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TINH HUONG LAM SANG

Mot bénh nhan nit 30 tudi, PARA 0000,
chua 1ap gia dinh, dén kham vi rdi loan kinh
nguyét. Bénh nhan hanh kinh [An diu nim
12 tudi, chu ky kinh dao dong 30 — 35 ngay.
S4u thing gan day, bénh nhan cé tinh trang
vO kinh thit phat. Tu lac day thi, bénh nhan
thudng xuyén xuit hién mun viém va ting
tiét nhon ving mit. Mun tip trung phan
dudi ma, géc ham va cd. Bénh nhan diéu
tri v6i bac si da liu nhiéu nim nhung tinh
trang mun khong khoi phuc va téi di tai lai
thudng xuyén. Kham ghi nhan: chi sb khéi
co thé trong gidi han binh thuong, khong ghi
nhan rAm l6ng. Xét nghiém cin [Am sang ghi
nhan: total testosterone ting (2,32 nmol/L),
SHBG khong gidm (56,98 nmol/L), chi sb
testosterone tu do khong ting (4,07), TSH
3,2 wUl/ml (0,34 — 5,6), prolactin 11,68
ng/ml (4,79 — 23,3). Siéu 4m phu khoa ghi
nh4n: ndi mac t cung ting sinh dang nang,
hinh anh budng tring dang da nang hai bén.
Bénh nhan dugc thuc hién thém xét nghiém
nhim loai trit nguyén nhan khac giy cuong
androgen, ghi nhan 17 — OH — progesterone
2,16 ng/ml. Sau d6, bénh nhan dugc tu
vAn va thuc hién xét nghiém di truyén, ghi
nhén c6 dot bién gen lin thé di hop trén gen
CYP21A2, goi ¥ ting san thuong than bim
sinh thé khong dién hinh (NCCAH).

Trén day 1a mot tinh hubng thuong gip

v6i nhitng biéu hién [am sang twong dbi dién
hinh cta hoi ching budng tring da nang. Tuy
nhién, hoi ching budng tring da nang 1a mot
chén doan loai trit. Viéc chin dodn phén biét
c4c nguyén nhan khac that sy quan trong vi
su khéc biét trong diéu tri, theo dai va tién
lugng. Bai viét sau déy sé gidi thiéu ngin gon
v ting san thuong thin bim sinh khong dién
hinh, mot ri loan c6 nhitng biéu hién chdng
14p vé6i hoi ching budng tritng da nang.

PINH NGHIA

NCCAH la mot 16i loan di truyén lin trén
nhiém séc thé thudng twong dbi phd bién véi
ty 16 0,05 — 0,1% & phu nit trong do tudi sinh
san. Réiloan dic trung boi thiéu hut mot trong
nhitng enzyme tdng hop steroid & vé thuong
than. Trong d6, thiéu hut 21 — hydroxylase
(210HD) do dot bién gen CYP21A2 la
thuong gip nhét. O bénh nhan 210HD,
viéc chuyén 17 — hydroxy progesterone (17
— OHP) thanh 11 — deoxycortisol va chuyén
progesterone thanh deoxycorticosterone suy
giam; do d¢6 tang 17 — OHE, progesterone va
androgen ngudn tit thuong than. Trong khi
tang san thuong than bam sinh thé dién hinh
thudng thiéu hut hoan toan hoat tinh enzyme
va duge chin dodn sém sau sinh, NCCAH
van con duy tri 20 — 70% hoat tinh enzyme
21 — hydroxylase (Hinh 1),

Tai vo thuong than, thiéu hut hoat
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tinh enzyme lam gidm téng hop cortisol va
aldosterone. Giam cortisol lam giam diéu
hoa nguoc 4m tinh trén truc ha doi — tuyén
yén — tuyén thugng thén; tit d6 ting san xut
ACTH va ting tdng hop androgen thuong
than. Tang ACTH thic day su ting trudng
va ting san vo thugng than!?.

Bai viét nay sé tip trung phan tich
NCCAH do 210HD.

BIEU HIEN LAM SANG

NCCAH thuong duge chin dodn muon
trong thoi tho 4u hoic thanh thiéu nién hoic
thAm chi & do tudi trudng thanhP!. Triéu
ching cudng androgen thudng gip va biéu
hién tiy thuoc lga tudi (Bang 1).

