Dear dr. Marcus,

Not only do we strongly disagree with the decision to retract the paper, but we would like you and the readers to learn, at least, some of the main points of the reviewing process that has led PlosOne to retract the paper. Thus, below you’ll find our final mail sent to the editor-in-chief dr Heber and the senior editor Renee Hoch who has done, in our opinion, a superficial work, not adequate to defined standard of research integrity.
Briefly, there are two figures that are disputed: fig 4 and 5 and then PlosOne rose the question that the “Academic Editor who handled this article’s peer review was affiliated with the same institution as one of the authors”
These are the facts: 
· in Fig. 4, a) upper and lower panels do not contain the same numbers of lanes, b) similarities were noted between data in lanes 1 and 7; c) vertical discontinuities between lanes 2 and 3 (see details in the attached picture of the film).

We were able to provide the original data showing that a timepoint was omitted whereas the controls were left as such. Thus, we made a mistake by rearranging the lanes (a). Vertical discontinuity was the consequence of such rearrangement (c). The journal also claims that there is similarity between lane 1 and 7 (b) that could be due likewise to an error in figure preparation. In addition, it is worth to note that the kinetic of ERK phosphorylation in fig 4C was also performed in fig 6C.  and, to put it into context, it is one out of three negative controls!
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· Regarding fig.5 the journal says: “although per our editorial assessment the pixel data in the affected lanes are more similar than would be expected”.
Indeed, we had provided evidence that the bands are not the same by ImageQuant software analysis of the pixels (see attached). It is inconsistent with common sense that a duplicated data is similar, since a duplicated data should be identical. Thus, the decision is taken in the absence of evidence. Not a commendable action for a science journal claiming to comply with evidence! 
[image: image3.jpg]B

mwmr e

et |
Preview Channels

Histogram (Charnel 1) Histogram (Channel 1)
= . 1 = [+ |
o WY [T = I £
¥ Invert Mode ¥ Invert Mode =
} High [247 ——————— High [247 |

Autoscale |

Low [§

Cancel 0K

Cencel | 0K




 [image: image4.jpg]350000

250000

200000

150000

100000

50000

WERK prolferating (BAND VOLUME) = ERK non-profferating { BAND VOLUME)





· Finally, the Journal noted “after publication that the Academic Editor who handled this article’s peer review was affiliated with the same institution as one of the authors. We regret that this was not identified and addressed prior to the article’s publication”.
We are extremely upset for such an astonishing statement after 6 yrs since the paper has been published. Normally, this is part of the job of the staff to choose the editors/referees. The choice of the Academic editor was made by the Journal, not even suggested by us!! According to the present comments of the people who handled our paper we should have rejected their own choice, Prof Antimo Migliaccio, who indeed carried out a very accurate review so that we had to add 7(!) new figures to the 7 already presented. Moreover, we consider such a statement offensive to us and mostly to Prof. Migliaccio, since it clearly implies an unethical conduct underlying the reviewing process. 
Since a small portion of the paper is disputed (1 figure out of 14 and 1 lane out of 7) and since we are absolutely confident about our data, we proposed drs Heber and Renèe Hoch to perform ex novo experiments containing the data of figs 4 and 5 and to publish a correction, also considering that the kinetics included in fig 4C was also present in other experiments (fig 6C), giving solidity to our data. This would be perfectly consistent with the guidelines contained in COPE (see below) that the Journal complies with.

Journal editors should consider retracting a publication if: 
• they have clear evidence that the findings are unreliable, either as a result of misconduct (e.g. data fabri​cation) or honest error (e.g. miscalculation or experimental error)

 Journal editors should consider issuing a correction if: 
• a small portion of an otherwise reliable publication proves to be misleading (especially because of honest error).
It is clear that the second option is the one that is recommended by COPE. 

On the contrary, the editor-in-chief invokes that since 2019 they require “to submit original uncropped adjusted images supporting all blot and gel results reported in an article’s figures and supporting information files”, although the article was published in 2014. The retroactive way to apply procedure is not a straightforward way to act. However, they have ignored the COPE guidelines!

Moreover, we would like to emphasize that, although they “recognized that it is a sensitive situation” they have behaved in a superficial and unprofessional way. For instance, I’ve been contacted by my Department and Rectorate because Renèe Hoch wrote that: “We have emailed Dr. Colucci-D'Amato four times over the past month in an attempt to discuss this matter, and in our most recent email we also cc'd the co-authors on the message. Unfortunately, to this point the authors have not replied to our queries. Given the lack of response from the authors, we are now reaching out to ask if you might be able to help the journal by reviewing this matter at the institutional level. We would greatly appreciate your support. “Indeed, we had never received any mails. We are curious to know who she sent these mails to.

