"TAP CHI NGHIEN ClYU Y HOC

THAY DOI NONG PO CORTISOL NIEU O TRE EM
TRONG CON HEN CAP PIEU TRI BANG CORTICOSTEROID

Pinh Thi Hoa, Nguyén Thi Diéu Thuy
Trirong Pai hoc Y Ha Noi

Corticosteroid la thubc thiét yéu trong diéu tri va duw phong hen phé quén & tré em. Bén canh hiéu qua diéu tri,
thubc c6 thé gay nhitng tac dung khéng mong muén khi dung liéu cao va kéo dai. Nhdm dénh gié anh hudng cla
corticosteroid khi diéu tri tré trong con hen cép, chiing téi tién hanh khao sét sw bién déi nbng dé cortisol niéu &
tré trong con hen cap murc dé trung binh duroc diéu tri bang corticosteroid dudng khi dung hodc toan than. Pay Ia
nghién ctru mé ta tién ctru c6 so sénh truée sau. Mau nuée tiéu dé dinh lrong cortisol va creatinin niéu duoc thu
thap ngay khitré vao vién va 8h séng ngay thir 2 sau nhép vién. 41 tré nhap vién vi con hen cép murc dé trung binh
duoc chia thanh hai nhém: nhém khi dung budesonide va nhém tiém tinh mach methylprednisolon. Két qué nghién
ctru cho thdy nhém khi dung budesonide khéng cé su thay di vé ty sé cortisol/creatinin niéu sau 2 ngay diéu tri:
172,10 umol/umol so v&i 97,26 umol/umol khinhap vién (p = 0,18). Tuy nhién, nhém tiém methylprednisolon c6 s
gidm ty sé cortisol/creatinin niéu sau 2 ngay diéu tri: 89,52 umol/umol so véi 361,00 umol/umol véi (p = 0,015). St
dung corticosteroid khi dung it lam thay déi néng dé cortisol hon so véi st dung corticosteroid dudng toan than.

Tir khéa: Con hen cap, budesonide, methylprednisolon, cortisol niéu

. DAT VAN BE

Hen phé quan (HPQ) Ia mét trong nhirng
bénh ly hd hdp man tinh phé bién nhat & tré em
[1]. Corticosteroid la thubéc chi yéu trong diéu
tri va dw phong hen phé quan. Corticosteroid
c6 nhiéu dang nhw dang tiém tinh mach,
dang ubng, dang khi dung, dang bdi ngoai da.
Cortiosteroid dwoc s dung rong rai trong diéu
tri va dw phong hen phé quan, tuy nhién bén
canh tac dung diéu tri, thubc ciing gay ra nhiéu
tac dung khdng mong muén, nhét 1a khi dung
kéo dai hoac lidu cao va trén dbi twong nhay
cam la tré em va tré so sinh. Anh hwéng cha
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yéu cla corticosteroid 1a lén sy tang trwédng,
cham phat trién chiéu cao, rdi loan chuyén
héa xwong, chirc ndng tuyén thwong than, va
ndm miéng [2]. Nam 1972, corticosteroid dang
hit 1An dau tién dwoc gidi thiéu va cho thay la
mot loai thubc co tiém nadng thay thé dan cho
corticosteroid dwdng toan than [3]. Tuy nhién,
cac nghién ctru da chi ra rang ca hai dang nay
déu cé thé gay ra tac dung khéng mong muén
la tc ché truc dwsi ddi - tuyén yén — tuyén
thwong than, d&c biét khi st dung véi liéu cao
[4]. Corticosteroid dang xit, khi dung dwoc cho
rang an toan hon dang udng, tiém do thuéc c6
hiéu qua tai ché cao, it &nh hwdng toan than
Vi ¢6 ai lwc cao v&i biéu md dwong hd hép va
dwoc thai trlr nhanh chéng qua gan. St dung
corticosteroid dwdng toan than co thé gay anh
hwédng dén chirc nang tuyén thwong than va
lam tré cham phat trién. Cortisol 1a hormone
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dong vai trd quan trong trong moi hoat déng
chuyén héa cla té bao do tuyén thwong than
san xuét ra. Cortisol dwoc bai xuat chi yéu qua
than, 90 - 95% cortisol trong mau & dang lién
hop véi cac albumin, chicé 5 - 10% & dang tw
do c6 hoat tinh sinh hoc va duwoc loc qua nwéc
tiéu vi vay néng dd cortisol trong mau c6 méi
twong quan chat ché véi ndng dé cortisol trong
nwéc tiéu. Khi co thé dwoc nhan moét lwong
I&n cortisol ngoai sinh sé& lam thay ddi bai tiét
cortisol thong qua diéu hoa truc dudi ddi - tuyén
yén - thwong than, khi ngirng cung cap dot ngot
c6 thé gay suy thuwong than cap. Trén thé gidi
da cé nhirng nghién clru vé sy thay déi ndng
dd cortisol mau & bénh nhan con hen cép diéu
tri bang corticosteroid [5; 6]. Tuy nhién ndng dd
cortisol thay ddi trong ngay, vi thé dé danh gia
sy thay d6i nong do cortisol, thwdng duwa vao
chi sd cortisol/ creatinin niéu vi cortisol da sb
gén vé6i albumin. & tré em, xét nghiém mau
la mot tha thuat gay dau va xam nhap, nguoc
lai ndng dd cortisol trong nwéc tiéu phan anh
gian tiép, chinh xac sw thay ddi néng do cortisol
trong mau [7; 8].

