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BS. NGUYEN ANH TAI

BENH SU:
Bénh nhéan nft 21 tu6i (LT.H.T), lam rudng, dia chi Chg gao-Tién giang; nhip vién
ngay 04/11/1996 vi néi khé, di ditng khé, run tay chan. Hai thdng tridc nhap vién xuit
hién run tay phdi, ngon chi nhi€u hon géc chi, ngén cdi nhi€u hon cdc ngén khdc, run
ting 1én khi chi ¥, gdng stic, hoic 12 ning.Pi ditng khé khin ting dan, dé vap té, cic
budc di ngin dan, ditng day tir thé ngdi khé khin,tay chan citng dan khé thuc hién cdc
dong tic tinh vi, khé viét,, d& sic khi An nhanh. Mot thang sau néi khé dan, 1usi ci
dong khé khin, hay mét.. Bénh dién tié€n ting din. Khdm ghi nhin: bénh nhan thé
trang trung binh, da den sam, hdi chdm chap, con theo doi dugc cau chuyén, giong noi
cham, loan van ngdn (dysarthria) ,Euphoria, dé€ cdu git, con theo ddi dudc ciu
chuyén, khong 4o gidc, hoang tuéng, gidm tri nhé gin , xa, va gidm kha ning tinh
todn. V& mit bat dong, it bi€u 16 cdm xic, di khong vitng, budc di ngin, c6 khuynh
huéng nga vé€ phid trudc, run ngon chi nhi€u hon gdc chi, ting 1én khi xtc dong, hodc
chi y . Truong lyc cd ting, ddu banh xe ring cua, hay chdy nudc dai; ludi bat dong,
khong teo 1udi, khong rung giat bé cd ludi. Phdn xa gin c¢d déu hai bén, khong y&u
liét chi, khong phidn xa bénh ly thdp, khong rdi loan cdm gidc; dé chdy mdu ring,
vang da niém nhe, gan lich khong s& cham. C6 vai chAim xuit huyét dang diém
quanh mi mdt. Kham mdt ghi nhan ving ria gidc mac hai bén, dic biét & cuc trén va
du6i c6 dong 16p sic t& mau ndu vang, vavdi kinh hién vi sinh hoc ghi nhan déng 16p
sdc t0 mau dong & mang Descimet. Tién cin cdch nay bdn (04) nim c6 mot dot vang
da vang mit, ti€u sam, dudc chdn dodn viém gan siéu vi (két qua HBsAg am tinh), tir
d6 bénh nhan dn udng khoé tiéu véi thiic 4n md, hay mét mdi toan than, kinh nguyét
mat dan, da sam din dic biét hai chin, (da dudc loai trir Addisson’s disease) Gia dinh
c6 anh rudt run trén mudi nim, mot chi mat cach nay mot nam vi sdy thai/ bénh gan-
xuat huyét tiéu hoa, mdt ngudi anh sam da tf mot nim nay. T4t cd cdc triéu chitng
trén ggi y mot qué trinh bénh Iy lan tod ndo bd hai bén, dic biét ving hach nén va c6
thé c4 hé thong dong mdu, va hé gan mat.

CAN LAM SAN:

Céc xét nghiém thudng qui khong ghi nhan bat thudng trir tdng phan tich nudc ti€u ghi
nhan: Protein=25mg%, hdng ciu= 25/qt40, cdc xét nghiém vé chic ning gan bAt
thudng gdm Prothombin-time=16"3=48,2% (T=12"=100%), HBsAg (+). Siéu Am ghi
nhan gan khong to, c6 nhi€u § phan Am day rdi ric nhiéu bén phai, dudng kinh 20-30
mm, tinh mach ctta khong dan, dudng mat trong gan khong dan. K&t qua C.T_Scanner



so nio khong ghi nhan thuong tdn rd rét nao. Bénh nhin dudc xét nghiém dinh lugng
Pong trong nudc ti€u v6i két qua: Cu/nudc ti€u 24gid = 0,850mg (>0,1mg).

CHAN POAN: Bénh thodi hod di truyén gan-nhdin ddu (Wilson’s
disease).

