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TOM TAT

Trisomy mét phdn nhiém sdc thé (NST) 13 la mét hoi chiing hiém gdip, biéu hién véi cdc triéu
ching lam sang da dang nhu di tat than kinh, di tdt tim bam sinh phc tap, di dang so mdt. Cdc
triéu ching ndng c6 thé biéu hién tir thdi ky bao thai gdy sdy thai, luu thai hodc tir vong trong
ndm ddu tién. Mot sé trudng hop cé thé c6 kéo dai tudi tho hon, c6 kiéu hinh da di tat nhu: bo
mat bdt thudng, chdm phadt trién, tim bdm sinh, tay thira ngén, di tdt ham mat, co giat. Nghién
ctu nay bdo cdo 1 trudng hop ngudi bénh mang trisomy 13 mét phdn véi cdc biéu hién lam
sang: bd mdt bdt thuong, khe hd vom miéng, ndo tng thuy bdm sinh, chdm phdt trién tém thdn
vdn déng. Ngudi bénh c6 két qua phan tich NST la: 46,XX,+der(13)t(13;21)(q32;q21),-21mat, bdt
thuong NST c6 ngudn géc tir me. Vi két qua phdn tich NST nay ngodi bdt thudng trisomy mét
phdn NST 13 ngudi bénh con cé bdt thuong dang monosomy 1 phdn NST 21. Monosomy mét
phdn NST 21 doan 21p13-qg21 ciing la mét bdt thudng NST hiém gdp véi triéu ching thudng
gdp la chdm phdt trién tadm thdn & muc dé nhe dén trung binh.

Tirkhéa: HC Patau, trisomy 13, trisomy mét phdn NST 13, monosomy 21 mét phan.

GENETIC ALTERATIONS AND CLINICAL FEATURES OF PATIENTS WITH PARTIAL
TRIISOMY OF CHROMOSOME 13: CASE REPORT

Tran Thi Huyen, An Thuy Lan, Hoang Thi Thanh Moc, Dinh Thi Hong Nhung,

Tran Thi Nga, Le Thi Lieu, Ngo Thi Bich Ngoc, Nguyen Xuan Huy, Duong Thi Thu Thuy,
Hoang Tien Chung, Pham Quoc Tuan, Ngo Diem Ngoc

Vietnam National Children’s Hospital

Partial trisomy of chromosome 13 is a rare syndrome, manifested with diverse clinical
symptoms such as neurological malformations, complex congenital heart defects, and
craniofacial malformations. Severe symptoms can manifest from the fetal period causing
miscarriage, stillbirth, or death in the first year. Some cases may have a longer life span,
with multiple malformations such as: abnormal face, slow development, congenital heart
disease, polydactyly, facial malformations, seizures. This study reports 1 case of a patient
with partial trisomy 13 with clinical manifestations: abnormal face, cleft palate, congenital
hydrocephalus, psychomotor retardation. The patient had the following chromosome
analysis results: 46,XX,+der(13)t(13;21)(932;921),-21mat, the chromosomal abnormality
originated from the mother. With this chromosome analysis result, in addition to the partial
trisomy of chromosome 13, the patient also has a partial monosomy of chromosome 21.
Partial monosomy of chromosome 21 at 21p13-g21 is also a rare chromosome abnormality
with common symptoms of mild to moderate mental retardation.
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I. DAT VAN BE

Trisomy 13 la mot bat thudng hiém gap véi
ty 1& 1 trén 16.000 tré dé séng [1]. Patau mé ta
lan dau tién vao nam 1960, véi cac di tat bam
sinh nhu bat thuong ctia hé théng than kinh
trung uong (cham phat trién tam than, co giat,
tat dau nho, ndo Uing thay), st méi hoac hd ham
éch, thtia ngon tay hoac chan. Tim bam sinh
gap trong 80% trudng hgp mac trisomy 13 [2].
Trisomy mot phan NST 13 rat hiém gap véi cac
ki€u hinh 1am sang tuong tu nhu trisomy 13. Ty
|& s6ng clia bénh nhan trisomy mot phan NST 13
c6 thé khac nhau nhung hau hét déu c6 di tat &
nhiéu cag quan trong ca thé. Trisomy mét phan
NST 13 thudng do chuyén doan hodc dao doan
can bang c6 nguén goc tir b6 hodc me, rat hiém
truong hop la dot bién mai phat sinh.

