
Reply to Reviewer 2 second round 
  

Even though the manuscript has improved, there are several points that need to be changed before publication (highlighted in the text). There are questions asked in the first revision that has not yet been answered, for example, supplementary material "2" is not mentioned in the text.
Reply: The supplementary files are mentioned in the text and at the end of the manuscript.Supplenentary File 1 is mentioned in section  2.4. Analysis methods of PCS, IS and Biochemical Parameters Supplementary file  1supplementary file  "2" is mentioned below Table 4 in different sections 4.1. Supplemenatry file 3 is mentioned in Predicted Equations. Supplementary 4 is mentioned in Validation with external data.
	2.4. Analysis methods of PCS, IS and Biochemical Parameters:
The STARD guideline were followed in the diagnostic accuracy of PCS and IS given in supplementary I Table  by NABL accredited Laboratory, Notrox Research Private Limited Bengaluru.
The eGFR ratio of Day 90 to Day 0 for Placebo showed a reduction of 7 % (ratio = 0.93) for IS  whereas in the case of the Enzobiotic it was maintained (ratio 1.0) the same level. In the case of PCS, the day 90 to day 0 ratio for the Enzobiotic group it was noted to be statistically significant (p=0.012).  The change in PCS and IS Day90/Day0 of Placebo and Enzobiotic is given in Box Plot Vide Supplementary 2 Figure S-1.	Comment by Prabhakaran P: Suggestions incorporated	Comment by Prabhakaran P: 	Comment by Prabhakaran P: Supplementary 2 given 	Comment by Prabhakaran P: 
Predicted Equations: The Diagnostic Prediction given in vide supplementary 3 revealed, when PC decreases below 250, the PCS increases beyond 20µg/ml at Day-0. In Enzobiotics group, after Day-90, when platelet count was between 200 to 400 the PCS reduced to less than 15 µg/mL but in Placebo group, with platelet count below 200 p cresol was above 20 µg/mL.
Validation with external data of large set of patients (n=585) Supplementary 4 of  platelet count as a predictor variable, demonstrated that though creatinine level increased based on age, gender, and CKD stage, the creatinine level reduced by 0.3 mg/dL for every million increase in platelet count. It was found that both  uric acid and platelet count have significant effect on creatinine ( p<0.001) for uric acid (p<0.018).


Supplementary Materials: The following supporting information can be downloaded at: www.mdpi.com/xxx/s1, 
Supplementary 1: Quantitation of Indoxyl Sulfate and p-Cresol in CKD Patients; 
Supplementary 2 : Changes in PCS and IS Day-90/Day-0 Figure S-1, Figure S-2 : Distribution of PCS for Placebo Day-0 , Day-90 &Enzobiotics Day-0 , Day90 andFigure S-3 :Distribution of IS between Day-0 and Day-90 comparing Placebo and Enzobiotics group.
Supplementary 3: Diagnostic Prediction: Table 1-: Principle Components for Loading Plot, Figure S-4: Eigen Value Scree Plot and Eigen Vector Loading Plot and Figure S-5: shows P Cresol Day-90 on PC ( Platelet count) and PCS base zero for Placebo group.
Supplementary 4:  T-2 : External data validation in N=585 Creatinine on Platelet Counts and Uric Acid according to age and Gender	Comment by Prabhakaran P: All supplementary added	Comment by Prabhakaran P: 

I would like to encourage the authors to rewrite the entire manuscript with the two main goals in mind, trying to make it orderly, coherent, and fluid. The writing needs to improve significantly so that readers can better understand what the authors are trying to convey.
[bookmark: _GoBack]Reply: Please check the manuscript now, you may find it appealing. 
 The discussion is too long and difficult to read. In this section, the authors should not repeat the information given in the introduction section. There are entire paragraphs at the beginning of this section, and several paragraphs with only one or two references, which could look like plagiarism. The objectives and the main significant results are the first points that should be written when the authors start the discussion. The discussion must be coherent and argumentative. The authors have enough significant information in the results that must be argued (for or against) and that supports the hypothesis and its logical conclusion
Reply: We have cut short the discussion. No repeatitions hopefully.
The corresponding author is very particular about plagiarism. I always write in my own framed sentences. That is why the refrences were not there but they have been added.