BAN LUAN:

Bénh 1an dau tién dudc miéu ta 14m sang bdi Kinnear-Wilson nim 1912. Pay 1a bénh
di truyén lin theo nhiém sic thé thudng(NST13), dugc chitng minh lién quan dén su
tich tu déng & gan va nio vdo nim 1940s. Tan s6 gene=1/200-1/400; Ti 1& bénh méi
hang nam(incidence)=1/200.000.

Su khi€m khuyét clia gan trong bai ti€t ddng qua mat giy tich tu dong din dé&n doc
cho gan(1/3 trudng hdp bi€u hién bénh 1y gan), nio bo 13 co quan nhay cdm k&
tiép(2/3 trudng hgp ¢ tri€u ching than kinh hoic tim than). Viéc chidn dodn dic biét
quan trong vi c6 thé diéu tri hiéu qud. Bénh nhin c6 thé & modt trong bon
nhém:(1)Triéu ching than kinh. (2)Triéu ching tim thin va hanh vi. (3)Biéu hién
bénh 1y gan. (4)Bénh nhin chua bi€u hién triéu chitng. Nhu vay chia khod dé chin
dodn 13 dit ra khd ning cda né d6i véi cdc bénh nhan ¢ cic bi€u hién trén (di nhe)
sau d6 4p dung cdc bién phap 1am sang va cin ldm sang khdc d€ chin dodn x4c dinh.
Vi quan trong khong kém 1 tAm sodt cdc anh chi em rudt d€ phat hién va diéu tri
s6m.Dé€ rd hon ta ludc sd lai vé chuyén hod ddng trong cd thé ngudi binh thudng:
Téng lugng ddng trong co thé:50-150mg.

Cu/thic an
40-60% hthu
(2-5mg)
Mau Gan Mau
Cu-Albumin. Cu-@,Globulin/tb gan Ceruloplasmin
(186ng 1é0) (Ceruloplasmin)
i Ceruloplasmin __, Cu tdo/lysosome
v
Cu/nuéce ti€u (i) Mat (dudng bai ti&t chinh)

Hinh 1: chuyén hoa dong binh thudng



Trong bénh thodi hod di truyén gan-nhan ddu (Wilson’s disease)

Cu/thic an Wilson’s disease

40-60% hthu

(2-5mg)
Mau Gan Mau
Cu-Albumin. Cu-a, Globulin/tb gan > f Ceruloplasmin
(16ng 1é0) (Ceruloplasmin )

Ceruloplasmin ___, Cu tdo/lysosome

Wilson’s disease C— Wilson’s disease
Cu/nuéce ti€u (i) MaAt (dudng bai ti&t chinh)

Hinh 2: chuyén hoa dong trong bénh thoai hoa gan- nhan dau

Trong bénh Wilson dong vugt qud kha ning gin vdi a, globulin cia gan giy doc cho
gan; lugng Nonceruloplasmin-bound Copper d& vao hé tuin hoan (thudng khodng 5
tudi) gdy tdn huyét, thay ddi bénh 1y ndi khdc:ndo, gidc mac, thin, xuong, khép,
tuy€n phé gidp; ting bai ti€t ddng qua nudc ti€u. Nhu vay chin dodn sinh hod bénh
Wilson dua trén:

(1)Gidm lugng Ceruloplasmin/huyét thanh.

(2)Ting lugng ddéng trong gan.

(3)Ting lugng ddng bai ti€t qua nudc ti€u.

Giai phdu bénh tdn thuong cic cd quan:

(1)Gan: rat nhiéu dang tir thodi hod md, hoai tif gan khu trid, d&€n viém gan cAp, man,
X0 gan...rdt khé phan biét v6i do Virus hodc do thudc. Hitu ich nhat 1a dinh lugng
ddng (>0,2mg/gr trong lugng kho).

(2)Than kinh: gdy doc cho t€ bao than kinh, rd nhat & hach nén ma dic biét nhan
beo, c6 thé tao thanh hdc thdy dugc.

(3)Gidc mac:Ling dong dong & mang Descimet = Kayser-fleischer ring.

