HQI CHUNG CUSHING

Ban hanh kém theo Quyét dinh s6 236/ OD- BV ngay 28/3/2014

1. Dai cuong:
- Hoi chiing Cushing dic trung béi tinh trang ting kéo dai ndng do glucocorticoid
trong mau.
- Nguyén nhan thudng gip nhit caa HC Cushing 13 do str dung corticoid ngoai sinh do
diéu tri hay lam dung corticiod.
- Nguyén nhan noi sinh thudng gip nhat 1a bénh Cushing.
- Bai nay trinh bay chu yéu vé Cushing do ting tiét cortisol noi sinh.
2. Nguyén nhan:
2.1 Hpi chirng Cushing phu thugc ACTH:
- Bénh Cushing (tang tiét ACTH ciia tuyén yén): chiém 70 - 80% nguyén nhan
noi1 sinh
- Hoi chuing tiét ACTH lac chd
- Hoi ching tiét CRH lac chd
2.2 Hpi chirng Cushing khong phu thugc ACTH-
- Adenome tuyén thuong than
- Ung thur biéu mé tuyén thuong than
- Tang san thwong than dang ndt nho (Micronodular hyperplasia)
- Tang san thuong than dang nét 16n (Macronodular hyperplasia)
2.3 Gid Cushing (Pseudo -Cushing’s syndrome):
- Nghién ruou
- Ri loan trAm cam nang
3. Lam sang:
- Béo trung tam: mat tron, budu md sau gay, budu md thuong don.
- Da: méng, dé bam tim; cac vét ntt da mau tim rong > lcm; xam da khi ¢6 tinh trang
tang tiét ACTH.
- Co xuong: teo co goc chi, lodng xuong.
- Thay d6i tdm than kinh.
- Réi loan kinh nguyét, ram 16ng, tring ca
- Réi loan dung nap glucose hay dai thio dudng.
- Tang huyét ap, c6 thé co ha kali mau.



4. Chan do4n:
Truéc khi ddnh gia hoi chitng Cushing ndi sinh, can héi k§ bénh sir dé loai trir hoi
chtng Cushing do dung thudc glucocorticosteroid ngoai sinh.
Xét nghiém chan doan c6 3 budc:
(1) Xét nghiém chan doan hoi chimg Cushing.
(2) Xét nghiém chan doan phan biét phan biét HC Cushing tuy thuéc ACTH va HC
Cushing khong tuy thoc ACTH.
(3) Phan biét bénh Cushing do u tuyén yén véi U tiét ACTH lac chd.

4.1 Bwéc 1: Xét nghiém chin dodn héi chirng Cushing

Xét nghiém ban dau lam 1 trong cac test sau day

- Test tkc ché dexamethasone 1mg qua dém: udng 1mg luc 23 gid, do cortisol mau ldc 8
gi0 sang ngay hdm sau: binh thuong < 1,8 mcg/dL (50 nmol/L)

- Pinh lwgng cortisol tw do nwée tiéu 24 gio (24-h UFC): Nén 1am it nhét 2 1an. Néu
cao hon 2 - 3 14n gi6i han binh thuong cao: goi y HC Cushing.

Chu ¥: cortisol tu do trong nudc tiéu 24 gio cling c6 thé ting trong cac truong hop hoi
chtng Cushing gia nhu trAm cam, nghién ruou man, cac roi loan vé hanh vi an udng (
thi du bénh chan an), map phi c6 tang nhe cortisol ty do trong nudce tiéu.

- Pinh lwong nong dé Cortisol niede bot vao lic dém khuya (23 gid): néu < 1.3 ng/mL:
loai trir chan doan. Hién nay & TP H6 Chi Minh chua do dugc.

- Test dexamethasone liéu thap 2 ngay:

Ngay thir 1 va thir 2 uéng Dexamethasone 0.5mg mdi 6 gio (vao cac gio 8h, 14h, 20h,
2h; 8h, 14h, 20h, 2h).