Bang 1. Biéu hién lam sang cia NCCAH do thiéu
21 - hydroxylase.

Tan Tré gai thanh

Phu ni trudng thanh

suat thiéu nién
— Day thi sém - Ram long
- Mun — Rai loan kinh nguyét
— Tang phat trién - Mun
chiéu cao — Hiém muon
- Tam soattrong - Tam soét trong gia

gia dinh dinh
— Phidaidamvat  _ Hgi
— Phi dai am vat
- U thugng than phét
hién tinh co
— Thé trang lun

Thiéu hyt 21-hydroxylase

O tré em dusi 10 tudi, day thi sém phd
bién nhét (87%), trong khi nit gidi budc vao
l¢a tudi thanh thiéu nién thudong biéu hién
mun tring c4 ning, ram 16ng, héi dau kiéu
nam, phi dai am vat (11%), r6i loan kinh
nguyét (56%) hodc tham chi vo kinh nguyén
phat (9%). O ngudi trudng thanh, cac triu
ching dién hinh 12 mun, ram 16ng, thiéu kinh
hoic hiém mudn.

Céc bién thé vé kiéu hinh phu thudc
mtc do nghiém trong cta thiéu hut enzyme
cing nhu thay déi theo tudi va gidi tinh. Bén
canh d¢, triéu ching khdi phat sém hon va
nghiém trong hon thudng gap & nhing bénh
nhan c6 mot dot bién cd dién thé di hop t,
nghia 12 bénh nhan dong hop tt véi hai dot
bién nhe c6 triéu ching it nghiém trong hon
so v6i bénh nhan di hgp ti véi mot dot bién
cd dién',

CHAN DOAN

Tam soat NCCAH duoc thuc hién cho
nhém bénh nhin cé cuong androgen 1am
sang va/hodc sinh héa bing cach do 17 —
OHP Nén do 17 — OHP vao khoang 8 gio
sang trong giai doan nang noan cua chu ky
kinh hoic bét ki thoi diém nao & ngudi phu
nit vo kinh. Cé thé két hop do progesterone
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tAR HSD3B2 -
Cholesterol S Pregnenolone _ HSDsB2 | Progesterone —CYPXAZ De°xy
CYpTIA1 corticosterone Corticosterone
CYP17AT J CYP17A1 CYP11B1
CYPYIA2 ) :
17-OH-pregnenolone HSD3B2 17-OH-pregnenolone n Diox{ o CYPTIBT_ Cortisol
cortiso
J CYP17A1 J CYP17A1
DHEA HSD3B2 Androstenedione
l CYP11B1 J CYP19A1 HSD1783
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Hinh 1. So dé téng quan vé qué trinh téng hap steroid tuyén thugng than. Bénh nhan NCCAH do 210HD bj suy gidm
hoat dong enzyme 21 - hydroxylase (CYP21A2). C4c tién chét steroid phia trudc enzyme bi bat hoat (17-OHP va
progesterone) t&ng, chuyén thanh androstenedione, sau d6 t6ng hop testosterone va dihydrotestosterone.
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dé loai trir thoi diém xét nghiém la vao giai
doan hoang thé®,

Ngudng ndng do 17 — OHP dugc khuyén
nghi cho tAm soét 1a 2 ng/ml (6 nmol/l). Néu
ndng d6 17 — OHP nén ting it hon 10 ng/ml
(30 nmol/l), chin do4n phai dugc xdc nhan

Bang 2. Nghiém phép kich thich Cosyntropin.

Céc budc
thyc hién

M6 ta cu thé

— Giai thich thyc hién nghiém phép.

Chuan bi — Chuan bi 18ng synacthene 250 mcg
ngudi bénh va cac dung cy can thiét.
— Do sinh hiéu.
- TU 7900 dén 9900, lay 3 ml méu
th 17 - OH - progesterone.
Thuc hién — Tiém tinh mach hay tiém bép 1 ml
nghiém phap (250 mcg) synacthene.
— Sau 60 phut: [dy 3 ml mau thd 17 -
OH - progesterone.
Két thic — Do lai sinh hiéu.

