HOI CHUNG CUSHING VA SUY THUQNG THAN DO THUOC
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MUC TIEU:

1. Trinh bay duoc cac biéu hién 1am sang, can lam sang va chan doan dugc hoi
chimg Cushing va suy thuong than do corticoid.

2. Pua ra dugc chi dinh diéu tri phu hop cho cac bénh nhan bi hoi ching
Cushing va suy thugng than do corticoid.

3. C6 thai do chu dao, tan tinh trong theo doi bénh nhan bi hoi ching Cushing va
suy thuong than do corticoid.
1. PAI CUONG

Hoi1 ching Cushing 1a mdt bénh noi1 tiét do rdi loan san xuat hormon vo thuong than
gay tdng man tinh hormon glucocorticoids khong kim ham dugec.

Bénh xuét hién sém nhung cac d4u hiéu 1am sang thuong kin ddo va mudn. Nguoi
bénh thuong khong duoc phat hién sdm va diéu tri kip thoi nén dé lai nhitng hau qua
nang né vé thé chat va tinh than, gy ra nhiing bién chiimg nguy hiém cho tinh mang
nguoi bénh.

Nguyén nhan thudng gip nhat trong 1am sang ndi khoa 13 hoi chtrng Cushing do
thudc. Cac nguyén nhan khac 13 do rdi loan chirc nang ving dudi, tuyén yén, bénh 1y
tuyén thuong than hoidc do sy tiét ACTH lac chd.

Nguyén nhan:
— Hoi ching Cushing khong phu thuéc ACTH tuyén yén:
+ U té bao tuyén lanh tinh (adenoma).
+ Ung thu vo tuyén thugng than (carcinoma).
— Ho6i chirg Cushing phu thudéc ACTH tuyén yén:
+ U té bao ua kiém ciia thiy trude tuyén yén.
+ R&i loan chtrc nang ving dudi doi.

— Ho1 chung ACTH hodc CRH ngoai sinh do: ung thu phéi, tuyén uc, da day, tir
cung...

- Hoi chimg Cushing do thudc: gip nhiéu nhat trong 1am sang.



2. PHAN LOAI
2.1. Hi chirng Cushing do thudc

La nguyén nhan thudng gip trén 1am sang do diéu trj lidu cao va kéo dai cortisol
hoic steroid tong hop giéng cortisol.

2.2. H¢i chung Cushing phu thugoc ACTH

Do tang tiét kéo dai ACTH 1am ting san ving bo, ving ludi, vi thé ¢ ting tiét
cortisol, androgen va D.0O.C (11 deoxycorticosteron).
2.3. Bénh Cushing

Danh tir nay dé chi hoi chtrng Cushing do tuyén yén tang tiét ACTH. Bénh chiém 2/3
truong hop hoi ching Cushing khéng phai do thudc, thuong gip o nit nhiéu hon nam (ty
1¢ 8/1), tudi trung binh khdi bénh tir 20 + 40 tudi.

2.4. U ngoai tuyén yén (u tiét ACTH lac chd - hoi chimg Cushing cin ung thu)

Do u & mdt s6 co quan c6 hoat tinh ndi tiét ting tiét ACTH, rat hiém gip u ting tiét
CRH.

2.5. Hi chirng Cushing khong phu thu¢e ACTH

Do chinh tuyén thuong thin tu phat tang tiét glucocorticoid, do d6 s& trc ché su ting
tiét ACTH ¢ tuyén yén. Chiém 10% hoi ching Cushing, giap & nit nhiéu hon nam,
adenom nhiéu hon carcinom.

2.6. Adenoma tuyén thwong than
2.7. Carcinoma tuyén thwong thin
2.8. Tiing san hot tuyén thwong than

— Tang san dang hot nhiém sac t6 nguyén phat c6 18 do cac globulin mién dich gan
vao cac thu thé ACTH, kich thich tuyén thuong than hoat dong.

— Tang san dang hot kich thudc 16n: ¢6 nhiéu nhan 16n, duong kinh 3 - 6cm & hai
bén tuyén thuong than.

— Tang san dang hot tuy thudc thirc n: mot s6 ngudi bénh ting san dang hot kich
thudc 16n c6 thu thé véi polypeptid trc ché da day, rudt, GIP bat thuong nam ¢ tuyén
thuong than.

