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BAO CAO CA BENH:

DONG DI TRUYEN POT BIEN UGT1A1 VGI HONG CAU NHO HINH CAU

Nguyén Thi Ha, Nguyén Thi Mai Huong, Nguyén Hoang Nam
Bénh vién Nhi trung uong

TOM TAT

Héng cdu nhé hinh cdu (hereditary spherocytosis - HS) va thiéu hut uridine diphosphate
glucuronosyl transferase 1A1 (UGT1A1) déu gdy tdng bilirubin gidn tiép. HS gdy vang da, ldch
to, thiéu mdu muc do khdc nhau. Khi HS déng di truyén véi cdc bién thé cia UGTIAT lam tram
trong thém tinh trang tdng bilirubin gidn tiép.Trong nhiéu trudng hop khi bénh nhdn khéng cé
thiéu mdu rdt khé ¢ thé chdn dodn héng cdu nhé hinh cdu. Ching téi bdo cdo bénh nhan cé
tién sirvang da tirnhé, vai nhiéu dot phdu thudt Idy s6i mdt. Hon 10 ndm sau tré dugc phdt hién
c6 di hop tir kép c.211G>A va c.1007G>A gdy thiéu hut mét phdn enzyme déng di truyén mot
dét bién trong spectrin 8 (SPTB), nguyén nhdn gdy ra HS.

Tirkhéa: Dot bién UGT1A1, hdng cdu nhé hinh cdu
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UGT1A1 MUTATIONS
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Hereditary spherocytosis (HS) and uridine diphosphate glucuronosyl transferase 1A1
(UGT1A1) deficiency are common inherited conditions characterized by unconjugated
hyperbilirubinemia. Clinical symtoms of HS are jaundice, splenomegaly and anemia
of varying degrees. Patient with co-existing HS and UGT1A1 made more severely
unconjugated hyperbilirubinemia. In many cases when the patients do not present with
anemia, diagnosing HS is very challenging. We report a patient with history of jaundices
since childhood and multiple surgeries for gallstone removal. More than 10 years later, the
patient was found compound heterozygous ¢.211G>A and c.1007G>A mutation, causing
partial enzyme deficiency co-inherited with a mutation in spectrin 3 (SPTB) because of HS.
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I. DAT VAN DE

HOng cau nhé hinh cau di truyén (Hereditary
spherocytosis: HS) va thiéu hut uridine
diphosphate  glucoronosyltransferase  1AT1
(UGT1A1) la nhiing tinh trang di truyén phé bién
dac trung la tang bilirubin gian tiép. HS la bénh
thiéu mau tan mau di truyén do khiém khuyét
mang hong cau va lam sang dién hinh la thi€u
mau véi muc dé khac nhau, vang da va lach to.
Chan doan thudng dua vao huyét do6 co té bao
hinh cau, tang tinh thdm thiu cda héng cau
trong xét nghiém do sutic bén héng cau va loai trix
tat ca cac bénh gay thi€u mau tan mau khac [1].
Khoang 75% HS di truyén trdi va 25% di truyén
I&n trén nhiém sac thé thuang [2].

UGTTA1 chiu trdch nhiém cho qud trinh
gluconyl hod cta bilirubin va gidam hoat déng cta
UGT1A1 lién quan téi tinh trang tang biliburin
gian tiép ma khong phai do tan mau va khong
c6 bénh li gan. Day la tinh trang di truyén pho
bién vé rdi loan chuyén hoa bilirubin trong dan
s6 no6i chung dac biét 1a cong déng dan Chau
A néi riéng do bat thudng isoenzyme 1A1 cla
UDP-glucuronosyltransferase[3].

Ty 1é mac HS 1a 1/2000[1] va ty 1é mac UGT1A1
gay hoi ching Gilbert (GS) la 5-7% dan s6 chung,
vay tinh dong di truyén clia hai bénh nay 25-30/1
triéu tré mai sinh [4]. Ngugc lai ty 1é cta Crigler
Naiijar typ 2 (CN2) Ia 1/ 1 triéu tré mdi sinh, do vay
dong di truyén clia ching cuc ki hiém. Bay la ca
bénh dau tién chiing t6i phat hién dugc tai Bénh
vién Nhi Trung uang. Bénh nhan dugc theo doi
nhiéu nam cho t&i khi ¢ két luan chan doan cudi
cung, véi UGT1A1 dugc phat hién bang phan tich
gen di hgp t& c.211G>A va di hgp ti c.1007G>A
gdy thi€u hut mot phan enzyme dong di truyén
mot dot bién trong spectrin B(SPTB), nguyén
nhan gay ra HS.

