LAO GAN TREN BENH WILSON - CA BENH PAU TIEN PHAT HIEN
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TOM TAT
Pit van dé: Bénh Wilson 1a mot bénh hiém gap, di truyén lan trén nhiém sic thé thuong do dot
bién gen ATP7B, dua dén suy giam bai tiét dong qua dudng mat. Lao gan trén bénh Wilson cuc ky
hiém, 1an dau tién duoc phat hién tai Viét Nam.
Poi twong va phwong phap: Béo cdo ca 1am sang. Mo ta mot bénh nhan bi lao gan trén bénh
Wilson tai bénh viégn Chg Ray. Bénh nhan nit, 17 tudi, da duoc tiém ngira BCG, diéu tri bénh
Wilson duoc 2 nam. Bénh Wilson dugc chan doan dwa vao c4c triéu chimg 1am sang nhu viém gan
man, thiéu méu tan huyét, vong Kayser-Fleischer duong tinh. Phan tich gen c6 dot bién dang di hop
tr €.525-526insA. Bénh nhan dwoc diéu tri voi D- -penicillamine 900 mg/ngay, Farzincol 150
mg/ngay, vitamine B6 25 mg/ngay. Bénh dién tién tdt, chic ning gan dan cai thién va vong
Kayser-Fleischer bién mat.
Sau 24 thang diéu tri, bénh nhan duoc siéu &m bung kiém tra dinh ky, phat hién khdi echo kém & ha
phan thay V. Chup CT scan bung thay khéi giam d¢am d¢ ha phan thuy IV, duong kinh 30 mm.
Kham 1am sang khdng ghi nhan dau hiéu nhidm triing, bung khdng ascites, hach s& khdng cham. Tri
s6 AFP binh thuong, phan ung lao té duong tinh. Sinh thiét gan xuat hién md hoai ti, c6 sy hién
dién té bao Langerhan
Két qua: Bénh nhan dugc diéu tri thudc khang lao: 2 thang tan cong véi isoniazid 5mg/ kg,
rifampicin 10 mg/ kg, Ethambutol 25 mg/ kg, Pyrazinamide 30 mg/ kg va 4 thang duy tri voi
Isoniazid, Rifampicin. Sau 6 thang diéu tri, lam sang va xét nghiém dién tién tét.
Két luan: Mot bénh nhan lao gan trén bénh Wilson da duoc diéu tri thanh cong tai bénh vién ching
toi.
Tur khoa: Bénh Wilson, dét bién gen ATP7B, lao gan

HEPATIC TUBERCULOSIS WITH WILSON UNDERLYING -

THE FIRST CASE IN VIET NAM WAS SUCCESSFULLY TREATED

Le Huu Phuoc*, Nguyén Thanh Xuan*
ABSTRACT
Background: Wilson disease is an autosomal recessive disorder caused by mutation in the ATP7B
gene, with resultant impairment of biliary excretion of copper. Hepatic tuberculosis with Wilson
underlying is extremely rare. It is the first case in Viet Nam.
Methods: Case report. Describe a case of hepatic tuberculosis with Wilson underlying at Cho Ray
hospital. A young female aged 17, vaccinated with BCG, is followed for 2 years for Wilson's
disease. The diagnosis was made during a chronic hepatitis and hemolytic anemia. Keyser Fleischer
rings were positive.The genetic study comforted diagnosis by finding the homozygous mutation
€.525-526insA. The patient received D-penicillamine to 900 mg/ day, Farzincol 150 mg/day,
vitamine B6 25 mg/day. The change was considered favorable to the improvement of liver function
and the disappearance of the Keyser Fleischer ring.
At the end of 24 months, the hepatic ultrasound showed hypoechoic image in segment IV. The
abdominal CT scan showed hepatic nodule in segment IV of 30 mm diameter. Clinical examination
found no obvious of infection. There were no ascites or deep lymph nodes. The alpha feto protein
was normal. The tuberculin skin test was positive. The liver biopsy found an aspect of Langerhan
cell with necrosis.
Results: The patient was put under anti bacillary combining isoniazid 5mg / kg, rifampicin 10 mg /
kg, Ethambutol 25 mg / kg and Pyrazinamide 30 mg / kg for two months and Isoniazid, Rifampicin
for 4 months. After 6 months of total treatment, clinical and biological evolution was favorable.
Conclusion: The hepatic tuberculosis with Wilson underlying patient was successfully treated in
our hospital.
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1. PAT VAN PE

