HOI CHUNG CUSHING

PGS.TS. P6 Trung Quan

1. PAI CUONG:
Hoi ching Cushing 1a mot bénh noi tiét do r6i loan san xudt hormon vo tuyén thugng

than gay gia ting man tinh hormon glucocorticoid khong kim ham dugc. Nguyén nhéan th-
uong gap nhat trong lam sang nodi khoa 1a HC Cushing do thuéc. Cac nguyén nhan khac 1a do
roi loan chitc nang doi — yén, tuyén yén, bénh ly tuyén thugng than hoac do su tiét ACTH lac
ché. Bénh xudt hién sém nhung cdc dau hiéu 1am sang xuat hién kin ddo va muon. Bénh nhan
thudong khong dugc phat hién sém va diéu tri kip thoi nén dé lai nhitng hau quéa ning né vé
thé chat va tinh thin, gay ra nhiing bién chiing nguy hiém cho tinh mang nguoi bénh.

Biéu hién 1am sang cia roi loan chifc nang vo tuyén thuong than da duoc chi y tir
hon 100 nam nay do thay d6i hinh thé biéu hién rat dac biét: mat tron do, ram long, béo chl
yéu & mat, c8, nguc, bung, chan tay gdy yéu. Tir xa xa & Chau Au, nhiing ngudi mic bénh
nay dugc goi 1a nhitng nguoi ky la (curiosistes).

Nam 1890 Addison 1a ngudi dau tién dé cap dén mot khoi u tuyén thugng than phat
hién duoc khi mé tir thi mot bénh nhan nit. Nam 1890 thong bdo ti€p mot bénh nhan nit c6
triéu chiing béo bung, c6 nhiéu vét ran da do tim, ram long toan than, mé tir thi thdy tuyén
thuong than hai bén to bat thuong.

Nam 1898 Battin thong bio mot bénh nhan tlr vong, két qua mé tir thi thay mot khoi u
tuyén thuong than bén trdi. Nam 1900 Blacker bdo cdo mot bénh nhan cao huyét ap tu
vong do xudt huyét ndo. Phat hién khoi u tuyén thuong than khi mé ti thi.

Nam 1901 Liddle 1an dau tién bdo cdo mot bénh 4n mot bénh nhan nit c6 biéu hién
lam sang la tang can nhanh, mat kinh, c6 vét ran da, ram 16ng. M¢ tir thi thdy u tuyén thuong
than trai to va xuat huyét trong khoi u.

Nam 1911-1912 Glyn khi nghién ctu bénh én va két qua mé t& thi mot bénh nhan ni,
ong nhan thiy cé mai lién quan gitta khoi u tuyén thugng than va tuyén sinh duc dugce goi la
hoi ching sinh duc — thuong than.

Khi quan sit biéu hién 1am sang va két qua md tir thi nam 1912 Havey Cushing, lan
dau tién mo ta céc triéu chiing 1am sang va phat hién u cta té€ bao thuy trudc tuyén yén & mot
bénh nhan nt bi quéa san tuyén thuong than va tir d6 bénh nay mang tén 6ng: bénh Cushing
(Cushing’s disease).

Nam 1913 Sicard va Reilly 1a nhitng ngudi dau tién dé cap t6i nguyén nhan gay ra cic
biéu hién lam sang & bénh nhan bi HC Cushing 1a do trung ndo - yén va dé nghi c6 thé diéu

tri bang tia xa vao ving tuyén yén.



Nam 1915 Anderson bdao cdo mdt trudng hop qué san tuyén thuong than hai bén gay
mot s6 biéu hién 1am sang ctia hoi chiing sinh duc — thuong than 12 do u ctia thuy truée tuyén
yén.

Nam 1926 Werber va Parker 1a nhiing nguoi dau tién nhuom t€ bao khéi u tuyén yén
thu duoc khi mé tir thi va thdy t& bao khdi u tuyén yén wa kiém. Ong két luan: Khoi u t& bao -
wa kiém cua thiy trude tuyén yén gay ra bénh Cushing.

Nam nam sau, 1931 Teel bdo c4o mot bénh nhan ¢ biéu hién 1am sang bénh Cushing
¢6 u ctia t€ bao wa kiém thity trude tuyén yén.

Nam 1932 Harvey Cushing 14n du tién tap hop 14 bénh dn gom 12 nit va 2 nam, mo
ta ti mi c4c biéu hién 1am sang ctia bénh khi mé ti thi. Tir nim 1913-1932 thay 11 bénh nhan
¢6 khoi u cta t€ bao wa kiém thiy truGe tuyén yén, hai bénh nhan nghi ngd ¢6 khdéi u tuyén
yén va mot bénh nhan khong c6 khéi u. Ong két luan: u ciia t& bao ua kiém thiy trudc tuyén
yén 1a nguyén nhan gay bénh va dugc goi 1a bénh Cushing.

