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[HBZE] HNY 4878 siRNA JUERTHE 2B L5 F2E 1 (alpha tubulin acetyltransferase 1,0-TAT1) X}
JH i35 AE (hepatopulmonary syndrome, HPS) tfv N K 4 M iE 447 A RS20, Jjik Ji a7 2 800 I
Tabula Muris 73 H7 i 412325 4O AF «-TATL (93R35. 24 HUEPE SD Rk BRBEAL R 7 2 12 70 g 4 IR
2 (Sham 2 ,n=6) JHAELFLAH (HPS 4 ,n=18) . IEHSTEH 2.4 J 23 5 B0kF HPS 20K B, id i S
I E LRI 2 JE A 4 J5 HPS RIS A B 4 o-TATT k7K 284k . gk Sham I HPS K
BRI Y5 A BN B Ik I 45 PN 2 40 JifS ( human umbilical vein endothelial cells, HUVECs) 12 h 124 h, 2 )5
#E47/V3F RNA (small interfering RNA | siRNA) T4 5255, 434 Sham [f1 35 +siRNA NC ZH . Sham [fi i +
siRNA o-TAT1 21, HPS [fi. i +siRNA NC Z1, HPS [fi {5 +siRNA o-TAT1 4], Western blot £l % 41
HUVECs H1 o-TAT1 ,Ace-a-tubulin F3R7K-F-284 s 9 AR & A 1A% 15 (10 wmol/ L) TiAL B 5
HUVECs H' a-Tubulin fU8 85 /K-, VAl G381 45 14 A% 1 5 40 S0 R S5 90 6 5 40 6 928 20 D WL 43¢
HUVECs HY40ETA% BE 1 Al R BAAR B € . ARSI A SE B ksl HUVECs UM RE 1. 858 KN
FARSNSE GG W] HPS o Jifi fi 8 N B2 40 o-TATT 323k S E 38 M (P< 0.01) o siRNA o-TAT1 T4 41
o-TAT1 F1 Ace-a-tubulin FAEHNEE TR, HE R EM55(P< 0.01), 54b,siRNA o-TATI T3
2 GM130 FRic i i 7R HE A TEAZ A A 5 By 1] 1 204 LU IR AT, BT RS RE ) T & (P< 0.01)  [A]
I 0L BE M 26 7K (i 0805 ( P<0. 01) o 518 ULER «-TAT1 AT 35 HPS Py B 4 i i 7%
MAERE ST, HAIL ] 5 98055 U AR PEAT K o
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[ Abstract | Objective  To investigate the effect of silencing alpha tubulin acetyltransferase 1
(a-TAT1) on migration behavior of endothelial cells induced by hepatopulmonary syndrome ( HPS).
Methods Online database Tabula Muris was used to analyze the expression of a-TAT1 in various cell subsets
in the lungs. Twenty-four male SD rats were randomly divided into control group ( Sham group, n=6) and
common bile duct ligation group (HPS group, n=18). The rats in HPS group were euthanasized at 2 and 4
weeks after modelling, and then the expression of a-TAT1 in pulmonary vascular endothelial cells was detected

by immunofluorescence colocalization. The sera from the Sham and HPS rats were used to stimulate human

umbilical vein endothelial cells (HUVECs) for 12 and 24 h, respectively. Then the obtained HUVECs were
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divided into 4 groups: Sham serum + siRNA NC group, Sham serum + siRNA o-TAT1 group, HPS serum+
siRNA NC group, HPS serum + siRNA «-TAT1 group. The expression levels of a-TAT1 and Ace-a-tubulin in
HUVECs were detected by Western blotting. Immunofluorescence assay was applied to observe the levels of
polymerized microtubules of a-Tubulin in HUVECs after nocodazole (10 wmol/L) pretreatment to evaluate the
stability of microtubule structure. Cell scratch assay combined with cell immunofluorescence assay was
employed to observe the nuclear localization of Golgi apparatus and cell migration ability of HUVECs. The
angiogenesis ability of HUVECs was tested by in wvitro angiogenesis test. Results In wvivo and in witro
experiments showed that the expression of a-TAT1 in endothelial cells was significantly increased after HPS
inducement. The expression levels of a-TAT1 and Ace-a-tubulin were significantly down-regulated, and the
stability of microtubules was weakened in the siRNA «-TAT1 interference group (P<0.01). In addition, the
distribution of GM130 labeled Golgi apparatus in the protrusion of HUVECs was down-regulated in the siRNA
o-TAT1 interference group, as well as the migration ability (P<0.01). And the length of angiogenesis and
network level were also significantly declined ( P<0.01). Conclusion Silencing o-TAT1 reduces the

migration and angiogenesis of endothelial cells in HPS, which was associated with weakened stabilization of

http : //aammt. tmmu. edu. cn

microtubule.
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TCHAR AT ALY T . Western blot {71 £ 1 F X
FRAIR AW A 7] 5 v 75 3K e F 36 [ MedChemexpress
AT o-TAT1-siRNA (siRNA NC T 0 4 A 3
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RABRAF
1.3 KRR E 4 ILEA (common bile duct ligation,
CBDL)

