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THUONG THAN BAM SINH VA KHA

NANG SINH SAN CUA BENH NHAN
TRUONG THANH

Nguyén Ngoc Khanh, Vi Chi Ding va céng sw

Bénh vién Nhi Trung wong



NoOi dung

= Pat van dé

= Ca bénh vé chan doan & diéu tri tredc sinh
= Ca bénh vé bénh nhan ni»r TSTTBS sinh con
= Ban luan

= Két luan



Pat van de

Thuat ng cli “hoi chirng sinh duc thwong than”
M&t nhom cac bénh di truyén 1an nhiém sac thé
thwong

Ban chat Ia thiéu hut 1 trong cac enzyme can
thiét tdng hop cortisol cua vo thwong than
90-95% do thiéu hut 21-hydroxylase (21-OH)
Hau qué gay mo ho gidi tinh tré gai, gidm kha
nang sinh san
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TSTTBS thé ¢6 dién nam héa don thuan

N.M.T 30 tudi, T.X. N 17 tubis BNB15tusi  N-T-H7 tudi
46XX 46,XX 46,XX 46,XX




Tré gai 7 tudi
Prader typ IV
NST 46, XX




TSTTBS . Prader IV

22 gio 557ST Tré gai, nam hoa b phan sinh duc ngoai sau de

/




Ty I1é mé&i mac tai Viét nam???

« Chwa c6 so lieu chinh thirc
» S0 ca dwgc chan doan/nam: 40-70 tré tai BVNTU
» S0 ca dang theo ddi diéu tri trong 32 nam: 805 ca



Chan doan & dieu tri trwéc sinh
Muc dich dé phong hodc gidm nam hoa bd phan
sinh duc ngoai cua tré gai.

U'c ché bai tiét ACTH bang Glucocorticoid ngoai
sinh (Dexamethasone)

Piéu tri dw phong tot nhat 1a khi phat hién 1a mang
thai < 9 tuan.

Hiéu qua khoang 80-85% (New Mi et al. 2001)



Chan doan & dieu tri trwwdc sinh

Khang dinh c6 thai

Bat dau udng Sinh thiét gai rau
dexamethasone hoac choc oi

Tiép tuc Ngirng
dexamethasone CYP21 genotype dexamethasone

Mic bénh Khéng mdc bénh
1/8 pregnancies 7/8 pregnancies



Sinh san & bénh nhan nir

v Sinh san giam & bénh nhan niv
v'Yéu td6 hormone

> San xuat qua mirc androgen trc ché trudng
thanh nang trirng

> ROi loan bai tiét binh thwérng gonadotropin

> Tang progesterone & pha noan gay roi loan
vong kinh binh thwdng & sw xam nhap cua tinh
trung

> San xuat qué mirc androgen buong trirng va
hoi chirng budng trivng da nang thw phat

Endocrinol Metab Clin North Am. 2015 Jun;44(2):275-96.



Sinh san & bénh nhan nir

v’ Yéu to gidi phau cta bd phan sinh duc:
» Hep am dao

» Giam nhay cam cua am vat

» Gidm ham mudn tinh duc

> Mong muon lam me giam

Endocrinol Metab Clin North Am. 2015 Jun;44(2):275-96.



Ca bénh 1 — Chan doan va
dieu tri trwwdc sinh



Pha hé

-Xam da toan than
nang

- Khéng tang can
- Non nhiéu

- Tde vong lic 3
thang

/

-Xam da toan than
-Khéng tang can

- Mat nwéc man

-Na 116; K 5,3 mmol/I

- CYP21A2: dong hop tir
mat doan exon 1-3

-Diéu trj trwéc sinh
- B6 phan sinh duc
ngoai binh thwong



Chan doan & Diéu tri trwéc sinh

» Ca chi diém: con thr 2:

v" Ngay sinh 26/2/2010

v' Vao vién 27/4/2010

v' Cang nang dé = 4 kg; can nang luc 2 thang = 4 kg
v Xam da toan than, mat nwéc man

v BGD: Na 116; K 5,3; Cl 116 mmol/l

v 17-OHP = 2300 ng/dl|

v CYP21A2: ddng hop t&r mat doan exon 1 - 3



Chan doan & Diéu tri trwdc sinh

= BO & me dj hop t&r mat doan exon 1 — 3 gen
CYP21A2

= Thai lan 3: khang dinh qua siéu am + HCG
v Tubi me: 30

v Can nang truvdc mang thai: 45 kg

v ' HA = 110/65 mmHg

v Pon va ky cam két sau tw van di truyén



Chan doan & Diéu tri trwdc sinh

. Bat dau udng dexamethasone luc 8 tuan thai
20 pg/kg trwdc mang thai/ngay (chia 3 lan)
(5/2/2014)

= X4c dinh gidi tinh thai bang mau me: tuan 9 &
10: SRY ()

= Tiép tuc ubng dexamethasone

= Bé&nh pham 6i luc 16 tuan thai

v Nhiém sac thé thai: 46,XX

v' CYP21A2: dong hop tr mat doan exon 1-3.



