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Application of modified T1 mapping sequence in patients with persistent atrial fibrillation Lu Ajia” , Zhao Lei, Tian
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[ Abstract] Objective To analyze the application value of systolic T1 mapping with a heart-rate-dependent ( HRD)
pulse sequence scheme in patients with atrial fibrillation (AF). Methods From January to December 2018, fifty patients
with persistent AF that were enrolled in our study received cardiac magnetic resonance imaging. The examination protocol in-
cludes regular Modified Look-Locker Inversion Recovery (MOLLI) Tlmapping sequences, systolic TImapping with a HRD
pulse sequences, cine MR and late gadolinium enhancement (LGE) imaging. The difference of image quality and measure-
ment results in patients using MOLLI T1 mapping sequence and systolic T1 mapping with a HRD pulse sequence was com-
pared. The cardiac magnetic resonance examination was repeated for five patients after electric cardioversion. Compare the T1
values’ difference of the same patient under atrial fibrillation rhythm and sinus rhythm by the modified sequence. Results
Fifty patients with persistent AF, including 15 females, with an average age of (54 +13) years were enrolled in this study.
There are artifacts in 492 myocardial segments of 103 pre-enhanced images and 515 segments of 123 post-enhanced images in
MOLLI T1mapping, which is obviously more than 168 segments of 42 pre-enhanced images in systolic MOLLI T1mapping with
heart-rate-dependent pulse sequence (x* =189.871, P <0.01). The overall native TI times, post-enhanced T1 times and
ECV of the left ventricle (LV) in HRD T1 maps were greater than in the conventional ones (all P <0.05). The comparison
of systolic MOLLI T1mapping results of five patients with AF before electric cardioversion and conventional MOLLI T1mapping

results after electric cardioversion showed no significant difference (all P >0.05). However, the conventional T1mapping
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results before electric cardioversion were significantly lower than that after electrical cardioversion (all P <0.05). Conclusion

Systolic MOLLI T1 mapping with heart-rate-dependent pulse sequence scheme can significantly improve image quality. For

patients with AF, the modified T1 mapping imaging results are reliable, which can effectively avoid the underestimation of T1

values using the conventional method.
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SEI, X 3 AP ANTE S ik i 2 5 i i S0 Bk st i
EPSRRI P BIHE T 3 A 3 AN K 5 M cREN
A~ LL JFF A T B[] A S5 ik v 1) R 4 k253 [R]85 — i
BEUG I E] o A8 T B R R) 4G T - S — 1
PGSR A TT b Je 140 0 J 0 1 e ) 4 5 T4 0 Ak
B, AR A 5 TT isf [ TR HE S, i A5 R AR 2R B F— K
REMM, 1652 A LLJPF Z (814 3 A~ To5dE R
SE100 Bl R, DT A5 9 1] il £ K k50 4k 52 1 o

FIFH MOLLI 4 AR 0] 48— YR 5 A it A SR 450 IR 22
T1 mapping (4 , 1M FL45 UCEF Tk A B0 R & B 1) <
200 ms , {fi32 B PhRZ AL B B 0 28 ] 43 ke A n]
FAEME L AR R, R-R 45, [ R A A
K 5(3)3/4(1)3(1)2 RRESRFE JE S I ] S5 1R G AL %
R BAIRAS . SE LAY UG K A2 A T) S SR AG
TLAE, AERT—IK T1 R 5 38 i B B0n] LA
kG AIAS T B . ARFRER , B A AT B I i3
T1 mapping EG & . B @i & Z AT CMR K
LA 5 UESE, W46 ) HRD SRAEAE K T1 mapping i f%
SERATEE Pl R F A S50k o T R
i S 800 T EARE B

AHF I B, i R T Wi 4 SR 4R 1 AT
PEHT G ECRC LYY By s 1 8 A AT ik 0 ok
SEMECH o O R, FF 5 3O AR X i 1 0 4 S
i B A A I R . X T B, R4 R-R 4
XA FE W 4 378 S /N T a7 sl Rt Wi i
RAERIRIAT T L2 MBS

ARFFEALL W) 2R S BCR b, R E S
2 K MR K AB. ARTFENATELSH 2 KK
2R Y U — 2 B E HRD SR 48 455 =X 1 v 7k
UEAh , HRD SRAEB AR E 52 4%, H HRD £ 14
AT = DR R, R ROk T AR
AR, FE ORI HMER Ik (0 JE Ay, JE— 25 T L3RRI
o Ioa B AR T IS 0] S 534 9 — Bk
Ry, (HSEF AR ST 45 5 3B, T1 mapping [T 51 W58
1] RS Sk L

25 L RTIR , R (HRD) SRAER A B Tk G x) T1
EMAA, LHE & & O R B . 1z e R =
FERA P T I 8 2 5, BB O 2 O R SRR L R
BE RS . B, Wi A I 0 R AKX T1 mapping
BARIT 5 % F T B B AT D B e
P o
B 2 32 I VR 7 B ORI 25 vh
& kA A

R3 5 PIGBURE AT JRHMEAPR LR (v

(DR S20 s ] Ze EE IR AT T1 fE (ms) A EEWR)E T1 A (ms) AE ECV(% )
HRAR HL A A 1209.3 +56.1 532.1+33.2 25.9£2.12
(n=5) HE S 1269.4 £33.2 565.3 £49.0 26.5+2.12
PR AR HL 52 AT 1278.3 +47.1 575.2 £41.0 27.9 £2.01
(n=5) 9= 1279.1+23.3 580.4 £33.0 27.6 +1.56
/P W e 3.021/0.037 3.921/0.002 3.049/0.017
/P LB S e 0.034/0.974 0.221/0. 831 0.206/0. 841
/P 2 B 1.021/0.253 1.009/0. 199 0.976/0. 090
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1oE R )ZS

S I 0P B 190 ) 80 FR A MMP-2 MMP-9 |
Gal-3 [1%)3 JBE A A S He i R 768 3L

He IRAEA, R, Z 00, S IR A5T, B A A

AT WIRAET /R EIAK H SRR 4 % B H (2016D01C244 )

R B0 : 830011 B BE R 465 T BEF a8 I 5. LR PR (R i SRAEARS R K L SEG JE oh SKMS T ) | 8 7 Rk (SR

SEASVES . ®HERK, E-mail :657659930@ qq. com

(# ZE] BHE WS MEGR 0.0 ) 5ok (HF-PEF) B35 175 4 565 4 )8 2 [ -2 (MMP-2) \MMP-9 &
LB -3 (Gal-3) (U AR L R G R X ik 1EH 2016 4F 7 H—2017 4F 6 H i I Bl K 2 55 b 1=
Be-Oo ML INEHS IR 1 HF-PEF (85 88 filfE >N HF-PEF 4 |, dE.0 J1 320 4 35 46248 NHF 41, ¥R A ELISA 3205 1.
% MMP-2 MMP-9 J¢ Gal-3 [y J3 , 8 75 I o 2 s AR (LA) (A2 &F R AR B 42 (LVEDD ) K 72 %8 5t i 43 % (LVEF) ,
FEATHAN K. B8 HF-PEF 21 B2 3% 1155 MMP-2 MMP-9 J% Gal-3 i £ B @ & F NHF 21 (+/P = 12.952/0. 000 ,
17.618/0.000 . 14.801/0.000) , F:Ffi o> T BE4N 4 Fh 25 T i & 4% i ( /P =78. 72/0. 000 . 127. 531/0. 000 . 86. 418/
0.000) ; HF-PEF 25 LAD /K- KF NHF 4, LVEF /KK F NHF 40 (P ¥ <0.01) ,1fij 2 21 LVEDD /K H A2 R I6 4
25 X (P >0.05), Il MMP-2 MMP-9 il Gal-3 ¥ Jf 5 LAD .LVEDD £ IF 4126 ( LAD :7/P =0.716/0. 000 , 0. 712/
0.000, 0.661/0.000;LVEDD /P =0.267/0. 012, 0.325/0. 002 0.280/0.008) , 5 LVEF 5 #]3(r/P = -0.357/
0.001, —0.547/0.000, —0.451/0.000) , Z54 Kl i 375 MMP-2 MMP-9 J% Gal-3 ¥k iF 45 B F HF-PEF fR %9515 5
WL W7 S HLp s 1 SRR 1 T

[XiIA] S E0R B0 ) 308 S 4 8 B (-2 B & R R -9 ; L AU E K 3

[DOI] 10.3969 / j. issn. 1671-6450.2020.05. 002

Changes of MMP-2, MMP-9 and Gal-3 in heart failure patients with preserved ejection fraction and their clinical sig-
nificance Xu Jie" , Guo Yankai, Cao Guiqiu, Wang Guipeng, Bo Yakun, Zhang Pengke, Zhou Lili. * Depariment of Cardi-
ology, the Fifih Affiliated Hospital of Xin Jiang Medical University, Urumgi 830011, China

Corresponding author: Cao Guigiv, E-mail ; 657659930@ gq. com

Funding program . Natural Science Foundation of Xinjiang Uygur Autonomous Region (2016D01(244)

[ Abstract] Objective To observe the changes of serum matrix metalloproteinase-2 (MMP-2) , MMP-9 and galactose
agglutinin-3 (Gal-3) in patients with heart failure ( HF-PEF) with preserved ejection fraction and its clinical significance.
Methods From July 2016 to June 2017, 88 HF-PEF patients were selected as HF-PEF group and 35 non heart failure pa-
tients as NHF group The concentrations of MMP-2, MMP-9 and Gal-3 in serum were measured by ELISA | the left atrial diam-
eter (LA), left ventricular end diastolic diameter (LVEDD) and left ventricular ejection fraction (LVEF) were measured by
ultrasound, and the correlation was analyzed. Results The concentrations of MMP-2, MMP-9 and Gal-3 in HF-PEF group
were significantly higher than those in NHF group (¢/P =12.952/0.000, 17.618/0.000, 14.801/0.000), and increased
with the increase of cardiac function grade ( F/P =78.72/0.000, 127.531/0.000, 86.418/0.000). The LA level of HF-
PEF group was higher than that of NHF group, while the LVEF level of HF-PEF group was lower than that of NHF group (P <
0.01). The concentrations of MMP-2, MMP-9 and Gal-3 were positively correlated with La and LVEDD (LAD: r/P =0.716/
0.000, 0.712/0.000, 0.661/0.000; LVEDD: r/P =0.267/0.012, 0.325/0.002, 0.280/0.008) , and negatively correla-
ted with LVEF (r/P = -0.357/0.001, —0.547/0.000, —0.451/0.000). Conclusion The detection of MMP-2, MMP-9
and Gal-3 in serum is helpful for the early diagnosis of HF-PEF and the judgment of disease severity.

[ Key words] Heart failure with preserved ejection fraction; Matrix metallo protein-2; Matrix metallo protein-9;

Galectin-3
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U 758 (HF ) J2& 22 P00 1148 52 0 e 30] i) oK 3R
B, HARERRAER, B4t A4 2 300 7 A5z H
SN, I HBE AE 4 3 K, H R A & ik— 4T
SR A R B 10 B (HF-PEF) /5 .00
TEVR I — 7 2R, H LA O 7 BB Y BT A, TR
L B R 7 E K A 4 D o TRAT SR B
5t W], HF-PEF € 7 8 i N 2 BR 45 A 1 X0 ) 5208
e £ R, HE Rk 52% ~T71%
HAUHIANE , R B AT 202, Bk = fe 7 AL
HIAITHE T RE S B PR L R R AR, B35
WL 24 A U 9 2 450 I8 o A o R 2 — ", R ke e
HF-PEF (1) 5 11236 LU IRAS 38 4 19 90 )5 2 IR B B e
YIT B e ) 8, H AT 9E & B, 76 HF-PEF & 4=
RIEFR AR AL O R IR S0 ETIKAE T TR, O
FULGE 7 P4 i AR, e B 3 30 8 25— R B R B, R WL
WLEF4EfL AT REFIAE S 5 T HF-PEF By k28 K. BEfE
R, 2P A+ 40 2 ot 4 iR 2 1 -2 (MMP-2) |
MMP-O [~ 2L b5 5 % -3 ( Gal-3 ) 76 5 1l 43 B /0 34
iU J1 3% (HF-REF) (29 o #2 vh & 45 35 2R,
TEC LT A0 75 T Z B W 0 (R e
PR T 757 HF-PEF %5 7 v [ RE & 45 5 25 B0
VERT, HRTAI RGBS . it BUWLEE HF-PEF (3%
M3 MMP-2 MMP-9 & Gal-3 ¥ 254k S H 5 22003
REAHCSE OGN, I 0 BT I3 98 1k R vk 2 78 Ak
£ HF-PEF 12 W7 K 35 9 7™ 582 1 40 o 0 16 A A 41
BT .
1 #EREFE
L1 ImIRTERE #EH2016 4E7 H—2017 4% 6 H Fii
PR 2E 5 b8 B B O 1L I RH2 1R 1) HE-PEF (&
F 88 filfE iy HF-PEF 21, HA 55 39 f5i], 4z 49 fil, -4
A (60.67 £ 11.41) % &A1 2.0 242 (NYHA)
DYIREST P AT o, Horp 11 2% 35 ), 2% 31 ), IV
922 Bl L S5 ~ 16 (10. 45 +3.44) 45 A IFIE :
FE 42 1], BEPRIE 35 B, B B0 B0 72 i), R
35 5 WIE s 24 il [R1IA g R HUIG G D REAS A1)
FRFE 35 BilAE g Xt HRLH (NHF 41) , 5 15§, % 20 4],
SEAERR (59.26 £10.25) % 92 5 ~15(10.23 +3.
32) 4, A IFAE B ML 16 1], BIRIE 12 ], R 0
S0 26 ], DERH 14 B K s 11 ], BRA I T0 0
RS o 2 AR POk LA 22 R RS T X
(P>0.05), BAT A Hobk . ARBF 9T 2R EE B B 2% b 4
HeHE, B MR RS R A B ES.
1.2 BEEARE (1) 99 AbRifE: HF-PEF 20 At %5
06 /2 2016 AFRR YR B 23 00 71 3 v 4 7 12 Wb

D DE A LR HF SR AL SR ; @750 % 5 1
8L (LVEF) =50% ; Q) FI|4H KK - T, RIV2 55 K i
i K AT 442 ( NT-pro BNP) =125 pg/ml . B % FI] 4 Jik
(BNP) =35 pg/ml; @# R LG RFE LT R 1
SEARUE s FH G 1 45 R M0 I (42 3 R 8 A2 s A
K, FFiRTIREA A= &F 5K A T JMR i i 5 4T K
FIH TR D IE S EZ L (E/e” ) =13 571
e’ <9 em/s ], (2)HEBRARUE: DLVEF <50% ;@2
PESUIZ PR s QI PE S ; @ B B o RSk IR
973 5 @I MO ERT ORI L O 508 D LG ; ©
JH B D REAN 4 s DI R GE k0% o

1.3 g 4R 0k

13,1 IMARREIN 2 4HF ABES 2 KiGR(=H8 h L
) BREURER KM 4 ml, B0 TR E T - 80°C 1Y
UKFE R AR . R JH 55 E BECKMAN AUS800 LX-
20 A4 [ 3 A AL A3 AT (ORI A A [T 82 (TC) L = e H
MM (TG) A% B i 25 1 JH [ ( LDL-C) | oy % i i 26
FIIRE BE (HDL-C) | 2k g 8 [1-A1 (Apo-Al) | # 5 &
F-B(Apo-B) /K¥-,

1.3.2 G PEDR G « 3 i 75 2R K 2 W o 3
(ELISA) 58 5l 5 MMP-2 MMP-9 Gal-3 7K, it %1 &
W A DU R A T A B ) A e MR U B A
1.3.3 DINREINGE - th 2 2% 1T T4 3 & 10 I
Lo S RIS R (0, 225 5 7500 )11 ( Phillips TE33,
Seattle, WA, USA) K5, HAR T &¢I SCHR 12 ], A 22
ORI JE12 (LAD) 20 ZE &7 ik AW P42 (LVEDD ) K&
LVEF; i B sl &t 3 W B F51E,

1.4 Seit=J7ik  RA SPSS 23. 0 B {4 X 4k 2k 1 7
Giil2E o Mo IE A0 A TE i R DL B0 = bR e 22
(x x5) Fon, 2 A HECR IS BEAS « K50, 241
R TR R J7 26307 5 THECERE IR 538 (% ) 36
R, R X KB 5 A2 20 MR i Pearson 35, P <
0.05 HEFAGIFE Lo

2 # R

2.1 24lmfgtb# 2 4l TC. TG . HDL-C LDL-
C.Apo-Al Jz Apo-B FL#82 S ¥ LG T2 L (P >
0.05), % 1,

2.2 241 RIENF LS HF-PEF 41 (fi i MMP-
2 MMP-9 il Gal-3 /K V-3 F NHF 4, 22 ¥ 6 5811
FEX(P<0.01), %2,

2.3 2.0 IEE# HF-PEF 41 LAD /KFi& T
NHF 41, 1fif LVEF 7KIKF NHF 4, 252 R334 G it
HEX(P¥<0.01),2 4] LVEDD 25 L4114
Y(P>0.05), 133,
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&1 2 4UBHMARAKF HLEL

(xxs)

4 5l % TC(mmol/L) TG ( mmol/L) HDL-C ( mmol/L) LDL-C( mmol/L) Apo-Al(g/L) Apo-B(g/L)

NHF 244 35 3.93 £0.53 1.62 £0.59 1.26 £0.36 2.35+£0.65 1.22+0.18 0.91 £0.35

HF-PEF 24 88 3.85+1.12 1.55+0.79 1.23£0.34 2.43£0.79 1.19 £0.24 0.87 +0.33

{8 0.404 0.474 0.434 0.531 0. 668 0.596

P{H 0.687 0.637 0. 665 0.596 0.506 0.552
%22 ULH LT MMP-2 MMP-9 3w

F Gal-3 KP AL (2+5)
45l % MMP-2(pg/ml) MMP9(ng/ml) Gal-3(ng/L)
NHF 2 35 85.82 £11.59 5.45+1.69 13.94 +4.46
HF-PEF £ 88 147.53 £40.74 13.62+3.43  33.65+4.25
A 12.952 17.618 14.801
P1{H 0.000 0.000 0.000

*3 24H#F LAD LVEDD LVEF /K Heds

(x xs)

HoH 1) %% LAD(cm) LVEDD(cm) LVEF(% )
NHF 44 35 3.25+0.43 4.68 £0.30 69.91 £4.61
HF-PEF 4 88 3.77 £0.70 4.72+£0.57 63.29 +6.64
{8 4.093 0.393 5.397
P 0.000 0.695 0.000

2.4 HF-PEF 241 K [a].0 684 28 & I R M 1
A BERE LI RE S SR 1 N, HE-PEF 25 5 3% I 3%
MMP-2 MMP-9 FI Gal-3 7KF-3& i i , 22 5 344 Gt
X (P<0.01), W34,

£ 4 HF-PEF 4R[5] NYHA 434 g
137 96 PR oK He g

(x+s)

NYHA /3%  §i% MMP-2(pg/ml) MMP-9(ng/ml) Gal-3(ng/L)
1 %% 35 112.4226.63 10.57=1.25 24.96+4.26
% 31 153.49£24.92 13.90£1.62 34.51 £5.07
V% 22 194.98+19.39 18.09+2.43 46.29 +8.88
F 78.718 127.531 86.418
P 0. 000 0.000 0.000

2.5 HF-PEF B33 KM% F/K 5220 T ae A G
437 HF-PEF 3% 3% MMP-2 MMP-9 I Gal-3 /KF
5 LAD 2R #IEAHXE (P <0.01), 5 LVEDD 5% %
S9IEAHOC (P <0.05), 5 LVEF KPR HAHK (P <
0.01), L#ES.

&S HF-PEF 8% M5 R IEN 7K

FEOIIREHIEAHT (v29)
MMP-2 MMP-9 Gal-3
2
il Pf o PR of P
LAD 0.716 0.000  0.712  0.000  0.661 0.000
LVEDD 0.267 0.012  0.325 0.002  0.280 0.008
LVEF -0.357  0.001 -0.547  0.000 -0.451 0.000

HETHT 7R, O ILEF 4 AU O ) T35 1Y 46
PRRZ—, [ Z 5.0 S Zm kw7
Sh WA VFZ X HE-REF BWF 5T B 3200, 760 LET 4
it B e VR T R IR BRSO ) 5
S K A B VP AL LB S 5 T A kR A S A
AT HF-PEF 4240 ) SE 38 1) — R A, X L
il IS 5 A 25 190, PR HG 6 AL Akl A B i R 9L X
AT K ORI X H A AL i — 20 B3k
I, AWTFEXSFE HF-REF Fp k45256 8 22 F RO A OC R
PR T (MMP-2 MMP-9 F Gal-3) 2757 HF-PEF ¥
s A5G R A TR AR

¥R 4 )& 2 B B ( matrix metalloproteinases,
MMPs ) &7 4 ] S K& 57 73 fiff 5o i v e SC A T i) —
o A G , HC ) RE B B RE A% 3 B00 IR AT 5K Bl e D e
BRI B0 T R AR BT I A
1% MMP 7K P R] BB 2 o i 5 2 1 78 HF-PEF %%
s 1E R H R A ) — b i X PR e P B AR B | TS
R A B i A5 5 T ¥ B S Y e, MMP-2 Al
MMP-9 J& & A0 A F1 2 518 R0 ) 3 v i Je ) 2
FHEE RO . MMP-2 £ HF-PEF % 3% 3 77
16, I 5 LT 4 LR BE A VI E™) . Sanchis %5
X} HF-PEF 835t BNP 5 MMP-2 Byt 58 3R], 7 0
HF-PEF J A J5 T, MMP-2 A7 55 3 1) 50 B e 5 i
I HXTHARHERR O L 132 e i RO il A8 i PR 381 2
BERIZ L SN G WG W stk K. [ R,
MMP-9REMEJE #2500 JULIR] o £F 4 Ak S 5 ME e i 72, 32
LR R Ry L RE A 52 O JL A4 i 35 ST % fie K R 1) O
17, 3 T e ¢ B0 JOL RS i F T A B g R
B0 i MMP-9 /K- RIS A 6T 5K h i A 42 il HE -
PEF JXURS: i JCAEMR 5 1R A8, R W] MMP-O 22 5 5 1
JEi75 51 HE-PEF BUB& e, i — 0% & i s A&
IO SRR A WEFE R B, MMP-O 2 o AR A 760
ZEF IR RE R A E R B B HE AR AR 1 MMPO 32
BURE AT PE TCF-1 F AR /O WUVL G 2T 4 41 Jf i 7%
M P ECE O AR, SE A S BT Sk Sh RE R
TELL W AE 58 b, HF-PEF 41 & 3% [ 3 - MMP-2 #l
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Effects of fasudil combined with furosemide and spironolactone on cardiac function and serum AST, LDH and CK-
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[ Abstract] Objective To observe the effect of Rho kinase inhibitor fasudil combined with furosemide and spironolac-
tone on cardiac function and serum aspartate transferase ( AST), lactate dehydrogenase (LDH) and creatine MB ( CK-MB)
levels in patients with acute left heart failure ( ALHF). Methods From January 2016 to December 2018, 90 patients with
ALHF were enrolled in the heart rehabilitation center of Beijing Rehabilitation Hospital Affiliated to Capital Medical Universi-
ty. They were divided into control group (45 cases) and observation group (45 cases) according to the random number table
method. The patients in the control group were treated with furosemide and spironolactone, while the patients in the observa-
tion group were treated with fasudil based on the control group. The clinical effect, cardiac function, serum AST, LDH and
CK-MB levels, SF-36 scores, 6 min walking distance and adverse reactions were compared before and after treatment. Results

The total effective rate of the observation group was 97.78% , higher than 84.44% of the control group (x° =4.939, P =
0.026). After treatment, the heart function index, serum AST, LDH, CK-MB level, SF-36 score, 6 min walking distance
were significantly improved in the two groups, and the improvement in the observation group was significantly better than that
in the control group (/P =7.879/0.000, 3.443/0.000, 10.314/0.000, 12.396/0.000, 12.318/0.000, 3.967/0.000,
12.671/0.000). There was no significant difference in the incidence of adverse reactions between the two groups (P >
0.05). Conclusion Rho kinase inhibitor combined with furosemide and spironolactone in the treatment of acute left heart

failure can significantly improve the cardiac function of patients, reduce the expression level of serum AST, LDH and CK-MB,
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and improve the patients”quality of life score and 6-min walking distance.

[ Key words)
Cardiac function; AST; LDH; CK-MB
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Sof R4 IBITRT 117.01 £20.37 296.33 +33.37 354.01 +42.37
(n=45) WBITIE 81.96 £10.18 173.36 +13.28 199.96 +23.18
Uk =27 YRYTHT 116.74 +20.36 296.54 +33.36 353.74 +42.36
(n=45) BITE 58.73 £9.57 132.33 +15.77 134.73 +18.57
1/P X R N 15.034/0.000 19. 833/0. 000 23.058/0. 000
/P WEEH N E 33.291/0. 000 25.917/0. 000 37.341/0.000
/P IRYT I AR 10.314/0. 000 12.396/0. 000 12.318/0. 000
R4 2HBEIRITHIG SF-36 1743 .6 min HAFHE AL (7 =s)
Hul g A SF-??%?\(%) R jtﬁ():f‘m EEE%( m)
TRYTH RIT)E L P1H BT HI RIT G {8 P{H
SRR 45 75.02 +7.22 80.23 +6.87 4.281 0.010 127.02 £13.32 196.61 +21.63 8.967 0.001
Mg 45 74.96 £7.21 84.68 £3.25 9.593 0. 000 126.91 £13.27 245.88 +30.22 19.937  0.000
o 0.121 3.967 0.196 12.671
PH 0.904 0.000 0.867 0.000
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NT-proBNP \LVEDD \LVEF | FS $8 bR BTl ,3 A H 85 2 R it — 0 s, EOULER A B0 IRZH i3 W] 8 (A7 )5 2
J&:t/P =5.620/ < 0. 001,26. 609/ <0.001,4.751/ <0.001,23. 257/ <0.001; 597 )5 3 ©~H :¢/P =7.044/ <0. 001,
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Effects of early application of brain natriuretic peptide on neuroendocrine hormones, vascular endothelial function
and cardiac function in patients with acute myocardial infarction after PCI Zhang Yingjie, Ren Yanchun, Zhao Yong-
feng, Dong Jingjie, Wu Zhihong, Hu Xitian. Department of Cardiology, First Hospital of Shijiazhuang, Shijiazhuang 050011 ,
China
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[ Abstract] Objective To observe the effect of brain natriuretic peptide on neuroendocrine hormone, vascular endo-
thelial function and cardiac function in patients with acute myocardial infarction after PCI. Methods From January 2017 to
June 2018, 60 patients with acute myocardial infarction after PCI were selected as the study object. Randomly divided into ob-
servation group and control group with 30 cases each. The patients in both groups were treated with basic drugs for myocardial
infarction. In the observation group, brain natriuretic peptide was injected intravenously for 72 hours. The levels of E, NE,
ang ][, FMD, NO, ET-1, NT-proBNP and cardiac function of the two groups were compared at 72 hours, 2 weeks and 3
months after treatment. Results  After 72 hours of treatment, the plasma E, NE, ang I indexes of the two groups were lower
than before treatment, and the decrease of the observation group was more significant than that of the control group (/P =
16.345/ < 0.001, 3.297/0.002, 9.617/ <0.001). Compared with before treatment, FMD, NO and ET-1 levels of the two
groups were increased, but there was no significant difference in the control group (P >0.05). But the observation group im-
proved significantly (2 weeks after treatment: t/P =8.666/ < 0.001, 4.642/ <0.001, 13.457/ < 0.001; 3 months after
treatment; /P =6.210/ < 0.001, 4.902/ < 0.001, 2.149/0.036). NT-proBNP, LVED, LVEF and FS were improved in
two weeks and three months after treatment. Three months later, it was further improved than two weeks, and the improvement
of the observation group was more obvious than that of the control group (2 weeks after treatment; /P =5. 620/ < 0.001,
26.609/ < 0.001, 4.751/ < 0.001, 23.257/ < 0.001 ; 3 months after treatment; t/P =7.044/ <0.001, 2.790/0.007,
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4.016/ <0.001, 2.496/0.015). Conclusions Early application of brain natriuretic peptide after PCI in patients with acute

myocardial infarction can regulate neuroendocrine hormones, improve vascular endothelial function, and play an important role

in myocardial remodeling, thereby improving cardiac function and prognosis.

