TAP CHi NGHIEN CU’U Y HOC
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Héi chirng Cushing ngoai sinh la mét réi loan da hé théng do st dung glucocorticoids (GCs) kéo dai.
Néu khéng duoc phat hién sém sé dé lai nhiéu hdu qud ndng né vé cé thé chét va tam ly cua tré. Ching
toi tién hanh nghién ctru trén 194 tré méc hoi chirng Cushing ngoai sinh tai Bénh vién Nhi Trung wong toe
02/2022 dén 02/2023 bang phuong phép mé ta loat ca bénh, hdi ctru, tién ctru véi muc tiéu: M6 td nguyén
nhan, didc diém lam sang, xét nghiém cia tré méc héi chimg Cushing ngoai sinh. Tubi chdn doan trung
vi cla tré 1a 4,5 tudi (tir 3 thang tudi - 18,2 tudi). Ly do thudng gdp nhét khién tré phéi str dung GCs kéo
dai la viém duong hé hap (58,8%). Puong dung thuong gép nhét la duong uéng (38,1%). Thoi gian ding
GCs trung vi la 4 théng, dai nhét t6i 12 nam. Triéu chimg phé bién nhét la mét tron (90,2%) va rém léng
(87,6%). Nong dé cortisol méu 8h & mirc thap (trung vi 13,4 mmol/L) va trc ché ACTH (trung vi 0,33 pg/mi).

T khéa: Hoi chirng Cushing ngoai sinh, glucocorticoids, tré em.

I. DAT VAN DE

H&i chirng Cushing Ia mot rbi loan da hé
théng do tiép xuc lau ngay véi glucocorticoids
(GCs) du thwra.! Nguyén nhan cua hdi chirng
Cushing c6 thé do ndi sinh va ngoai sinh. Song,
nguyén nhan phd bién nhat 1a s& dung GCs do
diéu tri hodc lam dung GCs.2

Mac du hoi chirng Cushing rat hiém gap & tré
em véi ty 1é mac hang nam chi 5/1.000.000,
nhwng tré em c6 nguy co méac Cushing ngoai
sinh cao hon. Piéu nay cé thé do tré em cé ty lé
st dung thuéc GCs cao ciing nhw dién tich da
clia tré I&n va dé méng cla da co thé dé dang
hép thu steroid tai chd hon.>®
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Phan I&n, bénh nhan méc hoi ching
Cushing ngoai sinh cé nhirng thay déi va triéu
chirng giéng nhw hoi chirng Cushing ndi sinh;
tuy nhién, cac biéu hién lam sang cé thé néi bat
hon so v&i hoi chirng Cushing ty phat.6” Cac
triéu chirng cta hdi chirng Cushing ngoai sinh
& tré em dwoc dac trwng bdi te do tang trwdng
cham lai, tdng can, béo phi & than, khuén mat
tron, ram 16ng va tang huyét ap.’

Trong thwc hanh 1am sang hdng ngay, chiing
tdi thwerng xuyén gép bénh nhi méc héi chirng
Cushing do viéc st dung cac thuéc GCs khi
diéu tri b&nh man tinh hodc tham chi lam dung
trong diéu tri cac bénh dwérng hd hap, bénh ly
da - nhirng bénh ly rat phd bién & tré nhd. Viéc
st dung kéo dai cac thuéc GCs & tré nhoé cd
thé dan dén cac hau qua lau dai vé mat co thé
va tam ly cuda tré." Chinh vi vay, chung t6i thwc
hién nghién ctu nay v&i muc tiéu: M6 ta nhing
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nguyén nhan, déc diém Iam sang, xét nghiém
cla tré méc héi chirng Cushing do st¥ dung
glucocorticoids. Ttr do, giup dwa ra canh bao
cho céc nhan vién y té cling nhw ngudi bénh
vé tac dung phu ctia GCs va sém nhan biét
céc triéu chirng dé dwa tré di kham sém, tranh
duwoc nhirtng hau qué ndng né do corticoid gay
ra.

Il. POl TWUONG VA PHUONG PHAP
1. Péi twong

194 tré dwoc chan doan hoi chirng Cushing
th phat, do dung céc thubc GCs.

Tiéu chuén Iwa chon

Tré dwoc chan doan méc hoi chirng Cushing
ngoai sinh’:

- Tré co tién st dung GCs hodc nghi nhidu
dén GCs.