Bénh Wilson 12 mét bénh di truyén 13n trén nhidm sic thé thuong, do dot bién gen ATP7B. Gen
nay cé vai trd diéu hoa qué trinh hap thu, phan bd va thai trir dong (Cu) trong co thé. Khi gen
ATP7B bi dot bién, qua trinh dao thai dong bi rdi loan, dong sé ling dong trong md. Ty theo thoi
gian, vi tri ma 1am sang c6 nhitng biéu hién khac nhau nhu t6n thuong gan, ndo, mat, xuong, khop,
than [5].

Ti I&¢ mic bénh wéc tinh 1/30.000 tré sinh ra. Su tich lity dong xay ra ngay sau sinh, nhung biéu
hién bénh phai qua 10-15 nim sau [4]. Néu khong dugc  diéu tri, bénh dién tién ning dan va tu
vong. Tuy nhién, néu duoc phét hién va diéu tri kip thoi, ching ta c6 thé ngin chin duoc su tién
trién, lam thay dbi tién lwong cua can bénh phic tap ndy. Viée diéu tri dac biét c6 hiéu qua ¢ nhiing
bénh nhan dugc phét hién sém, lac chua c6 biéu hién 1am sang, gidp cho bénh nhan cé cugc séng
gan nhu binh thuong.

Lao gan trén bénh Wilson 1a mét bénh cuc ky hiém, 1an dau tién duoc phét hién tai Viét Nam
va la ca thir 2 trén thé gioi [9]. Sau ddy chung t6i xin trinh bay mot truong hop lao gan trén bénh
Wilson di dugc diéu tri thanh cong.

2. TRUONG HQP LAM SANG
Bénh nhan nit, sinh nam 1996, nghé nghiép: hoc sinh, vao vién ngay 10/05/2013.
Ly do vao vién: vang da.
Bénh sir: bénh khai phat khoang 01 nam truéc nhap vién. Luc dau bénh nhan c6 hién twong rdi loan
kinh nguyét, kinh khong déu, sau d6 vo kinh hoan toan. Bénh nhan dwoc kham tai cac bénh vién
phu san nhiéu lan, khong tim dugc nguyén nhan. Bén canh do, bénh nhan thudng xuyén bi sung dau
khép co chan, khép gbi 2 bén. Tai cac chuyén khoa khop, bénh nhan dugc chan doan viém khép
phan mg va diéu tri corticoid. Tuy nhién, tinh trang bénh van khéng cai thién. Khoang 06 thang
trudc nhap vién, bénh nhan xuat hién thém triéu chimng thiéu méau. Hién tuong thiéu mau ngay cang
tang, bénh nhan dwoc chan doan thiéu mau tan huyét, phai truyén mau nhiéu dot. 03 thang trudc
nhap vién, bénh nhan bat dau cd cac dau hiéu ton thuong gan. Bénh nhan cam thdy mét moi, chan
an, tiéu vang, vang da-mat, thinh thoang dau ha suon phai va thuong vi. Tinh trang bénh khéng cai
thién, vang da nhiéu hon, phu chi, bung chuéng am ach —nhap vién.
Tién sir: - ban than: binh thuong

- gia dinh: cha, me va dtra em gai 14 tudi hién binh thuong.
LLam sang: Tinh trang lGc nhap vién: bénh nhan tinh, tiép xdc tot. Can nang 48 kg, M 120 lan/phuit,
T° 37°C, HA 90/60mmHg. Niém nhot, vang mét, phtl chi, bang bung, xam da. Sung+ dau khép cb
chan 2 bén, khong bién dang khop, khéng dau hong ban, khdng rung téc, khdng loét hong. Bung
mém, ascite(+), gan lach khdng to, khdng tuan hoan bang hé. Hai mat: vong Kayser Fleischer (+).
Noi tiét: vo kinh kéo dai 01 ndm, cac co quan khac chua phat hién bat thuong.
Xeét nghiém

