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IfL7% Endostatin, CTRP3 \FGF21 5 & Ifi 7 {4 #3
iU 7 35 vy S8 I R 7 2 B IR R &

FE B E, R ,RT G EF

FETH . WkE HARERE SR H (2019)180111)
YEE B0 : 410015 Kyl es = e B/ W1 mg v B2 24 - i 4 v B2 e o i 8 A R
WAEVEH . %%, E-mail ; haitaotiger@ 163. com

(# ZE] BH HOTE N EIER (Endostatin) FMA Cla/ Iy SRFE K A1 G 1 3 (CTRP3) | L4 4 40 i 2E
KHF 21 (FGF21) 55 il 3% 0 B 1.0 7 3 58 (HFpEF ) B8 5 I RYT 20 56 R AT B A RN H, Fix  EEF
2019 4 5 H—2022 4£ 2 HRKIPTTEE = B Be/#i ma o = 25 K7 B8 & 7 B2 Be O 14 N FHIOA 19 HEpEF f8 2% 158 5]
(HFpEF 2H) FfAcks DI REIEF 10 835 107 ) (fEREXT B2 ) . HFpEF f8 3545232 5 Mt O 01 = iR yT , IR 3053
AR 122 IR ICBOW 2H 36 4], BE T ) 152 4] £ 25 AR 4 TS 15 50 73 0 TS BAF W2 122 iR 505 A B E4H 30
B, R4S IME Endostatin, CTRP3 \FGF21 sk, R [AFi 5 HFpEF B34 #8750 a0 K47 & s £ & Logistic [PIIH 434152
Wi HFpEF & U5 A R I faR R 2, 2238 TAEFFIE (ROC) £k 43 4 ML7% Endostatin, CTRP3 \FGF21 Fiiil] HFpEF i
HRETEARWME, &R  HFpEF A1l Endostatin [FGF21 7K Tt FExt BT, L1 CTRP3 7K 1 Tt Xt
BB (t/P =9.585/ <0.001.13.798/ <0.001.42.478/ <0.001) , FeRLW AL IS Endostatin ,FGF21 7K -5 TH R4 ,
L% CTRP3 KA TA R 2H (1/P =32. 125/ <0.001.9. 681/ <0.001.21. 620/ <0.001) , FiJ5 4 B F4H.C 5 Bzl
EE AL 0N s (NYHA) IV LGB, 17 Endostatin  FGF21 52 3 A vy i3 4 K i 44 ( NT-proBNP ) 7K 57, Z—J3EF 7k
T I AL () /8 T B S0 0 045 ( A) A B/ AR ET K L0 LR BE (&) HU MBS T 15 R 41 ¢ (x*) /P =
23.149/ <0.001.7.557/0.006.22. 081/ <0.001.5.234/ <0.001.9. 840/ <0.001.8.216/ <0. 001 .5. 087/ <0. 001 ], i,
i CTRP3 . ZE0>E ST M43 50 ( LVEF) e (X THi)5 B 4F W4l (/P =12.597/ <0.001.2.963/0.004.5.978/ <0.001) , £
FI# Logistic [ 5704725 R IR , 0 55 8 8l J 1L 7 Endostatin, FGF21 ,NT-proBNP F} 5 /& HFpEF 8 3 15 A B /Y fE
[ OR(95% CI) =2.241(1.445 ~3.475) 1.047(1.014 ~1.081) .1.034(1.005 ~1.063) .1.063(1.028 ~1.100) ],
CTRP3 FHi& 2 HAR I R Z [ OR(95% CI) =0.954(0.933 ~0.976) ] ; [fiL7% Endostatin, CTRP3 . FGF21 } = %It 4 Fiml
HFpEF B #H TG i F 1A (AUC) 43371 2 0. 741,0. 703 .0. 654.,0. 837, = WK & i F 12 Wi 38 B 3¢ SR T 48 47 /&
(Z/P =3.963/<0.001.4. 617/ <0.001.,3. 422/ <0.001), i HFpEF H Il 1% Endostatin, FGF21 7K -1 &5,
CTRP3 JKF-FRAK, S0 Sl RIS R WS A B X, B HFpEF BETE A RGRFE R,

[Xim]  SmsrEuR .0 J 3208 NI E  AMA Cla/ MR RS8R F A DG 1 35 LA i A i AE KR R 7 21
il

[FESES] R541.6 [ k#RIRAE] A

The relationship between serum Endostatin, CTRP3, FGF21 and clinical efficacy and prognosis of heart failure pa-
tients with preserved ejection fraction Li: Hui, Liu Guobing, Liu Pei, Duan Yong, Zeng Haitao. Department of Internal
Medicine-Cardiovascular, Changsha Third Hospiial/Changsha Hospital Affiliated to Hunan University of Traditional Chinese
Medicine , Hunan Province, Changsha 410015, China

Corresponding author ; Zeng Haitao, E-mail : haitaotiger@ 163. com

Funding program: Hunan Natural Science Foundation Youth Program (2019]J80111)

[ Abstract] Objective To investigate the relationship between serum endostatin, complement Clg/tumor necrosis
factor related protein 3 (CTRP3), fibroblast growth factor 21 (FGF21) and the clinical efficacy of heart failure with preserved
ejection fraction (HFpEF) and the value of predicting poor prognosis.Methods From May 2019 to February 2022, 158 HF-
pEF patients (HFpEF group) and 107 volunteers (healthy control group) with normal cardiac function were selected from the
Cardiovascular Department of Changsha Third Hospital/Changsha Hospital Affiliated to Hunan University of Traditional Chi-
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nese Medicine. Patients with HFpEF were treated with conventional anti heart failure therapy. According to the efficacy, they
were divided into 122 effective subgroups and 36 ineffective subgroups. 152 follow-up patients were divided into 122 good prog-
nosis subgroups and 30 poor prognosis subgroups according to the prognosis. The levels of serum Endostatin, CTRP3 and
FGF21 in each group were compared, and the echocardiographic characteristics of HFpEF patients with different prognosis were
compared; Multivariate logistic regression analysis was used to analyze the risk factors affecting the poor prognosis of HFpEF
patients. The subjects' work characteristic curve (ROC) was used to analyze the value of serum Endostatin, CTRP3, FGF21 in
predicting the poor prognosis of HFpEF patients.Results The serum Endostatin and FGF21 levels in HFpEF group were high-
er than those in healthy control group, while the serum CTRP3 levels were lower than those in healthy control group (z/P =
9.585/<0.001, 13.798/<0.001, 42.478/<0.001). The level of serum Endostatin and FGF21 in the ineffective subgroup was
higher than that in the effective subgroup, and the level of serum CTRP3 was lower than that in the effective subgroup (#/P =
32.125/<0.001,9.681/<0.001,21.620/<0.001). Atrial fibrillation, NYHA class IV ratio, serum Endostatin, FGF21, N-termi-
nal pro brain natriuretic peptide (NT-proBNP) levels, early diastolic peak flow (E)/late diastolic peak flow (A) ratio, and early
diastolic myocardial velocity (e ') ratio of E/mitral annulus in the subgroup with poor prognosis were higher than those in the
subgroup with good prognosis [ #(x°) /P =23.149/<0.001, 7.557/0.006, 22.081/<0.001, 5.234/<0.001, 9.840/<0.001,
8.216/<0.001, 5.087/<0.001 ], serum CTRP3, left ventricular ejection fraction (LVEF), e 'were lower than the subgroups
with good prognosis (¢/P =12.597/<0.001, 2.963/0.004, 5.978/<0.001). Multivariate logistic regression analysis showed that
atrial fibrillation and elevated serum Endostatin, FGF21, NT-proBNP were risk factors for poor prognosis of HFpEF patients
[OR(95% CI) =2.241(1.445 —3.475),1.047(1.014 —-1.081),1.034(1.005 —1.063),1.063(1.028 — 1.100)] ,and elevated CTRP3
was a protective factor [ OR(95% CI) =0.954(0.933 —=0.976) ] ;The AUC of serum Endostatin, CTRP3, FGF21 and their com-
bination to predict the prognosis of HFpEF patients were 0.741, 0.703, 0.654 and 0.837, respectively. The diagnostic efficacy
of their combination was higher than that of single index ( Z/P =3.963/<0.001,4.617/<0.001,3.422/<0.001 ) .Conclusion
The increase of serum Endostatin and FGF21 levels and the decrease of serum CTRP3 levels in HFpEF patients are related

to the clinical efficacy of anti-heart failure and poor prognosis, and are risk factors for poor prognosis in HFpEF patients.
[ Key words] Heart failure with preserved ejection fraction; Endostatin; Complement Clg/ tumor necrosis factor asso-

ciated protein 3; Fibroblast growth factor 21; Efficacy; Prognosis

¥ 1053 B4R B8 10> 7 398 (heart failure with pre-
served ejection fraction, HFpEF ) J2& 48 2= /0> = 5 Il 43 %%
(LVEF) =50% .0 J) 5 55 28 A0, 5 55 1t 70 5 B A 10
0> 713 U5 (heart failure with reduced ejection fraction,
HFTEF) 3, HFpEF IGRIZWrRAL, GIFHEZ , 5 5
HFYEF ZS {2 gige

A ER (Endostatin ) 5= %23 52 410 11 P K 40 i 385
SEIERS , 5 N 2 AR T, & HE P A A VR, B0
BAUFFE KB, % 5 B9 L7 Endostatin 7K 3 5 220 UL
AErekohBeRE A K . SRS oK AMA Cla/ i
JERIEIR AL EH 3 (complement Clq/ tumor necro-
sis factor associated protein 3, CTRP3) 750> LIS 4L 5 3=
BRI, 47 ANEE CTRP3 Al gD e WILAN Mg T, £
(o5 2 A AR, W e o WL FE TR o AT 2 A i
H: K A+ 21 (fibroblast growth factor 21 ,FGF21) J&—Ff
LA VRAORERR I ) 58 0 20 i R, 70 IR 30 43 s g
R AR, 50 I F O R UG A e A
W 55 1 £ I HFpEF £ 3% Ifil 3 Endostatin, CTRP3 .
FGF21 /K-, 73 #r o 5 HFpEF I JR 7 %50 S U 19 56
F, LU0 I R HFpEF 88353697 & o0 Bl 4 it 2

% EWT,

1 #RERE

L1 GIRTERE  #£$E2019 45 H—2022 4E2 H Kb
5 =B e/ g v B 24 R A B e R v B B0 LA Y
Bl HFpEF f35 158 {5y HFpEF 41, 5 56 i,
4 102 f5i] , 4F#5 58 ~77(67.24 £5.06) & ; (KT &5 %k
19 ~28(22.89 +1.72) kg/m” ; 3 [ 41 24 .0> I 95 P 4>
(NYHA) 538 . W90 53 7, W<k 47 1], V4 58 fil, 55
TR B AR A Co D REIE 8 AR A 107 451 A i e ot
2H, 5 41 ), 4 66 5], 4E#% 55 ~76(66.98 +5.11) % ;
RS % 20 ~28(22.98 +1.65)kg/m*, 2 ZH LR,
AR AR R L 2 R RS E (P >0.05) , 2
FENLIN o O N O 2287 & 0 P o (o S A R R
[2019 & (#) ZX023 ], 32383 N H 58 ¥ 1 [F)
B ERE S

1.2 fEEIEREARE (1) g8 AbRHE: OFF & L
TR W RINAY A5 G 2018 HFpEF 12 WiknifE' .
FLAT AL 7 3 0 R VAR (KM g A P | 732 (1]
B %2 MENTEG FRIMESS ) \LVEF =50% 875 .0 3h #2542
DR L0 YT KA/ SR sk D REA 42, I HEBR O
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P RERSERG O L A JEE L JILYRG T2V O L 5
@NYHAGH T ~ V9 @4F R =18 %, (2) HEBRAR
i : DLVEF < 50% uf BE 4% LVEF FFEZ 40% LI F ;@
O P ERE O E OV @R 6 JHNATE
ARSI AT A 5 @ 58 KAE O W B X PO
I BT R G 5 (A A T A e 10 S A AR
1.3 KlldEds 507
13,1 JRY7 5 4 A 5 HAAC I 0 Sk HI X i b 22
I Y BE BTG 1B 25, LA EE IR KR G E IR, 45
TR ACEL/ARB 28 & B SR BH 1) 55 2510 , A4
R B 15 R 24 ) T BT R e
1.3.2 IfiL7 Endostatin, CTRP3 . FGF21 FlHAth 5L 46 =
RhRRE : HFpEF B35 A4LJ5 (TRYTTHT) e fa Bt R4
PR 24 H SR AEZS MG I K L 3 ml, {3 AR & AT (T fr it
FIE RS, =R T #E 30 min 250 8 B0 I
-80CHififE#5 K, RH] Varioskan LUX £ I GEBEARIX
(I FEER C A F)) LA IR A 95 0 BR300 A6 00 il 375
Endostatin, CTRP3 \FGF21 7K3F , Endostatin 7] & H
RILEF (B AAVRHCA BR A W), CTRP3 1205 &1 H
AR A R A F] FGF21 35 & 1 H 2
AERAEMIRHA IR A R IER Sy e B e 4G 1l v
8 A v i 474 K AT ( NT-proBNP ) 7K - (157 &
RS AE YR A RS A ), AU68O 4> [ 3l A1k 4y
B AR (5 [ DL e 2 e J) A 2 ) ) AGn i it fJL AT ( SCr) R
F A (BUN) 7K, LH750 4= [ 2y I 41 s 73 B 4% ( 3 [
DU & PEORARE 20 W) ) A D it 212 1 (Hb ) ZKF-
1.3.3 AL R R Vivid E9 L IE# 7 2 W
IX(EE GE A7), = 4EM B L (B 1.5 ~3.5
MHz) .04 Y i R 4E 3 A0 3h B B K %, S Simpson
P LVEF OSUbK i 22385 888 75 .0 2l B ORI & —
SIMEET KA ML WEAE (E) &7 sk e 31 i R (E (A )
TOIRET IO WU E (e) 3T E/A WE B/
el
1.3.4  FEUSIEN : HFpEF 835 58 f5 B3R 17 H 1% bl
Vi BA R BEDTEE 2022 4E 6 A, SEitBaE7 )
HFpEF B#HA R F R A O COIRPEFE T AL ) 3
W TRABLE) , IR YA RS F A A 16 LK HFpEF 3%
G RIS RAFIZH AU AN B2
L4 RSP RO ERRHET WAL, O ) R AR
i3 NYHA Z32 4 5 =2 947 %0, NYHA 73242 5 1
905 JCR NYHA 394 m < 1 9% 004k, 0 IR %A,
PR+ ARONA RO, TeR + A TR0 A
1.5 Giitsedrik SRH] SPSS 25. 00 #fbte A7 8l 7
Bro FFEIESAITHETORILL x £ 5 £, 4] LR

KA FEA ¢ R0 5 THECROR IR (% ) RO
Yl R L X K56 2 B R Logistic [ 15 43 47
HEFpEF 85 Tl 5 A B fa B K &R 321038 TARRAAE
(ROC) M1 £: 43 #7 1L 7% Endostatin, CTRP3 , FGF21 i i
HFpEF & WA RHME. P<0.05 AERAGIT
2 & R

2.1 2 #41M% Endostatin, CTRP3 [FGF21 7K - [ 45
HFpEF 41 1L} Endostatin \ FGF21 7K -5 (et HE Xof BR 41
(P<0.01), IfiLiE CTRP3 7K-FAIL T gt Xt B4 (P <
0.05), L% 1,

%1 HFpEF 21 F{g 5%} I 40 1 7% Endostatin, CTRP3 | FGF21
K (x+s)
Comparison of serum Endostatin, CTRP3, FGF21 levels
between HFpEF group and healthy control group

Tab. 1

Endostatin CTRP3 FGF21
4 W 1| 4
S R (ne/L) (ng/L)
WEHEXTERA] 107 126.35£31.05 427.12 +49.41 182.05 £20.17

HFpEF 20 158 169.45 +42.08 206.05 £26.03 226.35 +32.06
A 9.585 42.478 13.798
P1{g <0.001 <0.001 <0.001

2.2  AN[FEYF R HFpEF B34 IfiL 75 Endostatin, CTRP3
FGF21 /K-F-[e# 158 f3i] HFpEF 8 $ 5 iR 7, H
A R 2 36 ], TR A 122 451, T I 4 i v
Endostatin [ FGF21 7KV AL (P <0.01) , Il
CTRP3 /KR F AW (P <0.01) , lLFE2,

Fz2 UM EABWLLINE Endostatin, CTRP3 ,FGF21 7K
FLEEL (v xs)
Tab.2 Comparison of serum Endostatin, CTRP3, FGF21 levels

between ineffective subgroups and effective subgroups

o Endostatin CTRP3 FGF21
ARG (pe/L) (ng/L)
HRWAH 36 133.16+6.24 222.76+3.09 211.41 +12.19
TeRWLH 122 180.16 +£8.09  201.12+9.48  230.76 +10.01
(i 32.125 21. 620 9.681
P <0.001 <0.001 <0.001

2.3 A[F#G HFpEF B/ O3 FIRE s b bl
Vit 6 9l E I, 4k 152 5] HFpEF B h e AR
30 Bl (WG AN RIWAL) , Fia B4 122 4 (Fil5 K410
M), BUGARITA E/A Wi E/etb (i THiE R
W (P <0.01) ,LVEF ek T Hl/5 R4F WA (P <
0.01), L33,

2.4 A[FFUS HFpEF B35 I R/ s BRAFAE i
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3 RAIHUS HFpEF 358 75 .0 3 B8 bR LK
Tab. 3

(x£s)
Comparison of echocardiographic indexes in HFpEF pa-
tients with different prognosis

4 W R LVEF(%)  E/ALE  e(em/s)  E/eltfH
)G BAFIEZH 122 55.02 +3.18 1.85+0.41 6.23 £1.0317.52 £1.53
Wa AR 30 53.21 £2.07 2.51 +£0.32 5.03 £0.7719.52 £3.08

Ll 2.963 8.216 5.978 5.087
P{H 0.004 <0.001 <0.001 <0.001

WEA B4 0 by 88, NYHA IV 2% e 461 &% 1 3
Endostatin \FGF21 .NT-proBNP 7K 3 & F i 5 B 4V 26
(P<0.01),CTRP3 X FHi/G BT WH(P <0.01),2
S5 A A5 I WO S R s O I
PRI GRS R I 2 FRRE R | I ILAE O
A FE iR \SCr BUN (Hb 4 LU 85 22 = o4 i
HEX(P>0.05),l%4,

2.5 HFpEF BEWGEARZHER Logistic [[]1H 755
Bro ¥ By P <0.05 W H Oy B AR R [0 5 EREh
(MRAE:0 = 75,1 = 52&) ,NYHA 0 (.0 = 1T ~ Il
2,1 = Vgt), Il ¥ Endostatin, NT-proBNP, CTRP3
FGR21 ()5 A ) ], b Ak, 87 0 3l B 6 A KA B
Tl 5 LA, AU A LVEF Hl E/ et (8 (IR 4 R
A) . UL HFpEF B4R (FE AR L7, 1

J& RAFA407) HE AR, FCA Logistic [|IH 52, 45
WoR, U B8 s Kl Endostatin, NT-proBNP, FGF21
FhiE & HFpEF B HiE A R fak F 2% (P <0.05),
CTRP3 FiE e i &= (P <0.01) , IL3k 5,

&S5 HFpEF BHEBUSEARIIZH R Logistic [ 53#r
Tab.5 Multivariate logistic regression analysis of poor prognosis

of HFpEF patients

EES Bl SEfi Wald{i P{§ OR{§ 95%CI
HH ~0.087 0.038 5.214 0.022 - -
RS 0.807 0.224 13.002 <0.001 2.241 1.445 ~3.475
Endostatin %  0.046 0.016 8.102  0.004 1.047 1.014 ~1.081
CTRP3 &  -0.047 0.012 16.367 <0.001 0.954 0.933 ~0.976
FGF21 &5 0.033 0.014 5.310 0.021 1.034 1.005 ~1.063

NT-proBNP 7 0.061 0.017 12.468 <0.001 1.063 1.028 ~1.100

2.6 IfilJE Endostatin,CTRP3 \FGF21 il HFpEF 3%
FEARRHESSHT ROC fhZesr 2 R W, g
Endostatin,CTRP3 . FGF21 K = % B4 Wil HFpEF
F AUC 43508 0.741 0. 703 0. 654 0. 837 , Hirh = 4%
G HHIZ WAL BB PRI 6 B 5 (Z/P =3. 963/ <0. 001
4.617/ <0.001 3.422/ <0.001) , .32 6 . [& 1,

3 03 i

HFpEF YEA.0 1 g i — A~ 2 A, HAT AN ]

R4 ARG HEpEF B2 Al R/ BAFAE LA

Tab.4 Comparison of clinical/pathological characteristics of HFpEF patients with different prognosis

moH TG B 4H (n =122) HE AR R (n=30) vl P1{H

P B %) ] 5 41(33.61) 12(40.00) 0.433 0.510
s 81(66.39) 18(60.00)

A (s, %) 66.98 +5.11 67.62 +5.09 0.615 0.540

I FEREH (% +5,kg/m?) 22.71 £3.21 23.41 +3.06 1.080 0.282

W AR S [ (% ) ] 81(66.39) 17(56.67) 0.995 0.319

R [ (% ) ] 72(59.02) 13(43.33) 2.403 0.121

DA F s [ 1% ) ] 21(17.21) 10(33.33) 2.240 0.134

FERIEIE (% ) ] fR Il 89(72.95) 21(70.00) 0.105 0.746

2 AUHE R 83(68.03) 20(66.67) 0.021 0.886

1 R MLAE 79(64.75) 19(63.33) 0.022 0.884

LR EREh 10( 8.20) 13(43.33) 23.149 <0.001

SELMR 68(55.74) 15(50.00) 0.320 0.572

AT 5E. 27(22.13) 8(26.67) 0.280 0.597

it 0 Sk 15(12.30) 5(16.67) 0.403 0.526

NYHA 5% [ #1(% ) ] I~ 82(67.21) 12(40.00) 7.557 0.006
V% 40(32.79) 18(60.00)

Endostatin (% s, pg/L) 164.62 + 5.21 189.11 + 6.32 22.081 <0.001

CTRP3(x %5, png/L) 208.71 = 4.32 195.25 + 8.02 12.597 <0.001

FGF21(x =s,ng/L) 224.67+ 5.37 234.32 + 6.54 8.433 <0.001

SCr(x %5, pumol/L ) 74.12 £12.59 75.24 +13.60 0.430 0.668

BUN(x +s,mmol/L) 5.61+ 1.03 575+ 1.13 0.654 0.514

Hb(% +s,g/L) 105.02 + 9.07 102.26 + 8.15 1.522 0.130

NT-proBNP(% +s,ng/L) 151.02 +25.74 205.40 +32.24 9.840 <0.001
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*& 6 L7 Endostatin ,CTRP3 \FGF21 il HFpEF 3 15 A B 140 {E 204
Tab.6 Analysis of the value of serum Endostatin, CTRP3 and FGF21 in predicting poor prognosis of HFpEF patients

- 1121 -

EIEL2) cut-off {4 * AUC(95% CI) UL i YU ke Z/P
Endostatin 175 pg/L 0.741(0.543 ~0.936) 0.733 0.738 0.471 3.963/ <0.001
CTRP3 200 pe/L 0.703(0.456 ~0.942) 0.700 0.697 0.397 4.617/ <0.001
FGF21 180 ng/L 0.654(0.360 ~0.939) 0.633 0.672 0.305 3.422/ 0.001
RIS — 0.837(0.691 ~0.981) 0.833 0. 844 0.677 5.828/ <0.001

PGP e Y 4l

1.0 —
0.8 ’
‘(r‘
0.6 |
s s
1 s
# /
0.4 /‘
| —— Endostatin
‘/‘ CTRP3
0.2} — FGF21
f — SEBA

0 ’ 0.I2 ‘ 0.‘4 I 0‘.6 I 0:8 ‘1.0
14557 BT
1 iy Endostatin, CTRP3 \FGF21 K ¥t Fiill HFpEF 3
i) B ROC £k
Fig.1 ROC curve of serum Endostatin, CTRP3, FGF21 and joint
prediction of prognosis of HFpEF patients

T HFrEF (@il JRAFF 55 f5 , R BA HFpEF 22 M
FH R AR E R, AL, ERREY . 5
HFTEF V45, HFpEF 35 F 9K LVEF fhiy , (H 220 % U
FiThEttias 5 HEER 250017 AR HE32 5 HEFEF [R]RE
IGYT, HFpEF [ SV B 28 L 1L AH XS SE 2R T
KRR, HFpEF I AT I I 5 R i Pk bk, 7
WAPFAL HEpEF 367797 3800 B T4 RIA YT 7 58, el
HEREDE

F 58 2 B, et R B0 Jok fl it 45 463 405 F0 1) fig Wi 15 5
HFpEF % A= filfk e 45 5" Endostatin J& —ff A
U A L A E - R R A, R 18 70 C oK
Ui wB A, BRI 18 B = AR, g B AR o i o A Bt
I A5 A BT 1, R R R g 8 43 W & 4 Bt 4F 4 Ak A
FIM'®! ., Endostatin 32558 3 400 i P4 Bz 40 0 3T A% | BHL Ak
N EZ 2L 5 AP S B b F i SR R T B A
B e BT I A AR T, TR Endostatin 3 7] 38 75 fi
M AR A 1 3R98 , TE4E R IR R GRS b K H %
YEHT, Endostatin 1 B 22 465 S F bk 45 R g i tn 7
ARHFSE &P, Endostatin 7F HFpEF & 1 715, nl e R
HFpEF .0 L4l ik 40 25 5| A A I 78 A s s I, 5 3

Endostatin 7K -3 & o 3F— 2087 & B, Endostatin 5
PO 73200 S T 5 A G, 4 5K A < Endostatin 3 75
SEEUMAE A BT I 4 AE B R] 2R 48, B0 48 A B -
FEIRHGIN, 5| AL A A8 AR > R B RS, e AR B
s RL AL 358 3 AR AR, 2 oA AL 200 e e i e 4, A2 ik
HFpEF (823X 5.0 J7 2 36 57 S PR A0S A R
Gouya 2" 4R it 45 H 113 Endostatin /K -1 5 5.0
13 BB A AR T S A G

CTRP3 J& T i P55 1 i 01, AT B v JoRe A2 3
TR, SR IR 8 2R A ) 2 W R BB, DR/ T4t PR S
A A AR RS, S S B S 0 R
CTRP3 i HAHUARAEH , 490 i) 5 A2 240 I 0 g 7 4 i o
NEMT TR R 2 B8 A1 Toll 57 AR A 3 0 R S Bz, e 4h
CTRP3 £ 45 151405 5 1T A 2 1 45 B 1 457 ~F- ¥ JUL 48 e
G AR A A AR A . CTRP3 %2 iy LA IR
22530, 1T 38 o 40 6 P Toll A 42 (R A K B
{5 A i, D8/ 9 i I 200 B DXL -3k, D 55 R 5 2R I
FURIAL R , D82 4 B 08 Pk S M S g, 38 3 (1 S2F e P 7ok
JLREE 3- 35 26 U B/ PN R AR — 4R Ak R0 B0
TR RIEIN F-o A 226 Kk, M A AR
FERR R 5 T 09 PN B2 5 BN, SE 28 B Jik ok A+ A 1 3
J& , IR SRR B K 1) kA ARt R L AR R
B, CTRP3 5 HFpEF 77 7% Y) 3¢ 2 , HFpEF 41 I 7%
CTRP3 KPR, EO I R A7 O AR T, 5 #ilfs A
RA K. RIMIFFE R, S5 S 000 PR 1O DL
LA CTRP3 R 3A KF-FEAIG, 18 CTRP3 ik
O RLER B T 4R Ao LR B T
JiaE vt g, R0 CTRP3 TE.0 J) 5y & Jwad f2 v & 4%
PRIPVERIALE o 23O 100 A5 A8 € O LS 00 5 | A2 1) o0
JLc 4 B - HEpEF %% ) 5 22 52 CTRP3
A e I e O LR D RE , Pt C LA ML T A B A=
A A 8 A O WL L A I, B9 Rt Sl ik sk A A £k
EERAZ M HFpEF $EFE, CTRP3 Bt = ¥ Jin 8 HFpEF
LoD REF3 AL 17 2 J8 , 2 B0 R IA TT SN AR A i
AR

FGF21 2 T 4k 40 M A= A< DR G i i B, ol —
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T A R 2 W RN S AR oA ), 22 ey D L g
ZHAY B URLC IR 2300 , ELAT 7 00 AR A 34 o e
S RHUBPERME . FGF21 5.0 1 4 6 6 77 1E
F E LA A AR, BA BFT /R, FGF21 ] S 4%
TR AL LUIE AL, N & IR B A i 2 L e, FAIR
JOEL 1 P K S 410 1 3 ik ok R A AL e AR 1R, 5 iR sh ik
HEREREAL LG B IR S L AT 4 R W, M3k
FGF21 /K-V-44 5 5 HFpEF 500 1 iR 7 IR 7
B KRG A R A 5, Ui FGF21 3% Jin ] #8 58 HF-
pEF KA XTI RIGST VAT, /& HFpEF 8% il )5
AR BB E ., LSy FCF21 T n J
UG BT 1 & S e s M, 1 55 D08k
SR 1 5HF%E Bl Mk &®E A Ol HiH
YRR, Wy BkAs S8 7 1 R A LBk KO,
I I AT B IK E TSR0 HUE R FCF21 /KT
[ B e I L e S e W £ e GO v = K ALV
RIS AR AL LA AR R P . FGF21 7 )1 58
Uy 2% A B T i HH BN T B B N D AE 0 ) R v it
F ,HFpEF (0D 8822, i IRYAYT ROV BAIK T, FGF21
B L R FGF21 IR G R IA Y7 BN S i 1
G 7/ 2SI

AWFSE Logistic [0 J5 43 M1 45 S 27, 0 55 B 5y
NT-proBNP 5 HFpEF & 5 AN R AR R R,
NT-proBNP J& 23 WA 1.0 1 308 1 AR W 2 b i 4, 20
NEEBEHE TG A R REY ™ 05wz & HF-
pEF FBH i G5 O WA LAY
1, ITRE R BOOR AL, L 25 R, JE 2
ARG, ROC & Prdi R o s, 17 Endostatin
CTRP3 FGF21 Hph U565 Tl HFpEF (835 15 24 2
A — MM, LA R I S50 5 R T s, R B L En-
dostatin, CTRP3 , FGF21 5 NT-proBNP 3 0] f - HF-
pEF B35 105 F0 ) A 0 A i

2Z I ,HFpEF B34 Ifil i Endostatin, FGF21 7K 51
&5, CTRP3 /KF-F&AIK, & Endostatin f1 FGF21 7K A%
CTRP3 7KF-5 HFpEF (& i IRYT 0 ) W 1697 R
EZRX WG AR EAEFA XK, ML Endostatin, CTRP3 |
FGF21 #EFil HFpEF 835 5 A K5 1 2 AT 8 i
{8, FTVE R FUM HFpEF 335 BAR S
F 25 32 A VR 75 B TC A 25 R
1 k= Al

FE R R, LRV R, I8 SR E S8 R
B AR SEREI 5T L AR, R AR R P B 5 i Ab 3, F
TG 50015 ¥ o o« 42 0 T 9 B, o0 B K 6 80, 38 3¢
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26.094.8.356.,25.573,P 1] <0.001) , ifiL 3 ET-1 7K F il FE XS 41 (¢ =9. 520, P <0. 001 ) ; Hoehn-Yahr 4317 Il 1 |
VI V35905 4 2R BB 1037 ESM-1 KPR IR B, 137 ET-1 AKSPAR IR TF 5 (F =18. 146 .21. 854, P 14 <0.001) ; 1A 4>
AR B M ESM-1 K5 MoCA 2432 IEAHIE(r =0.416,P <0.001) , [fiL3F ET-1 /K5 MoCA B3 R HAHK (r =
-0.358,P <0.001) ; Logistic [0 J343#7 7% , Hoehn-Yahr 23375 (IF 4 FR 455 VF 40 B 45 3 #8743 (UPDRS M) 437 .
75 ET-1 7CF = B2 M0 4 AR B3 DA ) R R i 19 Al 7 A B L [ OR(95% CI) =1.670(1.232 ~2.263) 1. 362
(1.033 ~1.796) .1.813(1.307 ~2.515) 1, Ifi.3E ESM-1 &5k =7 AR5 B 2 [ OR(95% CI) =0. 624 (0. 486 ~0.802) ],
it MAAARE R T ESM-1 3835 T, ET-1 Rik TR, /K35 MoCA f3R1TF40HH ¢, R0 4 00 i & A0
RGBT FE IR N 2
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The relationship between the expression of serum ESM-1, ET-1 and cognitive function in patients with Parkinsons
disease Li Min, Li Yuhuan, Luo Jie, Zhang Junjie, Zheng Yongqgiang. Department of Neurology, Yichang Second Peoples
Hospital/the Second Peoples Hospital of Three Gorges University, Hubei Province,Yichang 443000, China
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[ Abstract] Objective To analyze the expression level of endothelial cell specific molecule-1 (ESM-1), endothelin-1
(ET-1) and their relationship with cognitive function in patients with Parkinson's discase. Methods From January 2019 to
March 2021, 103 patients with Parkinson's disease diagnosed and treated by the Department of Neurology of Yichang Second
People's Hospital/Second People's Hospital of Three Gorges University in Hubei Province were selected as the Parkinson's
group, and 97 patients with physical examination in hospitals at the same time were selected as the healthy control group. The
clinical data of the subjects were collected, and the serum ESM-1 and ET-1 levels of the subjects were detected by ELISA. The
cognitive function of the subjects was evaluated by Montreal Cognitive Assessment Scale (MoCA). Pearson's method was used
to analyze the correlation between the serum ESM-1 and ET-1 levels of Parkinson's disease patients and the total MoCA score.
Logistic regression was used to analyze the influencing factors of cognitive dysfunction in Parkinson's disease patients. Results

There was no significant difference in age, years of education, body mass index, male, hyperlipidemia, hypertension, diabetes,

smoking, drinking and family history between the two groups (P >0.05). The serum ESM-1 level, MoCA scale language, atten-
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tion, visual space and executive ability, naming, delayed memory, abstract thinking, orientation and total score in Parkinson's
group were lower than those in the healthy control group (r =6.382, 15.873,46.561, 22.847, 30.155, 44.552, 26.094, 8.356,
25.573,P<0.001), and the serum ET-1 level was higher than that in the healthy control group (¢ =9.520,P <0.001); In Hoe-
hn Yahr stage Ill, IV and V Parkinson's disease patients, the serum ESM-1 level decreased in turn, and the serum ET-1 level
increased in turn (F=18.146, 21.854, P <0.001); The serum ESM-1 level in patients with Parkinson's disease was positively
correlated with the total MoCA score (r=0.416, P <0.001), and the serum ET-1 level was negatively correlated with the total
MoCA score (r= —0.358,P <0.001); Logistic regression analysis showed that high Hoehn Yahr stage, high UPDRS Il score
and high serum ET-1 level were independent risk factors for cognitive dysfunction in patients with Parkinson's disease [ OR
(95%CI) =1.670(1.232 -2.263), 1.362 (1.033 - 1.796), 1.813 (1.307 —2.515)], and high serum ESM-1 was an independent
protective factor [ OR (95% CI) =0.624 (0.486 —0.802)].Conclusion The expression of ESM-1 in serum of patients with

Parkinson's disease decreased, and the expression of ET-1 increased. Both levels were related to MoCA score, which was an in-

- 1125 -

dependent risk factor for cognitive impairment in patients with Parkinson's disease.

