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Clinical and genetic diagnosis of hepatolenticular degeneration occurring in two consecutive generations LI/U Lisheng,

FANG Mingjuan, NIAN Na, et al. (Institute Of Neurology, Anhui University of Chinese Medicine, Hefei 230061,

China)
Abstract:

tion (HLD) occurring in two consecutive generations. Methods

Objective  To investigate the ideas for the clinical and genetic diagnosis of hepatolenticular degenera-
The information on history of present illness, past his-
tory, and family history were collected from three patients with HLD who were admitted to our department from June 2017
to July 2023, and their first-degree relatives who might have this disease were examined in terms of liver function, serum
ceruloplasmin (CP), basal 24-hour urinary copper excretion (urinary Cu) , Kayser-Fleischer ring (KFR) of the cornea,
abdominal ultrasound, and ATP7B gene testing. Results ~ Among the parents or children of the probands in these three
families, two were found to have elevated serum aminotransferases, three had a reduction in CP and an increase in urinary
Cu, and 1 had fatty liver; all of them had compound heterozygous mutations in the ATP7B gene, and all tested negative for
KFR. This study identified three families with HLD occurring in two consecutive generations and found a new pathogenic
mutation. Conclusion CP, KFR, or abdominal ultrasound has certain limitations in screening pre-symptomatic HLD ;
urinary Cu test has a good sensitivity, and genetic testing can further improve the accuracy of diagnosis. Due to the high

carrying rate of ATP7B pathogenic mutations in the population with HLD, HLD occurring in two consecutive generations

should be taken seriously in clinical practice.

Key words:  Hepatolenticular degeneration;

analysis

B 5 0R ¥ A8 P (hepatolenticular degeneration,
HLD) , 3B Wilson 5 , &t T ATP7B 3 [H 58 22 1% 1
FLAR A 1 P AU 32 ATP BG5S 4 5 i i
B0, ML A HIE I 5 5 DA TS 5O I I 55 22 4
Tl BB, A B AL 2 sh AT A B Ik
S, HLD S — b B A g (0 1A B R st A M 1Y
AATER B LR L 1/30 000, AR 2y
1190, JF BAT X B 22 5, W A 2 LUK
o ATRE R A A ARERE A A, I RTIESNE AR
3995 19 4 T8 A ] — S A 2 2 AR el AR R A A
HLD, Sl 7O PR 73848, BT, 2022 4F 3¢ [
JHF 2 2 S A T b B 4R Hh X T HLD 812 B
B — R R T AT ATP7B SE R i . H A A

Two consecutive generations of inheritance ;

ATP7B;

Diagnostic

ToAH KB B I, AW 58 B 6 3R R I MOA 1
3B EAERY HLD K R SEAT T A S PR K 3L A 1)
W, IEIEAT RS b BUARGE IR .

1 &BRSH®

1.1 —Bsek

TP BE 24 KA bl 205 2 0 58 T B 5 g

s B #7:2023-08-20; 11T H#7:2023-11-20

E£TA : BEEKARFEIE 4 (81473535)

YEFBAL: (1. LHOP B2 RFE M EIR 28T, 348 230061
2. LR IR 2 R A A 2 2 BT O T M R I b 22 R B G
230061)

BEEE 9 W , E-mail : hwbzhx@163. com



XS MR 2024 4E 1 )] 41 B B

P NEE R X T 2017 4F 6 H —2023 4% 7 H A Y
HLD & 36 WA A LB s R A s K s
GYORE, I FHILAEAE B RS 1 AL B) P& S — 2
FE(LE 1) . AR AZB P EZY KA HZ B

pRO19G .]_

.53.

S AL 2 5 R IR T R S, R
£ 8 R 5L W PR I AG: B2 2B A 46 A | A JIEE K-F 2R
(kayser-fleischer ring, KFR) \J& 5 M Sk #5215 2= S5 Ifn
PRGERE, 3 2ok SR K 1 52 B A TP 7B 35 RS I

_O p.G869R.

pRI19G
Il 12 pI161T PR7TSL
Il 12
RI19G pRII9G pII61T
p.P992L p
PRIVAIW p.G869R p.G869R p.R778L|
1 102 3 I:4 1 2
I:1
p.I930del
p-P992L p-P992L p-R778L pIl6IT
I:1 p.GB69R pRI19G p-G8E9R ! |
11 2 3 11 12

W,

J T SE S PESSHE  © % 7T bk Dy B % © vk WD Bkt @b dov it [Dvie s 54k Ok

K1 34 HLD %K ZRisfL Kk

FE GRS (:1), 85, B, 308 Rk
2 1M/ AR BhPESERE 7N H . 2016 4F 11 H 1624
b B A A B AL/ ARG g — 20 A A
JEER B« FREAL R, BARIZIA AT, 2017
2 RN R R R R 2 a1
SR, A1 B A A BRI B % 2K A (ceruloplasmin,
CP)WAR”, 7 LA FEN A FRAM KA 10 42 K7, I
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T e 3121C > T p. Argl041Trp, 8 5 4h i 1 1)
c. 2333G > T p. Arg778Leu. 12558 & FH c. 2975C > T
p. Pro992Leu. 13 5 4} i 7 1Y c. 2755C > G p. Arg919
Gly 11 54N 1Y . 2605G > A p. Gly869Arg Fll 125
AT ¢. 2790_2792delCAT p. 11e930del , 14 .4

A HLD 5 WBUR AL . AR, AT 2 5 AN TRy
c. 482T > C p. lle161Thr, H A 7F Clinvar £ % A 1K
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K& B CP(mg/L) JR Cu(pug/24 h)
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NO. 1 M:1 36 28 43.20 535.67
m:1 87 44 154. 40 178. 10

NO.2 m:2 323 182 128. 80 175. 40
m:1 42 33 126. 00 121.49
I:2 60 31 178. 80 122. 10
I:4 41 20 203.70 82.54

NO.3 [:2 34 33 105. 60 57.94
I:1 28 17 53.30 121. 06

ATL R 23 NG S8 it (1E 5 3 ] 0~40 U/L) 5 AST k23 B8 S8 il (1E 35 B 0~40 U/L) 5 CP ki 5 2 1 (IE 318 Bl 200~400 mg/L) 5 R Cu S il

24 h FR4R (IE 15 0~100 pg/24 h, JCREIR B2 L3 K 0~40 pg/24 h) .

K2 3MHLDKRBRATP7BERE R A

ATP7B 5%

NO. 1 1
-1
I:2
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