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VERSION 1 - REVIEW 

REVIEWER Dr Markus Hartmann 
European Consulting & Contracting in Oncology  
Germany 

REVIEW RETURNED 24-Jan-2015 

 

GENERAL COMMENTS Overall, the research question presented in this paper is a relevant 
one. The results are being worth to be shared open-access with a 
large audience, as they add new data to today's important 
discussion on global research ethics in the context of globalised 
drug trials – therfor see e.g. the European Medicines Agency‟s 
report from 2009 on „Clinical trials submitted in marketing 
authorisation applications to the EMEA: Overview of patient 
recruitment and the geographical location of investigator sites‟.  
 
Abstract: The quality and accuracy of the abstract should be 
improved to better address the ethical dimension of the reported 
results and to facilitate readers‟ contextual understanding of the 
displayed percentages.  
 
Introduction section: The section is adequately written and concise. 
However, the references provided (the same applies for the 
discussion section) are not appropriate – many relevant literature 
sources are missing (e.g. Glickman SW et al. Ethical and scientific 
implications of the globalization of clinical research. N Engl J Med 
2009, 360:816-823; Thiers FA et al: Trends in the globalization of 
clinical trials. Nat Rev Drug Discov 2008, 7:13-14; Karlberg JPE: 
Globalization of sponsored clinical trials. Nat Rev Drug Discov 2008, 
7:458-460). The same applies to the discussion section, the current 
state of discussions on global research ethics of drug trials is not 
reflected at all – all references (i.e. references 7-13) are dating from 
years 2002 and before and are often outdated. The quality of the 
referencing across the paper is therefore not matching BMJ‟s quality 
standards.  
 
Methods section: No major objections. However, some clarifications 
on the terminology used in clinicaltrials.gov should be provided and 
a reference to the database should be made here and not in the 
results section. Clarifications should help readers to easily 
understand the terms/concepts „trials conducted‟ and „trials 
completed‟ as described in the section. The choice and role of the 
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follow-up observation period (14 months) should be explained to the 
readers.  
 
Results section: Figures 1-3 are acceptable; the legends might be 
revised to facilitate reader‟s understanding of the data. A Figure or 
Table should be provided to outline the overall distribution of the 
sampled trials per medical indication. However, as an objection, the 
methodology of the comparison between morbidity and mortality 
profiles has neither been explained in the Methods section, nor are 
any references provided regarding the applied epidemiological 
methods & databases on which this comparison is based on.  
 
Discussion section: The discussion section in the present form is not 
acceptable. The major objection, also in terms of the acceptance of 
the paper, is due to the fact that (beginning on page 11, line 26) the 
discussion section totally derives from the discussion of the research 
results. The list of topics discussed (benchmarking principles 1-8) is 
more essay-like than deduced from the research objective and 
results. Again, due to the outdated references and due the flippancy 
of the argumentation, the section does not really contribute to the 
current ethical reflections on global drug trials.  
 
Conclusions section: The conclusions themselves seem appropriate 
and would much benefit from an up-to-date-reference enriched, 
research-ethics reoriented, and more in-depth discussion section.  
 
For the overall acceptance of the paper, a substantial, literature-
based description of (potential) differences in the motivations of trials 
participants in the US/EU on one hand (societal benefit very often 
plays a tremendous role in trial participants‟ decision to provide 
Informed Consent) and on the motivations of trial participants in 
India and SA on the other hand (Impact of missing access to 
qualified medical care, general education issues), might be a 
valuable approach for the authors to put their results better into 
context. However, this is just a recommendation but might help 
authors for the revision of their manuscript. 

 

REVIEWER Ambuj Roy 
Additional Professor of Cardiology  
All India Institute of Medical Sciences  
New Delhi, India. 

REVIEW RETURNED 21-Feb-2015 

 

GENERAL COMMENTS The paper addresses an important area of clinical research in the 
modern era. The results have important implication for future 
regulation and policy making. However, the results seem to be 
deliberately exaggerated and the discussion is extremely rhetorical 
and out of context to the result shared. There are certain 
grammatical errors that need to be addresses. Detail comments are 
attached below.  
 
Comments  
Please avoid acronyms in Abstract without expanding these for the 
first time eg. IND, NDA  
China should be begin with Upper Case  
PAGE 8, L 22: of not “is”  
 
P8. L34. Multinational trial should be better defined. It maybe good 
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to know if the included trials were also being conducted in US/EU  
 
P8L57: Please clarify what is "update information" for better 
understanding of the readers  
 
Results: In the results section it is imperative to state that large no. 
of trials (39.8% and 59.4%) do not get approval anywhere as in Fig 
2. This would put things in perspective and not be make the results 
skewed towards India and SA only  
 
Pg 9 L 21/22. Please clarify the following statement as the message 
is not clear "Looking......worth mentioning"  
 
P10, last paragraph. The class of drugs being tested for clinical trials 
in the 2 countries is an important message as stated in the last 
paragraph of the results section. It may be useful for authors to 
expand on this part of the results and add a table on the class of the 
drugs being tested eg. CVD, DM, cancer etc. This is especially 
important as the authors imply that in the discussion that some of 
the trials may not be relevant to the local population.  
 