Chan doan & Diéu tri trwdc sinh

« Tiép tuc udbng dexamethasone
20 pg/kg trwdc mang thai/ngay (chia 3 lan)

* Theo d&i céc thong so: can ndng, huyét &p,
duwong mau, HbAL1C, phu, Cushing, phat trién
thai (siéu am) (binh thuwong).



Chan doan & Diéu tri trwdc sinh

= Thai 39 tuan:

v' Me tang 10 kg

v HA = 120/80 mmHg

v Buwdng mau = 5,3 mmol/l

v Pé thwdng, thai gai, p = 2600 gram
v' BO phan sinh duc ngoai binh thuwdng



v'B6 phan sinh duc ngoai
binh thuwong

v Khang dinh lai phan to:
dong hop t&r mat doan exon
1-3 gen CYP21A2

v Diéu tri: hydrocortisone &
Florinef



Ba ca bénh la nir trréng
thanh mac TSTTBS va sinh
con binh thwong



Ca bénh 2

Ho va tén: P.N.A; 6 tudi 7 thang
Ngay sinh: 15/12/1995
Vao vién lan dau; 3/7/2002

Bénh sir: xam da, bat thwdng bd phan sinh duc
tr sau sinh



Ca bénh 2 - Lam sang

« P=17kg; H=107cm; S=0,7 m?
« HA =80/50 mmHg

 Da xam, khong co trieng ca

* BO phan sinh duc ngoai:

v Hai méi I&n khéng dinh

v' Am vat 3 cm

v Khdng s& thay tinh hoan




Ca bénh 2 — Can lam sang

« Nhiém sac thé: 46,XX

» Siéu am tiéu khung:

v t&r cung kich thwéc 24 x 14 x 33 mm
v' Buobng trirng phai: 15 x 13 mm

v' Buobng trirng trai: 20 x 15 mm

« Xq tudi xwong: 8 tudi

« DGD: Na 145; K4,6; Cl 107 (mmol/l)
« Testosterone = 10,05 nmol/l

. 17-OHP = 410 ng/dl



Phan tich dot bien gen CYP21A2 va CYP11B1

) CYP21A2, Di hop t&r R43Q
khong dét bién | v Mg cesas
.+ CYP11B1

0.A386V/p.R430Q

Di hop tr A386V
GCG-GTG




Mang thai lUc 25 tuan

= Chan doén: tdng san
thwong than bam

sinh thiéu 11-OH

= Diéu tri;

v Hydrocortisone

14 mg/m?/ngay

v Phau thuat

= Kinh nguyét lan dau
lGc 11 tudi 10 thang

= Thailan 1 ltc 20 tudi
Thai nghén binh thuwdong
Mo dé



Tré gai binh thuwong cua ba me TSTTBS



Ca bénh 3

Ho va tén: N.T.N: 13 tudi 1 thang
Ngay sinh: 15/7/1987
Vao vién lan dau; 18/8/2000

Bénh sir: bat thwdng bo phan sinh duc ngoai tir
sau sinh, giong 6m, co bap phat trien sau 6 tuoi.



Ca bénh 3 — Lam sang

P=42kg; H=139cm; S =1,35 m?

HA = 100/60 mmHg

Giong 6m, trirng ¢4, ria mép, co bap phat trién
Long mu: P4; Vu Bl

B0 phan sinh duc ngoai: Prader ll|



Ca bénh 3 — Can lam sang

 Nhiém sac thé: 46,XX

« Siéu am tiéu khung:

v T cung: 4 x 1,8 cm

v' Buodng trirng binh thwérng

v' Khéng co6 u thwong than

= Tubi xwong: 17 tudi

* PpGD: Na 135; K 3,8; Cl 105

= Testosterone 13,2 nmol/l; Progesterone 67,4 nmol/l
= 17-OHP = 2860 ng/dl



Ca bénh 3 — Dieu trj & Theo doi

= Diéu tri:

v Hydrocortisone 15 mg/m?4/ngay

v Phau thuat tao hinh &m vat va am dao

* Theo doi:

v/ Cao cudi cling: 142 cm

v/ VVong kinh dau: 15 tudi, vong kinh déu

v" Thai lan dau ndm 27 tudi (2014) va say llc 2
tuan



Thai 1an 2 nam 2015: thai nghén binh thwdng,
da thang, moé dé 5/4/2016, tré gai binh thwong 2,9

kg



Ca bénh 4

Ho va tén: N.T.T.T; 11 tudi 7 thang
Ngay sinh: 23/12/1989
Vao vién lan dau: 9/7/2001

Bénh sir: bat thwdng bd phan sinh duc ngoai
sau sinh, ndén nhiéu nadm dau, 16ng mu t 6 tudi,

co bap phat trién manh ttr ndm 10 tudi, da xam



Ca bénh 4 — Lam sang

P=40kg; H=142cm; S =1,33 m?