Nam 1936 Grand thay bénh nhan bi bénh Cushing c6 r6i loan Canxi va Photpho trong
madu va cho rang roi loan nay gay bénh ly vé xuong trong bénh Cushing.

Nam 1937 Bland nghién ctu 42 truong hgp bi bénh Cushing chi thdy khoang 50%
bénh nhan c6 u tuyén yén va mot s6 bénh nhan c6 u tuyén thuong thAn maot bén ma khong cé
u tuyén yén.

Nam 1937 - 1938 Lawrene cong b6 két qua nghién cttu 4 bénh nhan ¢6 biéu hién lam
sang bénh Cushing nhung khong c6 u tuyén yén, chi ¢6 khoi u tuyén thuong than don thuén.
Dé phan biét v6i bénh Cushing do u tuyén yén, ong goi l1a hoi ching Cushing. Tir d6 t6i nay,
thuat ngit ndy duoc sit dung dé chi nhitng bénh nhan c6 khéi u tuyén thugng than khong do
khoi u tuyén yén.

Nam 1949 Hubble cong bé mot trudng hgp c6 biéu hién 1am sang HC Cushing bi ung
thu tuyén tc. Ti€p sau d6 mot loat cac tac gia khac da néu cac truong hop tuong tu.

Thorene 1952, Kowatch 1957 néu lén nhiing réi loan hormon va HC Cushing bi ung
thu phéi va ung thu tuy. Nhitng trudng hop nay duoc goi 1a hoi chiing Cushing can ung thu
hay hdi ching ACTH ngoai sinh.

II- Nguyén nhan :

Nguyén nhan cia Bénh Cushing la tinh trang tang ti€t ACTH cta tuyén yén, day la
nguyén nhan hay gap nhat chi€m tir 70-80 % nguyén nhan cuong Cortisol & nguoi 16n.
(nguyén nhan clia bénh Cushing chii yéu 1a adenome tuyén yén t6i 90%, con lai ¢6 thé 1a qud
san tuy€n yén hodac roi loan chiic nang ving dudi doi).

Nguyén nhan cua hoi chiing Cushing la do cuong ti€t cortisol do khoi u thugng than (
10-15 % ) thuong la Adenome hoac Carcinome vo thugng than .

Hoi ching tiét ACTH ngoai sinh khong phai nguyén nhan tuyén yén gap khoang 5-
10%.



Hoi chiing qud san dang dam & thugng than hai bén rat hi€ém gap, chi khoang 1%.

Hoi ching Cushing & tré em thuong gap 1a ung thu thugng than, it gap hoi ching
ACTH ngoai sinh.

Dung kéo dai Corticotropin ¢ thé gay qua san thuong than, dung kéo dai san phidm
Corticoid gay biéu hién 1am sang hoi chiing Cushing kém theo hién tuong teo tuyén thugng
than hai bén, cdc biéu hién lam sang nay s& dan dan hét khi bo thudc.

Ung thu thuong than doi khi khong c6 biéu hién 1am sang ctia hoi chiing Cushing ma
lai ¢6 biéu hién tinh trang suy kiét nang.

Khoi u 4c tinh bén ngoai thugng than (ung thu ph€ quan t€ bao nho ...) doi khi tang
ti€t ACTH hodc CRF va gay ra hoi chiing Cushing dién hinh kém theo ha Kali va xam da .
Ngay nay céc tac gia khuyén nén goi tén theo nguyén nhan gay bénh.

1. Hoi ching Cushing khong phu thuoc ACTH tuyén yén:
- U t€ bao tuyén lanh tinh (adenoma).
- Ung thu vo tuyén thugng than (carcinoma).
2. Hoi chitng Cushing phu thuoc ACTH tuyén yén:
- U t€ bao va kiém cua thuy trudc tuyén yén.
- R&i loan chitc nang doi yén.

3. Hoi chitng ACTH hodc CRH ngoai sinh do : Ung thu phéi, tuyén tc, da day, ti
cung...

III- bénh sinh .
1. Bénh Cushing.

