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% E: BRY WTRZSM I IRERE B0 e T R OB NS . FE R B S BORAH (k- BRI TTE Cultra-
performance liquid chromatography-tandem mass spectrometry, UPLC-MS/MS) EAIIZ I 36 5 E BN MRS i 4% 2
224y M S5 5 I R SRR RV E FA AL o D IGAIE X 48 24 B2 T 45 SR T S5k, SRA 40 T X Be B AR 43 M S B 58 5 %0
By 5 HbrdE S M EAEA . BT E 4L F L (cecal ligation and puncture, CLP) FARME/NRIKFFIEHRA, 4TS
TFUE, REJARZR-L (hematoxylin-eosin, HE) BL (i P4l 2 31 75 I BEAE /N B A0 03 VAT RO s KA ELISA £
D5 A4 v 3R-1p Cinterleukin-1B, TL-18) A1 IL-6 [R5 SRHT G Be 06K I i it 57 b 8 11 R % 1L H -1 (zonula
occludens-1, ZO-1) FHAEMA (Occludin) FKiE; KA TUNEL 4Rl 6 % BRI 4RI T & ¥ & D (gasdermin
D, GSDMD) & H KA ; K qRT-PCR B AR IL-18. AL R 4 AL B A -1 (cystein-asparate protease-1, Caspase-
1)+ NOD FEZ R #vE A 85 MM X 8 1 3 (NOD-like receptor thermal protein domain associated protein 3, NLRP3). GSDMD
) mRNA #ik; KM Western blotting ¥l [ 414! NLRP3. Caspase-11. GSDMD-NT. T A SR A (apoptosis-
associated speck, ASC). Caspase-1 p20. IL-1p IR IE. 58 UPLC-MS/MS %235 75 18 Fh 3B\ A ML K4y,
FEGASB RE (+)-)LER-5-0-HE T NS BH Rgiw KRR ILE R WEAHEE L EIR, IL-18 Al Caspase-
1 AR ; KEGG & & T B/l fl B2 & A TAMRAE T NLRP3 SO/ MASFIER . 40 T X4 RAF A% OV e 5
REERE S (IL-1B. Caspase-1. NLRP3. GSDMD) HA RIFML GG, S R R, SHEAMALLE, SH#ETy
AT 5 DR IR AE /N SR s, S /N BRI T2 2 R K P (P<<0.05. 0.001), HmgiE b B iRE, 8%
D B A T (P<0.001), 22 iR EHAL P ET M EHRL (P<0.05. 0.01. 0.001). it S5 iE
I GSDMD A5 4 A5 115 530 2% ol Bk 2 /N BRI 849
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Shenfuhuang Formula alleviates sepsis-induced intestinal injury in mice by
inhibiting GSDMD-mediated pyroptosis
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Abstract: Objective To study the therapeutic effect and potential mechanism of Shenfuhuang Formula (Z {3 J7) on sepsis-induced
intestinal injury. Methods Ultra-performance liquid chromatography-tandem mass spectrometry (UPLC-MS/MS) was used to detect

