- 1300 -

FHEAKXFFIR Acta Universitatis Medicinalis Anhui 2022 Aug;57(8)

P 25 h R BT 1A) . 2022 =7 —28 15:13 M4 R M AL  hitps ;://kns. cnki. net/kems/detail/34. 1065. R. 20220727. 1758. 022. html

Ol R EFEHR O

N TRFIG Ty TR N e 4= 22 Pk B0 & S PR 2 B

DN (FI QS BBl R = 3

HWE B U A TIFRYT R I & (2 58 A
YL (IFD) B &2 IGIRFFIE 3697 5%, Fik ks
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H9.65% (22/228) I RI2 W4l 12 41, $13240 10 B, # 0Lk
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TRE 0 A A A i L DR S 30 T 2 R A2
W, G4 T2 B B9 T =98 (liver failure, LF) 1
L2 MRS (acutely decompensated cirrhosis, AD)
FEIA T 20 i ges 21 N T T (artificial liver, AL)
AT LA P20 A A B EF B R A Bl 2 AR, iR
S BRI E T Be . — . [H AL 30Y7 I 55 TR
ISEREE G L R N Y e S L
78 B JE% Y (invasive fungal infections, IFI) Il R
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1 HREHE

1.1 RGBT 22 BB R R 5 — T
& B2 B LR BHICIA Y 228 {51 FE T 2 I A %
B, ABERTE] R 2018 4F 1 H 26 H £ 2021 47 H 27
H., PIAbRHE. O FEAIR) LF F1AD, A/ T %
PEIR L @I AT AL V8T OFF & IF1 2 Wihn
U @ HL A I 258 NG R 8 5 @I IR Bk 8 3%
LEF 2 Wi b5 4T & (I 3 3% 1236 16 B (2018 4F
) ), AD SRR T AE Ak & i & I Ak i
I K R TR I B A T A S I R
W EAEBEIRIT  IFL 2 Wb S R AR R 2
i BE 2 3 2 ) Y CCEUE BB 1R 2R M LA R L 12
RAIT IR R (2007) )

1.2 WRFAZE BUEEREWRN ORG24
il AR AR BE R SRR A 12 T TFT ARG S0 A
.90 d JHIE AT, g LR AL R O S BT R
975 2 (hepatitis B virus, HBV ) JE& 4 | J& 575 A6k |
B PRI S BT P A A T T 1 2 W RRE
R >7 d; 12 W TR AR 4646 A A0 65 1M S AR 21
Z (total bilirubin, TBil) | 445 [ (albumin, ALB)
BT 20 M9 11 %% ( white blood cell count, WBC) . [E Fr
FRUELL EE R (international standardized ratio, INR) [
BRIAFEMEDT (B-1,3-D B¢ (G X% ) 5 a5
SAE M BER ( bronchoalveolar larage fluid , BALF)
I H R RMEDURE (GM K5 ) |, L& 7 K S5 TC TR AR
WA I DL B BALF BB/ B 3R —
7 M ¥ (“ Next-generation” sequencing technology,
NGS) ; TTHHEZAR WA (model for end-stage liv-
er disease, MELD ) T 43, AR ST R ke ( voriconzole ,
VCZ) 25k ta 8 m i B A ik

1.3 JAITAR  ENRRE SRR, BN K&
IR 25, 0 25 W A AL YR 7 308 ALK 52
JHZRE , HBV JE&YL 3 245 T2 1 (IR) KA bUis #Eih
7. PUEREIRIT I %8 UM 400 mg #itIkife 12,
K 1¥K;24 h JFECH 200 mg H RS FR KR 1, B R
1 ¥, VCZ 6 mg/kg WIKINIHE, & 12 h 1 ;24 h )5
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UK 2 mg/kg WK S DR, AR 12 h 1R, RIA
I51 70 mg BRI, BER 1 K524 h J5 2O 35 mg
FrkiE T, R 1R, EHHWEEE BS mg/d, %
e A, 12 h 11K,

