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Tom tit:

Ting san thwong thin bam sinh thé thiéu 21-hydroxylase 1a bénh giy nén do ddt bién gen CYP21A2, din dén sy
mit hoic thiéu hut enzym 21-hydroxylase, mjt enzym then chdt tham gia vao qua trinh tong hop cortisol, hiu qua
12 khong tong hop hoic giam tong hop cortisol, ting tong hgp testosterone, dwa dén hinh anh 1im sang suy thwong
than cip, nam hoa don thuin & tré gai va diy thi sém & tré trai. Bénh c6 biéu hién 1am sang da dang va dwoc phan
loai thanh 3 thé bénh chinh: mit mudi, nam héa don thuin, khong c6 dién. Viéc phin loai thé bénh va theo doi dic
diém 1am sang & bénh nhan ting sian thwong thin bam sinh ¢ ¥ nghia quan trong trong chan doan va diéu tri bénh.
Nghién ciru dwoge thye hién véi muc tiéu xac dinh ty 1¢ cac thé bénh va dic diém 1dm sang ciia bénh nhén ting sin
thwong than bam sinh do thiéu hut enzym 21-hydroxylase. 209 bénh nhéan di dwoc phan tich va danh gia dic diém
1am sang tai Bénh vién Nhi Trung wong. Két qua cho thiy, 77% bénh nhan thé mit muéi, 21% thé nam héa don
thuin va 2% thé khong c6 dién. Bénh nhan thé mat mudi va thé khong ¢ dién dwgc chin doin sém hon (32 ngay
va 18,5 ngay) so v6i bénh nhén thé nam héa don thuin (1.590 ngay) (p<0,001). Thé bénh mit mudi cé ty 1é nam/nir
gin twong dwong nhau (nam 53,4% va nir 46,6%). Thé nam héa don thuin c6 ty 1¢ bé¢nh nhan nir cao hon (81,8%
nir va 18,2% nam). Mo ho giéi tinh & bénh nhan nir véi ca 3 thé mat mudi, nam héa don thuin va khéng cb dién 1a
twong dwong nhau (Ian lwot 1a 96, 97 va 100%). Con suy thugng than cip chi xuét hi¢n & bénh nhian thé mit muéi
voi ty 1€ ¢ nam la 91,8, é nir 1a 78,6%.

Tir khéa: dic diém 1dm sang, ting san thuong than bAm sinh, thé bénh, 21-hydroxylase.
Chi s phan logi: 3.2
cao nhét trong sb cac ca mic ting san thuong than bam sinh

v6i 75%, thé nam hoa don thudn chiém ty 16 thap hon (20-
25%) va thé khong co dién hiém gap hon (<5%) [3].

Tang san thugng than bam sinh thé thiéu 21-hydroxylase
1a bénh gay nén do dot bién gen CYP21A2, din dén sy mat

hodc thiéu hut enzym 21-hydroxylase, mdt enzym then chdt D4i v6i bénh nhan thé mat mudi, thiéu hut hoan toan

tham gia vao qua trinh téng hop cortisol, din dén hau qua 1a
khong tong hop hodc giam tong hop cortisol, ting tong hop
testosterone, voi hinh anh 14m sang suy thuong than cap,
nam hoa don thuan ¢ tré gai va day thi som ¢ tré trai [1]. Cac
nghién ctru trén thé giéi da udce tinh tan sudt méc bénh tir
khoang 1/10.000 dén 1/20.000 tré sinh ra [2]. Mtc d6 ning
cua bénh phu thudc vao hoat d§ enzyme 21-hydroxylase
con lai ctia bénh nhan. Ty thude vao biéu hién 1am sang va
muc do thiéu hut enzyme ma chia ra thanh 3 thé chinh cua
tang san thugng than bam sinh, gém: thé mat mudi, thé nam
hoa don thuin va thé khong ¢ dién. Cac nghién ctru trén
quan thé nguoi chau A da chi ra thé mat mudi chiém ty 1¢
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hoat d6 enzym gy nguy hiém dén tinh mang va tir vong
do mét nudce, ha natri mau (con suy thugng than cép), va
céc tré gai mac thé nang thiéu 21-hydroxylase ¢ biéu hién
nam hoa bd phén sinh duc ngoai tur thoi ky bao thai va dugc
phat hién ngay sau sinh. Thé nam hoa don thuin c6 cac biéu
hién 1am sang kin ddo hon, do vay kho phat hién tai thoi ky
so' sinh. Bénh nhén nit thé nam héa don thuin cé cac bat
thuong vé bd phan sinh duc ngoai ¢ cac muc d§ khac nhau;
bénh & tré nam thuong c6 biéu hién day thi sém ngoai bién
tir thoi diém 2-4 tudi. Bénh nhan thé c6 dién thuong khong
¢6 biéu hién 1am sang ro rét ma chi biéu hién bat thuong vé
cac dic diém gioi tinh [4].
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Abstract:

