       Date: 2-03-2022

Dear Sir, 

Point wise reply to the editors/reviewer’s remarks are given below in tabulated format:

Reply to email content sent by Editor.

	S.No
	Remark/ Concern
	Reply

	1
	As you can see, the Editorial Board Member, whose comments are appended as Report 1, indicates that the concerns raised by the reader are valid - and notes that there appears to be a fundamental misunderstanding around the question of randomisation.

 

They raise a number of additional questions, which we ask you address. Please note that this response will inform further editorial action. I must flag that in points (2) and (5) the Editorial Board Member indicates that the study may potentially not be scientifically valid.


	It may kindly be noted from the submitted master data sheet that Simple Random sampling method (Odd Even method) was used in this study for randomization. 
If reviewers and editors feel that the randomization is fundamentally misunderstood by the reader, it is requested to consider as a limitation of the study or consider it under any suitable category. 
Ref: Mathe N, Johnson ST, Wozniak LA, Majumdar SR, Johnson JA. Alternation as a form of allocation for quality improvement studies in primary healthcare settings: the on-off study design. Trials. 2015 Aug 25;16:375. doi: 10.1186/s13063-015-0904-x. PMID: 26303892; PMCID: PMC4548918.
In addition to the above, Flag points 2 and 5 of report 1 are addressed separately in the reply to report 1 below.


	2
	Report 2 from the reviewer, Dr Brown (who chose to disclose his identity to you), indicates that problems with data mismatches are pervasive, and while some of them could be accounted for how the data was processed, it is not the case in all instances and it is not something that the readers would be able to discern given the information provided in the published article. The code used in his analyses is also appended for your convenience.

 

We received additional feedback regarding the use of different statistics across different analyses (mean/SD vs median/IQR). In your response you state:

 

"We followed standard statistical protocols for reporting the real life data of this study. Sticking to one method of data analysis for comparison irrespective of the type of data would have been erroneous reporting which we did not resort to."

 

However, it appears that the way these results are reported is different for the same analyses across different display figures. There is no scientific justification for this.

 


	Each and every table is a different data set altogether and was depicted so to avoid duplication. Cursory comparison of tables without legends might have given an impression of discrepancy, but thorough cross checking was done while presenting our data in the tables to avoid mismatches. 

While calculating the statistical significance tests for each of the variables it was noticed that the data for some variables in each of the data set/ table was normal in distribution for few variables and non normal for few other variables. Mean ± SD  was calculated for all variables  (Ref: Annexure 1) but Mean ± SD was reported for variables whose data was normal in distribution and Median with IQR was used for data that is non normal in distribution. Sequencing of the variables in tables was also done in such a way that variables where data is  normal in distribution are represented first followed by the variables which had non normal distribution of data. We had followed the same order of reporting in tables for all variables duly following the above principle. This might have given an impression of discrepancy in the sequence of reporting similar variables in different tables but it is not so. We followed a methodology to be statistically sound rather than merely reporting the values barring the statistical relevance.

Hence it is requested to reconsider our replies and maintain status quo of the published article as we tried to be scientific in the display of figures/ tables. 
Moreover, As suggested by the editor/ reviewer we have annexed (Annexure 2) file containing tables with Mean ± SD for all variables in all the tables. 
In addition to the above, detailed point wise reply is submitted separately below for report 2. Kindly oblige. 



	Kindly note
	Point wise reply to each of the remarks in report 1 and 2 are separately presented


Reply on report 1

	S.No
	Remark/ Concern
	Reply

	1
	Description of randomisation:
Usually in a clinical trial patients would undergo screening and if they are eligible and willing to consent, they would be randomised following the taking of that consent. Here it seems that they have been allocated their serial number (which I assume is their study identifier) before screening was carried out. Therefore the screening clinician may have known what group they were allocated to prior to carrying out the screening and consent process, and this could have influenced their measurements and how they recorded them. It also may have influenced whether they deemed a potential participant eligible for the trial. This is a serious concern since (consciously or otherwise) the screening clinician may have deemed a person eligible or ineligible due to their assessment of how they thought the potential participant would respond in the group to which they were allocated. It is also not clear when in this process consent was taken and this may also have affected patients’ willingness to consent, potentially leading to further imbalance.1a.The authors should explain whether the screening clinician could have known the study group allocation in advance of carrying out the screening process and this should be clearly stated in the manuscript.
1b. The authors should state clearly when consent was taken and whether the potential participant knew their study group allocation prior to this.

