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Nghién ctru dic di€m karyotype ctia hdi chirng Turner
Ha Thi Minh Thi, Poan Thij Duyén Anh
B& mén Di truyén y hoc, Trwdrng Dai hoc Y Duore, Pai hoc Hué

Tém tat

Pat van dé: Pé tai nham muc tiéu khao sat déc diém karyotype va tudi chan doan clia cac bénh nhan mac
hoi chirng Turner. D&i twgng va phwong phap nghién ciru: 20 bénh nhan dwoc chin doédn héi chirng Turner
tir ndm 2003 dén 2019, dua vao cac dau hiéu 1am sang dién hinh va phan tich nhiém sac thé (NST) tir t& bao
mau ngoai vi bang 1ap karyotype v&i phuong phap nhudm bang G. K&t qua: Thé 45,X thudn chiém 50%. Thé
khdm chiém 45%, gdm 10% la kham 45,X/46,XX; 5% kham 45,X/47,XXX; 25% |a kham v&i mot dong cé bat
thudng cdu trac NST X, ddc biét 5% khdm véi dong té bao cé chira NST Y. Hoi chirng Turner do mat mét phan
nhanh ngan NST X chi chiém 5%. 50% duwoc chan dodn & 13-18 tudi, 20% duoc chan doan & tudi tir 18 tré
I&n,. Chi cé 15% dugc chan doan sém duwdi 12 thang tudi, va 15% duwoc chin doan & 1-12 tudi. K&t luan: Dic
diém karyotype cta bé&nh nhan hoi chirng Turner rat da dang, phan Ién dugc chan dodn mudn, sau thoi diém
“vang” dé sir dung hormone liéu phap.

Tir khéa: Hoi chirng Turner, karyotype, pht bach huyét, vé kinh nguyén phdt

Abstract

Characterization of karyotype in Turner syndrome
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Background: The current study aimed to survey the characterization of the karyotype and the age at
diagnosis of patients with Turner syndrome. Materials and method: Twenty patients were diagnosed with
Turner syndrome based on typical clinical features and chromosomal analysis of peripheral blood cells by
G-band karyotyping from 2003 to 2019. Results: Standard 45,X accounted for 50% of Turner syndrome.
Mosaic 45,X accounted for 45% including 45,X/46,XX (10%), 45,X/47,XXX (5%), mosaicism with structural
abnormalities of X chromosome (25%), and mosaicism with materials of Y chromosome (5%). Turner
syndrome caused by partial deletion of X short arm accounted for 5%. 50% of patients with Turner syndrome
were diagnosed at the age of 13-18 years old; 20% of patients were diagnosed at the age of more than 18
years old. Only 15% of patients were early diagnosed at the age younger than 12 months; and 15% of patients
were diagnosed at the age of 1-12 years old. Conclusion: Characterization of the karyotype of patients with
Turner syndrome was diversified. Most patients were lately diagnosed and their optimal age for initiation of
hormone treatment was overlooked.
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1. DAT VAN DE

Hoi chirng Turner [an dau tién dugc mé ta nhw
mot hoi chirng di tat bAm sinh & nhém bay phu nit
v3i cac dau chirng ngudi thap, khéng trudng thanh
vé gidi tinh, c6 mang va cong veo xuong tru vao ndm
1938 bdi Henry Turner. Pay 1a hdi chirng bat thudng
nhiém sac thé (NST) gidi tinh thwong gip nhat & phu
nit, vdi tan suat khodng 1:2000-2500 trong s6 nhitng
tré géi sinh ra con séng [1]. Tuy nhién, nhitng bénh
nhan cd kiéu hinh nhe cé thé rat khé phat hién, vi vay
tan suat cla hoi chirng Turner cé thé cao hon nita.

