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Tém tat

Tan suét tré day thi sém lién quan thira can/béo phi ngay cang tang. Co ché bénh
sinh lién két hai van d& nay van con chwa dworc biét rd. Khong phai tat ca tré béo phi
déu c6 s kich hoat toan phan clia truc ha ddi - tuyén yén - sinh duc, nén nghiém phap
kich thich badng GnRH van la budc dau tién quan trong khi thuc hién chan doan. Tudi
xwong c6 it gia tri hon so véi tré cé can nang binh thwéng, nhung van can thiét trong
viéc dy doan chiéu cao cudi cling va tw van diéu tri. GnRHa c6 hiéu qua 1am cham tién
trién tudi xwong, cho phép dat dwoc chidu cao cudi ciing phii hop véi chiéu cao trung
binh theo bd me.

T khoéa: Thira can, béo phi, day thi som.

Abstract
Central precocious puberty in overweight/obese children

Obese children presenting with early signs of puberty are becoming increasingly
common. The mechanistic link between weight and early puberty is not fully understood,
but not all children had full activation of the HPG axis thus suggesting that evaluation
through measurement of LH levels remains an important first step among obese girls
with early puberty. Bone age advancement has less diagnostic value among obese girls
with early puberty but can still be used to estimate adult height and to informcounseling
about potential therapy. GnRHa therapy still is effective in achieving the final height at
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the mid - parental height.

I. MO DAU

Céc dit liéu dich & hoc trong thap nién gan
day cho thay tudi c6 biéu hién ddy thi xuat hién
som hon trén cac tré thira can/béo phi, diéu nay
dac biét 1o rang ¢ cac tré nit hon so vai tré nam.
Co ché bénh sinh 1y giai cho mdi lién quan nay
con nhiéu ban cdi. Hai chat dugc dé cap nhiéu
nhit trong sinh bénh hoc cua day thi sém trén
tré béo phi 1a leptin va adipokine. Van d& chén
doéan va diéu trj day thi som trén tré thura can/
béo phi cling c6 nét dic thu can luu ¥.

Moi lién quan giita thira cin va day thi
som trung wong (DTSTU)

Trong nhiéu nghién ctru dich t& hoc dua vao
dan sd, cac tac gia nhan thay hién twong gia
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tang tan suat béo phi tré em ciing kéo theo su
giam di tudi khoi phat day thi & tré nir [1-4].
Nguoc lai,tré nam thura can c6 thé day thi s6m
hon nhung tré nam béo phi lai c6 khuynh huéng
day thi mudn hon tré c6 can nang binh thuong
[5]. Thura can duoc dinh nghia khi 85th < BMI
< 95th percentile; béo phi khi BMI ttr trén 95th
percentile.

Nghién ctru cua tac gia Liu tai Trung Qudc
trén 4058 tré tir 16p 1 dén 16p 3 tiéu hoc cho thay
tan suat day thi som (DTS) 1a 8,78% o tré gai va
2,58% & tré trai. Tan sudt DTS cao hon rd rét &
nhom tré thira can béo phi trén ca hai gidi. Tan
sudt DTS & nit thira can 1a 27,94% va & nir béo
phi 1a 48% so voi 8,78% nilt ¢6 can nang binh
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thuong. Tan suat DTS ¢ nam thira can 13 6,78%
50 Vi 2,58% nam c6 can ning binh thudng. Két
ludn nay ciing twong ddng vai cac tac gia tai cac
thanh phd 16n khac ¢ quéc gia nay.

Trong nghién ctru doan h¢ trén 11.046 tré,
tac gia Nis Brix da két luan ting BMI 1a yéu t6
lién quan nghich véi thoi diém xuat hién cia tat
ca cac cot mbc day thi & ca hai gi6i. Tt ca cac
cot mbc day thi duoc quan sat trong nhidu nim
tir e 7 tudi dén 13 tudi bao gdbm vii va co quan
sinh duc, v& giong va xuit tinh & tré nam, co
kinh & tré n@t phan do theo Tanner. Sy xuét hién
sOm cua tat ca cac cot moc day thi tinh chung &
tré thira cAn nam va nir lan luot 1a 3,1 thang va

5,5 thang; ¢ tré béo phi nam va nit lan luot 13
3,5 thang va 5,2 thang.

