HOI CHUNG TANG TRUONG QUA MUC
O THAI NHI

ThS. Nguyén Thi Kim Mai, BSNT. Nguyén Khanh Duy
DPai hoc Y Duge TPHCM

Ngay nay, nhd su phét trién cta siéu am,
cac béc si san khoa c6 thé dé& dang theo dai
va danh gid su ting trudng cua thai nhi, t
do6 phat hién cac trudong hop thai 16n so véi
tudi thai. Hai nguyén nhan thuong gip nhét
din dén thai 16n so véi tudi thai [ tinh trang
dai théo duong thai ky va dinh tudi thai
khong chinh x4c!. Bén canh d6, can chid
dén nhitng nguyén nhan khac, trong d6 c6
hoi chitng ting trudng qui mic (overgrowth
syndrome) — mdt tinh trang lién quan dén
cac bt thuong di truyén, cé thé di kem véi
bt thudong hinh thai va chim phat trién tAim
than van dong vé sau, gdy nén ganh ning vé
mit tdm ly ciing nhu kinh té cho gia dinh
va xa hoi. Phat hién sdm cac thai nhi c6 hoi
ching ting trudng qua mic cé thé gidp hd
trg tu van di truyén cing nhu dinh huéng
tAm sodt va tién lugng cac van dé sic khoe
sau sinh.

PINH NGHIA

Hoi chiing ting trudng qua muec [a thuat
ngtt chi mdt nhém cac bénh Iy khac nhau,
dic trung bdi su gia ting kich thudc mot cach
bat thudong & mot phan hay toan bd co thé,
gy tinh trang ting trudng vugt qua mic binh
thudng, thudng di kém véi bat thudng chu
trac, chAm phét trién tAm thin va khuynh
huéng hinh thanh cdc khéi u vé sau.

Dua trén hinh thai, sy ting trudng qua
muc dugc chia thanh hai dang: toan thé hoic
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khu trd (& mot hodc vai co quan hodc mot
phan co thé), trong dé, ting trudng qua muc
dang toan thé dugc xac dinh khi céc chi sb
tang trudng (cAn ning, chiéu cao, vong dau)
vuot hon 2 do léch chudn (+2 SD). Duya
trén thoi diém khaéi phét, tinh trang nay c6
thé dugc phan chia thanh trudc sinh hoic
sau sinh’. O thai nhi, tinh trang ting trudng
qua muc duge xac dinh khi cAn niang 16n hon
béch phan vi thi 97 so véi tudi thai*.

DICH TE

Ty 16 méc hoi ching ting trudng qua mic
n6i chung vin con chua r6. Nho sy phat
trién ctia céc k§ thuat chan doan di truyén,
hoi chitng nay dugc phat hién va mo ta ngay
cang nhiéu, cha yéu la trong giai doan sau
sinh?*. Cu thé cho ting bénh Iy, ty 1é mic hoi
ching Beckwith — Wiedemann 1a vao khoang
1/13.700 tré sinh séng’, thuong gip hon &
thai ky sau thu tinh nhan tao véi ty 1é 1/4.000
ca sinh®. Mot hoi chiing khéc ciing lién quan
dén tinh trang ting trudng qua mic 1a hoi
ching Sotos, véi ty 1é 1/15.000 tré sinh séng’.

TIEP CAN CHAN DOAN

Nguyén nhan thudng gip nhit ctia sy ting
trudng qua muc trong thai ky 1a do tinh sai
tudi thai, sau d6 1a tinh trang cudng insulin
do dai tho dudng & me. Sy ting dudng huyét
kéo dai & me gy ting sinh t& bao beta & ddo
tuy va cudng insulin & thai, din dén tinh



trang thai 16n véi chidu ngang phét trién hon
chiéu cao?. Dang chi ¥, cdc nguyén nhan di
truyén rit da dang va phtc tap, tit cAp do
nhiém sic thé nhu chuyén doan, dao doan,
mét doan, lip doan..., cho dén cip d6 gen
véi ngay cang nhidu dot bién gen dugc tim
thiy, trong d6 cac hoi ching thudng gip nhét
l1a hoi ching Sotos, hoi ching Beckwith —
Wiedemann (BW), hoi ching Perlman, hoi
chitng Simpson — Golabi — Behmel (SGB)...

