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DAC PIEM LAM SANG VA PHAN LOAI BENH
TANG SAN THUQO'NG THAN BAM SINH THE THIEU 21-HYDROXYLASE

Vii Chi Diing*,**, Tran Huy Thinh*, Tran Van Khanh*

TOM TAT

Tang san thugng thdn badm sinh thé thiéu 21-
hydroxylase la bénh gay nén do dot bién gen
CYP21A2 lam mdt hodc thi€u hut enzym 21-
hydroxylase mot enzym then chét tham gia vao qua
trinh tong hop cortisol, dan dén hau qua la khong
téng hap hoic glam tong hgp cortisol, ting tdng hap
testosterone dua dén hinh anh lam sang suy thugng
than cap, nam hoa dan thuan & tré ga| va day thi sdm
& tré trai. Bénh co biéu hién [am sang da dang va
dudc phan loai thanh 3 the _bénh chinh: mat muéi,
nam hoa dan thuan, khong 6 dién. V|ec phan loai the
bénh va theo doi dac diém lam sang d bénh nhan
tang san thugng than bam sinh ¢4 y nghia quan trong
trong chan doan va diéu tri bénh. Nghién clu thuc
hién vdi muc t|eu Xac dinh ti 1& cac the bénh va dac
diém 1am sang cla bénh nhan téng san thugng than
bdm sinh do thiéu hut enzym 21-hydroxylase. 209
benh nhan dugc phan tich va danh g|a dac diém 1am
sang tai Bénh vién Nhi Trung Udng. Két qua cho thay,
da phat hién dugc 77% bénh nhan the mat mu0|
21% the nam héa don thuan chiém va 2% méc the
khong cd dién. Bénh nhan thé mé&t mudi va thé khong
c6 dién dugc chan doan sém hon (32 ngay va 18,5
ngay) so vdi bénh nhan thé nam hoa don thuan (1590
ngay) (p<0.001). Thé bénh mat mudi co ti 1€ nam/nir
gan tuong duong nhau (nam 46,6% va nir 54 ,4%).
Thé nam hda don thuan cd ti Ie bénh nhan ni cao
hon (81,8% nir va 18,2% nam) Mg ho gidi tinh &
bénh nhan nir ca ba thé mat mudi, nam hda dan
thuan va khong cd dién la tueng derng nhau (Ian lugt
96%, 97%, va 100%). Can suy thugng than cap chi
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xuét hién & bénh nhan thé mat mudi véi ti 1& & nam la
91,8%, & nir a 78,6%.

T khoa: Tang san thugng than bdm sinh, 21
Hydroxylase, D3c diém |am sang, thé bénh

SUMMARY
CLINICAL CHARACTERISTICS AND
CLASSIFICATION OF 21-HYDROXYLASE
DEFICIENT — CONGENITAL ADRENAL

HYPERPLASIA

21-hydroxylase deficient — congenital adrenal
hyperplasiais a disease caused by a mutation in the
CYP21A2 gene, resulting loss of function of the 21-
hydroxylase enzyme, a key enzyme involved in the
synthesis of cortisol, resulting in reduced cortisol
synthesis, increased testosterone synthesis which lead
to the clinical manifestations of acute adrenal failure,
virilizing in girls and early puberty in boys. The disease
vary in term of clinical manifestations and is classified
into three major disease categories: salt wasting,
simple virilizing, and non-classical. Classification of
disease and clinical characteristics in patients with
congenital adrenal hyperplasia is important in the
diagnosis and treatment of the disease. Objective: To
determine the incidence and clinical characteristics of
patients with congenital hyperplasia due to 21-
hydroxylase deficiency. 209 patients admited to the
National Children Hospital were analyzed and
evaluated clinically. Results showed that 77% of
patients were classified as salt wasting, 21% as simple
virilizing and 2% as non-classical. Patients in the salt
wasting and non-classical group were diagnosed
earlier (32 days and 18.5 days) than those in the
simple virilizing group (1590 days) (p <0.001). The
proportion of males / females were nearly equal in salt
wasting group (46.6% males and 54.4% females).
Simple virilizing group has a higher proportion of
female patients (81.8% female and 18.2% male). The
incident of gender ambiguity in female patients in all
three categories of salt loss, male and female, were
similar (96%, 97%, and 100%, respectively). Acute
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adrenal failure was found only in patients with salt

wasting form with 91.8% in male and 78.6% in female.
Keywords: Congenital Adrenal Hyperplasia, 21