— Giai dap thdc méac (néu co).

| Dondng do 17-OHP

l )
2-10 ng/ml
(6 - 30 nmol/L)

J

>10 ng/ml
(<30 nmol/L)

’ (<6 nmol/L)

J o\

<2 ng/ml ‘ ‘/

Nghiém phéap /,,//
kich thich Cosyntropin
( Loai try 1 ( <10 ng/ml 1 )
’ 210HD - 4 (<30 nmol/L) ‘ ’ 210HD ‘

AN

Hinh 2. Luu d6 chan doan 210HD.

* Gudi triangle - force versus resistance

With more follicles
less than 5 mm and
high AMH levels,
great force is
required.

Hinh 3. Tam gidc Gudi - M6 hinh “Force va
Resistance” & bubng tring. S6 luong nang c6 dudng
kinh dudi 5 mm hién dién & budng tring cla phuy nT
hoi ching budng tring da nang gai y cho tinh trang
hién tai cOa hai réi loan bénh sinh chinh & nhém phu
nd nay, dé la khang insulin va cuong androgen.

bing dinh lugng 17 — OHP sau nghiém phép
kich thich Cosyntropin (Hinh 2). Bang 2 thé
hién quy trinh thyc hién nghiém phap kich
thich Cosyntropin.

Xét nghiém di truyén ludn can duge thuc
hién trong trudng hop chin doan khong rd
rang hoic khi cAn cung cAp thong tin tién
lugng hitu ich.

SU CHONG LAP GIUA

TANG SAN THUQNG THAN

BAM SINH KHONG DIEN HINH

VA HOI CHUNG BUONG TRUNG

DA NANG™

Theo tiéu chuin Rotterdam 2003, chin
doan hoi chiing budng tring da nang khi hién
dién 2 trong 3 tiéu chudn: (1) Réi loan kinh
nguyét, (2) Cuong androgen lam sang/sinh
héa, (3) Budng tring dang da nang va loai
trit cdc bénh Iy, ri loan khac nhu bénh ly
tuyén gidp, ting prolactin mau va NCCAH.
Bénh nhan NCCAH théa chin dodn hoi
ching budng tring da nang theo tiéu chuin
Rotterdam trong 72,8% truong hop.

Cu thé, hoi ching budng tring da nang
1A nguyén nhan thudng gip cua cudng
androgen, vdi ty 1& luu hanh t 50% — 80% &
phu nit c6 r6i loan nay. Trong khi d6, NCCAH
12 nguyén nhan ctia cudng androgen trong 1
— 10% trudng hgp. Ram 16ng 13 biéu hién 1am
sang thudng gip nhét cta cudng androgen.
Trong khi & phu nit hoi chitng budng tring
da nang, ram 16ng cai thién khi tudi ting dan,
bénh nhan NCCAH c6 tan sult rAm long
tang dan theo tudi va dat khoang 90% & phu
nit trén 40 tudi.

30 — 40% bénh nhian NCCAH c¢6 hinh
anh budng tring dang da nang; va trong mot
nghién ctu, ty 1& nay 1én dén 82%. Do do,
hinh anh budng tritng da nang qua siéu 4m
khong 1a dic diém phan biét gitta hoi ching
budng tring da nang va NCCAH va sy hién
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dién cta dic diém nay khong anh hudng dén
lua chon diéu tri. Thuc té, hinh 4nh budng
tring dang da nang c6 thé 1a goi ¢ cho rdi loan
khang insulin va cudng androgen (Hinh 3).

Hoi chiing budng tring da nang chiém 70
—90% céc trudng hop rdi loan phéng noan,
trong khi d6 hon 70% phu nit NCCAH ¢6
chu ky kinh nguyét binh thuong. Tinh trang
hiém mu6n & phu nd NCCAH ciing nhe hon
va nhiéu bénh nhan thu thai ty nhién.

Tuy nhién, sy khéc biét trong co ché bénh
sinh ctia hai réi loan nay anh hudéng dén
quyét dinh Iua chon diéu tri, véi vai trd cta
glucocorticoid trong quan Iy NCCAH.