Nhin chung, thai Ién so véi tudi thai
thudng biéu hién sau tudn tht 20 cua thai
ky, nhiéu trudng hop biéu hién vao giai doan
cubi cua thai ky, gay khé khin cho viéc chan
doan hoi chiing ting trudng qui mic'. Do
véy, phan 16n cac trudng hop nay khong duoc
chén doan trude sinh. Chan doan phan biét
cac nguyén nhan cua hdi ching ting trudng
qua muc thuong kha phic tap vi biéu hién
lam sang chong lap cta cac bénh Iy nguyén
nhan khac nhau. Ngoai biéu hién thai 16n,
hoi ching nay thudng cé cac bat thudng hinh
thai khac di kém, c¢6 thé phat hién dugc trén

siéu Am tit tam c4 nguyét hai nhu bat thudng
ndo, bat thudng & mit, lusdi to, bit thudng
cAu trdc tim, than, tuy, tang to (gan, than,
tuyén thugng thén, tuy), thoat vi hoanh,
thodt vi rdn, gidm ctt dong thai...

Khi nhan thiy mot thai c6 cAn ning lén
hon so véi tudi thai, dau tién can xdc nhén lai
tudi thai, sau d6 loai trit d4i thdo dudng thai
ky & me. Néu ngudi me khong mic déi thdo
duong thai ky va tudi thai la chinh xéc, can
nghi dén cac nguyén nhéan khéc. Thai 16n do
thé trang don thuan ciing c6 thé gip, nhit 1a
khi me bi béo phi'. Tuy nhién, can nghi dén
hoi chiing ting trudng qua mic do di truyén,
dac biét khi ¢6 kem cac bat thuong khéc trén
siéu 4am. Do d6, can thuc hién siéu 4m khao
sat hinh thai chi tiét va tim kiém sy hién
dién cua cc bAt thuong tim hay thin kém
theo. Su nhay cam cing nhu kinh nghiém
lam sang trudc nhitng bt thudng ciu tric c6
thé giap phéc hoa kiéu hinh, nhan dién céc
kiéu khudén mit di hinh, tit d6 dinh hudng
dén nhiing hoi chitng nguyén nhan thudng
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Tang trudng qua muc +
bat thudng nao.

Tang trudng qua muc + bat thuong
khéac (thoét vi hoanh, da ngon sau
tryc, gidn ndo that) +/- tang AFP.
Can nhac hoi chdng Simpson
Golabi Behmel.

Panh gia lai ki€u hinh nguoi me.

doan 5q35.

gen NSD1.
MRI thai.

Gidi trinh ty tim d6t bién gen
GPC3.

Karyotype, FISH tim mat

Giéi trinh ty tim dot bién

Can nhéc hoi ching Sotos.

Tang trudng binh thuong
ho&c qua muc + thoat vi
hoanh, bénh tim bam
sinh, da ngdn sau tryc.
Can nhéc hoi ching
Pallister Killian.
Karyotype/FISH tim mat
doan 12p.

Tang trudng qué muc bat
d6i xUng, thoat vi rén, bat
thuong tim, than, lUai to,
da 6i +/- tang AFP.

Can nhéc hoi chung
Beckwith Wiedemann.
Karyotype, FISH tim mét
doan 11p15.

Hinh 1. So db tiép can chan doan hoi chiing téng trudng qué muc'.
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gip, nhu hoi ching BW, Sotos, Weaver...
Mit khac, vi sb luong hoi ching di truyén
lien quan dén ting trudng qua mic duge tim
thiy ngay cang nhiéu ciing nhu sy chong lap
déng ké vé kiéu hinh, xét nghiém xam [4n la
can thiét, khong chi dé chan dodn, xac dinh
ban chét di truyén ma con du dodn céc bat
thuong c6 thé c6 dua trén mbi lién quan giita
kiéu gen — kiéu hinh, tién luong két cuc thai
k¥, [én ké hoach quan Iy va chim séc sau sinh
ciing nhu hd trg tu van di truyén, phét hién

