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BETFARICRENLTIBRFERA TARZ. 5 , R
, FEHA(E. BEKRFER , RIEMMiZiarr. 1BRAIBEAR
RMERINE , BLIEGZE | #RERNIZHm2 | SRS
ALT 32 U/L, AST 19 U/L,TBIL10.8 umol/L, DBIL 3.4 umol/L ; §§
GBBiE : BMEMRERRI , BERHN , RIEEXNBERE. B8
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WEE , FRER , EFSE, NEIE. SSREMRELTESR. B
2., B, ZRHEERRNK, WEFLFKEFE , R (+).

X, FIRBRTTARK, PREBIFIR

BZEH. X , SEEP , SEHKTES

a8in , ARTESE. LDIIRTHREER , OFR70R/7 , #8508
a , KEFIMVE | SRR RRFBEERE  KROBERS. I8
¥R, TER. REBERINE , FENTRE , BEERS (-) | B

ISHIEE. WTRBRTEM. HERSR (-
24kg/mz WC 86cm,

) . BP120/70mmHg, BMI
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< MEM : WBC7.1%8 10%L, N% 49.1%, RBC 5% 1072/L, Hb 149 g/L ,
PLT 100% 10%L , CRP <8 mg/L

- REH =G, B8, RHEE1.015 , REWE 5.00 , [REH B,
FX#E 500.0 mg/d|

< FEFEH+OB (-)

< BFIOEE : BEE 8.9 umol/L , ALT 45 U/L, AST 27 U/L, ALP 80 U/L,
GGT 56.0 U/L,TBIL 15.8 umol/L,DBIL 4.1 umol/L,/2EH 65.2 g/L,BHE
H 40.5 g/L.EKEH 24.7 g/L,BEkELEI 1.64 ,AST-ALT 0.60

< BUIEE : IERE.

< HE{XiH : FBS 8.67 mmol/L , Insulin(z=2f§ ) 36.67 pmol/L , C-fX 0.90
nmol/l , HbA1C 8.10 % HOMA-IR=2.01

- FRIRBRINEE : IER.
- MERSIR | IEE. .

4

L)

L)

4

L)

L)



SN EEE

o FRRBESIET :
HAV-IgM(-)
HBsAg (-) HBsAb (+) HBeAg (-)HBeADb (-) HBcAb (+) ,HBV-DNA(-)
HCV-AB-IgG(-)
HEV-AB-IgM(-),HEV-AB-1gG(-)
JEREAH®ES ( CMV EBV XiZiws ) IgMISRB4E.
% TP-Ab (-) HIV (-)

< BBIRER : 196G IgG4 IgMIIIEE.

< ANAMAIRHEE : (-).,

< BIRBITHEEISHE : LKM LC-1 SLA SMASIIRATE,

< AMA AMA-M2138B 1, 7
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Fibroscan: CAP 312 E 14.3KPa
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o ARTERSVE ARG T A I R
(Non Alcoholic Steatohepatitis, NASH)
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NAFLDRY&EfRE

Genetic and epigenetic factors

Mon-alcoholic

fatty liver Non-alcoholic

steatohepatitis

disease
(NAFLD) Lelia ]

Rinella ME. JAMA , 2015; 313:2263-73.
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DEETEITALEC%  yNASH > BEMEE  RIEAELHE—R S
HINAFLD 2B/ KRR TR L

' =
1E & B

30-50%HNAFLDAE = HCCE A i Ly
5> JEAFE(ENASHEFHCCERR
<0.1% °

B RRRT
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The Global Burden of Liver Disease:
The Major Impact of China

Table 1. Etiologies of Liver Diseases

World-wide and in China

Category

Worldwide (%)  Euro-America (%) China (%)

HBV infection history

HBsAg positive
AntiHCV posttive
ALD (adut)
NALFD

Total

2 Dillion

350-400 million <10 million (<) 93 million (7.18)

200 million (3) =30 million {2-3) 10 million (<1.0)

=150 million 84 million (7.4) 60 million {4.5)

=600 million 400 milion 200 million (15)
(20%-33%)

>1,300 million =500 million > 400 million

Fg. 1. Distibution of varous liver diseases in China. The number
indicates the estimated proporion of each liver disease among
national population with liver diseases in China.

