A cover letter with responses to the third reviewer’s comments on Animals-750493
Dear reviewer,
We greatly appreciate for your careful review and constructive comments of our manuscript (ID: animals-750493). We have studied comments carefully and tried our best to revise this manuscript, and we hope that the revision can meet with your approval. 
Here, we have listed the point-by-point responses to your detailed comments and suggestions (with red). As follows: 
Comments (with black) from you and our responses (with red)：
General comment:
[Question 1] 
even if the English language is not bad, please have it reviewed by a native English speaker as there were many grammatical mistakes throughout the manuscript, especially word choices and prepositional usage. 
[Response 1] 
Feeling indebted for your opinion. The manuscript has been modified by the Language modification company.
[bookmark: OLE_LINK53][bookmark: OLE_LINK60][bookmark: OLE_LINK61]In the current revision, many corrections of language, grammar and structure throughout the current revision, have been re-edited and re-corrected by the professional editors at Charlesworth (https://www.cwauthors.com.cn/) (See the certificate of English editing). This editing company offers professional English language editing and publication support services to authors engaged in over 500 areas of research. Hence, we think that the quality of the text improves substantially.
[image: ]
[Question 2] 
Some aspects about the experimental design, in my opinion, are not understandable (i.e. number of samples used, details on the molecular tecnique used in lab, etc.). 
[Response 2] 
Thank you. 
From our previous experience, large sample analysis is beneficial to improve the accuracy and validity of experimental results. And ear tissue sampling is a very convenient and inexpensive way to collect samples. These methods have been tested repeatedly in our lab.

[Question 3] 
The effect of Sox9 gene on livestock production needs to be better explained. It could be useful to do it, moving several parts from discussion to introduction section (i.e. claryfing the sentence in line 153). 
[Response 3] 
Deeply Grateful for your advice. The discussion has been rewritten. Several parts from discussion have been remove to introduction section.

More in detail:
[Question 4] 
please check the first page about the respect of the editorial rules (email address). Also the references section needs to be revised. 
[Response 4] 
Deeply Grateful for your advice. These parts have been modified.

[Question 5] 
keywords: it could be better to avoid words already included in the title.
[Response 5] 
Thanks. This part has been modified. 
Specific modifications are as follows:
[bookmark: OLE_LINK7][bookmark: OLE_LINK8]“Keywords: growth performance; chondrocyte; Sox9; polymorphism; goat”

[Question 6] 
Line 39: Consider editing this sentence in “the frequencies of the two genotypes (ID and II) were […]”
[Response 6] 
Thank you very much for your meticulous suggestion. 
This part has been modified. Specific modifications are as follows:
“The frequencies of two genotypes (ID and II) were 0.397 and 0.603, respectively, and polymorphism information content (PIC) values showed that the indel had a medium PIC (PIC > 0.25).”

[Question 7] 
line 61: please use italic style for “in vivo” and “vitro”. Same for the gene acronyms in lines 62, 63, and 102 
[Response 7] 
Thanks. These parts have been modified. 

[bookmark: _Hlk36678561][Question 8] 
Line 70: Consider editing this sentence in “[…] the Chinese economy”; 
[Response 8] 
Thanks. This part has been modified. 
Specific modifications are as follows:
“The goat industry, which is one of the most ancient and productive livestock industries, plays an important role in the Chinese economy.”

[Question 9] 
Lines 80 to 82: Please consider rephrasing this sentence, is not clear. 
[Response 9] 
This part has been modified. 
Specific modifications are as follows:
“However, few studies have examined the association between Sox9 and growth traits in SBWC goats. Herein, we aimed to identify indels in the Sox9 that could enhance the process of goat selective breeding. To increase the reliability of this experiment and characterize the impact of the 4-bp indel on the growth traits, 1,109 individuals of SBWC goats were analyzed. These findings might identify molecular markers for MAS programs that could be used to improve the growth traits of local breeds in the goat industry.”
 
[Question 10] 
Line 82: Delete “n=1109”. 
[Response 10] 
Thank you. The part of “n=1109” has been deleted.

Material and methods
[Question 11] 
Line 91: I can hypotize that the authors used only females to avoid the sex effect. It could be better to specify this aspect. Moreover in how many farms did the authors collected the samples? Did the authors verify if the collected animales were related? 
[Response 11] 
Grateful for your carefully suggesting. 
Considering that the sample data collected are only samples of females, and the study on females’ growth characteristics can be related to the reproductive performance, we chose the female data. In addition, this batch of data came from different goat farms in the Shaanbei white cashmere goat base of Yulin, the collected animals were not related.

[Question 12] 
Line 93: The DNA samples were isolated from ear tissues. I hypothesized was made to test the expression of the Sox9 gene in the cartilaginous tissue. But then, reading the Results section, there were no traces of this test. So, why have the authors isolated the DNA from ear and not from blood? (as usual in these types of experiments);
[Response 12] 
Deeply appreciated with your careful advice. 
We collected the ear samples for isolating genomic DNA. We found that the output of total DNA is very good from ear samples.
The DNA samples were isolated from ear tissues by using a high-salt extraction protocol, is a very convenient and inexpensive way to collect samples. 
The reference is as follow:
“Lan XY, Peñagaricano F, DeJung L, Weigel KA, Khatib H (2013) Short communication: A missense mutation in the PROP1 (prophet of Pit 1) gene affects male fertility and milk production traits in the US Holstein population. Journal of Dairy Science 96, 1255-1257.”

