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qua diéu tri va gidam thiéu tac dung phu.

Lai cam on:Xin trén trong cdm dn Khoa Noi
tiét — Bénh vién 19-8, BO mon Khdp & Noi tiét -
Bénh vién 103 va Khoa Sinh ly bénh hoc - Vién
Quan y trong viéc hd trg thuc hién nghién ciru.
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TOM TAT

Phu thai la t|nh trang tich tu dich du thira trong
cac md dudi da va cac khoang cua cd thé, do nhiéu
nguyén nhan gay ra. Gan day, phu thai Iap lai dugc
cho 1a mét biéu hién cta nhiéu r6i loan du trit
lysosome, trong d6 c6 bénh  rGi loan
mucopolysaccharidosis, di truyén Ian trén nhiém sac
thé thu‘dng Kiéu hinh rat thay ddi, tir phu thai nang
gay tor _vong nghiém trong dén cac thé nhe cb kha
nang song sét dén tudi trerng thanh. Chung toi bao
cao mot trudng hgp lan dau tién dugc phat hién tai
Viét Nam co tién st phu thai hai [an lién tiép, két qua
choc hut dich 6i thai mang dot bién di hgp tir phic
C. 1325C>T va .1843C>T trén gen GUSB lién quan hdi
chu‘ng roi loan chuyen hda Mucopolysacchar|d05|s VII
gay phu thai, tran dich da mang. Phan tich hai dot
bién nay bang xét nghlem Sanger trén mau DNA cla
thai [an dau con luu lai cling mang hai bién thé tuong
tu, hai thai nhan 02 alleles tr hai b6 me mang kiéu
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gen di hgp tu. Tu van truGc sinh dugc ddt ra cho
nhu‘ng [an mang thai tlep theo nhu sang loc di truyén
truc lam t8, hodc chan doan trudc sinh bang phucong
phap sinh thlet gai rau hodc choc hut dich 6i.

Ta khoa: GUSB, mucopholysacchar|d05|s VII,
phu thai, bat thudng d| truyén, chan doan trudc sinh

SUMMARY
THE FIRST CASE DETECTED IN VIETNAM:
RECURRENT FETAL HYDROPS CAUSED BY

GUSB GENE MUTATIONS

Hydrops fetalis is a condition of excess fluid
accumulation in the fetus which has many causes.
Recently, recurrent fetal hydrops is thought to be a
symtom of many lysosomal storage disorders,
including mucopolysaccharidosis, an autosomal
recessive inheritance. Phenotypes are highly variable,
ranging from severe, fatal hydrops to mildly affected
fetus surviving into adulthood. We report a case
discovered for the first time in Vietnam with a history
of fetal hydrops two consecutive times. Amniocentesis
results showed that the fetus carried a complex
zygotic mutations ¢.1325C>T and c.1843C>T on the
GUSB gene related to the metabolic disorder
syndrome Mucopolysaccharidosis VII causing hydrops
fetalis. Analyze these two variants by Sanger
sequencing on the remaining DNA sample of the first
terminated fetus also carrying two similar variants, the
two fetuses received 02 alleles from two parents with
heterozygous genotypes. Prenatal counseling is given
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for subsequent pregnancies such as pre-implantation
genetic testing for monogenic disorders (PGT-M) or
prenatal diagnosis by amniocentesis or chorionic villus
sampling. Keywords: GUSB, mucopholysaccharidosis
VII, hydrops fetalis, genetic abnormalities, prenatal
diagnosis.
I. DAT VAN DE

Phu thai la tinh trang tich tu qua nhiéu dich
huyét thanh trong cac mé dudi da va khoang
huyét thanh cla thai, c6 thé do nhiéu nguyén
nhan gdy ra, gdy nhiéu thach thic trong chan
doan. Trong nhitng nam gan day, phu thai da
dudc biét dén cd thé 1a mot biéu hién clia nhiéu
rOi loan du trir lysosome!. MuGi rGi loan luu trir
lysosomal khac nhau hién d& dudc chan doan &
tré s¢ sinh bi phU thai, bao gom bénh
mucopolysaccharidosis (MPS) VII va IVA, bénh
Gaucher loai 2, bénh sialidosis, bénh
gangliosidosis GMI, bénh galactosialidosis, bénh
Niemann-Pick loai C, bénh u hat lan toa (bénh
Farber), bénh du trit axit sialic tu do & tré sg
sinh va bénh mucolipidosis II.

