
month after implant), a low host reaction to all bridge materials was observed. In the same 
way, the authors claim to have found cell ingrowths through the empty channels; however, 
the channels lost linearity and there wasn’t any axonal regeneration from the spinal tissue 
crossing through the bridges.   
There is no doubt about the relevance of this kind of studies; however, in the case of the 
present manuscript, there are some major and minor issues 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 the experiments is quite low (2-3) as to make 
any substantial conclusions. Due to: 1) the relevance of findings, 2) the bias that a low 
number of animals could originate in the final results. It is imperative that the authors 
sustain their findings on experiments with at least 5 animals. The latter will avoid possible 
bias derived from a low number of samples. Although the study appears to be merely 
descriptive, I invite the authors to make an effort to use a larger sample size. In its present 
form, the work seems to be just a pilot study.  
2. There isn’t any kind of analysis. As mentioned above, the authors just described findings 
and neglected several interesting data that could be quantitatively analyzed. For instance, it 
should be desirable for this reviewer to know the number of macrophages, lymphocytes or 
even Schwann cells around or in the implants. In the same way, it would be attractive to 
know if the inflammatory response is statistically different among the different implants or 
if there is any difference in relation to the number of neural cells growing into the 
biopolymers.  
3. I suggest improving the quality of figures; especially figure 5 appears to be more of an 
edited image than a real one. Furthermore, in figure 5c, the authors claim to show (results 
section) cell invasion at the beginning of the tubules; however, 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 not find any significant recovery. Once 
again, in this case 2 or 3 animals are not suitable for BBB analysis. Aside from this, it is 
imperative to evaluate not only motor but also sensory recovery.   
COMMENTS TO THE EDITOR 
The present manuscript is not conclusive; it requires more experimental work and editing. I 
suggest that the authors make more efforts as to analyze a higher number of animals and 
present figures of better quality. This will provide better support for their results. I 
recommend rejecting the manuscript.    
 

2. Ms. 
No.: NSL-11-1801 
Title: Elevated IL-1beta and IL-6 levels in lumbar herniated discs in patients 
with sciatic pain 
Corresponding Author: Dr. Pablo Andrade 
 
Dear Dr Ibarra, 
Because of your expertise related to the paper listed above, I would like to ask your 
assistance in determining whether the above-mentioned manuscript is appropriate 
for publication in Neuroscience Letters.   



The aim of this journal is to provide rapid publication of short papers that add to the 
literature in neuroscience.  Our goal is to publish solid, credible science.  In view of 
our fast publication procedure, I am asking for a brief, constructive review of this 
manuscript's merit and appropriateness for this journal.  For your consideration, the 
manuscript abstract is included below.  In order to ensure a rapid review process, 
your review would need to be returned to our office within 10 days of accepting this 
invitation.   
The manuscript abstract appears below.  
If you are willing to review this manuscript, please click on the link below: 
http://ees.elsevier.com/nsl/l.asp?i=268941&l=C7HW4OMQ 
If you are unable, please click on the link below. We would appreciate receiving 
suggestions for alternative reviewers (contact information would also be helpful): 
http://ees.elsevier.com/nsl/l.asp?i=268940&l=8FDJW8T3 
Alternatively, you may register your response by accessing the Elsevier Editorial 
System for Neuroscience Letters as a REVIEWER using the login credentials 
below: 
http://ees.elsevier.com/nsl/ 
Your username is: iantonio65 
If you need to retrieve password details, please go to: 
http://ees.elsevier.com/nsl/automail_query.asp. 
NOTE: If this is your first time reviewing for us in the Neuroscience Letters 
Elsevier Editorial System, please update your personal contact information and 
classifications at: 
http://ees.elsevier.com/nsl/info_update.asp 
We would appreciate it if you could respond to this invitation within 24 hours. Once 
you accept this invitation to review this paper, the manuscript will be available in 
your "Pending Reviews" menu, and you will be allowed to complete your review 
online. 
To assist you in the reviewing process, I am delighted to offer you full access to 
Scopus* for 30 days. With Scopus you can search for related articles, references and 
papers by the same author. You may also use Scopus for your own purposes at any 
time during the 30-day period. If you  already use Scopus at your institute, having 
this 30 day full access means that you will also be able to access Scopus from home. 
Access instructions will follow once you have accepted this invitation to review. 
 