[ Key words)

Influencing factor
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(P>0.05) , BARHEME, W3R 1o ARWFREIRAG BEBE (&
P pL oAb ifE (20181205 ), 52104 sl I R0 155 [ =2 9F
BE AR

1 R IR S W B AR I R VOB UL
Tab.1 Comparison of clinical data between healthy control group

and Parkinson§ group

5 H i MBS e P

R4 () 51/46 57/46 0.153 0.695
AR (x £5,%) 68.94 £7.62 71.08 £7.25 1.084 0.280
ZHEFERR(x +5,4F) 8.57+1.34 8.26+1.18 1.739 0.084
IR H(% ) ] 9( 9.28) 15(14.56) 1.321 0.250
EIELF(%) ] 13(13.40) 16(15.53) 0.183 0.669
BRI %) ] 28(28.87) 30(29.13) 0.017 0.896
W [ (% ) ] 17(17.53)  22(21.36)  0.468 0.494
Y[ (% ) ] 8( 8.25) 14(13.59) 1.458 0.227
IR e (x +5,kg/m?) 22.85+3.10 23.37+3.28 1.151 0.251
FWs (%) ] 2(2.06) 7(6.80) 1.620 0.203

1.2 RfiEsebaE (1) MAbRHE: OFF G Em
SRR IIZWARAE (2016 i) " ARG WAR E s @lfs
IRGERF TR QR ELA AR RAETE . (2) HEBRbrifE: OF
PN MG S T R A s 35 A I Rk PR
F BRI A B @G I MK R SN
H;OFIHL N EEEN IR DI RE R

1.3 WMFEbR-5 vk

1.3.1 13 ESM-1 ET-1 /KRG .2 213238 A 52 A4
IRARZS R K AL 5 ml, AR (4°C) 2SO UCSE B2 I
H, T - 70°C vKAR R A, R A ELISA & A I i 75
ESM-1.ET-1 /K-, A 42 FGAR St i B84, A\ ESM-1
ELISA &7 &0 A L35 TARH A RA L, ET-1
ELISA i85G0 A _ i s E R A TR A F
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1.3.2 NI REAGIN « SR ] 52 R R R N0 DF-Ah 82 %
(Montreal cognitive assessment scale, MoCA ) £6; Il 57 iz,
HHINFI T RE. MoCA &R ALHE 8 MNMINFEL: 1575 (3
43) ERR(6 43) LA T 5 HATRE T (5 43) (A4 (3
43 ERICAL(S 43 ) TR EYE(2 43) E TR (6 4))
KEC , e BEHCIZ AT 40 4 30 43, A (E
TR AT BB 22 , =26 43 AN TN REIE .

1.4 geitsJrik RHAJ SPSS 23. 0 BfF ik #A U
IEASAA TR TER L & + s Fi3R , 4L10] H AR
SEREAS ¢ KB, Z2 20 ] R SR R 7 2200 W, A 22
ST LA SNK-q K5 5047 1 PR LUK 5 T 00T R LU AR sk
(%0 ) iR, AR AR F x* K56 ; Pearson 1437 IffL
T ESM-1.ET-1 7KV 5 A K 2y BE A AH 5G4 5 Logistic [1]
VA 53 BT e 4 A% & AR A D BE AR I SE I IR 3R P <
0.05 K2R AG I L,

2 & R

2.1 2 MY ESM-1 ET-1 K bk A4 R
I3 ESM-1 7K T e B2, ET-1 7K1 i T g bl
XFHRAL(P <0.01) , W% 2,

R2 o ERREXSHRZE 500 S ARA T ESM-1 (ET-1 /KF
Hﬁﬁ (x£5)

Tab.2  Comparison of serum ESM-1 and ET-1 levels between
healthy control group and Parkinsons group
4 %k ESM-1(pg/L) ET-1(ng/L)
fRExT IR 97 0.68 +0.19 58.31 £15.62
WA AR 103 0.53+0. 14 82.17 +19.48
t {8 6.382 9.520
P1{g <0.001 <0.001

2.2 KA Hoehn-Yahr 43 #F 4 275 £ 2 i ESM-1
ET-1 /KFEb#  Hoehn-Yahr 43 H9 M A IV 3. V #0A
RN IMGE ESM-1 PRI AR (P <0.01) , 1
113 ET-1 KPR (P <0.01) , IL# 3.

%3 RIA] Hoehn-Yahr 433l 4 7555 R 155 ESM-1 ET-1 /K
T (xxs)

Tab.3 Comparison of serum ESM-1 and ET-1 levels in patients
with Parkinsons disease at different Hoehn Yahr stages
7 W %k ESM-1(pg/L) ET-1(ng/L)

M3t 36 0.62 +0.14 67.97 +£18. 04
IV 44 0.52 +0.16 83.26 £19.85
V i 23 0.39+0.11 102.31 +£21.04
FA{E 18. 146 21.854

PfH <0.001 <0.001

2.3 2 %4 MoCA P41 Eb#  MH4 R 2H MoCA H 3R H

WHE R A S AT RE D (4 BB CZ g
EHE | RE 0] ) e B B AR T A R IR (P <
0.01),h.3%4,

R4 R IRAL S IR AR MoCA AP LA (x£9)
Tab.4 Comparison of MoCA scores between healthy control group

and Parkinson§ group

fERE X HE2H

F <5 AR AL

T H (n=97) (n=103) ‘M P
W 2.61 +0.39 1.87+0.26 15.873 <0.001
TR 5.76 £0.24  3.28+0.47  46.561 <0.001
Wz 5ATRES 4.55+0.38  3.09+0.51 22.847 <0.001
% 2.74+0.16  2.12+0.13  30.155 <0.001
FERIENZ 3.95+0.53 1.21£0.32  44.552  <0.001
g a4k 1.83 +0.16 1.22+0.17  26.094 <0.001
ElH 5.58+0.26  5.20+0.37  8.356 <0.001
Ay 27.02+2.91 17.99£2.03 25.573 <0.001

2.4 [y ESM-1 . ET-1 /K 505031 g i 40 6t
Pearson A JC43HT iR , WA 4 A9 F & 1T ESM-1 7K
5 MoCA M/ 2 IEAIX(r =0.416,P <0.001) , fiLyE ET-
1 K5 MoCA Ak (r = -0.358,P <0.001)
2.5  Logistic [A1JH 4315 mA 4 205 5 4 & B VAT
REREMF IR R DUR A AF 2L I D) RE B A Ry 5 AR 4
L) Hoehn-Yahr 433 .UPDRS 45 K I35 ESM-1 ET-
1 7Kk H 28 &, Logistic [8] 1943 #7 i 7~ , Hoehn-Yahr
4340115 JUPDRS TE43 1 IL3E ET-1 7K@ ¥ 2 A 4
AR BN T g B s 1 A S AR R #E (P < 0..05)
ML ESM-1 & 2 H 7 R4 I (P <0.01) , L3 5,

RS MANA S ARG A REFLAT Y 22 N R Logistic [9]14
Vi

Multifactor Logistic regression analysis of cognitive dys-

Tab. 5

function in patients with parkinsons disease

f8F5R B1H SE{H Wald{i P{H OR{H 95% CI
Hoehn-Yahr 4344]Z 0.513 0.155 10.946 0.001 1.670 1.232 ~2.263
UPDRS ¥4 0.309 0.141 4.801 0.028 1.362 1.033 ~1.796
17 ESM-1 & -0.472 0.128 13.575 <0.001 0.624 0.486 ~0.802
g ET-1 5 0.595 0.167 12.693 <0.001 1.813 1.307 ~2.515

34 it

WA B AR A LE ML 52 2, T 32 B BRS5E J8 A%  R A
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Prognostic evaluation of cerebral neck hemodynamics and neurological function in patients with acute cerebral infarc-
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[ Abstract] Objective To explore the prognostic value of multimodal monitoring on cerebral neck hemodynamics
and neurological function in patients with acute cerebral infarction. Methods Seventy-eight patients with acute cerebral in-
farction admitted to the Department of Neurology of Wuhan First Hospital from August 2019 to March 2021 were selected as
the subjects for multimodal MR monitoring. They were grouped according to the modified Rankin Scale (mRS), perfusion ab-
normalities and carotid stenosis. To compare the changes of cerebral and neck hemodynamics in patients with acute cerebral in-
farction in each group, Spearman method was used to analyze the correlation between the degree of carotid stenosis and the
prognosis of neurological function and cerebral and neck hemodynamics in patients with acute cerebral infarction. Results
There was no significant difference in relative regional cerebral blood flow (rCBF) between the patients with good prognosis (n
=40) and those with poor prognosis (» =38) (P >0.05). The relative mean transit time (rMTT) and contrast medium peak
time (rTTP) of patients with poor prognosis were significantly higher than those with good prognosis (/P =10.58/<0.001,
12.646/<0.001, 6.635/<0.001); The rCBV value decreased with the increase of the stage, and the difference was statistically
significant (F/P =8.125/0.002). There was no significant difference in rCBF, tMTT, rTTP between patients with different sta-
ges of cerebral neck blood flow (P >0.05); The tMTT and rTTP values increased gradually with the severity of carotid stenosis
(F/P=3.015/0.001, 2.926/0.009), but there was no significant difference between rCBV and rCBF (P >0.05); Spearman corre-
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lation analysis showed that the rMTT and rTTP values in patients with acute cerebral infarction were positively correlated with
the prognosis of neurological function and the degree of carotid stenosis (rMTT:»/P =0.851/<0.001,0.789/<0.001; rTTP:#/
P=0.986/<0.001,0.450/0.004).Conclusion Multimodal MR monitoring can effectively evaluate the cerebral carotid hemo-

dynamics and the degree of carotid stenosis in patients with acute cerebral infarction, and has important clinical significance in

the diagnosis and prevention of poor prognosis.
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Tab.1 Comparison of clinical data between patients with poor prognosis and patients with good prognosis
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Tab.1 Comparison of cerebral neck hemodynamic indexes in pa-

tients with acute cerebral infarction after different neuro-

logical functions
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Fig.1 Cerebral neck hemodynamic multimodal monitoring chart
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Tab.2 Comparison of cerebral neck hemodynamic indexes in pa-
tients with acute cerebral infarction with abnormal perfu-

sion and poor neurological prognosis
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Tab.3 Comparision of cerebral neck hemodynamic indexes in pa-
tients with acute cerebral infarction with different carotid

artery stenosis
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Tab.4 The relationship between cerebral and neck hemodynamic
indexes and prognosis of neurological function, degree of

carotid stenosis in patients with acute cerebral infarction
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[# ZE] BH# PGS RNA216a(miR-216a) | 48 A LR 1 4 (ANGPTLA) 7KF- 5 i A2 L2 ki
W E LR A E (ARDS) I AR MBS IR, Ak HLHL2019 47 H—2022 45 3 A M T AR ER#H 4L
FRE A = WUA I ARDS Fi2E )L 160 25 ARDS 41, iU A8 50 (O1) 43 e B W 62 4] . v B2 P40 53 i) Fi B 4
45 5] AR YE TR 15 B2 M TR R4 2H 103 BRI S AN R 57 41, 575 358 1 [ T B2 e e B £ L 36 4 Ay fa B o) i
M. WAL M miR-216a, ANGPTLA K-, Spearman AH 3¢ R E4 B ARDS i 2k JLIMTE miR-216a, ANGPTLA 7K -5
OI HyMAEH: , 2 N E Logistic [BJA434T ARDS B4 JLHUR A B B2 N 2, 230 TAERRAE#T 28 (ROC) 43 #7 1L 7% miR-
216a ANGPTLA /K F-Xf ARDS i L LTS A R TNM(E, 58  ARDS 41 1% miR-216a K PL T @R R4, 1
ANGPTIAZK 55 T ST BB 2 (1/U =21.964 .9.242 P 3 <0.001) , 2B 40+ B 0 40 7 B 0 4 1l 3% miR-216a 7K
SEAR UK AR , ANGPTLA K AR IR Tt (F/H =55.257 .85.768 ,P %] <0.001) , Spearman A 3¢ 2 504> BT 5. 77% , ARDS 37
A LIS miR-216a 7K F15 OI 24034, ANGPTLA /K5 O S IEME(r, = —0.635.0.693,P 15 <0.001), £HZE
Logistic [E1HT BRIl 4E 4 | Apgar TE4338 il & IfiL 7% miR-216a Tt >4 ARDS #i4: LS AN R AT R K [ OR
(95% CI) =0.855(0.761 ~0.960) .0.685(0.495 ~0.947) .0. 864 (0. 784 ~0.952) 1, HLI 3 i 1] € 4 . OT T2 K 1fi.
I ANGPTLA T3 R Hoph <7 fE % R 25 [ OR(95% CI) =1.289(1.063 ~1.562) .1.891(1.190 ~3.004) .1.314(1.152 ~
1.498) ] .ROC fiZk /7 i , ML 7% miR-216a  ANGPTLA J — A0 ARDS 2k JLBUS AS K AY il 22 T 1 R4 0 0
0.796.0.792.0.902, " ZBA FIMME R T4 H A (Z/P =3. 818/ <0.001 3. 484/0.001) ., #5i ARDS Ht
JLIME miR-216a 7K F-FEAIK ANGPTLA 7K SF-FHi , B 55995 1% i 3 A 1515 AS B2 BIAH ¢, rT/E S ARDS Bk LR R R
B4 B U 4 o

[X8iA] SMIPWEBLZEAME; /N RNA216a; I8 AL LR AR [ 450515 UG 5 B4 L
[FESES] R725.6 [ scEftRiRag] A

The relationship between serum miR-216a, ANGPTLA levels and the severity and prognosis of neonatal acute respira-
tory distress syndrome Jiang Lili, Fu Jie, Zheng Athua, Liv Jun. Department of Pediatrics, Bozhou Peoples Hospital, An-
hui Province, Bozhou 236800 , China
Corresponding author: Liu Jun, E-mail . bzliujun157@ 163. com
Funding program . Scientific Research Project of Anhui Health Commission (AHWJ20195054 )
[ Abstract] Objective To analyze the relationship between serum microRNA-216a (miR-216a), angiopoietin like

protein 4 (ANGPTLA) levels and the severity and prognosis of neonatal acute respiratory distress syndrome (ARDS). Methods

One hundred and sixty ARDS neonates admitted to the Neonatal Intensive Care Unit of Bozhou People's Hospital from July
2019 to March 2022 were selected as the ARDS group. According to the oxygen index (OI), they were divided into 62 mild
subgroups, 53 moderate subgroups, and 45 severe subgroups. According to the prognosis, they were divided into 103 good sub-
groups and 57 poor subgroups. In addition, 36 healthy neonates in the same period were selected as the healthy control group.
The levels of serum miR-216a and ANGPTLA in each group were compared. Spearman correlation coefficient was used to ana-
lyze the correlation between serum miR-216a, ANGPTLA and Ol in ARDS neonates. Multivariate logistic regression was used to
analyze the influencing factors of poor prognosis in ARDS neonates. Subjects' work characteristic curve (ROC) was used to ana-

lyze the predictive value of serum miR-216a and ANGPTLA4 levels for poor prognosis in ARDS neonates. Results  The serum
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miR-216a level in the ARDS group was lower than that in the healthy control group, while the serum AngPTLA4 level was
higher than that in the healthy control group (z/U=21.964,9.242,P <0.001). The level of serum miR-216a in mild, moderate
and severe subgroups decreased in turn, and the level of ANGPTLA4 increased in turn (F/H =55.257, 85.768,P <0.001).
Spearman correlation coefficient analysis showed that the serum miR-216a level of ARDS neonates was negatively correlated
with OI, and the ANGPTLA4 level was positively correlated with Ol (r, = —0.635, 0.693,P <0.001). Multivariate logistic re-
gression analysis showed that prolonged gestational age, increased Apgar score and increased serum miR-216a were independent
protective factors for poor prognosis of ARDS neonates [ OR(95% CI) =0.855(0.761 —0.960),0.685(0.495 — 0.947),0.864
(0.784 —0.952) ], prolonged mechanical ventilation time, increased OI and increased serum ANGPTLA were independent risk
factors [ OR(95% CI) =1.289(1.063 —1.562),1.891(1.190 —3.004),1.314(1.152 —=1.498) ] .ROC curve analysis showed that
the area under the curve of serum miR-216a, ANGPTLA and their combination to predict the poor prognosis of ARDS neo-
nates were 0.796, 0.792 and 0.902 respectively, and their combined predictive value was higher than that of their individual
prediction (Z/P=3.818/< 0.001, 3.484/0.001). Conclusion The lower serum miR-216a level and the higher ANGPTLA lev-

el in ARDS neonates are closely related to the aggravation of the disease and poor prognosis, which can be used as an auxiliary

predictor of poor prognosis in ARDS neonates.
[ Key words)

natal
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1.3 KeHets 507

1.3.1 Ifil i miR-216a, ANGPTLA 7K 3 # J . i 4
ARDS it JLA NICU J5 6 h Py gt R A LA 2 B i
KL 3 ml, B0 B HUm I 738 2 1y, IR AFE T -80°C UK
FETPAREI . — 0 135 A5 A H T qPCR, Trizol 3 71 £
(R R A YR FRA A $EEUMTE & RNA, 4l
JE R BE G JE R )10 & ( H A4S TaKaRa Bio 24 7] )
Wik 4 i cDNA [ #R 32 SYBR Green qPCR Mix i3] &
(P s BRI A W R A BR A /) ) i#£47 PCR 474 . miR-
216a 35|97 :5 -TAATCTCAGCTGGCAACTGTGA-3'
T WE 5| ¥ 5'-TCACAGTTGCCAGCTGAGATTA-3"; )
U6 SN2 R &5 :95°C i As 14 90 s.95°C 25130 s



BEMER 24k 2022 4FE 11 55 21 &5 11 ] Chin J Diffic and Compl Cas, November 2022, Vol. 21 ,No. 11

- 1137 -

63°C3E 'k 30 s 72°C 4EMH1 15 s, 5 40 IR SR 2 44T
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1.4 SEit2edrik i F SPSS 28. 0 # {4t & is i1 7
GEit=0r M. THECROR IR % (% ) Foom, ALl He
BRI X R 4B IE S BRI L & x5 3
N AR HBCR T ¢ 5 F RS, A 4R T i BB
M(Q,, Q) FR A HWESRH U sk H AR, 5 2 &
L #1417 Bonferroni 4% 1F ; Spearman #H 3¢ 3 %4 43 #
ARDS # 4 JLIILJE miR-216a, ANGPTLA /KF5 OI (1
HHSENE s Z 2 Logistic [81H 434 ARDS #i4: LG A
RS20 K2 5 521038 TAERAE 4 (ROC) 43 B7 LI
miR-216a  ANGPTILA 7K F-%f ARDS i LT G AS B i
FU 6, il 2 H AR (AUC) H %R A Hanley &
McNeil £ 55, P <0.05 AZESHSITFE L,

2 # B

2.1 2 #4lIf# miR-216a, ANGPTLA /K -4  ARDS
ZH I3 miR-216a 7K SPfI% Tl FE X R ZH (1. 95 0. 32
vs.3.84 +0.49)  1fii ANGPTLA 7K - &5 T ft B %o FR 4
[472. 84 (201. 47,743. 10) pg/L vs. 61. 70 (52. 89,
87.69) pg/L](1/U=21.964.9.242 P ¥ <0.001),
2.2 A[APETE ™ E AR ARDS B4 LIS miR-216a.
ANGPTIA /K-t R A b B 4 | &3 4
BE LIS miR-216a 7K AR K BEAR, 1l ANGPTLA 7K
AR T (P #4 <0.01) L3R 1,

2.3 ARDS ¥4 JLIfLE miR-216a. ANGPTL4 /K 5
OI fAHME 160 4] ARDS 374 L O Jy4.23 ~23.50
[9.91(6.60,16.49) ], Spearman & R E0 M1 B,
ARDS 4 JLIML{E miR-216a 5 O1 KRG (r, =
-0.635,P <0.001) , [l & ANGPTLA /K -5 OI 2 iF
FI3E(r, =0.693,P <0.001) .

2.4 CRJEITG ARDS B AR LI R/ 6 BRRFAE H 3¢
TG AN R4 LIRS | A= AR i Apgar TF43 K Il

1 AFEYRBEM™ERE ARDS #H4: JLILTE miR-216a,
ANGPTIA 7K He 4%

Tab.1 Comparison of serum miR-216a and ANGPTI4 levels in
neonates with ARDS of different severity
iR-216a ANGPTIL4

4 | 1% mt
SRR T [M(Q),03) ,pe/L]
RETH 62 2.20%0.27 198.40(163.90, 378.70)
PRV 53 1.88 +0.23 475.25(323.13, 676.24)
HETH 45 1.70 +0.23 946.17(705.25,1265.49)
F/H {} 55.257 85.768

Pl <0.001 <0.001

1 :miR-216a. /N RNA-216a; ANGPTIA. Il 2E )N EREE 1 4

1H miR-216a /K- T W5 B 4F 20 , AL T [E]
Ol J IfiL 7 ANGPTLA 7KV T il j5 R 4F 4 (P <
0.01),2 2H A LM . H #% . ARDS g A &5 7™ [
Bl s oo g (P >0.05) , W4k 2,

2.5 ARDS B JLFUG A R Z KR Logistic [a]1H44)
ro DIBUSHOLOARR 1", RAF407) g AL &,
DABGS B AR AR T 4t | Apgar P43 HILBRE B[] | O
miR-216a ANGPTLA 5 B2 &, ZH & Logistic [0] 543
Prigss , BRI AE 1< | Apgar PF4348 0 K il 7 miR-216a T
{28 ARDS Az JLTE AN R sk AR 40 R R LAGE
SFTAIEE S (O F i S I i ANGPTLA J &y Sy Hoplt 7
fER AR (P <0.05) , W33,

2.6 IfiLi% miR-216a. ANGPTIA /K- Hilll ARDS ¥/l
ILBUR A RBME 2 ROC 45 3R IR, Mg
miR-216a , ANGPTIA4 N —FBEA TR ARDS A LTI
JEANEB AUC 43 5)°50.796 .0. 792 0. 902, —FH B &
T o {8 B F ok S = (Z = 3. 818.3. 484, P 1 <
0.001), W*E4 . HE1,

F4 M miR-216a ANGPTLA 7K F 5155 500 ARDS 7

A LTS A R
Tab.4 The value of serum miR-216a and ANGPTLA levels alone
and jointly in predicting the poor prognosis of newborns

with ARDS

R A Y;cb;&
miR-216a 1.70 0.796 0.725~0.856 0.491 0.961 0.452
ANGPTIA 864.91 pg/L 0.792 0.721 ~0.852 0.474 0.951 0.425
THBE — 0.902 0.845~0.943 0.947 0.680 0.627

7 Cut-off {6  AUC 95% CI

34 #

ARDS JZIIfi PR# UL 14 & B AE , AN R F L E ML
() ARDS LUFH 25 R0 /0, Bl L7 14 eI, 38 </ 1L 37 B
(B2 B BRARAE , B4 )L ARDS DA) 3z M i
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Tab.2 Comparison of clinical/pathological characteristics of ARDS neonates with different prognosis
Wi H )5 RAF 41 (n=103) UG AR (n=57) X/ UAE P{H
R (F/ ) 65/38 41/16 1.278 0.258
s (% s, J8) 36.75 +3.18 34.98 +3.86 2.942 0. 004
ST (% ) ] 38 53166 55(53.40) 22(38.60) 3.220 0.073
) e 48(46.60) 35(61.40)
Hih(x+s,d) 9.83 +2.86 10.18 +2.41 0.761 0.448
AR T (% + 5, kg) 2.73 +0.36 2.51+0.43 3.334 0. 001
ARDS S5 H [ (% ) ] TR 24(23.30) 12(21.05) 0.433 0.980
Ji=2ng 38(36.89) 23(40.35)
fili 45 24(23.30) 12(21.05)
JRFEW A 9( 8.74) 6(10.53)
HAbFH 8( 7.77) 4(7.02)
Apgar 53 (43) 8.00(8.00, 9.00) 7.00( 6.00, 9.00) 3.280 0.001
HUBGE Rk (d) 7.00(4.00, 8.00) 8.00( 7.00,10.00) 4.113 <0.001
or* 7.17(5.92,11.25) 16.50(10.28,19.75) 7.224 <0.001
miR216a(% ) 2.08 +0.29 1.74 +0.27 7.339 <0.001
ANGPTIA(pg/L) * 339.09(178.92,624.30) 743.91(422.69,1 200. 15) 6.112 <0.001

1 - OL. EHE 4 ; miR-216a. 3/ RNA-216a; ANGPTLA. I A AR 1 45" S M(Q,,03)

F&3  ARDS HELBUS A R AL IR Logistic [0 734

Tab.3 Multivariate Logistic regression analysis of bad prognosis of ARDS newborn

% B SE Wald i Pt OR i 95% CI
JR I AE K -0.157 0.059 4.069 0.044 0.855 0.761 ~0. 960
S A B e ~0.135 0.079 2.918 0.088 0.874 0.749 ~1.020
Apgar TE4FH4 N -0.378 0.165 5.240 0.022 0.685 0.495 ~0.947
LB 5 ] FE 0.254 0.098 6.685 0.010 1.289 1.063 ~1.562
Ol 7+ 5 0.637 0.236 16.557 <0.001 1.891 1.190 ~3.004
miR216a 7175 ~0.147 0.050 17.428 <0.001 0.864 0.784 ~0.952
ANGPTLA T+ 0.273 0.067 13.070 <0.001 1.314 1.152 ~1.498

1 OL & F8 %0 ; miR-216a. 13/ RNA-216a; ANGPTLA. (i35 4 i EFEE N 4
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ROC curve of serum miR-216a and ANGPTIA levels alone
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Fig. 1
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14.230.13.730,P 3] <0.001) , 55 RIF P4 I, HiE AN R4 chao $54  sobs 84X .ace $§%% shannon F§%% 1l
R T T LUK (£ =6.709.8.061 4. 653, 11.530,11.540.5. 083, P $4 <0.001) , simpson 85 S JERET ]
AT G T (¢ =3.776.4.390.8.017,P 14 <0.001) , ROC HiZk B 7, chao 5% .sobs 5% .ace F5 %} . simpson 1§
$5 shannon FEE0 AT BT ERER [T TR BT T R TR 1] S0 A R6012 Wk ¢ PE T ] BT 2F 4k Ak S PR I 8 3 A R T
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Relationship between respiratory microecological components and adverse prognosis in patients with acute exacerba-
tion of idiopathic pulmonary interstitial fibrosis Chen Rong” , Wang Xu, Shu Jing,Mo Shangyao, Deng Hao. * Depart-
ment of Respiratory and Critical Care Medicine, Nanchong Central Hospital, Sichuan Province ,Nanchong 637000, China
Corresponding author: Chen Rong, E-mail ;xiaochong2005@ sohu. com

Funding program: Sichuan Health Research Project (19p223)

[ Abstract] Objective To analyze the relationship between respiratory microecological components and adverse
prognosis in patients with acute exacerbation of idiopathic pulmonary interstitial fibrosis.Methods From January 2020 to
January 2021, 98 patients with acute exacerbation of idiopathic pulmonary fibrosis diagnosed and treated by the Department of
Respiratory and Critical Care Medicine of Nanchong Central Hospital in Sichuan Province were selected as the study group, and
were divided into 54 subgroups with good prognosis and 44 subgroups with poor prognosis according to the prognosis. In addi-
tion, 50 patients with stable idiopathic pulmonary fibrosis were selected as the control group. Detect and compare the expres-
sion changes of bacterial abundance (chao index, sobs index, ace index), diversity (shannon index, simpson index), and bacteria
(Bacteroides, Firmicutes, Proteus, Actinomycetes) in the two groups of patients and patients with acute exacerbation of idio-
pathic pulmonary interstitial fibrosis with different prognosis, The diagnostic value of microecological components in the poor
prognosis of patients with acute exacerbation of idiopathic pulmonary interstitial fibrosis was analyzed by receiver operating
characteristic curve (ROC).Results Compared with the control group, the chao index, sobs index, ace index, shannon index
and the proportion of Bacteroides and Actinomyces in the study group decreased (¢ =6.361, 8.253, 4.440, 6.483, 18.680,
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10.610,P <0.001), and the simpson index and the proportion of Firmicutes and Proteus increased (r =6.955, 14.230, 13.730,

P <0.001). Compared with the subgroup with good prognosis, the chao index, sobs index, ace index, shannon index and the

proportion of Bacteroides and Actinomycetes in the subgroup with poor prognosis decreased (r =6.709, 8.061, 4.653, 11.530,
11.540, 5.083, P <0.001), and the simpson index and the proportion of Firmicutes and Proteus increased (¢ =3.776, 4.390,
8.017, P<0.001). ROC curve shows that the AUC of chao index, sobs index, ace index, simpson index, shannon index, Bacte-
roides, Firmicutes, Proteus, Actinomycetes and their combined detection for the diagnosis of adverse prognosis in patients with
acute exacerbation of idiopathic pulmonary fibrosis is 0.709, 0.751, 0.679, 0.709, 0.777, 0.724, 0.732, 0.688, 0.697, 0.908,

and the combined detection value is higher than that of single indicator detection.Conclusion Respiratory microecological

composition is related to the condition of patients with acute exacerbation of idiopathic pulmonary interstitial fibrosis, and the

disorder of microbial composition can affect the prognosis of patients. Detection of its expression can diagnose the poor prog-

nosis of patients.
[ Key words)

tract; Poor prognosis
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B e T2 D12 WAL HE (2020 (2126 063 5 ) , A E Bl
FJE AN [ 2 B g TRl & 15

1.2 Jplesibrme (1) P ABRHE . PR B ERF A
R R M T 2T A A 20 i 2 W RE T R R
P OT e A i ) S 4T Ak v I iR
bR, & 2 CT Ki AL ii2 , I A A7 A8 A BH 5L PR e i R

Idiopathic pulmonary interstitial fibrosis,acute exacerbation; Microecological components of respiratory

ME MDD BB A (2) HEBRAm o« A8 Sy Ao B i v
R ATAELETTR G5 G0 LU , T30 H S ss im0, 77
1.3 WMFEbR5 vk

1301 PRURTE A 25 o Rl - (1) IR 3 PR A AR
SRAE DNA 2B -3 AE ICU 24 h ), RIS 4 %=
BB (AR A PR R AL, BF-P60 1) A6 A5 fili 1 8
VRV, o FH A B 7K b Pk R SR I, o [ i
CRRUIEY RS OF Py I LR - NE l W =31 T 2 LS
VEW , >R TG TR A R R 2% iR 200 ol XL TE W adk A7
2, 5 DNA $RBGR ) & (g i B W Rk A B
NF]) (PCR § 383850 & (db ot AR AL R A R A
H) AR IF Y DNA SEATM G, (2) BRI P A -
SR FH s 20 0 o 5 (L 3 3% v B AT BR A H
#U5 HiSeq TM2000 ) X 41 B 42 B 2 PR BRI k4T
IYHT R HE N FR AR 25 A 2 A T W b, R
ZREVEIAT M. SR Mothur St BETE ZREPESEFT T
Bl Alpha Z2BE AR 45 52 bR 08I0 51 (4 43 2K 44 5
JG(OTU) %% H JE 17 VA, B 7% 42 R chao $5 %K.
sobs $5 4k ace 88, 4= B 5 BUEAH &, 7T R WL REVE
JE ;2R H] shannon #8 %5 simpson 45 806 #f ¥ 2+ M i
FIPPAG, JUMRE S P R B AR 50 B B AR
A

1.3.2 FisHO0: X B JE AT 1 AR 0YBEDT, B (] 2
2022 4F2 Ao HOENZIK G R R A , S
X 28R S 5 B AR D O UG B, B I R IR A
R AL IR X L KA S AR 2 TR AR,
1.4 Giilegdrik SR SPSS 19. 0 H {4 fu X i it
FTGETH AT AL B, IEZS /AR TR DL & = 5 iR,
2 Y1 ] L AR ST R AR ¢ B30 5 THBO0 R U Rl o
(% ) Frm AL ELER FH x° K065 LA 323 TAR SR
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£ (ROC) 43 B W W T8 ol A= 25 B 0 oF 468 2 ke o ] i
LR YA 2R IR R R RS (2 B (8, T 5
L TFHE(AUC) , P<0.05 JEFAGIE XL,

2 g B

2.1 2 YIRIRERAE Fude 2 4L E MR AR R
BMI AR A A TCIRYT 50 LA, 22 5 TG0 2% 2 S

(P>0.05), W4l # TLC . VC . FEV,/FVC, IFN-y
G X HRAL P FE T 0% R o] A KRB s L
{5 & BMI,TNF-o | IL4 5 T X B4, 25 5 Y90 Ge it 2

FEEAUAT BT T TR T 7 LB AIG, simpson 45 i &
JERETR ] ARTE BT TR (P <0.01) , L 2,
2.3 KNFEITUG WAL B UES B SR T
BT 1 AR AL B TS R4 54 ] TR A R 44
B, S51)E R4 R, s A R W4 chao $844.
sobs F54i . ace $§%k . shannon $5EX S IAT 1] 4k
1T BEREAIG, simpson 48 %50 M JERE TR ] AR TR 11T o5 L
FrE(P<0.01), 153,

NE I 4 SIS Y A jg\ Nie - )| o
BEX(P<0.05). W1, =3 fETﬁEE/E,%\%ﬂ?&JE1ﬁE,_#E\gﬁé@\[ﬁﬂ
S e - 1 v N s FEAL (xts)
2.2 2HBUESFIE SRR Sl Tab.3 Comparison of respiratory microecology abundance, diver-
FLA, BIFFE 4L chao 541 sobs $5 %41 ace $5 %X shannon sity, and bacteria of patients with different prognosis sub-
groups
F2 XA SHIAH B E TPIGE A S TR 2R R
it (onn e LR
Tab.2 Comparison of respiratory microecological abundance, diversity chao F5% 168.62 +48. 14  122.01 £35.14  6.709 0.001
and bacteria between the control group and the study group sobs FE4 192.31 £53.14  131.02 +£38.14  8.061 0.001
W H ST (n =50)  BFFEL(n =98) A P ace F5%L 268.14 +75.15 213.01 +64.37 4.653 0.001
chao 15%% 198.62£52.63  147.85+42.14  6.361 0.001 simpson 54 0.62+ 0.14  0.73+ 0.18  3.776  0.001
sobs H5 4L 239.14£73.62  156.95+46.95  8.253 0.001 shannon 4 2.68+ 0.92 .22+ 0.61 11.530 0.001
ace 531 205.63+79.14  239.14+70.02  4.440 0.001 WFFETNI(%)  25.63+ 7.24 12,63+ 2.01 11.540 0.001
simpson F5% 0.51+ 0.12 0.68+ 0.15 6.955 0.001 JERER (% ) 54.25 +18.21 72.14 £22.14  4.390 0.001
shannon $5%¢ 3.01+ 1.02 1,97+ 0.87  6.483 0.001 LTI (%) 8.26+ 2.57  12.94+ 3.21  8.017 0.001
BFFETT(%)  53.62+17.25  18.62+ 4.97 18.680 0.001 R (%) 8.27+ 2.4 6.27+ 1.02 5.083 0.001
JEEEGE (%) 30.22 + 8.05 66.42 £17.02 14.230 0.001
AIEIT(%)  3.45+ 1.08  10.36+ 3.47 13.730 0.001 2.4 IR TE M 2 A0 N AR e i ] R 4T 4 Ak 2k
TR T1(%) 13.65+ 4.24 7.98 + 2.27 10.610 0.001 ﬁni;’%%jﬁ E%ﬁ}aﬂ@i&%ﬁ'fﬁﬁ g/i‘\ﬂ]:u ROC EEH%Z,%‘:I:
F 1 XA S B G R FFE L
Tab.1 Comparison of clinical characteristics between the control group and the study group
W H Xf BRZH (n =50) 5L (n =98) X/t PE
PRI % ) ] L] 28(56.00) 55(56.12) 0.001 0.989
%« 22(44.00) 43(43.88)
SRR (% ) ] <65 % 23(46.00) 52(53.06) 0. 660 0.416
>60 % 27(54.00) 46(46.94)
Wik (x £5,4F) 1.34 +0.20 1.36 £0.22 0.591 0.539
BMI(x +s,kg/m?) 23.57 +4.61 23.22 +4.36 0.453 0.651
St e R L (% ) ] i 20(40.00) 22(22.44) 8.335 0.015
e 18(36.00) 30(30.61)
i} 12(24.00) 46(46.93)
B % ) ] 22(44.00) 42(42.86) 0.018 0.894
AR 5] (% ) ] 30(60.00) 49(50.00) 1.330 24.873
FIZ[ (%) ] 2( 4.00) 68(69.39) 56.788 0.001
Wa sl [ (% ) ] 3( 6.00) 55(56.12) 34.902 0.001
fIEE(x +5) TLC(L) 64.29 £7.29 55.94 £6.24 7.268 0.001
VC(L) 66.14 +£7.33 52.97 £6.31 11.360 0.001
FEV,/FVC(% ) 60.03 £7.12 42.14 +5.31 17.220 0.001
KM T (x +5) TNF-a(ng/L) 10.02 £1.03 15.97 £2.33 17.200 0.001
IL4(ng/L) 52.03 £6.22 79.62 £8.14 21.030 0.001
IFN-y(ng/L) 29.14 £3.41 20.01 £2.55 18.320 0.001
BRARIT L [ B(% ) ] 18(36.00) 42(42.85) 0.910 0.340
Fim B (%) ] 25(50.00) 68(69.39) 5.329 0.020
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7R, chao 5 %X sobs 5 %L, ace 455 £ simpson $5 %4
shannon $8 0 FFFER ] JERER ] EIE W] i
1T B A A6 2 W e 2 1 il ) S5 2F A A 2t o o R
ANRE W5 H AUC 2/ 0. 709.0. 751.0. 679.0. 709
0.777.0.724.0.732.0.688.0. 697 .0. 908 , B-5- & M 4
= T TR FRAil , L3k 4
3 3 it

