« 814 - WMIESF 2024 F6 A % 36 %% 64 Med ] West China,June 2024, Vol. 36,No. 6

- itE -

2 B B 3 Ak B 4T 44 40 B Piezol i & 18 1T i {kp38-MAPK
(Rt IL-6 9 ihiF K Mz ks EMFR

WKz IF R
CIEFO R B B B i B 7 B dE 5 100076)

[HEY B AR KR 30 Bk 4 4 20 I 38 3 MU AR Plezol 1838 5 11L-6 43k 49 % % , 9 #7 Piezol i i £ M 3)
Bk & B (PAHD R Rt A2 b a9 4 A LA . FiE Al B R 3 ik KBRS SD K KA 30 Bk 28 22 5F 5 3 35 R A 3 Bk R ¢F 4 tm
B mp sy A RAAART AR RART I H 2% 4£ 12 dyn/em® 48 FTERAKRT A MM 24 h, 3+ B4R
AR SN 4k 22 5 F) ) Western blot = PCR 3 K 4 5 # | x4 B2 28 o 574K 37 b7 /7 28 20 B2 Piezol & & #= mRNA K F ;45 Af 3 Bk
FREF YR 4 ) PBS 41 . Yodal 41 4= Yodal +Dookul 413 4 %] Am A 10 uM PBS.Yodal # Yodal + Dookul ¥k 24 h,
24 h JE A A #ml X8 m fe 11-6 & & #= mRNA K F ;R Yodal 28 %8 f6 5 4 PBS 21, ERK #7 #) 7 20 JNK 47 ) 7] 20 A=
p38MAPK 4 #) 7] 28 4 %] #m A PBS,ERK 4 %] #] (PD98059,10 M) .JNK #p %] #] (SP600125,10 uM) = p38 MAPK 4 1
# (SB203580,5 uM) , 3% % 24 h &t 1L-6 mRNA K F ;£ PBS 48, Yodal 48 %= Yodal +Dookul #8 #m it 3 47 3¢ 52 4L 32
10 min /& ¥l B 82 1k p38 MAPK B @ K-F., R ARIH BEHF XA IRAR LT %M ;12 dyn/cm’® FAKT 9 4 3135
¥R 24 h B M T BAAKRT mhmmie ¥ Piezol & @ F mRNA K -F 35 8 F 4% (P<0.05), PBS 4, Yodal 41
#= Yodal +Dookul #B4m 32z 7% 24 h & . 484 F PBS 284 Yodal+Dookul %41, Yodal 41 %m it 1L-6 & & #= mRNA K -F 3
B 3% 3 (P<<0.05),484 F PBS 41, Yodal +Dookul %1 %5 f& 1L-6 & & fo mRNA K F £ F R4t 5 & L (P>0.05), 48
& F PBS 41 \ERK 7] % 40 JNK #7720, p38 MAPK #p ) 7 40 IL-6 mRNA 7R -F 5 2] 3p 4] o 2 3 B A% (P<C0. 05),
12 PBS 28 . ERK #p %) 1 28 4= JNK 4 %) % 28 IL-6 mRNA /K -F % #4830 £ 55 3) £ 43t F & L (P>0.05), PBS 28, Yodal
28 #» Yodal+Dookul %148 Ji 3% 7 10 min J& & 2085 B2 4L p38 MAPK K- £ 7,484 F PBS 41, Yodal #405% 8 1k p38 K -F
B # & (P<0.05) .M Yodal +Dookul 4088 1L p38 K-F £ F B4it 5 & L(P>0.05) ., &if ©¥ NIRRT 0H K
T ST L3R S i A 3l Bk R 4 4 4m 8 Piezol ¥ R R L A-F Ca®t R R EAL p38 MAPK i %48 it 11-6 44 -k, — & F 8
FEB etk PAH #42,

[X@EiAY Mk E E; o F E B ;4 %2800 ; Piezol s G @M% -6

[FESEE] R544.17°6 [Z#kfrEB] A DOI.10. 3969/j. issn. 1672-3511. 2024. 06. 006

The activated pulmonary artery fibroblast Piezol induce pulmonary arterial
hypertension by activating p38-MAPK and promote IL-6 secretion
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(Cadre Medical Department , Beijing Aerospace General Hospital , Beijing 100076, China)

[Abstract] Objective To explore the relationship between Piezol and I1L.-6 secretion in rat pulmonary artery fibro-
blasts and clarify the mechanism of Piezol channel in the development of pulmonary arterial hypertension. Methods Pul-
monary artery tissue of adult SD rats was obtained and pulmonary artery fibroblasts were isolated and cultured through
tissue block method. The cells were divided into control group and fluid shear force group. The fluid shear force system
was used to culture the fluid shear force group cells for 24h under the condition of 12dyn/em?, and no additional treat-

ment was done in the control group. The levels of Piezol protein and mRNA in the control group and the fluid shear force
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group were detected by Western blot and PCR. Pulmonary artery fibroblasts was divided into the PBS group, Yodal and
Yodal+Dookul group, and add 10 ;M PBS, Yodal and Yodal+Dookul respectively. After 24 hours of cultivation, the
1L-6 protein and mRNA level in each group was measured; Yodal group cell was divided into four groups and PBS (10
pD s ERK inhibitor (PD98059, 10 M), JNK inhibitor (SP600125, 10 xM)and p38 MAPK inhibitor (SB203580, 5 M),
and the IL.-6 mRNA level was measured 24h after the treatment. The level of p-p38 MAPK protein was detected in PBS
group, Yodal group and Yodal+Dookul group 10min after the treatment. Results Pulmonary artery fibroblasts were i-
solated and cultured successfully. After a 24h culture in 12dyn/cm? fluid shear force condition, both Piezol protein and
mRNA levels were significantly increased in the fluid shear force group compared with the control group (P <C0. 05). Af-
ter a 24h cell culture in PBS group, Yodal group and Yodal + Dookul group, IL-6 protein and mRNA levels in Yodal
group were significantly increased compared with PBS group and Yodal + Dookul group (P <<0.05). However, there
were no significant differences in IL-6 protein and mRNA levels in Yodal +Dookul group compared with PBS group (P >
0.05). PBS, ERK inhibitor, JNK inhibitor and p38 MAPK inhibitor were added into Yodal group and cultured for 24h.
Compared with PBS, ERK inhibitor and JNK inhibitor groups, IL-6 mRNA level in the p38 MAPK inhibitor group was
inhibited and significantly decreased (P <C0.05). However, there was no significant difference in 1L.-6 mRNA level be-
tween PBS group, ERK inhibitor group and JNK inhibitor group (P >0.05). Phosphorylated p38 MAPK level in PBS
group, Yodal group and Yodal+Dookul group showed that compared with the PBS group, the phosphorylated p38 level
in Yodal group was significantly higher than that in PBS group (P <C0.05), and there was no significant difference in
phosphorylated p38 in Yodal-+Dookul group (P >0.05). Conclusion The expression of Piezol can be up-regulated and

activated in pulmonary artery fibroblasts, bring a Ca’" flow and activating the p38 MAPK pathway, to promote IL-6 se-

cretion. It leads to vascular remodeling and accelerate the process of pulmonary hypertension.
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Figure 1 Pulmonary arterial fibroblasts climb out from the pulmonary

tissue fragments under the microscope
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Figure 2 Expression of Piezol in pulmonary artery fibroblasts in control group and fluid shear force group
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Figure 4 The activated Piezol regulates the level of 1L-6 through p38-MAPK pathway
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