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Khio sat mot so dac diéem lam sang, can lam sang hoi

chirng Cushing & bénh nhan dung glucocorticoids

Clinical and laboratory manifestations of iatrogenic Cushing Syndrome

Nguyén Thi Thuy Linh, Trin Hong Nghi, Vii Thi Loan, Bénh vien Trung wong Qudn doi 108

Vii Thi Mai Phwong, Nguyén Thi Hrong, Bui Hoang Anh,
Vil Thi Thanh Hoa

Tém tat

Muc tiéu: Khao sat mot sé dac diém va ndng do cortisol huyét thanh 8 gid va 20 gi& & bénh
nhan cé hdi chirtng Cushing sau s dung corticoid. Péi turong va phuwong phép: Tién cteu, mo ta
cat ngang. 110 bénh nhan dwoc chan doan hdi chirng Cushing do corticoid diéu tri tai Khoa Noi
than khép, Bénh vién Trung wong Quéan déi 108 tw thang 01/2015 dén thang 01/2017, dwoc
kham lam sang va xét nghiém can |am sang theo mau bénh an théng nhat, dinh lwong cortisol 8
gi®’ va 20 gi& bang phwong phap mién dich dién hoa phat quang theo nguyén ly “canh tranh” trén
méay Cobas 6000 ctia hang Roche. Két qua: Cac dic diém lam sang hay gap la mét tron (93,6%),
mat d6 (80,0%), yéu mét (80,0%), da mdng (76,4%), xuat huyét dwdi da (39,1%), tram cam, dé
xuc déng (20,0%), ram léng & ni¥ (66,7%) va suy gidm tinh duc (70,9%). Can lam sang: Tang
duwdng mau (59,1%), tdng cholesterol (55,9%), tang triglyceride (59,8%), tang bach cau (47,3%)
gidm cortisol mau 8 gi® (51,0%), gidm cortisol mau 20 gid (46,7%), ddo ngwoc chu Ki tiét cortisol
ngay dém (55,4%). Két luan: Biéu hién lam sang va can |am sang cta hoi chirng Cushing sau
dung corticoid kha dién hinh, ndng d6 cortisol gidm & ca thoi diém 8 gior va 20 gio hodc dao
nguoc chu ky tiét cortisol.

Tcr khéa: Hoi chirng Cushing, cortisol, glucocorticoid.

Summary

Objective: Describe the clinical manifestations and investigators including the level of cortisol
in serum of iatrogenic Cushing syndrome patients at 8 hour and 20 hour. Subject and method:
Prospective, descriptive, cross-sectional study. We examined the clinical signs and symptoms and
investigated the laboratories of 110 iatrogenic Cushing's syndrome patients admitted in
Rheumatology Department of the 108 Military Central Hospital from January 2015 to January
2017. Result: Common symptoms were: “moon” face (93.6%), red face (80.0%), frail (80.0%), thin
skin (76.4%), subcutaneous hemorrhage (39.1%), depression (20.0%), hirsutism in female
(66.7%), low libido (70.9%). Laboratories: Leukocytosis (47.3%), hyperglycemia (59.1%), high
cholesterol (55.9%), hypertriglycemia (59.8%), low cortisol 8 hour (51.0%), low cortisol 20 hour
(46.7%), reversed cortisol (55.4%). Conclusion: Clinical symptoms of iatrogenic Cushing
syndrome are varied, the level of serum cortisol at 8 hour and 20 hour can be lower or reversed in
the major part of the study group.
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1. Pat van deé

HOi chirng (HC) Cushing la tinh trang bénh ly
gay nén do sy gia tdng man tinh ndng do
glucocorticoid trong mau do nhiéu nguyén nhan
khac nhau, trong dé6 nguyén nhan thwdng gap
nhat tai Viét Nam la do lam dung thuéc. HC
Cushing do thubéc da dwgc Albright moé ta vao
nam 1942. Bénh nhan (BN) c6 HC Cushing nguy
co tlr vong cao gép 5,5 lan so v&i nguwdi binh
thwdng. Tai Khoa N6i Than - Khép (A15), ngay
cang nhiéu bénh nhan dén kham bénh véi biéu
hién Cushing. Vi vay, ching t6i tién hanh nghién
ctru nay nham:

Mé ta mét sé déc diém lam sang va cén Iam
sang & bénh nhan c6 HC Cushing sau dung
corticoid.

Khao sat néng do cortisol huyét thanh & BN
luc 8 gio va 20 gi¢ trong ngay.

2. Doi tugng va phuong phap

Déi twong: 110 BN dwoc chan doan c6 HC
Cushing.

Tiéu chuan lya chon: BN c6 HC Cushing sau
dung cortisol hoac cac loai thudc co kha nang
lién quan dén corticoid nhw thudc nam, thudc
béc, thubc hoan, tan... lién tuc tir 2 thang tré 1én.

