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Abstract: Background: Compliance with research ethics legislation is a crucial issue for the protection of the 
rights of people taking part in clinical trials. Researchers have the opportunity to alert publishers when they 
have concerns about possible non-compliance with this legislation by other authors, and this opportunity for 
independent scrutiny is important. Nevertheless, some alerts may turn out to be unfounded due to a 
misunderstanding of the legislation or shortcomings in the analysis of the publications concerned. Methods: 
We present the analysis of the article by F. Franck et al. « Raising concerns on questionable ethics approvals - 
a case study of 456 trials from the Institut Hospitalo-Universitaire Méditerranée Infection » [1] in which the 
authors explain having sent numerous emails to different publishers to express their concerns about potential 
ethical breaches in 456 publications from a single French institution. We analyzed in detail the 248 studies that 
the authors present as suspect on the grounds that they all mention the same ethical number. We have also 
studied the texts of French law and the content of presentations given by institutions specializing in clinical 
research, explaining the framework of the Jardé Law. Results: Our detailed analysis of these 248 studies 
discovered that only seven of them report research involving humans. All the others are secondary research 
on existing biological samples and most of them present the results of genomic analyses of new bacteria 
discovered by the authors. In France, as in many other countries, research on biological samples that have 
already been collected for care purpose or as part of a previous study and research on micro-organisms are not 
research involving human subjects. The rules that apply in these specific contexts are therefore different. 
Conclusions: Assessing the ethical conformity of scientific publications must be based on a precise knowledge 
of the legislation and a rigorous analysis of these publications. When researchers who alert publishers confuse 
research involving the human person with research not involving the human person, the publishers are in 
danger of being misled by these unfounded alerts. This can have deleterious consequences for the authors but 
also for the entire scientific community through the distrust generated towards medical research. 

Keywords: ethics; microbiology; non-RIPH studies; studies « hors loi Jardé », biological samples; 
IRB exemption 

 

Background 

According to COPE (Committee on Publication Ethics): « Editors and publishers are dealing with 
increasing numbers of ethical concerns brought to their attention in a variety of ways, and increasingly 
concerning large numbers of papers. Journals may receive concerns directly or from different media and should 
investigate these regardless of the method of communication. » COPE has therefore published a number of 
guidelines giving recommendations to help publishers to deal with these different situations. COPE 
also reports that: « The issues identified have become more complex. This includes situations where 
multiple concerns are raised simultaneously to multiple journals, from anonymous or named 
individuals, and which deal with a range of issues concerning the integrity of the published research. 
» [2] 

Disclaimer/Publisher’s Note: The statements, opinions, and data contained in all publications are solely those of the individual author(s) and 
contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to people or property resulting 
from any ideas, methods, instructions, or products referred to in the content.
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It is obviously very important that the rules governing the ethics of medical research are 
respected, and the contribution of researchers wishing to carry out independent checks can be a 
valuable asset for the scientific community but also, more generally, for maintaining a climate of 
confidence in medical research. However, a process designed to achieve constructive objectives can 
always have negative consequences if it is misused, and facilitating the process of communicating 
concerns to publishers can also present significant risks, including the risk generated by alerts issued 
by scientists unfamiliar with the research areas of the publications that they criticize and who may 
then be inclined to misinterpret the rules that apply to this type of research. 

To illustrate these risks, we present the case of a team of independent researchers who, believing 
they had detected massive ethical fraud in the publications of a French institution, wrote to the 
publishers to communicate their concerns. But the laws on research ethics are complex and the first 
mistake made by Franck et al. is to confuse research involving human beings with research not 
involving human beings. 

Through our work, we hope to enlighten publishers so that they are better equipped to carry out 
investigations into articles published by French researchers. This will maybe prevent other French 
teams from being suspected of fraud in the future on the basis of concerns generated by this same 
confusion. 

Methods 

To analyze the work of Franck et al., we have examined the texts of French legislation as well as 
the content of the training courses organized by various institutions for their researchers. We have 
compared French legislation with US legislation, with which publishers are more familiar, and 
examined in detail the legislation of the developing countries concerned by the publications singled 
out by the authors. 

Franck et al. mention 456 publications that would be concerned by ethical problems, but the 
table they provide as a supplementary material only gives the references of 248 publications for which 
they discovered that they all mentioned the same ethical approval number. According to the authors, 
this reuse of the same approval number for a large number of publications does not comply with the 
French law on research on human beings (RIPH). 

We therefore analyzed each of these 248 publications one by one in order to assess the type of 
research involved. We began by noting the titles of these publications, since they did not appear in 
the table, and this gave us an initial indication of the first major error. The vast majority of these titles 
showed that they were describing the genetic characteristics of a bacterium. 

We assigned to each of these publications the terminology RIPH or non-RIPH according to the 
criteria defined by French legislation and checked whether the ethical mentions appearing in the texts 
corresponded to the legal requirements. 

