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hoi chung opitz-kaveggia do bien thé gay bénh gen
MEDI2: bao cao ca bénh dau tién tai Viét Nam

A fetus with complex brain abnormalities diagnosed with opitz-kaveggia
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Tom tat

Muc tiéu: Mé ta dac diém hinh thaéi trudc sinh va gia tri clia chan doan di truyén trong viéc phat hién
Hoi ching Opitz-Kaveggia, qua d6 gép phan dinh hudng tién lugng va tu van di truyén. Déi tuong va
phuong phdp: Bdo cdo mot trudng hgp thai 22-26 tuan tudi cé bat thudng hé than kinh trung uong trén
siéu am. Thai dugc khao sat hinh thai chi tiét bang siéu am va MRI, déng thdi dugc thuc hién giai trinh tu
exome (ES) trén mau dich i nudi cdy dé tim nguyén nhan di truyén. Két qud: Siéu am va MRI ghi nhan
cac bat thudng nao gém: gian nao that hai bén, thiéu san thé chai, khéng quan sat dugc véach trong suét,
ranh Sylvius kém phat trién va ti€u ndo nho. Phan tich exome phat hién bién thé gay bénh
MED12:c.2881C>T, ban hagp tl, qua do6 xac dinh chan doan hdi chiing Opitz-Kaveggia. Két ludn: Trudng
hgp nay cho thay viéc két hgp siéu am, MRI va phan tich di truyén phan t cé vai trd quan trong trong
chdn doan truéc sinh héi ching hiém Opitz-Kaveggia. Két qua giup mé réng phé kiéu hinh thai nhi, hé
trg tién lugng, quan ly thai ky va tu van nguy co tai mac cho gia dinh.

Keywords: Hoi chiing Opitz-Kaveggia, MED12, chdn doan trudc sinh, gian nao that, thiéu san thé chai

Summary

Objective: To describe the prenatal phenotypic features and the value of genetic testing in detecting
Opitz-Kaveggia syndrome, thereby contributing to prognostic assessment and genetic counseling.
Subject and method: We report a fetus at 22-26 weeks of gestation presenting with central nervous
system abnormalities on ultrasound. Detailed fetal structural assessment was performed using
ultrasound and magnetic resonance imaging (MRI). Whole-exome sequencing (ES) was conducted on
cultured amniotic fluid to investigate the underlying genetic etiology. Result: Ultrasound and MRI
revealed multiple brain abnormalities, including bilateral ventriculomegaly, corpus callosum hypoplasia,
absence of the septum pellucidum, poorly developed Sylvian fissures, and cerebellar hypoplasia. ES
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identified a hemizygous pathogenic variant in the MED12 gene (c.2881C>T), confirming the diagnosis of
Opitz-Kaveggia syndrome. Conclusion: This case highlights the important role of integrating detailed
fetal imaging with molecular genetic analysis in the prenatal diagnosis of rare syndromes such as Opitz-
Kaveggia. The findings expand the fetal phenotypic spectrum and provide valuable information for
prognosis, pregnancy management, and genetic counseling regarding recurrence risk.

Keywords: Opitz-Kaveggia syndrome; MED12; prenatal diagnosis; ventriculomegaly; corpus callosum

hypoplasia.

1. DAT VAN BE

H6i ching Opitz-Kaveggia (Opitz-Kaveggia
syndrome - OKS; MIM #305450) la mét thé cha hoi
ching FG (FG syndrome 1, FGS1) - moét r6i loan di
truyén hiém gap, lan dau dugc mo ta bdi Opitz va
Kaveggia nam 1974 trén hai anh em ho bi bénh véi
tén c6 chir cai dau la F va G'. Hoi chiing FG la mot réi
loan phat trién tri tué lién két nhiém sac thé gidi tinh
X, dac trung bai cac dac diém di dang, bao gobm dau
to, khodng cach gitta hai mat rong, khe mi mat xéch
xudng, tran dé véi toc mai hat Ién, va ngdn tay cai va
ngén chan cai to. Hau hét bénh nhan déu bi cham
phét trién tam than muc dé ti nhe dén nang, gidm
truong luc co, tdo bon va thiéu san thé chai’. OKS la
mét ki€u hinh lién quan tGi bién thé gay bénh trén
gen MEDI12. Gen MED12 nam trén nhiém sic thé
Xq13, ma hoa mét tiéu don vi quan trong clia phuc
hop trung gian (mediator complex) (RNA polymerase
Il) tham gia diéu hoa phién ma. Trong giai doan phoi
thai, MED12 gi(t vai trd thiét yéu trong phat trién hé
than kinh trung uong, vi vay cac bién thé gay bénh
thuong dan téi bat thudng cau tric nédo va réi loan
phat trién than kinh®. Dén nay, da c6 hon 100 bién thé
trén gen MED12 dugc bdo cado lién quan dén hoi
ching FG va cac réi loan phat trién than kinh khac”.