Tiéu chudn loai tr: BN c6 HC Cushing
khong do thubc nhw u tuyén yén, u Iép vé tuyén
thwong than, ung thw biéu mé & bung.

Quy trinh nghién ctru: Cac BN dugc kham va
thu thap théng tin theo mau bénh an théng nhét,
khai thac tién s va hién tai dung thubc, do chiéu
cao, can nang, huyét ap, kham mat, toan than,
lam cac xét nghiém d&c hiéu dé chan doan cac
bénh ly nén. Dinh lwong cortisol huyét thanh luc
8 gid va 20 gid bang phwong phap mién dich
dién hoa phat quang theo nguyén ly “canh tranh”
trén may Cobas 6000 (hang Roche). Cortisol
mau dwoc coi la binh thwdng khi ndm trong
khodng gia tri tham chiéu ctia may, luc 8 gid la
171 - 536nmol/l, luc 20 gi®’ la 64 - 327nmol/l va
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dao ngwoc khi gia tri cortisol luc 20 gi& cao hon
so vé&i luc 8 gid cung ngay.

Céc tiéu chuén st dung trong nghién ctu:
Chan doan HC Cushing theo tiéu chudn Aron
1987 [10].

Toan than: Thay ddi hinh thé, tang can, tang
huyét ap (THA).

Da va tb chtrc lién quan: Mat tron do, ran da,
ram léng, trieng ca, tham tim.

Co xwong: Yéu co, teo co, mét mai, loang
xwong.

Sinh duc: Réi loan kinh nguyét, mat kinh, am
vat to.

Tam than: TrAm cam va thay dbi nhan cach.

R&i loan chuyén héa: Dai thao dudng (BTD),
rbi loan dung nap glucose.

Séi than.

Dinh lwong cortisol mau: Tang cao, mat nhip
ngay dém. Pay la yéu t6 quyét dinh cho chan
doan s&m hoéi chirng Cushing.

Dinh lwgng cortisol tw do trong nuwéc tidu 24
gio: tang, 17 OHCS niéu: tang.

Nghiém phap (rc ché bdng dexamethason
liéu th&p: Khéng trc ché duorc.

Phan nhém tuéi méi 10 tudi; Phan nhém
BMI: Theo Hiép hoi Dai thao dwong Dong Nam A
- 2002.

Phuwong phép: Tién cu, mé ta, cat ngang.

Thoi gian nghién ctru: T thang 01/2015 dén
thang 01/2017.

Dja diém: Khoa No6i Than - Khop (A15) -
Bénh vién Trung wong Quan déi 108.

X ly s6 liéu: S6 lieu thu thap dwoc x&r ly
bang phadn mém théng k& SPSS 20.0. Bién dinh
tinh md ta bang tan suét, ty 1& (kiém dinh Chi-
square). Bién dinh lwong biéu dién X + SD (t -
test, véi day sd chuan) hay trung vi, 16n - nhd
nhét (test Mann-Whitney, ddy s phan bb khéng
chuén). So sanh dwoc xac dinh cé y nghia théng
ké khi p<0,05.
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3. Két qua

Bang 1. Phan bé tudi ¢ nhém nghién ciru (n =

Nhéan xét: Ty I&é BN & m(rc thtra can va béo phi
cao hon so v&i nhdm can nang binh thuwdng hoac
thiéu can.

110)
P = Bang 3. Bénh li nén 6 nhém nghién citu (n =
Nhom tuoi ” > 1a o :
(ném) Solugng (n) | Tylé% 110)
<30 2 1,8 $6 lugng ,
Bénh ke h N Ty lé %
30- 39 2 18 g kem theo (n) yes
40 -4 1 14 ‘A .
0-49 6 5 V|?m khép dang 45 40.9
50 - 59 27 245 thap
60 - 69 34 30,9 Gut 31 28,2
>70 29 26,4 Thoai hoa khép 13 11,8
X*SsSD 60,7 + 12,3 Héi chirng than hw 17 15,5
Nhan xét: BN tudi = 50 chiém ty 1& cao hon | Bénh Iy khac 4 3,6

so v&i < 50.
Gidi tinh

B Nam

L N@

Bi€u dé 1. Phan bd gi¢i & nhém nghién
ciu (n = 110)
Nhan xét: BN n¥ nhiéu hon so v&i BN nam.

Bang 2. Dic diém vé BMI cia nhém nghién

Nhan xét: Cac bénh ly nén hau hét 1a nhirng
bénh ly c6 chi dinh dung corticoid, trir bénh thoai
hoa khép.

