Specialty European Pharma, its 
distributor in Europe, but that relationship is inactive. 

REVIEW RETURNED 01-Jul-2015 

 

GENERAL COMMENTS This is a well written manuscript, but there is a significant flaw in the 
essence of the paper. The authors were trying to assess potential 
comparative safety and efficacy from a group of studies that were 
not intended to provide, as their primary endpoint, safety and 
efficacy, broadly defined. I do not believe that the authors of this 
paper realized that the majority of the manuscripts that were cited for 
both abarelix and degarelix were performed/sponsored by the 
manufacturing sponsors to gain regulatory approval for marketing 
authorization. That requirement, first and foremost, was to assess 
the pharmacodynamic metric of obtaining a level of testosterone </= 
50 ng/dl by day 28 and maintaining that level through 365 days. 
Thus when the authors delve into the manuscripts to assess a 
variety of clinically relevant metrics that traditionally serve the needs 
of assessing safety and efficacy, the randomized studies come up 
short, since that was not their primary intention. Thus the GRADE 
criticisms of the manuscripts are inappropriately attributed to the 
papers reviewed.  
It would be more appropriate for the authors to have delved into the 
regulatory filings and assess the stated primary and secondary 
endpoints of the regulatory protocols that were submitted to both US 
and European regulators for approval. Moreover, much more 
accurate patient numbers and adverse events would be obtained if 
the full cohort of patients were included, which were required as part 
of regulatory filings. Moreover, most of the studies were intended to 
evaluate pharmacodynamic data in populations of patients who did 
not have metastatic disease and were not likely to be able to 
contribute to endpoints such as cancer specific and overall survivals. 
Thus to criticize the papers that did not include those measurements 
or other demographic specifics is harsh.  
Moreover, the authors missed a key citation,( Koch M, Steidle C, 
Brosman S, Centeno A, Gaylis F, CampionM, Garnick MB. An open 
label study of abarelix in men with symptomatic prostate cancer at 
risk of treatment with LHRH agonists. Urology 2003; 62:877-882) in 
their review. While this was not a randomized study, it provides one 
of the most important clinical endpoints for patients who were unable 
to receive or at high risk for developing neurologic complications 
from the initial administration of an LHRH analog due to the 
testosterone surge.  
 
The manuscript in its current form does a disservice to the utility and 
potential adoption of GnRH antagonists, since, in effect, the 
criticisms of the literature review was misapplied, since the studies 
were not intended to address the endpoints that were directed at 
them.  
 
However, the authors have done a very credible job of reviewing a 
vast literature regarding the use of GnRH antagonists and LHRH 
agonists, and as such, provides a valuable resource for clinicians 
who are contemplating their use. They also point out some early 
data to suggest that there may be other side effect profiles that may 
differ between antagonists and agonists or other forms of standard 
hormonal ablation. But their use will be inappropriately hampered, 
since the conclusions of the authors are not justified by the studies 
that were conducted and analyzed. Likewise, if the authors were to 
compare various LHRH agonists, they would find the same issues 
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since the vast majority of published studies report pharmacodynamic 
data, rather than the type of clinical outcomes that would be required 
of much longer duration studies.  
 
The authors have provided a good hypothesis that should 
encourage the development of studies that can answer the 
questions that were posed in the generation of this manuscript and 
this should be the focus of the current manuscript—as opposed to 
providing a misapplied critique of studies that were never intended to 
address the questions that were the focus of the manuscript. 

 

REVIEWER Laura Evangelista 
Radiotherapy and Nuclear Medicine Unit IOV - IRCCS Padua, Italy 

REVIEW RETURNED 22-Aug-2015 

 

GENERAL COMMENTS The present meta-analysis is very interesting, but it suffers of:  
1) a lot of limitations  
2) some concerns about the selection of papers,  
3) the methodology is not well addressed  
4) the analysis and the way to illustrate the results are not clearly 
reported.  
 