Theo phac dd xt tri va diéu tri con hen cap
& tré em, khi con hen cdp mirc d6 nhe diéu
tri ngoai trd bang khi dung salbutamol. O con
hen cap mirc d6 ndng can co sy phdi hop gitra
khi dung salbutamol vé&i corticosteroid dwong
toan than va tai chd. V&i con hen cap mirc do
trung binh trén lam sang co6 thé lwa chon khi
dung salbutamol két hop corticoisteroid tai chd
hoac dwong toan than. Tuy nhién dwdng dung
corticosteroid khac nhau c6 thé gay cac tac
dung khéng mong mudn khac nhau. V&i muc
tieéu danh gia sy anh hwéng cia corticosteroid
trong diéu tri con hen céap, ching toi tién hanh
khao séat sy bién dbi ndbng do cortisol niéu & tré
c6 con hen cdp mirc dd trung binh dugc diéu
tri bang corticosteroid dwéong toan than hodc
dwong tai ché.

TAP CHi NGHIEN CUU Y HOC
Il. DOl TVONG VA PHUONG PHAP

1. Déi twong

Céc tré c6 con hen cép diéu tri ndi tra tai
bénh vién Nhi Trung wong.

Tiéu chuén lwa chon

- Tré tlr 12 thang-15 tudi

- Bénh nhan dwoc chan doan xac dinh hen
theo GINA 2018 [9]

- Bénh nhan c6 con hen phé quan cp duoc
phan loai mirc dd trung binh dwoc diéu tri bang
corticosteroid dworng toan than hodc khi dung.
[8]

- DPieu tri ndi tru tai Bénh vién Nhi Trung
wong

- Bénh nhan va gia dinh déng y tham gia
nghién ctru.

Tiéu chuén loai trc

- Bénh nhan con hen cép murc dé trung binh
tién trién thanh con hen cip nang

- Bénh nhan hen phé quan mac thém cac
bénh nang khac nhuw: tim badm sinh; thap tim,
suy than...

- Bénh nhan hen phé quan nhap vién vi cac
nguyén nhan khac nhu: tran dich mang phdi;
tran khi mang phdi; di vat dworng thé; viém phéi.

- Bénh nhan da st dung corticosteroid
duwdng toan than hay khi dung trwée khi nhap
vién trong vong 3 ngay.

2. Phwong phap

Thoi gian nghién ctu: Tl 06/2018 dén
05/2019

Phuong phép chon méau: Chon mau thuan
tién, co 41 tré co con hen cép mtrc dé trung
binh du tiéu chuan dwoc moi tham gia nghién
clru.

Thiét ké nghién ctru

Nghién ctru mé ta tién ctru c6 so sanh truwéc
sau

TAt ca tré vao vién vi con hen cép tai khoa
Cép ctru chéng doc va khoa Mién dich - Dj trng
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— Khép Bénh vién Nhi Trung wong cé du tiéu
chuén dwoc mdi vao nghién clru sé trdi qua cac
buéc:

Bac s truc tiép hdi bénh si, tién s, kham
ldm sang, danh gid mirc d6 nang cda con hen
cap theo thang diém PAS (pediatric asthma
score) [10].

Nhirng bénh nhan dd tiéu chuin chon vao
nghién ctru sé dugc chia thanh 2 nhém: Nhém
1 str dung budesonide khi dung va nhém 2 st
dung methylprednislon tinh mach. So' d6 diéu
tri nhw sau:

- Nhém 1: Ventolin (salbutamol) khi dung
lidu 0,15 mg/kg/ liéu x 3 liéu cach nhau 20 phuat
+ Budesonide khi dung liéu 500 mcg/liéu x 3

liéu cach nhau 20 phut.
Nhém 2: Ventolin (salbutamol) khi

dung 0,15 mg/kg/ liéu x 3 liéu cach 20 phuat
+Methylprednisolon 2mg/kg/ ngay tiém tinh
ll. KET QUA

mach cham.