the main blood components of Shenfuhuang Formula. The material basis and potential mechanism of Shenfuhuang Formula were
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analyzed through network pharmacology. To verify the reliability of network pharmacology prediction results, molecular docking
technology was used to analyze the interaction between the core components of Shenfuhuang Formula and the target. A mouse sepsis
model was constructed by cecal ligation and puncture (CLP) surgery, and after intervention with Shenfuhuang Formula, the therapeutic
effect of Shenfuhuang Formula on intestinal injury in septic mice was evaluated using hematoxylin-eosin (HE) staining; ELISA was
used to detect the levels of interleukin-1p (IL-1B) and IL-6 in serum; Immunofluorescence method was used to detect the expressions
of intestinal barrier proteins zonula occludin-1 (ZO-1) and occludin; Cell apoptosis and gasdermin D (GSDMD) protein expression
were evaluated using TUNEL staining and immunohistochemistry; qRT-PCR was used to detect the mRNA expressions of IL-1f,
cysteine aspartate protease-1 (Caspase-1), NOD-like receptor thermal protein domain associated protein 3 (NLRP3) and GSDMD in
ileum; Western blotting was used to detect the protein expressions of NLRP3, Caspase-11, GSDMD-NT, apoptosis-associated speck
(ASC), Caspase-1 p20 and IL-1 B in ileum. Results A total of 18 main blood components in Shenfuhuang Formula were detected by
UPLC-MS/MS, including ginsenoside Rf, (+)-catechin-5-O-glucoside, ginsenoside Rg1, rhein and epicatechin. The results of network
pharmacology showed that IL-1f and Caspase-1 were key targets; KEGG enrichment analysis showed that the target was significantly
enriched in pathways such as cell apoptosis and NLRP3 inflammasome. The molecular docking results confirmed that the core active
ingredient had good binding activity with key target proteins (IL-1p, Caspase-1, NLRP3, GSDMD). The animal experiment results
showed that compared with model group, Shenfuhuang Formula treatment significantly reduced intestinal injury in sepsis mice,
significantly reduced the levels of pro-inflammatory factors in serum of mice (P < 0.05, 0.001), increased the expressions of intestinal
barrier proteins, significantly reduced cell apoptosis in ileum (P < 0.001), and significantly down-regulated the expressions of key
proteins of pyroptosis in ileum (P < 0.05, 0.01, 0.001). Conclusion Shenfuhuang Formula could improve intestinal injury in sepsis
mice by inhibiting GSDMD-mediated pyroptosis signaling pathway.

Key words: sepsis; Shenfuhuang Formula; pyroptosis; intestinal injury; GSDMD; ginsenoside Rf; (+)-catechin-5-O-glucoside;

ginsenoside Rgi; rhein; epicatechin
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1100 J B AETS,  HABRIET AT 19.7%2,

JHe B E 51 L 11 i 453 0 1) O S 1 i A B s E A
BLi H A ATE 2 o A 7T I 8 = RO 1 -
HR GRS Cultra-performance liquid chromatography-
tandem mass spectrometry, UPLC-MS/MS). %2}
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R R B R 24 P ARttt nt v B IR B XINE SR 2R
Y8 NTINEHEYI NS Panax ginseng C. A. Mey.[f]
TERMBZE. EERMED Y K Aconitum
carmichaelii Debx. [FIFARIN T 5 . ZERHEY) 5t
K# Rheum palmatum L.F)T AR AR L,
1.3 Zm5it

HARZ-FA (hematoxylin-eosin, HE) Y&
F (L5 G1003). H4HMIN%-1B (interleukin-1,
IL-18) ELISA i{ffl& (it5 G4421). IL-6 ELISA
BRI & Gt S G4433) . A& DAB S 077 (41t
5 G1212). TUNEL B{7fl& (#t5 G1504). RNA
FHURI S G3013) e il & (H 5 G3337).
2 X Universal Blue SYBR Green gPCR Master Mix (#t
7 G3326)0 B B RGE/RAEVIRH AT IR A 7] s HRP
PRCHTIL AP R 1gG Pk (itS A8275) W H £ H
Sigma-Aldrich A 7]; NOD FEAZARIER [ 45 /48 AH
KHH 3 (NOD-like receptor thermal protein domain
associated protein 3, NLRP3) Fiffk (#t5 15101S),
o R R A =R A BB -11  (cystein-asparate
protease-11, Caspase-11) itk (L5 14340T).
GSDMD-NT #if (#t5 10137S) I T-AHCHE s
H M (apoptosis-associated speck, ASC) ik (Ht5
67824T). Caspase-1p20 Fifk (Ht'5 89332T). K%
HEREE H-1 (zonula occludens-1, ZO-1) Fifk (b5
13663S)+ M4 A (Occludin) Fifk (it 91131S)
I H 2 [ CST A 7] ; GSDMD Hifk (L5 ab209845)
IL-1B Pk (b5 ab283818) 4 H F [E Abcam A & .
B-actin HiiA (b5 20536-1-AP) W [ I =L
BARARAA
14 {X&F