Trong chan doan trudc sinh, OKS ¢6 thé dugc goi
y bdi cac bat thudng hinh thai nhu gian nao that,
thiéu san thé chai, thiéu san vach trong suét hoac bat
thuong tiéu nao’. Tuy nhién, nhiing ddu hiéu nay
khéng dac hiéu va dé bi nham lan vai nhiéu réi loan di
truyén khac, khién viéc nhan dién bénh trudc sinh trg
nén thach thuc, dac biét trong nhiéu trudng hop bat
thudng hé than kinh khéng dugc chan doan trudc khi
dinh chi thai hodc chi xét nghiém & muc dé nhiém sac
thé hodc nhiém séc thé phan t& (CMA/CNVseq). Ung
dung cla gidi trinh ty gen thé hé méi (Next-
Generation Sequencing) da gilip tang kha nang chan

doan xac dinh cac héi ching/bénh di truyén don gen
tU giai doan bao thai®.

Y van thé gidi da bao cdo nhiéu ca bénh lién
quan t6i MED12 sau sinh v&i bi€u hién lam sang da
dang va mét s6 ca trudc sinh véi mé ta kiéu hinh
han ché. Tai Viét Nam, chua c6 ca bénh Opitz-
Kaveggia dugc chan doan trudc sinh. Ching téi bao
cdo mét trudng hgp thai 22 tuan dugc chidn doéan
hoi chuing Opitz-Kaveggia do bién thé gay bénh
MED12 bang gii trinh tu hé gen ma hda (exome
sequencing - ES). Viéc mé ta day du kiéu hinh trudc
sinh va chan doéan phan t xac dinh c6 y nghia quan
trong doi vai viéc tién lugng va quan ly thai ky doi
VvGi cac bat thudng than kinh trung uong phuc tap
va tu van di truyén.

Il. TRUONG HOP LAM SANG

Thai phu 31 tudi dén kham va tu van di truyén
trudc sinh & tuan thai khoang 23 tuan do siéu am
thai phat hién bat thudng. Tién st ban than va gia
dinh chua ghi nhan bat thudng, khong két hon can
huyét. Tién st san khoa: PARA 1011, con gai dau sinh
m& nam 2021, hién tai khée manh; 1an thai th hai
sdy thai s6m. Hién dang mang thai lan tha 3. Qua
trinh mang thai, stic khoe clia me binh thuong. Két
qua sang loc léch boi 5 cdp nhiém sic thé (NST) &
tuan thai thar 10 cé nguy co thap bat thudng nhiém
sac thé. Siéu am dinh ky & tuan thai 12 va 18 khéng
phét hién bat thudng. Tdi tuan thai tha 22 - 23, thai
phu siéu am tai 3 co s y té (doc lap) khac nhau
trong 2 ngay, cac két luan nhu sau:

Thai 23w0d: Gian nhe ndo that bén bén trai
11mm, nao that bén bén phai & gidi han cao 9mm,
thiéu san thé chai, thiéu san hoép vach trong suét,
ranh Sylvius 2 bén kém phat trién, tiéu ndo nho
(bach phan vi thu 1,6). Hep eo BMC.