Thu thap 2 miu nwéc tiéu & cac thoi diém:

+ Mau 1: O thoi diém tré mdi nhap vién,
chwa dung corticosteroid (T0O)

+ MAu 2: 8h sang ngay thir 2 sau khi tré
nhap vién (T1).

+ Dinh lwong cortisol va creatinin niéu & 2
thoi diém TO va T1
3. Xt ly s6 liéu

Sau khi thu thap, sb lieu dwoc nhap va xt ly
theo chwong trinh SPSS 20.0, véi p < 0,05 la
sw khac biét cé y nghia thdng ke.
4. Pao dirc nghién ctru

Bénh nhan va ngudi nha tham gia nghién
ctru mdt cach ty nguyén. Nghién clru dwoc
théng qua Hoi déng Dao dirc trong Nghién ctru
Y sinh hoc clia Bénh vién Nhi Trung wong ngay
30/5/2018 s6 2017/BVNTW-VNCSKTE.

C6 41 tré nhap vién vi con hen cdp mirc dd trung binh tai bénh vién Nhi trung wong tir thang 6
nam 2018 dén thang 5 ndm 2019 déng y tham gia nghién cru. 18 bénh nhan (43,9%) nhém khi dung
budesonide va 23 bénh nhéan (56,1%) nhom tiém methylprednisolon hoan thanh qua trinh theo dai.

1. Dac diém chung cua déi twong nghién ciru

Bang 1. Pic diém lam sang cua déi twong nghién ctru

Budesonide khi dung Methylprednisolon

(n, %) tiém tinh mach (n, %) P
Tubi 55 5 0,86
Gidi (i) 6 (33,3) 5(21,7) 0,40
Sé 1an nhap vién trong ndm 0,88 0,87 0,96
Tién s& gia dinh mac hen
BS me. 9(50) 10 (43,5) 0.86
Anh/chi/em 3(16,7) 3(13,0) ’
Tién st di ’ng ban than 11 (61,1) 10 (43,5) 0,26
Séng véi ngudi hat thube 1a 6 (33,3) 9 (39,1) 0,65
Nhip tim 118,0 +21,5 17,0+ 17,5 0,79
Sp02 95,27 1,12 94,13 +1,84 0,07
Nhiét do 36,9+ 0,36 37,0+ 0,4 0,54
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Budesonide khi dung Methylprednisolon

(n, %) tiém tinh mach (n, %)
Diém PAS luc vao vién 9,88 + 0,75 10,30 + 0,92 0,09
Dw phong hen bang corticosteroid 2 (11,1) 6 (26,1) 0,23
Dw phong hen bang montelukast 6(33,3) 10 (43,5) 0,51

Khong c6 sw khac biét gitra hai nhom vé do tudi, gidi, tién s gia dinh va ban than gitra hai nhém
hen phé quan. Pd nang ctia con hen cap (Sp02, diém PAS) Ia twong ddng gitra hai nhém.

2. Sw thay dbéi néng do cortisol niéu & bénh nhan hen phé quan cép diéu tri bang

corticosteroid

umol/umol
= 2500
o /
S 2000 —
E
®
@ 1500
L
© 1000 —X -
w
8 s00 . —
“© —
w —_— —— —
(= 0
TO T1

Thé&i diém thuthap mau nwéc tiéu

Biéu do 1. Bién déi ti s6 cortisol/creatinin niéu @ nhém bénh nhan

tiém methylprednisolon

Ti s6 cortisol/creatinin niéu & nhém con hen cép trung binh tiém methylprednisolon sau 2 ngay
nhap vién la 89,52 umol/umol, gidm so v&i khi vira nhap vién la 361,00 umol/umol; sw khac biét cé y

nghia théng ké v&i p = 0,015
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Biéu d6 2. Bién dbi ti s6 cortisol/creatinin niéu & nhém bénh nhan

khi dung budesonide

Ti & cortisol/ creatinin niéu & nhédm con hen cAp trung binh khi dung budesonide sau 2 ngay nhap
vién 12 97,26 umol/umol so véi 172,10 umol/umol khi nhap vién, sw khac biét khéng cé y nghia théng

ké v&i p = 0,18.
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Bang 2. Ti s6 cortisol/creatinin niéu khi nhap vién theo diéu tri dw phong

