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TOM TAT
Héi chiing Turner la dang bdt thudng nhiém sdc thé phé bién nhdt & nir gidi gdy ra béi su
mdt hoan toan hodic mét phdn cia nhiém sdc thé X. Gdan 50% bénh nhdan mdc héi ching Turner
¢6 bdt thuong sé luong nhiém sdc thé thudn dang 45,X. Con lai cdc trudng hop bénh nhén
mdc hoi chiing Turner & trang thdi khédm gidia dong té bao 45,X véi cdc dong té bao khdc nhu:
46,XX; 47,XXX; 48, XXXX hay kham v&i nhiing dong té€ bao mang bdt thudong cdu tric NST X nhu
isochromosome (i(X)(q10)) hodc nhiing bdt thudng cdu tric NST X hiém gdp khdc. Tién lugng
héi ching Turner kham vén con nhiéu khé khdn do cdc bénh nhdn nay thudng cé cdc biéu hién
da dang. Chung téi bdo cdo mét bénh nhdn nir 12 tudi, ¢6 chiéu cao thdp so vdi tubi, Xquang
xdc dinh tudi xuong tuong duong 8 tudi va cé biéu hién cham ddy thi. Phan tich céng thiic
nhiém sdc thé phat hién bénh nhdn cé bdt thudng nhiémA sdc thé dang kham: mét dong té bao
monosomy X va mét dong té€ bao mang nhiém sdc thé isodicentric X. Cong thic NST cdia bénh
nhan: mos 45,X[27]/46,X,idic(X)(pter-q26::g26-pter)[3].
Turkhéa: Hoi ching Turner; bét thudng cdu tric nhiém sdc thé X, isodicentric X.
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Turner syndrome is the most common sex-chromosome abnormality in females.

The syndrome is caused by either a complete or a partial loss of an X-chromosome.

Approximately 50% of the Turner patients have a karyotype of 45X, while the remaining

varies in 45X mosaicism with different cell lines, including aneuploidy (46,XX; 47,XXX;

48 XXXX) and structural anomalies such as isochromosome X (i(X)(q10), or even rare

structural aberrant on sex chromosomes. We present a case of a 12-year-old female affected

by slow growth, delayed puberty and X-ray bone age exam shows the patient’s biological

ageis 8. Chromosomal analysis detects that the patient has a mosaic structural abnormality

of X-chromosome: a monosomy X cell line and the other cell line contains an isodicentric X.
The interpretation: mos 45X[271/46X,idic(X)(pter-q26::q26-pter)[3].
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I. DAT VAN BE

Hoi ching Turner la dang bat thudng nhiém
sac thé (NST) phé bién nhat & nl giGi do su mat
hoan toan hodc mot phan clia NST X. Karyotype
cta hoi ching Turner c6 thé dugc chia lam hai
nhom chinh, bat thudng NST thuan va bat thudng
NST dang kham.[1] Gan 50% bénh nhan mac hoi
chiing Turner cé bat thudng s6 lugng nhiém sac
thé thuan dang 45,X. Con lai cac trudng hgp bénh
nhan mac hoi ching Turner & trang thai kham
gilta dong té bao 45,X véi cac dong té bao khac
nhu: 46,XX; 47, XXX; 48 XXXX; 46,XY hay kham vdi
nhiing dong té bao mang bat thudng cau tric NST
X nhu isochromosome (i(X)(q10)) hodc nhiing bat
thudng cau triac NST X, Y hiém gédp khac.[2] Nam
1938, nha ndi tiét hoc Henry Turner la ngui dau
tién mo ta vé cac bénh nhan Turner véi cac bénh
canh lam sang dac trung la thap lun, thiéu nang
sinh duc, téc moc thap, thira da cé, cdng tay cong
ngoai.[3] C6 méi lién hé chat ché giia kiéu hinh
cla bénh nhan méc hoi chiing Turner va cac bat
thudng NST gidi tinh X.[1],[2],[4]

Trong khi cac bénh nhan Turner thuan 45,X c6
bi€u hién rd cac di tat ngoai hinh, thi nhiing ngudi
mac hoi ching Turner dang kham thudng co6 dac
diém lam sang phu thudc vao ty lé cling nhu dac
diém bat thudng NST clia dong kham.[2] Bai bao
nay gidi thiéu mot trudng hgp bénh nhan Turner
c6 bat thudng cau truc NST X dang kham, mét
dong té bao 45,X va mot dong té bao mang NST
isodicentric X lan lugt chiém ti 1& 90% va 10%.