For example in the introduction, the authors are invited to 
demonstrate the utility of GnRH antagonists in some clinical trials, in 
terms of overall survival and in terms of other variables. The 
introduction is poor for the content to justify the rational of the study. 
The meta-analysis contains a lot of grey literature that is indirectly 
liked with publication biases. Moreover, the absence of language 
restriction can be conduced to a bias. All the criteria for the selection 
should be better specified. The statistical analysis should be 
completed in according to the subdivision of the result paragraph. In 
the results section, most of the articles are the same in the two main 
subsets (abarelix and degarelix). The presence of overlapping, both 
in the study population and in the criteria of selection and end-point 
can be considered a cause of bias. In general, each paragraph 
should be explained by reporting: number of included studies (based 
on the end-point of the subparagraph) that met the inclusion criteria; 
the number of patients, the results of the meta-analysis and some 
comments, for a useful and careful lecture of the paper by the 
readers. Figure 1 and 2 are confused and should be better 
explained, in terms of paper selected and the reasons for eliminate 
them. Moreover the number of Figure is missing. 

 

VERSION 1 – AUTHOR RESPONSE 

 

Reviewer: 1; Julian Hanske  

 

1.) "Definition of standard androgen suppression therapy included surgical or medical treatment 

modalities. This might be to broad because patients that underwent surgical treatment are normally 

not at higher risk to experience adverse events after surgery. Maybe this patient cohort might serve 

for a control group - Please clarify."  

 

We included studies evaluating GnRH antagonists versus standard androgen suppression therapy for 

treating advanced prostate cancer. Studies evaluating adjuvant androgen suppression following local 
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therapy with curative intent for localized prostate cancer were not considered. Following 

recommendations of EAU guideline, “surgical castration is still considered the ‘gold standard’ for 

androgen suppression, against which all other treatments are rated. It leads to a considerable decline 

in testosterone levels and induces a hypogonadal status, known as the ‘castration level’. Bilateral 

orchiectomy, either total or subcapsular pulpectomy, is a simple, cheap and virtually complication-free 

surgical procedure. It is easily performed under local anaesthesia and is the quickest way to achieve 

a castration level, usually within less than 12 hours. Long-acting LHRH agonists are currently the 

main forms of androgen suppression” (www.uroweb.org). We therefore did not differentiate between 

these two standard androgen suppression therapies. Additionally, most included studies allowed for 

medical and surgical androgen suppression therapy in the control group without providing subgroup 

analyses. Separating out patients who underwent surgical castration to consider as a control group in 

itself might therefore be impossible.  

 

 

2.) "Provide an overview of the origins of the studies that were included."  

 

We agree that providing the origin of studies might be interesting and included them; see tables 1 and 

2.  

 

3.) "Provide more information about the statistics of your study. Describe the statistical tests you 

applied."  

 

We are thankful for this comment and added a description of the applied statistical tests. It now reads: 

“We extracted outcomes data relevant to this review as needed for calculation of summary statistics 

and measures of variance. For dichotomous outcomes, we attempted to obtain numbers of events 

and totals to calculate pooled risk ratios (RR) with their 95% confidence intervals (CI) using Mantel-

Haenszel method. Continuous outcomes were analyzed using the inverse variance method and were 

expressed as mean differences (MD) with 95% CI. We defined p<0.05 as statistically significant. We 

assessed statistical heterogeneity among studies (Chi2, I²), and employed a fixed effects model for 

I²≤50% and additionally a random effects model for I²>50% as a sensitivity analysis.”  

 

4.) "Did you include patients with prior history of cardiovascular events, treatments (stents, surgical 

procedures…), other cancers? Please clarify."  

 

We thank the reviewer for his comment. We included patients with advanced prostate cancer disease 

(see page 5 of the manuscript). We did not further specify the patient characteristics for inclusion. We 

are only able to report study results from patients that were included in original trials but assume that 

cardiovascular status was assessed during study screening phase.  

 

However, we included a statement to clarify this. It now reads: “Cardiovascular events occurred less 

often with GnRH antagonist (degarelix 240/80 mg and 240/160 mg) than with standard therapy (RR 

0.60, 95% CI 0.38-0.94, 2328 patients included; Table 4). Because of the reduced risk regarding 

cardiovascular events we also evaluated further adverse events regarding the cardiovascular system. 