Hién tai, chua c6 két luan chic chin vé mbi
lién quan sinh ly bénh gitra béo phi va sy khoi
phat day thi. Sy diéu hoa phong xung GnRH
tuy thudc vao hoat dong phdi hop cua cic
neuron kisspeptin, neurokinin B va dynorphin
(KNDy) & vung ha doi. Kisspeptin tham gia
vao co ché feedback duong ciia budng tring
lam tang vot gonadotropin ¢ giai doan trudc
rung trung [4].

Mo m& c6 vai tro nhu mot tuyén ndi tiét san
xuét adipokin va leptin, 1a hai hoa chat c6 lién
quan tryuc tiép dén kisspeptin (Hinh 1) [6]
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Hinh 1. Céc yéu t6 diéu hoa qua trinh khoi phat day thi.
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Céc thay ddi trong di truyén ngoai sinh 1a
yéu t6 didu hoa chinh qua trinh khoi phat day
thi, két hop vai kiéu gen di truyén, phoi nhidm
moi truong va hé thong kisspeptin GnRH. FSH
hormone kich thich tao nang tring. GnRH
gonadotropin releasing hormone. KISS1R Thu
thé kisspeptin. KNDy kisspeptin, neurokinin
B va té bao than kinh dynorphin. KOR thu thé
k-opioid. LEPR thu thé leptin. LH hormone tao
hoang thé. NK3R thu thé neurokinin 3.

'Ngoai ra, adipokin con ¢6 vai tro nhu mot
chit tién viém, lam tiang dé khang insulin va
kich hoat aromatase ngoai bién, chuyen hoéa
testosterone thanh estradiol. Bén canh do, tinh
trang dé khang insulin trén tré béo phi s& dan dén
ting san xudt androgen tir tuyén thuong than,
androgen nay lai chuyén hoa thanh estrogen [7]
do tang hoat tinh aromatase cua mé md. Nguoi
ta nhan thdy nong d¢ estradiol trong mau cua
cac tré em thtra can/béo phi cao hon tré c6 can
nang binh thuong [7].

Leptin dugc san xudt tr té bao md
(adipocyte). Su phéng thich leptin din dén
kich thich san xuat gonadotropin. Tuy nhién,
leptin dugc xem nhu chét dan, tu n6 chua du
khoi phat day thi. O nit, dinh leptin xut hién
trudc dinh gonadotropin, estrogen cé vai tro
kich thich san xudt leptin. Testosterone trc
ché bai tiét leptin tir cac t& bao md trong khi
estradiol thi nguoc lai. Diéu nay co6 thé giai
thich mot phan hién tuong tré nit béo phi thi
c6 hién tugng day thi sém trong khi nam béo

phi thi day thi mudn.Trong nghién clru cua
Markovic trén 343 tré nit tir 8 - 13 tudi cho
thidy ndng do leptin ting trén 12,2 ng/ml s&
lam giam tudi c6 kinh; giam mdi 1 ng/ml sé&
giam tudi c6 kinh xudng 1 thang [8].

Ngoai vai tro cta adipokin - leptin, con ¢
mdi lién quan giita bo ba “DTS - thira can/béo
phi - tinh trang kinh té xa h6i” va “DTS - thira
can béo phi - 1ap trinh thai”. Tinh trang suy dinh
dudng bao thai, me béo phi, me tiéu duodng la
cic yéu t6 giy bién d6i ngoai di truyén anh
huong dén day thi sém & tré nit. [5] (hinh 2)

Gid tri clia cac cong cu tiép cin chin doan
trong DTSTU trén tré thira cAn/béo phi

LH nén v nghiém phdp kich thich GnRH

Gia tri ctia LH nén va tiép theo 1a nghiém
phap kich thich bang GnRH dé do ludong dinh
LH dugc xem nhu hai xét nghiém sinh hoéa tinh
va dong c6 gia tri cao trong chian doan xac dinh
day thi sém trung wong. Ngudng quy dinh LH
nén thay ddi theo phong xét nghiém, da s6 chon
ngudng trén 0,3 mUI/L, mac du vai noi van con
chon nguong cao hon. Ngudng quy dinh dinh
dap tmg LH sau nghiém phap kich thich bang
GnRH la trén 5 - 6 mUI/L.

O tré béo phi, su dap tmg LH c¢6 kém hon.
Diéu nay anh huong thé nao 1én gia tri cic xét
nghi¢m trong thyc hanh lam sang? Christin
[9] da nhan thay nong do LH khi ngu trén tré
béo phi dat dugc thap hon tré c6 can nang binh
thuong; ngoai ra tan suat xung liic nga ciia LH
trén tré béo phi ciing thap hon.
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Hinh 2: Gia thuyét lién hé giita béo phi, tinh trang dé khang insulin
va su tiet adipokine téi thoi diém day thi.
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SHBG: globulin két hop hormone sinh duyc.
GnRH: hormone phong thich gonadotropin.
HPG: ha d6i - tuyén yén - tuyén sinh duc.