Mucopolysaccharidosis loai VII (MPS VII) con
dugc goi la hoi chirng Sly, la mot bénh cuc ky
hi€m gép do dot bi€én gen ma hoa beta-
glucuronldase (GUSB), nam trén nhlem sac thé
s6 7. MPS VII c6 ty |é hién mac udc tinh
<1:1.000.000 va chiém <3% téng sd cac bénh
MPS dugc chan doan?. La mdt bénh rdi loan dy
trit lysosome di truyén 13n nhiém sic thé thudng
dac trung bdi khong cé kha nang phéan huy
glycosaminoglycans chlra axit glucuronlc Kiéu
hinh rét thay déi, tir phl thai ndng gay t& vong
nghiém trong d&n cac thé nhe c6 kha ndng séng
s6t dén tudi trudng thanh3. Hau hét tré so sinh
bi phu thai déu chét non hodc chét ngay sau khi
sinh. Phu thai 1a mét bi€u hién phd bién va mot
ty 1€ 16n bénh nhan khong dugc phat hién vi
khdng sdng sét dé dudgc chan doan. Cac tré bi
nhe hon thudng bat dau cé dau hiéu va triéu
chiing cla tinh trang nay trong thdi thg du. Cac
d&c diém ctia MPS VII bao gdm dau to, ndo Ung
thuy, mat "tho" va IuGi 16n, gan va lach to, bat
thudng vé van tim, thodt vi ron hodc thoat vi
ben. Derng thd cd thé bi thu_hep & mdt s6
ngudi mac MPS VII, dan dén nhiém tring du’dng
h6é hap trén thu‘dng xuyen ngung thd khi ngu
nhiém trung tai tai phat va maét thinh luc. Tudi
tho cta nhitng ngudi mdc MPS VII phu thudc
vao mirc d6 nghiém trong cla cac tri€u chirng.
M6t s6 bi bénh biéu hién ndng tir trong bao thai,
khdng thé séng sét, trong khi nhitng ngudi khac
cd thé sbng dén tudi thi€u nién hodc trudng
thanh. Tai Viét Nam, viéc chin doadn cac bat
thuong di truyén & cac thai mac MPS VII chua
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tirng dugc bao cdo do bénh hiém gdp. Gan day,
nhG tién bo cla chan doan trudc sinh, xét
nghiém di truyén, nguyén nhan cta cac bénh
hiém da va dang ngay cang dugc lam sang to.

Il. BAO CAO CA BENH

Thai phu 30 tudi. PARA 0010. Tién st Dinh
chi thai nghén thai 19 tuan vi phu thai, tran dich
da mang, co lam xét nghiém di truyén nhung
khong tim dugc nguyén nhan gay bénh. Thai lan
nay, thai phu kham tai phong kham Tu phat hién
thai tran dich da mang, dén kham tai Trung tam
Can thiép bao thai lic thai 17 tuan. Siéu am
khao sat hinh thai thai phat hién: Thai tucng
duong 16 tuan 5 ngay theo siéu am. Tran dich
mang bung 3.4 mm. Tran dich mang tim 2.5
mm. Tran dich mang phdi 2.7 mm. D€ loai trir
cac nguyén nhan gay phu thai, tran dich da
mang, thai phu dugc chi dinh xét nghiém TORCH
(Toxoplasmosis, Rubella, Cytomegalovirus va
Herpes simplex virus). Két qua xét nghiém
TORCH: khong phdt hién bat thutng. Xét
nghiém téng phén tich t& bao mau ngoai vi cla
me cac chi s6 huyét hoc nam trong gidi han binh
thuGng, khéng nghi ngd mang gen thalassemia.
Thai phu dugc chi dinh choc 6i, mau dich 6i sau
khi 1ay ra dugc danh gia khong Ian mau me, cd da
luigng t& bao dé thuc hién xét nghiém di truyén.

Mau dich 6i dugc tach chiét DNA va dugc
ti€n hanh giai trinh tu whole exome sequencing
(WES) trén hé thong Miseq, mau dugc phan tich
tai Trung tam Di truyén lam sang va hé gen
Bénh V|en bai Hoc Y Ha Noi va xét nghlem
nhiém sic thé do trén mau dich i tai bénh vién
Phu san Ha Noi.

= o = .
Hinh 1. Hinh anh siéu 4m cua thai bi phu,
tran dich da mang
K&t qud nhiém sic thé d6 cta thai khong
phat hién bat thudng vé cau truc, s6 lugng &
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mic do nhiém sic thé. Két quad gidi trinh tu
WES: Thai dugc chan dodn mang di hgp t& phic
trén gen GUSB: c.1325C>T (phan loai chua ro
chlfc ndng theo Clinvar va ACMG) + ¢.1843C>T
(phan loai chua rd chiic nang theo ACMG, chua
dudc bao cao trén ClinVar) lién quan hdi chirng
rdi loan chuyén héa Mucopolysaccharidosis VII,
cd cac biu hién bat thudng lién quan 1a phu
thai, tran dich da mang Giai trinh tu Sanger hai
dot bién trén mau mau cua hai bd me dudc thuc
hién. Két qua: thai phu mang mot dot bién di
hgp tr c.1843C>T gen GUSB va chong mang dot
bién c.1325C>T trén gen GUSB moi ngudi mang
1 d6t bién khac nhau cung nam trén gen GUSB
va di truyen cho con. Tiép tuc khao sat 2 bi€n
thé nay trén mau DNA dich &i cla thai lan 1 da
dinh chi thai con luu lai cho thdy thai lan dau
mang dot bién di hgp tlr phiic két hgp 2 dot bién
€.1325C>T va ¢.1843C>T cla b6 va me gidng vdi
thai [an nay (k&t qua dudc thé hién trén hinh 2).

