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Academic Editor:
1) Looking at the standard deviations of values in table 1 the question raises how reliable the results might be for other researchers referencing to this work. 

We acknowledge in the limitations section of the manuscript values with higher standard deviations, but also highlight that these are more realistic values than typical SEM values reported in the literature. Thus, our goal was to provide a resource to compare and contrast a large number of tissues and a quantitative ‘estimate’ for what may be detectable, providing new directions for other researchers to build upon these ideas in the future. This provides a springboard for further investigation as we acknowledge that values may further differ depending upon route of exposure, duration and timing of measurements. Nevertheless, values of the brain and serum, described in Table 1, are similar to those of other papers that have been previously published (lines 178-183) giving us confidence in the methodology used in our paper. 

2) In part there are deviations of more than 200%. Please raise the number of animals and include female rats to the study.

We agree these are meritorious recommendations and should certainly be considered in future work. As a pilot study in a relatively new field of research, this focused work highlights important conceptual ideas and a starting point for future examinations. Importantly, it enables us to determine what is an appropriate sample size/power calculation and other aspects we can build upon for future work. This perspective is encapsulated by comments of reviewer 1 highlighting the scope and intention of our work: “As a short communication, it meets the general standard of a simple, straight-forward set of data that stand alone and meet a specific scientific need.”

3) Furthermore, the area of tissue collection should clearly be specified as different brain areas, adipose tissue (subcutaneous or visceral) and striated muscles might strongly affects the results.

We have addressed a similar comment #2 from Reviewer 1. See below for our revisions.

Reviewer #1: 
The scientific question in the article titled “Tissue distribution of major cannabinoids in male rats” is an important contribution to the field. As a short communication, it meets the general standard of a simple, straight-forward set of data that stand alone and meet a specific scientific need. There are a few clarification points for methodology that must be addressed to provide further clarification and justification.

1) Why did the authors use two different doses of THC (1mg/kg) and CBD (5mg/kg)? It is curious that the authors did not use the same dose, nor do they justify the use of different doses, yet they compare the doses as if they are the same. This must be addressed in the methods and the discussion.

This is a very astute observation and one we agree requires further clarification. We utilized relatively low doses to better reflect what would be a physiologically relevant intake of cannabinoids. A dose of 5 mg/kg ip CBD is a relatively low dose employed in the field, yet a dose of 5 mg/kg THC is a relatively high dose—1 mg/kg THC is a more appropriate comparison given the behavioral effects of these doses. Rodent models often utilize quite a high dose in their methodology (eg. 10+ mg/kg THC and CBD) which is far beyond what any human would ingest. That would be upwards of 860mg of THC or CBD for the average adult male. As THC elicits psychoactive effects, it is not tolerated as well at higher doses compared to CBD thus, the discrepancy between doses. We have updated the methods section (lines 103-105) to highlight this fact. It was not our intent to compare THC and CBD and the text has been revised throughout.

2) The areas of evaluation (brain, gut, liver, adipose, muscle) are extremely large and varied; however, the methods appear to state that 20mg of tissue were used for analysis (that size being understandable). The authors should provide very accurate details on which areas of these organs were sampled and that this sampling was consistent across subjects. Simply sampling in different areas of these organs could cause variability.

This is a great observation as we agree there can be potential variation within areas of an organ/tissue (eg. lobes of the liver). This was not specifically controlled and have included this as a limitation in our analyses (as described in lines 196-197). 

3) The authors should list the recovery rate for the internal standard for each tissue type and state how this was adjusted across analyses. If the internal standard recovery was not used as an adjustment factor across tissue, they should explain why and justify this level of analysis.

In the methodology, a known amount of internal standard (THC-D3) was added to all the samples for the purpose of quantification and suitable approach to obtain a first estimate. As this was a pilot study, the internal standard recovery rate was not assessed. This limitation is will be  noted for future quantitative work.

Reviewer #2: 
The authors used rats to measure the distribution of THC and CBD in several tissues 30 min after intraperitoneal injection. Even if it is generally an interesting topic, the results are of relatively little informative value. As already mentioned in the limitations: the sample size is low, there is only one time point, sex differences are unknown. Moreover, more complete pharmacokinetic studies in rats regarding THC and CBD have already been published. What is new here is the measurement of cannabinoids in additional tissues. But especially for these tissues, a time course is missing.

1) Please add to the limitations that the manner of administration (intraperitoneal injection) of the cannabinoids does not reflect the common way of administration. Usually, an oral (CBD) or pulmonary (THC) administration should be preferred as it was performed e.g. by Hlozek et al. 2017 (your reference 6).

Thank you for your feedback highlighting the novelty of work, which provides new information in additional tissues. This work sheds light on the potential impact of CBD and THC in other tissues that have not been previously considered. We agree that i.p. injection is certainly not the most common mode of consumption in a real world setting. However, a large number of preclinical studies have used i.p. injection as their method of administration and our goal was to use the most common approach in literature to increase the comparability of our results with past work. Lines 198-201 have been added in our limitations to reflect this idea.
