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Abstract: Objective To investigate the effects of triptolide on mitochondrial autophagy, NLRP3 inflammatome activation and
pyroptosis of fibroblast synovial cells (FLSs) in rheumatoid arthritis. Methods FLSs cells and rheumatoid arthritis FLSs cells were
cultured by passage. Rheumatoid arthritis FLSs cells were treated with 0, 10, 20, 40 ng/mL triptolide. The protein expressions of
mitochondrial autophagy related proteins LC3B, p62, PHB2, and NLRP3 were detected by Western blotting. Enzyme-linked
immunosorbent assay (ELISA) was used to detect the levels of inflammatory cytokines IL-1B and IL-18. Pyroptosis was detected by
flow cytometry, and the expressions of pyroptosis related proteins GSDMD and GSDMD-N were detected by Western blotting. Results
After treatment with 10, 20, 40 ng/mL triptolide, the expression of mitochondrial autophagy associated protein LC3B in FLSs cells of
rheumatoid arthritis was significantly reduced in each dose group, and the expression of p62 and PHB2 was upregulated. Expression
levels of NLRP3, IL-1B, and IL-18 were significantly decreased. Pyrodeath rate was significantly reduced. Expression of GSDMD
protein was significantly increased, and the expression of GSDMD-N protein was decreased in a dose-dependent manner (P < 0.05,
0.01, 0.001). Conclusion Triptolide can inhibit cellular inflammation by inhibiting mitochondrial autophagy, activation of NLRP3
inflammatome and pyroptosis.
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Bl BABEREEAEERERIAOEME ( x£s, n=3)
Fig.1 Effect of triptolide on mitochondria autophagy ( X +s,n=3 )
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Fig. 2 Effect of triptolide on activation of NLRP3
inflammasome in rheumatoid arthritis FLSs cell ( X #s,n=3 )
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Fig. 3 Effect of triptolide on IL-1p and IL-18 levels in
rheumatoid arthritis FLSs cell ( X +s,n =3 )
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Fig. 4 Effect of triptolide on pyroptosis in rheumatoid
arthritis FLSs cell ( x +s5,n=3 )

A ENAS P00, 3 AR FE R I, AN AT LUInJRIZE
PG 91 98 K BRI SR AR [ Wk R 432 17 2 1 11 3
FAR, AR TR, IR % FLSs 5 FLSs #
b, ZRpifk B WEAHCHE A LC3B FRikFt &, p62
PHB2 [f)31A B2 FRAIK, FRBHZRLIAR 3 WK1 58

HIRF, Arae2 il TR R FLSs 4ifflh
T QMFQEHB%MD"J SRS R LN G S v et )
N . fELRifR BNEH, p62 A1 LC3B & H 7
MRIEE LI R M RARRIPER, IF
RS 5 A EE 3 MR . 1 PHB2 &0 At T
ARARN IR R, HAMA R LC3 Z5Hy s a8 5
W2 A0 I BRI /N E I P la . ARHI 9T
RI, AP RAE S LC3B EH KIS FiM,
[F] I 39 58 p62 Fl PHB2 Rk, FREHTHE A H REe
RIS LRI H WRIKF, SR I 28 5] K R 2kl
H W 7K R A5 2 2

WFFLfa i, ZRbifkE NLRP3 Zhag )i
KlF, Zerifhk DNA BB B] LA #E NLRP3 48 i /)N
PR 2 BSR4 NLRP3 #E/IMATEL 5,
SR A% kB (NF-kB) R4 08 1 0%
1] B 4 fffih &% pro IL-1B A1 pro IL-18 [IKix, &
FESERE T IL-1p F1 1L-18 FREAAN 73 uis4,
BRI, KRBT RAEMEH FLSs Lobifa Ik
(R FEIR , B REE 50 NLRP3 0k, 012K 5%
1 2 AT R I (e Lk i B R NLRP3 2 fiE /)N
RRE . Ak, BRI, SRR ICT
RICHEALHE IL-1p A1 1L-18 JRE N T HIRIE, WS



+ 294 . FIIBE2H 202442 A AR HwEkAE  Drugs & Clinic Vol. 39 No. 2 February 2024
31 *k%k
. T M FLSs
) HitH FRIBIAT %
® FLSs
GSDMD | s 53x10¢ & 2] w o HARTE
GSDVD-N | s st s sw s 31X<10° M | s EEsz)ng Lt
E u B m AR
: - 40 ng mL-
GAPDH | it M Sl Sl S 3o<10 = pak o

FLSs JYETT 10 20 40

K FLSs  HAMEHFZ/(ng mL™)

GSDMD-N

5 FLSs ZHE#: ™"P<<0.001; S52REITTH FLSs 4itkEs: #*P<<0.05 #P<<0.01 *#P<<0.001.
P < 0.001 vs FLSs group; *P<<0.05 #P<<0.01 **P<<0.001 vs rheumatoid arthritis FLSs group.
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Fig.5 Effect of triptolide on pyroptosis-related proteins expression ( X s, n =3 )
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