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THUGONG THAN NGUYEN PHAT: BAO CAO MOT CA BENH HIEM GAP
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TOM TAT
Héi ching Cushing & tré em thudng cé cdc biéu hién lam sang ddc trung, tuy nhién viéc xdc
dinh nguyén nhan bénh van la mét thdch thirc, ddc biét d6i véi cdc thé bénh hiém gdp. Bénh
ly nét sdc té thuong than nguyén phdt (Primary Pigmented Nodular Adrenocortical Disease
- PPNAD) la mét nguyén nhan hiém cda hoi ching Cushing khéng phu thuéc ACTH, thudng
gdy khé khdn trong chdn dodn do tén thuong tuyén thuong thdn nhé va hinh dnh hoc c6
thé khéng ddc hiéu & giai doan sém. Chung téi bdo cdo trudng hop bénh nhén ni 7 tuéi cé
tién su tdng can nhanh, mdt tron va ram 16ng tién trién trong 3 ndm, da duoc thdm khdm
tai nhiéu co sy té€ nhung chua xdc dinh dugc nguyén nhdn. Khi nhdp vién tai Bénh vién Nhi
Trung uong, tré cé biéu hién hoi ching Cushing dién hinh kém tdng huyét dp ndng khé kiém
sodt. Két qua tham do ndi tiét xdc dinh tinh trang tdng cortisol khéng phu thuéc ACTH; chup
cdt I6p vi tinh & bung ghi nhdn tén thuong hai tuyén thugng than goi y PPNAD. Bénh nhén
duoc phdu thudt cdt bé hai tuyén thuong than, két qua giai phadu bénh xdc nhdn chdn dodn
PPNAD. Trudng hop ndy nhdn manh tam quan trong cta viéc nghi dén PPNAD & tré mdc héi
chiing Cushing khéng phu thuéc ACTH nhdm chdn dodn sém va han ché cdc bién ching
khéng héi phuc.
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CUSHING SYNDROME IN CHILDREN DUE TO PRIMARY PIGMENTED NODULAR
ADRENOCORTICAL DISEASE: A RARE CASE REPORT
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Background: Cushing syndrome in pediatric patients typically presents with
characteristic clinical features; however, identifying the underlying etiology remains
challenging, particularly in rare forms of the disease. Primary Pigmented Nodular
Adrenocortical Disease (PPNAD) is an uncommon cause of ACTH-independent Cushing
syndrome. Diagnosis is often difficult due to the presence of small adrenal lesions and non-
specific imaging findings in the early stages.We report the case of a 7-year-old girl with a
3-year history of rapid weight gain, progressive facial rounding, and hirsutism, who had
been evaluated at multiple medical centers without a definitive diagnosis. Upon admission
to the National Children’s Hospital, the patient presented with classical features of Cushing
syndrome accompanied by severe, difficult-to-control hypertension. Endocrine evaluation
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confirmed ACTH-independent hypercortisolism. Abdominal computed tomography
revealed bilateral adrenal abnormalities suggestive of PPNAD. The patient subsequently
underwent bilateral adrenalectomy, and histopathological examination confirmed the
diagnosis of PPNAD. This case highlights the importance of considering PPNAD in pediatric
patients with ACTH-independent Cushing syndrome to facilitate early diagnosis and

prevent irreversible complications.

Keywords: Cushing syndrome; ACTH-independent Cushing syndrome; Primary
Pigmented Nodular Adrenocortical Disease; Carney complex.

I. DAT VAN DE

Hoi chiing Cushing & tré em la bénh ly noi tiét
hiém gap, dac trung bai tinh trang tang cortisol
kéo dai gay anh huéng nghiém trong dén chuyén
hoéa, tim mach va tang truédng cua tré. Bénh
dugc phan thanh hai nhém chinh: phu thudc va
khoéng phu thuéc ACTH. Trong nhém khéng phu
thudéc ACTH, PPNAD la mot nguyén nhan hiém
gap, dac trung bdi su hién dién clia nhiéu vi not
sac té ¢ vo thugng than [1], thudng co kich thudc
nho (< 1 cm), chifa sac t6 lipofuscin, duong tinh
vdi synaptophysin va kém teo nhu mé vé thugng
than gira cac nét. Bénh co thé xuat hién don
déc hoac la mét biéu hién clia phuc hop Carney
(Carney complex) - mét héi ching da co quan
dac trung béi u nhay, tang sac t6 da dang dom
va cac rdi loan noi tiét [2]. Do kich thudc tén
thuong nhé va hinh anh hoc thudng khéng dién
hinh, viéc chdn doan PPNAD van la mét thach
thuc trong thuc hanh lam sang. Chung t6i bao
cdo mot truang hgp PPNAD nghi ngs phoi hop
véi phuc hgp Carney dugc phat hién mudn mac
du biéu hién 1am sang dién hinh cda hoi ching
Cushing, nhung do chan doan hinh anh hoc ban
dau kin dao, khong dac hiéu, dan dén nhiéu bién
chiing nang cla tinh trang cudng cortisol kéo
dai, dac biét la tang huyét ap kho kiém soat.
Il. CABENH

