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ABSTRACT

Background: Congenital adrenal hyperplasia (CAH) is a chromosomal disorder of sex development
with frequency of approximately 1 per 15,000 new born and CAH is the most common cause
masculinization at woman karyotype 46,XX. Patients with CAH need to be diagnosed and treated
with hydrocortisone early, after birth. Late and non-continuous treatment with hydrocortisone causes
complete masculinization, the patient develops like a man.

Patients: All patients CAH have karyotype 46,XX with symptoms of complete masculinization were
treated at Vietduc hospital from 2015 to 2023.

Method: Describe the series of cases.

Results: Five patients karyotype 46,XX, from 8 to 26 years old with male appearance and personality,
four patients gave birth to male gender. Patients with clitoromegaly such as the penis, have poorly
developed uterus and ovaries, primary amenorrhea, undeveloped of breasts, no testicles, they all
choose male sex and accept operation elimination of uterus and ovaries.

Conclusions: CAH was a catalyst for DSD at patients with karyotype 46,XX. Late trait with
hydrocortisone at patients CAH gives rise to complete masculinization at 46,XX CAH patient, and
those choosing to live with the male sex but infertility.

Keywords: Congenital adrenal hyperplasia, 46,XX DSD, complete masculinization.
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BAM SINH GAY ROI LOAN PHAT TRIEN GIOI TiNH THE 46,XX DSD
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TOM TAT

Pit van dé: Tang san thuong than bam sinh (TSTTBS) 1a bénh 1y di truyén thudng gip voi tan
xuat khoang 1:15.000 va la nguyén nhan chinh gdy nam hoa nguoi nir mang nhiém séic thé (NST)
46,XX. Nguoi bénh TSTTBS can chan doan va diéu tri hydrocortisone som, tot nhét ngay sau khi
sinh. Piéu tri mudn va khong lién tuc hydrocortisone gdy nam hoa hoan toan, nguoi bénh phat
trién nhu nguoi nam.

Poi twgng: Nguoi bénh TSTTBS NST 46,XX ¢6 tridu chimg nam héa hoan toan dugc kham va diéu
tri tai BV HN Viét Dtrc tir 2015 dén 2023.

Phwong phap nghién ctru: M6 ta loat ca bénh.

Két qua: 5 nguodi bénh NST 46,XX dugc chin doan TSTTBS va diéu tri tir 8-26 tudi cd ngoai hinh
va tinh cach nam, 4 ngudi khai sinh gidi tinh nam. Ngudi bénh phi dai am vat nhu duong vat, co tr
cung va budng trimg kém phat trién, v6 kinh nguyén phat, vii khong phat trién, khong c6 tinh hoan,
nguoi bénh déu Iya chon gi6i tinh nam.

Két luan: TSTTBS 1a nguyén nhan thuong gip gay rdi loan phat trién gidi tinh ¢ ngudi mang NST
46,XX. Diéu tri mudn hydrocortisone khién ngudi bénh cd ngoai hinh va tinh cach nam hoa hoan
toan, lya chon sdng véi gidi tinh nam nhung khong c6 kha nang sinh san.

Tt khoa: Tang san thugng than bam sinh, nam hoa hoan toan, nhidm sic thé 46,XX.
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1. PAT VAN PE

Tang san thugng than bam sinh (TSTTBS) lanhom bénh
1y bam sinh, di truyén do d6t bién gen trén nhiém sic
thé thuong gay giam hoat d6 enzyme tham gia tong hop
cortisol ctia tuyén vo thuong than [1]. Nong dé cortisol
thip kéo dai kich thich tuyén yén tiang tong hop va giai
phong ACTH gay ting san tuyén thuong than, ting tong
hop androgen vo thugng than nhu DHEA, testosterone.
TSTTBS la nguyén nhan chinh chiém hon 90% trudng
hop r6i loan phét phat trién giéi tinh & nit mang NST
46,XX va gay day thi s6m ngoai vi & tré trai tr khoang
6-8 tudi [1]. TAn xudt TSTTBS khoang 1:15.000 tré
mai sinh [1]. Viét Nam udc tinh ¢6 hon 5000 bénh nhan
TSTTBS nhung hién mai quan ly dugce cho khoang hon
1000 ngudi, phan 16n tai Bénh vién Nhi Trung uong [2].
Chén doan TSTTBS sém khi sang loc so sinh va diéu
tri TSTTBS bang hydrocortisone sém nham ting nong
d6 cortisol va giam ndng do testosterone trong mau. Rat
nhiéu nguoi bénh TSTTBS chua dugc chan doan hodc
chan doan va diéu tri mudn khi cac triéu chirng nam hoa
r0 nhu phi dai am vat nhu duong vat, co bép phat trién,
v khong phat trién, v6 kinh nguyén phat va thuong lya
chon gidi tinh nam theo nguyén vong va kha nang thich
nghi vdi cudc séng. Bénh vién Hitu nghi Viét buc chan
do4n va diéu tri cho nhiéu ngudi rdi loan phat trién gidi
tinh trong d6 c6 TSTTBS [3].