21-hydroxylase-deficient congenital adrenal hyperplasia
is a disease caused by the mutation in CYP21A2
gene, which results in the loss or deficiency of the
21-hydroxylase enzyme, a key enzyme involved in the
synthesis of cortisol, and then resulting in reducing
cortisol synthesis and increasing testosterone synthesis,
and thereby leading to the clinical manifestations of
acute adrenal failure, virilisation in girls, and early
puberty in boys. The clinical manifestations of the
disease is various and classified into three major
disease categories: salt wasting, simple virilisation,
and non-classical. Classification of disease phenotypes
and clinical characteristics in patients with congenital
adrenal hyperplasia is important in the diagnosis and
treatment of the disease. The study aims to determine
the incidence and clinical characteristics of patients with
congenital adrenal hyperplasia due to 21-hydroxylase
deficiency. 209 patients admited to the National Children
Hospital were analysed and evaluated clinically. Results
showed that 77%, 21%, and 2% of patients were
classified as salt wasting, simple virilisation, and non-
classical, respectively. Patients in the salt wasting and
non-classical groups were diagnosed earlier (32 days
and 18.5 days) than those in the simple virilisation group
(1,590 days) (p<0.001). The proportion of males/females
were nearly equal in the salt wasting group (53.4% males
and 46.6% females). The simple virilisation group had
a higher proportion of female patients (81.8% females
and 18.2% males). The incidences of gender ambiguity
in female patients in all three categories of salt wasting,
simple virilisation, and non-classical were similar (96%,
97%, and 100%, respectively). Acute adrenal failure
was found only in patients with salt wasting with 91.8%
in males and 78.6% in females.

Keywords:  classification, clinical characteristic,
congenital adrenal hyperplasia, 21-hydroxylase.
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Tiéu chuan dé phan loai kiéu hinh dua trén cac triéu
ching 1am sang: nam hoéa bd phan sinh duc ngoai ¢ tré gai
duogc danh gia theo cac mic do cua Prader dé chan doan
thé ¢o dién (bao gdm ca & thé mat mudi hodc nam héa don
thuﬁn). O thé mét mudi, cac bénh nhan cé cac biéu hién sut
can hodc cham tang can sau dé, non, déu hiéu mat nudc hodc
sdc giam thé tich, Natri huyét trong ha <130 mmol/l hoic
130-135 mmol/l, két hop véi K >5,5 mmol/I [5]. Thé nam
hoa don thuan c6 biéu hién ¢ nit 1 mo hd gidi tinh khi sinh
va & nam la day thi som gia va ting phét trién chiéu cao,
tudi xuong. Viéc phan loai thé bénh va theo doi dic diém
1am sang & bénh nhan ting san thugng than bam sinh co ¥
nghia quan trong trong chan doan va diéu tri bénh. Do vay,
chung t6i thuc hién dé tai nay voi myc tiéu: nghién ciru ty 18
cac thé bénh va dic diém 1am sang cua bénh nhan tang san
thuong than bam sinh do thiéu hut enzym 21-hydroxylase.

Doi tuong va phuong phap
Déi twong

209 bénh nhan tang san thugng than bam sinh thiéu
enzym 21-hydroxylase duoc chin doan va diéu tri tai Khoa
Noi tiét - Chuyén héa - Di truyén, Bénh vién Nhi Trung
wong tir ndm 2014 dén 2018.

Tiéu chuan chan doan:

+ Tré gai: c6 nam hoa dugc phat hién khi sinh hodc nam
hoéa sau sinh, tang truong sdém chiéu cao va tudi xuong.

+ Tré trai: day thi sém gia, tang sém chiéu cao va tudi
xuong.

+ C4d hai gidi: 6 biéu hién mat muoi nhiing tuan dau sau
sinh: mat nudc, ha natri va clo, tang kali huyét thanh.

+ Tang 17-OHP huyét thanh vao liic sang sém: tré so
sinh >1 ng/ml (binh thuong <1 ng/ml) (P.W. Speiser va P.C.
White, 2003); sau tudi so sinh: >2 ng/ml.

Phuwong phap
Phuong phap nghién ctru 1a mo ta loat ca bénh.

Kiéu hinh lam sang: duoc thu thap tai Khoa Noi tiét -
Chuyén héa - Di truyén, Bénh vién Nhi Trung wong, mdi
bénh nhan c6 hd so nghién ciru riéng: vé pha hé gia dinh,
hoi tién str, bénh st, kham 1am sang toan di¢n: phat hién
cac triéu chung sam da, mat nudce; kham bo phan sinh duc
ngoai, gdm: phan loai mirc d6 nam hoa theo Prader, danh
gi4 cac giai doan day thi (cac giai doan phat trién 16ng mu
& ca hai gi6i; cac giai doan phat trién tuyén v & bénh nhan
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nit; do chidu dai va chu vi duong vat; do thé tich tinh hoan;
phat hién cac biéu hién khac nhu: giong dm, ria mép & bénh
nhan ni¥; co bap phat trién, trimg ca & ca hai gioi).

