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FRE M T A0 M I 5008 1 19 SOk
A, R, 0, b CEAERCEIIRIL SRR R R, st

WE.: R EIF A0 4328 ( persistent hepatocellular secretory failure, PHSF ) J&1§
Y. R R IHE AR AR N R A St I, R ERTE RS AT R ™
AR IR R ER . PHSF /b UL HU AL A IS, RA ik Jos, @t
Al R A . AT o, FIAESEXT PHSF A 880 07 RO 1 2 4tk AR S
E 1) UGTIAL FEPH S8 A AR S PHSF (3276, LASYTIE 1 X200 191 14 73 A 522 125 ek PR
B4 X+ PHSF AYIAE,

KER: MR, BRI RAE; AR

One case of persistent hepatocellular secretory failure and literature review

Cheng Danying, Ji Shibo, Li Ben, Yang Song (Department of Hepatology 3, Beijing Ditan
Hospital, Capital Medical University, Beijing 100015, China)

Abstract: Persistent hepatocellular secretory failure (PHSF) was defined as acute liver injury
induced by factors including drugs, toxicants, infections and transient biliary obstruction,
where long-term severe hepatocellular cholestasis persisted even after the elimination of
the inducing factors. PHSF was rare and its pathogenesis remained unclear. Conventional
treatments were ineffective, and it could threaten patients’ lives in severe cases. Previous
studies demonstrated that Rifampicin had favorable therapeutic efficacy and high safety for
PHSF. This paper reported the diagnosis and treatment of one case of PHSF associated with
UGT1A1 gene mutation, with the expectation that the analysis of this case would improve

100015 )

clinicians’ awareness and understanding of PHSF.
Keywords: Cholestasis; Gene mutation; Rifampicin

Fr 2k P B 40 Bt 43 36 5 4 ( persistent hepatocel-
lular secretory failure, PHSF ) J&—Ff L 2% B i
Je ATH 45 S A7 A T 240 e 78 IR D B A R ) 2 DL
Wi, H2W@HEAE U AR Ol SRa xR
( total bilirubin, TBil) > 255 pmol/L HiF4E> 1 JH;
QHEBRAREFERH ; B JoM2 MR il @ % iR
SPICR. HRTA S H A 0 5 T 40 e 5 1 B TRk
( 4 UGT1A1. ABCBI1 4§ ) % U] AH G PHSF HJ
BTk e MR, B MER . N TSR LT
BOIP A IR RS R 7 AT 3 5 0 2 e X 32 Ak
( prenane X receptor, PXR ) il o 35 JH {1 U,
{RHGE FHAHE . FE TR S A e ATy e AR
Uisa Tl - VS il DO M N ATy H i privee = W S R {2k <A 2
PHE . ASCHRIE 1 B2 R UESE ) UGT1ATL R
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HRWH . AR AIA mIm B A AA (SIZENA S ik
2024 ); JLHtH 2R AL TAE ANAFRIE (2R T -02-30)
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5% PHSF (¢.211G>A Fl ¢.1091C>T 245678 ),
150 mg/d FI4E 697 6 FSLBUHLA 2K H . %
95 191 A LRI AH OGP PHSF A2 7 #2408 T rieds, JF
LN A h I R ol e R Rl R SR g