R R M I ) S5 2 A A6 2 DUAR 28 Il BE S 20, il
WL L 3 ST SE R AR 95 1 R, B 2 e R 17
M W7 A e, R8I W DR X R 3 R
ARUST 1l AT T4 2 i ) 5t 2T 4k A % 95 WL 1R 1 oK
A, AHOCHIF ST 7, 8 1 98 P SO 4 L A 56 o it
DURNT S350y 2 M il 1) e 2T Ak g ke

TNF-o 2 48 M S0 38775 B, AT 08 S fe 4
A A T 2 A0 U R AR R R R
%, TNF-o R 2856 fili o 1 52 240 i, 4 fili 31 iz 200 ffa 9
T AR CIRAE, S 80 TNF-o 72 4 & A 47 41k
IL-4 FEOZ AN T 40074, 76 g Je v th B &
ZAER, IL-4 AT 27 A 4 M 7, 8 5 e I 2L E A
BEARMITh AE > o TFN-y AT HRHLHE 22 10 72 A, 300 4
S RS AT IR . WS ER RISE f A
T A Yy e A DTG | P T A W 1 T B LR
AR 3 AR R YJUE N, JoE NP 08 )5, ol
B E PN AR S R R AR TR ERPUAR SRR N, AN
T A AR, FLAA P9 40 T B A /b BILAA B0
J& , AT S Y AR KRB R AR AR, N IGE U T
BERR S o P A 5 2 5 R I R S
(1) e A B UIAR G, RS M I R G /B Th , 2408
FHIEA BB ThRE AL, B R AE Mg 9k 5B R I
PRI Ry 7 gy T A 2 i R T X S M £ B
S BRI , B I R O S R

RAEWAS  FEGAE YA R A AR A, B A Y R
A3 S R PR G A A0 R T 2 () R4S 5 T B I R e 9
TR . WFoT ot 25 A T T 00 20 i e g AR
WA B HG o, REAILAS PN B8 1 8 A 7 IR, T B A P
W RGEPIR I R . AT A, 2 i TLC,VC,
FEV,/FVC.TNF-a ., IL4 | IFN-y KR KEEE —EE
S, T RHBEEARDG. HXEHETR R
R R W P T R 2R G o AT 2R I
AT T 2B IR S A T B, SRR R
45 Jmy , R AT i TR] JoT 27 A A 2 v hn o 0 R A S R
HEBF G WA N AT R G5 0L, R
TR R A P A s ORI, SO RIS &R, 54
A5 45 TR — 3, 2 B 45 2K P i 1) Joit £F 4k Ak b fin 2 40
S PR E AR AR S TR IS AN R R A
WFE s 2 i ol A o R e R RO T
FERERY AL T L 2R, PRI G A S 2 REPE E
L, AT X FERELT B I5 BR DI RESEA TR, (i RE W A it 1
T, BB RS2 BRI 0 RE B, B
IRAIE RN, 185 OB MR PR o chao 8% sobs F5 %L ace
825 . shannon F5 %k . simpson g Bh Alpha Z KRR
#, sobs 844 chao F5%k  ace $5 XL W] SO WLHEYS 5 B,
chao $8Z0R] X Py A SEHE T4 11, chao 5 B0l K, &
PRk Z | shannon 54K . simpson & £ A X} 1 i 2 4%
PEHEAT H0E , A dh b W) R 2 BE W R 1 ) BE AT X
chao 5% . sobs 5 %% . ace $5 %X . shannon $5%{ . simpson
FEBCE RE R . AT KB, chao 848 sobs $5 4 ace
&85 shannon 1§ E57E 4 & Ml ] 5T 21 4 Ak S in = A8
HRNFRIRFEAR, simpson F8 8+, HIUE A R B #H
& P9 chao $5 %4 . sobs 45 %, ace 45 %K. shannon $§ %%
%, simpson $5¥UT1 5. MISEEFE M TR i % |
T S T 21 A A, AR R Bl ) BT £ Ak A R A B, T 3R

T4 PPULE AR A X R R )BT Ak AL 2 PR R AR R TS 1912 W

Tab.4 Diagnostic value of respiratory microecological components for poor prognosis of patients with acute exacerbation of idiopathic pulmo-

nary interstitial fibrosis

oA cut-off {8 OR(95% CI) P1E R PR YRR EL
chao $§ %% 152.63 0.709(0.605 ~0.813) <0.001 0.682 0.648 0.330
sobs 8% 179.24 0.751(0.653 ~0.849) <0.001 0.727 0.722 0.449
ace HH%L 256.31 0.679(0.573 ~0.786) <0.001 0.886 0.852 0.738
simpson F§% 0.64 0.709(0.602 ~0.815) <0.001 0.796 0.778 0.574
shannon $§ %% 2.43 0.777(0.683 ~0.872) <0.001 0.841 0.815 0.656
W] 20.34 0.724(0.547 ~0.795) <0.001 0. 864 0.759 0.623
JEEER ] 60.03 0.732(0.624 ~0.825) <0.001 0.773 0.741 0.574
ESA TN 9.22 0.688(0.567 ~0.724) <0.001 0.796 0.796 0.592
TR 8.03 0.697(0.602 ~0.847) <0.001 0.818 0.870 0.688
1A ki - 0.908(0.842 ~0.975) <0.001 0.909 0.907 0.816
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HVREZAEME VR 07 A A AR B AR I TR L 2
JELF B bR IITE , BRI Gy SO, fin i 28 5
15, GAHIG O — 35, AR & Ml ) ST 41 4k 2k
T e R bl A D B0 T A S 30, o] S8
BEARNRAUT . ROC 4k 7, chao 8%k sobs 548
ace 754§ .shannon $5%4§ .simpson $5E A5 FL IGO0
A IS TR 2 P i T i 21 24 A 22 b i 00 8 3 R R T
e AR EZWNE

Sl U N SR T G W e Ak A RTE e o e il L
JE A A Ak St N EE 1 AR RN R TS AH G, X i
TS A HEA T 434, T I R R S A i (1) J 2T 4
fe 2PN B E A B BUS /92 W7, B B i

#r.
i 3 38 T AT 11 7 A 2 i
1 Rl A

MRks BT IE 5 58, S th AP BB, SE AT FE 2 72, 18 3C
PG WA 2 AT B, AT G i A R
R GORHY AR R
S% Uk
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(# ZE] B8 S AMAERAKE BSHANRR T SR TE I R 2P E B 255 1E (ARDS) B 3%
HISR . AR HEH 2020 4F 2 H—2021 4F 10 H ¥ FE 45 e s B 0 0E 5 < BHA TR MG PR IR T2 A 9 ARDS 5235 76 f4i],
VLK ZH BRI A3 20 30 43 SR %o B2 SR 2, 45 38 44l 2 235647 B0 T 300, v X B2 53 SR FH A 5 1 P R 9, WSR2
FEXT PR LA R AN A8 H . Geit 2 A FAE Wb By (TCU) B[] ATUARGE SR R] 25 FEF 1 IR 25 i H M it
ICSEIRYT 6.12.24 h AT i M “OIRES [ 3 kU3 T (Pa0, ) VA HRE(O1) ] | i 3 1 2784k (0 3R P 24 3l ik
TR FROOEKOE ) SRR SRt 1] K IIEI T ET AT IS 24 h I H & A K SRR C-F B 2K H (CRP) (&4
KIF(PCT) | Ky HE Ve AR KT, E 2 41 1 N JEAER, 85R WS AUMEE SO R) AR T 5 B2
(1/P=6.801/<0.001.17.383/ <0.001) ,2 41 ICU B ], L B FAREHE ILEZ R LR ITFE (P >0.05);2
YUIRYT 6 h AT 1 2 O RSP, IR YT 12 h IR A B T IR YT 24 h KR AT B R B (F/P =
46.986/ <0.001,39.492/ <0.001) , HULEZ2H W ATl 2 AR T % FB2H (2/P = 6. 608/ < 0. 001 ) , & A 15 - g (1) 482 Xof
HRZH (1/P =5.406/ <0.001) ;7577 24 h AR 3% & 1 T X R4 (1/P =5. 314/ <0.001) |, Jili o7 R & 11 2 1
M35 CRP PCT 7K AR F-5t 20 (1/P =3.485/0.001 2. 288/0. 025 2. 361/0. 021) ;1547 6.12.24 h 2 4.0 T H 4 4
{1, Pa0, (O SEI B K E L PO E KR K 35 82 5 (P 1 <0.01) , HIBYT 24 h J5 WSSO F A% T X R4, PaO, |
O - 2 Bk . v o0 3 ik O 7K OF 155 T % BE 20 (1/P = 3. 351/0. 001, 2. 678/0. 009, 2. 409/0. 018,3.929/ <0. 001,
3.443/0.001) ;2 HIRFLR LB ZE R RGITEE L (P =1.000) , it Al HEHBS B RS ARG ST RS
R E I ARDS S, T 45 HLANGE SR 0] B3 R £ P o), B2 0 1 355 8 L KF ik BB B T BOE LR 3h ) 2
R SRS ol e P RN, ELAT I R IS AN
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Effect of human albumin combined with targeted fluid infusion on septic shock complicated with acute respiratory
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Hospital, Hainan Province ,Haikou 570311, China
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[ Abstract] Objective To analyze the effect of human serum albumin combined with targeted fluid infusion on septic
shock patients with acute respiratory distress syndrome (ARDS).Methods From February 2020 to October 2021, 76 patients
with septic shock and ARDS diagnosed and treated by the Department of Severe Medicine of Hainan Cancer Hospital were se-
lected. They were randomly divided into control group and observation group with 38 patients in each group. Routine interven-
tion was carried out in both groups, in which target oriented fluid infusion was used in the control group, and human serum albu-
min was infused in the observation group on the basis of the control group. The time spent in intensive care unit (ICU), me-
chanical ventilation time, norepinephrine dosage and fluid infusion volume of the two groups were counted; The fluid balance
volume, blood gas status [ arterial partial pressure of oxygen (Pa0,), oxygenation index (OI)], hemodynamic changes (heart
rate, mean arterial pressure, central venous pressure) and fluid negative balance time were recorded at 6h, 12h and 24h after

treatment. Serum albumin level, inflammatory index [ C-reactive protein (CRP), procalcitonin (PCT)] and alveolar lavage fluid
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albumin level were measured before and 24 hours after treatment, and the mortality of the two groups was compared one
month later.Results The time of mechanical ventilation and the amount of fluid infusion in the observation group were sig-
nificantly lower than those in the control group (/P =6.801/< 0.001, 17.383/< 0.001). There was no significant difference
between the two groups in the time spent in the ICU and the amount of norepinephrine (P >0.05); The fluid balance in both
groups was positive at 6h, increased at 12h, decreased significantly at 24h (F/P =46.986/< 0.001, 39.492/< 0.001), and the
fluid balance in the observation group was lower than that in the control group (¢/P =6.608/<0.001), and the time of negative
fluid balance was shorter than that in the control group (z/P =5.406/< 0.001); After 24 hours of treatment, the serum albu-
min in the observation group was higher than that in the control group (z/P =5.314/<0.001), and the levels of albumin in
alveolar lavage fluid, CRP and PCT in serum were lower than those in the control group (z/P =3.485/0.001, 2.288/0.025,
2361/0.021); At 6,12 and 24 hours after treatment, the heart rate of the two groups continued to decrease, and PaO,, OI,
mean arterial pressure and central venous pressure increased on average (P <0.01). After 24 h treatment, the heart rate of the
observation group was lower than that of the control group, and the levels of PaO,, OI, mean arterial pressure and central ve-
nous pressure were higher than those of the control group (z/P =3.351/0.001, 2.678/0.009, 2.409/0.018,3.929/<0.001,3.443/
0.001); There was no significant difference in mortality between the two groups (P =1.000).Conclusion The combination of
human serum albumin and targeted fluid infusion in the treatment of septic shock with ARDS can shorten the time of mechani-
cal ventilation and liquid negative balance, increase the level of serum albumin, reduce protein leakage, improve hemodynamics
and blood gas status, and reduce inflammatory reaction, which has clinical application value.

[ Key words]  Septic shock; Acute respiratory distress syndrome ; Goal-directed fluids; Human albumin; Hemodynamics

JeaE PR 5T (septic: shock ) S MeEE 51 % 2H 2L
AR SBILEAAE, Horh 25% ~50% B 4F 2tk
I 38 27 4 4iF (acute respiratory distress syndrome
ARDS) '™ AN SO AL R HE B O S T 5, SR

AT 4 B= B 48 3 2 51 s it vfiE (20200108012 , fE %%
s e A [F) I8 A TR 1

R0 RS WAL R BB} LA

FEHRMARIRE R EEZ X, BAMNEA EaliT 22y Tab.1 Comparison of clinical data between the control group and
AIEANAET XS, Hoe AR 7e 531 ARDS B3 15 o the observation group
TR 50 5 g Bl 7K i, 2 2 Bl S XU =y o H A % A X} IR U< i) Gl P
Ve Ve W N V1 osae A (n=38) (n=38)
J T ] 32 ML R = 4l i
@@@%F{&T*ETE ﬁﬁﬂmuﬂj}%x{t‘lﬂm%b(&‘%, 52 B il SVt 07290 0 484
A AR YT 7 S e R S BRI, 1207 R A (R s, %) 57.51+7.66 59.38+7.28 1.091 0.279
] BEAE W I 8 brgs ol 76 1F Y5 BN LR s ROR AeR” B (3 xs,d) 3.8940.88  3.75:0.91 0.682 0.498
H SEL B MR/ e PE AR S ) T BT RN, A SRR ST 1026302604 0,608
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KA WFFIN R AR FMLAE 2 5 BUM R A B 58 T J
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JaRZEEE N R, M IEVE A MEXT SCGE B AR T mamrem(%) ] 2( 5.26) 1( 2.63)  0.000 1.000
HAEA B Bk as ) . BB AN 3 LS H AR S sECARLBI(% ) ] 3(/7.89) 4(10.53)  0.000 1.000
B S b e s 11 B 2 BEE (%) ] 8(21.05)  10(26.32)  0.291 0.590
fﬂ‘@?l‘(ﬁl;ﬁ'%ﬁ PERSE IR ARDS S IIRARITAL, ) 6(15.79)  4(10.53)  0.461 0.497
BT, TR/ e A% 18] 22/16 20/18 0.213 0.645
1 #ERSFHE B R RS 3( 7.89) 2( 5.26)  1.089 0.780
11 IGERYER 3EHR 2020 4F 2 H—2021 4F 10 A [P 1 M 22(57.90) - 23(60.53)
- N . JRIl 11(28.95) 9(23.68)
B 76 1], LUK L FENL 23243 R ko BRZH LR A, 4% APACHEIRFSM (3 25,4%) 26.23 + 3.06 25.65+ 2.84 0.856 0.395
38 5, 2 ZHAPER] AERS HR M WA S AR SOFA ¥4 (x £5,73) 9.94+ 2.82 10.23+ 2.44 0.479 0.633
e IR \ ‘ o . RBC(x +s, x10'2/L)  3.09+ 0.37 3.18% 0.41 1.005 0.318
BRALIAYY S e Do o I R DR AR 2R AU PLT(x+s, x10°/L)  110.09 +34.07 116.53 £36.34 0.845 0.400
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1.2 R (1) GABRHE A7 M PR o
Je ARDS ZWRRUES A7 ARG AL, HAIE 2 Bk
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PRV ZRAAE ; AR Y > 18 & 5 f HE W 479 5 (inten-
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Ok B AR R 1BV T REAN A 5 5 A B A A Sk B 4
P15 ABE 24 h FETZ 3097 28 d B FLIRIRYTEUR I K
PG L 5 5 S BIHEAT TR 5 5 I LRI B 5 O TR
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ARIBYT 5 BE LT RE IR 5 7772 15 P a5 fe S A A i)
IS AE 5 B1F T B0f SUAN # k 8 a8 v bk 54
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ZINIEN O

1.3 JR97 ik 2 ¥ o, FEE BT L A
X HEZH R R E AR 1) AR YT <RI AL R I
FLIR SR o KRR B 486 R R A, A
£ ICU J5 & K, I J5 6,12 .24 h 435K, #5347
AN FEZE T W5 30 min SEF7AG I 5 AR HAG T 45
IRAEATANE (A PEER AR S0 |, dEF O # kR 8 ~
12 mmHg, 15 #2210 25 W E R 2R e 45734 3 ik
JE > 65 mmHg; H0 ik R K-35 80 kO 3845 f5 , 7 1L
FLIRI R 2 < 10% | Hc ik i AR FN B < 70% W) 25
FLEEB TS ~15 pg - kg™« min~' WZELLFEXT
FEZH LA T3 A (& 1 (20% ) |, Seki i A= 3R K
W, e N A E . 2 A7 4N I 34 380G
PR E DR 2T RN 2 HITERKAMNE 8 h
JEHEAT I IR

1.4 S+gbs5 7k

L4 1 IWARIRTY WAL ic 5% 2 4l /34 43 ICU B [a]  #L
MAE AR ] RS B R R E AN RS

1.4.2 WAL 38T 6.12.24 hid 5 2 ik
S AR 0 S AR B ], AR = A
- i, ARG SR O A SR KN, 1
EALERE SR A EERE,

1.4.3  FHE AR A LT 2 A A e A
BKF. REBEIRITHIIAIT 24 h 23 JG # ki
4 ml, il FE VS R I v R e, 2 0 B B L 2
I, HEPE e-1080 4= H BRI A RE o b A S Bt ik 57 &
(RGBT A AT BR 2 Wl ) LA I He 928 32 Aar I 1
AR

1.4.4  RYERFRI G I7HT SOBYT 24 h REZSE
FRIKIL 4 ml, B0 R MK , PEHE e-1080 4 [ B fFHK
BaBE 43 BT A e Tt 24 5 6 LA IBRHERK # J88  AG  C- 5 17
H 1 (CRP) FEE5Z 5 (PCT) /K-,

14,5 5Bkl - R Y7 T KA YT 6.12.24 h >R
5 PG ] 7 RAPIDPoint500 il 23 B 4SR50 ik 1 420
4y HE(Pa0,) G AHEEL(OD)

1.4.6 sl J15 kil 367 i1 AX3697 6.12.24 h L,
= PULSION 23w A7 (1) PICCO W I ASGHEA T il 37 30
WA 3 AR IRl N I i b 7 9R SN AR .37 AR

1.4.7 BEVIHUG 5831 2 digdr)a 1 A AR 1S O,
TR

1.5 SEib* 07k RA SPSS 22. 0 #f4-4b ¥ &4
P IER AR TORILL & £ 5 2%, 4P FEA R
BOXT ¢ K56, 2 2H [B] FL AR FHAR ST FEAS ¢« K 3, Z2 20 [A]
Z2 I 1) o5, PR P 52 00k 2 4300 5 THEIOSERE LA S
B AR (%o ) FrR, L] HLACR A X K0 (CH: P 98 2%
P Fisher VIR IETHA) o P <0.05 AERA ST
2 &% R

2.1 2 4UIBITHICHR bR LA LA 2 AL s ]
AR AR T X IRZH (P <0.05) ,2 4 8354 1CU W]
FHELREHBERE, ZFEHEITFE L (P>
0.05), L% 2,

2.2 2 AWK i M AT I ] LA 2 AHIRYT 6
h JE AR B Y R IS, JRYT 12 h JE A TR TR
7 24 h JFUIE TRE(P <0.01), HifyT e WEEH 1K
TXTRRLL (P <0.01) , WL 3, WEES AL YR A7 - i Ao 1]
ST XREZA] (2.54 +0.81)d vs. (3.71 £1.06)d] (1=
5.406,P <0.001) .

2.3 24RITHIIE AEAKTF R SIRITRTHER,
IRYT 24 h WA IV F1 A 1 0 T v, 6 IR IR
(P¥1<0.01), HOEA & XA (P <0.01) , W5
4, RSN E VR AR PR T R AL, 2 R A Gt
222 [ (1.42 +£0.46) mg/ml vs. (1.80 £0.49) ¢/L]
(/P =3.485/0.001) ,

R2 MIAGWEAGITHCIEARILEL (v s)

Tab.2 Comparison of treatment related indicators between the control group and the observation group

il 1% £ ICU 1] (d) HUBGE ] Ch) 3B Rt (g - kg ™! - min 1) AL (ml)

Xt R4l 38 17.29 5. 14 174.36 £22.19 1.14 +£0.36 6 034.69 +546.71

M4l 38 15.58 +4.67 142.38 +18.65 1.08 £0.33 4 126.84 £398.57
¢ {8 1.518 6.801 0.757 17.383
Pl 0.133 <0.001 0.451 <0.001
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R3O WELNRIT 6.12.24 h AP b
HEHE (x25,ml)
Tab.3 Comparison of fluid balance time recorded at 6h, 12h and
24h after treatment between the control group and the ob-

servation group

A i J] T A

X HE 2] ARIT6 h 641.08 £168.42
(n=38) YBIT 12 h 1 037.65 +233.46

JE¥7F 24 h 876.61 +181.29
MR BIF 6 h 443.57 +151.69
(n=38) Y8Y7 12 h 825.07 +195.03

JE¥7 24 h 612.13 +167.35
F/P %} B4 P AH 46.986/ <0.001
F/P WS A 39.492/ <0.001

t/PIRYT 24 h 54 aME 6.608/ <0.001

R4 OO IRYLE WERLLIRY TG ML E K
. (xxs,g/L)
Tab.4 Comparison of serum albumin levels between the control

group and the observation group before and after treatment

4 st ] HEH
Xof A JRITHI 30.48 £2.93
(n=38) Y87 24 h 28.44 £3.02
WMEEH VRYTHT 30.15 +2.76
(n=38) IBY7 24 h 31.87 £2.59
t/P X} B2 YA 2.989/ 0.004
/P WAL N 2.801/ 0.007

t/PIRYT 24 h 4 [6)(H 5.314/ <0.001

2.4 241VRJTRT G MIE R SRITaTH
i VEYT 24 h 2 A1 CRPPCT /K2 &A%, H s
AR TFXHRZH (P <0.05) , WLEE 5,

RS ORI WAL YT HG M REFEPRLEL  (x29)
Tab.5 Comparison of serum inflammatory indicators between the
control group and the observation group before and

after treatment

F6 XA SWEHIBITHE MRS (2 £5, mmHg)
Tab.6 Comparison of blood gas status between the control group

and the observation group before and after treatment

M i 1] CRP(mg/L) PCT( pg/L)
X} HE2H TRITHT 191.38 £40.07 6.14 +0.65
(n=38) 44724 h 155.29 +30.72 3.36 +0.51
pUk=2i| b=y gl 182.67 +32.03 6.26 +0.71
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t/PIRYT 24 h fla{H 2.288/ 0.025 2.513/ 0.014

2.5 24URITIRLSAATbE: SIS, R
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Mo P 1] Pa0, o1
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2.6 2 HipYTHIG B 1 aE A SRR AR,

107 6.12.24 h 2 2.0 RUR AR, B ik | e
TR KPR R i, VLR 20 A3 8 0 0 2
(P#5<0.01), 0057,

RTOGHRA S WEAHIRITRG MFL S T2 AL (2 +9)
Tab. 7

Comparison of hemodynamics between the control group

and the observation group before and after treatment
N P S 15 3 ik R Lo Ebk
LT 7 SR e S et
XA IFRT 121,06 £11.35  55.29 +4.57  7.28 +1.44
(n=38) JAJr6h 107.34+ 9.63 64.16+4.42 7.83+1.19
VByr12h  96.22+ 9.51 68.30 £4.28 8.67+1.12
HIr24h  89.36+ 8.41 73.35+5.74 9.79 £1.41
7
8

WL IRITHT 123.58 £10.74  54.38 £4.26 .06 +1.51
(n=38) JAJr6h 101.75+10.43 68.91 +4.81 .49 £1.26
WAIF12h 90.37+ 8.66 73.14+4.53 10.07 £1.31
HIr24h  83.22+ 7.54 78.47x5.62 10.85+1.27
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F/P SR NME 133.541/ <0.001 174.062/ <0.001 60.351/ <0.001

t/PIR7 24 h jG2HEE 3.351/ 0.001  3.929/ <0.001 3.443/ 0.001

2.7 2 4URFERILEL WRITIE LA WS AR
FET e ], X FREABET 2 (5. 26% ) ,2 H At 3 LA
2GR L (P =1.000)
34t i

WAR S TR MR B MR S0 iR 7 () B it , 4N
H BTE TR OVE SOIE R 2, B PR3 B 4180 RO,
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Predictive value of systemic inflammatory factors in type 2 diabetes mellitus based on decision curve analysis Aziguli -
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[ Abstract] Objective To explore the predictive value of systemic inflammatory factors in type 2 diabetes based on
decision curve. Methods From January 2021 to January 2022, 63 patients with type 2 diabetes newly diagnosed by the Endo-
crinology Department of Xinjiang Uygur Autonomous Region Maternal and Child Health Hospital were selected as the type 2
diabetes group, and 51 patients with hospital health examination at the same time were selected as the healthy control group.
The clinical data and serum systemic inflammatory factors [ C-reactive protein (CRP), tumor necrosis factor-c TNF-ov), Inter-
leukin-6 (IL-6), IL-8, IL-1 B, monocyte chemoattractant protein-1 (MCP-1)]of the two groups were compared.Multivariate
logistic regression analysis was used to analyze the independent risk factors affecting type 2 diabetes mellitus, and the value of
serum systemic inflammatory factors in predicting type 2 diabetes mellitus was analyzed by the subject's work characteristic
curve (ROC). Draw decision curve, analyze independent prediction index and joint prediction model to predict the net income
of type 2 diabetes. Results Body mass index (BMI), waist circumference, insulin resistance index (HOMA-IR), glycosylated
hemoglobin (HbA,,) and triacylglycerol (TG) in patients with type 2 diabetes were significantly higher than those in healthy
controls [ #( x2 )/P=2.165/0.013,2.858/0.011,4.566/<0.001,3.675/<0.001,2.178/0.024 ] , The expression levels of serum
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CRP, TNF-e,IL-6, IL-8 and MCP-1 in patients with type 2 diabetes mellitus were significantly higher than those in the
healthy control group (¢/P =4.513/<0.001, 4.789/<0.001, 5.698/<0.001, 2.453/0.017, 2.378/0.019); The results of multi-
factor logistic regression analysis showed that CRP and TNF- a, the increase of IL-6 was an independent risk factor for type 2
diabetes mellitus [ OR(95% CI) =2.543 (1.345 -3.789), 2.167 (1.145 —=3.578), 2.645 (1.256 —4.527)]; ROC curve analysis
results show that the area under the curve (AUC) of CRP, TNF-o,IL-6 and the three combined predictors of type 2 diabetes
mellitus was 0.784, 0.743, 0.846, 0.947, which was higher than that of single indicator (Z =10.234, 12.992, 13.455,P <
0.001); The analysis results of the decision curve show that within most reasonable threshold probabilities, CRP and TNF-c,

IL-6 and their combined prediction have good net benefits for type 2 diabetes.Conclusion  Serum CRP, TNF-a, IL-6 has a

high clinical value and net income in predicting newly diagnosed type 2 diabetes mellitus, and the value of joint prediction is the

highest.
[ Key words)
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Tab.1 Comparison of clinical data between healthy control group
and type 2 diabetes group
g 1475 B

won RO mREE
HERI(E /L) 34/17 46/17 0.954 0.217
R (X £5,%) 52.5+£5.4 53.3+6.1 0.456 0.678
BMI(x +5,ke/m?)  22.4+1.8  25.8+2.1  2.765 0.013
JEE (x5, cm) 77.5+4.2  84.3:4.9 2.858  0.011
AR s [ B (% ) ] 12(23.53) 20(31.75) 0.567 0.578
P [ (% ) ] 10(19.61) 23(36.51) 0.874 0.314
L[ (% ) ] 8(15.69) 13(20.63) 0.823  0.345
SO (%) ] 5(9.80)  10(15.87) 0.321 0.724
RiAESE [ 51 (% ) ] 5( 9.80) 8(12.70) 0.264 0.883
BIRIRFIGEL [ F(%)]  9(17.65) 16(25.40) 0.487 0.634
HOMA-IR(x 5) 1.5+0.3 4.7+0.6 4.566 <0.001
HbA, (% +s,%) 5.1£0.3  7.7+0.5  3.675 <0.001
TG(x +s,mmol/L) 1.3+0.2 1.8+0.4 2.178 0.024
TC(x +5,mmol/L) 4.3+0.7 4.8+0.9 1.564  0.093
IDL-C(x+s,mmol/L) 2.4+£0.3 2.6+0.4 1.019 0.187
HDL-C(x+s ,mmol/L) 1.6 £0.3 1.3+0.3 0.964 0.289
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Tab.2 Comparison of the expression level of serum systemic in-

flammatory factors between healthy control group and type

2 diabetes group

e MRl 2R e e
CRP (mg/L) 1.4+0.2 2.5+0.4 4.513  <0.001
TNF-a(ng/L) 16.3 4.2 26.7 5.7 4.789 <0.001
IL-6(ng/L) 10.5 2.1 17.8 £3.5 5.698 <0.001
IL-8 (ng/L) 31.5+6.2 37.6£6.8 2.453 0.017
IL-18(ng/L) 20.1+3.8 25.2 4.7 1.876 0.075
MCP-1(ng/L) 100.3 £8.4 126.7 £9.7 2.378 0.019

2.2 20 2 BUMEIRIG A Z I Logistic [MIIH4MHT  PA
SR 2 BUME PR N A i, DL IR R G
X FE A5 : BMI 2 [l HOMA-IR | TG HbA | CRP,
TNF-a IL-6 IL-8 J% MCP-1 }y [ A5 b A Z [ £
Logistic [a] IF# 41 | 45 3L R, CRP  TNF-o IL-6 T}
2 BRI ST a2 (P <0.05) , L3R 3,

2.3 RGMERER I 2 AVBE RGN E DA
R 2 RUBE PRI MRS AR &, L CRP(TNF-o IL-6 Wy
K s i, 22 ROC i<k, 458 W, il jF CRP,TNF-
o JL-6 S = e T 2 FROAE RIS (1) il 26 T AR

0.784.0.743 0. 846 0. 947 , = H kA T 2 HIBE PRI
AN E K T4 | S Bl 25 (Z = 10. 234, 12. 992,
13.455, P} <0.001), L4 K 1,

R3O 2 BIBEIREIIZ N R Logistic [543
Tab.3 Multivariate Logistic regression analysis of factors affecting

type 2 diabetes

A K OB SEM Wadfi P1E OR H 95% CI
CRP 0.895 0.332 8.766 0.005 2.543 1.345~3.789
BMI 0.356 0.112 1.998 0.187 1.134 0.844 ~1.387
i ] 0.326 0.089 1.344 0.245 1.097 0.785~1.267
HOMA-IR 0.456 0.126 2.889 0.132 1.567 0.935~1.976
TG 0.512 0.114 3.144 0.084 1.784 0.912~1.894
HbA |, 0.623 0.234 3.215 0.072 2.017 0.965 ~2.287
TNF-a 0.783 0.256 6.456 0.011 2.167 1.145~3.578
1L-8 0.574 0.218 3.472 0.063 1.994 0.943 ~2.757
MCP-1 0.552 0.177 2.768 0.156  1.882 0.969 ~2.549
IL-6 0.955 0.456 12.347 <0.001 2.645 1.256 ~4.527

R4 RGNERIEN I 2 AU R A E LS
Tab.4 Comparison of the value of systemic inflammatory factors

in predicting type 2 diabetes

R S Y;gg;“
CRP 2.1 mg/L 0.784 0.752~0.875 0.845 0.812 0.657
TNF-a  22.4 ng/L. 0.743 0.682~0.854 0.826 0.774 0.600
1L-6 14.4 ng/L 0.846 0.783 ~0.912 0.895 0.865 0.760

2 f Cut-off [H AUC

95% CI

=HBA — 0.947 0.916~0.985 0.945 0.882 0.827
1.0 . 7
0.8}
0.6F

i
#
B
0.4 — TNF-o.
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— CRP
el — SR

0.2 0.4 06 08 L
155
Bl 1 RGP T 2 AU R 1 ROC ik
Fig. 1 ROC curve of systemic inflammatory factors predicting type

2 diabetes
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GFR 7+ , EM SR e £ F 0 R4 (¢ = 6. 215.20. 742.8. 95512, 431, P ¥ < 0. 001 ) ;J&¥7 )5 2 411 3E TGF-B, .
IL-6 . TNF-o Y154, HOWSLLHAL T-%F B8 2H (¢ = 12.139.18.351.,13. 889, P 34 <0.001) ;347 )5 2 HALJS 2 h b 25
ILKE BEA M 2T 2R KRG, X 2R % R4 (¢ = 6. 835.8.849.5. 425, P ¥ <0.001) ;3497 /5 2 411 ¥ TC.
TG . LDL-C ¥J[#A% , WiEE4H HDL-CTH 75, HULEEH pe s f T 5 B H (¢ =4. 225 15,746 4. 243 4.121,P 4 <0.001) ; 2 #H
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[hESHEE] R587.2 [ xiktRiIREG] A

Effect of dulaglutide combined with daggligin on urinary protein excretion rate and serum inflammatory factors in
patients with early diabetic nephropathy Xing Jiandong™ , Yao Yangin, Wang Jingru, Ma Chunming, Chen Haili, Li
Yinyu. * Department of Endocrinology, the Fifth Peoples Hospital of Datong, Shanxi Province, Datong 037000, China
Corresponding author: Xing Jiandong, E-mail: xzokie@ 163. com
Funding program: Datong Key R&D Projects (2018082)

[ Abstract] Objective To observe the effect of dulaglutide combined with dagelin on urinary protein excretion rate
and serum inflammatory factors in patients with early diabetic nephropathy. Methods From January to October 2021, 120
patients with early diabetic nephropathy diagnosed and treated by the Department of Endocrinology of the Fifth People's Hos-
pital of Datong, Shanxi Province, were selected and divided into the control group and the observation group according to the
random number table method, with 60 patients in each group. The patients in the control group were treated with daggligin
combined with telmisartan, and the patients in the observation group were treated with dulaglutide on the basis of the control
group. The renal function [ glomerular filtration rate (GFR), urea nitrogen (BUN), uric acid (UA) and urinary protein excretion
rate] and the level of inflammatory factors [ transforming growth factor-@, ( TGF-,), interleukin-6 (IL-6), tumor necrosis
factor-a ( TNF-at) ],Blood glucose level (2h postprandial blood glucose, fasting blood glucose, glycosylated hemoglobin), blood
lipid level [ total cholesterol (TC), triacylglycerol (TG), low-density lipoprotein cholesterol (LDL-C) and high-density lipopro-
tein cholesterol (HDL-C) ] were compared between the two groups before and after treatment, and the incidence of adverse re-
actions. Results Compared with that before treatment, the excretion rates of BUN, UA, GFR and urinary protein in the two
groups decreased after treatment, but the excretion rates of BUN, UA and urinary protein in the observation group were lower
than those in the control group, and GFR was higher than those in the control group (r =6.215, 20.742, 8.955,12.431,P <
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0.001). Serum TGF- B,,IL-6,TNF- o of the two groups after treatment was lower in the observation group than in the control
group (1 =12.139, 18.351, 13.889,P <0.001). After treatment, the levels of blood glucose, fasting blood glucose and glycosy-
lated hemoglobin at 2h after meal in both groups decreased, and those in the observation group were lower than those in the
control group (# =6.835, 8.849, 5425,P <0.001). After treatment, serum TC, TG, LDL-C in both groups decreased, HDL-C
in the observation group increased, and the improvement in the observation group was better than that in the control group
(r=4.225,15.746,4.243,4.121,P <0.001). There was no significant difference in the incidence of adverse reactions between
the two groups (P >0.05). Conclusion On the basis of treatment with dagelin combined with telmisartan, the addition of du-

laglutide can effectively reduce the level of serum inflammatory factors and urinary protein excretion rate in patients with ear-

ly diabetic nephropathy, reduce inflammatory reaction, improve renal function, regulate blood sugar, and is safe and effective.

