Tap chi “Néi tiét va dai thao dudng”

S6 75 - Nam 2024

BAO CAO CASE BENH SUY SINH DUC NGUYEN PHAT
O TRE EM (HC KALLMANN)

DOI: 10.47122/VJDE.2024.75.3

ABSTRACT
CASE REPORT OF SECONDARY
HYPOGONADISM IN CHILDREN
(KALLMANN SYNDROME)

Isolated gonadotropin-releasing hormone
(GnRH) deficiency (IGD), also referred to as
idiopathic hypogonadotropic hypogonadism
(IHH), is a family of genetic disorders that
are associated with defects in the production
and/or action of hypothalamic peptide that
controls human reproduction, GnRH. THH
can occur either with normal olfaction
(normosmic IHH) or with anosmia. This
latter clinical presentation of IHH with
anosmia is referred to as Kallmann syndrome
(KS). Prevalence estimate of KS form of
IHH to be 1:48,000 with a clear difference
between males (1:30,000) and females
(1:125,000). In this article, we report a
family with 2 children both suffering from
delayed puberty, the 14-year-old sister and
11-year-old brother have not yet developed
secondary sexual characteristics. Her older
sister doesn’t have mammary glands yet, has
not had menstruation, and lost her sense of
smell since childhood. The younger brother
had undescended testicles when he was
baby and currently has a small testicular
volume of 1-2 ml. In both cases, hormone
concentration tests showed decreased,
older sister LH 0.747 IU/L, FSH 1.14 TU/L,
E2: 18.4 pmol/L, chromosome 46, XX.
Younger brother LH <0.30 mIU/ml, FSH
0.303 mlu/ml, Testosterol <0.0868 nmol/l
and DHEA.SO4: 0.634 mcg/mL. Both of
them were analyzed for the SOXI10 gene,
heterozygous dominant inheritance pattern,
position chr22:37978082, NM 006941 .4:
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c.482G>A (p.Argl61His) 1 heterozygous
variant was detected. Analysis of the
SOX10 gene by clinically normal parents
also found heterozygous variants similar
to the two children. There is no history on
the relatives on either side with delayed
puberty or infertility. Thus, in addition
to the syndrome of delayed puberty and
hypogonadism as we know in children
such as Turner or Klinefelter syndrome.
we need to identify the clinical form of
primary hypogonadism in children with
delayed puberty and loss of sexual function.
Olfactory seen in syndrome Kallmann.
Detection and treatment of sex hormones
for this group of diseases is necessary. Sex
hormone replacement solutions not only
bring about a normal appearance but also
ensure hormonal homeostasis, helping
children develop during adolescence as well
as later adulthood.
Key words: Kallmann Syndrome.

TOM TAT

Suy sinh dyc do thiéu hut Hocmon giai
phong Gonadotropin  (GnRH) don doc
(IGD) con dugce goi 1a suy sinh duc nguyén
phat (IHH- idiopathic hypogonadotropic
hypogonadism) 1a Rbi Loan (RL) di truyén
gia dinh lién quan dén khiém khuyét trong
qua trinh san xuit hodc hoat dong cua peptid
vung dudi ddi kiém soat qua trinh sinh san &
nguoi. Thuat nglr Hoi chiing Kallmann ( KS)
ding dé chi tré bi suy sinh duc nguyén phat
kém theo mét khiru giac. Ty 18 Hoi chimg KS
& tré em hiém gdp voi ty 18 chung 1/48.000
nhung & nam méc nhidu hon 1/3000 va nir
1/ 125.000. Trong bai nay ching t6i bao cao
1 gia dinh c6 2 con déu bi cham day thi, chi
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gai 14 tudi va em trai 11 tudi déu chua phat
phat trién dic tinh sinh duc phy thit phét. Chi
gai chua 6 tuyén vii va chua c6 kinh nguyét
va bi mat khtru giac tir nho. Em trai 4n tinh
hoan ltic nhé va hién tai thé tich tinh hoan
nho 1-2 ml. Ca hai truong hop xét nghiém
néng do ndi tiét td déu cho th'ély bi giam,
chi gai: LH 0.747 IU/L, FSH 1.14 TU/L, E2:
18.4 pmol/L, NST 46, XX. Em trai LH <0,30
mlU/ml, FSH 0,303 mlu/ml, Testosterol <
0,0868 nmol/l va DHEA.SO4: 0.634 mcg/
mL. Ca hai chi em dugc phan tich gen
SOX10, phat hién dang di truyén troi di hop
ta, vi tri chr22:37978082, NM_006941.4:
c.482G>A (p.Argl61His) co 1 bién thé di
hop tir. BS 14m sang binh thudng phan tich
gen SOXI0 tim thay bién thé di hop tir giéng
2 con. Mg binh thuong, ho hang 2 bén khong
c6 ai cham day thi hoac vo sinh.