[ Key words)

function; Cardiac Function; Left ventricular remodeling

SO WIUREBE 2 H - IS TR 1 56 D R 5 | stk 2
ik i A3 2 SR 5 H DB, S5 50T £ I X314 o JUL B I
JIRBE, Ho s S o, RV 28T 105 P 1697, A 4
o A9 ) B HH B R OV R S P B IR RE
FLBPEFE, B0 WURE FE 52 Wi O I S0 47 % &7 5K D RE A1
RASS R G011 1) JE 000 S Bt 2 5 Hoh, 5k
MR S REB M O R L LR
A MK ( BNP) HLA AR i i I A Ol 672 for B 45
PO N o R G0 BE TG S 2 PE R AF R B 1
Mg kO WLEBE £02 PCL AT T 30 187 FF A 69 A X
PEEIN SR IAR (I8 TN B D RE M2 O DI RE R S, 1
wr.
1 #R5HE
L1 IfAREER BE$E2017 451 H—2018 4£6 A A1
JET 38— EE i O R 2k O WAEFE 22 PCT R R
60 BIFEABETEXT G, 454 2015 AE AR #2500
I AE 5323 B 2Pk U SE2 6 48 e H O LB L 42
BRE X, HEA 238 PCLFERERAE , RN JETER
™ EE D RE A B AN B i 0 A 5k AR
B FEBENLECT 2355 R B AN IR 4 (ILER A1) Fxt
HRZH A% 30 i) o 2 2H RBP4 o (TR s o I
S BE PRI S ABE R e A A SR T ant A% 5 A LA
EFHGIER L (P >0.05), HAF M, L&k 1,
AWFFT L B S BEZS 63 S vE , (o B 5 g W)
A B R E,
1.2 a7k BEABEYAH KA RKIT 22
PCLYAYT , SR AN B Y7 2 (136 ) A5 RS 7] 2
77 I B A R BRI S —— K S BR (Firebird ) , #4J5T
NG A EMARH 1 ~2 4, 2 AR EHAT
AL UL/ At 7T 2SI B 25 9 76 N 10 WLEE 3T
SERMZIRTT s AR AL A T T E A NI AR K (R

Brain natriuretic peptide; Acute myocardial infarction; Neuroendocrine hormone; Vascular endothelial

A PR ])0.007 5 ~0.015 pg « kg™ - min ™' &
WK HERE 72 b 24 30 TR AR 4k i s 918 550 S, 4 of
FsAm AR IR i B Bl 2t S0 7T 7 DA 2 e L 5 B R
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POCERM MK S ERR(E) AP HE EIRER
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1.3.2 I8 N B D REHE bR 5 : B2 35 B GE 24 H]
LOGIQ P5 Bl 3 #0238 W MR 2 W RS T A
BEif (WEIFRT) BRI 2 Ji B 3 A H 2 A I 4l I g
BN KN B AL ET 5K I RE (FMD) |, 78 8 2 V- ROz 22
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FLEX #1408 53 AN 8 2 't f i T 2 43 A il )
ARG DN 4 i e 2 5 A i Fili 694 B TG 442 ( NT-proBNP) | il
J] Nem i0SSA-550A #I TOSHIBA #8755 8% 245 T APt

R1 2HBEMRFBHLE [#1(%)]

41 5l %k 5 FEi(x£5,%) WA s ie I WE DRI 5 JRE(x +s,h) KRG R
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x>/t 1 0.077 0. 865 0. 069 0.089 0.082 0.933 0.082

P {8 0.781 0.495 0.793 0.766 0.774 0.427 0.774
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FEPIKAMINAE (LVEDD ) | 72 % S 1l 73 B (LVEF) 1
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F3 2 41HH FMD K NO ET-1 AP ILE: (2+5)
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The relationship between the changes of circulating miR-26b and left ventricular hypertrophy and cardiac function in
elderly patients with hypertension Feng Wei, Zhang Jun, Wu Wenjun, Gao Lanlan. Department of Cardiology, The Sec-
ond Affiliated Hospital of Bengbu Medical College, Anhui Province ,Bengbu 233000, China
Corresponding author; Feng Wei, E-mail: yssSm2@ 163. com

[ Abstract] Objective To analyze the relationship between the changes of circulatory miR-26b and left ventricular
hypertrophy and cardiac function in elderly patients with hypertension. Methods: From January 2017 to October 2019, 132
elderly patients with hypertension were treated in the Department of Cardiology, the Second Affiliated Hospital of Bengbu Med-
ical College. The level of miR-26b was measured. Taking the median of relative expression as the critical value, miR-26b was
divided into low level group (control group, n=76) and high-level group (observation group, n=56). The biochemical in-
dexes, echocardiographic indexes and NYHA cardiac function grades of the two groups were compared, and the correlation be-
tween miR-26b and echocardiographic parameters was analyzed. Multivariate logistic regression was used to analyze the influ-
encing factors of left ventricular hypertrophy in elderly patients with hypertension. ROC curve predicts the value of circulatory
miR-26b in the diagnosis of left ventricular hypertrophy in elderly patients with hypertension. Results Compared with the con-
trol group, IVST, LVPWT, LVMI and LVH decreased (¢ =12.031, 12.003, 12.738, X2 = 65.558, P=0.000), and E/A
increased (£=8.219, P=0.000). The circulating miR-26b level was negatively correlated with IVST, LVPWT and LVMI
(r=-0.493, -0.526, -0.789, P<0.001), and positively correlated with E/A (r=0.421, P <0.001). The proportion
of cardiac dysfunction in the control group was significantly higher than that in the observation group (x° = 42.861, P =
0.000). The increase of age, IVST, LVPWT and LVMI were independent risk factors (P <0.05) , and the increase of miR-

26b was protective factor (P <0.01). The area under ROC curve was 0. 836, the best critical value was 8. 83, the sensitivity
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was 81.4% , the specificity was 78.9% , and the Youden index was 0. 603. Conclusion The level of circulating miR-26b

has a negative correlation with left ventricular hypertrophy and a positive correlation with left ventricular diastolic function. It is

a protective factor of left ventricular hypertrophy and diastolic dysfunction in elderly patients with hypertension. It can also be

used as a potential biomarker for the diagnosis of left ventricular hypertrophy in elderly patients with hypertension.
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0.001)

2.4 24 NYHA LIIREA S ILEE A4 NYHA 7
AL A 2R, 6 BRAH O D REDRR /B % 72 ] (94. 74% ) ,
BT W gL 4] 26 5] (41. 08% ) (x° =42. 861, P =
0.000), L3 3,

®3 24U8H NYHA DIIREHLEL [01(%) ]

9 A IRAL(n =76) WAL (n = 56)
1% 4(5.26) 33(58.93)
I %% 32(42.11) 19(33.93)
%% 30(39.47) 3(5.36)
|\ 10(13.16) 1(1.79)

2.5 CBARE IR R 200w B R Y R R A A
Logistic Z [K Z 3 Hr 45 5 W%, 4E# . IVST . LVPWT %
LVMI B8 i 2 5 8B AR & 1R 5 200 A0 R & A 1Y
ST AR (P <0.05) 5 miR-26b 7K 7T =5 ] 2 14
FIAR(P<0.01), L 4,

R4 EFESMERE L OENRERIZ R Logistic 7

FSES B1E SE{H Waldfi P1H OR {H(95% CI)
IS 1.734  0.927 3.419 0.021 2.379 (1.368 ~3.842)
IVST 1.295 0.646 2.358 0.013 5.142(3.405 ~6.257)

LVPWT  0.867 0.719 6.642 0.032 3.063(2.241 ~5.463)
LVMI 2.453  0.882 4.734  0.006 4.581(3.263~7.879)
miR-26b -2.246  0.954  7.527 0.000 0.528 (0.257 ~0.895)

T AZE IR, I >T75 % =1, <75 % =0;1VST 1y =1, K4
H =05 LVPWT 341 = 1, R34 h0 =0; LVMI J 4% > 125 ¢/m? &k > 110
g/m? =1, \ <125 ¢/m? <110 ¢/m? =0; miR26b=7.62 =1, <
7.62 =0

2.6 fF¥ miR-26b 7K P AT 5 L B 200 =
JERIZWNE ROC 2 o3 A 45 R 275, miR-26b i
LTMA R 0.836,95% CI F5 0.757 ~0.916 (P <
0.05) ,FcfEimAE A 8. 83, HURIEH 81.4% ,Fi R
J978.9% , A%k R 0. 603, miR-26b X 2 4F 5 Il
JEE#H LVH 3w g Wi i, WE 1,
37 i

LVH J& & MM 18 W A hE 2 — , 30 i il e mJ
SO R 22 0 25 i gy, BRI I AR 5008 M oy ek A, R
LVH f% A= 7 ns WIUEE 38 B 5 339 o 0 58 344 2
J& LVH [ ESRHIE . BF9E 8 7n & s B4 & 9F LVH
i 2 A DA B R B o TR sl I TR i

08

0.6 [

TR

04

02 F AUC=0. 836

1 1 1 1
0.0 0.2 04 0.6 0.8 1.0
1451

1 miR-26b 2 E4F M M LVH 5 ROC i 2k 4]

A7 SCHRARGE" w85 I A 9 LVH B8 3% SR 3l kit 4% g
TR TR, BRI S e A2 I fi
FET B IE AN o o M A LVH 2O il L 45 74 A
FETR AR SR N R, D ot S R R 2 W7 LVH
e AR SCRE R T T ) P BT R R A B
7O B B IR — S I B R IR I
R b St R 3 — Pl g B H A B AU v 112
Jitho

miRNAs Jy— 2815 A= Py dE Ak i 72 P g B2 AR ST B Y
DEVEAR S 5 /N 701 RNA L TERS 5% 5 K F B TR R
FARIVERY o FEAIIRIY MG S RS TS X
i BELAE P B2 4 miRNAs 2 5 RATE SCHRR
i miRNAs R4 b R G0 2 3R G0 S B FR e A %
WP IS TR, SEAE R R B
miRNAs 25 70K & MEM, JF B 50N 4E1e
O JUIER S ) 3055 Z2 0 PRI 2 DA G .
WBFFE R B SO HR A I3 T miR-26b (1) 32350k
AR T FE N, miR-26b A7 B2 h il B 12 W e O
TR o BRI R, R ST /N B i 47 4
f— 5 B R rh miR-26 38 55 400 1o B 2H 2 o A R
7K % 11 /Kruppel #£HF 4/ 4 K K F-B (angioten-
sin / Kruppel like factor 4/transforming growth factor-f3,
Ang II/KLF 4/TCGF-B) {5 538 i A 30 , DA TS 2] 47t
P Wt o0 s ST AEAL B SEONE . AR T 132 il 47
e L AR DK I miR-26b 7K, 4528 e B AR X %
RETE4.56 ~16.93 ZJa], iUk 7.62,

HERVT miR-26b JKF-5 LVH A B KR, AT
SIHT R, S IR AR b, WS¢ 2H 2 R B S e &
JEBEJRLE o a8 o i B M A0 8 I VR 491 K g
FI (P <0.01) o 5[] b J5 B R 7 0 58 ) BE JRE J3E
PRSE T A0 # Ui B, T 00 = B R RO R
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SRy AU S IR ) EE B R A, 20 & T 5 4K
(BRI 220 2 A R ™ F 0 4 S B R 1 A
miR-26b 7KCFRRAR, #7557 R A A2 D ENEE, H 5 ha
AR ARAT . IR ST LY (R
ET 9K M I I S (BT R, PR LU AEL (E/A ) T %,
E/AME <1, W 2200 67 KR S AE T "™ SCilikf
B BAR R MR R R A O SRR R R A
EPIKIIRE T RE . ABFSE R, 2 AR E/A HH <1,
FUORRZH B IR TEE (P <0.01) , $2R2 ¥
P AE O E AT IR DI REAS 42, H miR-26b 7K HAIG
JUEE . BORTFSE R W, M miR-26b J5 ] A 17 40 i
AL S 30 miR-26b X 41 i 358 5 A 12 1
FH o HEM AT BE & miR-26b 7K S &5 1K A4 22 4F 5 1L & A
&SR0 LA B 5 H R A AR PERE I, O JILTR] o
W R Z 3G 2% O WUR AR LR AR AR FRR IR 0o AL
LB B BB AE AR SN S ol STy 4 A Al 5 359 4
AR AR BETTO EET SR T RE S BEEA T T e R B
D EEFIRINREA 4 AR T 45 R R, 6 35 miR-
26b JKF-5 = (A1 B JR B | A2 0 5 i B TR 8 A A 0 & T
HIFBIIRAAE (P 1 <0.01), 5 E /A fHEIEAH
X(P<0.01), HHE NYHA FrifEIEAS 75, miR-26b
RAKTF-ALL D REIGR F ] .25 5 T miR-26b = /K -4
(P<0.05), PhEZERIUESE miR-26b KK 1) 4
1 ML SRS A ) A A2 D R B DI REIGR o

ZR R EE R Bon, s BB REEE A 0E
i B T e A U 2 TR AR B I T O A i e AR
AU MR KA B A ST fE s LR (P <0.05) ; miR-
26b K- Thm 2R R (P <0.05), AWF5EHE
WO BEE AR B0, UL A AR A, O S D
B3RO0 IR SO e 1 0, A 6 67 g s g B A o0 3
PRV T ] BE P BT A AR R K A, TR T A
B LVH R AR T w2 R 22 0 = ) RE
JEEERG I, 200 & BT fe AR 2 g, 2 S v LVMIL >
125 g/m” 24Pk LVMI > 110 g/m’ B RIS W7k 22 00 %2
NEJE . DAEAFFE 3 , K BC IE IR JE 41 21 miR-26a
F1 miR-26b F&35 T 8, I HL 0 1k % #5008 I A Bl i 1
fif-3 B ( glycogen synthase kinase-33, GSK-38) 147 1)l i
DAY O R R PR 2o R 2 S AR 9T 45 S, miR-26b
FEEAR R IR R O B SR B R B T AR VR A,
{EILAE FBLEIA Reiff— 26198 . ROC {4k 2 #r B
M4k R 0.836,95% CI 2/ 0.757 ~0.916 , il
FUE R 8. 83, MUK 81. 4% | H S E 78. 9% , 2%
miR-26b FHX} KA 5 <8. 83 Rin[i2Wir kL EIEIE, A
LA A oo ) B IR S

5 b JRFR miR-26b JKP-5 5 4R 5 L IR AR 2
FHEE GG, S & KN RE R IEHC , R4
L s S8 e AR 2 O = IR JE AT Tk D REAS 4 i fR 47
B, RN AT VR P 08 A bR 35 ) T 28 45 v i s AR
BHROELIERZE . 45wt — 2 T G miR-
26b X 702 HE IS A AR AR AP VR RIBLAG RO RIS
) 2 0 52« I AT A PR W O 2 i
fEE k=

B BT T 5, SEERE T R I SRS s AR AR 4R
WFFE IR , AT IR I8 SO A% KU & 2 2 A
AR, BORHR AR R 1B 3B L
S 3k
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(# ZE] BH /HHE miR21 KF5 2 F 825 518 (ARDS) SBLRER FKE R BUGHER. B
&SR 2016 43 2019 4F 2 R4 L LEE =0 JLE FE B2 RHGA 1Y ARDS (L 98 f#il1E >y ARDS
A, H B T B AR R 3 MR (n =32) (HPEE(n =36) FIEEFE (n =30) ; PEH[E) M T 1% Be A4k (g e JL 28 90 A Ay Xof
BRH, PBAE 2 AT miR-21 kK, S A [ MR IRFE R - (TNF-a ) | H A ZR-6 (1L-6) £l TL-17 ] By K F, R
Pearson Al ¢/ T IILIE miR-21 23k 7K 5 MUIE 2P B F-RAHSCPE , () ROC ik 731 miR-21 X ARDS & LS Ay 1
M. R ARDS 4H & JLIMTE miR21 Fik/KF TNF-a IL-6 Fl 1L-17 /K3 T R4 (1 = 8. 697 21.373 .10.548 ,
26.117, P =0.000) , 3 Fifi 55 185 M B W30 n (F =21.731 .71. 905 (69. 963 448.536, P #] =0.000) , JET-F 41 &)L
ABEAT ML miR-21 ik /K [ INF-o IL-6 H1 IL-17 7K F-BH B & AT WAL (1 =4. 626 4,237 4,818 11. 141, P ¥ =
0.000) ; IfiL 7 miR-21 FikwE 5 TNF-o IL-6 F1 1L-17 EIEASE(r=0.501.,0.462 .0.495, P ) =0.000) ; Il 7& miR-21 3
KACF-HUU ARDS (8 )LBUS fi 2k T RN 0. 796 (95% CI0.729 ~0.862 ) , FiefilE FE A 1. 54, BUREE FRe 55 B2 43 ) Ry
78.57% 1 82.65% ,Youden 8% 0.612, £5if  [MLIF miR-21 Fik K F-H A F7KF7E ARDS gL R,
I 18 0 B T M3 miR-21 RS FAR AR BB T K 2 IEA 56, I miR-21 B3 K A B FiEfh gL
P 1 ™ BRGNS
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[ Abstract] Objective To analyze the relationship between serum miR-21 level and inflammatory factors and progno-
sis in children with acute respiratory distress syndrome (ARDS). Methods Ninety-eight children with ARDS admitted to the
Department of Pediatric Critical Medicine at Hainan Women and Children’ s Medical Center from March 2016 to February
2019 as ARDS group, According to the severity of the disease, it can be divided into three categories: mild, moderate and se-
vere. Meanwhile, 90 healthy children were selected as the control group. The expression levels of serum miR-21 and inflam-
matory factors [ tumor necrosis factor-a (TNF-a) , interleukin-6 (IL-6) and interleukin-17 (IL-17) ]Jwere compared between
the two groups. Pearson correlation analysis between serum miR-21 expression and serum inflammatory factors. Prognostic val-
ue of miR-21 in children with ARDS by ROC curve analysis Results From March 2016 to February 2019, 98 children with
ARDS were selected as ARDS group. According to the severity of the disease, they were divided into mild (n =32) , moderate
(n=36) and severe (n =30). 90 healthy children were selected as the control group. The expression level of miR-21 and the
levels of inflammatory factors (TNF-ot, IL-6 and IL-17) were compared between the two groups. Pearson correlation analysis
was used to analyze the correlation between the expression level of miR-21 and the serum inflammatory factors. ROC curve was
used to analyze the predictive value of miR-21 in children with ARDS. Conclusion The expression level of serum miR-21 and

inflammatory factors increased significantly in children with ARDS, and increased with the aggravation of the disease. The
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expression level of serum miR-21 was positively correlated with the level of inflammatory factors. The expression level of serum

miR-21 was helpful to evaluate the severity and prognosis of the disease.

[ Key words)

Prognosis

VERE I S IO ZE AR (ARDS ) J2: I PR 3 L F) — Fh
e 2 T , FLI R 8 90 32 9 Ay e VA I AU 40 TR R 47
PRI DR X 3 7 ) R R 5 0, DR T B0 R A v, %
BOLIAE Al U™ B . 51 ARDS 55 X
Rhrsig Je B ATRRSE A B, BFSEA N ARDS f 51
AR AL 5 R P R A U AE DG, RYER T2
ARDS KA & B B iR O B L S RS aR
I, ML S P TR -5 L3 ARDS 9 % Ak 5 8 T o
o T E R S I T L AR SR KR RS R, mi-
croRNA (miRNA) 2 5 T 464t S o7 i I 855 i, G ML
Fo B A AL R mRNA 14 3 s dE g X B4 A
5| AL AP mBRINA. (14 58 Arp 25 10 1 2 S B 3o e, 91 4
R FIES . A IR AR miR-21 78 20 847 14 /N
BRI gk B, 5 RMEHE TR 2R E U, H
FEWF I 38 25 A AR LI A A 22k K -t BH g T
w507 BRI miR-21 7E L3 ARDS % A & it i i
VERE ARG, BB S 5% T L2 ARDS & 1k
VAL UL AH AR E . B, B4 BT ARDS B L I 3%
miR-21 7K 59 /™ B AR B A PE R K e R,
FHHF miR-21 76 ARDS (L A 97 I BLH, 4 18
mr,
1 #RS5H®
L1 IR YER $EH2016 4E3 —2019 4E2 i
IR LR B L LB AT B RHGA B ARDS £
JL 98 {5l ( ARDS ) fF: W HF5E x4, B 48 4], 4 50 4 ;
T ~10.5 2 SRR (3.6 £2.4) %, #7HR
ARDS iz LK ARDS 8L 17 ™ B L 40 h 3
AL, R4 32 41, 5B 15 9l 4 17 i, AR 1 A
H ~9.3 % PR (3.8 £2.1) &5 JEUR R « Jifi o ek
Y20 fl, RS 1 ], HoAth 2 . P REE 4 36
], 519 4, 4 17 ], 464 4 A H ~10.5 %, SF 4
W (3.4 £2.8) %5 IR Ji : Il Bk e 33 f4i], 2 R &
W2 i, oAl 1 ], R4 30 ], 55 14 f, 4 16
AR 2 A A ~10.3 % SFHAERY (3.6 £2.3) 45
R BRIy 27 B, SR 1 B HoAD 2 ), 3
A LIRS AR AR R HUAE, 25 ST
X(P>0.05), BA A, A1 A B il B 1A 46 1Y
JL3E 90 il %t BELH , 5 44 1], 4 46 {51 4FHE 2 A ~
10.3 % SFHAFIE (3.8 £2.6) %550 1 A H N JGIE

Acute respiratory distress syndrome; miR-21; Tumor necrosis factora; Interleukin 6; Interleukin 17;

PRSI , AT e 4 70) . ARDS ZH Fi xS B2 )L 2
PER RIS L 22 R LGt # B X (P >0.05) , B
A . AR AR BRI 2 0t 23 B AL, 523
FIEFE R B FZ MR E A .

L2 gEFEbrdE (1) WA OFF & EBsJLE
ARDS 2L AR E s @ 8L A T 2 0 (& 9 Bt
[ <3 d). (2) HEBRARUE: D0 J) 3235 5 BUWIE
TEIE 5 At J5E R 350 PP R0

1.3 W& bR 577

13,1 IfE miR-21 KA . fefe ARDS B LABE
A B4 AG: L 25 (ARG IF B 0 A i 4% 3 ml, fs ] Life
Technologies 73 F) A9 Ifil & RNA $& B 57 &5 42 B &L
RNA & RNA {9 v B Fn 4l B it F 0 5 s i) &
(B REYHARLE]) RS RNA 3905 55 OR300 e 5%
JEI) cDNA VSRR AT S 7 i PCR, NI 5
(10 wl) :cDNA 0.2 pl, Forward primer (10 wmol/L)
0.5 ul,Reverse primer (10 wmol/L) 0.5 wl, ROX 1[I
(50x) 0.2 wl, SYBR (2x)5 ul, RNase free water
3.6 wl, )i 464 :95 CHIAEYE 1 min,95 C 15 5,60 C
20 £,72 °C 1 min, T 40 SR, 5 IHIHT FiEE T AT
RS F5 B, 51 VIR F R 1,

F 1 LR PCR 75975
A Gl gl
miR-21 LU5B14 5-TCGGCGGTAGCTTATCAGACTGA-3'
TWB|4 5-ATCCAGTGCAGGGTCCGAGG-3
U6 F3E5 14 5<CTCGCTTCGGCAGCACA-3
F7E 4 5-AACGCTTCACGAATTTGCGT-3'

1.3.2 I AL TR 70 iU 4k ARDS L
B8 I BRE A L 2 (G IS A A0 1L 3 ml, 50 3R A5
TR o 5 K e 9% VI o 4 9 4 Y0 i 355 e 8 S 6 [
F-a(TNF-o0) (4426 (1L-6) I TL-17, 35K e 92 W
MR &M A R A RAEY AR, LR EL
A G AT HRAE

1.4 %iit2¢ )3k f#i ] Graphpad Prism 8.0 #f4: %
VG TR S a1 R CS P o G AR DB G S
(%), LR x° K IR 20 A 11 i VR A
x s, 2 A HBCR AT ¢ K3, 2 4 8] HE R T LA
B 720007 FRARIA] O R R ] Pearson 224341 ; ROC i
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53 HT miR-21 X} ARDS £ LTS /9 B0 M. P <
0.05 K 2ERA G E L
2 &% 7
2.1 2 ZHIMYE miR21 AR F/KF A 55X
ZH LB, ARDS 41 2 LIS miR-21 \ TNF-o \IL-6 Fl IL-
17 /KB FHE (P <0.01) , Lk 2,
2.2 OAN[E]™ AR R ZH [A]YE miR-21 R4 R K
SErEE IME miR-21 TNF-o \IL-6 Fi1 IL-17 /K ERE 5
o IE R N A, R A > TR AL > R
(P H<0.01), L33,
2.3 A[EFUS B ILIMTE miR-21 FIR A 77K i

ARDS f8 L 28 d PR 39 ], £71% 59 fil. BT
2 LY miR-21 \ TNF-o  1L-6 i1 IL-17 /K& TAF
WA (P <0.01), W54,
2.4 I miR21 K5 REHRFRIMHECHE g
miR-21 FIRK-5 103 2P [+ TNF-o | IL-6 Fil IL-17
K 2 IE A 26 (r = 0. 501,0. 462 .,0. 495, P ¥y =
0.000) ,
2.5 Iy miR-21 ZKF-H ARDS & LTS /9 #r (A
ML3% miR-21 {1k F ALK 0. 796 (95% CI 0. 729 ~
0.862) , fe (G AE A 1. 54, BB FRE 5 52 43 1 R
78.57% F1182.65% ,Youden $5%° 0.612, LA 1,
309 i

ARDS J2 At 3] P4 ARG 40 L AE FH R A 7 1 W W TR XEE Sy

R AE B O 0 2 3O LB ARDS 995 S8 R B L (H

TR S

0.2 k AUC=0. 796

0.0 \ L 1 1

1

B 1 miR-21 7 ARDS L5 ROC gh£k

I R ATk = Ll P 4 2 s )™ B R B TPA R 79 1)
WrgHE AR, DR SR AERS PEAS )L 2 ARDS %% ™ 5
T EE RIS T (R 48 b HA SR IG R . MR
N & ARDS %A= & J i A b (A% 0 3877, #E ARDS
S0, e 0 A0 ) S5 A 1) 9 P 4 LB R ) R vk PR
1 TNF-oo A1 IL-6, DTN EE T R M S g 2 A%, 175 5 il
LG o TL-17 WS g P I 7 3 7 v T B A e
PRI, Hoiod 5 3 AT LA Xk 46 04 7 A 5,
WER,IL-17 BE 5 TR R AW
WESZ I3 TNF-o JL-6 F1 IL-17 7K F-7E ARDS gL F+
5, I B % ARDS S 1 04 i 2 i ks, Sl R e

R2 242 MIE miR21 FRPER TKP . (v £9)

Ao 1% miR-21 TNF-a (pg/ml) IL-6 (pg/ml) IL-17 ( pg/ml)
xiF R 4L 90 0.95 +0.49 18.27 £3.82 12.59 +3.17 100.52 £22.57
ARDS 98 1.69 +0.56 32.65 £5.23 18.52 +4.38 201.36 +29.57
(i 8.697 21.373 10.548 26.117
P 0.000 0. 000 0.000 0.000
F3 AR EREVAME miR21 FRMEE TR ()
2| 151558 miR-21 TNF-a (pg/ml) IL-6 (pg/ml) IL-17 ( pg/ml)
REWA 32 1.31+0.42 28.49 +3.12 14.05 £2.47 156.26 +17.58
RS2 36 1.64 +0.33 31.74 £2.85 18.36 +3.01 197.72 +19. 19
G| 30 1.94 +0.38 38.18 +3.74 23.47 +3.84 253.85 +15.84
F {4 21.731 71.905 69.963 448.536
P i 0.000 0. 000 0.000 0.000
F4 RFEBUSEILMTE miR-21 FRMAEE TR LI (5xs)
2| 151558 miR-21 TNF-a (pg/ml) IL-6 (pg/ml) IL-17 (pg/ml)
T4 39 1.82 +0.41 34.23 £2.96 20.24 +3.29 226.48 +19.47
TG A 59 1.49 +0.39 31.61 £3.02 17.38 £2.57 184.76 +17.23
i 4.626 4.237 4.818 11.141
P1H 0.000 0. 000 0. 000 0.000
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il Mikacenic 257" (RFF 58 45 5 — B, 6 TNF-o  IL-6
A IL-17 ] LAGE o 38035 2 1k S s S i i 403 , ik — 28
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WF9E s, miR-21 75 0P il 458 3 1 /) BRURE 2 vp 32
ik B, 5 2 RN AR G, A ST &K B, ARDS
AL miR-21 B RB/KF- B & TR L&, Jf
HFfi% ARDS &)Ly r i s m & , 9] miR-21 2
51 ARDS Btk R f, 95 ARDS S - A
JEA K. miRNA A] Dhjdiid 5] mRNA |1 37 s
i X IR A, o RS I IR mRNA (4 [ it sl 4 i 4% 3%
BRI M SO PR ) 2 3, AL ke, AR R 4R
W ME miR-21 KKK 5 M K R AR DG,
RIMTE miR-21 kK5 TNF-o [ IL-6 il 1L-17 &
IEASE, Ui miR-21 ] LA 4% TNF-o IL-6 il 1L-17
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[ Abstract] Objective To detect the expression level of monocyte cytokine signal transduction inhibitory protein 1
(SOCS-1) and SOCS-3 in peripheral blood of patients with allergic asthma, and analyze the relationship and significance be-
tween them and Th17/Treg imbalance. Methods From April 2018 to September 2019, 60 patients with allergic asthma were
selected as asthma group. In addition, 60 healthy people who had physical examination in the hospital at the same time were
selected as the control group. The expression of SOCS-1 and SOCS-3 mRNA in peripheral blood mononuclear cells of the two
groups was detected by real-time fluorescent quantitative PCR ( qRT-PCR). The percentage of CD4 " IL-17" T cells ( Th17
cells) and CD4* CD25 " regulatory T cells ( Treg cells) in peripheral blood were detected by flow cytometry. The serum levels
of IL-6, TL-17, TIL-23, TGF-B 1 and IFN-y were detected by enzyme-linked immunosorbent assay (ELISA). Pearson correla-
tion analysis showed that Th17/Treg ratio was related to the expression level of SOCS-1 and SOCS-3 mRNA in patients with al-
lergic asthma. Results The percentage of Th17 cells and the ratio of Th17/Treg in peripheral blood of asthma group were sig-
nificantly higher than that of healthy control group, and the percentage of Treg cells was significantly lower than that of healthy
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control group (¢=15.726, 2.665, 15.074, P <0.01). The expression level of SOCS-1 and SOCS-3 mRNA in peripheral
blood mononuclear cells of asthma group was significantly higher than that of healthy control group (#=10.805, 4.709, P =
0.000). Compared with the healthy control group, the levels of serum IL-6, IL-17, IL-23, TGF-B 1 in the asthma group were
significantly higher, and the levels of IFN-y were significantly lower (¢ =26. 648, 11.963, 6. 844, 58.921, 8.900, P =
0.000); FEV,, FVC, FEV,% in the asthma group were significantly lower than those in the healthy control group (¢ =
12.316, 6.142, 35.372, P=0.000). The expression of SOCS-1 and SOCS-3 mRNA was positively correlated with the levels
of IL-6, IL-17, IL-23 and TGF-g 1 (SOCS-1: r=0.576, 0.365, 0.525, 0.478, P <0.01; SOCS-3: r=0.463, 0.427,
0.364, 0.415, P<0.01), and negatively correlated with IFN-y (r= -0.549, -0.562, P <0.01), respectively mRNA
level was positively correlated (r=0.471, P <0.01). There was a positive correlation between SOCS-1, SOCS-3 mRNA and
Th17/Treg ratio (r =0.488, 0.606, P <0.05). Conclusions The up-regulated expression of SOCS-1 and SOCS-3 in the

peripheral blood of patients with allergic asthma is related to the imbalance of Th17/Treg and the abnormal expression of in-

- 463 -

flammatory factors, which may be involved in the occurrence of allergic asthma.