Thai 22w0d: Gian nao that hai bén: trai 11,7mm
va phai 10,3mm, thai nhé hon so vdi tudi thai.
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Thai 22w6d - Gian nao that 02 bén hinh giot
nudc 12,5 mm, khong quan sat thdy vach trong suét.
Do su phoi hgp cta bat thudng nao phtc tap va
tim mach ciing v&i tuan thai I6n, thai phu dugc tu
van choc 6i va xét nghiém déng thoi NST do, xét

th hai (CNV sequencing - CNVseq) va giai trinh tu
hé gen ma hda (exome sequencing - ES) cho mau
dich 6i nuo6i cay. Trong thai gian cha két qua choc 6i,
thai phu dugc tiép tuc theo déi bang siéu am va sau
d6 la chup MRI nao thai nhi téi tuan thai 27 (Bang 1).

nghiém bién thé s6 ban sao bang giai trinh tu thé hé

Bang 1. Thong tin lam sang

A. Bat san thé chai khéng hoan toan
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(Cerebellar hypoplasia)

Hep eo déng mach chu
(Coarctation of aorta)

Tran phéng (Flat forehead)
Tai nho (Microtia)

Ngoén chan cai to (Broad
hallux)

trong/chiéu dai thé chai: 6.5), chi quan sat
thay mot phan thé chai, bé day khéng déu;
Gian nhe nao that bén hai bén (d6 1, do tai
vi tri ngad tu: bén tradi 10,1mm, bén phai
10.2mm); Thuy nhdng nho (chiéu cao:
12mm <2 bach phan vi, dudng kinh sau
thuy nhéng: 8,Tmm < 2 bach phan vi; dién
tich thuy nhong: 93mm? 3 bach phan vi);
Céc ranh Sylvius hai bén ma rong nhe so

Tudi thai Danh phap ki€u hinh . A b: A n A Tiénsi | Kétcuc
chén doan ngui (HPO terms) Cacphathién chinh trén siéudmvaMRI | o ginh | thai ky
Phat hién trén siéu am tuan 22-23: Gian
nao that; Thiéu san thé chai; Khéng quan
] sat thdy vach trong suét; Ranh Sylvius kém
Gidan ndo that hai bén | phat trién hai bén; Ti€u ndo nhé (bach
(Bilateral ventriculomegaly) | phan vi = 1.6); Hep eo déng mach chi
Thiéu san  thé  chai | phat hién thém trén siéu am tuan 24: Tran
(Aplasia/Hypoplasia of the | phing, day da trudc tran; Hop vach trong
corpus callosum) suét nam ngang, sting tran nao that bén 2
Khong quan sat thdy véch | bén hinh ddu phay
trong sudt (Absent septum | ph4t hién thém trén siéu am tuan 27: Hai
pellucidum) tai nhd; Theo doéi hdu mon dang mang;
Bat thudng rénh cuén néo | Ngén chan cai hai bén to. (Hinh 1) Dinh chi
22-27tuan | (Abnormal cerebral cortex | phat hién trén MRI: 27 tudn 1 ngay: Loan | Khong | thailtc
morphology) san thé chai: Thé chai ngdn (12mm < 1 29 tuan
Thiéu sadn  tiu nado | bach phan vi; dudng kinh tran chdm

véi tudi thai (Hinh 2)

B. Gian nhe nao that bén 10.7 mm
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Hop vach trong suét ndm ngang (dau mdi tén vang),

sUing trdn ndo tht bén hinh du phy (@iumdi téntring) - 16} 30 nho, dutng kinh ngang tiéu ndo 23mm

F. Day da trudc tran (dau mdi tén vang),
tran phang (mi tén trang)
Hinh 1. Cac hinh &nh siéu am thai th&i diém 24 tuan thai (A-F)
Chd thich: Mai tén chi diém vao cac ciu tric bat thudng trén hinh anh siéu am 2D