Theo d6ng thuin Cincinnati 2016, hoi chirng
Turner duwoc chan dodn khi mét ngudi cé kiéu hinh
nit, karyotype c6 mot NST X va mat hoan toan hodc
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mot phan cha NST gidi tinh thir hai, déng thoi cé
mot hodc nhiéu biéu hién 1am sang dién hinh cla
hoéi chirng Turner [2]. Ngoai trir ddu chirng ngudi
thap duwdng nhu 1a mot dic diém Iam sang xuat hién
& hau hét bénh nhan Turner, tat ca cdc diu ching
lam sang khac 13 khong hang dinh. Cac biéu hién 1am
sang cla hoi chirng Turner tuy thudc rat I&n vao dac
diém karyotype. Bé&nh nhan hdi chirng Turner thuan
45,X thwdng cé biéu hién rd cac dj tat vé ngoai hinh
hodc mot s6 co quan nhu tim bam sinh [3]. Trong khi
dé, nhitng ngudi mac hdi chirng Turner dang khadm
thuong cd triéu chirng 1dm sang tuy thudc vao ty lé
cling nhu dic diém NST cla cac dong kham. Né&u
kham vai dong té& bao 46,XX hodc kham véi dong té€
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bao mang NST X dang déu hai nhanh dai i(X)(q10)
thi thuwong cé trieu chirng 1am sang nhe nhang,
néu kham vdi dong té€ bao 46,XY hodc cd mang bat
thudng cau trdc NST Y thi hau hét cé diu hiéu nam
hod cla co quan sinh duc ngoai va tdng nguy co
ung thu vu cling nhu tuyén sinh duc khac [4]. Hoi
chitng Turner cé thé duoc chan doan tir trudc sinh
nh& siéu 4m sang loc, hodc chan doan sé&m ngay giai
doan so sinh v&i mot s6 ddc diém dién hinh nhu phu
bach huyé&t & ban tay va ban chan, I6p da thira sau
gay... Tuy nhién, trong nhiéu trwdng hop, bénh nhan
mac hdi chitng Turner cé thé dwoc chan dodn mudn
& tudi thi€u nién, vi thanh nién, hodc tham chi cho
dén tudi trwdng thanh khi di kham vi lun, cham day
thi, vé kinh va vé sinh [3]. Chan dodn s&m déng vai
trd quan trong trong viéc lwa chon chién lwoc diéu
tri Iy twéng cho bénh nhan méc hoi chirng Turner.

Deé tai nay duwoc thye hién nhdm hai muc tiéu:
Khdo sdt ddc diém karyotype va tubi chdn dodn cua
cdc bénh nhdn mdc héi chirng Turner.

2. POI TUONG VA PHUONG PHAP NGHIEN
cuu

2.1. Bdi twong nghién ciru

Bénh nhan duoc chan doidn mac hoi ching
Turner, cé xét nghiém karyotype tai b0 mon Di
truyén Y hoc, trwdng Dai hoc Y Dwoc Hué tir ndm
2003 dén 2019. Tiéu chudn chan doéan hoi chirng
Turner gdm cac dic diém sau: [2]

- C6 kiéu hinh nir.

- C6 m6t hodc nhidu dic diém |am sang dién
hinh cda héi chirng Turner:

+ Thoi ky so sinh: phu bach huyét & mu ban tay
va ban chan, c6 mang, loan san méng, vom khau céi

3. KET QUA NGHIEN cC’U

cao va hep, ngdn xuwong ban tay thi tu.

+ Thoi ky thiéu nhi: ngoai cdc dau hiéu thoiso'sinh,
con 6 thé cé cham 1&n khdng gidi thich dwoc nguyén
nhan, khuyét tat tim trai, lac mat, viém tai gitta tai
phat, kho khan trong hoc tap (vi du mon Toan)...

+ Thoi ky vi thanh nién va truéng thanh: khéng
phat trién nguc, v kinh nguyén phat hodc th(r phat,
vo sinh...

- K&t qua karyotype cé mdt NST X va mat hoan
toan hodc mot phan cta NST gidi tinh thi hai.

2.2. Phurong phap nghién ctru

Nghién ciru chum bénh. C6 20 bénh nhan du tiéu
chuan chon bénh.

Bénh nhan duwoc 1ap karyotype tir t& bao mau
ngoai vi theo quy trinh chuan tai b6 mon Di truyén
Y hoc, trudng Pai hoc Y Duoc Hué. Quy trinh tém
tat nhu sau:

- Mdi bénh nhan duoc 1ay 2 ml mau tinh mach
ngoai vi, chng déng bing heparin, dé 1ang trong 30
phut, réi lam giau bach cau.

- T€ bao lympho mdu ngoai vi dugc nudi ciy
trong moi truong Gibco PB-Max Karyotyping (Life
Technologies Corporation). Sau 71 gi® 0 trong ti 4m
37°C, thém 30 pl colcemide (10 pg/ml), ti€p tuc G
thém 1 gio nira réi thu hoach té& bao nudi cay.

- Lam tiéu ban va nhuém bidng G: xr ly bing
trypsin va nhudm vdi thudc nhudm Wright.

- Xem tiéu ban dudi kinh hién vi, chup hinh céc
cum ky gitra dat tiéu chuan, roi x&p bd NST bang
phan mém SmartType 3, mdi bénh nhan dugc danh
gid t6i thiu 50 cum ky giita.