Detailed Examination of Research Ethics Laws 

The terminology of « biomedical research » used in the Huriet-Serusclat law (applied since 1988 
and revised in 2004) has been replaced in the Jardé law (applied since November 2016) by that of « 
research involving human person », which will be referred to in this work by the acronym RIPH. The 
Jardé law distinguish [3]: interventional research (Category 1), interventional research with minimal 
risks and constraints (Category 2), non-interventional research (Category 3). For RIPH research, 
French legislation requires authorization from a Comité de Protection des Personnes (CPP). These 
committees correspond to the IRBs of Anglo-Saxon countries. In addition to RIPH research, there is 
also research that does not involve the human person: non-RIPH research. In the case of non-RIPH 
research, French law does not require authorization from a CPP. 

1. The main difference between French law and the laws of Anglo-Saxon countries. 
In Anglo-Saxon countries, there is only one type of ethics committee: the IRB, but in France, there 

are two: CPP (Comités de Protection de la Personne) and CEL (Comités d’Éthique Locaux). French 
CPPs are equivalent to the IRBs committees under US legislation, independent of research institutions 
or hospitals, and whose authorization is compulsory for research involving human beings. French 
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CELs have no equivalent in Anglo-Saxon countries. Their authorizations are only advisory and are 
not legally binding. As there are only 39 CPPs to cover the entire French territory [4], research outside 
the scope of the Jardé Law is no longer accepted for evaluation by CPPs, which can pose problems 
for publication. Scientists must then turn to their institution’s local ethics committee which will help 
them to determine whether the research they are planning is research involving human person (in 
which case, the CEL will direct them to a CPP) or research not involving the human 
person. For non-RIPH research, the authorizations of the CEL (even if they are not 
legally obligatory) are useful in providing the ethical endorsement publishers 
request (since the CPP refuse to evaluate them). [5] 

« Retrospective research, involving biological samples or data already collected do not fall within the scope 
of the Jardé law on research involving human beings. » Such research involving the re-use of 
microbiological samples of those using sample collected during care are non-RIPH research and does 
not require CPP authorization. They are authorized by law, as stated in article L1211-2 of the French 
Public Health Code [6]: « The use of elements and products of the human body for a medical or scientific 
purpose other than that for which they were removed or collected is possible, unless opposition is expressed by 
the person from whom the removal or collection was carried out, duly informed in advance of this other purpose. 
» As long as the biological samples are not collected specifically for research purposes and are only 
pre-existing samples, French law does not require any ethical authorization. [7] 

2. Similarities between French law and US law. 
Comparing American legislation will provide greater clarity for publishers of international 

scientific journals, as they are more familiar with it than with French legislation. But the same 
distinction is made between RIPH research (Research on Human Beings) and non-RIPH research (not 
on human beings). 

In the USA, the HHS (Department of Health and Human Services) research privacy legislation 
[8] in the Code of Federal Laws is referred to as 45 C.F.R 46. Certain types of research are excluded 
[9–12] from this regulation and are described in 45 CFR 46.104. Among the categories of research 
exempt from this regulation is secondary research on biological samples (biospecimens), provided 
that the data are anonymized. 

The NIH website provides an infographic showing research exempt from IRB authorization. The 
fourth category of exemption describes research « involving samples if they are recorded in such a way 
that the subjects cannot be identified. » [13] 

The concept of « secondary research » is also defined in this presentation [14] from the 
University of San Francisco: « Not Human Subjects Research Description: Under some circumstances, 
research involving only unidentifiable/de-identified or coded private information or biological specimens is not 
human subjects research because investigators cannot readily ascertain the identities of the individuals to whom 
the data or samples belong. In such cases, IRB review is not required. » 

Another presentation from the University of Virginia [15] also outlines the conditions under 
which research on biological samples is not considered research involving human beings: « Research 
with previously collected anonymous data and/or specimens does not meet the definition of “research involving 
human subjects” and may be performed without IRB approval only when the data/specimens to be studied were 
not collected specifically for the current research. » 

These exemptions of IRBs in U.S. legislation correspond to which is defined as « research involving 
existing data with a change of purpose and/or existing biological elements. » [16,17] The change of purpose 
Art L 1211-2 of the French Public Health Code simply requires the patient informed on the possible 
used of his sample for future research and the possibility he get to express an opposition to this [18]. 

