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[HE] BH HWUEEEREEAL (HMGB1) MMEERE FhishbFENAniE (PASMC) BN, 7k
ARSI [B] 2022423 H—20234F9 H . MGPASMCA Jxd R4 . (K441 . HMGB1HAdiid (HMGB1 Ab) 41, HMGBI
Ab+BASHFRIREL (MSU) 2H, XJIRZH:. PASMCHE 137 °C. 21% 0,. 5% COREFRAE P 2155524 hy (K% 4H . PASMC
FT37 C. 3% 0,. 5% COFEFAATILEREF24 h; HMGB1 AbZH: PASMCY 137 °C. 3% 0,. 5% CO5: 35 IkA
B304 h, IIAZIRIER20 wog/mllHMGB1 AbKi3%3 h; HMGB1 Ab+MSU4L: PASMCE T37 °C. 3% 0,. 5% CO ¥
FAEPICEREFR24 h, IIALHRIE H20 pg/mliTHMGB1 AbREFE3 h, SRIGHIALIEE 1200 o/ LIIMSUREFE3 h, R
CCK-8VEAM A2 AN M3 58 % 1, AN SR SE S -2 ANAE AL RE ), o e (AR A ZHPASMCH o — P AL
MBI (o -SMA ) KL, TR0 3 I s R A MpE U N (qRT-PCR ) £l 45 41 PASMCHTHMGB1 J 2
MUAET-HHOCHEF [NLRP3. el iy R4 SR MK i1 ( Caspase—1) . gasdermin D (GSDMD) . FAE1B
(IL-1B ) . HAZE18 (IL-18) ] MYmRNAMHXFFikHE, Western bloti 645 2HPASMCHHMGB 1 K 2 i £ T4 3¢
HFAHX Rk, &R (RAA ARG 1M TX R4, HMGB1 AbZH AN G IR TARE 4, HMGBI Ab+
MSUZH 4N 536 15 THMGB1 Ab4l (P<0.05) o RAARDR A4 R T4, HMGB1 A RIE @A %K T
R 41, HMGB1 Ab+MSUZH R AT 4% THMGB1 Ab% (P<0.05) . sty R, S5xf A s,
A GG AR LI SR, o ~SMAZRIRIEM; SR L, HMGB1 AbZH A0 M5 G e (058 5 W i 55
o -SMAZ LI /L; SHMGB1 AbZHLHL#H, HMGB1 Ab-+MSUZ 45 6L (o B IR, o ~SMAZ AN, (K&
ZHPASMCH'HMGB1, NLRP3. Caspase—1. GSDMD. IL-1p . IL-18 mRNA M IR 2k bt g TXF 4], HMGB1 Ab
ZHPASMCFFHMGBI1, NLRP3, Caspase—1. GSDMD. IL-1B . IL-18 mRNA K& AAHN Feik R AR TR 441, HMGBI1 Ab
+MSUZHPASMCHHMGB1, NLRP3. Caspase—1. GSDMD. IL-1B . IL-18 mRNA M HARN 54 5 THMGB1 AbZH
(P<0.05) . 45t HMGBISLERE FPASMCHFE | FRHAHK, MMHMGB1 AbREASIMIHIILEIS T HIPASMCHEF
HEE . I, ZMERS IR AR AT G
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Effect of High Mobility Group Box 1 on Pulmonary Arterial Smooth Muscle Cell Under Hypoxic Conditions
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[ Abstract] Objective To investigate the effect of high mobility group box 1 (HMGBI1) on pulmonary arterial
smooth muscle cell (PASMC) under hypoxic conditions. Methods This experiment was conducted from March 2022
to September 2023. PASMC was divided into control group, hypoxia group, HMGBI1 neutralizing antibody (HMGB1 Ab)
group, HMGB1 Ab+monosodium urate (MSU) group. Control group: PASMC was incubated at 37 °C, 21% 0,, and 5% CO,
incubator under normal oxygen for 24 hours; hypoxia group: PASMC was incubated at 37 °C, 3% 0O,, and 5% CO, in a low
oxygen incubator for 24 hours; HMGB1 Ab group: PASMC was incubated at 37 °C, 3% O,, and 5% CO, in a low oxygen
incubator for 24 hours, add a final concentration of 20 w g/ml HMGB1 Ab cultivate for 3 hours; HMGB1 Ab+MSU group:
PASMC was incubated at 37 °C, 3% O,, and 5% CO, in a low oxygen incubator for 24 hours, add a final concentration
of 20 pg/ml HMGB1 Ab cultivate for 3 hours, then add a final concentration of 200 g/LL MSU cultivate for 3 hours.
The cell proliferation activity of each group was detected by CCK-8, the cell migration ability of each group was detected by cell
