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NGHIEN CU"U XAC DjNH HAM LL/ONG DONG TRONG MAU 
VA NUCIC TIEU DE CHAN DOAN VA DIEU TR| BENH WILSON 

T6M TAT 
Benh Wilson la benh roi loan chuyen 

hoa dong do co su bien do'i ciia gen ISn. Trong 
nghien ciru nay chung toi danh gia cac thong so chan 
doan lam sang va can lam sang ciia 28 benh nhan 
mac benh Wilson. Danh gia lam sang qua kiem tra mat 
va than kinh, lam cac xet nghiem can lam sang va cac 
xet nghiem ve chuyen hoa dong bao gom ham luting 
dong trong mau huyet thanh gan, dong trong huyet 
thanh va nhat la lUdng dong dutic bai tiet qua nunc 
tieu. Ket qua cho thay ham luting dong ciia benh nhan 
Wilson trong huyet thanh thap hdn sd vdi nhdm doi 
chu'ng. Mat khac ham luting dong dutic bai tiet qua 
nude tieu va luting dong trong mau sinh thiet gan d 
benh nhan Wilson cao hdn cd y nghia thong ke so vdi 
nhdm chirng. 

SUMMARY 
Wilson disease is an autosomal recessive 

disorder of copper metabolism. In this study, we 
evaluated the diagnostic parameter, clinic and 
paraclinic of 28 patients with Wilson disease. 
Evaluation included neurological and ophthalmic 
examination, laboratory test and parameter of 
copper metabolism, including liver copper 
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content in liver biopsy specimens, serum copper 
as well as urinary copper excretion. The results 
showed that the serum copper content in 
patients was lower than that in the control 
subjects. On the other hand, the urinary copper 
excretion and liver copper contents were 
significantly higher in patients with Wilson 
disease compared to the controls subjects. 
I. OAT VAN o f 

Cac nguyen td kim loai cd vai trd rat ldn den 
cac hoat ddng sdng cua con ngudi, ngoai cac 
nguyen td da lupng nhu natri, kali, canxi, magie 
chiem tdi 99% cac ion kim loai trong ca the cdn 
cd cac nguyen td vi luong nhu s3t, ddng, kem, 
selen... tuy tdn tai vdi ham lupng rat nhd nhung 
cac nguyen td nay lai la xiic tac cho hang loat 
phan irng enzym nhu phan ung oxi hda khu sinh 
hpc, phan irng thuy phan... 

Ddng la mdt nguyen td quan trpng, nd tao 
phuc vdi nhieu protein. Trung binh mdi ngudi 
mdi ngay can khoang 2-5 gam ddng, it nhat la 
0,9 gam/ngay. Ddng dupe hap thy qua dudng 
rupt la chinh, cu the la d ta trang va thanh rupt 
non. Ddng dupe di chuyen nhd kdt hop vdi 
anbumin va aminoaxit tiet ra tir gan. Khi vao gan, 



ddng kit hop vdi mdt loai protein tao 
Ceruloplasmin va di chuyen den cac co quan 
khac ciia co thd, luong ddng du thua duoc thai 
qua mat. 

Neu vi mdt ly do nao dd ma tai gan khdng 
san xuat duoc ra Ceruloplasmin thi ddng tdn tai d 
dang tir do va bi tich tu d gan. Khi luong ddng 
trong gan qua ldn thi ddng se di chuyen vao mau 
dudi dang tu do va di den cac bp phan nhu: nao, 
mit, co, cac md,... gay nen cac trieu chiing nhu 
rdi loan than kinh, co quap chan tay, khd van 
ddng, xuat hien vdng mau xanh quanh mat.... Dd 
la trieu chiing ciia mdt loai benh ma the gidi gpi 
la benh Wilson. 