E. Hep eo dong mach cha

Hinh 2. Cac hinh anh céng hudng ti nao thai nhi
Chd thich: Hinh anh CHT néo thai nhi, trén chudi xung T2-HASTE. A-mat cat ngang. B-mat cat ding doc gilia
va C-mat c3t diing ngang. Thé chai ngdn, bé day khong déu (dau ma tén den). Ranh Sylvius hai bén mé réng so
Vi tudi thai (mai tén den). Gian nhe nao that (hinh hoa thi). Mat det (mdi tén trdng). Thuy nhéng nhé (Hinh B).
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Phuong phap xét nghiém ES va CNVseq: DNA
dugc tach chiét va dugc chuan bi thu vién giai trinh
tu bang kit New England Biolabs (Hoa Ky). Cac phan
mdanh DNA trong vung gen muc tiéu sé dugc lam
giau st dung mau do dac hiéu IDTDNA (Hoa Ky), sau
do dugc giai trinh tu trén hé théng giai trinh tu thé
hé mai NextSeq, lllumina (Hoa Ky) véi do pht trung
binh khoang 100X. T6i thi€u 95% viung gen muc tiéu
c6 do6 phu trén 10x. Két qua giai trinh tu sé dugc so
sanh vdi bd gen tham chiéu GRCh38 dé xac dinh cac
bién thé di truyén. Dua trén cg s& dit liéu di truyén
hién c6 (bao gom dir liéu 1000 bo gen, ESP), cac bién
thé hiém véi tan suat dudi 1% trong quan thé sé
dugc ti€p tuc phan I6p. Cac bién thé dugc phan loai
dua trén co sé dir liéu ClinVar ctia Vién Suc khée
Quéc gia Hoa Ky (U.S. National Institutes of Health)
va tiéu chi phan loai bién thé cta Hiép hoi Di truyén
Y khoa va Hé gen hoc Hoa Ky (American College of
Medical Genetics- ACMG) dugc cap nhat tdéi thoi
diém tra két qua. Pham vi khéo sat va giGi han cla
xét nghiém: Cac bién thé di truyén dugc khao sat
bao gém: dét bién diém, mat doan va chén doan
ngan (dudi 10 nucleotide) trong vung ma hoa
(coding region) va vung lan can vdi intron (-10/4+10
nucleotide tU exon) cua nhiing gen khdo sat. Cac
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loai bién d6i di truyén nhu tai sdp xép gen (chuyén
doan, dao doan ...) hoac bién thé nam trong vung
ldap ngdn (short tandem repeat), vung giad gen
(pseudogene) hoac bién thé dang kham (mosaicism)
c6 thé khéng dugc phat hién. Xét nghiém khong
khao sét cac gen trong ty thé. Xét nghiém bao gém
khao sat bién thé s6 lugng ban sao (mat doan/lap
doan nhd NST véi kich thudc = 400kb).

Két qua phan tich NST va bién thé s6 lugng ban
sao chua phat hién bat thuong. ES phat hién bién
thé gdy bénh dang ban hop t& trén gen
MED12(NM_005120.3):c.2881C>T (p.Arg961Trp).
Bién thé sai nghia nay da dugc phan loai Gay bénh
(10)/C6 kha ndng gay bénh (1) trén ClinVar véi 11
ban ghi va Gay bénh theo hudng dan phan loai bién
thé theo ACMG (PS2, PS3, PS4, PM2_Supporting).
Bién thé nay da dugc xac nhan bang gidi trinh tu
Sanger trén mau dich 6i nuéi cdy (Hinh 3). Gia dinh
dugc tu van vé tién lugng cua thai va tré sau sinh,
Gia dinh dua ra quyét dinh cham dut thai ky. Vé di
truyén, tu van gidi trinh ty Sanger bién thé gen
MED12 trén & thai phu dé xac dinh ngudn géc bién
thé, danh gia nguy ca tai mac va cac phuong phéap
han ché tai mac & lan mang thai sau.

i
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Hinh 3. Hinh anh két qua gidi trinh ty Sanger cla bién thé ¢.2881C>T trén gen MED12 & mau dich 8i nudi cay.
(Ghi chud: Mi tén xanh chi vi tri bién thé khao sat: NM_005120.3(MED12):c.2881C>T (p.Arg961Trp))

IV. BAN LUAN

Chan doan trudc sinh cac réi loan don gen c6
bi€u hién bat thudng cau trdc than kinh trung uong
van la moét thach thic 16n trong thuc hanh 1am sang,
do hinh anh siéu am thudng khéng dac hiéu va c6
su chéng lap dang ké giltta nhiéu héi ching di
truyén va nguyén nhan mac phai. Trong thuc hanh
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lam sang trudc sinh, viéc chan doan phan biét OKS
vdi cac roi loan da di tat khac con nhiéu thach thic
do cac bat thuong hé than kinh trung uong nhu
gian nao that hodc thi€u san thé chai déu la nhiing
dau hiéu khong dac hiéu va c6 thé gap trong nhiéu
bénh ly di truyén. Trong s6 cac héi chiing can luu y,
Smith-Lemli-Opitz syndrome va Bohring-Opitz
syndrome la nhiing chan doan phan biét quan trong