In their article: « French legislation on retrospective clinical research: what you need to know 
and what you need to do », Souche et al. summarize very well the fact that research on biological 
samples is not research involving the human person: « Retrospective research is exterior to the framework 
of the Jardé law, the reason being that it involves not “natural” persons but rather, existing health-related data 
with a modified objective and/or existing biological collections. » [19] 
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And, in the document: « A qualification guide for health research » published in 2021, the 
INSERM ethics committee (CEEI) states that: « Three categories of research are not considered as RIPH and 
are listed in point II of article R 1121-2 of the CSP (...) The 3rd category corresponds to retrospective studies 
on data and biological samples. »  [20] 

4. Confirmation by the French authorities. 
The final report of the inspection carried out by the IGAS [21] (Inspection Générale des Affaires 

Sociales) to which the authors refer states that, of the 140 IHU-MI studies inspected by them: « With 
the exception of 19 of them, which were redirected to committees for the protection of individuals, these studies 
do not involve human beings within the meaning of the JARDÉ law » (page 106) and: « In the case of research 
outside the scope of the RIPH, the regime is simpler: some research is carried out without any act on the person. 
They are not presented to the CPP. » (p 107) This IGAS report was published in August 2022. The authors 
therefore had official explanations for why most of the publications they listed should be classified 
as non-RIPH research. Moreover, in response to a question from Senator Alain Houpert, the Minister 
of Health, François Braun, replied on June 29, 2023: « As human waste is not a person but a thing, research 
on it is not research involving human beings, but ‘scientific’ research. Research programs involving collections 
of biological samples fall within the remit of the ministry in charge of research, not the committees for the 
protection of individuals. » [22] 

5. Lack of ethics committees and specific legislation in some countries. 
The particular case of Niger deserves some further explanation, firstly because it is 

representative of the situation in other developing countries and, secondly, because at the time of 
submitting this work, two publications involving the analysis of the microbiota of severely 
malnourished children had been retracted by the publisher. Indeed, in Niger, a 2013 decree issued by 
the Ministry of Education [23] requires administrative authorization prior to research. Article 11 
stipulates that for specific topics: « it remains understood that the establishment of the administrative 
authorization for research is strictly subordinated to the opinion of the ethics committee created for this purpose. 
» 

But Niger’s National Health Research Ethics Committee was only created in 2016 (decree 2016-
644 /PRN/MSP) (see additional file n°4), and the stool samples sent to the IHU-MI for analysis by Dr 
Souleymane Brah, a physician at Niamey hospital, were taken in 2014, when Niger’s CNERS did not 
yet exist. Before the creation of the CNERS, there was a national consultative ethics committee 
(CCNE) but, as stated in the National Strategic Plan for Health Research [24] issued by the Niger 
Ministry of Health in 2013, the legal framework governing its operation was very weak and its 
funding non-existent. In the absence of a functional ethics committee and legislation specifically 
framing human health research ethics, it was probably not possible in 2014 for Nigerien doctors 
collaborating with the IHU-MI to have a written document emanating from an official ethics 
committee. However, this does not mean that sampling did not respect the declaration of Helsinki. 
In the absence of national laws governing medical research ethics, researchers usually refer to the 
Declaration of Helsinki as an international standard reference. Anyway, as Chaudhry et al. [25] point 
out in their conclusions, this problem of weak or non-existent specific legislation on research ethics 
relating to human health is quite common in developing countries: « The findings show that most 
Research Ethics Committees (RECs) in Sub-Saharan Africa work under significant administrative and 
financial constraints, with few opportunities for capacity building for committee members. This impacts the 
quality of reviews and the overall performance of RECs. Although most countries have national governance 
systems for RECs, they lack regulations on accountability, transparency, and monitoring of RECs. The 
situation in Senegal is somewhat different, with ethical legislation in place since 2009. Nevertheless, 
according to the Senegalese CNERS report [26] published in 2019: « The law does not address the issue 
of the use, storage and transfer of biological material, nor that of the creation, use and transfer of databases ». 

The specific context of certain developing countries must therefore always be taken into account 
when assessing whether local ethical legislation has been respected. In their article entitled « National 
ethics guidance in Sub-Saharan Africa on the collection and use of human biological specimens: a 
systematic review» [27] published in 2016, Barchi et al. state in Tables 2 and 3 whether countries have 
ethical legislation and, if so, whether it includes clauses specific to the reuse or transfer of biological 

Preprints.org (www.preprints.org)  |  NOT PEER-REVIEWED  |  Posted: 25 November 2024 doi:10.20944/preprints202411.1881.v1

https://doi.org/10.20944/preprints202411.1881.v1


 5 

 

material. These tables confirm that, at the time the child malnutrition study was carried out, Niger 
had no legislation, regulations or instructions surrounding the ethics of human health research. While 
Senegal did have general legislation, it did not include any provisions concerning biological samples. 

6. Analyzing the characteristics of bacteria kept in collections is not research involving human 
subjects. 

Microbiology is a specific field of research, of which genomic sequencing is a sub-specialty. The 
rules that apply to it are therefore specific, since this research does not involve human beings, but 
bacteria, viruses or parasites. Biological samples collected during care or during an RIPH study are 
cultured and the growth of several different micro-organisms is regularly observed. These micro-
organisms are isolated from the initial sample and stored in collections for later characterization. 
During subsequent research, it is not the initial samples that are reused, as they have been destroyed, 
but only the micro-organisms that were previously preserved. In France, this research on micro-
organisms is not classified as biomedical research, but as scientific research in microbiology, since the 
researchers work exclusively on bacteria and the research does not involve humans. 