Tren the gidi cd tren 300 nghin ngudi mac 
benh Wilson, ti le mac benh Wilson tren dan sd la 
1/30.000 ddn 1/50.000 ngudi. Theo ti le nay, udc 
lupng hien nude ta cd khoang 1.600 nguoi mac 
benh Wilson nhung cho den nay mdi chi chan 
doan dupe hon 100 frudng hpp, sd cdn lai 1.500 
ngudi van chua dupe phat hien, benh cd ty le hi 
vong la rat cao neu khdng dupe chan doan va 
dieu fri kip thdi. Tudi khdi benh trung binh d 
nhieu nude tir 12 den 16 tudi; Q Trung Qudc tudi 
bpnh nhan nam la 20,9 tudi, Q Hoa Ky la 23,2 
tudi cho ca hai gidi, cdn ddi vdi Nhat Ban benh 
tir 6 tudi 9 thang den 13 tudi 11 thang. Q Vipt 
Nam thay khdi benh tir 9 den 13 tudi, trong dd 
cd 1 benh nhan phat hien d tudi 37. 

Tai Vipt Nam mdi chi phat hien dupe tren 
100 bpnh nhan mac benh Wilson trong dd 12 
nguoi da tii vong, xay ra chii yeu ddi vdi cac 
bpnh nhan chan doan mudn va khdng cd thudc 
dieu tri dac hieu. 

De cd the phat hien va dieu Ui sdm benh 
Wilson thi viec xac djnh ham lupng ddng Uong cac 
mau sinh hpc bao gdm mau va nude tieu la rat can 
thiet, tren the gidi day la chi sd can lam sang quan 
frpng nhit de chan doan benh Wilson. Tuy nhien 
cho ddn nay tai Viet Nam chua cd mdt cdng trinh 
nao cdng bd chinh xac ve van de nay, vi vay de tai 
ciia chiing tdi xac dinh muc tieu Iu xac dinh ham 

lupng ddng Uong mau mau va nude tieu de phuc vu 
chan doan va dieu tri benh Wilson. 

II. Odl TUONG VA PHUONG PHAP NGHIEN CtfU 
1. Thiet bi va hda chat 
- He thdng may quang phd hap thu nguyen 

tir AAS-3300 ciia hang Perkin-EImer 
- Can phan tich Satorius chinh xac den 0,01 mg. 
- Cac hda chat dupe sir dung cd dp tinh khiet 

cao, dupe kiem tra ndng dp cac nguyen td bang 
phep do AAS trudc khi sir dung. 

2. Doi lupng nghien ciru. 
Mau huyet thanh ciia cac benh nhan va 

nhdm ddi chirng cd dp tudi tir 42 den 79 dupe lay 
tai Benh vien Trung uong Quan dpi 108 va Benh 
Vien Bach Mai va Benh vien Nhi TW Uong dd 
nhdm benh gdm 28 ngudi, dp tudi trung binh la 
14,2, Uong dd cd hai ddi tupng tren 18 tudi, sd 
lupng benh nhan nir la 15, benh nhan nam la 13. 

Mau sinh thiet gan sinh thiet gan dupe lay 
tren 1 benh nhan nir 17 tudi tai vj tri thiiy phai, 
mau dupe say khd sau dd tien hanh vd co hda va 
xac djnh bang phuong phap quang phd hap thu 
nguyen tir.. 

3. XuV ly mau 
Mau huyet thanh dupe bao quan trong tii 

lanh, khi tien hanh phan tich dupe ra ddng ty 
nhien, lac nhp dng nghiem de ddng nhat mau, sau 
dd mau dupe pha loang theo ty le 1:1 vdi nude 
cat va dung dich chuan dupe pha trong nen 
glyxerin 5% . 

Miu sinh thiet gan: Can chi'nh xac 0,1 gam 
mau cho vao binh vd co hda, them 8 ml hdn hpp 
axit HN03 - HCIO4 (ty lp 1:1) dun d 150°C trong 
vdng 30 phiit, sau dd djnh miic den 25 ml bang 
nude cat. 

Ky thuat phan tich: Su dung phuang phap 
quang phd hap thu nguyen tir vdi ky thuat ngpn lira 
tren may AAS 3300 ciia hang Perkin- Elmer tai Vien 
Hda-Vien Khoa hpc va Cdng nghe Vipt nam. 