HPS Ytk CBDL kA4t , KRR 7R 44 4t
HI 1 d B EFEf AR B YR B SE 5 2% ~ 3% L et AT
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M, HAR I 4 CRl i, B2 MG 78500 i, 250
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1.5 HE F&MERMALHE
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HE Juft SGEET A IR, 32817 04 o
1.6 T3 B Fo e 5 AT A 3k

o-TAT1 A 5 H 4 Jid 5% 55 21 %54 >k U5 F Tabula
Muris 3, i FITEZR 5347 W 33k (hitps ; //tabula-muris.
ds. czbiohub. org/ ) T 2 fili 4 21K B 5 47 3 R e 3k 4y
o
1.7 fmppssFp it

7 HUVECs 400, | ECM 3537, NS 1% N
A AR R 1% WL R 10% 1) s 4 1, 37 °C .
5% COMEIRYEFE . WX FE K I HUVECs 4 Jifd
FHERN T 6 FLAR (Western blot SZ5 ) 535 T35 E A 40 il
€1 12 FLIG TR (A0 S e OGS 50 ) H, dk e 1
SRR I BE 210 i A 3l S5 w1 B 50% ~ 60% B it AT %
Yeo ZAHES K 4 41: Sham [f1 & +siRNA NC 4] . Sham
Ifi7f +siRNA «-TAT1 2 HPS [ +siRNA NC 2 .HPS
M5 +siRNA o-TAT1 41, siRNA %5 Y P fE P 43z 5t 5
UL AT, o YURCRAGIN 43 2H 0 siIRNA X 20
(S-NC) .1 2 «-TAT1 F-4£ RNA(S-1#) .2 & «-TAT1 T
3t RNA(S-2#) 3 2 o-TAT1 T4 RNA(S-3#) . fEyest
WFARELE IR G 57 6 h, s 55 LI dh 2L % 57 . A
MU gL )5 48 h FEA7 )5 B2 0 5, A S R SE I | iy AR Ak
PR LT RSP LA S5
1.8 ZmApaR| IR 5
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VAN 3 YK, SR 1% MG S SR 5. Krdn i A
37 C 5% CO, $EFeFaHEFR . 24 h UL 40, B T
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1.9 ZRRALFE
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4% Z2 5 W I AT IR U 1 2 R B U PR Aree At i P 23 €, 25
B, SBCEL Il JUFE , 20k 252 3R 1 TE 4% 22 3¢ WY I AT A1 [ 5
24 h, MR BE DK S AT KGR o VIR TE SR T
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AN e U 12 fLHR, R B 7 56, PBS ¥
UE 3 U, HEAT BB AN B AT AR B, S bt N a-Tubulin 54
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2.2 HPSEEA M

ARG R FHZ ML) CBDL k44 1t HPS #8584  Jifi
HE et 25 F 45755, A H Sham 44,2 J& HPS 25 A] Ui fifi
Y[ G B, i 1) o P T L 98 4 v i) , 8 it v
[P 2L, 4 J& HPS 2H i o 1] i 14 56, 55 He &8 43 i 6
U, it ) o DA 23, Mo e s R i el 1] o 37 R DR dt R
YU o Sk oA 2 SR 4278, 2 J& HPS Fi 4 JA]
HPS J5 I 4853 £ (PaO, ) 1 2 F B (P<0.01) , 3R UK R
SRR ARUMLE , A E 45 R38R HPS @ o (1 2) o
2.3 HPS X S Mg N Z P o-TATL 69 KL

TER Y S e 9 i 45 R 3R WY, A L Sham 4,
2 i 70 4 J& HPS 2 v CD31 A% A K2 41 Bl -TATI
FA) eIk it B 2 1S 0, 2 R () 9 M 1 = (P <0. 01,
3A) o SRAMKRS A M ALY B ] 7% 10% Sham [fiL 15 1
10% HPS [ ECM 135340 %1 n %] HUVECs
1:3% 0.12.24 h( K] 3B) , Western blot 45 5 i 75, #H L
Sham # , HPS 41 1ML 7% Al LAk HUVECs '} o-TAT1 3
ik, A TR = (P<0. 01, & 3C) o 4554
W2 2 HaH o-TATL 7E HPS g B3 3235 K73
151, A REZ HPS g B 1 48758 A= v i 3 e 240 ff it
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H T BAE o-TATL S 5 G852 0 HPS [ 75 75 5 1)
HUVECs -850 , %l siRNA 7 ik o-TAT1
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