Su tang tiét ACTH xay ra timg dot ngiu nhién gay ra su tang tiét cortisol khong con
tuan theo nhip diéu trong ngay. 90% truong hgp bénh Cushing gay ra do adenom tuyén yén .
Thuong d6 1a nhitng khéi u nho ndm gon trong hd yén (dudng kinh < 1cm). Nhitng khoi u
16n xam 14n ra ngoai ho yén it gap hon. V€ ban chét, da s6 1a khoi u t€ bao wa kiém cua thuty
trude tuyén yén. Nhitng khoi u cla t€ bao ua kiém xuat hién & thily sau tuyén yén va mot s¢
khoi u t€ bao gidng thuy trung gian cling dugc bao céo.

Su ti€t ACTH khong thé tic ché dugc bdi nong do glucocorticoid sinh 1y; vi thé du
nong do glucocorticoid tang cao, ACTH van tiét ra da dén su tang ti€t glucocorticoid man
tinh, nong do ACTH cao ca ngay 1an dém, timg dot.

Ngoai ACTH c6 thé tang tiét b - LPH, b- endorphin tuy nhién néng do6 ACTH, b -
LPH khong du cao dé gay xam da. Su ti€t ACTH va cortisol khong tang thém khi c6 stress
nhu ha duong huyét, phau thuat, c6 I€ do cortisol tang cao tic ch€ viing ha khau ndo va giam
ti€t CRH, nén ha khau ndo khong kiém soat duogc viing tuyén yén nita. Nong do cortisol ting
cao ciing anh hudng dén su tiét TSH, GH, Gonadotropin, va giy ra nhiing su thay déi trén

toan than.



Trong bénh Cushing ciing c6 ca su tang ti€t androgen tir tuyén thuong than, DHEA,
DHEA- sulfat, androstenedion ciing tang, dugc chuyén thanh dihydrotestosteron & mo ngoai
vi. & phu nit s& gay ram long, mun tring cd, tat kinh. & nam gigi bi bénh Cushing cortisol
tang cao ¢ thé tc ché sy tiét LH 1am tinh hoan gidm tiét testosteron, gay bat luc, gidm
libido, du tuyén thugng than tang tiét androgen cling khong bu lai duoc.

Mot s6 truong hgp bénh Cushing do tang san toan bo tuyén yén hoac khong thay c6
su thay ddi ro rét vé gidi phiu bénh tai ving ha khau ndo tuyén yén. Doi khi c6 su tang tiét
CRH do u t&€ bao hach than kinh ving ha khau néo.

2. Hoi chiing tiét ACTH ngoai sinh (HC Cushing can ung thu ).

Do u khong thudc tuyén yén téng hop va tiét ra cdc chdt ACTH c6 dac tinh sinh hoc,
ciing c6 u tiét b - LPH, b -endorphin va cd ACTH khong ¢6 hoat tinh, c6 thé u tiét ACTH va
ti€t CRH hoat tinh khong rd. Mot s6 it u ti€t CRH lac chd. Céc u thudong gy tiét ACTH lac
chd 1a: carcinom t€ bao nho & phdi, u tuyén tic, rudt, tuy, budng tring.

Bai ti€t ACTH va cortisol trong truong hop nay thuong cao hon trong bénh Cushing
nhiéu va ciing lién tuc hon. Bai ti€t ACTH va glucocorticoid ciing khong tic ch€ dugc bang
cortisol du v6i liéu dugc 1y, ngoai trir mot so it trudng hop. Toc do san xuét, ndong do trong
huyét thanh va trong nudc tiéu 24 gid cha cortisol, androgen cla tuyén thugng than, va
D.O.C déu tang cao rd rét. Tuy nhién, cdc ddu hiéu dién hinh ctia HC. Cushing lai it gap vi
tang tiét cortisol xdy ra nhanh va bénh nhan kém an, ngoi ra con c6 céac biéu hién khic ctia
bénh 4c tinh. Triéu ching thuong gap la tang huyét ap, ha kali mau do D.O.C va tic dung
mineralocorticoid cua cortisol.

3. U tuyén thuong than.

U tuyén thugng than tang tiét cortisol tu phat, tuyén yén s€ bi tic ché va su ti€t ACTH
giam, do d6 phan tuyén thuong than binh thuong bén con lai s€ bi teo. Cac nghiém phdp gay
anh huong lén truc ha khau ndo tuyén yén nhu : e ché€ bang dexamethasone li€u cao hoac
metyparon déu khong gay dép ting gi trén u tuyén thuong than .

Adenom tuyén thugng than thuong 1a nhitng u nho (< 40 gam), chi tiét cortisol.

