S UHGRIG )T S B B AR TR FR
FHI 007 3%

B, A (WERNEERE T 28 R B FHm AL, IRANIE AR 010031 )

FE: B W R R T SR E A MR AR % (drug-induced cholestatic liver disease,

DICLD) HJEMAIT L. 755k HeHN20134E7 H 201846 H WAy S 1 55 — B2 B Ui 191224/ DICLD & 3%
WFRAT R, WY B SE R 50 9w AL (S9B)) RIMEEA (634D . WidLrE(s AT IRz,

ST S H BRI WER MR &8 7S Rt AR b, 4% TS- IR M (S-adensyl-L-
methionyne, SAMe) 1.0 g/ (kg-d) Fihkiy:, WAL THIKE K10 mg/ (kg-d) FbkiEE, 6
JTLE . IR ERE L% E (alanine aminotransfease, ALT) . K| X HIRAILHSN (aspartate
transaminase, AST) . MJHZ[Z (total bilirubin, TBil) . EIZEMHLIZE (direct bilirubin, DBil) /A3
JHZT & (indirect bilirubin, IBil) . {4 #kERESF (alkaline phosphatase, ALP) . &JHVTEZ (total bile
acid, TBA) . AfHZEE (prealbumin, PA) . [ (albumin, ALB) Fly-B&EMFFEEE (gamma
glutamyltransferase, y-GT) SEAM2EFRFR. ICFKEARE A RN LWE BTG, HBMART
G LI EPRZE S . ER AIT3 d, FIEAIERAHBAALT [ (211.5+762) UL vs (1583 +61.9) U/L].

AST[ (169.6+59.2) U/Lvs (132.1+47.4) U/LJFITBIl[ (138.3+46.1) pmol/Lvs (92.7+32.9) pumol/L]
ERBESHUFE N (1=2.527. P=0021, t=2412, P=0.036, t=2.812, P=0.011) , ALP[ (287.6+
76.7) U/L vs (258.5 = 68.4) U/L]. y-GT [ (236.8 £ 82.2) U/L vs (198.4 + 66.8) U/L|E RISt
BN (1=0997. P=0272, t=0.821. P=0.338) . Q7 1A, HMHMYWEHBFEALP [ (252.6 +
58.5) U/Lvs (186.5+41.4) U/L]. y-GT[ (192.6+51.2) U/Lvs (143.6+39.8) U/L]FITBil [ (94.2 +
38.3) pmol/L vs (62.6 = 26.4) pmol/L)ZERB G2 L (1 =2.460, P=0.033, +=2288, P=
0.042, 1=2.733, P=10.014) , ALT[ (131.5+51.7) U/L vs (118.6 = 37.3) U/L]HIAST [ (138.6 +
64.6) U/Lvs (112.2 £47.2) ULIERTS T HE N (¢=1.960. P=0.065, t=1.380. P=0.198) ,

WITUAJE, WA H B B H6.8% (4/59) + 27.0% (17/63) , KA MENHIN6T.8%
(40/59) . 88.9% (56/63) , ERWFLT#E X () =8.728. P=0.003, x*=8.803. P=0.004) .

WA ELH A B R AR W N3.4% (2/59)  7.9% (5/63) , ZRELGHHEE N (fF =
1.165, P=0.281) . £5i® ¥R R G YT 2% E EDICLD 577 AL T SAMe.

KRR TG, 2k BEVHRAR: S EORE: RERUME: RT AL

Early curative effects of glucocorticoid in treatment of acute severe drug-induced cholestatic liver disease
Yan Li, Tang Zhongquan (Department of Liver Diseases, the Second Hospital of Hohhot, Hohhot 010031,
China)