Bénh nhan nl 7 tudi nhap vién vi tang can
nhanh, mat tron va tang huyét ap. Tré la con thu
1, sinh d0 thang, can nang so sinh 3,5 kg, tién s
phat trién thé chat va tam than van déng binh
thudng. Bénh khéi phat khodng 3 nam trudc,
nhap vién vai biéu hién tang can tién trién, mat
tron do, rdm 16ng va giam téc dé tang trudng
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chiéu cao. Gia dinh khéng ghi nhan tién st si
dung céac ché phdm chia glucocorticoid trudc
khi xuat hién triéu ching. Khodng 1 nam sau
khéi phat, tré xuat hién tang huyét ap va dap
Ung kém véi diéu tri bang nhiéu nhém thuéc ha
ap. Trong qua trinh diéu tri tai dia phuong, tré c6
st dung thu6c nam tiing dgt nhung khéng ro
thanh phan.

Kham lic nhap vién ghi nhan tré tinh tao,
ti€p xuc t6t, c6 cac dac diém dién hinh cta hoi
ching Cushing gém béo trung tam, mat tron
dd, da moéng, ram léng vung mat, hai tay va
than minh, mun tring cd, ran da tim vung bung,
dui va cang chan hai bén; gai den nhe viing gay.
Ngoai ra, ghi nhan cac dat tang sic t6 mau nau
rdi rac G tay, chan va lung; tén thuong co kich
thudc nho, biéu hién kin dao, dé bi bd sot khi
tham kham lam sang. Chiéu cao dat 112 cm
(-1,9 SDS), can nang 39,5 kg (+2,9 SDS), BMI 29,1
kg/m? (+4,2 SDS). Huyét ap cao nhat ghi nhan
142/92 mmHg, mach 120 lan/phat, mac du
dang dugc diéu tri phéi hgp nhiéu thudc ha ap.
Dua trén cac biéu hién lam sang dién hinh, tré
dugc dinh hudng chan doan héi chiing Cushing
va tiép tuc dugc thuc hién cac tham do can lam
sang nham khang dinh chan doan cing nhu
xac dinh nguyén nhan.

Cac xét nghiém ban dau (Bang 1) cho thay
cortisol mau tang cao va mat nhip tiét ngay -
dém; kém theo nong dd ACTH thap. Nghiém
phép utc ché dexamethasone liéu cao khéng ghi
nhan hién tugng Uc ché cortisol (cortisol khong
giam > 50% so vai muc ban dau), phu hgp véi
chan doan hoi chiing Cushing khéng phu thuéc
ACTH.
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Bang 1. Xét nghiém danh gia chdc nang tuyén thugng than

Xét nghiém Két qua Gia tri tham chiéu
Cortisol (9h séng) 842 nmol/I 66 -410 nmol/I
Cortisol (Oh sang) 814 nmol/I 66 - 410 nmol/I
ACTH 0,33 pmol/I 1,6-13,9 pmol/I

Nghiém phap tc ché Dexamethsone liéu cao
Cortisol (sau test) 779 nmol/I 66 - 410 nmol/I
ACTH 0,33 pmol/Il 1,6 -13,9 pmol/I

DPanh gia cac bién ching cla hdi chiing Cushing cho thay bénh nhan da c6 nhiéu tén thuong
cd quan dich do tinh trang tang cortisol kéo dai. Trén hé tim mach, siéu am tim phat hién day co
that trai thi phat sau tang huyét ap kéo dai. Tré dong thai ¢ cac bi€u hién ctia héi chiing chuyén
héa gobm béo phi trung tam, dé khéang insulin, réi loan lipid mau va gan nhiém mg (Bang 2). Cac
bién chiing khac ghi nhan gém ha kali mau va gidm mat d6 than cac dét séng D12, L1, L4 va dau
dudi xuang canh tay va xuong cang tay 2 bén; phan anh muic d6 dnh hudng toan than cda tinh
trang cuong cortisol.