® Tang huyét ap

28%

B THAvabTD

Dai thdo duong

m Binh thwong

' 1%

6%

Biéu d6 2. Ty |&é THA va DTD xuét hién sau khi
dung corticoid

Bang 4. Mot s6 dic diém lam sang
cua HC Cushing 6 nhém nghién ciru (n =

ciru 110)
(n = 110)

~ n . A s S6 lvogng Ty lé

Phan loai BMI S0 lugng - Triéu chirng lam sang o

2 Tyle % (n) %
(kg/m) ) Mat tron 103 93,6

Thiéu can (< 18,5) 17 15,5 — i
Binh thuong (18,6 - o o1 Mt do 88 80,0
22.9) 9, Yéu mét 88 80,0
Thira can (23 - 24,9) 59 53,6 Da méng, ran da 84 76,4
Béo phi (= 25) 13 11,8 Suy giam tinh duc 78 70,9

X+ SD 22,0 + 3,0 Tang can, bé

X téanr]lg can, béo trung 61 5.5
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Xuét huyét dwdi da 43 39,1
Tram cam, dé xic dong 22 20,0
Ram 16ng (nir) 20 66,7

Nhan xét: Cac triéu chirng vé thay déi hinh
thai 1a thwong gdp hon ca, nhitng bién dbéi vé
tam sinh ly gap vai ty 1& thap hon.
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Bang 5. Mot sé dic diém can Iam sang 6 nhém nghién citu (n = 110)

Binh thuéng Tang Giam
Cac chi sé $6 lugng ) $6 lugng > $6 lugng ;
N Tylée % N Tylé % N Tylée %
(n) v (n) v (n) yes
Glucose 65 59,1 30 27,3 15 13,6
Cholesterol 57 55,9 45 441 0 0,0
Triglyceride 61 59,8 41 40,2 0 0,0
Bach cau 52 47,3 58 52,7 0 0,0
Nhén xét: Ty 1& BN c6 tang bach ciu 1a cao nhét tiép do 1a rdi loan m& mau va dwdng huyét.
100% 12
3
50%
0%
Cortisol Cortisol
8 giov 20 gio
= Gidm Téng

Bi€u db 3. Tinh trang b4t thuwdng cortisol huyét thanh

Biéu d6 4. Dao nguoc chu ky tiét cortisol ngay dém

Nhén xét: Pa s6 BN co tang hoac gidm ndng do cortisol huyét thanh, hay gap 1a gidm cortisol.
55,4% BN dao ngwoc chu ky tiét cortisol ngay dém.

100
80
60
40 -
20
0 -

m Dao nguoc
m Binh thwong

Cortisol 8 gio Cortisol 8 gio Cortisol 8 gio
binh thwong tang giam

Biéu d6 5. Dao nguoc chu ky tiét cortisol & cac nhém
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Nhén xét: Dao nguoc chu ki tiét cortisol ngay dém gép nhiéu hon & nhém co cortisol huyét tang,
va gap ca & nhém c6 cortisol huyét mirc binh thwéng.

4. Ban luan
4.1. Ddc diém chung

Trong nghién clru cta chung t6i, BN c6 do
tudi thap nhat [a 19 tudi, cao nhét 1a 86 tudi, do
tudi trung binh 1a 60,7 + 12,3 tudi. Nhém tudi
thworng gép 1a > 50 tudi chiém 81,8% la do tudi
thwerng méac cac bénh khép do thap. Két qua cua
chung téi twong tw vé&i Ha Lwong Yén (2004),
nhém tudi trén 50 1a 63,3% [3]. K&t qua nghién
ctru cla chung téi cho thay, ty 1é gitra nam va ni
la twong dwong nhau: Nam chiém 54,5% va niv
chiém 45,5%. Ty |é nay twong tw cla Lé Thi Tam
Thao (nam: 49,3%, ni¥: 50,7%) [2]. Khac v&i Ha
Lwong Yén ty 1é nir 70,0% [3] la do BN trong
nghién clru ctia tac gid chu yéu la viém khop
dang thdp (VKDT) - bénh hay gap & nir. Nghién
clru cla chang téi thwc hién tai bénh vién quan
déi déng thdi mat bénh Guat (hay gap & nam) cling
gap Vvo&i ty 1&é 28,2% do dé ty 1€ BN nam thudng
gdp nhiéu hon. Trong nghién clru clia ching toi,
bénh Iy két hop khién bénh nhan s& dung
corticoid la VKDT chiém 40,9%, Gut 28,2%, thoai
héa khop 11,8%, viém cau than 15,5% va cac
bénh Iy khac chi chiém 3,6%.