Bang 1. Cac dang bat thudng NST c6 lién quan dén
tang trudng qua muc da dugc béo cao*8

B4t thuong NST Céc gen lién quan

Chuyén doan 2937 NPCC

Mat doan 3q13 ZBTB20

Lap doan 4p16 FGFR3, FGFRL1
Mat doan 5035 NSD1

Mat doan 7q22

Mat doan 9g22 PTCH1

Mat doan 10923 PTEN

Mat doan & me/UDP tU cha/ CDKNI1C, KCNQ],
l&p doan & cha NST 11p15 KCNQI10T1, IGF2, H19

Kham tetrasomy 12p

Mat doan 12q24 HNF1A
Mat doan 13q13 Nhiéu gen
Lap doan 13931 GPC5
Lap doan 15925 IGFIR
M3t doan 19p13 NF1X

Mét doan 22913 SHANK3
Lap doan Xq26 GPR101

nguoi lanh mang gen trong gia dinh va duy
doan kha ning tai lap trong thai ky sau.

Khi nghi ngd thai c6 hodi ching ting
trudng qua mac, cin hoi chin véi chuyén gia
di truyén dé hd trg chan dodn, lua chon xét
nghiém phi hop ciing nhu dién gidi cac xét
nghiém. Choc 6i thuong duogc thuc hién dé
khao sat di truyén té bao thai. Mot s6 nha
nghién ctu dé nghi thuc hién karyotype vi
tim thiy ngay cang nhiéu trudng hgp 6 bat
thuong nhiém sic thé®. Véi cdc trudng hop
nghi ngd hoi ching lién quan dén vi mét
doan nhu hoi chiing Sotos, Simpson — Golabi
— Behmel, FISH, MLPA hay microarray la
nhitng phuong tién c6 gid tri chdn doan'*!!
Véi sy phét trién ctia cdc ky thuat di truyén,
ngay cang c6 nhiéu dang bit thudng nhiém
sic thé lién quan dén sy tang trudng quéi mic
duge phat hién (Bang 1).

Bén canh d6, d€ chin dodn cac hoi ching
lien quan dén bt thudng gen, cac ky thuat
phan tt, dic biét 1a gidi trinh tu gen ¢ thé
dugce thuc hién nham tim cac dot bién gen®'2.
Céc gen lién quan dén tinh trang ting trudng
qua muc cAn duge khao sat bao gdm: ABCC9,
BRWD3, CDKNIC, CHDS8, DIS3L2,
DNMTS3A, EED, EZH2, FIBE GPC3, HERC,
HISTIHI, MTOR, NFIX, NSD1, PDGFRB,
PIK3CA, PPP2R5B, PPP2R5C, PPP2R5D,
PTCHI, PTEN, RNF125, RNF135, TCF20,
SETD2, SUZ12, va ZBTB20* Ngoai ra, hoi

Hinh 2. Hinh &nh tré mac hai ching Beckwith Wiedemann véi dac diém Ui to trén siéu am va sau sinh.
Nguén: Degruyter.com
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Bang 2. Cac hoi ching di truyén thuong gép c6 lién quan dén tinh trang tang trudng qua muc" 8,

Hai chidng

Beckwith -
Wiedemann

Pallister -
Killian

Sotos

Perlman

Simpson
- Golabi -
Behmel

Weaver

HCTTQM
lién quan
NST 159

NST/gen

liéen quan

Locus 11p15: chuyén

doan, ddo doan, lap
doan, UDP hoé&c do
bat thuong methyl
hoa cac vung IC1
(digu hoa H19,
IGF2),1C2 (didu
hoa KCNQ1OT1va
CDKN1C)

Kham tetrasomy
12p, thuong do
khéng phan ly NST

va phéan tach tai tam

dong bat thuong
trong gidm phéan

Dot bién gen NSD17
trén NST 5935, co6
thé do vi mat doan,
chuyén doan NST

Dot bién gen DIS3L2

trén NST 2937

Dot bién gen GPC3
trén NST Xp26, c6
thé do vi mat doan

Dot bién gen EZH2
trén NST 7936

Trisomy/tetrasomy
15925—qter kem
l8p doan IGF1R

Tinh

di truyén
Ty phat & 85%
truong hop, 10
- 15% di truyén
troi, uu thé tu
me; tinh tham
khéng hang
dinh