And it is only fairly recently that publishers specializing in genome announcements have begun 
to establish more precise rules for the ethical mentions they require. In 2020, the Microbiology 
Resource Announcements published an article entitled: « Best Practices for Successfully Writing and 
Publishing a Genome Announcement in Microbiology Resource Announcements » [28]. It stipulates 
that researchers must explain how the micro-organism was acquired, but a statement of the approval 
number and the name of their CPP is only required if the manuscripts describe research involving 
humans. 

In Table S3 (“Table S3 - Genome announcements.xlsx”) we listed nearly 20 publications of 
genome announcements resulting from research carried out by other teams than those at the IHU-
MI. None of these publications describing the characteristics of a newly discovered bacterium 
mentions ethical approval. This demonstrates that it is common practice for the international 
community of researchers specializing in microorganism genome analysis not to mention IRB 
authorization when their research does not involve human subjects. French legislation is similar to 
that of other countries for this type of research. 

Results 

1. A detailed analysis of their content shows that the publications concern secondary research 
on existing biological samples. 

By consulting the full text of all 248 incriminating articles, it is possible to find the context of the 
samples taken and the references of the ethics committees that authorized the protocol of the studies 
in which the biological samples were collected. 

In the Table S1, we have grouped the publications according to the countries concerned and, for 
each country, we have highlighted the primary study(ies) in which the biological samples were taken, 
together with the references of the authorizations of the ethics committees consulted (see Additional 
file 2: “Table S1 - Studies mentioning number 09-022.xlsx”). 

The summary is presented in Table 1. 

Table 1. Summary - Classification of studies and IRB authorizations by country. 

Countries Types of studies Ethical authorizations 

Saoudi Arabia  1 publication = primary RIPH 
study comparing the microbiota 
of people living in Saudi Arabia 
authorized by the ethics 
committee of King Abdul Aziz 
University to microbiota of 

 The study protocol was 
approved by the Ethics 
Committee of the King 
Abdul Aziz University 
under agreement number 
(014-CEGMR-2-ETH-P) 
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people living in France (samples 
taken as part of care). 
 

 14 publications = non RIPH 
studies describing new bacteria 
isolated in cultures of samples 
collected as part of this RIPH 
study. 

 

Total: 15 publications  

 

 

 

 

 

 

These 14 publications concern 

research on bacteria isolated and 

stored for further analysis = 

scientific research in microbiology. 

The initial samples have been 

destroyed. Only the micro-

organisms that were previously 

cultivated and stored are used. 

Congo  16 publications = non RIPH 
secondary studies describing 
one or more bacteria isolated in 
cultures of stool samples 
collected during a mission to 
Congo whose objective was to 
study the human microbiota 
and diseases transmitted by 
pygmy lice.  

 

Total: 16 publications 

 

 

 Collection was done 
according to Nagoya 
protocol from Republic of 
Congo. Agreement was 
obtained from the Ministry 
for Health of the Republic 
of Congo 
(000208/MSP/CAB.15 du 
Ministère de la Santé et de 
la Population, 20 August 
2015). 
 

All publications concern research 

on bacteria isolated and stored for 

further analysis = scientific research 

in microbiology. The initial samples 

have been destroyed. Only the 

micro-organisms that were 

previously cultivated and stored 

are used. 

France   1 publication = primary RIPH 
study comparing the microbiota 
of HIV + patients to the 
microbiota of HIV patients - 
authorized by the ANRS ethics 
committee. 
 

 5 publications = non RIPH 
studies describing new bacteria 
isolated in cultures of samples 

 Authorization from the 
ethics committee of the 
ANRS / INSERM: (ANRS 
EP55 MICROGUT.) 
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collected as part of this RIPH 
study. 

 
 1 publications = non RIPH 

studies describing new bacteria 
isolated in cultures of samples 
collected as part of a RIPH 
study (microbiota of patients 
suffering from cancer).  
 

 12 publications = non RIPH 
studies describing new bacteria 
isolated in cultures of samples 
collected as part of a RIPH 
study (samples collected during 
a RIPH study on urinary tract 
infections).  

 

 
 88 publications = non RIPH 

studies each describing new 
bacteria isolated in cultures of 
samples collected as part of 
care. 

 
 8 publications = non RIPH 

studies presenting the results of 
microbiological analyses carried 
out on microorganisms isolated 
during culture of a biological 
samples collected as part of 
care. 
 
 

Total : 115 publications 

 

 

 

 
 Authorization from B2M 

ethics committee under 
protocol number PP: 15-
013   

 

 

 

 
 Ethical approval was 

obtained for the UTI 
project under the number 
2015-A00884-45 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Except for a single RIPH 

publication, all publications 

concern research on bacteria 

isolated and stored for further 

analysis = scientific research in 

microbiology. The initial samples 

have been destroyed. Only the 

micro-organisms that were 

previously cultivated and stored 

are used. 