Donatello Z4 i /K HL (= KF| DIPATH A 7] );
JB-P5 A KL GRS T BR 24 7] ); RM2016
ROp Y] L CE PR RS A IR 2 7)) KZ-5F-3D
T = YA R EE 1. SMC-5000F B3 - Es.0pL (R
DAY RAEMRH A IR A F]D); BioTek Synergy H1
RIEEARAX (5E [ BioTek 2+ 7] )5 NIKON ECLIPSE Cl
T IF B 9 W ABE . NIKON DS-U3 U fif% 24t (H
X NIKON A& ); Pannoramic MIDI Y3454 (&
ZF ¥ 3DHISTECH A 7] ); D3024R B &5 X End 4 ik
RGOl CRIE B S 304 38 Bty 2 7] D) s
ETC811 % PCR X (LR R EEIH AR A R 2
A]); CFX Connect %515 & PCR ¢ (£ Bio-
Rad A H]).

2 ik
2.1 SMEFRSIZRS 7

St THAS 30g. T 60g. K& 30g 4l
Ho BUERT 30 min K¢ fft+F 350 mL 4li7KiZH, 4t
FIB -, [RIRFIAR 2 sk 245 A 250 mL 4li/KiRi,
30 min JGIRA—IFRLE, RAKEFERZD Mg,
JEBE NI 500 mL 2K 4k L2 AT 30 min, JEt. VR
A2 WIERL INFRZEE 120 mL, 5% 1 g/mL &
5. JRZGCTORIORT 1d #4%, T 4 CUKFEIRAT
#H o SHERTT LS R0, S0 T SR 25 DA
IKHERE 2 1%, U IR N 0.5 g/mL I, H
TN ig 4525

2 UPLC-MS 73 #7175 1L 2 b 35 7 gk
TR 0T I8 UPLC-MS/MS 1E IE . 7155 T A
A, FLEE ST 12 AN FEEEVE R
SRIRRIET NS R HRE Sy (NS 2 Re.
Re. Rby), SRIETMHFHIAEMER S CREES
SLIER . ZSkml. B Skm), SRYRT Ko ) B/
e TN ON T NI S NN - NILE- N |
K. OKEH. HETER).
22 A, BEES%RYH

ANBOE MR 7 d, BENLAIRTRA (n=
100, A (n=36) FIZSHIET (12.5g/kg) 1314
H (n=200. RAHEBEMEILZFFL (cecal ligation and
puncture, CLP) EHIBEHRIIT, /N ip 1%/%
LG AR J5 , TERE I TR 1~2 ecm DA A1) 1T,
FiE B I gL, H 21 SEHRIEE ERIAL
b EIEE, KEEE R, 556 IEE
ke BFERAEHARBATEILFER, HREAE
HMIE . ARJE T3S sc 2 mL J¢ B A B Eh /KT AR
2. RJG 24h, H254 ig0.5 g/mL S 3 77V
0.5 mL, RFARHAMBERA ig 0.5 mL A K,
1 R/d, FELRZEZG 3 A1,
23 HAXRE

HAEEN G, IRERRIENR, FTFMfE, WA
O FEREMB, #E2h)5, 4 'C. 3000 r/min &
O 15min, B iE, T-80 CukF 7. K
Jei, AR SR K RESE [ f 4 243 DA 25 B i i ) 254 Fl
T, T 4%ZHZAE E 880 “CUKFEHIRAF
2.4 UPLC-MS/MS & MiE S BINMAL 5

i L4 HESI-I #8411 UPLC-MS/MS %%t
S E ST LS ST
24.1 ZSMEITFERIERPIH S ST 100
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pl, BT 1L.5mL &O0EH, A 300 uL FEE, R
JEVES) 1 min; 4 'C. 12 000 t/min Z5.0» 10 min, HX
100 uL ¥, NN 100 pL #8 4K, R )5, BTk
FEMR A, AR