-C6 1 hoac nhiéu triéu ching goi y hoi
chirng Cushing: tdng can nhanh, mat tron, ram
I6ng, ran da, béo trung tam...

-Tré c6 két qua xét nghiém cortisol mau
budi sang.

- ACTH thép hoac binh thwong.

Tiéu chuan loai trore

- Tré mac hoi chirng Cushing khéng do diing
GCs.

- Gia dinh tré khong dong y tham gia nghién

2. Phwong phap

Thiét ké nghién ctru: md ta loat ca bénh,
hdi clru va tién ctwu.

C& mau: 194 tré |y theo phwong phap
thuan tién: tat ca cac tré dén kham cé du tiéu
chuan lya chon va loai trir.

Théi gian: tir thang 2/2022 dén thang 2/2023
tai Bénh vién Nhi Trung wong.

Chi sb nghién ctru: cac tré dén kham duwoc
xac dinh tudi, giéi, thu thap cac théng tin vé ly
do khién tré si dung GCs, dwdng dung, loai
thudc st dung, cac bidu hién Iam sang (tdng
can, ram 16ng, mat tron...), cac két qua xét
nghiém sinh héa mau (cortisol mau 8h, ACTH,
glucose mau, lipid mau, ALT, AST...).

Sé liéu thu thap duwoc x& ly bdng phdn mém
SPSS 25.0: tinh ty 1& phan tr&m, trung vi, min,
max.

3. Pao dirc nghién ctru

Cac xét nghiém tré duoc lam 1a can thiét dé
chan doan bénh, diéu trj va theo dbi.

Cac tha thuat thu nhan bénh pham dwoc
tién hanh theo quy trinh d& ddm bao an toan
cho tré.

Nghién clru chi quan sat mé ta, khéng can
thiép vao qua trinh diéu tri.

Cac thong tin cua tré duwoc bdo mat.

lll. KET QUA

clru.
Bang 1. Dac diém cua déi twong nghién ctru
. Sé 1 Ty lé
Pac diem olwong ve
n (194) (%)
Nam 112 57,7
Gioi
N 82 42,3

Tudi chan doan

4.5 tubi (3 thang - 18,2 tudi)

Théi gian dung thube

4 thang (0,5 thang - 12 nam)

Ty lé tré nam va n la twong dwong nhau. Tré nhé nhat dwoc chan doan khi 3 thang tudi.
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Biéu do 1. Ly do khién tré phai str dung GCs kéo dai

Ly do thwerng gap nhét khién tré phai st dung GCs 1a viém duwéng ho hép.
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Biéu d6 2. Cac dang GCs tré str dung

Dang GCs thuéng dung nhét 1a dudng ubng.

Bang 2. Cac triéu chirng cta tré mac hoi chirng Cushing ngoai sinh

Cac triéu chirng S6 lwong (n) Ty 18 (%)
Mat tron 175 90,2
Ram Iéng 170 87,6
Buou m& 18 9,3
Ran da 19 9,8
Gai den 18 9,3

Triéu chirng thwdng gdp nhat la méat tron va ram léng.

TCNCYH 174 (1) - 2024

137



TAP CHi NGHIEN CPU Y HOC

Bang 3. Két qua xét nghiém cta tré mac héi chirng Cushing ngoai sinh

Cac chi sb xét nghiém Trung vi (min - max) Tham chiéu
Cortisol 8 gi& (nmol/L) 13,4 (1,5 - 440,52) 66 - 410
ACTH (pg/ml) 0,33 (0,3 - 11,5) 1,6-13,9
Glucose mau khi déi (mmol/) 4,62 (3,25-7) 3,3-5,5
Insulin (mU/L) 17,7 (3,42-934) 3-25
Triglyceride (mmol/L) 1,09 (0,42 - 4,21) 0,51-2,38
Cholesterol (mmol/L) 4,90 (3,00 - 8,43) 2,88 -5,23
HDL-C (mmol/L) 1,33 (0,71 - 2,04) 0,9-1,79
LDL-C (mmol/L) 4,26 (2,56 - 5,77) <33
Canxi toan phan (mmol/L) 2,42 (2,05 -2,64) 2,31-2,64
Canxi ion (mmol/L) 1,05 (0,87 - 1,51) 1,12-1,23
Vitamin D (nmol/L) 56,0 (23,1 - 120) 50 - 250

Néng dd cortisol mau 8 gio thap véi sw
&c ché ACTH. Glucose méau khi doi cho thay
khong c6 tré nao du tiéu chuan chan doan dai
thao dworng. C6 nhikng tré cé ndng dd insulin,
lipid mau cao va ndng do canxi mau ciing nhw
vitamin D mé&u thap.