 

Gabon  5 publications = non RIPH 
studies describing new bacteria 
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isolated in cultures of stool 
samples. The collection of these 
samples has been authorized by 
the national ethics committee of 
Gabon. 
 

 Collection was approved 
by the National Ethic 
Committee of Gabon 
(registration 
0023/2013/SG/CNE) 

 

All publications concern research 

on bacteria isolated and stored for 

further analysis = scientific research 

in microbiology. The initial samples 

have been destroyed. Only the 

micro-organisms that were 

previously cultivated and stored 

are used. 

 
 

Niger  
 1 publication = primary RIPH 

study: Increased Gut Redox and 
Depletion of Anaerobic and 
Methanogenic Prokaryotes in 
Severe Acute Malnutrition: 
whose objective is to compare 
the microbiota of children 
suffering from severe 
malnutrition (Kwashiorkor and 
marasmus) with the microbiota 
of healthy children. The 
recruitment of healthy children 
was authorized by the CNERS 
and samples from sick children 
were samples taken as part of 
care at the local hospitals.  

 
 18 publications = non RIPH 

studies describing new bacteria 
isolated in cultures of samples 
collected as part of that primary 
RIPH study.  

 

 

 

 

 For sick children: 
Recruitment of children 
<60 months attending the 
clinic ‘Notre Dame de 
L’Esperance’ for 
malnutrition in Thiaroye, 
Dakar, Senegal, occurred 
in April 2014. Children 
from Dielmo and Ndiop 
were recruited between 
September and December 
2014 and recruitment of 
children from the National 
Hospital, Niamey, Niger 
ranged from February to 
November 2014. Professor 
DIALLO and Professor 
ADEHOSSI certified that 
this study was not in 
opposition to the 
declaration of Helsinki and 
in accordance with 
Senegalese and Nigerien 
laws respectively. Niger’s 
national ethics committee 
did not exist and was only 
created in 2016. 
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Total : 19 publications 

 

 For healthy children: 
authorization by the 
National Ethics Committee 
of Senegal (CNERS): 
Dielmo project. 

 

These 18 publications concern 

research on bacteria isolated and 

stored for further analysis = 

scientific research in microbiology. 

The initial samples have been 

destroyed. Only the micro-

organisms that were previously 

cultivated and stored are used. 

Sénégal   1 publication = primary RIPH 
study:  Tropheryma whipplei: 
A Common Bacterium in Rural 
Senegal 

 
 1 publication = non RIPH study 

describing a new bacterium 
isolated in culture of a sample 
collected as part of this RIPH 
study. 

 
 

 
 1 publication = primary RIPH 

study: microbiota of children 
suffering of severe malnutrition: 
Increased Gut Redox and 
Depletion of Anaerobic and 
Methanogenic Prokaryotes in 
Severe Acute Malnutrition. 

 
 1 publication = primary RIPH 

study: Gut Microbiota 
Alteration is Characterized by a 
Proteobacteria and Fusobacteria 
Bloom in Kwashiorkor and a 
Bacteroidetes Paucity in 
Marasmus 

 

 by the National Ethics 
Committee of Senegal 
(CNERS): Dielmo project 

 

 

This publication concerns research 

on a bacterium isolated and stored 

for further analysis = scientific 

research in microbiology.  

 

 

 
 Professor DIALLO and 

Professor ADEHOSSI 
certified that this study 
was not in opposition to 
the declaration of Helsinki 
and in accordance with 
Senegalese and Nigerien 
laws respectively  
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 20 publications: non RIPH 
studies describing new bacteria 
isolated in cultures of samples 
collected as part of these 2 
primary RIPH studies.  

 

 

 

 

 

 

 
 1 publication = primary RIPH 

study Characterisation of the 
Vaginal Microbiota Using 
Culturomics and Metagenomics 
Suggests Transplantation of Gut 
Microbiota into the Vagina 
During Bacterial Vaginosis  

 

 

 
 28 publications = non RIPH 

studies describing new bacteria 
isolated in cultures of samples 
collected as part of the 
monitoring of emerging 
pathogens or as part of care.  
 

 4 publications = non RIPH 
studies present the results of 
microbiological analyses carried 
out on microorganisms isolated 
during culture of a biological 
samples collected as part of the 
monitoring of emerging 
pathogens. 
 

 
 3 publications = non RIPH 

studies describing new bacteria 
isolated in cultures of skin 
samples collected as part of a 

 

 

These 20 publications concern 

research on bacteria isolated and 

stored for further analysis = 

scientific research in microbiology. 

The initial samples have been 

destroyed. Only the micro-

organisms that were previously 

cultivated and stored are used. 

