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COMMENTS TO AUTHORS 
In this study, the authors investigated the role of matrix-degrading metalloproteinases 9, 12 (MMPs) 
in actinic cheilitis. However, there are several concerns in the manuscript.  Major concerns: 1. In 
Fig.2, anti-MMP-9 antibody showed a weak reaction in actinic cheilitis lesions. The authors indicate 
that positive expression of MMP-9 was detected in actinic cheilitis lesions with no differences in the 
pattern of expression in comparison with squamous cell carcinomas [Hernandez-Perez M and 
El-hajahmad M, et al., 2012]. However, these results in the study do not give us a strong evidence to 
illustrate that MMP-9 is not affected in actinic cheilitis. Furthermore, there are still other ways to 
determine the difference of MMP-9 between actinic cheilitis lesions and normal tissue. Northern 
blotting [Yoshihiro Ohnishi and Shingo Tajima, et al., 2000] and gelatin zymographic assay [Patricia 
A.M. Snoek-van Beurden and Johannes W. Von den Hoff, 2005] would be good tools to investigate 
the expression of MMP-9, for instance. Immunohistochemistry data in the study seem not be enough 
to convince of the effect of MMP-9 in actinic cheilitis.  Minor concerns: 1. On page 4, line 5, “mRNa  
and protein” should be “mRNA and protein”. 2. On page 4, line 12, “degradation of (BM) 
components” should be “degradation of BM components”. 3. On page 4, line 13, “Furthermore , 
MMP-12 expression” should be “Furthermore, MMP-12 expression”. 4. On page 5, line 8, “5μm thick 
sections” should be “5 μm thick sections”. 5. On page 7, line 5, “Varying degress” should be “Varying 
degrees”. 6. On page 7, line 14, “neutrophils(Fig 2),.” should be “neutrophils (Fig 2).”. 7. Typing in 
this manuscript should be more careful. There are many double spaces between words in several 
sentences. 
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Second round peer review: 
In this revised manuscript, the authors supplied additional information about demographic data of 
patients with actinic cheilitis and their histopathological characteristics. These data give us insight 
into the properties of actinic cheilitis and its related factors. Furthermore, immunostaining of MMP-9 
and MMP-12 in normal lower lip specimen provide us a comparable basis of negative control, thus 
we can recognize the presence of MMP-9 and MMP-12 more clearly. Basically the structure of this 
revision fits with the suggestions of the editor. Accordingly, the quality of the work described is 
adequate to accept in the current format.
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COMMENTS TO AUTHORS 
The manuscript by Poulopoulos et al. examined the differences in MMP-9 and MMP-12 expression in 
actinic cheilitis vs. normal lip. I have some major concerns regarding this manuscript: 1.The 
demographic information of the patients needs to be included, as well as their habits of sun exposure, 
smoking and drinking.  2.Histopathological information of the samples should be given in detail, 
and the number and grade of dysplasia in the samples stated. In addition, other alterations should be  
informed such as epithelial hyperkeratosis, atrophy, acanthosis, and connective tissue inflammation 
and elastosis 3.The results are very general, figure legends are incomplete and the photographs 
should show representative microphotographs of MMP-9 and MMP-12 detection both from actinic 
cheilitis and normal lip, and also a negative control, since the immunostaining for both MMP-9 and 
MMP-12 does not look very specific. Therefore, it is hard to draw conclusions from the presented 
results. 4.A previous study on MMP-9 and actinic cheilitis by Souza-Freitas (OOOOE, 2011 
112:342-348) should be added in the discussion. 5.There are some minor grammatical and 
typographical errors that should be corrected. 