Il. GIGI THIEU CA BENH

Bénh nhan ni 12 tudi, khdm tai Bénh vién
Nhi Trung uong véi ly do cham tang truéng
chiéu cao. Lam sang: chiéu cao thap so vai tudi
(h=129,5cm < 2,7SD); cang tay cong ngoai;
khong rd thira da c8; cham day thi: nguc B1, 1éng
mu P1, hién chua cé kinh nguyét; khong cham
phat trién tri tué. Can lam sang: XQ tudi xuong 8
tudi, siéu am khao sat t&r cung budng triing binh
thudng. Tién si: con dau, khéng lam xét nghiém
sang loc trudc sinh. Tién st gia dinh: Con trai tha
2 sinh nam 2013 khée manh, me cé sdy thai nam
2012 & tuan thai thi 12, bé khéng cé phaét hién
gi dac biét. Chiéu cao cta bo va me lan luot la
168cm va 152cm.
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Bénh nhan dugc lap céng thiic NST tir té bao
mau ngoai vi da qua nuodi cdy vdi ky thuat nhudém
bang G. Phan tich 30 cum NST & ki gilta clia bénh
nhan phat hién 27 té bao monosomy X va 3 té bao
€6 46,X,idic(X) bi mat doan turtan cing canh dai ctia
NST X dén vi tri Xq26 va nhan doi ti vi tri Xq26 dén
tan cing cdnh ngén. Bénh nhan co karyotype dang
kham 2 dong té bao: mos 45,X[271/46,X,idic(X)
(pter-q26::q26-pter)[3] (Hinh 1).
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Hinh 1. (A) Karyotype 45,X cia bénh nhan.
(B) Karyotype 46,X,idic(X)(pter-q26::q26-pter)
cGia bénh nhan.

(C) Nhiém sic thé NST isodicentric X va NST X
binh thudng.
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Dé nhan dinh ti 1& kham chinh xac hon va xac dinh NST X mang bat thudng dang isodicentric, chiing
toi thuc hién xét nghiém FISH véi dau do XY cho bénh nhan. S dung dau do 2 mau “CEP X Spectrum
Orange/ Y Spectrum Green Direct Labeled Fluorescent DNA Probe Kit” cia hang Vysis dé danh dau trén
NST X va NST Y. Trén NST X dau do huynh quang danh dau tai viing gen DXZ1 & vi tri tam NST X, tin hiéu
€6 mau do; trén NSTY dau do huynh quang danh dau tai vung Yq12, tin hiéu mau xanh. Phan tich 150
té bao, phat hién c6 bat thudng NST dang kham hai dong té bao: 16,7% mang 3 tin hiéu doé ctia dau do
danh dau NST X va 83,4% mang 1 tin hiéu dé ctia dau do danh dau NST X, ca 2 dong té bao déu khong
phat hién tin hiéu xanh ctia dau do danh dau ving Yq12 trén NST Y (Hinh 2). Két qua FISH clia bénh
nhan dugc dién gidi nhu sau: mos 45,X[271/46,X,idic(X)(pter-q26::q26-pter)[3lish X(DXZ1x1,Yq12x0)
[124]/X(DXZ1x3,Yq12x0)[25] .

Hinh 2. Hinh anh phan tich FISH cGia bénh nhan.

Phat hién hai dong té bao: dong té bao ¢é 1 tin hiéu DXZ1 (tin hiéu dé) va dong té bao c6 3 tin hiéu
DXZ1 (tin hiéu do); khéng té bao nao cé tin hiéu Yq12 (tin hiéu xanh).

DE khéo sat téng lugng vat chat di truyén va ngudn goc clia bat thudng NST clia bénh nhan, ching
t6i thuc hién xét nghiém lai so sanh hé gen trén microarray (array-CGH). Mau DNA clia bénh nhan va
mau chiing sé dugc danh dau lan lugt bang hon hgp huynh quang Cyanine 5 va Cyanine 3. Sau khi lai,
tin hiéu huynh quang sé dugc phan tich bang hé théng phan tich array-CGH. Két qua ctia bénh nhan
la arr[GRCh37] Xp22.33928(182159_153668921)x1.36, arrflGRCh37]Xq28(153668922_155115969)x1. So
véi mau chiing, c6 2 ban sao clia NST X, bénh nhan ¢6 1.36 ban sao cia NST X va chi 1 ban sao clia viing
Xg28 trén NST X (Hinh 3).