Abstract: Objective To investigate the early curative effects of glucocorticoid on acute severe drug-induced
cholestatic liver disease (DICLD). Methods A total of 122 patients with DICLD in the Second Hospital of
Hohhot from July 2013 to June 2018 were selected and divided into control group and observation group
according to the order of admission. On the basis of discontinue of liver-damaging drugs, liver protection,
omeprazole acid inhibition and nutritional support, patients in control group were treated with S-adensyl-L-
methionyne (SAMe) 1.0 g/(kg-d) and patients in observation group were treated with meprednisone 1.0 mg/(kg-d), the
treatment course was 1 week. Biochemical indicators including alanine aminotransfease (ALT), aspartate
transaminase (AST), total bilirubin (TBil), direct bilirubin (DBil) / indirect bilirubin (IBil), alkaline
phosphatase (ALP), total bile acid (TBA), prealbumin (PA), albumin (ALB) and gamma glutamyltransferase
(y-GT) were detected. Efficiency, adverse reactions and disease rebound were record. The differences of the
above indexes before and after treatment were compared between the two groups. Results After treatment
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for 3 d, the differences of ALT [(211.5 + 76.2) U/L vs (158.3 + 61.9) U/L], AST [(169.6 + 59.2) U/L vs (132.1 +
47.4) U/L] and TBil [(138.3 + 46.1) umol/L vs (92.7 £ 32.9) umol/L] of patients between control group and
observation group were statistically significant (¢ =2.527, P=0.021; t=2.412, P = 0.036; t =2.812, P=0.011),
the difference of ALP [(287.6 + 76.7) U/L vs (258.5 £+ 68.4) U/L] and y-GT [(236.8 + 82.2) U/L vs (198.4 £
66.8) U/L] were not statistically significant (¢t = 0.997, P = 0.272; ¢t = 0.821, P = 0.338). After treatment for
1 week, the differences of ALP [(252.6 + 58.5) U/L vs (186.5 = 41.4) U/L], y-GT [(192.6 £ 51.2) U/L vs (143.6 +
39.8) U/L] and TBil [(94.2 + 38.3) umol/L vs (62.6 + 26.4) pmol/L] of patients between control group and
observation group were statistically significant (¢ =2.460, P =0.033; t =2.288, P =0.042; t=2.733, P=0.014),
the differences of ALT [(131.5 = 51.7) U/L vs (118.6 + 37.3) U/L] and AST [(138.6 + 64.6) U/L vs (112.2 +
47.2) U/L] were not statistically significant (¢ = 1.960, P = 0.065; ¢ = 1.380, P = 0.198). After treatment for 1
week, the marked effective rates of control group and observation group were 6.8% (4/59) and 27.0% (17/63),
respectively, the total effective rates were 67.8% (40/59) and 88.9% (56/63), respectively, the differences
were statistically significant (> = 8.728, P = 0.003; 5* = 8.803, P = 0.004). The incidence of adverse reactions
in control group and observation group were 3.4% (2/59) and 7.9% (5/63), respectively, the difference was
not statistically significant (y* = 1.165, P = 0.281). Conclusions The early curative effect of glucocorticoid on

acute severe DICLD is better than SAMe.

Key words: Liver injury, drug-induced; Cholestasis; Acute; Severe; Glucocorticoid; Early curative effect

W R AR (drug-induced
cholestatic liver disease, DICLD) J&Zj¥W)A & f H
AU =P 51 AR 2 (B Heltk 555% S 301
JHIERAR, e S A2 AN R SON: e 6 WL /™ B
MM —", AR AL R IE . R
() W 1 B A 0 S D e e O R AR . R
DICLDKIASELE, 50%[1) 25 H I Dh e v,
FEFETY, HATDICLDIIEYST ik = 55 5 F B,
S mAE g R 25 Y 4545 (drug-induced liver
injury, DILD FHI5]. B M 2967 Y 2 Ik
JRBUGDICLDI 2T B, KA - 48 DICLD i
WA RGBT A e R AR . SGE S BoA
PRI o AR H 20135 F 46 B H 8% B2 B 67 &
PEESEDICLD, BS54 i HHIT 2%, B 4570 #r
mr.

