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{ Abstract JObjective . To explore the role of thioredoxin—interacting protein (TXNIP) mediated NLR family pyrin domain containing 3
(NLRP3) inflammasome activation in the pathogenesis of preeclampsia(PE). Methods :Fifteen cases of early~onset PE and 15 cases
of normal maternal placental tissue were collected in the First Affiliated Hospital of Chongqing Medical University from December
2013 to June 2014. Western blot was used to detect the expression of TXNIP and NLRP3 in placenta. Human transformed primary ex—
travillous trophoblast cell line(HTR8/SVneo) cells were used to establish the model of PE, which were divided into control group,
hypoxia reoxygenation (H/R) group, H/R+Scrambled siRNA (H/R+NC)group and H/R+TXNIP siRNA (H/R+siRNA) group. After the
treatment , expressions of TXNIP and NLRP3 were detected by Western blot;Caspase 1 activity was measured by Caspase—1 active
detection kit;interaction between TXNIP and NLRP3 was tested by Co—IP;invasion and proliferation were detected by real-time cell
analyzer instrument. Resulfs ;The expression of TXNIP and NLRP3 in placenta in PE group was obviously higher than that of normal
group(£=0.003,P=0.002). In the cell model, H/R could increase the expression of TXNIP and NLRP3 obviously(P=0.000,P=0.001),
and interaction between TXNIP and NLRP3 was improved remarkably. After the inhibition of TXNIP, expression of NLRP3 was signif—
icantly reduced(P=0.000) ,and ASC level was also declined obviously(P=0.001),and the invasion and proliferation ability of H/R was
decreased (P=0.001,P=0.038). Conclusion;TXNIP mediated
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transformed primary extravillous trophoblast cell line, HTR8/
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(11668-027;; Invitrogen )
12 F¥k
1.2.1 Western blot HEBRWAHALNARBELERERE
1 pg/pl, 7B 20 pl AUA SDS-FR NI BERE AT HRIK, B #
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SiRNA 4b¥8 f5 ,HTR8/SVneo 40 il Ky 3458 68 7B B

25 FFTR,PE BE 4 TXNIP £k LT85
IR RE S B A2, TXNIP /-5#9 NLRP3 %4
PE/AIMAETE | ATRER: PE (R HLE 22—,

2 £ x ®

[1] Sibai B,Dekker G,Kupferminc M. Pre—eclampsia[J]. Lancet,2005,
365(9461) :785-799.

[2] Redman CW,Sacks GP,Sargent IL. Preeclampsia:an excessive
maternal inflammatory response to pregnancy[J]. Am J Obstet Gynecol,
1999,180(2 Pt 1):499-506.

3] Siljee JE, Wortelboer EJ,Koster MP, et al. Identification of inter—
leukin -1 beta,but no other inflammatory proteins,as an early onset
pre—eclampsia biomarker in first trimester serum by bead-based multi—
plexed immunoassays[J]. Prenat Diagn,201,33(12).1183-1188.
[4)  Amash A, Holcberg G,Sapir O,et al. Placental secretion of inter—
leukin-1 and interleukin-1 receptor antagonist in preeclampsia: effect
of magnesium sulfate{J]. J Interferon Cytokine Res,2012,32(9):432-
441.
[5]1 Schroder K, Tschopp J. Tschopp.The inflammasomes[J]. Cell,
2010, 140(6):821-832.
[6] Nishiyama A,Matsui M,Iwata S,et al. Identification of thiore-
doxin-binding protein—-2/vitamin D(3) up-regulated protein 1 as a neg—
ative regulator of thioredoxin function and expression[J]. J Biol Chem,
1999,274(31):21645-21650.
[7} Morrison JA,Pike LA,Sams SB,et al.Thioredoxin interacting pro—
tein(TXNIP) is a novel tumor suppressor in thyroid cancer{J]. Mol Can—
cer,2014(13):62.
[8] Zhou R,Tardivel A, Thorens B,et al. Thioredoxin~interacting pro—
tein links oxidative stress to inflammasome activation{J}. Nature Immunol—
0gy,2009,11(2) : 136-140.
[9] Leach RE,Kilburn BA,Petkova A, et al. Diminished survival of
human cytotrophoblast cells exposed to hypoxia/reoxygenation injury
and associated reduction of heparin-binding epidermal growth factor—
like growth factor{J]. Am J Obstet Gynecol,2008,198(4):471.e1-477.
[10] Hung TH,Burton GJ. Hypoxia and reoxygenation:a possible mech—
anism for placental oxidative stress in preeclampsia[J]. Taiwan J Obstet
Gynecol ,2006,45(3) : 189~200.
[11]  ACOG practice bulletin. Diagnosis and management of preeclamp—
sia and eclampsia[J]. Obstet Gynecol,2002,99(1).:159-167.
[12] Yin N,Zhang H,Luo X, et al. [L-27 activates human trophoblasts
to express IP-10 and IL—6:implications in the immunopathophysiology
of preeclampsiafJ]. Mediators Inflamm,2014(2014).926875.
[13] Redman CW,?Sargent IL,Immunology of pre—eclampsia[J]. Am J
Reprod Immunol, 2010, 63(6) ; 534-543.
[14] Cruz CM,Rinna A,Forman HJ,et al. ATP activates a reactive oxy—
gen species—dependent oxidative stress response and secretion of proin—
flammatory cytokines in macrophages[J]. J Biol Chem,2007,282(5):
2871-2879.
[15] Cassel SL,Eisenbarth SC,Iyer SS, et al. The Nalp3 inflammasome
is essential for the development of silicosis[J]. Proc Natl Acad Sci U S
A,2008,105(26) :9035-9040.
[16] Redman CW,Sargent IL,Latest advances in understanding pree—
clampsiafJ). Science,2005,308(5728);1592-1594.
[¥7] Nishizawa K,Nishiyama H,Matsui Y, et al. Thioredoxin—interact~
ing protein suppresses bladder carcinogenesis[J]. Carcinogenesis,2011,
32(10):1459-1466.

(KRB BNLE)



