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MicroRNA- 138 regulates cell adhesion- mediated drug resistance phenotype by targeting SGTA in
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[Abstract] Objective To analyze the effects of miR-138 on the expression of small glutamine-
rich TPR-containing protein A (SGTA) and cell adhesion-mediated drug resistance (CAM-DR) phenotype
in non- Hodgkin's lymphoma (NHL). Methods The adhesion model was constructed using fibronectin
(FN) or bone marrow stromal cells HS-5. The effect of miR-138 on the expression of SGTA was analyzed
by Western blotting and RQ-PCR. Dual-luciferase assays were performed to probe the effects of miR-138
on SGTA 3' UTR activities. Subsequently, we investigated the effect of miR-138 on cell cycle, adhesion
ability and CAM-DR. Moreover, the correlation between miR-138 expression and therapeutic response was
analyzed in 35 paraffin-embedded diffuse large B cell lymphoma samples. Results Our data showed that
adhesion of NHL cells to FN or HS-5 cells significantly increased miR- 138 expression (P <0.05).
Knockdown of miR- 138 markedly increased the protein (all P <0.05) but not for mRNA (all P>0.05)
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levels of SGTA in NHL cell. The luciferase activity of SGTA 3' UTR was significantly suppressed by
miR-138 transfected cells (0.73+0.03 vs 1.00+0.02, 1= 0.914, P=0.002). No change in terms of reporter
activity was observed in SGTA 3'UTR mutant transfected cells (0.93+0.04 vs 1.00+0.02, t=1.375, P=
0.241). Also we found that ectopic expression of miR-138 significantly induced cell cycle arrest at G, phase
in both suspension and adherent cells (all P <0.05). Knockdown of miR-138 had no effect on cell adhesion
ability (all P> 0.05). More importantly, in suspension cells, knockdown of miR-138 significantly decreased
the percentage of doxorubicin-induced cell death. However, knockdown of miR-138 dramatically increased
the percentage of doxorubicin-induced cell death in FN/HS- 5-adherent cells. Furthermore, the miR- 138
expression was significantly higher in patients with progression of disease/stable disease than those
experiencing complete response/partial response (9.72 £ 1.11 vs 3.06 £ 0.22, r=9.144, P<0.001).
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Conclusion MiR- 138 promoted CAM- DR phenotype through cell adhesion- mediated SGTA down-

regulation and cell cycle arrest.

[Key words] Non- Hodgkin's lymphoma; Cell adhesion- mediated drug resistance; Micro

RNAs; SGTA
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JIA Daudi 5% OCI-Ly8 #k L 4l , 4k 228557 4 ~ 6 h
Je AU T B8 200

2. 2 0 & BRI 5E : Daudi, OCI-Ly8 4 fifd 5 7%
FrFRE S FN/HS-5 4O FER 35557 6 h, Z2BRARZER 20
)5, FHPBS BEU4& 2 U5 A 5 umol/L 55 # 4 Z i
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8. RQ-PCR {1l miR-138 52 SGTA mRNA ik
KA LA U6 i NS, K I miR-138 (1) 3k 5 LU
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138 f4) 28 35 7K 558 Lv-Ctrl J& YL 4 B B T % (Daudi

8 m— —= [ sus
. B FN

H gs-5

4 F

miR- 1384} F ik K-

DaudiZ#ifi OCI-Ly84ifitl

Sus : I L9 20 MR 7 15 5% 5 PN bk P09 4 M 5 PN B 5 3% s HS-5:

R ELR A A HS-5 AR RE 3% 5 *P < 0.05, %P < 0.01

B 1 bk LR A0 S AT % AR A (FN) 5% HS-5 20 it 26 B 355 3% X
miR-138 FIK M FZ M (5L T AT 390



FAE MR A2 2018 458 H 539 %55 8  Chin J Hematol, August 2018, Vol. 39, No. 8 <671-

£1 miR-138 5 SGTA AYL5A 75,

7| e B

SGTA 3'UTR Mut
SGTA 3'UTR (position: 235-241)
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4844 ; Lv-shmiR : miR-138 T {18955 2 45 14
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PETTPR T AHSCER I A2k M AR T, o evyes 20
LB A AE L3S A o Horbr, AR G B 5 1 p27°!
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