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The intent of this letter is to comment on an article entitled “Suitability of a Progenitor Cell-Enriching Device for In Vitro Applications” [1] recently published in your journal, as we are afraid it could lead to disorientation and confusion among the scientific community.



Despite reading this article carefully, we have not fully understood the rationale of this paper, as the authors aimed to test a Class 2a Medical Device, whose use is only addressed to disaggregate autologous tissue sample (i.e., full thickness skin), to “evaluate the potential of the device for an in vitro cell model” by processing instead a single-cellular suspension.



It is of concern that the authors have not described carefully how the device works and, specifically, have not criticized that the obtained outcomes are achieved only due to the fact that the device has been used inadequately and could not work with a single cell suspension.



The device consists of:




	
A grid with hexagonal holes, each hole is equipped at the edges with micro-blades



	
A rotating helix.








Once activated, the rotating helix repeatedly drives the tissue sample onto the blades, which micro-fragments the tissue into smaller particles named micrografts.



We think it is adequate to discuss, point by point, the reasons why this article lacks scientific rationale:




	
As already mentioned, the authors claimed that the aim of the study was to “evaluate the potential of the device for an in vitro cell model”, even though the intended use of the device is to disaggregate mechanically tissue sample in a micrograft suspension.



	
As reported in Sections 2.3 and 2.4 the authors processed a cellular suspension, already separated by trypsinization, with the Rigeneracons device.








It is difficult to understand the authors’ experimental design/scope in doing so, as the only capacity of the device is to disaggregate tridimensional samples of tissue and, in this case, the authors wrongly used an already processed cellular suspension. The outcome is, of course, that the cells were under stress/processed twice, as well as the device, since there is nothing to process.



As the author stated, “the results obtained were not suggestive of any further space for this device in an in vitro context” and this is absolutely unacceptable as the device has been used in at least 16 publications for in vitro experiments (Table 1) with successful results.



Therefore, the author should report in the title their real setting, which is not an in vitro context (as this is too broad a description, and has already been proven to be possible with the device), but a single cell suspension.



	
The Rigeneracons device allows us to disaggregate autologous human tissues (not cells), and is used with a specific amount of saline; both conditions were not respected in the study as the authors did not follow the manufactures guidelines/IFU (instructions for use). Consequently, the authors must state clearly that the device has been used without following the IFU to generate these “data”, which cannot be discussed regarding its relevance, nor can the clinical efficacy of the subjected medical device, as it has not been correctly used.



	
The author claimed to separate progenitor cells from a population of fibroblasts, however it is mandatory to specify that the device is able to select the tissue cluster of a specific dimension containing progenitor cells due to hole size, as the device only act as a filter right after the tissue disaggregation. Again, it is difficult to understand the rationale perpetuated by the authors in using the Rigeneracons device only as a filter to collect progenitor cells; they could simply use a filter or a strainer. Even here, the scientific rationale in selecting progenitor cells from a single cell suspension using the Rigeneracons device is completely absent.



	
A wide section of the article is written around the relevance of the metal debris found after the device’s use. Again, the device has not been used following the IFU, without any tissue sample, which generates more friction between the metal parts. There is no point in discussing/researching/publishing such information, as it is confusing and impolite toward the scientific community.






The author attempted to discuss the outcome that this metal debris would have in a clinical setting; again, this is extremely impolite as this is an “in vitro” addressed paper, and should therefore report the effect of this debris in their in vitro setting, specifying that this is the result of the incorrect use of the device. In any case, the effects of this debris, for the in vitro setting, is not as detrimental as the authors would like to report; Picture 1 shows acceptable cellular viability.



Despite the authors attempt to generate data against the use of the Rigenera technology, we would point out that the debris is generated by failure to follow the IFU, and from medical-classified materials.



Lastly, the device has been approved by several regulatory agencies, along with all the necessary reports, as a biocompatibility test with more than acceptable results; this has not been reported in the paper.



Considering all the above, it is difficult to understand how such a paper was even accepted into your journal as, ultimately, the authors have only processed an enzyme-dissociated cell suspension with a medical device, the scope of use of which is completely different, and proceeded to blame this for the later malfunction, even suggesting an improvement.



It is worth mentioning, since the authors have not, that Rigeneracons has almost 15 years of preclinical data and clinical data gained from patients’ treatments, ranging from myocardial regeneration, to wound healing, to cartilage and bone regeneration, and side effects have never been reported, Please check below the complete bibliography [2,3,4,5,6,7,8,9,10,11,12,13,14,15,16,17,18,19,20,21,22,23,24,25,26,27,28,29,30,31,32,33,34,35,36,37,38,39,40,41,42,43,44,45,46,47,48,49,50,51,52,53,54,55,56,57,58,59,60,61].



We ultimately suspect that the authors tried to make a more appealing paper supporting the possible selection of progenitor cells within the 2D cell in vitro by using the title “Suitability of a Progenitor Cell-Enriching Device for In Vitro Applications”; however, the entire paper has no link and scope to what is reported in the title.
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