Supplementary Information
Supplementary table 1. Equivalence testing for the parameters area under the curve from time point 0 to infinity (AUC0-inf) and maximum observed concentration (Cmax) in nicotine pouch (NP) moist varieties.
	Parameter
	Test treatment
	Reference treatment
	90% CI lower bound
	Ratio of geometric LSMeans
	90% CI upper bound

	Baseline adjusted AUC0-inf (h*ng/mL)
	NP moist B fruit
	NP moist A unflavored
	0.98
	1.05
	1.13

	
	NP moist C cooling
	NP moist A unflavored
	0.89
	0.95
	1.03

	
	NP moist D minty
	NP moist A unflavored
	1.11
	1.19
	1.28

	
	NP moist E minty
	NP moist A unflavored
	1.07
	1.15
	1.24

	
	NP moist F minty
	NP moist A unflavored
	0.99
	1.07
	1.15

	
	NP moist G minty
	NP moist A unflavored
	0.96
	1.03
	1.11

	
	NP moist H minty
	NP moist A unflavored
	1.12
	1.20
	1.30

	
	NP moist I minty
	NP moist A unflavored
	1.05
	1.13
	1.22

	Baseline adjusted Cmax (ng/mL)
	NP moist B fruit
	NP moist A unflavored
	0.98
	1.05
	1.13

	
	NP moist C cooling
	NP moist A unflavored
	0.91
	0.98
	1.05

	
	NP moist D minty
	NP moist A unflavored
	1.12
	1.20
	1.29

	
	NP moist E minty
	NP moist A unflavored
	1.06
	1.13
	1.22

	
	NP moist F minty
	NP moist A unflavored
	1.04
	1.12
	1.20

	
	NP moist G minty
	NP moist A unflavored
	0.96
	1.03
	1.10

	
	NP moist H minty
	NP moist A unflavored
	1.14
	1.22
	1.31

	
	NP moist I minty
	NP moist A unflavored
	1.07
	1.14
	1.23


CI: confidence interval, LSMeans: least squares means.

Supplementary table 2. Equivalence testing for the parameters area under the curve from time point 0 to infinity (AUC0-inf) and maximum observed concentration (Cmax) in nicotine pouch (NP) dry varieties.
	Parameter
	Test treatment
	Reference treatment
	90% CI lower bound
	Ratio of geometric LSMeans
	90% CI upper bound

	Baseline adjusted AUC0-inf (h*ng/mL)
	NP dry B traditional 
	NP dry A unflavored 
	0.89
	0.95
	1.02

	
	NP dry C traditional
	NP dry A unflavored
	0.90 
	0.96
	1.03

	
	NP dry D alcoholic beverage 
	NP dry A unflavored 
	0.82
	0.88
	0.94

	
	NP dry E alcoholic beverage 
	NP dry A unflavored 
	0.85
	0.90
	0.96

	
	NP dry F fruit 
	NP dry A unflavored 
	0.90
	0.96
	1.03

	
	NP dry G fruit 
	NP dry A unflavored 
	0.87
	0.92
	0.99

	
	NP dry H fruit 
	NP dry A unflavored 
	0.86
	0.92
	0.98

	
	NP dry I fruit 
	NP dry A unflavored 
	0.89
	0.95
	1.01

	Baseline adjusted Cmax (ng/mL)
	NP dry B traditional 
	NP dry A unflavored 
	0.95
	1.01
	1.08

	
	NP dry C traditional
	NP dry A unflavored 
	0.92 
	0.98
	1.05

	
	NP dry D alcoholic beverage 
	NP dry A unflavored 
	0.88
	0.94
	1.00

	
	NP dry E alcoholic beverage 
	NP dry A unflavored 
	0.89
	0.94
	1.00

	
	NP dry F fruit 
	NP dry A unflavored 
	0.94
	1.00
	1.07

	
	NP dry G fruit 
	NP dry A unflavored 
	0.89
	0.95
	1.01

	
	NP dry H fruit 
	NP dry A unflavored 
	0.90
	0.96
	1.02

	
	NP dry I fruit 
	NP dry A unflavored 
	0.93
	0.99
	1.05


CI: confidence interval, LSMeans: least squares means.
Supplementary table 3. Equivalence testing for the parameters extracted amount of nicotine and extracted fraction of nicotine in nicotine pouch (NP) moist varieties.
	Parameter
	Test treatment
	Reference treatment
	90% CI lower bound
	Ratio of geometric LSMeans
	90% CI upper bound