[ Key words] Diabetic nephropathy;Dapagliflozin;Dulaglutide;Telmisartan;Urinary protein excretion rate;Inflammatory factor
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/P X REZHNME 13.414/ <0.001 8.240/ <0.001 7.062/ <0.001
/PSRN 24.777/ <0.001 15.239/ <0.001 18.696/ <0.001

/P IGIT G A EE

12.139/ <0.001

18.351/ <0.001

13.889/ <0.001

2.3 2 4IRYT RIS MK Hu 3

SRITHT L, IR

J7J5 2 40 2 hPG FPG HbA, JK V-4 W] B R (P <
0.01) , HWERAA MR TXF IR (P <0.01) , W3R 3,

R3O AR PR B JE R T R IR P
B (x+9)

Tab.3 Comparison of blood glucose levels of diabetic nephropathy

patients in the control group and the observation group be-

fore and after treatment

> > HbA,,
4 (r:mTl)/CL) (mriPo;;L) (%)
YR, JAYTHT  14.68 £2.21 12.41 £1.92 8.53 +1.52
(n=60) BIF/F  10.27 +1.57 8.53 +1.67 6.49 +1.24
WAL VAYFTT 14.57 £2.14 12.62 +2.03 8.42 +1.46
(n=60) JA¥7)5F  8.51+1.23 6.14 +1.26 5.37 +1.01
/PRI 12.601/ <0.001 11.811/<0.001 8.055/ <0.001
/P SN 19.017/ <0.001 21.008/ <0.001 13.308/ <0.001
/PSS 6.835/ <0.001 8.849/ <0.001 5.425/<0.001

2.4 2 4RITHE AR AT Lk SIRITHT LA, iR
75 2 41K LT TC. TG J LDL-C BH SREAI%, W84
1% HDL-C /K- . Fh (P <0.01) , H WEL A e 3
PR T X IELL(P <0.01) , 3K 4,
2.5 2HIAR RN AERERE RIF b 2 HEE
F 0 v I 1 R R R AL R Ak B L B R A 2
HEEAR N K ERERZES TR FE () =
2.502,P=0.114) , L35,
3 3% i

W PRI AE R — 0 1 5 05 4 I PR A 8 DL, 43k
BORHRAGA 7.2% ~11.4% ), Bl 761 oE 8, B IR
i T HH BRI A R AR LA I R , TR s s L
7S HINE S R AR O 1785 99 72 R AR O 3 A 45 , Sk
B A E B AL R Zhang 45T BIESY
R, TR PR B 2y 10. 8% & I 18 1 B ke , B
PRI B ot 2 1 PR 5 35 RSB T — 0 R A
I, FA 4 AR R 8 A IR A ] st 28 7 AR £

R 1 XA VLS R B BB B IIRELLEL (2 29)
Tab.1 Comparison of renal function of diabetic nephropathy patients in the control group and the observation group before and after treat-
ment
H Fisf 18] BUN( mmol/L) UA (pmol/L) GFR(ml/min) PR EHER (mg/g)
Xof HE2H IR 6.61+1.27 377.12 £20.41 83.11% 6.23 282.49 £19.76
(n=60) RIT R 5.42+1.12 298.36 +16.21 108.42 +10.15 167.89 £16.23
WLELLH JEIT R 6.72 £1.35 378.42 +20.56 82.54+ 6.12 281.56 +£20.12
(n=60) RITE 4.21 +1.01 241.58 +13.67 96.75+ 9.71 143.52 +13.45
/P XA ANE 5.444/ <0.001 23.407/ <0.001 27.021/ <0.001 34.715/ <0.001
/P WEANE 11.532/ <0.001 42.931/ <0.001 32.860/ <0.001 44.181/ <0.001

/P IGJT IR HIANE

6.215/ <0.001

20.742/ <0.001

342.501/ <0.001

8.955/ <0.001
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R4 XML WALLURE RS B AT RIS MLIRKF FEAR (2 £, mmol/L)

Tab.4  Comparison of blood lipid levels of diabetic nephropathy patients in the control group and the observation group before and
after treatment

4 it ] TC TG HDL-C LDL-C

i HE 20 bi=P il 6.98 +1.21 4.41 £0.52 0.96 +0.45 4.21+0.79

(n=60) BITIE 5.24+1.06 2.58 £0.47 1.05 £0.44 3.85+0.71

WL e YEIT T 7.17 £1.04 4.33 £0.46 0.93+£0.42 4.25+0.82

(n=60) BITE 4.43 +1.04 1.14 +0.53 1.37 +0.41 3.33+0.63

t/P X RRZH NME 8.379/ <0.001 20.223/ <0.001 1.108/ 0.270 2.625/ 0.010

t/P WELLH WA 14.430/ <0.001 35.210/ <0.001 5.807/ <0.001 6.891/ <0.001

/P IRYT IR AINE 4,225/ <0.001 15.746/ <0. 001 4.121/ <0.001 4.243/ <0.001

RSN IRYLS OB LERE PR P A8 AN BRI A R LA

[H1(%) ]

Tab.5 Comparison of adverse reaction rate of diabetic nephropathy patients between the control group and the observation group

45 1% (A5 i8] A gnt: A i1 (R AR (% )
X} FR A 60 1(1.67) 0 0 1(1.67) 1(1.67) 5.00
Mgl 60 1(1.67) 1(1.67) 2(3.33) 2(3.33) 2(3.33) 13.33

HEIIEE, LA T BOE D RE A T B

1 75 55 ke 2R 2 LA Tl 34 551 AT A R0 D IR B 1 HE
T, BEL - AR R B 20 & R, B ATE th h AR
SE oM PRI O3 23 B 3% 1 R DR O 2% S TR Ol B ik 2
Wyt R KD TR g i T A S B
PRBEH T TR 05k B — 4 A IR 5 12 B 1 2
TR, FLRARAL T S A FH - OB 2 R PR
R E A G , Al b HAL R 2 R (TR
BRI RN , IR AR B AL T A ks I 38
AR R B ETIRE , AR B D AR AL , 38 TR R
B R o O R — RO B 2 GLP-1 32 fR %
SR BB B TR B A A ARk A 2 E
FEAR ) MRS RERS IR ) B 40 i P B
i B KT, ELXG B e i AL, (2 a0 e i R 4k
DA R el o M 5 RO T 25, 9 s 5 00 R 0 14 3 R Tt
A —E I, 53 A0 X vl 38 0 PR Fe 3 B e o g
LA 2 R SOR  FE IR A A B B VD IR YT B
it 358 T B O AT A AR VAT R

ARGER R 2 HIGTT RS 2 h I 45 HE I pE
BEAR I 2T 25 (17K SF & TC TG LDL-C |, JR 25 FH HEi %
BUN UA 7K 35 B i F A%, GFR B @ 7 i, FLW SR 4]
ORI TR R, 5TE IR R, It
SE I ULEH  BERIREIKIE A 1546 51 EOR VP IR R
T DRI B 9 T A SR A IR | I P B PR R HEE R i
B IIBE . T AE PR K v HE AT i i A
EBENIRE-T & | RN £ R REN S B i
AR ER 22 G0 0L REATR , B 0 00 30 3 7 2 A5 B el s, i
AP L 5 AR ) RE G I 0 U 30T /NS P A —

IR R s B 2 W T, 1T AR L R 20 X
2 W0 TR AL, 08 PROBE-FIE L J8 o0 , 2 177708 28 B3R AER L 11
F, ZEMCIERE 3% hn GLP-1 32 {8 30 70 B R0l ik
SERI VR T IE 5 A ML, B 6% 1 — 20 B 3 e e 1 R AR
BB RERIFE FH , BEAIK W% | i A 7K - B bR AR 1
B, PR R IR R TR

M AEWE RIS B 9 1 R AR R R R v i
FARFN Hop TGF-B, (1L-6 TNF-o Sy i K % WL
(RIE A IR, 2 TIF9E B TL-6 504 BROG TR0 78 5 A8
) A e R B Y] TNF-o0 BEAEIE L A T IR S8 S
P03 7 A B A2 L EE AR P L B2 B/ N U A
ST E; TCF-B, 5 2 Fh R PEBNG I K A LR %
Y1, HoACF Th i 388 4 0 R 1) S 20 . AR IR
IR ,2 HRYT G LG TGF-B,  IL-6, TNF-o 7K - 34 B i
FEARS , ELOURER I X B AL . A s, T BB Py
IRAR B R A 2 K U MR RT 7 fFol DR B e 1 I AR
AR VB FB A M O, AR G T B M RO 48 1 iy
HSZIE AN B . S5 AR IR R, 2 HEEHE AR
FI H A2 S TG 2 B S, X AR IR AE IR AR B R B
BOKUDIRIR YT B9 B Al F 38 fin B hows IR HE A R
L, HEEROBERK B B 6 BA G B D Re /R T (25
Sy 3 AR WS 5 5 B AN I, DRI PR 07 FH o 1 %o 28
BRI LS T R T IR YT .

25 LTI BERDRE KI5 35 46 51 R 7 R RS R
9o B , V1T A R KA IV 4% 1 PR 7K B R AR R
AU AR ML SN, A AR B RE , VA I, BE (kb
PRI B i — 20 R, AR AR AR SR AHE
A A AT B2 S B ST 4 S B AR, R T AE
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15 57 BT BB 3 05 IncRNA MEG3 . miR-223 7k -
51 3 3 BkES 1k 09 A5 5 P 0 By

Z’}E;% 1i§%%1}£/\ 7t1 ;’I":!\_:‘!i%’%&%

FEBIH « FERT H AR R4 (XGKJ2021010085)
YR BT : 432000 G Z20E%, B IURHBE K 2= B8 22 R = B B A P RE
WEES : i12E, E-mail ;xs10250510@ 163. com

[# E] BM HIPEEENT R E O K5 IEHRTS RNA MEG3 (IncRNA MEG3) . f§/)» RNA-223 (miR-223) /K
F5IE ESKESIL(AAC) FIE R, Ak HEEL 2020 45 9 H—2021 4 9 H aliURH A2 B s 22 188 e '8 I I BHIGA
HIIEREE T B 100 FERRFFE G MR IR CT K 25 04 43 AAC 41 52 fIF1E AAC 21 48 il ; [RIETH AAC 20
BB R AAC WA 31 RIS AAC A 21 fil, SRASERIZEGE & PCR LK 2 4117 IncRNA MEG3 \miR-
223 ik, Pearson 5 Spearman JEPPARIE BB HT AAC 3 LT IncRNA MEG3 \miR-223 55—l K A= fb 36 4 i AR
Ktk ,ROC RPN 113 IncRNA MEG3 \miR-223 X JE RS 1 8 8 & A= AAC A T {6 5 SR A Logistic [11 95347 15 A%
BHTRERLE AAC HZME R, &R AAC AR BRI L) ek (P) 8 330K 16 3T-53 Xl i IncRNA MEG3
BEFIE AAC [ 1(y*)/P=6.465/ <0.001. 5.364/0.021.2.639/0.010.31.766/ <0.001.8. 428/ <0.001] ,25-¥2 4/t
% D3 K miR-223 ik T3k AAC 4 (/P =14.847/ <0.001.8.461/ <0.001) ; H BF AAC TF4H [ % IncRNA MEG3 }
JE E SRS o = TR AAC WA, IS miR-223 Ik F42 5 AAC 4 (¢ =5.728.19. 959.6.934, P ¥ <0.001) ; &
&M AAC H3 17 IncRNA MEG3 5 miR-223 KSFE-E fAHK (r= -0.552,P <0.001) ., JEAEIEMNT AAC A FIE B
PRI I SRS 4k 3T 73 5 IneRNA MEG3 £ iE AH ¢ (/P = 0. 513/0. 004.,0. 496/0. 010.0. 504/0. 008.,0. 522/
0.001) ,5 miR-223 R HAAE(r/P = - 0.502/0. 006, —0.495/0. 010, —0.491/0.009, — 0. 514/0. 003 ) ;25-¥2 4k k= &
D3 5115 IncRNA MEG3 £ 6426 (+/P = -0.512/0.008) , 5 miR-223 S A1 (r/P =0.514/0.006) . IfiL7# IncRNA
MEG3 \miR-223 J — 5 154 T A IS A7 £ 5 &4 AAC 28 T i AL (AUC) 435124 0. 898.,0. 823.0. 942, —H XA
TN = TSI B (Z/P = 1. 667/0. 048 2. 441/0. 007 ) ; IfiL35 IncRNA MEG3 7K F-Fh 5 /2 5% Wi I8 B 17 18 3 & A:
AAC [ 7 FE % T 22 [ OR(95% CI) =2.648(1.445 ~4.852) |, miR-223 /KT B HAR I R 22 [ OR(95% CI) =0. 884
(0.830~0.941) ], £5i® IncRNA MEG3 miR-223 435Il I8 BB At 5 & 42 AAC Rl Sr 52 i B A P 46 A AR b
A BTN AT B AAC Y& A RO R

[x8iA] MRSk EIEENT ; KA dEgntd RNA MEG3 ;7 RNA-223 s df ¢ 1

[FESES] R459.5 [ Hk$RIRAE] A

Correlation between serum levels of IncRNA MEG3, miR-223 and abdominal aortic calcification in peritoneal dialysis
patients Li Tao, Xie Sai, Yu Dianyuan, Jiang Zhifeng, Li Dan. Department of Nephrology, Xiaogan Hospital, Wuhan Uni-
versity of Science and Technology, Hubei Province ,Wuhan 432000, China
Corresponding author: Xie Sai, E-mail; xs10250510@ 163. com
Funding program: Xiaogan Natural Science Foundation (XGKJ2021010085)
[ Abstract] Objective To investigate the relationship between serum levels of long chain non coding RNA MEG3

(IncRNA MEG3), microRNA-223 (miR-223) and abdominal aortic calcification (AAC) in peritoneal dialysis patients. Methods

From September 2020 to September 2021, 100 peritoneal dialysis patients admitted to the Department of Nephrology of
Xiaogan Hospital affiliated to Wuhan University of Science and Technology were selected as the research objects. According to
the results of abdominal CT, they were divided into 52 AAC patients and 48 non AAC patients. At the same time, the patients
in AAC group were divided into mild AAC subgroup (31 cases) and severe AAC subgroup (21 cases). The expression of serum
IncRNA MEGR and miR-223 in the two groups was detected by real-time fluorescent quantitative PCR. The correlation between
serum IncRNA MEG3 and miR-223 in peritoneal dialysis patients with AAC and general data and biochemical indicators was
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evaluated by Pearson or Spearman methods. The predictive value of serum IncRNA MEG3 and miR-223 in peritoneal dialysis
patients with AAC was evaluated by ROC curve; Logistic regression was used to analyze the influencing factors of AAC in peri-
toneal dialysis patients. Results Age, diabetes ratio, phosphorus (P), abdominal aortic calcification score and serum IncRNA
MEG3 in AAC group were higher than those in non AAC group [7(x’) /P =6.465/<0.001, 5.364/0.021, 2.639/0.010,
31.766/<0.001, 8.428/<0.001 ], 25 hydroxyvitamin D3 and serum miR-223 were lower than those in non AAC group (t/P =
14.847/<0.001, 8.461/<0.001); Serum IncRNA ME@ and abdominal aortic calcification scores in severe AAC subgroup were
higher than those in mild AAC subgroup, and serum miR-223 was lower than those in mild AAC subgroup (¢ =5.728, 19.959,
6.934,P <0.001); There was a negative correlation between serum IncRNA MEG3 and miR-223 levels in AAC patients under-
going peritoneal dialysis (r= —-0.552,P <0.001). Age, diabetes, P, abdominal aortic calcification score of AAC patients under-
going peritoneal dialysis were positively correlated with IncRNA MEG3 (»/P =0.513/0.004, 0.496/0.010, 0.504/0.008, 0.522/
0.001), and negatively correlated with miR-223 (/P = - 0.502/0.006, - 0.495/0.010, —0.491/0.009, -0.514/0.003); 25
hydroxyvitamin D3 was negatively correlated with serum IncRNA ME@ (»/P = -0.512/0.008) and positively correlated with
miR-223 (#/P =0.514/0.006). The area under the curve (AUC) of serum IncRNA MEG, miR-223 and their combination in
predicting AAC in peritoneal dialysis patients were 0.898, 0.823 and 0.942, respectively. The combined predictive value of the
two was higher than that of single prediction (Z/P =1.667/0.048, 2.441/0.007); The elevated level of serum IncRNA MEG3 is
an independent risk factor for AAC in peritoneal dialysis patients [ OR (95% CI) =2.648 (1.445 —4.852)], and the elevated
level of miR-223 is a protective factor [ OR(95% CI) =0.884(0.830 —0.941)].Conclusion LncRNA MEG3 and miR-223

are independent influencing factors of AAC in peritoneal dialysis patients respectively. Detection of the changes of these two

indicators can help predict the occurrence and severity of AAC in peritoneal dialysis patients.

[ Key words)

lation

JEIEEAE BT TV 7 2 A B A , (H HR T 2o A v
Se BN A A S I A RE R A Ak 25 i A
Jfe e R LR 005 1 2995 236 L DR A AT A 8 T
6 a8 B B2 35 18 3 3h ik 45 1k ( abdominal aortic calcifi-
cation, AAC) Je: i R 2 5 5G4 A0 o I BE AR 4
RNA MEG3 ( long non-coding RNA MEG3, IncRNA
MEG3 ) 7 J8 4 b &8y % UL, W] 3d 5 94 99 3 /) RNA-
1930-5p( microRNA-1930-5p, miR-1930-5p ) /IE & & H
1filJ7 Trithorax ZZji% 1 ( mixed lineage leukemia Trithorax
1, MITeL ) iy, 5 3500 13 10 F ol sk 10 65 P Bz 2400 i ) o e
RS 5/ RNA-223 ( microRNA-223 , miR-223 ) & —
i 55 5 S B VAR G Y miRNA, R 38 5 18 45 1 48
VUL 40 Bl S BO™ A SR B O AT R i
IncRNA MEG3 .miR-223 15 Ifil 45 45 £k i) AH & 1 B A1 1t
BRZ A FE R IE , B, AR SCE TR AR IR I A R
IncRNA MEG3 .miR-223 5 AAC FyAHH:, BT
1 #ABREHE
L1 mPR%ORE #EH 2020 4F 9 H—2021 4F9 H #il
FHE R 7 B T 22 R B e B R A R 118 R s A S
100 S RIFTERS G, M 4R 16 R 375 A 26 25 2 75 Y B AAC
430 AAC 41 52 fi] (52. 00% ) Al AAC 4] 48
(48.00% ) o2 ZHAE 5 A4 57 555 45 £ ( BMI) 325 #7 B[R] |
Wi 5 (SBP) (75K (DBP) (i I B 2 28 B

Abdominal aorta calcification; Peritoneal dialysis; Long non-coding RNA MEG3; microRNA-223; Corre-
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GiitF B X (P >0.05), AAC ZHAFRY B ERI L ) | i
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253742 D3 IR F4E AAC4H (P <0.01), iLE 1,
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FIE B ARG R BB A 1.

1.2 Bl gEbrifE (1) g9 A bR O 2 1 15
Mr=3 HE; QB — MR T4, 1 A~ H AR
FHBEE AP 300 ) 390 B H At o Y il iR & . (2) HE
FrAmite : O BN A B 07 50 TR s ol Sk ik e sl 3
OZER AL N AN Y P R o LN R
s A G RGBT AANE , TCRk LA o8 B
HKHE.

1.3 WFEbR5 ik

1301 I ARG RHISCAE B A A48 b i « i 18
S A BMI 3% AT HsF () WS048 & i L gl P
PRI 8 B B IKES Ao B 2 T A — Mk, R A
Cobas 6000 %I 4= [ 3fj £ 4k 43 A AN (3 - & [RA H) K
M Ca P HDL-C LDL-C . TC.TG Hb Alb /K-, % Fifiti
I G2 W B ( ELISA ) I A 25554825 2 D3 /K-, 4%
I & (B A R A BRA D) BB A THRAE .
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R 1 3 AAC A AAC I ARPERE BB AL FE bR HL
Tab.1 Comparison of clinical data and biochemical indicators between non AAC group and AAC group

mHoOH JE AAC 4 (n =48) AAC 4H(n =52) /¥ i P Y
B (% ) ] 24(50.00) 25(48.08) 0.037 0.848
AR (R x5, %) 50.76 +12.58 65.48 +10. 14 6.465 <0.001
BMI(x +s,kg/m?) 22.95+ 3.14 23.07 + 3.05 0.194 0.847
TR (2 £, 1) 45.48 +12.74 48.26 +15.18 0.988 0.326
SBP(x +s,mmHg) 132.47 £13.26 135.29 +14.09 1.029 0.306
DBP(& +s,mmHg) 82.64 + 9.72 85.20 £9.85 1.307 0.194
B E (% ) ] 43(89.58) 45(86.54) 0.219 0. 640
BRI (% ) ] 2( 4.17) 10(19.23) 5.364 0.021
PRI 5] (% ) ] L R 13(27.08) 10(19.23) 1.732 0.785

T PR 18(37.50) 19(36.54)

B /NERE 15(31.25) 19(36.54)

EZ 1 1( 2.08) 3( 5.77)

A BE P B 1( 2.08) 1( 1.92)
B A [ (% ) ] 0 2( 3.85) 1.884 0.170
HDL-C (% %5, mmol/L) 1.02+ 0.21 0.96+ 0.20 1.463 0.147
LDL-C(x £s,mmol/L) 2.24+ 0.70 2.25+ 0.68 0.072 0.942
TC(x s, mmol/L) 4.05+ 0.52 4.12+ 0.58 0.634 0.528
TG(x +s,mmol/L) 1.27+ 0.42 1.32+ 0.54 0.514 0.609
Hb(x +s,8/L) 96.43 +20.04 98.75 +18.72 0.599 0.551
Alb(x 5,8/L) 35.93 = 2.76 34.86 = 3.45 1.704 0.092
P(x +s,mmol/L) 1.24 = 0.31 1.43 £ 0.40 2.639 0.010
Ca(x +s, mmol/L) 2.02+ 0.29 2.04% 0.27 0.357 0.722
25-¥24E4: 2 D3 (x +5,nmol/L) 12.46 = 3.01 5.42+ 1.56 14.847 <0.001
2 B IKES TP (% +5,4)) 2.06+ 0.43 6.56+ 0.89 31.766 <0.001

1.3.2 i3 IncRNA MEG3 ,miR-223 7K 460 - g 4
S W IESE B A A AN I R s I i ki 5 mll, %
MRCE 30 min, B0 IR LT IT BT - 80°C R AE.
RNA 2GR & (AL BB 98 A= R A BR A R ) 42
HUEL RNA 5, 42 B i s iR & (AL s s A= W BB
ABRAE]) U BT AT HEAT B S L cDNA K75 31 Y
cDNA ¥ i 38 12 7500 Y SE A9 % & PCR AL (£ H
ABI 25 )) #1135 IncRNA MEG3 . miR-223 ik, H
SIFHIILER 2,

%2 IncRNA MEG3 .miR-223 }7 N2 GAPDH U6 5|#) 7%
Tab.2 IncRNA MEG3, miR-223 and internal reference GAPDH,
U6 primer sequences

e liEs Y ElR]

miR-223 5'-GTGAGAGTCCAGTATCG 5'-GCGAGACAGATTGCCT-
CCGC-3' CACTAC-3'

U6 5'-GCACGGACATGATACAG 5'-TGGTATCACCGGCACTC-
CATC-3' CGTGTC-3’

IncRNA MEG3 5'-GTGGCAATGTACGCAG- 5'-GTAGCAGCGAACGTCGC
GAAG-3’ GACA-3'

GAPDH 5'-CGACGCCTGGAGATCA- 5'-GGTCGGCGACACTCCGA
CACA-3' TCA-3’

1.4 AACTPRS Rl B R s A S 3 42 52

CT ki ARSI 3 b1 7 IX 1 3% K 17130 Hufiy
BEH R AACY s 18 S BKASALIES B a2 - AR Kaup-
pila 21 2 B> R G HEAT IR IR UMY L1 ~
4 AT BNE SR ETRE |5 BEES AL i ) AR AR
B R EE T 1 0 Gull <1/3) 2 43 (i
Bl 1/3 ~2/3) H13 40 (G >2/3), MAE4> K0 ~ 24
51, U EB KT >4 i E O EREE AAC, &
MR RE AAC, HRYER AT 245 906 AAC 4L E 0 N E
FE AAC P20 21 | FI5%E AAC .20 31 151,

1.5 Seitegdrik SR SPSS 23. 0 #4434l .
EASTBT R & £5 o, 4L LR ¢ K
B BB UIUR % (% ) Fe s, dLIA] H BRI X
K5 ; 5k FH Pearson 7 5%, Spearman 7 31 i JI5 155 A7
AAC B 3% IncRNA MEG3  miR-223 51ifs PR %8 &
AT FR AR OCHE: s R 321038 TAEFRIE 2 (ROC)
FEM I3 IncRNA MEG3  miR-223 % i JE35 b7 B % &
A AAC [ FUI A B, 42 T BL(AUC) iR A Z
K46y 5 K FH Logistic 8115 43 My i B33 #r 8 # & 42 AAC
R R, P <0.05 h2EFA 5 L.

2 &% R

2.1 4E AAC 41F1 AAC 4117 IncRNA MEG3 , miR-
223 KF L E AAC 411 3E IncRNA MEG3 & F 3
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AAC 4, ML3E miR-223 £ FIE AAC 41 (P <0.01), i
#*3,

F3 AE AAC Z1H1 AAC ZHIMLYE IncRNA MEG3 \miR-223 7K
B (x29)

Comparison of serum levels of IncRNA MEG3 and miR-
223 between non AAC group and AAC group

Tab. 3

4 Bl Gk IncRNA MEG3 miR-223
Ik AAC 4 48 1.01 £0.21 1.01 £0.20
AAC 2 52 1.46 £0.31 0.68 £0.19

t{H 8.428 8.461
P1E <0.001 <0.001

2.2 HEE AAC W G2 AAC W4 Il 75 IncRNA
MEG3 ., miR-223 7K *F- b #%  H JE AAC W2 44 I ¥
IncRNA MEG3 & T4 AAC W4 (P <0.01), Il i§
miR-223 X T4 AAC W4 (P <0.01) , L3 4,

R4 BBEF AAC AHE FE AAC 4113 IncRNA MEG3 \miR-223

IRFIEE ()
Tab.4 Comparison of serum IncRNA MEG3 and miR-223 levels
between mild AAC group and severe AAC group

MRl [k IncRNA MEG3 miR-223
TR AAC W4 31 1.26 +0.24 0.82+0.19
I AAC 4] 21 1.76 £0.39 0.47 0. 16

{5 5.728 6.934
Pl <0.001 <0.001

2.3 AFNEAH AAC RS i HE AAC WA &
KA T4 8 AAC 2 (11.30 = 1.75) 4%
vs. (3.35+0.61)4%](1=19.959,P <0.001) ,

2.4 JERSEHT AAC B IME IncRNA MEG3 . miR-223
SIGIRGOR S A8 bR A G Pearson 543 #7145
R, B ENT AAC & L7 IncRNA MEG3 5
miR-223 2 A1 % (r = - 0. 552, P < 0. 001),
Spearman {5 & Pearson 73 7 45 2R 7w, [ I 37 A
AAC B Z LG IncRNA MEG3 5446 Wi s L 17
FRNWKEGAIE o R IEAH G, 5 2544 R D3 A
K(P<0.05) ;13 miR-223 5444 W IR B IE &
SIS R A OG5 255 4R 4E 2 D3 2 IEAC
(P<0.05), W75,

2.5 i3 IncRNA MEG3 .miR-223 7K T i JiE 535 #7
BERE AAC M DIEBRSEI A RS EE
AAC R &2 5, LLUMLE IncRNA MEG3 . miR-223 }%
TR PO MERAE A A 55 AR B, 23] ROC i £k 45
R, 1% IncRNA MEG3 .miR-223 % — & B4 Wi g

T 8 # A A2 AAC 1 AUC 351 0 0. 898.,0. 823
0.942 , “ KA TN IR BEE M /6 8 2B AAC B f
KT BIH (Z/P = 1. 667/0. 048 2. 441/0.007 ) , i,
*6.K1,

R5 WEEENT AAC BE L7 IncRNA MEG3 \miR-223 5 —j§

ORI A AR AR B R DG
Tab.5 Correlation between serum IncRNA MEG3, miR-223 and
general data and biochemical indicators in peritoneal dial-

ysis AAC patients

o e mre g DB MRS
fis A T T
IncRNA MEG3 r{§ 0.513 0.496 0.504 -0.512  0.522

P{H 0.004 0.010 0.008 0.008  0.001
r{H -0.502 -0.495 -0.491 0.514 -0.514
P{H 0.006 0.010 0.009 0.006  0.003

miR-223

1: 0

_____

— IncRNA MEG3
— miR-223
----- A

0.2} :
— ZHY

0.2 0.4 06 08 10
1 57

B 1 i IncRNA MEG3  miR-223 7K - F ) i [ 325 A 58 2
H: AAC |9 ROC ik
Fig.1 ROC curve of predicting AAC in peritoneal dialysis patients
by serum levels of IncRNA MEG3 and miR-223

%6 L7 IncRNA MEG3  miR-223 /K V-1 I i [ 175 #r s %
A AAC IE
Tab. 6 the value of serum IncRNA MEG3, miR-223 levels in pre-

dicting AAC in peritoneal dialysis patients

HUBEE FiStEE g
H
0.898 0.840 ~0.956 0.827 0.854 0.681
0.823 0.738 ~0.909 0.769 0.792 0.561
0.942 0.901 ~0.984 0.885 0.856 0.781

SEE=A
B

Cut-off {§ AUC 95% CI

IncRNA MEG3  1.18
miR-223 0.84
—SE —

2.6 Logistic [0 J9 73 # I I 15 #r (34 % 2 AAC (932
M ER LA BEENT S F R A A AAC A AR &,
LA R P A GE T SRR B IneRNA MEG3 |
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miR-223 A% OBE IR (B 25-F2 AR R D3 S H AR R
P17 Logistic [HIJ9 434, 55 7R IncRNA MEG3 5 3%
IR A IR 3% B BB 3 AR AAC 1y kST fE B R &R
(P<0.01) ,miR-223 &k Z M IE AT B & E
AAC AR (P <0.01) , K 7,

7 Logistic [ 34 IR IEENT B A A AAC BRI PR
Tab.7 Logistic regression analysis of influencing factors of AAC

in peritoneal dialysis patients

ATlSES B1H SE{i Wald{i P{i OR{E 95% CI

IncRNA MEG3 & 0.974 0.309 9.932 0.002 2.648 1.445 ~4.852

miR-223 & -0.123 0.032 14.846 <0.001 0.884 0.830 ~0.941
LNICYN 0.265 0.226 1.379 0.240 1.304 0.837 ~2.031
W DRI 0.097 0.130 0.558 0.455 1.102 0.854 ~1.422
v 0.160 0.164 0.947 0.331 1.173 0.851 ~1.618

25- 142 D3 i 0.127 0.248 0.261  0.610 1.135 0.698 ~1.845

34 i

BEAERFSE B, A0 & 0 | 1 A K - L 46 1k
DA AW T RS- 1K= L AR =T
1 B A T AR P R B K, e I A A Ak
BRI RERE AL BERIE i M g A L CT Ay A
LA A 08 FH T B, AR S W BE 4 43 B 38
BT LA 45 AL B B HEA T TS . ASHFSE i@ AL CT
Ko As 25 5 % B, 100 191 I 13 A7 58 3% b, 52 49 2 A=
AAC, H R A3 52.00% , 5 SCHRARGE I AAC K%
A BRI CT R AU 5 5t EL 2 14 i i i i
T 25 35 S 0 0 XU, S RGP 2 B PR
T — SRR R HE A RCEL B B A AL B R

miR-223 7] 3 i A0 A8 B A I 4 SF- T LA
., ST e LA M F) S5 s e A A L sk
FA B Bk, miR223 T AR 46 M I, Bk
miR-223 b il 45 R P Sz K F T i, [R) B 2 B
K RERE AL R I JE . Zhang 251 B ST 45 5 B, 40
H £ T T S 0N B2 DI RE A5, IncRNA MEG3 A 1) 6
miR-223 TIfE , BB I 45 56 PE AR AL T, 17 S B0 e
IIREREERS , Lt Sh K RERE AL TR . ACHIFSE 45 A%,
535 BT £ L3 IncRNA MEG3 J5 \miR-223 &A%
AR AAC R X, LA SGIESS AR/R — % T Bk
15 ACC il kR &3 RIE . MR Bt
W], IncRNA MEG3 [ AT L3 s (2 9F P 2 40 it 436 o
VRS MLAS P B A5 075 , T Al -t A 308 3o 18 2 M A1 T 12
AT, 454 BE AL RS S A BF 5 4% Sl , 3
G BB AR I 5375 AT £ 2o 8 o R A S e K T
PR IncRNA MEG3 33k H IR B2 1E T 5,

IncRNA MEG3 7 1] J 72 0 32 Al miR-223 fiff Ho 36 1k 7k
SPFEAR 2 T 10 <) LA PN B 200 P 14 B A% B 1t
EWOIEE IS

WA MREASBIF S AR DG B 22 R R 25 R ik — 2D 4
I IncRNA MEG3 \miR-223 7 S4E#4 i PR 25 R 25 4
K ABAT A ST T AR B PR S5 I ZRAY 2 > AAC A
Y, H5 AR OB R 25 N A L, IncRNA MEG3
miR-223 5 AAC KA YA G & o ARAE5E ROC il
LA R — 2L RS K ML TE IncRNA MEG3  miR-
223 JK A7 B T 10N R B G A AR kA AAC, 2
IncRNA MEG3 Iffi 5L{E > 1. 18, miR-223 s AL{H < 0. 84
I, R BT HR A AAC 4 XU 858 v, ) 4 7 I PR
P i — 25 B A 32 W, SR BOR B it e A1, i
IncRNA MEG3 .miR-223 fEAN[R] B2 AAC &
eIk 22 S M — A0 3R W P 98 An AN (U RE AT R0 700
AAC By &4, 1 H IncRNA MEG3 J} 75 . miR-223 [&AI
ARG ACRR BN , A5 A A RIAL AT 1 SE Al
GRS

Zi BT IR, WE S A R E T AAC B R A R
52.00% , &4 AAC 1Y 8 5 & M1 R & 7S IncRNA
MEG3 F} 75 . miR-223 F&{%. IncRNA MEG3. miR-223
A BRI TR A BT S KA AAC AR S (HA
BRSSP A T AT (AT o o — 2B DA . AT, 32903
KRR, A ZE R AR REHEBR A A5 AL A A G I R
S e P AR A HEBR T R B2
P 2 58 < P A AR 7 WO 25 i
EEmE=R

F & VOIS, SV 8 SRS SR 4R
WFTE R, o AT S e e SO A T i B
AT FE I, BORHE AR BB 1 S0k
&% 3k
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IfiL 7% miR-301a . miR-197 5 GDM H 2 48 40 i X 1~ 1)
FA G B 0 4 Wik &4 JRy 59 ROC 3 #r

