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HE . BHEY 4Kt 25 microRNA-200¢ ( miR—200c ) *F £ KR % F £ A8 8] LA & % (RA-ILD )
LB IAL, AR LSRR A M, FiE I 2016 1 A—2018 5 8 A £ F L B ERAR
TS LGB X T £ (RA) & 87T HIMEAF AL (RA ), AR4E I Rz IR 3% 2 # CT(HRCT)
B X FEASFELER, ¥ RA MY A RA-ILD 40 34 46) & AE A M A om (ILD ) 2053 4], 35 s IR 47
30 B ERFAE AR, KA EEREFREMER S (qQRT-PCR ) A0 &40 f iF miR —200c 49 &
KK B SATAI S fe e HRCT 0, 4] %K% TAE4F4E (ROC) W4 457 f27F miR—200c #9157 3%
A&, FFR A Spearman FBAH XMW E 5T miR—200c 5 ILD o0& X 4, R RA 40 miR-
200c K & F 2 BLA (P <0.05); RA-ILD 427 miR—200c K -F & F 4 ILD 22 (P <0.05), RA-ILD 285
3E ILD 2B4F#5 . BMI, JR42 . BB & | I AR 2 3 0. B % 0 A ILD #F b, £ F H %33 (P <0.05),
K A B8 2,5 A 5 A5 Ao B SR RIS AFAZ L0 n &, B i miR—200c K-F&# A3 (P <0.05). @ RA-
ILD % # foik miR—200c K-F5 HRCT #3545 ILD ¥4 2 E48% (r, =0.889, P =0.000 ), £ miR—200c %
W RA-ILD #9812 F @74 0.787 (95% CI : 0.687, 0.887), #BMEA 78.79% (95% CI : 0.734, 0.792), 45+
M 62.96%(95% CI : 0.601, 0.684), Z5it RA-ILD & fiF miR—200c R-F 5 ILD #) = 424 % 2 E),
HERAL W RA BH K% ILD 8 ZILIEHR .
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Correlation between serum miR-200c¢ and rheumatoid arthritis
related interstitial lung disease
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Abstract : Objective To investigate the diagnostic value of serum miR-200c on rheumatoid arthritis related
interstitial lung disease (RA-ILD) and its relationship with the severity of interstitial lung disease. Methods From January
2016 to August 2018, 87 RA patients and 30 healthy volunteers in our hospital were enrolled into the study. There were 34
RA patients with ILD in RA-ILD group and 53 RA patients without ILD in non-ILD group. qRT-PCR was used to detected
serum miR-200c. And the lung function and interstitial lung scores were detected by CT and high resolution computer
tomography (HRCT), respectively. Results 1. The level of serum miR-200c of RA patients was higher than that of healthy
volunteers (P < 0.05). And the level of serum miR-200c of RA-ILD patients was higher than non-ILD patients (P < 0.05).

2. There were significant differences in age, body mass index (BMI), disease duration, smoking, joint swelling and
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tenderness and the scores of interstitial lung disease between RA-ILD patients and non-ILD patients (P < 0.05). 3. With the

aggravation of pulmonary ventilation dysfunction and pulmonary diffusion dysfunction, the level of mir-200c in patients'

serum gradually increased (P < 0.05). 4. The level of serum miR-200c in RA-ILD patients was positive related with the the
scores of interstitial lung disease detected by HRCT (r, = 0.889, P < 0.05). 5. According to the ROC curve analysis, the area
under ROC curve of miR-200c for RA-ILD diagnosis was 0.787 (95% CI: 0.687, 0.887). And the sensitivity and specificity
were 78.79% (95% CI: 0.734, 0.792) and 62.96% (95% CI: 0.601, 0.684), respectively. Conclusion The level of serum

miR-200c can be helpful to judge the severity of interstitial lung disease, which may be used as the objective indexes for

diagnosis of RA patients with interstitial lung disease.
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R & T R (rheumatoid arthritis, RA) @ T
—RIATVE RGN A B s, RmbLHE AR, £
FRHHE" s AT, 28 KU O 4 AR G H] BT
P fili %% 35 ( rheumatoid arthritis related interstitial lung
disease, RA-ILD ) 25 E RA BEIET-1 EEFE N Z
Yo Bk, s RA-ILD MR 0 A, K45 1B
TR, GRS OCHE, (Hil T RA-ILD &
R, S R = SR IG PRFSAE , 2RI E "
A RO PERR, OS2 BR 5 &R 20 B CT (high
resolution computer tomography, HRCT ) AN A A
=, 7 H RA-ILD SB35 A AR AR A AR AN LA
Sk HEIR2 Y, MicroRNAs (miRNAs) J& T—25/h iy
JEZifS RNA, A2 5 2 iy A B /2 © ifi HAR
P miRNAs HAT = B AORE PEARR S, 20 g A
BRI B AT , X A2 W FAT H R A9 I PRACH
RETECAT 34 " AR sE s ™ UESE , miR—-200c TEATZF
AL R R A . ARITESE B 7EIR 1T RA-
ILD 85 I3 miR-200c 3K 7KF-5 il a] 2T 24 AL o
SRRRIETE, BRITFIE T RA-TLD &3 B 2 W12 i
(B, VARS8 B A A B AR G, DT Al PR 48
WA T IR AR