Wang FS, Fan JG, et al. Hepatology 2014; 60:2099-2108.
Fan JG. J Gastroenterol Hepatol. 2013; 28(51):11-7.

Fan JG, Farrell GC. J Hepatol 2009; 50:204-210.
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TENE

< ERACIHHENR :
#EEE 752.00 ug/l , IM3E%k 30.24 umol/L
REFIEES S 22.8 umol/L , BEkeESH 53.04 umol/L
< §ECEER
v/ $32EE 0.03 g/
v fA(RFIRIGZE) 108.00 ug/L
v FR%A 116.00 ug/l |, 24HERE 2000ml
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( Wilson’ s Disease , WD )
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WDz i1t

Dietary copper

L

Proximal jejunum

ATPT7A copper absorption Unahsorbed copper]

v

Portal circulation

l ,,

MNon-ceruloplasmin +—— Liver | ——————* Intestinal lumen
P ATP7B biliary excration

Glutathione and other
excretory pathways
Hepatic copper accumulation ATPTB
Extra-hepatic copper deposition and utilization
Muscle ~1/4
Brain
Skeleton
Caonnective tissue v
Serum v
Renal excretion — Urine Ceruloplasmin
Fecal copper
lrgn mobilization from tissue
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WDI 1|

Hepatomegaly

Jaundice

Acute hepatitis

Fulminant hepatic failure

Portal hypertension: bleeding varices
Cirrhosis

Proximal renal
tubular dysfunction

E I Bone

Renal Arthritis

Rickets
‘ Wilson's T

Liver

Disease —

Cardiac
Hemaolysis
Central nervous system

Deterioration in school performance
Behavioral changes

Inco-ordination {(handwriting deteriorates)
Resting and intention tremors

Dystonia

Dysarthria

Excessive salivation

Mask-like facies

Dysphagia

Kayser Fleischer rings
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Table 2. Summary of routine investigations performed for diagnosis of Wilson's disease.82

Investigation Features and findings
Caeruloplasmin ¢ Combination of Kayser-Fleischer rings and caeruloplasmin <0.2 g/l is
diagnostic

e QOverestimation by immunologic assay. Elevated in inflammation and
hyperoestrogenaemic states

* A normal level does not exclude Wilson’s disease

Urinary copper excretion e Helpful for diagnosing Wilson's disease and for monitoring treatment

(24-h)
e >1.6 umol [>100 ug) is considered diagnostic in adults (>0.6 pmol in
children) in those symptomatic
Hepatic copper e =250 pg/g dry weight (considered diagnostic)

concentration
e <50 ug/g almost always excludes diagnosis

Kayser-Fleischer ringon e Usually present, absence does not exclude diagnosis
slit-lamp examination

e Absentin up to 50% of patients with hepatic Wilson’s disease

e Almost universal in patients with neuropsychiatric presentations
90.4-100% prevalence)

Insights into the management of Wilson's disease.Therap Adv Gastroenterol. 2017 ;10(11):889-905



Clinical signs and symptoms

Other tests

KF rings
e Present
e Absent

Neurologic symptoms or
typical imaging at brain MRI

s Severe
¢ Mild
e Absent

Serum caeruloplasmin
e Normal (>0.2 g/l

P N1 N2/l
S

s

. <ﬂ1&/l

Coombs-negative
haemolytic anaemia

e Present
e Absent

Liver copper in the absence of
cholestasis

e >5 X upper limit of normal (>4
umol/g]

¢ 0.8-4 umol/g
e Normal (<0.8 pmol/g]

¢ Rhodanine-positive granules [if no
quantitative liver copper available)

Urinary copper in the absence of acute
hepatitis

e Normal

e —2unnerlimit of normal

e Normal, but >5 X upper limit of
normal after Penicillamine

Mutation analysis

e On both chromosome detected
e On one chromosome detected
e No mutations detected