Xét nghiém mau: do ACTH, cortisol mau ngay trudc khi uong Dexamethasone liéu dau
lac 8 gid (ngay 1) va do cortisol mau lic 8 gid ngay thir 3 (6 gid sau udng
Dexamethasone li¢u cudi cting)

Loai trir HC Cushing khi cotisol mau sau uéng Dexamethasone (lac 8 gid ngay thir 3)

< 1,8 mcg/dL (50 nmol/L).

Chén do4n xac dinh HC Cushing khi ¢é 2 test bat thwong
4.2 Bwéc 2: Xét nghiém chin dodn phén biét phin bigt HC Cushing tity thudc

ACTH va HC Cushing khong tuy thoc ACTH
Po nong d9 ACTH huyét twong



+Néu ACTH < 5 pg/mL: u thuong than, ting san vé thuong than, HC Cushing
do thude
+ ACTH > 10 pg/mL: U tuyén yén tiét ACTH hay tiét ACTH lac chd.

4.3. Bwéc 3: Phan biét bénh Cushing do u tuyén yén véi U tiét ACTH lac ché.

a. Test irc ché Dexamethasone li¢u cao 2 ngay:
+ Chu ¥ chi lam nghiém phap nay sau khi d c6 chan doan héi ching Cushing tuy
thudoc ACTH.
+ Thue hién gidng test dexa liéu thap, chi khac 13 udng dexa 2mg mdi 6 gio;
+ DPénh gia:
Néu cortisol huyét twong sau test giam hon 50% so véi cortisol trudc khi udng
Dexamethasone, kha ning 13 bénh Cushing. Sau d6 can chup MRI tuyén yén xac dinh u
tuyén yén.
Néu cortisol khong trc ché trong HC Cushing tiét ACTH lac chd va u thuong than.

b. Test Dexa 8 mg qua dém: Mot ) trung tam thyuc hién test nay vi nhanh hon
test rc ché Dexamethasone liéu cao 2 ngay.
Cach thirc hién: bénh nhan udng 8mg dexa lac 23g: néu do cortisol huyét twong 8 gid
sang hom sau giam hon 50%: nghi HC Cushing tity thudc tuyén yén. Sau d6 can chup
MRI tuyén yén xéac dinh u tuyén yén.

¢. Po néng @ ACTH mau tinh mach xoang da dwdi

Day 1a phuong phap xam 1an nén can 1am & trung tim chuyén sau, do cic bac si X
quang can thi¢p dugc dao tao chuyén nghiép.
+ Thuc hién khi cac xét nghiém trén khong phéan biét dugc bénh Cushing va HC tiét
ACTH lac chd. Vi du: test dexamethasone liéu cao uc ché duge cortisol >50%, nhirng
MRI tuyén yén khong thay u; hodc test dexamethasone liéu cao khong we ché duoc,
nhung MRI tuyén yén cé u.

+ Danh gia:
Trude khi dung Sau tiém CRH Nguyén nhan
CRH
Tis6 ACTH xoang | >2 >3 chan doan 1a bénh
da/ngoai vi Cushing
Ti s6 ACTH xoang <2 <3 U tiét ACTH lac
da/ngoai vi chd




4.4 Chan do4an hinh anh: thuc hién sau khi d3 khao sat ddy du bang xét nghiém
hormon:

+ CT scan thuong than néu 1a HC Cushing khong tuy thuoc ACTH

+ MRI tuyén yén néu 13 HC Cushing tuy thuéc ACTH.

+ Néu nghi ngd HC tiét ACTH lac chd c6 thé can tim nguyén nhan u & ¢d, nguc, bung,
chau bang CT scan hodc MRI hodc xa hinh tuy theo timg tinh hudng cu thé.