2 & 2a. Since screening was undertaken after the serial number was allocated (and hence after the study group allocation determined), the study built in a lack of balance in both group size and patient characteristics. a. This is not rectifiable at this stage but casts serious doubt on the validity of the study.

3 & 3a. It is not clear how the randomisation list was actually produced. The authors write: ‘Patients with hypovitaminosis D were randomised into two groups vis a vis Experimental group/vit.D group (VD Group) and Active comparator/control group (NVD group) alternatively as per their pre allotment serial numbers.’ The key word here in my opinion is ‘alternatively’ which implies that the list contained alternative allocations (eg. VD, NVD, VD, NVD, VD, NVD, …). The dataset would also suggest this as the treatment variable looks to be alternative. This is not a random allocation and means that the screening clinician would have known which study group a potential participant was allocated to, which may have influenced whether they deemed them eligible for the trial (linking back to the issues in point 1). a. This is not rectifiable at this stage and casts serious doubt on the validity of the trial. If the allocation was alternative (as I think it was) then this is not a randomised trial and the manuscript would need to be corrected to reflect this.

4. Allocation concealment – in their rebuttal the authors seem to understand this part of the reader’s concerns as being regarding blinding and they state that since it was an open-label trial there was no blinding. Indeed, they are justified in this, but I think that the reader was actually referring with this terminology to the issues I describe above, which regard concealment of the study group allocation in the screening process and prior to group allocation, ie. ensuring that the allocation process is actually random, as opposed to ensuring blinding post-allocation.

5. Baseline differences – this is a small study and small studies can be imbalanced in terms of patient characteristics at baseline. Baseline imbalances do not per se invalidate a study. However, in the context of the issues with randomisation, it is extremely concerning that there are such large differences between the groups at baseline, particularly because they are all in the same direction. 
a. At the very least the baseline values should be accounted for in the statistical analyses (see below). However it is difficult to have confidence that the results are robust given such large baseline imbalances. Although not picked up by the reader, there is also a problem with the sample size calculation. The authors have written ‘The mean ± SD difference of variables was taken as 50% in VD group and 10% in NVD group.’ but this does not make any sense, since the numbers given are percentages and written as if they describe the anticipated proportions of participants in each group experiencing a yes/no outcome (eg. death) rather than describing means and SDs. Even if the authors are somehow describing a mean and SD I cannot follow from the text what either of them are, nor can I replicate the sample size calculation. Moreover, the authors have not said which outcome their sample size calculation is being carried out for. This should have been the primary outcome, but there are four of these. If I had been handling this manuscript I would not have allowed publication without the sample size being suitably described and I think it should be amended in a correction to the published paper.
	Reply to 1 &1a: As per the methodology described in the methods section of the published article, the patients upon admission were initially screened clinically for inclusion and exclusion criteria.  Screening serial number was allotted to the eligible patients in a sequential order of their presentation to the screening physician. Written informed consent was taken and then blood was collected for estimation of inflammatory markers and serum Vit. D. 
Once the blood reports of the screened patients have been received, Patients with normal vitamin D were excluded from the study and patients with hypovitaminosis D in the sequential order of their screening serial number were allotted to either the treatment group or control group by following the pre determined randomization chart. 