 

 

 

 

 
 by the Senegalese CNERS, 

in accordance with the 
SEN protocol 16/04, 
approved this study under 
agreement number 00039 

 

 

 

 

 

 
 Dielmo project: 

authorization by the 
National Ethics Committee 
of Senegal, the Ministry of 
Health and Preventive 
Medicine, the Dakar 
Pasteur Institute and the 
IRD.  Ethical approval is 
renewed on a yearly basis. 
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RIPH study (study on 
pathogenic bacteria in bedsores 
of acute febrile patients and 
comparison with healthy skin) 
authorized by the CNERS. 
 
 

 

 

 

 

 

 

Total : 60 publications  

 

 

 

 
 by the National Ethics 

Committee of Senegal 
approved the project (N°0-
00.87MSP/DS/CNERS and 
N°001380MSP/DS/CNERS) 

 

 

 

 

 

These 37 publications concern 

research on microorganisms 

isolated and stored for further 

analysis = scientific research in 

microbiology. The initial samples 

have been destroyed. Only the 

micro-organisms that were 

previously cultivated and stored 

are used. 

 

 

 

 

Various  

locations 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 1 publication = primary RIPH 

study Treponema species enrich 
the gut microbiota of traditional 
rural populations but are absent 
from urban individuals    

 
 7 publications = non RIPH 

studies grouping by specific 
themes (related to the 
microbiota) the conclusions 
drawn on the basis of laboratory 
analyzes carried out on samples 
collected in different countries. 
These samples were authorized 

 Saudi Arabia: ethics 
committee of the King 
Abdul Aziz University 
under agreement Numbers 
014-CEGMR-2-ETH-P  
 
 

 

 
 French Polynesia + French 

Guiana – Amazonia: the 
agreement of the ethics 
committee of the Institute 
Louis Malardé (Comité 
d’éthique de Polynésie 
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by ethics committees in the 
countries concerned or were 
collected as part of care by local 
doctors then sent to the IHU-MI. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 1 publication = non RIPH 

secondary study describing the 
characteristics of a new bacteria 
discovered in a sample of breast 
milk taken as part of an RIPH 
study authorized by an ethics 
committee in Mali (link between 
infant microbiota and 
breastfeeding). 
 

 
 1 publication = non RIPH study 

describing the characteristics of 
a bacteria discovered in 
biological samples (blood and 
pleural fluid) collected as part 
of an RIPH study authorized by 
an ethics committee in Vietnam 
(link between microbiota and 
diabetes). 
 

 9 publications = non RIPH 
studies describing new bacteria 
isolated in cultures of stool 

Française) was obtained 
under reference 67-CEPF. 

 
 Congo: Agreement was 

also obtained from the 
Ministry for Health of the 
Republic of Congo 
(000208/MSP/CAB.15 du 
Ministère de la Santé et de 
la Population, 20 August 
2015). 

 
 For pilgrims returning 

from the Hajj: the protocol 
was approved by the Aix-
Marseille University 
institutional review board 
(July 23rd, 2013; reference 
no. 2013-A00961-44) 

 
 Senegal : CNERS (Dielmo 

Project) 

 

 

 
 Mali: The study and the 

consent procedure were 
approved by the FMPOS 
institutional ethics 
committee under number 
20l4/46/CE/FMPOS as of 
May 22, 2014. 

 

 

 

 

 

 
 Vietnam: The study was 

approved by the Ministry 
of Science and Technology 
of Vietnam under the 
number NVQG-2018/08 

Preprints.org (www.preprints.org)  |  NOT PEER-REVIEWED  |  Posted: 25 November 2024 doi:10.20944/preprints202411.1881.v1

https://doi.org/10.20944/preprints202411.1881.v1


 13 

 

samples collected during some 
RIPH study.      
 

 

Total : 18 publications 

 

 

 

 

 

 

 

 

These 11 publications concern 

research on bacteria isolated and 

stored for further analysis = 

scientific research in microbiology. 

The initial samples have been 

destroyed. Only the micro-

organisms that were previously 

cultivated and stored are used. 

 

Total :              248 publications 

 

 

From this summary of the international origin of biological samples, we can deduce that IHU-
MI researchers collaborate with local doctors and scientists who take samples authorized by the ethics 
committees of the countries concerned. The IHU in this study only play a role of specialized 
laboratory for complement analysis of sample collected for care, collected from environment or being 
human waste that and have been subsequently the subject of single case report that do not need a 
specific authorization including in France. As for example article 1 and 2 from Niger (Table S1) 
described each one a new bacterium identified in the stool of the same patient. No sample collection 
was done for research purpose only. Local doctors send the samples to the IHU-MI laboratory, which 
performs the analyses using a method they have developed (Culturomics and Taxogenomics). 

