Supplementary Table 1: One-Way ANOVA Result for IL-6 and TNF-α Expressions upon stimulation with SARS-CoV-2 envelope protein.
	One-way ANOVA summary for IL-6

	F
	657.6
	
	
	
	

	P value
	<0.0001
	
	
	
	

	P value summary
	****
	
	
	
	

	Significant diff. among means (P < 0.05)?
	Yes
	
	
	
	

	R squared
	0.9980
	
	
	
	

	
	
	
	
	
	

	ANOVA table
	SS
	DF
	          MS
	F (DFn, DFd)
	P value

	Treatment (between columns)
	39465
	3
	13155
	F (3, 4) = 657.6
	P<0.0001

	Residual (within columns)
	80.02
	4
	20.01
	
	

	
	
	
	
	
	

	Total
	39545
	7
	
	
	

	
	
	
	
	
	

	Tukey's multiple comparisons test
	Mean Diff.
	95.00% CI of diff.
	Significant?
	Summary
	Adjusted P Value

	Untreated vs. 1000 ng/mL
	-180.0
	-198.2 to -161.8
	Yes
	****
	<0.0001

	Untreated vs. 500 ng/mL
	-160.0
	-178.2 to -141.8
	Yes
	****
	<0.0001

	Untreated vs. 100 ng/mL
	-94.50
	-112.7 to -76.29
	Yes
	***
	0.0001

	1000 ng/mL vs. 500 ng/mL
	20.00
	1.792 to 38.21
	Yes
	*
	0.0368

	1000 ng/mL vs. 100 ng/mL
	85.50
	67.29 to 103.7
	Yes
	***
	0.0002

	500 ng/mL vs. 100 ng/mL
	65.50
	47.29 to 83.71
	Yes
	***
	0.0004

	
	
	
	
	
	

	One-way ANOVA summary for TNF-α

	F
	343.5
	
	
	
	

	P value
	<0.0001
	
	
	
	

	P value summary
	****
	
	
	
	

	Significant diff. among means (P < 0.05)?
	Yes
	
	
	
	

	R squared
	0.9961
	
	
	
	

	ANOVA table
	SS
	DF
	MS
	F (DFn, DFd)
	P value

	Treatment (between columns)
	718.8
	3
	239.6
	F (3, 4) = 343.5
	P<0.0001

	Residual (within columns)
	2.790
	4
	0.6975
	
	

	Total
	721.6
	7
	
	
	

	
	
	
	
	
	

	Tukey's multiple comparisons test
	Mean Diff.
	95.00% CI of diff.
	Significant?
	Summary
	Adjusted P Value

	Untreated vs. 1000 ng/mL
	-22.90
	-26.30 to -19.50
	Yes
	****
	<0.0001

	Untreated vs. 500 ng/mL
	-21.60
	-25.00 to -18.20
	Yes
	****
	<0.0001

	Untreated vs. 100 ng/mL
	-21.00
	-24.40 to -17.60
	Yes
	****
	<0.0001

	1000 ng/mL vs. 500 ng/mL
	1.300
	-2.100 to 4.700
	No
	ns
	0.4879

	1000 ng/mL vs. 100 ng/mL
	1.900
	-1.500 to 5.300
	No
	ns
	0.2468

	500 ng/mL vs. 100 ng/mL
	0.6000
	-2.800 to 4.000
	No
	ns
	0.8852













[bookmark: _GoBack]Supplementary Table 2: Two-Way ANOVA Result for Mappain inhibitory effect on SARS-CoV-2 envelope protein-induced IL-6 and TNF-α expression.
	IL-6

	Two-way ANOVA
	Ordinary
	
	
	
	

	Alpha
	0.05
	
	
	
	

	
	
	
	
	
	

	Source of Variation
	% of total variation
	P value
	P value summary
	Significant?
	