Nhu vy, bat ky ca bénh bi cham day thi,
khong c6 kinh nguyét, mat khiru giac hodc
tién sir tré trai cham day thi, thiéu nang sinh
duc c6 tat 4n tinh hoan tir nho nén phan tich
gen cac thanh vién trong gia dinh dé chan
doan bénh vi ddy 1a bénh 1y di truyén.

Tir khoa: Kallmann Syndrome.
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1. PAT VAN DE:

Hoi chiing suy sinh duc nguyén phat ¢ tré
em 13 bénh hiém gip trong nhi khoa.

Chung ta thuong gdp bénh canh cham
day thi suy sinh duc nhu HC Turner véi
ty 1€ 1/2500 tré gai. Trong khi do suy
sinh duc nguyén phat (IHH- idiopathic
hypogonadotropic hypogonadism) la nhom
bénh di truyén gia dinh lién quan dén khiém
khuyét san xuat hoic hoat dong cua peptid
ving dudi doi kiém soat qué trinh sinh san
O nguoi.
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Thuat ngtr Hoi ching Kallmann (KS)
dung dé chi tré bi suy sinh duc nguyén phat
kém theo mét khiru giac. Ty 1¢ Hoi chimg
KS & TE hiém gip voi ty 1& chung 1/48.000
nhung & nam mac nhiéu hon 1/3000 va nit
1/125.000 (1). Bac diém di truyén co thé di
truyén troi, di truyén lién két NST X, ¢6 thé
1a di truyén troi va lan trén NST thuong. Cac
dot bién gen thuong giap nhu ANOSI ( trude
day goi KAL1), gen lan lién két X-ANOSI,
& vung Xp22.3 cua NST X 1a gen dau tién
dugc phat hién trong KS (2). Gen SOX10
(gen SRY-box10) trong KS gap NST
thuong troi trudc day coé lién quan dén
HC Waardenburg (WS). Gen FEZFI, KS
NST thuong lin; gen SEMA3A, KS nhiém
sdc thé thuong troi; Gen IL17RD, KS nhiém
sdc thé thuong troi; Gen FEZFI, KS NST
thuong lan.

Céc triéu ching 1am sang trong chan doan
HC Kallmann thudng gap nhat 1a khong phat
trién cac dic tinh duc phu tht phét va ¢ giai
doan day thi khong c6 kinh nguyét kem theo
mat khiru gidc tir nho. Xét nghiém ndng do
ndi tiét td sinh duc déu giam va phén tich
gen bénh tim nguyén nhan.

Trong bai nay chung tdéi bdo cdo 1 gia
dinh ¢6 2 con déu bi cham day thi, chi gai
14 tudi va em trai 11 tudi déu chua phat phat
trién déc tinh sinh duc phuy thir phat. Chi gai
chua c6 tuyén va va chua c6 kinh nguyét va
bi mat khudu giac tir nho. Em trai an tinh
hoan ltic nhé va hién tai thé tich tinh hoan
nhé 1-2 ml. C4 hai truong hop xét nghiém
noéng do noi tiét td déu cho thy bi giam,
chi gai: LH 0,747 IU/L, FSH 1,14 IU/L, E2:
18,4 pmol/L, NST 46, XX. Em trai LH <0,30
mlU/ml, FSH 0,303 mlu/ml, Testosterol <
0,0868 nmol/l va DHEA.SO4: 0,634 mcg/
mL. Ca hai chi em duoc phan tich gen
SOX10, phat hién dang di truyén trdi di hop
ta, vi tri chr22:37978082, NM_006941.4:
c.482G>A (p.Argl61His) co 1 bién thé di
hop tir. B6 1am sang binh thuong phan tich
gen SOX10 tim thay bién thé di hop tir gidng
2 con. Mg binh thuong, ho hang 2 bén khong
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c6 ai cham day thi hoac vo sinh.