Post-hoc analyses revealed no statistically significant differences regarding acute myocardial 

infarction or fatal cerebrovascular-related events, but showed that new diagnosis of ischemic heart 

diseases occurred significantly less often in patients who were using GnRH antagonists compared 

with patients on standard androgen suppression therapy (RR 0.42, 95% CI 0.23-0.77, 610 patients 

included). This was also seen for the subgroup of patients treated with degarelix 240/80 mg, but not 

for those treated with degarelix 240/160 mg. Therefore, the effect of GnRH antagonists on these post-

hoc included outcomes remains unclear. Additionally, it was also unclear if these results are also 

applicable for patients that already had a history of cardiovascular events because original 

publications did not report if this was evaluated during study screening phase or if this was an 
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exclusion criteria.”  

 

Reviewer: 2; Marc B. Garnick MD (Please state any competing interests or state ‘None declared’: I 

served as a consultant to Ferring Pharmaceuticals, the manufacturer of degarelix. I was the industry 

developer of abarelix and had a relationship with Specialty European Pharma, its distributor in 

Europe, but that relationship is inactive.)  

 

1.) "This is a well written manuscript, but there is a significant flaw in the essence of the paper. The 

authors were trying to assess potential comparative safety and efficacy from a group of studies that 

were not intended to provide, as their primary endpoint, safety and efficacy, broadly defined. I do not 

believe that the authors of this paper realized that the majority of the manuscripts that were cited for 

both abarelix and degarelix were performed/sponsored by the manufacturing sponsors to gain 

regulatory approval for marketing authorization. That requirement, first and foremost, was to assess 

the pharmacodynamic metric of obtaining a level of testosterone protocols that were submitted to both 

US and European regulators for approval. Moreover, much more accurate patient numbers and 

adverse events would be obtained if the full cohort of patients were included, which were required as 

part of regulatory filings. Moreover, most of the studies were intended to evaluate pharmacodynamic 

data in populations of patients who did not have metastatic disease and were not likely to be able to 

contribute to endpoints such as cancer specific and overall survivals. Thus to criticize the papers that 

did not include those measurements or other demographic specifics is harsh."  

 

We are very thankful for this important comment and agree that available evidence is insufficient to 

make firm conclusive statements on the efficacy of GnRH antagonist compared to standard androgen 

suppression therapy for advanced prostate cancer. This is also one of main limitations of the available 

evidence we point out. It was astonishing that available evidence on GnRH antagonists does not 

provide information on patient relevant outcomes but on pharmacodynamic metrics of obtaining a 

level of testosterone  

We do agree with the point made by the reviewer and added a paragraph to our discussion section. It 

now reads: “The question addressed by this systematic review could partly not be answered with the 

available evidence. We aimed to assess efficacy and safety of GnRH antagonists compared with 

standard androgen suppression therapy for advanced prostate cancer treatment. However, most of 

the studies available were not intended to provide, as their primary endpoint, safety and efficacy data. 

The majority of studies included were performed or sponsored by the manufacturing companies to 

gain regulatory approval for marketing authorization. The studies aimed to assess the 

pharmacodynamic metrics of obtaining a level of testosterone  

However, we performed a comprehensive literature search including several biomedical databases, 

abstract books, reference lists, study registries and the safety data analyses from the websites of the 

Food and Drug Administration (FDA) (see reference 21 and 49). Changing predefined outcomes just 

because there are only surrogate outcomes available is not adequate for systematic reviews following 

predefined methodology and outcomes published prospectively in the 'International Prospective 

Register of Systematic Reviews'. We are therefore convinced that our findings as presented in 

GRADE table are reflecting the quality of evidence for these a priori chosen outcomes.  

 

2.) "Moreover, the authors missed a key citation,( Koch M, Steidle C, Brosman S, Centeno A, Gaylis 

F, CampionM, Garnick MB. An open label study of abarelix in men with symptomatic prostate cancer 

at risk of treatment with LHRH agonists. Urology 2003; 62:877-882) in their review. While this was not 

a randomized study, it provides one of the most important clinical endpoints for patients who were 

unable to receive or at high risk for developing neurologic complications from the initial administration 

of an LHRH analog due to the testosterone surge."  

 

We thank the reviewer for his comment. The study published by Koch et al. is an observational open 

label study with no active control group and therefore did not enter because it did not meet our 
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predefined inclusion criteria.  