1 EREFE

1.1 AR % #EEN2013457 H £20184E6 H PRI
R AR R BRIA 19122 DICLD & 5 A 50 3
BEATROMEVERT 78 . G ANAR#E: ODILIKZWifF &
(MR Btz iem ) B A ks @
I A RS W 75 5 1B PR & 2 2 LB $ 25 (council
for international organizations of medical sciences,
CIOMS) ffll & b " ; @DILIFE H % & ¥
% (roussel uclaf causality assessment method,
RUCAM) "W¥5r= 37y, @B HIRIKR>FONEE
[MAHZI 2 (total bilirubin, TBil) = 85.5 umol/L]"”;
@DILI < 24 H o HiBpbriE: OFFERE R 5
B A PR T IR A P B A s @FEETRS . B
S FOR IR T e 7Ok B4 By 5 i B0 H 4

;. OFFTESNEMEREPE AR VIR s @OFF7E B R R 4
BE R s OFFENE R SR, ©FF(E
IR O i S PR s (D41 SR
AW LcrE, A BB NS R E.

1.2 B 75 ik R EE NBL SR IRT 20 i B (59
B FIMELHE (6341 . P EE I A 5EDILI
M2 H2h T 7 B IR B IR . B3 i M IR K
BIRSCRHRYTY, TEUCEERE B, WAL TSI E
%% (S-adensyl-L-methionyne, SAMe) (ffi[F 3
W) 1.0 g (kged) , BT 5% & PS50 ml,
FRBKR LR, SO T SRR B2 RIS A
1.0 g/d, 2Ok, WEHAEHES THIRER
CLERIIS #E5D) 1.0 mg/ (kg-d) , T 5%7%Hi % bl
FEST150 ml, &R BRI LR o B R R
USRS T 259, BURaE SOk e 20 mgd,
IR/, BT 2 . PR ALIE T 3R] 25 FH AR
A

1.3 MR 4r  PIAXF RS 2514, W%
LRE AR . MIEE . SR B A SR E iy
AEF=AU27008 4 H 3l A4 o B ORI F Dhsg, B
WA RA L 4E (alanine aminotransfease,
ALT) . RITARABRA %L # M (aspartate
transaminase, AST) . TBil. HEEHZ & (direct
bilirubin, DBil) /[E]#£HZ 2 (indirect bilirubin,
IBil) . W VEBEEREY (alkaline phosphatase,
ALP) . EfHVTER (total bile acid, TBA) . RjH%&
[ (prealbumin, PA) . F#H (albumin, ALB)
Fly-B AW %8 (gamma glutamyltransferase,
y-GT) , 5 & B R R A AR R
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e 2 804 W43 B ASCRSE I I R R, R 40
(white blood cell, WBC) Fl1WE &1 ki 4H i 1 4> bt
(eosinophil percentage, EOP) , &I H i
HTRARFEFREHBETHERAA .. KHHARMHREE
CS-2000j 74 4= 5 Bl #E 1L 43 B AR 900 5% i il o 1) 1]
(prothrombin time, PT) , {5 H L KFHEY
FARARAFA

1.4 77 22 RIETBIL R FEFL T 2 IR A 5% k™
FIEIT R B E A OF R R R = EBUEO |
R O Rz R SR AR OFf B o i = 31
P o SR JBIT3d, TBil FPE= 30.0%E1)E TBl
TF= 50.0%; A% ¥7R¥73 d, TBilFFE= 10.0%
BEATBIl N = 30.0%; T3 6773 d, TBil FRE<
10.0%55 1 JE TBIl F 4 << 30.0%. i85 id 3% SAMef
WE B B R AN BSOS R 1 I A Ol S R =
BRCR + BRI R B BURR =5 R U
1.5 %3t 3438 RAISPSS 19.048 1 #4347 B4
N, RS PRI, WBC. EOP. ALT,
AST. ALP. y-GT. PA. ALB. TBil. DBil/IBil,
TBA. PT. RUCAMAIR{E 5 i1 &= % K 2 IEEA S
A, P54 IE] B RER P ST FEA ARG 56, [F 4L IR AN [A]
0] 550 PR B &7 22500, P B R
LSD-#k 56, A A RBCREA R RN KAEFEN
R, IR E 8RR, RA K. DL
P < 0.058ZRH R X

2R

2.1 —# KA 1224|DICLD & % v Ba4f|, 478
B, BNt 1.8, F#19~67%, F (37.6
+15.8) %o WIRARA P58 2590 2 % e DhRe 4543 1
IR A NS5 ~42 d, P8y (159 +8.7) K. FREHAK
. HREZ . FEZ46h, A2, FEIERZAY
186, X ZERR LMy 250120], HUIRE 24941,
R 56, PRS2 . IRIREI: . T
L1225, = 3984, RERIRIETOHI. HERK . 4h