2.42 ST ISR H] % B 100 pL
MiEFES, BT 1.5 mL #0859, A 300 uL H
W, IR TEHRAE 10 mine 4 2508 B TR S OHLH,
4 °C. 12000 t/min &0 10 min, HX 3K 270 pL,
HASBOIRAT 4he TN 90 pL 50% FEE KA, i
JEHRAE 1 min. 52008 B TR A OHLH, 4 C,
12 000 r/min B5.0» 10 min. MU {5 80 pL, BT
PR, Al

243 @EEEFME S SB-Cis B (100 mm X
2.1 mm, 1.8 um), JBNIAHA 0.1%HERAKBER (A) -
L5 (B), BRFEELEML: 0~5min, 98% A; 5~13 min,
98%~85% A; 13~25min, 85%~35%A; 25~27
min, 35%~10% A; 27~30 min, 10% A. #EiF 40 C;
BEFEE 4 pL; AABUARE 0.35 mL/min.

244 JFIEZME HESIIMIE. FHESHIA 3.5
kV MI-3.0kV; AL 400 C; #ULTIN
30psi (1psi=6.895kPa), i UE7I4 10 psis <
ARSI MO RS, B8 0.199 5
Pa. A4t Xcalibur 4.2 SRR HE

2.5 MLEHIBF oM

251 S BEO7 NI M RS (R AR IR ik AE
PubChem %4 /2 (https://pubchem.ncbi.nlm.nih.gov/)
NES T LS 0 R SMILES JF51, Hi\
SwissTargetPrediction #{ #& #E  ( http://www.swiss
targetprediction.ch/) T B 43 Fr b 52 ) #E bR,
Cytoscape 3.7.2 JAFHE 2« 25 pF A0 G - HEAR 7 I 2%
2.5.2  REERE S T I R A4 FH 4 I A T B SR AR 07
i DL “sepsis-induced intestinal injury” A<,
W IE GeneCards % #f7 %2 C https://www.genecards.
org/). OMIM %4 % Chttps://www.omim.org/) W 4E
e BRIE S S I M i AH O HE R . BL “pyroptosis”
K], 1T GeneCards ¥ E S AL AU AR T HE A
2,53 ZM B T7IR ST MEEAE 5 3 16 B 401 5 v 4
FETT R 2532 0t SR R A Venny HUAZ
£, TI% 2 I BT IR T IERIE S 5 1 A 4 Th 4
MOEE T FERERR . 72 STRING %8 7 DL TSV 4%
XNEHEWREAMEDR-&AFRAHELAEH
( protein-protein interaction , PPI) %{#, X H
Cytoscape 3.7.2 B A a4k, F#{8F MCODE %32

fifiide cytoHubba H ¥ G LI . H H brdx 2R R 1)
# 3\ Metascape £(#i %2 (https://metascape.org/),
AT RN AAIK (gene ontology, GO) Thfg M it #R %
K 5ERKFHAF R4 (Kyoto encyclopedia of genes
and genomes, KEGG) & 51T
2.6 SEMHEMINSTFXE

M RCSB £ i Z##s & (http://www.pdb.org/)
TEEEPR R B ALK, FFEH Discovery studio
2019 BWAFBATIB . ERRACIAR. BOINE ZRRIK.
S H 5% . KA ChemBioDraw3D #f%:
A RIS A A Y =i 22 258 o SR A Schrodinger
AR AT 108, X245 3 i Pymol #E47 AT ARAL .
2.7 HE FGENREFELDREZ TN