Monosomy 21 mét phan la cling la mot bat
thudng di truyén hiém gap vai biéu hién kiéu
hinh khong déng nhat. Mot s6 triéu ching
thudng gap nhu: bé mat bat thuong, cham phat
trién tdm than van dong, di tat tim bam sinh, co
giat. Bat thudng monosomy 21 mot phan thudng
xay ra kém theo cing mét Iéch boi mét phan NST
khac, hau qua clia chuyén doan can bang NST &
b6 hoac me [3],[4], rat hiém céac trudng hop duoc
bdo cdo mang trisomy 21 mét phan don doc.

Nghién cdu nay bao cdo mét trudng hgp
bénh nhi ni 2 thang tudi, dugc xac dinh cé bat
thuong vat liéu di truyén trisomy mot phan
NST13 va monosomy mot phan NST 21 bang
ky thuat xét nghiém céng thiic NST va xac dinh
gen bang ky thuat FISH, cac bat thuosng NST ¢6
nguén géc tir me.

Il. GIGI THIEU CA BENH

2.1. Théng tin chung

Bénh nhi nr 2 thang tudi, tré 1a con dau, bé 28
tudi, me 26 tudi, bd me két hon khong can huyét
va chua phat hién tinh trang bénh tat nao dac
biét. Me mang thai tu nhién, siéu am thai khéng
phat hién bat thudng cdu tric cac hé co quan,
cac xét nghiém sang loc trudc sinh nguy co thap,
phat hién thai cham tang trudng trong ti cung
tU tuan thai 32. Tré dugc sinh thudng & tuan thai
37, can nang luc sinh 1900g.
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Lam sang: sau sinh tré mac viém phé quan
phdi tai dién nhiéu lan (24 1an nhap vién/ 2,5
nam). Khi tré dugc 2 thang tudi, kham tai Bénh
vién Nhi Trung uong dugc phat hién cac triéu
chiing 1am sang sau: bé mat bat thudng véi goc
mi thap, canh mai hep hai bén, tai thap Iui ra
sau, bat thuong vanh tai, cam tut, trdn do, hai
mat cach xa nhau (Hinh 1). Cac di tat nang: khe
h& vom miéng, ndo Ging thay bam sinh, di tat tim
bam sinh, teo cc vung chi trén chi dudi, 2 ban
tay veo trong va cac ngén tay cong (trtd ngéon
cai 2 bén), chdm phat trién tdm than van dong.
Khi tré 13 thang tudi dugc nhap vién phau thuat
dan luu nao that - mang bung, can nang 9kg,
cao 80cm, chua lay, héng chuyén cham, cr dong
kém, cham phat trién tdm than van déng. Khi
tré 15 thang tudi dugc phau thuat khe hg vom
miéng toan bo.

Can lam sang: siéu am tim co di tat tim bam
sinh théng lién that phan co, théng lién nhi 16
thir phat. MRI so nao gian toan bé hé théng nao
that va rong cac bé nao.

Hién tré 36 thang, can nang 10kg, cao 85cm,
chua lay dugc, néi dugc tir don, van dong kém,
khéng cam nam dugc.

Hinh 1. Nguai bénh c6 géc mui thap, cam tut,
tran dé, 2 mat cach xa nhau, ban tay veo trong,
teo co vung chi trén chi dudi.
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2.2, Xét nghiém di truyén
2.2.1. Két qua phdn tich céng thic NST

Bénh nhan dugc lap cong thirc NST tir té bao
mau ngoai vi da qua nudi cdy véi ky thuat nhuém
bang G. Phan tich 20 metaphase duéi kinh hién vi
phat hién thady moi cum NST gém 46 NST, cap NST
gidi tinh XX cia ngudi n{, phat hién thém 01 NST
der(13) do chuyén doan gitia NST 13 tai vitri 13932
vaNST 21 taivitri21g21 vathiéu 01 NST 21. Do vay

vé tong vat liéu di truyén ngudi bénh co trisomy 13
mot phan ti 13p13 dén 13931 va monosomy 21
mot phan tir21p13 dén 21921 (Hinh 2A). Gia dinh
ngudi bénh dugc tu van di truyén, chi dinh phan
tich NST d6 ctia bo me, két qua NST d6 ctia bo la
46,XY va clia me la 46,XX,t(13;21)(q32;921) (Hinh
2B). Do vay nguén goc cac NST bat thuong trén
ngudi bénh dugc di truyén tir me, két qua NST d6
cla ngudi bénh dugc két luan la: 46,XX,+der(13)
t(13;21)(q32;921),-21mat.
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A Ngugi bénh: 46,XX,+der(13)t(13;21)(q32;921),-21mat. B Me ngudi bénh: 46,XX,t(13;21)(q32;921).