CiE - 6l

ZE770, B AR EAEES6B] . 03561, HXnk22
. RUCAMYEA 43 ~94), Hd13~543564,
6~84r6141, = 95351, H AR gL 4H 2 11k
Al AEEY . HZRZE. RIEE. RUCAM AP (R
[0 2 T BTG #E X (PY>0.05) , W&,
2.2 ML EZ ST EREIAF WL 5
‘HEFIRITRTWBC. EOP. PA. ALB. TBil.
DBil/IBil. TBAFIPTZZ R LG i 5= X (P>
0.05) , HEARLME, W&k2.

2.3 MBI RIT3 d, PH4LAJALT,
ASTHMITBIlERARITFE X (+ =2.527, P =
0.021, t=2412. P=0.036, r=2.812. P=0.011) ,
ALP., y-GTER LG It ¥ = XL (1 =0.997, P =
0.272, t=0.821. P =0.338) . JAJ71J&, PWi4iE
ALP. y-GTHITBilZE R H Gt E L (1 = 2.460,
P=0.033, t=2288, P=0.042, t=2.733, P=
0.014) , ALTMIASTZ RS L (= 1.960,
P=0.065, t=1380, P=0.198) . W.#%3.

2.4 ML EF GBI WITAE, WIAMN
S BRI N6.8% (4/59) . 27.0% (17/63) ,
A RESHIN67.8% (40/59) | 88.9% (56/63) ,
ERFGHEE N (F =8.728. P=0.003, 4 =
8.803. P=0.004) , W.3%4.

2.5 BEFRREHRS RIFRE WEtde3 HH
W R R UKL 76 (27.0%) U391
(61.9%)  H7H (11.1%) , MEUKEN
88.9%. it I A T, 1745 i P UK BB e A4S
BE R PR 39BIBUR B SO O G, BRI
ALT. TBil{1J3 s A R 1 o

2.6 R R AN FISAMe I iE], X241 i HL
B LR, ARRMNEAEFRN3A% (2/59) .
W52 2H N FH R Rz R 2 A 1R, 248 BB H B R IR
T INESNN 1% A =1 d - 5 e T P N = g A
REFRNTI% (5/63) , ZRIEGHHRNL (F =
1.165, P =0.281) . A FIPEMAHE)E, HAREMN
1BIT .

1 EHEAFIMEL DICLD BE—HF AR

5| & DICLD#) 2544t £ (45))

RUCAM AR A

b iy R1E Z
487 %% _ EEN ] ] - (3=s, (xts,
(41) (x+s, %) EP;?; P~ fg & b (x£s) ) &)
#HLLE 59 19/40 358+8.7 21 17 8 13 1.3+0.4 52+1.7 17.2+59
IR 62 24/39 372+9.6 25 12 10 16 15+05 49+14 155+43
%t h 2 =0.463 t=1.499 1=0217 ,=1604 F=0.130 ,=0.190 t=1.052 1=10.684 t=1.030
PiA 0.496 0.164 0.641 0.205 0.719 0.663 0.318 0.498 0.316

