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[bookmark: _Hlk92455454][bookmark: _Toc77665716]Table S1: Comparison of the skin permeability of reference compounds by in silico prediction (SwissADME) and in vitro model (PAMPA).
	Reference compounds
	Experimental
(PAMPA)
	Prediction

	
	-Log Pe
	-Log Kp
(cm/s)
	Log Po/w
	-Log S (ESOL)
	-Log S (Ali)

	Warfarin
	-6.00
	-6.26
	2.41
	-3.70
	-3.77

	Piroxicam
	-5.67
	-6.15
	1.67
	-4.01
	-4.99

	Verapamil
	-5.65
	-6.38
	4.50
	-4.46
	-4.83

	Progesterone
	-4.92
	-5.47
	3.09
	-4.16
	-4.28









Figure S1. 
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Figure S1. CBD PAMPA LC-MS Chromatogram. The passive permeability of CBD through a theoretical skin membrane was determined using the PAMPA assay. The presence of CBD in the acceptor buffer was determined through LC-MS analysis and confirmed with an m/z of 315. CBD was quantified using standard linear regression.
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Figure S2. CBD stability test HPLC chromatogram. The stability of CBD in surfactant-buffer solution. The degradation of CBD in a surfactant-buffer solution was confirmed through HPLC analysis, using a standard elution time (6 min) and UV detection of 210 nm. CBD degradation was monitored from day 0 (1) to day 30 (2).  Degradation of API was confirmed through reduction of CBD peak area and the accumulation of degradative product peaks eluting before CBD. CBD was quantified using standard linear regression.
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Figure S3. CBD solubility test HPLC chromatogram. CBD in a 10% (w/w) poly isobutene – PBS buffer solution (1), 10% (w/w) poly isobutene – PB buffer solution (2) and a 10% (w/w) Tween 20-PBS solution (3) were evaluated to determine the ideal surfactant solvent system to solubilize the API. The amount of CBD in solution was determined through HPLC analysis and quantified using standard linear regression. 
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Figure S4.CBD IVRT HPLC chromatogram. CBD Showed passive permeability in the Franz Cell diffusion assay. The permeability profile of CBD through a synthetic skin membrane was determined using the Franz cell diffusion assay. The presence of CBD was confirmed through HPLC analysis, using the average elution time of ~7.2 min and UV detection of 210 nm. At each time point 30 min (1), 1 hour (2), 2 h (3), 4 h (4) and 6 h (6), CBD was quantified using standard linear regression. 
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[bookmark: _Toc77629665]Figure S5: CBD compatibility test using the Franz cell assay (n=3). Receptor buffer was a 3% tween 20 in PBS solution at 32°C. 
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