Carcinom tuyén thuong than thuong 1a nhitng khoi u 16n (> 100 g, kich thuée > 6 cm)
. Carcinom tuyén thugng than tiét nhiéu loai hormon tuyén thuong than va ca tién chat cla
no6. Cortisol, androgen tang thudng gap nhét, u ciing c6 thé tiét 11 deoxycortisol, aldosteron,
estrogen. Phu nit c6 thé ¢6 triéu chiing nam hod. Cao huyét 4p va giam kali mdu ciing thuong
gap. Doi khi céc u tuyén thuong than c6 thé xay ra sau tinh trang tang ti€t ACTH man tinh,
tang san dang hot tuyén thuong than hodc tiang san tuyén thuong than bam sinh.

IV Phan loai.
1. H¢ji chitng Cushing do thuoc.



La nguyén nhan thudng gap trén 1am sang do diéu tri qua liu va kéo dai cortisol hoac
céc steroid téng hop giong cortisol.

2. Hoi ching Cushing phu thuoc ACTH.

Do tang tiét kéo dai ACTH lam tang san vung bo, vung ludi vi thé cé tang tiét
cortisol, androgen va D.O.C (11 deoxycorticosteron).

- Bénh Cushing: Danh tlr nay dé chi hoi chitng Cushing do tuyén yén tang tiét ACTH.
Bénh chiém 2/3 truong hop HC Cushing khong phai do thudc, thudng gap & nit nhi€éu hon
nam (ty 1& 8/1), tudi trung binh khéi bénh tir 20-40 tudi. Tuy nhién bénh c6 thé dugc chin
dodn tir ldc tré dén 70 tubi.

- U khong thuoc tuyén yén (u tiét ACTH lac chd - HC Cushing can ung thu): do u hé
noi ti€t tang ti€t ACTH, rat hi€m gap u tang ti€t CRH. Nguyén nhan nay chi€ém 15% - 20%
HC Cushing tuy thuoc ACTH, thudng gap & nam nhiéu hon (ty 1 nit/nam = 1/3), tudi trung
binh khdi bénh tir 40 - 60 tudi, 50% trudng hop 1a do u t€ bao nhod & phédi. Tuy nhién chi ¢6
0,5% - 2% u t&€ bao nho & phéi ¢6 tiét ACTH lac chd. Céc u khdc ¢6 thé 1a u carcinom & phé
quan, tuyét tc, rudt, tuy, budng triing, t€ bao dao tuy, carcinom dang tuy tuyén gidp.

3. Hoi chiing Cushing khéng phu thuéc ACTH.

Do chinh tuyén thugng than tu phat tang ti€t glucocorticoid, do d6 s€ tc ché su tang
ti€t ACTH & tuyén yén. Chiém 10% HC Cushing, gip & nit nhiéu hon nam, adenom nhiéu
hon carcinom.

- Adenom tuyén thuong than.

- Carcinom tuyén thuong than.

- Tang san hot tuyén thuong than.

+ Tang san dang hot nhiém sic t6 nguyén phat c6 1& do céc globulin mién dich gan
vao cac thu thé ACTH, kich thich tuyén thuong than hoat dong.

+ Tang san dang hot kich thuGc 16n: ¢é nhiéu nhan 16n, duong kinh 3-6 cm & 2 bén
tuyén thugng than, khong tiy thuoc ACTH. Khong tim thay globulin mién dich.

+ Tang san dang hot tuy thudc thic an: mot s6 bénh nhan ting san dang hot kich
thudc 16n ¢6 thu thé véi polypeptid tic ché da day, ruot, GIP bat thudng nim & tuyén thugng
than . Khi an vo, kich thich su tiét GIP, chit nay sé& gin vao thu thé & tuyén thugng than ,
kich thich tuyén thugng than tang san va tang san xuat hormon.

V. Lam Sang va can lam sang.
1. Ldam sang.
Bi€u hién lam sang ctia HC Cushing phan 4nh tdc dung sinh hoc clia qud trinh tiét

hormon ctia vo tuyén thugng than gay dnh hudng rat nhiéu t6i té chic va hé théng co quan



clia co thé nhu: hinh thé, tam - than kinh, hanh vi, t6 chiic duéi da va té chiic m&, hé thong co
xuong...

- Thay déi hinh thé va béo 1a triéu chiing thudng gap nhit. Nguyén nhan la do su ting
ling dong m&. Pay 1a mot trong nhitng biéu hién sém nhat, thay & hau hét cdc bénh nhan va
dugc thé hién bang su ting can hoic khé duy tri can nang. Su phan bo cla t6 chiic md ciing
thay déi v6i su tang lugng md & mang bung, trung that, dusi da mat, ¢6. Su ting md & bung
dan dén triéu chiing béo trung tam (béo than). Su tang luong m& & mat (mat tron nhu mat
trang), trén xuong don (ddu hiéu cd 40), ho thai duong, gdy (c6 trau). Mot s6 nhod bénh nhan
khong ¢6 tang can tuy nhién mat van tron va md van ling dong & than minh nhiéu hon tay
chan, thuong gap & bénh nhan ung thu tuyén thugng than hoac HC Cushing cén ung thu .