3. LAM SANG VA CAN LAM SANG
3.1. Lam sang
— Thay d6i hinh thé va béo 1a triéu chimg thuong gip nhat. Nguyén nhan do sy tang

lang dong m&. Phan b t6 chitc m& ciing thay d6i véi sy ting m& ¢ mang bung (béo



trung tim/ béo than), trung that, dudi da mit (mit tron nhu mat tring), trén xwong don
(d4u hiéu c6 40), hé thai duong, cd, gay (co trau).

— Thay d6i ¢ da: thuong gip d6 da va da mong. Nguyén nhan do teo 16p thuong bi
va t6 chic dudi da, két hop gian mach dudi da. Nhiing vét ran da mau d6 tim, rong tu
0,5 -2 cm, s& ¢6 cam giac 1om so vdi mat da binh thuong, vi tri thudng ¢ bung, mong,
dui, nép lan v, nach, khoeo, truong hop ning co thé ran da toan than.

— Ram 16ng va nhiéu muyn trimg ca do ting tiét androgen. Triéu chimg nay xuét hién
chu yéu ¢ ntr. Long to moc nhiéu & mat, cling c6 thé & bung, nguc, vu, dui, toéc cling ram
hon.

— Tang huyét ap ca t6i da va tdi thiéu.

— Réi loan sinh duc do tang androgen ¢ nit va tang cortisol & nam. Phu nit con hoat
dong sinh duc bi mét kinh hodc bi r6i loan kinh nguyét, vo sinh. Am vat to hiém gap,
nam gio1 thuong gidm kha nang tinh dyc.

— R&i loan than kinh tam 1y: hau hét ngudi bénh déu cé dé xuc dong, thay doi cam
xtic, chan nan, mat ngu, lo léng, gidm tri nh¢ va sy tap trung.

— Yéu co teo co gdc chi nhung co Iyc ngon chi van binh thuong. Nguyén nhan 1a do
tang qua trinh di hod, giam qua trinh tong hop protein va ha kali mau.

— Lodng xuong ciing hay gip. Ngudi bénh thuong bi dau xwong nhu cot song,
xuong dai. C6 thé gdy xuong bénh 1y & ¢t séng, xuong suon, xwong ban chan.

— S6i duong tiét niéu do tang thai calci qua duong tiéu. Doi khi ¢6 con dau quin
than dién hinh. Pai thdo dudng ciing c6 thé xay ra.

3.2. Cin lam sang
3.2.1. Cac xét nghiém dac hiéu

Dinh lugng cortisol méau 8 gid va 20 gio: binh thuong cortisol mau 8 gio: 120 — 620
nmol/L; 20 gio: 90 — 460 nmol/L.

— Xét nghiém chan doan xac dinh cudng tiét cortisol:

+ Léy nude tiéu 24 gi0, dinh lugng cortisol tu do va creatinine: cortisol tu do >
100 pg/dL hodc > 95 mg/mg creatinin.
+ Cho udng 1mg dexamethason ltc 11 gio trwa va ldy mau dinh lugng cortisol

vao luc 8 gid sang hom sau: chan doan khi cortisol huyét > 5 pg/dL.