BUNREIGALR, H 4%% REHEERE, BhE
CEEK, A, JEUIR S um BV A, A5
HHAT HE Zett. T R0 PSRl i H RS2 .
FZ MR Chiu ZEUOR PR3 bR e XS (8] 20 2340 10 F2 3t
1TV IEEFESET N 0 70 BRSOt
N1 s BRCRIAIBRAEA, bR EE E RN
255 KRE R BLERN, BREEA 3 5
YEMEE, FEFZEHK, BHNEY K, REME
Fe IRy 4 Jr s [ R TEACHI7 B, W I
BB 5 95
2.8 BRI [EALE LN ERFIEEBRRIA

BUNR IR IR, 4%% S RER € 24 h, A7
A, FFVIEC 4 pm BV . VIR &liss. 5K
Ja» TR\ Tris-EDTA $UEEE M+ 2205 5 min B8
P, H 10%IEH Y MiE = RS 1 he N ZO-1
Al Occludin Hitff, 4 CHEFIIA: XH, W =#,
HIRIFH 1h, 85 H DAPI £, FHOLBHMET
ML T
2.9 I5E A KR FEF K TR

HY 25 2H /0N BRI , 4208 ELISA W77 & Ui I ks
/N B A IL-1B A1 IL-6 7K.
2.10 TUNEL Z&4&0E AR AART1E R

BN BRI, 4% TP IR € 24 h, A3
T, YIR 3 um JEMIY) A, #08 TUNEL 346,
R SRS I 40 B T 0
211 RBEHWERNERFLHLR GSDMD ERFRIL

BUNREA R, Sl Kb s,
YR ET 0.01 mol/L IR 42 (pH 6.0)
H1, 795 CEWE, I 3% FMHEFF 25 min
CABH W7 s S B v . W —31, 4 CHRE
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BRGNP, FRFE Lh, W3 KE, I
F DAB #4744, FRAIZRARRELL, BKEHE .
BEALEIE 3 NASFIRLES, 72 S N T s,
2.12 qRT-PCR #&M[EIR72E4R IL-18 Caspase-1-
NLRP3. GSDMD #J mRNA F=i&

BUNR I HZY, fEH RNA $RBUR IR
RNA % & cDNA, 47 qRT-PCR 4347 . LA GAPDH
RNNSIER, R 27005 R BE R AR R Rk
o IMRFCNERGE R AR A IR A ) &
FIMFII R 1.

2.13 Western blotting #/[E] 720428 NLRP3.
Caspase-11. GSDMD-NT. ASC. Caspase-1 p20-
IL-1 WERFRIE

BUNRR B, IMAZERIRIE S, RH

BCA VM 8 IR . L 10 pg EAFEME T 0

x1 51975
Table 1 Primer sequences
LA 75 (5°-3") K /bp
IL-1p F: AGGCTCCGAGATGAACAACAAA 206
R: GTGCCGTCTTTCATTACACAGGA
Caspase-1 F: TTGAAAGACAAGCCCAAGGTG 280

R: CCAAGTCACAAGACCAGGCATA

FEORIREN- SR N I e B FEUK, 2 % PVDF i, 3
M B M ALK, 4 CIE LR TBST Ik
RN —Pt, =WEME 1h, AN ECL LK)
RFEE, KA Tmage T 5 b 2571 K FEAE -
2.14 FitZESH

i LA X £ s IR, HiEid GraphPad Prism 8 4K
PEIEAT 73 o B R 2R 07 2 53 B (ANOVA) #56
IEZS A3 A 22 R 1 B -
3 #R
3.1 BMEAGEMR S KRB ELRR

£ 2 iz, %A UHPLC-MS/MS X} 2 [t # 77
BB, AP N7, B
H 2 M7 AL R EEEEAL G 18 A4S, Hid 12
AMRFEB RS CRER KEZR KRSk, 5k
B B B. ASREE Re. AZEH Rg. AS
B Rbis ABEE Rew ASEI Rbyy ASREH
Rd), 6 MARBTF=[(+)-) LA W -5-O-F & bE
2-O-FE F7 BE-V B T IR A0 . 2R T TR o6 46 B Y
KRR, RILKER. ASEH Rf]. HpEH
KB TR, NS EH Re. Rgiw Rbi Re.
Rbo. RA A Rf; JLARZRAED) 2 F: (+)-)LAETH-
5-O-HIEIMEE IR LR E: A& 3 M.

