Table S1. The cannabinoid content in cannabis samples used in the study analyzed by HPLC 

	samples
	origins
	Cannabinoids content (%w/w)

	
	
	CBDA
	CBD
	Δ9-THC
	THCA

	1  
	mixture of samples 2 and 3  in a ratio of 3 to 1
	0.82 ± 0.08
	0.99 ± 0.11
	1.42 ± 0.21
	0.64 ± 0.19

	2 
	RPF3 cultivar, HRDI
	1.06 ± 0.07
	1.20 ± 0.18
	0.07 ± 0.01
	<LOQ

	3 
	NSB
	<LOQ
	0.01 ± 0.001
	12.55 ± 0.21
	6.77 ± 0.45

	4
	CD1 cultivar, HRDI
	10.89 ± 1.31
	4.28 ± 0.21
	0.36 ± 0.03
	0.24 ± 0.03


Table S2. The summary of the ANOVA statistical data for all responses observed in BBD-RSM on cannabis ethanolic extraction 
	Responses
	p-value
	%CV
	R2
	AP

	
	Model 
	Lack of Fit 
	
	
	

	%Yield
	< 0.0001
	0.6145
	3.61
	0.9881
	23.7342

	%CBD
	< 0.0001
	0.0518
	7.17
	0.8402
	14.9518

	%CBDA
	< 0.0001
	0.1828
	7.63
	0.8724
	16.5888

	%THC
	< 0.0001
	0.0467
	6.67
	0.8617
	16.2733

	%THCA
	 0.0007
	0.1368
	9.14
	0.8683
	10.5582

	Lightness
	< 0.0001
	0.0888
	2.49
	0.9889
	25.2485


Note:  CV = Coefficient of variation; R2 = Coefficient of determination; AP = Adequate precision

Table S3. The prediction equations in terms of coded variables of all responses obtained from BBD-RSM on cannabis ethanolic extraction
	Responses
	Final equations in terms of coded variables
	Equation number

	%Yield
	+12.26 +3.64(A) +0.2502(B) +0.1473(C) +0.2750(AB) +0.1025(AC) +0.2859(BC) +0.9013(A2) -0.7633(B2) -0.2983(C2)
	(3)

	%CBD
	+8.01 -1.57(A) -0.5104(B) -0.2931(C)
	(4)

	%CBDA
	+5.21 -1.28(A) -0.3151(B) +0.0818(C)
	(5)

	%Δ9-THC
	+21.28 -4.25(A) -1.36(B) -0.7358(C)
	(6)

	%THCA
	+5.78 -1.28(A) -0.3270(B) +0.4288(C) +0.1963(AB) -0.4637(AC) -0.7074(BC)
	(7)

	Lightness
	+45.60 -9.19(A) -1.36(B) -0.4675(C) +0.7050(AB) +0.3550(AC) +0.1450(BC) -3.23(A2) -0.3925(B2) -0.3725(C2)
	(8)


Note:  Factor A = extraction temperature (°C); Factor B = extraction time (min); Factor C = sample-to-solvent ratio (%w/v);
Table S4 Separation conditions of the selected CPC solvent systems. All ran in ascending modes at 5 mL/min of flow rate.
	Solvent system number
	solvent system (v/v/v)
	Rotor speed (rpm)
	Pressure (psi)
	Remained SP in the rotor (mL)

	3
	Hex/ACN/Water (10/9/1)
	1200
	640-680
	160

	4
	Hex/MeOH/Water (5/3/2)
	800
	580-590
	170

	5
	Hex/0.1% FA in ACN/Water (10/9/1)
	1200
	730-760
	170

	6
	Hex/0.1% FA in ACN/Buffer (10/6.5/3.5)
	1000
	700-720
	165

	7
	Heptane/0.1% FA in ACN (1/1)
	1500
	620-650
	160

	
	
	
	
	


Note: Hex = Hexane, ACN = acetonitrile, MeOH = methanol, FA = formic acid, Buffer = 20 mM ammonium formate
Table S5. The presence of THC and CBD in the fractions from CPC two-phase system 6 analyzed by TLC
	
	Fraction No.

	
	1
	2
	4
	6
	8
	10
	12
	14
	16
	18
	20
	22
	24
	26
	28
	30
	32
	34
	36
	38
	40

	THC
	-
	-
	-
	+
	+
	+
	+
	+
	+
	+
	+
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	CBD
	-
	-
	-
	-
	-
	-
	-
	+
	+
	+
	+
	+
	+
	+
	+
	+
	+
	+
	+
	+
	+
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Figure S1 The plots of yields (left) and %cannabinoid contents (right) in the fractions obtained from triplicate CPC separation (n 1-3) of 5000 mg sample 4 loaded