Dinh lugng cortisol mau 8 gid va 20 gid: cortisol tang va rdi loan nhip tiét. Trong
hoi chimg Cushing c6 sy tang tiét cortisol ca sang 1an chiéu dan toi mat nhip ngay dém.
Dinh luong cortisol ty do trong nudc tiéu 24 gid (binh thudng: 50 — 250 nmol
trong 24 gio).
Dinh luong 17-OHCS trong nudc tiéu 24 gio (binh thudng: 5,5 — 28 nmol trong
24 gid).
Dinh luong cetosteroid trong nudce tiéu 24 gid: Binh thuong: Nit: 14 — 52
nmol/24h ; Nam: 22 — 28 nmol/24h.
Cdc nghigm phdp irc ché bang dexamethasone duwoc sir dung dé tam sodt va chin
doan nguyén nhdan hgi chirng Cushing:
— Nghiém phap trc ché bang dexamethasone liéu thap trong hai ngay.
+ Ngay thir nhat, 1dy nudc tiéu 24 gid do 17-OHCS va mot mau cortisol mau luc
8 gid. Ngay tht hai va thit ba, cho ngudi bénh uéng dexamethasone 0,5 mg mdi 6 gio.
Ngay thtr 4 1ay nudc tiéu 24 gio do 17-OHCS.
+ Panh gia két qua:
* Binh thudng wrc ché dugc khi 17-OHCS ngay tha tu giam hon so véi ngay thir nhat it
nhat 20%. Cortisol méau 8 gio < 5 pg/dL. Gap trong hoi ching gia Cushing do thude,
nguoi béo, ngudi nghién rugu.
* Khong trc ché dugc khi 17-OHCS va cortisol mau lac 8 gid khong thay d6i. Gap trong
hoi chimg Cushing.
— Nghiém phap trc ché bang 1mg dexamethasone qua dém.
+ Nguoi bénh uéng 1mg dexamethasone vao 23 gio, 8 gid sang hom sau do
cortisol mau va do luong cortisol tu do trong nudc tiéu 24 gio.
+ Panh gia két qua:
* Cortisol mau 8 gio sang > 5 pg/dL va két hop thém cortisol ty do trong nudc tiéu 24
gio tang thi c6 thé chan doan 1a hoi chimg Cushing.
* Néu cortisol mau 8 gior giam < 3 pg/dL dugc coi 1a binh thuong.
— Nghiém phap trc ché bang dexamethasone liéu cao:
Pé chan doan cac nguyén nhan ctia hoi chimng Cushing, gitta bénh Cushing va hoi ching
Cushing do tiét ACTH lac chd hay u tuyén thuong than.
+ Nguoi bénh uéng 2mg dexamethasone mdi 6 gio trong hai ngay thir hai va thi ba, liy
nuéc tiéu 24 gio ngdy thir nhat va ngay thr tu dé dinh luong 17-OHCS.



+ Panh gia két qua:
* Trong bénh Cushing, luong 17-OHCS trong nudc tiéu 24 gid ngay thir tu giam
hon 50 % so véi trudce khi ubng thude.
* Nguoi bénh cou tuyén thuong than hoac u tiét ACTH lac chd, khong giam tiét 17-
OHCS trong nudc tiéu 24 gid ¢ ngay tha tu hodc chi giam rat it.
— Nghiém phap trc ché bang dexamethasone liéu cao qua dém:
+ Lay mau dinh luong cortisol 8 gio sang va cho ngudi bénh uéng 8 mg dexamethasone
vao 23 gio dém, 8 gio sang hom sau do lai cortisol mau.
+ Panh gia két qua:
* Bénh Cushing: cortisol mau giam hon 50% so véi trude khi udng thude.
* U tiét ACTH lac chd: cortisol mau khong giam nhiéu nhu trudng hop trén.
* Truong hop u tuyén thuong than tiét cortisol, su tiét tu phat nén khong thé e
ché duoc.

— Nghiém phap kich thich bang CRH:

+ Nguoi bénh duge truyén tinh mach 100 mg CRH, trudc va sau nghiém phép, dinh
lugng ACTH mau.

+ Panh gia két qua:

* ACTH tang géap trong bénh Cushing.

* ACTH khong tang gdp trong hoi chimg ACTH ngoai sinh.

3.2.2. Cac xét nghiém khong ddc hiéu

— Cong thirc mau: co thé ting hdng cau va hemoglobin, hematocrit ting nhe.

— Sinh hoa: binh thudng trong da sé trudng hop. Tiang dudng huyét sau an thudng
xay ra nhanh hon, hau hét ngudi bénh déu c6 tinh trang rdi loan dung nap glucose. Calci
méu binh thudng, c6 thé tang calci niéu.

— Soi day mat: thi luc, thi truong c6 thé thay doi do u tuyén yén chén ép vao giao
thoa thi giac va do hau qua cua ting huyét ap.

— X-quang: béng tim c6 thé to do hau qua cua ting huyét ap, c6 thé xep dt sdng,
gy xuong suon, X-quang bung co thé thiy soi tiét niéu.

— Dién tim d6: c6 thé thay dau hiéu day that, thiéu mau co tim, ha kali mau.

3.2.3. Cdc phwong phdp thim do hinh thé tuyén noi tiét
— X quang h6 yén: binh thudng kich thudc hé yén 1a 1,0 X 1,2 cm; mom yén trude



va sau rd nét. Ngudi bénh u tuyén yén c6 hd yén rong va teo mom yén.

— Chup cit 16p vi tinh so ndo (CT scanner, MRI).

— MRI tuyén thuong than c6 thé phat hién sém ton thuong vo thuong than.

— Bom hoi sau phuc mac, si€éu am tuyén thuong than.

