[bookmark: _Hlk57656877]Reviewer 1:
Comments and Suggestions for Authors
1. The Introduction must be improved including a little bit of background on inflammatory bowel diseases, the frequency of UC also in other Countries, since it is not limited to Japan. More description is also required for LRG and the other inflammatory processes the authors considered in the manuscript, as proctitis.
Response: According to your comments, the following sentences were added to the introduction of the revised manuscript. In addition, three references were added.
(Page 1, lines 26-28)　Inflammatory bowel diseases (IBD), comprising Crohn’s disease and ulcerative colitis (UC), are characterized by chronic inflammation of the intestinal mucosa and unknown etiology, and the number of patients with IBD is increasing worldwide [1].
1 Actis GC, Pellicano R, Fagoonee S, et al. History of inflammatory bowel diseases. J Clin Med 2019; 8: 1970. doi:10.3390/jcm8111970 
(Page 1, lines 37-41) Serada et al. identified leucine-rich α2 glycoprotein (LRG) as a novel biomarker for rheumatoid arthritis and IBD by using a proteomics approach [3]. LRG is a 50-kDa glycoprotein that contains repetitive sequences with a leucine-rich motif [4]. LRG was induced by interleukin-22, tumor necrosis factor-α, and interleukin-1β, independently from interleukin-6 [3]. 

3 Serada S, Fujimoto M, Ogata A, et al. iTRAQ-based proteomic identification of leucine-rich alpha-2 glycoprotein as a novel inflammatory biomarker in autoimmune diseases. Ann Rheum Dis 2010; 69:770–774.
4 Takahashi N, Takahashi Y, Putnam FW. Periodicity of leucine and tandem repetition of a 24-amino acid segment in the primary structure of leucine-rich alpha 2-glycoprotein of human serum. Proc Natl Acad Sci U S A 1985; 82:1906–1910.

2. References are lacking, as for example pag.1, line 42.
Response: According to your comment, the following reference was added as #8. 
8. Nakase H, Uchino M, Shinzaki S, et al. Evidence-based clinical practice guidelines for inflammatory bowel disease 2020 J Gastroenterol 2021; 56:489–526. https://doi.org/10.1007/s00535-021-01784-1


3. Pag.2, lines 44-45: I would move this text at the end, in the “Institutional Review Board Statement”
Response: According to your comment, these sentences were moved to the text at the end in the “Institutional Review Board Statement (Page 8). 
4. In the Material & Methods the authors at page. 2 line 55 introduce blood sampling and colonoscopy: it would be great to add the data, especially the one refers to colonoscopy or any other clinical and/or histological assessment. Colonoscopy and/or Histology assessment is highly required in the manuscript.
Response: According to your comments, the following sentences were added to the methods of the revised manuscript.
(Page 3, lines 86-90) Histologic studies were evaluated using the Geboes score [11] by a certificated pathologist. According to the scoring system, histologic disease activity of UC was classified into 6 grades from grade 0 to grade 5. For cases with endoscopic activity, the biopsy specimen from the site with maximum endoscopic activity was evaluated.

