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Tém tat

it van dé: Cac rdi loan cla tuyén thugng than 13 nhitng bénh Iy néi tiét thudng gdp ma néu khdng duoc
chan doan va diéu tri sém cé thé nguy hiém dén tinh mang cla bénh nhan. Viéc sir dung glucocorticoid
(GC) c6 thé dan dén sai l&ch trong dién giai k&t qua dinh luvgng cortisol huyét thanh trong chan doan cac
bénh ly tuyén thuwong than cling nhu danh gid chirc ndng truc ha ddi-tuyén yén-tuyén thwong than. Muc
tiéu: 1) Danh gia su khac biét ndng dé cortisol huyét thanh & bénh nhan trudc va sau khi sir dung céc loai
glucocorticoid. 2) Panh gid ndng dé cortisol huyét thanh cla cac bénh nhan st dung glucocorticoid liéu sinh
ly. D8i tweng va phuong phap nghién ciru: Tién hanh nghién cltu cit ngang trén cac bénh nhan st dung GC.
Tién hanh dinh lvgng nbng dd cortisol huyét thanh nén trudce va sau st dung GC. D3&i vdi muc tiéu 2 danh
gid ndng doé cortisol huyét thanh nén & bénh nhan suy thwong than do GC s dung GC liéu sinh ly khi khéng
sir dung GC. K&t qua: Nong dd cortisol huyét thanh trudc va sau s dung hydrocortisone va prednisolone khéc
biét cd y nghia théng ké (p < 0,05), v&i ndng do cortisol sau si dung thudc cao hon. Tréi lai, ndng dé cortisol tai
2 thoi diém khi dung fluticasone khéc biét cé y nghiia théng ké (p < 0,05) nhung ndng dd cortisol khi dung thuéc
thap hon trwdc luc st dung. Ngay ca st dung fluticasone tai chd ciing anh huéng dén két qua dinh lvgng nong
dd cortisol. & cac bénh nhan suy thwong than do thudc dang st dung GC lidu sinh ly, ti 1& ndng do cortisol khi
ngung GC < 100 nmol/L chiém ti 1& 61,9% con 100 - 375 nmol/L chiém 38,1%. Phan tich bing dwéng cong ROC
cho thay rang dua vao thoi gian st dung GC liu sinh ly cé thé dy dodn ndng d6 cortisol huyét thanh nén khi
khéng st dung thudc va phuc hdi cla truc ha ddi-tuyén yén-tuyén thuwong than véi ngudng cat 13 thang cé do
nhay va do dic hiéu [an luvot 100% va 92,3%. Két ludn: Cac loai glucocorticoid ngoai sinh ¢ thé anh huwéng dén
két qua dinh lugng cortisol. Thai gian s dung cortisol sinh ly 1a m6ét yéu t6 goi y sw phuc hdi cha truc ha doi-
tuyén yén-tuyén thugng than & bénh nhan suy thuong than do glucocorticoid kéo dai va lwa chon bénh nhan
chi dinh nghiém phép kich thich bang Synacthen.

Tir khéa: cortisol, glucocorticoid, hydrocortisone, methylprednisolone, fluticasone, dexamethasone, phdn
trng chéo.
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Abstract

Background: The adrenal disorders such as adrenal insufficiency and Cushing syndrome may be life-
threatening unless patients are diagnosed and treated timely. Taking exogenous glucocorticoid (GC)
interfered with the interpretation of the level of serum cortisol in either diagnosis of adrenal insufficiency
or evaluation the function of hypothalamic-pituitary-adrenal axis. Objectives: 1) Evaluating the difference
between the level of basal serum cortisol before and after taking GC. 2) Evaluating the level of basal serum
cortisol in patients who were prescribed physiological dose of GC when withdrawn. Materials and method:
This is a cross-sectional study that enrolled patients prescribed GC. It obtained the levels of basal serum
cortisol before and after taking GC. In 2" objective, the level of basal serum cortisol was measured in
patients who were diagnosed with GC-induced adrenal insufficiency and prescribed physiological dose of GC
when withdrawn temporarily. Results: The values of basal serum cortisol when taking hydrocortisone and
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prednisolone were higher than before prescribed (p < 0.05). In contrast, the values of basal serum cortisol
when taking fluticasone were lower than before prescribed (p < 0.05). Even inhaled fluticasone could affect
the level of basal serum cortisol. In GC-induced adrenal insufficiency patients prescribed physiological dose
of GC, the group of patients with the values of cortisol when withdrawn < 100 nmol/L accounted for 61.9%
while ones with the values 100 - 375 nmol/L accounted for 38.1%. The analysis of ROC curve shows that
the duration of physiological-dose-GC prescription could predict the levels of basal serum cortisol when
withdrawn and hypothalamic-pituitary-adrenal axis recovery with optimal cut-off of duration is 13 months
(Sensitivity: 100%, specificity: 92.3%). Conclusion: Exogenous glucocorticoid could affect the results of basal
serum cortisol. The duration of physiologic-dose-GC prescription could predict that hypothalamic-pituitary-
adrenal axis recovery in patients with glucocorticoid-induced-adrenal insufficiency could be happened and
who could achieve adequate response of Synacthen stimulation test.