IV. BAN LUAN

Két qua cla chung téi cho thdy tudi trung
vi chan doan hoi chirng Cushing ngoai sinh tai
Bénh vién Nhi Trung wong la 4,5 tudi, trong do6
tudi nhd nhét 1a 3 thang tudi (badng 1). Ngoai
nhi*rng bénh ly man tinh khién tré phai st dung
thudc GCs kéo dai nhw hen phé quan, hdi chirng
than hw, xuat huyét gidm tidu cau... thi cé rat
nhiéu ly do khién cha me tré vé tinh da dung
GCs cho tré tir rat nhd nhw viém da co dia, hdm
ta, viém mii hong. Tré c6 tudi chan doan sé'm
nhét |a 3 thang tudi thi ching ta cé thé biét rang
trong thuc té tré da dwoc cho st dung GCs tw
rat sém, ca bénh trong nghién ctu cla ching
t6i da dwoc dung GCs tr 2 thang tudi do biéu
hién viém dwéng hoé hap trén. Tac gid Lulwah
va cong sy nam 2019 da mo ta moét ca bénh la
bé gai 3,5 thang tudi mac hdi chirng Cushing

ngoai sinh do s dung clobetasol bdi tai chd
trong 2 thang nham diéu tri viém da do ham ta
v&i tAn suét 5 - 8 lan/ngay véi bd mat Cushing
rat dién hinh, cortisol mau 8h thap va Grc ché
ACTH.* Twong tw nhw vay tac gia Cindy nam
2015 cling bao cao mét ca bénh la tré trai 2,5
thang tudi méc hoi chirng Cushing ngoai sinh
do duing kem boéi clobetasol dé diéu tri ham ta.s
Bang 1 cho thay thai gian dung thudéc GCs cla
tré méc hoi chirng Cushing ngoai sinh twong
dbi dai véi trung vi 1a 4 thang, va kéo dai nhat
l& 12 nam. Hau hét, cac tré dung rat nhiéu ndm
la do cac bénh ly man tinh doi hoi dung thudc
duy tri nhw hdi chirng than hw hay xuét huyét
gidm tidu cau... Nhw vay, ching ta cé thé thay
héi chirng Cushing ngoai sinh & tré em c6 thé
gdp & moi Itra tudi, tham chi cac tré da co triéu
chirng sém hon rat nhidu so véi thei diém chan
doan. Piéu quan trong la nhan vién y té cling
nhw ngwdi cham séc can phat hién ra nhing
thay ddi cla tré dé dwa tré di kham sém, tranh
tac hai lau dai Ién phat trién cua tré.

86,1% bénh nhan hdi chirng Cushing ngoai
sinh khai thac dwgc nguyén nhan khién tré phai
st dung GCs (biéu dd 1). Trong dd, nguyén
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nhan phd bién nhét Ia do viém dwong ho hap
ma chd yéu la viém mii hong. Thyc té day lai
la nhém bénh khong nhét thiét phai s& dung
GCs trong diéu tri. Nhwng vi sw kém hiéu biét
ctia cha me tré va thiéu sy tw van cla bac sy
chuyén khoa lai khién tré vé tinh phai ganh hau
qud. Thwdng thi chung téi hay khai thac dwoc ly
do tré dung GCs kéo dai la vi triéu chirng ngat
mii va xit thuéc kéo dai. Ngoai ra c6 nhirng cha
me tré khéng rd minh dung cho con loai thubc
cu thé nao ma chi biét 1a con c6 rat nhiéu dot
&dm, khi di mua thubc thi nhan dwoc nhivng liéu
thudc da dwoc déng sén khong rd tén thudc,
thanh phan hay ham lwong. Hi hiru ¢c6 2 treéng
hop tré mac hdi chirng Cushing do cha me cho
tré dung thubc bd dan gian vi tré cham tang
can.