1.4 JTRUHIMT  IFD A AU $S b KR IR AR AE I
0 DI RBAF#G | e AG F 3R s e AL e 2

1.5 it N H SPSS 22. 0 BT 41t
M. TEERILL x £ 5 TR FFA IEAS A 1Y Bk}
PHLH 22 6] 5K F A SRR AR ¢ K56, A IE 850 A 1y
OB H B (DUA BRI ) M Py, Pos 1 7R, R
JH Mann Whitney U %%, 15058k ASEL (% ) %
7N, K Pearson x* K508 Fisher X5 %, P <
0.05 HZEFAGIHE XL,

2 GR

2.1 EREHE AL RITIEWERE B 228 i
YRATSE, TC IFL B2 6, I R 12 B fdi2 11 2
22 B WS, 4 206 15 g X REZH . TFT A %0
9.65 % (22/228),90 d JHILFE N 63. 64% (14/22) ,
FELAFAE . P LHAE B KA RS R B & > 7 d,
WBC 253 A 41t 3 L (P <0.05) , 58 M5,
HBV B AL BE R ik P 259 12
b TFI Rif35 45 ( TBil ,ALB . INR \MELD ¥£43) .90 d %%
RS L, gL,

1 28 BIBREEEKEME x5, n(%)]

TEAAHE WEA(n=22)  WEA(n=206) 2 {8 PH
AOGETHsk
(%) 45.64 +17.63 50.12£13.37  -1.158 0.258
HEH(R) 17(71.3) 158(76.7) 0.004 0.952
B RAL(d) 52.55 £36.22 35.85£25.23  2.108 0.046
i
HBV ki 14(63.6) 142(68.9) 0.258  0.612
JFREAL, 13(59.1) 134(65.1) 0.308 0.579
BETRA 0(0) 21(10.2) 0.235
T 251 22(100) 191(92.7) 0.372
(BRI > 7 d 5(22.7) 15(7.3) 4153 0.042

T IFT R &

TBl (pmol/L) 374.11£134.88  364.00+128.85  0.314  0.754

ALB (/L) 32.80 £4.70 31.36£4.22 1501 0.135
WBC ( x10%/L) 9.30 £3.64 7.46+3.81  2.164  0.032
INR 2.79£1.23 2.78£2.35  0.025  0.980
MELD 4} 27.30£7.02 26.17£6.80  0.734  0.464
90 KHFER 14(63.64) 103(50.0) 1.479  0.224

2.2 22 5 IFT BEIGREFE WL 22 iR,
12 BI454 TFT I 2 Wibn i, 10 G145 & LS hn i,
IFT 2% e &R A7 Sk I W 38 (22, 100% ) . I W (1,

100% ) JEHE(1,100% ) , I ARSE IR =2 R & #h 1%
R, AT 12 B, TR TR R 54.5%
AERE 11 B, ST IFT B9 50.0% . 8 BlA AR
) ERE Y VeZ BtERIRTY, Wk 2,

£R2 IGKRISETAMBIS A IFI BEEREBME [n(%) ]

I PRI WERSHA (n=12) Wit (n=10) HiHE PH
IRARAER

Rk 10(83.3) 6(60.0) 0.348
Wb 11(91.7) 9(90.0) 1.000
TRERA

G iRk 7(58.3) 3(30.0) 0.231
GM B PHE 4(33.3) 2(20.0) 0. 646
IREEFR B NGS

it 8(66.7) 1(10.0) 0.011
BfEE 1(8.3) 0(0) 1.000
B I A 2(16.7) 0(0) 0.481
il (NGS) 1(8.3) 0(0) 1.000
P et 3(25.0) 4(40.0) 0.652
T# B R 0(0) 1(10.0) 0.455
IR (NGS) 1(8.3) 1(10.0) 1.000
A B R 0(0) 1(10.0) 0.455
it 5t

By 5(41.7) 4(40.0) 1.000
b 2(16.7) 2(20.0) 1.000
B 3(25.0) 0(0) 0.221
AR 8(66.7) 2(20.0) 0.043
WA =S 6(50.0) 2(20.0) 0.204
g et 8(66.7) 3(30.0) 0.198
ERINE ¥IN-7 0(0) 5(50.0) 0.010
PUHEF %

