IRAC TR B2 22 2025 AR5 52 445 18 ]  Modern Preventive Medicine, 2025, Vol. 52, NO. 18 + 3443 -

- I RS TR -

74 {51 i A Ji B2 RAZ AR M RR E B l R R B AN
ATP7B Rk 73 A

WERE R FR e E BN R Rk
R AR, BT R AR
1 D1 HE P A T 2 e/ DO 1| KA G 55 DU 5 B, WA 5 T e 2, DI LR 610041
2. DU KR PG A 4L T A S e/ D1 e AR D A DU P 53, Wi T RH k2 B e W IR 1 4 L s B -
RS AE 2 L T BRI, B 45 54 D1 A M D A T A 2 e/ DU 1| K2 A G 55 DU 5 B, A P R
5. PUJI R PGS LA S 5/ D0 1| 3 4 7 565 0 B B, Bl o R 5 E R

FEE . BH i Y e D R R A S M (Wilson” s disease, WD) £ 35 Il RAFFAE FI ATPTB B[R 2875 % , 45
I WD B I R R B FSE R B 22 [ ) e ik ARFSTILg A 2023 4F 8 ] 2024 4E 7 A F U R2A4EPEEE
VY EE B ABERY 74 FIIRE WD S8 E . WUE B E MRS B G R ATPTB LR AR SRRl . AR 8 A8 S50 1R
Ford BT p. RT78L. p. PO92L ¢ LOF Z€74% 5 f8 35 UL & fi IR B RS AE I 1 G FR o 4l 1) LU R R RBR RIS 38 LR
Frgv sl Fisher B VI 2L . 55R 74 BT WD B3 P A AR R 17.0 2 (15.0,25.8) o LB T A RS2 572 B
(67.6% ) FAL FBEAT(36.5% ) o 20 AN FT B UL I PR i R 2 WLBK ) B 3 (77. 0% ) K4 ¥ B 4% (75. 7% ) F0 7 B5t
(74.3% ), Hrh 44 NC R 2P, B R AR IAEIE R A7 AL AR ot o 22 57 o BEDRR I 45 5 4 A o, 35 L
MBI PE S AL 5K p. RTT8L(28. 08% ) Fil p. PO92L(18.49% ) . HAGF] 44 RG] B 2L 45 , 8 WA AN p.
R7781/p. R778L(11.3% ) fl p. R778L/p. P992L(9.9% ) . FEFRIFILI 1341 &I, LOF 874855 5B 5 T /NP & o A% Fi
Fa & B A G , RS 5 p. R778L 5Y p. PO92L S48 FlIlfi KRR Z (A Geit=f oCe, 4518 W7 WD JR 35 Al R AE IR
A 35 R, p. R778L Il p. POO2L & =B R B ZE A5 37 o5, LOF 58 748 55858 /N () 282 9 A % RV 5 W 06 O, I Y4 7%
GRS WD B H Z R RAER T 2 RGN - Akya 7 B, A ATPTB JE DR DU U ARG 112 T

SRR T TORAZ AR 1 5 IO 78 5 I RARFAE: 5 R 78

hESRE . R742.4  TEREL:A  XE4E:1003 - 8507(2025) 18 - 3443 - 07

DOI:10. 20043/j. cnki. MPM. 202504543

Clinical manifestations and ATP7B gene mutations of 74 patients

with neurologic Wilson’ s disease
YANG Deng — hui* , ZHANG Lu, DONG Yao, HAN Ru -yi, PENG Jie — ru, TAN Zhuo,
PANG Bing, ZHANG Qi — wen, LIAO Juan, LI Zhong, YANG Dai —lan, YANG Chun - xia
" Department of Epidemiology and Biostatistics, West China School of Public Health and West China Fourth
Hospital, Sichuan University, Chengdu, Sichuan 610041, China

Abstract: Objective To describe the clinical characteristics and ATP7B gene mutation spectrum of neurologic Wilson’ s
disease (WD) patients in southwest China and to explore genotype — phenotype correlations. Methods A total of 74 patients
with neurologic WD admitted to West China Fourth Hospital of Sichuan University between August 2023 and July 2024 were
enrolled. Patient demographics, clinical manifestations, and ATP7B gene mutation features were collected. Patients were
stratified by mutation type to analyze associations between p. R778L, p. P992L, and loss — of — function ( LOF) mutations and
common initial symptoms or age at onset. Group comparisons were performed using Mann — Whitney U test, Kruskal — Wallis H
test, Chi —square tests, or Fisher’ s exact test as appropriate. Results  The median age at onset among 74 neurologic WD
patients was 17.0 years (15.0, 25.8). The most common initial symptoms were tremor (67. 6% ) and dysarthria (36.5% ).
At enrollment, the predominant clinical manifestations were dystonia (77.0% ), dysarthria (75.7% ) and tremor (74.3% ) ,

with 44 patients having progressed to cirrhosis. Significant age or gender — related differences were observed in both initial and

BEE£UH . U)I4E TR 2= R0 3 (SYYXHPT202410)
YEB BT ENE(2001—) | 55 - 7R3, BIFSE 07 0]« A 59
BEEE - BEESABHNE MILFEEEEE . %35 %, E - mail ; yangchunxia@ scu. edu. cn; #1422, E — mail ; quanshui_22@ 163. com



. 3444

PRAR T BT 2 2% 2025 4F4E 52 %5 18 #]  Modern Preventive Medicine, 2025, Vol. 52, NO. 18

current symptoms. Genetic analysis revealed that the most frequent pathogenic mutations were p. R778L (28.08% ) and

p. PO92L (18.49% ).

A total of 44 distinct pathogenic mutation combinations were detected, with the most common being

p- R778L/p. R778L (11.3% ) and p. R778L/p. P992L (9.9% ). Genotype — phenotype analysis showed that LOF mutations

were associated with earlier age at onset and dysarthria. No statistically significant correlations were found between p. R778L,

p. P9921. mutations and clinical phenotypes. Conclusion

Neurologic WD patients exhibit significant clinical heterogeneity.

p- R778L and p. P992L. are the most common pathogenic mutations, while LOF mutations correlate with earlier age at onset and

dysarthria. Clinicians should remain vigilant toward diverse initial symptoms and multi — system involvement in neurologic WD

patients, emphasize individualized treatment strategies, and prioritize ATP7B gene testing to optimize precision diagnosis.

Keywords: Wilson’ s disease; Neurological type; Clinical features; Genotype
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Table 1 General clinical characteristics of 74 patients with neurologic Wilson’ s disease[ n(% ), M( Py, P;s) ]
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Table 2 Distribution of gender and age at onset for common initial symptoms in 74 patients with neurologic Wilson’ s disease [n(% ) ]
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Table 3 Clinical characteristics of 74 patients with neurologic Wilson’ s disease at study enrollment[ n( % ), M( Py, Pys) ]
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Table 4 Association of R778L, P992L, and LOF mutations with initial symptoms [n(% ) ]
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