Muc tiéu: Mo ta dac diém lam sang, can 1am sang mat
s0 nguoi bénh TSTTBS di€u tri mudn c6 ngoai hinh va
tinh cach nam hoan toan.

2. POI TUQNG VA PHUONG PHAP NGHIEN
cUu

Déi tuong: toan bo nguoi bénh chan doan rdi loan phat
trién gidi tinh do ting san thuong than bam sinh NST
46,XX nam hoéa hoan toan tai BV HN Viét Puc tir
2015-2023.

Phuong phap: Mo ta loat ca 1am sang.

3. KET QUA

Trong thoi gian tir 2015 dén 2023, tai bénh vién Hiru
Nghi Viét Buc da chin doén va diéu tri cho 20 nguoi
TSTTBS trong d6 tudi tir 4 dén 26. Trong s6 d6 co 5
nguoi bénh ngoai hinh va tinh cach nhu nguoi nam, 4

nguoi khai sinh gidi tinh nam.

Ca lam sang 01: Vang A N, 8 tudi, sinh ndm 2008,
gidi tinh nam, dan tdc H’'mong, tai tinh Yén Bai. Khi
sinh ra b phan sinh duc gén giéng nam, c6 duong vat,
khong thiy tinh hoan hai bén, 15 dai thip gbc duong
vat. Tré phat trién theo hudng nam gidi, chiéu cao ting
nhanh hon mirc binh thudong. Khi 7 tudi c6 déu hiéu
moc 16ng mu, trimg ca. Em trai 3 tudi chua duoc kham
va chan doan vé TSTTBS. Ngudi bénh c6 ngoai hinh
nam, chiéu cao 135cm, da sang, c0 it tring ca trén mat.
B6 phan sinh duc nam, khong théy tinh hoan hai bén,
dwong vét 4cm, 16 dai thap thé ning, c6 am dao, 16ng
mu phat trién (P3), tuyén va chua phat trién (B1).

Xét nghiém nhiém sic thé: 46, XX, ndng d6 testosterone
va 170H-progesterone cao, nong do cortisol 8 gid va
20 gid thap, steroid niéu thiéu enzyme 21-hydroxylase.

Siéu am: khong thiy tinh hoan trong biu, 15 ben sau
va 6ng ben hai bén, tir cung nho dang dai xo sau bang
quang.

Bénh nhin duwgc chidn doan TSTTBS thé thiéu
21-hydroxylase, nam héa hoan toan Prader d6 I11. Bénh
nhéan duoc tu van vé noi tiét, gidi tinh, sinh san va diéu
tri hydrocortisone sudt doi. Ngudi bénh va gia dinh Iya
chon gi6i tinh nam va dong y phiu thuat xac dinh lai
gidi tinh gdm cit bo tir cung, budng trimg hai bén (thi
1) va tao hinh ni€u dao ra dau duong vat cho nguoi
bénh theo phuong phap Koyagi (thi 2), sau phau thuat
ngudi bénh da co thé tiéu & dau duong vat vi tri 18 tiéu
gan ranh quy dau. Tir 2019-2023 ngudi bénh khong tai
kham lai tai bénh vién Viét Pirc va khong theo ddi diéu
tri hydrocortisone va diéu chinh liéu.