1 #ZEMERE
1.1 —HR&ER

PEHL 2016 4E 1 J —2018 4E 8 H 78 SR 1L th =
B BER RS 1Y RA 5 87 BiIVE AT X4 (RA
M), Hrh, B¥26 61, Ltkel B 4F# 21 ~ 78
4, ¥y (58.65+£1044) %, IAbRHE : OFFAT RA
BERFA 2010 432 B RRIR 4 25 1 B BT XU 156
T E RGBT RIZWhRIE ™ ; @R = 18 %7,
B 5 QU IRGOR SIRI T it R o8 . HEBRPRIE
OMFEE., WHIRER . 9P R . W Al A A
APLZYER R SRR BTN (interstitial lung
disease, ILD ) PANH &1 ILD 3 QFEA WHRIZ W) H:

b B e PR A EPENN R . g% . 18
RHLZE VR . SCRE Y TR S 28 1 Jak e S50
W RGeS, AR I PRAEAR . ¥ HRCT Je X 5
LAGETEAGZE R, B RA 415 h RA-ILD 4 34 fi] & AF
ILD #4153 fi], RA-ILD 4 1F4 2002 4 35 [ Mg Fl Up 23
FRIYH I 2 25 78 R AR R (19 RA-ILD 43212 Wt
PAE", JFEh ILD w12, o, Bk 144, &
PE20 7 5 4FdE 41 ~ 78 %, P4 (61.36+£7.82) %,
JE ILD M 12 ], Ltk 41 ] 5 4R 21 ~ 77 %,
F (56.81£10.70) %, ) ik B[] 30 441 fift B A J
HAE XA, Ho, B o, Ltk 21 ) 5 AR
33 ~ 75 %, FH (59.12+11.34) % Firf ekt i
30 BR/R 5 5 0, I PR B AR 2 D st
e, B MR m A R

1.2 FHik

121 —aAb e P IAEE . MR R
FREE (BML), st WIS L I ARRE R FIAAE 55

122 AdeFisss KRIEZE (WBC), Ii/IMR
(PLT ). ZLANEUTI% R (erythrocyte sedimentation rate,
ESR). #EekiE H EZEXIE R F (rheumatoid factor,
RF) SFEY A48 1R

123 EHRALFTREEBmB%R S (QRT-PCR)
K JH Trizol ¥ £2 WU Il W & RNA 3 #F — 2 R ]
mirPremier® microRNA Isolation Kit ( 32 [H Sigma T
I £ 7 B miRNAs, R4 SuperSeript RT Kit ( H A
TaKaRa 28 H] ) Ui W] 455 B cDNA. D) 4 Jifd 5 20 21
cDNA A, PLANGF U6 fE N2, #5218 SYBR
Green PCR Master Mix ( 2 [E Thermo—Fisher 22 %] ) i
B 45 £ 17 qRT-PCR. PCR J2 I &5 14 : 95 °C i 48 %
10 min, 95°C7EYE 10's, 60°CiE Kk 30 s, 72°CHEfH 45 s,
it 40 WAEIR, 60°CHRLEIEfH 5 min, HRHG NCBI %L
e R ORS8RI L AR ) TR
A RRA TG B AR UL R S 2, M BIE IR
TETEDENCAB T B L3 43, VR 32 Ce fBL
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SRR, A5 I microRNA-200c 528 XU I T 9 AH S [R] B PE il 1) AR S4B