Bdng 1: Xét nghiém huyét hec, sinh hoa

Xeét nghiém Gia tri Xeét nghiém Gia tri
BC 5.8 G/L AST 98 U/L
HC 2.2 T/L ALT 60 U/L
Hb 84 g/L Bilirubin total 5.68 mg/dL
TC 73 G/L Truc tiép 2.53 mg/dL
PT 25 giay Ferritin 1074 ng/mL
INR 2.4 Albumin 2.1 g/dL
APTT 83 giay Ceruloplasmin/mau | 2.4 mg/dL
Cu/nudc tiéu 320 mcg/24h

Nhan xét: bénh nhan c6 tinh trang thiéu méu, giam ticu cau nang va réi loan dong mau, ALT + AST
tang nhe, Albumin + ceruloplasmin giam rat thap. Cu trong nudc tiéu/24h tang gap 6 lan so vai binh
thuong.



Bdng 2: Xét nghiém virus
Xét nghiém | Két qua
HBsAg Am tinh
Anti HCV | Am tinh
Anti HAV | Am tinh
CMV IgM | Amtinh
EBV IgM | Amtinh

Nhan xét: bénh nhan cé két qua am tinh véi cac loai virus gdy viém gan thuong gap.

Phan tich gen ATP7B: dot bién ¢.525-526 insA (thém 1 adenine gitta codon 175 va 176, tao thém
27 acid amine la va két thac giai ma sém & codon 203).

Hinh anh hec Siéu &m + CT scan bung: ascite, gan cau trdc thd. Fibroscan: F4 (28.4 Kpa). MRI so
ndo: binh thuong.
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Hinh 1. Fibroscan: xo gan F4 Hinh 2. D6t bién gen

Chin doan: Bénh Wilson thé gan - huyét hoc

Piéu tri Diéu tri chung: bu albumin, lgi tiéu, truyén mau, trg gan, han ché luong dong dua vao co
thé (khong n céc loai hai san ¢d vo, gan dong vat, chocolate, nam...).

Diéu tri dic hiéu: Trolovol (D-Penicillamine) 900mg/ngay, chia 3 lan; Farzincol (kém) 150mg/
ngay, chia 3 1an; vitamin B6 25mg/ ngay.

Theo d&i cong thic mau, tong phan tich nude tiéu: moi tufm trong thang dau, sau d6 mdi thang.
Chirc néng gan-than: moi thang trong 3 thang dau, sau d6 mdi 3 thang. Cu/ nudc tiéu 24h: mdi 3
thang. Kham mét danh gia sy tién trién cua vong K.F va Fibroscan: mdi 6 thang.

Két qua diéu tri

Cadi thién 1am sang: bénh nhan khoe hon, hét dau nhirc khép. CAc triéu ching nhu phu chi, bang
bung, vang da, xam da... giam dan theo thoi gian diéu tri va bién mat hoan toan sau 12 thang.
Kham mit: vong Kayser Fleischer ciing bién mat. Bénh nhan cd kinh tré lai sau 18 thang.

Hinh 3a: vong Kayser-Fleischer trudc diéu tri  3b: vong Kayser-Fleischer bién mat



Bdng 3. Cdi thign vé huyét hoc

Xét nghiém Truwéc diéu tri 12 thang sau diéu tri

BC 5.8 G/L 5.2 G/L
HC 2.2 T/L 3.73
Hb 84 g/L 111 g/L
TC 73 G/IL 190 G/L
PT 25 giay 12 giay
INR 2.4 1.1

APTT 83 giay 25 giay

Nhan xét: sau 12 thang diéu tri, c4c tri s6 vé huyét hoc da tré vé binh thuong

Bdng 4. Cai thién vé sinh hoa

Xét nghiém Truée diéu tri 12 thang sau diéu tri

AST 98 U/L 36 U/L

ALT 60 U/L 13 U/L
Bilirubin total 5.68 mg/dL 0.34 mg/dL
Truc tiép 2.53 mg/dL 0.09 mg/dL
Gian tiép 3.15 mg/dL 0.25 mg/dL
Ferritin 1074 ng/mL 120 ng/mL