Cdc xét nghiém sinh héa: dugc thuc hién tai Khoa
Sinh hoéa - Bénh vién Nhi Trung wong, bénh phim 2 ml
mau ngoai vi chdng dong bang heparin dugc thu thap trude
khi diéu tri hormon thay thé, bao gdm: dién giai dd huyét
thanh (ndng d6 Na*, K* va CI') theo phuong phap dién cuc
chon loc ion gian tiép, st dung may tu dong Beckman
Coulter AU2700/AU 680. Dinh luong cac hormon ACTH,
cortisol, testosterone, androstenedione duoc tién hanh véi
céc kit thwong mai. Dinh lugng 17-OHP bang phuong phap
ELISA, kit cia Hing DRG va may doc EIx808.

BPao dvcc nghién cuu trong y hoc: nghién ctu tuan tha
tuyét ddi cac quy dinh vé dao dirc trong nghién ctru y sinh.
Bénh nhan hoan toan ty nguyén tham gia vao nghién ctu.
Bénh nhan hoan toan c6 quyén rat lui khoi nghién ctru khi
khoéng ddng v tiép tuc tham gia vao nghién ctru. Bénh nhan
s& dugc thong bao vé két qua xét nghiém gen dé giup cho
cac bac sy tu van di truyén hodc lya chon phac dd diéu tri
phu hop. Cac thong tin cd nhan s&€ dugc dam bao bi mat.

£ 2
Ket qua

Trong s6 209 bénh nhan duoc nghién ctru ¢6 97 tré nam
(46,4%) va 112 tré nir (53,6%). Bénh nhan thé mat mudi
va thé khong ¢ dién duoc chan doan sém hon (32 ngay va
18,5 ngay) so voi bénh nhan thé nam héa don thuan (1.590
ngay) (p<0,001). Mo hd gidi tinh & bénh nhan nit & ca 3 thé
mat mudi, nam hoéa don thuan va khong c6 dién 1a tuong
duong nhau (lan lugt 1a 96, 97 va 100%). Con suy thugng
than cdp chi xuit hién ¢ bénh nhan thé mat mudi véi ty 18 &
nam 1a 91,8, ¢ nir la 78,6% (bang 1).

Bang 1. Dic diém chung cta déi twong nghién cteu (n=209).

Phén logi thé bénh

Dic diém n (%)

Mit mudi Nam héa don thudn Khing c6 dién
n=161 n=44 n=4
Gt tih n (%) Nam Nir Nam Nir Nam Nir
. 86 (534%) T5(46,6%) 8(182%) 36(818%) 3(75%) 1(25%)
! J L J ! J
P (test nhi phén) 04 <0,001 06
Tudi chan dodn (ngdy) 32 1590 18,5
trung vi (min-max) (1-4.740) (4-11.220) (1-570)
1 |
:
P (test Kruskal-Wallis) ~ <0,001

Mo hd gii tinh 72(96%) 35.(97%) 1(100%)

Suythuong thancdp  79(918%) 59(78.6%) O 0 0 0

TAP CHI

HOA HOC

ONG NGHE /It Nam 62(2) 2.2020

Hinh 1. Ty Ié cac thé bénh. NHDT: nam hoa don thuan.

Hinh 1 mo ta ty 1€ cac thé bénh trong nghién cuu. Trong
do6, thé mat muodi chiém ty 1¢ cao nhat (77%), thé nam héa
don thuan chiém 21% va thé khong c6 dién chi chiém 2%.

® Nam

N

25

46,6

81,8

) wf

Nam hoa don thuan

Mat mudi Khong c6 dién

Hinh 2. Ty 18 phan b gi&i tinh theo thé bénh 1am sang.

Ty 1& phan bé gidi tinh cua cac thé bénh dugc biéu dién
& hinh 2. Thé bénh mat mudi c6 ty 1& nam/nit gan twong
duong nhau (nam 46,6% va nlt 54,4%). Thé nam hoa don
thuan c6 ty 1& bénh nhéan nit cao (81,8%). Thé khong ¢ dién
¢6 ty 18 bénh nhan nit thap hon (25%).