Hydroxylase, Clinical Characteristic, Classification

I. DAT VAN DE

Tang san thugng than bam sinh thé thiéu 21-
hydroxylase la bénh gdy nén do dot bién gen
CYP21A2, dan dén su mat hodc thi€u hut enzym
21-hydroxylase, mot enzym then chdt tham gia
vao qua trinh téng hop cortisol, dan dén hau qua
la khéng téng hgp hodc giam téng hgp cortisol,
tdng tdng hdp testosterone dua dén hinh anh
ld&m sang suy thugng than cdp, nam hda daon
thuan & tré gai va day thi sém & tré trai [1]. Cac
nghién clu trén thé gidi da udc tinh tan suat
mac bénh tur khoang 1/10000 dén 1/20000 tré
sinh ra [2]. Mdc d0 nang cla bénh phu thudc
vao hoat d6 enzyme 21- hydroxylase con lai cta
bénh nhan.Phu thudc vao biéu hién 1dm sang va
mc do thi€u hut enzyme thi tang san thugng
than bam sinh dugc chia ra thanh 3 thé chinh:
th€ méat mudi, thé nam hda don thuan va thé
khong cd dién. Cac nghién ctu trén quéan thé
ngudi chdu A d& chi ra th€ mat mudi chiém ti 1&
cao nhat trong sd cac ca mac tang san thugng
than bam sinh v8i 75%, thé nam hda don thuan
chiém ti 1& thdp hon (20-25%) va thé khdng c6
dién hiém gdp hon (<5%) [3].

PGi v8i bénh nhan thé méat mudi, thi€u hut
hoan toan hoat dé enzym gdy nguy hiém dén
tinh mang va tir vong do méat nudc, ha natri mau
(con suy thugng than cdp), va cac tré gai mac
thé néng thiéu 21- hydroxylase cé biéu hién nam
hoa bd phan sinh duc ngoai tur thGi ky bao thai
va dudc phat hién ngay sau sinh. Thé nam hoéa
don thudn co cac biéu hién 1dm sang kin dao
han do vay khd phat hién tai thai ky sa sinh han.
Bénh nhan nif thé nam hda dan thuan c cac bat
thuGng vé bd phan sinh duc ngoai 6 cac mic do
khac nhau, tré nam thudng c6 biéu hién day thi
sdm ngoai bién tir thdi diém 2-4 tui. Bénh nhan
thé cd dién thudng khdng co biéu hién 1dm sang
rd rét ma chi biu hién bat thudng vé cac dic
diém gidi tinh [4].

Tiéu chudn dé& phan loai ki€u hinh dua trén
cac triéu chirng 1am sang: nam hda bd phan sinh
duc ngoai G tré gai dugc danh gia theo cac mirc
dd cla Prader dé& chin doan thé c6 dién (bao
gom ca & thé mat mubi hodc nam hda don
thudn); & th& mat mudi, cac bénh nhan cd cac
bi€u hién sut cdn hodc chdm tdng can sau dé,
nén, dau hiéu mat nudc hodc s6c gidm thé tich,
Natri huyét tugng ha < 130 mmol/l hoac 130-
135 mmol/| két hop véi K > 5,5 mmol/l [5]. Thé
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nam hoéa don thuén c6 biéu hién & nit [a mo hd
gidi tinh khi sinh va & nam la day thi sém gia va
téng phat trién chiéu cao, tudi xuong. Viéc phan
loai th€ bénh va theo ddi ddc diém Idm sang &
bénh nhan tdng san thugng thdn bam sinh ¢ y
nghia quan trong trong chan doan va diéu tri
bénh. Do vay, ching t6i thuc hién dé tai nay véi
muc tiéu: Nghién ciu & 1@ cdc thé bénh va dgc
diém 15m sang cua bénh nhan tang sén thuong
than bam sinh do thiéu hut enzym 21- hydroxylase.

1. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

1. Poi tugng. 209 bénh nhan TSTTBS thi€u
enzym 21- hydroxylase dugc chan doan va diéu
tri tai Khoa Noi tiét - Chuyén hda - Di truyén,
Bénh vién Nhi Trung uang.

2. Phuong phap

Kiéu hinh 1am sang. Pugc thu thip tai
Khoa Noi tiét — Chuyén hda — Di truyén, Bénh
vién Nhi Trung uong, moi bénh nhan c6é h6 so
nghién ctu riéng: vé pha hé gia dinh, hoi tién
s, bénh s, kham lam sang toan dién: phat
hién cac triéu chirng xam da, mat nudc, kham
bo phan sinh duc ngoai gom phan loai mic do
nam hoa theo Prader, danh gia cac giai doan day
thi bao gém: cac giai doan phét trién 16ng mu &
ca hai gidi; cac giai doan phat trién tuyén vi &
bénh nhan nit; do chiéu dai va chu vi duagng vat;
do thé tich tinh hoan, phat hién cac bi€u hién
khac nhu: giong 6m, ria mép & bénh nhan nir;
co bap phat trién, trirng ca & ca hai gidi.

Cac xét nghiém sinh hoéa. bugc thuc hién
tai Khoa Sinh hda, Bénh vién Nhi Trung uadng,
bénh phdm 2ml mau ngoai vi ch8ng déng bang
heparin dugc thu thap trudc khi diéu tri hormon
thay thé, bao gom: dién giai d6 huyét thanh
(ndbng d6 Na+, K+ va Cl-) theo phugdng phap
dién cuc chon loc ion gian ti€p, sif dung may tu
dong Beckman Coulter AU2700/ AU 680. bDinh
lugng cac hormon ACTH, cortisol, testosterone,
androstenedione dugc ti€n hanh véi cac kit
thuong mai. Dinh lugng 17-OHP bang phuong
phap ELISA, kit ciia hang DRG va may doc EIx808.

3. Pao dirc nghién ciru trong Y hoc.
Nghién cru tuan tha tuyét doi cac quy dinh vé
dao duc trong nghién clu y sinh. Bénh nhéan
hoan toan tu nguyén tham gia vao nghién cu.
Bénh nhan hoan toan cd quyén rat lui khdi
nghién cttu khi khong dong vy ti€p tuc tham gia
vao nghién ciru. Bénh nhan sé dugc thong bao
vé két qua xét nghiém gen dé gilp cho cac bac
sy tu' van di truyén hodac lua chon phac do diéu
tri ph hgp. Cac thong tin ca nhan sé dugc dam
bao bi mat.
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IlIl. KET QUA NGHIEN cU'U

Trong s6 209 bénh nhan dugc nghién ctu co
97 tré nam (46,4%) va 112 tré nit (53,6%).
Bénh nhan thé mat mudi va thé khéng c6 dién
dudc chdn dodn sdm hon (32 ngay va 18,5
ngay) so véi bénh nhan thé nam hda don thuan

(1590 ngay) (p<0.001). Mg ho gidi tinh & bénh
nhan nif & ca ba thé mat mudi, nam hda don
thudn va khdng cd dién la tuong ducng nhau
(1An lugt 96%, 97%, va 100%). Can suy thugng
than cdp chi xudt hién & bénh nhan thé méat
mudi vdi ti 1é & nam la 91,8%, & nif la 78,6%.