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scratch assay, the expression of o —smooth muscle actin (o« =SMA) in PASMC of each group was observed by immunofluorescence
staining, the mRNA relative expression levels of HMGB1 and pyroptosis related factors [NLRP3, cysteinyl aspartate specific
proteinase 1 (Caspase—1) , gasdermin D (GSDMD) , interleukin—1 3 (IL-1 ) and interleukin 18 (IL-18) ] in PASMC of each
group were detected by real time quantity polymerase chain reaction (qQRT-PCR) , the relative expression levels of HMGB1 and
pyroptosis related factors in PASMC of each group were detected by Western blot. Results The cell proliferation activity of
hypoxia group was higher than that of control group, the cell proliferation activity of HMGB1 Ab group was lower than that of
hypoxia group, and the cell proliferation activity of HMGB1Ab+MSU group was higher than that of HMGB1 Ab group (P < 0.05) .
The scratch healing rate of hypoxia group was higher than that of control group, the scratch healing rate of HMGB1 Ab group was
lower than that of hypoxia group, and the scratch healing rate of HMGB1Ab+MSU group was higher than that of HMGB1 Ab group
(P < 0.05) . Immunofluorescence staining results showed that, compared with the control group, the fluorescence staining intensity
and o —SMA expression of cells in hypoxia group were significantly increased; compared with hypoxia group, the fluorescence
staining intensity and a —=SMA expression of cells in HMGB1 Ab group were significantly decreased; compared with HMGB1 Ab
group, the fluorescence staining intensity and a —SMA expression of HMUGB1Ab+MSU group was significantly increased. The
mRNA and protein relative expression levels of HMGB1, NLRP3, Caspase—1, GSDMD, IL-1 3 and IL-18 in PASMC in hypoxia
group were higher than those in control group, the mRNA and protein relative expression levels of HUGB1, NLRP3, Caspase-1,
GSDMD, IL-1B and IL-18 in PASMC in HMGB1 Ab group were lower than those in hypoxia group, the mRNA and protein
relative expression levels of HMGB1, NLRP3, Caspase—1, GSDMD, IL-13 and [L-18 in PASMC in HMGB1Ab+MSU group
were higher than those in HMGB1 Ab group (P < 0.05) . Conclusion HMGBI is associated with the proliferation and migration
of PASMC under hypoxic conditions. Targeting HMGB1 Ab can inhibit hypoxia induced abnormal proliferation and migration of
PASMC, which is related to the inhibition of pyroptosis.
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fili s ik & H ( pulmonary arterial hypertension,
PAH) Z&—Fr i ZH R ny il R 550, RMH
HEATVERG NS BT . W sh bk R Rr LTt m, BB RIS RE
giiifie, wulRAOEREELRE, RAFEHOE
BB L LRI S I R b TR RIS R DA S A A £ i
10045 B8 2 P AHLRR % i 1t A5 BEL T AR 3l ok s T v 9
B, Bl sh kI L4 ( pulmonary arterial smooth
muscle cell, PASMC ) fE MMl i BERY 2RI, Hi
GG AL RS S i I A4S E A Y AR, dEPAHR A
TG R RERS 7 L AR TRl R kA
MIFET B, R AMBRWTY 5K, 520 b K |
e, IR ERE RN T AL T PASMCS:
RAEANAET, X SPAHR RIS