FEF RGNk, REH, W

FBUH WA AT AT RIS E (19A200009)
YERF AL : 570311 g 01, G B 2 Be 35 — Wi Jm B e 7~ Rk
BEVES : #i—#, E-mail : hanyx11@ 163. com

[# ZE] HBH# HTMmE#HN RNA-301a(miR-301a) \miR-197 L5 4F 4R B 8% JR 5 (GDM) f8 35 48 M 41 i Y+ 1)
FHOCHE BTN AT YR 45 )Ry 0 32 188 TAEFRE M2 (ROC) 38, ik HEH 2020 4F 1 A—2021 4F 1 A Fifgmg B2 2= B 26
BN R B B R T A IR IR 12 GDM 220 45 5 R AR AL, -1 B AT R 45 )R 43 O AT 4 25 B AU KR4 20
8], 53 3 BB I) B I 7 1R [ 7™ A -0 B e £ S 2 ) 45 R et REZH A 2 20 28 0 (A 4 M 11450 ( WBC) A2 UL i miR-301a.
miR-197 (A2 -1 (IL-1) IL-6 , il 98 SR BE K F--o ( TNF-a ) . C 2 i 25 [ ( CRP) 7K -, 2R i Pearson 54347 Ifil 7 miR-
301a.miR-197 5 WBC.IL-1 IL-6 \,TNF-o.,CRP f#¥4H 3¢ : , Logistic [T 43 BT 5% 1 GDM £ 5 (5 YR 245 )= 1) fa s[5 22, 28
ROC £ 434713 miR-301a . miR-197 X} GDM BFMLIRZS /A FMANE . &R WERA N miR-301a = FXT R4,
miR-197 I F X BEZH (¢ = 16.542 .75.445,P #4 <0.001 ) , WBC J% IfiL i 1L-1 ,1L-6 . TNF-o, CRP 7K 5734 5 F X R4 (¢ =
9.297.40.910.31.633.14.860.12.258 ,P ¥4 <0.001) ; [l i§ miR-301a 5 WBC . IL-1 IL-6 . TNF-o, CRP 7K F- 2 1F AH 3¢
(r/P =0.523/ <0.001.0. 542/ <0. 001 .0. 325/0. 009 0. 196/0. 002 0. 145/0. 034) , Ifi. 7% miR-197 5 WBC.IL-1.1L-6
TNF-a.CRP 7K R A (r= —0.251, -0.673, -0.374, -0.258, —0.546, P #J <0.001) ; IfiL 7 miR-301a & 33k .
miR-197 (X FE 20 GDM (B # I IR 45 JR i s 7 fE B PRI Z [ OR (95% CI) =22. 692 (2. 056 ~250. 385) . 12. 833
(1.143 ~144.119) ] ;1178 miR-301a, miR-197 J — & B4 T GDM R I 4R 45 = 1 AUC 435124 0. 785.0. 804,
0.954, —H AT AUC 525 F 2Tkl (Z =5.239.4.263 P 14 <0.001) , &3¢ 1075 miR-301a . miR-197 {5
B P3R5 AR RN PR 10 & A2 R A G, 3 BB A T T T 4 R 485 = A (B 5 18, RITAE SR o7 4 R 0T ks 1)
HEEM

[K8ER] WL ORMIBEIRG ; i)y RNA-301a; 4/ RNA-197 5 S M4 IRl s AH G 5 A R 45 )
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Correlation between serum miR-301a, miR-197 and inflammatory cytokines in GDM patients and ROC analysis for
predicting pregnancy outcome Wu Haifang, Zhang Haibo, Huang Sujing, HanYixu. Department of Obstetrics, Second Af-
filiated Hospital of Hainan Medical College, Hainan Province, Haikou 570311, China
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[ Abstract] Objective To explore the correlation between serum microRNA-301a (miR-301a), miR-197 and inflam-
matory cytokines in patients with gestational diabetes (GDM), and to analyze the receiver operating characteristic curve (ROC)
that predicts pregnancy outcome.Methods From January 2020 to January 2021, 45 pregnant women with GDM who were di-
agnosed and delivered in the Obstetrics Department of the Second Affiliated Hospital of Hainan Medical College were selected
as the observation group, and were divided into 25 good subgroups and 20 bad subgroups according to pregnancy outcomes. An-
other 45 healthy pregnant women who were delivered in the hospital during the same period were selected as the control group.
White blood cell count (WBC), serum miR-301a, miR-197, interleukin-1 (IL-1), IL-6, and tumor necrosis factor were detected
in the two groups of pregnant women- « ( TNF-at), C-reactive protein (CRP) level, serum miR-301a, miR-197 and WBC, IL-
1, IL-6, TNF-a¢ were analyzed by Pearson method,Correlation of CRP, logistic regression analysis of the risk factors affecting
the pregnancy outcome of GDM patients, and ROC curve analysis of the predictive value of serum miR-301a and miR-197 on
the pregnancy outcome of GDM patients. Results The serum miR-301a in the observation group was higher than that in the
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control group, and miR-197 was lower than that in the control group (r =16.542, 75.445,P <0.001). WBC and serum IL-1,
IL-6, TNF-a, CRP levels were higher than those in the control group ( =9.297, 40.910, 31.633, 14.860, 12.258,P <0.001).
Serum miR-301a and WBC, IL-1, IL-6, TNF- o, CRP level was positively correlated (#/P =0.523/< 0.001, 0.542/< 0.001,
0.325/0.009, 0.196/0.002, 0.145/0.034). Serum miR-197 was associated with WBC, IL-1, IL-6, TNF- o, CRP levels were nega-
tively correlated (r= -0.251, -0.673, -0.374, -0.258, —0.546,P <0.001). High expression of miR-301a and low expres-
sion of miR-197 in serum are independent risk factors affecting pregnancy outcome of GDM patients [ OR(95% CI) =22.692
(2.056 —250.385),12.833(1.143 - 144.119)].The AUC of serum miR-301a, miR-197 and their combination in predicting the
pregnancy outcome of GDM patients were 0.785, 0.804 and 0.954, respectively. The AUC of their combination was higher

than that of single detection (Z =5.239, 4.263,P <0.001).Conclusion

The abnormal expression of serum miR-301a and

miR-197 is related to the occurrence and development of gestational diabetes. The combined detection of miR-301a and miR-

197 is of high value in predicting pregnancy outcome, and can be used as an important target for the treatment of gestational

diabetes.
[ Key words)

Pregnancy outcomes

IR BE R % ( gestational diabetes mellitus, GDM )
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5 IF O3 W A R 4 45 19 g X BREH . 3 A AR IR T
AR AR SRR 25 S G AR (P >
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“ULIRA IR IS AT B (2014) "1 shRISE IS Wibs
#E,0.1.2.3 h A FR{E SR 5.3.10.0,8. 6,
7.8 mmol/L,2 KU EBFE = EAREELZ MR
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Tab.1 Comparison of three groups of general data
W B AR ﬁiﬁ%}‘z’é?& #”}ﬁz
(%) (kg/m?) (kg/m*)
pOpita:] 45 28.22 £3.12 21.15+2.34 38.02 £1.01
SRS 25 29.01 £2.03  21.95+2.01 37.56 £0.96
ARTAH 20 29.13x2.11 22.04+2.43  37.92x0.85
F 1y 1.149 1.543 1.867
P& 0.322 0.220 0.161

1.3 WM bR5 vk

1.3.1 Ifii{E miR-301a miR-197 ¥ . %2414 24 ~
28 JEI I A 2s i ka5 ml, BB R M, SR
Trizol 127 £ 32 B RNA, LA Trizol 78018 &) )5 #
B, QEEDIVE IR UE RNA N A £E k2 — 2, Tk ( DEPC)
IR RNA, B RNA 2l 1 i, SR FH 30 7 st
FIEDK RNA 335 5% 5% Ok eDNA, BN IAREAR S 3 A~
L, LA U6 N Z I, miRNA Fak il 24 R, Hrh
ACt = Cyny — Clyg o B E AN ZE 2 KA R
1.3.2 WBC M Ifi% IL-1.1L-6 .\ TNF-o. CRP #0U; [
IR , SR FH TR B 728 W B3 4G ) TL-1  IL-6 \ TNF-cr |
CRP 7K 5 2R FH 4 [ sh 40 i 73 BT A ( sysmex XES00 ) ]
& WBC 7K. Rl & A 38 = RA Rl

1.3.3  4RUREE ) : G F ISR 4l 2 IR W AT IR 45 )5y , 4 U
S5 SR AR RJRFE A & A L e AR R BOR A L
FEE BT R IR RS A R 248 4™
IR, B B O K K A

1.4 ZeitJrik SR SPSS 24. 0 A Geit o ik
o FFEIESA TR FELL & =5 Fom, A R
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R ¢ K s THECSOR IR R (%0 ) i, 2] HE A
FH K5 5 R Pearson B34 1174 miR-301a ., miR-
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VA3 BT 52 0 e 4 S0 TR s R84 R iR 45 ) PR 3R 5 SR 52
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SAEGIEE L,
2 &% R
2.1 2 1% miR-301a . miR-197 /K b WL

L miR-301a 5 F X A4, miR-197 fIE FXS HE£L (P <
0.01), M3k 2,

R2 XHRA S WEH P H I miR-301a, miR-197 K-
gL
Tab.2 Comparison of serum miR-301a and miR-197 levels be-

tween the control group and the observation group

(xxs)

) 151 % miR-301a miR-197

pogiE| 45 0.11 +0.01 7.02 +0.44

M 45 0.26 +0.06 1.86 +0.13
(fH 16.542 75.445
P 1A <0.001 <0.001

2.2 2 HRMENTIKFELLE  WELLH WBC M Ik
IL-1 \IL-6 \TNF-o. ,CRP /K- 2558 FXf Bi2H (P <0.01) ,
W3,

2.3 WMEMAMIRSS )R R4 25 FlEiREs R R
U, BRI TN R F A & A AN R4 20 ] A UR 25 )
AR HAp P g A = fa Wi 12 ], 7= 05 & A 7 pg gk
YT B, A LR A E R B,

CRP /KF- 2 AHIE(P <0.01) , WK 4,

2.5 52N GDM B F I iR4s i 2 K & Logistic Al
87 LA GDM BB MRS JRy M AR &, DL iR &5
P <0.05 3 H iy B A i A7 Z A &K Logistic [543
Br, SR R, % miR-301a & miR-197 FEAKY 2
0 GDM BB W iR AN BL45 R A Sr fa R I & (P <
0.05), .35,

RS W GDM BHEIRA RESRAIZH R Logistic [M1JH53 47
Tab.5 Multi factor Logistic regression analysis of the influence of

on the adverse pregnancy outcome of GDM patients

E- B SEfi Wadfi P1{i OR{H 95% CI

WBC & 0.486 0.2890 2.828 0.093 1.626 0.923 ~ 2.865
IL-1 & 0.655 0.337 3.778 0.053 1.925 0.994 ~ 3.727
IL-6 & 1.383 1.251 1.222 0.270 3.987 0.343 ~ 46.292
TNF-« 5 1.417 1.250 1.285 0.258 4.125 0.356 ~ 47.799
CRP & 0.169 0.101 2.800 0.095 1.184 0.971 ~ 1.443
miR-301a /& 3.122 1.225 6.495 0.011 22.692 2.056 ~250.385
miR-197 it 2.552 1.234 4.277 0.039 12.833 1.143 ~144.119

2.6 IfiL7E miR-301a.miR-197 Xt GDM 4 ik 45 =)
BT 22 ROC £ 45 1 W75, I i miR-
301a.miR-197 & —FH A TN GDM B # LIRSS )5 i
AUC 4351347 0. 785.0. 804 0. 954, — % 5 4 15 I (1)
AUC 8 F IR (Z =5.239.4. 263, P ¥ <
0.001), L& 1. .36,

F6 L miR-301a miR-197 X AEYRSS 5 () T A (1
Tab.6 The predictive value of serum miR-301a and miR-197 on

pregnancy outcome

2.4 [fil{F miR-301a miR-197 7K 5 2 40 il K 1+ A B Cuofffi AUC  95%CI  HURIE 55 Y;;‘;;“
=]
) N ) Ny — ==3 :
RS Pearson AHSCHENHT AR B/, MLIE MR- RG01aps 0.119 0.785 0.686~0.865 0.778  0.867 0.644
301a 5 WBC,IL-1,1L-6 , TNF-o, CRP 7K F & IF #H % miR-197 & 6.829 0.804 0.707 ~0.880 0.889 0.689 0.578
; . — g A _ -
(P<0.05) , [fli# miR-197 1§ WBC IL-1 .1L-6 TNF-a. —HEEA 0.954 0.888~0.987 0.911 0.907 0.8I8
F3 XA GWEAERER T AL (x+9)
Tab.3 Comparison of inflammatory factor levels between control group and observation group
M5l 1155 WBC( x10°/1.) IL-1(ng/L) IL-6(ng/L) TNF-a(pg/1) CRP(g/L)
Xt B2 45 7.25+1.52 98.63 = 8.52 67.52 +5.24 6.31£1.25 3.75 £0.96
W40 45 9.96 £1.23 189.63 £12.25 109.17 £7.11 12.07 £2.28 6.63 +1.25
t{H 9.297 40.910 31.633 14. 860 12.258
P1H <0.001 <0.001 <0.001 <0.001 <0.001
F4 IMIE miR-301a,miR-197 7K F-15 5 1 4 il PRl F-7K P A G 43 #r
Tab.4 Correlation analysis between serum miR-301a, miR-197 levels and inflammatory cytokine levels
5 H WBC IL-1 IL-6 TNF-a CRP
e
r{H PH r B PE rfE PE r{H PlE r i PE
miR-301a 0.523 0.001 0.542 <0.001 0.325 0.009 0.196 0.002 0.145 0.034
miR-197 -0.251 <0.001 -0.673 <0.001 -0.374 <0.001 -0.258 <0.001 —-0.546 <0.001
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Fig.1 ROC curve of serum miR-30la and miR-197 to predict

pregnancy outcome
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(# E] HH SVrEHERE D 2(SPON2) 78 il Bsw 40 A h i) 2k B Hx il A 40 s s AL A2 s mm . 77 3%
2021 4 1 H—2022 4F- 4 H P MmO B BE#EAT S0, 808k 2015 4 1 3 —2016 4F 12 7 ERe MMM T FARIBR Y

Jin Pt g 2L 280 B LT R 14 958 55 A SRR A 45 86 1%, R FH f 2 2l 23 Ak 2 3k (THC ) G 00 it Bt s £ 280 R T o 1) 9 557 21 40
SPON2 FRiA7KF-, 43 #r SPON2 f) 3R 3 55 il Ji g 28 38 1 ARG B 2 BRI TS B DG 3R 1% 9% i Mg 9 A M. AS49, 43
si-NC 2H (%% 4% NC siRNA) Fl si-SPON2 4 (#4344 SPON2 siRNA) , Western-blot #l 2 2H 41 it v SPON2 . 4 fa J& #A7& 11 D1
(Cyclin D) | 2 i J& 399 26 ARSI 4 ( CDK4) ()57 43 i 25 - 8 7 (MMP-7) \MMP-9 {19323k ; CCK8 S50 AR VR TE i 55
SO 2 ZH AR Y A TR RE 5 R A SR 2 2 0 AR S 30 s Transwell SEEGKTIN 2 ZHAMAAOHERERE ) . SR H9wos
LA, Bl RS20 SPON2 PR W25 1 (x* =5.821, P =0.016) . {ERlifRE T 428 T3 ~4 ] N 51
NI ~2 ] TNM 233 T ~ IV 398 3% rf SPON2 32354 F 5 T T1 ~2 N0 9. [ ~ 1 (}*/P =7. 481/0.006,5. 331/
0.021,9.139/0.003) , 5{kFeik SPON2 Ffiti 48 £ 35 L3R, =i 2R 35 SPON2 f il s /R 8 TE 5 22, 2 R B Geit 2
X (Y =4.877,P=0.027) , si-SPON2 ZH4i/{g P SPON2 [ iEM] & T si-NC 2 (1 =28.343,P<0.001), 5 si-NC
ZHHLHR, 5i-SPON2 41 A549 41 i f) 14 5 R e 7 RE 7 A1, 4 B 30 BHEL 72 GO/ G 1, cyclinDl CDK4 .MMP-7 MMP-9 %
KW, 2 FIE G FE (P <0.05) , 4518 SPON2 {Eifi iy v 223k R, mT e 1ok 845 4 it ) S99 06 2 1 I o
FEAH G BR FR 0  HRRE B TR RN RS BE T, T BB JR VAT I AR I O T R A

[E8ER) e AR 1 2 30800 545 s FE LRI
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Inhibition of proliferation and metastasis of lung adenocarcinoma cells by interfering with the expression of spinal
protein 2 Li Yanguang ™ , Ren Mingming, Niu Jieting, Tang Guojie, Sun Zhen, Kong Fanyi, Song Xiang. * Department of
Thoracic Surgery, Cangzhou Ceniral Hospital, Hebei Province, Cangzhou 061000, China

Corresponding author: Song Xiang, E-mail: yoursx@ 126. com

Funding program . Hebei Medical Science Research Project Plan (20211362 )

[ Abstract] Objective To analyze the expression of spinal protein 2 (SPON2) in lung adenocarcinoma cells and its
effect on the proliferation and metastasis of lung adenocarcinoma cells.Methods From January 2021 to April 2022, the ex-
periment was carried out in Cangzhou Central Hospital. 86 lung adenocarcinoma tissues and their paired adjacent tissue samples
were collected from January 2015 to December 2016, respectively. Immunohistochemical method (IHC) was used to detect the
expression level of SPON2 in lung adenocarcinoma tissues and paired adjacent tissues, and analyze the relationship between the
expression of SPON2 and clinical pathological parameters and prognosis of lung adenocarcinoma patients. Lung adenocarcino-
ma cells A549 were cultured and divided into si NC group (transfected with NC siRNA) and si SPON2 group (transfected with
SPON2 siRNA). Western blot was used to detect the expression of SPON2, cyclin D1, cyclin dependent kinase 4 (CDK4), ma-
trix metalloproteinase 7 (MMP-7), and MMP-9 in the two groups; CCKS8 test and colony formation test were used to detect
the proliferation ability of the two groups of cells; The cell cycle was detected by flow cytometry; Transwell test was used to
detect the metastatic ability of the two groups of cells.Results Compared with the adjacent tissues, the positive expression
rate of SPON2 in lung adenocarcinoma tissues was significantly increased (x° =5.821,P =0.016). The expression of SPON2 in
lung adenocarcinoma patients with T stage T3-4, N stage N1-2, TNM stage I[-IV was higher than that of T1-2, N0, I-1I,
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respectively (x'/P =7.481/0.006, 5.331/0.021, 9.139/0.003). Compared with lung adenocarcinoma patients with low expres-

sion of SPON2, lung adenocarcinoma patients with high expression of SPON2 have a poor prognosis, and the difference is sta-
tistically significant (x° =4.877,P=0.027). The expression of SPON2 in si-SPON2 group was significantly higher than that
in si-NC group (¢ =28.343,P <0.001). Compared with the si NC group, the proliferation and metastasis of A549 cells in the si
SPON2 group decreased, the cell cycle was blocked in Q)/Gl phase, and the expression of cyclinD1, CDK4, MMP-7, and MMP-
9 decreased, with significant differences (P <0.05).Conclusion The up-regulated expression of SPON2 in lung adenocarcinoma

may promote the proliferation and metastasis of lung adenocarcinoma by regulating cell cycle related proteins and metastasis re-

lated proteins, which may be a potential target for the treatment of lung adenocarcinoma.

[ Key words)

filigeg e A BRI AE AR OGP T ) R B RN 22—, B
A, e E 2 2 AR /N At AR /N2
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AL AL Sy 7 i T AR VI BRIR YT AE
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1 #MR5R®
L1 bR (1) AR5 X4 i BRZH 20 g 48 2015 4F 1
H—2016 4F 12 F ifdb48 v M 7 rpocs B2 Be Mg Sh Rk 7
AT 3% 1 il B A 2 20 B L TC X6 1) s 55 4 URE 7R 45 86
0y, FHF B U 2R AG I A0 2 - il 8 400 3R
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ZPENE R H AR A2 7] 5 THC DAKO 357 &1 A
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BCA & [ 8 K it 75 &5 49 1 [ 26 8 Thermo /A ] ;
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¥ Qe i A 26 [ Invitrogen 23y ] 3 CCK8 257 g A 3¢
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A R ] 5 PARP 28 11 24/ 0 F ECL A2 %00k
A G A 5 3 5 A ] 5 Transwell /N H
ZEE coring 2\ ] ; PVDF i B 2€ [E millipore & 7] 2>
H]; SPON2 —$i (THC: ab215451) SPON2 —3¥i ( west-
ernblotting; ab171955) 1 GAPDH —#i (ab171955) i
R EH P E Abcam A F] o (3) AN ER 1% 45 : Transwell /)N
%4 F 3£ coring 23 A ; MR (#4-45 Varioskan LUX)
4 [ 3% [ Thermo 2\ &) ; MING4% 3546 (#1% BIC-100 %)
W BVl —fE 2 | 5 2 R (245 DM2700M) 11y
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FHANL R AS49 IR 10% JiE 25 1035 F 5 55 2/ 55 55
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SR, ARG BE R 90% Bt SR FH JRR it 1 A4 WA £E 4
Ji, AT A AR AR, T T e SR8

1.2.2 SPON2 siRNA %% YL 4 fitg : &b %5 B0 A= K 10 il
BRI 2R AS49 TH1L)E, DL 2.0 x 10° A4l % 6 L
M, 43 si-NC 2 F1 si-SPON2 2 , i 15 &4 5% CO,
) 37°CIMBIEFEAE Th G 5%, A5 A1 A0 MR BE B 46 Sk TG 1L
THHFRHAR L Gy, SR 1ip2000 % Gy i) #2 B B 45 53
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NA YL % si-SPON2 4, & T1E & A 5% CO, 1) 37C
IR FRAE R, 12 h 5 s SR AR L AR

1.3 WIHEs 5k

1.3.1 e g 404k 2= 1 (IHC) K I SPON2 4 [ 3%
K 2R FH 4% 58S 1 1 R ) 1) il it 98 28 2 R G
BCXT (R 988 55 AL SUREAS 1 b il 5 2 B B K R
SRS S wm A R AR &ER 1 h 5
A BRI 30 min, SR 5 28 £ A E /KA 20 min,
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PR P AL 4 B TP 9 30 min 5P AR R SRR BT
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1.0 x 10° A 20 At 58 2 TG I 75 15 957 3 100 pl oy, 334
AINNZE Transwell /NEE PP FECA & A 500 pl
SEEREFRFLN Transwell /NE N EH  ETESH 5%
CO, 1y 37°CHnsEFAa . 8557 12 h JF &R F% , #
5 Transwell /NEE % R 28 ok B 40, PBS B =
T A ARG 3 W5, O B BV VP 15 min D 2 41
JiL, 45 @ 28 YL 15 min, PBS Y 3 UG, W EE N IT4L
A E .

1.3.5 Western-blot #& M2 1 ¢35 : W £E si-NC 2H 10 si-
SPON2 4 A549 ZHi, PBS Pk 2 YkJ5 , LA PARP ZE 15
B a3 R (0 = = N T 8
R BCA S5 e 5 I o 3 59) 2 00 75 40 g S #8125 (1 DL
(Cyclin D) 4 Jifa J& A & I ARA5 G 4 (CDK4) (JE 4
JBE G 7( MMP-7) \MMP-9 ¥ )&, it AZE 19 | KL 22 nh
WA A, R 10% SDS-PAGE & HL ik 73
BEAN, RABEEEAEBE I RN KR
(PVDF) i I, PVDF 5 5% HHEERMTE2 hig, 5
S - B ACIHERE SR iH R EREE
1 h, HZERA ECL A& R eE A &0

1.4 Giil2fJrik R SPSS 17. 0 #7804 48
TR T . THECFER U %6 (% ) 3R, 4] LA
KH X K A IR A R ORI & £5 ER,
IR AR T ¢ #5595 5 Kaplan-Meier 74523 i 42 £7 i £k
Log-Rank /34T SPON2 KA X & Wi /5 M, P <
0.05 NZEFAGIFE L,

2 &% R

2.1 Pl 40 X Hig 52 4l 21 p SPON2 %3k %
IHC 2553 o, il fdes 4 21 v SPON2 ) BHM: R iK% R
59.30% (51/86 ), 5 T 9 55 40 20 v 1% PH PR 3 3k %
43.02% (37/86) , 2R3 H Gl 2# & L (y* =5.821,P =
0.016), W& 1.,

G o5 R

Bl 1 i 55 44U SPON2 (3R 1A ML (G 4!
ez gets, x200)

Fig. 1 Comparison of SPON2 expression in lung adenocarcinoma

tissues and adjacent tissues ( immunohistochemical stai-

ning, x 200)

2.2 2 ZHJBRSE 40D SPON2 65k 164 qRT-PCR %5
IR, si-SPON2 ZH 2 fifirh SPON2 (1) 363k 4 (1. 00 +
0.03), B 2 /& F si-NC 21 /9 (0. 41 £0.02) (¢ =
28.343,P <0.001)

2.3 SPON2 X Jifi fi 6 40 JL ¥4 FE fig J) i %2 CCKS8
SEES KI5 S 7 5 si-NC 41 He#%, si-SPON2 20 41 ffd
BEFE IS PELEAS RIS (] (24 .48 72196 h) W R (P <
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0.05) , WL 1; BE7% I it S 46 A6 ) 45 2R il 7S, si-SPON2

£t P e A L 1) v B O 1B H R (50. 67 £8.75) A4,

fEE? si-NC 4111 (117.33 +14.09) 1, 2 5 A6 G il F 5
Y (1=6.961,P <0.001), W& 2,

Rz 1 si-NC 2 si-SPON2 41 A [R] Hisf o5 fili A 48 41 fd 450 nm OD
fHHE (xx5)

Tab.1 Comparison of 450 nm OD values of lung adenocarcinoma
cells in si NC group and si SPON2 group at different
time points

N si-NC 21 si-SPON2 24
W a] Ch) (n=6) (n=6) tE PIE
0 0.18 £0.01 0.18 +0.01 0.000 1.000
24 0.41 £0.04 0.34 +0.05 2.678 0.021
48 0.67 +0.04 0.54 +0.09 3.127 0.014
72 0.92 +0.07 0.61 +0.08 6.006 <0.001
96 1.28 £0.05 0.68 +0.10 12.453 <0.001
? .
Qo . . .
. G . g
S :
£'s . - "o. "‘\ %
i
YIS RN A TS
.‘.J .. S G \ -
. .‘ i . A \
A e e 3
- &

si—SPON241

si-NC4

B2 2 2 e A 0 e R Lk F LA
Fig.2 Comparison of the number of clones of lung adenocarcino-

ma cells in two groups

2.4 SPON2 Xffiifia ML I =N
AR YRR, 5 si-NC 4 H 4, si-SPON2 25 GO/G1 Hify
2 43 A5 B (P < 0. 01) , G2/M 3] (¥ 40 Jifg 43 A 335 i
(P <0.05),S B4 Ao (P <0.01) , Ik 2,

R 2 si-NC £ F si-SPON2 ZH fii i 92 2 o 454 24 g 1 307 44 e
R (x2s5,%)

Tab.2 Comparison of cell cycle cell ratios of lung adenocarcino-
ma cells in si NC group and si SPON2 group
-NC ¢ e 4
S si-NC 2H si-SPON2 2H i P (i
(n=3) (n=3)
G0/G1 44.82 +3.52  68.29 +2.88 8.938 <0.001
G2/M # 8.83 £3.01 15.22 £2.09 3.020 0.029
S 46.35+4.32  16.49 +3.67 9.124 <0.001

2.5 i SPON2 o fif fi J65 4 M 5% 7% BE 77 (452

Transwell SZ56GHHM 25 5 I8 78 |, si-SPON2 21 fiili i 965 40 ity
HIZE MR H R (20. 33 £4.87) 4, 2T si-NC 40 1Y
(58.67 £9.63) 1, ZRH G- E L (1=6.154,P =
0.002), WK 3,

si-SPON2Z

£ e i
si-NC4L

B3 il SPON2 X fils gt fiss 4 4 7% E 1 )52 1)

Fig.3 Inhibiting the influence of SPON2 on the metastatic ability

of lung adenocarcinoma cells

2.6 i SPON2 X fii 9 20 it v 200 A sl SO AH DG 28
L AOC R I B 52 Western-blot 5 55 6 I 45 S

R, 5 si-NC 2 LA, si-SPON2 2 fifi Jig J 48 . Cy-
clinD1 .CDK4 . MMP-7 . MMP-9 32 ik ¥ /b, 2% 54 5
e (P <0.01) , ILIE 4,583,

si-NCH

retin o1 A
CDK4 h

MMP7

si-SPON24f

R
———

MMP9

GAPDH |

B4 A SPON2 X [ I3 240 I J& $U3 AR 5C 2 AN B A2 A O R
SESENCIE AL
Fig.4 the effect of inhibiting SPON2 on the expression of cell cy-

cle related proteins and metastasis related proteins in lung

adenocarcinoma cells

R 3 si-NC LA si-SPON2 ZH fifi i 240 i Jo S0 AH 5C 3 RN g% 7%
HIREARIBILE  (x29)

Tab.3  Comparison of cell cycle related proteins and metastasis
related proteins in lung adenocarcinoma between si NC
group and si SPON2 group

Si- Z SH 4
w pE s
Cyclin D1 1.02 £0.21 0.21 £0.08 6.243 0.002
CDK4 0.43 £0.09 0.18 £0.05 4.206 0.008
MMP-7 0.79 +£0.10 0.09 £0.03 11.613 <0.001
MMP-9 0.63 £0.15 0.11 £0.04 5.802 0.002
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2.7 SPON2 FiA7eifi e 28 2 AN [a] ik o BE 2 2]
P e T 2030 T3 ~4 ] N 2030 N1 ~2 38
TNM 70 1 ~ IV 1 3% b SPON2 %1k T T1 ~2 .,
NO 1. 1 ~ I, 22 A GEit 22 8 (P <0.05) , 7
ARV AR SR B T A R OA 22 R A (P >
0.05), %4,

F 4 SPON2 TEfifi i 4 21 i e 3K K P 5 e IR B S 0z
HEER  [H1(%)]
Tab.4 The relationship between the expression level of SPON2 in lung

adenocarcinoma tissue and clinical pathological parameters

A RS SPON2 X 1E P{H

P 5 41 22(53.66)  1.034  0.309
% 45 29(64.44)

A <60 % 36 19(52.78)  1.092  0.296
>60 % 50 32(64.00)

T 4341 Tl ~2 54 26(48.15)  7.481  0.006
T3 ~4 32 25(78.13)

N 433 NO 58 29(50.00)  5.331  0.021
N1 ~2 28 22(78.57)

TNM 39 1 ~ 4] 52 25(48.08)  9.139  0.003
I~ VI 34 26(76.47)

2.8 SPON2 ik S E G LR HIEE
ik SPON2 {1 fili i g £8 35 HL 5%, v 26 ik SPON2 ) fi i
FEREPUREE , 2R A% B (Y =4.877,P =
0.027) , LA 5.

100

50F

HAEE (%)

—— SPON27H ik 40
—— SPON2{EZFEiX A

0 12 24 3% 48 60
T CAD

BS  AI[E] SPON2 ik ity fifs Hides £ B A= A7 I 8 UL
Fig.5 Comparison of prognosis and survival curves of lung adeno-

carcinoma patients with different SPON2 expressions
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A H 2068 O B0 25 DO HE T B K B R B 40 21 Bax A
Bel-2 H H 2R3k B 52 i

SE4 T H ; 2018 R A RIS (2018 YFCI704106) 5 L5501 BE 25k MLl A 4 (2019-XAJLII-013) ;
AT B R AR BT TR BE =44 TR HEA P B A B AR S 24 I H (405120413)

YE& B0 : 100700 Jb5T i BE 2GR~ AR BT BE e R/ S8 Aol A /R T AR 2/ bt v BR 253 K AR K3 +3 TR SR ki 44 B AL R T AR o

BEES : 7, E-mail : 1441731976 @ qq. com

(# =] B# HIMCAZSAT NSRS IIE TR RAIETENLE . ik 2021 43— H FALathBE2y R
SFAREN TR0 S AT . 6 Al SD KR 24 H BENLEC T3R5 70 oA BV BERIAL RC A 2R 2L L IR e
FrCRMESR) 4, B2 6 Ho BRas FHALAh, U R U IS TE 36 VCD 160 mg/kg i 45 B 5L fif 25 D BE T 4 ( DOR) AL, 35 54
) FCA KA TACA 2K 24 o/ kg FIERE S  AMESRAH TAMESR 0. 12 mg/kg #ET , 25 2 AR T A FER K 3 ml/
kg HEH EZEE 4 B TS5 WS, ELISA K& 4% 20 K B 3 42 B9 9 3R (FSH) M — B (E, ) (Bt iy B A R
(AMH) (55 8, HOIm L1 20R ] HE B @A IR U &5, S e 2 LAk A I 81 ) Bax &5 Bel-2 8 08, 3 H BN
TR EN 5L Bel-2/Bax FakkF- ER 525 A A B R B U R i i /b, P B B e 22 5 AL 2R A
HMEE SR AU TR I B A B A % P B Y AR R L I/ . 55 4 P B R A B B BT 18 55 AMIHL K P %
i, FSH ZKETHR (P <0..05 ) 5 588 B2 PR, AL 2% 21 KM 2 21 B9 58 14 o B 5 40, AMH JK-F- T 7, FSH K- [
(P <0.05) . Bax # 3= ZFRIKTEORLZ AL 2804 B 0] 57, B E 2 R BV 23 2L K T o AC H 2 2 SR AMEE SR 4 st
R FGRFEAR(P <0.05) o BAIZH Bel-2/Bax HAHEAS FALHFER (P <0.05) s 48 20 20 S AME SR 40 Bel-2/Bax LU AR
TR (P <0.05) . i FLH AT FEAR DOR R H FSH KF Jhis AMH 7K, 571 34 B S 2 b 20 0 1
A Bax HYRIEA Ko

(SEIA]  IPIAK s DD RE T I AL 25 PR 5 Bel2 1 5 Bax 811 KR

(FESZES] R7ILTS [ XHkFRiIRE] A

Effects of Qiyue Tea on the expression of Bax and Bcl 2 proteins in ovarian tissue of rats with decreased ovarian re-
serve Xiao Hui, Liu Yu, Zhu Yingying, Li Jun. Dongzhimen Hospital, Beijing University of Chinese Medicine, Beijing
100700, China
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[ Abstract] Objective To explore the potential mechanism of Qiyue Tea in the treatment of rats with decreased o-
varian reserve. Methods From March to May 2021, experiments will be conducted in the central laboratory of Dongzhimen
Hospital, Beijing University of Traditional Chinese Medicine. Twenty-four 6-week-old SD rats were randomly divided into
blank group, model group, Qiyue Tea group, and estradiol valerate tablet (Progalo) group, with 6 rats in each group. Except for
the blank group, the other rats were intraperitoneally injected with VCD 160 mg/kg to establish a model of decreased ovarian
reserve (DOR). The rats in the control group were given 0.12 mg/kg of Procyone by gavage, and the blank group and the mod-
el group were given 3 ml/kg of normal saline by gavage for 4 weeks. After the intervention, the serum levels of follicle-stimu-
lating hormone (FSH), estradiol (E,) and anti-Miillerian hormone (AMH) were detected by ELISA. The protein expressions of
Bax and Bcl 2 in the ovary were detected, and the expression level of Bel 2/Bax in the ovary was detected by Western blotting.
Results Compared with the blank group, the number of primary and secondary follicles in the model group decreased and the

number of atretic follicles increased; the Qiyue Tea group and the Bujiale group had more primary and mature follicles, and fe-
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wer atretic follicles than the model group. Compared with the blank group, the ovarian BMI and AMH levels in the model

group decreased, while the FSH level increased (P <0.05). FSH level decreased (P <0.05). Bax protein was mainly expressed

in the granulosa cells, corpus luteum and interstitium. Compared with the blank group, the expression of Bax protein in the

model group was higher than that in the blank group. The ratio of Bcl 2/Bax in the model group was lower than that in the

control group (P <0.05); the ratio of Bcl 2/Bax in the Qiyue Tea group and Bujiale group was higher than that in the model
group (P <0.05). Conclusion Qiyue Tea can reduce the level of FSH and increase the level of AMH in serum of DOR rats,

which is related to down-regulating the expression of apoptosis factor Bax in ovarian tissue.