Xu ly so lieu: Sd lieu nghien ciiu dupe xir ly 
theo phyong phap thdng ke trong y hpc. Dp chi'nh 
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xac cua phuang phap duoc danh gia qua viec 
phan tich mlu chuln NIST-SRM 1589. 

ill. KET QUA VA BAN LUAN 
Do Wilson la mpt benh mai xuat hien va so 

nguoi phat hien d Viet Nam chua nhieu nen viec 
lay mau la rat kho khan. Khi benh nhan duac 
nghi ngd mac benh Wilson, de chan doan bpnh, 
ngoai cac chi sd can lam sang nhu chi sd ve than 
kinh, chuc nang gan, vdng Keyer-Fleischer d 
mat, thi ham lupng ddng trong nude tieu, huyet 
thanh va mau sinh thiet gan cung la cac chi sd 
quan trpng de chan doan va dieu trj benh. Khi 
ham lupng ddng trong nude tieu Idn hon so vdi 
ngudi binh thudng va vupt gia trj 0,2 mg/24 gid 

thi benh nhan dd dupe xac djnh chinh xac benh la 
mac bpnh Wilson, day cung la chi sd ma hiep hpi 
Wilson the gidi su dung de chan doan benh. 

Ham lupng ddng trong nude tieu phu thupc 
vao che dp an udng va qua trinh dao thai cua co 
the, nen ngoai viec xac djnh ham lupng ddng 
trong nude tieu, can phai biet dugc lugng ddng 
dao thai trong 24 gid. Mau nude tieu dugc lay 
trong vdng 24 gid va tien hanh xac djnh toan bp 
the tich, ham lupng ddng 24 gid dugc tinh toan 
dya vao ham lugng ddng do dugc nhan vdi the 
tich cua nude tieu. Ket qua phan tich ham lupng 
ddng trong huyet thanh, nude tieu dupe dua ra d 
cac bang sau. 

Bang 1: Ham lupng ddng trong huyet thanh nhdm benh va nhdm chung dudi 18 tudi 

Do tuoi Ddi tUdng Gidi tinh So mau Ham lupng dong 

DUdi 18 tudi 

Nhdm benh Nam 11 0,21 ± 0,16 

DUdi 18 tudi 

Nhdm benh 
NCf 12 0,20 ± 0,14 

DUdi 18 tudi Nhdm doi chu'ng Nam 42 0,98 ± 0,19 DUdi 18 tudi Nhdm doi chu'ng 
NO1 37 0,99± 0,12 

Bang 2: Ham lugng ddng trong huyet thanh nhdm bpnh va nhdm chung tren 18 tudi 

Do tuoi Ddi tupng Gidi tinh So miu Ham lUOng dong 

Tren 18 tudi 

Nhpm benh Nam 2 0,34 ± 0,13 

Tren 18 tudi 

Nhpm benh 
NCf 2 0,32 ± 0,11 

Tren 18 tudi Nhom ddi chu'ng Nam 222 0,99 ± 0,22 Tren 18 tudi Nhom ddi chu'ng 
NCf 60 1,10 ± 0,34 

Bang 3: Ham lupng dong trong nude tieu 

TT Ddi tupng Gidi tinh So mau Ham lupng Cu Gidi tinh So mau 
(mg/l) (mg/24h) 

1 Nhdm benh Nam 13 0,42 ± 0,16 0,58± 0,21 
NCf 15 0,37 ± 0,21 0,51± 0,19 

2 Nhdm ddi chirng Nam 247 < 0,04 < 0,026 
NCf 132 < 0,04 < 0,026 

Ket qua phan tich ham lugng ddng tren cac nhdm bpnh Wilson deu ldn hon so vdi nhdm ddi 
mau sinh hpc cua nhdm bpnh d cac bang tir 1 den chung, gia trj trung binh cua nam la 0,58 mg/24h 
3, cho thay ham lupng ddng trong nude tieu cua va cua nu la 0,51 mg/24h. 
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Ham lugng dong trong huyet thanh ciia tat 
ca cac benh nhan tren 18 tudi va duoi 18 tuoi deu 
nho hon so voi nhom ddi chiing, su khac nhau 
giira nam va nu d nhom benh khong co y nghTa 
thdng ke voi p<0,001. 

Ham luong dong huyet thanh ciia nhom 
benh nho hon nhom doi chiing la do lugng dong 
di vao gan khong ket hop dugc voi o>2 Globulin 
tao Ceruloplasmin nen lugng dong bi tich tu d 
gan va khong dugc van chuyen vao mau de di 
den noi can thiet va cung khong duoc thai ra 
theo duong bai tiet chinh la mat ma thai ra theo 
dudng nuoc tieu. Vi vay ham lugng dong trong 
nuac tieu tang va luong ddng mau trong mau 
giam, day chinh la chi so rat quan trong de chan 
doan va dieu tri benh Wilson. 