ACi=FESL CtE - NS G ¥ME, A ACi=AC-(FE
HUBATE XS AR & Ce3ME - 2 Ce3if ), L2 5%
7 HEED] mRNA AR A,
124  Hisseid R FGC-A+ B4 A ohifilivige
DA IR RIRRHE A A FRA F] ) a2 i fili
HhIRE , AAEE SRR — AL AR EIRE (diffusion
rate for carbon monoxide, DLCO ). il S I GE4t = 28
SRR OB - 1 RIS (forced expiratory
volume in one second, FEV1) = 80% ; @91 . FEV1
50% ~ <80% ; QHEE : FEV1<50%. DLCO fiiF L
I O . DLCO 60% ~ <80% ; @HE : DLCO
40% ~ <60% ; QHE : DLCO<40%.
125 HRCT R Asteion 4 JZIiE CT ( HAZLRS
JNHE]) #EFT HRCT H14, HRCT HIES 508 135 kv,
200 mA, HEEFH, EE 1 mm, ZHE 5 mm, B A
Ik, FERKS . EE. FRNLET 1 em 3 I
AP x4 EHE% . 5 0HE 3 A2 A4k b
A A Y AR o3 Lo AR B BORY . /N (] B
. s ) REGERBE T, D04 TR
@14y BRIEW 1% ~ 25% ; @24y . BRI
>25% ~ 50%;@ 3 43 : RAHEH >50% ~ 75%;& 4 53
BRI >75%. FVF 23 AR 0 B Ay (8] 5T 1 B 3 53
JIPA HRCT ¥/ 2 457 8l 4T B IM AL BRFR O R 2 i
LRIPEr, BOPIE.
1.3 SZitEHE

B3 BTR FH SPSS 17.0 Geitikst:. TR

PR = brdk2s (x£s) sURALEOR DY S5 07 2RI FE (M
( Py, Py ) 1 375, LU ¢ K90 B0 T 22 3 T sl Bk FIAGL360 5
TR AR LR (%) PR, W xR ;
M Spearman 15, 23] ROC ik, P <0.05 K
ERAGIFE L

2 #HR

2.1 RA ZA5XHR4AMmF miR-200c 7K FEL

RA 2 5 XF B8 41 1f 75 miR-200c¢ 7K - 43 %] K
(135+047) 1 (1.07+0.38), Zh~r FEA 1 16 56,
ZRAGH L (1=2.945, P =0.004), RA 45T
AR 2, RA-ILD 20 5 4F ILD 41 1fil. 3 miR-200c 7K -
I3 (148 £0.32) Fl (1.24£0.30), LM REA ¢
K, ZRAGIAE X (1=3.547, P=0.001), RA-
ILD 4175 F3E ILD 41,
2.2 RA-ILD A53E ILD A— M &E#LER

RA-ILD 4 5 4 1LD 41 4F #% . BMI, W 46 5 f
ILD PPAFLUHR, @M FEA ¢ KBl x K, 2%
Gt X (P <0.05), RA-ILD 405 TF ILD 41,
RA-ILD 2 54 LD Z5mF2 . i ik 575 B0 8 R 98 6T
B, fBARE, 25 A5 E L (P<0.05),
RA-ILD Z1 £ T4k ILD 41 RA-ILD 41 54k ILD 2151 |
WBC . PLT.ESR .RF 5k [ G (Immunoglobulin G,
IeG ). TERREEE A ( Immunoglobulin A, IgA ) M ApE
BREE T M ( Immunoglobulin M, IgM ) i, ERIsit
¥R (P>0.05), W1,

£1 RA-ILD A53FE ILD A— 3 & #IL

JE1LD 4 53 56.81 + 10.70 12/41 2324 +1.49 36 (1.2, 9.7) 18 (33.96)
RA-ILD 41 34 61.36+7.82 14/20 23.96 + 1.21 8.7 (48, 13.4) 21 (61.76)
1 X IZ A 2.138 3.396 2.361 8.976 6.473
P{H 0.035 0.065 0.021 0.000 0.010

AE 1D 41 53 5(2, 8) 5(2,7) 6.47 £2.46 257.21 +108.19 46.67 +17.12
RA-ILD 34 6 (3, 13) 6(2, 11) 7.15£2.27 272.86 +97.93 48.93 + 18.54
tZ 14 3.625 3.770 1.296 0.683 0.582
PiE 0.018 0.017 0.199 0.497 0.562
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JF ILD 41 53 487.81 (251.86, 753.28) 14.78 £ 6.37 2.49 +0.99 1.37 +0.86 422 +2.35
RA-ILD 2 34 517.24 (210.88, 812.59) 16.23 +7.42 2.71 +£0.84 1.65 +1.02 8.38 +1.89
tZ {8 0.738 0.971 1.071 1.377 8.673
P1E 0.480 0.334 0.287 0.172 0.000
2.3 A [REAiThEE RA-ILD E:& % miR-200c 7k 151
b8
KAl D) e Y IE TUIRE, 34 (] RA-TLD 418 10 -
1, 13 DA A S I R, 12 Bk A S =
IReRAT, 9 k=R Ml A I BE AT, AN [T =
AT miR-200c KT-HLAE, 2720007, 255 ’
TR (P <0.05); HWM LR 2ZE R A5 E
M (P<0.05). WA 2. 0 X 0 :
KA il D ae s 7R ELDIRE , 34 il RA-ILD 41835 miR-200c
1, 15 DDA HIRERERS , 11 Gy ki B 1 RA-ILD A& Mm% miR-200c K F5 ILD 4534