- Karyotype dugc md td theo danh phdp ISCN
2016 (Internatinal System for Human Cytogenomic
Nomenclature).

3.1. Dic diém karyotype cia bénh nhan méc héi chirng Turner
Bang 1. Phan loai bat thuwong nhiém sic thé cta hoi chirng Turner

Karyotype

S6 ca Tylé%

45,X thudn

10 50

45,X khém véi dong té bao ni¥ binh thudng
45,X[13]/46,XX[37]
45,X[4]/46,XX[96]

2 10

45,X[51/47 XXX[45]

45,X[89]/46,X,r(X)[11]
45,X[29]/46,X,del(X)(g21)[21]

45,X[59]/46,X,idic(X)(q28)[28]

45,X khém vdi dong té bao bét thudng sé luwgng NST X

45,X khém vdi dong té bao bt thudng cdu tric NST X

45,X[72]/46,X.i(X)(p10)[33]/47,X,i(X)(p10),i(X)(p10)[1]
45,X[58]/46,X,idic(X)(p22)[41]/47,X,idic(X)(p22),idic(X)(p22)[1]
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45,X khém véi dong té bao cé NST Y 1 5
45,X[9]/46,XX[32]/46,XY[59]
Bét thuwong cdu tric NST X thé thudn 1 5
46,X,del(X)(p11)
Téng 20 100

Dac diém karyotype cla cac bénh nhan mac hoi chirng Turner hét sirc da dang, chi mot nira s6 trudng
hop cé bd NST thuidn 45,X. GAn mot nira 13 thé kham cla dong 45,X véi mot hodc hai dong té€ bao binh
thuwong, hodc bat thudng s6 lwong, bat thudng cau tric NST X. C6 5% trwdng hop la thé thudn mat doan

nhanh ngén NST X.
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Hinh 1. Cac bat thudng cau tric cia nhiém sac thé X trong nhém nghién ctru
(Ngoai trir trvong hop del(X)(p11) & thé thuan, con cac trudng hop khac déu kham véi dong té bao 45,X)
3.2. Tudi chan doan cla bénh nhan hdi chirng Turner
Bang 2. Phan b6 tudi chdn dodn nhém bénh nhan hodi chirng Turner dwoc nghién ctru

Nhém tudi D4u chirng goi y chan doan S6 bénh nhan (ty 1& %)
Dudi 12 thang Phu bach mach va/hodc da thira & gay 3 (15)
Tir 1 dén 12 tudi Cham I&n, ngudi thap 3(15)
Tir 13 dé&n 18 tudi Cham déy thi, ngudi thap 10 (50)
Trén 18 tudi V6 kinh nguyén phat/th phat, vo sinh 4 (20)

Phan 1&n cac bénh nhan mac hoi chirng Turner duwgc chan dodn sau 12 tudi. Chi 15% dugc chan doén

s&m trudc 1 tudi.

4. BAN LUAN

4.1. Pac diém karyotype clia bénh nhan mac
hoi chirng Turner

Hoi chirng Turner |3 mét bénh ly di truyén & ni,
xay ra do bat thwdng NST gidi tinh X. Viéc chan doén
xac dinh dya vao karyotype c6 mot NST X, kem theo
mat hoan toan hodc mdt phan NST gidi tinh thi hai.

Trong s6 20 bénh nhan mac hoi chirng Turner
cla nghién ctru nay (Bang 1), karyotype 45,X thuan
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chiém 50%. Thé kham chiém 45%, gom 10% la
kham vdi dong té bao 46,XX, 5% kham véi dong té
bao cé bat thudng s6 lugng NST X (47,XXX), 25%
13 khdm v&i mot dong cé bat thuwdng ciu trdc NST
X, dac biét 5% kham vé&i dong té bao cé chira NST
Y. Hoi chirng Turner do mat mot phan nhanh ngin
NST Xchi chiém 5%.Nghién clru cta Gravholt (2004)
cho thay karyotype 45,X thuan chiém khoang 47%;
thé kham chiém 50%, trong dé gdbm 17% kham vai
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dong t&€ bao 46,XX, 31% kham v&i mot dong cé bat
thuwong NST X, 3% khdm véi dong té bao cé chira
NST Y [5]. Mét nghién ctru cha Sybert (2004) ciing
tim thdy 45% bénh nhan Turner cé karyotype la 45,X
thuan; thé kham chiém 38%, trong d6 13% kham
vGi dong té& bao 46,XX, 3% kham véi dong 47,XXX,
15% kham véi dong bat thuwong cdu tric NST X, 7%
kham véi dong té€ bao c6 NST Y; bat thuwong ciu
trdc NST X thuan 1a 9% [6]. Nhu vay, sw phan b6 cac
karyotype cta bénh nhan Turner trong nghién ciru
cla chung t6i twong ddng vdi cac tac gia khac, co
dac diém chung 13 hét strc da dang, trong d6 45,X
thuan chiém gan mdét nlra, thé kham ciling chiém
xap xi 40%.