Ty phat

Ty phét trong
95% truong
hop, cé thé
do di truyén
tréi, tinh tham
khéng hang
dinh

Di truyén lan

Di truyén l&n
trén NST qidi
tinh X. Triéu
ching biéu
hién tU nhe dén
nang

Thuong ty phét,
c6 thé do di
truyén troi, tinh
th&m khéng
hang dinh

Ty phét, cé thé
di truyén théng
qua chuyén
doan hoac déo
doan NST

Dac diém trén siéu am
trude sinh
Thai to, da &i, thoat vi
rén, ludi to, banh nhau
day, day rén dai, tang to,
than to, tang phan am,
tuy loan san dang nang,
bat thudng hinh dang tai
(18m, gap nép), khai u

Pa 6i, ngén chi doan gan,
di tat tim, thoat vi hoanh,
tang khoang thau am
sau gay, bat thuong mét
(tran db, hai mat xa nhav,
m0i gay, thap, ngan), da
ngdn sau tryc

Dau to, dau dai, bat
thudng nao (gidn néo
that, thi€u san thé chai),
tran do

Da 4i, thai to, tang to, u
hamartomas than, than
to, tang phan am, cystic
hygroma, bat thuoing mat
(miéng nhd, mGi nho,
héch)

Thai to, thi€u sn thé
chai, bat thuoing Dandy -
Walker, cystic hygroma,
di tat tim, than to, da
nang, thoat vi rén, thoat
vi hoanh, gidm truong lyc
co, da 8i, banh nhau day

B4t thuong mat, gan to,
than to, tang phan am,
than U nudc nang, thoat
vi rén, ngén tay cong gap

Bat thuong mat, bat
thuong than

Bi€u hién khac
sau sinh
Phat trién tam
than, nhan thuc
binh thuong; ha
duong huyét so
sinh

Cham phét trién
tam than nang,
dong kinh, giam
truong lyc co,
diéc, tat & mat,
gidm hoéc tang
séc t6 da

Cham phét trién
tam than, van
dong

Cham phét trién
tam than, giam
truong luc co

50% tré so sinh
nam tJ vong
Giadm truong lyc
co, thuong cham
phét trién tam
than. Nguoi n
biéu hién kiéu
hinh nhe han
Cham phét trién
tam than, van
dong, gidm hoac
tang truong lyc
cd, cong veo cot
séng

Dinh khép so,
cong veo cot
s6ng, di tat tim va
mét, dong kinh,
giam truong lyc
co, diéc than kinh

Ung thu/khai u
lién quan

Nguy co cao mac
u Wilms, u nguyén
bao gan, u nguyén
bao than kinh,
sarcoma co van, u
biéu md vo thugng
than

U tuyén yén (1
truong hop)

U quéi cung cut,u
nguyén bao than
kinh, bach cau cap
dong lympho, u
hach truéc xuang
cung, u Wilms, u
nguyén bao gan...
(nguy co téng nhe,
2,2% dén < 3%)

Nguy co cao mac u
Wilms

Nguy co méc u
Wilms, u nguyén
bao gan, u nguyén
bao than kinh &
thugng than, u
nguyén bao sinh
duc, carcinoma té&
bao gan