Discussion: The discussion is too expansive, patronising and clearly 
goes beyond the realm of the present study. It states several things 
which are very much part of the process of clinical trials already, 
some of which are highlighted below. This study is very relevant for 
developing countries and the research being done. However, the 
discussion should stick to the findings of the current study and not 
be a review on the process of RCT conduct. That would in itself 
send a very important message without being unnecessarily 
rhetorical.  
Discussion should begin with the message of the study and not the 
methods/limitations.  
 
P11, L53: Likelihood  
 
PAGE 11,L9/10.: This statement is factually wrong and exaggerative 
as stated earlier and needs to be corrected. 39.6% and 60.1% of the 
drugs receiving approval for clinical use and not this percentage of 
trials conducted are not marketed in this country. The true numbers 
are 16% and 36%. As stated earlier this is not taking into account 
that 59.8% and 39.4% (fig 1) trials did not receive approval 
anywhere.  
 
P12, L24-26. This is already part of the process. I don‟t see role of 
NGOs here and this should be deleted.  
 
P12,L41-44 This is already stated in the PIS  
 
P12, last paragraph. Paragraph on implications for ethics committee. 
This is clearly not needed. The responsible Ethics committee are 
very much aware of their duties.  
 
PAGE 13, L10: Again this is not based on the results. The authors in 
the study have nowhere shown that any trial done was for a disease 
of “no relevance” to the local population. Kindly justify this statement 
or delete.  
 
P13, L41. Please refrain from words like "colonization" as there is no 
scientific basis for stating so in this study  
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VERSION 1 – AUTHOR RESPONSE 

Reviewer Name Dr Markus Hartmann  

 

Institution and Country European Consulting & Contracting in Oncology  

Germany  

Please state any competing interests or state „None declared‟: None declared  

 

Please leave your comments for the authors below  

 

Overall, the research question presented in this paper is a relevant one. The results are being worth 

to be shared open-access with a large audience, as they add new data to today's important 

discussion on global research ethics in the context of globalised drug trials – therfor see e.g. the 

European Medicines Agency‟s report from 2009 on „Clinical trials submitted in marketing authorisation 

applications to the EMEA: Overview of patient recruitment and the geographical location of 

investigator sites‟.  

 

Abstract: The quality and accuracy of the abstract should be improved to better address the ethical 

dimension of the reported results and to facilitate readers‟ contextual understanding of the displayed 

percentages.  

Noted and Done.  

 

Introduction section: The section is adequately written and concise. However, the references provided 

(the same applies for the discussion section) are not appropriate – many relevant literature sources 

are missing (e.g. Glickman SW et al. Ethical and scientific implications of the globalization of clinical 

research. N Engl J Med 2009, 360:816-823; Thiers FA et al: Trends in the globalization of clinical 

trials. Nat Rev Drug Discov 2008, 7:13-14; Karlberg JPE: Globalization of sponsored clinical trials. Nat 

Rev Drug Discov 2008, 7:458-460). The same applies to the discussion section, the current state of 

discussions on global research ethics of drug trials is not reflected at all – all references (i.e. 

references 7-13) are dating from years 2002 and before and are often outdated. The quality of the 

referencing across the paper is therefore not matching BMJ‟s quality standards.  

Noted and done with latest references.  

 

Methods section: No major objections. However, some clarifications on the terminology used in 

clinicaltrials.gov should be provided and a reference to the database should be made here and not in 

the results section. Clarifications should help readers to easily understand the terms/concepts „trials 

conducted‟ and „trials completed‟ as described in the section. The choice and role of the follow-up 

observation period (14 months) should be explained to the readers.  

Noted and done with latest references.  

After clinical trial completion sponsor has to submit the clinical study report within 12 months to 

regulatory authorities. On the basis of this we decided that 14 months is adequate period for sponsor 

to file NDA in relevant country. Therefore we excluded the clinical trials having update information 

later than 14 month after completion date.  

 

Results section: Figures 1-3 are acceptable; the legends might be revised to facilitate reader‟s 

understanding of the data. A Figure or Table should be provided to outline the overall distribution of 

the sampled trials per medical indication. However, as an objection, the methodology of the 

comparison between morbidity and mortality profiles has neither been explained in the Methods 

section, nor are any references provided regarding the applied epidemiological methods & databases 

on which this comparison is based on.  

Noted and Done. Table explaining the percentage of clinical trials and % cause mortality added.  
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Discussion section: The discussion section in the present form is not acceptable. The major objection, 

also in terms of the acceptance of the paper, is due to the fact that (beginning on page 11, line 26) the 

discussion section totally derives from the discussion of the research results. The list of topics 

discussed (benchmarking principles 1-8) is more essay-like than deduced from the research objective 

and results. Again, due to the outdated references and due the flippancy of the argumentation, the 

section does not really contribute to the current ethical reflections on global drug trials.  

Noted. Modified with latest references.  

 

Conclusions section: The conclusions themselves seem appropriate and would much benefit from an 

up-to-date-reference enriched, research-ethics reoriented, and more in-depth discussion section.  