In addition, data on clinical, endoscopic and histologic findings were added to new Tables 1, 2 of the revised manuscript.
5. I would suggest to present Figures and Tables as they appear in the manuscript. For example, Table 1 and Table 2 appear before Figure 1, that is introduced at page. 2 line 80. 
Response: According to your comment, Figure 1 appears in the method of the revised manuscript. In addition, Figures and Tables are shown according to order that they appear in the text.
6. When possible, I would suggest to provide information for males and females separately.
Response: We are afraid that we were not able to provide information for males and females separately.
7. The age range is very broad: have the authors observed active UC more in elders?
Response: No. To answer your question, the following sentence was added to the result of the revised manuscript.
(Page 3, lines 107-108) Although only an old man of 79 years old was enrolled, active UC was not observed more in elders in this study. 
8. In Figure 2 it would be possible to include “n” the number of subjects in the X axis?
Response: According to your comment, the number of subjects in the X axis was included in the revised Figure 2. 
9. I would suggest to move the p value in the legend since it is the same for all the three graphs. Perhaps, the information of the three graphs can be summarize in a table. What should I read in Y axis? Please, specify it.
Response: According to your comments, the information of the three graphs was summarized in a new table 3, instead of Figure 3. 
10. In the legend of Figure 4, I would change “upper”, “middle” and “lower” with “A”, “B”, and “C”, that then would need to be added to the corresponding panel in Figure 4.
Response: According to your comments, “upper”, “middle” and “lower” of  Figure 4 were changed to “A”, “B”, and “C” of new Figure 3 with the corresponding panel in the revised manuscript.
11. The Discussion should be improved. In addition, the authors should emphasize the finding of a new cut-off for predicting patients with active UC.
Response: According to your comment, the following sentences were added to the discussion of the revised manuscript.
(Page 7, lines 240-247) In the present study, a predictive diagnostic model based on ROC curve assessed the capability of LRG to discriminate active UC except for ulcerative proctitis and healthy groups. A cut-off value of 10.8 g/mL was derived from the ROC curve (Figure 3). In our tested population, LRG was able to identify real UC cases with sensitivity of 96% and specificity of 97% (Table 4).  These results suggest that LRG could be a valuable, non-invasive serum biomarker to triage patients suspected to have UC but not ulcerative proctitis in primary care facility. The future clinical potential of LRG may be intended to accelerate early diagnosis for patients with active UC except for ulcerative proctitis.

12. At page. 6 line 165, the authors speak about inflammation. It would be great if other inflammatory markers have been evaluated. If so, the information should be included in the main manuscript.
Response: To answer your question, the following sentences and two references were added to the discussion of the revised manuscript.
(Page 7, lines 250-263) On the other hand, calprotectin is a calcium and zinc-binding protein produced mainly by neutrophils. It has been reported that fecal calprotectin levels reflect local inflammation of the gastrointestinal tract. The fecal calprotectin level has been reported as a reliable surrogate marker of endoscopic and histologic activity in UC [16,17]. Recently, researchers have reported the association between fecal calprotectin levels and laboratory data (CRP, ESR, serum albumin, hemoglobin, platelets) and endoscopic, and histologic disease activity in Japanese UC patients [18]. The results showed that fecal calprotectin was closely related endoscopic and histologic disease activity in addition to the clinical data. In this study we did not measure fecal calprotectin. Because fecal samples have inherent associated problems such as limited quantitative capability and cumbersome sampling. Although we could not perform a direct comparison with fecal calprotectin in the present study, our results demonstrated that the use of serum LRG was both convenient and practical, requiring only a blood sample.

16 Guardiola J, Lobatón T, Rodríguez-Alonso L, et al. Fecal level of calprotectin identifies histologic inflammation in patients with ulcerative colitis in clinical and endoscopic remission. Clin Gastroenterol Hepatol 2014; 12: 1865-1870. 
17 Theede K, Holck S, Ibsen P, et al. Fecal calprotectin predicts relapse and histological mucosal healing in ulcerative colitis. Inflamm Bowel Dis 2016; 22: 1042-1048. 

13. Do the authors have information about the remission of the patients and how LRG levels may change with the remission time? Please, include and/or comment in the Discussion.
Response: To answer your question, the following sentences were added to the discussion of the revised manuscript.
(Page 7, lines 264-269) In the study of 81 IBD patients including 47 UC patients, serum LRG levels decreased along with improvements in clinical and endoscopic outcomes upon adalimumab treatment (27.4 ± 12.6 mg/mL at week 0, 15.5 ± 7.7 mg/mL at week 12, 15.7 ± 9.6 mg/mL at week 24, and 14.5 ± 6.8 mg/mL at week 52), being correlated with endoscopic activity at each time point [12]. The LRL levels at the remission of UC patients might be less than 16 mg/mL.
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