BAN LUAN NHAN TRUONG HOP LAM SANG HOI CHUNG
CUSHING DO SU DUNG CORTICOID HIT - TAC DUNG PHU
TOAN THAN VA TUONG TAC THUOC CUA CAC THUOC
CORTICOID HIT

ThS BSCKII Tran Thi T6 Quyén
Giang vién bo mon Noi Bai hoc Y khoa Pham Ngoc Thach

SUMMARY

Three clinical cases illustrate the possibility of treatment-induced Cushing's syndrome and drug
interactions with persistent inhaled corticosteroids.

During 1971-2017 , 24 cases were reported in Australia of Cushing due to inhaled
corticosteroids [1]. Most of these cases were associated with the concomitant use of inhaled
corticosteroids and itraconazole and ritonavir.

Inhaler corticoids through the mouth or nose are widely used to treat a number of respiratory
diseases such as allergic rhinitis, bronchial asthma, chronic obstructive pulmonary disease, etc...

Most clinicians believe that the main advantage of inhaled agents is only significant drug
deposition to the lung site of action with minimal systemic effects. But in fact, these products can
be absorbed through the respiratory and gastrointestinal mucosa, undergo hepatic metabolism via
cytochrome (CYP) 450 isoenzymes, can interact with some oral or injectable drugs causing
systemic side effects. Therefore, the use of these drug groups should be carefully guided to the
patient to avoid side effects, adverse drug interactions, cannot give the patient freedom to use
without the supervision and guidance of medical staff.

TOM TAT NQI DUNG

Ba trudng hop 1am sang minh hoa kha ning mac hdi chiang Cushing do diéu tri va do twong tac
thudc vai corticosteroid dang hit kéo dai.

Trong giai doan 1971-2017 c6 24 truong hop da duoc béo céo tai Uc Cushing do hit Corticoid
[1]. Hau hét c4c truong hop nay lién quan dén viéc sir dung dong thoi corticoid hit va
itraconazole va ritonavir



Corticoid hit qua dwdng miéng hay miii duoc sir dung rong rai dé diéu tri mot s6 cac bénh ly
trén cac bénh duong hé hap khac nhau nhu viém miii di tng, hen phé quan, bénh phdi tic nghén
man tinh, xo nang phdi v.v...

Hau hét cac bac si 1am sang tin rang wu diém chinh cua céac thudc hit chi la su lang dong thude
dang ké dén vi tri tac dung ¢ phdi vai tac dung toan than téi thiéu. Nhung trén thuc té, cac san
pham nay c6 thé hap thu qua niém mac duong hé hap va tiéu hda, trai qua qua trinh chuyén hoa
& gan théng qua céc isoenzym cytochrom (CYP) 450, c6 thé twong tac voi mot sé thude udng
hoac thudc tiém gay ra cac tac dung phu toan than. Do d6 viéc st dung céc nhom thude nay can
than trong huéng dan ky cang cho bénh nhan dé tranh cac tac dung phu, cac tuong tac thudc bat
lgi, khdng thé trao quyén ty do cho bénh nhan st dung ma khong cé su theo ddi va huéng dan
cua nhan vién y té

NOI DUNG
1. CA LAM SANG

Ca lam sang 1 : Bénh nhan nam 50 tudi, nghé nghiép kinh doanh, nha & Quang Ninh, bi viém miii
di wng, nghet miii dai dang, tu ra pharmacy mua thuc udng va thudc xit miii bao gém: Cetirizine,
Rhinocort (Budesomde) va Coldi B (Ox1methazohne) thong thu:ong bénh nhan ubng thudc
cetirizine vai ngay roi ngung va ty xit thuéc Rhinocort va Coldi B mdi khi nghet miii va hat hoi
tly y thich 4-5 nhat/ ngay, gan nhu lién tuc trong vong 5 nam. Trudc ddy 1 ndm bénh nhan cam
thiy trong ngudi rat mét moi, khéng muén lam gi, thdy mat minh c6 vé d6 va nang nhu udng bia,
bénh nhan di kham rét nhiéu bénh vién nhung khong phat hién ra minh bj gi, sau ciing bénh nhan
duoc tiép xdc voi ching toi qua zalo va vao Bach Mai kiém tra Cortisol mau 8h sang voi gia tri
rat thap 0.05 pg/dL (gié tri binh thudng : 5,0- 25,0 pg/dL ). Bénh nhan duoc chan doan suy thuong
than man do str dung corticoid hit, nhap vién sau khi lam test vai Synarthen (tetracosactide). Bénh
nhan duoc ngung tat ca thudc xit va duoc diéu tri bo sung corticoid sau 2 ndm thi phuc hdi hoan
toan.