Nhu vay, bat ky ca bénh bi cham day thi,
khong co kinh nguyét, mat khudu gidc hodc
tién sir tré trai chim day thi, thiéu nang sinh
duc c6 tat an tinh hoan tir nho nén phan tich
gen cac thanh vién trong gia dinh dé chan
doan bénh vi day 1a bénh 1y di truyén.

Viéc phat hién va can thiép diéu tri
hocmon sinh duc cho nhém bénh nay 14 can
thiét. Liéu phap thay thé hocmon sinh duc
khong chi dem lai ngoai hinh binh thuong ma
con dam bao su can béng ndi moi hocmon,
gitip tré phat trién ¢ tudi thanh nién ciing nhu
giai doan trudng thanh sau nay.

2. BAO CAO CA BENH

% Chi gai Ta Minh V. Ngay sinh:
06/12/2008, 14 tudi.

Pén kham Bénh vién (BV) Vinmec ngay
14/12/2022.

Bénh sir: Tré 1a con dau 1ong, tir nho it
dm, phat trién binh thudng theo gia dinh ké.
Do cham day thi dd dén kham tai mot bénh
vién cua Ha Noi, da 1am NST, chup MRI so
nao va cac xét nghiém thong thuong chua
phat hién thiy gi dic biét, sau dén kham BV
Vinmec.

Kham 1am sang: Can ning: 44kg, chiéu
cao: 153cm (-1SD). BMI: 18.8. So véi chuan
cia WHO: cin nang thiéu 6kg, chiéu cao
thiéu 7cm, BMI 18,8. Tré phat trién cham
tang trudng. Khong cé di tat ving miii, mat,
da binh thuong . Tinh than tré phat trién binh
thuong dang hoc 16p 8. Tham kham cac dac
tinh sinh duc (SD): chua c6 tuyén vii, chua
moc 16ng nach, 16ng sinh duc chua co6 kinh
nguyét, phan loai Tanner 1. Tré mat khtu
giac tir nho. Céac bd phan khac khong co gi
dac bict.

Xét nghiém: Néng dd noi tiét sinh duc:
LH: 0,747 TU/L, FSH: 1,14 TU/L, E2: 18,4
pmol/L, NST 46, XX, chup MRI so ndo binh
thuong ; SA kich thudce tir cung: 17x9x25mm.
Budng trimg (BT) phai: 24x7mm, BT trai:
22x7mm; Tudi xwong tuong tng 8 tudi.

e Phan tich gen: Phathién di hop tir bién thé

trén gen SOX10: c.482G>A (p.Argl61His).
Hoi chimg Kallman (di truyén trdi, hé gen
tham chiéu NM_006941.40 va bang dién
giai két qua).

e Xétnghiém khac: CTM, TSH 1,33 mIU/
ml, T4 113,05 nmol/l; Cortisol 10,55 pg/dl,
ACTH 11,6 pg/ml; GH 0,128 ng/ml, IGF1
175 ng/ml.

Dya vao 1am sang tré nit 14 tudi chua
phat trién tuyén v, dac tinh sinh duc phuy,
chua ¢ kinh nguyét kém theo mét khtru giac.
Phan tich gen phét hién di hop tir trén bién thé
gen SOXI10, tré¢ duoc chan doan Hoi chung
Kallmann va lap ké hoach diéu tri hocmon nit
hd tro.

Tt ca bénh ctiia nguoi chi ching t61 moi
tiép em trai chau dén kiém tra.

% Em traii Ta Duy H. Ngay sinh:
16/10/2012.

e Bén kham BV Vinmec ngay 23/02/2023.

- Bénh str: Con thir 2, du thang, can nang
khi sinh 3900gr, luc 2 thang tudi md tinh
hoan 4n, 7 thang tu6i lam xét nghiém FISH
loai trir HC Prader Willi, diéu tri Chorionic
Gonadotropin 1 dot dén 14 thang tudi mé ha
tinh hoan 1an 2.