Key words: cortisol, glucocorticoid, hydrocortisone, methylprednisolone, fluticasone, dexamethasone,

cross-reactivity.

1. PAT VAN BE

Céc r6i loan cua tuyén thugng than nhu suy
thugng than hay héi chirng Cushing cé thé nguy
hiém dén tinh mang néu khéng dugc chan doan
va diéu tri s&m. Mét trong nhirng xét nghiém can
I&m sang gitp chan doan nhitng bénh ly nay dé 13
dinh lwvgng néng d6 cortisol huyét thanh. Mét s6
nghién cttu nhé chi ra rdng ndng dd cortisol huyét
thanh c6 thé bi anh huédng bédi cac cortisol ngoai
sinh - glucocorticoid (GC) (san xuat bang con dudng
téng hop) nhu hydrocortisone, prednisolone,
methylprednisolone va it anh hudng bdi
dexamethasone [5], [6]. C6 nhiu gia thuyét dugc
dua ra dé gidi thich vé sy anh hudng nay cé thé do
cac cortisol ngoai sinh ¢é ciu tric gan nhu tuong
tu cortisol ndi sinh ddn d&n phan ng chéo trong
qua trinh xét nghiém [5]. Trén thyc hanh 1am sang,
c6 rat nhiéu bénh ly can sir dung GC vdi cac loai
khac nhau va thoi gian st dung ngdn ngay-dai ngay
khdc nhau vi du nhu: trong diéu tri nhu héi chirng
than huw, viém than lupus, cac bénh ly ty mién va
liu phap thay thé hocmon trong suy thwgng than
hay diéu trj gout cap, viém khdp dang thap. Viéc
str dung GC dan dén sai léch vé dién giai két qua
dinh lwgng cortisol huyét thanh trong chin doén
suy thugng than cling nhuw danh gid chirc nang
cla truc ha ddi-tuyén yén-tuyén thuwgng than
[6]. Tuy nhién, hién nay tai bénh vién truong Dai
hoc Y-Dugc Hué vin chua cé dé tai ndo danh gia
vé s anh hudng cla cédc cortisol ngoai sinh dén
két qua dinh lvgng cortisol ndi sinh. Chinh vi vay,
ching téi tién hanh thyc hién d@ tai “Nghién ciu
néng dé cortisol huyét thanh trén bénh nhén s
dung glucocorticoid tai Bénh vién Truong Pai hoc
Y-Duwoc Hué” véi 2 muc tiéu:

1) Bdnh gid sw khdc biét nbng dé cortisol huyét
thanh & bénh nhén trwdc va sau khi st dung cdc loai
glucocorticoid.

2) Pdnh gid ndng dé cortisol huyét thanh & cdc
bénh nhdn dang st dung glucocorticoid liéu sinh ly.

2. Ol TUQNG PHUONG PHAP NGHIEN CU'U

2.1. BGi twgng nghién ciru

2.1.1. Tiéu chuén chon bénh: ti€n hanh nghién
clru trén 52 bénh nhan tai Phong kham NG&i hodc
khoa Noi téng hop-Noi tiét-Co xuong khdp, Bénh
vién Trwong Dai hoc Y - Duge Hué tir 12/2021 dén
4/2023 c6 sir dung GC bat k& duwong dung. Dai voi
muc tiéu 2 chung t6i chi chon nhitng bénh nhan
dwoc chan doan suy thuong thin do GC va dang st
dung GC liéu sinh ly.

2.1.2. Tiéu chudn logi trir: cic bénh nhan khong
déng y tham gia vao nghién clru, bénh nhan sk
dung céc loai thudc anh hudng dén chuyén héa cla
cortisol hay sir dung cac san phadm chira estradiol.

2.2. Phwong phép nghién ctru: cit ngang.

2.3. Xr ly s liéu: si dung phdn mém thdéng ké
SPSS 22.0 vdi p < 0,05 cd y nghta théng ké.

2.4. Pao dirc nghién ciru: nghién ctru nhdm bao
vé va nang cao strc khoe cho bénh nhan, khéng vi bat
ki muc dich nao khac. Nghién clru duogc thuc hién
V@i si ddng y clia d6i twgng nghién clru.