il B R 1 (high mobility group box 1,
HMGB1 ) s —Fh e B SC 8 1, 75 S 28 N0 A 1
T, HNEREANAL . AN . N R A B A e i
PEARME R R, I 2 5 2 AR G5 5 o A8 2 40 0 5
ERAIME . HMGBIBLE W E N PAHI L Whr
Yy, FEPAHEE B ZHZURN M i T HMGB 1K 578 T
IR H SO E R S IEARSE . HMGB I [
7 ATRERCN PAHRIA ZAG YT s . JRTT, HMGB14N
IR SPAH A (1 73 FHLHA A TR 0] . BTk, A
WL LAPASMC AR AT 4, WEEHMGBIXHIRERES T
PASMCHFA ML AL YN, it — AR ITHMGB 1 A

Pk (HMGB1 Ab) I PAH AT BERLHE] .
1 MR57E=%E
L1 FERRHS G

ARSI A A] A 20224F3 H—20234E9 H . PASMCIA
TR = s ERHE R A PR Fl, HMGB1 AbIg TLFH
TEAEYRHARA R, HRS G ERMEEREZ
IREH3 (nucleotide—binding oligomerization domain like
receptor protein 3, NLRP3 ) %%/ MA S 505 L
JRIREE (monosodium urate, MSU) W F3&E InvivoGen
AW, BRI . M HEH . DMEMEE IR KPR
I F 2 [E Hyclone A 1], CCK—8ZH i 38 A A5 1 571 45
T R DU AR BRA R, Triton X-1000 T2
PR AE YRR ABRA ], 47, 6-ZpkEFE-2-%
5| (47, 6-diamidino—2-phenylindole, DAPI) %%
BT 5T 2 YR A /A ) TRIzol RNAJE
BUaA ) &0 F 25 F Invitrogen/A 7], eDNASH—#EA R
& AR ET 2 98 6 1 1 PCRAG I 77 &0 W) F F o i M
PR R A BRA W], Bradford 8 51 H A58 &
WA Tt at i RS RE A BR 2 W, 355 A T A W3 453 1
TALR AR BRA R, RIPAZFRRFIECLIL
RV T B R KAV BRI, Rl — I L0
(polyviny]idene fluoride, PVDF ) BT 2% [E Thermo
Fisher/AF], AlexaFluor 4887 )GHRic E"JUJ$*E§EAIgG*E1ZI§
FUBR i A A 10 09 LU E P AR L GRS T A
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PSR A BR A E], o —FIENLEEHA ( o —smooth
HMGBI1. NLRP3, R&4H
TR I 7K f i1 (cysteinyl aspartate specific proteinase
1, Caspase—1) . gasdermin D (GSDMD) . H/-E1B
(interleukin 18, IL-18 ) . HAZ18 (interleukin
18, 1L-18) L aFEHiik L K GAPDHR £ sa /A
FHE Abcam/A F]

1.2 PASMCH;FE . Frd JeAbst

B PASMCE T 10% 1545 L3 I DMEME; 373 |
TE37 C. 5% COSMF MR, WML, EHH3~5
RN T IR EELH . FPASMCo 44 (1) XFig
4. PASMCHE T37 C. 21% 0,. 5% CO¥55:58 w4
Kigi24 by (2) fRE4L: PASMCE T37 C. 3% 0,.
5% COMGFRAPAAAREFR24 hy;  (3) HMGB1 Ab4:
PASMCE F37 C. 3% 0,. 5% CO 5334 P IR E 85 37
24 h, MIAZLMWE }20 we/mIFYHMGB1 Ab3i3E3 h;

(4) HMGB1 Ab+MSUZ: PASMCHE 137 C. 3% 0,.
5% CONEFERTREREFR24 h, IIAZHE H20 W g/ml
AYHMGB1 Ab$5573 h, SRJ5 R LM H200 g/LIIMSU
TEALANAfS he
1.3 CCK-8¥EAIM 41 My 5 1% )

