498 B 472 s K224, 2025,47(6) http : //aammt. tmmu. edu. cn

DOI: 10. 16016/j. 2097-0927. 202502051

HEIE T TAZ-H2A. Z A H2A. Z & BUn R it i i b Rz 4 e 1 58 B9 A 32

kPR F, G SAE M B REEE KRGS SRR K R R R 2 R A B O,
B 5 v N IR 6 B 5 S A P 90 1 I [k M BB, L 3 PH i 4222 I k2 (5 = 7218 K2 ) o — g EE e
B EE 2L TR

(WZE] HM AR B 7EE T 5 33006 I (ranscriptional coactivator with PDZ-binding
motif, TAZ) 52 11 H2A (histone H2A , H2A) 1Yy —FP 2 25 AR /K H2A. 7, 72 B 05 T 19 il 1 )5 18 52
HFE R B e AL . i R B R (5 800 m) AL FE 4 d 5 , K /)N BBk SEU M3 40 A 80  fili 2
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Hypoxia promotes proliferation of alveolar epithelial cells by regulating chromatin

H2A. Z deposition through TAZ-H2A. Z axis
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[Abstract] Objective To explore the role and underlying mechanism of the transcriptional
coactivator with PDZ-binding motif (TAZ) and a histone variant of acute histone H2A (H2A. Z) in the repair of
hypoxia-induced lung injury. Methods A mouse model of hypoxic lung injury was established by being
placed in a hypoxia chamber (simulating an altitude of 5 800 m) for 4 d. HE staining was used to observe the
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severity of lung injury. A hypoxia model of murine alveolar epithelial cells (murine lung epithelial-12,
MLE12) was constructed by treating the cells in a hypoxia workstation (1%0, concentration) for 24 h. Western
blotting was employed to detect TAZ expression. The proliferation of alveolar epithelial cells (AECs) was
evaluated by CCK-8 assay. Co-immunoprecipitation (Co-IP) assay was utilized to verify the interaction
between TAZ and H2A. Z. CUT&Tag sequencing was performed to determine the effect of TAZ on the
chromatin deposition of H2A. Z. Results Hypoxia significantly induced alveolar atrophy and inflammatory
infiltration in mouse lung tissues(P<0.01). Hypoxia significantly up-regulated the protein level of TAZ in
MLEI12 cells (P<0. 05). CCK-8 assay showed that knockdown of TAZ significantly reduced the proliferative
capacity of AECs (P<0.01). Co-IP assay confirmed the physical interaction between TAZ and H2A. Z.
CUT&Tag sequencing revealed that hypoxia promoted the deposition of H2A. Z on chromatin (31 817 peaks
under normoxia, 44 078 peaks under hypoxia), which was partially reversed by TAZ knockdown (37 840
peaks). Conclusion Hypoxia significantly up-regulates the expression of TAZ, which combines with H2A. Z

and promotes the deposition of H2A. Z on chromatin, thus enhancing the proliferation of AECs in response to

hypoxic injury.
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R INBR BB 1Y SR WSS e PR IS Tk
Yo BT E AR . EIRCE 1 dJE, BB TN
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(Bio-Rad) #E474A MR . i FH Image J X 557 E4 7047 o
1.5 @mfedg et /pml 2

P B A MLE12 40 LA 2 000 /~/4L 41 fifd i) 2 B
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