ANSWERS TO REFEREES’ COMMENTS

Every suggestion was taken into consideration in order to ameliorate the manuscript.
Question (Q) This review article is interesting mentioning the new role(marker) for the diagnosing NASH/FL Here are the comments that needs to attended .Moreover this article can be classified in Mini review sections The physiology and pathological of spleen is not necessary in this review section and can be limited to. The authors should focus more on the role of Spleen in the development of NAFLD /FL . The authors mentioned SLD could be a marker.The authors should also mention the differential diagnosis when they calculate SLD In the section Infections tendency in obesity and the possible link with the spleen: The review can be discussed pertaining to Antigen specific role of spleen rather than more on obesity and immunity
Answer (A) The physiology and pathology of spleen were partly limited, pointing to similarities and differences between animal and human model. It was changed the headline.
Q Spleen seems to play considerable role in the context of metabolic and endocrine activities of the body. Also, a dominant role of spleen has been shown in different immunological mechanisms in health and diseases. However, it is true that the real potentiality of this organ has not been properly analyzed to develop proper insights about mechanisms that regulate different physiological and pathological activities. A prominent role of spleen is predicted in different liver-related pathological conditions mainly due to the fact that the vascular supply of the spleen and liver is shared in a complex manner. As obesity is related to anomaly in structure and function of several organs including liver, a role of spleen in the context of obesity is predicted. The manuscript entitled ‘Spleen size: A novel marker of the altered metabolic asset in obesity and obesity-related NAFLD' may be an important concept and needs further analyses. However, when the present manuscript was critically analyzed, considerable flaws were found between the title and the content of the manuscript, which should be properly addressed to make it palatable to the readers of the journal. Comments 1. The authors have mentioned in the Title of this manuscript that the present study is about the size of spleen as a marker of metabolic factors in obesity and obesity-related NAFLD. However, the role of spleen in NAFLD has not been mainly described as a major highlight in this communication. In the manuscript, the authors have sequentially described about (1) Congenital asplenia in humans, (2) Anatomical and histological composition of the spleen, (3) Role of spleen in limiting bacterial infection, (4) The spleen and natural antibodies, (5) Other functions of the spleen, and (6) Assessment of spleen function. Then, under the subheading of Spleen as a new player, they have described about a relation between spleen and NAFLD. It may be rationale to describe different aspects of spleen before describing about the utility of spleen diameter as a marker of NAFLD. However, the main topic has not been described in sufficient details in this manuscript, whereas, an elaborative book-type chapter has been given in this manuscript. 2. The authors have suggested that spleen longitudinal direction (SLD) is a better indicator of spleen functions. This was done by estimating only IL-6 and VEGF levels and making a comparison of SLD with IL-6 and VEGF in NASH subjects. It would be too early to conclude that SLD would be a better marker when there was no control group in their study. Also, these cytokines in spleen with different SLD should be compared. Further to this, 2 or 3 cytokines may not be a marker of spleen function. Cytokines are produced by various organs of the body and also by many non parenchymal cells. These facts should be cautiously considered before a conclusion is drawn. The readers should be clearly notified about functional markers of spleen and then the authors should cite if those markers are dependent on spleen volume or not. 3. Spleen enlargement is seen in different types of liver diseases. These patients should be assessed and then a remark can be done about the utility of SLD for diagnosis of NASH. Otherwise, increased diameter of spleen may be a common feature of all sorts of liver diseases, not only NASH or NAFLD. 4. It remains elusive why spleen diameter would have a role in NASH and NAFLD. These have not been described in considerable details.
A It was changed the title, according to the  precious suggestions of the referee. The headline of the mini-chapter on asplenia was changed in: What evidence has suggested spleen be considered a neglected organ?...in order  to be adherent to the content.
Q. The work suffers from the lack of a clear focus and consists of a number of poorly related or integrated topics related to the spleen. 2. There are severe problems with the writing of the manuscript. This includes stylist problems (e.g. frequent 1-2 sentence paragraphs), improper phrasing, grammatical errors and spelling mistakes. The article needs extensive editing. 3. The manuscript contains a number of unclear or untrue statements. It is not correct that the spleen "stores RBC." Rather it sequesters them for destruction. The sentence "asplenia often remains misunderstood, because a necroscopy might not have been carried out," does not make sense as written. It is not true that progression from NAFLD to NASH is promoted by the presence of diabetes and obesity. Nor has it been proven that microvascular damage underlies liver injury. There are many other examples.
Q The manuscript was amended in various points. 
Dear Dr. Tarantino: I have read your submitted manuscript entitled: “Spleen size: A novel marker of the altered metabolic asset in obesity and obesity-related NAFLD”. I should tell that this manuscript is a valuable review in the field of spleen and its role and function in liver disease, with the main concern to the fatty liver disease. I have read it many times and have learned a lot from your writing. As a peer reviewer, I have seen some items in the manuscript and like to tell them to you to be concerned if they are correct in your opinion: ? This article is a review article and should be wide in its content. Considering the title and the main subject of fatty liver disease as the axis of the review there appears that the introduction to enter main subject is too long, some items like the section entitles congenital asplenia and role of spleen in limiting bacterial infection appear not to be relevant to the title and can be omitted from the manuscript without any problem and the main part remains fully complete and comprehensive. In this manuscript one should read about 2300 words to reach the main part with the discussion about the title, which is 1800 words itself! In other words I do recommend shortening of the introductory part. ? Some abbreviations like OPSI and PALS are defined in the manuscript. They are just used in one paragraph and their definition appears to be not useful. They are not needed in other parts of the manuscript. So they can be omitted! ? In some sections mentioning the authors of some references after the name et coll. have been written, that should be changed to et al. ? Names of microbes like Haemophilus are written usually in italics. ? In the section called “spleen as a new player” the last sentence of the second paragraph appears to be incomplete. (55% of patients with ……..) ? In the same section, in the last paragraph, in the first sentence the reference #60 appears to be incorrect! ? In the summary section in the 3rd sentence changing “new role of metabolic…” to “newly recognized role of metabolic …” appears wise. ? In the table 1 the word many (3rd line) can be omitted ? Some dictation/ grammar corrections are needed: o … PALS communicates with follicles, an highly … (an ? a) o Stockage ? storage o Mocosa ? mucosa o Varoius ? various o Estabilishment ? establishment o pathophisiologycal ? pathophysiological Best wishes

A   The manuscript was amended in every point, according to the suggestions of the referee, whom I thank very much.