Albumin 2.1 g/dL 4.5 g/dL
Ceruloplasmin/méau 2.4 mg/dL 2.6 mg/dL
Cu/nudc tiéu 320 mcg/24h 45 mcg/24h

Nhén xét: sau diéu tri, cac chi sb sinh héa déu tro vé binh thuong, trir cerulolasmin

Cdi thién vé hinh @nh hec: sau diéu tri, cac thay doi vé hinh anh hoc rat thuyét phuc. Siéu am:
bung khong con ascites. Fibroscan: chi so xo hoa giam rd rét, ban dau tur 28.4 Kpa (F4) hién con 8.6
Kpa (F2).

Hinh 4a: Fibroscan trude diéu trj

Hinh 4b: Fibroscan sau 18 thang

* Dién bién: Sau 24 thang diéu tri, 1am sang dién tién tét, bénh nhan siéu am bung kiém tra dinh ky
phat hién U gan.

- Chup CT bung: U gan HPT IV, duong kinh 30mm

- XQ phdi binh thudng, AFP binh thudng, phan tng lao té duong tinh (IDR 25mm)

- Sinh thiét gan: c6 su hién dién té bao Langerhan, goi y lao



Hinh 5a: Ton thuong gan HPT IV Hinh 5b: Sinh thiét gan

Chan doan hién tai: Lao gan/ Bénh Wilson

Piéu tri: 2 thang tan cong voi isoniazid 5mg/ kg, rifampicin 10 mg/ kg, Ethambutol 25 mg/ kg,
Pyrazinamide 30 mg/ kg va 4 thang duy tri véi Isoniazid, Rifampicin + tiép tuc diéu tri bénh Wilson
Két qua: Lam sang dién tién tdt, xét nghiém sinh hoa, huyét hoc vé binh thuong, hinh anh ton
thuong gan trén CT bung giam rod rét

Hinh 6a: Ton thuong gan trudc diéu tri Hinh 6b: Sau diéu tri

3. BAN LUAN

Bénh Wilson 1a mot bénh hiém gap. Theo Saito [7], ti 1& bénh khoang 1/30.000-1/100.000 tré
méi sinh va tan suat gen bénh khoang 0,56%. Bénh tuy hiém nhung c6 thé gap & moi noi, moi
chung toc trén thé gidi. Ngay nay ngudi ta da biét duoc nguyén nhan do dot bién gen ATP7B nam
trén nhidm sic thé 13q14.3-g21.1 cta bénh nhan.

Bénh thuong xay ra lic nho, tudi trung binh 12, nam chiém khoang 55,8%, nit 44,2%. Bénh
nhan cia chdng t6i lGc nhap vién 17 tudi, nhung thuc té bénh da khoi phat vai nam trudce, khdng
dugc phat hién. Triéu ching 1am sang bénh Wilson rat da dang. Theo Quach Nguyén Thu Thuy [6],
bénh Wilson thé than kinh don thuan chiém ti 18 29%, thé gan don thuan 17,6%, thé gan-than kinh
20,6%, thé gan-huyét hoc 8,8%... Bénh nhan cua ching tdi khoi dau véi triéu chimg dau nhuc
xuong khép, di kham nhiéu noi, chin doan viém khép va dugce diéu tri corticoid. Pay 1a mét sai
lam déang tiéc, vi sau thoi gian dai dung thuc bénh nhén bi tac dung phu cua corticoid. Sau khi diéu
tri vi D-penicillamine, triéu chimg sung dau khép ciing giam dan va bién mat, mac du chdng toi
hoan toan khéng sir dung céc thudc vé khép. Piéu nay duoc ly giai 1a sau khi diéu tri dic hiéu,
luong dong tu do trong mau giam, su ling dong dong trong cac khop giam, dan dén giam viém va
phu né khép. Bén canh d6 triéu ching xam da, @ sit cling bién mat theo thoi gian diéu tri. Luc MG
nhap vién bénh nhén co tinh trang @ sat (ferritin 1074 ng/mL), sau diéu tri nong do ferritin tre vé
binh thuong mic du ching toi cling khong dung nhom thudc thai sat. Pong co vai trd quan trong
trong viéc van chuyén va du trix sat. Khi bi bénh Wilson, lugng df)ng tu do trong mau tang, dan dén
tang du trir sat va nguoc lai [5]. Tiép theo Ia triéu chang thiéu mau nang, phai truyen mau nhiéu lan.
Céc dau hiéu vé gan biéu hién muon hon véi tridu tring kho tiéu, day hoi, tiéu vang, vang mat.