Bang 2. Xét nghiém sinh héa danh gia bién chiing cia Hoi chiing Cushing

Xét nghiém Két qua Gia tri tham chiéu
Glucose 4,09 mmol/Il 3,3-5,5mmol/l
Insulin 22,6 mU/I 3-25muU/I
Cholesterol 5,31 mmol/I 2,88-5,23 mmol/Il
HDL-C 1,34 mmol/Il 0,9-1,79 mmol/I
LDL-C 3,52 mmol/I <=3,3 mmol/I
Triglyceride 1,26 mmol/I 0,51-2,38 mmol/Il
Kali 2,46 mmol/I 3,5-5,5mmol/I
Natri 143,7 mmol/I 134-143 mmol/I

Cac tham do chan doéan hinh anh ban dau tai tuyén trudc, bao gém cdng hudng tir so néo va
PET-CT, déu khéng phat hién bat thudng ddc hiéu. Tuy nhién, trén phim chup cét I6p vi tinh 6
bung thuc hién tai bénh vién chung t6i, hai tuyén thugng than biéu hién day nhe, khong déng
déu & ca phan than va cac canh trudc - sau, rd hon & bén trai. Nhiéu vi n6t phan bé rai rac gay
phong nhe bé mat, khong c6 khdi tén thuong uu thé va ngdm thudc khong déng nhat sau tiém
thuéc can quang. Mdc du cac dau hiéu nay kha kin ddo, su hién dién cla tinh trang day tuyén
hai bén kém nhiéu vi nét nhé da goi y chdn doan bénh ly nét sac té thugng than nguyén phat
(PPNAD). (Hinh 1, 2).
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Hinh 2. Hinh anh tang kich thudc tuyén thugng than bén trai
Sau khi hoi chan da chuyén khoa, tré dugc chi dinh phau thuat cat hai tuyén thuong than. Pai thé
cho thdy tuyén thuong than kich thudc khong thay déi kich thudc, bé mat c6 nhiéu nét nhé mau
nau den (Hinh 3, 4).
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Hinh 3.H

inh dnh dai thé tuyén thugng than 2 bén
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Hinh 4. Hinh anh dai thé tuyén thugng than bén trai
(mai tén mau vang: cac ndt nhé mau nau den trén bé mat tuyén thuong than)
Vi thé cho thdy trong viing vé thuong than thdy rai rac cac nét nhé (< 1 mm) cau tao baéi cac té
bao tuong tu té bao vo thugng than, nhan nho déu, bao tuang ai toan sang, rai rac ¢ hat sac té mau
vang nau (Hinh 5).
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Hinh 5. M6 bénh hoc tuyén thugng than (H&E). A-C: d6 phdng dai x40, X100 va x400. V6 thugng
than c6 nhiéu nét tang san nho (<1 mm) gém cac té bao vo thugng than véi nhan nho déng déu,
bao tuong sang ai toan va cac hat sac t6 vang nau ndi bao. Nhu mé vo thugng than xung quanh
cac n6t c6 hinh anh teo.

M6 vé thugng than xung quanh nét ¢ hinh anh teo, khéng thay hinh anh ac tinh. Mé bénh
hoc phu hop véi PPNAD. Xét nghiém phan tich di truyén phan tir da dugc can nhic nham danh gia
nguyén nhan nén va kha nang lién quan dén phuc hgp Carney, tuy nhién chua dugc thuc hién do
han ché vé diéu kién ky thuat tai bénh vién cing nhu gia dinh chua dong thuan lam xét nghiém.
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Hinh 6. Xu huéng thay ddi huyét ap sau phau thuat

Sau phau thuat, bénh nhan dugc diéu tri thay
thé hydrocortisone va theo doi néi tiét dinh ky
lau dai. Trong qua trinh theo dai, huyét ap dan
dugc kiém soat tét han (Hinh 6), thé hién qua viéc
gidm nhu cau st dung thudc ha ap. Cu thé, liéu
Captopril dugc giam tur 4 xudng 2 mg/kg/ngay
va Nifedipin tir 1,6 xuéng 0,4 mg/kg/ngay; liéu
Atenolol va Spironolactone dugc duy tri 6n dinh,
trong khi Furosemide da dugc ngung st dung.
Dién bién nay cho thay tinh trang tang huyét ap
clia bénh nhan duoc cai thién sau diéu tri, mac
du van can tiép tuc s dung mot sé thudc ha ap.
Dong thai, tré tiép tuc dugc theo doi va tam soat
dinh ky cac bi€u hién lién quan dén phuic hgp
Carney.
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Ill. BAN LUAN

