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U tan sinh da tuyén ndi tiét typ 1 véi dot bién gen MENT:
Bao cdo truwong hop lam sang

Multiple endocrine neoplasia type 1 with MEN1 gene mutation: A
clinical case report
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Tom tat

U tan sinh da tuyén noi tiét tip 1 la mét hdi ching u noi tiét hiém gap, duoc dinh nghia la su c6 mat cta it
nhat 2 trong 3 loai u chinh: U tuyén yén, u can giap va u tuy. Ngoai cac khéi u trén, bénh nhan (BN) c6 thé biéu
hién u & mét s6 vi tri khac nhu u tuyén thugng than, u tuyén Uc, u phé quan, u da day... Hoi chiing nay rat dé
bi b sét do c6 nhiéu khéi u, BN c6 thé dugc phat hién & nhiéu khoa 1am sang khac nhau. Chung téi mé ta
kinh nghiém cia minh trong viéc chan doan va quan ly mét trudng hgp u tan sinh da tuyén ndi tiét tip 1.
Trudng hgp lam sang vé BN nir 56 tudi nhap vién vi khéi u tuyén yén kich thudc 16n; BN tiép tuc dugc phat
hién cac khéi u khac: Khéi u ving ¢ da phau thuat kém cudng can giap nguyén phét, u tuy than kinh noi tiét,
u tuyén thugng than 2 bén, u gan. Két qua xét nghiém di truyén ctia BN da xac dinh mot dét bién gay bénh
trén gen MEN1 nhiém sic thé 11 (dang di truyén troi, di hgp). Cudi cung, BN da dugc diéu tri thanh céng
bang phuong phap phau thuat cat u tuy, cat tuyén thugng than trai va diéu tri n6i khoa.

Ttrkhéa: U da tuyén ndi tiét tip 1, u tuyén can giap, u tuyén yén, u tuy than kinh noi tiét.

Summary

Multiple endocrine neoplasia type 1 is a rare syndrome, defined as the existence of at least 2 of the 3
main tumor types: Pituitary adenoma, parathyroid glands and pancreatic islets. In addition to the above
tumors, patients may have tumors in other locations such as adrenal tumors, thymus tumors,
esophageal tumors, stomach tumors... This syndrome is easy to miss due to the presence of many
tumors, patients can be detected in many different clinical departments. We describe our experience in
the diagnosis and management of a case of multiple endocrine neoplasia type 1. Clinical case of a 56-
year-old female patient admitted to the hospital because of a large pituitary adenoma; The patient
continued to have other tumors detected: Surgical neck tumor with primary hyperparathyroidism,
pancreatic neuroendocrine tumor, bilateral adrenal adenoma, liver tumor. The patient's genetic testing
results identified a pathogenic mutation on the MEN1 gene on chromosome 11 (autosomal dominant).
Finally, the patient was successfully treated with neuroendocrine pancreatic tumor surgery, left
adrenalectomy, and medical treatment.

Keywords: Multiple endocrine neoplasia type 1, parathyroid glands, pituitary adenoma, pancreatic
neuroendocrine tumor.
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I.DAT VAN DE

U tan sinh da tuyén néi tiét (Multiple endocrine
neoplasia - MEN) la héi ching di truyén anh hudng
dén cac tuyén ndi tiét khac nhau'. C6 2 dang MEN
chinh gém MEN1 va MEN 2°. MEN1 con dugc goi la
hoi chiing Wermer dugc Tién sy Paul Wermer mo ta
vao nam 1954 vé roi loan di truyén troi dac trung bdi
su bién d6i tan sinh dong thai ctia nhiéu tuyén ndi
tiét dién hinh la: Tuyén can giap, dao tuy va thuy
trudc tuyén yén'.

U tan sinh da tuyén noi tiét tip 1 (MEN1) la mét
hoi chiing hiém géap. Cudng can giap la biéu hién
phd bién nhat, xay ra & 90% cac trudng hgp. Tuong
tu, khoi u than kinh noi tiét ctia tuyén tuy xay ra &
60%, trong khi dé khéi u tuyén yén xay ra & 40% cac
trudng hap. Ngoai ra, BN c6 thé xuat hién cac khéi u
noi tiét va khong ndi tiét khac nhu: Khéi u clia tuyén
Uc, phé quan, da day, u vo tuyén thuong than, khoi u
da, khoi u hé than kinh trung uong, u co tron, u
collagen va u xo mach...>. Héi ching MEN1 dugc di
truyén troi trén nhiém sic thé thudng do dét bién bat
hoat dong mam cia gen MEN1 trén nhiém sac thé 11.
Khodng 90% cac trudng hop dét bién di truyén tir cha
me, 10% cdac trudng hgp con lai hoi ching xay ra thu
phét sau dot bién diém?®. Gen MEN1 bao gém 10 exon,
ma héa mét protein la menin gém 610 acid amin (c6
chtic nang tic ché khéi u)'.

