Comments on the paper authored by Group 04 as Refereed by Group 03
In order of line number:

· 8-9 &10: I’d suggest removing the i.e.’s because they are a bit confusing.  If this information is necessary in the summary section, it would be clearer if worked into the sentences.

· 12: describe should be described

· 13: I’d be hesitant to use the word “efficacious” and may instead use “...all doses were associated with increased plasma beta-carotene...”

· 14: Check the wording of this sentence - it’s a bit confusing.

· 15-17: Is there a better way to specify the means and conference intervals?

· 17 & 22: I’d be hesitant to use the word “effect”.

· 23: add in “a” before vitamin E decrease?

· 26: You’re right that this study has a small sample size, but why do you suggest restudy with larger sample sizes?  If it’s because of insufficient power, it might be worth mentioning that.

· 29: extra space present before vitamin.

· 40: can use RCT abbreviation since referenced earlier.

· 40: typo “cytocrome”

· 40: “Phase II” should be unhyphenated (compare to “Phase III” in 42).

· 48: need question mark at end of question.

· 53: I’m not sure that your statistical question is actually at “any time point”.  I think that it’s actually at 1 months, 3 months, 6 months and 9 months.  (2nd referee: I’d say “arbitrarily measured time points”?)

· 56: “Data are” (data is plural).

· 56: Use RCT abbreviation.

· reword: “on 46 healthy volunteers”

· 63: parenthetical statement at the end of the line seems  odd

· 67: define “all variables”.  I think that you may have done so when you say that you took them into account in the next sentence, but I’d find some way to combine the two sentences to make it clearer and more concise.

· 72: month should be months

· 75-76: stuff in parenthesis reads funny

· 76: I don’t think that this will tell you when the differences began but it will tell you that there were differences at that time point (the differences could have also began at an unreported timepoint).

· 77: Bonferroni correction: it may be helpful mention rationale in perspective of scientific question? This correction in Welch’s two-sample t-test is initially displayed in Table 3 with significance level 0.003 - I am not familiar with this approach through lecture material and wondered if may be helpful to provide brief statistical explanation? 

· 79: during the 9-month treatment period

· 81: I’m not sure “absolute measure”here is referring to just comparison of means? If this is case, it think it would be considered “relative measure”? 

· 84: I don’t think “precision” is the right word here.  Maybe “accuracy”, but I’m not 100% sure on that either.

· 86: I don’t understand what you mean by “more strictly comparable to other visits at one month increments”. (2nd referee: you need to clarify this statement.  Do you mean the values are closer in line to what you expected?  In my opinion, that would compromise the integrity of your statistical analysis.  On the other hand, if you mean you chose the visits whose dates were closer to what was prescribed, this is a positive feature of this analysis.  Please clarify.)

· 90: seems unnecessary to say “approximately 10”, perhaps just say equal proportions in each dose group

· 95-96: Try to use parallel sentence structure.

· 95: I’d report the range and SD of age in the table as well (so that we can also see results by dose group).

· 96: I can’t find the 52% women or 48% men in your table. (2nd referee: you should include data for the overall population, not stratified by dose group, so this becomes more clear).

· 98-99: Change these into % for readability and so that the reader doesn’t have to calculate the proportion in her head.

· 99-100: statement seems more appropriate for discussion

· 102: I’d convert your proportions presented in Table 1 into percentages so that when I’m reading the percentages in text, I can look at your table and easily find that number.

· 102: Potentially somehow include a title over the three race categories that just says “Race” so that you can easily see that black, hispanic, and white are 3 levels of 1 variable.

· 102: You may want to try flipping the orientation of this table (i.e. dose groups in the columns and variables in the rows) so that it doesn’t stretch into two panels.

· 102: What about the % males in dose grp 3; wouldn’t you consider that to be different?

· 109: What do you mean by “plus plasma retinol, and retinol palmitate”?  I don’t see them in the table.

· 112: Did you look to see if the pattern of missingness was associated with any baseline variables? (Missing data during time points mentioned here. You mention in 93 that there were no missing values for pre randomization characteristics.  Since you have category here upon missing data, it may be helpful include that with your summary here.) 

· 120: Possibly reword?  The word “contrast” seems out of place in the sentence structure.

· 121: you should capitalize the “L” when using it as an abbreviation for liters.

· 138/Table 3: I’d change the p-values in section (a) to say 1.05 x 10-3 (superscript the “-3”) instead of 1.05E-03.

· 143: supplemented dose groups?

· 143-146: This sentence is pretty long--do you think you can reword it to make it easier to read?

· 151: should be “groups”.

· 156: I would say “trend towards” rather than “trend of”

· 157: Rather than saying higher “measures” here, I’d specifically define (i.e. interpret the point estimates) what the measures are.

· 177-178: This belongs in the discussion section rather than in results.

· 184: “substantial variation between individuals”

· 184: I don’t understand this part: “...we appear to capture a characteristic response over time for beta-carotene supplementation for both plasma beta-carotene and vitamin E”. (The word “characteristic” may lead to confusion and you may want to clarify definition here.) 

· 186: I wouldn’t include all of these figures because it’s difficult for the reader to know what to look at.

· 191: “phase 2” -> “phase II” to be consistent with your introduction

· 191-193: Make sure that you’re interpreting these numbers correctly.  I think that you may be, but the wording of this sentence is a bit confusing.

· 194: Should change to “by one month into treatment” or “by month 1 of treatment”

· 195: I don’t think that I’d call them exploratory analyses.

· 207: extra space after comma

· 212: I don’t understand this comment; if this were the case, wouldn’t we expect that there were differences in dose group by BSA, body fat, and sex at baseline?  You previously only discussed differences by sex (in presentation of Table 1 results).

· 213: Delete “on” after “inferential tests”

· 213: I’d explain this confounding effect more so if this is the case.  To be a confounder, sex, BSA, and body fat would need to be different at baseline and also associated with your outcome.  It may be associated with your outcome, but you didn’t present the outcome by sex, BSA and body fat so I’d talk more about this hypothesis to explain it since we can’t see data suggesting it.

· 217-218: I don’t understand how a larger sample size would guarantee removal of the unbalanced sex and body morphology confounding.

Overall comments:

· You presented a lot of results and may want to pare down the number of results presented (especially in figures).  There were so many figures that I wasn’t sure quite which ones to focus on.  Also, I don’t think that Dr. Emerson wants us to include as many figures as you’ve included. 

· I found it a bit difficult flipping between the different Tables since all tables were referred concurrently throughout the results section.  It may be easier to organize results by discussion of each table.

· Need to be consistent about whether you are hyphenating “beta carotene”; I think either is fine as long as you stick to it.

· Great draft overall!  Just incorporate some of the suggestions where appropriate!