Bénh nhan nhép vién trong tinh trang viém gan cip, rdi loan dong mau, phu chi, bang bung, xam da
do w sat.

Vong Kayser-Fleischer 1a mot ddu chuang rit quan trong trong chin doan. Tuy nhién, theo
Arima va cong su [1], chi 50-60% trudong hop bénh Wilson thé gan mat c6 vong Kayser-Fleischer.
Trén bénh nhan nay, vong Kayser-Fleischer rat ré va c6 & ca 2 mét (hinh 1). Didu quan trong 1a
vong nay giam dan theo thoi gian diéu tri va bién mat hoan toan sau 12 thang. Pay la bang ching
thuyét phuc danh gia hiéu qua diéu tri bénh Wilson.

Lao gan/ bénh Wilson rat hiém gip, ngay ca nhitng ving c6 ty 1& luu hanh bénh lao cao nhu
Viét Nam. Nam 2014 tac gia Ali Zinebi [9] bao cdo truong hop lao gan/ bénh Wilson dau tién trén
thé gi6i. Bénh nhan ngudi Ma-Réc, 16 tudi, dang diéu tri bénh Wilson dugc 1 nim Véi
D-penicillamin. Cach nhap vién 1 thadng bénh nhéan cé hién tuong sbt, mét moi, sut can, chup CT
scan bung c6 tén thuong gan dang u ha phan thuy IV. Sau d6 bénh nhan dwoc chan doan lao gan/
bénh Wilson va diéu tri thudc khang lao. Sau 9 thang diéu tri lao gan, bénh tién trién tét. Trong khi
d6, bénh nhan caa ching ti hoan toan khdng cé triéu chung 1am sang, tinh cd phat hién tén thuong
gan qua siéu am Kiém tra dinh ky. Chung t6i chan doan lao gan nho vao két qua sinh thiét gan co té
bao Langerhan, phan tng lao té duong tinh. Pap tng diéu tri véi thude khang lao cho phép ching
t61 x4c dinh chan doan.

Tén thuong gan dang u rat hiém gap trong bénh Wilson, dic biét & ngudi tré tudi. Cac ton
thuong thuong gap la hepatoblastoma, hemangioma, the hemangio-endoththelium, lymphoma,
hematoma. Lao gan hiém xay ra do gan la mét tang nghéo oxy, khong thich hop cho vi tring lao
phét trién [9]. Theo tac gia Ali Zinebi, lao gan thudng Xay ra trén co dia suy giam mién dich. Ca 2
bénh nhan dugc dé cap o day déu la bénh Wilson, dang diéu tri véi D-penicillamin. Nhu chiing ta
da biét, D-penicillamin ngoai tac dung thai dong con cé vai trd ac ché mién dich. Phai ching day 1a
nguyén nhan khién 2 bénh nhan Wilson méc thém lao gan®.

Vé chan doan lao gan, CT scan hodc MRI khong dic hiéu, thay dbi tuy theo giai doan bénh.
Viéc phan lap vi tring lao cuc ky khé khin. Do d6 sinh thiét gan van la cong cu chan doan hitu ich.

4. KET LUAN

Lao gan/ bénh Wilson rat hiém gap, néu khdng phét hién va diéu tri kip thoi bénh nhan s& tir
vong. Tuy nhién néu duoc diéu trj sém, ding cach ching ta hoan toan ¢ thé thay doi duoc dy hau.
Chung t6i dd diéu trj thanh cong truong hop lao gan/ bénh Wilson c6 bién chimg xo hoa va suy
chtrc nang gan.  Sau diéu tri c&c triéu chung 1am sang bién mat, chi sé sinh hda, huyét hoc vé binh
thudng, dac biét co sy cai thién rat rd vé mat hinh anh hoc.
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