Viéc diéu tri cho tling loai khéi u ndi tiét lién quan
dén MEN1 nhin chung tuong tu nhu doi véi cac khéi u
xay ra & cac BN khong phai MEN1. Tuy nhién két qua
diéu tri cac khoi u lién quan dén MEN1 khong thanh
c6ng nhu nhiing BN khac vi mot s6 ly do. Thir nhat, cac
u lién quan dén MEN 1 thudng nhiéu khéi gay khé
khan cho phau thuat thanh céng. Thi hai, bénh ac tinh
di cin tiém an phd bién & MENT hon céac BN ¢6 khéi u
noi tiét riéng lé. Tha ba, cac u lién quan dén MEN1
thuong 16n hon, hoat dong néi tiét nhiéu hon, khang
vai diéu tri nhiéu hon”.

Hi€u rd hon vé bénh ly hi€m gap nay sé giup
cac béc si lam sang tranh bé sét trong chan doan,
diéu tri cac khoi u ndi tiét. Do do, ching t6i bao bao
mot trudng hop u tan sinh da tuyén ndi tiét tip 1
dugc phat hién tai Khoa Noi tiét - Bénh vién Trung
uong Quan déi 108 (TUQD 108).
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Il. TRUONG HOP LAM SANG
2.1.Ldm sang va can ldm sang

Trudng hgp 1am sang: BN nir 56 tudi, tién sir gia
dinh c6 chi gai mac u tuyén yén. Tién s ban than:
Nam 31 tudi co triéu chiing v tiét siia bat thudng,
phat hién khoi u tuyén yén tiét prolactin, ty bo diéu
tri; s0i than 2 bén nhiéu nam, da phau thuat tan soi 4
lan; phau thuat cat khéi u viung c6 cach 5 nam
khong con két qua giai phau bénh; khong co tién su
tang huyét ap, ha kali mau. Cach vao vién 2 tuan, BN
xudat hién dau dau nhiéu dugc dua vao bénh vién
tuyén dudi. Qua kiém tra, danh gia thay khéi u tuyén
yén kich thudc 16n chuyén Bénh vién TUQD 108 diéu
tri ti€p.

Kham lam sang: BN thé trang béo, BMI: 31,6,
khéng cé kiéu hinh Cushing, huyét ap vao vién
155/90mmHg, vt khong tiét sita, nim vi nhat mau,
I6ng mu thua, thu hep thi trudng nhe phia dudi bén
Trai, khong c6 con ha dudng huyét.

Chung t6i da tién hanh nhiing xét nghiém, can
lam sang dudi day dé ti€p tuc chan doan bénh.

Can lam sang:

Khéi u tuyén yén tiét prolactin:

4 5] .
Hinh 1. MRI so ndo hinh anh khoéi u tuyén yén:
Macroadenoma tuyén yén kich thudc 27x28x23,5mm,
tang tin hiéu trén T2W, FLAIR, déng tin hiéu trén T1W, bo
thuy mdi, ranh gidi kha r6, 6m quanh trén 50% chu vi
ddng mach canh trong trai doan xoang hang, khong xam
lan giao thoa thi gidc. Cudng yén thanh manh, léch phai.

Bang 1. Xét nghiém hormon tuyén yén

Tén xét e 2 Gia tri .
nghiém Kétqua thamachié'u Bon vi
Prolactin > 10000 pIU/mL
Cortisol 8 giG 239 166-507 nmol/L
ACTH 6,91 7,2-63,3 pg/mL
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Tén xét e Gia tri .

nghiém Kétqua | i am chigu | POV
LH 2,38 mlU/mL
FSH 12,5 mlU/mL
Estradiol 5,00 12,5-498 pg/mL
FT4 9,01 79-14,4 pmol/L
TSH 2,12 0,34-5,6 ulU/mL