- Nhitng thay d6i & da thuong gap I hién tuong do da va da mong. Nguyén nhan la do
teo 16p thuong bi va t6 chic dudi da két hop véi hién tuong gidn mach dudi da. Nhiing vét ran
da mau do tim rong tr 0,5 - 2 cm, sO ¢6 cam gidc 16m so v6i mat da binh thuong. Nhiing vét
ran nay thuong & bung, mong, dui, nép lan vi, ndch, kheo, d6i véi trudng hop ning c6 thé ran
da toan than. Pay l1a d4u hiéu dic trung ctia HC Cushing. Nguyén nhan 1a do mat t6 chic lién
két, soi chun, soi tao keo clia t6 chitc dudi da. Ngoai ra, do tdc dung tic ché mién dich cla
cortisol mdu ting cao 1am cdc vét thuong lau lanh, cdc vét mo doi khi hé miéng hoic bi
nhiém khudn, bénh nhan dé bi nhiém khudn da, niém mac, méng do nam.

- Ram long va nhiéu mun trimg cd do tang ti€t androgen. Triéu chiing nay xudt hién
chi yéu & nit. Long to moc nhiéu & mit, cling c6 thé & bung, nguc, vd, dui va téc cling ram
hon. Triéu chiing nam hoa chu yéu gap & carcinom tuyén thugng than .

- Tang huyét 4p ca t6i da va t6i thi€u. Cac bién ching tim, than, mat, nio do THA gép
phéan lam bénh nang thém va tang ty I¢ ti vong.

- R&i loan sinh duc do tang androgen & nit va tang cortisol & nam. Phu nit con hoat
dong sinh duc bi mat kinh hodc bi r6i loan kinh nguyét, vo sinh. Am vat to hi€ém gap. Nam
giGi thudng giam kha nang tinh duc, mot s6 1ong moc  thém, tinh hoan mém, vu to.

- R6i loan than kinh tam 1y: hdu hét bénh nhan déu c6 dé xic dong, thay doi cam xic,
chén nan, mat ng, lo ldng, giam tri nhé va su tap trung, thay doi su thém an . Nhiing thay
déi nay ty 1é véi miic do ting nong do cortisol trong mdu. Bénh nhan ciing c6 thé hung phan
hodac mot s@ it tram cam nang, r6i loan tam than, sang 1an, nghi ki ngudi xung quanh. C6
bénh nhan cé y dinh da tu sat.

- Yéu co teo co goc chi nhung co luc ngon chi van binh thuong. Nguyén nhan la do
tang qué trinh di hod, gidm qu4 trinh tdng hop protein va ha kali mdu. Y&u co duoc ddnh gid
t6t nhat bang nhitng cau hoi lién quan dén viéc st dung cdc co d6 trong hoat dong hang ngay

clia bénh nhan va mot s6 phuong phdp kiém tra co luc hitu ich khac.



- Loang xuong ciing 12 mat triéu chitng hay gap. Bénh nhan thuong bi dau xwong nhu
: cot song, xuong dai. C6 thé gily xuong ,bénh Iy & cot séng, xuong sudn, xuong ban chan.
C6 thé thdy hinh anh xep dot song trén phim XQ. Thudng ngudi tré bi loAng xuong phai nghi
dén HC Cushing.

- Soi dudng tiét niéu do tang thai canxi qua dudng tiéu. Doi khi c6 con dau quén than
dién hinh.

- i thdo dudng biéu hién bing bénh nhan tiéu nhiéu va khat nhiéu. Tuy nhién dai
thdo duong it gap va hi€ém khi c¢6 hon mé nhiém toan . R6i loan dung nap glucose thudng gap
hon.

Cdc triéu chitng thuong gdp ( D6 trung Quan .Nguyén thi phuong Thuy 2003 )

Mat tron do : 100 %
Mét moi , yéu co : 100%
Thay d6i hinh thé :96.7 %
Tang can :86.7 %
R&i loan tinh duc :83.3%
Ram long : 80 %
Vét ran da 1733 %
Tring cé :73.3 %
Teo co 166.7 %
Tang huyét ap : 60 %
R6i loan tam than 1533 %

2. Can lam sang.
2.1. Cdc xét nghiém ddc hiéu.
- Dinh lugng cortisol mau 8h va 20h:
Binh thuong cortisol mau 8h: 120 - 620 nmol/l.
20h: 90 - 460 nmol/l.