Két qua tlr biéu d6 2 cho thdy chi yéu GCs
gay hdi chirng Cushing khi sir dung dwong toan
than: tiém/ubng (68% trong sb nhirng ca khai
thac dwoc dwdng dung), tiép theo 1a duwdng xit/
nhd mii (chiém 30%). Chung t6i ciing gdp 6
truong hop (5,5%) st dung dworng bai tai ché.
Téc gid Soran va cong sw (2021) da chi ra rang:
hau hét tré mac hoi chirng Cushing ngoai sinh
thwong do dung GCs dwéong ubng hodc tiém
kéo dai, song cling c6 nhirng trwdng hop do s
dung GCs tai chd. Tac gia giai thich rang do tré
nhd c6 da méng, dé hap thu, dién tich da I&n
hon va hang rao bdo vé da kém hon.® Ngoai
ra, chung t6i cling ghi nhan c6 4 ca bénh trong
nghién ctru la do st dung GCs dwdng khi dung.
Méac du, rat it dwoc ghi nhan nhwng cling da co
nhi*rng bao cao ca bénh & ca tré em va ngudi
I&n do dung GCs dang hit dac biét khi cé két
hop véi cac thube chuyén héa qua cytochrome
P450 3A4 nhu itraconazole, clarithromycin hay
thudc chdng trdm cam.”'° Nhw vay, trén thuc té
chuing ta c6 thé gép tré mac hdi chirng Cushing
ngoai sinh do s dung GCs & bét ky dang bao
ché va dwong dung nao chir khéng chi riéng
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dwong toan than. Do d6, cac bac si can cha y
dén cac biéu hién sém cla héi chirng Cushing
ké ca khi tré dung GCs tai chd.

Két qua tlr bang 2 cho thay céc triéu chirng
bén ngoai clia nhém bénh nhan mac hdi chirng
Cushing ngoai sinh. Cac triéu chirng nay phu
hop v&i mé ta clia cac tac gid.! Chung ta co thé
thdy rang cac triéu chirng mat tron, ram 1éng,
tang can nhanh la nhirng triéu ching thuwdng
gap nhét, véi ty 18 1an lwot 12 90,2%; 87,6% va
27,8%. Tac gia Lodish va cong sy (2018) chira
rang triéu ching tdng can nhanh két hop véi
cham tang trwdng 1a phd bién nhat & tré em."
Tuy nhién, trong nghién ctru clia chung toi, cac
bac phu huynh thwérng khéng chi ra dwoc tde
do thay déi chiéu cao, can nang cua tré. Day
l& nghién ctru mé ta cat ngang nén ching toi
khong cé bang chiing vé tinh trang tang can
va cham chiéu cao cla tré. Do d6, can nhirng
nghién ctu theo ddi doc dé chi ra dwoc bang
chirng vé céc triéu chirng nay.

Két qua tir bang 3 cho thay néng do cortisol
mau 8h cua tré thdp, mic thdp nhét 1a 1,5
mmol/L va (rc ché ngwoc téi tuyén yén khién
ndng dd ACTH cuing thdi diém ciing thap, trung
vi chi c6 0,33 pg/ml.

Nghién clru ctia ching téi khdong ghi nhan tré
nao mac dai thao dworng véi néng do glucose
mau ltc doi 1a 4,62 (3,25 - 7) mmol/L. Tuy
nhién, két qua ciing cho thay c6 nhirng tré ting
ndng do6 insuln mau déi. Didu doé cho thay coé
thé tré co réi loan dung nap glucose ma ching
téi chwa phat hién ra. Tac gia Lodish va cong
sy chi ra rang: anh huéng cla viéc st dung
GCs dbi voi glucose mau duwoc quan sat thay
trong vong vai gi& sau khi dung liéu GCs va
dwdng nhw phu thuéc vao lidu lvong. Glucose
mau sau an thwdng hay thay ddi hon so véi
glucose mau luc doi. Tang glucose mau luc
doi co thé thdy & nhirng bénh nhan dung liéu
GCs cao hon mét 1an méi ngay hoéc liéu hai
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lan mdi ngay hodc véi dexamethasone.! Tuy
nhién, trong nghién ctru clda chung téi khoéng
co6 tré nao dwoc lam glucose mau sau an ma
chi 1am glucose méau déi. D6 cé thé la ly do ma
chung tdi khdng phat hién truéng hop nao b réi
loan dung nap glucose. V&i nhirtng bénh nhan
c6 dau hiéu gai den va/hoac insulin mau khi déi
cao, can thiét phai lam xét nghiém glucose sau
&n dé canh bao véi gia dinh tré vé nguy co dai
thao dwong typ 2.

