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K27 +3) g, B R R KA Bl W S 46 e 4
it ARUEFR LR 57 , SPF 951 -

1.2 FERF UCHLL HrF kR # 7 LDN57444
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AKTI CGCTTCTTTGCCAACATCGT ACACTCCATGCTGTCATCTTGA
PI3KCA GACCTGCACATGCTCTCCTT TGACCTCAGCAGAGGGACTTA
UCHALL CGGCCCAGCATGAAAACTTC TTATTGGCCACTGCGTGGAT

Collal CCCAGCGGTGGTTATGACTT TCGATCCAGTACTCTCCGCT

IkB CTCAAGAAGGAGCGGTTGGT CCAAGTGCAGGAACGAGTCT
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2.5 Western blot #&il|Z5 8  Western blot 455 i
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LU L b S, 2 BUIA p65 Bk A I 1gG Hit
RDLVE S 1T PCR E 0 #T , (5 | 8 35 6 5 AR TR
kB 454 o7 /5 ( KBS1 #1 KBS2) 9 UCHALL J3 3 T
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REXT O MLEF AL i A XA B R X, UCHALL 1924
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Effect of inhibiting ubiquitin carboxyl-terminal

hydrolase .1 on myocardial fibrosis in mice
Gong Zheng,Ma Likun, Ye Qing, et al
( Dept of Cardiology , The Affiliated Provincial Hospital of Anhui Medical University , Hefei 230001)

Abstract Objective To investigate the role of ubiquitin carboxyl-terminal hydrolase 1.1 ( UCHLI1) in the occur—
rence and development of myocardial fibrosis in a mouse model. Methods Male mice ( n =6 per group) were con—
tinuously perfused with angiotensin IT ( Ang II) for 14 days to establish a mouse myocardial fibrosis model. UCHLI
specific inhibitor LDN57444 was injected intraperitoneally into these mice. Blood pressure was measured at the
tail. The change in cardiac structure was evaluated by M-mode echocardiography. The severity of myocardial fibro—
sis was assessed after sirius red staining. The primary mouse myocardial fibroblasts were randomly divided into 3
groups: control group, P group ( PDGF-DD) and PL group ( PDGF-DD + LDN57444). The mRNA and protein
expressions were detected by gqRT-PCR and Western blot. Results Compared with the control group,the mean sys—
tolic pressure increased significantly and the cardiac structure and function changed in the animals treated with Ang
II. Treatment with UCHLI specific inhibitor LDN57444 could significantly inhibit the above Ang I1-induced effects,
and the severity of myocardial fibrosis decreased markedly. The mRNA expression of type I collagen in the PL group
was markedly lower than that in the P group,the mRNA expression of UCH-L1 in the P and PL groups was signifi—
cantly higher than that in the control. The protein expression levels of PDGFRB/pPDGFRB, UCH L1, pRb/Rb,
and Col [ in the P group was significantly higher than those in the control group , the protein expression levels of
PDGFRB/pPDGFRB, Col I and pRb/Rb in the PL group was markedly lower than those in the P group. Chroma-—
tin immunoprecipitation assay confirmed NF—+«B regulated the transcription of downstream UCH-L1. Conclusion
UCH-1 is involved in the regulation of mouse cardiac fibroblasts proliferation. In this process, the
PI3K/AKT/NF-«B pathway regulates the expression of UCH-LL1 and then regulates downstream Rb protein expres—
sion , which subsequently regulates the cell cycle to affect the proliferation of cardiac fibroblasts. Inhibiting UCH-L1
can reduce myocardial fibrosis in mice.
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