1 =B

1.1 £iF BEBME, 485, “EJ TR K . A
IR, KRB 1 AR T 2024 485 11 H 27 HAPBE
1.2 Womk BHEABRT 1A (20244F10 H 24 H )
Aotk IR “B9n (MR q ). =
B (F=9, WBES), TR, 25
INILEIR, fRmr 38.7 °C, PRRZE. FER, Ak “%
M (A IFIREW )", IRV IER . K H %
Oy MKk MR PR, JE B OREE, JOMEE .
METS, oMLK, "ZIRAE, B2 T HHERL, 6%
FAOCHK 2, IMF KL FIAiMiT4 118 x 1071,
PR LG 7] 90.2%; LI RE: N AR A%
fiff (alanine aminotransferase, ALT ) 174 U/L, K4
BIR B I F M (aspartate aminotransferase, AST )
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62 U/L, TBil 118.4 ymol/L, T ¥ fiH £ & (direct
bilirubin, DBil) 56.5 pmol/L, v-%& & Mk %% #%
( gammaglutamyltransferase, GGT ) 253 U/L, ##f I'E
% PR i ( alkaline phosphatase, ALP) 131 U/L, [
%K (albumin, Alb) 45.1 g/L; BEIMINEEIEHR ; AT
Rypgrg (WAL, R AL TR R R
BIBAPE; A SPiik . ek & H G(immunoglobulin
G, 1gG) 4 (< 0.076 g/L ), #1i#5 & M. I8 4
Y E TR . N HR R 75 $ o JHE S 5 [l 7 g
S, R, A NG R AN 240 (R0
A7 67 ) g 2 4R H R 45 &% (magnetic resonance
cholangiopancreatography, MRCP ) #7 JH 22 11 if6 |
NS A TR, MBS R ILAH B9 k. 8
P 3 i 1T 5 AL AR 2 1% ( computed tomography,
CT) $E/R R, nlseiR VAL A1, B HdEm
R B RIEEEE . fTPuUsg ., #NEGYT, 51
FIRYE . IR H K. 220 e IR AR AR 5 DR
EE A= (1K 956 v N e 1 U i N R o vied | [ e
BN, (B TBil #EA7METH &, R Wi o B 1
i, 2024 4F 11 H 11 HATHFHZZER], PR i
MR IARR IR S, A XOR/NIE R, AT WLARAE 48
KPR, ARG 25 ko ARV
IAFRPERT R ). 2024 4F 11 A 15 B ke
40 mg, 1W/d, FRBKERR S d, A& TBil LA
i (M 242.8 pmol/L FEZE 205.9 pmol/L ), 5= H ik
Je o PUATTRCRAE T B &8 R 2= i g At o
InEpEit—22ih, 1120 ot s . wER
Hfer . MR . 290 R 7 BEA
Bio AR LSRR BT R 10 ke

13 Bz BAEBREAE, SN “BERe . O
WL LR s, AN TFAR KM s, AN il
S JEPAERIBRAEATE . UK, AERR
R, WRE R 34, B H 2 3¢, PRI SR 20 4R,
R 1~2 M, A IASE A A
14 histed BEMNEE, WMHERE, Kk, A
MR g, % (-), ME (), Ofire
AMFE, PR, JToRR . Ok, R R
Ko, SRR (=), Bty (=), BT Rk
i, MRS (- ).

L5 #ohied  MmE M. FAETTE6.08 x 1071,
HERE A L) 74.6%, £E4NAEIT%L 3.81 x 10"/L,
MLTHE A 117 g/L, M/ IRT4L 248 x 10°/L; JRE
M. JHZ & 3 +; JHFIIfg: ALT 125.6 U/L, AST
74.5 U/L, TBil 347 umol/L, DBil 268.8 pmol/L,
Alb 35.1 g/lL, GGT 20.9 U/L, ALP 132 U/L, fH

fRGIHRE - 97

fig fiff ( cholinesterase, CHE ) 3205 U/L, &\ fH 7T
iz (total bile acids, TBA ) 215.1 umol/L, /M fH
fi£ (total cholesterol, TC ) 5.02 mmol/L, H il =M
(triglyceride, TG ) 6.28 mmol/L; HIifit: JREHR
5.07 mmol/L, Il ¥ WLEF 75.9 pmol/L, Al 5 /N ek
JE L % (estimated glomerular filtration rate, eGFR )
104.5ml/ (min + 1.73 m*); flsf: R (H
B LR N TR R ) FRE Y S EB
B ELANM R BIE; BRI ThRE: B I 5
[#] ( prothrombin time, PT) 10.7 s, & Ifil i )5 3% 6
J& ( prothrombin activity, PTA ) 102%, P b 1
1k It & (international normalized ratio, INR ) 0.99;
HRGE M 1.3 pg/L; A S RBEtEFm. A5t
T . ENA JES4BIME, RefPhiEE : 1gG 11.00 g/L,
IgA 2.54 g/L, 1gM 0.26 g/L; Hi#5E 1 0.46 g/L; [
PR 0.12 ng/L; &R 75 S I R 1 P
A, REEREERS, RS A (Jerbml), MHHHRER,
T R WL S, s R . R
FRRAS UL S S

