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I. PAT VAN PE

Tém tat

Loan san xwong gay t& vong - Thanatophoric dysplasia la mét réi loan hé
xwong badm sinh néng, twong déi hiém gap, gay ra bdi sw dot bién méi clia gen
FGFR3 (fibroblastgrowthfactorreceptor-3) ndm trén nhiém séc thé 4. Chung téi bao
cao mét trudng hop bé trai, non thang, con 1&n dau ctia san phu 33 tudi, biéu hién
lam sang c6 cac chi rat ngén, 1dng ngwec hep hinh chuéng, vong dau to véi phan
tran nhd, suy hd hap ngay sau sinh. X-quang cho hinh anh cac xwong ngan, xwong
dui cong hinh éng nghe dién thoai. Cac dau hiéu 1am sang va can lam sang huéng
dén chan doan Thanatophoric dysplasiatype |.

T khéa: Loan san xwong gay t& vong, Thanatophoric dysplasia, FGFRS,
ngén chi.

Abstract
A case study of suspected Thanatophoric dysplasia

Thanatophoricdysplasiais arare, lethal, congenitaldisease of the skeletalsystem,
caused by a mutation de novo in the FGFR3 (fibroblastgrowthfactorreceptor-3)
gene - assigned to humanchromosome 4. We report a case of a malebaby,
bornpreterm - firstchild of a 33 - year - oldwoman, with veryshortlimbs, a narrowbell
- shapedribcage, large head circumference with protruding forehead, immediate
respiratory failure after birth. X-rays show shortbones, the femoracurved in the
shape of the telephonereceiver. Clinical examination and imagingleadus to the
diagnosis of type | Thanatophoric dysplasia.

Keywords: Thanatophoric dysplasia, FGFR3, short limbs.

Loan sanxuong gay tu vong - Thanatophoric
dysplasia 1a bénh Iy thudng gip nhét trong cac
bénh ly loan san xuong gay ti vong [1]. Bénh
duoc dac trung boi sy ngz‘m ro rét cua cac chi,
16ng nguc nhé hinh chudng véi cac xwong
suon ngén, bét thuong hop so; bénh dugc
phan thanh 2 type: type I dac trung vdi xuong
dui cong, type II dac trung vdoi hop so hinh
co ba la. Bénh co tién lugng x4u, kha nang
thai Iuu hodc tr vong sau sinh cao, thuong do
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chtrc ning ho hap kém vi 16ng nguc han ché, vi
vay dugc dit tén la “Thanatophoric” theo tiéng
Hy Lap v6i “thanotophorus” nghia la “gay tu
vong”. Nhian mét truong hop 1am sang hiém
gap, chung téi bdo cdo ca bénh mot bé trai,
sinh non luc thai 35 tudn 5 ngay, duoc chin
doan Loan san xuong tr tam ca nguy¢t 2, con
1an dau cua thai phu 33 tudi, v6i cac biéu hién
lam sang va céan lam sang goi y Thanatophoric
dysplasiatype 1.
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2.BAO CAO TRUONG HQP