[ Key words)

U 5 4 4% 3 BE N % ( decreasing ovarian reserve,
DOR) J2 45 51 85 A 77 BF 10 7] 5% 48 1) B I 50 o /b, O
B AT RE s , DR RE A B R TR, S BUE R
REI TR, BRELThREWOR b R R BN H 28 i B 2L
P28 A R R SEREAR . DOR 30A 48— iz
B, S 2 R v LASE Rl FSH KSE- T s {H & 35 2]
A2 7T, AMH ZKCP-BEAIG, 52 B9 3 3 H0s 0 Ry b
W DA R P23 i PR 4 SRR 1 R 48 (SART
CORS) #'*, 2004—2011 4Fi2 Wi DOR ) A ¥ M
19% HEINE) 26% , M AE R TE 40 2 LLR (912 M A ZCH
JNT 42% . DOR J&—> 5 2 (Il K BE 42, Ho BRAS
PR, SRS 8L B B IR IN R g m . H
A AU R, © O 1A N 23 A FH 5 A0U8OG T 7Y

RSt se R B A0 A 25 AR 0% DOR
B R BRI PE KT R R R A s Bk B, A
WS AE S SR b, i — 20 W58 A0 A 4% el K BRL O S %
FIRERIALE] BT .
1 MRIRFE
1.1 #bRE (1) 3h K44l SPF Zlfitk SD KB 24
R e A 4e, sy VF kS . SCXK (51) 2016-
0011],6 F#, fAFiH 190 ~210 g, Sh (B HH A4t
(21-23) . (2)iZHIAH . 1,4- 2068 1-H O —HE
164 (VCD, sigma BCBV1352) , 1% i Mt — i F- [ #hE
IR FERBE R BR A /)M 432w ], 4d A 45 ()
T 15 g, A Z46 10 g) S RUBORL (b B A 250 A
FRAFED) o Mg 2o (FSH) (ME—BE(E, ) BUi
HE R (AMH) [ B 56 9% 10 7] & ( BLUE GENE 22
H)) Ht BCL-2 $TIE ( Proteintech SJ08108) . /Nfi BAX
PifA (Proteintech SJ08109) , (3) U #RiK 5. B L HL
( ik A= BB AT BR A |, 45 AXTGLI6M ) | 1]
Rl (fEE HI3, #1-5- RM2126) | A &AL HEHL (15
Leica EG1160) | i 14 %% ( H A< ECLIPSE LV100POL
F],#5 50IPOL) | 4= [ AR ( & [§ BioTek 24 w],
A4 ELx800) K (VLI & In i SR A8 A vl , Al
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Decreased ovarian reserve; Qiyue Tea; Sex hormones;Bcl-2 protein; Bax protein, Rats

1.2 L5k 2021 4F 3—5 H FAbat B 25 K
AREITEREH O 7500 . K RILRELE TR
NS A BRI AL H A MR AL, AL 6
HBRRE R SR . BRas A, A R R T 00 S fig
#INBE T MRS 3 VED 160 mg/kg Tk BUK B T
SPEH LR ESLGZS do KERDIEAE S IIHE T R
BT s A5 R Ty WAt - 1 I AMCIT S 0 7% A s -, O
LG R, MR VRS ES R 1 S Fa A 5 a1 1=
BLA N E R . RIS A A R TARA 2%
24 o/kg FIRIEE , AMERHA T AMELR 0. 12 mg/kg ¥
B, 25 FH R BRI H IR B I T AR K 3 ml/kg
HEH SEMBR K ESRHES 4 8, BT IEES
1d™, BRI 1 K BRAESCIRER 33 REAMET .
1.3 WERFEHR 5 7k

131 RER— MO : 1 s R R BT & XU B
SRR TR R s s,
BE TS B IE I Rz B A0 i AR b B B sh 1F T
Ak,

1.3.2 PREEACEFRI: KEEE 1 RG2)E, 258
12 h, R 0. 4% B 2 1 ml/100 g, K BRUBR I
J& .75 % WK T BEIE BB B2 ik, 3T IE R, 16 32 3 ik BBt
4 ml, B IBUNLTE , AT IR G095 W2 B (ELISA ) &G ifi
7 FSH.E, AMH #y& &,

1.3.3  BRETE 2RISR e HOK BRAT M IR 2 4% 2 5
FH [ , A a3 U0 HE Ju 68, 3558 127 1 flBe
U ST RAE RPN ST

1.3.4 G 850640 MY ( granulosa cell, GC) 1= A F
Bel-2  Bax G AL AG I - 25 L BEALEER 3 K B
L 2H U ) R I PBS whik 3 ¥K,3% H,0, %
TSR 10 min, ZERK e, T /N Fas  FasL F5CREST
4 ,37°CHEE 1 ~2 h,PBS Mk 2 min x 3 ¥%, 455 fin
1:1 000.1: 400 5 B9 —3L Bax.Bel2,37°CHEH 1 h,
PBS #15 2 min x 3 ¥, FMEE —AUEY Rinic —hi T
YEH,37°CH#E 30 min, PBS {2 min x3 X, DAB
@R e, Bk e, AR E G B,
AT A BT R B e B TR AR B o BR PR AR e . il



- 1182 -

SEMEE 28 2022 4E 11 55 21 3845 11 ] Chin J Diffic and Compl Cas, November 2022, Vol. 21 ,No. 11

FH A BRI £ 5 A0 B Y TPP 6.0 4K
A I AR R T D% B (10D)

1.3.5  BRELIURI A0 Bel-2/Bax B P EREA I - 25 1
B3R 7 A6 10 B 2 550K 40 L Bel-2/Bax ik 7K -, B
LEMIGEELLHZ( - 80°C YKAHPRAE) , B 50 g B HTEIK
VA %A T A A0 A R B BB A P 0 S VR B,
R A AR ERERE S 10wl $TIF FL KR B TR 4 I
fE R 90 V, 2y 120 min; 73 B EHE 120 V5@ 13 Wi 2
1 marker 3¢ Aff LYK 55 1B BF ) 0 O R SR 1
300 mA fH7i;0. 45 wm fL4% PVDF &, %% AT (] 90
min, B R SE 42 T 5% BSA-TBST /K V4%
PEMEE 1 he ARG 1:10 0001 1 000 fi) Bax & Bel-
2 —¥i, 4°CHACTFE IR B 17K, Beta actin fE Ry N2,
WH , TBST ¥EEYE 3 ¥k, A% 10 min, A 1: 10 000
R — bt , FIRPEF 45 min, YERE[E F. ECL N
FIEERY T, R 3 ming 5 7 BESG RS 2 min, E 5
FIFH IPP 6. 0 R il i -3 0 2% B

1.4 ZEitJ7vk  RH SPSS 26. 0 3R {4 X 4l 2k 1 7
ST, FFEIER MR RETRILL 2 25 TR, 2
R H ANOVA J7 22 43 B, 4 18] 9 PR L 388 R
LSD ¢ Ki %, P <0.05 HZRHGiT2#E L,

2 g% B

2.1 SHKRMEO R KREESS )
FI, 138 b Rz v A i Ak T Sl a1, 28 T3S n)
S SR FA A . £ A ) K BRUA BT it L 22 R B4 i+
BX(P>0.05), 575 (4 Hhds, A A0 4 B 55 1A 5T o
FEERAL(P <0.05) ; S AL L 45, Al A A5 4 M
SRALOP AT RSB S (P <0.05) (HAC A A4S
AMERA A ZEF RG24 L (P >0.05) ;54K
RFEAREEBREERTRITHE L (P>
0.05) L% 1,

2.2 BARBULETESZKEIE 525 24 e, i
R 1M1 3% FSH ACETFFE , AMH 7K SERE (P <0.05) ;

BRI

F1 HUHRRBIELLE (xx9)
Tab.1 Comparison of general conditions of rats in each group
a o n AT Eﬂ%@iﬁﬁ%%‘é%& %E@ﬁﬁi?‘éﬁ
(g) (1073 x100% ) (1073 x100% )
25 6 314.17+39.66  0.127 =0.02 0.381 +0. 10
HEAIL 6 282.67+36.57  0.086+0.03*  0.337 £0.13
FOHAH 5 307.40+33.86 0.108 £0.01>  0.383 £0.05
FMEFRLZ 6 300.00+29.24  0.117 £0.02>  0.437 0.11
F Al 1.058 4.488 1.014
P1H 0.389 0.015 0.407

T A AL, P <0.05 5 SR H AR, P <0.05

SRRV A, A H R RAME SR 2 il FSH K- 34
BEAIK, AMH ZKF- T (P <0.05)  HAC A 241 5 AME
IR R TCGE 2 (P >0.05) ; 2% 4 17 E,
KK 22 R TEGEH (P >0.05) . W2,

K2 AARKMAFIEREF K LR

(x xs)

Tab. 2 Comparison of serum sex hormone levels of rats in
each group
4 W n FSH(ug/L) E, (ng/L) AMH(pg/L)
2SHM 6 5.69+1.59 113.93+33.97  1.86+0.13
BRI 6 7.97 +1.34"  102.03 £12.95  1.38 £0.30°
fRAZEH 5 5.89+1.26"  110.62+ 9.70  1.72+0.17"
wMEFRLL 6 5.39£1.90"  134.94 +25.51  1.67 +0.20"
F iy 3.394 2.159 5.460
PAH 0.039 0.126 0.007

T 528 FIA HAR, P <0. 055 SR [k, " P <0. 05

2.3 HAHRMINEILE 7 A

= HA A AL R

45 DI S A0 YR 2% B, TR 20 i 22, R DL 1A A A 4 B
T s AT LK SN 5 ] DL /A8 ) U 2 B o K /b Do
GIIEL, ORL A b, b DL A 22 P B R s RS R A
HMESR LI UR % B Y e A DI v e 22, A 4 ) % P4
BLHR BT 2 B, DL 1

/ e
y 0-“!’; 7 2

TEHZR4A AR

T R OISV W INIL ; W UL s W B
1 AAREIIRIZA L (HE 3L, x40)

Fig. 1

Comparison of ovarian morphology of rats in each group (HE staining, x40)
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2.4 KERUPELRUR AL P Bel-2  Bax i T2 R & H
Bel-2/Bax 8 FIFRIN LR U0 G0N A0 s e Ak,
20 Bax £ 1 35 22 3R 3K 7E ORLZ 4 A | 2 4R K R) 5,
52 A R, BRI Bax R IA TR (P <0.05) ;
SRR L AL 28 A KA ME SR 4 Bax R IA
FREAR(P <0.05) , Wit A 254 5 #ME R4 i 22 57
TGt (P >0.05) ; Bel-2 8 FERIKTERH
SR A 20 A% v, LR IA TE 45 4 R) 22 | TS 1 2

(P>0.05), WK 2 .33, Jit— 08 Bel2 % Bax
HATEP AL R IE, IR AT T 48U H ek
Kl , 5525 2 Fb 3, R 40 Bel-2/Bax T K 1 LU A
FEAG(P <0.05) s SRR e, hd A 2520 B AMEE SR 4l
Bel-2/Bax J T+ LU(E i 2 T+ (P <0.05) , i H
RASIMERA LK ZERTHIT2=E L (P >0.05),
K333,

R3 SUREINEA LN Bel-2 Bax H £ AKF
B (x+s)
Tab.3 The protein expression levels of Bel-2 and Bax in ovarian

tissue cells of rats in each group

H o5 n Bcl-2(10D) Bax(10D) Bcl-2/Bax
24 3 5.37 £2.82 27.73 = 9.22 0.90 £0.32
R 2] 3 5.22£5.29 55.93 +37.34*  0.37 £0.20°
fEAZA 3 4.64 +3.18 32.23+11.77°  0.80 £0.15"
MERA 3 4.92+2.82 31.91 £13.66"  0.85 +0.28"

FAE 0.081 5.465 4.101
P Y 0.970 0.002 0.049

T S LR, P <0. 055 SRR AL EEE, P <0. 05

33 i

£ DOR (3597 b, PHIE T 2R R B AU %,
EAEAT AR R 2 2R 2RI R FE T 0 T ks AR
HFREN IR 2T EoR, B 7E DOR 1)

.
.

-
AL,
N4

BN . X
itk

Bel-2 AP —

T s €—15~25 kD

I P )

Beta actin“" <«+—43 kD
TEHHA O BHA  KARH MERA

B3 AR RINEEA S Bel-2 Bax H 1 RIBHIKIE
Fig.3 The electrophoresis of Bel-2 and Bax protein expression in

ovarian tissue of rats in each group
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T SPEAETS S 2 B SRR A B C R, SRR
27 BT AT OGS B A 4 SRR R R
RVEr ORISR ELAR A i PRYT 2800 5, I 56 T R 1 2%
FMIT B SRR B0G YT 7 i o S8R 38 Ak i R
W IR IE R B — M 57 A A Z= 47
A AR A H 27 HA N B BORS IR I R AT BT |
PG LA PR, Al MORRAS L 38 BT, SRR S 7
FIGR Y AR A, 7 22 i A R A R i v — E A F
e,

FURLANE (GC) RS R U8 T BB 23845 B 1Y
KB OPRE M R E VIR G B BF SR I,
Bel-2 521 i 53 76 5 B S0 S 0 1 L ke S B LR 40
LG 77 i 46y T A AR A o, Bel -2

Vi - Yava: gz /7 N S % »
=% g | i ks g
T & P g 3
ha = A e . .

&A%Y e

B2 AR RIPEHAL Bel-2 Bax # HRIREOLILE (e b, x400)

Fig.2 Comparison of Bcl-2 and Bax protein expression in ovarian tissue of rats in each group (immunohistochemical staining, x400)
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e ) 0 L T K LA 1 A0 P R T T
Bax J& Bel-2 [ 3 X, 3 B 36 3k (9 Bax A {2 3 20 i
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B SR A 240 i B A K e ) T AR A AR
WO By B ORE 0 B Y S I, B 7E G b
BV g 2 K By FSH JE Y A9, FSH i 3R
ARG, 57 7 5P L O A IHORT A= 4 T DR RS R
3R (FSHR) AL I Bk 4n i b ik, E, thoni
14 9 9 20 e 7 99 SR 40 2 L B KT T
T e i—E A —BP 5 5l FSH 43 94 5 i [ it o 3
AMH ] pi J5 P R4k S P 1 90 0 S0 40 43005, 410
B LG I A K 0 & 7, VR UL 4 % 75 M . FSH
FE, BEBHHETHE T, I VCD ik
75519 DOR K USRI/ AL B A 431, AMH /KA
FSH /KE T84, T 1S 1T dics DOR KRN/ i3
L, wle e R SORAS , ELURMEE AR RAC H 2807 BORAY

Bel-2 526 B Wi AIE W 78 V85 19 565 24 58 40 i 1) i 12
il BB MM . Bax & Bel-2 [FPRIEN, — %
HRAEHIERT, Bax 2 AR KK B, Bel-2 34T
W2 AR RN I JE T Bax Xof J5L G A 5 40 0 519 J5 4 ff
FIGRER M T4 5 T2 . Bax 0] A JEUER 51
YLTFRG B, T7 Bel-2 A M BLAE JRUAA B9 96 17 Yc 4% B
A R, BT P EOR LG I A A . Bel-2 ATl
T 0 U ¥ A 0 L A B9 P o8 T 84 s B
YRR, DAVE A S B S I RE AR B RE S HLg D
(92 11 B TR, 2RI T (5 SR S,
ZEMIT] R PR A SR RS L R I A, DA T
07 ] N

ZIRFFE A0 S Bax & 2R KF B THR,
Bel-2 35 KCERRAT, S5 GC T3, 8Ok
BB, AL R, — TR,
25 Bel-2 PR AT REL 0k 200 M 08 T, T 4R M Bel-2 B
PTG 5 T R R kBRI AL, DT S 4
BT ARZES h Bel-2 3R e N A% o,
TR S T — R

25 bR 2% R A AR AT R IR DOR K Bl IfL 375 v
FSH /KF- FFi5 AMH K, W5 367 808 5 F 4 40 g
T T Bax 7RO 14U PR IAA X, LA ZE 5%
ARG RO Z 18] 22 5 K A AL A 282k B R fi
FE, G A R ARG B9 T 2K, TN A B A R0 A
%, 07 1l DOR (3t — 2 e
38 M 52 . AT 1 74 G 25 e
1 Sk A A

B SR AR, ORI T, 1 SRS X 5

Bl S0 S0 R OB 5 ok 38 38 - W BB 20 s &= % SR I IEY
SRR RBIT YRR, BRI 7 38 WF Wi, B HIE SCHESR, 1B
SETT K %

S 3k

[1] Pastore LM, Christianson MS, Stelling J, et al. Reproductive ovarian
testing and the alphabet soup of diagnoses: DOR, POI, POF, POR,
and FOR[ J]. Journal of Assisted Reproduction and Genetics,2018,
35(1).:17-23. DOI;10. 1007/510815-017-1058 4.

[2] Devine K, Mumford SL, Wu M, et al. Diminished ovarian reserve in
the United States assisted reproductive technology population; diag-
nostic trends among 181,536 cycles from the Society for Assisted Re-
productive Technology Clinic Outcomes Reporting System[ J]. Fer-
tility and Sterility, 2015, 104 (3) 612-619. DOI: 10. 1016/]. fert-
nstert. 2015.05.017.

[3] Tal R,Seifer DB. Ovarian reserve testing: a user$ guide[ J]. Ameri-
can Journal of Obstetrics and Gynecology,2017,217 (2) :129-140.
DOI:10. 1016/j. ajog. 2017.02. 027.

(4] ZBmOBE, 2%, 3Kah, 55 “AD A 207 X5 O SLA6% A T e T RS2 11

W B ARV [J]. & b B2 2, 2020,40 (5) : 610-613. DOI: 10.
13463/j. cnki. jlzyy. 2020.05.015.
Guo LX,Li J,Zhang R, et al. Study on the effect of Qiyue Tea on the
Decreasing Ovarian Reserve[ J]. Jinlin Journal of Trasitional Chinese
Medicine,2020,40 (5) : 610-613. DOI: 10. 13463/j. cnki. jlzyy.
2020.05.015.

(51 B, De B, 2R AR 2, 45 DR SRAR A D BE T e sh i RS BB 5%

JELI]. A5 5 2 4R 75,2014 ,23 (12) :996-999. DOI; 10. 3969/].
issn. 1004-3845.2014.12.017.
Lu MY, Shen MJ,Li JH,et al. Progress in animal models of dimin-
ished ovarian reserve[ J]. Journal of Reproductive Medicine, 2014,
23 (12):996-999. DOI: 10. 3969/j. issn. 1004-3845. 2014.
12.017.

[6] Gao L,Zhao F,Zhang Y, et al. Diminished ovarian reserve induced
by chronic unpredictable stress in C57BL/6 mice[ ] ]. Gynecological
Endocrinology: the Official Journal of the International Society of Gy-
necological Endocrinology, 2020, 36 (1) :49-54. DOI. 10. 1080/
09513590.2019. 1631274.

(7] EAW R, XNE, 55 00 5465 DI AE T B o B2 00F 53 3
Je[J]. b E v B LR B2 27 44,2021, 27(6) :1047-1050.

Wang YJ,Xu LW, Liu XF,et al. Advances in research on the etiology
of decline in ovarian reserve[ J |. Chinese Journal of Basic Medicine
in Traditional Chinese Medicine,2021,27(6) :1047-1050.

[8] 2945, Fanly, BERRY , 5. FRRR0RAYT N AR & DU RB AR T AN 42
I AR R [T ] o [ o B il B2 2 ks, 2015 ,21 (4) 1467 -468.
Li J, Wang BQ, Xue XO, et al. Guo Zhiqiangs clinical ideas for the
treatment of infertility with low ovarian reserve function[ J ]. Chinese
Journal of Basic Medicine in Traditional Chinese Medicine,2015,21
(4) :467-468.

[9] EmR. TR 2T BT IRYT B0 E 64 2 DR AR T A G IR 0
#[D]. dbat  dbath B2 K% ,2018.

[10] Liew SH, Vaithiyanathan K, Hutt KJ. Taking control of the female
fertile lifespan: a key role for Bel-2 family proteins[ J]. Reproduc-
tion, Fertility ,and Development,2016,28 (7) : 864-871. DOI. 10.



BEMER 24k 2022 4FE 11 55 21 &5 11 ] Chin J Diffic and Compl Cas, November 2022, Vol. 21 ,No. 11

- 1185 -

1071/RD14326.

[11] 4, i MESR, A5, DB A7 0RN I 5 %o o Bl B 584 4% 2
REMSZIR - SAEFIPLRI[T]. P R4 B 2 A0k, 2021,29(2)
221-225,423. DOI:10.3969/]. issn. 1004-8189.2021.02.002.

Yin Y, Jin ZC, Yang YQ, et al. Effect and mechanism of BSYQHX
prescription on ovarian reserve function of rats[ J]. Chinese Journal
of Family Plannin, 2021,29(2) :221-225,423. DOI. 10. 3969/j.
issn. 1004-8189.2021.02. 002.

[12]  FEA W, s, XNE, 4. BRI SRAE R DI RE T M A o B2 A 57 0k
FE[T]. eI v B R R 228 A, 2021,27 (6) £ 1047-1050.

Wang YJ,Xu LW, Liu XF,et al. Advances in Research on the Etiolo-
gy of Decline in Ovarian Reserve[ J]. Chinese Journal of Basic Med-
icine in Traditional Chinese Medicine, 2021,27(6) :1047-1050.

[13] Pena-Blanco A, Garcia-Saez AJ. Bax, Bak and beyond-mitochondrial
performance in apoptosis [ J]. The FEBS Journal,,2018,285 (3) :
416-431. DOI:10. 1111/febs. 14186.

[14]  VEE, )56, 224008, 45, BT Nef2/HO-1 {5538 BRI 3L Je %t o

Hfit#5 D REIGR R U R PR LRI [T ], bt B gy essss
12,2021, 44 (3).280-288. DOI: 10. 3969/j. issn. 1006-2157.
2021.03.014.
Jiang Q,Lu G,Li XH, et al. Inflammatory regulation mechanism of
moxibustion on rats with diminished ovarian reserve based on Nrf2/
HO-1 signaling pathway[ J]. Journal of Beijing University of Tradi-
tional Chinese Medicine, 2021,44(3) :280-288. DOI:10.3969/].
issn. 1006-2157.2021.03.014.

[15] 2275 XIRAg. #ME 2 U2 TR Y7 O SR A 45 T BE T B Y Meta 43
frlT]. P EEAESE,2021,41 (20) 44254431, DOI: 10.
3969/j. issn. 1005-9202. 2021. 20. 029.

[16] Ling L,Feng X, Wei T, et al. Human amnion-derived mesenchymal
stem cell (hAD-MSC) transplantation improves ovarian function in
rats with premature ovarian insufficiency ( POl) at least partly

through a paracrine mechanism[ J]. Stem Cell Research & Therapy,

[17]

[18]

[19]

[20]

[21]

2019, 10(1) :46. DOI:10. 1186/s13287-019-1136-x.

FAN Xingyan, T35, 2, 45, 8 28R 02 k00 5 52 2 K 50N
T SRR P SLAR A A F 3 MO O R 0 0 T e e LD ] P i
IR BE %, 2021, 28 (4) : 539-543. DOI: 10. 12025/j. issn. 1008-
6358.2021.20210409.

FAN XY, Yu S, Wang Y, et al. Controllability comparison between
progestin-primed ovarian stimulation and mild stimulation protocols
in patients with diminished ovarian reserve in oocytes retrieval cycle
[J]. Chinese Journal of Clinical Medicine,2021,28 (4) :539-543.
DOI:10. 12025/j. issn. 1008-6358.2021.20210409.

WRUEEE, AR 2, BT, ORI G P 2 %) 2 42 01 S48 A AE AN 224
BEIEMEEIIRERE W [J]. LR R AE,2021,40(5)
571-575. DOI:10. 13460/j. issn. 1005-0957.2021. 05. 0571.
Xu HX,Zhu CL, Tang H. Effect of Moxibustion Combined with Chi-
nese Medication on Ovarian Reserve Function in Patients with Infer-
tility Due to Polycystic Ovary Syndrome[ J]. Shanghai Journal of
Acupuncture and Moxibustion, 2021,40 (5) :571-575. DOI. 10.
13460/j. issn. 1005-0957.2021. 05.0571.

Regan SLP,Knight PG, Yovich JL, et al. Granulosa cell apoptosis in
the ovarian follicle-a changing view[ J]. Frontiers In Endocrinology ,
2018,9:61. DOI:10.3389/fendo. 2018. 00061 .

Peng H,Zeng L.,Zhu L, et al. Zuogui Pills inhibit mitochondria-de-
pendent apoptosis of follicles in a rat model of premature ovarian
failure [ J]. Journal of Ethnopharmacology, 2019, 238. 111855.
DOI:10. 1016/j. jep.2019. 111855.

Pallavi N, Nalabolu GRK, Hiremath SKS. Bel-2 and ¢-Myc expression
in oral dysplasia and oral squamous cell carcinoma: An immunohis-
tochemical study to assess tumor progression [ J]. Journal of Oral
and Maxillofacial Pathology: JOMFP,2018,22 (3 ) :325-331. DOI:
10.4103/jomfp. JOMFP_197_18.

(Wicki B 91:2022 - 05 - 08)

(L#1179 7)

[14] SunF,Li N,Tong X,et al. Ara-c induces cell cycle G1/S arrest by in-
ducing upregulation of the INK4 family gene or directly inhibiting the
formation of the cell cycle-dependent complex CDK4/cyclin D1[J].
Cell Cycle, 2019, 18 (18 ) :2293-2306. DOI: 10. 1080/15384101.
2019. 1644913.

(151 AP  EoFal, BLEREs , 5. 2 PO bR IUETA 7 06 300 il i e
SR I RYT 8O O X S D RR A S [ ] S FH o s 1 8
Z4i,2021,29 (8):48-53. DOI: 10. 12114/j. issn. 1008-5971.
2021.00. 164.

Fu MY, Lei KJ, Jia YM, et al. Clinical Efficacy of Docetaxel Com-
bined with Cisplatin in the Treatment of Advanced Lung Adenocarci-

noma and the Impact on Immune Function of Patients[ J]. Practical

[16]

[17]

[18]

Journal of Cardiac Cerebral Pneumal and Vascular Disease,2021,29

(8) :48-53. DOI:10. 12114/j. issn. 1008-5971.2021. 00. 164.

Pan Y,Yu Y, Wang X, et al. Tumor-associated macrophages in tumor

immunity[ J ]. Front Immunol ,2020,11:583084. DOI ;10. 3389/ fim-

mu. 2020. 583084.

Abdel-Hamid NM, Abass SA. Matrix metalloproteinase contribution in

management of cancer proliferation , metastasis and drug targeting[ J |.

Mol Biol Rep,2021,48(9) :6525-6538. DOI:10. 1007/511033-021-

06635-z.

Jin C,Lin JR,Ma L, et al. Elevated spondin-2 expression correlates

with progression and prognosis in gastric cancer [ J]. Oncotarget,

2017,8(6) :10416-10424. DOI:10. 18632/ oncotarget. 14423.
(W B 7 :2022 - 06 -20)



- 1186 - BEMER ek 2022 4F 11 A58 21 %5 11 #]  Chin J Diffic and Compl Cas, November 2022, Vol. 21 ,No. 11

B —d- —hi
[DOI] 10.3969 / j. issn. 1671-6450.2022. 11.013 2L BT

SE4 I35 T BT 2 ST B i 00 WU P84 5t
2 SIS R 722 S8 3 TR 52 Wi /Y Meta g3 7

1914 4, 3k 4141, 30w

SEAIH - R AR TS T H (81303073) 33T 4 RHE M6 H (192102310161, 182102310291) 3 30 45 1 P2 24
Bl2ERSE 6 AR (2017ZY2017 ,2016ZY3003 ,2016ZY2051 ,2017ZY2017 ) 5 1 RG45 T2 fdt i 2 [ 5% v BE I R AT 55 L s BV BF
10 (2021 JDZX2006 ,2021JDZX081,2021 JDZX038 ) 5 i Hi 45 T L 75 1 A A" 5555351 I [ #% P EE B 20(2018) 16 2]

Va7 . 450000 AR, T g r 1 24 K5 — BRI B2 O s (V28 33 ) 5 TOT R v B8 2 K2 — I PR B 2 5 (SR B 81 SRR I )

WIEVEH . EZbE, E-mail ; ykp19821122@ 163. com

[ ZE] HE® NAHRGIEM T8z EEiAIT kst Atk ST BHa & A0 LA AE (STEML) 4 322 32 1fi.
ERAR BRE TG Fogmi . ik KR P ERM 707 80 2 SCEOE % PubMed  Embase | Cochrane Library Z5%%
PE PR 38 2021 4F 1 H AT 5 & iz B ACIRIC N A AJGY7 & 91 2 M A8 1 2k ST Brigm Aol
FESC TG A8 1) Bl ML T RS0 () AH D& STk o K 10 R v A 7 328 SR L B2 IRCPE ) , 8 Revman5. 3 {43547 Meta 43
Mro &R BADA 18 FERENL IAES, 2 11 106 il g, Hovh 58 4 iz F a2 4 680 ], A HR AU L4 45 5 e bk 8 ik
I AIBITEH 6 426 fi], Meta 438145 R /R, 58 42 MlLis T A 4l 76 £ 2.0 % &5 4 (MACE) (RR =0.60,95% CI 0. 52 ~
0.71,P <0.001) 4T (RR=0.68,95%CI0.58 ~0.81,P <0.001) .L>[AAET(RR =0.62,95% CI0.49 ~0.78,P <
0.001) F% Lo ILR3E (RR =0.78,95% CI 0. 67 ~0.92,P =0.003) . F-UX MLZ T (RR =0.48,95% C1 0.35 ~0.65,P <
0.001) &0 (RR =0.66,95% CI10.47 ~0.93,P =0.02) KR S{UIRILIMA PCT 4 i B EEIL, ZRA SR
TR G2 HARJG O J1 W (RR =0.64,95% CI10.25 ~1.62,P =0.35) btk 8l k55 i B 45 F R (CAGB) (RR =
0.64,95%CI 0.58 ~1.66,P =0.94) i 1il(RR=1.19,95% CI 0.88 ~1.46,P =0.33) 7555|555 (RR = 1.59,95% CI
0.94 ~2.71,P=0.18) EAER IR ZF TG IR XL, &ie Tz EHEEIRIT IRIEEEE J0 6 It 2 i &
AF (1) STEMI 35 19 MACE \ £ FSET- O FAET. 2O AL PR LGS T8 O8O £ A%, fE— e R LR s
e, HZ2E R

[8R]  CNAESE, ST Bt il ; 2 X M WA ; 58 A IHE & ; AL M N A ; BUS ; Meta 5347

[hESHEKS] R542.272 [ XEktRiIREE] A

Meta analysis of the effect of complete revascularization on the prognosis of patients with acute ST segment elevation
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[ Abstract] Objective The prognosis and influence of complete revascularization on patients with acute ST segment
elevation myocardial infarction (STEMI) complicated with multi vessel disease were analyzed by systematic evaluation. Meth-
ods Search CNKI, Wanfang data, Vip Chinese database, PubMed, Embase, Cochrane Library and other databases until January
2021, and include relevant literature on randomized controlled trials for comparing the prognosis of complete revascularization
and only criminal vascular interventional treatment of acute ST segment elevation myocardial infarction with multiple vascular
diseases. After selecting literature and extracting data according to selection criteria, meta-analysis was conducted with Revman

5.3 software.Results Finally, 18 randomized controlled trials were included, with a total of 11 106 patients, including 4 680
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patients in the complete revascularization group and 6 426 patients in the criminal vessel percutaneous coronary intervention
group. Meta analysis showed that in the complete revascularization group, major cardiovascular events (MACE) (RR =0.60,
95%CI 0.52 -0.71,P <0.001), all-cause death (RR=0.68,95% CI 0.58 —0.81,P <0.001), cardiac death (RR =0.62, 95% CI
049 -0.78,P <0.001), recurrent myocardial infarction (RR =0.78,95% CI 0.67 —0.92,P =0.003), revascularization (RR =
048, 95% CI0.35-0.65,P<0.001) The incidence of recurrent angina pectoris (RR =0.66, 95% CI 0.47 -0.93,P=0.02)
was significantly lower than that in the criminal vessel PCI group, with a statistically significant difference; There was no sig-
nificant difference between the two groups in the incidence of postoperative heart failure (RR =0.64,95% C[ 025 -1.62,P =
0.35), coronary artery bypass grafting (CAGB) (RR =0.64,95% CI 0.58 —1.66,P =0.94), bleeding (RR =1.19, 95% CI 0.88
-1.46,P=0.33), and contrast nephropathy (RR=1.59,95% CI0.94 -2.71,P=0.18). Conclusion Complete revasculariza-
tion treatment strategy can effectively reduce the incidence of MACE, all-cause death, cardiac death, recurrent myocardial in-

farction, revascularization, angina pectoris in STEMI patients with multi vessel disease, and can improve the prognosis to a

- 1187 -

certain extent, and it is safe and effective.
[ Key words)

intervention;Prognosis; Meta-analysis
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50 52.2+£10.6 43/9 JG3dW
Smits [22] 2017 ERPHACEH 885 295 62 £10 233/62 CR vs. IRA-only %115 PCI ARIfalA 36 D2OBRBEBO 6
590 61 +10 450/140 JE72h 4
23] 2017  HE 318 126 61.8 +10.0 98,28 ECR vs. IRA-only Zi2 PCI RJ5 5 ~ 12 DD 3
192 64.1+9.5 136/56 14 d
Ak 2017 hE 390 139 69.8 +6.7 94/45 CR vs. IR FEBEI )=k B e 36 0606 3
251 71.5 7.7 149/102 30d P
VElpgig 23] 2018 thfE 326 131 60.41 £11.03 113/18 CR vs. IRA-only %12 PCI RE} 36 DRB@GODO® 3
195  59.82%11.27 173/22
Mehtal26] 2019 gk 4041 2016  61.6+10.7  1623/393 CR vs. IRA-only PCI AR5 70 h 36 DRBDEODOW 6
2025  62.4+10.7  1602/1423
2727 2019 ifE 122 61 70.6 +6.5 34/27 CRvs. TR (B 4] 36 P06 4
61 71.3 £6.2 33/28
)52 28 2019 i 592 341 61.6 +11.9 258/83 CR vs. IRA-only %12 PCI RJ5 105.0+13.6 OQ@BE® 3
251 60.5+10.9 186/65 5.2£2.24d
g [29] 2019  HE 215 85 72.20 £5.57 80/5 CR vs. IR “is PCI AR 36 QB@DEEDO 3
130 72.37 £5.35 121/9
B 30] 2019 ifE 281 77 65.9 6.5 41/36 CR vs. TRA-only {2 PCI RE} 24.9+5.8 Q@G 3
204 68.2 6.2 112/92
JEl e 131 2019 i 1897 359 NA 290/69 CR vs. IR 412 PCI ARHF 24 0000 3
1538 NA 1179/339