Xét nghiém chdn dodn xdc dinh cuong tiét cortisol:

- Ldy nuéc tiéu 24 gio dinh lugng cortisol tu do va creatinine: Cortisol tu do > 100ug/dl
hodc > 95mg/ mg creatinine.

- Cho uong Img dexamethasone lic 11 gio trura va ldy mau dinh lugng cortisol vao 8 gio
séng hom sau: chan doan khi Cortisol huyét > 5 pg/dl.

- Dinh lugng cortisol huyét 8 gio va 20 gio: cortisol tang va roi loan nhip tiét.
Trong HC Cushing c6 su ting tiét cortisol ca sang 1an chiéu dan t6i mat nhip ngay

dém .
- Dinh lugng cortisol tu do trong nudc tiéu 24h:
Binh thuong: 50 - 250 nmol trong 24h.



Tang trong HC Cushing.

- Dinh lugng 17 OHCS trong nudc tiéu 24h:
Binh thuong: 5,5 - 28 nmol trong 24h.
Tang trong HC Cushing.

- Dinh lugng Cetosteroid trong nuéc tiéu 24h:
Binh thuong: N&t: 14 - 52 nmol trong 24h.

Nam: 22 - 28 nmol trong 24h.

Tang trong HC Cushing.

Cdc nghiém phdp itic ché bang Dexamethasone duoc si dung dé tam sodt va chdn dodn
nguyén nhdan HC Cushing tir nam 1960 do Liddle dua ra.
+ Nghiém phdp tc ché biang Dexamethasone liéu thap trong 2 ngay.

Ngay thit 1 1ay nuéc tiéu 24h do 17 OHCS va mot mau cortisol mdu lic 8h. Ngay thit
2 va thtt 3 , cho bénh nhan uéng dexamethasone 0,5 mg mdi 6 gio. Ngay thit 4 14y nudc tiéu
24h do 17 OHCS.

Ddnh gid két qud: binh thuong tc ché duoc khi 17 OHCS ngay thir 4 giam hon so véi

ngay tht nhat it nhat 20%. Cortisol mau 8h < 5 pg/dl. Gap trong hoi ching gia Cushing do
thudc, nguoi béo, ngudi nghién rugu. Khong tc ché duge khi 17 OHCS va cortisol mau 8h
khong thay déi. Gap trong HC Cushing.
* Nghiém phdp irc ché bang 1mg dexamethasone qua dém.

Bénh nhan uong 1mg dexamethasone vao 23h, 8h sing hom sau do Cortisol mau va
do lugng cortisol tu do trong nuéc tiéu 24h.

Ddnh gid két qud:

* Cortisol mdu 8 gid sang > 5 g /dl va két hgp thém cortisol tu do trong nudc tiéu 24
gio tang thi ¢6 thé chan dodn 1a HC Cushing.

* Néu cortisol mau 8h giam < 3ug /dl duoc coi la binh thuong.
* Nghiém phdp iic ché bang dexamethanone liéu cao ( Liddle liéu cao ) : dé chin dodn céc
nguyén nhan cua HC Cushing, giita bénh Cushing va HC Cushing do tiét ACTH lac ché hay
u TTT. Bénh nhan uéng 2mg dexamethasone moi 6h trong 2 ngay tha 2 va thit 3 . Ly nudc
tiéu 24h ngay thi nhit va ngay thit 4 sau khi uéng thudc dé dinh luong 17 OHCS.

Ddnh gid két qud:

* Trong bénh Cushing lugng 17 OHCS trong nudc tiéu 24h ngay thit 4 gidm hon 50%
0 vdi trude khi uéng thuoc.

* Bénh nhan ¢6 u tuyén thugng than hodc u tiét ACTH lac chd khong giam tiét 17
OHCS trong nudic tiéu 24h & ngay thit 4 hoac chi gidm rat it.

* Nghiép phdp tic ché bdng dexamethasone liéu cao qua dém:



L&y méu dinh lugng Cortisol 8 gio sing va cho bénh nhan uéng 8mg dexamethasone vao 23h
dém. 8h sang hom sau do lai cortisol mau.

Ddnh gid két qud:

* Trong bénh Cushing cortisol mau giam hon 50% so véi truGe khi uéng thudc.

* U ti€t ACTH lac chd thi cortisol mdu khong giam nhiéu nhu truong hop trén.