- Kham: Céan ning: 42kg, chiéu cao:
139.5cm. So vo1 WHO: can nang tang 10kg,
chiéu cao dat chuan, BMI 21.58.

e Lam sang: Tré 11 tudi, ngoai hinh can
ddi, khong di dang vung miii, mat, xuong.
Khong gidm khiru gidc. Nam tinh, wa hoat
dong. Tinh than phat trién binh thuong hién
dang hoc 16p 5. Sinh duc: chwa phat trién dic
tinh sinh duc phuy, chua moc 16ng néch, 16ng
mu. Chiéu dai duong vat 4cm, thé tich tinh
hoan trai 1-2ml, bén phai khong s thdy. Bo
phan khac khong c6 gi dac biét.

e Xét nghiém: Nong do ni tiét LH <0,30
mlU/ml, FSH 0,303 mlu/ml, Testosterol <
0,0868 nmol/l va DHEA.SO4: 0,634 mcg/mL.
GH 0,127 ng/ml, IGF1 222ng/ml; Cortisol 7,3
ug/dl; TSH 2,16 mIU/ml, T4 99,29 nmol/l.
Siéu 4m (SA) hai tinh hoan nim cao trong
6ng ben, dang 10 xo, tinh hoan phai giam
kich thudc; Tudi xwong 8 tudi, Phan tich gen
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phat hién 01 bién thé di hop tir gidng cua chi
gai:c.482G>A(p.Argl 61His) trén gen SOX10.

Lam sang tré trai 11 tudi cham day thi,
chua phat trién dac tinh sinh duc phu, tién st
an tinh hoan va tinh hoan kém phat trién, xét
nghiém FSH, LH va Testosterol déu thép,
phan tich gen tim thdy 01 bién thé di hop tir
trén gen SOX10 giéng chi gai nhung khong
mét khiru gidc nén dugc chan doan suy sinh
duc nguyén phat.

e Me: Nguyén Mai H., Niam sinh 1983,
phan tich gen khong tim thdy bt thuong.

e B6: Ta Duy S. Nam sinh 1976. Phan
tich gen phat hién 01 bién thé di hop tu
c.482G>A (p.Argl61His) trén gen SOXI0
gidng nhu cta 2 con.

Ho hang ndi ngoai hai bén khong c6 ai bi
cham day thi hodc vo sinh.

3. BAN LUAN:

Trong nghién ctru, chiing t61 gap mat gia
dinh c6 bd va me ngoai hinh binh thudng.
Me khong mang gen bénh. B6 mang gen
bénh va sinh 2 con déu mang gen bénh giéng
bd dang di truyén troi di hop tir ¢.482G>A(p.
Argl61His) trén gen SOX10 .

Nhu vay, 3 thanh vién trong gia dinh c6
cung bién thé trén gen SOX70 nhung kiéu
hinh khac nhau bd binh thuong chirc ning
sinh san binh thuong nhu vay c6 2 kha
ning, kha ning bién thé phat hién duoc
c6 thé khong gay thiéu ning SD & 2 con,
kha ning thir 2 do di truyén troi c6 tinh
tham khac nhau nén kiéu hinh khac nhau
du cung kiéu gen. Trong khi con gai mic
HC Kallman, em trai khong mét khiru giac
bi suy sinh duc nguyén phat véi cham phat
trién vé tinh hoan ngay tir nho.

Bién thé di hop tirc.482G>A (p.Arg161His)
trén gen SOX10 tao ra su thay thé acid amin
Arginine ¢ vi tri 161 thanh Histidine, bién
thé lam thay doi Arginine & vi tri 161 la
nguyén nhan gdy nén HC Waardenburg véi
kiéu hinh . Tuy nhién, can phan biét voi HC
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Waardenburg dua trén phan tich gen SOX10
ndm trén nhanh dai NST 22(22q13.1) lién
quan dén nhiéu kiéu hinh khac nhau nhu
HC Waardenburg typ 2E va 4C nhung 1am
sang biéu hién bit thuong dang sic to ¢
toc, da, mat va nghe kém, typ 4C con thém
bénh Hirschsprung. Nhu vay bénh nhan ctua
chung t6i ¢ bat thuong gen SOX10 véi kiéu
hinh cham déy thi/ v6 kinh va mét khtru giac
va khong c6 dau hiéu bat thuong sic t6 trén
da va mit nén da chan doan HS Kallmann.
Bién thé nay da dugc bao céo trén Clin Var,
phan 16p con chua thong nhat, bién thé co
thé gay bénh, khong bénh va bién thé chua
chac chan.

