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TOM TAT:

Muc tiéu: Danh gia dic diém 1am sang va xac dinh do nhay va d6 dic hiéu cua

cortisol huyét twong trong chan doan hoi chitng Cushing do dung glucocorticoid.
Phuwong phap: Cit ngang, md ta tién cuu.

Po6i twong nghién ciru: 107 bénh nhan dugc chan doan hoi chung Cushing do

corticoid duoc diéu tri tai phong kham noi khép tir thang 4 dén thang 9/2016

Két qua: Cac dic diém lam sang hay gip 1a mit tron (97.2%), béo trung tam
(92.5%), buéu m& sau gay (78.5%), xuat huyét dudi da (73.8%), teo co ti chi
(89.7%), ram 16ng (33.8%) va rdi loan kinh nguyét (9.3%),. Can 1am sang : Tang
bach cau (57.9%), tang triglyceride (57,0%), giam kali (29,0%)

Két luan: Pic diém 1am sang cia hoi chimg Cushing do dung corticoide kha dién
hinh, do ndng d6 cortisol nén c6 co6 gia tri dé chan doan hoi ching Cushing do
ding thudc (cortisol < 5,8 pug/dl, do nhay: 74% va do dac hiéu 82%)

SUMMARY:

Objective: Evaluation the clinical manifestations and determine the sensitivity,
specificity of plasma cortisol level for diagnosis of iatrogenic Cushing syndrome.
Method: Cross-sectional study.

Subjects: 107 patients with diagnosis of iatrogenic Cushing's syndrome in
Rheumatology Department of An Giang General Central Hospital from April to
September of 2016.

Results: Common clinical signs were: “moon” face (97.2%), central obesity
(92.5%), “buffalo hump” (78.5%), subcutaneous hemorrhage (73.8%), atrophy of
limbs (89.7%), irregular menstrual cycle (9.3%), hirsutism (33.8%). Paraclinical:
Leukocytosis (57.9%), hypertriglycerimia (57%) and hypokalemia (29,0%).
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Conclusion: Clinical signs of iatrogenic Cushing syndrome are typical, the
plasma basal cortisol test is of value for diagnosis of iatrogenic Cushing syndrome

(cortisol < 5,8 pg/dl, sensitivity: 74%; specitivity: 82%)
PAT VAN PE

- Ho6i chimg Cushing 1a tinh trang bénh 1y giy nén do su ting tiét man
glucocorticoid trong mau. Tac dung cua cortisol 1a khang viém, khang di Gng
duoc ting dung diéu tri trong nhiéu bénh 1y khac nhau vdi cac dudng dung khac
nhau. Tuy nhién sau mot thoi gian dai dung thudc bénh nhan cé biéu hién
gidng biéu hinh Cushing. Ngoai ra con ¢ xuét hién cac bién ching nhu dai
thao duong, ting huyét ap. ..

- Trude day, cortisol dang hit qua miéng (ICS), va qua miii (INC) dugc xem la
an toan. Ngay nay, cang c6 nhiéu ca hoi chimg Cushing dugc ghi nhan khi st
dung ICS, INC(D),

- Bénh nhan c¢6 hdi ching Cushing c6 ty 18 tir vong cao gap 5,5 1an véi ngudi
binh thuong®®. Tai phong kham noi khép ciia chung t6i, ngay cang nhiéu bénh
nhan dén kham bénh khép véi biéu hién Cushing.

- Vi vay, dé thiy duoc tac hai va tranh st dung corticoid khong dung chi dinh,
chiing toi tién hanh nghién ciru ndy véi 2 muc tiéu:

1. Mo ta dac diém 1am sang va can lam sang.

2.  Xac dinh dg nhay, do dac hi¢u cua cortisol huyét tuong trong chan doan hoi

chtng Cushing do dung thudc corticoide.
PHUONG PHAP NGHIEN CUU:

e Thiét ké nghién ciru: M0 ta cat ngang tién cuu.
e Dia diém: Phong noi khép, khoa kham Bénh vién Pa khoa Trung tdim An
Giang.
e Pbi tuong tham gia:
o Tiéu chi dwa vao: Tat ca bénh nhan duoc chan doan hoi chung Cushing
do dung cortisol dé diéu tri cac bénh ly khép man tinh nhu viém khép

dang thap, thoai hda khap, gout.
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- Chan doan hoi ching Cushing do dung thudc dwa vao hoi tién st nhitng ddi
tugng c6 dung thudc corticoids lién tuc tir 2 thang tro 1én.

o Tiéu chuan loai ra: Bénh nhan c6 hoi chiang Cushing khéng do thubc
nhu u tuyén yén, u 16p vo tuyén thuong than, ung thu biéu mé & bung,
bénh nhan khéng ty nguyén tham gia, bénh nhan dung thudc khéng rd
rang.

e Cd& mau: 107.

e Quy trinh nghién ciru: K§ thuat chon mau: Tinh cg, thuan tién.

