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Decreased miR-302e expression in monocytes of patients with primary biliary cirrhosis and its significance
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[Abstract] Objective To investigate the role of miR-302e in the pathogenesis of primary biliary cirrhosis (PBC).
Methods The relative expression levels of miR-302e in T cells (CD3% ), B cells (CD19") and monocyte (CD147 ) of 10 healthy
controls and 12 PBC patients were detected by RT-PCR. The THP-1 cells transfected with miR-302e mimics or inhibitors and
the monocytes from PBC patients and healthy controls were treated with 100 ng/ml bacteria lipopolysaccharide (LPS). Twenty-
four hours later. the concentrations of 11.-6 and TNF-q in the culture medium were measured by ELISA. Results The
monocytes of PBC patients had a significantly lower miR-302e expression compared to those of healthy controls (P<C0.01).
miR-302e inhibitors significantly enhanced the production of 11.-6 and TNF-o in THP-1 cells exposed to LPS, and miR-302e
mimics significantly decreased their production (P<C0. 05). When treated with LPS, the monocytes from PBC patients produced
significantly more 1L.-6 and TNF-a compared to those from healthy controls (P <C0. 05). Conclusion Decreased miR-302e
expression in monocytes of PBC patients may enhance 1L-6 and TNF-a production and thus participate in the pathogenesis of
PBC.
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Tab 1 Clinical characteristics of the subjects

PBC patients  Healthy controls

(n=12) (n=10) P value
Age(year) 45.346.4 46, 445.0 0. 88
Gender(male/ female) 2/10 3/7 0.62
AST z/(IU - L™ 1) 110£53 2011 <C0.01
ALT zp/(IU « L™H 10026 1949 <20. 01
GGT z5/(QIU « L7H) 3164139 21+38 <0.01
ALP z3/(IU « L™ 1) 209445 2244 <0.01
TBIL z/(IU « L™ 1) 89418 20%5 <C0.01

ALT: Alanine aminotransaminase; AST: Aspartate aminotrans-
ferase; GGT: Gamma-glutamyl transpeptidase; ALP: Alkaline phos-

phatase; TBIL: Total bilirubin
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Tab 2 Primers for miR-302e and internal control

- . o
Gene Primer(5'—3")

miR-302e Forward: CTCATCGCATAAGTGCTTCCAT

Reverse: TATCGTTGTTCTCGACTCCTTCAC

U6 Forward: ATTGGAACGATACAGAGAAGATT
Reverse: GGAACGCTTCACGAATTTG
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W Healthy control
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Relative expression of miR-302a
=

0
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1 PBC B2&E BiZMM M miR-302e R i% &R
Fig 1 Decreased miR-302e expression in PBC patients
A and B: The relative expression of miR-302¢ in PBMCs, T cells(CD3" ), B cells(CD197) and monocytes(CD14") from PBC patients and

healthy controls were analyzed by RT-PCR; C: As control, the relative expression of miR-302a in T cells(CD37), B cells(CD19") and mono-

cytes(CD14) from PBC patients and healthy controls. * P<C0. 05, * * P<C0.01; n=12 for PBC patients, n=10 for healthy controls, =+
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B 2 miR-302¢ 7@ T LPS S THP-1 M %E M & ERFHEEN
Fig 2 miR-302e negatively regulated IL-6 and TNF-a production triggered by LPS

A THP-1 cells were transfected with control mimics or miR-302e mimics, control inhibitor or miR-302e inhibitor at a final concentration of 10

nmol/L. After 48 h, miR-302e expression was measured by RT-PCR. B: THP-1 cells described in A were transfected with control mimics or

miR-302e mimics, control inhibitor or miR-302e inhibitor. After 48 h, the cells were treated with LPS at concentration of 100 ng/ml. The con-

centrations of IL-6 and TNF-o were measured by ELISA in culture medium. * P<Z0. 05, * * P<(0.01; n=3, ¥ *ts
R - ) 30 #
o 1500
é ol F AWF5E &I miR-302e 7£ PBC &3 1Y 504 4 i
< 3 W B AIG L T 5 HC TRV 9 miR-302a (1 22 4 0
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Time after LPS stimulaion A I 2 4G A L 0 B 6 ) B T A
1500 ¢ S ISR A 4 A SR 2R 00 5 A 1 B S M
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B RAEIHF T1-6 B TNF-a, 1 A 45 2 e S0 19
0 24

Time after LPS stimulation #/h

B 3 PBC EFEBZAME LPS
RIMBERME S K IL-6, TNF-a
Fig 3 Monocytes from PBC patients produced more IL-6
and TNF-a compared with those from healthy controls
** P<<001; n=3, x%s
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