San phu 33 tudi, PARA 0000, khong tién
can hut thude, khong nghién rugu, khong st
dung thudc c6 thé giy dot bién; khong tién
can di tat trong gia dinh; kham thai tai phong
kham tu: thai nhi dugc chan doan Loan san
xuong ning va thiéu 4i tir tam ca nguyét 2,
sau d6 san phy khong tiép tuc kham thai va
tir chdi cac phuong phap chan doan tién san
khac. San phu dugc dua vao Bénh vién Hung
Vuong vi 6i v& lc thai 35 tudn 5 ngdy. Siéu
am khi vao vién tai Bénh vién Hung Vuong
cho két qua theo ddi bat thuong hé xuong
(Chiéu dai xuong dui 21mm, chiéu dai xwong
canh tay 18mm, bién dang cic xuong sudn,
xuong dai; chu vi vong dau 357mm, din nio
that bén 2 bén, vom so hinh canh chuén). San
phu sau d6 dugc mo sanh vi ngdi mong va
sinh ra mdt bé trai, can nang lac sinh 2700
gram. Diém Apgar 1 phit 1a 3/10 diém va
4/10 diém cho 5 phut. Sau sinh, bé tim toan
than, khong khoc, phan xa kém, vong dau
to, tir chi rat ngin, 1ong nguc nho. Ching toi
da tién hanh kich thich, lam sach dam nhot,
thong khi ap lyc duong qua mask nhung bé
van khong khoc, nhip tim giam dan < 60 lan/
phut; vi vay ching t6i da dat ndi khi quan
tai phong mod va bép bong qua ndi khi quan.
Sau d6, bé hong hao va nhip tim 3 tro lai,
tan s 140 lan/phut, tuy nhién phan xa van
con kém, truong luc co yéu. Bé duoc chuyén
don vi hdi sirc so sinh dé thé may ngay sau
d6. Kham 1am sang bé c6 chiéu dai tong thé
30cm, vong dau 38cm, hop so tron khong tao
co ba 14, khoang cach giita hai mit xa nhau,
phan tran nho cao, xuong mili thap, t chi
ngan, 10ng nguc nhé hinh chudng (Hinh 1,2).
Xquang sau sinh cho hinh anh cidc xuong
chi ngén, 16ng nguc nho dan nd kém véi cac
xuong sudn ngan, xuong dui cong hinh dng
nghe dién thoai, xwong don cong gidng tay
cam xe dap (Hinh 3). Siéu 4m sau sinh cho
thay bé con 6ng dong mach kich thudc 4mm,
shunt trai - phai; 4p luc phdi PAPs 45SmmHg;
chtrc ning tim binh thudng; din 2 ndo that
bén mirc d6 trung binh; chua ghi nhan bat

thuong trén siéu 4m bung. Gia dinh tir chdi
xét nghiém tim dot bién gen. Ngudi nha xin
dua bé vé sau 15 ngay diéu tri, khi xuat vién
tinh trang bé khong cai thién so vdi sau sanh:
thd may, phan xa kém, truong luc co yéu.

Hinh 1. Hinh anh tré v&i 4 chi ngan,
16ng nguc nhé, vong dau to khong bién dang,
mat det, 2 mit xa nhau.

=

Hinh 2. Hinh anh tré v6i vong déu to,
phan tran nh cao, cau miii thap.

197



Pham Hoang Thién Thanh. Tap chi Y Dwgc hoc Pham Ngoc Thach. 2022; 1(4): 196-199

0

Hinh 3. Hinh anh Xquang véi xuong chi ngan,
10ng nguc nhé dan né kém véi cac xuong
suon ngan, xuong dui cong hinh dng nghe dién
thoai, xwong don cong giéng tay cam xe dap.

3. BAN LUAN

Thanatophoric dysplasia xuét hién véi tan suat
2/100.000 tré sinh sdng tai Hoa Ky [2], 5/100.000
tré sinh séng tai My La - tinh [3], 0,29/100.000
tré sinh séng tai Nhat Ban [4], chua co sb liéu
duoc bao cao tai Viet Nam. Pay la mdt bénh 1y
di truyén tri trén nhiém sic thé thuong,gay ra
boi sy dot bién mai (de novo) cta gen FGFR3
(fibroblastgrowthfactorreceptor-3) thudc nhiém
sic thé s6 4. Thong thuong, cic yéu t6 ting
trudng nguyén bao soi (fibroblastgrowthfactors)
gan voi thy thé FGFR3 va diéu hoa qua trinh cdt
hoa, bang cach trc ché phan bao va kich thich
té bao truong thanh va biét hoa. Dot bién gen
FGFR 3 dan dén kich hoat thu thé khi khong c6
cac yéu t tang truong, dan dén sy phat trién bat
thuong cta cac xuong dai [5].

Bénh duoc chia lam 2 loai, co thé phan biét
qua su bit thuong ctia hop so va xuong dui.
Type I thuong gap hon, chiém 80% céc truong
hop [6], ddc trung boi xuong dui ngin va cong
nhu hinh 6ng nghe dién thoai, bat thuong xwong
tran va mat nhung khoéng c6 di dang hop so co
ba 14. Type I duoc cho 1a gy ra boi bién thé
R248C va'Y373C cua gen FGFR3 [7], [8]. Type
II gép ¢ 20% truong hop con lai, dac trung bdi