Ca lam sang 2: Mot bé trai 5 tudi, song tai Ha Noi c6 tién cin gia dinh me bi hen phé quan, tir Iic
nho dudi 1 tudi bé da co nhimg dot kho khé duoc chan doan 1a viém phé quan, sau d6 16n hon dén
3 tudi bé co rat nhiéu dot ho s6 mili nhung khong sbt trong nam va mdi lan khdam bénh bé duoc
diéu tri khang sinh, corticoid udng trong 5-7 ngay va lan diéu tri gan ddy nhét hon 1 nim bé duoc
st dung thém fluticasone propionate va mometasone xit miii, tir 6 me bé tu cho bé céc thudce xit
corticoid nhu trén thi cam thay cac triéu ching ho s6 miii giam ma khong can kham lai bac si, sau
d6 khoang 1 thang tro lai gan day me quan sét thiy bé co vé ting can nhanh, da dé do tng, khi
kham bac si tai bénh vién tai miii hong trung wong, bé dugc chan doan Cushing do thudc (Thong
tin hoi thao Avamys 05.2023 tai TPHCM)

Ca lam sang 3: Mot ngudi dan 6ng 65 tudi, séng tai Uc, co tién st bénh phdi tic nghén man tinh
lién quan dén hit thude duge diéu tri bang fluticasone furoate/vilanterol dang hit trong vong 2
nidm bénh dn dinh. Sau d6 bénh nhan phat hién minh bi nhiém HIV va bit dau diéu tri véi
ritonavir thiy dung nap ciing t6t . Nam thang sau, bénh nhan cam thiy mét moi, tam trang thay



d6i, mat sung hiip, budu trau phat trién va tang can. Teo co gbc chi duoc ghi nhan, khi kiém tra
ndng do cortisol huyét thanh muc cortisol thap vao budi sang 1a 37 nmol/L (khoang tham chiéu
150-520 nmol/L) [2]

2. BAN LUAN CA LAM SANG

Trudc hét chiing ta c6 thé khéi quat c6 2 so do chuyén hoa céc thude corticoid duong xit miii va
duong hit nhu sau [19]:
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So @6 2: Chuyén hoa céc thudc hit qua miéng trong co thé

Trong ca |am sang 1 : Bénh nhéan khi duoc hit qua miii cac nhom thudc corticoid s& ¢ su ling
dong & niém mac hd hap, tiéu hoa trude khi ching c6 tac dong tai chd, ddi véi cac thude hit qua
duong mili kha ning ling dong tai niém mac mili c6 thé dao dong tir 30-50% [3,4]. Mdi ngay bénh
nhan st dung 4-6 nhat Rhinocort (mdi nhat twong duong 64mcg Budesonide) cho hai bén mii,
twrong duong vai liéu trung binh khoang 320mcg = 0.32mg budesonide mdi ngay [5]