Trong cac chi so sinh hoc de chan doan benh 
Wilson, sinh thiet gan la mot chi so vang de chan 

doan chinh xac nguyen nhan gay benh, tuy nhien 
viec lay mau sinh thiet gan tai Viet Nam cdn rat 
kho khan va phuc tap, chii yeu la do tam ly ciia 
nguoi benh. Trong khi do, tren the gidi, mau sinh 
thiet gan la mdt trong nhung chi sd bat budc can 
phai phan tich va danh gia trudc khi dieu tri 
benh, do mau sinh thiet gan the hien dugc tdc dd 
va he sd tich luy ciia ddng theo thdi gian tir dd se 
dua ra dugc phac do dieu tri chinh xac nhat. 
Trong nghien ciru nay, chiing tdi chi sir dung 
dugc mdt mau sinh thiet gan ciia benh nhan ghep 
gan 12 tudi, chi sd phan tich ve mau va nude tieu 
cung nhu cac xet nghiem can lam sang khac cho 
thay benh nhan khdng cd bieu hien mac benh 
Wilson. Mau sinh thiet gan dugc say khd sau do 
tien hanh vd ca hda theo quy trinh da md ta d 
tren. Ket qua phan tich duoc dua ra d bang 4 

Bang 4: Ham lugng ddng trong mau sinh thiet gan nhdm benh 

Ddi tUdng 
Nhdm doi chu'ng 

Nhdm benh 

Ham lugng ddng trong mau sinh thiet gan 
ciia bpnh nhan Wilson Ia 2382,4 u.g/g Idn han rat 
nhieu so vdi mau ddi chirng la 92,1 u.g/g, nguyen 
nhan chi'nh la do ddng bi tich luy d gan dudi 
dang tir do. Nghien ciru ve su tich luy ciia ddng 
d gan cung da duoc nhieu tac gia de cap. Cac ket 
qua nghien ciiu ve su phan bd nguyen td ddng 
trong gan ddi vdi benh nhan Wilson cua Gavino 
Faaa cho thay, gia tri trung binh ciia ddng trong 
gan la 1370 p-g/g. Ham luong ddng phan bd 
khdng deu tai 38 vj tri khac nhau trong gan va 
dao ddng tir 880 den 2100 p.g/g. Su phan bd khac 
nhau ciia ddng tren cac thiiy gan da dugc quan 
sat, thuy gan phai tich luy ddng nhieu hon so vdi 
thiiy gan trai va ddng luu giu' chii yeu trong te 
bao gan d viing 1 (xung quanh khoang cira gan). 

Ham lupng dong 
92,i pg/g 

2382,4 pg/g 

Su tich luy qua nhieu ddng d gan chinh la 
nguyen nhan gay nen bpnh Wilson. 

Do vay bang viec phan tich ham luong dong 
trong nude tieu hoac sinh thiet gan, chiing ta cd 
the chan doan chinh xac dugc bpnh nhan da mac 
benh Wilson. 

IV. KET LUAN 
1. Da tien hanh phan tich ham luong ddng trong 

cac mau huyet thanh va nude tieu ciia ngudi binh 
thudng. Ket qua cho thay ham luong ddng huyet 
thanh cd gia tri trung binh ddi vdi nam la 1.07± 0.34 
mg/l, ddi vdi nu la 1.17 ± 0.39 mg/l. Khao sat tren 
mpt mau sinh thiet gan thay ham luong ddng Uong 
mau sinh thiet gan la 92.1 u.g/g. 

2. Ket qua nghien cuu tren cac bpnh nhan 
Wilson cho thay ham luong ddng trong nude tieu 
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cua nhom benh la 0,4 mg/l lon hon so voi nhom 
doi chirng. Lirong dong trong nuoc tieu 24h la 
0.545 mg vupt qua gia tri chan doan benh ciia 
hiep hoi Wilson the gioi la 0.2 mg/ 24h. Ham 
lupng dong trong mau sinh thiet gan ciia benh 
nhan Wilson la 2382.4 p.g/g Ion hon rat nhieu so 
voi mau doi chiing la 92.1 u.g/g. 
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