Trong s6 nhitng b&nh nhan miac hoi ching
Turner, ngoai nhitng trudng hop kinh dién nhu cé
karyotype 45,X thuan hodc kham véi dong té bao nir
binh thudng 46,XX hodc té€ bao 47,XXX, nghién clru
cla chung t6i con phat hién mot sb trwong hop kha
déc biét. C6 5 bénh nhan kham 45,X véi dong té€ bao
bat thudrng ciu tric NST X, trong d6 c6 1 trudng hop
mat doan nhanh dai NST X del(X)(q21), 1 trudng
hop NST X dang vong r(X), 1 trwdng hop NST X déu
hai nhanh ngan i(X)(p10), 2 trudng hop NST X déu
hai tam la idic(X)(p22) va idic(X)(g28) (Hinh 1). Trong
s6 20 bénh nhan Turner cla nghién ctu nay, 19
bénh nhan déu cé dong t& bao 45,X, hodc thé thuan
hoac thé kham. Dic biét, cé6 mdt trwdng hop thuan
mat doan nhanh ngan nhiém sic thé X 1a46,X,del(X)
(p11). Bay |a mdt bénh nhan 32 tudi, vo kinh nguyén
phat, ngudi thap. Theo y vdn, nhitng bénh nhan mat
doan nhanh ngén vdi diém gdy p11 cé cac dau chirng
dién hinh |a thap (chiéu cao tudi trudng thanh trung
binh la 140 cm), v6 kinh nguyén phat hoac th& phat
(40%) [7]. Ngoai ra, trong nghién cttu nay cé mot
bénh nhan Turner thé khadm 45,X/46,XX/46,XY. Hién
nay, cdc bénh nhan Turner cé sy hién dién vat chat
di truyén cla nhiém sic thé Y nhu trudng hop nay
duwoc khuyén cdo nén cat bd tuyén sinh duc, do ting
nguy co ung thu [2].

Do tinh chat da dang cla karyotype, kiéu hinh
cla hoi chirng Turner ciling cé su khéc biét rat 1on
gitta cac bénh nhan khac nhau, gay khé khan cho
viéc chdn doan sdm. Biéu hién |&m sang cla hoi
chirng Turner phu thudc vao karyotype c6 mat hoan
toan hay mot phan cla NST X, va tinh trang khdm
v3i dong té€ bao binh thuwdng hay bat thuong, cling
nhu ty 1& cla cac té€ bao 45,X so vdi cac dong té bao
kham khac [5]. Viéc khao sat méi lién quan gitra
karyotype va kiéu hinh cGa hoi chirng Turner 1a hét
strc kho khan, ngay ca nhirng nghién ctru 16n, do su
khac biét vé d6 tudi dwoc chan dodn clia bénh nhan
Turner, sy da dang vé cac dau chirng 1am sang, cling

nhu tinh da dang cla cdc trang thai kham [2].

4.2. Tudi chan doan nhém bénh nhan hdi chirng
Turner dwoc nghién ctru

Két qua & Bang 2 cho thay phan I&n cic bénh
nhan dugc chin doan & Itra tudi 13-18 tudi do ngudi
thap va chdm déy thi, chiém 50%. Nhém chan doan
& tudi tir 18 trd 1én chiém hang thi hai, 20% voi
diu chirng goi v 1a vé kinh va vd sinh. Chi c6 15%
duogc chin dodn sém dudi 12 thang tudi, va 15%
duogc chan doan & Ira tudi tir 1-12 tudi. Nghién ciru
cla Alwan (2014), c6 17/52 bénh nhan Turner dugc
chan doan s&m trudc 1 tudi, chiém ty 1& 32,7%, cao
hon so v&i nghién ctru cda ching toéi. Nhitng trwong
hop chin dodn sé&m (dudi 12 thang) trong nghién
ctru cla ching téi la nhd vao su xuat hién diu chirng
phu bach huyét &@ mu ban tay, ban chan va/hoic da
thira & gdy. Theo Atton, phu bach huyét & mu ban
tay, ban chan xuat hién & khoang 60% tré so sinh
mac hdi chirng Turner [8]. Nhiéu biéu hién khac cla
héi chirtng Turner ciing dugc xem 1a lién quan dén
phu bach huyét & viing c6 nhu dwdng chan téc phia
sau moc thap, c6 mang, da thira & gay; hodc phu
bach huy&t & mat tir trong tlr cung véi bidu hién nép
gap quat. Phu bach huyét |a mét dau chirng rat cé
gid tri d& chan doan sdm, tuy nhién phan l&n bién
mat trong vong hai ndm dau, mac du cling cé mot
s trwong hop van ton tai sudt doi. Vi vay, cac nhan
vién y té tiép nhan tré so sinh can hét sirc chu y dau
chitng phu bach huyét dé giip chin doan sém hdi
chirng Turner.