Bang 1. Danh sach cac doan mat va tilé log ca s6 2

NST Cytoband Probe Type Mean log ratio
X p22.3-p11.1 1,736 Loss -0.632
X q11.1-928 1,689 Loss -0.637
X q28 59 Loss -0.905
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Hinh 3. Hinh anh NST X phan tich bang ki thuat array-CGH.

lll. BAN LUAN

Hoi ching Turner dugc chan doan xac dinh
bang céc ky thuat xét nghiém di truyén té bao cd
dién hay bang cac ky thuat xét nghiém phan tc.
45X la karyotype phé bién nhat cia bénh nhan
Turner va chiém 50% téng s6 trudng hop. Gan 40%
bénh nhan Turner c6 dang kham vaéi cac dong té
bao binh thudng, con lai la cac bat thudng cau truc
NST X va mot s6 bénh nhan c6 NST Y.[2] Karyotype
kham vai NST dang isodicentric rat hiém gap, chi
gap 6 khoang 2% s6 bénh nhan Turner.[4] Cac dac
diém lam sang dién hinh ctia bénh nhan Turner bao
gobm véc dang thap bé, thira da 6, cang tay cong
ngoai, nguc hinh khién, liét mat, di tat tim, vo kinh,
vo sinh, khéng phat trién cac bé phan sinh duc thi
phat va cacloan san sinh duc khac.[51D6i véinhiing
bénh nhan mang bat thudng NST dang kham, dac
diém lam sang ctia bénh nhan phu thudc vao dang
bat thuang NST X cling nhu ty 1é cac dong té bao
khac nhau. Ty I& dong té bao binh thuong cao hon
c6 thé dan dén triéu ching lam sang nhe hon.[6]
Nh{ng bénh nhan c6 ty lé dong té bao 46,XX hay
47 XXX cao hon nhiing dong té bao bat thudng
con lai biéu hién 1am sang thudng nhe hon. Nhiing
bénh nhan nay c6 thé c6 kinh nguyét, tham chi
¢6 kha nang sinh con. Con nhiing bénh nhan nay
thuong khéng mang cac bat thudng NST.[6]

Ca bénh dugc bdo cdo la mot bénh nhan nit 12
tudi hién cham tang trudng chiéu cao va chua c6
biéu hién day thi. Bénh nhan dugc phat hién bat
thuong NST dang kham 45,X/46,X,idic(X)(q26) véi
dong té bao 46,X,idic(X) co ti 1é rat thap (10%).
Thuc hién ky thuat FISH véi dau do danh dau tai
vung gen DXZ1 nam trén vung tdm cta NST X,
phat hién ra 2 dong té bao, trong d6 c6 83.3% té
bao c6 1 tin hiéu DXZ1 va 16.7% té bao co 3 tin
hiéu DXZ1. Trén ca hai ky thuat xét nghiém di
truyén té bao déu cho thay ty & dong té bao mang
monosomy X chiém ty 1& chl yéu, ty |é dong té bao
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mang idic(X) thap <30%. Ty |é dong té bao idic(X)
khac nhau gitra 2 ky thuat do sé lugng té bao phan
tich khac nhau va trong ky thuat FISH phan tich ca
trén metaphase va trén interphase. Dong té bao
¢4 1 tin hiéu DXZ1 trén vung tam déng cda NST X,
tuong Ung véi karyotype 45,X. Dong té bao ¢é 3 tin
hiéu DXZ1: 1 tin hiéu vung tam ctia NST X va 2 tin
hiéu vuing tam ctia NST isodicentric X, tuong Uing
véi karyotype 46,X,idic(X). Tieu chuan phan tich
chi 30 t€ bao cho xét nghiém céng thic NST doi
khi rat khé khan trong cac trudng hop kham véi ti
Ié dudi 30%. Viéc thuc hién xét nghiém lai huynh
quang tai chd FISH gitp tang kha nang phat hién
thé kham véi dé chinh xac, dé nhay cao. Ngoai ra,
két qua array-CGH cho thay chénh léch ti lé log2
gilra mau chimg va mau bénh nhan trén cac vung
khac nhau ctia NST X, ggi y kha nang tén tai 1 dong
c6 NST X bat thudng cau tric. S6 lugng ban sao
cla vung Xq28 phu hop véi bat thudng quan sat
dugc trén karyotype do trén ca hai dong té bao
bat thudng déu chi c6 1 NST X con nguyén ven
vung Xq28 tuong Ung vdi 1 ban sao (Bang 1).
Nam 2002, Calvano va céng su da bdo cao
mot trudng hop nlt 35 tudi co karyotype kham 3
dong té bao: mos 45,X[20]/46,X,del(X)(g26qter)
[15]/46,X,idic(X)(pter-q26:q26-pter)[9].7 Bénh
nhan nay cing c6 kiéu hinh thap bé, vo kinh thi
phét nhung khéng cé cac dac diém khac cta hoi
chiing Turner. Bénh nhan cé kinh nguyét t nam
13 tudi, kinh nguyét khong déu cho dén nam 15
tudi va sau do phai diéu tri hormone sinh duc dé
¢ chu ky kinh nguyét binh thuong.[7] Su khac
nhau vé muc dé biéu hién 1am sang c6 thé do su
khac biét vé cac dong kham va ti Ié kham dong
clia dong té bao gilta bénh nhan dugc nghién ciu
va bénh nhan cta Calvano. Ngoai ra, Calvano da
lam sang té co ché hinh thanh NST isodicentric. Su
mat doan tan cung canh dai ctia NST X - del(Xq)
6 thé Ia nguyén nhan dan dén hinh thanh NST X
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dang isodicentric clia bénh nhan. Trong qua trinh
phat sinh giao t0, su tai t6 hop gilia cac chromatid
& vung khéng tuang déng (nonsyntenic regions)
clia NST c6 thé tao thanh NST del(Xq). Khi giao ti
23,del(Xq) két hgp véi giao tr23,X tao thanh hop t
46,X,del(Xq). O thoi ki dau ctia qué trinh phat trién
phéi thai, hoat dong binh thudng cla telomerase
c6 thé lam 6n dinh dong té bao 46,X,del(Xq). Trong
khi su mat én dinh hoat dong cua telomerase c6
thé tao ra dong té bao 46,X,idic(X) va dong té bao
45,X.8 (Hinh 4).