BFPASMCLAS x 10°4~/FL Y %5 B P A 96 L b
RABEEONREIL, U LA BRF1.2, 2 IECCK-841 i
K e iR & A, BALMALO w1 CCK-8, 4k
ZE3EFRA b, R HEE AR 2 45 FLHE450 nm AL FOD
B, fRFAIEIGHE T,

14 2 S P S A I 240 B A% g

[ LA 4LPASMC, & A0HT B, #2285 x 107
AL % B PASMCRME ZERIAF i Ze o fLAR AR
K24 hWFANMARTE G, 10 w TGRSk 78 4 i 1 v
JeDERAE E R, PR S50 ZAHzE, PBSTELLIT
BIZA . BAIAELA3T C. 5% COZMF TR FR. 24 h
Je WO A M SR, AE R T SRR IR I, L
0 hYEAXFHE, R HImage Pro Plus/ M RIJR A &15 100,

muscle actin, o —-SMA ) .

iJr;%;izlJf“ AR (RRAA %= (0 W —24 hk)]
FEJE ) /0 hRIIRTEE x 100% ) , fCF41MITHE
1.5 HRPEEPCY M ELPASMCHT o —~SMAZEIAIH I
BPASMCLAL x 10"~ /9L Y % JE Fpal T 2 S8 B 1Y
2464 I, iR SR BN MC B W RE S, HEAT X R 43
HANFR ., SRAIPBSUERIC -, K H4%2 5 P AR
10 min, WRZRAK, FRURCRFHPBSYER S INA0.3%
Triton X=100i%&4.10 min, ZHAPBSPEL, FHH5%4- M4
8 B AR S RS S 0005 . FEBE R LI o ~SMA
REZwEPUAR (1:200) , ﬁﬁz/\iﬁfnv\J$4 CWEH L
o WH, RHPBSUEEGTH AlexaFluor 4882 Rl
B LR R IGHUAR (1:500) , i F#OUIEE?2 he

K HIPBSFLRUEI)E , HATDAPIGE A% Yett, R B¢
e K F R H,'ﬁ, DI A U N R A
TG e 1 10 I R

1.6 SEIFOLE RO 7 R A MR RO (
quantity polymerase chain reaction, qRT-PCR ) Kzl
PASMCHHMGB1 KA A& T2 MG F ( NLRP3
GSDMD ., IL-1B . IL-18) fJmRNAFIX}

real time

Caspase—1 .
Tk

K HTRIzol LIS 4 PASMC A RNA,, IR o LB
RNAFES, lad e YR TH eE AE fhal B Sk, SR
1.5%Br R W BRI FL VK EE A RN A SEREPE . 22 IBcDNASS
— A R S I AP R U B e DNA il ABI
QuantStudio5 & i PCRAM & £5 H 19 I mRNA AT ik
B, MR O EE B PCRIG I & Ui Bl &
NARZR, IRAGE TERRSE L, WERNFER:
95 °C 15 min, IMEHR; 95 C 10s, 60 °C 30s, 3404
TER, #5IPPsI L, RA2 2% B AL R AR
XA E, PAB —actin yINS LA, L HE L3R,
1.7 Western blotiEK M PASMCHHMGB 1 & 41 g A5 1
&M T (NLRP3., Caspase—1., GSDMD, IL-1B .
IL-18 ) AHXFRIN &

WA PASMC, HNALE & RIPAZYER, VK &

&1 51T

Table 1 Primer sequence

FEN AR IRGELRY
HMGBI1 5-CTGCCTTCTCTTGTGACAAAGTGGAC-3" 5-ACATACTCAGCACCAGCATCACC-3"
NLRP3 5-CGGTGACCTTGTGTGTGCTT-3" 5-TCATGTCCTGAGCCATGGAAG-3"
Caspase—1 5-CTGAGTCCGCAGCAGGTG-3" 5-CCACATCCGCCGTAAAAGAATG-3"
GSDMD 5-AAGATCGTGGATCATGCCGT-3" 5-CTCAGGAGGCAGTAGGGCTT-3"
IL-18 5-AAATGCCTCGTGCTGTCTGA-3" 5-AGGCCACAGGGATTTTGTCG-3"