Noted. Done with new references.  

 

For the overall acceptance of the paper, a substantial, literature-based description of (potential) 

differences in the motivations of trials participants in the US/EU on one hand (societal benefit very 

often plays a tremendous role in trial participants‟ decision to provide Informed Consent) and on the 

motivations of trial participants in India and SA on the other hand (Impact of missing access to 

qualified medical care, general education issues), might be a valuable approach for the authors to put 

their results better into context. However, this is just a recommendation but might help authors for the 

revision of their manuscript.  

 

Our many thanks to your comments. These were very helpful to focus on ethics of global clinical 

studies.  

 

 

 

Reviewer Name Ambuj Roy  

Institution and Country Additional Professor of Cardiology  

All India Institute of Medical Sciences  

New Delhi, India.  

Please state any competing interests or state „None declared‟: None  

 

 

Please leave your comments for the authors below  

The paper addresses an important area of clinical research in the modern era. The results have 

important implication for future regulation and policy making. However, the results seem to be 

deliberately exaggerated and the discussion is extremely rhetorical and out of context to the result 

shared. There are certain grammatical errors that need to be addresses. Detail comments are 

attached below.  

 

Comments  

Please avoid acronyms in Abstract without expanding these for the first time eg. IND, NDA  

China should be begin with Upper Case  

PAGE 8, L 22: of not “is”  

Noted and Done.  

 

P8. L34. Multinational trial should be better defined. It maybe good to know if the included trials were 

also being conducted in US/EU  

Noted and done. As mentioned in the manuscript and flow chart, we did search for trials done in India 

and S. Africa without special focus on EU or USA as that was not the research question. But while 

looking for NDA approvals, we did search for NDA approval in India, S. Africa, EU or USA. Many a 

time sponsors file NDA in their own country by using the data from source country (where the trial was 
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conducted).  

 

P8L57: Please clarify what is "update information" for better understanding of the readers  

Noted and Done.  

After clinical trial completion sponsor has to submit the clinical study report within 12 months to 

regulatory authorities. On the basis of this we decided that 14 months is adequate period for sponsor 

to file NDA in relevant country. Therefore we excluded the clinical trials having update information 

later than 14 month after completion date.  

 

 

Results: In the results section it is imperative to state that large no. of trials (39.8% and 59.4%) do not 

get approval anywhere as in Fig 2. This would put things in perspective and not be make the results 

skewed towards India and SA only  

Done.  

 

Pg 9 L 21/22. Please clarify the following statement as the message is not clear "Looking......worth 

mentioning"  

Modified.  

 

P10, last paragraph. The class of drugs being tested for clinical trials in the 2 countries is an important 

message as stated in the last paragraph of the results section. It may be useful for authors to expand 

on this part of the results and add a table on the class of the drugs being tested eg. CVD, DM, cancer 

etc. This is especially important as the authors imply that in the discussion that some of the trials may 

not be relevant to the local population.  

Noted and Done.  

Table explaining the percentage of clinical trials and % cause mortality added.  

 

Discussion: The discussion is too expansive, patronising and clearly goes beyond the realm of the 

present study. It states several things which are very much part of the process of clinical trials 

already, some of which are highlighted below. This study is very relevant for developing countries and 

the research being done. However, the discussion should stick to the findings of the current study and 

not be a review on the process of RCT conduct. That would in itself send a very important message 

without being unnecessarily rhetorical.  

Discussion should begin with the message of the study and not the methods/limitations.  

Noted and modified.  

 

P11, L53: Likelihood  

Deleted.  

 

PAGE 11,L9/10.: This statement is factually wrong and exaggerative as stated earlier and needs to be 

corrected. 39.6% and 60.1% of the drugs receiving approval for clinical use and not this percentage of 

trials conducted are not marketed in this country. The true numbers are 16% and 36%. As stated 

earlier this is not taking into account that 59.8% and 39.4% (fig 1) trials did not receive approval 

anywhere.  

Noted and done. These figures are result of only focus on as said in Figure 3 – Distribution of Market 

approval between EU/US and India/S. Africa. This is derived out of figure 1 by only focusing on NDA 

approval.  

 

P12, L24-26. This is already part of the process. I don‟t see role of NGOs here and this should be 

deleted.  

Deleted.  
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P12,L41-44 This is already stated in the PIS  

Deleted.  

 

P12, last paragraph. Paragraph on implications for ethics committee. This is clearly not needed. The 

responsible Ethics committee are very much aware of their duties.  

Noted and Modified.  

 

PAGE 13, L10: Again this is not based on the results. The authors in the study have nowhere shown 

that any trial done was for a disease of “no relevance” to the local population. Kindly justify this 

statement or delete.  

Noted and done.  

 

P13, L41. Please refrain from words like "colonization" as there is no scientific basis for stating so in 

this study.  

Modified.  

Our many thanks to your comments. Very helpful to focus on local needs and clinical research. 

VERSION 2 – REVIEW 

REVIEWER Ambuj Roy 
AIIMS, India 

REVIEW RETURNED 08-May-2015 

 

GENERAL COMMENTS Thank you for complying with most suggestions.  
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