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Abstract: Objective To investigate the expression of long non-coding RNA (IncRNA) Linc00638 in rheumatoid arthritis (RA) and
its regulatory role in inflammation and oxidative stress of synovial fibroblasts in RA patients (RA-FLS). Methods Peripheral
blood mononuclear cells (PBMCs) were collected from 20 healthy individuals and 35 RA patients for detecting the expression of
Linc00638 using RT-qPCR to analyze the correlation of Linc00638 expression with the clinical indicators of RA patients. A
Linc00638 overexpression plasmid and siRNA targeting Linc00638 were transfected into RA-FLS, and the changes in cell
viability was observed using CCKS8 assay; the changes in the expression levels of interleukin-4 (IL-4), IL-6, reactive oxygen
species (ROS) and superoxide dismutase (SOD) in the supernatant were detected using ELISA. Results Compared with the
healthy control subjects, RA patients had significantly increased ESR, CRP, RF, anti-CCP, IgA, and C4 levels (P<0.05) and
significantly decreased Linc00638 expression in the PBMCs (P<0.01). The area under the receiver-operating characteristic (ROC)
curve of Linc00638 was 91.86% with the best cut-off value of 0.74 for diagnosis of RA. Spearman correlation analysis showed
that Linc00638 expression level was negatively correlated with age, course of disease, DAS28, ESR, CRP, RF and anti-CCP, and

s HEA:2021-03-17

ESTE B0 E R SR b BE 25 AR A 5T T LT
(2018YFC1705204) ; [E5¢ ISR F12£ 5645 (81973655,82074373) s |El I 4A 1
AFIE4:(82004102)  ZRUE AL HNRIEIEET H (GXXT-2020-025) ; 2444 H
FERIT A IR MR AT (201904b11020011) s BB B R FThE
TAEHEATTH (2018jyxm1068) s ZEE 24 X IE T AE= i H (h
B2 R JRA[2018] 1175 s e E R B2 BT AA I 5 (s 2 A
HPR[2019]128 5 ) s LA B WIS ST AT H (201904207020004) ;
GAHE P E PRI ISR ST R BT A L2 (2016080503B04 1) 5 %
HAEES 124 115" REHTRIBA(BEAA TN201911 5 ) s s FARBIF A3
4:(2008085QH386) ; W e Baf 2 i H 5 K% (2020xayx 10)

Supported by National Natural Science Foundation of China (81973655,
82074373).

YEEEIA PMERK AR 5T/E  E-mail: 1007900836@qq.com
SRS X i, 2802, 1A 200, FAREEIT, E-mail: livjianahzy@126.

com

positively correlated with IL-4 and SOD levels (P<0.05).
Association rule analysis showed that a decreased
Linc00638 expression was strongly correlated with an
increase of age (>60 years), a longer disease course (>10
years), elevated levels of ESR, RF and anti-CCP, and
decreased levels of IL-4 and SOD. In RA-FLS, over-
expression of Linc00638 significantly inhibited while
Linc00638 interference obviously enhanced the cell
viability. Over-expression of Linc00638 also signi-
ficantly increased the levels of IL-4 and SOD (P<0.05)
and decreased the expressions of IL-6 and ROS (P<0.05),
while interference of Linc00638 produced the opposite
effects in the cells (P<0.05). Conclusion RA patients
have low expression levels of Linc00638, which may
participate in disease progression by regulating
inflammation and oxidative stress.
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Fig.1 Expression of Linc00638 in PBMCs of RA patients. A: The expression of Linc00638 in
PBMCs from RA patients was decreased (***P<0.001 vs HC). B: ROC curve analysis of

Linc00638 for diagnosis of RA.
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Fig.2 Detection of inflammatory factors and oxidative stress indicators by ELISA. A: IL-4 was lowly expressed in PBMCs of
RA patients. B: IL-6 was highly expressed in PBMCs of RA patients. C: ROS was highly expressed in PBMCs of RA patients.
D: SOD was lowly expressed in PBMCs of RA patients. ***P<0.01.
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Fig.3 Correlation analysis between Linc00638 and the clinical and biochemical indicators of RA patients. Linc00638 is
negatively correlated with age (A), course of the disease (B), DAS28 (C), ESR (D), CRP (E), RF (F), and anti-CCP (G), and
positively correlated with IL-4 (H) and SOD (I).
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Tab.2 Association rule analysis of Linc00638 with age, course of disease, DAS28 and laboratory indexes

The former The latter Support (%) Confidence (%)
Linc00638 | Age>60 years 67.00 83.26
Linc00638 | Course of the disease> 10 years 54.22 75.35
Linc00638 | ESR T 53.75 71.41
Linc00638 | DAS28 1 57.14 64.52
Linc00638 | CRP 1 42.65 75.75
Linc00638 | anti-CCP 1 63.60 83.34
Linc00638 | SoD | 80.00 90.32
Linc00638 | L4 68.57 77.42
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Fig.4 Expression of Linc00638 in RA-FLS and its effect on cell viability. A: Expression level of
Linc00638 in RA-FLS with Linc00638 overexpression or interference. B: Results of CCK8 assay
for detecting viability of RA-FLS with Linc00638 overexpression or interference. ***P<0.01.
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