Total score

e 4 or more
¢ 3

Evaluation

Diagnosis established

Diagnosis possible,
more tests needed

Insights into the management of Wilson's disease.Therap Adv Gastroenterol. 2017 ;10(11):889-905
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Drug Mode of action Adverse effects Dose Monitoring adequacy

Trientine Chelator and induces Gastritis, aplastic anemia, sideroblastic anemia Initial: Adult 750 mg-1500 mg 24 h urinary copper
copper excretion BID—QID Children—20 mg/kg/d Nonceruloplasmin
BID—QID Maintenance 15 mg/kg/day bound copper

Tetrathiomolybdate Tripartite complexes with Anemia, neutropenia, rarely hepatotoxicity Still an experimental therapy and
protein and copper and not commercially available. 20 mg
renders it unabsorbable 3x daily with meals, 20 mg 3x daily

between meals
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4. “HEFHERG (DMPS) : RERESAE R RHEREZ,
BAEKBHFARRSEESHE S, HHENHETHSEMN
AN, ERHEE R REBE 3 M5, RIBITHERUK
BEMEEEBEHIPERE """, HEREY 5 mg/ke
A 10% FEBEEI 250 ml P#sbkiE, 1k /d, 6dR 157
2, KB 2d G ASTE 2 MTRE, BITRT~9H. A
RENAFELZH, K25, SO A& E g i M,
EGEIRE ., —HEAER A SHEEREKSNASA
FTERAES D REEROEENERET, VI EKNB
R ARG WD BETREE, RMESHHEZK
ARG AR BIESE YR
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R #2 ¥ -King’s Wilson Index

TB Cumol/l)

(109/D)

_o~1oo 0~1.29 0~100 0~6.7 >45

-1o1~150 1.3~ 101~150 6.8~8.3 34~44
-151~200 1".57 ~ 151~200 8.4~10.3 25~33
-2o1~3oo ;'?o ~ 201~300 10.4~15.3 21~24
_ >300 2>";.5 >300 >15.3 0~20

>115r B RS BHE.
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Handbook of Clinical Neurology, Vol. 142 (3rd series)
Wilson Disease

A. Czlonkowska and M.L. Schilsky, Editors
http://dx.doi.org/10.1016/B978-0-444-63625-6.00007-0
© 2017 Elsevier B.V. All rights reserved

Wilson disease — liver pathology

Abstract

The liver in Wilson disease may demonstrate a wide range of damage patterns. Some patients may present
almost no detectable microscopic pathology, while others display lesions consistent with fulminant hep-
atitis or acute liver failure. Most liver biopsy specimens show moderate to severe steatosis, variable degree
of portal and/or lobular inflammation, and fibrosis eventually progressing to cirrhosis. Additional findings
include liver cell degeneration and ballooning, Mallory hyaline bodies, liver cell necrosis, and glycogena-
tion of periportal hepatocytic nuclei. None of the above lesions are specific for Wilson disease and should
be interpreted in a wider medical context and particular clinical setting. The main message concerning liver
pathology is that Wilson disease may be microscopically misinterpreted as many other liver diseases,
including viral or autoimmune hepatitis, alcoholic/nonalcoholic steatohepatitis, toxic liver injury, crypto-
genic cirrhosis, metabolic liver disease, and many others. The possibility of Wilson disease should be con-
sidered in all patients, especially young ones presenting unexplained liver diseases with many variable
patterns of microscopic liver involvement.

Liver steatosis

In general, fatty degeneration is considered rather a fre-
quent and, for the most part, unspecific expression of
the liver parenchymal cell damage. In Wilson disease it
is considered by many as one of the most typical features
(Figs 7.2-7.7). The range of fatty accumulation may be
wide, from mild and focal to severe, and diffuse. Types
of steatosis — microvesicular vs. macrovesicular — also
may vary, or frequently coexist. Interestingly, in some
patients liver steatosis and inflammation in Wilson disease
closely resemble nonalcoholic fatty liver disease, as seen
in metabolic syndrome, or other forms of steatohepatitis.
This phenomenon should be kept in mind when evaluating
patients with liver disease, presenting steatohepatitis in
biopsy, particularly if patients are young and not
overweight.
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