PPNAD la mot nguyén nhan hiém gap cua
h6i ching Cushing khéng phu thuéc ACTH, dac
trung bdi su hién dién ctia nhiéu nét chiic nang &
ca hai tuyén thugng than, cé kha nang tang tiét
cortisol mét cach tu chu. Cac nét nay dugc cho
la phat sinh chu yéu tu 16p luéi clia vo thugng
than (zona reticularis), dan dén tinh trang cudng
cortisol man tinh va (c ché tiét ACTH do ca ché
phan héi am tinh [3,4]. Theo t6ng quan hé théng
clia Sun va céng sy, bénh thuong gdp & tré em
va ngudi tré tudi, véi 71,88% trudng hop duoc
chan doan trong do tudi tir 10-30 tudi va ty lé
nam:n{ khoadng 2:1 [1]. Trong trudng hgp cla
chung t6i, bénh nhan c6 day du cac dac diém
dién hinh cta héi ching Cushing néi sinh bao
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gém tang can nhanh, béo trung tam, mat tron
do, ram 16ng, gidm téc do tang truéng chiéu cao
va tang huyét ap. Bén canh do, tré da xuat hién
cac bién ching clia tinh trang cudng cortisol kéo
dai, bao gobm gidm mat do xuong va cham phat
trién chiéu cao.

Khoadng 31,43% bénh nhan PPNAD cé lién
quan dén phuc hgp Carney [1] (cPPNAD) - mét
bénh ly di truyén troi trén nhiém sic thé thudng
hiém gap. Ngoai cac bat thudng noi tiét nhu tén
thuong tuyén thugng than, tuyén yén hodac tuyén
giap, hoi ching nay con dac trung bai nhiéu biéu
hién ngoai ndi tiét, bao gom u nhay tim, tang sac
t6 da, u nhay da va tuyén vu, u bao than kinh
sac t6 cing nhu cac khéi u tuyén sinh duc [5].
Khodng hai phan ba bénh nhan mac phuc hop
Carney (CNC) mang doét bién dong mam tai gen
PRKARTA, ndm trén nhiém sic thé 17q22-24 [6].
Bénh nhan clia chung téi xuat hién nhiéu dat
tang sac té mau nau rai rac & da, goi y kha ndng
phoi hgp phic hgp Carney. Mac du chua thuc
hién dugc xét nghiém di truyén PRKAR1A, su
hién dién clia cac tén thuong séc t6 da cho thdy
can tiép tuc theo dai lau dai nham phat hién cac
bi€u hién khac ctia hoi chiing nay.

Vé& mat noi tiét, bénh nhan PPNAD thudng
biéu hién hoi ching Cushing khéng phu thuéc
ACTH, dac trung bdi néng d6 ACTH giam thap
hoac khong do dugc, cortisol huyét thanh tang
cao kém mat nhip tiét ngay-dém, va hién tugng
tang nghich thudng cortisol niéu tu do (UFC) sau
nghiém phap Uc ché dexamethasone liéu cao
(Liddle test). Day dugc xem la mot dau hiéu co gia
tri chdn dodan cao déi vai PPNAD, vai d6 dac hiéu
c6 thé 1én t6i 100% [7]. Co ché cla hién tuong
nay dugc cho 1 lién quan dén su tang biéu hién
cta thu thé glucocorticoid (GR) va mRNA tuong
(ing tai cac not tang san chic nang, dan dén viéc
dexamethasone kich thich thay vi tc ché qua
trinh sinh téng hgp steroid tai ché [8]. Piéu nay
goiy rang GR dong vai tro then chét trong co ché
gay ra phan Ung nghich ly véi dexamethasone
trong bénh ly nay. Tuy nhién trong truong hop
cla chung t6i, cortisol khéng tang nghich
thudng sau nghiém phéap dexamethasone liéu
cao ma duy tri 8 muic cao va khéng bi tic ché, cho
thay dap Ung véi dexamethasone trong PPNAD

c6 thé khong dong nhat va khéng nén loai trir
chan doan khi khéng ghi nhan hién tugng tang
nghich thudng cortisol.