Trong nghién ctu nay, chung t6i da danh gia cac dac
diém 1am sang va phén loai thé bénh cta cac bénh nhan ting
san thuong than bam sinh thé thiéu enzym 21- hydroxylase
Két qua cho thiy, thé bénh co ty 16 cao nhat Ia thé mét mudi
(77%), chiém ty 1& thap hon 1a thé nam héa don thuan (21%)
va khong cb dién (2%). Két qua nay phu hop véi cac nghién
ctru [6-8] danh gia trén 155 bénh nhan tang san thuong than
phat hién thé c6 dién mat mudi chiém 59,4% (92/155); thé
nam hoa don thuan chiém 33,5% (52/155) va khong c6 dién
7,1% (11/155). Cac nghién curu ¢ cac chung toc khac [3] thi
thé khong ¢ dién chiém ty 1¢ cao hon nhiéu, nhu: Tay Ban
Nha - 63,2%; Hy Lap - 54,7% va Y - 24,6%. Su khac nhau
nay c6 thé do ¢ mau va tiéu chuan lya chon méu trong
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nghién ctru khac nhau va c6 thé lién quan tdi yeu to ching
toc.

Tubi chan doan cia bénh nhan thé nam hoa don thuan
(1.590 ngay), cao hon nhiéu so véi bénh nhan thé mat mudi
(32 ngay). Két qua nay c6 thé duogc giai thich boi cac triéu
ching 1am sang cta bénh nhan thé nam héa don thuan
thuong kin dao hon va khong xay ra cac con suy thugng
than cép nhu bénh nhan thé mét mudi. Bénh nhan thé nam
héa don thuan chi duoc phat hién khi tré nam c6 cac biéu
hién day thi sém hoac tré nit c6 cac bét thuong bg phén sinh
duc 6 rét hon. Mo hd gidi tinh ¢ tré nit duoc ghi nhan &
phan 16n bénh nhan trong nghién ctru (thé mat mubi 96%,
nam héa don thuan 97%, khong c¢6 dién 100%), két qua cho
thiy riang bat ky murc d6 anh hudng nao dén hoat do enzyme
21-hydroxylase déu gy anh huong dén phat trién giGi tinh
O tré nir.

Con suy thugng than cép chi duogc ghi nhan ¢ cac bénh
nhan thé mat mudi, trong d6 tan suat xuat hién & nam cao
hon & nit (91,8% so vai 78,6%). Diéu nay duoc 1y gidi do
tré nit thé mat mudi khi sinh ra c6 biéu hién sinh 1y ngoai
bét thuong bo phén sinh duc, do vay s€ dugc chan doan sém
hon va nhiéu kha ning du phong dugc con suy thugng than
cép hon so vdi tré nam.

Ty 1€ gioi tinh ¢6 sy khac biét nhau gitra cac thé bénh,
trong d6 mat mudi co6 ty 16 nam/nit gan tuong dwong nhau
(nam 53,4% va nir 46,6%); thé nam hoa don thuan co ty 1€
bénh nhan nir cao (81,8%) hon so véi nam (18,2%). Bénh
tang san thuong than la bénh di truyén 13n nhi®m sic thé
thuong, do d6 vé 1y thuyét ty 16 mic bénh & nam va nir 1a
twrong duong nhau. Giai thich cho su chénh 1éch nay & thé
nam héa don thuan 13 do tré nam thé nam héa don thuan
khong c6 cac biéu hién 1am sang 16 rét ngoai day thi som,
do vay thuong khong duge coi 1a bat thuong va it duoc tiép
can chan doan hon so véi tré nit.

Keét luan

Qua nghién ctru dic diém 1am sang ciia 209 bénh nhan
tang san thuong than bam sinh thiéu enzym 21 hydroxylase
cho thay phat hién dugc 77% bénh nhan mac thé mat muoi,
21% thé nam héa don thuan va 2% mic thé khong cb dién.
Bénh nhan thé mat mudi va thé khong ¢ dién duge chan
doan sém hon (32 ngay va 18,5 ngdy) so voi bénh nhan thé
nam hoa don thuan (1.590 ngay) (p<0,001). Thé bénh mét
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mudi ¢é ty 1& nam/nir gan twong dwong nhau (nam 53,4%
vanit 46,6%). Thé nam hoéa don thuan co ty 1¢ bénh nhan nit
cao hon (81,8% nir va 18,2% nam).

Nghién ctru dugc thuc hién voi su hd tro kinh phi cua dé
tai cap Bo Y té: “Nghién ctru quy trinh phat hién nguoi mang
gen bénh va chén doan trude sinh bénh tang san thuong than
bam sinh bang k¥ thuat sinh hoc phan tir” (2014-2018) va
su gitp do cua cac can by Trung tdm Nghién ciru Gen -
Protein, B6 mon Nhi, Truong Pai hoc Y Ha Noi; Khoa No6i
tiét - Chuyén hoa - Di truyén, Bénh vién Nhi Trung wong.
Chuing t61 xin tran trong cam on.
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