Bach cau cap dong
lympho, lymphoma
non Hogkin, u
nguyén bao than
kinh

Khoéng

NST: nhiém s&c thé; UDP: uniparental disomy; IC1, IC2: imprinting center 1, 2; HCTTQM: hai chiing téng trudng quéa muc
15025 — gter: vung nhiém sdc thé tU vi tri 15925 dén dau tan nhanh dai
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ching Beckwith—Wiedemann 13 bénh Iy da
gen phitc tap véi nhiéu nguyén nhan, giy nén
su mét didu hoa ctia cdc gen duoc déng 4n
& viing nhiém sic thé 11p15. Do dé, céc ky
thuat xét nghiém phan tit khac gitp khing
dinh tinh trang UDP (uniparental disomy)
hay tinh trang methyl héa ctia cac ving IC1,
IC2 (imprinting center 1, 2) thudc locus
11p15 c6 thé hitu ich trong viéc chan doan
hoi ching BW?. Tuy nhién, vAn cé nhiéu
trudng hgp ting trudng qua mic khong chin
dodn dugc nguyén nhan, ké ca sau khi giai
trinh tu exome*. Trong mot nghién cttu doan
hé trén 710 bénh nhan cé hoi ching tang
trudng qui mic, Tatton—Brown va cOng su
(2017) da bdo cdo ty 1é dugc chan doan chi
vao khoang 50%, trong d6, 34% c6 dot bién
gen NSD1, 4,8% c6 dot bién gen EZHZ2; cac
dot bién gen khéc khac bao gdbm DNMT3A
(2,5%), PTEN (2,3%), NFIX (2,0%), CHDS8
(1,7%), BRWD3 (1,0%), HISTIHIE (0,7%),
PPP2R5D (0,4%), EED (0,3%), GPC3
(0,3%), va MTOR (0,3%)".

CHAM SOC SO SINH

Quan ly thai ky vdi tinh trang thai ting
trudng qua mac doi hoi su phdi hop cta ekip
chim séc so sinh ngay tit khi tré duge sinh
ra. Vi nguy co déi thao dudng thai ky tiém 4n
khong duge phat hién & me, cling nhu nguy
co ha dudng huyét so sinh thuong gip & hoi
ching ting trudng qua mdec, diac biét [a hoi
ching BW, can theo déi va kiém tra dudng
huyét thuong quy déu dian cho tré™. Ngoai
ra, tity thudc vao cc bat thudng bam sinh va
nguy co di kéem ma ndi dung chiam séc so sinh
c6 thé khéac nhau, vi du dbi véi tré cé ludi to
can chi ¥ van dé tic nghén dudng thé. Ty 1é
tit vong chu sinh & tré ¢4 hoi chitng BW ¢6
thé 1én t6i 20%, phan 16n do non thang, bénh
co tim, ludi to'. Trong hoi ching Perlman,
nguy cd ti vong so sinh 1a 64%, nguyén nhan
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cht yéu 1a suy ho hip do thiéu san phdi vi
bung cang trudng trong thoi gian dai va ¢6
thé do suy than kem theo’.

THEO DOI SAU SINH

Nhin chung, ngoai kich thudc 16n cung
v6i cdc bat thudng chu trdc, tré mic hoi
chiing ting trudng qua muc thuong cé su mit
can bang hormone, khuynh huéng ha duong
huyét, c6 thé de doa tinh mang®. Thém vao
do, tré thuong c6 chi s6 thong minh thap hon
binh thudng, khiém khuyét ning luc hoc tap,
chim phét trién tAm than — vin dong, dong
kinh, dtt ring mtc do c6 thé dao dong tit nhe
dén ning va chénh léch déng ké trong ciing
bénh Iy"?. Gidm truong luc co la triéu ching
thuong gip, duoc xem la yéu t gép phan gay
chém phat trién vin dong, biéu hién sém qua
d4u hiéu khé an ubng va cham biét di’.

Tré can duge dénh gid tim mach sau sinh
dinh ky qua siéu 4m tim va dién tAm d6. Khéc
v6i hoi ching BW hiém khi c6 bat thuong
tim mach kém theo, ty 1& bat thudng tim
mach trong hoi ching SGB c6 thé t6i 50%.
Ngoai ra, cAn thuc hién siéu 4m bung dé kiém
tra va theo déi cac bt thuong trong & bung,
dic biét Ia than va tinh trang trao ngugc bang
quang niéu quan®. Phau thuat thuong khong
¢4 vai trd va hiém khi dugc chi dinh, chi han
hitu trong trudng hgp ludi to gdy nén cc vin
dé ho hip, ngung thé khi nga, chay nudc mii
kéo dai, khé an udng, khé néi, khé phat 4m
va cdc vAn d@ ring miéng?’.