1.6 NI 2L B ABERIRIA2 WA R
Bl e . BRI BRI 28 . 5t A A
BRAM. SIRIMAE. 67 LR, IR 8 (K K
TORAEE, RELRAHER Ok, FHEREE, T
TR IR AR A IR AR KT ) BOWE . SCRRABYT,
2024 4E 11 J1 29 HE TR (HikJE JE 80 mg/d )
hIBIT 5 d, IBLLRJIICFRE, 2024412 H 6 H |
13 H 4350 25 7 N T -3 0 3 o + W (&R 42
( double plasma molecular adsorption system, DP-
MARS) @97 2 Ik, NTHRYFEIHAa R EE T
FABL R 5 R S i, TEASBE R fr, BRI
IRRPEIR AR IR AR R 2R, NBRAMG IT 2591 -4
i CEL 1) ARAS A R R o A A (1A 2.
K3), 25l ekt UGTIAL BRI AFTE 2 4
ZA KA c211G>A (p.Gly7lArg ), ¢.1091C>T
(p.Pro364Leu ). &5 BFEUITE A Mk, %
JEAZ I AR S 5l R R AL & ARG, BOwR PR UEYE 72
gy, BOZ2W PHSF, ZHMOGRIT &R, 4T HIfR
V150 mg/d H i, 2BV, HZ0ZE . AR 2
N, 1697 6 B AL R FEEEITIER, 5
Al 1R E AN YI6E: ALT 7.7 UL, AST
19 U/L, TBil 26.5 umol/L, DBil 11.9 umol/L, Alb
49.6 g/, GGT 19 U/L, ALP 107 U/L, CHE 6 524 U/L,
TBA 8.2 umol/L, TC 5.22 mmol/L, TG 1.17 mmol/L,
JFoiRER e, AR TR 2 EELIE R /KT, B3 TBil
AL UL 4,
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B 1 BEFELAFRER (HE $£8, x20)
T BT AR B B AR NI, & /N R A B, TRE 2 AIish .

Al —¢
—A
—T
—c

c. 211G>A

TTGTACAT CA GAGACGGAGC CATTTTACATCCT

B[T—¢
-_A
—T
—c

c. 1091C>T

GCAT CTCAGGT CACCTGATGACCCGTGC CCTT

2 BE—KERNFRIEE
. % HE UGTIAL JENAFELE 2 MRARAE, A c.211G>A(p.Gly71Arg). B J9 ¢.1091C>T (p.Pro364Leu ),

CNVAFEF4E R
TKQX240101687-1A (SEiE#)
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T T T T T T T T T T T T T T T T T T T T T T T
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B3 BESERAERA
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303