[Question 13] 
Line 101: if I understood well the authors used for the molecular analysis only 50 samples (on more than 1000 collected): what is the reason? Moreover in line 151 the authors said “1109 individuals which were genotyped in this study”: after this sentence the reader can understand that all the samples were genotyped…. I am very confused about this aspect. 
[Response 13] 
Firstly, we would like to test whether there is polymorhic in tested population. So, we construct the DNA pool for detection. Secondly, if there is polymorphic, we would detect each sample.
Therefore, we used the random fifty DNA samples to construct a DNA pool, that we could verify the existence of typing results of our primers in a simple, efficient and low-cost way. If one of them is detected, we would gradually expand the sample size to explore its correlation with growth traits.

[Question 14] 
Line 116: please replace “polymorphism” with “polymorphic”. Same in line 143.
[Response 14] 
Thanks. These parts have been modified.

[Question 15] 
Line 123-130: again some aspects that need to be clarified…. The authors mentioned 4 couples of primers but only results about 1 couple are reported…. Please clarify this aspect.
[Response 15] 
Thanks. We have clarified in the manuscript. 
Specific modifications are as follows:
“PCR was performed with the four synthesized primers using a mixed DNA pool of samples from SBWC goats (50 samples) to verify the indels in Sox9 (Table 1). Ultimately, a novel 4-bp indel of the Sox9 3’UTR region (NC_030826.1: g.58090106-58090109delTCGC; rs649476917) was detected in SBWC goats using primer 2.”

[Question 16] 
Line 128-129 and Figure 1: The authors reported: ”In detail, the genotype II showed one band (166 bp), genotype ID exhibited two bands (166 and 162 bp) yet genotype DD was not detected (Fig. 1 and 2).”
From the reported figure, it seems like that the II genotype is represented by the single band of 162 bp (I allele 162 bp), while the D allele is that of 166 bp. The figure does not represent what the authors referred.
[Response 16] 
Thanks for your proposal. 
We also had this question when we firstly got this result. But by sequencing, we found that the DD genotype was missing. We speculated that this may be due to the short indel, but the target segment is too long.

[Question 17] 
Typing mistakes: Line 139 and 145: “table 2”; Line 157: “chest”  
[Response 17] 
Grateful for your advice. We have modified these parts.

[Question 18] 
Lines 155-157: the sentence is not understandable. Moreover it could be better to specify a significance level (and not extremely significant).
[Response 18] 
Thank you for your suggestion. This part has been modified.
Specific modifications are as follows:
“Surprisingly, all of the body measurements indexes were significantly correlated (P<0.05); for example the correlation between body length and chest circumference index was extremely significant (P<0.01).”

[Question 19] 
Lines 160-168: this part is not adequate for results section and contains repetitions from introduction.
[Response 19] 
Thank you for your suggestion. This part has been removed from results. 

Discussion
[Question 20] 
A real discussion section is missing in the paper. In this section the authors need to discuss their findings with the relevant available literature. In the present version the majority of the sentences could be summarized and moved to the introduction section, avoiding repetitions.
[Response 20] 
[bookmark: _Hlk36722821]Greatly appreciated with your advice. Discussion has been rewritten. 

[Question 21] 
Line 197 to 199: I suggest the authors to rephrase this sentence, to make it more understandable.
[Response 21] 
Greatly thanks for your suggestion. Discussion has been rewritten. This part was being deleted from the manuscript.

[Question 22] 
Line 213 to 215: I agree with the authors hypothesis. I would like to suggest to investigate if this is also linked with the different sexual animal lineages (this is also linked with the previous comment, “why only female goats?”). There are proves of Sox9 DD genotype males?
[Response 22] 
Deeply indebted to your suggestion. 
You provide a new way to think about why DD genotypes are missing. Unfortunately, DD genotypes were not detected in female populations. Maybe in the next step, we would target on male goats or mice models to further explore the cause of DD deficiency and whether it is related to the sex.

[Question 23] 
The discussion about miRNA is totally speculative because not supported from results: I suggest to delete.
[Response 23] 
Greatly appreciated with your suggestion.  
Your suggestion is very helpful, but to enrich the discussion, I did not delete this part completely and have try to make this part to be more logical. And hope this modification could meet your requirement. 
Looking forward to further discussion with you about the part.

[Question 24] 
Line 264, please replace “production” with “productive”.
[Response 24] 
Grateful for your opinion. The “production” has been replaced with “productive”.

[bookmark: _Hlk36722893][bookmark: _GoBack]With best regards!
Sincerely Yours, 
Libang He (helibangyl@163.com),
Yi Bi (biyi0312@163.com),
Xianyong Lan (lanxianyong79@126.com) (corresponding author),
Lei Qu (ylqulei@126.com) (corresponding author),
Chuanying Pan (panyu1980@126.com), et al.
College of Animal Science and Technology, 
Northwest A&F University, Yangling, Shaanxi 712100, China
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