2.2.2. Két qua xdc dinh gen bdng ky thudt FISH

Pé xac dinh vi tri chuyén doan gitta NST 13 va
NST 21, nguoi bénh va me ngudi bénh dugc thuc
hién xét nghiém lai huynh quang tai cho (FISH) trén
té€ bao mau ngoai vi da qua nudi cdy khi NST & ky
gita (metaphase FISH). Ky thuat FISH st dung dau
do “Aneu Vysion LSI 13 SG/21 SO DNA Probe” danh
dau vao cac vung gen dac hiéu trén NST s6 13 va
21. Trén NST 13 dau do DNA tuang Ung véi gen
RB1 (13q14), tin hiéu mau xanh; trén NST 21 dau
do DNA tuong Ung véi locus D215259, D215341
va D215342 (21922.13-g22.2), tin hiéu mau do. Két
qua trén ngudi binh thudng méi cum NST ¢6 2 cap
tin hiéu mau xanh ctia ving NST 13q14 va 2 cap
tin hiéu mau dé cla vang NST 21g22.13-g22.2, cac
cap tin hiéu trén cac NST riéng biét nhau.

Két qua FISH:

Nguai bénh: ish der(13)t(13;21)
(wcp21;RB1+,D21+;wcp13,RB1-,D21)dmat

Me ngudi bénh:ish t(13;21)(wcp21;RB1+,D21;
wcp13,RB1-,D21-)

- Két qua FISH clia ngudi bénh (Hinh 3A):

+ 01 NST der(13)t(13;21)(932;921): 1 cdp tin
hiéu mau xanh va 1 cap tin hiéu mau dé.

+ 02 NST 13 binh thudng: 2 cap tin hiéu mau
xanh.

+ 01 NST 21 binh thuong: 1 cdp tin hiéu mau do.

- Két qua FISH cia me ngudi bénh (Hinh 3B):

+01 chuyén doan can bang t(13;21)(q32;921):
1 cap tin hiéu mau xanh va 1 cap tin hiéu mau do.

+ 01 NST 13 binh thudng: 1 cap tin hiéu mau
xanh.

+ 01 NST 21 binh thuong: 1 cdp tin hiéu mau do.

Két qua xét nghiém FISH phu hgp vai két qua
NST d6, khdng dinh bénh nhan cé bat thudng
NST: trisomy 13 mét phan ti 13p13 dén 1331
va monosomy 21 mét phan tir 21p13 dén 13921
c6 ngudn goc ti me.
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Hinh 3A. Két qua FISH clia ngudi bénh Hinh 3B. Két qua FISH clia me ngudi bénh

lll. BAN LUAN

Bat thuong NST dang trisomy 13 la bat thudng hiém gap, thuong lién quan dén can nang Itc sinh
thap, bd mat bat thudng va cham phat trién biéu hién & hau hét cac trudng hgp. Cac dac diém dac
trung bao gém tat dau nhd, co6 thé c6 tai thap, tim bam sinh, tay thita ngén, di tat ham mat, co giat
va tdng huyét sac t6 thai nhi [5].
Bang 1.Dac diém lam sang trong cac trudng hgp trisomy mot phan NST 13 da duoc bao cao [5],[6],[7]

Tacgia Tuéi/gigitinh ~ Thém doan Nguén géc Dac diém lam sang

Tran Thi Huyén va 2 thang /nir 13q31pter Me t(13;21) B& mat bat thudng, cham phat trién tam

cong sy (932;921) than van déng, tim bdm sinh, ndo Gng thay,
khe h& vom miéng, teo co chi trén va chi
dudi.

Krygier et al. [2014] 12 tudi /nir 13g31.1qter Chuaxacdinh  Bd mat bat thudng, kho khan trong hoc tap,
noi kém, co giat, cham phat trién nhe.

Atack et al.[2014] 12 tudi /nam 13931.1932.3 Tu bé B6 mat bat thudng, cham phat trién.

Mathijssen etal.[2005]  2.5tudi/nam  13g21.31g31.1 Tume Cham phét trién, bat thudng vé rang, an
uéng kho khan, co giat, lac, réi loan hanh vi.