NLRP3  F: TAAGAACTGTCATAGGGTCAAAACG 146
R: GTCTGGAAGAACAGGCAACATG U S 5 SR AL R By BRI & ) 3 F.
GSDMD i%iﬁgﬂigﬁﬁgiw» 235 RieFEHEE. KREBRAMKTHER; HMBEey: 2-
GAPDH  F: CCTCGTCCCGTAGACAAAATG 133 O-Fl B - 15 B~ e ] e 24 T i e Y A
R: TGAGGTCAATGAAGGGGTCGT T A R A
Fz2 BMIERAPRANLRSTHEE
Table 2 Identification of absorbed components from Shenfuhuang Formula
K5  mz  wmin MEWFR HiL (Eiiiﬁ) FER BT (ml2) ((AEyY) e A
1 465.1024 7.71 [M—H]” M+0—H, 3.12 91.958 7, 371.984 1, 420.085 4, (+)-)L%M-5-0- KR A+ £
70.066 4, 249.978 2, 125516 5, FEHEL (TAARHD
201.608 0, 425.036 9
2 479.1182 1026 [M—H]” M+H0 2.71 153.018 3, 131.049 3, 103.054 7, 2-O-tE ¥ HE- KRE KERR (1
445.112 5, 143.033 9, 79.018 6, W TELEEHE FEACHED
69.034 3
33391076 1078 [M—H]” M+O0—H> 276 107.049 6, 165.091 1, 85.029 1, #ItTEiHE ML R A+ R
339.107 7 (RAHD
4 9915519 2350 [M—H] M 124 991.548 7, 945543 0, 637431 5, A& EHRe 1% JFR
475378 8, 161.043 6, 113.021 8,
101.021 8
5 8454930 23.65 [M—H] M -1.53 845490 5, 59.011 2, 71.011 1, AZEHRg a4% iH
101.021 8, 89.021 7, 113.021 9
6 297.0396 2644 [M—H]” M+O0—H, 287 253.0498,225.0547,297.0410  K¥HEXFHEE K Af+EEH
(TAARHD
7 283.0241 2878 [M—H]T M —2.57 257.045 4, 183.043 6, 239.034 5, KH#K N

283.0251,211.039 2, 243.029 4
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F=2 D

F5 miz w/min  MEWHKX ik (f‘l?) WHET (m/z) wEM HE  FR

8 1107.5944 30.74 [M+FA—H]” M -1.73  487.165 7, 425377 3, 407.366 5, NS EHRb 4% iR
325.112 8, 163.059 9, 145.049 6,
127.039 2

9 11235867 31.02 [M+FA—H]” M —2.40 457.155 3, 425377 4, 407.366 9, AZEHRe 4% R
325.112 6, 295.102 1, 189.163 9,
163.059 9

10 11235864 31.71 [M+FA—H]” M —2.67 85.029 0, 97.028 9, 145.049 5, AZEHRb, 1% iR
127.039 1, 457.151 4, 325.112 4,
95.086 1, 81.070 5, 163.060 0,
109.028 6

11 269.0412 32.06 [M—H] M —1.03  269.045 4, 225.054 8, 241.050 1, Ki&& K R
181.063 9

12 991.5446 33.13 [M+FA—H]” M —2.62  991.549 8, 945.543 0, 783.491 5, AZERd 1% R
113.021 9, 101.021 8, 89.021 8,
71.011 1

13 307.0832 3.07 [M+H]' M+0 6.25 139.039 0, 123.044 2, 147.044 1, ¥JLEXK K A RRED
165.055 0, 291.085 8, 119.049 6,
161.059 8,207.065 3