RGi loan chuyén héa calci va khéi u ving ¢6 da

phéu thuat

Bang 2. Xét nghiém calci mau

va hormon tuyén cén giap

Hinh 2. Xa hinh tuyén can gidp: Chua phat hién hinh anh

Tén xét nghiém ::; Glact;%é:am Pon vi

Calci toan phan 2,67 2,2-2,6 mmol/L
PTH 122,1 15-65 pg/mL

Albumin 38,9 35-50 g/L

kh&i u tuyén can giap trén hinh anh xa hinh ¢6 - nguc

Khéi u tuy

Hinh 3. MRI § bung khéi u tuy

Nhu m6 vung dudi tuy c6 nét tang tin hiéu trén T2W,
giam tin hiéu trén T1W, sau tiém ngam thudc,

kich thudc 8,5x11Tmm

Khéi u tuyén thugng thdn 2 bén (Tdng san tuyén
thugng thdn dang nét I6n hai bén nguyén phdt -
Primary bilateral macronodular adrenal hyperplasia)

Hinh 4. CT 6 bung u tuyén thugng than: Tuyén thugng
than hai bén day, c6 vai nét khu khu tinh chat tuong tu
nhau: N6t 16n bén Trai kich thudc 22x27mm, nét 1én
bén Phai 9mm, ty trong trudc tiém 3HU, sau tiém thi
tinh mach 62HU, thi mudn 12HU, Wash out tuyét doi
85%, Wash out tuong d6i 80%. Nghi nhiéu dén
Adenoma.

Chup cong huong tu
2 %

B3

A -

Hinh 5. MRI 6 bung u tuyén thugng than: Canh trong
va ngoai tuyén thugng than Trai c6 cac nét, kich thudc lén
nhat 22x25mm, tin hiéu trung gian trén T2W, T1W, chira
ma& ndi bao, sau tiém ngam thudc uu thé phia ngoai vi.
Day than tuyén thugng than Phai, day nhat 9mm, khéng
rd khoi. Nghi nhiéu dén Adenoma.

Bang 3. Xét nghiém hormon khdi u tuyén thugng than

Tén xét nghiém Két qua Gia tri tham chiéu Pon vi
Renin 18,54 2,8-39,9 pIU/mL
Aldosterone 4,49 1,17-23,6 ng/dL
Adrenaline niéu 24 gio 4,28 0-20 pg/24h
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Tén xét nghiém Két qua Gia tri tham chiéu Don vi
Noradrenaline niéu 24h 106,6 0-90 Mg/24h
Dopamin niéu 24h 1040 0-600 pg/24h
Cortisol 8h 239 166-507 nmol/L
ACTH 6,91 7,2-63,3 pg/mL
Glucose doi 5,9 6,39 3,9-5,6 mmol/L
Kali mau 4,8 3,5-5 mmol/L

Khéi u gan (Tdng san thé nét khu trd - Focal Nodular Hyperplasia)

-,-.‘_': 2 :'. 1 L --'.'_ f
Hinh 6. MRI 6 bung u gan: Hinh anh tang san thé& nét khu trd (Focal Nodular Hyperplasia - FNH) ha phan thuy I
cla gan kich thudc 23x23mm, b déu, giam tin hiéu trén T1W, tang tin hiéu trén T2W, tang tin hiéu trén DW1, sau
tiém ngam thudc kha dong nhat, khong thay thai thuéc & thi muon.

Bang 4. Cac xét nghiém lién quan khdi u gan

Tén xét nghiém Két qua Gia tri tham chiéu Pon vi
HbsAg Am tinh Am tinh Am tinh
HCV Am tinh Am tinh Am tinh
AFP 2,27 0,73-7,28 IU/mL
PIVKA-II 34,68 0-40 mAU/mL

Tong két lai, ching t6i ghi nhan nhiing van dé & BN nay nhu sau: U tuyén yén tiét prolactin, u viing ¢d
da phau thuat chua rdé ban chat, cudng can giap nguyén phat, u tuy, tang san tuyén thugng than dang nét
I6n hai bén nguyén phéat tu déng tiét cortisol, tang san thé nét khu trd & gan. Cac dit liéu thu dugc hudng
dén bénh canh lam sang clia hoi chiing MENT.

Két qua xét nghiém gen ctua BN
Phat hién 01 bién thé dugc phan I6p gay bénh trén gen MEN1 (dang di truyén troi, di hop).
2.2. Qud trinh diéu tri

Sau khi d& chan doan xac dinh hoi chiing MEN1, bénh nhan da dugc diéu tri ndi khoa, phau thuat cat
khdi u tuy va cat tuyén thugng than Traéi, cu thé nhu sau:
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Khéi u tuyén yén tiét prolactin: Diéu tri ndi khoa bang cabergoline liéu khai dau tur 0,5mg/ tuan, duy tri
1,5mg/ tuan. Xét nghiém prolactin gidm dan ti >10000 dén 9097ulU/mL sau 3 thang.