	Extracted amount of nicotine (mg/unit)
	NP moist B fruit
	NP moist A unflavored
	0.96
	1.04
	1.12

	
	NP moist C cooling
	NP moist A unflavored
	0.90
	0.96
	1.04

	
	NP moist D minty
	NP moist A unflavored
	1.03
	1.11
	1.20

	
	NP moist E minty
	NP moist A unflavored
	0.99
	1.07
	1.15

	
	NP moist F minty
	NP moist A unflavored
	0.98 
	1.05
	1.14

	
	NP moist G minty
	NP moist A unflavored
	0.99
	1.07
	1.15

	
	NP moist H minty
	NP moist A unflavored
	1.11
	1.20
	1.29

	
	NP moist I minty
	NP moist A unflavored
	0.95
	1.03
	1.11

	Extracted fraction of nicotine (%)
	NP moist B fruit
	NP moist A unflavored
	0.94
	1.01
	1.09

	
	NP moist C cooling
	NP moist A unflavored
	0.89
	0.96
	1.04

	
	NP moist D minty
	NP moist A unflavored
	1.01
	1.09
	1.17

	
	NP moist E minty
	NP moist A unflavored
	0.98
	1.05
	1.13

	
	NP moist F minty
	NP moist A unflavored
	0.96 
	1.04
	1.12

	
	NP moist G minty
	NP moist A unflavored
	0.98
	1.05
	1.13

	
	NP moist H minty
	NP moist A unflavored
	1.08
	1.17
	1.26

	
	NP moist I minty
	NP moist A unflavored
	0.95
	1.03
	1.11


CI: confidence interval, LSMeans: least squares means.

Supplementary table 4. Equivalence testing for the parameters extracted amount of nicotine and extracted fraction of nicotine in nicotine pouch (NP) dry varieties.
	Parameter
	Test treatment
	Reference treatment
	90% CI lower bound
	Ratio of geometric LSMeans
	90% CI upper bound

	Extracted amount of nicotine (mg/unit)
	NP dry B traditional 
	NP dry A unflavored 
	0.87
	0.92
	0.98

	
	NP dry C traditional
	NP dry A unflavored
	0.88
	0.94
	1.00

	
	NP dry D alcoholic beverage 
	NP dry A unflavored 
	0.82
	0.87
	0.92

	
	NP dry E alcoholic beverage 
	NP dry A unflavored 
	0.84
	0.90
	0.95

	
	NP dry F fruit 
	NP dry A unflavored 
	0.86
	0.92
	0.98

	
	NP dry G fruit 
	NP dry A unflavored 
	0.85
	0.90
	0.96

	
	NP dry H fruit 
	NP dry A unflavored 
	0.84
	0.89
	0.95

	
	NP dry I fruit 
	NP dry A unflavored 
	0.88
	0.94
	1.00

	Extracted fraction of nicotine (%)
	NP dry B traditional 
	NP dry A unflavored 
	0.90
	0.96
	1.02

	
	NP dry C traditional
	NP dry A unflavored 
	0.91
	0.96
	1.03

	
	NP dry D alcoholic beverage 
	NP dry A unflavored 
	0.84
	0.90
	0.95

	
	NP dry E alcoholic beverage 
	NP dry A unflavored 
	0.86
	0.92
	0.98

	
	NP dry F fruit 
	NP dry A unflavored 
	0.88
	0.94
	1.00

	
	NP dry G fruit 
	NP dry A unflavored 
	0.87
	0.93
	0.99

	
	NP dry H fruit 
	NP dry A unflavored 
	0.87
	0.93
	0.99

	
	NP dry I fruit 
	NP dry A unflavored 
	0.91
	0.97
	1.03


CI: confidence interval, LSMeans: least squares means.
Supplementary table 5. Significance testing for satisfaction parameters maximum effect (Emax) and time to Emax in nicotine pouch (NP) moist varieties.
	Parameter
	Test treatment
	Reference treatment
	Test – Reference Median (Q1; Q3)
	p-value (Wilcoxon signed-rank sum test)