TAP CHI Y DUOC LAM SANG 108

Tap 21- 56 7/2026

DOI: https://doi.org/10.52389/ydlIs.v21i7.3132

do ¢6 su chéng 1ap vé biéu hién hinh thai trudc sinh.
Tuy nhién, mot s6 dac diém goi y cé thé gidp dinh
hudng. G hoi chiing Opitz-Kaveggia, cac bat thudng
hinh thai khuén mat va dau hiéu nhu ngén chan cai
to co thé la goi y, mac du cac dac diém nay thudng
khoé danh gia trén siéu am. Trong khi d6, héi chiing
Smith-Lemli-Opitz thudng lién quan dén dinh ngon
chéan 2-3 va bat thudng ca quan sinh duc, phan anh
réi loan chuyén héa cholesterol do dét bién DHCR?.
Ngudgc lai, hoi chiing Bohring-Opitz, lién quan dén
doét bién ASXL1, thudng bi€u hién vaéi tu thé chi trén
co gap dac trung (“BOS posture”) va cham phat trién
nang. Mac du cac dau hiéu hinh thai nay cé gia tri
dinh hudng, chung khéng phai ltc nao clng hién
dién day du tai thoi diém khao sat, dac biét trong
giai doan gilta thai ky. Do d6, viéc két hgp siéu am
hinh thai chi tiét, cdng hudng ti thai nhi va cac ky
thuat di truyén phan ti nhu gidi trinh tu exome la
can thiét dé thiét lap chan doan chinh xac, tir d6 hé
trg tién lugng va tu van di truyén cho gia dinh. Bén
canh dé, véi thuc té nhiéu truong hgp tai Viét Nam
dugc tu van/lua chon diing thai ma khéng thuc hién
chan doan di truyén hoac chi khao sat t6i bat

thudng s6 luong NST hodac mat doan/lap doan nho
NST, cac réi loan di truyén don gen, trong d6 c6 gen
MED12 lién quan tSi OKS c6 thé khéng dugc chan
doan day du.

Thiéu hut MED12 dan td&i cac kiéu hinh cGa hoi
chung FG loai 1 (FGS1, MIM: #305450) hay OKS, hoi
chung Lujan (LS, MIM: #309520), héi ching Ohdo
lien két X (XLOS, MIM: #300895), thi€u nang tri tué
khong dac hiéu (NSID) va héi ching Hardikar (HS,
MIM: #301068). Ngoai HS, mét hoi ching lam sang
mo ta cac bat thudng & nlt gidi mang gen bénh, bén
hoi chiing con lai déu gay ra khuyét tat phat trién
va/hoac tri tué & nam gidi mac bénh. Viéc phan biét
chi tiét nhiéu ki€u hinh khac nhau do céc bién thé
ban hgp t& MED12 nay gidp chan doan phan biét &
bénh nhan sau sinh. Tuy nhién, cac dau hiéu dugc
biét dén vé thiéu hut MED12 thong qua cac xét
nghiém trudc sinh con rat han ché’. Qua siéu am
trudc sinh, ngudi ta da phat hién ra cac bat thudng
nhu bat san thé chai (ACC), khe h& moéi va khe ha
ham, tat mat nho, tat ham nho, ngdn tay cai va ngdn
chan cai rong & thai nhi thiéu hut MED12 do cac
bién thé gen khac nhau®™.

Bang 2. Kiéu hinh trudc sinh dugc bao cao
& cac trudng hop mang bién thé MED12 ¢.2881C>T (p.Arg961Trp)

Tac gia - nam S6 ca Dau hiéu trudc sinh dugc ghi nhan Ghi cha
Opitz & Kaveggia, 1974 1 Giam cr doéng thai HOi cliu tur tién sir
Keller va cong su, 19767 1 Thai du thang, khong mo ta siéu am Khéng dac hiéu
Risheg va céng su 20073 5 Giam ctr dong thai Khong cé mé ta hinh anh hoc
Graham va cong su, 2008’ 2 Nghi ng& bat thudng ti thai ky Khong co di liéu chi tiét
Trujillano va cong su, 2017" 1 Thai ky bat thuong khong dac hiéu Phat hién sau sinh