HA = 105/60 mmHg

Giong 6m, trirng ca, co bap vam v&, da xam
Long mu P4; Vu B1

Am vat 5 cm; Prader lIl; khédng s& thay tinh hoan



Ca bénh 4 — Can lam sang

« Nhiém sac thé: 46,XX

« SIéu am:

v Ttr cung 3,8 x 1,8 x 0,8 cm

4 Buéng trieng: phai 3,2 x 1,6 cm; trai 3.0 x 1,4 cm
v' Thwong than khéng co u

= Tubi xwong: 14 tudi

= PDGD: Na 135; K4,1; Cl 106

= Testosterone = 21,9 nmol/l; progesterone = 7,5
nmol/l; 17-OHP = 5220 ng/dl




Ca bénh 4 - Diéu tri & Theo doi

= Diéu tri;

v' Hydrocortisone 15 mg/m?4/ngay

v Phau thuat chinh hinh &m vat va am dao

* Theo doi:

v/ Chiéu cao cudi 145 cm

v Kinh nguyét lan dau ldc 14 tudi, vong kinh
khong déu



Ca bénh 3 - Dieu tri & Theo do6i

lic 26 tudi
Thai nghén
binh thwong
Bu thang, trai
P de = 3,2 kg



7 SELRIVET
Chan doan & diéeu tri trwwéc sinh

« 325 phu ni¥r TSTTBS diéu trj trwdc sinh:

v Giam nam hoéa theo phan loai Prader (-2,33,
95% CI -3,38. -1,27)

v’ Khéng c6 tac dung phu xay thai, t&¢ vong so
sinh, di tat bam sinh, khong anh hwéng phat
trien tinh than- van déng cua tré.

v' Phu tang

Mercé Fernandez-Balsells M et al. Clin Endocrinol (Oxf). 2010 Oct;73(4):436-44



Ban luan
Sinh san & bénh nhan nir
¢ 1956-2000: 73 bénh nhan nlr TSTTBS nam hoa:
105 lan mang thai. 10% say thai tw nhién.

Lo JC et al. Endocrinol Metab Clin North Am. 2001;30(1):207-29.

« 106 bénh nhan TSTTBS cua UK: 21/23 c6 vy
dinh mang thai da c6 34 lan mang thai (91,3%)
(binh thuwong 95%).

Casteras et al. Clin Endocrinol (Oxf). 2009;70(6):833-7.
Dumic M et al. J Pediatr Endocrinol Metab. 2005 Sep;18(9):887-95.



Ban luan
Sinh san & bénh nhan nir

« Ty & sinh gidm theo mrc d6 ndng cla bénh: thé
mat muoi 10%; nam hoa don thuan 33-50%:;
khdng cb dién 63-90%

 Chi 30% bénh nhan ni¥r TSTTBS tirng co gang
mang thai (nhédm chirng la 66%)

Endocrinol Metab Clin North Am. 2015 Jun;44(2):275-96.

J Clin Endocrinol Metab. 2010 Sep;95(9):4133-60



Ban luan

Sinh san & bénh nhan nir

Bénh nhan nir TSTTBS mang thai phai dwoc
theo ddi b&i bac sy ndi tiét & san khoa

Tiép tuc dwoc diéu tri
hydrocortisone/prednisolone & f

Tang liéu néu cé biéu hién suy t
Liéu stress khi chuyén da va sin

udrocortisone
nwong than

N

J Clin Endocrinol Metab. 2010 Sep;95(9):4133-60



Két luan

Lan dau diéu tri néi khoa thanh céng trwdc sinh
TSTTBS, b6 phan sinh duc tré gai binh thuwdng
Lan dau ghi nhan 3 bénh nhan ni» TSTTBS
chan doan mudn mang thai tw nhién & sinh con
binh thwong.

Tuan thu diéu tri cé vai trd quan trong.

Can co6 suw phoi hop bac sy ndi tiét nhi, ndi tiét
trwdng thanh & san khoa
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Chan thanh cdm o'n!