* Truong hop u TTT tiét cortisol, su tiét tu phat nén khong thé tic ché dugc.
* Nghiém phdp kich thich bang CRH: bénh nhan duogc truyén tinh mach 100mg CRH. Tr-
udc va sau nghiém phap dinh lugng ACTH mau.

Ddnh gid két qud:

* ACTH tang gap trong bénh Cushing.

* ACTH khong tang gap trong HC ACTH ngoai sinh.
2.2. Cdc xét nghiém khong ddc hiéu.

- Cong thiic mdu: c6 thé ting hong cau va hemoglobin, hematocrit ting nhe. S6 lugng
bach cdu khong thay ddi, tuy nhién gidm nhe lympho bao va bach cau ua axit.

- Sinh hod: binh thudng trong da s trudng hop, tuy nhién kiém méu giam kali huyét
c6 thé duoc gap trong hoi ching ti€t ACTH lac chd hodc carcinom tuyén thugng than . Tang
duong huyét sau an thudng xay ra nhanh hon. Hiu hét bénh nhan déu c6 tinh trang r6i loan
dung nap glucose. Canxi mau binh thudng, c6 thé ting canxi niéu.

- Soi ddy mit, thi luc, thi trudng c6 thé thay déi do u tuyén yén chén ép vao giao thoa
thi gidc va do hau qua cua tang huyét ap .

- XQ: + Boéng tim ¢6 thé to do hau qua cta tang huyét 4p .

+ XQ xuong c6 thé xep dot song, gdy xuong suon.
+ XQ bung c6 thé thay sdi niéu.

- Dién tam do: c6 thé thay dau hiéu day that, thi€u mdu co tim, ha kali mdu.
2.3. Cdc phuong phdp tham do hinh thé tuyén noi tiét.

- XQ ho yén: binh thuong kich thuéc hé yén la 1 x 1,2 cm, mom yén  trudc va sau
ro nét. Bénh nhan u tuyén yén c6 hd yén rong va teo mém yén . Tuy nhién ty 1& nay 1a thap.

- Chup cét 16p vi tinh so ndo (CT Scanner) va chup cong hudng tir hat nhan so ndo
(MRI). Cac ky thuat nay cho phép do kich thudc u, tim su lan toa tir hd yén sang hai bén,
tang kha nang phat hién cac khoi u nho.

- Bom hoi sau phic mac la phuong phdp tham do chdy mdu cé dién c6 tdc dung phat
hién kh6i u tuyén thuong than va su di léch dai bé than do khéi u gay ra khi két hop vé6i chup
UIV.



- Siéu am tuyén thuong than thudng bi han ché do nhiéu hoi & ruot, da day, bénh
nhan béo bung, do6i véi khdi u nho hon 2cm rat khé phat hién. Tuy nhién day la mot phuong
phép an toan, dé ap dung.

- Chup CT Scanner tuyén thuong than gidp chin dodn chinh xdc khéi u thuong than
t6i 90% cac truong hop.

- MRI cho biét cau triic co ban clia tuyén thuong than va c6 thé phat hién sém tén th-
wong vo thuong than .

VI- CHAN POAN.
1. Chan do4an x4c dinh.
1.1. Lam sang: (Tiéu chudn Aron 1987) .

- Toan than: Thay ddi hinh thé, tang can, ting huyét ap.

- Da va t6 chuc lién quan: mat tron do, ran da, ram long, tring ca, tham tim da.

- Co xuong: yéu co, teo co, mét moi, loang xuong.

- Sinh duc: r6i loan kinh nguyét, mat kinh, am vat to.

- Tam than: trAm cam va thay déi nhan cich.

- Réi loan chuyén hoa: ddi thdo dudng, r6i loan dung nap glucose.

- Soi than.

1.2. Xét nghiém ddc hiéu.

- Dinh lugng cortisol mau: tang cao, mat nhip ngay dém. Day 1a yéu t6 quyét dinh
cho chén doén s6ém HC Cushing.

- Dinh lugng cortisol tu do trong nudc ti€u 24h: tang.

- 17 OHCS niéu: tang.

- Nghiém phap tic ché biang dexamethasone liéu thap: khong tic ché dugc.

2. Chén doan nguyén nhan.
2.1. HC Cushing do ding corticoid kéo dai: tién sit dung thudc.
2.2. Bénh Cushing.

- Ho yén rong (binh thuong 1 x 1,2 cm).

- Nghiém phép tic ché bang dexamethason li€u cao tc ché dugc.

- Chup CT phat hién qué san thugng than 2 bén.

- Lam sang va xét nghiém dac hi¢u phu hop.