R ar B 10(83.3) 7(70.0) 0.624
of 2(16.7) 3(30.0) 0.624
TG 1(8.3) 2(20.0) 0.571
HHEEB 1(8.3) 1(10.0) 1.000
P, M(Pys,Ps5) ] 27.5(5,119.5)  3.5(2.25,40.5) -1.322 0.186
g 4(33.3) 4(40.0) 1.000

LRI WA 2 (B 1A T R AR 1 5 1 B
TR 22 B B T A i 2%, (W) IR K O e R ol 7 R R R 22 1
BALF — NGS £z H 40 il 25 AN 8% (25 041, (RIS I NGS A8 H A0 il 255 400
B 1 PRE R IR LR o AR R 1A L3 B U e
KA PHEZE L LA IR R AR s # o ol T 2 R 2 i
TR, 1 ) M1 248 B A X TR TRy | A B R

2.3 VCZi&¥T5 TBil (HEXME 22 filEE A
17 B4 T VCZ B2 7 THIRIT , M bR b1 B 7 2
JE ARAT VCZ AR BENE I 11 61,4 6 Bl VCZ
TR IIE] TBIl A8 L gban ™, WK 1, 25 TFT i
TBil 3% 5 1 K AL 697 J5 #A A [ F2 BE 9 b 7t
FEAR AR F R T, B 1 45 E
FARYT A TBil fab TR, B 2 PLEEIRYT 3 4,
TBil H 316. 1 wmol/L F+% 363 pwmol/L,VCZ 4k
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E1 6flIBEREEE

FETFRE (5 d i) 6.69 pg/ml, JsH 5 8.31 wg/ml, {5
251 FEIEHE) . B 3 ®URMIGIT 6 d #H -~
55 TBil B 236.5 wmol/L FTF% 258.2 wmol/L,
PRI R B A B M VCZ 367 5 TBil B IE
W, BE6ATHMER BIKE VCZ Fifir 2
J&, TBil H1 124.1 wmol/L F F+ % 282.5 wmol/L,
VCZ AHRE 0. 12 pg/ml, BN VCZ F ki i/ 1R
J& TBil B8 IEH iR Lt 28 i A

3 itig

T I3 £ A A S e SR, R D AR 1) ¥
REJI TR ) ISR 259 W K TR S = AT
PVEEZ I L IFL, R R BB EILT- MW EERERZ
—08 g RE I LF A JF IR B 28 d JRAER
ik 56 % ,90 d FFALRATIN 71 % , IR I AIE IR A B
R, HH SRS SRR, EIE AR &
IFT #i2 Z2 B & e 37 5 W B, % TP B R 217
RN 2 W RNA YT I R KPR, H AT Py Ak
W TG B P IT & IFL 298 e e sl 2

AL 2R Y7 FAE R A Ok 22—, W4
22 B E AT AL JRI7 FME IS B E 258, AP A
2 I IFT R R 2, BRDFE & B9 R, LF &
It IFT (el I Z B ZBA AR A A
PIAN, WBC U /b Fl MELD -0t 2 fa 6 I &
() MELD P¥-43 5 FL TR 5l 20 0 B G i 2500 ¢, JF 4
TR AR . AWFSE 22 4] TFT 8 25 704 B K E Ad
PRI B E > 7 d WBC 5 x4 2 R A 5t
2 Y, IR TRT I [ s ) SEE < i FFBE Bz o ik

Jrid et TBil T

RO R IFL, S A MRS REEG, HARKY
S22 I TFT H5A9 WBC R ifii i X R4, %18 5
FORE 0 AR AN B TR R, R R et 2
FAFFEAE , 8% WBC LI AT RE S IFT A6, K
Wi ANBEAK R WBC ) W7 5 - A R 5 IF & TFL,
PIZHRY MELD P43 25 5, Al Re SREA A X, 7
P RFEAR G — L5,