Dw phong Dw phong .
. . ) Dw phong chung
Corticosteroid dang hit Montelukast
(umol/umol)
(umol/umol) (umol/umol)
Céo
Trung vi 165,66 282,17 261,20
Min - max 4,92-1249,36 4,92-2380,04 4,92-2380,04
Khéng
Trung vi 206,92 222,27 210,32
Min - max 9,27-2380,04 9,27-1946,82 9,27-1946,82
P 0,21 0,44 0,98

Ti sé cortisol/creatinin niéu & tré c6 con hen cAp mirc dd trung binh khéng cé sw khac biét co gitra
nhém c6 du phong va khéng dw phong (p = 0,98), du 1a du phong bang corticosteroid dang hit (p =

0,21) hay montelukast (p = 0,44).
IV. BAN LUAN

N&m 2017, Saito va cong sw da tién hanh so
sanh hiéu qua diéu trj va tac dung khéng mong
muén cla corticosteroid dwéng hit liéu cao trong
didu trj con hen cép & tré dwdi 3 tudi tai 3 bénh
vién tai Nhat Ban [5]. 51 tré nhap vién vi con hen
cap mirc do trung binh dwoc chia lam 2 nhém
ngau nhién. Mét nhom str dung budesonide khi
dung, mét nhom st dung methylprednisolon tiém
tinh mach. Mau cortisol mau dwoc thu thap luc
nhap vién va trong subt 4 ngay sau dé. Két qua
nghién ctru cho thay c6 sw giam dang ké ndéng do
cortisol & nhém dung corticosteroid dwong toan
than, hau qua cla Grc ché tuyén thuong than &
nhém nay trong khi ndng dé cortisol khong thay
ddi & nhém khi dung budesonide.

Tuy nhién, dinh lwgng cortisol mau la mét tha
thuat xam Ian, gay dau cho bénh nhan, nhat Ia
tré nhd. Thu thap nuwéc tiéu la mot ky thuat dé
thwe hién, khdng gay dau cho bénh nhan. Hon
niva, ndng dd cortisol mau thay déi trong ngay
nén ndng do cortisol niéu ciing bién déi theo.
Do phéan 16n cortisol gén véi albumin nén ty 1é
cortisol bai tiét qua nwéc tiéu thwéng song hanh
vOi creatinin, 13 chét chuyén hoa cta albumin.

Phan I&n budesonide hit vao phdi dwoc hap
thy, chuyén hoéa nhanh va manh trong gan.
Hai chat chuyén hoéa chi yéu, tao nén qua sw
bién ddi sinh hoc la 16a-hydroxyprednisolon
va 6B-hydroxybudesonide, th&i gian ban
thai la 2 gid, va ton tai trong nwéc tiéu dén
12 gio [11; 12]. Methylprednisolone lién két
v&i protein huyét twong, chi yéu la globulin.
Chi corticosteroid tw do co tac dung va dwoc
chuyén héa. O ngudi, methylprednisolone
dwoc chuyén héa & gan thanh cac chét
chuyén hoa khéng hoat dong; nhitng chét
chinh 1a 20a-hydroxymethylprednisolone va
20B-hydroxymethylprednisolone duoc bai tiét
qua nwéc tiéu. Thoi gian ban hly trung binh
ctia methylprednisolone 1a 1,8 dén 5,2 gi®. Thoi
gian ban thai trir trung binh dao dong tir 2,4 dén
3,5 gir & ngudi trwdng thanh khée manh binh
thwong va khéng phu thudc vao dwdng dung.
Chinh vi vay, trong nghién ctru clia ching t6i, xét
nghiém cortisol niéu sé khong bi anh hwdng bdi
phan (rng chéo clia cac chat chuyén héa nay véi
cortisol ndi sinh.

Trong nghién ctru nay chung toi tién hanh
thu thap nwoc tiéu va st dung chi s cortisol/
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creatinin niéu do chi s& nay twong quan chat ché
v&i nbng dd cortisol mau [7; 8]. Tai thdi diém 8h
sang ngay thr 2 sau khi nhap vién, nhém khi
dung budesonide gébm 18 bénh nhan cho thay
sw thay ddi ndng dd cortisol/ creatinin niéu khéng
dang ké so véi khi vao vién (p > 0,05). Nguwoc lai,
& 23 bénh nhan nhoém tiém corticosteroid toan
than co6 suw gidm dang ké chi sb nay so véi thoi
diém trwdc dung thude (p < 0,05). Bdng thoi, tai
thoi diém nhap vién, khéng co sw khac biét vé chi
s6 cortisol/creatinin niéu gitba nhém c6 dw phong
corticosteroid dang xit so v&i nhém khéng dw
phong (p > 0,05), gilra nhém dung montelukast
dy phong va nhém khéng dy phong (p > 0,05).
Diéu nay cho thay corticosteroid dang xit it gay
anh hwéng dén ndng dé cortisol mau.