2.5. Cac budc ti€n hanh

DPinh Ivgng ndng dd cortisol huyét thanh nén
(lac 7 - 9 gio sang) trudc s dung GC théng qua
phuong phap mién dich dién héa phat quang véi
héa chat Roche bing méy xét nghiém Cobas 6000.
NéEu dang diéu tri GC s& ngung thuéc it nhat 1 - 2
ngay (thoi gian dai hon véi dexamethasone) truéc
khi xét nghiém néu tinh trang 1&m sang cho phép.
Trong nghién ctu cba chung t6i, cdc GC duoc st
dung dudng toan than bao gobm: hydrocortisone qua
dwdng ubng va tinh mach; prednisolone qua dudng
udng; methylprednisolone, dexamethasone qua
dudng tinh mach, fluticasone st dung dwdng dung
tai chd (hit). Binh lvong ndng d6 cortisol huyét thanh
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lic 7 - 9 gio sdng sau khi s&tr dung thudc GC va dénh
gid sy khac biét k&t qua tai 2 thoi diém. Cac bénh
nhan suy thuong than do GC dang st dung GC liéu
sinh ly (prednisolone 5 - 7,5 mg hodc hydrocortisone

15 - 20 mg) tam ngwng s dung thudc it nhat 1 ngay
va dinh lwgng ndng d6 cortisol huyét thanh ldc 7-9
gior d€ danh gia kha ndng tiét cortisol ndi sinh con lai
cla co thé.

3. KET QUA
Bang 1. D3c diém |dm sang cla nhém déi twgng nghién ciru
Tuéi Trung vi (Bach phan vj 25%, 75%) = 56,50 (40,0;72,0)
o Nam 17 (32,7%)
Gidi
N{r 35 (67,3%)
HOi chirng than hu 13 (25,0%)
Lupus ban dd hé théng 6 (11,5%)
, Hen 11 (21,2%)
Bénh nén
COPD 11 (21,2%)

Viém khép dang thap
Suy thugng than do thudc

1(1,9%)
26 (50,0%)

Thoi gian dung GC ligu sinh ly

Trung vi (Bach phan vj 25%, 75%) = 12 (7; 18)

S&r dung GC liéu sinh ly

21 (32,7%)

Trong nghién ctru cha chung, bénh nhan nir
chiém da s6 (67,3%). Trong d6, cé 21 bénh nhan
dugc chan doan suy thuong than do GC dang sl
dung GC liéu sinh ly.

Néng dé cortisol huyét thanh truéc va sau khi
dung hydrocortisone, prednisolone khac biét cé y

nghta thdng ké (p < 0,05), v&i ndng d6 cortisol sau sir
dung thuéc cao hon. Trong khi d6, néng d6 cortisol
huyét thanh tai 2 thoi diém & bénh nhan dung
fluticasone ciing c6 sy khdac biét cé y nghia théng ké
(p < 0,05) nhung v&i néng d6 cortisol khi dung thuéc
thap hon trudce ldc st dung (Bang 2).

Bang 2. Nong do cortisol huyét thanh trudc va sau khi sir dung cac thudc GC khac nhau

Trwé'c (nmol/L)

Sau (nmol/L)

N =52 Trunevi Bachphanvi . Bach phan vi P
g Vi (25th' 75th) gVl (25“‘, 75th)
Hydrocortisone (321;% 91,92 23,83; 121,20 321,00 239,00; 358,10 <0,05
, 170
Tang 15 53,09 25,06; 151,6 288,9 212,8;381,9 <0,05
) (28,8%)
Pred-nisolone s
Giam (9.7%) 237,2 23,58; 376,8 114,1 7,68; 143,6 <0,05
Methyl- prednisolone (1165 %) 132,00 84,93; 194,50 282,35 99,1; 505,60 > 0,05
,D /0
. 8
2 1 ; 1 2,40; 1
Fluticasone (15,4 %) 09,75 97,40; 365,40 95,19 62,40; 156,75 <0,05
Dexamethasone 1(1,9%) 340 12,27

Trong nghién ctru cta chung t6i cé 1 ghi nhan 1 trwong hop st dung dexamethasone trong vong 5 ngay
néng dé cortisol huyét thanh trudc sir dung thudc 1a 340 nmol/L, trong thai gian s& dung thudc 12,27 nmol/L,
2 ngay sau ngwng thuéc 1a 176 nmol/L va sau ngung thudc 14 ngay 13 338 nmol/L.
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Biéu dd 1. Bién thién ndng dé cortisol huyét thanh & bénh nhan sl dung hydrocortisone
Chung téi nhan thdy cé su tuong quan thudn gilra liéu lwvong hydrocortisone va bién thién néng dé
cortisol huyét thanh sau st dung thuéc véir = 0,613 (< 0,05).