Bénh nhan duoc khai thac k§ tién sir va hién tai ding thudc, kham 1am sang, do
chiéu cao, can ning, vong bung, vong méng, kham mat. Xét nghiém cortisol huyét
trong lac 8h sang bang phuong phap hda phét quang mién dich trén may Cobas
6000. Cac xét nghiém dic hiéu cta bénh RF, XQuang, acid Uric, CTM, ion d6,
bilan lipid.

Dinh nghia:
Bachcau  Tang > 10.000/mm?
Kali Giam: <3.5 mEq/I
Cholesterol: Tang: >5.2 mmol/l
Triglycerid: Tang: >1.7 mmol/l
Na* Tang > 145 mEqg/I
Glycemie:  Tang: >5.6 mmol/l

e Phan tich va xir ly sé liéu:

- Céc sb lieu duoc trinh bay bang ti 18 cho cac bién nhi phan. Cac bién s c6
phan phdi chuan duoc trinh bay bang trung binh va d6 léch chuan. Cac bién sd
khéng c6 phan phéi chuan duoc trinh bay bang trung vi.

- Dung phan tich do thi duong cong ROC, xé4c dinh do nhay, d6 dac hi¢u.

- Dit liéu duoc xur Iy bang phan mém SPSS 14.0.

KET QUA NGHIEN CUU:

e Pic diém miu nghién ciu:
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107 ca HC Cushing do dung thudc: trong d6 nam 14%, nir 86%, chi c6

15.9% bénh nhan séng tai TP Long Xuyén con lai 84.1% bénh nhan séng & cac
huyén thi. Tudi trung binh 58 + 11 nam. 73.8% bénh nhan dung corticoid mac
thodi hoa khap, 20.6% méc viém khép dang thap va 5.6% méc Gout. Thai gian
trung vi (median) dung thuéc 1a 12 thang (1-120 thang). Tang BMI nam la
73.3% nir la 58.7%.

e Dic diém 1am sang cua HC Cushing do ding thubc duogc trinh bay trong bang
1.
Bang 1: Dic diém 1am sang.

DAu hiéu S6 luogng Ty 1& (%)
Mit tron 104 97.2%
Béo bung 99 92.5%
Teo co tir chi 96 89.7%
Téng can 85 79.4%
Bom mé sau gay 84 78.5%
Xuat huyét dudi da 79 73.8%
Da moéng 80 74.8%
Ran da 59 55.1%
Ram long 13 12.1%
RLKN (ni) 10 9,3%
Mun trirng ca 1 0.9%

Nhan xét: Chi ¢ 10 bénh nhan trong s 21 bénh nhan nit dudi 50 tudi 6 biéu

hién rdi loan kinh nguyét (9.3%), con lai 71 bénh nhan da man kinh (90.7%).

e Pic diém can 1am sang duoc trinh bay trong bang 2.
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Bang 2: Dic diém can 1am sang.

Téang Binh thuong Giam
Bach cau 62 (57.9%) 43 (40.2%) 2 (1.9%)
Kali mEg/L 0 76 (71%) 31 (29%)
Cholesterol 85 (79.4%) 22 (20.6%) 0
Triglycerid 61 (57%) 46 (43%) 0
Na* 3 (2.8%) 90 (84.1%) 14 (13.1%)
Glycemie 14 (13.1%) 93 (86.9%) 0

e Tilé bién chung duogc trinh bay trong bang 3.

Bang 3: Ti 1& c4c bién chiing cua hoi ching Cushing

Bién chirng S6luwong Ty lé (%)
DPBuc TTT 65.4%
THA 39.3%
bTb 10.3%

TTT: Thuy tinh thé; THA: Tang huyét ap; DPTD: Déi thao duong

e P nhay, @ dic hiéu cortisol nén trong chan doan HC Cushing do dung

thude dwoc trinh bay trong biéu do 1.

e Biéu dd 1: Po nhay, do dic hiéu va dién tich dudi duong cong ROC
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Biéu dd 1: P9 nhay, dd dic hiéu va dién tich dwéi dwong cong ROC

Dién tich dudi duong cong ROC 82.7%, do léch chuan 0.029. 95% KTC 0.769-0.885.