Ca lam sang 2: Quang Thi V, 11 tudi, gidi tinh ni¥,
dan toc Thai, sinh ndm 2007 tai Muong La, Son La.
Khi sinh ra ngudi bénh c6 BPSD gan gidng véi nit, phi
dai 4m vat lcm, chua kham va diéu tri, tré phat trién
dan tinh cach va an mic quan 4o nhu ngudi nam, mong
mudn duoce xac dinh gidi tinh nam. Pac diém 1am sang
ngudi bénh c6 ngoai hinh nam, cit toc ngin va tinh
cach nguodi nam, da xam. BS phén sinh duc ngoai ram
long Tanner P4, phi dai am vat giéng duong vat 4,5 cm,
duong kinh 1,5 cm, 16 dai tﬁng sinh mén, c¢6 am dao,
khong co tinh hoan, hai mdi 16n nhin nheo gidng biu.
Tién sir gia dinh: gia dinh c6 3 con, trong d6 c6 1 em gai
sinh nam 2009 (9 tudi) dugc chan doan TSTTBS cung
thoi diém véi bénh nhan do phi dai am vét va 1 em gai
khac chua thiy bit thuong.
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Xét nghiém nhiém sic thé 46,XX, néng do cortisol
thip. Siéu am khong thiy tinh hoan 2 bén, ¢é tir cung
va budng trimg binh thuong, khong thdy nang trimg
trudng thanh.

Tu van tam ly, ndi tiét va sinh san, nguoi bénh co
nguyén vong chon lya giéi tinh nam, chua thyc hién
phﬁu thuét xac dinh lai gioi tinh, diéu tri hydrocortisone
khong thuong xuyén, khong thim kham lai tai bénh
vién HN Viét Dtic.

Ca lam sang 3: Giang A T, khai sinh gidi tinh nam,
dan toc H’mong, sinh nam 1998 tai Ha Giang. Kham
tai bénh vién Hitu nghi Viét Ptc nam 2015 luc 17 tudi
v6i 1y do an tinh hoan hai bén, 15 d4i thap. Bénh nhan
¢6 ngoai hinh ctia nam gi6i, chiéu cao 138 cm thap hon
rat nhiéu so voi chiu cao trung binh, co bép phat trién,
tuyén via khong phat trién, giong néi tram nhu nam gioi.
Co quan sinh duc ngoai giéng nhu nam gidi: ram 16ng,
16 dai thap, khong s thay tinh hoan hai bén, duong vat
dai 5 cm do am vét phi dai (Prader IV).

Bénh nhan sinh ra gidng nhu bé trai nhung khong so
thdy tinh hoan hai bén, qua trinh phat trién binh thudng
nhu ban cing lra dén khoang 10 tudi thi chiéu cao
khong tang 1én thém nira. Bénh nhan 1a con thur 6 trong
gia dinh c6 8 con, cac anh chi em ctia bénh nhan chua
ai duoc kham va diéu tri TSTTBS.

Siéu am & bung cho két qua: khong thiy tinh hoan hai
bén trong biu, 16 ben sau, éng ben hai bén, ¢6 tr cung va
budng trimg hai bén kém phat trién so voi tudi.

Xét nghiém mau cho thdy ndng do testosterone, 170H-
progesterone rat cao, ndng d6 FSH, LH rat thap,
NST 46,XX. Xét nghiém steroid ni¢u thiéu enzyme
21-hydroxylase.

Vé gidi tinh, c6 thé phau thuat theo huéng tré thanh
nam giGi bao gém cét bo tir cung va budng trimg hai
bén, ph?lu thuét tao hinh co quan sinh duc ngoai va tao
hinh niéu dao nhu nam gidi, tuy nhién nguoi bénh chua
ddng ¥ phau thuat do khéng c6 kha nang sinh con.
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Ca lam sang 4:

Nguoi bénh Nguyén Trung Ngh, khai sinh gi6i tinh
nam, sinh nim 1996 tai Thach Thit- Ha Noi. Kham
tai bénh vién HN Viét Dirc luc 26 tudi vi khoi u tuyén
thuong thén phai/ TSTTBS. Gia dinh c6 3 anh chi em,
ngudi bénh 1a con thtr 2, chi va em gai khong c6 du
hi¢u mac TSTBS.

Ngudi bénh Iuc sinh ra c6 BPSD gidng tré trai, an tinh
hoan, 16 dai tha"ip nén da kham tai bénh vién Nhi trung
wong luc khoang 1-2 thang tudi. Nguoi bénh dugc chan
doan TSTTBS, NST 46,XX va diéu tri hydrocortisone
khong thuong xuyén.

