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WE. Ao K378 7 @ id 42 NOD A LRk ik & 45 M348 % & & 3 (NOD - like receptor thermal protein domain

associated protein 3, NLRP3) Xz MM F 8l B TR 2 ERGE X T X KK 4E A ZHH, F% %70 X SD
KA H T W BT T BN TAS LT 4.2.8.4.16.8 ¢/(kg- ) #EF, FRMES M4 7.5 mg/ (kg - d) #

H,MCC950 130 mg/ (kg + d)#F , B AARMA THMARET, TRESH29 RALEFTLYL,1 R/, EREK
#5258 h R4 HE &340 m &2 K AR AL ¥ ARH S F TAELISA HAEM B IRA R F - a(TNF —a) . G4
# _18(IL-18) . &G4 # — 1B(IL — 1B) 48% 4547 % 4L; RT — PCR #5409 TNF — . IL — 18 IL — 1B s i 34 2 f A4 AL
B -1(MCP-1) E#afE X &G —1la(MIP - la) MK A FR-F B4, sk L ik4em IL - 18, NLRP3 & g K-F &
1, Western Blot | 2 Z 5 5 2 B F 2( AIM2) A =48 % S A& & (ASC) | F B & B2 & & B3] 4K — 1 (pro — Caspase —
1) .Caspase — 1 IL — 18 IL — 1B, %449 gasdermin D( cleaved — GSDMD) ,GSDMD NLRP3O R 5 EFMAE BBMAK
RBRAVEAREE, XPREEADRANEE, B REABEHIR, LT ATILE R maf i REasg 4 (P<0.01),4
A2 fn 7 TNF - o IL - 18 IL - 1B 42348 273 (P <0.01) , M40 TNF — o, IL - 18 1L - 13 MCP - I \MIP - 1a mR-
NA £k 38 2913 (P <0.01), s 2403k B R4 41 1L — 13 .NLRP3 & & & ik K39 25t & (P <0.01) ,WB 3 2
AR 20 AIM2 (ASC ,pro — Caspase — 1 ,Caspase — 1 IL — 18 \IL - 1B & & Rk K-FHA R H 5 (P<0.01), HAEA 201k
BB T B BT RIS 4R MCCI50 41 bk & T A 35473915 ) B & & (P <0.05 K 0.01) ., &6 Hil 74k
B ERREFURE X T KR, LA T 5842 NLRP3 £z MAA-Feh a2 X,

KB : KRR KRS8 7 s e = s NLRP3 S vk
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Abstract; Objective To investigate the protective effect and mechanism of Bitong Decoction (##3# J5') on rheumatoid arthritis
rats by regulating the pyroptosis pathway mediated by NLRP3 inflammasome. Methods Seventy SD rats were randomly divided in-
to 7 groups ; Bitong Decoction low — dose , medium — dose and high — dose groups[4.2,8.4,16.8 ¢/ (kg + d) by gavage ] ,metho-
trexate group[ 7.5 mg/ (kg + d) by gavage | ,MCC950 group[ 30 mg/ (kg - d) by gavage]. The normal group and model group
were given distilled water by gavage. On the 29th day after modeling, the drug was administered by gavage once a day. HE stai-
ning was used to detect the morphological changes of ankle joints in each group at 8 h after the last administration. The changes
of tumor necrosis factor — a(TNF — ) , interleukin — 18 (IL - 18) and interleukin — I3 (IL — 18) related indexes were detected
by ELISA. The levels of TNF — «,IL — 18 ,IL — 13, monocyte chemotactic protein — 1 ( MCP — 1) and macrophage inflammatory
protein — la( MIP - la) related genes were detected by RT — qPCR. The protein levels of IL — 1B and NOD like receptor heat
protein domain associated protein 3( NLRP3) were detected by immunohistochemistry. Melanoma deficiency factor 2( AIM2) , ap-
optosis related point like protein( ASC) , cysteine protease precursor 1 ( pro Caspase — 1) ,Caspase —1,IL - 18 IL - 13, cleaved -
GSDMD,GSDMD and NLRP3 were detected by Western Blot. Results Compared with those of the normal group,the ankle joint
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space of the model group was narrowed, the surface of articular cartilage was irregularly thickened, the bone was slightly de-

stroyed , the inflammatory cells and synovial tissue hyperplasia were observed in the joint( P <0.01) ,and the serum contents of
TNF — «,IL - 18 and IL - 1 in the model group were significantly increased( P <0.01). The mRNA expressions of TNF - «,
IL-18,IL-1B,MCP -1 and MIP - la in the model group were significantly increased (P <0.01). Immunohistochemistry

showed that the protein expressions of IL — 13 and NLRP3 in the model group were significantly increased( P <0.01). Western