 

However, we agree that GnRH antagonists might be a relevant alternative for the subgroup of 

patients with metastatic disease and high risk for neurological complications due to testosterone 

surge. We included a sentence to pronounce this. It now reads: “Data from published randomized 

controlled trials support the use of degarelix as an alternative to standard androgen suppression 

therapies [4 5]. Abarelix also appears to be equally effective [2 6]. Androgen suppression therapy with 

degarelix may also be more cost-effective in patients with locally advanced prostate cancer [7-9] and 

may increase PSA-progression-free and overall survival [5 10]. Additionally, degarelix might also have 

beneficial effects on lower urinary tract symptoms [11]. Furthermore, GnRH antagonists might provide 

an alternative to castration in symptomatic patients with advanced prostate cancer because there is 

no risk of the clinical flare associated with GnRH agonists [12]. Despite these positive findings, the 

current European guideline indicates that there is no definitive evidence that GnRH antagonists have 

advantages over GnRH agonists [13].”  

 

3.) "The manuscript in its current form does a disservice to the utility and potential adoption of GnRH 

antagonists, since, in effect, the criticisms of the literature review was misapplied, since the studies 

were not intended to address the endpoints that were directed at them. However, the authors have 

done a very credible job of reviewing a vast literature regarding the use of GnRH antagonists and 

LHRH agonists, and as such, provides a valuable resource for clinicians who are contemplating their 

use. They also point out some early data to suggest that there may be other side effect profiles that 

may differ between antagonists and agonists or other forms of standard hormonal ablation. But their 

use will be inappropriately hampered, since the conclusions of the authors are not justified by the 

studies that were conducted and analyzed. Likewise, if the authors were to compare various LHRH 

agonists, they would find  

the same issues since the vast majority of published studies report  

pharmacodynamic data, rather than the type of clinical outcomes that would be required of much 

longer duration studies. The authors have provided a good hypothesis that should encourage the 

development of studies that can answer the questions that were posed in the generation of this 

manuscript and this should be the focus of the current manuscript—as opposed to providing a 

misapplied critique of studies that were  

never intended to address the questions that were the focus of the manuscript."  

 

We thank the reviewer for this comment. This systematic review provides –to our knowledge- the 

currently best available evidence on GnRH antagonists compared to standard androgen suppression 

therapy for treating advanced prostate cancer. It is a relevant finding of this review that most studies 

available did not assess patient-relevant endpoints.  

 

Hence, there is a potential risk for patients treated with these drugs because the efficacy and safety of 

GnRH antagonists have not been adequately investigated in comparison to alternatives. This is not 

meant to be primarily a criticism for the existing studies (which we accept were done mainly for 

approval) but meant to point out that there is uncertainty around the benefit and possible harms when 

using these drugs in patients.  

 

Therefore, further high-quality research on GnRH antagonists with long-term follow-up focusing on 

patient-relevant outcomes is required.  

 

All healthcare stakeholders are inundated with unmanageable amounts of information, including 

evidence from healthcare research. It is unlikely that all will have the time, skills and resources to find, 

appraise and interpret this evidence and to incorporate it into healthcare decisions. Systematic 

reviews respond to this challenge by identifying, appraising and synthesizing research-based 

evidence and presenting it in an accessible format. However, a systematic review can be performed 
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with high methodologically quality but its significance can only be as good as the quality of included 

studies. The evaluation of patient relevant outcomes such as safety and survival is critically necessary 

to treat patents in clinical routine.  

 

We have addressed the reviewer’s concern and have modified the text of the manuscript as shown: 

“The question addressed by this systematic review could partly not be answered with the available 

evidence. We aimed to assess efficacy and safety of GnRH antagonists compared with standard 

androgen suppression therapy for advanced prostate cancer treatment. However, most of the studies 

available were not intended to provide, as their primary endpoint, safety and efficacy data. The 

majority of studies included were performed or sponsored by the manufacturing companies to gain 

regulatory approval for marketing authorization. The studies aimed to assess the pharmacodynamic 

metrics of obtaining a level of testosterone  

Reviewer: 3; Laura Evangelista  

 

1.) "For example in the introduction, the authors are invited to demonstrate the utility of GnRH 

antagonists in some clinical trials, in terms of overall survival and in terms of other variables. The 

introduction is poor for the content to justify the rational of the study."  

 

We thank the reviewer for her comment. As we mention in the introduction, this is the first review that 

systematically identifies the literature based on a comprehensive search, as well as apprises and 

synthesizes the information on this topic using predefined methodology.  