Xét nghiém lipid mau cho thay tré co tang
triglycride mau véi chi s6 cao nhat 1a 4,21
mmol/L va téng cholesterol mau (cao nhét 1én
téi 8,43 mmol/L) (bang 3). Tac gia Mesut va
cong s (2022) chi ra ty 1& réi loan m& mau &
nguwdi mac hoi chirng Cushing 1&n dén 70%."
Tuy nhién, ty 1& nay tac gid d& cap dén nhém
dan sb chung, chi yéu la ngudi trwdng thanh
mac hoi chirng Cushing nén ty 1& ting lipid mau
O |é sé cao hon & tré em.

Két qua nghién ctu ciing chi ra rang co
nhirng tré c6 ndng dod canxi va vitamin D thap
(bang 3). T nhitng nam 1950 - 1980, cac tac
gid da chi ra rang viéc diéu tri GCs kéo dai sé
lam anh hwéng tiéu cwe dén chuyén hoa canxi
va tang nguy co lodng xwong. Tac dung phu
clia GCs trén chuyén hoéa canxi la do cac co
ché sau: i) gidam hap thu canxi tai ruét; ii) giam
tai hap thu canxi va phospho tai than; iii) tang
hdy xwong. Tat ca cac co ché nay dan dén can
bang canxi am tinh va gay ra loang xwong dac
biét & nhirng ngudi thiéu vitamin D."? Tac gia
Hopskin va cong sw (2005) da khuyén céo viéc
bd sung canxi két hop véi vitamin D gitp gidm
nguy co lodng xwong & nhirtng ngudi st dung
GCs kéo dai.”

V. KET LUAN

Trong thwc hanh |am sang ching ta cé thé
gép rat nhiéu bénh nhi mac hoi chirng Cushing
ngoai sinh do dung GCs vi nhiéu ly do khac
nhau ma phd bién nhét Ia do viém duwdng ho

hap vé&i bidu hién thwong gdp 1a mat tron va
ram léng.

VI. KHUYEN NGHI

Céc nhan vién y té can chi dinh GCs mét
cach hop ly va hwéng dan ngudi nha bénh
nhan théi gian dung thube hop ly dé tranh hau
qua méc héi chirng Cushing ngoai sinh & tré;
mat khac can nhan biét sém cac dau hiéu cla
hoi chirng Cushing ngoai sinh dé& cé sy diéu
chinh phu hop trong diéu tri cling nhw phong
ngra cac bién chirng co thé xay ra.
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Summary
ETIOLOGY, CLINICAL FEATURES AND DIAGNOSIS
OF PEDIATRIC EXOGENOUS CUSHING'S SYNDROME

Exogenous Cushing's syndrome is a multisystem disorder caused by long-term use of
glucocorticoids (GCs). If not detected early, many serious consequences both physically and
psychologically will manifest. In daily clinical practice, we see an increasing number of children
with exogenous Cushing's syndrome. Our cohort included 194 children with exogenous Cushing's
syndrome diagnosed at the Vietnam National Children's Hospital from February 2022 to February
2023. Our research was a description of case series, retrospective and prospective, to describe
the etiology, clinical and laboratory characteristics of children with exogenous Cushing's syndrome.
Themedian age at diagnosis was 4.5 years old (3 months old to 18.2 years old). Respiratory
tract infection (58.8%) is the most common reason for long term usage of GCs in children. The
most common route of administration was per oral (38.1%). The median duration of GCs usage
was 4 months, with the longest up to 12 years. The most common symptoms were round face
(90.2%) and hirsutism (87.6%). Blood cortisol concentration at 8 a.m. was low (median of 13.4
mmol/L) and ACTH inhibition with serum ACTH level was also low (median of 0.33 pg/ml). .

Keywords: Exogenous Cushing’s syndrome, glucocorticoids, children.
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