Mebhra et al. [2005] 7 tudi /nam 13q13qter Me inv(13) B6 mat bat thudng, Cham phét trién.

(p12931)

Allam Abuhamda et 7 thang/nam 13q14qter BO der(8)t(8;13)  Dau nhd, bd mat bat thudng, khe hg vom

al.[2019] (p23;914) miéng, thoat vi ben trdi, than & nudc, tim
bam sinh.

Kyung Chan Choi et al. Thai nhi 13921.3g34 Me inv(13) Pau to, 6 ngdn, 1 16 mi, khéng cé nhan

[2002] (p13921.3) cau va tim bam sinh.

Williamson et al. 34 tudi /nit 13g22qter Nghingdb&cd  Tam véc thap, cham phét trién, sup mi, hg

[1980] inv(13)(p11922)  ham éch va da ngén.

Machado et al.[2010] Sa sinh/nir 13q14qter Dotbiénmasi  Bo mat bat thudng, mat van dong.

Chen et al.[2005] Thai nhi 13g14.1qter BGinv(13) Cham phét trién trong ti cung, di dang so

(p12q14.1) mat, than U nuéc.
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Téng hap cac két qua nghién ctu bat thuong
NST trisomy 13 mot phan trén y van, doi chiéu va
so sanh vaGi ca bénh trong nghién cdu nay (Bang
1) thdy hau hét cac bién thé dugc di truyén tu
b6 me mang chuyén doan can bang gitia NST 13
v&i NST khac hoac c6 dao doan quanh tam NST
13, mét sé it trudng hop la do dot bién mai phat
sinh. Hién tai, méi tuong quan gidra kiéu gen va
kiu hinh trong trisomy mét phan NST 13 van
chua dugc thé hién ré rang.

Bi€u hién ki€u hinh clia ngudi bénh phu thudc
vao vuing NST bat thuong. Trisomy 13q14qter Vi
cac dac diém lam sang khac nhau tueng tu nhu
trisomy 13. Cac nghién ctu trudc day da xac dinh
bat thuong trisomy 13q13qter & nhiing bénh
nhan thiéu nang tri tué va di dang khuén mat do
di truyén tir me mang NST 13 dado ngugc quanh
tam. Trisomy 13 mét phan 13q11q13 khéng co
hau hét cac dac diém lam sang cua trisomy 13;
nguac lai, vung 13g32qter la vung chinh gay ra
cac dac diém lam sang cla trisomy 13 [6]. Trong
nghién cltu ctia Krygier va cdng su [6] da cho thay
trisomy 13g31.1qter & mét bénh nhan cé kiéu
hinh tuong déi nhe gém bé mat bat thuang, khé
khan trong hoc tap, ndi kém, co giat, cham phat
trién nhe. Do vay gid thuyét cho thay vung gan
tam NST s6 13 ¢4 vai trd quan trong vdi ki€u hinh
cUa bénh nhan mac trisomy moét phan NST 13.

Vung NST 13p13g31 chdia hau hét vat liéu
di truyén cta NST 13, c6 khodng 448 gen va 4
vung gen. Trong dé 35 gen da cé bang ching
lién quan dén cac bénh ly di truyén ngudi theo
OMIM. D6i véi thém doan 13g31g32.3, GPC5 va
GPC6 dugc xac dinh la cdc gen gay thua ngdn,
trong khi mot sé nghién ctiu khac chiia gen nay
nhung lai khéng cé thira ngén, do vay chua cé két
luan théng nhat vé dé tham va do biéu hién cla
cac gen nay.Vung 13g22q31 biéu hién kiéu hinh
khe hd moi va vom miéng [6]. Ngudi bénh trong
nghién ctu nay bao gom vung 13q22q31 cé khe
h& vom miéng. Thém doan 13g31.1qgter da dugc
xac dinh & nhiting bénh nhan bi co giat, do dé
c6 y kién cho rang vung 13q xa c6 thé la nguyén
nhan gay ra cac can dong kinh. Ngoai ra, u mau
da dugc bao cdo la c6 lién quan dén trisomy
13g32qter. Ngudi bénh trong nghién clu nay
khoéng cé thém doan vung 13g32qter nén khéng

c6 biéu hién co giat ciing nhu u mau. Hién tai,
cé rat it bao cao trudng hop mé ta nhiing bénh
nhan thém doan 13q c6 biéu hién bat thudng vé
dudng tiéu hoa cho nén bat thudng nay cé phai
do trisomy mét phan 13q hay khong can dugc
khdo sat thém [6].