Fge A HE T 2008 4E—2017 4F 5 EE B
3233 fl LF 855, & JF B gy B 3 372 i, 3%
B0 R R A R M B, R A R g
60.05% , F1 R &Yy 1 29.91% , ABF5E IFI &
FH9.65% (22/228) ,90 d JHILFK K 63.64% (12/
22)  JRYLERA Y R T, WA R TR BT
K S 3 SR o R AR 2 Sy B (54 5%
12/22) FIABR T (50. 0% ,11/22) o HoAth 35457 1 H
fih B0 B IR R E AN £, % 185 EAE R R —
A 22 | e ACRE AR B RS | A BBk A 2 E 4~ A A
FHSG, FEE P T E R B 2, By 45 I R 2 D 4%
),

24 H A T R B LR I O R R R
IFT"2 Off ) IS B R 25903677 48 ~ 72 h Joskek
PRTRLE 8 J5 R T 5 5 ) 1 286 P B TR IR e 1 4 B
JEYLRE R ; @FME 1. WBC K Hb M 48 B L 491 T 5
@ 175 1T 2E 550 7 ; Ol 2 AR K i i 1 e AR . 1%
SCHR R A9 15 AT AE SO E T WA 4 EL R
bro ARFFEEARA, 1 H 6 4 B F 2 W IFT fij TBl
B Ja — IR AL YRI5 #0A AN R RE B 1 7, 4
PUEENRIT G TBil B WK EH . B & HA
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A FH B 5 95 e B 1 TBL [] 7, 137 %45 IFT W fig,
TBil f7 ALK IF1 R WI2Widsbr, 5 W &9 KA
EHE—B T,

FURE P A0 TFT 8 BOIR YT 2 I PR AR s R
S5 EE AT R R R BRI i T g 22 1R
MESRBUREbR A, B2 908 B o 22 UL, AT B T B 28
VP ERIRIT , LA RO S AT R R B BRI
a4, B ETIG R L% B B B 25900 2 06
e S R R RIS mEE 4 25, REZHOH
TEHE A R4 2 v B S 405 %) BB 3, 76 56 T8 403
B B IR, R R IR & TFT B 30 3%
L, — B R 2 B TFT | 0 BT 245 W RN
(RN 2 B8 S8 43Pt B R 25 90 ] BE 2> 5 1R F D) RE 46
ENNTE S AR BN, W VOZ 5 R IFEh ER i i
TR 2, P 58 RN #0807 o B JE 0 45 R 3
SR Y (RSl &7 T N = S U =
2SN VCZ 1N Child - Pugh C Z4IFAE{L
HIF IFT BRF— 25, VCZ SRR 0 &2k R
A 3.95% (3/76) ,%7% Child-Pugh A | Child-Pugh
B RAEAEFIR AL AN, SEEIRPR 2 (In-
fectious Diseases Society of America, IDSA) & #fi )
2016 AFRRQ 5 B IR L I R I2 YT 16 R ) I L
WHERE T VCZ VR R 2 22 PEH I 259% (invasive pul-
monary aspergillosis, IPA) {GI7 B EH LAY, AR5
W17 ) TR SRSl VCZ BT R VCZ Ak
FERYRTHR T .8 BiA M, £ & BU™E A R F4F, #25
VCZ 2 L2 [,

VCZ J7 305 Hin 25 e B A 56, i 25 R B B 1)
B EA MR 0 VeZ i 25k
Ji 5 JPIE B 0 56 R M AEAE il A BRSSP
BRI (BB RESE ) & B G BOCEE, AHT
SR VCZ R EEL = m] 51k TBil Fhm, 1 )82
15251 JAJ5 VCZ B WEA B IER . BARMEH
JEREIGTESE SR VCZ M S 3 19 & A 5 Hm 24
W 22 (B BAH G (02 & 5] VCZ B M KUY
Ll At 52 )5 2 0] B 2, VCZ Al 2 SRR
AR TR 245 A8 K B A 0 A R T | o R R BR B B R T
1RFEVEEER G I B 25, B, VCZ 5k EE
R IT & TR 259, NivER VCZ ARk 547
% M AR R A B R, CYP2C19 A
LA, HE M CRP ., BYIRE SN BN £, 25 2 1)
FAAH ELAE A AE DG TR 7 399 ) g ol e AR 58, o
WIS VCZ AU