245

DP-MARS
50 4 DP-MARS

FIAF150 mg/d
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2 itig

PHSF J& — F DL 40 g 40 26 ) 6 4 300 52 46
¥ U 1 95 BER 25 2015 4F van Dijk 28 " 1 Wk 42
i PHSF &, JE42 B2 Wikr 3G LA R LA -
DI 3E TBil > 255 pmol/L; @ %17 K 5 1L i 0
LRRFRETE (> 18); QO RARAK A HERR
A BHL 1 ARV IR AR () & 99 1T TG 0 P S 14 TE 9
van Dijk %44 A 13 #1455 1% 12 Wi br 1 ) PHSF &
FH, RITHIERE M IHLL &K 264~755 pmol/L, g
HALE 258/ (9 ) AR NHE FHLZE (4 41 ).,
B B 2 FIARSE (300 mg/d ) 3697 1~10 A5
ML ABLT Z [ % 33 umol/L VAR, AR WELH| F 45 F
A PR R RS . %A 5E X 6 6] GGT 1E %
My A T i IEER i R 2 (bile salt export pump,
BSEP ) MISCHERMF, & B 3 5 i 77 3 R %8
A%, 1 fh ATP8BI 4ii & 5848 (5 RMEEMHN
RETTIREL 1 BIARE BY), 2 B ABCBI1 244 %878
(M EZ 520 PERF I &% ). van Dijk %5
i 3 AR AN SR FFIE YT PHSFE B4 FHLHIE T
T, HAEDN R RS AT i PXR KR A A
i ify (7, % P450 ( cytochrome P450, CYP450) 3A4,
PR W 18 1 A W PR % %  (uridine diphosphate
glucuronosyl transferase, UGT ) 1A1, £ 2y} 25 &
H ( multidrug resistance protein, MRP ) 2 HIA LI
Jt %% iz f& 1 B W 3£ (organic solute transporter f,
OSTR) %53 A Y & 18 T AR M G I 2T & . i
Ak, Rl 51EJEEE X 544K (farnesoid X receptor,
FXR ) #BhFIBA R AT i — A 35% OSTP ik,
Jin s AH 9T B2 5 B Shi %5 P Xt 16 £ PHSF & 3 it
FT I AG G PR G 2 DRI AG I, & B0 11 31 B 3 A7 A
BSEP # G KA, 7 BIfF1E UGTIAL N A&
RAL, 4 BIf7AE ATPSBI 5 ABCB11 JERZLARAE,
88% HFZHHF (150~300 mg/d ) 6I7 6~12 J&
JERRLT KR EIER o 2 BIRIERIT T 45
MRS IRE . FRREBR 1 65 I B 5 2
iR AN, AR HAL ™ R A R F A, T
454 7R PHSF (835 K2 A7 UGT1AL LK 528, F]
AT AR K 2B 28 R O T IRRR, EE AR )
WAHGE T 1 B AR BYRGYT ABCB1T B %
A5 A PHSF B9 1),

APIEENPEERM, FFAERN%A (UGTIAL
FBGAR ), RIFRIPEAE N RIBT O BT A T . P
T WAE PR (Cngd)siig . Bl ) ™Y,
FERRTE RGN FH 25 AR Ja hBIR 2T R b f 71k
Fhim, VIR ZAm A E, GGT KF 5T

fRGIHRE 99

B ERREARIE L, #1452 CE#E/MRCP) HE
PRADTERERH, FFL1ZU0 B AR AR HIARAI 2, #
23 S R vhiayr osk, Mt FRIr A, 5
SCHR 2B 1Y PHSF AHAF. A i 5 % UGT1A1 4k
iR A7 78 SLC10A1 3 A 2% & %€ 4%, SLC10A1 % 5
Ay &l 4 i iE R L #% 32 £ K ('sodium taurocholate
cotrasnporting polypeptide, NTCP ) & H i 5¢ 1 4l
J £ BRI 32, SLCI10AT AL 25 o7 JE PR 5545 7] F: 35
NTCP k= fi ., NTCP Ht = Ji DL 2 3] I 3 i f5 2k
P PR DB PR LA 0 T2 B2 RAFAE , (HJCHR e S5
TR R B, 30 B e B U &8
A LB PRy HIRA B e, A T R
AREER AR, P AESZ HoAbIG R FI >, Al
H AL I S IR RR AE S 5, BRI &R
JEH R B T, HE R TR YT 5 IR ZE f iR
TR KT R IR R, ARV RRIR & IE . ARG B
[ i #4 UGT1A1 F1 SLC10A1 LR Zu a7y, H
Il PR A4 ] RE p 1 32 R A P TRV 32 8. — T,
UGTI1A1 %78 (¢.211G>A F1¢.1091C>T ) S F(H
ST E R R AL SRS, UGTIAL BFANT, JHLT %
ARG T AR SLCI0AT A5 19 IH I 2 7 iz HE i,
1M SLC10AT 2% & 28 745 1T RE R IR JE T R 45 U3k R
SEUFA AR R D, [RHE I UGT1A1 §
Tk, T SCEENEER, AR, S— i,
SLC10A1 7% & 2878 n gl 1 FRAR B 16 M = 5
FERUE G DT s R . TR R IR
SLCI0A1 748 sy ok B, st e B B R E
JE AR TAR I RGN, TorEd T R R BRI o

