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<3> 1. This study is based on the premise that occlusion is the most important factor in the etiology of temporomandibular disorder (TMD). TMD is an umbrella
term that covers a diverse group of diseases involving the temporomandibular joints (TMJ) and/or the neuromuscular apparatus that surrounds the TMJ. Many
factors, including anatomical, neurological, psychological and social elements, have been associated with the TMD. Some parameters of occlusion were found to be
statistically significantly correlated with certain signs of TMD. However, there is no scientific evidence to show that malocclusion or loss of vertical dimension is
the causal factor of TMD in any population. On the contrary, neuromuscular adaptability of the individual and psychosocial factors is considered to play much more
important roles in the development of symptoms of TMD. Therefore, the hypotheses that TMD is caused by loss of vertical dimension is fundamentally erroneous.
This study lacks scientific merit and clinical significance. Some background information provided by the authors was also inaccurate. The authors clearly do not
know the difference between the concept of prevalence and that of incidence. The prevalence of TMD is high but the statement that its INCIDENCE is 70% is a
gross exageration. Epedimiologic studies may find high prevalence of clicking and osteoarthrotic changes in the TMJ components, but many have no pain and no
functional limitation and should not be subjected to treatment as suggested by the authors.

2. Finite element analysis is not new and its application and significance are to the best very limited in the treatment of TMD. In my opinion, the entire hypothesis
of the study is based on the author&apos;s erroneous understanding of TMD and its relationship with occlusion.

3. The specific aims of the study will not be able to address the key questions of TMD diagnosis and the drop-out rates of the patients. The authors seemed confused
about the key questions they wanted to answer by conducting this study.

4. The study design is fundamentally flawed and surprisingly lacks of details. To use 5 cases in each group without consideration of drop-out is against common
sense. Depending on the outcome measures, a sample size of 5 is most likely too small to have any power detecting any difference between the study and the
control groups. There was no inclusion and exclusion criteria, no sample size and power determination, no defined outcome measures and no description of
statistical methodology. The authors planned to take CT, MRI and X-rays, but never described how they were done and how the images were used. They wanted to
determine an “ideal mandibular position“ through imaging studies and finite element analysis, but never defined what that position was.

5. There is no evidence that the authors have the experience and ability to conduct this study. The principal investigator listed his or her own telephone number and
email address as those of many co-investigators. Is he or she going to hijack all the communications to the co-investigators?

6. This study should not be funded by the NSFC.
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This grant hypothesizes that in pancreatic tumors, mutation of K-ras influences the expression of DNA methyl-transferase 1 (Dnmtl), leading to the alterations of
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methylation, and hence the expression, of certain MMP genes. However, there is no experimental plan to determine whether MMP promoters are methylated.
Altered expression of MMP may be due to changes in methylation. Revision is required.
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