1. BAN LUAN

Phu thai la triéu chdng rat thudng gap trong
cac thai ky bénh ly. Tuy thudc vao nguyén nhan
gay phu ma xuat hién & cac giai doan khac nhau
cla thai ky. Thudng gdp nhat la cac truGng hop
phu thai do bénh Thalassemia: phu thai Hb
Bart’s xay ra chi & ba théng cudi thai ky, do két
hdp ha| mat doan 16n & ca bo va me.

Me: NM 001814 (GUSB): ¢.1843C>T (NP_000172‘2. p.ProB15Ser) di hop tir

B&: NM_000181 4(GUSB) ©.1325C>T (NP_000172.2: J‘Aa442\lal) dj hop tlr
A
I

Thai: NM_000181.4 (GUSB): ¢.1325C>T (NP_000172.2: p Alad42Val)
+¢.1843C>T (NP_000172.2: p.Pro6158er) di hop 1l phire

Hinh 2. Két qua giai trinh tu’ Sanger phat hién
dot bién gen trén mau dich 6i va mau mau b
me (vi tri vach xanh chi vi tri dot bién)

DPdc biét la khi phu thai cé tinh 1dp lai &
nhiéu thai ky, viéc tim nguyén nhan la cuc ky
quan trong dé chu ddng trong cac thai ky tiép
theo. Trong trudng hdp chlng t6i bao cao trén,
phu thai xay ra kha s6m & ngay ba thang giira
thai ky. Cac nguyén nhan phd bién gy phu thai

bao gébm: cac bat thudng hé tim mach, tan mau
bam sinh, nhiém trung trong t& cung (nhiém
Parvovirus B19, toxoplasma cytomegalovirus...),
cac bat thudng nhiém sic thé (Trisomy 13, 18,
21, Turner.. ), cac r8i loan chuyén hoda
(Gaucher, mucopolysaccaridoses...)*. Trong do
cac r6i loan chuyén hda dudc xép 1a 1 nhém I6n
trong cac nguyén nhan gay phu thai. Trudng
hgp chuing t6i bao cdo la 1 trong cac truGng hgp
nhu vay. Pac biét trong thdi ky cac xét nghiém
di truyén dang ngay cang phat trién, hy vong s8
gia dinh dugc chan doan nguyén nhan gay phu
thai 13p lai s€ ngay cang nhiéu hon, mang lai hy
vong cho nhiéu gia dinh.

Két qua xét nghiém dich 6i cho thdy: Phat
hién 02 bién thé trén gen GUSB: c.1325C>T
(phan loai chua ro chiic nang theo ClinVar va Hoi
Di truyén va Hé gen Y khoa Hoa Ky (American
College of Medical Genetics -ACMG) va
€.1843C>T (phan loai chua rdo chdc nang theo
ACMG, chua dugc bao cao trén Clinvar) lién
quan hdi ching r8i loan chuyén hoa
Mucopolysaccharidosis VII, cé cac bi€u hién bat
thuGng lién quan la phu thai, tran dich da mang.
Tuy chua dugc bao cao trén ClinVar va phan loai
van chua ré chirc nang nhung khao sat 2 bién
thé nay trén hai b6 me va thai [an dau bi phu
thai cho thay: thai phu l[an dau cling mang hai
bién thé két hdp gibng thai [an nay. Khao sat hai
bién thé trén thai phu: thai phu mang mét dot
bién di hgp tir c.1843C>T gen GUSB va chong
mang dot bién ¢.1325C>T gen GUSB. Trén thé
gidi da c6 nhitng bao cao vé cac trudng hgp phu
thai 13p lai gdy ra bdi hoi ching
Mucopolysaccharidosis VII, tuy nhién day la
trudng hgp dau tién cac dot bién trén gen GUSB
dugc ghi nhan & hai thai bi phu lién tiép va nhan
t moi b6/ me mot dot bién gen, du chua dugc
bdo cdo trén cd sd dir lieu ClinvVar. D6i chi€u véi
ki€u hinh cla thai nhi c6 su lién quan chit ché
gilta dot bién phat hién dugc véi cac triéu chirng
phu thai, tran dich da mang la cac triéu ching
ldm sang cla ca bénh. K&t qua nay la bdng
chiing b6 sung thém cho co s§ dir liéu vé di
truyén clia bénh hiém nay trong ngan hang dir
liéu gen. 02 alleles cd ngudn gbc tur hai b me di
hop tl, 1a dang bién thé hiém gdp, vi vy can
khai thac sdu hon tién st gia dinh dé€ xac dinh
hai vg chong c6 chung huyét thdng hay khong
va xac dinh cac d6i tugng co nguy cd mang bién
thé trong gia hé. Tu van trudc sinh dugc dat ra
cho nhitng [an mang thai ti€p theo. C6 thé Ilya
chon phuang phap dé trdnh mang thai mac bénh
nhu thu tinh nhan tao trong éng nghiém va sang
loc tién lam t8, hodc chan doan trudc sinh cho
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thai bang cac phuong phap sinh thiét gai rau
hoac choc hat dich 6i.