Nam 2008 ltc 12 tudi, nguoi bénh kham lai tai bénh vién
Nhi: cao 139cm, ning 40kg, da sam, ngoai hinh nam,
co bép phat trién, duong vat Secm, khong c6 tinh hoan
2 bén, Iong mu P4, néng do testosterone 5,7 nmol/L,
170HP 22,9 ng/mL. Ngudi bénh duge phau thuat tao
hinh thu nho 4m vat dé lam nit, bac si x4c nhan 14 nit
tuy nhién, ngudi bénh khong thay doi gi6i tinh trén gidy
khai sinh, nguoi bénh phat trién nhu ngudi nam.

Nim 2021 lic 25 tudi, ngudi bénh mong mudbn phau
thuét tao hinh bd phan sinh duc nhu nguoi nam nén di
kham tai bénh vién da khoa Xanh Pon, qua thim kham,
chup cong hudng tir phat hién khdi u tuyén thuong than/
TSTTBS duge diéu tri hydrocortisone va chuyén bénh
vién HN Viét Birc dé phau thuat khdi u tuyén thuong
than.

Kham lam sang: nguoi bénh c6 ngoai hinh nam, da
sam, cao 139cm, nang 60kg (co6 déu hiéu thira can BMI
31). Vi khong phat trién (Tanner B1), bd phan sinh dyc
nir, khong phi dai 4am vat, 16ng mu phat trién (Tanner
P5), v6 kinh nguyén phat. Két qua xét nghiém cho thay
ndng do cortisol thap, dién giai khong rdi loan, nong
d6 adrenalin, noradrenalin va dopamine cuia tiy thuong
than trong gidi han binh thuong. Két qua siéu 4m tuyén
thuong than phai c6 khdi giam am trong c¢6 nhiéu ndt
voi hoa, bd déu, ranh gidi o, kich thudc 75x64 mm.
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Hinh 3.1. Hinh dnh khoi u thwong thin phdi

Ngay 3 thang 8 nim 2022 ngudi bénh duoc phau thuat
cit u tuyén thuong than phai. Phiu thuat vao 6 bung
thdy tir cung teo nho, kich thudc 2x3 cm, budng trimg
hai bén nho, khong c6 nang trimg trudng thanh, vi tri hd
thuong than phai c6 khéi u kich thudc 6x6x7 cm, mat
d6 chic, mau vang nhat, cit khoi u. Két qua giai phau
bénh 13 u tuyén vé thugng than khong ac tinh. Cac té
bao u hinh da dién sdp xép thanh ting dam, 6, xen k&
xoang mach. Nhan té bao nho, tron déu, trung tdm than
kinh u xo kinh héa va chay mau rong. Trong md va
sau md nguoi bénh duoc str dung hydrocortisone, phiu
thuét an toan, nguoi bénh on dinh va c6 nguyén vong
tao hinh bg phan sinh duc nam sau.

Ca lam sang 5S:

Ngudi bénh Nguyén Pic D, sinh nim 1995 tai Ba Vi
— Ha Ngi, khai sinh gidi tinh nam. Kham tai BV Viét
Pirc 26 tudi, co ngoai hinh nam, cao 151 cm, ning 52
kg. B phan sinh duc nam, duong vat 5-6 cm, khéng c6
tinh hoan 2 bén, 15 dai thip & than dwong vat cach gbc
duong vat 1 cm, 16ng mu rdm (P5), vl khong phat trién
(Tanner B1). Luc méi sinh, nguoi bénh cé bd phan sinh
duc ngoai nhu tré nam, nhung khong thdy tinh hoan
va 15 dai thap ¢ gdc dwong vat. Liac 5-6 tudi, ngudi
bénh da kham tai bénh vién Hiru Nghi Viét Putc, duoc
md tham do 6 bung thiy co tir cung va budng trimg 2
bén, c6 4m dao nhung khong thiy tinh hoan, chwa chan
doan va diéu tri ting san thuong than bam sinh bang

hydrocortisone, gia dinh khong cho nguoi bénh biét syr
that vé giéi tinh. Nguoi bénh da két hon duoc 1 nam, co
quan h¢ tinh dyc nhung khong c6 con. Trong gia dinh
c6 chi gai da két hon, ¢6 con va mot em gai 17 tudi chua
phat hién bat thuong.

