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Is the paper clearly and concisely written?  YES
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4. REPORT   
     
Introduction:

Page 3, paragraph 1, line 11: explanation of abbreviation TOF
Page 3, paragraph 3, line 10: should read “…at 30 and 60 minutes respectively, after…”
Page 3, paragraph 3, lines 11-12: should read “These authors and others…”

Page 4: It is stated that an aim of the study is to “…compare the uptake kinetics and bioavailability of these chemicals when the SEBX was administered as a slow-dissolve lozenge (SEBX lozenge), where primary uptake would be in the oral cavity and when it was administered as a drink (SEBX drink), where the primary uptake would be in the lower GI tract (stomach and small intestine).” However, only one subject was used in the SEBX drink study. In order to correctly compare the 2 methods, a cross-over design study would have been preferable. Thus, it would be more correct to state that the study aimed to examine the uptake kinetics and bioavailability of the chemicals when the SEBX was administered as a lozenge and that uptake kinetics and bioavailability of an SEBX drink was also determined in one subject (but not compared). Then, the differences between the two methods can be discussed later in the paper, but it should be emphasized that only one subject was used in the SEBX drink study, and that in order to properly compare the two methods, a greater number of subjects (preferably the same subjects as received the SEBX lozenge) would have to be examined.
Page 5, paragraph 1, line 5: should read “…absent in flavonoids…”

Page 5, paragraph 3, line 3: explanation of abbreviation TFA
Results: Should state that data is presented as eg. mean +- SE, and present data in the same manner throughout the paper, unless stated otherwise.

Page 6, paragraph 4, line 1: n=6?

Page 7, paragraph 2, line 8: should read “…are indicated (see Figure 3).”

Page 7: Figure 1 n=6; Figure 2 n=6;

Page 8, paragraph 1, line 2: text states that data is presented as median, whilst figure legend states that the data is “averaged”.

Page 8: Figure 4 error bars represent ..? text states data presented as median but legend says “averaged”

Page 9, Figure 5 legend: states “each data point represents the median value of a single subject sampled three times as described in the Materials and Methods.” – I cannot find this in the materials and methods??
Page 9: Table 1 n=6? Data presented as mean/median

Page 10, paragraph 3, line 9: text reads “…minutes or administering the lozenge…” – should this read “…minutes or administering the drink…”?

Table 2 n=6? Data presented as mean/median?

Page 11, paragraph 2, line 7: should read “…45, 60 and >180 minutes respectively,…”

Page 11, paragraph 2, line 4: should read “…(wt/wt) respectively, when…”

Discussion:
Page 12, paragraph 3, line 11: should read “…microflora also have a major…”

Page 13: Throughout this section, when reference is made to uptake of chemicals etc, the method of administration should be noted.

Page 13, paragraph 2, lines 4-5: It should be noted that the difference between serum concentrations of Cyanidin when measured by LC-MS compared to DART-MS was quite large. DART-MS resulted in a value almost twice that obtained by the LC-MS method.

Page 14: see comment for Page 4.
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BACK TO MAIN
Thank you for the prompt and helpful response to our submission to Online Journal of Pharmacokinetics. We are grateful to have the input from the reviewers to aid in the improvement of our manuscript. 
We have addressed each reviewer’s comments as described below.
Reviewer 1:
Reviewer 1 asked that the references be put in either alphabetical order or numeric order as they appear in the text. We have put the references in alphabetical order.
Reviewer 1 commented that the conclusions and references regarding “anti-influenza phytonutrients” have not been published. We are addressing this issue in two ways. We have cited our pending patent on this subject and have attached a revised manuscript that has been conditionally accepted by Phytochemistry showing clearly that the chemicals discussed in our submission possess anti-influenza activity.
Reviewer 2:
In the introduction, reviewer 2 asked for an explanation of the abreviation TOF.  On Page 3, “time-of-flight” was included in the description of DART TOF-MS.
On page 3, paragraph 3, line 10, we have changed “..at 30 and 60 minutes, respectively, after…” to “…at 30 and 60 minutes respectively, after…” per reviewers suggestion.
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On page 3 paragraph 3, lines 11-12, we have changed the statement to read “These authors and others…” per reviewers suggestion.
On page 4, the reviewer suggests that a cross-over design study is preferable for direct comparison of the SEBX lozenge and SEBX drink and we should emphasize the fact that only one person was used in the SEBX drink study. Throughout the manuscript we have emphasized that 6 subjects were used in the LC-MS study and one individual, sampled 3 times, was used in the DART TOF-MS study.
On page 5, paragraph 1, line 5, we have changed the sentence to read “…absent in flavonoids…”.
On page 5, paragraph 3, line 3 we have included “trifluoroacetic acid” as an explanation of TFA.
In the results section on page 6, paragraph 4, we we have identified that 6 subjects (n=6) were used in this study. 
As suggested by the reviewer, we have updated page 7, paragraph 2, line 8 to read “…are indicated (see Figure 3).” 
On page 7, Figure 1 and Figure 2 legends have been updated to include the number of subjects (n=6).
On page 8, paragraph 1, line 2, the text has been updated according to the reviewer’s question. The data presented is the average. The text was changed from “median” to “average”as well.
On page 8, Figure 4 errors bars represent 1 standard deviation and the data is presented as the average. Both of these questions have been addressed in text.
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The Figure 5 legend on page 9 has been updated accordingly.  The referral “as described in the Materials and Methods” has been removed as the sampling, acquisition of blood and MS analysis are described in separate sections within the Materials and Methods.
On page 9, Table 1 has been updated to include the number of subjects (n=6). We have also included the type of data being presented as the “average” of the data collected.
On page 10, paragraph 3, line 9, the text has been changed from “…minutes of administering the lozenge…” to “…minutes of administering the drink…”. The later statement is the correct statement, and we are grateful that this was identified.
Table 2 has been updated to indicate the number of subjects (n=6). We have also included the type of data being presented as the “average” of the data collected.
On page 11, paragraph 2, line 7, we have changed “…45, 60, and >180 minutes, respectively,…” to “…45, 60, and >180 minutes respectively,…”.
On page 11, paragraph 2, line 4, we have changed “…(wt/wt), respectively, when…” to “…(wt/wt) respectively, when…”.
In the discussion, on page 12, paragraph 3, line 11 has been changed to read “…microflora also have a major…”.
Throughout the discussion we have updated, where necessary, the method of administration (lozenge or dink) to clarify the form of adminstration.
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We have included the standard deviations from both LC-MS and DART-MS analysis when discussing the differences between Cyanidin uptake on page 13. The average concentrations of Cyanidin are within one standard deviation of each other when analyzed by LC-MS and DART-MS.
Throughout the manuscript, we have updated/edited when necessary the fact that 6 subjects were used for the LC-MS analysis, and one individual, sampled 3 times, was used for the DART-MS analysis.
Thank you again for your prompt response, and the helpful comments from the reviewers.

We trust these revision will satisfy the valuable suggestions/edits of the reviewers.


Sincerely,
Bill Roschek Jr. and Randall S. Alberte