Mét thach thuc I16n trong chan doan PPNAD
la hinh anh hoc tuyén thugng than thudng binh
thudng hodc chi thay doi rat kin dao do kich
thudc cac nét tang san nho [6]. Khong gidng cac
u tuyén thugng than tiét cortisol dién hinh, bénh
nhan PPNAD thudng khong cé khdi tén thuong
uu thé va kich thudc tuyén thuong than co thé
hoan toan binh thudng. Diéu nay ly giai vi sao
nhiéu trudng hgp bi chdn doan muén hoac bé
s6t. Trong ca bénh clia ching t6i, mac du da duoc
khdo sat tai nhiéu co s& y té truéc do, nguyén
nhan gdy héi chiing Cushing van chua dugc xac
dinh. Chi khi dugc danh gia lai bang chup cat16p
vi tinh 6 bung tai bénh vién chuing t6i, hinh anh
day nhe hai tuyén thugng than kém nhiéu vi nét
nho rai rac méi dugc phat hién. Nhimng dau hiéu
kin ddo nay phu hop véi cdc mé ta trudc day vé
PPNAD va nhan manh vai tro cla viéc danh gia
ky luéng tuyén thugng than & nhiing bénh nhan
¢6 héi chiing Cushing khéng phu thuéc ACTH.

Hién nay, cat bé hai tuyén thugng than dugc
xem la phuong phap diéu tri dugc ap dung phé
bién nhat déi vai PPNAD cé biéu hién cudng
cortisol ro rét, chiém khodng 50,82% cac trudng
hop dugc bao cao [1]. Phau thuat gilp loai bo
nguén tang tiét cortisol tu chiva dat ty 1& luibénh
cao. Tuy nhién, bénh nhan can dugc diéu tri thay
thé glucocorticoid va mineralocorticoid su6t doi
cling nhu theo doi sat nguy ca suy thugng than.
Sau phau thuat cat hai tuyén thugng than, bénh
nhan dugc diéu tri thay thé hydrocortisone va
ghi nhan cai thién ro rét tinh trang tang huyét ap.
Mac du van can st dung thudc ha ap trong giai
doan dau sau mé, s6 lugng thudc va liéu diéu tri
da giam dan theo thai gian. Két qua nay phu hop
VvGi cac nghién ctu cho thay nhiéu bién ching
tim mach do cudng cortisol c6 thé hoi phuc mot
phan sau khi kiém soat dugc tinh trang tang
cortisol.

Trudng hop nay minh hoa nhiing khé khan
trong chan doan PPNAD & tré em do tén thuong
tuyén thugng than thuong nho va hinh anh hoc
khong déc hiéu. G tré cé hoi chiing Cushing
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khéng phu thudéc ACTH, dac biét khi kém tén
thuong sac té da hoac nghingd phiic hgp Carney,
can nghi dén PPNAD ngay ca khi cac tham do
hinh anh ban dau chua ghi nhan bat thudng ro
rang. Viéc chan doan va diéu tri sém c6 y nghia
quan trong trong viéc han ché cac bién ching
tim mach, chuyén héa va anh hudng lau dai dén
tang trudng cua tré.
IV. KET LUAN

PPNAD la mét nguyén nhan hiém gap ctia hoi
ching Cushing khong phu thuéc ACTH & tré em,
nhung can dugc nghi dén & nhiing truéng hap
c6 biéu hién cudng cortisol dién hinh kém nong
dé ACTH thap, dac biét khi hinh anh hoc tuyén
thugng than chi c6 nhing thay déi kin dao hoac
khong dac hiéu. Trudng hgp bénh nhan nay cho
thay viéc chan doan mudn c6 thé dan dén nhiéu
bién chiing nang né nhu tang huyét ap kho kiém
soat, réi loan chuyén hoa, giam mat dé xuong
va anh huéng dén tang trudng. Su két hop gilia
danh gia lam sang, tham do néi tiét, chan doan
hinh anh va gidi phau bénh cé vai trd quyét dinh
trong xac dinh chin doén. Bao cao ca bénh gép
phan nang cao nhan thiic vé PPNAD trong thuc
hanh nhi khoa, d6ng thai nhan manh tam quan
trong cla viéc tam soat phuc hgp Carney va
theo déi lau dai nhdm phat hién sém cac biéu
hién lién quan, toi uu héa diéu tri va cai thién tién
lugng cho ngudi bénh.
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