Triéu chitng 1am sang ra't da dang dugc chia bon nhém:



()Triéu ching than kinh:Thudng 1a cdc bat thudng vé vian dong -Theo Starosta-
Rubinstein (Arch Neurol1987,44:365-370) danh gid 6 31BN Wilson c6 cdc biéu hién
than kinh (bdng 1) :

Bang 1: Cac dau hiéu than kinh trong 31 bénh nhan Wilson

Cdc ddu hieu TK %BN BNL.T.H.T

Loan van ng6n (Dysarthria) 97 +
Loan truong lyc (Dystonia) 65 -
Mait lién dong (Dysdiadochokinesia) 58 -
Gong ciing ting truong luc (Rigidity) 52 +
Tu thé€ bat thudng (Posture abnormality) 42 +
Diéng di bt thudng (Gait abnormality) 42 +
Bi€u hién nét mit bat thudng 39 +
(Facial expression abnormality)

Run (Tremor) 32 +
Tang phan xa gan cd 29 -
(Increased deep tedon reflexes)

Chay nudc dai (Drooling) 23 +
Chim van dong (Bradykinesia) 19 +
Motor impersistence 19 -
Dau gidi phong thuy tran (Frontal release signs) 19 -
Y&u liét chi (Paresis) 16 -
ua von (Athetosis) 10 -
Dau bénh ly thdp (Babinski’s sign) 10 -
R&i loan cdm gidc (Sensory deficit) 3 -

(2)Triéu chitng tAm thin va hanh vi:C6 thé 1a nhitng hanh vi khong thich hgp, hodc
cdc bi€u hién tAm than khong phan biét v6i tAm than phan liét hoic hung trim cim-
Theo Akil M, Schwart JA (J.Neuropsychiatry 1991; 3:377-382) ddnh gid & 24BN
Wilson c6 cdc bi€u hién tim thin (bdng 2):

Bang 2: C4c triéu chitng tAm than & 24 bénh nhan Wilson




Céc triéu chitng tAm thin %BN c6 cic|BNL.T.HT
T/C tim than
Thay ddi nhan cich (Personality changes) 71 +
Tram cdm (Depression) 42 -
Thay ddi nhan thic (Cognitive changes) 17 +
Lo du (Anxiety) 13 +
Psychosis 8 -
Céng truong luc (Catatonia ) 8 -
Cdac dang khic (Others) 21 -

(3)Biéu hién bénh 1y gan: Bénh nhin tthudng tré hon ngudi c6 triéu chiing than kinh,
bi€u hién phd bi€n 1a viém gan man ma cé thé 1Am vdi viém gan do Virus, do thu6e,
do rugu... ;x6 gan. LAm sang khong thé phan biét dugc, cich duy nha'tcé thé nhan biét
dugc bénh Wilson 13 nghi tdi né va 4p dung cdc cin 1am sang d€ chian dodn. Céc chi
s0 tién lugng phu thudc trén mifc Bilirubin, SGOT, va kéo dai Prothrombin time.
(4)Bénh nhan chua biéu hién triéu chitng

Bang 3: Cac budc can 1am sang trong bénh Wilson

Xét nghiém Gia tri st dung

Pinh lugng Ceruloplasmin/huyé&t | Trung binh:-80%BN c6 gid tri thip; 20%BN c6

thanh gid tri trung gian; 20% Carriers c¢6 gié tri thap
dén trung gian; T4t cd TE<6th c6 gid tri thip.
Pinh lugng Cu/nudc ti€u 24h R4t cao & cdc BN c6 triéu chitng; C6 thé am

tinh gid & BN chua c6 T/C; C6 thé duong tinh
gid § bénh gan tic nghén.

Vong Kayser-Fleischer Trung binh: Rat t8t § cdc trudng hdp tim than
kinh; C6 thé duong tinh gid & bénh gan tic
nghén

M.R.I hodc C.T-scanner ndo Trung binh: Cédc bit thudng di€n hinh(khong
chuyén biét) & cdc BN than kinh nhung khong &
cdc BN khac.