Khéi u tuy va tdng san tuyén thugng thdn dang nét I6n hai bén nguyén phdt: BN da dugc phau thuat trong
1 cudc M6 chia lam 2 thi. Thi 1: Phau tich vao hau cung mac néi thdy dudi tuy c6 khéi u kich thudc 3x3cm,
quyét dinh cat than va dudi tuy bao ton lach. Thi 2: Cat tuyén thugng than trai.

Hinh 8. Hinh anh mé bénh hoc khéi u tuy than kinh noi tiét d6 2 va héa mé mién dich
Hinh anh mé bénh hoc mé u va mé tuy lanh (A, HE x 10). Hinh anh mé u tuy gom cac day,
dai té bao u trén nén mé dém xo hoa (B, HE x 100). Hinh &nh nhuém hoa mé mién dich cac té bao u duong tinh
vGi dau an Chromogranin (C x 200) va duang tinh véi dau an CK (D x 200).
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A

Hinh 9. Hinh anh m6 bénh hoc khéi u vé tuyén thugng
than trdi: U c6 vé xo rd phan tdch mé maé ngoai vi
(A, HE x 10). Hinh anh céc té bao kich thudc I6n, bao tuong
rong sang véi nhan nho tap trung thanh dam, thanh day
dugc phan tach bai vach xo méng (B, HE x 100).

Ngay sau phau thuat u tuy va tuyén thugng
than Tréi: BN khéng c6 tinh trang suy tuyén thugng
than cap, toan trang én dinh.

Cudng cdn gidp nguyén phdt: Hién tai chua quan
sat dugc thay u tuyén can giap. Tiép tuc theo doi.

Khéi u tang san thé nét khu tra cda gan: Tiép
tuc theo doi.

Tdng huyét dp: Duy tri peridopril 5mg/ngay,
huyét ap én dinh.

Dai thdo dudng mdéi phéat hién khéi phat sau
phau thuat cat u tuy than kinh noi tiét: Glucose doi
10,9mmol/L, kiém soat dudng mau 6n dinh bang
insulin.

lll. BAN LUAN

Hoi chiing MEN 1 rat hiém gap, ty 1é mac bénh
udc tinh 1/30000 ngudi, phat hién & moi Ita tudi tu
5-81 tudi, déu & ca hai gidi. Ty 1é méac khéi u tuyén
yén & nl cao hon nam, tuy nhién ty |& mac khéi u
tuy & nam cao hon ni; khong ¢é su khac biét vé gidi
tinh, ty 1& luu hanh véi nhitng khoi u con lai: u can
giap, u tuyén thuong than...".

Chéan doan lam sang MEN1 dugc thuc hién &
nhiing BN c6 ti 2 dén nhiéu khéi u lién quan dén
MEN1 hodc & BN c6 mot khéi u lién quan dén MENT1
va co tién st gia dinh ¢ ngudi mac MEN1. Xét
nghiém sinh héa clia u tuyén can giap (xét nghiém
calci, PTH), u tuyén yén tiét prolactin (xét nghiém
hormon tuyén yén) va cac khéi u néi tiét khac tuong
tu nhu nhitng BN c6 céac khéi u don lé. Chup cong
hudng tir so ndo dugc lua chon cho khéi u tuyén
yén; chup cat I6p vi tinh va cong huéng ti 6 bung
dé phat hién khdi u tuy, tuyén thugng than; siéu am
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ndi soi két hop sinh thiét & BN c6 tang Gastrin mau &
vi tri loét da day ta trang hay khéi ung thu biéu mé'.

BN ctia chuiing t6i ngoai phat hién 3 khoi u chinh
con phat hién thém 2 loai u khac la u tuyén thugng
than 2 bén (tang san tuyén thugng than dang nét
I6n hai bén nguyén phat) va u gan (tang san thé nét
khu tra). Tac gid Langer va cong su (2002) da nghién
clu 67 trudng hgp MENT1, trong d6 ghi nhan 18/67
BN c6 khéi u tuyén thugng than va 8/18 BN d6 c6
khoi u tuyén thugng than 2 bén. Theo déi 18 BN nay
phat hién: 10/18 BN c6 khai u thugng than lanh tinh,
khong tiét hormon; 3/18 BN ¢é hoi chiing Cushing
do khéi u lanh tinh tiét cortisol; 1/18 BN c6 khoi u
tly thuong than; 4/18 BN phat trién thanh ung thu
vo tuyén thugng than. Budng kinh khoi u trung binh
dugc chan doan la 3cm (1,2-15cm)°. Tac gid Wang va
cdng sy (2019) nghién ctu 121 BN MENT1, ¢6 33,9%
(41/121 BN) c6 khoi u tuyén thugng than, trong s6
dd 65,1% (27/41 BN) la khéng tiét hormon, 25,6%
(10/41 BN) |13 u tiét cortisol lanh tinh, 2,3% (1/41 BN)
la u tiét aldosterone lanh tinh, 2,3% (1/41 BN) la u
tuy thugng than, 4,7% (2/41 BN) la ung thu vo tuyén
thugng than®. Tac gid Ranaweerage va cong su
(2022) trinh bay mét truong hop lam sang MEN 1
cing c6 tén thuong tang san thé nét khu trd & gan &
ha phan thuy VII'. Tac gid Wang va Zhang (2021)
trinh bay mét trudng hgp BN MENT, tuy nhién tén
thuang gan la khéi di can tir u tuy®.