 

However, we extended the introduction part and included a sentence in introduction section on 

mortality. It now reads: “Data from published randomized controlled trials support the use of degarelix 

as an alternative to standard androgen suppression therapies [4 5]. Abarelix appears to be equally 

effective [2 6]. Androgen suppression therapy with degarelix may also be more cost-effective in 

patients with locally advanced prostate cancer [7-9] and may increase PSA-progression-free and 

overall survival [5 10]. Additionally, degarelix might also have beneficial effects on lower urinary tract 

symptoms [11]. Furthermore, GnRH antagonists might provide an alternative to castration in 

symptomatic patients with advanced prostate cancer because there is no risk for testosterone flare 

associated with GnRH agonists which might aggravate clinical symptoms [12]. Despite these positive 

findings, the current European guideline indicate that there is no definitive evidence that GnRH 

antagonists have advantages over GnRH agonists [13].”  

 

2.) "The meta-analysis contains a lot of grey literature that is indirectly liked with publication biases."  

 

We thank the reviewer for this comment. We spent a lot of time identifying grey literature and made 

an effort in identifying all relevant publications on a study. Manuscripts might suffer from reporting 

bias and reporting requirements of journals. We therefore included all the information published in 

study reports that we were able to identify. This is a commonly accepted approach for systematic 

reviews and is required for Cochrane reviews. We think that it is a strength of our review that it 

included all relevant information on this topic.  

 

3.) "Moreover, the absence of language restriction can be conduced to a bias."  

 

We thank the reviewer for her comment but disagree. It is commonly accepted that bias could be 

introduced in reviews which are exclusively based on English-language reports. From our point of 

view, it is a strength of this systematic review that our search was not limited by any language 

restriction.  

 

 

4.) "All the criteria for the selection should be better specified."  
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We agree with the reviewer that the former manuscript draft could have been misunderstood. 

Therefore, we rewrote this part of the manuscript. The text now reads: “We included studies that 

compared GnRH antagonists (abarelix, degarelix) with standard androgen suppression therapy in 

patients with advanced prostate cancer. Included studies had to be randomized controlled trials 

(RCTs) (that were used for efficacy and safety analysis) or prospective non-randomized studies (that 

were used for adverse events and quality of life analysis). If RCTs were identified with cross-over 

design, we only included the data just before cross-over started. We did exclude studies because of 

publication status or language of publication, nor did we make restrictions based on age or ethnicity of 

patients.  

 

We included all patients with advanced prostate cancer. Advanced disease was defined as either 

locally advanced (T3-4, N0, M0), local to regionally advanced (T1-4, N1, M0), disseminated disease 

(T1-4, N0-1, M1) or PSA relapse after local therapy.  

 

Included studies had to compare GnRH antagonists (abarelix or degarelix) with standard androgen 

suppression. The standard androgen supression therapy included monotherapy with surgical or 

medical castration, anti-androgen monotherapy or maximal androgen blockade (combination of either 

surgical or medical castration with antiandrogens).  

 

Our prospectively defined primary outcomes were overall survival and adverse events. We defined 

cancer-specific survival, clinical or PSA progression, treatment failure and quality of life as secondary 

outcomes. No study was excluded solely because the outcome of interest was not reported.”  

 

 

5.) "The statistical analysis should be completed in according to the subdivision of the result 

paragraph."  

 

We agree with the reviewer that the prior version of our manuscript lacked of statistical information. 

Therefore, in the current version we added the following description: “We extracted outcomes data 

relevant to this review as needed for calculation of summary statistics and measures of variance. For 

dichotomous outcomes, we attempted to obtain numbers of events and totals to calculate risk ratios 

(RR) with their 95% confidence intervals (CI) using Mantel-Haenszel method. Continuous outcomes 

were analyzed using the inverse variance method and were expressed as mean differences (MD) with 

95% CI. We defined p<0.05 as statistically significant. We assessed statistical heterogeneity among 

studies (Chi2, I²), and employed a fixed effects model for I²≤50% and additionally a random effects 

model for I²>50%.”  

 

 

6.) "In the results section, most of the articles are the same in the two main subsets (abarelix and 

degarelix). The presence of overlapping, both in the study population and in the criteria of selection 

and end-point can be considered a cause of bias."  