Thank you in advance for your assistance. 
 
Sincerely, 
 
Stephen Waxman 
Editor-in-Chief 
Neuroscience Letters       
 
REVISIÓN 

The manuscript entitled “Elevated IL-1beta and IL-6 levels in lumbar herniated discs in patients 

with sciatic pain” by Andrade et al. attempted to demonstrate the existence of IL-1beta and IL-6 in 



lumbar herniated discs (LHD) and to correlate this with sciatic pain. For this purpose paravertebral 

muscle, annulus fibrosus (AF) and nucleus pulposus (NP) biopsies were intraoperatively-collected 

from ten LDH patients suffering from chronic sciatic pain and, as painless controls, they biopsied 

five patients with scoliosis.  Gene and protein expression of IL-1beta and IL-6 was assessed by 

qPCR and Western blot, respectively. The amount of pain was evaluated using a visual analogue 

scale (VAS); 1 day before surgery, and 6 weeks and 1 year after surgery. The authors found a 

significant increase in IL-1 and IL-6 concentrations; however, the amount of cytokines did not 

correlate with the amount of pain. The authors suggest that the acute pain relief obtained by 

patients could be related to the mechanical decompression, and that the chronic increasing pain 

could be a consequence of an unresolved neuroinflammatory process.    

The findings obtained in the present manuscript contribute little to the general knowledge of 

sciatic pain and its possible causes. Firstly, the presence of IL-1 and IL-6 at the herniated disc has 

already been reported by Takahashi H (Spine 1996; 21:218-24). Secondly, the lack of a correlation 

between the amount of cytokines and the presence of pain further demerits the value of the work 

since, these inflammatory cytokines, especially IL-1, have been correlated with pain in other works 

(Eliav E, Brain Behav Immun 2009; 23(4):474-84; Noponen-Hietala N, Eur J Pain. 2008; 12(8):1018-

25). It is important that the authors make more of an effort to explain their contrasting results.  

Most of the comments in the discussion section are quite superficial and do not provide a detailed 

analysis of the study. This reviewer feels that the authors could somehow explain the lack of a 

correlation. Regarding this, it is only mentioned that IL-6 has been proposed as a cytokine with 

dual effects. It is a fact that this cytokine induces pain but also inhibits pain (Flatters SJ, Brain Res 

2003; 984(1-2):54-62). The inhibitory effect on pain of this cytokine could be a possible 

explanation of the lack of correlation; however, the authors do not address this issue in detail. 

Aside from this, the amount of IL-6 is very similar in painful and non-painful patients; thereby, this 

rationalization does not work. Another problem arises from the illogical and almost arbitrary way 

of dividing the patients since there is no explanation of the criteria used to divide the painful and 

non-painful from a VAS of 3.5. Actually, in figures 3 and 4 almost all the patients have a VAS score 

equal to or greater than 2.5, which indicates pain in patients. Only one patient presented a VAS of 

zero (no pain). In my opinion, the results of the present manuscript need to be more adequately 

analyzed and discussed in detail as to justify their relevance.   

COMMENTS TO THE EDITOR 

The data presented in this manuscript is interesting but represents only a small increment in 

knowledge and merely consolidates existing data. It requires more analytical work. I do not 

recommend the publication of this manuscript in its present form.  

3. 25-Nov-2011 

DearDr.Ibarra: 

Thank you for agreeing to review the manuscript CM-0570 entitled "Nestin 

overexpression precedes caspase-3 upregulation in rats exposed to controlled cortical 

impact traumatic brain injury." for the journal "Cell Transplantation".  Please try your 