IL-18 5-ACCACTTTGGCAGACTTCACT-3"
5-GACCCAGATCATGTTTGAGACC-3"

3 —actin

5-~ACACAGGCGGGTTTCTTTTG-3"
5-AGGCATACAGGGACAACACA-3"

F: HMGBI=miEBRIEHE M1, NLRPI=AZ IR & SRS Z R 113, Caspase- =R ERH /K EREL, GSDMD=gasdermin D,

M-1B=ANEKIB, IL-18=1/ K18,
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Z4f#30 min, T4 CE&MTLA12 000 r/mingZ.0>10 min
(BLFAR12.5 em ), FRICEERENEA, R
Bradford il & Hok B . BF 85 Vs, 2+
FEBRR AN - R IE TR EEC LUK (sodium dodecyl sulfate
polyacrylamide gel electrophoresis, SDS-PAGE ) 43 &A%
PEFG IS R TR ZPVDFIE |, RIS % AS 4 15
HHHER RS A NG, B AR RHMGBI |
NLRP3. Caspase—1. GSDMD. IL-18 . IL-18Fifki&k
(1:1000), AIGAPDHIENHNBEH, T4 CHE
. WH, ARSI —H (1:5000) ,
FIRWFEFL h, WIMECLIAR A, BtEa, R
Image JEor 45 B R 500 KB, DIHMERS
WS 5 IKIEEZ VR R AT R A . SCI0
23K,
1.8 Gtk

K HGradpad Prism# 4 ( 8.0fA ) A TEdEAb2E
THETRL (x+5) FR, ZAEEBCRHMAHEE 2%
A3, LHIEI PG LR FHLSD-tAe 3, LIP<<0.05 4 2% 5+
e -0
2 #HR
2.1 4HAIE5HTG

CCK-8ik Kl 4 R W7, KPR | I 4 .
HMGB1 AbZl., HMGB1 Ab-+MSUZH 4 i34 58 7% 113 5]
J (0.53+£0.06) . (0.89+0.09) . (0.55+0.06) .
(0.87+0.09) . VUL AN FEIG Sy bER, 22570 Giit
X (F=32.514, P<0.001) ; H k4 2 40 o 4

o —-SMA

DAPI

e T

FANG IR TR, ERAGIFEE L (P<0.05) ;
HMGB1 AbZH A 3G 56 1% AR TR, 2R A%+
B (P<0.05) ; HMGB1 Ab+4MSUZH 403855 1% 17
THMGB1 Ab4l, 2R8I E XL (P<0.05)
22 AfiERERE

21 A K] R S 00 R 45 R o, X RR AL L KA
4. HMGB1 AbZH. HMGB1 Ab+MSUZH KR A&
RN (40.25+4.21) %, (77.56+7.94) %,
(41.68+4.30) %. (76.67+7.82) %. WHKIIE
WMAERLK, ZRAGRI¥E N ( F=241.996,
P<0.001) ; HPAARIRAAS R AR, 25
HGiit#75 L (P<0.05) ; HMGB1 Ab41 QIR ALE 5%
TIEA, ZRA5H¥E X (P<0.05) ; HMGBI Ab
+MSUARIIE AT4 %% THMGBI Ab4l, 2SS4 511¢
Y (P<0.05) .
2.3 PASMCH' o —~SMAZFE LG,