Hence the screening clinician does not know to which randomization group a particular patient would be allotted to as few subjects would be excluded before allocation due to normalcy of vitamin D and the screening clinician does not know the study group allocation in advance of carrying out the screening process.
Reply to 1b: Written informed consent was taken prior to screening and the potential participant does not know their study group allocation prior to this.
Hence there was no element of selection bias in this study.
Reply to 2 & 2a: It may kindly be noted that the screening serial number and the study group allocation number are the two entirely different entities. Screening serial number does not give any clue of study group allocation because some patients after screening will be excluded owing to normal Vit.D. Patients with low Vit.D will be allotted to either of the study groups as per the odd even randomization chart in which alternate  patient will fall sequentially into one of the study groups. The study so built has  a balance in the group size to start with, but owing to drop outs the end output with regard to the number of patients completing the study was different. Balance in patient characteristics cannot be ascertained at the beginning of the study or during allocation process as stratified randomization is not done duly matching the patient characteristics with respect to all the various parameters studied. serious doubt on the validity of the study was posed by the reviewer owing to the misunderstanding of screening serial number to allocation number as one and the same, which is not the case with this study. It is requested to review in lines of the present explanation and consider favorably. 
Reply to 3 & 3a: Randomization list was an odd even simple randomization chart. This entails alternate allotment of subjects to either of the study groups. This randomization chart and screening serial numbers are entirely different entities as previously explained for 1 and 2 queries. 

Therefore, the screening clinician does not know to which study group a potential participant at the time of screening was allocated to. Hence, the assumed  influence/ selection bias is ruled out. Reply in this regard may please be read with the reply for issues in point 1 and 2.
If reviewers and editors still feel that the study is not a randomised trial and the manuscript would need to be corrected, it is humbly requested to consider as a limitation of the study or consider it under any suitable category. 
Ref: Mathe N, Johnson ST, Wozniak LA, Majumdar SR, Johnson JA. Alternation as a form of allocation for quality improvement studies in primary healthcare settings: the on-off study design. Trials. 2015 Aug 25;16:375. doi: 10.1186/s13063-015-0904-x. PMID: 26303892; PMCID: PMC4548918.
Reply to 4: Read with the prior explanations rendered for queries 1 to 3, this is to submit that the concealment of the study group allocation in the screening process and prior to group allocation was inherent to the trial and it was ensured by the process itself that the allocation process is actually random duly following the odd even randomization chart, as opposed to ensuring blinding post-allocation.
Reply to 5 : We thank the editor/ reviewer to acknowledge the fact that baseline differences do not perse invalidate the study. 

The differences between the groups with regard to all the comparable baseline characteristics was explained in detail in results section and discussion. Many baseline variables were similar while analysing the results after the study, but inflammatory markers in vit. D group/ treatment group were not similar with the non vitamin D/ control group and the baseline inflammatory markers of the treatment group were significantly high. 
In view of our earlier explanation regarding randomization, base line differences may be considered as matter of chance rather than bias.

It may not be prudent to assume that the subjects with high inflammatory markers at admission would have greater reduction of inflammatory markers after treatment and the subjects with low inflammatory markers at admission would have lesser reduction of inflammatory markers after treatment  especially in COVID-19. Subjects with higher inflammatory markers are at risk of higher complications such as Increased ICU stay, hospital stay and death. Many subjects in the NVD group of this study who had lower inflammatory markers at admission had significant increase in inflammatory  markers at the end of the study. 
In this study, despite following all the precautions to avoid bias and maintain baseline uniformity, the subjects with high inflammatory markers have fallen in the treatment group by chance which could not be avoided. We present our facts of the trial as it is so that the readers have first hand information of the real life data of COVID-19 pandemic.
Reply to 5a: Regarding the sample size calculation, the anticipated variation in inflammatory markers between the groups was considered. It was assumed that vitamin D would decrease the inflammatory markers by 50% in the treatment group and there would be about 10% decrease (without vitamin D added to the treatment) in the control group. Sample size calculation was done through openepi.com. Two sided confidence interval was taken as 95%, power as 80%, ratio of sample size as 1. 

	2
	Statistical reporting – mean/SD, median/IQR etc.
1. It is valid and correct to present mean/SD when a variable is approximately normally distributed and median/IQR when it is not. However, each variable should be assessed for the study sample as a whole and presented in the same way for each group. The authors have presented different summary statistics across the groups for the same variable in a number of places, which makes it extremely difficult for the reader to compare the groups. 

a. The authors must amend the summary statistics so that an individual variable is presented with the same summary statistics for both groups.