4. CHAN POAN
4.1. Chén doan xac dinh

— Toan than: thay ddi hinh thé, ting cén, ting huyét ap.

— Da va td chtc lién quan: mat tron dod, ran da, ram 16ng, tring c4, tham tim da.

— Co xuong: yéu co, teo co, mét moi, lodng xwong.

— Sinh duc: rdi loan kinh nguyet, mat kinh, Am VAt to.

— TAm than: trAm cam va thay d6i nhan cach.

— R&i loan chuyén hoa: dai thao duong, réi loan dung nap glucose.

— So1 than.

Xét nghiém dac hiéu:
— Pinh luong cortisol mau: ting cao, mat nhip ngay dém. Pay 1a yéu té quyét dinh
cho chan doan sém hoi ching Cushing.

— Pinh luong cortisol tu do trong nudc tiéu 24 gio: ting

— 17-OHCS ni¢u: tang

— Nghiém phap trc ché bang dexamethasone liéu thap: khong tc ché duoc.

4.2. Chan doan nguyén nhan

— Hoi chiig Cushing do ding corticoid kéo dai: tién st dung thude.

— Bénh Cushing: hd yén rong. Nghiém phap tic ché bang dexamethasone liéu cao trc
ché dugc. Chup CT phat hién qua san thugng than hai bén. Lam sang va xét nghiém dac
hiéu phu hop.

— Adenoma thuong than: 1dm sang va xét nghiém dién hinh. Tham do hinh thé tuyén
thuong than phat hién khdi u. Nghiém phap tc ché bang dexamethason liéu cao khong
trc ché duoc. Hb yén binh thuong.

— Ung thu thuong than: 1am sang dién bién nhanh va ning, dic biét ram 16ng may,
gay sut. Khoi u tuyén thugng than mot bén 16n (> 6¢cm). Phosphatase kiém tang. C6 di
can. H6 yén binh thudng. Nghiém phap trc ché bang dexamethason liéu cao khong trc
ché duge.



— Hoi chiing ACTH ngoai sinh: cé ung thu nguyén phét ngoai thugng than (gan,
phoéi, tir cung...). Dién bién 1am sang nhanh ning, doi khi c6 xam da. Di cin ung thu:
Nghiém phap tc ché bing dexamethason liéu cao kém dap mg.

4.3. Chéan doan phan biét

— Nghién rugu cling c6 thé c6 ting cortisol huyét va c6 1am sang twong tu nhu hoi
chtng Cushing. Cortisol tu do nudc tiéu binh thudng.

— Béo phi: ¢6 vét ran da nhung cortisol tur do nudc tiéu binh thuong.

— Hoi chimg gia Cushing do thudc. M6t s6 thude: Phenytoin, phenobarbital,
primidone.

— Phu nit ¢6 thai.

5. PIEU TRI
5.1. Bénh Cushing (qua san thuong than hai bén do bénh 1y ving dudi doi - tuyén yén)
5.1.1. Ngoai khoa
— Phuong phép phau thuat khéi u tuyén yén qua xuong budm 4 t6i wu nhat. Can
phai diéu trj thay thé bang hydrocortison.
5.1.2. Tia xa tuyén yén
Chi dinh trong bénh Cushing do u tuyén yén.
5.1.3. Ngi khoa
Nguoi bénh khong c6 chi dinh ph?lu thuét hodc tia xa c6 thé ap dung diéu tri bﬁng
thudc:
— Ketoconazol (Nizorale) 200mg / 6gid/ 1an, dung thubc nay phai kiém tra chirc ning
gan thuong xuyén.
— Metyrapon: ngdy 2g chia 2 lan, ting liéu diéu tri phu thudc vao dap tmg lam sang.
— Aminoglutethimiad: 25mg, ngay udng 2 — 3 lan.
— Mt sb thude khac: mifepriston, octreotid, etomidat. ..
— Piéu tri cac bénh phdi hop néu co, nang cao thé trang. ..
5.2. Adenoma thwgng than
Chi dinh phiu thuat tuyét doi.
5.3. Ung thu thugng than
— Phau thuat cit bo khdi u va phdi hop tia xa tri liéu.
— OpDD (Mitotan): diing 6 —12g/ngay, chii y kiém tra chirc ning gan than.



5.4. Hoi chimg ACTH ngoai sinh
Khéi u tiét ACTH nén cit bo va phdi hop diéu tri ndi khoa bang ketoconazol hoic
mitotan hodc phdi hop ca hai.
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