 

We agree with the reviewer that inclusion of multiple reports from the same study might lead to bias. 

Duplicate publication can introduce substantial biases if studies are inadvertently included more than 

once in a meta-analysis. We identified several reports evaluating degarelix via pooled analyses of 

individual patient data of five randomized controlled trials. However, we are sure that no overlapping 

populations were included in our analyses. We therefore think that there is no risk for bias and 

recommend not to change the analyses.  

 

7.) "In general, each paragraph should be explained by reporting: number of included studies (based 

on the end-point of the subparagraph) that met the inclusion criteria; the number of patients, the 
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results of the meta-analysis and some comments, for a useful and careful lecture of the paper by the 

readers."  

 

We are thankful for this comment and agree that the numbers of included studies/ patients are 

necessary to interpret the results. We therefore included the numbers. It now reads (see results 

section; e.g., overall mortality): “Nine studies reported number of patients that died during study 

conduct (149-98-02, 149-98-03, ABACS1, CS21, CS28, CS30, CS31, CS35, and CS37). There were 

no statistically significant differences in deaths between GnRH antagonists and standard androgen 

suppression therapy (RR 1.35, 95% CI 0.63-2.93, 9 studies with 3020 patients included), nor in the 

subgroup analyses of abarelix or degarelix compared with standard androgen suppression therapy 

(abarelix 100 mg: RR 3.49, 95% CI 0.77- 15.83, 3 studies with 697 patients included; degarelix 

240/80 mg and 240/160 mg: RR 1.00, 95% CI 0.52-1.92, 6 studies with 2323 patients included; Figure 

3). Quality of evidence for this outcome was rated low due to study limitations and imprecision 

according to GRADE (Table 3).”  

 

8.) "Figure 1and 2 are confused and should be better explained, in terms of paper selected and the 

reasons for eliminate them."  

 

We agree with the reviewer that the prior version of our manuscript lacked detailed information. 

Therefore, in the current version we added an explanation in figures 1 and 2 (see figure 1 and 2). 

Figure 1 and 2 are following the template described in the PRISMA statement (Liberati 2009) and are 

therefore in accordance Cochrane methodology.  

 

9.) "Moreover the number of Figure is missing."  

 

The number of figures are indicated in “figure legend”. We assume that they will be published with the 

manuscript after journal editing. 

 

VERSION 2 – REVIEW 

REVIEWER Julian Hanske 
Department of Urology  
Marien Hospital, Ruhr University Bochum, Herne, Germany 

REVIEW RETURNED 20-Sep-2015 

 

GENERAL COMMENTS The reviewer completed the checklist but made no further 
comments. 

 

REVIEWER Marc B Garnick MD 
Beth Israel Deaconess Medical Center  
Harvard Medical School  
Boston MA USA 

REVIEW RETURNED 23-Sep-2015 

 

GENERAL COMMENTS this is a comment for the editors:  
I have now reviewed this paper several times and want to commend 
the authors on a very diligent effort in terms of data collection. 
However, the premise of the paper- that to compare antagonists with 
standard ADT is so flawed with the source data -- that any such 
comparisons of non-pharmacologic endpoints for the most part 
cannot be gleaned by the data set they have selected.  
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The continued declaration that the quality of the data is substandard 
in terms of the endpoints the authors selected for analysis is again, 
even with the caveats listed, is an inappropriate conclusion-- since 
the source papers were never intended to show these differences, 
making any comparisons suspect.  
 
The entire focus of the manuscript would have to be changed in 
order for it to be a credible piece of work. It would have to be a 
descriptive paper comparing the pharmacodynamic findings as a 
valid comparison as well as safety findings, but not clinical efficacy. 
When clinical efficacy is included, and comparisons are included, 
which were not the intent of the majority of the manuscripts, the 
message could be harmful since antagonists (as outlined in my first 
review) have substantial benefits which may be overlooked since 
such benefits could not be ethically considered in any study design. 

 

REVIEWER Laura Evangelista 
Veneto Institute of Oncology IOV - IRCCS, Italy 

REVIEW RETURNED 30-Sep-2015 

 

GENERAL COMMENTS The reviewer completed the checklist but made no further 
comments. 
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