	Interaction
	2.099
	0.5185
	ns
	No
	

	Exposure time
	1.488
	0.1489
	ns
	No
	

	Compound treatment
	90.33
	<0.0001
	****
	Yes
	

	
	
	
	
	
	

	ANOVA table
	SS
	DF
	MS
	F (DFn, DFd)
	P value

	Interaction
	174.9
	4
	43.72
	F (4, 10) = 0.8625
	P=0.5185

	Exposure time
	124.0
	1
	124.0
	F (1, 10) = 2.446
	P=0.1489

	Compound treatment
	7525
	4
	1881
	F (4, 10) = 37.11
	P<0.0001

	Residual
	506.9
	10
	50.69
	
	

	
	
	
	
	
	

	Sidak's multiple comparisons test
	Mean Diff.
	Significant?
	Summary
	Adjusted P Value
	

	Cell pre-treatment vs co-treatment
	
	
	
	
	

	Stim. (2E)
	0.000
	No
	ns
	>0.9999
	

	MP (100 µg/mL)
	1.100
	No
	ns
	>0.9999
	

	MP (10 µg/mL)
	-13.00
	No
	ns
	0.4023
	

	Am (100 µg/mL)
	-1.800
	No
	ns
	0.9997
	

	Am (10 µg/mL)
	-11.20
	No
	ns
	0.5478
	

	
	
	
	
	
	

	Tukey's multiple comparisons test
	Mean Diff.
	Significant?
	Summary
	Adjusted P Value
	

	Cell pre-treatment
	
	
	
	
	

	Stim. (2E) vs. MP (100 µg/mL)
	52.40
	Yes
	***
	0.0002
	

	Stim. (2E) vs. MP (10 µg/mL)
	57.10
	Yes
	****
	<0.0001
	

	Stim. (2E) vs. Am (100 µg/mL)
	35.30
	Yes
	**
	0.0040
	

	Stim. (2E) vs. Am (10 µg/mL)
	29.40
	Yes
	*
	0.0137
	

	MP (100 µg/mL) vs. MP (10 µg/mL)
	4.700
	No
	ns
	0.9607
	

	MP (100 µg/mL) vs. Am (100 µg/mL)
	-17.10
	No
	ns
	0.1918
	

	MP (100 µg/mL) vs. Am (10 µg/mL)
	-23.00
	No
	ns
	0.0549
	

	MP (10 µg/mL) vs. Am (100 µg/mL)
	-21.80
	No
	ns
	0.0713
	

	MP (10 µg/mL) vs. Am (10 µg/mL)
	-27.70
	Yes
	*
	0.0198
	

	Am (100 µg/mL) vs. Am (10 µg/mL)
	-5.900
	No
	ns
	0.9157
	

	
	
	
	
	
	

	Co-treatment
	
	
	
	
	

	Stim. (2E) vs. MP (100 µg/mL)
	53.50
	Yes
	***
	0.0002
	

	Stim. (2E) vs. MP (10 µg/mL)
	44.10
	Yes
	***
	0.0008
	

	Stim. (2E) vs. Am (100 µg/mL)
	33.50
	Yes
	**
	0.0058
	

	Stim. (2E) vs. Am (10 µg/mL)
	18.20
	No
	ns
	0.1533
	

	MP (100 µg/mL) vs. MP (10 µg/mL)
	-9.400
	No
	ns
	0.6860
	

	MP (100 µg/mL) vs. Am (100 µg/mL)
	-20.00
	No
	ns
	0.1050
	

	MP (100 µg/mL) vs. Am (10 µg/mL)
	-35.30
	Yes
	**
	0.0040
	

	MP (10 µg/mL) vs. Am (100 µg/mL)
	-10.60
	No
	ns
	0.5909
	

	MP (10 µg/mL) vs. Am (10 µg/mL)
	-25.90
	Yes
	*
	0.0292
	

	Am (100 µg/mL) vs. Am (10 µg/mL)
	-15.30
	No
	ns
	0.2727
	

	
	
	
	
	
	

	TNF-ALPHA

	Two-way ANOVA
	Ordinary
	
	
	
	

	Alpha
	0.05
	
	
	
	

	
	
	
	
	
	

	Source of Variation
	% of total variation
	P value
	P value summary
	Significant?
	