1. BAO CAO CA BENH

Tré nam 15 tudi, sinh thudng du thang , trong
luong luc sinh 3,5 kg, phat trién thé chat, tinh
than binh thudng. Gia dinh thay tré vang da tu
sau khi sinh, bat dau cho di kham tai bénh vién
trén dia ban Ha Néi ltc 1,5 thang tudi. Tré dugc
lam céac xét nghiém c6 chi sé bilirubin gian tiép
tang cao, cac xét nghiém khac tim nguyén nhan

déu binh thudng. Tré dugc huéng dan theo doi
tai nha va tai kham theo doéi. Nhiéu lan tai kham
sau dod, két qua xét nghiém déu cho thdy tang
bilirubin gian tiép (gia dinh khong con gidy to
nhung me cé nhé déu > 100 umol/l), men gan
trong gia tri binh thuong, khong thiéu mau.
Chan doan la vang da khéng ré nguyén nhan,
khong dung thudc, cho hen tai kham theo doi.
Nam 2007 sau dot sét vi rat tai kham co thiéu
mau phai truyén mau.

Thang 5/2022 tré s6t 2 ngay sau dé xuat
hién vang mat, vang da dam, nhap vién xét
nghiém bilirubin toan phan 904 mmol/l trong
dé bilirubin gian ti€p 326 umol/l, bilirubin truc
ti€p 525 umol/l, GOT 56 Ul UI/I, GOT 101 Ul/I, GGT
23 Ul/I, Hb 129 g/I, MCV 74 fl, d6ng mau binh
thudng, cac vi rat viém gan A, B,C, E, CMV, EBV
déu am tinh, san 14 gan am tinh, cac xét nghiém
mién dich nhu : ANA, dsDNA, khang thé khang
Sm, LKM1, AMA- M2, SMA, SAGPR, pANCA, LC1
am tinh, caclgA, IgM, IgG, ceruloplasmin cho két
qua binh thudng. Két qua chup MRI gan mat c6
gan to, 6ng mat chu gian nhe 10 mm, doan thap
€6 s6i 6ng mat chu, lach to. Sinh thiét gan cé hinh
anh gan U mat ndng, khong xo héa. Xét nghiém
gen phat hién c6 di hgp ti kép gen UGT1A1 véi
¢.1007G>A va ¢.211G>A. Lam xét nghiém gen
clia ngudi bo thay c6 dong hop tir c.211G>A, me
c6 di hgp tir c.1007G>A. B6& me khong cé triéu
ching va chua xét nghiém bilirubin. Tré dugc
phau thuat ma Oddi ldy s6i 6ng mat chd. Sau
phau thuat tré dugc diéu tri theo huéng viém
gan tu mién bang prednisolon va azathioprine.
Thang 7/2022 xét nghiém lai bilirubin toan phan
265 pumol/I, truc ti€p 95,2 umol/l va gian tié€p 170
pmol/l. Tré duy tri corticoid va azathioprine t&i
thang 3/2024.

Thang 2/2024 tré chup chiéu lai c6 séi mat,
tré dugc phau thuat maé 6ng mat chu lay soi. M&
ra tdi mat khong cé séi, mé 6ng mat chu thay cé
nhiéu dich mua trang dudng mat, doan 6ng mat
chu trong gan c6 nhiéu s6i nhd mau den.