#: R{E= (ALT/ALT IE# {8 R / (ALP/ALP IEH1H EFR)
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283 (L3 WBC (x10°/L) EOP (%) PA (mg/L) ALB (g/L)
AL 59 62+1.7 54+2.1 137.2+42.5 342+4.7
FOR>S7i1 63 57+1.2 52+19 161.6 + 55.6 36.8+5.1
Ha 0.254 0.160 1.058 0.940
PfE 0.802 0.876 0.311 0.370
8% TBil (pumol/L) DBIl/IBil TBA (umol/L) PT (min)
T ALLE 153.2+47.4 0.64 = 0.04 1452+ 83.6 144+1.7
IR 161.7+59.2 0.65+0.05 156.6 = 90.8 162+2.9
Ha 0.428 0.324 0.232 1.412
PiA 0.672 0.752 0.821 0.166
=3 EHEFVEL DICLD BE ARSI (x£5)
A HAL (5941 MM (6341 i PfE
ALT (U/L)
BT AT 257.4+87.2 2442 +79.7 0.641 0.510
%73d 211.5 + 76.2° 1583 +61.9° 2.527 0.021
BF 1A 131.5+51.7% 118.6 £37.3% 1.960 0.065
Fit 9.266 15.407 - .
PiE 0.004 < 0.001 - -
AST (U/L)
BT 186.1 + 81.7 191.6 £+ 93.4 0.330 0.748
B73d 169.6 + 59.2° 132.1 +47.4° 2412 0.036
BF1A 138.6 + 64.6 112.2 + 47.2% 1.380 0.198
Fi& 4.559 5.424 - -
Pl 0.032 0.021 - -
ALP (U/L)
G AT 319.8+108.7 338.6+ 137.2 0.192 0.851
%973d 287.6+76.7" 258.5 + 68.4° 0.997 0.272
%571 252.6+ 58.5 186.5 + 41.4" 2.460 0.033
Fii 4.659 6.652 - -
Pia 0.032 0.011 - -
y-GT (U/L)
AT 252.6+ 147.2 268.4+154.7 0.139 0.892
%973d 236.8+82.2 198.4 + 66.8° 0.821 0.338
B 192.6+51.2 143.6 £39.8" 2.288 0.042
Fi& 2210 4.160 - -
PiE 0.163 0.042 - -
TBil (pmol/L)
AT 153.2+47.4 161.7+£59.2 0.428 0.672
%973d 138.3 +46.1° 92.7+32.9° 2.812 0.011
SR 94.2 + 383" 62.6 +26.4% 2.733 0.014
Fii 4.869 16.905 - -
Pl 0.028 < 0.001 - -

E: CHARMRITRTALEL, P > 0.05, P SAMARITRTAHLEL, P < 0.05, C 5ARMBITHIMEE, P> 005, ‘S5A4EITRIAHL, P <

0.05, “S5AHEYT 3d M, P> 0.05, "S5ARHAEST 3dMHE, P<0.05,

T HR
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* 4 EHMEFMEA DICLD BEATT | BERIEARTE [ 6] (%) ]

PR 15 %% B A3 P4 BHHE (%)
FALA 59 4(6.8) 36 (61.0) 19 (322) 40 (67.8)
AR 63 17 (27.0) 39 (61.9) 7 (11.1) 56 (88.9)

AL 8.728 0.010 8.803 8.803

PI& 0.003 0.920 0.004 0.004
37ie Na'-K-ATPEgENE, IRARH R, Rkt o

R 2 b e i 2 i W H HAE A, DILIK R
FEBE LA, 5 T A 2 /RDILIC
BN BRSSO ABETIRE, MR L. Fiek.
LT EHYGIT S By bR R — 0 R R ORI R
FyE M HGEIYE D T DILIR I ZRE . 3R [A]
AN e Hakh Z R e ekl F B, HErM e —im
AR Wibr e SR B DILIS W i i ff A —
Bk, WNIKRESL T Y ZDILIKZ MRS 248, A
RUCAM. Zj¥#jiliikss: (drug-rechallenge test,
DRT) . &t & W s fE 71k (structured expert
opinion procedure, SEOP) FlMariabryfE&s!"", H
HIRUCAMAMYI&E FI -F-DILL R BE VR4, 7]
F-DILIf [l P-4, 32 B H T DILIF IR R 2
y—?‘4[6,7,12,13]o

MHE I RRFAE, DILIAT 20 A RFgn o . Ao
FBANR G A, A HA A A& DILIY 3 238
™, 1532.5%~51.4%"*", 5| EDICLDHI £ ik
110043 %, EANABTE 2 5 o 62", A Sk
AW R IIRE, FE (5 Z5E0, SRR
B A R R B2 R R A, IS (5D
24 I FE e KA B R B R B N I T
SRV B N A (D g e g kP, 5l
DILIF &A% £ A B . e 715 54k
FF B 455 B 5 S 4k G BT 404 253 R Oda '™
TR SE, DICLD S % K W b % Al id 3 ok
R RA R EM R, KA HHEHEHE (bile salt
exhaust pump, BSEP) FlJH A RHAE 1 e e 4544 78
DICLDf) & A= K g i BAT B AE ™. BSEP %
AP FECF . BAIEE . RS L ZEHAE
THoris . Beia AR Th AR R Ag ™2, JE I L &
NHET 28 SO AT 5162 5 PR i IH A1 3% I <%
FEAEPEIG R R I .