[ Key words)
protein 3; Th17/Treg imbalance
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SOCS-3 5<TCCCCCCAGAAGAGCCTATTAC-3" 5:TCCGACAGAGATGCTGAAGAGTG-3"
GAPDH 52CAACTTTGGTATCGTGGAAGGACTC-3" 5:AGGGATGATGTTCTGGAGAGCC-3~
R4 2HARMEHNTARPLE (x£s,pg/ml)

4 5 1% IL-6 IL-17 IL-23 TGF-B1 IFN-y
TR X HR 2 60 36.09 +12.33 12.56 2. 14 25.04 £7.79 154.93 £14.75 48.61 +11.56
I Wty 2 60 121.35 +21.46 18.57 £3.25 47.83 £24.59 353.01 +21.46 30.48 £10.74
t{H 26.648 11.963 6.844 58.921 8.900
P1{g <0.001 <0.001 <0.001 <0.001 <0.001
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2.4 2 IThRE LB BEEG 4L ARE FEV, (FVC,
FEV, % 14 5 2% TR IRZH (P <0.01) , L3 5,

RS 2AMIMAELLE (xxs)

T g FEV, (L) FVC(L) FEV, %
R X BE 2 60 2.01 £0.15 2.54 +0.34 103.64 +4.62
2% i 2 60 1.56 +0.24 2.21 £0.32  77.95 £3.21
t{H 12.316 6.142 35.372
P1E <0.001 <0.001 <0.001

2.5 SOCS-1,S0CS-3 mRNA 5 Th17/Treg . 48 ¥4 A ¥
O M A B Ao 5 2 s S 35 SOCS-1,80CS-3
mRNA 5 Th17/Treg F{H 52 1IE A5G (r =0. 488 0. 606,
P<0.05), WLIK 1.4 2; SOCS-1,S0CS-3 mRNA ik
K5 IL-6 | 1L-17 [ IL-23 | TGF-B1 7K - 2 1E A 3¢
(P<0.01), 5 IFN-y /KF 2 AHK (P <0.01);
SOCS-3 mRNA 7K F 5 SOCS-1 mRNA 7Kk 52 1F A5 %
(r=0.471,P <0.01) , L35 6,

301
25F =0. 488
~ °
m 20F e ©
o )
£ o1s ° -
£ 10}k S :
(Y [ ]
05k ° & 9 ° °
® [ [ ]
0.0 1 1 1 1 1
1.0 12 14 1.6 1.8 20
SOCS-1 mRNA

1 SOCS-1 mRNA 5 Th17/Treg LU {EAH R4t

Th17/Tregtl{&

SOCS-3 mRNA

E 2 SOCS-3 mRNA 5 Th17/Treg Ht{EAHCHE

%6 SOCS-1.S0CS-3 mRNA 154k

26 - 7K S S 4

e SOCS-1 mRNA SOCS-3 mRNA
- r i P r i P (i
1L-6 0.576 <0.001 0.463 <0.001
1L-17 0.365 0.002 0.427 <0.001
1L.-23 0.525 <0.001 0.364 <0.001
TGF-B1 0.478 <0.001 0.415 <0.001
IFN-y -0.549 <0.001 -0.562 <0.001
3 94 i

ARMFTE R I, 2 B 12 Wity 5 S A A% 2
H1 SOCS-1,S0CS-3 mRNA 23k 7K - X {git B X Bt
HiR i, 4275 SOCS-1,S0CS-3 1] it 55 o foik: W i
KA, Horp SOCS 25 11/ K AR o 5 MR A5 M o s
ARG AR A BRI, 2 57 T 41 &
B G A0 20 M R 15 38 i A, AE S P
JRYNE G & R R B BRI AR
K SOCS-1 SE it SH2 45 48,15 40 L R 752 1Ak it
PEL Janus T (JAK) 25 6, i 202 240 )5 RE R, AT
FA7F INF-y (T2 IL-6 | IL-7 \TL-12 4§ Z Fh 40 Jifd 5 1
{552 STAT i #a/5%, SOCS-1 Befa/NRFFIE T
200 A T 1) B0 A S R PRI, SOCS-1
PHIERT I E S R EE MY T REHEE
W& B, SOCS-3 mRNA £ 3k 7K - N I 9 /)N B Y
IL4 7Kg /0, #278 IL4 7KF-32 SOCS-3 mRNA ik
ISR, 8 5 2 B e i R A G, A SOCS-
1.SOCS-3 A] {85 4 Bk W Wi ) Ao A O, 0 JHE = 2
SR AT PR T 20 ) 43 Ak K A0 il 20 i PR 1 £ i
M AFEVER

KIS WL SN H , Thl/ Th2 2R i 76 3o 5k 12
Wity A AR, 4ROk K B Th17/ Treg 2% i 76 32 )
PEwzng AR RAE SR T . Treg AT Th1/Th2, &
A LIRS M I RE . ®I4G CD4 " T 4l fE 1L-12
1 IFN-y %55 F 44k Thl 40, 2 5 40 A5 G g2
N s 7 TGF-B Huihifs 3 F 404k A Treg 40l , 43 ik
TGF-B, 25 %% 475 ; 7 TGF-B Hl IL-6 1y 3 [F] 75 3
T34 h Th17, 430 IL-6 Al IL-17 , 25 5P S Al
Bps Mg g™ 1L-6 AT AR 9 1% AL 19 CD4 " 20 i 1]
Th17 434k JE I IE R 5t A58 K BR, 27 i 201 1 375 o
IL-6 TL-17 \TL-23 \ TGF-B1 %3k 7K F i 3 7t 5, IFN-y
FEIRAKF B B R, B2 4 Th17 40 A 4% . Th17/
Treg A 235 5 T et HE Xt IR 41, Treg 400 & 40 R 3%
T e R X BB 4, 42 /R Th17 | Treg 4 & 43 % A 25 1L
FIE A 5 3 SV A G T A G BIF g R B2 1L
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RAEFEEAE . Chu 20 BF 58 & B, TGF-B1 £ 1 i
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1EE FHk A

AR RITIIR T &, I R R SRS M 7 4R
RS , A HT IR , 8 SRR s A A SEHEF 7 1 72, YOk
AR RSB B AT AT e 2R a0 s 30 R IR
Ny E:
52 3k

[1] Ekstedt S,Stenberg H, Tufvesson E, et al. The potential role of CD
16 high CD 621 dim neutrophils in the allergic asthma[ J]. Allergy,
2019,74(11) :2265-2268. DOI; 10.1111/all. 13861.

(2] XUAE, RTEBE, 20T, 4. B0 miR-155 (9323538 fb & Hoxt
Th 4185k 1 BE 0 (3], [ B 692 2% 7% 15, 2018 , 41 (4) £ 390-
394.DOI; 10.3760/cma. j. issn. 16734394.2018. 04. 006.

[3] Yu CF,Peng WM, Schlee M,et al. SOCSI and SOCS3 target IRF7

[4]

[10]

(1]

[12]

[13]

[14]

[15]

[16]

degradation to suppress TLR7-mediated type I IFN production of hu-
man plasmacytoid dendritic cell[J]. J Immunol,2018,200(12) .
4024-4035. DOI: 10.4049/jimmunol. 1700510.

Zheng GH,Wang YJ,Wen X, et al. Silencing of SOCS-1 and SOCS-3
suppresses renal interstitial fibrosis by alleviating renal tubular dam-
age in a rat model of hydronephrosis[ J]. J Cell Biochem,2018,119
(2):2200-2211. DOI:;10.1002/jcbh. 26382.

XRISLIE SR, M3 05 . SOCSL Xt CD4 ™ T 41l a4k 1ty 5% i J
TERFA R R R L] BRI 44 5, 2018, 38
(5):293-297. DOI: 10. 3760/ cma. j. issn. 1673-4157. 2018. 05.
002.

Zhang WW | Jiang MM, Chen JY ,et al. SOCS3 suppression promoted
the recruitment of CD11b* Gr-1 F4/80 MHCII early-stage myeloid-
derived suppressor cells and accelerated interleukin-6-related tumor
invasionvia affecting myeloid differentiation in breast cancer [ J].
Front Immunol, 2018,9 (1) ;1699-1719. DOI; 10. 3389/fimmu.
2018.01699.

Sorokina LN, Mineev VN, Lim VV. Role of negative regulators of
SOCS1,S0CS3, and SOCS5 gene transcription in the negative cell
signaling regulation system in asthmal[ J]. Ter Arkh,2017,89(3):
4347.DOI; 10. 17116/terarkh20178934347.

WS AR BB T/ Treg A0H0F-5 2 54000 DA T 125
PER PR ORI R [T]. B4 455K, 2019,25 (2) : 233-237.
DOI:10.3969/j. issn. 1006-2084.2019. 02. 005.

Hh A IR 2 o WP IO o b 23 B i o 2. SO B s B T S R
(2016 4EfR) [T]. TPAEZSE RN 2% 7 ,2016,39 (9) :675-697.
DOI:10. 3760/ cma. j. issn. 1001-0939. 2016. 09. 007.

Chen M, Zhao J, Ali IHA et al. Cytokine signaling protein 3 defi-
ciency in myeloid cells promotes retinal degeneration and angiogene-
sis through arginase-1 up-regulation in experimental autoimmune
uveoretinitis[ J]. Am J Pathol ,2018,188 (4) :1007-1020. DOI: 10.
1016/j. ajpath. 2017.12.021.

RS Y, EH AT, A A i ey A8 LA R L Th17/ Treg LA AS
RIS P0G S RE . S B BR 8 AT S v [ 1] BEXEm 24 A,
2019,18(6) :594-596,601.

TRoxai , PhgE 2 25 M AR AT I e e iy U LACR K
X EAR A R B AR KT R [ T]. BEXER 2475, 2018,
17(3) :259-263.

RSY. N AR R S M S R T LR S R I i ) SR WL %
[J]. SR pE25,2018,25(29) :94-96.
W, W 302, LI, 4. SOCS1 SHP1 7£ JAK2V617F %575
PR B BB FE P AR PP ) s B BB R IR E ] 56—
FEPE K 22 ), 2018,39 (1) : 74-80. DOI: 10. 16781/j. 0258-
879x.2018.01.0074.

FURNA BRI R, 4F. G 5k ik SOCST 23 (B S IR 41 g
P T ANMa S e KX/ B AR 4 S e R A E LD ] rh Ak
SEE AR ,2017,34(5) :766-769. DOI: 10. 3760/ cma. j. issn.
1001-9030.2017.05.014.

B, PEE, R WA, 4. SOCS3 4 U S AL Bk i S 1 /N BT 41
YAl I J 0 0 e ) B2 S ML RS [T ], o el 2 B 4
2017,33(9) :1215-1221. DOI 10. 3969/j. issn. 1001-1978. 2017.
09.008. (TF4£471 W)



BEMESR 2475 2020 4E 5 4519 5455 ] Chin J Diffic and Compl Cas,May 2020, Vol. 19 No. 5

- 467 -

=

JHYZS

M A 1 1 78O DR 0 Wi 5 i 517 B Wi
B2 W L

IR, BEW,EHF,EE T, AR

HATIH jh}?ﬁﬂ%%%iﬁl’é%’*ﬁ%ﬁﬂl(ZYLX201710)

TR A 100029 F #BBERIA2A I b 50 2 s B B s B

WEEE . W, E-mail ; que_bin@ 126. com

(# ZE] BHE SPrEESE T 1(BIND) 70 BN 5 I E i 2 Wb i E X, Ak #mIR
2017 4% 5 —2018 4F 12 [ b3 % vl BEBE 28 BHE TR AR TR IR 3l A 3 25 R fB o 114 BRI F 580 52, S8 AH %
R f5 3 O IR B NG 2H (n = 66) FUIHIR M BE M2 (n = 48) , Al TR vhoC BEAIL I 35 (e 3 50 467] Jy ft R X BR 41
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[ Abstract] Objective To analyze the significance of bridge integration factor 1 ( BIN1) in the differential diagnosis
of cardiogenic asthma and pulmonary asthma. Methods From May 2017 to December 2018, 114 patients with dyspnea as the
main symptom diagnosed and treated in the Emergency Department of Beijing Anzhen Hospital were selected as the study ob-
ject. After the completion of relevant examination, they were divided into cardiogenic asthma group (n =66) At the same
time, 50 healthy people were randomly selected as the control group (n =50) in the physical examination center. The concen-
trations of BINI1 and B-type natriuretic peptide ( BNP) in the plasma were measured. The differences of 2 indexes in each
group and the diagnostic value of BIN1 and BNP in cardiogenic asthma were compared. Results Compared with the pulmona-
ry asthma group, BIN1 decreased( P <0.05) and BNP increased significantly (P <0.05) in the cardiac asthma group. Ac-
cording to the NYHA cardiac function classification, the worse the cardiac function, the more obvious the decrease of BIN1
level (F= 4.312,P=0.021), and the higher the BNP level(F =10.876,P =0.012). Multiple logistic regression analysis
showed that BIN1 was the protective factor of cardiogenic asthma( OR =0.467,P =0.033), while BNP was the risk factor of
cardiogenic asthma(OR =1.079,P =0.018). ROC curve analysis showed that the AUC of BINI was 0.804(95% CI0.723 ~
0.852), the sensitivity and specificity were 85. 1% and 91.7% ,respectively,and the Youden index was 0.768. The AUC of
BNP was 0.852 (95% CI0.782 ~0.943), the sensitivity and specificity were 92.4% and 79.2% , respectively, and the
Youden index was 0.716. The AUC of BIN1 combined with BNP was 0.891 (95% CI 0.856 ~0.934), the sensitivity and
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specificity were 86.3% and 92.6% respectively, and the Youden index was 0.790. Conclusion

The detection of BIN1 in

plasma has a certain significance in distinguishing between cardiogenic asthma and pulmonary asthma. The combined detection

of BINT in plasma has a higher diagnostic value for cardiogenic asthma.

[ Key words)

ma; Differential diagnosis
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b BINT J& L BU0 3 E fr 8 ol COFH( Cavl.
2) HYREE AT Cavl. 2 TERERE ML is FIR 4R,
WA L 040 38 3 5 =2 Je Bk 32 1R 5 20 1 ™ A A AL
HOAGIEAS , 02 O LA D4 AT I AR 2 0 Sy B
O FLZAR S P 0 3 A B A A A ) S B 5
A4, L A G 5 2 R B S AR I 2 B, AT
SELL LI A L A2 18 0 R RS . A
WF9E B, BINT TR WUESE 5K ALC LR | o0 ) 305
i B A7) BINT g — N8 7 14O U £ 1 ) i
2 bR, T LADEAR O ) 3 v 0 WLAT IR 4R D e
BAIEIR T O ) 3R R e SERE A R DR HE T
BINT 75 P54 B i 5] 7] BELAFTE Rk K- 19281k, 3
3BT 4SS BINT 7 Y5 18 Mg 5 i 050 1 1 g 245 1) 312 Wy
H S HRE TN
1 #REFE
1.1 IR E  $EHEL2017 455 H—2018 4212 A4t
2 T BEBE S 2 BHE TR LARE I R e Ay 3 SE0E R 8
114 GIVE BTN R o HEBRARAE : 51 > 80 2 S5,
DAL ZE A MEO UL B A I I REA 4
HREA A A B e RGEPR ARG R T 40
NGRS o 0 Do 5 I I R e (12 Mg 2 )
66 14,58 38 4], Zc 28 |, 4E % 51 ~80(68. 13 +£4.26)
% I KRR NS 4 1], SE RO RS 1 ], &
IR 10 48], 475K B0 WLs 8 1], 5.0 g 43
il LA NYHA I RE 432 0 DI AE 1 2% 27 4], 10 %%
20 4, IV 9% 19 5] it Y528 e WA R e (2% g 20 ) 48 3]
BEEAEOIEG R PR O IIREIE R 5 25 #i, &
23 ], 4F 1% 53 ~78(64. 14 £3.01) 25 5 IFIE : filife 28
12 451, SE Yk 2 ), il e 19, e S, o
Wby 5 5], 0 M S A8 0T RS A BH ZE M il i 23
Bl 34, TRV T 1 e A A v i ML 455 £t o A e 2
50 Ay e e Xk B4, 5 25 9], e 25 {1, 4F 4% 50 ~ 77
(65.23 £2.54) %, A5 AEERACIEZ 5,
AR MmN R SO W A

Bridging integration factor 1; Heart failure; Brain natriuretic peptide; Cardiac asthma; Pulmonary asth-

1.2 WL FR5 5

12,1 IRER ST A e 2470 i B B 75 0
SIE X B fr, B, S8 MO CT R il o) g A
A SR A BNP LF B AL Ak I 2T 8 55
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Do UR P s 2 66 31.5+10.3% 584.7 +63.1%
F/P {4 4.564/0.034 8.976/0.014

T 5 e AL HL B, P < 0. 05 55 il I PR E W 4 HL B, P <
0.05

F3 LEPEERGAFE NYHA 5390 85 1L 3¢ BINL
J% BNP KF-LU#E (xxs)
NYHA 434 %k BIN1 (p.g/ml) BNP( pg/ml)
4% 27 40.2£9.5 254.5 +15.7
& 20 37.3£10.2 536.5 =30. 6
|\ 19 19.2 £11.3% 935.8 +50.9%
F/P A 4.312/0.021 10.876/0.012

T 5 Mg, P <0.05; 5414, P <0.05

2.4 BINI BNP 7£.0 I PE 2 2 Wi b (9 40 {8 43 B
DA s B PR 9vs 52 BINT BNP A 2R 5 A% 5, X0 Y
PERENGE AT Z2 R K Logistic [51943 47 J5 & L, BIN1 J&
O VR I B 1 P 47 R 25, BNP 2 2 A 0 VR 1 i
faks H % (P <0.05) , L3k 4,

T4 DIEMEEENG KA ZHE Logistic [[IHHT
s e B1H SE{i Waldfq P1H OR {(95% CI)
TGRS 0.754 0.422 3.191 0.235 2.125(1.683 ~3.134)
PR 0.623 0.381 2.674 0.296 1.864(1.390 ~2.012)
BIN1 —0.761 0.409 3.462 0.033 0.467(0.246 ~0.854)
BNP 0.076 0.028 7.367 0.018 1.079(0.901 ~1.124)

2.5 BIN1 BNP 2.0 P54 2% i 1) ROC i 2k 534
BINT FRGICo il 1 1 Wi 1) iif 26 N T AL (AUC) 2y 0. 804
(95% CI 0. 723 ~ 0. 852) , 150 Jak Ji2 1% 57 JE 4% 50y
85.1% F191.7% ,Youden 5% 0. 768 ., BNP Fiill.[» I
PEBEREG AUC 4 0.852(95% CI 0.782 ~0.943) , fJk
BEFIEE S BE 4y 9 R 92. 4% FI1 79. 2% , Youden $5 #§
0.716, BIN1 .BNP Bt 42 AUC 3k 0. 891 (95% CI
0.856 ~ 0. 934 ) , £ i B FlEs 5 185 43 5 2 86. 3% FiI
92.6% ,Youden 35%% 0. 790, W3 5,
34t i

P e P T R R I DR B WL S e E, L
A S JRTEAE AP BT R i R e, AR R A
FFLy AL TR R PR 2 2K, REPIE N
e A 22 BRARL , (B9 B0 A AL S L 36 97 SO0 | 35 5 Tl Ui
AN PR, PR 2 W s TR B Y I
PRI S o RTIG PR & B BeC D RE A A b G 0 A 56

F 1 3HBEREILE (2+9)

m H feFRXT B2 (n =50) Jil PR R 2H (n =48) DR PEEEG L (n =66) xX*/F 14 P1{H
PERIT (%) ] 25(50.0) 25(52.1) 38(57.6) 1.193 0.718
SRR (%) (65.23 £2.54) 64.14 +3.01 68.13 +4.26 1.652 0.857
BMI( kg/m?) 26.01 £3.63 25.34 +4.51 26.58 +5.39 0.766 0.453
W AR (% ) ] 15(30.0) 21(43.7)® 22(33.3)" 5.042 0.039
EEL 6% ) ] 10(20.0) 17(35.4) 27(40.9) 2.081 0.056
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T S R H R, * P <0. 055 S i dirE e 2 Lz, P <0. 05

5 BINI BNP K& 156 F0m o 5 1 2 i () 12 WA (L LA
moH AUC Cut-off {8 BHPE T30 {1 ISF 2 T (L RS RSB Yuden 554
BIN1 0. 804 51.6 pg/ml 0.949 0.815 0.851 0.917 0.768
BNP 0.852 188.5 pg/ml 0.859 0.884 0.924 0.792 0.716
el 0.891 51.0/189. 8" 0.955 0.792 0.863 0.926 0.790

Vi BA12 87 Cut-off {f BIN1 51.0 pwg/ml, BNP 189. 8 pg/ml
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A P 2 i £ A B R B AR, L S0 )
VR AR ARG, BINT ZKP- I W] e 20 71 320 8
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[ Abstract] Objective To analyze the clinical characteristics, endoscopic manifestations, treatment and prognosis of
patients with secondary anemia due to hiatal hernia. Methods The clinical data of 40 patients with secondary anemia of hiatal
hernia were collected from January 2017 to June 2019 in the Department of Gastroenterology, Wuhan University Peoples Hos-
pital. The clinical data were analyzed,and they were divided into surgical groups according to the different treatment methods.
And drug group to analyze its anemia cure, symptom relief, and complications. Results Among the 40 patients, 17 were
male and 23 were female. The average age was(70.6 +12.0)years, and the course of the disease was 4 days to 3 years. The
main clinical manifestations were abdominal pain in 20 cases(50.00% ) , dizziness and fatigue in 11 cases(27.50% ) ,abdomi-
nal distension in 7 cases(17.5% ) ,malignancy and vomiting in 7 cases(17.50% ) ,and melena in 5 cases(12.50% ). Chest
tightness and chest pain were found in 5 cases(12.50% ). Three patients were misdiagnosed as coronary heart disease, two
were misdiagnosed as malignant tumors of the digestive tract, and one was misdiagnosed as small bowel hemorrhage. All pa-
tients had varying degrees of anemia, with severe, moderate, and mild anemia in 3, 15, and 22 cases, with average hemoglo-
bin of(89.8 +20.8) g/L;positive stool occult blood of 37.5% ;and 19 cases of Cameron lesions were found by endoscopy. A-
mong them,4 cases had Cameron ulcer and 15 cases had Cameron erosion. 6 cases were treated for blood transfusions due to a-
nemia,21 cases were repaired with esophageal hiatal hernia, 18 were treated with medicine, 1 patient was discharged after the
refusal of treatment; follow-up for 6 months,1 case had a recurrence of esophageal hiatal hernia in operation group,20 cases
were cured with anemia, 19 cases Symptoms improved; 1 case was lost to follow-up in the drug group,13 cases of anemia were
cured,2 cases of anemia improved,2 cases of anemia worsened, and 10 cases of symptoms improved; the two groups were not
statistically significant in terms of anemia cure, symptom relief, and complications (P >0.05). Conclusion The clinical

manifestation of esophageal hiatal hernia secondary to anemia is nonspecific. It is dominated by hidden gastrointestinal bleeding.
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A few can occur with acute gastrointestinal bleeding. Cameron disease is the main cause, but the incidence is low under en-

doscopy. And so on, the treatment should be selected according to the specific circumstances of the patient.
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Protective effect of intravenous anesthesia combined with dexmedetomidine on heart, liver and kidney in patients un-
dergoing coronary artery bypass grafting Wang Lifeng ", Liu Lei, Zhang Xiuning, Zhao Nan, Wang Xiuli . © Depar-
ment of Anesthesiology, the Third Hospital of Hebei Medical University ,Shijiazhuang 050051, China
Corresponding author : Wang Lifeng , E-mail : 7145668¢@ 163. com

[ Abstract] Objective To observe the protective effect of intravenous anesthesia combined with dexmedetomidine on
heart, liver and kidney in patients undergoing coronary artery bypass grafting. Methods From June 2016 to June 2017, the
Third Hospital of Hebei Medical University Department of anesthesia for coronary heart disease in off-pump coronary artery by-
pass grafting anesthesia in 90 patients as the research object, randomly divided into control group( group C) and dexmedetomi-
dine hydrochloride treatment group (group D), 2 groups were given conventional coronary artery bypass grafting, D group
were treated with intravenous micro injection of dexmedetomidine. Recorded all patients’ systolic blood pressure( SBP) , dias-
tolic blood pressure( DBP) and heart rate( HR) before(TO) and after administration of 10 min( T1) .30 min(T2) .1 h(T3) |
3 h(T4) .6 h(T5) preoperative and postoperative 8 h, 12 h, 24 h, 48 h, 72 h of cardiac troponin I (Ic¢Tnl) and serum crea-
tine kinase isoenzyme ( CK-MB) content, 24h before surgery and after surgery 24h the level of serum inflammatory factor [ hy-
persensitive C reactive protein (hs-CRP) levels and neutrophil count (ANC) ] ; preoperative and postoperative 1 months were
examined by echocardiography cardiac function; left ventricular ejection fraction (LVEF) and wall motion score index ( WM-
SI) recorded before and during operation; after 24h of liver and kidney function changes of alanine aminotransferase ( ALT)
and aspartate aminotransferase ( AST) , serum creatinine (SCr) , blood urea nitrogen (BUN) , Cystatin C (CysC). Results

Compared with group C, systolic blood pressure, diastolic blood pressure and heart rate in group D decreased significantly
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(F/P=17.125/0.029, 7.620/0. 020, 6.340/0.034) ; myocardial injury markers in group D were significantly lower than
those in control group (F/P =10.037/0.000, 8.310/0.047) , while heart function indicators such as LVEF and WMSI were
significantly higher (/P =20.091/ <0.001,4.930/ <0.001). After operation, kidney function in group D were improved
(t/P=17.495/<0.001,10. 430/ < 0. 001,4. 939/ < 0. 001 ), inflammatory related factors hs-CRP, ANC were decreased
(/P =30.855/<0.001,11. 385/ <0.001), mechanical ventilation time was significantly shorter than that in group C
(t/P=6.882/<0.001). Rasay sedation score in group D was significantly higher than that in group C (U/P =5. 674/

0.001). Conclusion Dexmedetomidine can reduce inflammation, reduce heart and kidney function damage, improve anxie-

ty, and can be safely and effectively used in patients undergoing coronary artery bypass grafting.
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(P<0.01), 35,

%5 24HARJE 24 h L7 hs-CRP ANC

BB (ves)
Ao s ] hs-CRP(mg/L)  ANC( x10°/L)
(oF AHT 4.90 +1.30 5.21 £0.67
(n=45) RJG24 h 9.50 £0.40 10.77 1. 67
D4 NGl 5.01 £0.70 5.34 £0.67
(n=45) RJG24 h 5.90 +1.31 7.28 £1.20
/P CHMNE 22.687/<0.001 20.728/ <0.001
/P D N{E 8.175/<0.001  9.469/ <0.001
/P IGY7 Ja 4L 30.855/<0.001 11.385/<0.001
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R4 2HBEARFMAAG 24 h JFEIIREEZIRIRELLILEL  (x29)

45 5[] ALT(U/L) AST(U/L) Ser( mol/L) BUN( mmol/L) CysC(mg/L)
CH AT 24.90 £5.72 17.60 +4.40 88.90 £10.10 4.60 +0.81 0.82 +0.21
(n=45) ARJ524h 24.31 £5.01 18.40 £5.20 89.22 +9.70 5.42 +£0.90 0.85+0.13
D 4 AT 23.01 £6.20 18.51 +4.31 89.31 £10.80 5.12 £0.60 0.86 0. 14
(n=45) ARJj524h 24.60 £5.41 18.30 +4.61 74.81 £8.50 3.42 +0.50 0.63 +0.15
t/P C 4 NE 0.521/0. 604 0.788/0.433 0.153/0.879 1.773/0.080 0.815/0.417
t/P D HNH 1.296/0. 198 0.223/0.824 7.077/ <0.001 14.601/ <0.001 7.520/ <0.001
t/PIRYY oA laE 0.264/0.792 0.097/0.923 7.495/ <0.001 10. 430/ <0.001 4.939/ <0.001
2.6 2 HHUMGE A LA D HBEPLBOE R BUN 5 CysC X320 PRI AT 5 Zh R 46 b , A B 52

] (264.23 + 39.80)min B4 F C 41(320.12 +
37.20) min(¢=6.882, P <0.001),

2.7 2 ¢4 Ramsay 88 1F4> D ARG 6 h P EIK
RASS 43 [ Wik (Fe/ME ~ S KAE) 1 3(1 ~3) 43
TR EEZE 2(1 ~3) 43 (U =5.674, P=0.001)
33 i

ek Lo 7™ R B T NI i B, btk B Dk R R
9T T LA RO R R I AR R B0 LGBt Of
PR I iz B hE A ) T 22 RS AR, RO R 2R
DhferIkaE™ o BT AR R E T AR A 4%
A PN AL SR A R S ARG s, N T RO
JUE S 7, TGN T AR R TR0 ) i S
XU o PRSI B SEE AR B0 S A R B 0T R 248 3
TR AR, HEOR O M B TR TR
EHBRZBEWR T M aE e, LR —E
(IR BE , AR SMIG PR 23 0T B8 35 10 B 06 55 8% 1 325
AL o R, 4R e O AR B 0 T i) iR
IT 7 SR IR R A — B i T )

H EHEKE (DEX) Bk o, B EIRFEREZ IR
B, B SR AR (ERE A5 42 2 R )
FEF 6L R 30k 5% 6 B M AR R 5 1 S 4L Tl
e LR IR 2, U T 0 LA, B
JERZHZURE S, O LA B 463 45 B BRI, Tl K 5
TR , ) B7Co JUL 200 B 463 4 LA O vy ) U R
SR, MR CK-MB EZ2k 0L, &2 B2tk o
WIAEBE B A W B 27 AE AL 48 A5 . hs-CRP 5 ANC g
T NARHEHUE AR I 2 5 S0Pk i AR S 07 1) i 2 o
ARG R B TR )12 1 S A LA S e ™ E R FE 1)
FEPRZ—o ARWFFELE R BN, sl R 3 ik 55 B A A A
it AT FEFEIK R BRI/ 2 DR 1R BRI, 980 LA
L, BB IR E M. LVEF F1 WMSI 152
VRO R 587 sk D RE ) S 248 bR . ABFR SR D
70 A AR E J5 O DI RE R B LVEF \WMSI B .15
FOE  OUIRER G Ol4 C ZHP . ALT (AST Scr,

SRR N SE TR E i B I Eh BB RS A A
PR

25 BRI A RAEKE RERS R IRV SONE , b
JH-EF TR , A R TR 4 , T 22 A A RO I T T
RBNPKS BEFEAEA R
Tl 28 5 A VR A W0 £ nh 2%
EEREAH

E s BT R ISR s A & RIS B 5 5K
F T ISR s AR AG TSR s £ A R
BB
S 3k

(L] BRELDT, BRokss, 4500, 5. o SEFTImKE 0 bk v 45 40 16
FF AR R A S 2 [T]. Fh AR R 2% 5,2012,32(10)
1249-1251. DOI:10.3760/cma. j. issn. 0254-1416.2012. 10. 025.