PIEU TRI

Chi dinh cing nhu lua chon diéu tri sé
phu thuodc than phién chinh cta bénh nhan.
Hinh 4 thé hién luu d6 diéu tri & bénh nhan
NCCAH™,

Chi dinh diéu tri glucocorticoid™

O tré em va thanh thidu nién: didu tri
glucocorticoid khi biéu hién day thi sém, day
thi hodc tudi xuong tién trién nhanh, triéu
chiing nam héa 16 rét. Can nhéic ngung diéu
tri khi dat da chun chiéu cao hoic triéu

ching duoc giai quyét.

Phu nit ¢6 triéu chitng cudng androgen
quan trong.

Phu nit hiém muo6n hoic ¢6 tién cin siy
thai: phu nit NCCAH ting nguy co sy thai
tu nhién véi ty 1é ¢6 thé 1én dén 25% céc thai
ky. Diéu tri glucocorticoid c¢é thé giam nguy
co nay. Khuyén céo st dung glucocorticoid
khong qua dugc nhau thai: hydrocortisone,
prednisolone. Khuyén céo khong st dung
glucocorticoid qua dugc nhau thai nhu
dexamethasone. Khi mang thai ma dang st
dung glucocorticoid, khuyén céo duy tri lidu
glucocorticoid dang dugc st dung trude khi
mang thai va viéc diéu chinh lidu tiy thudc
triéu ching. Can luu ¥ tAm soat déi théo
duwong thai ky sém.

Phu nit khong triéu ching, khong dy dinh
mang thai: khong diéu tri glucocorticoid.

Luu ¥ khi diéu tri glucocorticoid®®’

Bénh nhan dang diéu tri glucocorticoid,
can ting lidu glucocorticoid khi sbét (>
38,5°C), viém da day rudt c6 mat nudce, phiu
thuét 16n kém giy mé va chin thuong ning.

Bénh nhan dang diéu tri glucocorticoid,
khuyén ludn ludn mang vong tay hodc thé y

Bénh nhan NCCAH

l \ l !

} } }

Khéng triéu ching Day thi sém Cuong androgen  Hiém muén Thai ky Nguy co suy
l l&m sang l thugng than cap
Tang chiéu cao
Theodsi  1ang tudixuong Hydrocortisone

i Theo dai

Hydrocortisone

hoac predisone

Hydrocortisone H6b trg
ho&c predisone  sinh sén

Khi nguing sau diéu tri
thoi gian dai
glucocorticoid

!

Hydrocortisone

|

Thuéc tranh thai két hop  Progestins

khang androgen

Hinh 4. Quén ly NCCAH.
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té nhan dang “Suy thuong than”.

Gi4o duc bénh nhan va ngudi than phong
ngita suy thuong than cp.

St dung hydrocortisone liéu stress véi
phau thuat 16n, chin thuong hoic khi sinh
con chi khi d4p tGng cortisol sau nghiém phap
kich thich Cosyntropin < 14 — 18 ug/dl ho#c
tic ché thugng thin ngoai sinh.

Bang 3. Hudng dan quén ly NCCAH lién quan dén
thai ky!.

Giai doan Hudng dan

— B& sung vitamin chua acid folic dé bao
vé 6ng than kinh.

- Diéu tri glucocorticoid cho phy no
hi€m mudn hodc cé tién can sdy thai:
prednisone 4 - 5 mg/ngay, tang dén lidu

Truge khiA 75 mg/ngay khi can thiét dé khoi phuc
mang thai phdng noan.
- Thyc hién xét nghiém di truyén cho
nguoi chdng.
— Lién hé chuyén gia Noi tiét sinh san va
Hi€m mudn khi can.
— Xét nghiém tién san nhu thuang quy.
- Déanh gié dai thdo duong thai ky sém.
— Tiép tuc glucocorticoid néu da dieu tri
Tam ca trudc khi mang thai.

nguyét1  _ Thyc hién xét nghiém di truyén cho ngudi
chéng néu chua thyc hién.
— Can nh&c: NIPT hoac sinh thiét gai nhau
(thai 10-13 tuan).

— Xét nghiém trong tam cé nguyét 2 nhu
thuong quy.
— Tiép tyc glucocorticoid.