Tai diém cat 12 5,8 pg/dl thi d6 nhay 1a 74% va do dac hiéu 1a 82% dé chan doan HC
Cushing do diing thuéc

BAN LUAN:

a. M@t sé biéu hién cia hdi chitng Cushing do Glucocorticoids (GCs):

- Thay dbi hinh thé Ia triéu chiing hay gap nhat trong HC Cushing va ciing 1a
hinh anh dic trung giup ching ta nhan biét dugc. Thay d6i hinh thé biéu hién
ban dau l1a béo bung va ting can. Trong nghién ciu ching toi béo bung la
(92.5%) tang can (79.4%) tuwong duong nghién cuu cia Ha Luong Yén ty 1€
béo trung tdm (90%) © va B Trung Quan 1a (91.1%) @, Curtis JR nghién ctu
trén 6500 ngudi ¢ ty 1é ting can (70%) (. Tiang can trong HC Cushing do

GCs c6 nhiéu nguyén nhan: CAc steroids anh huéng dén nuéc va can bang dién
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giai qua trung gian cac thu thé mineralocorticoid (giit natri, ha Kali va ting
huyét 4p)®@. Nghién cau caa chung t6i c6 luong kali giam chiém (29%).

- Tang can trong HC Cushing con do béo phi. Béo phi 1a két qua cua sy kich
thich qua mutc su thu nhap thic 4n, 1am cho m& dwoc tao ra trong mot sb to
chtrc nhanh hon nhiéu so v&i mac né bi huy dong va oxy héa®-Nghién ciru cua
ching toi, taing BMI nam la (73.3%), nir la (58.7%), tang cholesterol la
(79.4%), tang triglyceride la (57%). Tac dong cua cortisol trén mé m& khac
nhau & cac bd phan khac nhau. N6 huy dong lipid tir phan thap caa co thé va
tich lai & phan trén cua co thé nhu bung nguc, dic biét 1a mat (mat tron nhu
mit tring)®®, Nghién ctu cta ching téi mit tron (97.2%), bdm m& sau gay
(budu co trau) (78.5%). Cortisol con lam cho m& ngoai vi giam gay teo co tir
chi. Nghién cttu cta chdng toi teo co tir chi (89.7%).

- Capewell va cong su da thuc hién siéu am do d6 day da va danh gia 1am sang
cuiia cac vét tham tim trong 68 bénh nhan ubng prednisolone 15.5-20mg/ngay
kéo dai nhan thay c6 (80%) bénh nhan cé xuat hién vét bam tim trén da khi va
cham hoic tiém truyén®. Nghién ciu cua ching tdi XHDD (73.8%) va ran da
(55.1%) twong duong nghién ctu cua Ha Lwong Yén ran da (50%)®@. Hién
tugng da d& bam tim hay XHDD do Cortisol gay di hoa protein lam giam
protein & cac md, trir gan, co yéu la do mat protein. Ngay ca cac soi collagen
protein trong c4c t chic dudi da ciing bi giam di, nén cac t6 chic dudi da
16ng 180 dan dén cac vét bam dudi da®, seo 1au lanh.

- Trong HC Cushing néi sinh c6 hién tuong ting androgen thtr phéat caa tuyén
thuong than gay nén cac triéu ching nhu ram 16ng va mun trieng ca. Tuy nhién,
HC Cushing do str dung glucocorticoids thi androgen ting khong nhiéu, vi vay
cac biéu hién do tiang androgen it gap. Trong nghién ctu cua ching toi, ram
16ng 1a (12.1%) va mun tring ca chi c6 1 bénh nhan chiém (0.9%).

Ting huyét ap trong HC Cushing do cortisol tdc dung twong tu
mineralocorticoid gay giir nudc, ion Na*®®. Tuy nhién cortisol tong hop nhu
prednisone, methylprednisone c6 hiéu luc gitt Na* thap lan luot 1a 0.8:0.5,
trong nghién ctiru cua chung téi ty 1€ tang Natri chi c6 2.8%. Nhu vay, trong

Cushing noi sinh ting huyét &p gap nhiéu hon trong Cushing do thudc. Trong
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nghién ctu cia ching tdi ty 1¢ tang huyét &p chi chiém (39.3%), twong dwong
nghién ctu cia Ha Luong Yén 40%®@, nhung thiap hon nghién ctu cua Db
Trung Quan (58.5%)W. Piéu nay phi hop véi nhan dinh trén.