	Emax, Satisfaction (mm)
	NP moist B fruit
	NP moist A unflavored
	5.0 (-3.8; 17.0)
	0.02

	
	NP moist C cooling
	NP moist A unflavored
	8.0 (-1.8; 24.8)
	<0.01

	
	NP moist D minty
	NP moist A unflavored
	9.5 (-2.3; 25.5)
	<0.01

	
	NP moist E minty
	NP moist A unflavored
	12.0 (2.0; 28.5)
	<0.01

	
	NP moist F minty
	NP moist A unflavored
	13.0 (2.0; 24.0)
	<0.01

	
	NP moist G minty
	NP moist A unflavored
	18.0 (3.5; 26.0)
	<0.01

	
	NP moist H minty
	NP moist A unflavored
	15.0 (1.0; 29.3)
	<0.01

	
	NP moist I minty
	NP moist A unflavored
	13.5 (-5.3; 24.0)
	<0.01

	Time to Emax, Satisfaction (mm)
	NP moist B fruit
	NP moist A unflavored
	-5.0 (-33.8; 10.0)
	0.22

	
	NP moist C cooling
	NP moist A unflavored
	5.0 (-31.3; 15.0)
	0.68

	
	NP moist D minty
	NP moist A unflavored
	0.0 (-33.8; 15.0)
	0.29

	
	NP moist E minty
	NP moist A unflavored
	0.0 (-32.5; 10.0)
	0.054

	
	NP moist F minty
	NP moist A unflavored
	0.0 (-20.0; 15.0)
	0.38

	
	NP moist G minty
	NP moist A unflavored
	0.0 (-15.0; 15.0)
	1.00

	
	NP moist H minty
	NP moist A unflavored
	0.0 (-38.8; 13.8)
	0.28

	
	NP moist I minty
	NP moist A unflavored
	-5.0 (-18.8; 10.0)
	0.18


Q: quartile.

Supplementary table 6. Significance testing for satisfaction parameters maximum effect (Emax) and time to Emax in nicotine pouch (NP) moist varieties.
	Parameter
	Test treatment
	Reference treatment
	Test – Reference Median (Q1; Q3)
	p-value (Wilcoxon signed-rank sum test)

	Emax, Satisfaction (mm)
	NP dry B traditional 
	NP dry A unflavored 
	4.0 (-8.0; 13.5)
	0.16

	
	NP dry C traditional
	NP dry A unflavored 
	1.0 (-6.8; 15.0)
	0.37

	
	NP dry D alcoholic beverage 
	NP dry A unflavored 
	2.0 (-6.0; 13.8)
	0.64

	
	NP dry E alcoholic beverage 
	NP dry A unflavored 
	3.0 (-6.8; 13.5)
	0.17

	
	NP dry F fruit 
	NP dry A unflavored 
	7.0 (-2.0; 17.0)
	<0.01

	
	NP dry G fruit 
	NP dry A unflavored 
	4.0 (-4.8; 14.5)
	0.046

	
	NP dry H fruit 
	NP dry A unflavored 
	0.0 (-4.0; 15.3)
	0.22

	
	NP dry I fruit 
	NP dry A unflavored 
	4.0 (-4.8; 13.0)
	0.12

	Time to Emax, Satisfaction (mm)
	NP dry B traditional 
	NP dry A unflavored 
	0.0 (-26.3; 15.0)
	0.95

	
	NP dry C traditional
	NP dry A unflavored 
	-15.0 (-30.0; 0.0)
	0.014

	
	NP dry D alcoholic beverage 
	NP dry A unflavored 
	0.0 (-26.3; 18.8)
	0.57

	
	NP dry E alcoholic beverage 
	NP dry A unflavored 
	-10.0 (-30.0; 13.8)
	0.20

	
	NP dry F fruit 
	NP dry A unflavored 
	0.0 (-30.0; 15.0)
	0.41

	
	NP dry G fruit 
	NP dry A unflavored 
	0.0 (-26.3; 13.8)
	0.60

	
	NP dry H fruit 
	NP dry A unflavored 
	0.0 (-33.8; 7.5)
	0.24

	
	NP dry I fruit 
	NP dry A unflavored 
	0.0 (-30.0; 11.3)
	0.57


Q: quartile.
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