[2] Leino K,Hynynen M, Jalonen J,et al. Renal effects of dexmedetomi-
dine during corononary artery bypass surgery;a randomized placebo-
controlled study[ J]. BMC Anesthesiol ,2011,11(4) :75-79. DOI;
10.1186/1471-2253-11-9.

[3] HPARERZE o pRmESE S 2. A FEATIRGE I PRI S L[ T o
22,2013, 93 (35):2775-2778. DOI: 10. 3760/ cma. j. issn.
0376-2491.2013. 35. 003.

(4] ZEBEAR, T, T ICU BERWIHL A < 0 A R 5T
WKE SO MR [T, B2 1 i 1, 2018, 12(20) :80-
82.DOI; 10.14164/j. cnki. enl11-5581/1.2018. 20. 045.

[5] Sun R, Wang S, Li S, et al. Effects of dexmedetomidine on deliri-
um and mortality during sedation in ICU patients: A systematic re-
view and meta-analysis protocol [ J]. BMJ Open, 2019, 9 (4):
€025850. DOI: 10. 1136/bmjopen-2018-025850.

(6] ZEMHAAS. PRI SEFEIRIE R R M B A 28 DD AR A 38 R 8B iy K
B DIRER 1], dEJ5 B2 ,2015,12(11) ,57.

(7] ZEWeks, Xk, (EEE, 5. A3 FE0RE %O M O i H
FAR B IU MG Bl 3 25 e SR B e [T ] I AR JBR e 2
i, 2012 ,28(10) : 958-960.

[8] Zhao J, Zhou C. The protective and hemodynamic effects of dexme-
detomidine on hypertensive cerebral hemorrhage patients in the perio-
perative period [ J]. Exp Ther Med, 2016,12 (5): 2903-2908.
DOI:10.3892/etm. 2016.3711.
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1oE R )ZS

PCER A BT Bl IR T 7 e ZE AR AN v] U B
SR 5 1 98 BB B9 3o

x| 58, E A, KA

FEIH - WA B 2R P E S 0T R T H (20180827 ) 5 5K K A B2 BORBETE 5 K e RIWUH (1821154H)
YEE BAL: 075000  FRZK A, Al ALALTr 2= Be bt 25— BE Be /i AR

(@ E] HH EHEREIF AT EARSIR AT YIBR 2 BUF R MR B 09Tk, Ak e 2016 4F
11 A—2017 4= 11 Ayl dbdb Jr 2 B bt e 55— B Be s AL BHISGA (1 2 B 2 1 T 9 e 100 f31], 42 BE AL 32 35 43 S L
SN IR, A4 50 i), K HRZHL BR324 T LA S kAR YT 8 SEARTRYT s WER L4 TIMER M 3l bk b7 i ZEARA
7o oA 2 AT NG R 7 AL R bR i (AFP AFP-L3 il CA199) 7KV AEAE R or AL I RI TR T Bl . 45 R

BT .2 LG TG A7 2% R AR A58 ( AFP (AFP-L3 1 CA199) A= A7 B b 243 iz 10 I ARy 7 sk ¥l 3%, H

ST I S 7 R 78 T IR 2L (58.. 00% vs. 26.00% ,x*/P =10.509/0.001 ) , WLELZH H & i ia b o 4 7K F- I 2 A%
FXFIRYL (/P =17.413/0.000,29. 467/0. 000, 17. 429/0. 000 ) , W22 4 A 77 B B VE 4% 25 25 T X IR 4 (v/P = 5. 227/
0.000) , ML 6 N H 12 A H 24 4 H B A7 35 8 3% 5 F x4 (} =4.336/0. 037 ,3. 934/0. 047 4. 058/
0.044) , 1% TEREIFSIBKALTT A2 A A 0] Y18k B 2 M e R IR TSR B3, e et .

[aim]  flEk; IFshlk by i 28R B , 2 TR 96 5 973K

[DOI] 10.3969 / j. issn. 1671-6450.2020.05.011

Microsphere transcatheter arterial chemoembolization for unresectable hepatitis B liver cancer Liu Liang, Fan
Jingjing , Zhang Chao. Department of Intervention, the First Affiliated Hospital of Hebei North University, Hebei Province,
Zhangjiakou 075000, China

Funding program . Key Research Project of Medical Science in Hebei Province (20180827) ; Research and Development Project of
Science and Technology in Zhangjiakou City (1821154h)

[ Abstract] Objective To explore the effect of microsphere chemoembolization via hepatic artery in the treatment of
unresectable hepatitis B liver cancer. Methods From November 2016 to November 2017, 100 patients with hepatitis B liver
cancer were collected from the Digestive Department of the First Affiliated Hospital of Hebei North University. According to
the method of random number table, 50 cases in each group were divided into observation group and control group. The pa-
tients in the control group were treated with conventional transcatheter arterial chemoembolization. The observation group was
treated with microsphere chemoembolization via hepatic artery. The short-term clinical efficacy, tumor markers ( AFP, AFP-
L3 and CA199), quality of life score and long-term clinical efficacy of the two groups were compared. Results After treat-
ment, the short-term clinical efficacy, tumor markers (AFP, AFP-L3 and CA199) , quality of life score and long-term clinical
efficacy of the two groups were improved, and the short-term clinical efficacy of the observation group was significantly higher
than that of the control group (58.00% vs.26.00% ,XQ/ P =10.509/0.001) The level of tumor markers in the observation
group was significantly lower than that in the control group (/P =17.413/0.000, 29.467/0.000, 17.429/0.000). The
quality of life score in the observation group was significantly higher than that in the control group (/P =5.227/0.000). The
survival rate of the observation group at 6, 12 and 24 months was significantly higher than that in the control group (x*/P =
4.336/0.037, 3.934/0.047, 4.058/0.044) . Conclusion Microsphere chemoembolization via hepatic artery has a signifi-
cant effect and high safety in the treatment of unresectable hepatitis B liver cancer.

[ Key words]  Microsphere; Transcatheter arterial chemoembolization; Liver cancer; Hepatitis B; Efficacy

J§ R A JFHEE (primary liver cancer, PLC) 2GR | & ABUS S B A2 0 iesh, 6wk 70% ~80%
B R AR IER B AR I E R IR AR R FR PR IS SR i . R i
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S SR I TG L Y P PRATER , 9 A S 2 A v e
WL T ARGIF e A A BT 6 A, B R
7 T IC ARG MR, — B T S ik
¥ 3£ 4L J7 ( transcatheter arterial chemoembolization, TA-
CE) W77 KAy 25 B b Jgg iy AR ot ot 787, DA i BHL
T I, 5 e 1 2B, Db IR Y 5 e R RS, T
KRR I AAE I B B AR i ZE 41 k)
AWK EFNPEAL , i B ALST 24 40 1) 280 245 R A 28 55 g
R 2 E R R ZE R, H B A BT B2 W) SR B L
RO IR K P ZE bR M A A DA R R BIF S
R ORI A T 3l Dk AL 7 1 FEARTEAR RGN B
FO I $2 R, AT RLBR TR AR 2E ROR A R R 9T T
B BRI ORI A SR AL R ZEAR A BT )
e 2, T - T 08 6 007 R VAR e it A
I, AR ORI 5 I 3l Bk A7 A ZE ARV YT AN AT
DIER R 5P I (0l A7 480, HREE AN o

U BRI

1.1 GRSRE WgE 2016 4211 —2017 4E 11 A
AeALT5 27 e b 5 — R B T AL RHISGIR 9 & RUTF R AT
i B 100 B, JF 0 R AR E By AR I IR BT & A K
(BMI) Jihid B4z AL ARSI Zh E Child-Pugh 43
o FLRINLEC TR I o Sy A AL RIS AL, 321
50 5, 2 LHABFEAEES] AR IS BMI iR B AR AL
ARSHIFIIBE Child-Pugh 7328 )5 i He i 22 g it
B (P>0.05), W3k 1, AL B F e 2 R
ML, BT A B K o Jm 2 R () T 2 A )
2.

1.2 s bR e

12,1 ZWARRHE: (1) FFG " B2 T AL 1Y
I R IZ Wb , 28I PR 52 AR 7 AU B2 1012y S BT
RIIEF RNV AR ZTF ARSI G (2)
& TACE Ry NIE, I | Wik T TACE 4 AJRYT
() 5 (3) BEMLATL A LG i L Zh BEREAS 1 1Y AR
A5 (4) REHFARDIER B S e 1 25 9697 10 i
5 (5) BIVE R, R A AR R MR, [A) BT ik M 22
HE B

1.2.2 HREERARE : (1) A B2 BO0HE ; (3) HEBR
U 58 N BRI 28 AL AR R e i) S8 25 (3) BRAE
WAL T RO (4) B 5™ 5 i By, HoAth o
PEE O il BB, MLV ZR GE 0 R ™ E A A
R (5) MM 2 AN RE L A5 58 UF 98 1 J8
L3 JRy7Ink A B ¥ES TACE /7. TR
HIfT 2 AR 6 h, SR )5 ] 2% | 2 [ 047 R Al JRR I
KR Seldinger HARTTA B 3h ik 2 WIIF 44, 17 AT
Bk, LA T iR O A 2 At i Sl ik, A TR
P =M At sh ik, rf B wE AL T 259 5-
FIRIERE 750 ~ 1 000 mg, FRIFEBAS B 6 ~35 ml
HRFIA 40 ~ 60 mg 1RGN ZEN], IR AP
e ZE RIS 1K ) 56 42 SO I, ML 45 1k Ik RS2 1k A 36
X RRER TR DL E O AT IR YT WG 2 N bk A B
AR A8 AR A /N EHE 1 ~ 2 ml AH Y Y 5k (Em-
boshphere ,40 ~500 pm, Biosphere medical S. A. ) £ A
PR HRAL 2 AR TACE AR5 348 I8 X 28 00 s kA7
JiaE U 8RN 8 ~12 h 4 1 ~2 FgEAT 1 ikl
7,32 ~3 1,

1.4 WEHRFR S ik

L4 1 il RSP ROT A : TIRITHTG g g s CT
XF 8 e B s kb AT LSS, 2 IR SRR T T
BOPMFRAE" " o IR N 4 A EES: (1) 584
ZEfik T H bR kk 58 T 2% 5 (2) W8> G, o kb B
REARGE /N =50% 5 (3) Fa i€ , o kb fie KB A28 4 /)
25% ~ <50% ; (4) k& kb d R HARRE N > 25%
AR . SRR = (58 2% + 5 %%
fit)/ i BI%L x 100% o

1.4.2 [l AFP AFP-13 CA199 /K FAG 0 % A
By RAEIBS T A R, TR R as AR 2 ml i I,
IR E 20 min FHEEE, R L 2 800 r/min £.0
20 min, DA E5 Mg o AT R 50k DA AE B A FR
25 A R AR I R JIG 25 1 (alpha fetoprotein, AFP) |
F G 2 1 55 % 4k (alpha-fetoprotein isoforms, AFP-1.3) |
KA T HEE AP )5 199 ( carbohydrate antigen 199,
CA199) , 8K J5 HTELx800 4> H i il 1 A 45 I . AFP >

1 2HERERELE (xx9)

g ow b PRI HI(%) ] iy BMI iR LA IFREAEARZG[B1(%) ] Child-Pugh 532 H1(%) |
5 % (%) (kg/m?) (em) 171E FAETE A% B

Pagieil 50 29(58.00) 21(42.00) 53.32+3.52 22.02x2.24  4.35x0.54  18(36.00) 32(64.00) 23(46.00) 27(54.00)

WL 50  27(54.00) 23(46.00) 52.83+4.89 22.45+2.13 4.27 £0.55 16(32.00) 34(68.00) 24(48.00) 26(52.00)

ki 0.162 0.575 —-0.984 0.734 0.178 0.040

P1{g 0. 687 0.567 0.328 0.465 0.673 0.841
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20 pe/L KM AFP-13 > 6.5 we/L Jy FHME:, it
AFP-L3/AFP [,

1.4.3 A A7 it PEAl : 1) (g IR 0 o A 4t 3% (SF-
36) WEE A B AR TG R AR AL R B Bk
e EHA AR B A DI RE | G 45 FIORS i fa Bl 4 8 T
WZs, 336 MR H BN RESS 1 ~5 o TR 4 H
13532 F/1.8 RIAARIE S 53, bRl B4 100 43, H
1553 0 (BB R 10 I AR A o o

1.4.4 mHRYF RO FF R CE BRI [R] Ol 2 4F 2
BHETF 2 NSRBI IEBEYT, 3T 6 AN 12 S A
F124 A HBFLAT T2 A | r s AR A4 i e X 1 -
1.5 giitsJrik SR SPSS 22. 0 Bt Budls 4e it
0T A5 A IEAS A B E i TR LI B« ARl 22
(x +5) Fon , AR FEBCR ¢ K36 5 THECT LR A AL
(% ) FoR, IR HLECR X KiK. P <0.05 R
RGN

2 &% R

2.1 2 4R BIIG IR AR AR A RN
58.00% , B & i F X% BE A1 19 26. 00% , 22 A Giit2#
BN (x*=10.509,P <0.01), W2,

2.2 2 AURYT AT MIEAR S YK BB IRYT T 2
ZH HR 2 R bR ) ( AFP . AFP-L3/AFP Hl CA199) 7K
FRERTGIFE L (P >0.05) 3697 5 2 A Mg dr
BV RBIRYT i B E FRAR (P <0.01) , HLIEE 4 i
JEBR SR AR T X B (P <0.01) , L3k 3,
2.3 QARSI I 2 AR E AL
oy R R E L (P >0.05) G975 ,2 4
A RTEA T E (P <0.01) , HOW SR 41 A 17 i
TR BR 2 5 TR IRZE (P <0.01) , L3k 4,

2.4 2 BAEAEALERILE MY E 2019 4F 11
A, Wggd 6 ~H 12 4NH 24 P HMNAEGEREERT
XHRZH (P <0.05) , L5k 5,

R4 2HBFITAVG AR LR (x£5,5)

HoH B TRYTHT BT e ¢ fH PAE
X BRAL 50  43.25+4.35 47.39£5.02 4.407  0.000
W EL L 50  43.01+5.31 51.88%3.42 9.930 0.000
i 0.247 5.227
P 0.805 0.000

RS 2AMETBIELRILE [H1(%)]

4o b 64N 1244 244H
Xof B ZH 50 37(74.00) 31(62.00) 23(46.00)
W 50 45(90.00) 40(80.00) 33(66.00)
Naki:! 4.336 3.934 4.058
P 0.037 0.047 0.044
3

AR R D 1 G AR R R O Z —
JEURAE TR A e S BOE T 5 — R JEIN, HEEAT
PERR RS o R RRR e R 1k | P B e B R R
PR T 2RI R M S D R 9 A
T BT o LBl v o TR I X 2 TR 6 AR D
AR i A 2 R T A AT T B, AR I
PR BRI 67 07 A2, SR T AR P g ih
FPIR RN EEFB o X T CRF R M
TR A, PRSP RE R G B, & BRI © S0, it
AT FARM R, 7] T A I B SR AR
It TACE Bl N 2Bk F ARSI B 3wk 0367 J7 ik, H
PAFEBIEFEUE ], TACEZE J5U P IR B35 77 Hh 7 20

R2 2HBFWRTIREHIRRS TR LE [H(%) ]

4 % SE L% i BTG ik FaE it BAERE(%)
X A 4H 50 1(2.00) 12(24.00) 19(38.00) 18(36.00) 26.00
WML 50 7(14.00) 22(44.00) 15(30.00) 6(12.00) 58.00
F3 2HRBEWRITIEMIEIREMACE LR (2£5)

| P[] AFP(pg/L) AFP-13/AFP( % ) CA199(U/ml)

X} A 2H IRYTHT 165.31 1518 17.13 £1.78 678.29 +64.34
(n=50) BITIE 140.55 +14.37 14.11 £1.45 295.39 +33.55
WL BRI 166.23 +13.37 17.36 +1.81 681.18 +56.16
(n=50) RIS 98.21 £9.44 7.02 +0.89 197.07 £21.31
/P X R N 5.486/0.000 4.366/0.002 12.585/0. 000
/P WEEA N H 9.757/0.000 11.485/0. 000 18.485/0. 000
1/ P Y7 J5 4 (A 17.413/0.000 29.467/0.000 17.429/0. 000
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Y1, 1 H AL TACE Jay7 o i (i FH i) 4 22 550 S ity
TIPS IR G, — & B E BT SBGRYT IS 1k
ST L5 R A DURR, RN 25 3F A BF , PRt P S 34
BN KRS S A2 222 AR SR i ZE ) P R 2y
FIHEAT T B B 2 ek AT Mg i e 28 . At
ST FH BRI 3 kAT 4 ZEAR 1697 77 2, W
FEHE R 00 3T 03 R 250 IR A 5 ) ( AFP  AFP-
L3/AFP F1 CA199) | A= 17 5 £ FH Iz M9 it DR 7 % 19 5%
Wiy o I EL I BF 5T & B, TR 28 I 3 ik A 7 A ZE R Fn
LA Bl KA 7 e FER BT AT DA ke 28 2 8 3 S PR
S7ARK, BRI IR AR A5 ) ( AFP | AFP-1L3/AFP Al
CA199) 7K 4 J B iy AR A oo, DL S g 2 4R N
BENAEFE,

JHF 9 %) MLARE 55 TF AR RS B R A AR, H 3
kBN 90% ~100% Y LK , TACE 697 98 BRI R B 6T
FFF PR I AR A5 T A S 37 5k . BRAERIRSEIE R,
TACE A &l R el 4 8 50 v P AR i i
FIERAAE I o SR TACE 5o 7% rp (8 T A 4 2 371
e w2, P H A i 2L R DR R R R 24 A
T BRI RO, IR Y T 8 3k 4 ] ok G i 4 F i
ERVE R aiA . #e ZEORIE — Bl N IR R S eI
T AR A PERSORL PR A ZE 50, sk 36 T 6T, SOk MRS,
I H IRV TR AT DA AT 25 9 78 T 00 i
PR PSRN REA , HL AT PR e MR B2 (] IR AT S A
254 DU RR 0 [R) L, T RE AR AT IR R
@[27.2{ 5

25 BJTIR 1Bk TACE W] D) 5% B 28 JH-i 20 o Je
PRI IE R TR 0 B G, B L 2 RYT R
WEMFRE S . K, 5% #AY TACE LA, i3k TACE
AL 3 A AR S B I PR A%, AR AR A ) g
W& (AFP AFP-1.3/AFP H1 CA199) /K-, $2 5 B %
MR, DA SRR i 2 SF NI AR AR
T 03K TACE X & BU 9 AR S it Ve e 1 i
SPITRUR N RO/, B —E B R B e, (15

Wi RAE)
T 2 e 52 T 2 7 W 2
1 Sk B

x) 5% AR MBS ) TR, SIS R U
OIHTRERE BT S0 IR ST IRAR BT TT 58, St S
WA VB SCIR S ; B R T SCRC BT B B, BB SCHESR,
FHIBIC
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[ Abstract] Objective To observe the effects of LPE combined with DPMAS on inflammatory factors, T lymphocyte
subsets and liver function in patients with chronic acute liver failure ( ACLF). Methods  From January 2017 to December
2018, 129 patients with ACLF admitted to the Department of Critical Medicine of Shijiazhuang Fifth Hospital were selected as
the study objects. They were randomly divided into PE group, PE + DPMAS group and LPE + DPMAS group, with 43 cases
in each group. PE group was treated with PE alone, PE + DPMAS group with total PE (2 500 ~3 000 ml) combined with
DPMAS, LPE + DPMAS group with half PE (1 200 ~1 500 ml) combined with DPMAS for 7 days. The changes of inflam-
matory factors, T lymphocyte subsets and liver function in each group were analyzed and the short-term effect was evaluated.
Results The total effective rate of PE + DPMAS group and LPE + DPMAS group was higher than that of PE group (x’/P
=7.527/0.000). After treatment, IL-10 and TGF-B in PE + DPMAS group and LPE + DPMAS group were higher than
those in PE group ( F/P =18.241/0.000, 41.535/0.000) , IL-6, TNF-a and CRP were lower than those in PE group ( F/P
=39.267/0. 000, 64.026/0.000, 58.570/0.000). CD4", CD4*/CD8" in PE + DPMAS group and LPE + DPMAS
group were higher than those in PE group ( F/P =6.297/0.002, 7.502/0.001) , and CD8 * was lower than those in PE group
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(F/P=4.873/0.009). TBIL, DBIL and ALT in PE + DPMAS group and LPE + DPMAS group were lower than those in
PE group (F/P =14.168/0.000, 31.911/0.000, 21.816/0.000), and PTA was higher than those in PE group ( F/P =
16.138/0.000). After treatment, there was no significant difference between PE + DPMAS group and LPE + DPMAS group

(P>0.05). There was no significant difference in the incidence of adverse reactions among the three groups (P >0.05).

Conclusion PE combined with DPMAS is better than PE alone in the treatment of ACLF, which can better inhibit the inflam-

matory response, improve the immune capacity, and promote the recovery of liver function; and the treatment effect of half PE

combined with DPMAS is equivalent to that of full PE combined with DPMAS.

[ Key words)

flammatory factors; T lymphocyte subsets; Liver function
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0.05) ;3 4lIRY7 )5 PLT Hhi 2 R it 2= 8 L (P >
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2.5 KNRRMIGHE  PE 4 &AM 4 6], 5
ML AR 3 ), Ak R ke 1), oAt 2 4], N RO &
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2 ), RAEF LR AE 2 0], 4k K S 2 ), oAt 3 3], AN R
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I 3 ], R A 25 A4k 2 ), 4k e 2 i, Hofth 3
1], AN BN A 8 0R 23.26% (10/43) 53 A R
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3 3t i

ACLF J2 [ P fi 0y 5 U0 1 JHF 3 oy 25 78, L v 4
T B R B i WL R o i 233 ™
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TET S TG B A N 5, BELUBT PRI B, stk 6 S

KA. BET ACLF ¥ CR 0697 7 ik,
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B . B SCHRIGTT BENS G A T A0 R IR, B
NEEPEY BOA R AT AL B 7 1 N I SCRFRE R A
PEVE BRI, st A, I K AR I O IR 2
RS AE A [) s RS AR 2 ACLF S fE3697 7=, g
i S 2 O AR T IR DD RE , (HF R AR 2D TR 97 MERE =
B R SRR . PE & BRTN HE8 2 # i
WU IR YT ik, HRR S AR Tk i KoL Th g, A 0
R N B 2= FECR 1, 4ERr LR N IR AR E , A I
PRAER, A HAIIA Y RS HLS . {2, PE £ S Eum
Hrh SR o AR D8 B I3 T B, XTI Y
2R, T REAAAE I i = g IXURS: , HL 3 ASMIE A I 2
il i T g s DRI Bl B S I R E

L3R REET 2 W2 B s B8 o v ey V6 FH W B RH T 22
JELTHIR ) L THE 7 O B 591 T 3 3k = 2 IR A 40 T
i B g 21 DR B 7K P 12 43 (B Y A AR T A b R M A
T A A S IR A 9 9 DR s DPMAS S —
FHATAL A A, A RO IR R A A FE Y, A
S8 H THI B RE 3, 30 B UK/ I 9% 3 Ao A P oo
AR A AN I 2K Th A %3 ) B R . AR R, PE +
DPMAS #H LPE + DPMAS 20 % W7 %% . & 1k T PE 4
(P <0.01) 475 DPMAS figi% @3 T+ ACLF 37744
TR SR A FE Y R RE 1A % 3 A
RN AT 22 R TG 2F 8 L (P >0.05) ,#R
DPMAS AN 238 i XU , 1HAR AT BE -5 AR YR R 58 9 AREAR
B S, HHEAEEN 2P BRI DPMAS B4
PE J&7 ACLF J7 %0 V), RE vk /D M % 1, 48 kA
R EE IR —S, ST B AT R Hp A
HIE T, HIRAER 2R 40% Ry 5 ISR, AR i 5% 1%
FEEL AR OUAR X B4 1) £ 8 ( APASL ACLF $¥43 1 2%
s 2%, witAEfEmt it 1A BARRBE R GYT
FWLEERE (T ) | i 7E 367 1 A P I JCRE T 1

®4 3 AUBRERITANE I IREMBE M RIS IR LD (xxs)

4Hom ] TBil ( wmol/1) DBil( pmol/1) ALT(U/L) PTA(% ) PLT( x10°/L)
PE 2 WGITHT 387.14+32.96  237.84+25.91  235.71 +28.58 31.35£5.38 76.34 £15.38
(n=43) WP 251.35+28.94  163.46+24.16  154.68 £25.43 43.41 £5.22 75.68 £15.34
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(n=43) PR 225.46+28.03  125.87+24.34  125.31 +£25.48 49.16 +5.41 76.38 +15.93
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F/P 7 I5 4 el 14.168/0.000 31.911/0.000 21.816/0. 000 16.138/0. 000 0.049/0. 952
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(# E] HH GRS RIS RIESE B0 M1 R (KOA) i RIT AL, FFHR I I 647 #18
BEMATREERNLE . AiE  HEHC2016 4 1 H—2019 4E 5 AR v = e KU e e BH2 IR B PO R A8 3 106
BIWE TR G, A4y 2 20, % R (n = 40) (45 TARFES B IRYT , AR 4L (n =66) QA%ﬁE&@%%%%ﬂfAW%

TRYT o WS 2 B FH G RIT R BTG 1Y % KA 50 T e K (WOMAC) B 3671 RIS E A8 b s th i 2 41
KA REHE R E R E T R PRI S R & E i, NO S T A e R JNK\WntSa i) mRNA ik
KV ER WEALEAHCERE T XHREL(92.43% vs. 67.50% ,x° =20.770,P =0.000) . I&¥7)5 2 4184 IR %
PEAE OCTTDIRETEr X WOMAC £ 38 B3 B B AL, FSRAIIL T X BR4L (¢ = 17. 086 ,24. 224 (15. 699 .19. 524,
P 7 =0.000) ; BGP 1 OPG J} &, CTX-1 .COMP & RANKL [&I%, ELWREL A TH &/ R AR iR B R F R4l ( ¢ =7. 157,
15.747 18.569 .11.345 14.307,P 1] =0.000) ; 2 41 ¥ TGF-B . IGF-1 Fl FGF-2 /K471, B WS4 i T IR 2H (¢
=8.313.2.579 .9.298 P ¥ =0.000) ;2 £ {8 % IL-1B . IL-17 .IL-18 \TNF-o. . MMP-3 MMP-9 J% MMP-13 7Kk F- 3R 4%, H.

