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Response to Reviewer 1 Comments
1. Point 1: Point 1 in particular is essential, otherwise the whole study would lose any credibility (and of course piroxicam is not naproxen, data are needed for naproxen in the same way they were previously provided for piroxicam).
Response 1: Thanks for the comment. Unfortunately, we did not obtain authorization from our institutional ethics committee to carry out the plasma collections for this study and all those who followed our initial study with piroxicam, on the grounds that there were already concrete data in the literature that described the proportionality of concentrations found of naproxen in plasma and saliva (Davies NM, Anderson KE. Clinical pharmacokinetics of naproxen. Clin Pharmacokinet. 1997 Apr;32(4):268-93. doi: 10.2165/00003088-199732040-00002. PMID: 9113437. and Pase U, Tafuro A. Pharmacokinetics of sodium naproxen in the blood and saliva of healthy individuals. G Stomatol Ortognatodonzia. 1984 Jul-Sep;3(3):364-5. Italian PMID: 6599003. - this information was added in the introduction to the article).
The justification of our ethics committee also relates the need for such blood collections, for some time now, to be carried out by a professional in the nursing area, which we do not have in our institution, which is a dental school, making it unfeasible even more such experiments in the present times. And finally, punctuating the patients who performed such collections in saliva, are no longer under treatment at the university, and they were carried out before the COVID-19 pandemic, they were mostly graduate and undergraduate students who are not more in our city.
[bookmark: _Hlk118469464]Added phrase in the introduction: "Previous studies show that salivary concentrations of naproxen in healthy subjects treated with a single dose (550mg) have concentrations of approximately 60% of the serum concentrations found in plasma (with Cmax of 24 mg/L, tmax of 4 hours and tl/2 24-hour elimination), giving us confidence that the levels found in our study are valid for the proposed calculations and comparisons.” 
2. Point 2: for example through a simple linear regression of naproxen/6-O-desmethyl-naproxen levels and PGE2 levels at each time point
Response 2: Thanks for the suggestion. We performed the correlation test with the concentrations found at each moment in PrismaGraph 8. With this test, we verified the following results:
Prostaglandin vs Naproxen - r=-0.05502 / p=0.8396 
Prostaglandin vs 6-O-Desmethylnaproxen = -0.2060 / p=0.441
The statistically significant results we obtained were in relation to the set of means of PGE2 concentrations found over time, comparing ancestral and mutated individuals (data described in the paper), as well as a point difference at 2 h after drug consumption, also comparing both genotypes.
3. Point 3: by simply including separate groups together with pooled groups (and it will be possible to appreciate whether different SNPs have the same effects on naproxen PK)
Response 3: We built the suggested table and included it in the paper, but due to the low numbers of individuals in each group, statistical analysis is completely unfeasible. That said, the set of all mutated individuals shows up with greater weight and making the statistical test stronger. Due to the low frequency of such SNPs in the population, we would not be able to find such a high population of each to perform such tests. The following table has been added to the text.
	 
	Naproxen (Mean±SD)

	 
	Mutated CYP2C9 *1/*2 (n=5)
	Mutated CYP2C9 *1/3 (n=3)
	Mutated CYP2C9 *2/3 (n=3)
	Mutated CYP2C9 *2/*2 (n=1)

	Tmax (h)
	1.56±1.05
	1.44±0.34
	1.85±0.69
	0.820

	AUC0-t (h*ng/mL)
	14949.15 ± 20058.54
	3474.07 ± 3869.14
	5511.24±3213.44
	880.49

	Cl/F (L/h)
	136.47±144.79
	374.83±343.48
	149.29±128.26
	624.65

	Vd/F (L)
	609.51±622.08
	563.75±225.70
	619.38±547.85
	391.95

	Cmax (ng/mL)
	1782.51±2112,46
	617.26±364.61
	1012.28±602.66
	516.21

	Kel (1/h)
	11.34±20.61
	2.51±2.61
	1.93±0.24
	1.59

	T1/2 (h)
	18.06±31.98
	2.23±2.48
	2.84±0.19
	0.43

	PK parameters
	6-O-desmethylnaproxen (Mean±SD)

	Tmax (h)
	16.42±15.09
	11.83±9.66
	3.23±1.25
	13.8

	AUC0-t (h*ng/mL)
	13499.10±20453.47
	6511.06±5908.19
	981.38±899.89
	3712.5

	Cl/F (L/h)
	325.08±288.51
	166.32±157.77
	885.80±533.50
	148.1

	Vd/F (L)
	1734.15±1749.44
	1676.27±1887.09
	1934.06±1202.80
	2037.0

	Cmax (ng/mL)
	227.59±185.87
	327.01±340.25
	140.94±93.86
	99.3

	Kel (1/h)
	0.22±0.22
	0.18±0.19
	0.45±0.17
	0.1

	T1/2 (h)
	10.95±10.91
	8.20±6.69
	1.65±0.53
	9.5



4. Point 3: point 3 by detailing the model (it would be not acceptable to be forced to “believe” in not verifiable calculations automatically performed by a proprietary software)
Response 4: Thanks for the suggestion. We apologize. In fact, a part of the answer was missing from the last revision. The pharmacokinetic parameters are made in the Winnonlin software, and the equations used to arrive at these results are described below:
Clt/F: full clearance. Equation: CL=dose/AUC0-t
Vd/F: estimated volume of distribution in total AUC. Equation: Vd=CL/Kel
Such equations were included at the bottom of Table 4, right after their respective descriptions.
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