DB R BN, SXTIRA L, KA
YR Y R B B W, o ~SMAFR IR, 51K
ALLE, HMGB1 AbZH AN 5 'E Yy (oo i BH s 55 ,
a -SMAF KW/ ; SHMGB1 Ab4 L%, HMGB1 Ab
+ MSUZ 40 Mo e g% 5 B I S 1G5, o —~SMAZR IR
L, WL,
2.4 PASMCH'HMGB1 R ZHHafE 740 C B+ B mRNAFH
POF SNy

qRT-PCREGIZE R s, PUZHPASMCHHMGBI |
NLRP3 ., Caspase—1, GSDMD, IL-1f3 . IL-18 mRNA

HMGB1 Ab+MSUZH
H: a-SMA=a —FHNEIEF, DAPI=4", 6-_BKIE-2-2KJENE, HMGB1 Ab=miE BRI AE A ALK, MSU=S4NIKIRE: .
Bl ASUIPASMCH o ~SMAFRIA TS (FREZOLY (A, x 100)
Figure 1 Expression of a —=SMA in PASMC in each group

HMGB1 Ab#
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X RIBR L, ZRA%1¥E L (P<0.05) ;
H P KA ZHPASMCHHMGB1 . NLRP3 . Caspase—1 .
GSDMD. IL-1B . IL-18 mRNAKH X555 5 T % IR
4, ZREGIT¥EY (P<0.05) ; HMGB1 Ab4
PASMCH'HMGB1, NLRP3, Caspase-1, GSDMD
IL-18 . IL-18 mRNAAHXT R IXEALTIRAL], E7H
il X (P<0.05) ; HMGB1 Ab+MSUZPASMC
FPHMGB1., NLRP3. Caspase—1, GSDMD. IL-18 .
1L-18 mRNAAHXT ik S FHMGB1 Ab4l, 2R A450T
BN (P<0.05) , W2,
2.5 PASMCHTHMGB1 AL T-AHOC A% ik i
Western blotK g5 R B R, WHPASMC
HFHMGB1, NLRP3, Caspase—1. GSDMD ,
IL-18 . IL-18fHX FREE LI, ZRAGLII¥2EX
(P<0.05) ; HALAAHPASMCHHMGBI, NLRP3,
Caspase—1. GSDMD. IL-1B . IL-184HXf £ikEE T
YR, ZRAFEITFE X (P<0.05) ; HMGBI1 Ab
ZHPASMCH'HMGB1, NLRP3, Caspase—1, GSDMD
IL-1B . IL-18MX ik L TIREA, ERA5%IT
¥E Y (P<0.05) ; HMGB1 Ab+MSUZIPASMCH?
HMGB1., NLRP3, Caspase—-1, GSDMD, IL-13 .
IL-18HHXT A5 THMGB1 Ab4, ZSA4%01HFE X
(P<0.05) , W33, K2,
3 itig

PAHE S — T PERIAE OB, 0F At G

RO, AR R 2R A R RS PAH R A & Y
FEREE, KRR T m gk b & vk s gk 24 nT
O A, SR S kR T R, A 4
SRk iR Y . PASMCEA Wi FéT ko
ALV R A, AERE MR E S . IEEREAT,
PASMCAL FRE AR AL B, RI Ui Y5 i
B S R M A e S H, SO I A BEL T R
fEPASMC F WS4 AU ) A BRI AL, R84S 5 0 A 3
FERSHRE S, SIEAMMAS TS ' . o -SMAEPASMC
P4 250 1) B R AL BORR S 0 L N TR R PAHE
JE B KA RGR YT T %, R R HARES S PASMC
HALPIARINPAHA Y . ARAFFRLER B, RERET
PASMCHSHY . iTREAE I S 1, o —~SMAZE AW i
.