Thang 7/2024 tré dén vién Nhi trung uong
kham gan mat sau d6 dugc chuyén dén khoa
Huyét hoc lam sang kham. Tinh trang kham luc
vao : tré tinh, c6 vang da, cing mac mat vang
sang mau, khéng thi€u mau, phan vang, tiéu
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trong, lach map mé dudi bd suon, gan khéng
to. K&t qua xét nghiém: Bach cau 12.3 G/I, trung
tinh 58,1%, lympho 32%, Hb 136 g/I, MCV 75,9
fl, MCHC 358 , MCH 27,1 g/dI, RDW 18,9 %,héng
cau lugi 6%, bilirubin toan phan 159,9 umol/I,
truc tiép 8,1 umol/l, gian tiép 151,8 umol/I,
chiic nang gan than, dé6ng mau co ban binh
thuong, dinh lugng G6PD khong thiéu, dién di
hemoglobin binh thudng (HbA1 : 97,5%, HbA2
: 2,5%), test coombs truc ti€p va gian tiép am
tinh. Xét nghiém sutic bén thdm thau héng cau
giam, dudng kinh héng cau 6,07 um, huyét dé c6
nhiéu héng cau hinh cau mat khoang séang trung
tam. Chan doan lam sang héng cidu nhoé hinh
cau. Ra soat lai cac gen thi phat hién bénh nhan
c6 di hop tir dot bién c.3725C>A clia gen SPTB
(di truyén troi) gay bat thudng mang hong cau.
Chan doan cudi cung cla bénh nhan: Péng di
truyén cta UGT1A1 véi hong cau nho hinh cau.
K& hoach tiép theo bénh nhan sé dugc cat lach
va tui mat chi dong.

Ill. BAN LUAN

UGTTAT ma hdéa cho enzyme uridine-
diphospho glucuronosyl transferase 1A1. Bat ky
ton thuong di truyén nao trong UGT1A1 hodc
vung khai déng clia né sé dan dén giam biéu
hién/ hoat dong cla enzyme gay ra cac kiéu
hinh khac nhau tuy thuéc vao muc d6é enzyme
bi anh hudng. CN1 dugc xac dinh gan nhu
khong c6 hodc hoan toan khéong cé hoat déng
clia UGT1A1, do d6 néng dd bilirubin gian tiép
tang cao (340 - 850 umol/l). Ldm sang bénh
nhan vang da thudng kém theo hén mé va
giam truong luc co, khong dap tng véi diéu tri
phenobarbital, phuong phap diéu tri duy nhat
la ghép gan, bénh nhan thudng chét tur khi con
nho. CN2 c6 néng dé bilirubin gian tiép trong
huyét thanh & muc trung binh (85 - 340 umol/I)
phu hgp véi gidm vura phai trong hoat dong ctia
enzyme, c6 thé phuc hoi ndng dé nay khi diéu tri
phenobarbital. Bénh nhan khéng phat trién vang
da nhan va hau hét séng tai tudi truéng thanh.
GS chi gay tang nhe bilirubin gian tiép, thuong
khoéng gay triéu ching lam sang ngoai tri khi
dung cac thuéc chuyén hoa bdi UGT1A1[5]. Bénh
nhan clia chung t6i ¢6 tinh trang tang bilirubin
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gian tiép tu sau khi sinh, khéng ré nguyén nhan,
khéng can diéu tri. Hon 10 ndam sau phat hién ra
dot bién UGT1AT1, hai vi tri dot bién khong nam
trong vung promoter, bénh nhan phu hgp véi
CN2 hon GS.