Bang 1: Pac diém chung cua déi tuong nghién ciu (n=209)

Hinh 1: Ti Ié cdc thé bénh
Chii thich: NHDT- Nam hda don thuan
Hinh 1 md ta ti 1& cac thé bénh trong nghién
clru. Trong d6 thé mat mudi chiém ti Ié cao nhat
(77%), thé nam hda don thuan chiém 21% va
thé khong c6 dién chi chiém 2%.

= Nam = N

y A A
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Mét mubi

Nam héa don Khéng cb dién

thuan

Hinh 2: T Ié phan bé gidi tinh theo thé
bénh l1am sang
Ti 1& phan bd gidi tinh clia cac thé bénh dugc
bi€u dién qua hinh 2. Thé bénh mat mudi ¢4 ti Ié
nam/n{r gan tuong dudng nhau (nam 46,6% va
nir 54,4%). Thé nam hdéa don thudn cé ti 1&
bénh nhan ni¥ cao (81,8%). Thé khéng 6 dién ti
Ié bénh nhan nir thap han (25%).

Y ez Phan loai thé bénh
Danc(f,T/'Sm Mat mudi Nam héa don thuan Khéng co dién
n=161 n=44 n=4
Gidi tinh Nam N Nam N Nam N
n (%) 86(54.4%) | 75(46.6%) | 8(18.2%) | 36(81.8%) | 3(75%) | 1(25%)
p | Y J | Y J | Y J
(test nhi phan) 0.4 <0.001 0.6
Tubi chan doan (ngay) 32 1590 18,5
trung vi (min-max) (1 — 4740) (4 — 11220) (1 — 570)
p { J
(test Kruskal-Wallis) <0.001
Mo ho gidi tinh - 72(96%) - 35(97%) - 1(100%)
Suy thugng than cap | 79(91,8%) | 59(78,6%) 0 0 0 0
S IV. BAN LUAN

Trong nghién cfu nay chdng t6i da danh gia
cac d3c diém 1dm sang va phéan loai thé bénh
clia cac bénh nhan tdng san thugng than bam
sinh thé thi€u enzym 21-hydroxylase. Két qua
cho thay, thé bénh cd ti Ié cao nhat la thé mat
mubi (77%), chiém ti 1& thap hon la thé nam hda
don thuan (21%) va khéng cd dién (2%). Két
qua nay phu hdp véi nghién clru cla Krone va
cdng su’ (2000) nghién clru danh gia 155 bénh
nhédn tdng san thugng than phat hién thé cd
dién mat mudi chiém 59,4% (92/155); thé nam
héa don thuan chiém 33,5% (52/155) va khéng
6 dién 7,1% (11/155) [6]. C4c nghién cltu & cac
chuing tdc khac thi thé khéng c6 dién chiém ty 1é
cao han nhiéu nhu: Tay Ban Nha (63,2%); Hy
Lap (54,7%) va Y (24,6%) [3]. Su khac nhau
nay c6 thé do ¢8 mau va tiéu chuan lya chon
mau trong nghién clfu khac nhau va cé thé lién
quan tdi yéu to ching toc [7].

Tui chan doan cua bénh nhan thé nam hda
don thuan (1590 ngay) cao hon nhiéu so vdi
bénh nhan thé mat muéi (32 ngay). Két qua nay
c6 thé dugc giai thich bdi cac triéu ching 1am
sang cla bénh nhan thé nam hdéa don thudn
thudng kin dao han va khong xay ra cac can suy
thugng than cdp nhu bénh nhan thé méat muédi.
Bénh nhan thé nam hda don thudn chi dudc
phat hién khi tré nam cé cac biéu hién day thi
sém hodc tré nif cd cac bat thuGng bo phan sinh
duc rd rét han. Mg ho gidi tinh & tré nir dugc ghi
nhan & phan I6n bénh nhan trong nghién ciu
(th€ mat mubi 96%, nam hda don thudn 97%,
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khdng cd dién 100%), két qua cho thay réng béat
ky mirc d6 anh hudng dén hoat do enzyme 21
Hydroxylase nao déu gay anh hudng dén phat
trién gidi tinh & tré nir.

