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SPECIFIC COMMENTS TO AUTHORS

This is a comprehensive review on the role of ncRNAs in the osteogenic differentiation
of periodontal ligament stem cells. The manuscript contains useful information that may
be helpful to the researchers in the field of periodontal diseases, particularly for
researchers that are interested in periodontium regeneration. However, the manuscript
would improved if the following revisions can be made: 1. The language should be
thoroughly revised by a native English speaker or a professional language service; 2.
Tables 1-2 are too busy. The authors should use landscape; the contents are too much,
should be made more concise; 3. Similarly, Figures 1, 2 are too busy.The authors may
consider using a particular ncRNA to illustrate the regulatory mechanisms of ncRNAs . 4.
Fig. 3 should pinpoint a few biological consequences of the network, rather than just
listing the possible pathways; 5. A summary digram illustrating how some of the key
ncRNAs can be used to regulate the PDLSCs and then be used in the regeneration of

periodontium should be provided.
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SPECIFIC COMMENTS TO AUTHORS

The present review gives a comprehensive overview of noncoding RNA, in particular
those involved in some way with osteogenic differentiation of a particular class of stem
cells, the periodontal ligaments derived stem cells. The review is very well written and

exhaustive, with tables and figures which help the reader to understand and outline the
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argument. Both title and abstract fully reflect the manuscript subject.
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SPECIFIC COMMENTS TO AUTHORS

Comments to the authors The review by Qiu W et al. focusses on the role of non-coding
RNA (ncRNA) on regeneration of periodontium during periodontal diseases. So far,
little is known about the functions of ncRNA and even less about their roles during
regenerative processes of periodontium tissues The finding (by Seo et al.) that there are
multipotent stem cells in human PDL (PDLSCs) opens interesting possibilities for
repairing these dental tissues. However, up to now, it is unclear how to guide stem cells
toward and specific differentiation pathway. The work by Qiu et al, covers these issues
gathering information, which is useful, not only for osteogenic differentiation in dental
tissues but also for many other regenerative processes during diseases  The authors
revise the general classification of ncRNA including long ncRNA and small RNA,
circular RNA, which is very useful for the general readers, and then they focus on
miRNAs, IncRNAs, and circRNAs which have a critical role in osteogenic differentiation.
The authors added information gathered from their own laboratory: they highlight the
changes in many miRNAs, some of which were increased while others were
downregulated in PDLSCs during osteogenic induction. The authors concluded that
miRNA may play an important regulatory role in osteogenic differentiation of PDLSCs.
Also, the review highlights IncRNAs involved in osteogenic differentiation of pdlscs and
transcriptional and Posttranscriptional regulation of IncRNAs in PDLSCs and Epigenetic
regulation of IncRNAs in PDLSCs. The information is clearly exposed, the bibliography
is helpful and extensive. In general, the review is excellent and provides useful and
updated information Minor recommendations In my opinion the paragraph referring

to the history of PDLSCS could be significantly shortened
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