D liéu vé biéu hién trudc sinh cla cac trudng
hop mang bién thé sai nghia MED12:c.2881C>T nhu
trudng hgp clia ching toi con rat han ché, phan I6n
chi dugc ghi nhan hoéi clitu hodc khéng dugec mo ta
chi tiét (Bang 2)>'""?. Trong ca bénh clia ching t6i,
thai nhi cé nhiéu bat thudng cau trdc nao dugc phat
hién trén siéu am, bao gobm gian nao that, thi€u san
thé chai, bat thudng ranh Sylvius va tiéu nao nho,
kém theo di tat tim bam sinh. Bién thé ¢.2881C>T la
moét bién thé gay bénh thudng gap trong OKS, da

dugc bdo cdo nhiéu lan trong y van va dugc phan
loai Gay bénh*". V& co ché phan td, bién thé
MED12:c.2881C>T lam thay déi axit amin tha 961
Arginine thanh Tryptophan tai mét vung protein
bdo ton cao, dugc cho la lam thay d6i ai luc tuong
tac cta phuic hop Mediator véi cac yéu t6 phién ma
dac hiéu mé than kinh va tim mach’. Phiic hgp nay
hoat dong nhu mét gian gido (scaffold) dé lap rap
phtic hgp tién khéi dau, dac biét tham gia diéu phoi
cac con dudng tin hiéu then chét trong phat trién
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phoi thai nhu Wnt va Sonic Hedgehog (SHH) - quyét
dinh sy phan chia cac ving clia ndo b, su di cu cla
cac té bao than kinh va su hinh thanh cac bé soi
mép (nhu thé chai)’. Ngudi bénh mang bién thé nay
thudng c6 bat thudng thé chai, gian nao that, dau
tuong déi to, giam truang luc co, bat thudng hau
mon - truc trang va di tat tim',

Trong ca bénh cla chudng t6i, cac phat hién
trudc sinh phu hgp vai buc tranh 1am sang dién hinh
cla OKS: thai nhi c6 nhiéu bat thudng cau tric nao
trén siéu am va MRI, bao gém gian nao that, thiéu
san thé chai, bat thudng ranh cudén néo va tiéu nao
nho, kém theo hep eo déng mach chu. Cac bat
thudng b sung vé di hinh khuén mat (dysmorphy)
dugc phat hién & cac thai diém mudn hon nhu tran
phang, tai nho; dac diém ngdn chan cai to (phu hgp
véi hinh anh sau khi dinh chi thai nghén). Viéc phat
hién bién thé MED12:c.2881C>T (p.Arg961Trp) bang
ES da cho phép chan doan OKS ngay tu giai doan
bao thai. Thai/ngudi nam ban hop ti (hemizygous)
déu biéu hién kiéu hinh OKS dién hinh, trong khi nir
gidi di hop ti c6 biéu hién nhe hodc khéng cé triéu
ching do su bat hoat NST X (X-inactivation). Pa s6
céac trudng hop mang bién thé & nam gidi di truyén
tU ngudi me, do dé can xét nghiém cho ngudi me
trong trudng hop nay dé tu van vé nguy co di truyén
bién thé gen nay la 50% & méi lan mang thai/sinh
con, néu khdng dinh ngudi me mang bién thé gen di
hop t&. Khi d6, chdn doan trudc sinh/chan doan
trudc chuyén phéi nén dugc thuc hién.

V. KET LUAN

Bién thé gay bénh cia gen MED12:¢.2881C>T la
mot trong nhiing nguyén nhan gay da di tat, ddc
biét la cac bat thudng nao nang. Ca bénh nay goép
phan mé& rong hiéu biét vé phé kiéu hinh chi tiét
trudc sinh clia hoi chiing Opitz-Kaveggia do bién thé
gen MED12:c.2881C>T gay ra, dong thai cling ¢ vai
trd cla gidi trinh tu gen thé hé mai trong chan doén
xac dinh nguyén nhan cac bat thuong ctia hé than
kinh trung uong va tu van di truyén.

L&icamon
Chuing t6i xin bay té long biét on dén thai phu

da tham gia nghién ctu va gia dinh cta ho, cling
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nhu tat cd nhirng ngudi tham gia nghién cdu, vi su
hgp tac tan tinh clia ho.
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