Can suy thugng than cap chi dugc ghi nhan &
cac bénh nhan thé mat mudi, trong do tan suat
xuat hién & nam cao haon & nir (91,8% so Véi
78,6%). Piéu nay dugc ly giai do tré nit thé mat
mudi khi sinh ra c6 bi€u hién sinh ly ngoai bat
thudng bd phan sinh duc, do vay sé& dudc chan
doan sém han va nhiéu kha nang du phong
dugc can suy thugng than cap han so vdi tré nam.

Ti 1€ giGi tinh co su khac biét nhau gilta cac
thé bénh, trong d6 mat mudi cb ti 1& nam/ni¥
gan tuong duong nhau (nam 46,6% va nir
54,4%); th& nam hda don thuan co ti 1& bénh
nhan nif cao (81,8%) hon so vd&i nam gidi
(18,2%). Bénh _tdng san thugng than la bénh di
truyén 13n nhiém sic thé thudng, do dé vé ly
thuyét ti 1€ mac bénh & nam va nif la tuong
duong nhau. Gidi thich cho su’ chénh Iéch nay &
thé nam hda don thuan 1a do tré nam thé nam
héa don thuan khéng cé cac biéu hién 1dm sang
ro rét ngoai day thi sém, do vay thudng khong
dudc coi la bat thudng va it dugc tiép cin chan
doan han so vdi tré nir [8].

V. KET LUAN

Qua nghién cltu d3c diém 1dm sang cua 209
bénh nhan téng san thugng than bam sinh thiéu
enzym 21-hydroxylase cho thady: phat hién dugc
77% bénh nhan mac th€ mat mudi, 21% thé
nam hda dan thuén chiém va 2% mac thé khdng
c6 dién. Bénh nhan thé mat mudi va thé khdng
c6 dién dugc chan doan sém hon (32 ngay va
18,5 ngay) so vdi bénh nhan thé nam hda don
thuan (1590 ngay) (p<0.001).

Lai cam on. Nghién clitu dugc thuc hién su
gilp d3 cla cac can bd cla Trung tam nghién
ctu Gen- Protein, B6 mon Nhi, Trudng Dai hoc Y
Ha NOi; Khoa NOi tiét-Chuyén hda- Di
truyén,Bénh vién Nhi Trung ugng.
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thudc khang sinh dd sir dung giip bénh vién c6 giai
phap quan ly kip thgi viéc mua sam, ké dan thudc
khang sinh tai bénh vién. Muc tiéu cGa nghién ctu la
md ta cd cau danh muc thu6c khang sinh si dung
nham chi ra mot s6 ton tai trong st dung khang sinh
tai bénh vién thong qua mot s6 chi s6 danh gia, tir do
dinh hudng trong cong tac quan ly s dung khang
sinh. Poi tuwgng va phuong phap: 56 thudc khang
sinh dugc st dung nam 2018 tai bénh vién da khoa
huyén Vinh Thuan, tinh Kién Giang (toan b6 thudc
khang sinh d3d xuat kho tir 1/1/2018 dén 31/12/2018
tai khoa Dugc bénh vién). Phucng phap nghién


https://pubmed.ncbi.nlm.nih.gov/?term=Podg%C3%B3rski+R&cauthor_id=29543924
https://pubmed.ncbi.nlm.nih.gov/?term=Aebisher+D&cauthor_id=29543924
https://pubmed.ncbi.nlm.nih.gov/?term=Stompor+M&cauthor_id=29543924
https://pubmed.ncbi.nlm.nih.gov/?term=Stompor+M&cauthor_id=29543924
https://pubmed.ncbi.nlm.nih.gov/?term=Podg%C3%B3rska+D&cauthor_id=29543924
https://pubmed.ncbi.nlm.nih.gov/?term=Mazur+A&cauthor_id=29543924