B PG TF X B4 (¢ = 15. 322 ,15. 858 ,12.099 28. 679 .21. 359 20. 524 10.987 ,P ¥J =0.000) ; INK 1 Wnt5a mRNA
TP REAR , H AR F X IE41 (P <0.05) ;NO Fil LPO [%AK, SOD Ft &, H W4 FEAR/ T i3 0 FE R F X R4 (¢ =
21.957.13.096 46.343 P ¥ =0.000) , £5if GiMR &I M &M EE S IKFE%E 0 KOA i B B E/ER, HAE L
il T 2 3 3 PR ARG 2 1 PR TP /K T, INK D WntSa 3K F 9 LA 4] 66 S5 4 8 2 10 8 1740 4 0 , 2 T 9 4% 2 B 386 119 o
fift ; A RS2 AT SOD sEARAE] NO 52 M HB 4L I8 1=,
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[DOI] 10.3969 / j. issn. 1671-6450.2020. 05. 013

Study on the mechanism of glucosamine sulfate combined with etocoxib in cartilage repair of knee osteoarthritis Zhu
Lin, Sun Xuanjing, Chen Peng, Gu Xianghao, Zhou Yun. Department of Rheumatology and Immunology, Xuzhou Hospital of
Traditional Chinese Medicine, Jiangsu Province ,Xuzhou 221000, China
Corresponding author; Chen Peng, E-mail: za9nw6@ 163. com

[ Abstract] Objective To observe the clinical effect of glucosamine sulfate combined with etocoxib on knee osteoar-
thritis (KOA ), and to explore its possible mechanism of articular cartilage repair. Methods From January 2016 to may
2019, 106 patients with knee osteoarthritis were selected as the study object. Randomly divided into two groups, the control
group (n =40) was treated with etocoxib only, and the observation group (n =66) was treated with glucosamine sulfate com-
bined with etocoxib. The clinical effect and the changes of osteoarthritis index before and after treatment were observed in the
two groups. The levels of bone metabolism index, growth factor, inflammatory factor, matrix metalloproteinase, NO-induced
apoptosis related factor and JNK, Wnt5a mRNA expression were compared between the two groups. Results The total effec-
tive rate of the observation group was higher than that of the control group (92.43% vs.67.50% , X2 =20.770, P =0.000).
After treatment, the pain, joint stiffness, joint function score and the total score of WOMAC in the two groups were significant-
ly lower than those in the control group (¢ =17.086, 24.224, 15.699, 19.524, P =0.000). BGP and OPG increased,
CTX-1I, COMP and RANKL decreased, and the increase/decrease of the observation group was larger than that of the control
group (¢ =7.157, 15.747, 18.569, 11.345, 14.307, P =0.000). The levels of TGF-B, IGF-1 and FGF-2 in the two
groups were higher than those in the control group (¢ =8.313, 2.579, 9.298, P=0.000). The levels of IL-1 B, IL-17,1L-
18 ,TNF-oa, MMP-3, MMP-9 and MMP-13 in the two groups were lower than those in the control group (¢ =15.322,15.858,
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12.099, 28.679, 21.359, 20.524, 10.987, P =0.000). The mRNA levels of JNK and WntSa in the observation group

were lower than those in the control group (P <0.05). NO and LPO decreased, SOD increased, and the decrease/increase of

the observation group was larger than that of the control group (¢ =21.957, 13.096, 46.343, P =0.000). Conclusion Glu-

cosamine sulfate combined with etocoxib can repair the cartilage of KOA, and its mechanism may be to reduce the level of in-

flammatory factors, down regulate the expression of JNK and WntSa to inhibit the secretion of matrix metalloproteinase, and

then slow down the degradation of cartilage matrix, or to inhibit the apoptosis of chondrocytes induced by no through SOD path-

way.

[ Key words)

T M DG R (KOA ) & —Fi DL iy vh 28 48 4 1
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BN E BRI G4 L B
B, R REAEAF BN , LA S )T 25 4 3RS 5tb S5 Ho
BFRAE" o 56 T B 06 35 4 A BEML AR 1 A+ 4
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PRI AR AR SR BT R 25, B 1R P KB
IEVERT o IR 3K 2 2 A A T I
PRI R HLC US55 30, SR TR LA R 2 ik ) 2
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Glucosamine potassium sulfate; Etcoxib; Knee osteoarthritis; Cartilage repair; Mechanism of action
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A IR BEPIRT , O TT D RE AR A, AR R IO
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FE 4 5, il 3 96 s Joh PR AR DL S T, i 20
O3 KA A 2 0T, W60 8 43 KT IIREA 17
5,0l 53 68 43 A3l T B AR A P T R I
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1.4.3  BACBHEFR I - 2305 TR R ANG YT 517K
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R BHE (ELISA ), 7™ 6 2 B R) & 5 W 5 A6
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o BEM B (ELISA ) |, ™% 2 B 5] 0 156 W1 45 4 ) 4
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1) A 4E a0 i A kI 5 2 (FGF-2) . A TGF-B8
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o
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Jit(LPO) . NO % 170 & (B ) b ik SOD i &
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b

1.4.8 JNK F1 WntSa f) mRNA 46 : 5% F Trizol 742
WOAYTRIIG XE T W 2 RNA JEE4T R 3%, LIS 31
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2,

R2 24UBENITHTG WOMAC R AL (v 2s)

A5 i I7] 3] KT KATIRE Sy

Yot HE 2 YEIT T 17.18 £2.45 7.2520.72 57.36 +5.91 84.32+£10.43
(n=40) WEITIE 12.57 +1.36 5.07 £0.49 41.27 +4.08 63.57 +7.38
MR TRITHI 17.36 £2.59 7.21 +0.68 57.83 £6.07 84.16 £10.25
(n=66) B IE 8.94 +0.83 3.14 £0.33 30.62 =2.89 41.83 +4.09
1/ P X} B2 N {E 10. 405/0. 000 15.831/0. 000 14.170/0. 000 10.271/0. 000
/P INERA N E 25.151/0.000 43.746/0. 000 32.881/0.000 31.161/0.000

v/ PG G EE

17.086/0. 000

24.224/0.000

15.699/0. 000

19.524/0.000
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2.3 2413 rnna B AR L. WRITHT 2 4 E
454 BGP .OPG .CTX-T .COMP J% RANKL 7K F
BESHIG I E X (P >0.05) 3697 6 JiJ5 2 4
BGP 1 OPG F} &5, CTX-1T .COMP J RANKL 4 R&A%,
RS T i/ B AR B R F X R4 (P <0.01), Il
3.

2.4 2RI R R AR A TR JRITRT 2 4
TGF-B IGF-1 J FGF-2 /Kt 22 R TG X
(P>0.05) ;7697 6 JAJ5 2 &5 hn 3 T, HOEE 4
TR ERAL(P <0.01) , L3 4,

®O6 2AURHIITATR R EIR

- 493 .

PG FRE L (P>0.05) A7 6 JiJF 2 4
BEAG, EWERALIR T X B4L (P <0.05) , WIET 1,

HEBEKFELLE (% s ,ng/ml)

4 5l P ] MMP-3 MMP-9 MMP-13

STHRZH JAYTHET 221.01 £21.18 67.25+7.21  274.92 +27.83
(n=40) JAYFJG 158.37+14.82 45.38+4.62 193.76 +18.69
WEELH IBIFRT 217.93 £20.54  66.83 £7.14  275.18 +28.09
(n=66) JAJTJG 98.46+9.75 30.26+2.97 152.43 +14.72
1/ P X} HRZ N {E 15.326/0.000 16.153/0.000 15.312/0.000
/P WAL A AH 42.688/0.000 38.419/0.000 31.445/0.000

/P IRYT G e

21.359/0.000

20.524/0.000

10.987/0. 000

R4 2 HBERIRE AR TR UL

(x%s)

4 BfE]  TGF-B(pg/L) IGF-1(pg/L)  FGF-2(ng/L)
XTERA BYFHT 21.93+2.08  82.87+9.83  24.01 £2.53
(n=40) JAIFIG 25.42+2.47 89.64+11.25 28.39+2.92
WEA  JBIFRT 22.07 £2.16  83.41 £10.29  23.58 £2.47
(n=66) JA¥FJE 30.15%3.04 95.72+12.06 34.64 +3.59
1/ P X} BE2H N 6.835/0.000 2.866/0.005  7.170/0.000
/P WERLINME  17.602/0.000  6.308/0.000 20.619/0.000
t/PIRYFIGHEME  8.313/0.000  2.579/0.000  9.298/0.000

2.5 2 ZIRITHIIG R R TR T4 R AR KT L

BOIRITAT.2 AR T S 4 Jm A KO s
FITGEH R (P >0.05) 51597 6 JiJ5 2 H&45

FREIFEAG (P <0.01) , M A HMCF XA (P <

0.01),1.35 .6,

2.6 2 4IAITHTIE INK I WntSa i) mRNA 7K b #5
16T BT 2 41 B INK I Wnt S a i) mRNA 7K - L 4

R3 2HBFIRITAE BACHTES LA

2.7 2 HIAYTETG NO B RIE T T 1L
YL AT NO . SOD K LPO /K A 25 5% B4t
B (P>0.05), J3J7 6 AJG 2 41 NO H1 LPO

fYrAT 2

PG, SOD 7K F-T1 i, FLURSE AL 1L/ T 8 P % AR 28
(P<0.01), /37,

x7T 24URFEIBITHIG NO B TN T LA

(x%s)

4 5l s} [A] NO( pmol/L) SOD(U/ml) LPO(nmol/ml)
XTHRZL JRYFET 66.03£7.21  70.12 +6.93 8.81 +0.86
(n=40) J&JFIF 42.39+4.28 89.48 +9.04 3.69 £0.42
L4l JAYTET 65.82+7.14  69.41 +6.87 8.74 £0.83
(n=66) JAJFIE 27.54+2.69 118.59+12.16 1.06 £0.15
1/ P X} BE2H A 17.832/0.000 10.749/0.000  33.834/0.000
/P SR NAE 40.759/0.000 28.607/0.000 73.974/0.000
t/PIGIFIEAMEME  21.957/0.000 13.096/0.000  46.343/0.000

(x%5s)

i i ] BGP(ng/ml) OPG( pg/ml) CTX-T (pg/L) COMP( pg/L) RANKL( pg/ml)
X} HE 21 TRITHI 3.42 +0.61 120.51 +12. 64 2.41 +0.29 4.90 £0.67 83.82+9.44
(n=40) EITIE 4.13 £0.94 163.79 +17.38 1.62 +0.18 3.46 £0.48 72.95 +7.51
MEZL YETT T 3.39 +0.58 118.42 £12.37 2.36 +0.27 4.85+0.62 84.73 +9.69
(n=66) IS 5.78 £1.26 232.85 +24.19 0.94 £0.08 2.59 £0.31 54.38 +5.77
t/P % BEAL 4.007/0.000 12.737/0. 000 14.638/0. 000 11.050/0. 000 5.699/0.000
/P WA N 13.988/0. 000 34.216/0.000 40.966/0. 000 26.487/0. 000 21.863/0.000
t/P 367 5 AL 7.157/0.000 15.747/0. 000 18.569,/0. 000 11.345/0.000 14.307/0. 000
x5 2HBEWBITAE RENTFARPLE (x+s)

i 5 [|] IL-1B8(pg/ml) IL-17 (pg/L) IL-18 ( pg/ml) TNF-a( pg/ml)
pagietil YEIT T 75.02 +7.14 389.73 £39.52 241.25 +£23.96 88.31 +9.56
(n=40) WEITIE 51.48 +4.89 276.41 £26.11 184.67 +17.13 52.45 £5.02
MR ey gl 74.37 £6.95 391.64 +40.25 232.59 +24.16 87.94 £9.27
(n=66) WBITIE 38.56 +3.74 205.38 +19.76 148.73 £13.25 30.52 +2.86
1/P S BEAL N 17.204/0. 000 15.131/0. 000 12.149/0. 000 21.004/0. 000
/P SR N (A 36.861/0.000 33.747/0.000 24.725/0.000 48.085/0. 000

v/ PG G A EE

15.322/0.000

15.858/0.000

12.099/0. 000

28.679/0. 000
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s e =
T = A7 —I—

= L0 | 2
2
=
2
- 05 | ab

0.0 1 1 l

Xof HE A WAL

1 F ab

LN

WL

Wnt5a/GAPDH

0 1
Xif 2

VE: SIBIFRTHCE, “ P <0. 05 5 5% FE4LAH [ B ] 25 L, PP < 0. 05
1 2 4##F INK Fl WntSa 1) mRNA 7K Ho ik

3
BB EFE AN ST AT B B
TEMSCT G BT A S KOA (i H2ARE, HOGTS
BOH %R B3R JROL, TN IR P AR FEOR IR
VB I A TR B4 o F ) B, B I et 21 4
MBS . ASHTTEEE R W], B R 4 25 1 4 i K 5 KA E
FORRA R FKIE S B A R E T A, BT RS
57 R0 T FRIE S & 1245 RS G2
SCRRARESE R —507 o AT T & B, i 2 S
EIRAIIR G KITHE AT KOA BEAS B 4r Uik 1y /R
BT AR ASE S sl B 1k 5 19 IR A8, fe R AR 10
WLME B G, BTG S IIRE . A7 AE T A
SRR I R A R S B AR T
(AR I, 11 BB PR 2 5k o 2 0l fo 2 B T L
AT TE , FOH PR IR , B T30 8 A R S
240 i 5 T o3 6 ) RE A R, T A6 S5 YY C 4 R ik
0 RAE R RE P ) PR S A RSB K 1
BB SAEGTIRAE I DT 5G4 Jif K P S5 A AR A 25
G
REWFFER Y, AN KOA ) 32 5 B4
Ak, RN P TR S TR 5 | A T P ) B2
PR, HANE R 7 3 20080 i — &R A PRI R S A
FEMEFI O S IL-1p AT i R 4 i 1 1 43000,
IS S O M R e A, R A B g L T
17 3 52 X 9 40 ) e i A e 48 5 g5 VR, A
AL AR R i, g b 3k RE B 1L-6 A B, [ 42 i F
SR A R AR R A IL-18 WA AT — A
FLHIFIRER E2 S5 R IFE AT, 12 5 KOA R
WA TR s AR, TNF-oc BT LA 9 40
RS IF R A I L ORI 13 SR Ay 2 S, 3

BB B BB R I B B . VB — &R IR
PR RS, 3600 4w B 1 L AT 80 i O 39 i 4n ife
SRR AVE T ph i I 20 Y A AR 4 S 4 )
MMP-3 AL FEH 2 B 4 i A0 358 5t b 1) 358 5 2 IR 9
R AR IR RE(T MMP-9 11 MMP-13 25 il J5 4 38075 DA
T2 A G B R 2 I, MMIP-9 378 3 18 0 % -5 35 Joi AR e
T 15 1 T HR: 465 4y i i Jg Jis % i, MMIP-3 i1 MMIP-9
PRI AT o s IR 0 A, IR SR Al 1 AR AN AT
Wikt H R RO R i R A g MMP-13 ) 1] [
Ff APPSR, LR VR O BB I S8 e . AR SR 4
WRSRIR B R 28 J ) 25 H RN FE 2 5 mT i ) 4 v IR 7
PR 3 , T T A AT E6 I 4 i 2 1 il 7, DT B2 2k By
TR A, BT 2 WA s 2. DLAEE SR SR
B RS R R R ep IL-18 AT 3 WntSa
(925K , T WntSa 0] 5 INK {5258 720 S i _E i 3L
e EE AR RIS . AU R R, iR =
FEFIRAFE ER YT KOA  7EREAIK IL-18 7K F-FF41
il 38 5T 4 i AR Bt AR, A5 INK R WntSa 1925
YE R T EURE AR T — F EE A, NO if
S PETS5 NO,LPO 1 SOD 3 Z %)™, £ KOA
IR R R AL AR K A R St B R R T A
MRS A m R E B R A NO i S R
TN ACE A . B e SRR o e R g R A
W) LPO , W] X} 240 i S 240 B 5 1) 45 4 i G 4 , 14
by FH T 8] 32 fe W 5 H 56 X6 2 20 41 j9 i #6340 2
SOD A i B AAE PR N 48 B E R BR 4 fig BHL BT
AN 2 C BTSRRI TR A% | AT Xt Vi A
B LR ER . AW S5 RN, R 54
EIFEIRARFESS E%F KOA Bl e = /A, AT RE &
1IN SOD 7K, # il i o 2k 480 Ak B B, T A ) ph 3
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YD SR AR T B R, B R AR B AR PR
EHER

25 b BB A AL M A MR B K AT E N KOA 4R
MBS A, AT RE S 18 i AR R 1 PH 57K - fidi INKC AT
WntSa A T 9 LA ) 56 Jo 4 Jis 2 7 I ) 20000, o i
Vol Ay i O ) e it 5 B SOD iR A= NO 75 5
A AL T o A JoRe R SO S Sl A 2 A 200
K- FEATHESE , PR UEA S5 18
P28 i 52 - i AV PR W i b o
fEE R AR

AR BT T 5, ST R I SRS s I X 2
AT SR, 2 B I B, 18 SCATAZ R PR i &
VR Z ST R, PORHEAR B e SUB ik
Sk
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JHYZS

18 fE AR A L A SHP-1 L[N (id4 JE[A]
Eﬁﬁéﬂﬁﬂtu H 5 P kR 1Y ok &

FRAR AT, X AR KE, A

BGIUH - A DA TREIHRIBTH (201372C023)

TEF B 130062 (K, o [ B AR A A2 15 B i 0 A B8 LS U B e s LR

WAE/EA : B, E-mail : msongh@ 126. com

(# Z] BH HOUEMERER M (CML) 5 & SH2 S5H 5 BERREE | (SHP-1) FE[H [DNA 454 il (A 7
4(idd) e BALRZS RO S PIRHERICR . ik EI2015 4R 5 H—2019 4 5 F A [ AR A 04 15 B O o 50
BAEE LS B2 B i i BHAGR CML SR 78 I AT FE 0T G2 ({1 2 ) , 326 B ) 30 T 2 B it B AR A 2 42 900 o fit e X
Ao (SR AL S S P SR Tl BE SOV (MS-PCR) 5 X0 2 23230 A p SHP-1 &[] [idd JE DY F AL SRk R AT A
SrHr CML B 1 VS0 s 3] e S A8 ) SHP-1 B P (idd S TR (LR 855 SHP-1 . id4 B mRNA kK- L
B, SRR T R > MR > IS > SRR, 22 A Ge R L (F =83.813 424,699, P 14 =0.000) . fgtFEAS IR |
CML P gt ) e e S0 By SHP-1 BE DR HBEAR B 235 08 0% \25. 00% \96.67% K 100.00% , 725+ R Gt it
(X =98.127,P =0.000) ;i id4 K F ILALBHPEFR 23510 0% 0% 66.67% % 70.83% , 2% IR ELAG G it 2478 X
(X' =65.490,P=0.000) . £5i& SHP-1 JE[H Lid4 JEPE7Eqe R vp 2 AR FUSEAE 7 CML B2 R0 PR B A0 SR e, 7 o
ST BI 220 T 0 2 e R A RODR S, DR T EL Y A T /S T CML 5 08 J8 (b 7S R 1, %o CMIL 32 7 S 3697 B A UL

(SREIA] MR PERE R 1 ; & SH2 A5HIR A BERRREE 1; DNA Z5 53 4m i (R T 45 AR s ok Jig

[DOI] 10.3969 / j.issn. 1671-6450.2020.05.014

Methylation of SHP-1 and ID4 genes and their relationship with disease progression in chronic myeloid leukemia
Zheng Wei, Hou Zhixin, Liu Chengxiang, Zhang Lei, Han Song. Department of Pathology, The 964th Hospital of the PLA
Joint Logistics Support Force, Changchun130062, China
Corresponding author. Han Song, E-mail. msongh@ 126. com

[ Abstract] Objective To explore the methylation status of phosphatase-1 ( SHP-1) gene and DNA binding inhibitor-
4 (ID4) gene with SH2 domain in patients with chronic myeloid leukemia ( CML) and their relationship with disease progres-
sion. Methods  From May 2015 to May 2019, 78 CML patients ( case group) were enrolled in the Hematology Department of
the 964 Hospital of the Joint Service Support Force of the Peoples Liberation Army. 42 healthy people in the same period were
selected as the control group. The methylation expression of SHP-1 gene and ID4 gene in bone marrow of two groups of sub-
jects was detected by methylation specific PCR. To analyze the methylation rate of SHP-1 gene and ID4 gene in CML patients
in chronic, accelerated and acute phases. Results Compared with the expression level of SHP-1 and ID4 gene mRNA, the
difference was statistically significant (F =83.813, 424.699, P =0.000). The positive rates of SHP-1 gene methylation in
healthy control group, CML in chronic phase, accelerated phase and acute phase were 0% , 25. 00% , 96. 67% and
100.00% , respectively, with statistical significance ()(2 =98.127, P =0.000) ; the positive rates of ID4 gene methylation
were 0% , 0% , 66.67% and 70.83% , with statistical significance (X2 = 65.490, P =0.000). Conclusion SHP-1 gene
and ID4 gene are unmethylated in healthy people, low methylation rate in chronic phase of CML, and high methylation rate in
accelerated phase or acute phase of CML, so their methylation can be used as a marker to predict the progress of CML disease,
which has positive significance for the diagnosis and treatment of CML.

[ Key words]  Chronic myeloid leukemia; Phosphatase 1 containing SH2 domain; DNA binding inhibitor 4 ; Methyla-

ted state ; Disease progression
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PR R B0 (CML) Z T 2R T 40, H
EIR G, HLlm RAERTCHR: 5, PR 2 Wy
HE o HIDGBEREEL S, DNA HUREAL 22 W3 % S A i
WEZ A —, HH 51 M R GBI 0 kA &
JESIARE . BFFHE 309 5 R A 3l 7 Y S fk )
M IR R TR, B CML K2k kBRI THLH S
1M SH-2 S5 F Il A Wi i 1 (SHP-1) i Jifd Jot /i 2= i
R , LR R W5 5 8 21 AR R IR AL VR T, AL
AT RO i 4N R e . 55 DNA 5 &4l A
T 4(id4) R R — R, L E AR TR AEY
A, Al FR A, TR SR 25k T H ARG T
TAHEWEARE S CML B Y ¢ R T 7L IE 2
o BTG, ARFFEARTT CML 82 SHP-1 L[ [id4 J&
PR P RE AR A B G 5 5 0 T 1) G A%, LA S i S B
BRMIESE PSS RAGE T .

1 #FRIAE

1.1 fER%E $%EL2015 45 A—2019 45 A E
N R PR T30 2 K B8 O o 78 B 545 L 7S I o I 9 R Wi
CML [ 78 B3R 2 ol 2H ) , 55 43 1], 2 35
] 4EH% 9 ~71(42.68 £3.80) % MG FEEL 20K
LI 24 ], s i 30 4], 2723 24 491 5 PRI R
P Bt A R AR A, & 42 {4 Dy il B X L2, 55 23 0], %2
19 i ; 4E#4 8 ~70(42.06 +3.28) %, 2 G| B
B ESIGEIFEX(P>0.05), RA M, A
5T 28 B e B oA 3 2 51 AL o, W80 R 24 1 [
B EREA.

1.2 @b (1) APRME: OCML BEFF G
FE] P P P I 2 W S IR R e T (2016 fiR) P2
Wibn it s @CML 43 B & 5 Il PR TERL5E %, RES L
BRMARPI T HE . (2) HEBR bR e O/ F.0 i VE
EINRERERTE ; @& TF H AR s IR K7L
WAL @A R TSR MR AR A &

1.3 W46 s 507

131 4B U B8 5 ml JIFRUEE, IFm
AR ELAAE ST B S ml, i AL i 2 25O AL ( Hreae-
us, T8 [E], Sigma3-18K) HEAT #4500, Ft V&, 4 M 114
ARSI PBS ZZ 0P 5 ml, B0 J5 12 CO, B5FRAH
(Hreaeus, f8[E , WCI-180) 37°C W A7 46015 3%, )5
V5 A A TR R R R

1.3.2 mRNA B[ &I R TPO0E & PCR Hi AR
AR, A RNA 42 B ] Trizol 1257 ( 56 [ In-
vitrogen Y F] ) o

1.3.3  MS-PCR 34l SHP-1 .id4 JE[H j5 g+ H 34k
RS (D) B 5 B0 T (BRI 10 ml)

PRAFE BT 38 CHEIR /KIS (R EE T fE SR R e A
FRZAF], HWT-6B) /K i, A 40 M A RS O A, B0,
FE LW AT EEEEFRIR A1 (10 ml) |, FRR B0 58 |
THo (2)DNA 428, A4, &0, 3% 1%, in PBS
2R (180 wl) ,JE4T, il Proteinase K 20 wl(JRA) &
IRIFE 2 min), i 10% SDS 10 wl, il Jo/K £ % 200
wl, AR CE AW AT, B0, S0 R, i CB ViR
500 wl, B0, FEHHE TR, I WBI K 500 wl, &0, 57
LB, DNA Ve, 20 °C fRAFFE ] (3) DNA ¥
M5E . DNA SIS , 47 LUK [A] I 58 /b 2010k
JZit (42 [E SPECTRO) Jlf OD {4, (4)DNA &1, %
B8 Methylamp DNA Modification Kit 3 BF J 4% #5 /E .
(5)PCR 4735, fdif] PCR § 484X ( Rl Z VLAE W R
et AR ,PCR A Z Ny 25 pl , Horp DNA 2 ul
L TSI R 2.5 pl AR PCR IR AR 12.5 pl
ddH,0 5.5 ul . GI¥FFI LK 1, PCR Z(F:94 C i
AP 5 min, 94 °C 7844 45 min, 54 C 1B 'k 45 s,40 4~
PEFR ;72 CHEAR 10 min, (6) A il K L BEE |
AR R (120 VL35 min) (HLUKAY, ALt — A=Y R
BARAT]) B AR R GE B (g5 RS0
MAERAHE) TR

&1 MS-PCR 5955 K- P KJE

HH gl

SHP-1 FIEAL(M)  Eif: 5'-GAACGTTATTATAGTATAGCGTTC-3'
F#: 5'-TCACGCATACGAACCCAAACG-3’

SHP-1 JEH 34k (U) F¥f: 5'-GTGAAGTTATTATAGTATAGTGTTTG-3’
Fi%: 5'-TTCACACATACAAACCCAAACAAT-3’

id4 H AL (M) i 5'-TTTTATAAATATAGTTGCGCGGC-3'
TFiE: 5'-GAATATCCTAATCACTCCCTTCGA-3'

idd AL (U)  F¥if: 5'-GTTTTATAAATATAGTTGTGTGGTGG-3'

R :5'-AAATATCCTAATCACTCCCTTCAAA-3/
{E:SHP-1 HIALAL (M) (SHP-1 JEHIRAL (U) Lidd AL (M) (id4
FEH AL (V) 514

1.4 GeitJ5ik SRAT SPSS 22,0 #{k k741t ik
B, TPECZOR SR (% ) FoR, 4L BT )
R 75 EA AR R x x5 ) FoR, 24
] LA THA R R 5 2250 #T . P <0.05 25 A 5112
2 & B

2.1 2 4] SHP-1.id4 FEFFHEAV L 2 48k
SHP-1 .id4 3 PR 3 35 7K - Bb 48, falt Bl X BE 4L > 12 %
> s > 2R, ZRA SR (P <0.01),
B S A, ZF ERITFE L (P>
0.05), 132,
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R2 241521 SHP-1 . idd FENERIBKF I (2 25)

21 5 B SHP-1 idd

fREXTIRA 42 1.75 £0.41 0.945 +0.215
CML {21 24 1.28 +0. 35" 0. 125 £0.024°
CML g 30 0.72 £0.21% 0.046 £0.012%
CML 2751 24 0.68 +0.22% 0.043 £0.011%
F Al 83.813 424.699
P1{H <0.001 <0.001

S BRAL AR, P <0.05 ;55 CML f8 E#T He," P <0. 05

2.2 2 41 SHP-1id4 SRS g T LR oA fi
S B SHP-1 \idd S DR BEAB B3R 352 O 5 g ] 21
Ak 3047 6 411 (25.00% ) 0 il fins H91 53531 0% 29
11(96.67% ) .20 {5 (66. 67% ) , 22 17353y 24
(100.00% ) \17 {51 (70.83% ) o Jillk 34 J% 247 1] CML
SR SHP-1 [idd DN Ak B 1250 5 38 gy T (X 1
H Rt ], 2R A G (P <0.01) L3R 3.

®3 2 4521 SHP-1 id4 FER LR 3 7
HIEAL AR LA [H1(%) ]

4 5 %k SHP-1 id4
R RRE R R 20 42 0 0
CML &1 24 6(25.00) 0
CML Jins 30 29(96.67) 20(66.67)
CML 275 24 24(100.00) 17(70.83)
X i 98.127 65.490
P 1A <0.001 <0.001

2.3 MSP yEi 5 SHP-1 idd B (I BE 2 8 CML
FBFEHE SHP-1 [id4 BLPH] FHERALY™ 38 7= ) R/ Nyl ok
158/158 bp .155/156 bp, HIH:Ak i #8455 555 | SHP-
1 SEPY id4 5 PR 7R fdt e 2 v 2 A W 4B B , 72 CML
BETERHERE, WE 1,

300bp

200bp
158bp
100bp

M U M U ™M u M U M UM UMU
Mw 1 2 3 4 5 6 7

SHP-1 3£[X
300bp
200bp

155/156bp
100bp

M UM U MU MU M U MUMU
Mw 1 2 3 4 5 6

id4 FEH
TE: MU IR AL AR EEAL A B L2 P 1 ~5 535
U3 CML B HABARAS T AL S5 AR 2R 6 ~ 7 D IE W A
A A S S A4 R
1 SHP-1 JERFT id4 J R A A0 e A% (&

3 % it

CML £ & T 50 % DL I NHE, B BaHE R34 A0 A
ML P 200 0 38 22 J B o R R AR AE L A SR T
ey, CML 7] 43 A 08 A i ) 1 22 1, L g
02, HAEMS MR RE IR R I To e S v, IR L &2 9 200
7T 2 B 300 3 22 B 0 M 2950, It B A, S W S
B2s, S e e, D R B CML G
HRTOCT CML By it J'é 14 20+ HLiI 16 A B, (H A o
LA, CML AN [R) B 309 25 ] W e fh 22 ¢ W . AR PA
SRS, AN AL BERR P T AL B AR 0 R
SR T Fe Y[R I AR 56 35 DR 1 YR A G )
iR ) 1A R 3 % B i A EE R

LA R B 1 o RN A R — v i 4, AT %
I DR ) & 38 R0 ¢ PR RE AT IR T, 5 R o Ok R %
PIW o Y SCHRARAN , 3 DR e A R A G AR &% CpG R
TR A Y S T R AU RE A — N E R . Y
Ja 8 FIX CpG HIBEAL S8 TR B, o] 3 Bl 3 R TR &
A TESREE H BP0 A 40 36 DR 8 R IR sl AN 55, A
TR PR e 200 L i e g 0 o WL AE AR e, X
PTG LG B0YA ST 2 LU DNA F 4k & 41
FI T 7 A5 o T SHP-1 £ idd S
PR e A, 4 7E CML B o vh (VR FAL I i
R, R HS 5 CML 1 RAE R R RFHEHE— 5
WF5E.