The most important long-term international collaboration is with Senegal, where two Point-Of-
Care (POC) laboratories were set up between 2010 and 2016 as part of the Dielmo Project. All the 
research carried out using the samples collected has been approved by the Senegalese authorities and 
the Comité National d’Ethique de la Recherche du Sénégal (CNERS), as indicated in the inspection 
report carried out at the request of the Minister of Health [29]. CNERS authorizations are renewed 
annually [30]. These biological analyses enable the IHU-MI to fulfil its mission of national and 
international surveillance of infectious diseases and epidemiological research, which is one of their 
objectives [31,32]. This mission includes introducing new infection detection tools, enabling IHU-MI 
researchers to detect previously unknown bacteria. The majority of the 248 publications bearing the 
number 09-022 describe the characteristics of the bacteria discovered by IHU-MI researchers. In 
addition, the IHU-MI has an international health monitoring structure and collaborates with 
numerous foreign partners in the international surveillance of emerging infectious diseases or those 
imported by travelers and migrants.The IHU-MI also houses the Centre National de Référence des 
Rickettsies, Coxiella et Bartonella (CNR), which, according to their website [34]: « receives more than 
20,000 samples (serum, blood, various biopsies and arthropods) per year from over 300 public and private 
laboratories in France and many other countries, to diagnose infections caused by intracellular bacteria that are 
difficult to culture. » Secondary research on these biological samples taken for diagnostic purposes is 
authorized under French legislation, which does not consider it to be research involving human 
beings and, accordingly, does not require authorization from a CPP. 

The stool samples listed as coming from Amazonia were collected in a village in the Amazon 
rainforest, part of French Guyana. The primary study in which these samples were collected was 
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authorized by the ethics committee of the Institut Louis Malardé in French Polynesia, and the 
references to this authorization are given in the publication concerning this primary study: « 
Comparison of the gut microbiota of obese individuals from different geographic origins. » By 
reading the full text of the publications, it was possible to find the references of the ethics committee 
authorization and to understand that this authorization from the ethics committee of French 
Polynesia also applied to the part of the study taking place in French Guyana since they are both part 
of the French overseas territory (DOM-TOM) where French legislation applies. Any authorization 
from an ethics committee located on French territory is valid for studies taking place elsewhere on 
French territory. 

For some publications, biological samples were collected as part of patient care, either at the 
IHU-MI (consultations and hospitalizations), or at other hospitals which sent their samples to the 
IHU-MI laboratory. Analyses carried out on samples taken as part of patient care (diagnostic 
samples) are also non-RIPH research and do not require authorization from a CPP. 

2. Document number 09-022 is an optional advice of the local ethics committee and not a 
compulsory CPP authorization. 

By wrongly naming document 09-022 an IRB authorization and claiming that it is compulsory 
in France for all types of research, the authors are confusing the reader. This document is not in fact 
a legally binding authorization from an IRB for RIPH research, but an optional advice from the IHU-
MI’s local ethics committee confirming that the legislation authorizes laboratory analyses (non-RIPH 
research) on biological samples, whether these samples have been obtained as part of an RIPH study 
authorized by an independent ethics committee or as part of patient care. The same document can be 
used for all research of this type, however numerous, and it remains valid as long as the law remains 
unchanged. It should be noted that many of the IHU-MI publications listed by the authors date from 
before 2016, i.e., before the Jardé law came into force. Nevertheless, the ethical rules were identical 
(Hurriet Act) and research on biological samples could already be carried out without the 
authorization of a CPP. 

The primary RIPH studies from which the biological samples analyzed were obtained have all 
been approved by the CPP, whose references are given in the publications relating to these primary 
studies. 

3. All publications are part of a global project. 
A complete analysis of the 248 articles leads to the conclusion that all these publications are part 

of a global, long-term research project that represents secondary research using laboratory analyses 
of biological samples already collected for other purposes. 

Consequently, the document bearing the number 09-022 is only an optional opinion from the 
local ethics committee, confirming that French law authorizes this type of research. This justifies the 
fact that each sub-publication of the overall project mentions this same number. As the IHU-MI is a 
large infectious disease surveillance unit, it is normal that the number of publications is higher than 
for other institutions. 
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Figure 1. Use of biological samples for research purposes. 

Conclusion 

We share the authors’ concern for ethical principles in the protection of study participants. To 
assess the ethical compliance of scientific publications, we believe it is essential to rely on a precise 
knowledge of legislation and guidelines, as well as a rigorous analysis of each of the publications 
concerned. Our analysis of both French legislation and the 248 incriminated publications does not 
lead us to the same conclusion as Franck et al. 

Indeed, of these 248 publications, only 7 concern research involving the human person (RIPH). 
All of them mention the references of the mandatory ethical authorization from a CPP for studies 
taking place in France, and references to authorizations received by local authorities in other 
countries, according to the legislation in force at the time the studies were carried out. These details 
appear either directly in the text, or in the references when there are several publications about the 
same RIPH study. The other 241 concern research not involving human subjects, since they are 
secondary research studies which re-use existing biological samples collected either during ancillary 
studies, during patient care or as part of an international health monitoring. They do not require any 
ethical authorization from a CPP. Of these 241 publications, 223 describe the characteristics of a new 
bacteria discovered by the IHU-MI. This is not biomedical research, but scientific research (research 
on bacteria). These 223 publications are genome announcements concerning bacteria discovered in 
biological samples already collected for other purposes. As secondary research on existing biological 
samples, they do not therefore require the authorization of a CPP ethics committee under French 
legislation. 