Dinh lugng Cu/gan tif sinh thi€t gan | Rat t6t: Am tinh gid rat hi€m; Chi duong tinh
gid § bénh gan tic nghén.

Pinh luong Cu® khong gin vao | Trung binh: C6 thé trung 1dp giita BN va di hop
Ceruloplasmin 24 hoic 48h tur.

Phan tich DNA RAt t6t cho anh chi em BN




Can 1am sang 1a budc quan trong dé gitip chdn dodn xdc dinh bénh 1y nay, dic biét
trong nhitng trudng hop nghi ngd trén 1Am sang va dé tim sodt cdc anh chi em trong
gia dinh bénh nhan (bang 3)
Chin dodn bénh Wilson thudng bi bd qua vi hi€m gip. N6 nén dugc nghi ngd & bat ky
ai dudi 40 tudi c6 cac bi€u hién bénh 1y gan, thin kinh, hoic tim thin khong gii
thich dudc; hodc kéo dii tinh trang ting transaminase khong triéu chitng khong thé
gidi thich dugc; va & bat ky anh chi em rudt, con cdi, ho hang cia bénh nhan Wilson.
Né&u nghi ngd, chin dodn cé thé dudc loai trir hodc kh:fmg dinh néu c6 mot trong cic
cip tiéu chuin sau:
(1) Gidm Ceruloplasmin/huyét thanh (<20mg%) va tdng qud do dong trong gan
(>0,250mg/gm gan kho).
(2) Gidm Ceruloplasmin/huyét thanh va hién dién vong Kayser Fleischer (dugc khdng
dinh bang Bdc si Mdt vdi dén khe).
(3) Hién dién vong Kayser Fleischer va cdc biéu hién than kinh néu trén.
(4) Tang qud dé dong trong gan va gidm thdp bt thuong *Cu vao Ceruloplasmin, bat
ké néng do Ceruloplasmin/huyét thanh binh thuong.
(5) Gidam Ceruloplasmin/huyét thanh va tdng bai tiét dong qua nudc tiéu
(>0,1mg/24gio) ma khong dung Penicillamine.
Chiing t61 chin dodn bénh thodi hod gan nhan didu G bénh nhian nay dua vao cip tiéu
chuin (3). Ngoaira, con c6 cic yéu td khing dinh thém:

* Tiang lugng ddng bai tiét qua nudce tiéu.

* Loai trit xo gan do rugu, thudc, siéu vi.

* Joai trit bénh 1y tic mat.
Chiing t6i ti€n hanh tim sodt trong gia dinh bénh nhin bing thim khdm 1am sang, va
cédc xét nghiém can 1am sang va ghi nhan k&t qua sau (HINH 3) :
Theo so dd phd hé trén c6 t6i bon trong nim anh chi em trong gia dinh c6 bi€u hién
triéu chitng than kinh, triéu chiing gan, hoic c4 hai nhém triéu chiing va tit ca anh chi
em rudt trong gia dinh va c4 ba, m4 cud ho déu c6 ndng d6 dong bai ti€t trong nudc
ti€u 24gid cao (>0,1mg); tAt cd cdc y&u t& nay cho phép khing dinh cd ba, m4 ¢ bénh
nhan déu c6 ki€u gen lin ddng hop ti.
Hién ching tdi dang ti€n hanh theo ddi va di€u tri cho bénh nhan véi két qui bude
ddu kha quan. Viéc diéu tri lién tuc sudt ddi dudc 4p dung cho tit cd bénh nhan dudc
chin dodn xdc dinh bénh Wilson, bat ké c6 triéu chitng hoic khong triéu chiing. Néu
khong diéu tri ti vong 13 chic chidn do bénh 1y cda gan hodc hé than kinh trung wong.
C6 3 loai thudc c6 thé diéu tri bénh nay: (1) Penicillamine,  (2) Trientine HCI, (3)
Zinc Sulfate, acetate, hoic Gluconate. Cdc k&t qua c6 ich can thdi gian nhiéu tuin dé
tha'y dudc céc cdi thién triéu chitng than kinh, va nhi€u thang ddi v6i chifc ning gan.