In addition, concerning the reviewing process, some statements and requests appear astonishing i.e. “PlosOne does not allowed reliance on reference on unshown data….thus provide the original underlying data supporting the sentence…”. In spite of the fact that we were able to find and provide the data (a FACS analysis of estrogen starved cells), again, we think this is a strange, not transparent procedure after 5 yrs since the paper has been published. 
In conclusion, on the whole, we think that the reviewing process has been superficial, lacking in transparency, careless and has come to a decision that we, believe is unfair, out of the context, and not honest, rejecting the chance of a correction as asked by us being confident 100% about our data. Thus, although the research project whose data are included in the rejected manuscript is over, we have planned to re-submit a new version of the paper to another journal. As a consequence of this event, we will be careful not to submit anymore our data to PlosOne.
Regards,
Luca Colucci-D’Amato, Floriana Volpicelli, Massimiliano Caiazzo, Bruno Moncharmont, Umberto di Porzio

Dear dr. Heber,

We are writing with regard to the request to retract a paper we published in Plos One in 2014.

Volpicelli F, Caiazzo M, Moncharmont B, di Porzio U, Colucci-D’Amato L (2014) Neuronal Differentiation Dictates Estrogen-Dependent Survival and ERK1/2 Kinetic by Means of Caveolin-1. PLoS ONE 9(10): e109671. https://doi.org/10.1371/journal.pone.0109671
Concerns were raised about 2 experiments (figures 4 and 5 out of 14 figs).

Briefly, 
PLOS  ONE claims that in Fig. 4, a) upper and lower panels do not contain the same numbers of lanes, b) similarities were noted between data in lanes 1 and 7; c) vertical discontinuities between lanes 2 and 3 (see details in the attachment).

We were able to provide the original data showing that a timepoint was omitted whereas the controls were left as such. Thus, we made a mistake by rearranging the lanes (a). Vertical discontinuity was the consequence of such rearrangement (c). The journal also claims that there is similarity between lane 1 and 7 (b) that could be due likewise to an error in figure preparation.
In Fig 5 similarities were noted between some lanes as well as vertical discontinuity (see details in the attachment).

In this case, unfortunately, we were not able to provide original data, generated almost 10 yrs ago and stored in a computer that was stolen (if necessary we can provide the copy of the report presented to the local police). However, we provided a software analysis showing that pixels of the debated bands are different in intensity and, more importantly, in numbers, making it unlikely they are the same.
In addition, the Journal noted “after publication that the Academic Editor who handled this article’s peer review was affiliated with the same institution as one of the authors. We regret that this was not identified and addressed prior to the article’s publication”.
We are extremely upset for such an astonishing statement after 6 yrs since the paper has been published. Normally, this is part of the job of the staff to choose the editors/referees. The choice of the Academic editor was made by the Journal, not even suggested by us!! According to the present comments of the people who handle our paper we should have rejected their own choice, Prof Antimo Migliaccio, who indeed carried out a very accurate review so that we had to add 7(!) new figures to the 7 already presented. Moreover, we consider such a statement offensive to us and mostly to Prof Migliaccio, since it clearly implies an unethical conduct underlying the reviewing process.
Upon considering these facts, the journal wants to retract the paper because “In light of the unresolved concerns about Figures 4, 5, and the unavailability of some data needed to support this article’s results, the PLOS ONE Editors retract this article”.
We think this is an astonishing decision, we all strongly disagree with and we consider it an abuse of power. We are 100% confident about our results. This is the raison why we are writing to you to ask to reconsider this decision.  

On the whole, the only debatable point is similarity between data in lane 1 and 7 in fig. 4 of the P-ERK1/2 panel in Fig 4C, (to put it into context: it is one out of three negative controls!)  which is, really too little to retract a paper of 14 figs. The raw data are true and honest errors were made.

Regarding fig.5 the journal says “ although per our editorial assessment the pixel data in the affected lanes are more similar than would be expected”. It is inconsistent with common sense that a duplicated data is similar since a duplicated data should be identical. Thus, the decision is taken in the absence of evidence. Not a commendable action for a science journal claiming to comply with evidence!

However, we have also proposed to the handling editor to perform ex-novo experiments contained in Figure 4 and 5 and come out with a correction. Moreover, consider that the kinetics included in fig. 4C are also present in other experiments (Fig. 6C), giving solidity to our data.

We think that a correction would be perfectly consistent with the guidelines contained in COPE that the Journal complies with.

Journal editors should consider retracting a publication if: 
• they have clear evidence that the findings are unreliable, either as a result of misconduct (e.g. data fabri​cation) or honest error (e.g. miscalculation or experimental error)

 Journal editors should consider issuing a correction if: 
• a small portion of an otherwise reliable publication proves to be misleading (especially because of honest error).

Thus, we are making the case to you, the Editor-in-Chief, for reconsidering the decision, and ask otherwise to have a second group that could handle the case and draw a final decision.

We strongly believe that unethical conducts must be firmly punished but, as we show, this is not the case of our figures.

We are confident that you will take in due consideration our issues.

Best regards

Luca Colucci-D’Amato, Floriana Volpicelli, Massimiliano Caiazzo, Bruno Moncharmont, Umberto di Porzio