198

su bién dang hdp so: hop so hinh c6 ba 14, cung
voi sy dong sém cua thop trude va thop lambda
[9]. Bién thé K650E cua gen FGFR 3 dugc cho
1a nguyén nhén cua type I1 [7], [8]. Mot sb triéu
ching thudng gip & ca hai type bao gdom 10ng
nguc nho hinh chuéng do cac xwong suon ngin,
dau to, mit phang, cdu miii thap, cic xuong &
chi ngin va cong rd rét, nép gap da thira & cac
chi [6]. Thanatophoric dysplasia thuong di kém
bat thuong vé ndo, cu thé 1a loan san thuy thai
duong. Cac ranh ngang sau bat thuong & thiy
thai duong c6 thé dugc nhin thdy thong qua siéu
am hinh thai ¢ giira tam ca nguyét 2, va c6 thé
g6p phan gitp chan doén tién san trong truong
hop bénh nhan tir chdi choc 6i [10], [11]. Tré
c6 thé co cac bat thuong khac di kém voi loan
san xuong bao gdm gian ndo that, con dng dong
mach, xuong suon ngén, 10ng nguc nho,... Chan
doan phan biét thudng bao gdm bénh tao xwong
bat toan loai II ddc trung boi sy gy nhiéu
xuwong dai, bénh loan san sun dac trung boi sy
giam khoang hoa nang cua xuong; bénh giam
phosphat nang [12].

Hau hét cac truong hop c6 thé duge phat hién
qua siéu 4m tién san & tam ca nguyét 2,3. Tuy
nhién, dé khang dinh chan doan can c6 co vai
trd ctia sinh hoc phan tir nhu choc 6i, cffDNA.
St dung ky thuat NGS va PCR - RED cho
cffDNA trong chan doan tién san Thanatophoric
dysplasia cho do chinh xéac 1én dén lan luot 1a
96,2% va 88,6% [13]. Tuy nhién vdi ca bénh
cua chung t0i, trong qua trinh mang thai sau khi
dugc chan doan theo ddi thai di tat, ngudi nha
tir ch6i 1am thém xét nghiém tién san.

Ca bénh m ta trén dy c6 nhiéu diém phu
hop vé hinh thé so véi y van, cu thé 1a tt chi
ngin, vong dau to 38cm, hdp so tron khong
tao hinh co ba 14, khoang cach giita hai mét xa
nhau, phin tran nhé cao, xuwong miii thap, 16ng
nguc nho hinh chudng, bé suy hé hip ngay sau
sinh. Ca bénh cuia chung toi cling c6 cac bt
thuong di kém nhu dugc mé ta trong y van nhu
gidn ndo that 2 bén, 16ng nguc nho gay suy ho
hap som sau sinh, dic biét hinh anh Xquang sau
sinh cho hinh anh cic xwong chi ngén, xuong
dui cong hinh dng nghe dién thoai. Thong qua
phim Xquang chiing t6i khong nghi dén bénh
tao xwong bt toan vi khong c6 gy xuong bénh
ly va dam d6 xuong binh thuong. Bénh loan
san sun c¢6 diém chung v6i bénh nay 1a chidu
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dai téng thé ngan, tuy nhién trong truong hop
nay khong nghi dén vi loan san sun 1a bénh ly
thuong anh hudng xuong dai gay chiing “lun”,
khong anh huéng xuong 16ng nguc, khong gay
suy hé hap som ngay sau sinh, da s c6 thé song
dén tudi truong thanh. Xét nghiém tim dot bién
gen khong thyc hién do ngudi nha khong dong
y. Tuy nhién, théng qua hinh thé, 1am sang va
Xquang sau sinh, ching t6i nghi nhiéu dén chan
doan Thanatophoric dysplasia type 1. Day la
truong hop 14m sang hiém, canh bao cac bac si
so sinh dé tu vén cho gia dinh tién luong bénh
va tu van tién san cho cac lan sinh sau do.

4. KET LUAN

Loan san xuong gay tir vong - Thanatophoric
dysplasia 1a mot bénh 1y bét thuong hé xuong
bam sinh hiém gap, nang né va thuong dan dén
tu vong. Bénh dac trung boi sy ngan cac chi,
16ng nguc nho, vong dau to va duogc phan thanh
hai thé dwa vao dic diém Xuong dui va di dang
hdp so. Bénh co thé dugc chan doan tién san
bang siéu 4m va sinh hoc phén tir; sau sinh c6
thé chan doan dua vao 1am sang, hinh anh hoc,
sinh hoc phén tir va tir thiét.
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