Tam ca — Béanh gia dai thao dudng thai ky néu chua
nguyét 2 dugc thyc hién trong 3 thang dau thai ky.
— Can nhéc: choc 6i (thai 15-20 tuan).
— Theo déi con suy thugng than cdp néu
dang diéu tri Glucocorticoid.
— Xét nghiém nhu thuong quy, Bp lai
ki€m tra duong huyét néu trudc dé binh
Tam cé thUdﬂg.
nguyét3 - Tiép tuc glucocorticoid.
- Béanh gia tang trudng cla thai nhi va theo
dai thai nhi.
Khi ) . -
chuyén - Lieu ster‘0|d‘ stress néu ‘dang diéu tri
da glucocorticoid trong thai ky.
— Ngung glucocorticoid.
. — Theo d6i nhiém trung va lanh vét thuong
H&u san

— Thé&o luén c4c lya chon vé bién phap k&
hoach hda gia dinh.

Duy tri chi s6 khéi co thé trong gi6i han
binh thuong dé gidm nguy co hoi ching
chuyén héa.

Tam soat mat do xuong néu didu tri
glucocorticoid 1au dai hodc bénh nhan c6 gay
xuong khoéng do chén thuong.

Bang 3 sé thé hién hudéng din quan Iy
NCCAH lién quan dén thai ky.

KET LUAN

Ting san thugng than bim sinh khong
dién hinh va hoi chitng budng tring da nang
c6 nhing dic diém 1Am sang tuong tu véi
cudng androgen, rbi loan kinh nguyét va
budng tring dang da nang. Mic di hoi ching
budng tring da nang thudng gip hon & phu
nit trong do tudi sinh san, NCCAH ciing can
dugc loai trit bang céch do ndng dd 17 — OHP
trong pha nang noan.

Chan doin NCCAH sém va diéu tri khi
c6 chi dinh ¢6 anh hudng tich cuc 1én stc
khoe va chit luong cudc sbng. Glucocorticoid
gitp cai thién triéu ching cudong androgen va
kha ning sinh san, nhung clng ¢4 nhiing tic
dong bat loi. Do d6, cn can nhic chi dinh,
theo doi hiéu qua cing nhu tdc dung phu cua
thubc trong qué trinh diéu tri.

TAI LIEU THAM KHAO

1. Claahsen - van der Grinten HL, Speiser PW, Ahmed SF, Arlt W, Auchus RJ,
Falhammar H, et al. Congenital adrenal hyperplasia - current insights in
pathophysiology, diagnostics, and management. Endocr Rev (2022)

2. Nordenstrém, Anna, and Henrik Falhammar. "Management of endocrine disease:
diagnosis and management of the patient with non - classic CAH due to 21 -
hydroxylase deficiency." European journal of endocrinology 180.3 (2019): R127
- R145.

3. Witchel SF. Congenital adrenal hyperplasia. Journal of Pediatric and Adolescent
Gynecology 2017 30 520-534. (https://doi.org/10.1016/}jpag.2017.04.001)

4. Maher, Jacqueline Yano, Veronica Gomez - Lobo, and Deborah P. Merke.
"The management of congenital adrenal hyperplasia during preconception,
pregnancy, and postpartum.” Reviews in Endocrine and Metabolic Disorders 24.1
(2023): 71 - 83.

5. Speiser, Phyllis W, et al. "Congenital adrenal hyperplasia due to steroid 21 -
hydroxylase deficiency: an Endocrine Society clinical practice guideline." The
Journal of Clinical Endocrinology & Metabolism 103.11 (2018): 4043 - 4088.

6.  Papadakis, Georgios, et al. "Polycystic ovary syndrome and NC - CAH: distinct
characteristics and common findings. A systematic review." Frontiers in
endocrinology 10 (2019): 388.

7. Carmina, Enrico, et al. "Non - classic congenital adrenal hyperplasia due to 21
- hydroxylase deficiency revisited: an update with a special focus on adolescent
and adult women." Human reproduction update 235 (2017): 580 - 599.

Y HQC SINH SAN 67 = 67




	YHSS 67 - 14. BS. Trần Kiều Hoanh1
	YHSS 67 - 14. BS. Trần Kiều Hoanh2