Trong mot hoi clru trén 609 tré ntt, Jun
Fen Fu [10] nhan thay dinh LH sau test & tré
c6 can ning binh thuong cé ndéng do trung
binh 1a 9,1 mIU/ml, cao hon nhiéu so véi tré
thira can 1a 8,5 mIU/ml va béo phi chi la 6,2
mIU/ml. Céc két qua twong tu ciing dugc cong
bb & nhiéu tac gia khac [11, 12].

Diéu nay chi ding ¢ giai doan Tanner 2, 3
[13] trong khi Tanner 4,5 thi BMI khong anh
hudng lén dinh dap ting voi GnRH. Tuy nhién
trén thuc té, ¢6 rat nhidu tré duoc lam nghiém
phap kich thich GnRH déanh gia day thi ¢ giai
doan Tanner 2, dan dén két qua 4m gia. Chan
doan luc nay con phai dua vao cac yéu tb 1am
sang, tinh chét tién trién va cac xét nghiém cén
lam sang khac [10].

Tuéi xwong

Diéu khé khan tiép theo 1a tudi xwong ciing
thuong cao hon ¢ tré béo phi.

Trong chin doan DTS, tudi xuong la mot xét
nghiém c6 do tin cay cao [14, 15] dé danh gia
tinh tién trién, phan biét véi DTS trung wong
tién trién cham hodc bién thé don doc cua day
thi. Tuy nhién, tudi xuong tién trién ciing gip
trén tré c6 toc do tang truong nhanh, béo phi
ngay ca khi tré chua day thi [16, 17]. Nghién
ctru ctia Klein trén 167 tré tir 3 dén 18 tudi cho
thiy cac tré béo phi c6 tudi xwong sém hon co
¥ nghia théng ké so v6i tré ¢6 can ning binh
thuong; trong d6 33% tré béo phi ¢6 tudi xwong
s6m trén 2 tudi [18]. Ngoai ra, hién tugng nay
ciing ¢6 trén nhom tré béo phi chi ¢6 biéu hién
vi to don doc hodc co 1ong mu don doc, trong
khi & tré c6 can ning binh thudng thi nhom bién
thé day thi don doc nay s& khong c6 tudi xuong
tién trién. Vi vy, viéc st dung tudi xuong trong
chan doan DTS trén tré béo phi c6 thé s& lam
nha 1am sang c¢6 quyét dinh sém va thira. Tuy
vdy, vai tro ctia tudi xuong s& van rat quan trong
trong viéc xac dinh chiéu cao dy doan ltic trudng
thanh (PAH). Cac nghién ctru cho thdy mic du
tré nit béo phi c6 tudi xwong tién trién nhanh khi
c¢6 day thi som, nhung nho toc d6 ting truong
nhanh dé c6 sén trude khi ddy thi nén c6 nhiéu
tré van dat chiéu cao truong thanh bang chiéu
cao trung binh theo bd me (MPH) [19-23].
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Hiéu qud ciia dong vin GnRH trong diéu
tri DTSTU cho tré thira cin/ béo phi

Tir nam 1980, dong van GnRH (GnRHa)
duoc xem nhu thudc didu tri chuan cho DTS
trung uwong [24]. GnRHa khi dugc tiém vao
co thé, sé tao hiéu ung kich thich lién tuc cac
receptor, gdy bdo hoa va mit nhay cam thir phat
voi GnRH ndi sinh, tir d6 (e ché sy bai tiét
gonadotropin. Viéc trc ché bai tiét hormone sinh
duc s& 1am cham tién trién tudi xuong, tir do kéo
dai hon thoi gian ting truong, gitip bao ton va
tang chidu cao cudi cung. Trong bdi canh tré
thira can/ béo phi, gia thuyét dat ra 1a kha ning
{rc ché truc tuyén yén - sinh duc ciia GnRH c¢6
bi suy giam khong?

Sinthuprasith da so sanh 2 nhom tré DTS sur
dung GnRHa béo phi va can nang binh thuong.
Két qua cho thdy véi cing mot liéu leuprolide
hodc triptorelin thi ca hai nhom déu dat nong
d6 LH dudi 4 UI/L, nghia 1a c6 thé tc ché truc
tuyén yén - sinh duc [25].