2. The authors refer in the methods to ‘parametric variables’ and ‘non parametric variables’. However, it is statistical tests that are parametric or non-parametric, not variables. 
a. The authors must change the terminology to refer to normally distributed or non-normally distributed variables and parametric/non-parametric tests.

3. Tables 1 and 2 show the summary statistics for the two groups and statistical tests for change in each variable over time within each group. This is not appropriate as statistical tests of within-group change over time in a two-group trial are irrelevant, misleading and increase the chance of a Type 1 error. Similarly, statistical tests should not be carried out within groups. Change over time should be compared between groups only (as done in Table 3), which should be presented with a corresponding confidence interval (not done). 
a. Tables 1 and 2 should be combined into one table that shows the summary statistics for each group and the difference between them at each time point. Statistical tests of within-group change over time should not be carried out. 

b. 95% confidence intervals should be given for the between-group difference in change over time (not currently presented) and not for the within-group pre/post means/medians or changes over time, as have been presented in Tables 1, 2 and 3.
	Reply for 1 & 1a:It may kindly be noted that all the 6 tables are a representation of 6 different data sets explained by their respective legends. Either Mean or Median was used to present a given data of a variable depending on the normality of the distribution of the data in a particular data set that was represented in a given table. Using only one statistical measure irrespective of normality or distribution of data would be erroneous statistically. We have calculated means for the all the variables in tables 1 to 6 (Ref: Annexure 1) but presented either mean or median according to the normality of that data of a given variable in a given table
(Ref: Annexure 3)
As suggested by the reviewer/ editor we hereby append modified tables (Ref: Annexure 2) which contain added Mean ±SD) values for all the variables contained in the published set of tables as seen in Annexure 3. 
Reply for 2& 2a: Variables of a given data set/ table whose data was normal in distribution was referred to as parametric variable and Mean ± SD was used for its representation.Similarly, variables of a given data set/ table whose data was non normal in distribution was referred to as non parametric variable. 
If the terminology used in the published article is still unacceptable, we request to substitute the word “Parametric” with “Normally distributed ” in the material and methods section if feasible. We would have done this minor correction if it was suggested in the earlier reviews before publication. As it was brought out now after publication, feasibility lies with the publisher and we solicit kind cooperation in this regard.
Reply for 3& 3a & 3b: 95% Confidence interval was presented for the two groups under comparison in table 3. 
Table 1 and 2 were presented separately as the data of variables varied significantly between the study groups at base line. Direct Comparison of two groups with such baseline variability would be erroneous and would give false impressions (Ref: Annexure 4). Moreover, we would have added the data in Annexure 4 if it was suggested in the initial review before publication. We have avoided this step to avoid confusion to the readers. 

Intra group comparison was made (Pre versus Post within a study group in tables 1 and 2) prior to the inter-group comparison( VD vs NVD) to check the effect of the treatment in terms of the reduction in the inflammatory markers. Having found a significant difference (P<0.05) in the variables in VD group and insignificant difference in NVD group,  intergroup comparison was made in Table 3 with the results of the difference ( Pre minus Post) in the levels of the markers in subjects in both the groups. 
Appropriate Statistical tests were chosen such as paired T-test for intra-group comparison and Independent sample t-test for inter-group comparison (for variables with normal distribution of data). For variables with non-normal distribution we have done wilcoxon test for intra-group comparison and Mann-Whitney U test for the inter-group comparison. 
D'Agostino-Pearson test was done for testing the distribution of data of a particular variable.



	3
	Errors in results – Table 3: The reader’s concern here is partially justified. The pre-post difference in means should be the same as the mean of the pre-post individual differences. However, Table 3 presents the medians of the individual pre-post differences for each group, which would not be expected to be the same as the pre-post difference in either means or medians. It is not clear why they have done this, nor how they calculated the z-statistic for the difference between the groups, which would normally be based on means. The authors should clarify these points.