2.3. Adenom thuong thdn.

- Lam sang va xét nghiém dién hinh.

- Tham do hinh thé tuyén thugng than phat hién khai u.

- Nghiém phap tic ché biang dexamethason liéu cao khong tic ché€ dugc.

- Ho yén binh thuong.
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2.4. Ung th thuong thdn.

- Lam sang dién bién nhanh va nang, dic biét ram 16ng va giy sit.
- Khéi u tuyén thuong than mot bén 16n (> 6¢cm).

- Phosphatase kiém tang.

- C6 di can.

- Ho yén binh thuong.

- Nghiém phap tic ché biang dexamethason liéu cao khong tic ché dugc.

2.5. Héi chirng ACTH ngoai sinh.

- C6 ung thu nguyén phat ngoai thuong than ( Gan , phéi , tlr cung ...)
- Dién bién lam sang nhanh nang, doi khi c6 xam da.
- Di can ung thu.

- Nghiém phéap tic ché€ biang dexamethason liéu cao kém dép tng.

3- chan doan phan biét:

Nghién rugu ciing c6 thé c6 tang cortisol huyét va ¢6 lam sang tuong tu nhu hoi ching
Cushing. Cortisol tu do nuéc tiéu binh thuong.

Béo phi: c6 vét ran da nhung cortisol tuw do nudc tiéu binh thudng.
Ho chiing gia Cushing do thudc steroids.
Mot s6 thudc: Phenytoin, phenobarbital, primidone.

Phu nit c6 thai.

VIL. Bién chimng :

Hoi chiing Cushing néu khong dugc diéu tri c6 thé bi nguy hiém dén tinh mang tham chi
tu vong.

C6 thé xudt hién bién chiing cla ting huyét 4p hodc do déi thao dudng.
Bién ching nhiém triing, nhiém nam.

Gay xuong, sap dot song ..

Khéi U tuyén yén 16n c6 thé gay gidm thi luc, mu, tang &p luc ndi so ..

Sam da do cét thuong than hai bén (hoi chiing Nelson).

VIIL PIEU TRI:

1- Bénh Cushing ( qua san thuong than hai bén do bénh 1y doi -yén ):

+ Ngoai khoa :

Phuong phéap phau thuat khéi u tuyén yén qua xuwong budm 1a t6i uu nhat. Sau phau thuat,
chiic niang tuyén yén s& phuc héi tr& lai, it dé lai di ching. Tuy nhién bai ti€t héc mon
CRF phuc héi cham hon, khoang 6-36 thing md&i c6 thé trd vé binh thudng. Do d6 can
phai diéu tri thay thé bang Hydrocortisone.

Cat thuong than hai bén toan phan hodc ban phan.
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+ Tia xa uyén yén : chi dinh trong bénh Cushing do u tuyén yén. thudong phai 06 thang sau
mdi ¢6 két qua diéu tri.

+ Noi khoa: bénh nhan khong c6 chi dinh phau thuat hoic tia xa c6 thé dp dung diéu tri bing
thuoc:

Ketoconazole (Nizorale) 200mg / 6 gio / 1an. dung thudc nay phéi kiém tra chiic nang gan
thudng xuyén.

Metyrapone : ngay 2g chia hai 1an, tang li€u diéu tri phu thuoc vao dép ing l1am sang.

2- Adenome thuong thdn : chi dinh phau thuat tuyét doi.

3- Ung thu thuong thdn:

Phéu thuat cit bo khai u va phaoi hop tia xa tri liéu.

OpDDD ( Mitotane ) : Ding 6-12 g / ngay, chd ¥ kiém tra chiic ning gan than.

4- Hoji chitng ACTH ngoai sinh: khoi u ti€t ACTH nén cét bo va phoi hop dléu tri noi khoa
bang Ketoconazole hodc Mitotane hodc phoi hop ca hai.

VIII TIEN LUONG:

Tién lugng tot d6i véi adenome thugng than sau khi phau thuat. Phai hét stic chd § ¢6 thé
xuét hién suy thuong than cap trong va sau phau thuat.

Bénh Cushing sau phau thuat tuyén yén, néi chung cho két qua tét, khoang 10-20 % cac
truong hop thét bai sau phau thuat va ngay ca cdc trudong hop tot sau phiu thuat van c6
khoang 15-20 % truong hop tai phat sau 10 nam.

Cit thugng than hoan toan hai bén s& dan t6i hoi chitng Nelson sau 5-15 nam.

Hoi ching ACTH ngoai sinh, tién Iuong phu thudc vao tinh trang di can cua khoi ung
thu.
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