SHP-1 3 P 3 A7 76 T 120 M b, G o F 3
B R A WA I 2 FR E A T IR W R Ak, DT SE 3R A7
TR A TR PR SRR A Y 5 B 4 if
— 0o ¥ 1L T 0 I A o T AT I R B
[ N A 22 SRR TR HY , SHP-1 JE PR 2544 55 #E CML
B L, FATE LR 2 R B8 8 i B ek, HL
XA S RF A % B, SHP-1 B RI7E 1E 3 & P R
SR AL, T 7E CML (2 rp 3k B P 2R B
CML S R BE A IS 1 T iRy o ASHIFFE v, (e X B4
SHP-1 3 P mRNA 53k /K -tk 3 85 9 1] 4 45 301,
CML 12 M1 3 i 2 = CML 238 B st F
T BR AT H AL PR30 0, CML 184 H1 i i
R 278 B i AL BH M55 51 Dk 25. 00% ,96. 67%
100.00% . ZZ5HR 5 LRSS HST, B —2E,
P27~ CML Hf, SHP-1 SRR 16 sk T BR B4 ] g S Hos
BT HIH AL . T idd JE PR S Wit — PR — B e A 5 P
TWHGE— 0, M2 ET &R EYA M. TR
R, id S FAS B/l DNA 254 ek B2 il e L 1R
JP4), 5 bHLH 256 5, Al T8 e — RARE5 4, A
ifi X bHLH 15 DNA fy45 47 A= i VE FH , 388 1 BE 9 20
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HaAAE " o PRI idd 35 PR AT AR Ay 00008 R DAL T Y L
AL, & FEOE I L A DBk, LR ik = A il
TR e & 2E o ASHIFSE s , CML i 4 K 2 s
1 id4 B[R mRNA F ik ACE A8 T2 1 101, H 0 B Xt
HEZH Je 18 19 CML 2 rp, B 3L AB BHPE R 24 0, T
CML Jin o #2078 101 i W 356 46 BH 1 56 45 51 R
66.67% \70.83% , 515 1 1] I g X B A 22 7 o 2
$E7R id4 FEP mRNA 352 BR 5 CML B3 1 & A4 &
JR B IAH G, HH B0 mT VB CML 575 1 8 1)
PR R, % CML 2 W KOGy B BURE X

25 LRIk, SHP-1 LA [id4 B e e e b S
F AL, 76 CML 18 4 1) F 3 A0 1K, 78 Jon e 30 2 A8
S 00 55 PR AR A, DR i L R SRk Rl A S 3 CMIL
PN R R B bR T, % CML (i W7 B3R o7 B B
B AR R A AR /N, A5 Ff i — 2547 K

AR
R BRI 5 AT 17 IR 25 i e
e Sk A A

FeAR BT T 58, ST e, 18 SRS s 4R & 47 4R
HFTERE R , oA IR B s %) ARAE SR ST R B, BORHE 4
B RE AT T s PR 1B S0 R, 1B
H
S E 3k
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CYP-EET {5 53l 5 Xf K i MCAO i i 4 1 )5
ML/ 80 AR 52 Wi B A0

X FR L FR AN AR, AR AR A

HETH : E5 A AFREIE VBN H (81501020, 81371312) ;b4 11 A 564 ¥ BY 3 H (2019CFB6TS)

8 0 430030 RN, At RHHE A ) I WG [ P B2

WEIES . WHEZ , E-mail: xie_minjie@ 126. com

(# ZE] HH 5K CYP-EET {55 R G %F K B o 3h bk (4] 2E ( MCAO) ffe ifi, T 33 )5 1. 45 8 2k & VEGE/
VEGFR 55 M52 o A3k 2017 4F 6 H—2018 4F 4 H FAedh®l4y K= [R5 B2 2 Be b s [FI vk B B i 750 . 18
P& SPF it B AF SD MR ER 80 H, 37 KB MCAO il i P8 1A 78, SR A ELISA A ke afn /5 1.3 .7 d fiwi 241
N 14 ,15-EET ()78 4k ; il U 55 12 49 14 ,15-EET 5 sEH 3£ B 5] AUDA S Py J5-04 EETs 1) & &, b FH S e o¢
4 AR Western-blot Kl i st i B 1.3.7 d JG A BT A SAHKAG 5. &R ST AR R, S 2 ks
MRS 1 d INAZUN 14, 15-EET 555 8 PG (/P = 11.863/0.000) , Ini Sk i PR )5 3.7 d i N 14,15-EET &
AN (/P = —10.411/0.000, —8.432/0.000) ; JNEFENIA 14,15-EET 5 AUDA J5 vWF VEGFR . VEGF % ik
H(F/P =71.122/0.000 44.363/0.000 45.034/0.000) ,p-Akt } p-Erk % 43 ik 84k ( F/P =39. 601/0. 000 ,121. 670/
0.000), £5i& Ml i FE s B A e CYP-EETs {55 R4t 1 VEGF/VEGFR 3@ i, ¥ i Erk & Akt ##21k
PR 1A B A

[%4#3R)] CYP-EETs {55 RS ; Ml I P98 v 5 45 30 A 5 ph & 4R 4 KB

[DOI] 10.3969 / j. issn. 1671-6450.2020.05. 015

Effects of CYP-EET signaling pathway on angiogenesis after MCAO ischemia-reperfusion in rats Liu Yang, Zheng
Xiaolong, Yu Zhiyuan, Wang Wei, Xie Minjie. Department of Neurology, Tongji Hospital, Tongji Medical College, Huazhong
University of Science and Technology, Wuhan 430030, China

Corresponding author: Xie Minjie, E-mail: xie_minjie@ 126. com

Funding program . Supported by the National Natural Science Foundation of China (81501020, 81371312) ; the Natural Sci-
ence Foundation of Hubei Province (2019CFB678)

[ Abstract] Objective To study the effect of CYP-EET signaling system on angiogenesis and VEGF/VEGFR signaling
pathway after ischemia-reperfusion in rats with middle cerebral artery occlusion (MCAO). Methods From June 2017 to A-
pril 2018, the experiment was conducted in Tongji Hospital Affiliated to Tongji Medical College of Huazhong University of Sci-
ence and Technology. The MCAO ischemia-reperfusion model was established in 80 SPF healthy adult SD male rats. The
changes of 14 ,15-EET in brain tissue were detected by ELISA on the 1st, 3rd and 7th day after cerebral ischemia. The con-
tent of endogenous EETs was increased by injecting 14 ,15-EET or the selective inhibitor AUDA into the lateral ventricle. Neo-
vascularization and related signal pathways were detected by immunofluorescence and Western blot after 1,3,7 days of cerebral
ischemia-reperfusion. Results Compared with the sham operation group, the 14,15-EET content in the brain tissue of the is-
chemia group decreased significantly (z/P =11.863/0.000) , and the 14,15-EET content in the brain increased significantly
(¢/P = -10.411/0.000, t/P = —8.432/0.000) on the 3rd and 7th day after cerebral ischemia-reperfusion. The expression
of yWF, VEGFR and VEGF increased ( F/P =71.122/0.000, F/P =44.363/0.000, F/P =45.034/0.000) , and the ex-
pression of p Akt and p Erk decreased ( F/P =39.601/0.000, F/P =121.670/0.000) after exogenous addition of 14,15-
EET or AUDA. Conclusion CYP-EETSs signal system can inhibit ERK and Akt phosphorylation and promote angiogenesis by
up regulating VEGF/VEGFR pathway during cerebral ischemia-reperfusion.

[ Key words]  CYP-EETs signaling pathway; Cerebral ischemia reperfusion; Angiogenesis; Rats



BEMER 24k 2020 455 H 55 19 #4555 8] Chin J Diffic and Compl Cas,May 2020, Vol. 19 No. 5 - 501 -

I AE 8 A A i e ol s #2248 52 v BT SR
G Bk ot P T 3 e DT | RN 3 ) o 4t 4 B A, 400 i
AE R ACITZRAL , B RS R A, AL T o IR L5 T
A A8 TR B 0 T ke i DX it AR R £ TR AR I
BT B, e i Bl A 20 2RI R i, (R A 2240
i g, 41 s 2 P450 ( cytochrome P450,
CYP450) LA ] AL AR PO R 1T A B —Fh /N3
FIEMEY) JE—H 58— T ik = & R ( epoxyeicosatrienoic
acids ,EETs) , AR5 35 S B & 1Y A [A], EETs 734 4
Fhp#Y. 5,6-EET.8,9-EET 11,12-EET. 14, 15-EET,
WFFEAGE , EETs T2l CYP SR LB CYP2C
A CYP2J 2 Fifr Sl A A6 2E DU I R 1T A2 ) EETS 7
1R B 35 A AL W) K f# i ( soluble epoxidehydrolase,
sEH ) AR A B0 A T 1 B0 PEAR AR A — % — ik
=} & ( dihydroxyeicosatrienoic acids, DHET ) M\ [fij#4) 1%
— RN R G KR FE R . BEAEDE S 4 IE , EET
BAAEE T Z R 2 II6E , A48T Kk L, S 2R 40 i
BEFH MR AN T, A0 R AR S AR A
BRILJG CYP-EET {55 2 48 X4 58 i1 £ X1 8 97 A6 1Y
S S AR DCHLR H FT M ATEAE . AR AN
14,15-EET 5 sEH #3077 12- (34 Wil e -1 -4-
k) + — k£ B8 [ 12-( 3-adamantan-1-yl-ureido ) dode-
canoic acid, AUDA | ¥ N R4 EETs 89 & &, F 5%
CYP-EETs {55 248 X K B Kl b 3 Jik ] 2 (MCAO)
R IR 3 00 A A SR G A s ) S T
mr.
1 #BE5EFE
1.1 #PkE (1) 3% : SPF 2R fd fE B4R SD Mk 1 K R
80 H, MRt 220 ~ 250 g, Hh A th R KA W] T B2 27
B B ] % B2 e S B sl b it . BT s S g 1y
U AR SL I S YA B 2R D2 A G AE , T 3R AR AR
HRH O SR Sh Y B ZE Dy 23 W] 35 (2) 12370
p-Erk S22 W FESIR  p-Akt S 2 FEBEHUIR (19 A 36
Cell Signaling 22 7)) , GAPDH F{ v SR (1 B 20X
BB BRA ), vWF 2 se Btk (1 A 5
[ Abcam A ]) , VEGF LB e BEHTIR (1 A £ [5 Ab-
cam A H]) , VEGFR 2 sepEHi iR (1 F 2L [E Cell Sig-
naling AH) ), cy3 FRiC I FHi A 1gG (19 A 3£ [ Jack-
son ImmunoResearch /3] ) ,IRDye 800-conjugated [1]
Hifh IgG, Alexa Fluor700-conjugated 1] 237 /)N il TgG
(4 H & [E LI-COR Biosciences 2\ &) ) , RIPA 5 85 [ 24
fife i (W B 2% [ Pierce 23 7)), BCA & IR F) &
(1 [ 2 [ Thermo 22w ) , 2 HEHI 5] cocktail , B2
A IR ) () B 22 [ Roche A7) , 8 I Marker

(1811) (Mg H 3 Fermentas 23w ) , & i Bc &) &
(W g R PAERHEABRA A ) ,NC (I 5 3£
Millipore /v %] ) ,14,15-DHET ELISA R3] & () B & H
Detroit R&D A F)) 5 (3) AN #5145 « Alzet 4525 3E 2001
H | Alzet Brain Infusion Kits 2 (4 H 35 [E Durect 2] ) ,
SR-6N 57 & & i { (W9 B H 4 Narishige 2% #]),
CM1900 VK1 HL (W A 7 Leica 23 #H]) , Odyssey
IR % 248 (1 B 35 [ LI-COR Biosciences 2y A ) ,
DR BB (W A HA Olympus 24 7]) .

1.2 Zhysrdl Jadte 2017 4 6 J—2018 4£ 4 T
HE PR A 5 B2 2 Bt B s ) 5 I8 e A 7 52 56 o
L2 ShW a0 srh 2 #5r. (1) BF5E R R
MCAO J5A[A]Fa] SRk Y 14, 15-EET #9224k, K 45
AR T AL A 1 (MCAO) 41, 43 91 T Bl if, P98 VE IS
1.d.3d.7 d #0441 KA ZH 2 14, 15-EET; (2) #f
5% CYP-EET {55 R0 %F K Bl MCAO & 1L F-2 33: f 1.
BB VEGF/VEGFR | Erk | Akt {5538 % 1952 1, K
S B TFARLL A FIN IRAL (14 15-EET 141 \AU-
DA THH, 705 Tk MRS 1 d.3 d.7 d #1178
WL, 1 d\3 d ) VEGF p-Exk p-Akt & 1K 57
d K vWEF VEGFR FH M S8 % 15

1.2.2 Zhypas . LIS ek [3 ] i ik gt sr R
MCAO 7Y SR FH A D0 25T 3 ke A dee i 75 125 BEL I8
() 00 i v S DK L 14576 M T S S M I 0 S P 1
S R B, >R FHATD EMSZ I [ , 2% 58 A 0] 39 46 3
ik s 25 LA B Ik B 255 3 Bkl o o, 2l bk e e P 35
P Bl 5 72U Bl oz O i P S BT A — U0 1 R e
H1 D) 28 40 A BTN Sl Bk, B 28 2 Sk AR 3 3k A
R P I KA 306 225 8 it g e R D o T R
PRI 70% ~80% RIFER AL 5 a1 h
JE G LA IS ER 5 FRE T . T ARAAEA
Ate, HARERIES Bid—50, TARMIN, R ORIR A
HARAERFAE(37.0 £0.5)C . T HiZH BRI FT 30 min
K Alzet 25 2GR LL MG % 25 24, 250 B2 O 14,
15-EET 10 pwmol/L,AUDA 1 mmol/L, ¥ 7 X} B8 2H 1 5
A R ] B R R ( DMSO ) iy AR FRER K, 25 2Y
FHLZICHRTS ], 425D 7 d, Alset 4 25808 10
o FH ™ s i BR U B 5 4R A

1.3 W46 R 507

1.3.1 14,15-EET #3ll: 5% Jl 14, 15-DHET ELISA %
AR S A I R B MCAO SR M AF#E TS 1.3.7 d iR
ML I 14 ,15-DHET & &, e K7 N NS 14,
15-EET By 7K Fo DU 7 ™ 4 Fi BEASC s Ak 7 & 25K
AT
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1.3.2 vWF J VEGFR [FHH: % ff il 48 % BE A I < >R
B g8 DG H AR KM . IR BRLTR JE BRI S IR Sk R
~80°C S IR R, — 20 C YK A HLYD H, JEBE
10 pm, 5T ZRBAMR BRI b 4% ZRPEE
WEIREL 22 W [ %€ 15 min, 0. 01 mol/L PBS E ¥ 5
0.25% Triton-X100 fF & ,10% BSA =g 4] 2 h, It A
—PL vWF(1:400) . VEGFR(1:100)4CIEFF 3% B
PEXF BER IS TR B0 7 3 152, 0. 01 mol/IL PBS
VRIS REOGITA ZHT ey3 FRic i FEHuebiii (1: 400) ,
FWIFE 1 h, Olympus FOGH R A 8GR EEIR .
TR Y) Fr BEHLIEER 5 D OLET, W] — B S BN R K
&, Image-J FAFGEit o0 Hra DAL K vWF & VEGFR
IF P P ot A 2

1.3.3  WGZHZUE FRERIN . SR Western-bolt 15
Tt o R BRR EE R I DRI Sk SO , JBCaBRe i 320 2% X i B
Jit, RIPA 2@ S E, B OB RN, R TS
il # SDS 5 PR T FHEc 5 JE O INASE FELTK , R 2 1 I 2
0.45 wm PR 2T 4E 5%, 5% W 95k % i £ 4] 2 b, p-
Erk 5 2 o BEHTAA (1:500) | p-Akt 4 2 50 & 4 1K
(1:500) , VEGF ELEL 7 4514 (1: 500) , GAPDH ELi
SEREPLAR (1: 1 000)4°CHEF 147K ,0. 5% TBST ¥k
(6 min x 4 X ), IRDye 800-conjugated - #i f2 — Hi
(1:5000), Alexa Fluor700-conjugated [l *-$1 /) f, —.
P (1:5 000) ik BEEHFE 1 h; F Odyssey IR 2150
BA GG A 450 B S e 1, 0 S S O B
( mean optical density) , {14 GAPDH HNZ#HF7HLIE .
L4 Geilsdrik SR SPSS 18. 0 B B ik A7
it ortr. FFE RS TR ORI % + prifi 22
(x =) R, ALE] B BCR ST FEA ¢ K305 Z2H LU E
KB R Oy 2250 M, TRl B BCR ) SNK 6, P <
0.05 K 2= FA G E Lo

2 5 B

2.1 FBL MCAO 5 A [l B i) 5 i P 14 ,15-EET ffy7s
b RELMCAO SR #H#E5 1.3.7 d 253
SV 14, 15-EET LA, 25 1 d Gkl A48 TR T A4
(P<0.05) ;%5 3.7 d a2 34 5 TR T ARH(P <
0.05), W#E1,

R 1 KE MCAO J5 AN [a] p5 fiki
14,15-EET 7KF-FbALX (2 25,pg/pg)

2.2 HAMHAL vWF K VEGFR FHERY R 4
POEL RIS N B 20 M S PERR 5 ) vWF ARic ik
AN B A, 28 7 %, R0 IR B AR PR TR
H(P<0.05),14,15-EET T4l . AUDA T4l # i
R TR IRLL (P <0.05) .

R JH VEGFR AR AR M4, 56 7 K, 77 0l IR 241
PR TRTFARL (P <0.05),14,15-EET T Hil 41 W]
TR TR B4 (P <0.05) ; AUDA T i 21 B3 SR 4%
AR IR 2 H2E R IO E (P >0.05) , L
K12,

%2 FH5 vWF Fil VEGFR FH:
M 2T L (v xs)

I n YWF VEGFR

BFARHA 5 113.500 +3.122  13.577 0. 869
R R 5 57.175 +£1.739  23.447 £0.400
14, 15-EET T-Hil 5 85.646 £2.123  29.073 +1.713
AUDA T4 5 83.119 +3.539  26.793 +0.600

F/P1{H

71.122/0.000

44.363/0.000

2.3 HRAMKAL VECF EHFRB K R West-
ern-bolt J7 ik Kl VEGF FEH Kk, 5 1 R L5 3 K
I R0 IR 2 o TR T ARG (P <0.05) , 14, 15-
EET T4 . AUDA T Fil 4 W] 2. i T R0 BREH (P <
0.05), WK 2.3%3,

R3 KA THUG VECF ERRBKFHE (x£9)

4 5l n 1d 3d 7d

BFEARL4L 5 15.964+£0.887 16.792 £1.222  16.792 +1.222
Tl 1fi. 2H 5 3.275+0.597 53.758 £3.333  33.811 +1.484

2 5 n 1d 3d
BFARA 5 0.269 +0. 007 0.267 +0. 031
R BR A 5 0.339 +0.006 0.384 +0.007
14,15-EET T-Hid 5 0.416 £0.015 0.482 +0.013
AUDA T-HizH 5 0.400 =0.012 0.460 +0.017
F/P A 41.639/0. 000 45.034/0. 000

2.4 RAMHLTHUS p-Akt Fl p-Erk 3 120K 4L

Western-bolt %55 7.
K p-Erk 2 FKF S8 8 & TR (P <0.05),
14 ,15-EET T-1ii41 . AUDA 5t 20 W] Sl 1% T 37 7 o) iR
H(P<0.05), LK 3.34,

— e

TN S

3 K, R R BB ZH p-Akt

R4 BTG p-Akt A1 p-Erk EERIEAKFEE (v xs)

4 5 n p-Akt p-Erk
BFARA 5 0.169 +0. 006 0.128 +0.007
BTN BR L 5 0.285 +0.010 0.259 0. 006
14 ,15-EET T-1i4l 5 0.225 +0.007 0.140 +0. 004
AUDA T4 5 0.197 +0. 009 0.151 0. 004

/P18 11.863/0.000 -10.411/0.000  -8.432/0.000

F/P A

39.601/0. 000

121.670/0. 000
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A4 H A

14, 15-EETTTR4L ADATIIEH

AL 2L TR A B ANIAT S vWE, AR =100 pum;B. L8560 VEGFR LR E L, AR R =50 pum
B 1 454 vWF & VEGFR BHE A0 2 B H gL

e EFEARA
B AR R 2R
W 14, 15-EET T4
0.6r AUDATFFi4E
b
b L T

0.4F

VEGF/GAPDH

0.2 p

0.0k

1d 3d

T ST ARALLE, P < 0.05; SR I, P < 0.05
2 %4l VECGF HHFRIKKF L

V& 14,15-EET  AUDA
BEARA XEBA FHA FH4

L

B
04 r [ p-Akt
B p-Erk
03 | 2 a
b
b

02 r b b
0.1
0.0

PE e A 14,15-EET  AUDA

Ml A Xif B2 |- Tiie e

T R F AR, P <0.05 5 ¥ FIX AL AL, " P <0.05
3 HALTHUG p-Akt,p-Erk 81335 L

304 i

CYP RAMLHG-EETs {55 RGP L RGN
IEH AR BRI Z T 28 2 GL e AR B B
AR, EETs i S I % fnh £ 32 1) =0 52 30 45 [N
T, Z 5K AV B AR DT A T
MR ERE . L ET R R R A
iRt A o, Ji 20 20 R I P 14, 1S-DHET JK-F- 45
Xof BRZH I 25 T e, b 3R 3k CYP2J2 /)N Ui ik 1ff J5 A5 4
PRAR A0 B 0 T A /N B 35 00, W EETs 75
it oL, 3o R PR AR A AR AR . AR TS L R B,
MCAO J5 3.7 d BN 14,15-EET & # 2 75, H
Je 1 d iy 14, 15-EET 5548 2098 /b, #0028 1k m] RE )
JEE PR i e i, P U)K A PR A, 3 B0 EETs A2 i
Il T I SIS J A S B A, 0 P B AR B AR e
EETs (42 iU 2

WA B, EETs RAEs PR R PLH £ 2
PR T HURAE SN B I LS4 5o Geng %5
W5 B, EETs il il Caspase-3 AT (A (45K
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C B AE TR T PR AR . Liu 2577 & 3
EETs 3 3 J /0§ 1 5 % #4 7 TNF-o \IL-6 \NF-kB
iINOS 73, KEERR ORI VE T Ah , A B9 2R
EETs 7E 8 O WU ZE W0 I B 46 5 95 v HL A 412 F i
EHE R BRI EETs {7 5 22 48 78 ik B i, o
S EA R HE AR A A E T M AN TE R . A o
37 MCAO e iy PP AR TRY , 3 53t 00 s = 33 S &/ U
P 14 ,15-EET F1 AUDA 3 E EETs , 8 H (i
B R R . 5 R R B, SMEE A 14 ,15-EET 5%
sEH i57] AUDA 7] i 25 34 hin ik i 3y % DX (i 48 25
&, VEGF Z 56k J5 — FR 5 # & 45 05 18 2 1) i
FE AR e DB 207 06 | I B A A 2 F R 4 A A
HagH GE R RIS VEGFR-2 4 VEGF [ %2
ZARFE T N R A A 200, VEGE/ VEGFR {5518
BEAE I8 B AR S p 22 5 0 518 A2 b 1 T A
@' Sommer &£ B 5Y & B, EETs A] i 3% 1% hn
VEGF ik, 4 7 Gl 1fi 75 5 1 41 495 &b 1fiL 38 3 2= 5 Zhao
UV EETs #4000 WUBESE G VEGF f 263k, it ik
M HE . BeAh, Zhang 2 BESE & B, sSEH #0156 55 A
AR St SRR P T T I 240 L 43 W VEGE, S0 i 48
JG VEGFR  Jdi /b & e i 1=, ZIEM &y 1E . Bt
R A 2257 24506 A0 B 1 3 (Exk ) J B AR i L
Pt 3 Yt/ 25 S B (PI3K/ Akt ) B2 1k S AL 7T fig
1t VEGF/VEGFR 4 F i ' > o 15 260, A
FXRIIMEE A 14, 15-EET 5 sEH #ji #1]5] AUDA
Al B FiMB M2 X VEGF #1 VEGFR Y335, [Ff
i Exk A0 Akt B8 HBERR L KOE U EET (9 1 45
PAEVERYS 8 VEGF/VEGFR [y 3355 %5 I 4 ¢, Erk
Jo Akt {5530 T g e B 2 —
25 TR, ABFSETE MCAO B 1f P 1 A8 760 vpr %
B, CYP-EET {55 48 n] A3 it i i1 2% X il 45 2%
J¥, 7885 VEGF/VEGFR {55 il B i#% A K. /5
V) T B 5 22 AR N K (A5 30 B IE 5 I AR SE
F 2 32 A VR 7 BTG A 25 ph R
1E& Rk A B
x a5, SCME AT AR IR SRS s F b A
BT , S TR I B 0 SCH AL i B R L B4R A
SHEWFIE ISR, PORHE AR 8 1S B ek
S0k
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TGF-BR II \SCF ,Cx-37 3 [H FI & 1 78 DN £
R iRk & E X

W, FH, DU, BEFE,FX

YR AL : 200000 F i, v LN ERAR R 7515 7 70 5 R A B A AE 18 Be A F IS 2 s
WEMEE . 23, E-mail:lyyliwen@ sina. com

(# =] BH FEAdERKET g Z M I (TCF-pRIN) T4 T (SCF) |[H] B % 8 1 37 (Cx-37) 1E 51
HLRE(POF) M RBREN o FiE 2019 46 H—9 A 7Eh E N R Af il 2576 25 22 B8 K 2% I AR AE B8 B 3h ) 52 56
FEIEATIEE R R B 40 R B MLE T 31500 N L IR R IR AL, 45 20 H, U KR T EREABZ T A &7 50
mg - kg™ o d 711 R/d 362 A IR POF AR o HRZL K FRZA T A LR A A B K E 1 k/d Bk 2 L 2
JE B & I AL SE , IR B AR BN S . BRERYI R 5 HE 3465, PCR 31 TGF-BR I \SCF,Cx-37 mRNA 3K ik, West-
ern-Blot | E TGF-BRII \SCF Cx-37 S H KB, R S5 2H R BUSEIN I U IN I S ) 4% 59 o B .20 T %f iR
20, ABIER v B S 22 TR IR, 25 B A SE it B X (1/P = 19. 899/0. 000, 10. 407/0. 000, 8. 364/0. 000, 18. 491/
0.000) ; M3 E2 /KK T R4, M3E FSH /K& T IE4H (/P = 16.067/0. 000,37. 947/0.000) ; TGF-BR 1 ,Cx-37
mRNA FIEE [ 235 K AL T 5t B4, SCF mRNA FI7E (R kK- X R4, 2 BB Gt L (/P =12. 642/
0.000,12.081/0.000,69.397/0.000,50. 447/0.000,33.001/0. 000,48. 152/0.000) , £5it BPHL R 2K R SCF & A
R EAKOERIE, TCF-BR1T (Cx-37 [ 2 BUIK 3235 , AL TN R P i & 4B R R e e 5 EEAVE R, T ik
2 O HL L R AR Y I RS AR AN 1) 35T B

(k@] R A E R B 2R I AR PR 15 (R B 4 e 2 11 37 5 KR

[DOI] 10.3969 / j. issn. 1671-6450.2020.05.016

Expression and significance of TGF-B R Il , SCF, Cx-37 genes and proteins in premature ovarian failure Li Zhenmi-
ao, Zhang Qing, Ma Yan, Sheng Fet, Li Wen. Reproductive Medicine Center, Long March Hospital Affiliated to Naval Medical
University of the peoples Liberation Army of China, Shanghai 200000, China
Corresponding author: Li Wen, E-mail. lyyliwen@ sina. com

[ Abstract] Objective To investigate the expression and significance of transforming growth factor B receptor I
(TGF-BR 1II ), stem cell factor (SCF) and gap junction protein 37 ( Cx-37) in premature ovarian failure ( POF). Methods
From June to September 2019, the experiment was conducted in the Animal Laboratory of Changzheng Hospital Affiliated to
the Naval Medical University of the People§ Liberation Army. 40 female rats were divided into two groups according to the ran-
dom number table: the experimental group and the control group. The rats in the experimental group were given 50 mg -
kg™ - d 7' of Tripterygium glycoside suspension once a day for 2 weeks to make POF model. Rats in the control group were
given the same dose of saline once a day for 2 weeks. After that, blood was drawn and killed, and the ovaries of rats were pre-
served. The expression of TGF-BR I , SCF and Cx-37 mRNA was detected by PCR and Western blot respectively. Results
The number of mature follicles, secondary follicles and primary follicles in the experimental group was significantly lower than
that in the control group, and the number of atretic follicles was significantly higher than that in the control group (/P =
19.899/0.000, t/P =10.407/0.000, t/P =8.364/0.000, t/P =18.491/0.000). The level of serum E2 was lower than the
control group, the level of serum FSH was higher than the control group (¢/P =16.067/0.000, /P =37.947/0.000), the
level of TGF-BR 1, Cx-37 mRNA and protein expression was lower than the control group, the level of SCF mRNA and pro-
tein expression was higher than the control group, the difference was statistically significant (/P =12.642/0.000, ¢/P =
12.081/0.000, /P =69.397/0.000, ¢/P =50.447/0.000,:/P =33.001/0.000,:/P =48. 152/0. 000 ) . Conclusion The

expression of SCF protein and TGF-BR Il and Cx-37 protein in rats with premature ovarian failure is high level, which play an
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important role in the development of premature ovarian failure. It can provide new clinical indicators and targeted treatment i-

deas for the alleviation of premature ovarian failure.
[ Key words)
tein 37 ; Rats

JP 85 L 3% (premature ovarian failure, POF ) & —Ff
ZAEC M 40 % Z i B BR S BE s P , A4
20 FEG IR, [N PEA — i R A 2 M I R
ETFRNMERCR TR, R i IR b 3 i A Y L
MR Z "o POF AL 20t (8 38 0 B 1 — 7 B 13
(i) Fof A= L R KT B AR 23 15 m R ) B el o
Fo B BRER AN B9 RS> o POF 19 % 95 95 D55 4L 6
BRBEA W B OH BRI R | S Mast g
SERZR  H A 50% 2o A3 1Y B A -5 LA oy i
1A 6, 29 30% Ao iy B BRsHE I R 51k, i A &R
S IR IR, SRR 2 R & 1k POFS a4,
KT IR B AHICE R TE POF & 95 vp i A T 2 i 9k
P . PRl B R 37 (Cx37) UKL
55 OB 200 L 4 B A B TR I, 45 IR B 40
MIE R & B PR E SR, [AEa] Do L o i 5 %
fehih £, R P EEHAERKRE T B 2K
(TGF-BR 11 ) #1 TGF-BR I , TGF-BR 1l A Lk 5 TGF-B
FASS G, TR TGF-BR T 8 21 55 42 BOs AR T, e
T RIEIE XS, AR LR 5 3l , 7
RS R R G — R . BURBRIE AT TGF-
BRI . 40 A+ (SCF) .Cx-37 KLH FIEE I 7E POF th
(2238 M3 3, R IRIZ M T i POF g A Kl R i7
SPRIES HOBEIT .