JE T A R 55 2 pR P A 45 o B R s o 1)
ARV, b e A, BRI R REIE B A
8 W AL A BEOIR S O IE AR
WA A, ITAFRBEE X AR IR A i A
AT A v R R, RS AR R AR I R
FH, JRAGA SERR IR B G ()12 W B 1 5 Atk
A B2 PXR S YRR EEZIR, e
W LRI s 5 A AV S g s B IR
— PSR PXR 5, XA AR EB
A PE R AR R ME S — ey Rk B, ps re e
SIS I TR R AR 1 2R3k T 2 10T
A F X FIAR AT RO 2 N (BT 6 R
ARFEREE ) nHe 5 HILHEE S ORI
FE R PXR RARFC A 840G PXR 3 ] i 2% 1A
UGTIAL ik, 2L K0 @SLCI0A1 Z¢
BRAPRE T, Rl rTae L i filz IRk
ALK NTCP & [, HsR R RFL 2 D fE.
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FAESF- 34T AT BEA = X AL PIp ] e 38 IE 91 93 A
X —JE F-25 W A E A FHALE AR IR 7 3t T
HrE K

PXR BE AU T LMLz 5 A (CYP3A4,
UGTI1A1., MRP2., OSTP %5 ), i i 45 25 Ji ) AH 34
FiR SNHEE % (OSTR), AAHLLZ AR FRA Qi A
FERRAE T B, IR IR TR SR AL TR
Ko FIAE RT3 I 3G A% 32 R PXR FEAR M 75 AR 2T
ZIFMEVERR T HEME, B SGEARHIRAR, EIAYT
Iﬂﬁﬁ%ﬁﬂ k%ﬁﬁ%ﬁéiﬁ*‘—ﬁ

WEL 1% Sy Bk nT BE S 53X PHSF B N &K,
%IﬁwﬂwJEuAﬁ e a2, Bab
CA FIREREA RN, KRR T IF R K FAE BEAL X
MﬁWﬁ HAESEFIARSEVAYY PHSE BIFRL, JF5%6

T84 R 22 %7 PHSF S J8t: (500

FEMR A EE R AELER 35 s

ANITEEERER A SCRE R T8 58
AR XS SO R B R i A Ak B

B 3k

[1] van DIJK R, KREMER A E, SMIT W, et al. Characterization and
treatment of persistent hepatocellular secretory failure[J]. Liver Int,2015,
35(4):1478-1488.

[2]  SHI M, SHENG L, LIAN M, et al. Efficacy and safety of Rifampicin
in patients with persistent hepatocellular secretory failure[J]. J Gastro-
enterol Hepatol,2021,36(11):3233-3238.

[3] MIURA R, KAWAOKA T, IMAMURA M, et al. Benign recurrent
intrahepatic cholestasis type 1 with novel nonsense mutations in the
ATP8BI gene[J]. Case Rep Gastroenterol,2022,16(1):110-115.

[4] SUZUKI H, ARINAGA-HINO T, SANO T, et al. Case report: a rare
case of benign recurrent intrahepatic cholestasis-type 1 with a novel
heterozygous pathogenic variant of ATP8B1[J]. Front Med (Lausanne),
2022,9:891659.

[5]  PESZr, FRUCH:, B 14 T, 5. 3 Bl AR Iz AR 7 N AE 0 bt 4 5
LGP0 28 P 22U A A IR A R S (D). IR R AT I 2
£,2020,36(7):1562-1566.

[6] VITALE G, MATTIACCIO A, CONTI A, et al. Molecular and clinical
links between drug-induced cholestasis and familial intrahepatic
cholestasis[J]. Int J Mol Sci,2023,24(6):5823.

[7]  EJU, XSG, SIFIE, 4. ABCB11 SERI 98 A8 AH I M RE LM 20 it
JIUBIEE 1] (7], PRI K, 2024,44(8):556-559.

[8] Bt fLEN, SO, A5 JURRZY £ RIS AR I8 b 25 P st pL )
TFFFEHEIE [J]. 25 A 5 P4 78, 2022,36(2):149-154.

[91 N, ENE, Mt 1 B A SRS T B AT Y 2527
P S AT [J]. 2554 RF9E,2022,41(3):206-208.