HMGB 12— Fh % fE7E I DNASS G- M, TE4F
o HLAE B R P A AR . HMGB1 AT DU IR SEEL
ZAANM B SRR, AEARSASE N T DL R e 40 i
AL FEBW ., MHMGBLIE A4S 23 (B, A%
52ZREs G, IE MBI T KRR 1Ah,
HMGB 1383 3 1 TR 5 2 Aok 4 S 4l 5,
7 AR AN TR, I e R Y
HET, KEMEEY, HMGBIJEPAHM &Rt &
FEEEVEN, HATGEEPAHRYISTEIRY TS
ZABINIZ: 1107 YR B MEP AP A HLER 25 100375 TP 6 3]
HMGB KT, & PLHMGB Ll i 3400 c—Jun B 3K

Table 2 Comparison of mRNA relative expression levels of HMGB1 and pyroptosis related factors in PASMC among the four groups

F2 U PASMCHHMGBI B AT AHOCHH FmRNAFHX FKik AR (x+5, n=3)

215 HMGB1 NLRP3 Caspase-1 GSDMD IL-1B IL-18
Xof B 1.00 + 0.06 1.00 +0.05 1.00 +0.06 1.00 + 0.06 1.00 + 0.05 1.00 +0.06
iR 1.86+0.19° 1.72+0.18" 1.79 £0.18" 2.24 +0.22° 2.30 £0.24° 1.84+0.18"
HMGB1 Ab# 1.16+0.11" 1.31+0.13" 1.35+0.13" 1.51+0.13" 0.98 +0.09" 1.01+0.10"
HMGB1 Ab+MSUZ 1.76 £0.11° 1.74£0.17° 1.76 +0.18" 2.05+021° 2.04+0.20° 1.80+0.17°

P 53.540 38.127 42394 78.643 95.701 60.228

Pl <0.001 <0.001 <0.001 <0.001 <0.001 <0.001

TE: HMGB1 Ab=@il B RIEE A 1 h AP, MSU=SRENIRMRER ; “FoR 5 IRAILIR, P<0.05; "FoRSMEL I, P<0.05; ‘Frs

HMGB1 Ab4 HL#%, P<0.05.

R3 PUZIPASMCTTHMGBI SN AT FHOCIN FHIXT A AR (x£5, n=3)
Table 3 Comparison of protein relative expression levels of HMGB1 and pyroptosis related factors in PASMC among the four groups

415 HMGBI NLRP3 Caspase—1 GSDMD IL-18 IL-18
XA 0.26 +0.03 0.08 = 0.01 0.19 £ 0.02 0.35+0.03 0.30 +0.03 0.28 +0.03
JlicE=ki| 0.94 +0.09" 0.76 +0.08" 0.83 +0.08" 1.10£0.12° 1.18 £0.13" 0.94 +0.09"

HMGB1 Ab#l 0.21 £0.02" 0.14 +0.01" 0.29 +0.03" 0.37 £0.04" 0.18 +0.02" 0.26 +0.03"
HMGB1 Ab+MSU4] 0.89 +0.08° 0.77 £ 0.08° 0.81 +0.08° 1.02 £0.10° 1.01£0.11° 0.92 +0.10°
Py 36.215 28.490 33.543 50.211 47.769 35.608
Pl <0.001 <0.001 <0.001 <0.001 <0.001 <0.001

T RN SRR HE, P<0.05; "FoR SIELL S, P<0.05; “F8 5HMGB1 AW HAS, P<0.05,



- 68 - Pract J Cardiac Cereb Pneum Vasc Dis  February 2024, Vol.32 No.2 hittp://www.syxnf.net

TNCBT e G o S—
NIRP3| | S e
Caspase—1 | -_-
GSDMD | w— - a—
T-15 | - — dm—
1-18
— R — e
CAPDH | (-
3 B DS O3
Qfé PN % Q7
3 & ST N
W >
A D
L
N

d: HMGBI=@ T BRI 11, NLRP3=H1F MR 4h 4 5 %
L F WA Z IR E 3, Caspase— 1=K ERE I /KMEFL,
GSDMD=gasdermin D, 1L-1B =K1, IL-18=1/%18.
B2 Western bloti LA PULLPASMCHHMGB 1K ANAE A T A FA1
Xk B IISDS-PAGEK]
Figure 2 Electrophoretic map of protein relative expression levels of