Bang 3. Phan nhdm ndng do cortisol huyét thanh sau ngung GC

Nong dd cortisol huyét thanh sau ngwng GC (nmol/L)

<100 100 - 375 >375
N 13 8 0
% 61,9 % 38,1% 0,0%
(%) (61,9 %) (38,1 %) (0,0 %)

C6 38,1% bénh nhan suy thugng than do GC cé ndng d6 cortisol thudc nhém 100 - 375 nmol/L.
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Biéu dd 2. Budng cong ROC cho sir dung thoi gian s dung GC liéu sinh ly dw dodn
néng dd cortisol huyét thanh > 100 nmol/L khi tam ngung st dung thudc
& bénh nhan suy thwong than do thuéc.

Phan tich dwdng cong ROC cho thay dién tich dudi
dwdng cong ROC = 0,995 (> 0,7) c6 thé dung thai gian
sir dung cortisol liéu sinh ly dé dy doan kha ning
néng do cortisol nén > 100 nmol/L. Dua vao dudng
cong ROC tinh duoc diém cat cla thoi gian st dung
cortisol lidu sinh Iy 13 thang c6 thé dung dé tién dodan
néng dd cortisol huyét thanh dat > 100 nmol/L v&i dé
nhay va do dac hiéu [an lvot 1a 100% va 92,3%.

[18

5. BAN LUAN

Trong nghién cru cla chung toi, cdc bénh nhan
dung hydrocortisone va 15 bénh nhan khac dung
prednisolone c6 ndng dd cortisol huyét thanh sau
st dung thudc lan luot 14 321,00 (239,00; 358,10)
va 288,9 (212,8; 381,9) nmol/L, khac biét v&i thoi
didm trudc dung GC (91,92(23,83; 121,20) va 53,09
(25,06; 151,6) nmol/L) c6 y nghia théng k& (p <
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0,05), v&i néng d6 cortisol sau st dung thudc cao
hon. Két qua nay cling giéng va&i két qua nghién clru
cla cdc tac gia Greg, Khaldoun va Stokes [3], [4], [6].
Diéu nay cd thé giai thich vi cdc GC t6ng hop nhu
hydrocortisone va prednisolone c6 cdu tao hda hoc
tuong ty véi chat cortisol ndi sinh. Chinh vi vay xay ra
phan (rng chéo (cross-reactivity) gitra chat thir trong
xét nghiém mién dich dién hda phat quang véi cac chat
GC ngoai sinh 1am tang két qua xét nghiém mét cach
gia tao va khéng phan dnh chinh xac ndng dd cortisol
ndi sinh cling nhw chirc nang tuyén thuong than [2].
Tuy nhién, c6 5 bénh nhan sir dung prednisolone
ndng dé cortisol huyét thanh sau thap hon thoi diém
trude st dung thudc (p < 0,05). Diéu nay cho thay
khéng phai tat cd cac trwong hop déu xay ra phan
ng chéo va&i prednisolone khi dinh lwgng cortisol
huyét thanh. Diéu nay duoc dé cap trong nghién
clru cla tac gid Greg Ward cho thay ti |& phan (ng
chéo khi dung hydrocortisone la 100% thi ti I& nay
v@i prednisolone chi cé 8% [3]. Nhdm bénh nhéan
st dung methylprednisolone cé ndng dé cortisol 2
thoi diém trén khac biét khdng cé y nghia théng ké
(p > 0,05). Mdc du vay, theo nghién clru cla téc
gid Matthew cho thdy khi dung methylprednisolone,
ndng dé cortisol sau dé cling thay d&i twong tw
hydrocortisone va prednisolone [5]. Do s6 lugng
bénh nhan nhém nay trong nghién clru cta chiung
tdi con it nén khdng cé tinh dai dién cao.