Blot method showed AIM2,ASC, pro — Caspase — 1, Caspase — 1,IL — 18 and IL — 1B in the model group were significantly in-

creased (P <0.01). Compared with those of the model group,the above indexes in the Bitong Decoction high — dose group, meth-

otrexate group and MCC950 group were significantly improved( P <0. 05 or P <0.01). Conclusion Bitong Decoction can improve

the state of rtheumatoid arthritis in rats,and its mechanism may be related to the regulation of NLRP3 inflammasome mediated py-

roptosis pathway.
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T R PR A S, Hoh NOD A 32 (AR 19 45 4 3504
X 3 (NOD - like receptor thermal protein domain associated
protein 3, NLRP3) i /Magt 2 Hr 2 —"'  HATfpFss & &
AR TSI RGP JEYLELR | A B e B O
I R S A B DI R R T, R 2 rh A
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1B .JE4L ) gasdermin D( cleaved — GSDMD) ,GSDMD NLRP3 #j
I TA R R AE Y B ARG BR /A A . Fast King RT 2% 5%
7 & W 1 b 5t RAR AL B A IR A A (#E55: R6620) ;
SYBR Select Master Mix ) F 3% [# Life Technology 2% %] (5.
1710054) ,

IEE BB (OLYMPUS, BX53) , 9% % i i 5 ( H 4%, Ni-
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YR B TAH B AL B, AL 7 2. (DIE 41 8 1M 55 5 7518
K QORI A H A 4 R IR OK; R N A% 4.2 o/
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5 R R R 16.8 ¢/ (kg - d) 2325 @ I BRI 21 4% 7. 5
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1.2.4 RT-qPCR #%m &8 K & TNF - o, 1L - 18 1L - 1B,
MCP -1 MIP — 1a mRNA /K-F 408 Trizol 37 & 15 H 32 HiL i
RNA, R EE /M {0 52 RNA SlRE 3855 SR AR I 3 i eD-
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NA, L2 L cDNA SHEHGEITY 3 4K R $% 3R 95 °C 3 min, 1
AMEFF;95 15 5.62 €20 5.72 °C5 5,32 AMEFF ;72 °C7 min, 1
AMIEFR . He 2 BT E R, LR T 5 ¥ AR TR
Y TR i) B A FRA Fl L,
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W LiiEa TS

TNF-a  F-GATCGGTCCCAACAAGGAGG R - GCTTGGTGGTTTGCTACGAC

IL-18  F-TGCCTGATATCGACCGAACAGCCAAC R - ACAGATAGGGTCACAGCCAGTCCTCT
IL-18  F-GGCTTCCTTGTGCAAGTGTCT R - TCTGGACAGCCCAAGTCAAG

MCP-1  F-ATAGCAGCCACCTTCATTC R - GCTTCTTTGGGACACTTGCT

MIP-1a F-CIGCCCTTGCTGTCCTCCICTG R - CTGCCGGCTTCGCTTGGTTA

GAPDH  F - AGTGCCAGCCTCGTCTCATA R - GGCGGAGATGATGACCCTTT
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I, TBST BERE, IWA Z 4 & |, TBST Y, in ECL TR,
2 B I HTACT AT IR . I Tmage J 8RR HEAT
GEitort
L3 ZitFhE
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BOE ST BN R J5 22 55 A M. 07 25 5%, 2RI LR
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0.05 = 0. 01 W ZFA G5 X.
2 HR
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0.01) , Hrbinie Jy ey 77 fik 4 | Y2 MR 24 Ky MCCOS0 A AR T
g, DG TIXIVE 2,
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SIEH 2 R B L, BB 2 K BT B 4L TNF - o
IL-18 IL - 13, MCP - 1 MIP - 1a mRNA 3 ik ¥ & T+ &
(P <0.01); SHIR A A HE, 367 & 41 IR AL U INF - o
IL-18 IL - 1B, MCP - 1 MIP - 1a mRNA F k¥ 8 3 [FE{K
(P<0.05 5% <0.01 ), H i 7 5 7 & 2 B S it v 4 &
MCCO50 LRSIt 2 . WLAG TIXLVIA 3.
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2.5 A B AIM2 ASC,pro — Caspase — 1, Caspase — 1 | IL - 18,
IL - 1B .cleaved - GSDMD ,GSDMD NLRP3 ) & & %

SIE R R BUR L, 45 R0 20 K B R AT 2 ATM2 | ASC
pro — Caspase — 1 | Caspase — 1 |IL — 18 | IL — 1B, cleaved — GSD-
MD ,GSDMD \NLRP3 £k K FHA BT EH(P<0.01) ;5
IRV AL VAT 45 AT A0 2 Y AIM2 | ASC , pro — Caspase —
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RP3 3BT B AR (P <0.01) , Horh i Jr e 77 =
4 BRI L K MCCOS0 ORI 25 . WLAd BIXLVIIAT 6.
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