V& hiéu qua cua GnRH trén chiéu cao, hau
hét cic nghién ctru déu két luan rang mic du
nhém tré béo phi co tudi xuong tién trién hon
nhung viéc str dung GnRHa van gitp lam chim
tién trién tudi xuong, cho phép dat duoc chiéu
cao cudi ciing phu hop véi chiéu cao trung binh
theo bé me (MPH) [25-29].

Tac gia Kim cho thay khi str dung GnRHa,
toc d6 giam phat trién tudi xwong twong dong
khi so sanh trén 74 tré béo phi va 108 tré c6 can
nang binh thuong [30]. Ca hai nhom déu c6 cai
thién chidu cao du doan lic truong thanh (PAH)
tuong duong. Nghién ctru ctiia Park va cs cling
cho thay tré DTS béo phi khi sir dung GnRHa
cling cai thién chiéu cao dy doan luc truong
thanh (PAH) twong duwong MPH [31].

Pa s6 cac nghién ciru déu ung ho rang viéc
diéu tri bang GnRH khong lam ting BMI sau
diéu tri va & tudi truong thanh [32, 33]. Mot sb
nghién ctru cho thdy BMI c6 thé ting thoang
qua & giai doan dau dicu tri, sau d6 tro vé mirc
trude didu tri [25, 31, 34-36].

Arcari [37] va cdng su da so sanh BMI-SDS
trén 117 tré nit DTS trung wong chia thanh 3
nhom: can nang binh thuong, thura can va béo
phi, trong d6 33 tré khong diéu tri. Két qua theo
ddi doc dén tudi truong thanh cho thidy nhom
tré ¢6 can nang binh thuong va thira can c6 tang
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BMI-SDS luc 1 va 2 nam sau diéu tri, nhom béo
phi nguoc lai khong tang BMI-SDS trong qua
trinh st dung GnRH. Ngoai ra, nhém diéu tri
lai c6 BMI-SDS thap hon nhém khong diéu tri
& thoi diém cudi cung.

Tuong tw, Palmert [38] ciing da c6 két luan
rang mic di tré béo phi c¢6 tan suét phat trién
DTS cao nhung béo phi khong lién quan dén
viéc te ché truc ha doi - myén yén - sinh duc
do ddng van GnRH. Nghién ciru dugc thyuc hién
trén 96 tré nit va 14 tré nam DTS duoc diéu tri
v6i ddng van GnRH. Khdi md co thé duoc danh
gia qua BMI-SD, do nép gép da va do phan
tram m& qua k¥ thuat DEXA (dual energy x-ray
absorptiometry).

Trong mét nghién ctu doan hé lich sur trén
cac phu nir di timg diéu tri DTS véi dong van
GnRH, Lazar da cho thay diéu tri khong gay
hau qua ting BMI va cac r6i loan chuyén hoa
lién quan dén béo phi & tudi 30 dén 50 [32].

Tir 1995 dén 2019, tac gia Satitpatanapan
[39] tai Thai Lan da theo doi trén 64 phu ni
c6 DTS trung wong. Két qua cho thiy tudi
trung binh lac két thac nghién ciru 1a 20.7 +
2.7. Nhém khong diéu tri bi béo phi (BMI >
25 kg/m?) cao hon nhém c6 diéu tri (72.1%
s0 v6i 36.6%, p < 0.01). Glucose mau khi doi,
HDL-C tuong duong ¢ hai nhoém, tuy nhién c6
su khac biét vé néng do insulin, cholesterol,
triglyceride, LDL-C va md hinh danh gia dé
khang insuline (homeostasis model assessment-
insulin resistance HOMA-IR)cao hon & nhom
khong diéu tri.

2. KET LUAN

Tan suét tré day thi som lién quan thira can/
béo phi ngay cang ting. Co ché bénh sinh lién
két hai vin dé nay van con chua duoc biét 3.
Khong phai tit ca tré béo phi déu c6 su kich
hoat toan phan ciia truc ha ddi - tuyén yén - sinh
duc, nén nghiém phap kich thich béng GnRH
van 1a budc dau tién quan trong khi thuc hién
chan doan. Tudi xuwong c6 it gia tri hon so véi
tré co can ning binh thudng, nhung vin can
thiét trong viéc du doan chiéu cao cudi ciing va
tu van diéu tri. GnRHa c6 hiéu qua 1am chdm
tién trién tudi xuong, cho phép dat duoc chiéu
cao cudi ciing pht hop véi chiéu cao trung binh
theo bd me.
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