14 3650992 10.61 [M+K]* M -1.73  107.049 6, 165.091 1, 85.029 1, ¥ THMAMH ¥ R
344.174 5

15 6163117 21.10 [M+H]' M 0.13 616311 7, 105.034 0, 556.287 7, ¥2KTH gt
524.2615,338.175 3, 515.438 9

16 6463221 21.35 [M+H] M 0.55 646.3218,105.033 9, 586.30 1 D gt

17 8814523 33.90 [M+H] M+S0; 455 143.106 8, 71.050 0, 85.029 1, ASBHEHRS 4% W (I
107.086 0, 125.096 4, 457.367 3, (D)
119.086 0, 439.357 7, 105.070 4,
145.101 2

18 905.6687 41.72 [2M+H] M 367 654.616 5, 837.681 1, 905.668 0, HrlEAB Pt R

86.097 1, 778.611 8, 91.955 2,

146.981 9

3.2 MEZAIEF O

iEit SwissTargetPrediction i 25Xt 2 It ¥ 77
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IR AN NG S5 35 CC i BoRix tedl

RERERE., T SE S E A EBARE AR R
KREMEAME AW, MF 0 SRk s 4
HIEERALS A WG, HRRT446%. KEGG
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1-D). FIRZERRI, STy vl a4 s AR
THRIT IR EIE S T 45453 -
33 OFEER

N T IRNRZE S 3 7 @ i i 40 B A T ek
MR ERRE S S I A 0 I E RN, ISRy
NLEE R NS B RE(+)-) LK & -5-0-71 %) i
H. AZHEEH Rg. KEK. R)LFRSHETCHR
¥IUbR IL-1B+ Caspase-1. NLRP3 #1 GSDMD #4T4
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A1 GSDMD 456 R4F, 456 fe/hT—4.0keal/mol (1
kcal/mol=4.182 kJ/mol) . & B2 [ff 3 J5 ] GE 1T )
1) 40 £ T e e BEE B 43
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Fig. 1 Network pharmacology analysis of cell pyroptosis in sepsis induced-intestinal injury treated with Shenfuhuang

Formula
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Table 3 Molecular docking binding energy of main active ingredients in Shenfuhuang Formula and key proteins involved in

pyroptosis
ey 454 B8/ (keal-mol ™)
- IL-1B (1t4q) Caspase-1 (2h48) NLRP3 (3vwd) GSDMD (5wqt)
R S -5.173 —4.869 —-4.298 -6.352
53l -5.386 —4.015 -5.883 ~7.446
ANZBHRf —8.238 —7.614 —-6.032 —7.809
HAKARIRB -3.018 —2.734 —-4.175 —-3.208
(+)- ) LA Ey-5-0-% wj W EF -9.110 -8.446 -9.566 -7.519
2T AR A B —8.878 -7.772 -9.096 -6.676
NS EFHRe — -8.617 —7.505 —7.402
ANZSBHRg —7.512 —7.909 —-6.506 —8.078
K Z HE -4.392 —-4.018 ~5.402 -3.274
PN —6.707 —-4.210 —4.548 —-4.968
ANZBHRb: -2.383 -2.559 —5.626 -2.971
NS BHRe — — —7.649 —-8.291
N —-4.812 —4.447 -5.149 -5.038
ANZ B Rb2 — — —8.734 —8.800
ANZBHR — — —6.603 —7.802
RILEE —6.885 -8.141 -8.218 —6.352

“—7 FORTCEERHE; 1 keal- mol ™' =4.182 kJ-mol ™',

“— means unable to connect; 1 kcal-mol™! = 4.182 kJ-mol .
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#P<0.05 *#P<0.01 *#P<0.001 vs sham group; "P<0.05 "P<0.01 P <0.001 vs model group, same as below figures.
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Fig. 3 Effect of Shenfuhuang Formula on pathological changes of intestinal tissue in sepsis mice (HE, X 20; Xt s,n=3)
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Fig. 4 Effect of Shenfuhuang Formula on levels of inflammatory factors in serum of sepsis mice (Xt s,n=3)
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