E:CR. SE 42 M2 it ECR. IS8 A28 F A IR. RS A MLE A ; TRA-only. (TRAL M MBS FE A ; NA. K2R, 45RiER: OMACE; @ F3ET; @ LIRS

T2 @F O IR ; ©TFHA IMLIZE 5 # ; ©4080 ; D0 F15658 ; @CABG A ; Qi il ; Wk
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CR IRA-only Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M.H, Random, 95% Cl M-H, Random, 95% Cl
Di Mario 2004 11 52 6 17 29% 0.60 (0.26,1.38) —
Engstrom 2015 40 34 68 313 88% 0.59(0.41,0.84) —
Gershlick 2015 15 150 31 146 5.1% 0.471(0.27,0.84) ——
Ghani 2012 28 79 14 40 59% 1.01(0.60,1.70) o
Harnza 2016 3 80 12 50 15% 0.25(0.08, 0.83)
Hlinomaz 2015 17 106 15 108  4.4% 1.15(0.61,2.19) ===
Mehta 2019 272 2016 426 2025 14.5% 0.64 (0.56, 0.74) -
Politi 2010 15 65 42 B84 63% 0.46 (0.8, 0.76) S
Smits 2017 23 295 121 590 75% 0.38(0.25, 0.58) —
Wald 2013 21 234 53 231 66% 0.39(0.24,0.63)
U 2019 84 341 o251 11.0% 0.87(0.66,1.14) -r
FBEe 2019 34 359 243 1538 9.2% 0.60 (0.43,0.84) ==
TrEERR 2018 23 131 60 195 7.4% 0.57(0.37,0.87) ———
BiF 2017 31 126 72 192 89% 0.66 (0.46, 0.94) ——
Total (95% CI) 4318 5780 100.0% 0.60[0.52,0.71] ¢
Total events 617 1234
Heterogeneity: Tau?= 0.04; Chi*= 27.15, df = 13 (P = 0.01); F= 52% 0 - n:z 5 25

Testfor overall effect: Z=6.29 (P < 0.00001)

Favours [CR] Favours [IRA-only)

B 1 2 HEHEARE MACE F)IEA ARARIA]

Fig.1 Forest chart for evaluation of MACE of patients in two groups after operation
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B, S5 RN 2 ARG O IR AL, 22 R G2
Y (RR=0.64,95%CI0.25 ~1.62,P =0.35), il
#2,

2.2.8 2 41 CABG ARPEH .6 WiffFag! o225 5
RT CABG RIFM , & 5 FLPEAS 55 £ A X AN HA 5
JRPE(P =0.19,F =32% ) , BCR ) [ 00 A5 R a4 7
Meta 5387, 453 R 2 ARG CABG ARAG ML A ZE 7
TGt X (RR =0.64,95% CI 0.58 ~1.66,P =
0.94) , W32,

2.2.9 2 R WM E B VE M 7 5
L2020 TR L, 28 S AR I 45 TS
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0.33), W32,
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Tab.2 Meta analysis results of prognosis of patients with STEMI combined with multi vessel disease after complete revascularization therapy

YR AT il Ko B _ Meta Gy hi4i: _
P1H 1 RR ff BN (95% CI) P{E
MACE 1851 0.01 52% R LA A 0.60 0.52~0.71 <0.001
S HFET 671 0.04 40% P AL A 0 A 28 0.68 0.58 ~0.81 <0.001
L HEBET 303 0.24 20% I 5 I A TR 0.62 0.49 ~0.78 <0.001
R OIAESE 610 0.14 27% [ 2 RE N ABE TR 0.78 0.67 ~0.92 <0.001
W I 32 T 885 <0.1 76% Fif AL A 0 A28 0.48 0.35 ~0.65 <0.001
R LB 388 0.04 64% P AL AL A 8 0.66 0.47 ~0.93 0.02
L 1B 137 0.1 56% Fifi BS54 7Y 0.64 0.25~1.62 0.35
CABG R 57 0.19 32% I 255 A 7R 0.64 0.58 ~1.66 0.94
ARJe H i 269 0.87 0 [P 2 IO A 7 1.19 0.88 ~1.46 0.33
YERSF B 57 0.76 0 78] 2 S S A A 1.59 0.94 ~2.71 0.18
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AR BRI, 78 JC W S 84 S i 10, 45 R T {5, L
K2,

SE (log [RR] )

0.2f -
0.4r q
0.6} o

0.8}

RR
0. 05 0.2 1 5 20

2 2 HARJE MACE 34 IR
Fig.2 Funnel chart of MACE evaluation after 2 groups of surgery
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LR TS MTSE I B eI H (S202004a07020061 )
VR 243 : 230012
WEVEH . ®@ik T, E-mail : hyssp@ 126. com

AL, Z B B2 R S A B (X —3C) 5 230031

LR THIY BREE & BE Bt (3K TH)

(X8R PRER— IR NIE ZAE ; Ve sk 3 1B S Bk s 2 W7 5 1R )7
(FEZ%S] RS55°.1;R745 [ xakiziREg] B

B W49 5 AR H AL W 8 4R AT AP A
1AR4”F 2021 429 H 20 H ABE, B3 8 11 JCH B K
XA A A, R RRENBR A L6, tha %8 B
JE IR B E WA, BN E , 3 TR AR VPS13A F7A4E
a5 R (L), RIS W SRR —BLT i s 208, E 21
DL WR BE B LBE AR IR T e, DI ER A T . 1 AR R
eI B R AR DK 2E 38 1% 57 0 A0 7 1 B R 34 i b
Z. TR HE, FIESH, HR BRI, ZHAREST
AR [ BB E IR B E S R e, AT WK A
FELBh . VUL IR LK T35, U e R s G T 2, LA
ELEEHTSLAE AT, e S S U 55 , 8 2 ik 00 B R T R X 8 2k
Rl WP R S B s EA Rl . DU R B R4 16 47,
AR R PES 24 43, SCEG = K4 . AST 109 U/L,CK 1 971 U/
L,CK-MB 86 U/L,LDH 422 U/L; A AH IfiL ¥ v BELL 40 H 5 1 2y
20% (B 2A) o A BRRLL AN 5 L 29 30% (1K 2B) . 3k
15 MR 7%« BN AR 25 B A Bk RU kA% 25 4 (T 3) o WLER
Bl Z b 2R AL R DS, B S BT ARSI < 25 2
S SESTOTATRE SR o PR BG4 FR (PD) R
TKAEAS IR S BT BRI F 25 %, TR YT 1 5E T LASRUR UE i
LTRSS e [ | L S e R P N
R T RIS RS SRR IRTT , SR KA, JRIRYT L 4ks T L
SRR NE B R BEER ST SR B TR YT, L STY L RN M B B B A
SCRIERAE SCHIRBR A AR SF LR A XTE AL B8, 41 )5 B
Ui, BE VIR A 260 8h T B 5 18/ 7 W B 15 55 1 D 3
AR, SRR AL A R AR S IR R

1 B chi9:79972668 AAFTE c. 7867C > T {4l & 5848

TR 214

B3 Skmi MR $ 75 O i 2 i £ 0K U R AR A 22 4

i EEIEIN—BRL 4 B £ 5E ( Chorea — acanthocyto-
sis, CHAC) S —2= LWy &7 Mg oos , LA it M 32 Bl 4% 22 Fn &t
MPIEAS 7R MUE G R R I , HARFAE R & F bl 22 R GE D) g
RE , 451 QPR A E AR TRV 5 R DG 12 Bl e ] L ol 225
SRR R 7 T A R

PLE HAR CHAC 2 485 Chorein 7 14 i A9 VPS13A J:[H
ARG, A6 T X — A & 3 e ARk Bk 1 4% (AR) ),
IR ISR 7 AT, e B 5 K 75 NG s 1 e 5 /2 CHAC it
RO AR ) TBRAT 20 0 22 7 g A5 1) 2 B4R AE 2 — 1
A CHAC BB AR A BT AU £, HURRLT 40 i3 £ n]
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REAESOT IR B S AR () B8 0 A A1 B A7 BRAT 240 0 A
A LS T A 1 B2 A 2 IR 40 i o 1L 30 2, T L
A L340 F DRI D 1A% 204 35 2 K, ISUA T 41 il e T
LW, CK T & CHAC SR i LG 53 22 B, HKSF T iy
HUHI M R 2, TT R S PR 2 R E LI 25 45 R [ 38 3 R
A5, Sorrentino % 4 % B, CHAC 825 77 16 i 28 B UL DY
45, Limos 250 55 20 2 E SCHC LY AR AL 2 il T2 26 b
22 BRI 4k % P ik AE . Melone %51 % B CHAC JILIA b i tT-
Gase 7KF-HH S Fh s , AT i S5 ok bt s 38 A B R Bty e 8 £, 3
B, 0 CK B S5 R4 M 22 . ELRTZE CHAC rhik
VAT R DU S FE AR G, 5 CK K R4 i R AR R T
Mg E AT . MR $RZCIR IR ZE G X2 B CHAC & X
BR,H MR FBUAT 35 0 T RAEAR . PET S3Br RE % 75 5 40
KB CHAC 25 A% SRR Kz S5 14y L 370 A 7 280 0 1 o
IR , BRIV MO Sk 5 MR A B0 HE 1 i S 1

CHAC B2 % A8 J1080E RO Rl 7% . Bruneau 451" ff
TS B, CHAC A5 B2 R T R , FLA AR o BT AT 1
SRR T2 SR R g e Z A O R DL A2
5 S A PR BCAS F5e R UL o L3RR S L 08 IR L A
SRR TR B R B, A H 3 DU R A T S
it 2 BRI 5 SR A SR AMARIR S, X R IR R % KR
T BEHE R 5600 CHAC % 10 0 BR g B . S8 2 e ok 0 8 R A
P 0 2 A 0 0, 249 FLE A5 A5 TR 22, 1% . A
WR 3t 57 P B 3 40miaE , BVE L Berg P INBEPEAN IE W . B8
e S R BRAIL 1) A2 2%, 5 IRl 28 19 4% 3245, KRG B 5 %
BT RS P 4 A 1 R 500 R0 R T A /N i T JEE 2R
Gzt " . RE XTI SR S RS A5 i e B
TR AR 6 R R e, B 2 56 060 5, X 6 B 4 CHAC 8825 1Y ft
AN 12 240

Ao 5 A 2 BRAT 0 Mo 229 AR S . CHAC i 5
PHELEAE (MLS) 245 CK AT T , o P A W0 % 1 e
JH 2 3% . H CHAC L™ 5 ) 11 0 5 A 5 5, MLS 1A
o TVEAB e Ly X 3 B s A s, (SR A T 9 4,
Y2 W MRS A N FE T Kell HUJR, 1F 3 2 1K 000 AT LAHERR
MLS, 252 R0 2 750 f A 0 ) R B 5 2 B2 32 1 B8 i A
S A AR AT G S AR I BN, BT O R ) R R AE
s A b 5 D5 PR R R, 2 5 G0 2 6 B0 0 5 32 B T 5 7

A 1 AT RREIT 7, E AT R AR O 4R A T E &
FHLRI LA FOEYATT o ARIEARG G 2 FUE I 2 id B o RE 3
BT AN B y-2 3 T R A S5 ALl s . AT e I 2
U i BE 2451 580 22 10 M 2 P35 70 790 L UEL GG 2 40 354 s 9 1
TR fr i IR B R UM % . RN SR
HENATF T gk sE CHAC 111 3 LK o B As:, 25 (1 Bk P9 00358
T I MO G 3 L RS ( DBS ) T g 2 ek 35 4 R B 40 11
AR

AR BliS Wit FE AT , SRR R B T sk A

HARA RS, X XA CHAC 825 1im PRz 3 it i) 2411
FOURR . A B W2 B2 IT i R R, IRl 2 R
AR I TATR, B 1 X2 12T K-

S 3k
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[X8R] LR e s 123697
[hE4SZES] R738.7 [ xHf#riREg] B

BE, 4,24 % ) FIER 1 AT F 2020 4F 10 H 20 HA
Bi. #FA:T 36.5°C,P 86 ¥k/min, R 15 ¥X/min, BP 126/80 mmHg,
2o T R fish Be— E AR 10 em (LB, BRI, AN ED, A R,
T BkIfG o SCEG KA 1 PLT 322 x 10°/L, ALT 58.19 IU/L,
PT 13.3 s, ZMER (0 18 75 : 5 bk 22 1 5 48 B K/ 10. 4 em x
9.7 em(PIRA T L & WA M (55 o MR &L 9 L A
WREESE, K/N11.3 emx8.7 em x 10.2 em, (5 A5,
TIWLT2WI R S{ES, NILZEZ &R RK 2 F9%. F
10 H 30 HATZEIERPHIVIBRAR , AR p WL— B RSN 4, i)
L5 MRS i I i R B R R, SRR B M R IR o
AR 9 B < /0N B 0 A T R 3R BE, SR SR KA Y LR AR .
YELH Ak CD99 ( + ), NSE ( + ), NKX2. 2 ( +),Bel2 ( +),
CyclinD1( +),Ki67(60% + ) ,Fli-1 (55 + ), JRHELW. 2
RIARE . SR ARG T HEER I e B il 2k, AR Y AR & R
fE, Bl % . RJg2 417 PET/CT: (1) A 2 &R &
S5 B, A m A, BRI 11.7 em x 7.6 om, FEEEEUY
T AR 5 I RRE AR I A BRI L ZE B R o3 SRR T, 5 b
SRR o T IE R R A I 5 SR T B A 2 2 A b
WL E R R RE R AL NG, AR, B R
B RBE R AT, AEACTE &, U AR B, (2) A2 8% I
B R LGS, PR ) 5 . AR S R
W+ REILE + BIIAR RIS YT . BEVTEH 12 A H R
g it —2b 2 R .

it i JLIKAIE (Ewing’ s sarcoma, ES) J&—Fh g 5 T 4§
Z AN JE A R, A R L3 e 75 /0 A 2 U b
SR, AR TR AR . R Ik, ES R R A
10 ~ 14 # R JLE AL S BAER) 3. 5% , 16 15 ~19 % )L#dh 5
2.3% CEHRER S, BUG K2, ES ARG E A H, >
B 1] BEFE ARG PRI AE IO 10] , 14 oK & e 2 1 IR R R 5%
ES fair 2 . T AR 32 2243 0 B 0 B 9 K B A G I Y
% (extraskeletal Ewin’ s sarcoma, EES) o §i# & T WU & T
AR AL, PR LA 5 ML R 0 I PR SR TR R 5 4% 24 R TR, TR ik
ARAFSW TR . e EBCA DI, FEEHR R R TE4
SUINRIGIE AR, B R 3R (10 & A LA 45 B PR A L B
M EES 2R FHAENARRSAE 15 ~30 210 Bk

Z W, EES InREIIF AR, FERI N HEARH L B, {8
IRFTPEAE SRR o TERZAR % I KES S8 25 MY i) 240 e AR A
TE CT K MR E el ke Se e, ttd if X 48 CT MR 2 W
PR BIRBR X T EES RFTHIZHRML, XTI EH 12
FEAREERT B W A S e k. EES 7EGHE T 325 i /N3 46
JELLE R, FLRE 2 W] UL A AT, — el Homer-Wright B9, Sy e
L ARIZE SR e AT Mic2 CD99,NKX2. 2 HAT AR XY
FSPETEL A 90% 1y BES EATREAE R A Ytk 5 6r 1 (11
12) (q243q12) o A1 H R THALY EES, AR BT{LES £3 HAH
Kl PR BBl A A RIS R, X T I 2R 3 2 W 54K
LT A e PR 28 36 B g PR 25

H T PR PR R e B, U 5 2 T DR R AT OG, A
TR /N B A FRUR L A . EES B T8 B9 JC N A
XS TACS A B 19 SR, R H A 222k F T AR S8 B D) BR | Ryl
BT M B AT EREIRIT , AT R e R AR AT AR AR AT R
B AR S RAATI AT, BT AR .
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[gim]  WE ST, 1 b R, SCL37A4 FE[H A8 B o U s 7 5 16)7
[hEHES] R587.3 [ xHftriR®E)] B

BILIB, 74 23 R, R RE R RIRIEET 1,
REEIR2 AR ABE. BILHAE 11 d B s aE, 15 d
BRI, T Y b A B VA YT ) & B M RIS (0. 7 mmol/LL) |
AR P A FLRR ITLE , T DR 4ERGY Y e 1 d SR K
EOR A BB, 5 R PO R, ek A AR R T A A
FEILAT NS e DX MR 92 , B0 i I 35, £ & 34, 12 2 b I
Bt TR A2 AP XA (RARATE) , 29 1 S #GR, 05 0 i
B WAE3IAARRP MM E LB, 490 I 575 H 1T
PR ~7 dEATIRI, RI2Th . IR 2 N, LR £
WX, TCREVE IE K, DU RS T T, A BB N B R 22 HERR
Beaiis . HR: GLPO A& iR, N T3 ™ A7 Il i As 25 & L
FAMR” , TR BT 3 A EITE 1A WA R L.
BILHAESE 1A RiES 3 MA@ a6 Mok, k2 4
AEBEEIR, HRT kAR, NEER &, Rase, IR 14
Fitk 6 kg, B HKSPE2E R R ARG AE M, FAD R 4 om, SR
5 em, BB, PUREUUIK oA . AR U H B & B S AR i 4k, o
PERLAN AT 1. 49 x 10°/L, 1L 44 137 pmol/L (S % {H 18 ~
72 wmol/L) FLFR 7.76 mmol/L(Z#%1{H 0.5 ~2.2 mmol/L) | J§
2 509. 9 pmol/L (% % ff 119 ~ 416 pmol/L) . = it H i
21.7 wmol/L(Z#%{H0.4 ~ 1.7 pmol/L) , K54 pH 7. 285,
B4 (BE) -9.1 mmol/L( & %14 5.2 mmol/L) ; {f MLt T
L= 1 U QTR VA =T = 2. N 107 S o 8
JE R CT $27R TR B 15 O, 92 285 AN 1, JIFZe ik B R AR %
JEAE, ZUE BRI R, 2SR A & B L SCIL37 A4 A
BAERERA . 1123 +2dup (ACMG PP3-C1) SR IRAL3E, %k
HOBE A ST NE T X AL e. 68T > G(p. 123R) (ACMG PP3
Al +BL) oy B 48 i B0 42 SR I EE R . 12 W7 i e 2 BUE
Ih #Y

IS5 T Ik i 8 2 A R 100 [R) g S 3 L& (A

SRR YR )T0 ~ 90 ml/ik, & 3 h 1 3R, A £ KRIE#
5~10 g/, R 3 W (H LIRS ™ E R 515, 8o 22 28
Wk 3 ~5g/ W, RR 3 WA IETE 4 d Wi, kg i 75 0
PR [ TA YT, B8 2 K, Pk 40 R AT 2 5 1 5, ARE 25 d
AT T T AR I , Ji P 7R S0k T A 15 mg - m ™2 - d 7' I
MR,S d J5 A, B milss . 525 J5 a8 ) LA a) i 75w 41 1
Wi, XHRETRYT IS BB LS RIS DY B UK 7 S5, JF G i g 1
WOFNEEZEZEMT 0.5 em, J5EAMEATIFIE RS A, B 17 1T 45
FEAR G 2%, BIAs i ik Ao, (8 OB iRETR , b A, B
A AR e e R 6 mg/d B E] 1 mg/IR, 12 h 1 Rk, ]
1611 %, U7 Uk 1P G IE R R RS R A, 5 71 em,
RBTER 7.25 kgo

it BEEZEEUE [ b K glycogen storage disease type |
b,GSD I b) 7L, /2 SLC37A4 JE K 5875 5 | {2 ) — i e (o ik
Barbisfems . HATABRIGE GSD I b B 160 40, A3t
(Rl 28 A8 45 122 (HGMD ) LS 1y SCIL37A4 Fe R 588 4 80 A2 b,
FE A LA, AR A WL C1015G > T (G339C) F
c. 1042-1043delCT, H A A BE 50% By £ K %€ 28 2 c. 352T > C
(WIISR) ™ vp [/ A B P H A 412 38 79 GSD 1 b 70 55 45
SCL37A4 FEHAE T4 /D

GSD T %1% 95 24 1/100 000, H T b #8355 20% P,
SLC37 A4 FE K] 53 45 5 B0 %45 Wl -6-9 1 7% 7 1 ( glucose-6-phos-
phate transporter, GOPT) 2875 | 541 GOPT ¥4 6-1 i 4 25 Wi 45 iz
ZE D0 G B R B AR S e 4 e /0 s
AN D RE R AT (SRR R A B i S8 s & A
B G M s , PR R R R AR A TR L R e R R B
oy B A M A B RS R, A KRB WS, B IS RIR
TR IR MLAE =5 LR « vy 2 M E A 2 rp B 56 75 25 i R 2R
i T2, Hoh T a B A8 UL, 532 58 LSS RS #8555 | Y
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Bk R ARG 1 a B, FRAT45 & R ILERRE L
T IRAAAE TP M L 4 M 3 R R T R, ACBE S M AR L M
BRI R A 8 > (AR 0. 53 x 107 /L) , 1] Wi ffi FH 42
AN DR 367, R A R 4 R R OE R ARE, i — 28
e 5 R 2R A IS $ R UL SCL37 A4 B K 5878, 774 GSD |
b AW,
BTG K EJC GSD I BUAFRUAYT 254, T2l T ik B 4%
1, PR HHERILAARSE o0 4 17 A S5 IR AR TH AR R B 11 - 19 4 26 W, 42
HEREIS M o 69T AR R ZEFFAS A MAELE 3.5 ~4. 0 mmol/L,
Wt A 4 ), LR IR L 85 =k ol AT A R
ZHEWOKAC S YR T SR B XU D2, JUH
o BT R ) g, By 1R RS AR w22 LI T RE RS 5
PRI MRS, 55 2 I i VA A, AR T b A O R
FHAR K VE #3022 2 WIRG (14 T FLBE TC 7 Wk 4E 457 1M AR
B IUAEBEIA] F e A 6 K Ty S 22 2 MRS i 75 A3 [] 1B 1K 1t
W, N BE 58 4 150 18 i T o 4 A, 7 T R S A T IR A 1 1 4
AR , 408 ) 8 L AR P e, % 0 0 g 5 DK 4 . SCRR IR T AR 4y
GSD I b R E G IF oMk 4 i st/  AH A HL R DA TS AE
B I PR A0 A 7, AT A DR 20 i A 0 P T A IR
97 AEEEE B TCRGIESE O A BB AL S5, — S SOk
75 T RSl PR 200 J 4 v AR D] 5 B9 7™ O R E . 938k, 3C
R A A A T T AR G e 1K M AN 2L BR R vh 7 R AR, Tkt &
L S PR R M RE o RS A A R R BAC
PRI B R D il 5 0 | 2 K 2 R e A 4 o b 4 0
PRI TG , B 145 4F 10 4R LR A7 585300 82% |
76% 1 64% , B AHA G IE T IR R 2 5 AR5 S ik I AH I K 5E
FASEN Y EFRS M I R S A Pk R A R 2 S rh
A DR RE RS
2 Lk ,GSD 1 b 7Y LR A e DL 2 1 1) J2 B AR LB |
rhPRL A A8 D | FLIR ILAE 55 Ji IURE R R b R4 A
oy REWTARIZ T, T T A8 B R I ok U, 2 I 28 R L L I
L2 TEAR AR , R FH A 0K E #/ 22 2R S5 IR IR 41, 7T 244t
iR e AL s A, 25 5 AR R RT3 R v 45 3R
U, AT RIS A
Sk
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[ Abstract] Glial globular inclusion body Tau proteinopathy (GGT) is a 4R-Tau proteinopathy, which is rare. Its clinical
manifestations and neuropathology are heterogeneous. It overlaps with Alzheimer's disease, frontotemporal dementia, progres-
sive supranuclear palsy and other neurodegenerative diseases, and is difficult to diagnose. At present, it mainly depends on au-
topsy. Up to now, due to the limited number of documents that reported the imaging manifestations of GGT in detail, the un-
derstanding of imaging of GGT is mostly limited to the non-specific signs such as frontotemporal lobe atrophy and white mat-

ter hyperintensity. Therefore, the article reviews the imaging data of GGT cases reported in recent 5 years, extracts relatively

specific imaging signs, and hopes to provide some reference value for clinical identification of GGT.
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2011 4, Ahmed %1 ¥ YCHR H TR A M BR P 4 1 1 Tau
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Glial spherical inclusion body Tau proteinopathy; Imaging; Diagnosis
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EHR TR

1.2 GGT & X K437 5 J57 4 Jd 3R B A2 A& Tau 25 9%
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[ Abstract)

genetics, intestinal flora and other factors. The incidence of IBD is gradually increasing in China, but the existing treatment

Inflammatory bowel disease (IBD) is a chronic intestinal inflammatory disease involving environment, diet,

methods such as aminosalicylic acid, glucocorticoid, immunosuppressant and biological agents have shortcomings such as high
price, low safety, obvious adverse reactions and limited therapeutic effect. It has been found that probiotics have significant
effects in regulating intestinal flora, reducing intestinal inflammatory response, regulating intestinal immunity, etc. This article

reviews the relationship between intestinal flora and IBD, the clinical application of probiotics in the treatment of IBD and its

mechanism.
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[ Abstract)
pathogens, and they play an important role in the pathological process of sepsis. In the pathological process of sepsis, NET's

Neutrophil extracellular entrapment nets (NETs) are a new kind of net chromatin structure that can kill

may also cause inflammatory cascade reactions while killing pathogens, which may affect the coagulation function, and may al-
so directly cause damage and leakage of vascular endothelium. This article reviews the mechanism of NET's in sepsis, the prov-

en pathways and current interventions, and analyzes the possible future research directions. It is hoped that the discussion of

NETs in sepsis will provide new ideas for the research and treatment of sepsis in the future.
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[ Abstract)
(POP) surgical repair, which affects the quality of life of patients. The occult SUI is closely related to the occurrence of new

There are more and more patients with new stress urinary incontinence (SUI) after pelvic organ prolapse

SUL If it cannot be diagnosed in time before surgery, it will not only cause unnecessary disputes, but also increase the risk of
new SUI after surgery. Preoperative stress test was used to screen occult SUI, and preventive anti incontinence surgery reduced
the incidence of new SUI, but increased the burden of patients and adverse events. Whether prolapse repair should be combined
with anti-incontinence surgery has always been controversial. This article reviews the research status of occult SUI and new SUI

after POP, which are often ignored in the diagnosis and treatment process, to provide reference for the diagnosis and treatment

of POP and SUI patients.
[ Key words)

nary incontinence

BT IBETR (pelvic organ prolapse, POP) R 47 FEJ e 4
(stress urinary incontinence , SUT) J& 5 UL A 22 1 £ i 1) E e A 1
PRI, RS H B O R R, Rk 54% 1Y) POP SRS
I SUI' TEIG RS Y7 b & B 43 16 % 1 POP B J SUL 41 4%
SR B 25% TR POP B EAL R B A SS B Tk &
IHER A (de novo SUD) ™ | 503K H# AR 04 SUL A 15
5 4 T 14 bR 2 2% (oceult stress urinary incontinence, OSUT) ,
1M OSUT J&#i & SUI (B BEAER 3, OSUI (1 35 7E POP B {5
SR BT & SUT ARG H 25 ) BB AR U5 41 B PR 2 A5 R m]
DABEARH A SUT 19 UK , 1556 T I T - R 2 75 [R) AT B IR 2k 2%
FARAVRAEAE G, i A" DR e de 2 10y T A ] A
FARIy A RAF I T2, AR A OSUL, 421y 03 & SUT X
o 1) R T 52 1 [R] B A7 0 IR R 25 TR WT LARE AR 7 & SUT

De novo stress urinary incontinence; Occult stress urinary incontinence; Pelvic organ prolapse; Stress uri-

) R R N o e e L = i i B Al N VAR 2 B o
AR SO OSUT B A SUT 1 &9 1 50 K A B R 7 55 07 T 37 LA
1 REYENEREE

1.1 R5%ZE  OSULZ4ETC SUL SEAR (0 POP 35 W A as e
JRTER IS AT Valsalva ¥ REMKAGHEINIE e SRR H 30 R 2% 2%
FEAR . WFIE R, Y B bE FE 2 A 300 ml B, SR F T 4G ik
S OB AR A R0 BT 2 L 2K I 41 ZUA A0 Y H Y
J& , OSUI #6243 51k 6% 16% 21% 20% F1 30% ) 18
Y& FHIE [E & AR BB A AR (colpopexy and urinary reduction efforts,
CARE) [ 5345 51 ,36% 1 OSUL g 3 76 AR IR 20 1 4 K 4
BRI, 70% ~80% T POP f ¥ 4 o] 7 46 OSUI' . #idR
i, OSUT &HRR 6% ~83% "), i il 25 5 5 i J5 IR =6 280 1%
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H G — DS Wit AR ik
1.2 #liil  HAETEY 1 OSUL A& S ML i A B8, il ig 5 POP
SEURE M, 55 IR 18 1 24 WU T g e A . 1983
4, Richardson B 2 H T BeBE 4 R 2R 25 A 2, R B A i 17
POP g 35 OSUT fybL o BIVEE BF 2 25 34 PR A8 A & a5 B BE
FEk A PRIE R H B, — R4 1E 5, B A PR T8 A 4 8
B, T SRR R R R R TS A R s, T
TR R 2 T BOURE L5, b 305 v J 38 L5 0% 16 30T B
MM E RS, S BT IRIEAER, 3 — SR T L —HL
il o [EIEHZITF 5 2 B, 155 B 290 1) ) B A S50 A Eb 58 28 ) RS /s X
OSUI B S s s B A A
1.3 JEJiksy  BALRZS T AEREDE S AR W 300 ml [ 1% %
Valsalva gh/EFTE 1R E6 i A8 OSUL, % H 7246 i E A o)
B LD AR B B A I B A T . R R E R R
AL, W] SR FH 7 S AR o AR A o R P TR RAE,
W2 Ny 2 o8 185 b PR G 3k B2 7 4 5 PR 18 BH %€, MR 4 Visco
Aoy R TR R T OSUT BUR B B AR 2 —,
Hp P EFC IR SRR R 5% , (H 4R 5 B e i (96% ) 5 T AR 20 7
(79% ) }2 545 (50% ) FHME TR o BRI IL , I PR &% AR 20
A AN i A, PR EL {2, ELASCSR B 10N o 40 T HoAh A2 A7
Tk, FEIRH R AEURE L R KRR e T
I K PRIB P& e ATy RE 4 PR AE B, DT 38 i 1 R 38 6 HE JR 1)
HEPEA . B Chughtai % BF98 @R, SGE 1 1 HAERNE
FEICIRAE T L& B 20% OSUT, & — Fhfr el i il F AR
ARAG S 25 5 T ELX R 7 VAR 118 L e A A (R4S
SRR A2 A B ER R R 5 A HERA TN OSUT, (R B T 145
Tk e AU EA S W R 2R A . BRI, SR R 58
BFIBEA 2 Al DL 14 O e 0 28 DL 1 M 1, S f R 32 TR 1 448
2 WMEENERRKE
2.1 WATIRZ: BRI PR R R R R HITC IR e 250 MR,
POP &5 5 Hi BRIy SULSEAR . HEHRIE , B & SUL 1 &0 2 A 3k
16% ~51% , WRIEARRAE KB OSUL YesE T A J5H# & SUL &
TR AT, Alas 20 H258 , 6ER Bk 2R TC OSUL 1 274 5] 5
FHIAT POP TR, 45 5 L AR 587 & SUL B &R E LEH9. 9% .
MEA OSUL iy L M 7E POP R 5 54% 1Y & 1 3 &
SUI'™ ik, RETTE OSUI f#) POP £8 3% 76 i 18 5 )5 & A 3
7% SUL f KU AT A7 7E OSUL BB & ik, BB AR AR H
W FEOH & SUL KR, Hgil, it s mata f e
ARiAIT POP BHARJGH & SUL IR ER K 7.5% ~33.0% 7,
AR Kusuda 25" T8, HLES A0 DY BE B [ 2 R 5 2 B15E M
FARXT L, BRI E A5 I & E I+ TC I 2 5 (B3 & SUT &
R ZEF IR (5. 4% F 25.6% ) . W ULHT A& SUL B9 &9 20 3
BKR, FEEEEBH I OSUL P& 19 A 2 5 11 Bl bt bR 2k
BFEARA KL

POP Bl SUT i 55 A 9 R 8 i 2 WA TR 25 KUBS 30
WG B , i L 7= YR 38 T R 5% M 2 2 R A 32 2 1 A [ i 6 T
210 G2 HIEH K SUL AT TR &, A BFsT 4R,

Je B AR5 4 SUL I B SR IN £ AR R ( >50 %), 78
FEBRH P TR 20 T A sl B s 28 o T 13 PR S A BEL
WG o E A BEZE AR BRI S E R LA s L 2
FAS ABIREETFAR B K SULIEREZE™ Wi
(¥)— T 5 F POP AR J5 i K IR KBS fE 6 N 2 RGEM BoR, T
BFRR I PP AR > 50 % R KIRIE A TR <60 emH,0 J&
POP RJ5#Hi % SUI fe B el W& L B, I RS ¥7 b
FE4r5 BT RE S ECH & SUL BTG R I 2, 76 T AR R 45 00
FHARE KU , b AR T T B A A8, e I SR B T 195 % it ik /b 37
% SUL {1 %4

2.2 WM A TR [ AT I R R AR TR
AT LARRIGHT % SUT 8 & 2E (BRI RE S i I s aE i kA 2
1, Xt POP £5 #% ARFTHET TR , AT LAk # Hb X 25 138 5 4
& SUI AT R MR R 28 F R, 42k, B & SUT T K
TR Z SR RZ R AST . JEHRGE, POP-Q 23 FEh Aa
P55 > 1.5 em A1 Ba #5755, > 2.5 em 75— R _L AT LA
Widk SULIRAE A2E M T POP AJG ¥ % SUL i
R A A 7 AT A T 2 AR IR YR BMI AR R R 7 ik FH
Ph BUREEEFAR | Sii bk RS EE PR , MOS8 95000 28 S 4
TR SRR L Z T A 22 56F AR R4 5 41
UIE, e 2 B8 I 3 TR 5 BT & SUL )7 [ BLEL 22, i
o GRS P O 9 9 4% A L 0 PR T ke R s T Y
Kuribayashi 2% $3 , v B K AL 74 bR BEL 2 28 B3 A )
FIRIT POP ARG 7% SUT Bl <7 F5000 R T+, AR 2 0 B
TAE 53931 R 29% F170% AH BEAFoE A 4L 83 3/ HALBE T 6 4
A BUREE R E IE AL, A E R R, KRR
FRI& A (<40 emH,0) J2 i f& B3 kB [ 1 A S5 %7 & SUL 1
BOMH %, HAE 4R (=70 ) pamsm' ™ . B2, %T
TR R T AR 7 22 A SR B | 80 o e ) F5000 A5 750 g
TG PR , 18 7 5 2 BF 98 ik — 45 B0 IE, 39973 T Sk e s
T 7 vk PR RS F AR T L .

