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PART 1: Review Comments

Reviewer’'s comment
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Compulsory REVISION comments

This initial submission is an experimental study with histopathological determinations of abnormal and
normal tissues with single end-point comparisons of counted categorial data. There are several plant
extracts that are investigated for their effects on tissue after in in vivo rodent exposure. The outcome is a
difference between groups.

Reviewer recommendations: There are limited results for a study with a large number of animal subjects
utilized: There should be additional results on the samples including IHC for specific markers. Additional
methods/results can be incorporated such as a determination of the constituents (ie mass spectrometry,
NMR), while other additional data could include differential gene expression across the tissue categories
(ie PCR, RNAseq).

The results are with a low sample size for the categorical Chi Square test, but the numerical results are
missing, a Fischer's Exact categorical test can be utilized; the gender-specific differences in effect are
assessed also by Chi Square. The histological tissue analyses are sub-classified for various grades of
histopathologic changes but only overall categories are assigned: the subclassification results must be
reported with more details. There can be either inter-tissue comparison of abnormal and normal results, or
inter-plant species extract comparisons of abnormal and normal categories, which needs to be clarified;
where are the ANOVA analysis results of continuous data?

When all of the results are reported with subclass analyses (ie inflammation, vacuolization), then these
can be discussed with focus on the exact chemicals that result in the observed histopathology discussion
can be more comprehensive with a final conclusion, and then the Abstract can be written accordingly.

Minor REVISION comments

As discussed above (not applicable at this stage, n/a)

Optional/General comments

n/a
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