FRJE e N LA R R R iR, R
WR23~4 h, HABRGPIPLR. i Lyuid i
ER, T2 N S AR PR R 2, SAMes:
19524 I AFAE T NAR L2 P (1) — Fh Az B
65574 o PR DU e S SN £ 78Sy 1) 2l P 2

We, SRR EARE IS R, TN
FFUEUR 259 TP0RS RIg F5 25 55 i 80 2% FhiE
HIRARVE I B3y 7 TR0, ARF R, WS
ETABTEVRYT3 dIJALT. AST. TBilZB4k71H, &
RWEIT VR BEACER . BA BRI AR # %
S, ULHNE R R VAT A M E E DICLD 3 1 F
BT T SAMe. A3 AT LRI, W F K e T
IS AE B AT B4R A A b R A SRR R
JRIRER ARG G, B 5 RE T 2o A FH S 2 1) 37
LERY, hEHY/HCO, . CI/HCO, Ihfg, H5EBSEP
W, (EHERE s FIREE AR R BT . BT
G 255 I N BRAR AT 4R B . B 40 JEL A R T P9 R 5 R [
AT Y 9 IRNE S0 PN TR A 2 453493 T n R AR
HHEWSY, FF & DICLDR AR HRHLE], e 30% R
5. AT R W D Be 43 1 A 7 422 F0 e UK 1 48
bR, AWFFH P EE RT3 AR ALTRIASTZ 6
SR, BERITIAEERERIT%ENL, 7
ML IR, AR S50 R B 2R 1) 5 31 FH AT R
TRATUAR GRS SN i 4 S 5 92> 440 D 7 928 451
k. AR, HHmHERERERYIES,
ALTTE24 hiy A RPE50%aL DL E224, JajdeiEse 1
W 7 S 2R IR 7T DICLD A 21 . ALPFIy-GTZRIiA
THEE LR A f, Sl R A2 Wr 55 R i HE 1 7 ) 2
FRGIAEARD, ARF R, B TR A5
B, WAHBEIRT1EGALPHy-GT/KY-Z 576 4t
TR, PRI TR B IGTT, vl
B3 DICLD i35 T A= AL 2248 h

ANTRIANAE B TR 2 R R IE AR, HUAR XS bl
R 52 R R[] o ASHIE T W S 2EL 0 B R
RABUKE N88.9%, H kG —&". T hE
B BUR AR AE 2 5, IR R VA 97 1 8K A A
PR TG G221 AHIE TR R B B O I 2 e A
DICLDEHGIT 1 HEAT 25 2 2 4115 X T Uk
R, TN R TR N s T BB, H
I R BT 995 17 S iy — kA e 4, e 5 1
RRILEE 6T, DAY BEE G s 175 S 3

B Bz R B E VR T IR B BT AR e, B
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T SE RN . B gL A AR
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FFRES, WP s, B R 51 I DILIZ) &
14.0%>" . AW 70 BT A5 L FH B B2 o 2% 1) R B R
HOLFE I E R AR, ARRMEEFRN
7.9%, WAKT SCHERIRIE 1919.6%"5", el 5 A 7T
HH R B SR e R R R R 4 TS 2
GRFEITREAH

g b, AR, BEE SRR SR EE
DICLD& %4, A3, FH7 8t TSAMe, HnAT
YRREVRITINA), X RS W WA it EL TR B R ik R A
P42 SAERIDICLD & 4, Hal e h—L AP, ¢
TR R A IR, A SCERARIE 940 mg/d.
200 mg/d, £ 1000 mg/d=2%, (HT ik £ 18
SR TP, F kAR 1 ok A R TBiL R
B 1/3 LA 770 B R b R B AR 24 70 2R,
E DR WL K B Rl Jo 8 2R SRR FE AR ], LA 5
B FEIRARY KA, TR MBI,
AT RER/DBE R T AN R
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