Ngoai ra, trong gia dinh 2 con bi suy sinh
duc chi ¢6 1 con du tiéu chuan HC Kallmann,
diéu d6 cho thay kha ning bién thé don boi
SOX10 chiém mot ty 1& nho trong cac truong
hop Kallmann. Su don boi SOX10 c6 thé lién
quan nhiéu dén phd kiéu hinh khac nhau,
bao gom KS ma khéng c6 cac dic diém l1am
sang khac cia HC Waardenburg (6,7).

Trong HC Kallmann hau qua cua thiéu
hut tong hop GnRH, lién quan véi mat khiru
giac do tinh trang thiéu san hodc bat san hanh
khtru, truong hop nay da lam MRI so nao
nhung chua tim thay bat thuong. O ngudi
binh thuong, cac xung giai phong hormone
GnRH tir truc ha doi bi kich thich s& bai tiét
GnRH vao hé tuan hoan tuyén yén, hoat hoa
GnRH receptor 1 & thity trude tuyén yén, bai
tiét FSH, LH vao hé tuan hoan va dén tuyén
sinh duc; tir d6 lam tang bai tiét cac hormone
sinh duc va kich thich qua trinh sinh san .
Mot s6 gia thuyét vé su thiéu hut GnRH
trong HC Kallmann c6 thé do sy thoai hoa
som cac day than kinh khudu giac, dan dén
16i loan su di chuyén bat thudng cua cac té
bao ché tiét GnRH t6i tiiy trudc tuyén yén.

Cham day thi hoac khong day thi la mdt
trong nhitng ddu hi¢u dic trung nhat cia
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suy tuyén sinh duc giam gonadotropin,
bénh nhan khong phat trién hoan toan
hoac mot phén cac dac tinh sinh duc thi
phét (5). Hai bénh nhan ctia ching t6i déu
cho thiy néng d6 hocmon SD déu rat thap
nhu cua chi gai: LH 0,747 IU/L, FSH 1,14
IU/L, E2: 18,4 pmol/L, NST 46, XX. Em
trai LH <0,30 mIU/ml, FSH 0,303 mlIu/ml,
Testosterol < 0,0868 nmol/I.

Hau hét cac bénh nhan suy sinh duc
giam gonadotropin c6 biéu hién vo kinh
nguyén phat, s it con lai chi xuat hién 1-2
lan hanh kinh trong do tudi vi thanh nién,
da sb cac bénh nhan nay déu khong phat
trién tuyén vi.

4.KET LUAN

Qua bao cdo nhan mot truong hop Hoi
ching Kallmann, nghién ctru gia dinh co
bb chi gai va em trai cung c6 bién thé di
hop tor ¢.482G>A(p.Argl61His) trén gen
SOX10 nhung kiéu hinh khac nhau: bd
binh thudng, em trai mic ching suy sinh
duc nguyén phat, chi gai mic HC Kallmannn
do mét khtru giac.

Nhu vay, khi gap ca bénh bi cham day
thi, khong c6 kinh nguyét kém theo mat khiru
giac hodc tién s tré trai chAm day thi, thiéu
nang sinh duc co tat an tinh hoan tir nho nén
phén tich gen cua céc thanh vién trong gia
dinh dé chan do4n xéc dinh bénh.

Viéc phat hién va can thiép diéu tri
hocmon sinh duc cho nhém bénh nay la can
thiét. Liéu phap thay thé hocmon sinh duc
khong chi dem lai ngoai hinh binh thuong
ma con dam bao sy can bé‘mg ndi moi cua
hocmon, gitp tré phat trién & tudi thanh nién
cling nhu giai doan truong thanh sau nay.
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