RAH, e, 0, 5 SR mie s

[10]

[11]

[12]

[13]

[14]

[15]

(16]

[17]

(18]

[19]

[20]

[21]

[22]

[23]

[24]

[25]

[26]

[27]

wk B 1 ) AR Ik 3 [J/CD].

ChEAFERZE (AR D) 2026 4F 55 18 % 45 2 1]

XA, P, BATS, 55, 25 BRI A SEBUIF il
[7]. 259K KLV 24 75,2024,26(11):665-671.
BRI, 1 . 170 (25 P R R
27(6):683-687,702.

TS, W PUAR, R, A5 SRR LA 15 22 KRB I PR IE
K SLC10A1 FEH 5543 [J]. I AR IR 2%25,2022,38(3):613-616.
XA, XA, AR, A5 LT I RR S S T B B NS - I
T2 Mt 18 22 R B W o 12 W RS A2 W 0], TP AR TR 2 75,2023,
31(9):928-935.

DENG L J, OUYANG W X, LIU R, et al Clinical characterization of
NTCP deficiency in paediatric patients: a case-control study based on
SLC10A1 genotyping analysis[J]. Liver Int,2021,41(11):2720-2728.
ZOU T T, ZHU Y, WAN C M, et al. Clinical features of sodium-taurocho-
late cotransporting polypeptide deficiency in pediatric patients: case
series and literature review[J]. Transl Pediatr,2021,10(4):1045-1054.
LIU HY, LI M, LI Q. De novo mutation loci and clinical analysis in a

PR 13 He

FES3HT (1. JFIE, 2022,

child with sodium taurocholate cotransport polypeptide deficiency: a
case report[J]. World J Clin Cases,2021,9(36):11487-11494.
SCHNEIDER A L, KOHLER H, ROTHLISBERGER B, et al. Sodium
taurocholate co-transporting polypeptide deficiency[J]. Clin Res
Hepatol Gastroenterol,2022,46(3):101824.
LI H, CHEN R, LIN G Z, et al. Molecular epidemiology of Na'-
taurocholate cotransporting polypeptide deficiency in Guangdong
province, China: a pilot study by screening for four prevalent variants
of the causative gene SLC10A1[J]. Front Genet,2022,13:874379.
PR B2 R 2 o 2x. I IR BT 4 BEAR R (2021 45 )[T].
I R I 24 75,2022, 38(1):62-69.
AEIREY, PMRGE. ARG 2 T-1 SRR BUCR AT [1/CD).
RIS (FLTRR ),2021,13(1):22-26.
European Association for the Study of the Liver. EASL clinical
practice guidelines on genetic cholestatic liver diseases[J]. J
Hepatol,2024,81(2):303-325.
PINON M, KAMATH B M. What’s new in pediatric genetic cholestatic
liver disease: advances in etiology, diagnostics and therapeutic approaches
[J]. Curr Opin Pediatr,2024,36(5):524-536.
ROGERS R S, PARKER A, VAINER P D, et al. The interface between
cell signaling pathways and pregnane X receptor[J]. Cells,2021,10
(11):3262.
Huang Y, Luo EP, Li M, et al. Two novel ATP8BI mutations involved in
progressive familial intrahepatic cholestasis type 1 that is ameliorated
by Rifampicin: a case report[J]. ] Dig Dis,2022,23(2):124-129.
BEUERS U, WOLTERS F, OUDE ELFERINK R P J. Mechanisms of
pruritus in cholestasis: understanding and treating the itch[J]. Nat Rev
Gastroenterol Hepatol,2023,20(1):26-36.
LANGEDIJK J A G M, BEUERS U H, OUDE ELFERINK R P J.
Cholestasis-associated pruritus and its pruritogens[J]. Front Med
(Lausanne),2021,8:639674.
FUAHE, SRHEYY, FMEZE, SF. RIS TASA6 T R AR S AT U AR
PERRSE 1 GG [J]. B R AU 448, 2022,31(11):1304-1306.
ek B 2025-04-14

AR 4 & (R FR),2026,18(2):107-112.