The existence of local ethics committees is specific to France and has no equivalent in Anglo-
Saxon countries. This may lead to confusion on the part of readers unfamiliar with this specific French 
feature. The opinion of a local ethics committee (CEL) may nevertheless be sought to check that the 
research does not involve human beings, and to allow publication by international publishers 
requiring ethical authorization from researchers. In France, the number of CPPs is very small 
compared with the large number of research institutions, so they refuse to examine research projects 
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that do not involve human beings. Local ethics committees are therefore essential for such research, 
which falls outside the scope of the Jardé Law. In the USA, these local ethics committees would enable 
researchers to know whether their research meets the criteria for exemption from IRB authorization. 
This is the role played by the IHU-Mi’s local ethics committee, as indicated in the IGAS inspection 
report [21] (p 112): « The IHU-MI’s local ethics committee is a body for the ethical evaluation of 
research projects that do not fall within the remit of a CPP. It intervenes upstream of clinical studies, 
before the research is carried out, and its aim is to enable research not covered by the CPP to obtain 
the opinion of an ethics committee with a view to publication or funding. » However, the opinions of 
local ethics committees are optional, so it is not possible for there to be any ethical or legal fraud 
regarding an authorization that is not legally required. 

Publishers do not give instructions on the degree of precision required in ethical statements and 
it is therefore sometimes difficult for researchers to know how far to go in the information to be 
provided when submitting an article. Should they be content with a general statement to the effect 
that the research has received all the ethical approvals required by the legislation in force in the 
country where the research was carried out? Or should full details be given, including the reference 
number of the CPP or CEL and the reference number of the specific authorization, together with a 
copy of this document? In the case of RIPH research, it is probably preferable to give as much detail 
as possible and to provide a copy of the documents to the publisher, which could perhaps better 
guarantee compliance with legal requirements. But in the context of non-RIPH research, this case 
shows that in the end, by trying to give as much detail as possible to show that they had taken all the 
necessary information from their CEL and had therefore complied with all their ethical obligations, 
the IHU-MI researchers see their concern for precision backfire. If they had simply mentioned that 
the study had received approval from their CEL without mentioning a number, as most other French 
teams do, all these false alarms of potential fraud would not have occurred. 

Nevertheless, we cannot exclude the possibility that some of the very large amount of research 
published by the IHU-MI may contain errors or inaccuracies relating to ethical authorizations. But 
this is certainly not a majority trend among their numerous works, and probably no more frequent 
than for other teams with such intense research activity. 

Our work shows how confusion between research involving the human person and research not 
involving the human person, as well as superficial analysis of publications, can lead to scientists being 
wrongly accused of ethical fraud, and to publishers being misled by people who are not fully familiar 
with all the subtleties of ethical legislation. This risk of unfounded alerts could be considerably 
reduced by requiring authors of research not involving human beings to indicate this in their work, 
so that it is immediately clear to publishers and readers that the research is exempt from CPP 
authorization. 

Supplementary Information: The following supporting information can be downloaded at the website of this 

paper posted on Preprints.org, Additional file 1, Table 1 - Summary - Classification of studies and IRB 

authorizations by country. Additional file 2, Figure 1: Use of biological samples for research purposes. 
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AAR : Autorisation Administrative de Recherche. 
ANSM : Agence Nationale de la Santé et du Médicament. 
CCNE : Comité Consultatif National d’Ethique. 
CEL : Comité Local d’Ethique. 
CNERS : Comité National d’Ethique de la Recherche en Santé 
CNR : Centre National de Référence des Rickettsies, Coxiella et Barnotella. 
COPE : Committee on Publication Ethics. 
CPP : Commission de Protection des Personnes i.e IRB. 
IFR : Institut Fédératif de Recherche. 
IGAS : Inspection Générale des Affaires Sociales. 
IHU : Institut Hospitalo-Universitaire. 
IHU-MI : IHU Méditerannée Infection. 
IRB : Institutional Review Board. 
INSERM : Institut National de la Santé et de la Recherche Médicale. 
HHS : Department of Health and Human Services. 
MESR : Ministère de l’Enseignement Supérieur et de la Recherche. 
MST : Maladies Sexuellement Transmissibles. 
RECs : Research Ethics Committees. 
RHB : Research on Human Beings 
RIPH : Recherche impliquant la personne humaine i.e., research involving human subjects. 
Non-RIPH : Recherches n’impliquant pas la personne humaine i.e research non involving 

human subjects. 
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