Thém vao d6, vAn dé dai han dang lo ngai
nhét 13 sy gia ting nguy co ung thu tré em,
dién hinh 14 u Wilms va u nguyén bao gan,
nhét 1 trong hoi ching BW va SGB. Céc co
ché phan tit da dang gy nén hoi ching BW
da thic ddy viéc nghién ctu nhim phan ting
nguy co va tam sodt khdi u dua trén nén tang
phan ti. Vi dy, su ting methyl hoa & IC1 lién
quan dén ting nguy co khéi u & thai (28%),



cht yéu 1a u Wilms, trong khi giam methyl
héa ¢ IC2 lam gidam dang ké nguy co khdi u
xubng con khoang 2,6%, véi khuynh hudng
u nguyén bao gan; céc bién thé cia CDKNIC
va hién tugng UPD nhiém séc thé 11 tit cha
mang nguy co khdi u & mic trung binh, dao
dong tt 7 — 16%. Céc dong thuin qubc té
khuyén céo chién lugc tAm soat khdi u dya
trén ting kiéu gen, tuy nhién, viéc phéin
loai dya trén kiéu gen vin con nhiéu tranh
cai. Gan day, Hiép hoi Nghién ctu Ung thu
Hoa Ky (AACR) khuyén cdo tdm soat cho
céc hoi ching c6 ting nguy co mic u Wilms
va u nguyén bao gan mdt cich ddng bo nhu
sau: siéu Am than va tuyén thuong thin méi
3 théng tit khi chin dodn cho dén khi 7 tudi
dé phat hién sém u Wilms (va khéi u tuyén
thugng than) cing véi kham sic khoe 2 1an
mdi nim; siéu Am bung mdi 3 thang tit khi
chén doan cho dén khi 4 tudi va dinh luong
o—fetoprotein mau dé tAim soat u nguyén bao
gan. Khong c6 chién lugc tAm soat dic biét
cho céc loai u khéc, tuy nhién, siéu Am bung
dinh ky trong 4 nam dau doi c6 thé gidp phat
hién sém cac khbi sarcoma co van’.

DI TRUYEN VA TAI LAP

Nguy co téi lap bénh & thai ky sau phu
thudc vao tiing hoi chiing nguyén nhan ciing
nhu co ché di truyén. Phin 16n céc trudong
hop méc hoi chiing ting trudng qua miec 1a
tu phat, do dot bién méi xuét hién, véi mot
ty 1é nho 1a do bAt thuong ciu tric nhiém sic
thé di truyén tit cha me. Do tinh thim cta
gen khong hang dinh, can khai théc chi tiét
tién st gia dinh va tham kham c4n than & cha
me c4c diu hiéu phi dai cuc bo, quan sat miit,
tai nhim tim kiém céc bt thuong tiém 4n.
Trong vai trudng hop, c¢6 thé can nhéc khao
sat nhiém sic thé cua cha me. Néu khong xac
dinh duoc yéu t6 di truyén gay bénh, nguy co
tai lap & thai ky sau 1a thip, tuy nhién khong

loai trit kha nang kham té bao dong sinh duc
hay do han ché cta cdc xét nghiém chéin
doan hién cd'.

KET LUAN

Nhin chung, héi ching ting trudng qua
mic [a bénh Iy kha hiém gip v6i nguyén
nhan phtc tap, trong khi nhitng hiéu biét vé
bénh sinh va biéu hién 1am sang con chua
day du, gay khong it kho khin cho viée chan
dodn va quan Iy. Nhiéu nghién ctu doan hé
16n dang duogc thyc hién, nhim cung cip
thém dit liéu vé phd kiéu hinh, tit nhitng dic
diém ro rét cho dén tinh vi, cting véi dit liéu
phan ti nhim t4i uvu héa niang lyc chan doan
va quan Iy xuyén sudt. Vi nhitng anh hudng
nghiém trong va lau dai trén cudc sbng ngudi
bénh, chin doan hoi ching ting trudng qua
miuc trudc sinh c6 y nghia kha quan trong,
nhim dinh huéng tu vin di truyén, cham séc
so sinh kip thdi cing nhu theo doi cdc van dé
sttc khoe vé sau.
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