2.3 RENIIEKAE SRS A (urodynamics, UDS ) 76 7 75
OSUL ST A J5 37 % SUL Hr /R T i AR W, UDS 445 fe K
i P 2 A O T DR S i R SR LI 7 B AR IR | e KR I
s[RI T LA DK S0 I Dt 1 A BEL R B b G R L3 R
5% Sierra 277 HIE , UDS A B TAFAH1T 2 MG 18 2 R 2
TR T EATIRIAE TR, WFE AT 441 5] 15 52 28 6 G
FEARREE , —HAKRAT UDS 27 & SUIL 204 4], H v £ 45 OSUL
B E RS R R AT R 55— UDS Rzl
SUI f) % 237 {9, 232 R 2 R, 45 R R, 2 4R 5 B
SUI B 5B FLARE (13. 4% 1 13.3% ) . #6H] UDS 7E 45 &
BEFARMFARTNERE LA —EWE L, EEBIREDS
(AUA) i FFE POP B & #E1TRHT UDS, H- AT 52 07, LA
TP 757 16 I B P B e A58 R, A B % LR UDS
K R 7 18 58 LA A% OSUT (80, 25 9 7%, K iR 46
UDS £ OSUI [ 8RR EE 5351 24 88. 9% F1 87.3% . DAtk , Wi
FEIR B OSUT L (¥ f {F AH I7], ¥ A5 0 35 % 1] 4 ) UDS % 31
OSUI'™' [l ,—3i 630 f3i] SUL #2547 UDS £ #5 (1 B AL ik 5
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T, AR UDS K4 5 & 5t T SUL (B & MR YT L R A 5
Wi, LA SOXT 4 HLAE Y UDS B 4 B 2 AR B

H AT UDS A J5 35 & SUL B9 SCHRAEAESL . IR,
AHEFEKE UDS /R it POP g8 25 AR i # RS 2 , P L34 o
FAERGAE, I HA — LRI IE AT, Q3SR IR e IR 5
JERYLSE (0 UDS A LAAS Bl A = DRt 36 40 B A1k e 5, OSUT
HBEALE POP B4 J5 H B % SUL 9 XU e , B, 3% [l 301
FTTB PR R AE TR BB H T 47 UDS ™ L XA ML £
GBI P I 1 37 5 A B B 1 B R, R AT UDS
A HRFT UDS & A % AT R A TR E &
SUI RE75 HERA TN , i85 5 i — 2052
2.4 FARER  PLIEFARBA WP DR A AR X — )
B, — AR — A WA AR, G SR r A 0 S AT
TR HEDUR S EE TR, ol LU A S5 8 & SUL i XU, (177 7E
1 BEVRYT AT RE , 1M L2 B BCHE IR T BE B AR 55 XU . 53— 4 L
SONH TR AR KA ARG & SUL AU, i & B2 57 oF
JEAE o PR, [R5 B0 - AR AP R B 48— 1 B W A ol , K3k
AR

Burch BIEE MK AR 4l CARE (58 R EH, A4 322 iR
FTJG SUL 1 38 45 BE 15 181 1 RIAIT POP (Lo bk i 3 BEHL A N
Burch R4 FIXTARL , 45 3R W R, B 3 4~ H Burch R4 & A8
& SUT Ry 23. 8% , T X B A J5 Hi & SUT Ky 44. 1% , Tfi 2
HEGAEIRREE M R AERERA K, H I, 2167 [ 52 A JH]
I FEAT Burch BH3H B AR 7T I 35 B AR H & SUL i XU . 1k
J& WP E X R R g B AT 2 SRR, 45 R o, TR M
Burch BHi B M ARMLH 2 458K 777 . K10 CARE BF5T 1Y
TAEBEVISE SRR W HOE [ ARBES Burch AR JF A $E 1L B 1
IR o T A 7 — OB 181 AR e [ BRI 5 2 T, 3o A
4 47 8 E AT Burch FAIE B A, Fod 33 61 (70% ) TCIR &
AR MK 33 B A 19 1] (40% ) Ay e B M SR R B A 14 4
(30% ) FAAE W i (I PR ESRER , 25 51 o , R J5 7Bk 34 4
A B 3 (6. 4% ) 1T & SUI™ L IR, i3k BERIF 5 32 B
ARG 11 52 AR A [ 5 381 B35 4 47 Bureh A 7E 58 1 P9 B R AIGBT &
SUL k5%, {H Costantini 27 (B 5% 45 1 5 1L 245 18 H =L N
41 66 FIARFI G SUL (1 5 & POP (B35, 17 KB [ 2 A B i H
Burch P& AR, RJFEHRET 39.5 A , 4558 B/R Burch 4]
Bk SUL BRI IR 35% o WAFSEEs RS iR e a5 17 )5,
A RE SRR A I B U ESF Ti) A G o S [) 45 R 3R 3 i) o AR AT
Ty — TR A5, I A A B A2 R RIS A Burch B 38 B
AAG BN B B XU ) S B — B Meeta 237 v, BIFSE
HXF2 717 BIEE AT T 19 WREALXT BRI, DAY T A
PEE AP SUTFR BIFE M, 45 51 w46 332 A 18 1 AR i i
H P BEA Burch BTEEL R 1 25 40 1 R A H [ RR(95% CI) =
1.31(0.19 ~9.01) ] JEF LU FHFSE, 2 B0 1A R
Burch A X BEAK BT & SUT (19 45 FIAF 78 4 L, FLA A I 1 XURS:
i

PR 38 BB B R (midurethral sling, MUS) : i 4F 3%, B &
POP FI SUI F-A A7 AW 78 8K 4 22, MUS B 2 18 R i6 97

SUT B4 bmafe, RO T BB BE 308 1 R L Wei 400 47—
T OPUS {3, A2H 337 4] POP-Q 43 i = 11 ¥ H TG SUI {4 I
B I 2 WA R Ah, BEHL S S Bk 5 R B T B
MARL(TVT) FA4T TVT FARA, R Ew, KF 3 AHH TVT
ZH A RRZHL Y SUT KA 3R 43 5118 23. 6% F149.4% , BAAAJE 12
A H S % SUT IVERIFELE(27.3% F143.0% ) (HHSH TR
R R, S B4 AH LG, TVT 4B FL (6. 7% vs. 0) | JiE
EHEZS R4 (3. 7% vs. 0) JEEH MM (3. 1% vs. 0) | FR B % e
(31.0% vs.18.3% ) KL KIHE . Schierlitz 251 X7 7E 0S-
UL BLJGAEAR R B F12 SUL #2847 22 b D BE L BB AIF S, LA
PEAL TVT FRBEE 23 OSUI s TCHEIR PR 31 712 SUIL ) JR 153
HOEERER,BEDT 6 AN H TVT ARG & SUL k43R0 0, 1
XFIRLH N 7% . BEVG 2 4F)5, TVT ARG H & SUL B/EF N0,
Xt HRZA A 9.3% o - H 2 40 B9 A 16 I P4 4 Bl 3, 401 16)
TR 25, [AEE Baessler 27 Y253 5347 R, R4 SUI
i) POP i3, 22 FEAE A AR R IAT MUS AR, 0] LLRRARA S5 5
% SUL ) =M & HEZ[RR(95% CI) =0.30(0.19 ~0.48) ], 3f
Al gt — 2P D HUR R EEF AR T L[ RR(95% CI) =0.04( <
0.01 ~0.74) 1. ARAETFELE OSUL fy g3, Fips M MUS 7] LU k3%
OSUI AR Ji5 (% EWH & SUIL KA AF-%t OSUL A ][ RR(95%
CI) =0.38(0.26 ~0.55) ], ARF{TE SUI ¥y POP B3, FE 42 ]
TEEEF AR, 1174 MUS (9 25 40 ¥ R BA 86 [ RR(95% CI) =
0.69(0.47 ~1.00) ], G AN UL, X T A B #H 17T BBt F A K
SEGL R AR , T A B R BT A W R FTELE OS-
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[ Abstract]

methylate H3KO, participate in the formation of heterochromatin and gene silencing, and then play an epigenetic role in regu-

SUV39HI is the first human histone lysine methyltransferase (HMT) discovered, which can specifically

lation. Recent studies have found that SUV39HI has both anti-tumor and carcinogenic effects, and plays an important role in
the regulation of tumor occurrence and development. In addition, abnormal expression of SUV39HI was found in many disease
processes, indicating that it is widely involved in various pathophysiological processes. This article reviews the research on the
relationship between SUV39HI1 and various disease processes in recent years, summarizes the regulation mechanism of

SUV39HI in the process of growth, development and disease occurrence and development, and provides new ideas for the diag-

nosis and treatment of related diseases.

[ Key words)
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IPATE B 2 R e FLAR R M A R VA T G B 2 —
SUV39HI it 5 DNA FRERG RS g 3A M1 A FH AR 1k A 199t £
YR SR (RB) 1 )3 8+ CpG 5y H A4k, B Ik RB mRNA FilgE
W E i, RB B0 k2 Bl R i 4% E2F1 9 5% s 4ol , o
PINT K3, A8 A J52 I 55 440 0 1) o928 440 B 5 £k, 938 2
RAF1-MEK-ERK {5 5 18 B85 BB 0 2 i kA2

2.2 SUV39HI XPBERIGIEAIERE M 2 BRA B R &
BRI AR IR RORE T B E AR S AL E, Koo
BIF RAE R IRHSIRICR I RS, A WF5E R, SUV39HI
AT DAGRAPORE PR £ IR 2 1 1 i A i UL 440 e 32 A 0
TCZFIARE 46 2 B [ 5%, T SUV39H1 5@ a3 #MA& €3 F1 PIN3 i
5 ERK1/2 BERR A A2 55 R R B sl ki1 493 15 1 1t /7 LA
T T A R B R T 2 P S TS I I R R I 4 A
BT HHAITIE S . KA 40% (R0 R 8 5 2 00 b
PRI (DN) |, 5 5 & @ i 2R A 'E 5 (ESRD) . DN #LHI &2
%, ZPBIT T R OTRORNME, 1 SUV39HI 7F DN &2 195 /)
G AN R IEIG B , SO T i %1k SUV39HI f#f H3K9me 7K
TR, ek R TRk, AN T D, $as SUV39HIL Al
V3 o 2 e A% R 2 2 B O %) 98 P I oy T R A B ) A T
MITT7E DN AR

2.3 SUVOHI ZH54EKEFIR EFNEKELED, L8
AR T SUV3OHL, U A A AR J5t 4 Ak AH DG 58 [, 38 2o
FEACHE 3 1Y H3KO #3638 35, 44 40 i 19 =K - fh otk
AR Mg g8 > A ESE Kk B, SUV3OHL 16 5% 14 4 g %
B At (SCNT) JE i b (9 K F 5 F 4 40 32 65 R i 4 i
SUV39HI 3R 3k T LU iff 45 L% 5 WA ity B £F 4 41 Jfd ( PFFs ) 35
B8 ,ffi PFFs /7 CyclinA2 , CyclinB i1 PCNA #) 3¢ ik L 2 3, [5]
By S 3 A R SCNT R it 11 B0 24 = 8 JiAs =5 1 4 i i 40 it
WO B RS SUV3OHT AT R A M AR i
H3K9me3 F 215, W& H & &A™ . H3K9me3 J& SCNT 47
R AR Y BERRS ) CRLA E3 32 2 i BE T U010 40 M v 1
Fibx A B RE S L E B, DCAF13 J& CRIA (W1 H:F, REAS 4D
6] SUV3OHL 2597 24k 4R 1 BA i, [ Ik H3KOme3 12
IR HE S T AL R B33k, Lk SCNT IR B9 g

2.4 SUV39HI fRubim i NS AE B0 )E , N5 N IR
TSR A B A R B A, T B A N G A i 2 R
P 45 S B BRI . A BF 588 i 4 £ T 98 SUV39HL (118
S AR N I SR 3k SUV3OHL ) IR 25 444, IF7E IR 1 e o5
FF Y I - 4 L4 Bl ( VSMCs ) 1401 sl Jik BR 245145 19 R R, & B0
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EMAEEHE T (Ang 1) fl P )5, SUV3OHIL FI DNA #7i il 51 3
(1d3) 4 % ik B S 10 Jm, SUV39HL T ¥4 3 1 Ang T 51 354 19
VSMCs R FIIGEE , 3550 1d3 7=z, 2 3F p21 #1 p27Kipl [
Fe3k, DETAN A P ASERE A= A ek SUV3OHL Ui 1 i 45 P At
g
2.5 SUV39HI i 45 A& MU B /N 565 4B 40 i 1 5
AR & (1S) J&— Rl RS B 19 52 2295800 . A 9%
R, IS B Y SUV39HL JK F W 2 It &, & 3E i 8
H3K9me3 3841 11 74 i J5i (COL2A1 ) Fl B 4 it bk (988 ( Bel2 ) 3t
B, B miR-15a {35, (e E 5B AN ARG A8 . SCFP 400 A0 A 386
BRI L FBOSHAE K F% , B 5 IS R R R,
2.6 SUV39HI XH.OHUIBEMIMEIVER  ACERLG WU R A
20 NI & sk DI R RS, S AT 0 J7 35, Kind-
lin-2 AT L5 SUV39HI A H.AE I, ¥ H 4B 5 5 GATA4 )5 8h F
I, 3@ it H3K9me3 Sl L33k, AR 470 LG 32 9o B A K T3] A
BB G 5 T B IR 3 (1S0) b B 51 & /0 LB K. T i B
Kindlin-2 5 SUV39HL f#4/I5 0o LI 452 B 10 B0 B AR R, HL
1SO kb Bk A St A
2.7 SUV39HI PRI 2BUER 18 FXHREIE AR
A B AR 2 2% 22, BB 25 0T 9% 1R TR A, ik 6 22 1) 3 1)
B AL A Bk 2 3, A5 B R oA R I BT IR YL VR T SR A B 2 1 SR S
BT kB, SUVIOHL REME 5 A BIAF R ZS & , (A BT T AL 7R
FREER A HupB = H 364, BEAR A BE AT TR A BE T B8 s o )i
S REFFBRIE AL WINR I RE ) 25 B AIG, B A A A AT PR 7R 7 2
AL A7 5 RE 717 SUVBOHT A6 1 Y 055 fh1 f 68 N JFe A1
I A s 23k, FT RS 6 B B MV P 8% 4 5, SUV39HIL FE[R 1Y 36
IR & A MOTE R R Y 37 UTR #5023 4~ SNPs Fil 1 4~ indel,
T indel HEIIE B 55 0T %9 B A PP 38 A€ , % DNA #rid
AT R A P s
2.8 SUV39HI fE ik HPV YL [ G e X R4 4= 28 1) Bl
A S ER 2L, bR AF €0 5 % A e B Y IR A TR AR &
A AT EE (HPV) B R B fih 2 [ 4 88 B 2430000
A ) FR L35 A TR A2 3205 1 I e SRS IE I & 2 . HPV E7 38 2R
FIfig i SUV39HI 33k, {75 F 40l RIG-1.cGAS F1 STING
SEP R RIS AL OB, B LR T 28 40 W0 , WA 11 A G2 , £ a2
BRI FOm AR I R A o T2 WA ) 5 R SUV3OHT W] L)
PR 1A e, SR AR AR 2210
2.9 SUV39HI X &5 R MR IEH Wi b5k BB i B4 &
B WA T8 e P B0 G G B AR BEGE AR . 1Li32 (Alpinetin) BE%
YRS I A 0 A TE B R AR S . LI 1L 2 RIS 5 &g
ZAR(ARR) , B A% SUV3OHL i 35 ik, {2 #E TSC2 13 3%, $0 1
mTORC1 {553 B (4 336 , 410 B b B 40 (TECs) A T, £
P 1 e R s i T
2.10 SUV39HI Xt N AU T g sgm)  — &k (NO) 7E 14
Bz A R I P B — S AL RS U (eNOS) A6 & i, LA
APV L A R R SR . Rk i T2 R A B
(CIITA) W] LA 5 SUV39HL AH H.4E F 1K H AR 3L 5] eNOS J7 3
T, Wi FE A K H3K9me3 ] eNOS ¥4 5, fifi NO Z: i /b

1 SUV3OHL {70 8k I n LA 3K B eNOS 14 410 i, 34 Jn NO 1)
A
3 RESRE

ZHAR AR S e 6 0 1 T R 2H R 43, N s A/ MA A L
R, G KA AR S B o N R P R R 4 e
WA R BA T, 7 PR R i 1A 4 o R b R AR
ZH A OB R R T RE G R Tl SUV3IOHL J@ i 4% H3KO 11 = i 4k
A, SR DR e 5, TR B DR W SRR AE AR KR F S By 1 9%
TR DT T R R T EAE . AR SR — RIS R T
SUV39HI 523850 % A Kk IR 32, B3R T SUV39HI fEH
PRATIZ T D67 B s OV TEN (. 5l T BB B i AL
il & SUV3OH1 AR R , L B SE 80 77 i PR A i R B, 477
AVFZ IS A vk, 40 SUV3OHI BE6% 3 14 2> @42 BRI e
B AN ML IE R , SR & Jé {5 SUV3OHL [R] REfE#E HPV 1y
SR KRR (4 e Az s SUVOHL ZEAN [R5 F) 18] 42 5 72 v ] i
AR BVE R T SUV3OHT 3 A )2 1 , 1842 H2 ik vl g
TR AR Z TOETURH B BRHE S LA S 33X R R R B F S
PE7R TOHTRITT 1], A BEAE WIS B TR A, SUV39OHL 1931
YE IR W SR A ET A
% 3k
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(# =] Nephrin J&55— o O P st BB (SD) 40 i 4P o 19 731, BN & SD 2 A1 73 1) E 1A,
Nephrin ANy i A1 SD ik 3 0 2% (4% 0o 53, 1T ELie Ao LR P DX A A P A 5 12 200 0 v o 2 A A 1
Wk, B SD LA HABZ E ARSI RE LA B H IR 75 SD IS A2 D REIE 1Y 355 T A B2
Nephrin 75 i 240 B 4% B [ (9 DI BERRAT 55 J LA /NBRVE 3R 1 IR B & A2 1 56, Nephin ] BE SR IRYT B /D BRPEER F IR
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[ Abstract]

sidered to be the main body of the extracellular part of SD. Nephrin not only acts as the core component of the extracellular

Nephrin is the first molecule identified as the extracellular component of the slit septum (SD), and is con-

SD filtering network, but also mediates important cellular signaling pathways in podocytes through the interaction of its short
intracellular regions. It is closely related to other components of SD in structure and function, and plays an important role in
the structure, organization and function regulation of SD. The dysfunction of Nephrin on the foot cell slit membrane is related

to the occurrence of several glomerular albuminuria, and Nephrin may become the target of new therapy for glomerular albumi-

nuria. This article reviews the characteristics of Nephrin and SD and the relationship between them.

[ Key words] Nephrin; The slit diaphragm; Proteinuria

A R B R e T SR 2 — , e R4 R
BRYESE R . B /NERYEAR PR 5 /N BR U e e 1 g 4540
A B /INERUE T B E 3 2 2 B /NER P R A B /N ER R
JEE % ( glomerular basement membrane, GBM ) 1 ' /NER PN BiE | JZ
A RAAE) o Tk 20 RAFRIPFR R, =2 R AR
JER R S AL GBM ANZEZR L b K 40, % T
B /NER U B R ) e B G B, AR B R AR B AR S
THEARE N FE BB,
1 BREERR PR HF1E

PREERRIE (slit diaphragms, SD) 2 A 4R ifd 18] — Fh 455K 19 40
Ml—H %, S A LRI AR RN 2R F GBM
Y ZMI, <0830 FE A AL I 2 5 B 2 St 28 SUARAR . AR ARG 38 AR
ARIEGEZ B A “ DRI 4™ S — AR BE L T IR R S % 45, A
R EERR IR, SD BLAT IOV H i g M D A 4R T, BT LAk B
R e B M g VR AR B T SD s 3k, B A T B A R i
Tl 7 N ) R U L R S TR e e L R 2 4 Y

IR ERIR B ZE R | 325 JE I B 255 A DA KT A2 44 )5
JEM R IEPAAH AR RS R E Y, R AT R, B A A
FEBT B L I SD, I i LA B %5 3% 9% . Nephrin [NEPHI | P-cad-
herin \FAT 1 Ephrin-B1 A J% Bl A 4% W 58 437 0 1) 48 L A0 15 53 o
Frr,Z0-1 . podocin ,CD2AP MAGI 11 Par & & ¥ 55 M i 25 1 #%
Y e Ry RE SD RN M- R S BR AR . SD AN BB 1k
FURAIERSEH , R B E 40 E 5 h i /e H A F
Ab2E FHLAIR B A B L 400 . AL 40 AR 2R 0 Ml SD (Y 5¢ %%
PEIE R W] SR ANAE 2T, 02 2 A0 9 B E UL A
R
2 Nephrin HJ4F{E

Nephrin JE /£ 58 58 KL B R 45 G AE 25 22 BB R IR0, &
FESE— N E R SD ISR 93 T Nephrin Ik A 2
SD 4 i AN 43 10 44, 4 f Nephrin (1) 5E K NPHS1 i Kestila
FFLIR 5 8 K 5. A 28 Nephrin B 43 i 21 2% 44K 19,
19q13.1 | ) NPHS1 3 (5 45 5, ELAG bt A 21 25 22 %7 ) B 1)
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NPHSI =2 F B /R EFES2 00 P AR R GBI R
% CUE AT B 2 4Urp Ay 22561070 NPHSL S 1K K/ 26
kb, M4 & 29 AT B 1 241 ANFRILAY SRR ALK, &
PIIX 85 B DX R AR X 3 AT fgs. M X & 9 4~ &R
(tyrosine, Tyr) %%, Forp Tyr1176 , Tyr1193  Tyr1210 EL.A5 % 40
i P 1% S R Sre BERR KIS ), 5 &% SH2 SH3 25t M4 &
EEMEA S BERIN, B 5 Z M AME S S Nephrin
A 1ARK AN S S 3, B 8 A G2 Y 1gG FE &5 M I (1g
X)) B 1 AT RLF 2 2 P KA i, R Tg X F 2 AP
W5k 3E, 1] 55 Nephrin 43 HALER P AL G, 55 2 28
i) Nephrin 73 5% 5 FHoAth SD 2 R AE W RIPERL T MR 25 G IE 2
XL TeG—IgG FL1ETE A T B 28 B /NBk B 40 1M 8 i Bk AR SD
W% T SRGE

Nephrin J2 2 4l th 445 SD IEF 454919 58853 F . Nephin
52 R giam SO EAMEEH, BN AR EE
AR AL A 530 . Nephrin 1 Bl 2 ol 22036 1 135 91 A i 2t
23 F:30 SD WMWK, HE i R A KRR E . EIFE A RN
/BRSNS, Nephrin 1 1k & Az 28 . — T 6 TS
4 Nephrin J R @ B 14 /s BUBE B BIF 5%, 00 42 31 3K A5 4 K
Nephrin i [ 5 e B /NER 2 40 M L 2R B0 R 5 5T L GBML 1 N 2
MR EITAT B3, 3% R W Nephrin 7836 2604 T L2 A8 B /N Bk
XN ek e e E B L X BT 5E % W], Nephrin /& SD
HI TR, HORERR A2 AN S B /N RS B R % I
HOFHLH Z— o
3 Nephrin 5 SD _EHEM S FHIEKER
3.1 Nephrin 5 SD Ziffd #h 53 HoAth 43 F R B R
3.1.1 Nephrin 5 NEPHI; NEPHI1 J2& SD 4 i #h 5 43 69 55 — A~
KEEF o WA BRI Y AE L NEPHL 2 Nephrin 2G84 .
TR PRSI 5 S AT 1gC 45K . NEPHI i
B B /NER R A R ZETH O, TR AR B R E KR BRI R
FEE IR A RHE B S 56 SR AL o, G 5k M SRy kb7 B
ANERBE AR B8/ N7 B R S A A B BT 25 B Ry o 38 A 3
AR BT, NEPHI R, 30T NEPHI %4545 SD 1t B B 2 g
WA

NEPH1 71 Nephrin #8 & /E F1%F NEPHI FI Nephrin 14L&
NLANZERAERIPE . Nephrin F 20 M BT 45 F 3005 4 5 NEPHI (940
i R 8 A S ELAE T B S U S SR A — TR 5 4
PEAR RIS M 1 AR T 52 R, SD of AT BB #9 Nephrin Al
NEPHI B4 HES : 3.4~ NEPH1 2+ LL 23 nm (1 58 BB
BT B /N R IR B 45 09 R 5, 1M 524> Nephrin 43 L) 45 nm
4) 5 B A B T 0 JE J AR 408 PR 2 4 . 3X & Nephrin 1 NEPH1 &
EWIEIRGE 7 nm, JE AL 2 JR 45, 5 SD 5 H A2 Bl Nephrin—
Nephrin (% 1 il —20 i B SRS H X 43P0k o 3B X Sb 4, 45 &
Nephrin I NEPHI S5 Tg 478 [E A 19 R 1G4, 2 W SD 7] GE4X
7215 B A 0 A — 200 B 3 4 , A B R A TR T R T Y
R
3.1.2 Nephrin 5 Ephrin-B1; Ephrin-B1 J& Eph-Ephrin 5% ji% f
B)—FiERE . Ephrin Al Eph S24E 52 A —WC (40 & #4848 F i

45481 . Ephrins 4324 2 AN W28, B 8 Ephrins A 1 A5 I
SRR 1 AT B 4 AR S R AR 1 A A0 B B X, C A
A PDZ 5945 4 5% . Fukusumi 2671 §F 5% 3 B9, Ephrin-B1
7€ SD |33k, Ephrin-Bl & 54E4¢ SD 43+ 0 1E # 4 + HEFI Al
SD St RS RE. Ephrin-BL 4145 5 e 26 P A%  cell specific
conditional knockout,CKO) /N 278 T SD 84 ik & RIH
RIF IR AR A S IR, $27R Ephrin-B1 7E4EHF SD (45
4R R ) B 5 TR DCEEAE T o

Ephrin-B1 38 i H Mo 4M 4544 1% 55 Nephrin 254, Ephrin-B1—
Nephrin &5 ¥)7ELERF SD 1) 45 14 71 5% B 2 68 Uy T2 4 28 G
FAE o 44T Nephrin JWA (L4 Nephrin B84, 1
FLffi Nephrin % & f) Ephrin-B1 @21k . X £ W SD 1
Ephrin-BI {37155 43 T3 Nephrin K E5 5.
3.2 Nephrin 5 SD 20 il B Z8 %45 1) 2 Fh SR F B &
3.2.1 Nephrin 5 CD2AP.CD2AP & ¥ 7E T Wk 40 i 4 F
CD2 R B —Fh HAT 24 8 1 Bi—2 1 50A AR 45 4
A ANHLPY EE 14, 4045 3 4 Sre [ 3 (Sre homology 3, SH3) £
PSR e 5 AR A Se L JE X3, B 5 2 5 &M E S5
HNRE ez i R VR 2228 1 BAH AR S, AT 2 5 40 i R
SRR R T ST 43 2 A R T A AR . AE B N ER R,
CD2AP J&—Ff 80 kDa () SD M XX HE 1117, CD2AP i S
WUSh A AR EAE ], 3 B CD2AP W] G52 244 48 11 (40 Neph-
vin) FEHEE ILH R A0 BE-E AR 00 VE T, DA TR e 4 R I, B
NI SD AR ER] o 2 CD2AP /)N B BE E 2 ik
R TR R/ NER R AL S A s P

CD2AP 7] DLl 3 H C K 45 #3855 Nephrin A1 B 1E H .
CD2AP f) N S5t nf L5 p85 454, H-4E 3 Nephrin i 511
AKT {5545 G, DT {447 J2 20 M 6 T 71 . 3l Tossidou
AEOU A CD2AP & VEGF-A il 8 10 57 1A 1 42 8 Yl 1 e 12
HEC,JFIEW] T CD2AP SH3-1 G543k Y10 {7 1% 220 B2 i iR £k 7T
LI CD2AP %f Nephrin By2% 177, %) CD2AP T RE & 24
Ao, I3 B CD2AP 1 Nephrin 2 [8] 77 76 — Fioks 40 8 37
F18 3 T8 , T 52 52 AR T 2 PR W R 1 52
3.2.2 Nephrin 5 Podocin ; Podocin ( i NPHS2 45 ) {75 /& 41
ik, 76 SD A T /E R AR T . Podocin J&—Fh5E %
AR 11, He N 3 A C i 25 44 SR 9 1] ML 9K o Podocin e /)y
BUE =R ARG 5 R APETS . e F B M R R RS E
KA EREALRLF , Nephrin 2235 1 3% FEAIK

Podocin il i H C R din4 A4 32k -5 40 T 547 5 g A T 4 4
A Nephrin HYZ0HI AR 73455, (L AERETE A SD Jf- AT HAS
S4% 5 1 fig, Podocin B] 5 Nephrin, NEPH1 FI CD2AP #H H.
YEM
3.2.3 Nephrin 5 MAGI 75 4 : MAGI % 4 ( MAGI-1, MAGI-2,
MAGI-3 ) J& T AR OC 5 1 BRI G R 1 (MAGUK) 58, AR 4 1
SCHRTRE 8 i A A P RS2 R RN A0 SRR P RAE S
W), MAGI-1 525 F 4 (junctional adhesion molecule 4,
JAMA) FHE AR, L FEHR AL T B & B FALH , O H. MAGI-
1A JAM-4 57 JE A o 26357 e i B /R, MAGI-1 )
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FENLJRFRF SD, T JAM4 A4 SD FIARZRAE 1 .

WRAMAEAE S8R W], MAGI-1 3@ 5 b [a] PDZ 45 4 5 Al
Nephrin B EA 454, 41 7%, MAGI-1 7£ SD |5 Nephrin
L IAMA JE I — =38 E A, MAGI-2 W re R 4 rh 3Rk, 2
e LAk i 2 i 1 2 —"P) Shirata 457 $i 3
MAGI2-CKO /MR I SD B3R, 2 5 T8 25 7 o F1 2 240 Ml U4
TOL S EUL AN E K. Yamada %5 T 9 — T 58 K A,
MAGI-2i@ iz PDZ 4544 5 5 F At 32 4886 11— 2 39 Nephrin Al
NEPH1 fJ5EM .

3.2.4 Nephrin 5 Par-3/Par-6/ aPKC . 7E JLFP 4l fg 25 | Par-
3/Par-6/ aPKC Je: i 17 A MMl ME A% 0o o Par-3 1 aPKC 7E 2 41
JfL SD =33k, 1l NEPHI—Nephrin 5254 5 Par - 5W455 .

H5 37, Takamura 2572 §E 52, Par-3 5 Nephrin &5 AEH, 1M
Par-6 5 SD |- )55 —Fh 5 I 25 19 Ephrin-B1 254, Ephrin-B1
W MEANE 5 Nephrin A EAEHT .l H] 2 AEBAPE aPKC 4514 (9
MBS B TR TR, 9 ELAE 61 aPKC 400 090 2
NER TP R T B BE 25 R Y B Ok K B UL 4% T AE 4t 3R W
NEPHI—Nephrin—Par & GH)%F T-4EFF SD (14 5 B 2 58 2 0 A
LIRS
3.2.5 Nephrin 5 NHERF2:Na*/H* g #e# 35 K F 2( Na*/
H* exchanger regulatory factor 2, NHERF2 ) J& NHERF 7K [ Jii 1Y
— AL, A Na ™ /H " 288 3(NHE3) (19 40 g )5 2
TR T XGRS i ek 2 . NHERF 28 (T4 R IR A1 5
ezrin/radixin/moesin ( ERM ) % ji% i 53 1 e R ) 2 28 1, M
TR H5 LB A A B AR e ke ok . NHERF2 A9 RE S I 55
HAE AR R e Ak

JE Fukusumi 45 78 % B, NHERF2 AR AL 7E AR SR BBE I
F3k, T HAE SD |-t 3 35, NHERF2 i@ i Ephrin-Bl 5 Neph-
rin—Ephrin-B1 & & ¥4 H F H , Nephrin—Ephrin-B1 —NHERF2
HEYMS ewin M H /E H, Nephrin—Ephrin-B1—NHERF2—
ezrin—actin IJEHIEEHE SD 5 L3 11240 7 42 G B 4
Z— I Hak Pl 2 4 2 47 38 SRR 2 20 SD Jy THi A 7
YEM o It B SD | Nephrin 1 Ephrin-B1 1) # i 1 7] 5 2
NHERF2 FiI ezrin ) 2= # 2 1k, I B 28 Nephrin—Ephrin-B1—
NHERF2—ezrin—actin & &4, Ephrin-B1 (1) #5 2 1k 1 i J5 19
NHERF2 192 9 iR AL 2 T B0 H IR AR 58 2% 1 ¢ B R 1R
FFo
4 Nephrin BBt 7E SD B HESTEE

BeLERB IR E AR — B, B2 — M5 5P 6, 0%
RSB EIANMI N . Nephrin J2& SD 40 Jifg 4145 14 3ok fr) ¢ i 5
JEEEE 1, Nephrin B T VE R Py 5% B 09 VE A1, i 78 SD Y Kk 4%
ERAESE AR . Nephrin HAT LA BRI AL , 1X 8L
SRR IE F A ST PR DAL R (E A I T AP TAE . %
V5 S E B S MRS HE 3 R 2 2. A BEEEFRAE Y1114
(YEES) 1 Y1138/9( YYRS) , Ifif B 2844 g = YDxV L)%, 4%
Y1176 (YDEV) Y1193 (YDEV) il Y1217 (YDQV) ( A4 &
F4) . Nephrin (1% 2 FR 5% 5 1] B Sre KRB REHERR 1L, (L F5E
Ste Fyn Lyn il Yes'™ . A K500 M BRI S 15 p8s/PI3K

HIZE A A 53 Akt F Racl B93CIE Al Cofilin AYFEZE, T ¥
Wi 2 240 i P AL 28 1R R S B 3 12 L B K e R
s R 2, B M MR MR 1k 530 Nk (PLCy1 I
SheA Hy4RZE, Nek &—Fh# SH2/SH3 fi418E Bl 2 11, Nek B 43
3% Pak I N-W ASp'"*! | S 7E Nephrin - RA WA EH, WH
%38 Nephrin 73~ 55 A1 (1) ik = R R b R 1L, 5 55 — 1~ &
A PLC-yl [y SH2/SH3 A", Z T Nephrin 452 1085
TR AL 5 R A0 B 10 B AR HE s PR A o6, B i s = R
TfREB IR AL AE ILER BG FIWKE PAE AR R S 2 5

W% 22 2 i B2 1k 1Y Nephrin 55 2 FIE R A0 WL 3h & A 45
Wt R AR , e g B 4 LS & S . AR
RS R AL R I RAT I, I B 5 — 2 I 2 IR 1 Bl R Ak A
Fo A—FIER RN E RGP A (FE Nephrin 7748 il
SEHR) , XA NS R E A SD AR A . AL
IR AR A AR bR B AR B IR AL ok A =
(. B AP SRR R 1L K (0 B AITE I B /INBRBE 35 e RS
B, FATMIFTE R, 5 AZE B 2 SR 5% S A X 1 14/ B 4
SR 3 AR FREE AL Y1191, Y1208 Hl Y1232 7E#A /ML
JE AL RN, BT IR R A A e 4%
SRARB ik SE TR R B RR AL AT AU AU AS .

Nephrin [ 22 2 1) 5 2 1k 52 22 i 1 220198 W 2 ity 10 60 01452
T2 JURNECHIR A th REAG 0 51 1% 22 198 1 1R T /K SF- 1 el 28 . 7R
F 1% & iR W5 152 Jif 1B ( protein tyrosine phosphatase 1B, PTP-1B) a]
HERBERR AL B 2SR =R, 16 R GRS 85 3 a A% T B s
(PAN) th 138 % SH2 Z5 K980 FR A 1 ( phosphatase 1 of
SH2 domain, SHP-1) 7F 55 bR B B 70 v 725, SHP-1 1 DL ff B
R E AR RERR L . C1-Ten %30T Bl % 7€ A Nephrin %%
FRBER I , ) A JEES 2R (Y1114 F1 Y1138) , 75 15 Ik ' ok
et F A B i — T g F W1 Nephrin £ 45 3 1% 58
BER Bl WG, X — & IHE/R Nephrin - T 155 W 2
S LR 25 70 B /INBR LSS | T Martin 251 (U BIFSE 91, I
Y6473 )5 , Nephrin 8 {2 £k 3 #0485 B 1 T, 3 55 3R M Nephrin
DA, FEGT USRS TN B T A7 30117] Nephrin
ik 2 BR WA AL 1) 5% 1) A5 4k . Nephrin 72 437 F1 ' /N IR I8 o Bt B 58
P Z AR N A . B2, Nephrin R b T HRENRL
B R ZE A, LASHASTE YT Nephrin JF154 H1 2 41 L 4d 5
5 B &

gi LTk, AN BNk UE T I S 0 BE R, 2 4 i 4N i
BB SD 58 4 M e R AT BUR ML R IR, R BUE
TR . Nephrin J& SD F B A4 RE N, B5 SD FiH
b2 B FIAESS R R T LA 5 VIR R, X 4E4F SD (1 1E
A ATIE & A S EE 1R A, Nephrin % /2 8 R BTIT
DR BT A . Nephrin 78 SD N Z#EE R RESFEW
1B, Nephrin 8 2 10 8 45 12 X 38000 JLAS R 1 B 2 R 5% 2L 5%
Wil {5 5 2 T %, 15 530 I 1) i o JE A R A ) LR AR 2
— o SR Nephrin {55530 F (1995 B & S AN B, (B 2 TU0F 5%
F2M Nephrin % [ & 2 4% 55 (1) 8% B2 1k 7K F 32 ) P 4% 45
Nephrin (R ILK -5 PTP-1B Fl C1-Ten SFM 2 B 1 14 19 17
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