Bang 2. Phan tich cac dac diém cta bénh nhan

trisomy mét phan NST 13 [5],[6],[7].

Triéu ching % (n=15) Cabénh trong nghién ctiu
Bo mat batthusng 13 (86%) +
Cham phét trién 12 (80%) +
Di tat ham mat 5(33%) +
Co giat 5(33%)

Tim bam sinh 4(27%) +
Thira ngén 3(20%)

Bat thudng nao 3 (20%) +
Tai thap 2 (13%) +
Than & nudc 2(13%)

DPau nhd 1(6%)

Trong nghién cdu nay, ngudi bénh mang
trisomy mot phan NST 13 vai kich thudc vung
thém doan 16n 13g31pter c6 biéu hién kiéu hinh
da di tat nang: bo mat bat thudng, cham phat
trién, di tdt ham mat, tim bam sinh, bat thudng
nao va tai thap. Chen va cong su da bao cao 1
truong hop thém doan 13q14.1gter cham phat
trién trong tr cung, di dang so mat, than & nudc
[8]. Nhiing bénh nhan c6 thém doan nhoé hon
vliing 13931.1932.3 ¢6 biéu hién l1am sang nhe
hon nhu bd mat bat thudng, cham phat trién,
hay bénh nhan cé thém doan 13g21.31g31.1
trong nghién ctu clia Mathijssen va cong su cé
kiéu hinh cham phat trién, bat thudng vé rang,
an udng khoé khan, co giat, lac, réi loan hanh vi
[9]. Do vay cac y van déu dua dén gia thuyét rang
biéu hién kiéu hinh phu thudc vao kich thudc
vung lap doan trén NST13, kich thudc lap doan
I6n hon c6 biéu hién kiéu hinh ndng né hon.
Dua theo nhimng nghién ctu da dugc coéng bo,
chuing t6i théng ké trén 15 trudng hop trisomy
mot phan 13q, trén 80% trudng hgp trisomy mot
phan 13q c6 bé mat bat thudng va cham phat
trién. 33% co di tat ham mat va co giat, 27% co
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di tat tim bam sinh va cac bat thudng nhu thira
ngon, bat thudng nao, tai thap, than U nudc hay
dau nho co tan suat it gap hon.

Trong nghién ctu nay, ngudi bénh con co bat
thuong NST dang monosomy 21 moét phan ti
21p13 dén 21g21. Mat doan NST 21g11.2g21.3
chtra 17 gen, cac gen nay dugc bao cdo co thé
lien quan dén tinh trang cham phat trién tri tué
tur muc d6 nhe dén nang [10]. Tuy nhién trong
nghién cdu cda Korenberg va céng su da bdo
cédo 1 truong hgp bénh nhan nam mat doan
21911-g21.3 la dot bién mai phat sinh c6 phat
trién tri tué binh thudng, déng kinh va nhiing bat
thuong nhé khac kem theo [10]. Trong bao cdo
cUa Keiko Wakui va cong su mé ta bénh nhan mat
doan 21q11.2-g21.3 c6 ngudn goc gia dinh véi
ngudi me c6 kiéu hinh binh thudng, con dau bi
mat thich luc va cham phat trién tdm than trung
binh va ngugi con thit hai chi c6 cham phat trién
tam than nhe [10]. Do vay bat thudng kiéu hinh
do mat doan trén NST 21 con chua dugc théng
nhat, can cé nhiéu nghién ctru chuyén sau hon.

IV. KET LUAN

Trisomy mot phan NST 13 1a mét bat thuong
hiém gap, biéu hién kiéu hinh da dang, nang né.
Nghién ctu nay trinh bay mot trudng hgp ngudi
bénh co trisomy mot phan NST 13 véi kich thudc
doan thém vao 16n 13g32pter c6 céc dac diém
lam sang gom bo mat bat thudng, cham phat
trién tdm than van dong, di tat tim bam sinh,
khe h& vom miéng, ndo ung thuy. Cac ky thuat
xét nghiém di truyén té bao - phan tr dugc thuc
hién c6 vai trd chan doan xac dinh bénh. Cac két
qua xét nghiém di truyén gilp cac bac si lam
sang tién lugng bénh, cé ké hoach diéu tri quan
ly ngudi bénh, tu van di truyén va chin doan
trudc sinh cho gia dinh ngudi bénh.
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