Phan tich dot bién gen MEN1 dugc st dung dé
chan doan xac dinh cho chan doan 1am sang, cung
cap chan doan di truyén trong nhiing trudng hop
kho. G BN clia ching toi da c6 két qua xét nghiém
gen phu hgp véi MEN1. Xét nghiém di truyén cac
thanh vién cta gia dinh khéng c¢6 triéu chiing lam
sang nén thuc hién ngay tu lic con nhé vi nhiing
biéu hién kin dao dau tién ctia MEN1 c6 thé xay ra
lic 5 tudi, trudc khi kiém tra vé sinh hoa cling nhu
chan doan hinh anh dé sang loc s6m cac khéi u
MEN1'". Dang tiéc la chi géi va con trai BN da tur chéi
lam xét nghiém phat hién dét bién gen.

Phuong phap diéu tri bénh cla ching t6i nhin
chung tuong ty nhu nhiing trudng hgp mac ting
kh&i u ndi tiét don 1é. Mot s6 diém khac biét nhu sau:
Phau thuat cung cudc mé chia lam 2 thi: Cit u dudi
tuy va cat moét tuyén thugng than bén Trai (mac du
BN c6 u tuyén thugng than 2 bén cling tu dong tiét



TAP CHI Y DUOC LAM SANG 108

Tap 19 - S6 7/2024

DOI: https://doi.org/10.52389/ydls.v19i7.2459

cortisol) trén BN nay vi nhiing ly do nhu sau: BN
tranh phai phau thuat 2 lan, 1am sang da cé bién
chiing béo phi, tang huyét &p, réi loan dung nap
dudng huyét, khoi u tuyén thugng than bén Trai to
hon dang ké bén Phai. Cach giai quyét nay phu hgp
vGi cac khuyén cdo va nghién ctiu trén thé gisi. Theo
tac gia Johnston va cong su (2020) khuyén céo trén
BN MENT1, can phau thuat cat bo tat ca u tuy than
kinh néi tiét (Pancreatic neuroendocrine tumors -
PanNETs) do PanNETs ac tinh la nguyén nhan gay tu
vong phd bién nhat®. Theo tac gia Debillon va céng
su (2015), viéc phau thuat cit bdé u tuyén thugng
than mot bén la phuong phép diéu tri dau tién cho
hoi ching Cushing c6 tang san tuyén thuong than
dang n6t 16n hai bén nguyén phat (PBMAH - Primary
bilateral macronodular adrenal hyperplasia)'. Tac
gia Araujo-Castro va cong su (2023) da dua ra lua
chon diéu tri & nhitng BN PBMAH tu déng tiét
cortisol d6 la cat tuyén thuogng than mét bén khi cé
cac bién chiing nhu dai thao dudng, tang huyét ap,
lodng xuong..."".

Tom lai, BN clia chung t6i da dugc chan doén xac
dinh chinh xac, tim dugc nhiéu khéi u lién quan, diéu
tri dung phac dé va tiép tuc dugc theo doi sau diéu tri.
Hién tai BN 6n dinh, sinh hoat binh thudng dudi su
kiém soat clia cac thubc chuyén nganh ndi tiét.

IV. KET LUAN

U da tuyén noi tiét tip 1 la héi ching hiém gap
nhung ciing rat khé chan doan do c6 thé chi phat
hién tiing khéi u don 1é & nhiéu khoa lam sang khac
nhau. Can khai thac ti mi tién s, bénh su, tham
kham 1am sang, can 1am sang dé tranh bd sét nhiing
khoi u kém theo (ngoai 3 khoi u noi tiét chinh), cling
nhu cac bién chiing do réi loan noi tiét clia cac khoi
u nay gdy nén. Viéc diéu tri hdi ching nay can két
hgp nhiéu chuyén nganh sau, theo doi dai lau
khéng nhing trén BN ma con trén cac thanh vién
khac trong gia dinh.
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