	Mean or Median values used for presenting a given data was determined by the distribution of the data for a given variable in a particular data set. It was not a difference of mean and median as misunderstood by the reader. Difference of means or medians was not done in table 3. Difference of individual pre minus post values was done and  Median was used to represent the data (pre minus post values) as the distribution of data was non normal.  
For example: 
The values for LDH in table 1 (VD group) were normal in distribution so mean was used to present the data and paired t test was done and t statistic was reported.
The values of LDH in table 2 (NVD group) were non normal in distribution, hence median was used to present the data  and Wilcoxon test was done for testing the significance of the difference noted

and Z statistic was reported. 
Table 3 represents intergroup comparison (VD vs NVD) of pre minus post values of inflammatory markers. The values for LDH in table 3 were the difference of the pre minus post values in a given group (VD or NVD). Because the pre minus post values for LDH was non normal in distribution, Median was used for descriptive statistics and Mann- Whitney test was done for testing the significance of the difference noted and Z statistic was reported. 

(Ref: Annexure 1 &3).
A close analysis of Annexure 1 and 2 appended with this reply for ready reference will further clarify the doubts.


	4
	Reporting of registered trial endpoints: It is unusual to have four co-primary outcomes in a clinical trial. However, apart from severity of signs and symptoms, all of them are reported in the paper, albeit with some given rather less prominence than others. The authors should add a comparison between severity of signs and symptoms.
	We tried to study and report the objective findings as much as possible to avoid bias that could arise from subjective findings. Hence, we chose inflammatory markers of COVID-19 to represent the severity akin to signs and symptoms of COVID-19. Already available and reported literature has given some insight that signs and symptoms correlate well with the inflammatory markers and hence we chose the inflammatory markers as the objective surrogate markers of signs and symptoms of severity and severe COVID-19 per se. No discrimination was shown to any of the findings. 

	5
	Statistical analysis: The high values of the inflammatory markers in the treatment group compared to the control group are very important. They are shown in this study to decrease a large amount over the course of the study, which would be expected due to regression to the mean (if you choose people with extreme values of some measure then the next time you assess them they are likely to have moved closer to the population average of said measure). The control group, conversely, had relatively lower levels and so had less scope for change. Therefore the statistical analysis should take the baseline levels into account, eg. in a regression model adjusting for baseline value of the outcome variable. However there is only so far that statistical analysis can correct for poor design and this may still give statistically significant treatment group differences that may not be robust
	It may not be prudent to assume in COVID-19, that the subjects with high inflammatory markers at admission would have greater reduction of inflammatory markers after treatment and the subjects with low inflammatory markers at admission would have lesser reduction of inflammatory markers over time. In fact, subjects with higher inflammatory markers would have a  risk of greater complications and death. Many subjects in the NVD group of this study who had lower inflammatory markers at admission had significant increase in inflammatory  markers at the end of the study. 
The high values of inflammatory markers in the treatment group attributed to chance was a measurement at the time of admission. These values changed over time. Few had reduction of values and few had elevation also in the next 8 to 10 days of treatment period. It may also be noted that the low values in control group did not remain low at the end of 8 or 10 days and indeed surged high in many cases. It may be wrong to say that the chance of high values to become low is high and low value to become less low is low as we are dealing with a disease which was unpredictable owing to inter-individual variations. 

	6
	Discussion: The use of the word ‘matching’ in the discussion is not appropriate (eg. ‘The two randomised groups in our study were matched with respect to age, BMI, duration of symptoms, co-morbidities and vital parameters.’). It implies matched (stratified) randomisation, which was not done. This should be changed. 
The authors should be clearer that any changes in inflammation seen in the study are not associated with reduction in hospital stay, mortality or any other patient outcomes. Therefore even if all of the design issues are rectified and results and interpretations moderated accordingly, it is not clear that there is much clinical implication of this study
	Reply to 6: Stratified randomization was not done in this study. The word matched and matching was not used deliberately in methods section for the same purpose. 