Trong khi d6, néng d6 cortisol huyét thanh cua
cac bénh nhan trudc sir dung fluticasone 95,19
(62,40; 156,75) nmol/L thap hon sau khi dung thuéc
209,75 (197,40; 365,40) nmol/L véi p < 0,05. Két
qua nay cling giéng véi két qua nghién ctru cla tac
gia Stokes [6]. Diéu nay cho thay tuy fluticasone cé
bé khung ciu tric hda hoc twong tu cdc GC khac
nhung lai khdng cé phan trng chéo véi chat thir. Do
cling c6 ban chat |3 cortisol nén chat nay gy phan
héi ngwoc am tinh 1én truc ha ddi-tuyén yén-tuyén
thwong than dan dén c ché tuyén thuwong than
tiét cortisol ndi sinh. Bé&n canh do, bénh nhan tham
gia nghién ctru st dung fluticasone hit (tac dung tai
chd) trong diéu tri hen va bénh phdi tic ngh&n man
tinh cling lam thay d6i néng dé cortisol khi sir dung
thudc, diéu nay gidng véi két qua dugc cdng bé bai
tac gia Stokes [6]. Qua didu nay ta cé thé thay rang
ngay ca duong dung GC tai chd cling anh hudng
dén hoat déng chlrc nang cla tuyén thwong than.
Trong nghién clru cla chung t6i cé ghi nhan 1 bénh
nhan st dung dexamethasone cé néng dé cortisol
giam khi sir dung GC tir 338 nmol/L xuéng con 12,26
nmol/L va tidng dan trd lai sau 14 ngay bénh nhan
duogc ngung thudc.

V@i muc tiéu 2 cha nghién ctru, khi phan tich néng

dd cortisol huyét thanh lic khdng dung thuéc & bénh
nhan suy thugng than do GC dang st dung cortisol
liéu sinh ly dwoc chia thanh 3 nhém < 100, 100 - 375
va > 375 nmol/L. Ching t6i chia thanh nhitng nhém
trén dua vao kha nang dap ¢ng vdi nghiém phap
kich thich Synacthen (la mot nghiém phdp déng
gilp danh gid chirc nang cta truc ha déi-tuyén yén-
tuyén thuong). Theo nghién cliru cla tac gia Yo cé
ma&i quan hé gilta néng dé cortisol huyét thanh nén
budi sdng v&i kha nang dap (ng vdi nghiém phap
dodng trén. Trong d6, nhdm néng do cortisol > 375
nmol/L tién dodn khad ndng truc ha ddi-tuyén yén-
tuyén thwong than héi phuc cao nén khéng can thyc
hién nghiém phap kich thich bang Synacthen va
nhém < 100 nmol/L kha ndng hdi phuc cla truc nay
rat thap, thudng khéng dap (rng vai nghiém phap vi
vay khong nén thyc hién nghiém phép & nhom bénh
nhan nay. Trong khi d6, nhém bénh nhan néng do
cortisol 100 - 375 nmol/L can dugc danh gid thém
bang nghiém phap ddng dé danh gia chirc nang ton
du cda truc ha doi-tuyén yén-tuyén thuong than [7].
Khi phan tich bang duwong cong ROC, chiing t6i nhan
thay rang dua vao thoi gian st dung cortisol liéu sinh
ly ching ta c6 thé du dodn kha ndng dat nong do
cortisol huyét thanh > 100 nmol/L, véi ngudng cat
13 thang dd nhay va d6 dac hiéu lan luot 1a 100%
va 92,3%. Theo nghién ctru cla tac gia Jong Ha Baek
va cdng sy cho thay dé truc ha doi-tuyén yén-tuyén
thwong than phuc hoi can thoi gian 12 - 24 thang ké
tlr sau khi ngung s& dung GC liéu cao hon liéu sinh
ly [1]. Ngw&ng cat 13 thang trong nghién ctru cla
chiing t6i phu hop vdi thai gian can thiét dé phuc hoi
chirc nang cla truc ha doi-tuyén yén-tuyén thuong
than trong nghién cru da néu trén.

6. KET LUAN

St dung cac glucocorticoid ngoai sinh anh hudng
két qua dinh lwong cortisol huyét thanh theo hai
hwdng: tdng d6i véi hydrocortisone, prednisolone
va giam vdi fluticasone. Bén canh dudng toan than,
duong dung thudc tai chd cling cé thé anh hudng
I&n két qua xét nghiém nay. Bién thién cda ndng do
cortisol khi bénh nhan s& dung hydrocortisone c6
tuwong quan thudn vdi liéu lvgng cla thudc. Ching
ta c6 thé dung thoi gian st dung cortisol liéu sinh ly
& bénh nhan suy thwong than do glucocorticoid dé
du doan kha nang néng dd cortisol huyét thanh nén
budi sdng dat > 100 nmol/L va trong nghién clru cla
chiing t6i lya chon ngudng cat 13 thang v&i do nhay
va do dic hiéu lan lwgt [a 100% va 92,3%.

Tu khoda: cortisol, glucocorticoid, hydrocortisone,
methylprednisolone, fluticasone, dexamethasone,
phan &ng chéo.
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