5. Diéu tri:
5.1 Hpi chirng Cushing do ding thuéc glucocorticosteroid:
Bénh nhan nay trong tinh trang suy thuong than thir phat, do d6 can giam dan liéu uéng
glucocorticoid va danh gia chirc nang thugng than truéc khi ngung thude hoan toan.
5.2 Bénh Cushing do u tuyén yén:
- Phau thuat qua xuwong budm la chon diéu tri duoc lya chon hang dau cho bénh
Cushing khi u tuyén yén nho ranh giéi 1. Ti 1¢ thanh cong dén 80%, tir vong hiém, tai
bién khoang 2%. Phau thuat vién lanh nghé thuong khong ton thuong dén cac phan
khac cua tuyén yén.
+ Chu ¥: trong va sau md u tuyén yén can bu corticoid cho bénh nhén cho toi
khi tryc ha d6i-tuyén yén-thuong than phuc hoi.
+ Panh gia hiéu qua cta phau thuat cit u tuyén yén tiét ACTH: bang cach do
ACTH va cortisol mau budi sang trong giai doan sau md. Néu cit bé hét u thi
ACTH va cortisol phai thap & mic suy thuong than.
- Xa tri bo sung c6 thé can thiét néu phau thuat khong ldy hét u. Trong thoi gian doi xa
tri ¢6 tac dung cé thé diéu trji ndi khoa dung thude.
- Néu bénh nhan khong dap tng diéu tri thudng qui, c6 thé can xem xét cat thuong
than 2 bén. Bién chirng cua cit 2 bén thuong than 1a HC Nelson: tuyén yén to ra, xam
da, ting ACTH. Phong ngira hoi ching nay bang cach xa tuyén yén trude khi cat 2
thuong than.

5.3 HC Cushing do u tiét ACTH lac ché:

- Piéu tri tan gbc 1a cat bo u.

- Trudng hop di di cin xa, dung thém thudc tc ché tong hop cortisol.

- Cat tuyén thuong than 2 bén néu cuong cortiol khong kiém soat dugc bang cac bién
phép trén.

- Céc khéi u ¢6 hién dién thu thé somatostatin c¢6 thé dap ung véi thude déng van
somatostatin.



5.4 Buwéu tuyén thweong thén:

- Chi yéu 1a phau thuat cét bo thuong than 1 bén.

- Can bu cortisol trong va sau mo dén khi truc ha ddi-tuyén yén-thuong than phuc hoi.
- Truong hop Carcinoma tuyén thuong than, néu con tan du, dung Mitotan tc ché téng
hop cortisol sau mé. Tién luong xau.

- Cit thuong than 2 bén dugc khuyén cdo cho bénh nhan c6 tang san thugng than dang
nét nho hay nét 16n ca 2 bén. Sau khi cat 2 bén thuong than bénh nhan phai ding
glucocorticosteroid va mineralocorticoid sudt doi.

5.5 Piéu tri ndi khoa
a. Thudc e ché san xuit cortisol

- Ketoconazol: thuong dugc chon dau tién. Liéu hiu qua la 200-800 mg chia 2 -3 lan
uong m01 ngay. Tac dung phu chinh: gdy ddc cho gan (tdng men gan), vl to nam gioi,
bat luc, rdi loan tiéu hoa.

- Metyrapon liéu tir 250 mg t&i 1000mg/6 gio/lan. Dung liéu thap hon néu dung cung
v6i ketoconazil hodc cung voi aminoglutethimid. Tac dung phu c6 thé lam r6i loan ti€u
hoa.

- Mitotan 2-6g/ngay, chia 3-4 lan/ngay Tang tir tir. Tac dung phu c6 thé gay budn 6i,
6i mira, tiéu chdy, budn ngi, man dé da, suy thugng than, vi to nam gidi.

- Aminoglutethimid: lidu 250mg x 2-3 lan/ngay. Thudng phai phdi hop voi thude khac.

b. Thudc khac

Mifepriston (RU 486): thudc khang progestin ¢ tac dung d6i khang thu thé cortisol
Octreotide: co thé tac dung cho HC tiét ACTH lac ché.

Cabergoline, Bromocriptin: c6 tac dung it trong bénh Cushing.

6. Tién lwogng

Khong diéu tri, du hau ciia bénh nhan bi hoi chimg Cushing xau. Bénh nhan c6 thé tir
vong néu nguyén nhan gay hoi chimg Cushing 1a 4c tinh. Ngoai ra bénh nhén ciing c¢6
thé tr vong do céc bién ching cia tinh trang cudng cortisol nhu ting huyét ap, bién
chtrg tim mach, d6t qui, nhiém trung, thuyén tic mach huyét khoi.
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