M6t trong nhirng nguyén nhin giy nén duc thuy tinh thé 1a do sir dung
corticoid kéo dai. Nghién cuiru cta Curtis trén 6000 ngudi su dung GCs thi ty 1€
duc thay tinh thé 1a (15%), nghién ctu cua Ha Lwong Yén 1a (20%)@. Trong
nghién ctu cua ching tdi ty 1é duc thay tinh thé (65.4%) kha cao bai vi trong
nghién ciru cta chdng toi ty 1& bénh nhan tudi tir 50 tro 18n chiém dén (79.5%).
O d tudi nay bénh nhan dé méc duc thay tinh thé nguoi gia, hon nita ching toi
khong dénh gia duge duc thay tinh thé ciia bénh nhan c6 trudc hay sau khi st
dung GCs.

b. Gi4 tri chan do4n caia cortisol nén budi sang:

Mot trong nhitng bién ching quan trong & bénh nhan str dung corticoid dai
han 13 truc ha doi-tuyén yén-tuyén thuong than bi ¢c ché. Trong nghién cau
ching toi, nong do cortisol dudi <5 pg/dl (72.9%) cho thay da s6 bénh nhan da
suy thuong than thur phat.

- Nghién ctu cua Tran Quang Nam: Néu cortisol nén dué6i 2pg/dl thi do dic hiéu
la 97%. V&i muc cortisol nén <13pg/dl thi do nhay 1a 100% va do dic hiéu la
26%®

- Nghién ctru cua Erturk va cong su trén 193 bénh nhan (189 bénh nhan c6 bénh
ly tuyén yén va 4 bénh nhan dung glucocorticoid kéo dai) di dwa ra két luan
cortisol nén co gia tri tét dé chan doan e ché tiét cortisol khi <4pg/dl hoic loai
trir khi cortisol >17pg/dI®.

- Nghién ctu caa ching tdi (Bang 4) néu nong do cortisol <lpg/dl thi 46 dic
hiéu 1a 97.5% va d6 nhay la 42.99%. Vi muc cortisol <19ug/dl thi d6 nhay la
100% va d6 dac hiéu la 8.75%.

- Nhu vay, mic cortisol huyét twong nén tién doan kha ning dap ¢ng cta tuyén
thuong than thay dbi tly theo nghién ciru, c6 18 do rdi loan bénh Iy khac nhau
va k¥ thuat xac dinh cortisol khac nhau trong ting nghién ctru. Bong thoi ciing

cho thay rang gia tri tién doan han ché cua cortisol nén budi sang trong chan
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doan tinh trang tc ché tiét cortisol cua tuyén thugng than. So sénh cac tac gia
khac (bang 4). V6i ngudng 5,8 ug/dl, thi do nhay (74%) va do dac hiéu (82%)

cua nghién curu cia ching téi cao hon.

- Bang 4. So sanh d6 nhay, d6 dac hiéu gitra cac nghién ctru

bo bo 0

_ Corticoid _ _
Nghién cuu . nhay chuyén Gia Gia
néen pg/dl
(%) (%) (%) (%)
Erturk 1998 193 10 62 77 23 38
Tran Quang Nam 2012 101 9.9 64 72 28 36
Chuang t6i 2016 107 <5,8 74 82 26 18

* Giéi han cia nghién ciu: Khdng thuc hién duoc nghiém phép wc ché

Dexamethasone liéu thap. Hién tai day 1a xét nghiém c6 gia tri dé chan doan
x4c dinh H/C Cushing®?,

KET LUAN:

- Cac dic diém l1am sang hay gap gém mat tron do, béo trung tdm, xuat huyét

dudi da, teo co tir chi. Cac diac diém n 1am sang gom tang cholesterol, ting

triglyceride, tang bach cau va giam kali mau. Bién chung thuong gap 1a ting

huyét ap, dai thao duong, duc thuy tinh thé.

Vi ndng do cortisol < 5,8 pg/dl, c6 gia tri dé chan doan hoi chitng Cushing do

dung thudc véi d6 nhay 1a 74% va do dac hiéu 1a 82%.
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