No significant difference in inflammatory markers was noted for crucial parameters like age, BMI, duration of symptoms, co-morbidities and vital parameters as enumerated in the results section. The word matched and matching was used after the analysis of the data in discussion section to highlight this point and not the randomization method. If this word causes confusion we regret the same and request to substitute it with a suitable word i.e. “similar” for “matched” and “similarity” for “matching” if feasible. 
This study was performed to study the implications of adjunctive vitamin D supplementation. We reported the outcomes as it is for the scientific community to interpret and infer the outcomes accordingly to have a better insight. 
This being a single centre study it has also been stated in the limitations section that larger multicentric  RCT’s are needed in future to further or refute the outcomes of this study. If we do not report our findings as it is and in a scientifically accepted manner, we may be hampering the scope of improvement in this arena. 


Reply on report 2

	S.No
	Remark/ Concern
	Reply

	1
	1.1:The order of presentation of the six outcomes of interest (five inflammatory markers, plus Vitamin D) varies across Tables 1 through 5. For example, IL6 appears in fourth, third, or first place across the six tables. This is perhaps a minor point, but it underlines the general sloppiness with which the tables seem to have been prepared.
	It may kindly be noted that all the 6 tables are a representation of 6 different data setsexplained by their respective legends.The data for a given variable/outcome of interest was normal in distribution for one data set represented in one table and non normal in another data set/ table. 
We have presented variables with normal distribution in a data set first followed by variables with non normal distribution in all the six tables duly following an order right through tables 1 to 6. It is in fact an orderly presentation that we have contemplated and not sloppiness. 
It is possible to reshuffle and keep all the variables uniformly in line in all the tables but it creates confusion and every line needs to be read with underlying foot notes.

	
	1.2: Several outcome variables are reported inconsistently, sometimes as mean ± SD and sometimes as median with IQR. For example, in Table 3, IL6 is reported as the median (like all the variables in that table) but in Table 6 it is reported as mean ± SD. Similar issues affect CRP and LDH across Tables 1, 2, 4, and 5. See discussion of this point in paragraph 2 of the next section, “Reproduction of the tables”.
	It may kindly be noted that all the 6 tables are a representation of 6 different data setsexplained by their respective legends. Either Mean or Median was used to present a given data of a variable depending on the normality/ distribution of the data in a particular data set that was represented in a given table. Using only one statistical measure irrespective of normality or distribution of data would be erroneous statistically. We have uniformly calculated means for the all the variables in tables 1 to 6 (Ref: Annexure 1)but presented either mean or median according to the normality (tested by D'Agostino-Pearson test) of that data of a given variable in a given table (Ref: Annexure 3)
eg. The data for IL6 in table 3  was non normal in distribution so median was used to present the data. The data for IL6 in table 6 was normal in distribution, hence mean  was used to depict. 

The same methodology was followed uniformly across all the tables. Unfortunately, this is construed as non uniform reporting.
Annexure 2 is appended with this reply for ready reference wherein Mean ± SD data was incorporated for all the variables in addition to the earlier rows of the published tables against a given variable.

	
	1.3: Most of the numbers are reported to only one significant figure. This is clearly insufficient for p values and (especially) test statistics; for example, a value of 2, which presumably could correspond to any number from 1.5001 to 2.4999 and thus p values from 0.133 down to 0.012, is an entirely inappropriate way to report a t or z statistic. The authors should reconstruct their tables using at both at least two decimal places and at least two significant figures, and report degrees of freedom with their t tests.
	In our initial submission before publication , we have submitted the actual values in a way similar to the suggestion given by the reviewer. We were advised by the then reviewer/ editor to modify and resubmit the values rounded off to the nearest decimal. Having followed the editors advise we have done the changes accordingly. Earlier tables whose data was not rounded off to the nearest decimal is appended as Annexure 5 for ready reference.

