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By accepting the assignment you are confirming that you have no Conflicts of Interest
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text fields for confidential comments to the editor and comments for the author.
With kind regards,
Prof. Cesario V Borlongan
Academic Editor
REVISION:

The manuscript entitletBiocompatible Agar-based bridges as candidatesaage guide
cues in spinal cord injury repdirby Marin-Lopezet al attempted to test the biological
response of several agar-based biopolymers adwstmbumatrix scaffolds. They mixed agar
with k-carrageenan, gelatin and gum. Polysulfone tubuwlese placed into the
biopolymers before gelling, anémovedafter gelling to form empty linear nerve-guiding
channels. Gel degradation was determined by weéagst in two different culture media.
The central regions of all gels were visualizedngsenvironmental scanning electron
microscopy. After a T8 spinal cord (SC) transectfdrb mm of length) the biopolymers
were implanted into the SC gap, ensuring contathef bridges and the spinal stumps. In
order to evaluate the biological response and #efulness of biopolymers, the authors
performed anterograde tracing of the corticospinatt, behavioral testing as well as
histological and immunohistochemical studies. Tfaynd that almost all gels were stable
to degradation and all of them formed porous stimest Towards the end of the study (1



month after implant), a low host reaction to aldge materials was observed. In the same
way, the authors claim to have found cell ingrowttieugh the empty channels; however,
the channels lost linearity and there wasmy axonal regeneration from the spinal tissue
crossing through the bridges.

There is no doubt about the relevance of this kihdtudies; however, in the case of the
present manuscript, there are some major and rnisaoes that must be clarified or carried
out before it can be considered for publication.

Major issues:

1.The number of animals used for almost all theeerments is quite low (2-3) as to make
any substantial conclusions. Due to: 1) the releganf findings, 2) the bias that a low
number of animals could originate in the final fesult is imperative that the authors
sustain their findings on experiments with at léasinimals. The latter will avoid possible
bias derived from a low number of samples. Althoulga study appears to be merely
descriptive, | invite the authors to make an effortise a larger sample size. In its present
form, the work seems to be just a pilot study.

2. There isit any kind of analysis. As mentioned above, théeust just described findings
and neglected several interesting data that coellguantitatively analyzed. For instance, it
should be desirable for this reviewer to know thenher of macrophages, lymphocytes or
even Schwann cells around or in the implants. é&ndame way, it would be attractive to
know if the inflammatory response is statisticallfferent among the different implants or
if there is any difference in relation to the numhoé neural cells growing into the
biopolymers.

3. | suggest improving the quality of figures; espBy figure 5 appears to be more of an
edited image than a real one. Furthermore, in éidig, the authors claim to show (results
section) cell invasion at the beginning of the tebuhowever, the quality of the image
impedes the ability to see any cell.

Minor issues:

1. Pages are not numbered.

2. Authors evaluated motor outcome, they did nad iny significant recovery. Once

again, in this case 2 or 3 animals are not suitblBBB analysis. Aside from this, it is
imperative to evaluate not only motor but also sensecovery.

COMMENTS TO THE EDITOR

The present manuscript is not conclusive; it regpimore experimental work and editing. |
suggest that the authors make more efforts asalyzsna higher number of animals and
present figures of better quality. This will progifetter support for their results. |
recommend rejecting the manuscript.