	Interaction
	2.037
	0.3132
	ns
	No
	

	Exposure time
	5.639
	0.0030
	**
	Yes
	

	Treatment
	88.59
	<0.0001
	****
	Yes
	

	
	
	
	
	
	

	ANOVA table
	SS
	DF
	MS
	F (DFn, DFd)
	P value

	Interaction
	82.07
	4
	20.52
	F (4, 10) = 1.365
	P=0.3132

	Exposure time
	227.1
	1
	227.1
	F (1, 10) = 15.11
	P=0.0030

	Treatment
	3569
	4
	892.2
	F (4, 10) = 59.34
	P<0.0001

	Residual
	150.3
	10
	15.03
	
	

	
	
	
	
	
	

	Sidak's multiple comparisons test
	Mean Diff.
	Significant?
	Summary
	Adjusted P Value
	

	Cell pre-treatment - 2E protein binding
	
	
	
	
	

	Stim. (2E)
	0.000
	No
	ns
	>0.9999
	

	MP (100 µg/mL)
	-8.000
	No
	ns
	0.2893
	

	MP (10 µg/mL)
	-9.700
	No
	ns
	0.1472
	

	Am (100 µg/mL)
	-4.600
	No
	ns
	0.7824
	

	Am (10 µg/mL)
	-11.40
	No
	ns
	0.0718
	

	
	
	
	
	
	

	Tukey's multiple comparisons test
	Mean Diff.
	Significant?
	Summary
	Adjusted P Value
	

	Cell pre-treatment
	
	
	
	
	

	Stim. (2E) vs. MP (100 µg/mL)
	27.00
	Yes
	***
	0.0003
	

	Stim. (2E) vs. MP (10 µg/mL)
	29.30
	Yes
	***
	0.0001
	

	Stim. (2E) vs. Am (100 µg/mL)
	44.30
	Yes
	****
	<0.0001
	

	Stim. (2E) vs. Am (10 µg/mL)
	26.60
	Yes
	***
	0.0003
	

	MP (100 µg/mL) vs. MP (10 µg/mL)
	2.300
	No
	ns
	0.9730
	

	MP (100 µg/mL) vs. Am (100 µg/mL)
	17.30
	Yes
	**
	0.0083
	

	MP (100 µg/mL) vs. Am (10 µg/mL)
	-0.4000
	No
	ns
	>0.9999
	

	MP (10 µg/mL) vs. Am (100 µg/mL)
	15.00
	Yes
	*
	0.0204
	

	MP (10 µg/mL) vs. Am (10 µg/mL)
	-2.700
	No
	ns
	0.9527
	

	Am (100 µg/mL) vs. Am (10 µg/mL)
	-17.70
	Yes
	**
	0.0071
	

	
	
	
	
	
	

	Co-treatment
	
	
	
	
	

	Stim. (2E) vs. MP (100 µg/mL)
	19.00
	Yes
	**
	0.0044
	

	Stim. (2E) vs. MP (10 µg/mL)
	19.60
	Yes
	**
	0.0035
	

	Stim. (2E) vs. Am (100 µg/mL)
	39.70
	Yes
	****
	<0.0001
	

	Stim. (2E) vs. Am (10 µg/mL)
	15.20
	Yes
	*
	0.0189
	

	MP (100 µg/mL) vs. MP (10 µg/mL)
	0.6000
	No
	ns
	0.9998
	

	MP (100 µg/mL) vs. Am (100 µg/mL)
	20.70
	Yes
	**
	0.0024
	

	MP (100 µg/mL) vs. Am (10 µg/mL)
	-3.800
	No
	ns
	0.8583
	

	MP (10 µg/mL) vs. Am (100 µg/mL)
	20.10
	Yes
	**
	0.0029
	

	MP (10 µg/mL) vs. Am (10 µg/mL)
	-4.400
	No
	ns
	0.7856
	

	Am (100 µg/mL) vs. Am (10 µg/mL)
	-24.50
	Yes
	***
	0.0006
	