Viéc chan doan xac dinh sém hdi chirng Turner
doéng vai tro rat quan trong trong diéu tri, déc biét 3
tao diéu kién st dung hormone liéu phap kip thoi.
Chiéu cao kém phat trién 1a mét dau chirng dién hinh
cla hdi chirng Turner, theo Gravholt 95-100% bénh
nhan Turner cé dau chirng nay [5]. Néu duoc diéu tri
bang hormone ting trudng (GH: growth hormone)
thi cé thé ting chiéu cao cudi clng clia bénh nhan
Turner c6 thé thém dén 15 cm. Thoi diém ly twéng
dé diéu tri GH cho bénh nhan mac hdi chirng Turner
|3 giai doan 4-6 tudi va trudc 12-13 tudi [9].

Trong nghién c&ru cha chung toi, nhitng bénh
nhan khéng duogc phéat hién sém truwdc 1 tudi thi
sau d6 phan 1&n duwoc [am xét nghiém chan doan
hoi chirtng Turner vi cdc ddu chirng nghi ngd cé thé
nhan thay truwdc tudi day thi nhw cham 1én, ngudi
thap; hodc kém theo cdc dau hiéu cham day thi, vo
kinh va vd sinh & cac Ia tudi Ién hon. Ty 1é duoc
chan dodn truwéc tudi day thi trong nghién cru cla
chlng t6i 13 30% (gbm 15% trudc 1 tudi va 15% tir
1-12 tudi). Pay 1a nhitng bénh nhan &ng clr vién cho
viéc diéu tri bdng hormone liéu phap. Hau hét cac
chuyén gia 1am sang khuyén cdo nén s dung liéu
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phap hormone thay thé estrogen & I(ra tudi 11-12
tudi, nhdm hinh thanh va duy tri dic diém ni tinh
& giai doan trudng thanh, déng thdi giam sy anh
huwédng xau cla bénh cling nhu ty 18 tlr vong [5].

That dang tiéc, trong nghién clru nay c6 dén 70%
bénh nhan chi dwoc chan dodn héi chirtng Turner
sau thoi diém “vang”. 50% duoc chan doan & tudi
13-18 tudi va 20% duogc chan doan vi vo kinh, vo
sinh. Khoang 4,8-7,6% bénh nhan Turner cé thé
c6 thai ty nhién, nhat 1 thé kham 45,X/46,XX, tuy
nhién thudng bi sdy kha soém, dong thoi kha nang
mang thai s& giam rat nhanh theo tudi do tinh trang
suy giam budng trirng sé&m [10]. HO tro sinh san
bang phuong phap thu tinh trong 6ng nghiém (véi
chinh trirng cda ho hodc xin trirng cla nguoi phu
hop) 1a mét gidi phdp mang lai co hdi cd con cho cac
phu nit Turner.

5. KET LUAN

Qua khao sat 20 bénh nhan Turner duoc chan
dodn bang phan tich nhiém sic thé va cac dau
chitng 14m sang kinh dién, ching toi rdt ra mot s6
k&t ludn nhu sau:

5.1. Dic diém karyotype cla héi chirng Turner
rat da dang, trong d6 thé thuan 45X chi chiém
50%; c6 dén 45% thé kham vai cac dong t& bao binh
thudng, hodc bat thudng sé lwvong, hodc bat thuong
cau tric nhiém sic thé X; con lai [a 5% 1a mat doan
nhanh ngdn nhiém sic thé X, thé thuan.

5.2. Phan I&n cac bénh nhan Turner duoc chan
dodn mudn, 50% duoc chan doan & 13-18 tudi, 20%
dugc chin doan & tudi tir 18 tré 1én, chi c6 15%
duwoc chan doan sém duédi 12 thang tudi va 15%
duwoc chan doédn & 1-12 tudi.
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