4.2. Ddc diém lam sang

Nam 1949, Hench va cong sw lan dau tién
dung corticoid trén 1am sang. Hién nay, corticoid
dwoc chi dinh diéu tri & nhiéu bénh nhw mién
dich - di rng, bénh khé&p, than... HC Cushing
thworng xuét hién sau 2 thang BN s dung lién
tuc corticoid. Trong nghién clru cta chung toi,
BMI trung binh 22,0 + 3,0kg/m?. Két qua nay
twong tw Lé Thi Tam Thao 22,96 + 3,28kg/m?[2]
va thap hon Ha Lwong Yén 25,1 + 3,9kg/m? [3].
BMI & mlrc thira can, béo phi chiém t&i 65,4%,
twong tw v&i Ha Lwong Yén 66,7% [3], Lé Thi
Tam Thao 62,0% [2]. Ty lé tang can trong nghién
ctru cla ching t6i 55,5%, thadp hon L& Thi Tam
Thao 71,8% [2], Ha Lwong Yén 90,0% [3], P
Trung Quéan 91,1% [4]. Theo Jefferey RC nghién
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clru & 6500 ngudi dung corticoid thay ty 1& ting
can 70,0% [5]. Tang can trong HC Cushing la do
glucocorticoid thic day ldng dong mé m& & cac
co quan dac trweng nhw & mat (mat tron), gay
(bdm mé&), & ngwc - bung (béo bung, ngwc);
nhwng lai gidam lwgng m& ngoai vi (teo tl chi,
madng da) [6]. Trong nghién ctru clia chung toi, ty
& mat tron 93,6%, mat dé 80,0%, méng da
76,4%. Két qua nay twong tw Ha Lwong Yén [3],
Db Trung Quan [4], Ross [7].

Tang huyét ap 1a bién chirng kha thwong gap
clia HC Cushing. Nguyén nhan chi yéu la do sw
kich thich qua nhiéu cla cac thu thé
mineralocorticoid, trong d6 aldosterol chiém 90%
[10]. Do vay, HC Cushing do glucocorticoids ngoai
sinh thi c6 it hoat tinh clia mineralocorticoid. Trong
nghién clru cla ching t6i, ty 1& ting huyét ap
khéng cao, chiém 39% twong dwong véi nghién
clru clia Ha Lwong Yén (40%) nhung thip hon
nghién ctu cla D6 Trung Quan (58,5%) va Ross
(74%). Diéu nay phu hop véi nhan dinh trén.

4.3. Ddc diém can lam sang

V& cac chi sb xét nghiém cho thdy, tang
bach cau Ia triéu chirng thwong gap nhat chiém
52,7%, két qua nay cao hon cGa Lé Thi Tam
Thao (46,5%), Ha luvong Yén (40,0%). Tang
cholesterol, triglycerid, glucose huyét la nhirng
rbi loan hay gap voi ty 18 1an lwot 44,1%, 40,2%
va 27,3%. Ty |é nay thp hon Iwamoto (60% BN
réi loan dwéng va mé mau) [8].

Nhirng BN c6 lam dung corticoid, néng dd
cortisol mau giai doan diu thwéong tang va gay ra
triéu chirng ldm sang ctia HC Cushing, sau mét
thoi gian néng dé cortisol ngoai sinh trong mau
cao lién tuc sé gay ra sw trc ché truc tuyén yén -
dwédi ddi va gay tinh trang suy thwong than. Theo
sinh ly binh thwdng, ndng dé cortisol mau cao
nhat vao ban ngay khoang 8 - 9 gi¢, giam mot
nlra vao budi chiéu va < 80nmol/l vao ban dém
[5]. Chung t6i khdo sat néng dd cortisol huyét
thanh clia cac bénh nhan tai thoi diém 8 gio va
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20 gi®. Ty 1& BN c6 néng do cortisol nén 8 gior
bat thuong la 63,0%, trong d6 12,0% tang va
51,0% gidm so vé&i gia tri tham chiéu. Ty 1&é BN c6
ndng do cortisol huyét 20 gio bat thworng chiém
83,6%, trong d6 37,0% tang va 46,7% giam. Co
55,4% BN bi ddo ngwoc chu ky tiét cortisol
huyét. Trong s6 BN cé cortisol huyét 8 gi& binh
thwong thi 40,0% BN c6 dao ngwoc chu ky tiét
cortisol. Nhw vay c6 thé thay biéu hién vé rdi loan
truc tuyén yén - dwdi déi sau dung corticoid kéo
dai kha da dang. Viéc xét nghiém cortisol nén
vao mot thoi diém luc 8 gid co thé bd sét tinh
trang réi loan vé& quy luat bai tiét cortisol cla
tuyén thuwong than.

5. Két ludn

Biéu hién 1am sang va can lam sang thuéng
gdp nhat cia HC Cushing & BN sau dung
corticoid trong nghién ctu nay bao gébm: Mat
tron, mat do, thira can, tdng can, tang bach cau,
tding m& mau va dwdng mau. Nong do cortisol
huyét giam & ca thoi diém 8 gid va 20 gid trong
ngay hodc dao ngwoc chu ky tiét cortisol.
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