Dfepens, 8 6l B iR BERE AT, ARl TRET)
AE BT L% miR-200c 7KV LLEE, @l 200, 2%
Gl X (P <0.05); HPM 2 R a5
HX (P <0.05), i il < ) e b i Fi i ok i 2 g
R RR LA INEE , B IS miR—-200c 7K - T .
W 2,

xR 2 AT REAHTHEE RA-ILD &3 1% miR-200c 7K FELE&

(n=34, X+5)
Wk 0w r# e
Bkl
R 13 1221027
G 12 1.54026" 11.638 0.000
P 9 179 £0.25"
PREIRE
BRRE 15 1224025
iz 11 1.61+£0.39" 9.971 0.001
Giia 8 178 £0.29"

I O5REHFLE, P<0.05; Q5 PEHEIE, P<0.05,

2.4 RA-ILD E#IM;% miR-200c 7k F 5 ILD iE
SHIMEKES

2t Spearman % M 4 B, RA-ILD £ 3 1 Wy
miR-200c 7K ¥ 55 HRCT # ¥ f4 ILD i 4> & 1F A1 ¢
(r.=0.889, P =0.000), VLI 1.

GBSk s

2.5 [mi&F miR-200c iZ# RA-ILD HIBE 5T #7

221l ROC Hh£& 53 1, 1178 miR-200c 12 W RA-
ILD £ AUC 4 0.787 (95% CI : 0.687, 0.887 ), faitt
K 78.79% (95% CI : 0.734, 0.792), 5N 62.96%
(95% CI : 0.601, 0.684), ZPBIEHCH 0.420, HWHE
h1.195, DL 2,
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ZUH M RSB ERAZ R PRI SGARF AR
RBHRY 5h 5j 8 WL DR A R RS T LATE NG
IRIZIT hiwie MRS5S . AFFRIEGIA 87 il RA
B, ST HRCT A1 X TR A PEAh 34 il # &
A2 LD, EIFAEATA RA-ILD 5 4R H SR Y11
PRAEAR . H AT HRCT A1 X 5 2 4G A 2 3% [ IR
HE S WT ILD M abnifE . (FUEZ AR MG IRZ TS
WESE, X A A AL EAT SR, i H U AR
WAL " HRCT BRSSO S R T X Gk,
{HRRA SRS, R BT MBS R ek se
PRRHUAAE . BRItk DAFR IS IS RN B 57 AT
%, RGBT W B ) ST AT
W2 —

ARG RA BE Dt 32, HAR I,
KA ILD XS . A IFSTIESE, >65 % 4545 4140
P ER KR TLD KR AL < 65 % 1 4 £5 1) 1.
LR R AT e R BE A AR K, ALK Gy D RE R s
F34h, BML, S . WA s fesz G Bt A5 2 52
M RA f5 &L ILD SRR 3. BMI#R S, BHARXT
AT ISR ST BT A oK 5 i Az AT
M, TGN, WAUANRIERF .
PR B f e R A5 KBy, B B a4
WG KR, RA-ILD 4 M3 miR-200c KFm Tk
ILD 41, JFHBEEMEINE, miR-200c Fik K58
AN

EEREILY/ L0 T v I Ea 4 s VAN WS TR UM 8
Y miR—-200c F3k LA, 0] AR5 2R 2 fh i #
R B AR A A 56 M LIU AR T A it — 2DIE
S, miR-200c 2RI T R 4, 22500
B R A AR DGR TR, B TR T Ui
K ZEBI Wy e B, fRflipfidgUk L4 4ifb. (1
J& H A PR 5T 38 335 miR-200¢ 5 ILD 6 R .
AWFFERIL, RA LLIMTH miR-200c 15 T4 HRL, 1
miR-200c 1] RE /25 5 R B N Bk H 28 50 1) % it
43 F o RA-ILD 4 I3 miR—200c 7K F %5 T-F ILD 41,
T L5 i < Dy R P i AT /R ) B R ™ A O 3R
Y], —AHE ROC T miR-200c B2 Wik
i, ZIIMTE miR-200c 2 RA-ILD [RRER 5

ZELATR, Sk, HME. RAWLK . W LZ
ERNHR 2 RA-ILD ZAMERIN R, X4
fER RN RA B, WM&, HEU0E 1T HRCT
5 X G A A, Rag W R T RASGE S 5 54,

ML miR-200c /KA A RA-ILD B # 1A %2
Wrdshn, H 585 ILD ™ EFREA L,
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