1 #BEFE

L1 bR
LT Scsesh¥y. 1554 SD i FRIMENE R IR 46 (%

AR5 SYXKL {1 ]2015-0006 , H i R H 15 24 K 2 5 5
SRt | RE 12 J5 AR BT 200 ~ 250 g TE T
BSR4 K, AR EE 40% ~ 60% , & FE 18 ~22°C
12 WEIRTE , B o dE K, B e e 5 1A, oK L
R BRI TE 5 7% 0 2 LA AT T AR B, X6 LB R A A A T
i, R R LA 1) K BRAE A S X 4

L2 i 54088 (1) 350, Trizol i35 (£ E In-
vitrogen /A ) ), TGF-BR 11\ SCF ., Cx-37 Hrik )y F 4t
SR A P HOR A R 2 ] I T M EE (E2) (2 5P
TR (FSH) iR &3 B S DA R BR A
A4t Western-blot ke 8 I H UK 201 1 h e e gL A
WARRA R (2) 1. GXXEOLHL(EIS 5424r,
%[ Eppendorf 23#]) \YJRHL(HLS OPJ-1B, KEK

Premature ovarian failure; Transforming growth factor B receptor II ; Stem cell factor; Gap junction pro-

ML RAR]) 42 A ShEEFR Y (55 Read Max
1900Plus, _EifF [N E W RHCA FR2A A]) | 2 i (7
% Olympus IX71, H A OLYMPUS) ., PCR {¥ ( & =
Step One Plus Real-Time, 3% [£ Applied Biosystems 7%
A]) HLUKAL (A5 Bio-Rad, &I Bio-Rad A +]) .

1.2 ST

L.2.1 s oyl 2019 4 6 4—9 A7Eh
N R R T 598 8 R i I 15 g sl 0y S 6 2
Frocs, AR S R IR B 40 L, 4 IR BE AL A7 R 1
I3 R IR RIS AL, 25 20 H o SCR TR AME I
BRI S0 mg - kg™ - d TEE L1 k/d, 32 L ME
o POF 57 . R EITURHELS 26 4 Kt , 5 KX R
PEATBIIE R b, 0 LS s A A g, M BTE
AN YR R BN R 2R L IC B, s g A B AR R — A
I, I B Sl Rl 2L, D i s A RSl ST J
XFHRZH 25 bR ARIRR) A A PRER K E L 1 k/d, 3t
2 o 2 R — AR B

1.2.2 FpAAbBE: 40 ORI 54505 2 d, 87
1090 KA SR IRRIE , T JCHIE J) W I IV A A, 0 L
VIR, DA R DRA, 5 DN 5 T i 27 Ak A2 R B B
GUEE, rp AR R SHOMIBAL B, A7 M CO I, RS2 R I FA
T AR AT A PR B b e 37 ~42°C 5%
PETRE i 6, LA o 22 s gl il 320 B0 3 B Tl
AP IRAE, LA 5 25 mRNA B HI0E

1.3 VSRR S Ik

131 R A WA M ALS U b o - 13k 40
Dy BR SRR PR AR HURY) A 2 5K, Ak U R e S AL BT
PEAT LSS , B4 AE o A BT T L2 40 B S fie KO
ZIGESEINONSE @8 oI E R G B2k VSRt = AR(I bk el
JJZ I, BT e (A A, DI B2 A% [ 40, B4 i
SERANTE I, 9 AT BOIIE . RS R B RS R,
BUARRIE R A B 3 s , B0 4 0 45 4 35 B, A Sy i 3
U005 BRERAR A AN T 2 J2 B9 37 D7 RABURE 20 R A
L, A0 A9 UK 2% B U0 5 - 240 S A e A4 J2= 1) 57 5 IR A,
g ORI R WIS E ST EL QR A

1.3.2 I E2 FSH 7K o R il A5G 9 922 B ff
0 5E M B2 (FSH 7K, 454 J5 ™ A% 4 R Ud B 43
E7.K

1.3.3  Bpii£H 4 TGF-BR 1T \SCF,Cx-37 mRNA ik
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AR5 2 R FH Trizol 13 BR UK BRI S A B3 RNA,
A280/A260 3L E RNA (%) BE F14E B, RNA 58 4%
KB B VKR A TR Fe BRI K 1 g A
RNA it [ A PR 43, Horh SCF B35 19751
H15“AAACTGGTGGCGAATC-3", Fifal M sl 5+
CACGGGTAGCAAGAAC-3%, kK /N 756 bp; Cx-37 i8]
Y1 H 5-CTGGGCCACGTCATTTACCT-3", F 5| ¥
FE%1 3 5 <CATGGTCCAGCCGTAGAGAC-3 ", 72 4 K /N
267 bp; TGF-BR I L5175k S-CTGTGAGAAGC-
CGCAGGAAGT-3 *, F i 51 ¥ ¥ % & 5 CAGAGT-
GAAGCCGTGGTAGGTG-3", K /) 603 bp; GAPDH P
S 5<CTCATGACCACAGTCCATGC-3", F il ¢
51 5 “TTCAGCTCTGGGATGACCTT-3", 7= 4 K /N 155
bpo ¥ 14 SR 94°C Z5 44 N 64T 30 min Y FAS P,
94%C £ F 30 5,59°C 54 F 30 5,72°C 41 F45 s, 3k
HEAT 40 MEARHEATY AL EL, DL GAPDH fE RN,
KA 2742 (CL N IEAE IR E) 1% TGF-BR 1T \SCF
Cx-37 mRNA T Fe Rk A0 E o

1.3.4 Western-blot 1 B3 820 41 TGF-BR II . SCF |
Cx-37 & H % ik: R Western-blot % Il #% B/
TRNzol & RNA 45 I3 751 358 B 45 2F 47 AL 28 (1 2 e
Bradford [t 0,710 5 25 1R B2, O 25 204 o 2R vk
JEPR R — 3, R A T AR A B, 25 TR DN U T A A
VKT 538 SRS EN 8 PVDF 1 & A A
HEESINEE 1 h, A —$i (TGF-BR 1T \SCF ,Cx-37
9 1:1000 k) 5 F ,4°C Pl —Hi(1:2 000
B MR 2 h, s e sk w4, TGF-BR 1T \SCF |
Cx-37 B Rk 5 L GAPDH (1) JK B Ul 2575 o

1.4 Zeitaedrik SRA] SPSS 20. 00 ZF X #1748
i IERAAATHRFRILI(x 25 ) Fom, 4100
LR« k2B, P <0.05 2R HA S EE L,

2 &% B

2.1 2 GNEALULE R 5L 4K B Bl oY
YW 022 X7 REAH, BN IR R O3 B ) 2 B 3
BAFXRA, ZFHEA5RITFEL(P<0.01), 1
1,

R1 2HRMERINEHMRLE  (vxs,5)

A5 no VBRI SGATRI RGN WIS
X 20 1.11£0.20 2.23£0.45 4.26£0.68 5.66 +1.06
Sl 20 3.26+0.48 0.21£0.06 2.21 £0.56 3.46 £0.51
t{H 18.491 19.899 10.407 8.364
Pl 0. 000 0. 000 0.000 0.000

2.2 241y E2 . FSH /K ¥-tbis  SLie ] KRS

E2 KPR B, L3 FSH /K- X B4, 22 5%
HAGEH (P <0.01) L 2,

F2 2HKRMIE E2.FSH KF LI (x+5)

A5l n £2(ng/L) FSH(IU/L)
oy 20 83.62 +7.41 0.03 £0.01
S 20 53.26 £4.08 0.15 +0.01
¢ fH 16.067 37.947
P{E 0.000 0.000

2.3 2 AGPH 204 TGF-BR I . SCF,Cx-37 mRNA 3%
BACE . SEBHR B TGF-BR 1T, Cx-37 mRNA 3%
IRACPAR T X BRZH, SCF mRNA KA 7K % B2,
ESRHAAGIFE (P <0.01) K3,

x3 24HKK TGF-BR II ,SCF ,Cx-37 mRNA
FIRKFLLE (axs)

45 n TGF-BRII SCF Cx-37
X BRAL 20 0.87 +0.15 0.28 +0.02 0.94 +0.21
g 20 0.29 +0. 14 0.61 +0.04 0.35 +0.06
i 12.642 33.001 12.081
P1H 0. 000 0.000 0. 000

2.4 2 HYPE AL TCGF-BR I \SCF ., Cx-37 & [k
KL 2B R B TCF-BR 1T Cx-37 H H R IAK
AT BREH , SCF 25 ik /K P TX R, 22 e B
A EEX(P<0.01) , Wk 4 &1,

F4 2 HKE TGF-BR I SCF.Cx-37
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Effects of abdominal massage combined with 5-HT, receptor agonist on SCF/c kit signaling pathway in STC rats
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[ Abstract] Objective To observe the effect of abdominal massage combined with 5-HT, receptor agonist on SCF/c
kit signal pathway in slow transit constipation ( STC) rats. Methods The experiment was conducted in Xinjiang Uygur Auton-
omous Region Institute of Traditional Chinese Medicine from October 2017 to June 2018. Sixty-five male rats were randomly
divided into 5 groups: control group, model group, massage group, mosapride group, massage combined with Mosapride group
( combined group). In addition to the control group, the other groups used intestinal ganglia ablation to establish STC rat mod-
el. The rats in mosapride group were given 0. 15 mg/ml mosapride 10 ml/kg intragastric administration, and the rats in combi-
nation group were given massage + mosapride of the same concentration intragastric administration. Each group was inter-
vened once a day for 14 days. At the end of the experiment, the body weight, fecal water content, plasma SP, no, 5-HT and
VIP levels, intestinal motility were compared. The expression of 5-HT;R and 5-HT,R mRNA was detected by real-time quan-
titative PCR, and SCF and c-kit protein levels were detected by Western blot. Results ~ Compared with the control group, the

body weight increment of the model group was significantly higher ( F =11 910.958, P =0.021), and the fecal water content
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was significantly lower (F =81.938, P=0.018), the plasma SP level was significantly reduced, the levels of no, 5-HT and
VIP were significantly increased ( F/P =621.651/0.011, 4 298.343/0.008, 2 282.876/0.013, 834.829/0.026) , the in-
testinal motility rate was significantly reduced (P <0.05), and the levels of 5-HT,R and 5-HT,R mRNA, SCF and C kit wa-

ter in colon tissue were significantly decreased (P <0.05). Compared with the model group, the body weight of rats in mas-
sage group, mosapride group and combination group decreased significantly (P <0.05) , fecal water content increased signifi-
cantly (P <0.05), plasma SP level increased significantly, no, 5-HT and VIP levels decreased significantly (P <0.05),
and intestinal motility increased significantly (P <0.05). The levels of 5-HT;R and 5-HT,R mRNA, SCF and c-kit protein in
colon tissue were significantly increased (P <0.05) , and the outcome of the combined group was significantly better than that

of the massage group and Mosapride group (P <0.05). Conclusion Abdominal massage combined with 5-HT,R receptor ag-
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onist can regulate SCF/c-kit signaling pathway in STC rats, alleviate the disease status and improve the disease outcome.

[ Key words]
ling pathway ; Rats

18 % %y B {6 b ( slow transit constipation, STC) J&
W TR IIREZETL A% 5 2% T 200 HE (58 ] 19 4
AR RIXE . H LG T BE 5 A & R GE b A fl
2l B EMA RGN RERDS R K RS L
R 24 " 5-%% 8 1 (5-hydroxytryptamine , 5-
HT) J&2: 501 B 18 5 W Fiz ) 2h A iy 3 22 p 28
BN E I E S5 Hrp 5-HT, Z{K(5-HT,R) |
5-HT, Z 4k (5-HT,R) 5 5 il 3 Jy A 78 R B &R
TP H I PR LA HTAYG S-HT, Z2RshHl Z
— WA B B s ) A i iE R . MR
SR PER T — AR RN AR
B 0. A 1 A2 2R 008 ) Tl PR AR, 2 At S RO MR
AR H AR AL H AT AR . Bl B
PRSI G S-HT, 2R h R STC KR #EATIRST
HMES TR AGEINT .
1 ##¥E5FE
L1 deE (1) 3. @M SD KER 65 H, SPF
9,6 JAk AT (180 +20) g, 1 H i 55 2 BL K27 5h
Psegdy, B R HOKEFR TR b, (2)
iR 25187 : SCF . c-kit FI GAPDH $1{£ 1 H Protein-
tech 23], RNA #2 U701 & ) B Promega 23 7], RIPA
HE R P P (SP) . —%E AL A (NO) 5-HT K ifit
BT IR (VIP) K ELISA iR & 3 EilE =R
A7), ECL R B Thermo 24w, (3) AL A B4
fit B (MB-530) 14 5 5 p dok BRI g i A R A W]
X F LUK (DYCZ-25D) % B HL Kk {X ( DYCZ-40G )
W 8 b 5 7S — A A PR 7, B R X (Gel Doc
XR) W B 1A 2K 2 i BE 27 7 A R A Al B0 L
(FC5718 230V) Ity 4 W M H bR 2 5 ( 116 ) A R
NI
1.2 STC KEUSTAGZES 2017 4F 10 H—2018 4E 6

Slow transit constipation; Abdominal massage combined with 5-HT, receptor agonist; SCF/c¢ kit signa-

H T #4578 HAG XA B2y i 58 B b A7 52 56, 65
AR BN RIE S S 1 0 IR BRI &
H BV FIH R G b A (R E4H) , B
13 Ho BRXHREAT, HAR 2 2H R BRI Pl 223 T
AT, K BURRBE S A RN T TR G B, TR A0 U
FRIERDIE KLY 4 em, 5800 BEEE W G EZ) 1 em
XUZZA AR B K 58 AR 0, L SE i 4, &
ARSI AN, RAF AR, 5 S min #5240 K
FhEFEZY 1 em & 3 1% 0. 25% FRFLA IR, HAR 4
B AL 55 B, L 30 min , RS 8 ZE G ; X iR
HAAE B, AR A5 F T Ak el 32, Br s KRR G
12 WREZ IEH W, AP YUK, AT HERM 1
JA S RBAHE RS AE SRR 9 RS
SERTREPEFNR DR 2, BT A R 45 X h 98 E S W)
S DLSE A, LR T4 DROE 4R HEE 2% ) H HE
(AR TR HRZH R SRR s B T b o S 5 A 2
J& B R AT AR, 10 A WO IR 1A A, 9 5 4 4%
MR T ik AT I AR & . S AR BT 0. 15
mg/ml ZEYLLF) 10 ml/kg #H G H AR THESE +
0.15 mg/ml SLyb A 10 ml/kg WY AH1 IR, ES
252 14 o X BRZH A2 RAEAR AL , AN AT I
PR, BRSCUD L FH SR 4, AR A AR R B
PR T A BER K 10 ml/kg JEH B H 1K, B84
¥ 14 d,

1.3 JEEHEEIE RESH k16 ] 5k, i
PR P A% O T R R AR N T T
o NORIET 0 —30bE, SCg A YF-3 T35
FESCRAEIRNE T A5 2, W T 5 RN A5 i
T, T TR SEoe i F rp 2 A BRAE,
THERAEH R IR TR 2 S50, W N ] YF-3 Tk
DS ASGEA TN, 1 T2 9 07 BRI 3T I i) i



+ 512 - FEMERG 24 5 2020 4E 5 H45 19 %5 5 1 Chin ] Diffic and Compl Cas,May 2020, Vol. 19 No.5

RS FE BRI AR — 35, J7 o] 1T 59280 K B.
e = A Cuive/iEae JIEIS- 3 GNP STl i
o AT TEBREEUA T ER PR _BE
BT RIG/ L, RI . DA T N S,
B ARSI B T, kB A A T AR R
N, 1 AR R R R0 2 K BUE AR S k2 i
M 2, 58 MU 2 K2 30 s, J5 4ERF LI Y
JE I B PRk B TR BE , 7 A 1 min 5 E 353 4R R L
12, HR BB I Z R, B PR KA HFEE 30 s, 4N
WS HRAE 2 R, 3 4 ming JEFREELL . TR I
KT B AR, AR, 8 B AR A, s AR It
oo VAEds has48 i E Tl AR S AL, DA 515 o
L, R % FRVEREE S, I LA e 7 R 150, AU
BEO7 W EYE IR R B MR H S, A 20 ~ 30 1K,
PAAE 6 min , B RIGYT 1 I, ELLAYT 14 d

L4 SIFss 57k

L4 1 (TR A 5K 3000 - 590 0 A] K BROE #
R, B HIES R RS, Rl eI i, RS
BT 0CHE TAN T4 3 h RfEH i TH, I
FEIRDUR 2 TR 45 A R B 13 5 /K 38, 280 5K
F=(HE - TH)/RE x100% ; 7G5 —IRKIEE KL
2524524 h 5, BN A A K BREET T RR R, 10 o e 4R
i, TR A R B 5T e 1 A (A BT B Il =
AR TTR - WIR AR ) .

1.4.2 Jfi3% SP NO 5-HT % VIP K5 . SRBUK
SUHR FIE J5 # AL 2 ml =R IE Ve B B0, %=
TREE S min, SR )5 B0 EIE W, 4% 8] ELISA 051 &
BB A5 SP NO 5-HT & VIP /K-,

1.4.3 KREMHEZ RN E: B 6 X KK, 252848
K24 h J5 B R KR TN 100 ¢/L By T% P iR
AW ml BEE, 1 h ST R0 O A RR 57 B
i), HCHE DA T 28 I AR i Y A B 1, 0 s g 1 4
K S ] 2 PR R B S T A SR (% ) =
ROY) BT H BT N 38 K A Y R A K x
100%

1.4.4 RESGHHAZEARN: BHE 6 HRER, K
SRR T AR SR J TG 3 B 45 i 1 2, AR B3R /KT
YT IAE N, g4t TR K5 G , WO 445
WA 2R F 520 i PCR R, RT3 A B 55 5)
HKAsT, A RIPA 85 240 W, BTSSR AR 500K,
B R TR, 4°C B0 B BCEIEW, m A SDS
SEMP I, TR 21 JE A 100°C JK ¥ 5 min, SR 5 LA
-20CHEfF . BIRAFE AL EAR TERT
b5 SR ] BCA i 2 1 MR 32, Ab BRAH 15 0 A iy

Je B 50 pg 4T SDS-PAGE L 3K 73 B 56 e, K%
AYESTR T EGRS E PVDF B b, S SR 30 1
h, % SCF .c-kit % GAPDH $i{&(1: 1 000) & )5 ,4°C
. PBST Fe43 VRS, INA —Ht (152 000) = i i
A 1 h,PBST J&V% 5 A8 2 5% , A FHEE RS AR A5
J& AT R A

1.4.5 KRS MHLAZ0 RNA Kl : R RNA $2 55
BT BB R A5 A 4 211 5 RNA, K 3R LY
&k RNA 3% 5 5% 7 cDNA 5, 5256 SE ) E & PCR Al
KK RS A 2 B-actin 5-HT,R 1 5-HT,R mR-
NA [k, & K I 2 PR Y 52 I g & PCR 5| 4 L 5%
1, Seid s i PCR 45 R 270 SR TS AR ek i o

1 SCEE S PCR AN HE R 519741
SR EIRZEA) 519¥51(5"-3")

5-HT;R EmE Y 5'-CAAGCCACCAAGACTGATGA -3/
SAGEIL/] 5'-AACCAGGGTGATGCTGTAGG -3’
5-HT,R hSGEIL) 5'-CATTTCCGGTGCACGATGGAG -3’
AGEIEY) 5'-GCCATCCTGCGTCTGGACCTG -3
B-actin ErBY 5'-CACTGTGTTGGCGTACAGGT -3’
SAGEIL/] 5" -TCATCACCATTGGCAATGAG -3’

1.5 Geitsedrik WA SPSS 19. 0 X s kA7
G118 K Graphpad prism 5 #47/E &, i i Tmage J
BRAFHEAT S BRI K FEAEAS TN o EAS 3 A i BORH]
PR £ Wi (x £ 5) FoR, ZHE L BCR TR R Ty
2000, P <0.05 hESAGIHE L,

2 5 R

2.1 FHRBMAEEME IR S0 RA R, 5
TUZH AR R I (P < 0..05) 5 A RIZH LA, 4
I BEVP W FIH I R LA B B AR UK e
(P <0.05), H 5 RBiyb 20 b, BG4
STC R BUA BRI IMELRAR (P <0.05) , L3k 2,

R2 BARBATEEMELE (x£5,9)

45 n PR B i
Xf REZH 13 11.26 £1.29
AL 13 25.94 +2.46
el 13 15.01 £1. 14
DDA 13 14.28 +2.11
e 13 10.58 +1.67
F1{H 1910.958

P{g 0.021

2.2 FARBIEMEKRELE  S5XEA e, B

4 STC R R F /KRR (P <0.05) ; S HE
B AL SEVD A2 IR A 2 R B E A K FRAR K
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ThiE (P <0.05) , LIRS 4R BB S 41 L2 37 H1]
PR FT (P <0.05)  HAEE 4 55y 2 1Y
BRI FHREL(P>0.05) , )W 3,

RT3 BAUARREBEMEGTKELRE (2:5,%)
4 5 n FEHEK
X BRAL 13 65.29 +1.01
eS| 13 60.11 =1.14
ety 13 64.97 +0.98
Y FIA 13 65.19 +1.67
e 13 69.67 £1.13
FAE 81.938
P g 0.018

2.3 HKAREUMAK SP.NO 5-HT Jz VIP /K- L%
5% B L, BB 2 K BRI 3 SP KRR (P <
0.05) ,NO 5-HT % VIP /K3 F+E (P <0.05) ; 5t
RUH P HE 2 Sy b A KA 2H R BRI ¢ SP 7K
- FFE (P <0.05),NO 5-HT K VIP 7K - #4 F& A%
(P <0.05) ; [Al B, B4 20 B4 2 21 S s vb b ) 241 T
R/ PR 35 (P <0.05) (HifEE 2 55 vb 0 FIJ 4 L3
RG-S EL(P>0.05), L%k 4,

2.4 HAKRRBHEDRLE  S5X A, BRIAH
KEGHES) R B EFEAR(P <0.05) ; HRERIA LR, HE
W WL HH A A KRG HE R B E A
(P <0.05) , [Alff, BG4 K BRI 4 B SR A 4 Je 5
W FIH B E T E (P <0.05)  HifE g4 55 yb b Fi|

AR ZEF G2 (P>0.05) , LES5,

2.5 B KRREEMmAL HF 5-HT;R K 5-HT,R mRNA
FakLE SRR P, B K R I 2 S-
HT,R /% 5-HT,R mRNA /KF- 5% R (P <0.05); 5
BRI b, 2 52D R4 B 4K R4S I 4
41 5-HT,R % 5-HT,R mRNA 7K 5 2T & (P <
0.05) , [AlH}, e A AL B S ] L 5 yb b R 21 18 2 T i
(P<0.05) ,[HifEe 4] 5500 FI 2 H A 22 S o 5e it
HEN(P>0.05), L3k 6,

FO6 KUKXRLEHAL H 5-HT,R K
5-HT,R mRNA 23k Hofk

(x£s)

A n 5-HT,R 5-HT,R
papiekiel 6 1.00 1.00

(U RIUEE| 6 0.49 0. 14 0.53 £0.29
Hesd 6 1.16 +0.19 1.08 £0.46
SIY W FIZH 6 1.05+0.22 1.13 £0.54
BAYL 6 1.56 +0.19 1.71 +0.39
F {4 198.254 241.504
P 0.023 0.009

2.6 BAKREEMHAL SCF c-kit HIUKTPILEE 5
X HRA L, SR R SR I 4121 SCF e-kit 7RS35 i
EHAR(P <0.05) 5 SRR Hothe , i S22 B vb o
2 BRI T (P <0.05) , HLECA 4 i 2o g by
P FIA T (P <0.05)  HAESLA 5 5 yh i FI 2 L
BESIGEIFEX(P>0.05) , WE 1,

F4 BAKRBMI SPNO 5-HT & VIP KV F A (2 +s,ng/ml)
I n sp NO 5-HT VIP
X HRAL 6 65.41 £0.76 25.29 +1.49 33.41 £1.67 31.62 +1.84
FETRIZ] 6 31.62 +1.46 129.13 +2.19 168.22 +2.37 86.19 +1.13
it 6 63.89 £2.31 54.59 +2.37 58.71 £2.17 31.98 £0.72
LD IEE 6 62.11 +2.89 51.11 £2.97 55.89 +3.10 32.68 +1.94
XA 6 67.74 £2.55 24.69 +1.18 35.97 £2.99 27.29 +1.31
F {4 621.651 4 298.343 2 282.876 834.829
P1{H 0.011 0.008 0.013 0.026
F5 BUAKBBHEIFRILE (229)
il n JAiE 4K (em) AR MES B ES (em) WatEsh % (% )
Xif BREH 6 100. 67 +4.98 83.39 +3.69 81.83+2.44
[ IE:) 6 100.19 +3.76 51.54 +2.87 51.33 +3.71
Mg 6 99.48 £5.69 78.37 £4.19 80.91 +2.68
E ALY IE| 6 101.31 +4. 10 81.26 +3.39 79.12 +1.67
A4 6 99.89 +4.11 86.98 +2.37 86.63 £2.13
F 1§ 0.293 1547.361 1123.684
P 0.880 0.018 0.022
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GAPDH

S E N

SRR RS g RUOFE BE4A

B xR
] Besigy
B sl
[ SEvbwsfiz
A

T SRR AR, P <0. 05 S HA, PP <0. 05 SHE G4l HudR, P <0. 05 52 yb i Fi 4 Higz, ' P <0. 05
B RHKBREHALL SCF c-kit [ FE kKT i

33 i

STC jZH T R YIaeZ AL, 1% 5 25 5 1fi 3 800 HE
68 i JOTEE A RT3 TR M o 6 R DA R T 485 R R 4k
W HE(E 2% PRI ISy AR . HR, STC 1 &
o BILTR AN BB 58 4 B, R AL AT e 5 i pi s &
4t} cajal [A]JFLANA  FPAX PR ZE I B AR R G0 T 1)
RERRTS 2K TR S 5 AN, KR )i
AETE 2B, AR JE T IR TR A UIE TR
it/ iz 2S5 AT fig 1 52 RSO 2 HEE 3 k=,
AU N 1 PR B IS )5t A T RN A R R

5-HT J&2: 5877 E W38 43 W 12 30 o e ) 5 22
P 2238 AN 55 3 UME 550 BFFER B, 5-HT 2 55
15 BRI 7 T P LR I B 18 A iy T8 B0b 1 g 34 A 34
i, 5-HT, 2k (5-HT,;R) 5-HT, Z{&(5-HT,R) 5
BB IR R IR o i kR T i
s, A, 5-HT, 2S00 T ARG 5 /) BRLAS
NIz sh e, 3 o i i A s T RES " . BEUb b M4
il R E AT S-HT, SZ R shi Z —, Hig e it H
W T Y-t ILMAC 46 RS ) , ] B LA 38 00 30 i 45 1 1 i
ATEE ™ . BUCHITSE B , W i 05 o 2 A1 i S 3k
et s A iy 3= 2 AR fk Z —, 5-HT NO  SP  VIP
SV WA B T RE A TR 2 5, v 6 i i 2 B R
My AR PR EA TR

AU Z IR EAT fEERHERR
JITE, FoR 1 A2 KM, S0 MG VB ARG . E R
RRER T EZ " R RS K L
PRI G A DAL, A S T DA o B R o HE LS A
SCRABAR DL () 28 SORIT I o 30 3 HE 4R R JE
A CINER: 2 (YRR = 7BV 7710 I A /B ER =
fE K A3 (AR A, ] Bt 394 55 UL J g 3, DT A ) (5 b
(OEE