HMGBI1 and pyroptosis related factors in PASMC of four groups

Ui 4L 1T 2 A PASMC A AN BBk A B 48 B ( primary
arterial endothelial cell, PAEC ) AYIE%E , M5
BEM; ZHANGS ' BRI RY, HMGB LE s Py
o PR 07 355 S B R T AR HEPASMC I 34 5 M S
I % AR H SR T HMGB 1 6k 54— 2K 5L T B i
PN 3R 9 07 S RE A5 IR ZE PA HL AW HE Ji 5 L1451 RS 4
H, HMGB1A 3 MBI 2= 324K (receptor for
advanced glycation end products, RAGE ) ik nfi
HE T RGE RN, SO E DI RE AT, N T EAE
PEPAHRYAEIR . AWFFEESR R, MAHMGBI Ab4bEE
J5i, PASMCHESH . iIEMEEIFEIR, o -SMARIAHBI]E.
/b, RUTHMGB1 AbRERS IR T AIPASMC
W S51T% .

YR AR T RN A T T RIRSE R Al A AE TR K,
NLRP3RAE/NMASE N A E T RGN 7, Y
ASCHIEAEH, Z5:%ECaspase—1RIAIFAE i Caspase—1 4%,
BARR =, — T, PO I Caspase— 185 Y] GSDMD
JEIE .GSDMD-Nui b B, % Bt SRR 4 & 5 2k
WHIMLRE, JERCR MR T J—Jrm, BUGm

Caspase— e P2 R MR F1L-1 B FIL-181 il 5
W, MTTHRSERPEAM SRS, s deae e 2 . o
ROk, ETUNRAET- S S5PAHIIEHGE Ok L , 1
AR T PASMCAE T /K- BRI M lkPASMC
PR P PESE T ECA D (programmed death-ligand 1,
PD-1) A AR T, RN A £ 4L 22
I S PT A7 I I R A O i Sk R R B FE 1 (glioma-
associated oncogene family zinc finger 1, GLI1) S 3%
K, TIEGLIT AT 55 PASMCA T, BRI IMH PAH
HERBIEST "2 BURIR SR (I F R 5123 (kinesin
family member 23, KIF23 ) ATPIHIPASMCAE T F3 7 ,
HET P AH P S bR T L A 0 5 AR R AL
MAFRE Sy 2 . AR R, HMGB1 AbAT L
HPASMCH'HMGB1 . NLRP3. Caspase—-1. GSDMD.
IL-18 . IL-18 mRNA K H & X FLE, N
HMGB1 Ab#IL A5 R BIPASMC R % 178 5 iE % 1Y
fEFTRE S AT 6. b T i — 51k
— I, R FINLRP3 48 5E /MA 38 3h 71 MSU 4k B
PASMC, Z5F 47K, PASMCHEGSE . TR e 1 A BT+
., a-SMAFEIEI@IE, FFHMGB1, NLRP3,
Caspase—1, GSDMD, IL-1B . IL-18 mRNA K H.Z& (14
NP IA TR, BENHMGB1 A 3k 417 4 i £5 1Sk 41
HIML AR FHIPASMC S 5 51T H%
4 Zig

ZE Lk, HMGB1 SRR TPASMCHE G . iF
PG, HMGB1 AbBEGEN LA S R AIPASMC R 5
WA ST, ZEHS M A eET- A e, Xl
PAHAIGI TR S . (HARBFFA AN /K IS
THMGBIXHMELCIR A FPASMCHIS. I, MIHMGB1Z: 5
PAHK A & R BARDLEI A € 2 BB, HMGB1 Abfg
TTE A P 38 2 0361 P A SMC 53 45 186 5 A0 3 % I A 35 il 1fn.
GRG0

TR, i, XEFATLEHHE LT

Fobit | FAERATHR 4 Ak TAT AT, A
. ¥, PRARTRIEE, RitFLE; K=
e LaEIT, AT FHRFEHATR, HLFE
W BEEE,
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