HOng cau nho hinh cau chd yéu di truyén troi
trén nhiém sic thé thudng, lién quan tGi cac dot
bién protein mang nhu ankyrin, a- spectrin, B-
specrin, band 3 va protein 4.2 dugc ma hoa bai
cac gen ANk1, SPTA1, SPTB, SLC4A1 va EPB42 [3].
Lam sang dugc chia thanh bén thé bénh : thé an,
thé nhe, thé trung binh va thé ndng. Thé 4n néng
ddé hemoglobin (Hb) va héng cau luéi ( Ret<
3%) trong gidi han binh thudng, bilirubin <1
(mg/dl). Thé nhe Hb tir 110-150 g/I, Ret 3-6% va
bilirubin 1-2 (mg/dl), thé trung binh Hb 80-120
g/l Ret > 6% va bilirubin =2 (mg/dl), thé nang
Hb 60-80 g/l ,Ret > 10 % va bilirubin =3 (mg/
dl) [1]. Bénh nhan cla ching t6i dugc phan loai
thé nhe véi Hb 120 -140 g/l va Ret 6%. Chinh vi
bénh nhan khong hé cé triéu ching thiéu mau,
trong khi dét bién UGT1A1 dugc phat hién giai
thich triéu ching tang bilirubin gian tiép , vi vay
chan doan hong cau nhé hinh cau dé dang bi
bd qua. Nhung néu chi c6 UGT1A1 don thuan
thi chi c6 tang bilirunbin gian ti€p ma khong co
tan mau, vi thé chi s6 hong cau lugi hoan toan
binh thudng. Bénh nhan c6 chi s6 MCHC 358 la
triéu chiing ggi y chan doan. Nhiéu nghién ctu
chi ra MCHC >355 thi d6 nhay va do dac hiéu
cho chan doan HS 1an luot 1a 41,07% va 94,47%.
Néu sir dung MCHC > 334,9 thi d6 nhay va do
dac hiéu lan luot 1a 82,1% va 94,5% [1]. Khi nbng
dé bilirubin trong mau tang cao thi viéc sir dung
MCHC bi sai do tang gia. TU ggi y nay c6 thé chi
dinh huyét dé dé thay cac hdng cau hinh cau,
mau dam, mat khoang sang trung tam, day cling
la co s& cho chan doan héng cau nhé hinh cau.
Tuy nhién cling c6 20% bénh nhan thiéu hinh
anh héng cau hinh cau dién hinh va té bao héng
cau hinh cau ciing c6 thé gap & bénh nhan thiéu
men G6PD va tan mau tu mién gay khé khan cho
qua trinh chan doan [1].Ngugc lai khi hong cau
nhd hinh cau thé nhe dugc chan doan véi muc
bilirubin toan phan cao hon gigi han cho phép
(1-2 mg/dl) cé thé ggi y nhiing tinh trang khac
lién quan tdi tang bilirubin gian ti€p dac biét tinh
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trang thiéu glucuronosyltransferase cta gan do
di truyén.

Soi mat bilirubin 1a mét bién ching thudng
gap , chiém khoang 50% bénh nhan HS va hay
gap & nhing bénh nhan thé bénh rat nhe. Khi
hong cau nhé hinh cau két hgp véi GS nguy co
sOi mat tang 1én gap 5 lan, két hgp CN typ 2 thi ty
Ié nguy co s6i mat con tang han nira [6]. M6t gid
thuyét lién quan dén thanh phan mat bat thuong
ré rét & nhirng bénh nhan c6 dot bién UGT1A1,
biéu hién lugng bilirubin mono va diglucuronide
bat thuong. cac hgp chat nay dé bi phan huy bai
glucuronidase cta vi khuan. Bilirubin gian ti€p
két hop véi canxi mat, dan dén hinh thanh soi
mat sac t6. Khi HS két hop vai dot bién UGT1A1
thi lugng bilirubin tang cao do tan mau két hop
V@i su gidm lién hgp ctia bilirubin & gan lam tang
nguy co hinh thanh séi mat [2], [6].

Chi dinh cét lach dugc dat ra véi HS thé nang,
con vai thé trung binh dugc can nhac trén nhiéu
chi s6 chat lugng cudc séng cla bénh nhan, va
khong dugc chi dinh cho bénh nhan thé nhe.
Khi s6i mat bilirubin hinh thanh viéc cat tai mat
nén dugc thuc hién cung phau thuat cat lach &
nhing bénh nhan HS thé nhe [2]. Tuy nhién cét
lach du phong va cat tdi mat khéng dugc chidinh
cho bénh nhan mac HS khéng cé bang ching
s&i mat co triéu ching, vi nhiing bénh nhan HS
khong phat trién séi mat sau khi cat bé 13 lach.
Bénh nhan cutia ching téi bi HS déng di truyén
vGi UGT1A1 nguy co hinh thanh séi mat cao, muc
do tang bilirubin gian tiép cao khéng phu hop
vGi muc d6 thi€éu mau , vi thé viéc cat lach cung
vGi tai mat la can thiét tranh hinh thanh séi mat
va tranh cho bénh nhan cudc phau thuat tiép
theo.

IV. KET LUAN

Ca héong cau nho hinh cau va doét bién
UGT1A1 déu gy ra bénh canh tiang bilirubin
gian tiép va su dong di truyén clia ching thudng

dé bi bé qua. Su khéng phu hgp gitta mic dé tan
mau va lugng bilirubin gian ti€p c6 thé cho phép
du dodn su ton tai chung cla ching. Viéc chan
doan sém giup ching ta tim ra giadi phap diéu
tri thich hgp cho bénh nhan tranh bién ching
khéng dang cé.
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