JE TR v R A TR YT I R 1 — R ILYA
J7TFB, BB AU, A it 18 W 8 0 3l it 25 P e
HEI6YT H M IE G ST RE S B , I BEHE 2R IR,
A A A 440 E Tk R A R BB 2 4 HEA TR AR
1RJF AR IE DA B FE A B B, P S O],
AR TR ), FE P4 A (R 2 £ Bh A AR i T W 3B 1
BRSNS ASHIFSE 1 UK I R R R I R ST
STC K FRARAY % STC KR TiELk 14 d Y IE RS
A 5-HT, 2R sh 75y R T 15 , AT R
AR SCF/c-kit {55 538 % 19 52 i) K¢ STC A BR A4 4 AH
FRBRAEAC NG e TG Bl . 25 I, Al 4]
Eods, g gl SEvb b R4 RS 41 STC K RIS M8 27k
S ERN, 2% SP AKSF- 8 3 e, NO 5-HT J¢ VIP
IR s SRR AG, 45 i 41 40 5-HT, R J% 5-HT,R mR-
NA 7K (SCF | c-kit /K-35 18 35 i, HICG 4R R A&
TR AT 5 R 1 B 3 O T 4 S A B B vb W R A 4
IRE S HE IR G 5-HT, Z R shHIRe U RE it 8 iy 8
1580 , SR AL S STC R BRI, S dF B 19

g5 TR AR HE RS 5-HT, 2R Sl R
JE7T STC KE AP SCF/c-kit {5 5 38 % , 2 ff STC K
FREEIRAS , Bl OB % 10
3500 52« T A 1 5 75 I G A1 2 i
e kA AR

Iy £ SR ISR IS E A B IS T 5 B
TR ; k2 A SEMERRFT b , B i 5 B 5 38 A7 SOk
58 BT 5 30 42 B < IBTT 8 S0 i SC e
% 3k
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AL, A RIS, A AR B 2 400 g SBJLHZERT 1 d
T A )L OB A R R L A0 R, B & BEE R, Sl ik
EOEIE M AR/, R S, O IR 23 15 P () R i
GBI 52 PR, = e 2 3t , Mils 2l Jbk i 1] 1L 38 £ 50k 2
TR A Psie), B e O . B B
FEtR i LR AR G, 36 R LB E AR L. W
A2 AR FIRT R LB I KN AR A R A . &
4 : P 140 Y&/ min, BP 62/34 mmHg, J& B K Jik A 40, 6 40 1.
FERLNE] 3 s, 0o F R 7, LT DR [ B Ao o0 LA CK-MB
228 U/L, Jfi. WBC 6.5 x 10°/L,N 0.9 x 10°/L, [l K 43477 : pH
7.09,PCO, 638.4 mmHg,PO, 51.9 mmHg,K" 3.96 mmol/L,Na”
135 mmol/L, Ca®* 1. 36 mmol/L, GLU 1. 8 mmol/L, Lac 6. 65
mmol/L,,HCO; 15.8 mmol/L,BE - 11 mmol/L; & 454258 IEJE
T (CPAP) Sl BIVFIR 45 BRGSO IEAR BE S5 AL 2, 52 4
AR e o RTS8 h BBV IR 5, 28 5% Sa0, ANfE
YEFAE 85% LA L, BP 64/38 mmHg. Ji ¥ i A7 X 28 A« 22 il i
SEREVAG, AT L RIR s o R BRSO B, DR R,
Pl TR A o DI RER 208 K, 2 B A7 K
BB, 76 % O WU AL A 4, Sk 48 R AT, OB BT AL A B4
T OGP AN A O R SE R B, PUVL B
PE;P I IV aVF B E AR T ¢ 1T VI aVEF (VA VS IG5 3
FLLRES AT I NIPPY SBD0E L, 364 500 ) R
897

VRIS 4 d s R BUEAL, RO 22, LKk Ik, BP 70/
43 mmHg, FFG IR ME, 22 52 Sa0, ARELERF. 55 4 ~ 10 d, BILK
M HE HCO,; \BE . Lac it & %%, BE fHZ K < - 24 mmol/L,
Lac Z X > 15 mmol/L,pro-BNP 20 300. 00 pg/ml, 5&3% IR ik A Hl.
PR 53T LV 22k TR % T T PR Bl i 000, A i L B LA Bk
MR AL AEJE5E 11 d, LS I, 5 2 BRI il o 1.
O vy WP AR T SR L PR ARG I 25 SR [ 4 - TAZ Jik [A]
€. 699 +1G >T 5 T 5, 28 Sanger Sy ik, B ILELRIE W %02
HAF(E 1), BILRZZE Barth ZE51E

it i Barth ZE&1iF ( Barth syndrome, BTHS) J&—Ffi 5 I,
9 X 3 B e i AR A, LRI T SRR A A2 200
B, B EERE R X Ytk L TAZ JER %A, SEAN 3-H

CCCCGCTTTGGACAGiTGGGTGGGGACTGC
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UL, 5,13 2 AN B2 MR R8T 10 RR A 4
AN H T AR L ZE D3R 1 38 005 , 25 M R e 2% 18 7 W PR AR, A7
PRSP XHAEIRYTY TR A B, A TF 10 d i FE s iy Rk
B2 MBI , TS 22 7 MBS, i ) 2 224 M PR e A T
CT 7R A B 2L 5 0 e AT BEMAR ARG | 1k 1055 X 4 7R
7 ZEMIBEERA P W, P ML DR, 3B 2 B AT B . A
A PRI TR, B0, TR, BEOF- , I R ik S A e, Ze )
R ILES 5K A , 22 X o AR CT (P LA ~ C) 7R
7e B PR, A 0T B R ASBERR S5 I H AL Hb 126 ¢/L, WBC
13.72 x10°/1.,N% 83.5% ,CRP 17.5 mg/L, APB%J5 T 4%}
RS FLR IR MAERTT o ABEIS 3 KA ILR & A M |
JET ] AT, MRS A PARAIE , S A R CT s 7 0 o, MR e AR

;27 Hb 82 o/L, A B MR N, 20217 HIEHE, R
Hh DL e 00 RS R I A, 2 R R AR EL KR (8.0 em x 10
em) A R IAL , PR A R PN R St BB, Bl S £ RAR AR vk
U 3 0 B R I AT A2 T S R B R R DI BR AR s R S5
P WT (B 1D) < 22 B ESCIRIRE /S8 SR 22 A1 i i i
Jei (EOES/pPNET) | 4y bR 4 | I & W7 vifs A UL ik 98 38 0% 5 e 4
Ak BRI 20 40 Vimentin( + + ) ,CD56( + + +),CD99( + +),
Bel2(+ +),CD57( - ),CgA( - ),CK7( —),Desmin( - ),
EMA( -),LCA( - ),NSE( = ),S100( - ),SMA( - ), STAT6
(=).Syn( =) ,WT-1( =) ,CD34( - ), ARJFHEILFEL HBE, th
Befa 2 JA/N LM AR TR BT E A 4 RO BILIRE R
U AT A ALY T
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P &S (HE e, x10)

L BILIEER CT BAR 5 B AL 45 2R

W JUSCPR (Ewing sarcomas, ES) /41 & st i 2241
)2 983 ( peripheral primitive neuroectodermal tumor, pPNET) J2&
— I DL | R R PR /N 5 A0 B R J T L SC PR
88 5 Ji% ( Ewing sarcoma family tumor, ESFT) , H. 580 3 B4 %
ES .pPNET . pPNET J%2H #b Ji SC A% ( extraosseous Ewing sar-
comas ,EOES) "' ES AJ S U5 I i i 497 oA A 5 e 22 3
GEAM R , Tl UG P 28 M VR 2 A 2E 8, OF B £ 1) 43
TRrIREST , AT R A T BRI A AL, 2 0L T L EE 75 D4R IF R
TS WE . EERRHN, BAETERESEHE
WA R T B, SR L. ES ORI R B, 2 W
FCAZIRME™ o A ILLLE SMIT 2, AR BRSO 1 3
PRRE , Il B A A, R LR A S0 s, SN DRAF IR TT i A
B UK B DX e A R, LA LI SR AR B R AE , AT
CT A B L, 3 BLR1Z . A I IR 7 IR AR 7 A
B2 R I K 5 H SV B4 112, B EOES/pPNET 52 i
TE B CRFEAERL, B2 T R TE A RN — B /NETE | op
BT F/NRIE A0 ML, 40 MAZ A=/ TR G, M A B, 4% 4 244 &
DL TR AN 22 5 A IR AN REDIR S RIRHES Y, HES %, R A
T % BT 2 B A A o e LKA CD99 \NSE Syn
I FLI-L 5 4235 h i WEAH X RF SRR bR Ashraf 261 BF 54
AT CD99 A FLI-1 5 1A 012 10 B Sk ELAURR g
WPEREHR, 73 4h EOES/pPNET 5% BAT t(11;22) Fl q(q24;
q12) R SPEGL @A S, A A 5 s B G 414k CD99( + +)
IS SCHRIRGEAR AT o H T8 SC AR B AT g B AR 28 L A IR
T AN T e B R AR v AR A i UL R e AL AR A A il L
RARIEARA LR, BT RURYT T2 T AR VIR M AR5
A7 B SR P A R, 25 0 I B T R AR I, 75 R AT Rk
RIS AT ZBRRAF I B E . A AR
SCHRARE " KA BT R R IERE (VAC) /53R B Ik i
FIMKFEITH (1E) S8 T2 ES By E sy o5 8, % T A
ikt VAC E R . AWRIRITRCR 5 B EFBMEL, R
JE A2 R AR K A0% TG DR ZE AL A R A IR RN R
TR, TR IZ S B VI BR e R AL AP 7E R B A 5 il
BHEH EWS/ FLI-L S S SCk IS, 4Rl < 16 %, B
SAEFF AR DI B RS AT I, 5 AR AE AR R ] 5 ik 60% ~
70% " EAAEMIREERS U 5 AR AR RARAR Y . B, L
5 EOES/pPNET 50, By iRi2 , B - 12 P30 TR R ik
BARIGAST , BEEHUE

S 3k
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B 2,19 & 2011 AR RS IR A R <A
THFRLLEE , SCHURR, S BE 2 Wiy R BRI (SLE) , TR
BT IEWIE S . 5N 57 B RN A2 s 2 . 2017
AE9 22 HIBURCN BRI, M fol o, % 2B, ARBEE#E
M40 3.38 x 10°/L, I 2L 11 81 ¢/L, iy 2 1 19.5 o/
L, & H 5 600 mg/24 h, JLEF 122 wmol/L, $4# DNA HifAk (ds-
DNA)800 U/ml, #MA €3 0.35 g/L,#MA C4 0.05 o/L, fifish ik &
68 mmHg, g i 7R M JE RO, 2 Wi oh 2 B ZE k4% R XY SLE, F
HikJeJe(MP)40 mg/d, 9 H 30 H 8L/ Kk, 24 3k il
CTRWS# . 10 1 HBRRELBIRKEE ZRER, KM
MR ARG T S/ F i BEJEE S 9 G 4 T S0 A g >
RKMERFHAES, 2 K R 18 B 8 2As | 2% i i e AR M
Wi ¢ , MP it % 200 mg/d # BKii 1, BOIRETEE I . R
J& 10 J 6 H B fm B4 MRS Az , 3k /ol MR 7 22 K ~f: 35k

l_LJJfl‘._lflJ_AJ_J

B 1 107 10 B 3K/8 MR 78T SR/ i T BEIR AR B 0U i 3RO T B e

B2 116 K/ MR RSN THAL i K2 72 0024 B 5 DX S5 155 , RO R~ B ek B S 4 /0, B OO THUR 2D L% o i

kT FEIE K , HBAE RE R AN ZF 30 R, MP il i % 240 mg/
d, M EH:E 1907110 mmHg, 10 A 10 H & i kUL
J1Z R A E LU I 9, RCF BT T 4%, 3k /i MR
HOE D) SRS R I E , MP i 2 1 ¢/d,2 d J5#kiE
i, LT o 5 TR B Wk i, R el e — 20 ks . 10 H
27 H 46 I = R BEAIR, 25 IS D8 5 i1 S Bk, MP i 2
160 mg/d, il = F ¥ LT, 11 H 6 H3K/H MR 4 (& 2) : X
AN TBUAAG P o 2 24 B B8] DX 155, R0 A it = ol A O 4
AN AR TR i S i R S IR AR A AR . MP 3%
kM 80 mg/d, 11 13 H L% KL (1400 5. 38 x 10°/L, If 21 2
176 g/L, 2L 400 2. 62 x 10™/L, 1l /MR 198 x 10°/L, FR#E M
2961 mg/24 h,dsDNA( - ), FFEmEIZR BB 11 A 15
H MP 3 % 70 mg/d, 1 NHAJEIT2E 12, MP A4T8 % 60 mg/
d, JE4 52 AR bR, INh 253697 .
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it i I TEMK (neuropsychiatric systemic lupus ery-
thematosus , NP-SLE ) & SLE # /™ 5 ) 3 £ 4E , K AR H 30% ~
409% LR B L R, F LR, WIS M 25, W A K ak
13.80% ', RIS PR KA HLE 14 AR I H , H AT AT RE S
BFE N ZF A BHUAFBURSS & EAMAS 51500 T E
BRARSESZ W), DURR T L8 BE 5 M 100 2%, 365 i 1L 5 A 28,
ASHRALER MR FESFAT 5 5 L v] BESE 0L W DR TR B4 A 1 A
PR B A R L /N8 R B2, 5 BT/ N AR TR AR, 36 TG/ EAE
K KB AL
IR Z MRS 2 28 Ol B O LR FR S8 ) 2%, JELA
FIEM R NG ABERT TS ATRAE, 57 R B AR IERIGRTT, &
ERK o SCHRARGE ™ 4T dsDNA( +) | 12140 M8/, PR 4
s, PRER LRSI, F1 88 /3R EE AR, ALT AST 3 5
TR 1 A A ARG, 5 BAE SLE 1 SMEVE s, i E A
Wt 5 - TG AT 278 SLE 16 3y RIS TE R R Il sk T, 2 R4t
Z 0, AR P v KU 1] o 78 T 7R o R BRURAR T 1015
DU AP 20 Je R G T /NI AR, 2R R HL
ANEAEARAEVEIG A , A X W6 i R P 2R, TR
R h il V6 7 o kL s Sk T MR Sl R I 1 e
ARAE PN 42 BE AU Y B , 70 S8 2 R0 AR S e o e v St
AL A BE IR E I KL , X k50 WL A I 5 VK £ 5
SO FLAE (V7 A, TG B 0 o R VR e ARV i
RIS, AT LR R 0 e (L 3R K i A A 1 B A
I MR A HER , HOA GG o RO A 0 T 12 8 i )
Y ELA PR DRI i SRS R 5 ) AR A 4
B2 W 8 IR — B2 JE AT, T BE 2 R 0 I 4 2R 3 A it
EIETI TR R PR I SR bR o R A REWR A2 1ML ik
it B , AT ML VOO A , 3 AR R G /K (19 9 # 0 24 SLE
A&7 TR MESE 7R IR PE ARG I, 6250 B ] felt P 700 W 1 o i
BB T A RETE I B BT A R o e 28 ad B 4t
RORIT B r MR il sk I REAR AR SRS
VEFRZ AN A2 AP SR (2 4R) IRBRERE " %ok K
IR HT T3 A S S 8RR
S 3k
[1] Stock AD, Wen J, Putterman C. Neuropsychiatric lupus, the blood
brain barrier, and the TWEAK/Fn14 pathway[ J]. Front Immunol,
2012 ,4:484. DOI; 10.3389/fimmu. 2013. 00484.

[2]

[10]

[11]

[12]

W UAE , KPR, BRIEER , S5, OB VEIRRT T TS ERE LT ] . i bR HE
JW A% i, 2016, 16 (11) . 701-704. DOI: 10. 3969/j. issn. 1671-
2390.2016.11.015.
B AT AR IR AR PR IR [ ] o [ PR 2, 2017
26(1):91-94. DOI:10.3969/j. issn. 1004-745X.2017.01.028.
Wang Z,Wang Y,Zhu R, et al. Long-term survival and death causes
of systemic lupus erythematosus in China: A systemicreview of obser-
vational studies [ J]. Medicine ( Baltimore ) , 2015, 94 (17 ) ; 794.
DOI: 10. 1097/MD. 0000000000000794.
TRk, B GELr. Bk e Je i iRy RSB MERK R 11 Bl IR 43 B
[J]. Ifs K25 %6, 2016, 31 (4) . 430431. DOI: 10. 3969/j. issn.
1004-583X.2016.04. 020.
FRET,XVE, B0 . R GEMELLBRERIE I e 72 36 (A1l P (o] s
SRl T]. e R IR 24 24 5 ,2015,19 (4) :238-241. DOI.; 10.
3760/ cma. j. issn. 1007-7480. 2015. 04. 005.
FBR 2, TR T ARG I R G M £ B AR 0 I 78 BE 0 i 4
— B[] FER A i, 2015,22 (1) :53-54. DOI; 10. 3969/]j.
issn. 1009-3257.2015.01. 21.
BB MR MIRE SR SR A [T]. TES S
LA HL T 24 75, 2018,6 (10) ; 9-10. DOI. 10. 3969/j. issn.
2095-6681.2018. 10. 006.
Bertsias GK, Ioannidis JPA , Aringer M, et al. EULAR recommenda-
tions for the management of systemic lupus erythematosus with neu-
ropsychiatric manifestations: Report of a task force of the EULAR
standing committee for clinical affairs[ J]. Annals of the Rheumatic
Diseases, 2010, 69 (12) : 2074-2082. DOI: 10. 1136/ard. 2010.
130476.
Luyendijk J, steens SCA, Ouwendijk WJN, et al. Neuropsychiatric
systemic lupus erythematosus : LSessons learned from magnetic reso-
nanceimaging [ J ]. Arthritis & Rheumatology, 2011,63 (3) :722-
732.DOI: 10.1002/art. 30157.
XURCHL AR IEWE MR R G PELL BRI AR Pl 22 R e IR 5
TRAE LR IR R BT LT ). BE24(5 15,2015, 28 (41) : 109. DOI:
10.3969/]. issn. 1006-1959.2015.41. 143.
TLIGRL, REER, XU 4E, 45 AR MR | BI3F Sk ~I [T ]
[E SZ0G 2 W27, 2018 ,22 (1) 4243, DOI: 10. 3969/j. issn. 1007-
4287.2018.01.015.

(ks H#7:2019 =11 -06)

RTAE AN SGEATAEAE RS st i H ]

SN A7 R4 S AR AE R SO, e FORMO TR T - (1) BEXERS AR E A B 3 T TR
R AR CEIHL AR AT ARG AERGIE S0, (2) BRI SO0 It o R0 SR, — 08 PRIt 0 2 o7
ARG LT A T4 S T TR SALR O 50 SRR AT, (3) F 8RS B A R 2

5 T AR TR AR T e T AL T 60 |- 24 5
HL i 0311 — 85901735
E-mail ; ynbzz@ 163. com
P4k : http :/www. ynbzz. com



BEMER 24k 2020 455 H 55 19 #4555 8] Chin J Diffic and Compl Cas,May 2020, Vol. 19 No. 5 - 521 -

R 5 RIS RIYI B B K A B LR Ak 1 ]

e il

YEH AL : 570311 i 1, A N RS BE P 43I Bk
HEEE . BE ,E-mail; fangtuanyu_2010@ 163. com

(RBIA] W R A D RBEER AL 95 I 52 BOREIRAN 5 2 WG 5 1677
[DOI] 10.3969 / J. issn. 1671-6450.2020. 05. 021

BV ,62 2 N RIIMBEF = 5 4F, B R IeE 1 4
A7 T 2016 44 A 8 Hikiz, & T 2011 4E I MMET =, 12
W2 BOBE PR, T 174 55 28 30 B, 2013 4F B2 K 1
W, Y2 MBS 2. 1 mmol/L, # FRAMEJG 47 5% , 4 IS &R,
R EGHE S) 28 DARIEYT 1 4R, oA o % ;2015 48 [ 1iopE 45
il R AL B T4 e 3R 30( L 18 U, 1 14 U)¥RYT 1 N H
RIFRR B IR, AR A, Y B 2 0 2. 3 mmol/L, 2245
T 50% HEHE 20 ml FIKITST, 34T 10% #7458 500 ml ik
W, B2 R 2R WE R R, BRI AR IR T AR U aE K
BREELTE FA S, A B MR A BOb e B R A s, A A B
G REPEBIR I A R . AT 36.6 °C,P 78 X/min,R
20 ¥/min, BP 136/70 mmHg, BMI 23 kg/m’ , {KBITE 3, O il 5
AR AR WL 53, ST ek i, #F FPG 2.6 mmol/L, 2 h
PG 12 mmol/L, F JIR 4 4 #lf i 1t 32056 ( OGTT) | I fl  JE &% & . C
JUR R Z BRI  Z/C IRAEfE L F 1. HbA,, 0. 66, i
9% H BHUA(TAA) 80.03 TU/ml( IEHS %5 0 ~20 1U/ml)
JoE 5 AT (TICA) MR IR B (GADA) Mg AR &9
FIPE, A f g R L 5 . W RS REUMBURS R A
B BELE AL 2 ROBE BRI

AT IR F (R T B0, BN FBE B B R80T,
WG L TR IEHS 5 me/d, VA RIS R AR, Bl i 2 15 mg/
d AR IS A AESUR D QERFIR YT 2 G W, TR MK
LA EES . RIS 4R e eneER PrS
L BTR UM 50 mg HAR, B H 3 ¥, 2016 4F 5 F & & 25 ik
19,22 358. 4 pmol/L, %55 C Jik 0.7 nmol/L;2017 4 6 J] & 25 4
PR g% =T . TAA ICA [ GADA ¥, 19 i 2 KW F % 5
2019 4% 5 A B A 5 ZK Pk — 5 R, 25 I8 5 % 100. 5
pmol/L; 25 C ik 0.79 nmol/ L, JGHA AR I 4

Wit @MWK R A SRS AE (insulin autoim-
mune syndrome , TAS) J2F5 76 A AN RS RAF LT, )&
I B RPN ) IG RER G AR, 2 B S SN 255 1R, i
Ay 2 BUOBEDRGG S TR T T4 B 5 3% 30 J R B TAS, 2%
TR R 5 R 2 5 | R I 5 R B B Ry 45 B R Uk A
VAR IR . % i S5 7E 1960 4E 1 Harwood" " $3i , 3T 4F
S T [ 3B WA AR AR 2 DRI PR AE AN I A 5 92 T

&1 OGTT Ifh 2 (C Ik
Jige 5 FRBE MR K e B 2/ C ke Ak

m H 0 min 60 min 120 min 180 min 240 min
IfiL 4 ( mmol /L) 6.47 11.57 13.05 11.55 2.2
B & (pmol/L) 4 702.00 5003.00 5840 >6945 >6945
C Bk (nmol/L) 1.96 2.09 2.38 2.78 2.64
Ji % B R B 5.63 3.35 3.46 >4.66 >25.3
i ZE/C Ik 2.39 2.39 2.45 >2.49  >2.63

WS, 3.9 ~6. 1 mmol/L; & 17.8 ~ 173 pmol/
L;C ik 0.37 ~1.47 nmol/L; 3 2 B840 <0.3; 2% /C 1k 0. 04 ~
0.11

Lo ZBIURE I RAEAE D 2 BURRJRAN , JC B AR IRBN 5
REGYY IS W I T4 e 205 2 U BUWL R Y A AR AR
R , I 5 2K PR e, 5 C RO AN P47, A e i B 1
TAA, HLAE I8 25 A S AR MU, AN REFH MM R 5 3= 0
EORARRE , 0 FHDBE B B3R IR T I B 5, DG SRR AN IR e 5
KR 1AS,

IAS [ WA ROAR MRS 5 s S LR, H R 18
iK1l R BLAI B g TAA A ISR/ i 23 2 B T oy
SRR ARGE G s R 2 RS | A o 1 IR A 2 W A 1A
MBI BE TG, R 3R 003k, G IR g 238 0 g /IR S 5 A R Y
TAA SRS R RN REL S, IEUR S R AGERIL, 5 R
TV T E A G AL R AL AR R/ A R T,
e R 5 TAA ZE S MR S UIERNATRE, RIS RS
TAA AR S , 1 2 2R REBCHE i, b B OB REAR o 56 T AM IR
PR 2 S50 3 A SRS & R s oL BT R
i 5 FRYUAA R AR S5 fe 2 3% mT LA L5 45 T 4 B0 A R
& FAHRPUR R IR, S HTIALE 5 B8 ) 15 B R s ph 2 2 it
DRI T T A S8 ik 3 Ik, O b B oAt T B LA 14
BLHE i i — 2B

Xt AU e £ 3R s 3R ALy G R M I AR ) B
U, TS LU B WbR e« (1) BE BRI R i F M 5
1R 3R, S S IR) Bad SRR MUY , A58 5 28 B A 1 8250 v I i
PR RO 5 (2) MM 3R (C RS 7 BB 4™, OGTT fi2
R R T (AL C ROKSP R R 28 T 5 (3) TAA [



+ 522 - FEMEE A% 2020 4E 5 A5 19 %455 5 W] Chin J Diffic and Compl Cas, May 2020, Vol. 19 No. 5

(4) HEBRICA SRR IR o 25012 B 107 HE Bk 1B & 220 (B 1Y fe
By B AT NEERE b B BOR R R AR o, I SR
AR IMBE KPR TAA B, B2 AR T WLIBR AR o 407 5 (EL A A
AR TAS FEE BRI CT Al UL e B4t i 80 KR, 1X 5 0T i
Jil 2 2R ILAE U R A AT G, 2 L I e B W 4
FIRLRE Y . B R D) RARHUEHE 2 A IR 2RO K
e MR AT , 19 5 35 T im0 R S /N T TAS (8% TAA B, 2
AT B 2 AR HU AR (TRA) BRI, J % C IoKOF #5774k
R G P P 5 45 FH I & 3R )3 A7 AV P 0 v B3 R 2
AR T R A (R M -

W25 6 Je2h T B 22U, I TAA BLiRBE
AT HADBRS RES . PO R28 i mEA =T
YRR, ] WA HEE S B K P 5 W MR ML, 70 A T R O 1
F A5 F IR 3% AV M R 43, I PR B IR R 3R T 1
A ARMBEAEAR TE M o LA, 3 R {8 P e 4 | Jle ) 3R e
AT TIGE-1) S 30l 50 0 PR i W e %6, oA i3 45
H PR B R SR AR T G S DL T, I T CD20
AT R U BRI AT IR

L5 LIRS I 3R R 5 BRI T B A B e
AL R UL, P B A2 i R AR L 5 % 14 s DR 2 B2 2
RIS N Rl PR SR 5 R R K, e 5y BRA2 M 3R LB
T8 5 ZRARAL , W30 ) AP A8 8 o A 2% A o 3 0 00 R, 58
M TIRE PR G = I0 (1AA (ICA [ GADA) S8 G, AR
TP R IRIS IS , P R A A IS B
S2%5 3k
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[ Abstract]

onary atherosclerotic heart disease and stroke. In modern medicine, statins are the first choice for the treatment of dyslipi-

Dyslipidemia is an important independent risk factor for cardiovascular and cerebrovascular diseases in cor-

demia, but there are still clear adverse reactions in myopathy, liver, and new-onset diabetes. Chinese medicine has unique
medication characteristics and potential advantages in preventing and treating dyslipidemia. Chinese medicine believes that ab-
normal blood lipids are mostly caused by wet turbidity, phlegm and blood turbidity. Cangzhumahuang decoction was created
by Mr. Xu Gongyan, a well-known national doctor of traditional Chinese medicine, under the ideological guidance of " wet the

". This article reviews the etiology and pathogenesis, related clinical and experimental progress of

house to manage the spleen
Cangzhumahuang decoction in lipid-lowering therapy, in order to provide evidence-based medical evidence for the study of
Cangzhumahuang decoction and its components in clinical lipid-lowering therapy.

[ Key words] Cangzhumahuang decoction; Dyslipidemia; Clinical research; Internal resistance of phlegm and turbidi-

ty; Xu Gongyan
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[ Abstract ]

screening is one of the main measures to reduce the incidence rate and mortality of CRC. Volatile organic compounds (VOC) ,

Colorectal cancer (CRC) is the most common malignant tumor in the digestive tract. Effective early

as the metabolites of the body, can be used in the diagnosis of many diseases including tumors. As a non-invasive screening
method, VOC has important clinical application prospects in the early diagnosis of CRC. Based on the related research of VOC

at home and abroad in recent years, this paper summarizes the technical methods, test samples and clinical application of VOC

in CRC diagnosis, and looks forward to the research direction of VOC clinical application in CRC diagnosis and treatment.
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[ Abstract)

pathway in the immune system. Their application in gynecological tumors is still at an early stage, which is an active field of

Immunosuppressive checkpoint inhibitors play a biological role by inhibiting the immunosuppressive signal

clinical research at present. The key to the success of their treatment lies in identifying potential patients and benefiting from
them. Anti CTLA-4 and anti PD-1/PDL-1 antibody were used to treat ovarian cancer. The response rate of single drug was

10% ~15% , and the response rate of combined treatment was improved. This article reviews the latest clinical data of the

current research, in order to give medication guidance for the current treatment, and briefly looks forward to the future.
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[ Abstract] Adult Still’ s disease (AOSD) is a systemic inflammatory response disease with low incidence rate and un-
known etiology. The main manifestations of AOSD were fever, rash, pharyngeal pain and arthralgia, but there were significant
differences in clinical manifestations and prognosis. AOSD lacks specific serological and pathological manifestations, and its
diagnosis and treatment mainly depend on experience. Early diagnosis, treatment and good disease monitoring are of positive

significance for the prognosis of the disease. This paper mainly reviews the research progress of AOSD in laboratory, imaging

examination, disease activity monitoring, and application of biological agents.
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