T4t c& cac thé rdi loan chuyén hda
Mucopolysacchar|d05|s déu la r6i loan di truyén
I&n trén nhiém sic thé terdng, ngoai trir MPS 11
di truyén lién két véi nhiém sic thé gIO’I tinh X.
Cac bat thudng di truyén da dugc bao cao trong
cac thé khac nhau®,8. Ki€u hinh cla nhiing rdi
loan nay rdt dao dong tir nhe dén nang. Noi
chung, mic d6 nghiém trong phu thudc vao s6
lugng enzyme hoat dong con lai, ¢ lién quan
dén kiéu gen ctia bénh nhén bi anh hudng. Cac
dot bién cho Qhep mot quong nhd hoat dong cla
enzyme s& dan dén cac ki€u hinh ldm sang it
nghiém trong hon. Ddc biét ki€u hinh cla MPS
VII rat bién thién, cd thé rat nhe tdi rat ndng, t
vong ngay trong tur cung, gay kho khan cho tu
van di truyén trudc sinh.

IV. KET LUAN

Phu thai 13p lai & cac lan mang thai do nhiéu
nguyén nhan khac nhau, trong dé6 nhém bénh ly
rdi loan chuyén hdéa can dugc luu y déc biét la
khi da loai trir hét cac nguyén nhan gay gap khac.

Chidng t6i bao cdo mét trudng hgp phu thai
I3p lai mang hai bién thé di hgp tir phic: trén
gen GUSB: ¢.1325C>T (phan loai chua rd chiic
nang theo ClinVar va ACMG) va c.1843C>T
(phan loai chua rd chirc ndng theo ACMG, chua
dugc bao cdo trén Clinvar) lién quan t&i hoi
chirng roi loan chuyén hda
Mucopolysaccharidosis VII, ¢ cac biéu hién 1am

sang phu hgp la phu thai, tran dich da mang.
Bién thé nay dugc khdng dinh bang giai trinh tu
Sanger, phat hién thai phu [an dau cling mang
hai bién thé tuong tu, moi bo/ me truyén mot
dot bién cho thai. Phat hién nay la bang ching
b6 sung thém dif liéu vé bi€u hién bénh cho
ngén héng cd s@ dir Iiéu gen.
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TOM TAT

Pat van dé: Ngung tim ngoai vién (Out-of-
hospital cardiac arrest — OHCA) la mot trong nhiing
tinh trang nghiém trong trong thuc hanh y khoa. Ti Ié
song sét va tai lap tuan hoan tu nhién (Return of
spontaneous circulation - ROSC) con thap. Viéc xac
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dinh d3c diém Idm sang, cn 1dm sang, nguyén nhan
va két cuc trén nhdm ngudi bénh nay sé gop phan
cung cdp thdng tin rd hon vé thuc trang ngung tim
Xay ra bén ngoa| bénh vién tir d6 c6 thém thong tin,
dir liéu lam sang giup cho viéc diéu tri ngudi benh
(NB) dudc t6t han. Muc tiéu: Khao sat déc diém [am
sang, can lam sang, nguyen nhan va két cuc cia NB
OHCA. Perdng phap va déi tuong nghién ciru:
Cat ngang mo ta, hoi ctu & NB OHCA khong do chan
thuang c6 do tu0| tor 18 trg Ién, nhap vién tai Khoa
Cap clru Bénh vién Pai hoc Y Derc Thanh ph6 H6 Chi
Minh. Két qua: Tur 01/12/2021 den 30/08/2024 c6 93
NB ngung tim ngoai vién, do tudi trung binh la 66,86
+ 15,9. Khé thd la trleu chitng phd bién dugc gh|