Thang 8/2020 ngudi bénh phau thuat viém rudt thira tai
bénh vién tai Ba Vi, trong md bac si phat hién nguoi
bénh c6 tir cung, tuy nhién gia dinh nguoi bénh chua
ddng y cat tir cung trong khi mo viém rudt thira. Thang
5/2021 ngudi bénh kham tai trung tdm y té& huyén
Thanh Thay- tinh Phii Tho, két qua chup cit 16p vi tinh
cho thay c6 hinh anh tir cung nho, co tir cung ddng nhit,
kich thudre tir cung khong tuong tmg véi tudi ciia ngudi
bénh va c6 ciu triic am dao, khong théy tinh hoan trong
o bung, biu, éng ben hai bén. Duong vat nho, an va
¢6 chu trac moi 16n bén canh duong vat. Xét nghiém
nhiém sic thé 46,XX, néng d0 testosterone cao.

Nguoi bénh dugce chian doan rdi loan phat trién giGi
tinh 46,XX DSD do tang san thuong thin bam sinh,
lwa chon gidi tinh nam va dong y cat bo tir cung va
budng trimg. Ngay 8 thang 7 ndm 2021, phiu thuat noi
soi vao 0 bung quan sat thay rudt thira dd cit, tir cung
teo nho, 2 buéng tring nho, dinh. Nguoi bénh duoc cit
tir cung toan bd va hai budng trimg, dong mém di tich
¢d tir cung. Trude, trong va sau phau thuat ngudi bénh
duoc dung hydrocortisone dam bao an toan khong suy
thuong than cap.
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Bing 3.1. Két qua xét nghi¢m mdu nguwoi bénh TSTTBS

NB1 NB2 NB3 NB4 NB5 Tri s6 binh thuon

Xét nghiém 8t 11t 17t 26t 26t ! g
Natri (mmol/L) 136 135 138 137,3 139 135-145
Kali (mmol/L) 4,5 3,8 4,1 3,68 42 3,4-5,0
Cortisol 8h (nmol/L) 83,65 19,92 5,5 45,42 171-536

. Nam TT: 11-44
Estradiol (pg/mL) 28,1 42 30,3 12 Nit TT: 12,5-498
Testosterone Nam TT: 9-30
(nmol/L) 5,6 1,30 31,14 0,413 9,44 N& TT: 0.1-1,67
LH Nam TT: 2,5-9,8
(IU/L) 0.1 3,84 0,01 3,99 0,25 Nt TT: 2,4-95,6
FSH Nam TT: 1,2-5,0
(IU/L) 0,2 0,04 3,81 1,57 Nw TT: 3,5-21,5

Nhdn xét: ndng do testosterone rat cao nhu ngudi nam trudng thanh & ngudi bénh khong diéu tri hydrocortisone
khi trudng thanh

Anh 1: NB 02 Quang Thi V Anh 2: NB 03 Giang AT Anh 3: NB 05 Nguyén Pirc D
va em gdi mdac TSTTBS

Nhdn xét: Ngoai hinh nguoi bénh hoan toan nhu ngudi  s6 nguoi khai sinh gi6i tinh nam. Chan doan TSTTBS

nam, chiéu cao 138- 151 cm. som khi thyc hién sang loc so sinh dya vao dinh lugng
17-OH Progesterone trong mau tang cao ¢ bénh nhan
4. BAN LUAN TSTTBS do thiéu 21-OH hodc thiéu 11B-OH thé cd

dién. Bén nay, sang loc TSTTBS ¢ Viét Nam thyc hién
Tang san thuong than bdm sinh 14 bénh 1y bam sinh, cho mot s6 tré so sinh tai cac co so'y té 16n tuyén trung
di truyén trén NST thuong, bénh gip & ca nam va nir. wong, tuyen tinh ma chua thyc hién rong rai dén y t€ co
TSTTBS géy phi dai 4m vat tré nit ngay tir trong bao  s6 [4]. O Viét Nam, xét nghiém khang dinh TSTTBS
thai, khi sinh ra tré khong xac dinh dugc gi6i tinh, mét  nhur dinh luong steroid niéu bang sic ky khi — khéi pho
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va giai trinh ty gen CYP21A2, CYP11B1 duoc thuc
hién tai BV Nhi Trung wong twong tu trén thé gi6i
[5],[6]. Con réat nhiéu bénh nhan TSTTBS chua dugc
chan doan va diéu tri, dic biét tai ving nui, ving sau
ving xa noi y té chua phat trién va thiéu cac xét nghiém
chuyén sau trong chan doan TSTTBS.