	
	1.4: In Table 4 (last three lines), Table 5 (last four lines), and Table 6 (last five lines), the reported CI for the median is either identical to the reported IQR, or varies only by one point (five cases) or two points (one case) in the last digit of one of the bounds. This seems to be impossible and makes the reader wonder what other numbers in the tables have been miscalculated and/or copied incorrectly from computer output.
	This might have happened because of the rounding off of the values to the nearest decimal as suggested by the earlier reviewer before publication. Earlier data in tables without rounding were copied correctly from computer output (Ref: Annexure 1 & 5)


	
	1.5: In Table 5, the test statistics for the last four lines (49, 42, 51, and 24) are absurdly high, and do not match the accompanying p values. A similar problem affects the last two lines of Table 4 (t/z values of 13 and 11, with p values above .001).
	Statistical calculations from MedCalc are appended as Annexure 1 for ready reference.

	2
	Reproduction of the tables: 

2.1: I would like to see the authors’ analysis code to understand how they calculated the CI of the median (and all of their other results), especially given the overlap between the CI and the IQR in Tables 4 through 6
	Statistical calculations from MedCalc are appended as Annexure 1 for ready reference.

	
	2.2: a. In point 2 of the previous section, “Notes on the tables as published”, I mentioned the apparent inconsistent use of mean/SD versus median/IQR for the presentation of the outcome variables of interest. The authors do not explain their reason for choosing one presentation.

b. I identified 8 cases out of 36 where the authors’ decision to use a parametric or non-parametric test was not confirmed by a Shapiro-Wilk test for normality of the data with a significance threshold of p < 0.05.
	Reply to a:It may kindly be noted that all the 6 tables are a representation of 6 different data setsexplained by their respective legends. Either Mean or Median was used to present a given data of a variable depending on the normality/ distribution of the data in a particular data set that was represented in a given table. Using only one statistical measure irrespective of normality or distribution of data would be erroneous statistically. We have uniformly calculated means for the all the variables in tables 1 to 6 (Ref: Annexure 1) but presented either mean or median according to the normality of that data of a given variable in a given table(Ref: Annexure 3).
e.g. The data for IL6 in table 3  was non normal in distribution so median was used to present the data. The data for IL6 in table 6 was normal in distribution, hence mean  was used to depict. 

The same methodology was followed uniformly across all the tables. Unfortunately this is construed as non uniform reporting.
Annexure 2 containing tables with Mean values for all the parameters is appended for ready reference.
Reply to b: Normailty was tested by D'Agostino-Pearson test with significance threshhold P<0.05.

Statistical calculations from MedCalc are appended as Annexure 1 for ready reference.


	
	2.3: I found a few discrepancies between the recalculated numbers and those in the published tables, other than the ones noted as absurdly high in paragraph 5 of the previous section
	Statistical calculations from MedCalc are appended as Annexure 1 for ready reference.

	3
	Baseline analyses:Regardless of how these differences might have occurred, they indicate that the two groups were not comparable at baseline on any of the outcome measures. This, on its own, calls into question the entire validity of the study.
	The two groups had significant difference in baseline inflammatory markers and it was attributed to chance. As commented by the esteemed reviewer 1/ editor in report 1 and thankfully acknowledged by us, it may be noted that the baseline differences do not perse invalidate the study. 

The differences between the groups with regard to all the comparable baseline characteristics was explained in detail in results section and discussion. Many baseline variables matched when they were analyzed after the study but the inflammatory markers in vit. D group/ treatment group did not match with the non vitamin D/ control group. 


Enclosures: 

1. Annexure 1: Excel sheet of Statistical calculations from MedCalc for tables 1 to 6

2. Annexure 2: Tables with all Mean values added to the variables depicted by Median Values in the earlier published tables

3. Annexure 3: Soft copy of published tables

4. Annexure 4: Excel sheet of VD & NVD group comparative statistical analysis 

5. Annexure 5: Soft copy of Tables without decimal correction- content- Published version data

In view of our point wise replies/ submission to the esteemed reviewers / editors remarks, it is requested to kindly consider and retain the published article in the interest of the science.
Thanking You

Yours Truly

Sd/-

Dr. Madhu Latha Karra

Corresponding Author.
