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Fig. S1. XFBD reduces the number of macrophages in BALF of IAV infected mice. (a) Experimental design: C57BL/6J mice were inoculated with the influenza virus A/PR8/34 (H1N1) (100 PFU), followed by XFBD (low dose: 2 g∙kg–1; high dose: 4 g∙kg–1) therapy. (b, c) Macrophage and alveolar macrophage phenotype in the BALF at 3 dpi was determined using flow cytometry (n = 6). Data were expressed as mean  SD and alalyzed by unpaired students’ t test. #,*p < 0.05, ##,**p < 0.01, ###,***p < 0.001 vs saline and IAV groups, respectively; ns, no significance. 
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Fig. S2. Identification of XFBD’ five fractions by UPLC-QTOF-MS analysis. (a) Base peak chromatogram of the XFBD’ five fractions (XFBD-B/C/D/E) in negative ion mode. (b) Compounds identified by UPLC-QTOF-MS in the negative ion mode.
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[bookmark: OLE_LINK145][bookmark: OLE_LINK144]Fig. S3. CY09, MCC950, and VX-740 directly interact with NLRP3 inflammasome components. (a) CY-09, MCC950, or VX-740 with NLRP3, ASC, and CASP1 was determined using molecular docking. (b) The interaction between CY-09, MCC950, VX-740, and NLRP3, ASC, CASP1 were determined using SPR assay. 
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Fig. S4. The effect of XFBD on AIM2 inflammasome. (a, b) AIM2 protein expression levels at 3 dpi in lungs of IAV infected mice was determined using WB (n = 3). (c, d) AIM2 protein expression levels at 3 dpi in lungs of IAV infected mice was determined using WB (n = 3). (e) IL-1β expression in cell culture supernatant was determined using ELISA (n = 3). (f) Cell viability was determined using MTT (n = 3). #,*p < 0.05, ##,**p < 0.01, ###,***p < 0.001 vs control and LPS + ATP groups, respectively; ns, no significance vs LPS + ATP group.
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Fig. S5. Full, uncropped western blots.
Table S1 
Docking results score between XFBD-Comb1 and NLRP3, ASC, or Caspase-1.
	XFBD-Comb1
	NLRP3 (-kJ/Mol)
	ASC (-kJ/Mol)
	Caspse-1 (-kJ/Mol)

	
	PYD
	NACHT
	PYD
	CARD
	CARD
	Caspse

	Emodin
	26.78
	34.31
	35.98
	38.49
	35.15
	35.56

	Naringin
	26.78
	39.74
	40.17
	-
	42.68
	32.64

	Liquiritin
	33.47
	39.33
	38.49
	-
	38.07
	33.05

	Polydatin
	26.78
	39.75
	35.98
	-
	36.82
	32.22

	Glycyrrhizic acid
	31.80
	38.07
	36.82
	-
	35.36
	32.22



Table S2 
Amino acid residues between XFBD-Comb1 and NLRP3, ASC, or Caspase-1.
	XFBD-Comb1
	NLRP3

	
	PYD
	NACHT

	
	
	FISNA
	NBD
	HD1
	WHD
	HD2

	Emodin
	ASP19, LYS26, GLU47, ALA49
	-
	ALA228
	TYR381
	-
	ARG578

	Naringin
	LYS23,
GLN45,
GLU47
LYS48,
ASP50
	-
	ALA227,
ALA228,
GLY229,
HIS260,
GLU306
	-
	THR439,
GLN509,
ILE521
	ARG578

	Liquiritin
	ASP31,
ARG43,
GLY44
	THR169
	ALA227,
ALA228,
HIS260
	-
	THR439,
HIS522
	-

	Polydatin
	LYS26,
GLU47,
LYS48
	ASN155,
ARG167,
THR169
	-
	-
	GLN509,
PHE520,
ILE521
	-

	Glycyrrhizic acid
	LYS23,
GLU30,
CYS38
ARG43,
GLY44,
GLU47
	ILE151
	HIS260,
ARG262,
GLU306,
WAL353
	-
	ILE521,
MET523
	ARG578,
GLU629

	
	ASC

	
	PYD
	CARD
	-
	-
	-
	-

	Emodin
	THR19,
ARG41,
GLY77,
LEU78
	-
	-
	-
	-
	-

	Naringin
	ASN12,
GLU13,
ASP14,
LYS22,
GLU44,
ASP65,
ARG66
	GLU153
	-
	-
	-
	-

	Liquiritin
	LEU12,
ASP14,
THR16,
ALA49,
TRP62,
ASP65,
ARG66,
GLN79
	GLU153
	-
	-
	-
	-

	Polydatin
	LEU15,
ASP48,
ALA49,
TRP62,
ARG66
	-
	-
	-
	-
	-

	Glycyrrhizic acid
	LYS15,
THR16,
GLU44,
LYS55,
ASP75
	-
	-
	-
	-
	-

	
	Caspase-1

	
	CARD
	Caspase domain
	-
	-
	-
	-

	Emodin
	GLU18,
ARG44
	ARG352,
PHE377
	-
	-
	-
	-

	Naringin
	GLU38,
VAL42,
ARG44,
ASP58
	ARG383
	-
	-
	-
	-

	Liquiritin
	ALA55
	VAL184,
ARG341,
SER347
	-
	-
	-
	-

	Polydatin
	VAL42,
ARG44
	ARG352,
SER376,
GLN385
	-
	-
	-
	-

	Glycyrrhizic acid
	GLU18,
GLU38,
LYS43,
ARG44
	ARG341
	-
	-
	-
	-
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No. Compounds Class Source
1 Catergen Flavonoids - 20 Kaempferol Flavonoids XFBD-D
2 Verbenalin Tridoids XFBD-B.XFBD-C 21 Atractylenolide Sesquiterpenoids -
3 Cynaroside Flavonoids - Cryptochlorogenic
2 Phenylpropanoids -
4 Isochlorogenic acid A Phenylpropanoids XFBD-C acid
5 Isoacteoside Phenylpropancids XFBD-C 23 Chlorogenic Acid Phenylpropanoids XFBD-B
6 Rhoifolin Flavonoids XFBD-C 24 Amygdalin Phenols. XFBD-B,XFBD-C
7 Isoliquiritin Chalcones XFBD-C 25 Polydatin Polyphenols XFBD-C
8 Formononetin Flavonoids XFBD-D 26 Nicotiflorin Flavonoids -
9 Glycyrrhizic acid Triterpenoids XFBD-C,XFBD-D 27 Naringin Flavonoids XFBD-C XFBD-D
10 Pogostone other - 28 Resveratrol Phenols XFBD-C
Ephedrine 29 Naringenin Flavonoids XFBD-D
11 Alkaloids XFBD-E
hydrochloride 30 Emodin Anthraquinones XFBD-CXFBD-D
12 Hastatoside Iridoids XFBD-B Pseudoephedrine
31 Alkaloids XFBD-E
13 Isoschaftoside Flavonoids - hydrochloride
14 Liquiritin Flavonoids XFBD-C
15 Acteoside Phenylpropanoids XFBD-B.XFBD-C
16 Isochlorogenic acid B Phenylpropanoids -
17 Hesperidin Flavonoids -
18 Rosmarinic Acid Phenylpropanoids -
19 Apigenin Flavonoids XFBD-D
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AIM2 and NLRP1 protein expression in IAV infected mouse lungs
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