Trong khi viéc str dung corticosteroid dwong
toan than kéo dai da dwgc chirng minh gay ra
nhiéu tac dung khéng mong muén nhw anh
hwéng dén chuyén héa duéng, calci, chirc nang
tuyén thwong than, viéc dung corticosteroid
dudng toan than ngan ngay ciing cé thé gay
ra mot vai tac dung bét loi. Pa cé mot sb bao
cdo vé cac trwong hop lo lang, trdm cam, suy
gidm tri nh&, va rdi loan phat trién xwong. Tuyén
thwong than gidm bai tiét cortisol theo cor ché
diéu hoa nguwoc dwoc ghi nhan & bénh nhan
diéu tri bang liéu phap corticosteroid toan than, it
xay ra & bénh nhan dwoc diéu tri bang liéu phap
corticosteroid khi dung hodc dang hit. Trong con
hen cép, lieu phap khi dung budesonide liéu cao
trong khoang th&i gian tr 3 - 5 ngay dwong nhw
it cé tac dung khéng mong mudn toan than. Tuy
nhién, trong nghién cru nay chung t6i khéng
xac dinh dwoc chire nang tuyén thwong than cé
thwe sw bi suy khéng vi cac danh gia, kiém tra
chirc néng tuyén thwong than khéng dwoc thuc
hién. Céc triéu chirng clha suy tuyén thuong
than nhw gidm hoat dong, cac triéu chirng tiéu
héa, sbt khéng ré nguyén nhan hoac triéu chirng
ha dwong huyét khong quan sat thay trong ca

TAP CHI NGHIEN ClPU Y HOC

2 nhém. Do dé, cd hai liéu phap corticosteroid
khi dung lieu cao va liéu phap corticosteroid toan

than trong thoi gian ngén (3 - 5 ngay) duoc cho
rang khéng cé khd ndng dan dén suy thuwong
than cép.

V. KET LUAN

Tré c6 con hen cap mrc d6 trung binh, st
dung corticosteroid khi dung cho thdy it bién ddi
ndng dd cortisol hon so vé&i dwdng toan than.
Béc sTlam sang can nhéc lwa chon con dudng
st dung corticosteroid phu hop dé vira dat
dwoc hiéu qua diéu tri, vira han ché tdi da tac
dung khéng mong muén.

Corticosteroid la thuéc dwoc khuyén
céo trong diéu tri con hen cip. O tré c6 con
hen cap mirc d6 trung binh, wu tién st dung
corticosteroid tai dwérng hd hap giup lam gidm
céc tac dung toan than khéng mong muén.

L&i cam on

Chung t6i xin tran trong gtvi 1&i cdm on dén
ban lanh dao va cac can bd nhan vién khoa
Mién dich — Di ttng — Khép va khoa Cép ctu —
Chéng ddc - Bénh vién Nhi trung wong da giup
dé trong qua trinh thu thap s6 liéu va hoan thién
nghién ctru nay. Bac biét, chung t6i xin gwri 1
cdm on sau sac dén cac bénh nhan, gia dinh
bénh nhan da phéi hop tham gia trong suét qua
trinh nghién ctru.
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Summary
URINARY CORTISOL LEVEL IN CHILDREN WITH ACUTE ASTHMA
ATTACKS TREATED WITH CORTICOSTEROIDS

Corticosteroids are essential drugs for the treatment and prevention of asthma in children. In
addition to the therapeutic effects, the drugs may cause adverse drug reactions (ADRs) when
taking in high and prolonged doses. In order to assess the effects of corticosteroids in children
with acute asthma, we investigated the changes in urinary cortisol levels in children with moderate
asthma attacks. This was a prospective descriptive study. Urinary samples were collected
immediately upon admission and at 8a.m on the second day after admission for measurement
of cortisol and creatinine. 41 hospitalized children with moderate acute asthma attacks were
divided in two groups: nebulized budesonide group and intravenous methylprednisolone group.
In the budesonide group, there was no change in urinary cortisol/creatinine ratio after 2 days of
treatment (97.26 umol/umol compared to 172.10 umol/umol at the admission time (p = 0.18)).
In the methylprednisolone group, there was a decrease in urinary cortisol/creatinine ratio after 2
days of treatment (89.52 umol/umol compared to 361.00 umol/umol (p = 0.015)). In conclusion,
nebulized corticosteroid is less likely to alter the cortisol levels than the intravenous corticosteroid.

Keywords: Acute asthma attacks, budesonide, methylprednisolone urinary cortisol
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