Tai t6 hop giira cac NST &

|

Giao tit 23,X Giao tw 23,del(Xq)
Hop tit ,
& U Mat NST idic(Xq)

46,X,del(Xq)
Déng té bao

45.X

Telomerase hoat dong
khéng 6n dinh

il

Dong té bao
46,X.del(Xq) on dinh

Dong té bao
46,X,idic(X)
Hinh 4. Co ché hinh thanh cac dong kham c6
NST X bat thudng trén bénh nhan ctia Calvanol7]

Viéc mat cac vat liéu di truyén khac nhau dan
dén cac ki€u hinh 1am sang khac nhau & hoi ching
Turner. Gen SHOX nam trén vung Xp22.3 c6 vai
trd quan trong trong biéu hién tam véc clia bénh
nhan, bat thudng chic nang cla gen nay nhu
mat hoan toan hay mat chiic nang do cac loai dot
bién sé gay biéu hién thap lun, gen nay ma hoa
cho mét yéu t6 phién ma cé lién quan dén su phat
trién ctia khung xuong.[9] G bénh nhan cdia chiing
t6i, mac du dong té bao 46,X,idic(X) co 3 ban sao
cla gen SHOX nhung cling khéng c6 dnh hudng
tich cuc dén kiéu hinh. Khac véi bénh nhan cda
ching t6i, mét truong hop 45,X[30]/46,X,idic(X)

(922)[10] c6 chiéu cao binh thudng mac du dong
té bao 45,X chiém uu thé.[10] Réi loan chiic ndng
sinh duc cling la mot dac diém dién hinh cha hoi
ching Turner. Cac nghién ctiu vé sy mat doan Xq
da ching minh vung Xq13-Xq27 rat quan trong
véi chiic nang sinh san & nir gidi, trong dé dugc
nghién ctru nhiéu nhat la gen lién quan dénsuy
budng tring sém POF1 nam & vung Xq26.[11]
Hién bénh nhan trong nghién ctiu nay 12 tudi véi
cac dau hiéu cham day thi, tuy nhién siéu am t
cung budng tring van chua phat hién bat thuong.
IV. KET LUAN

Hoi chiing Turner la mét bénh ly do bat thuong
NST giGi X phé bién nhat & ngudi nir. Cac bat
thuong NST trén cac bénh nhan nay rat phong
phu, dan dén biéu hién kiéu hinh da dang va khé
tién lugng. Viéc nghién clu cac bat thudng vé vat
liéu di truyén giup cho viéc danh gia cac dac diém
lam sang va lua chon phac doé diéu tri hgp ly cho
bénh nhan, tir d6 nang cao hiéu qua diéu tri va
chat lugng cudc song cho nhém bénh nhan nay.
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