AL BT EAE T 7] 3 4 TFT, e R A7 22 o I

W IE , i EE R S BRI 2 0L, VCZ 3R 7 S T I
K AFT B2 AR, I E 25, R YE 8
HAIGHE SRR 2577 5 . A7AE TR RGE S 1
PRZR AR VAT I TR) 0 s A R FH kAt i A
(¥ TBil [}, W&y IF1, ENIEFEA 15 4FRHE
W, B DRV S IR BN T RHIE 2 Wik, 2
A LUK NGS BB BUAR S5 DN 5 AR 98 A 45 P ik 5
B 2RI PR K
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Clinical analysis of artificial liver in the treatment of severe

liver disease complicated with invasive fungal infection
Su Qian,Zhang Li, Xia Lingling, Gao Yufeng, Li Jiabin
(Dept of Infectious Disease , The First Affiliated Hospital of Anhui Medical University ,Hefei 230022)

Abstract Objective To study the incidence, clinical characteristics and treatment plans of artificial liver in the
treatment of severe liver disease complicated with invasive fungal infection (IFI). Methods The clinical data of
patients with severe liver disease were retrospectively analyzed, and they were divided into observation group and
control group according to whether they were complicated with IFI. The observation group was divided into clinical
diagnosis group and proposed diagnosis group according to diagnostic criteria, and the clinical characteristics of
each group were compared. Results 228 patients were enrolled in the study, 22 in the observation group and 206
in the control group. The hospitalization days, use of glucocorticoid for more than 7 days and WBC count between
the two groups were statistically significant (P <0.05). The incidence of IFI was 9. 65% (22/228) , including 12
cases in the clinical diagnosis group and 10 cases in the proposed diagnosis group. The common infection site was
respiratory tract (22, 100% ). Conclusion Voriconazole is safe and effective in the treatment of severe liver dis-
ease complicated with IFI. Patients with high-risk factors of IFI should be alert to concurrent IFI if TBil rebound
that cannot be explained by basic diseases.

Key words artificial liver; severe liver disease; invasive fungal infection

(L% 1299 W)

Transwell assay were then performed to investigate whether Pizotifen affected the migration and invasion properties of
A549 and PCO cells. Finally, ELISA was used to determine the expression levels of Wnt3a/3-catenin signaling
pathway related proteins and epithelial-mesenchymal transition ( EMT) related proteins such as E-cadherin ( E-
cad) and matrix metalloproteinase-9 ( MMP-9) in A549 and PC9 cells after Pizotifen treatment. Results Com-
pared with the solvent control group, the assay of CCK-8 in experimental groups showed that the cell vitality gradu-
ally decreased after Pizotifen treatment for 24 h and 48 h, and the inhibition rate of cell vitality was directly propor-
tional to the action time of Pizotifen (P <0.05). At the same treatment time, the cell viability of A549 and PC9 in
the experimental groups decreased with the increase of Pizotifen concentrations (20, 30 and 40 pwmol/L). The test
of Wound — healing showed that Pizotifen had an inhibitory effect on the migration of A549 and PC9 cells, and the
higher the concentration of Pizotifen was, the lower the cell migration rate was (P <0.05). The experiment of Tr-
answell showed that Pizotifen had an inhibitory effect on the migration and invasion of A549 and PC9 cells in a con-
centration — dependent manner (P <0.05). ELISA showed a decrease in the level of Wnt3a, B-catenin and MMP-
9 protein and an increase in E-cad protein in the experimental groups compared with the solvent control group.
Conclusion Pizotifen may inhibit the proliferation, migration and invasion of human lung adenocarcinoma A549
and PCO cells in vitro, with the inhibition strength dependent of the concentration and action time of Pizotifen. Its
potential mechanisms may include block of the Wnt3a/ (B-catenin-EMT pathway in cells.

Key words pizotifen; human lung adenocarcinoma; signaling pathway ; epithelial-mesenchymal transition