Nim ngudi bénh c6 nhiém sic thé 46,XX khong co
bat thuong mtc do nhiém sic thé, nhung khi sinh
ra ngudi bénh c6 b phan sinh duc ngoai gan giéng
nam, c6 duong vat, biu, khong tha"iy tinh hoan, 16 dai
thap gbc duong vét hodc c6 bo phan sinh duc khong
rd rang. Sy phat trién ctia bénh nhéan theo hudng nam
hoa, tinh cdch nhu ngudi nam, khi day thi c6 ngoai
hinh nam, v khong phat trién, co bép phat trién, sam
da, nguoi bénh thudng Iya chon gidi tinh nam, nguoi
bénh c6 thé 1y vo va c6 quan hé tinh duc nhu nguoi
nam binh thuong (NB5). Do ndng do testosterone
cao hon so v&i nguoi nit ngay tu trong bao thai va
khi day thi testosterone cao nhu ngudi nam trudng
thanh (NB3) giy ra ddu hiéu nam héa hoan toan
tir ngoai hinh dén tinh cach ngudi bénh. Phan tich
steroid niéu gitp chan doan thiéu 21-hydroxylase
cho 3 trong s6 5 nguoi bénh, thiéu 21-hydroxylase
12 nguyén nhéan thuong gip nhit gy ting san thuong
than bam sinh chiém 90-95% truong hop bén canh
mot vai nguyén nhan khac gay TSTTBS it gap nhu
thiéu 11B-hydroxylase, thiéu 3p—hydroxysteroid
dehydrogenase [1],[6]. 5 nguoi bénh mang nhiém sic
thé 46,XX nén khong quan sat thay tinh hoan, tuyén
tién liét ma thay tr cung thuong nhoé hon nhiéu so véi
tudi va budng tir cung khong co dich, budng trimg
nhd va da nang, khong c6 nang trung truong thanh,
tuyén thuong than phi dai 2 bén va 1 nguoi bénh co u
tuyén thuong than. U vang v6 tuyén thuong than da
dugc ghi nhan ¢ bénh nhan TSTTBS diéu tri mudn
trude do6, do tinh trang qua san tuyén thuong than
kéo dai [7].

Vé xac dinh gi6i tinh: vi TSTTBS giy nam hoa nguoi
NST 46,XX nén phan 16n ngudi bénh co ndng do
testosterone cao gy anh huong dén ngoai hinh, hanh vi
theo huéng nam hoa. Nhiéu ngudi bénh lwa chon gi6i
tinh nam dé dam bao phu hop voi nguyén vong va sy
thich nghi v6i cudc song dic biét khi diéu tri mudn, tir
cung va budng trimg kém phat trién, khong c6 kha ning
sinh san néu chon giGi tinh nit. Nho tién bo trong chan

doan nguyén nhan, thé bénh va diéu tri gitp ngudi bénh
¢o cudc séng t6t hon, an toan trong mé hon so véi trude
day viéc phiu thuat xac dinh gidi tinh chu yéu dua trén
kinh nghiém [8].

5.KET LUAN

Pic diém 1am sang, can lam sang 5 nguoi TSTTBS
nam hoa hoan toan, NST 46,XX:

Ngoai hinh va tinh cach ngudi nam hoan toan, co bap
phat trién, va khong phét trién, am vat phat trién nhu
dwong vat, rim 16ng mu, tir cung va budng trimg teo
nho, vo kinh nguyén phat, vo sinh.

Xét nghiém ndng d¢ cortisol thap, testosterone cao nhur
ngudi nam truong thanh, tuyén thuong than phi dai 2
bén, 1 ngudi co khdi u thuong than.

Diéu tri: nguoi bénh lya chon gidi tinh nam, duge phau
thudt cét tr cung va budng tring, tao hinh niéu dao nam,
dong dau duéi am dao, cit khéi u tuyén thuong than.
Trudc, trong va sau phau thuét diéu tri hydrocortisone
liéu phu hop tranh suy thuong than.
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