Corticoid xit miii (INC) 1a phuong phap diéu tri chinh ¢ bénh nhan viém miii di ang va viém
xoang mili man tinh [6, 7]. Cac INC c6 san dé diéu tri viém miii di (img tir nam 1974. INC
thudng duoc st dung dé kiém soat viém miii di tng bao gém: beclomethasone dipropionate,
budesonide, ciclesonide, fluticasone furoate, fluticasone propionate, mometasone furoate va
triamcinolone acetonide [8]. Hiéu qua 1am sang cua INC la do tac dung chéng viém [9]. St dung
INC s& lam giam kich thudc polyp ciing nhu cac triéu chitng ¢ miii, bao gdm nghet miii, hit hoi,
chay nudc mili, mat khitu giac va chay nuéc miii sau & bénh nhan viém xoang mili man tinh c6
polyp miii [10], chinh vi kha ning giam céc triéu chang hiéu qua va thudc dé dang si dung nén
ca bénh nhan va bac si déu khong quan tdm dén tinh an toan lau dai mac du chi sir dung liéu thap
maoi ngay.

Thudce hit corticoid cé thé duoc chia thanh cac ché phiam thé hé thir nhat va thir hai. Céc tac nhan
thé hé thir hai duoc wa thich hon vi chung c6 hiéu qua nhu nhau nhung vé mat ly thuyét cé nguy
co tac dung toan than thip hon do sinh kha dung (dudng xit hong va xit miii) thap hon rd rét so
Vi c4c tac nhan thé hé tha nhat [11-13]:



o Thé hé thu nhat — Beclomethasone, triamcinolone va budesonide cé sinh kha dung 10% -50% do
tan dé trong nude do d6 thude dugce dé vao mau va dé co tac dung toan than

eThé hé tha hai — Fluticasone propionate (<2%), mometasone furoate (<0,1%), ciclesonide
(<0,1%) va fluticasone furoate (<1 %) 1a nhém thudc tan trong ma c6 sinh kha dung thap do d6 it
Vao mau gay tac dung toan than hon

Thudc hit corticoid ¢ tinh sinh kha dung cang I6n va tan trong nuéc s& ¢6 tac dung toan than tiém
an khi str dung lau dai gay ra hoi ching Cushing do thudc

Trong trudng hop ca 1am sang thé 2: bénh nhan 1a tré em thi con can chi y thém kha ning
hap thu toan than caa thudc corticoid hit, ngoai tac dung Ién truc dudi doi-tuyén yén gay hoi chiang
Cushing do thudc, thi can luu ¥ thém anh huéng toi sy ting truong caa tré. Trong mot nghién ciu
RCT di cho thay téc d6 ting truong cd thé giam -0,27 cm/nam (KTC 95% -0,48 dén -0,06 cm/nim)
trén 474 tré nhém tré trudc tudi day thi, ngau nhién dung fluticasone furoate, mic du day 1a INS
thé hé 2 so véi gia dugc trong 52 tuan dé diéu tri viém mii di tng dai dang [14]. Su ting truong &
tré em nén duoc theo ddi khi ké don bat ky loai thuéc ndo c6 chira corticoid, dac biét néu ding
thém céc loai thudc hit hay bdi corticoid, chang han nhu thudc hit cho bénh hen hoac corticoid tai
chd cho bénh viém da di ung [15, 16].

Mbi quan tam véi viéc sir dung lau dai corticoid gay tac dung toan than bao gom wc ché tuyén
thuong than, cham phét trién & tré em da c6 thé xay ra & ca 1am sang 2 va cd thé giam ca mat do
khoéng caa xwong. Véi thude corticoid xit miii, nguy co xay ra cac bién chung lau dai nay
thudng it do st dung liéu luong twong ddi thip nhung khong phai 13 khong c6, nhung viéc két
hop cuing Itc corticoid xit miii va xit hong s& gia tang hon gp boi tac dung phu toan than ké trén.

Hoi chang Cushing do thubc hoan toan khong thé nham 1an vé mit 1am sang. Nhung trong
nhitng trudng hop nhe va sém, biéu hién 1am sang rat rong va c6 thé 1a mot thach thic trong
chan doan. Khong c6 dic diém 1am sang nao cua hoi ching Cushing 1a dic trung va nhiéu dic
diém khong dac hiéu, lam ting thém thach thuc chan doan. Dac diém phé bién nhat caa hoi
chung Cushing 1a béo phi trung tim (hudng tam) tién trién, thuong lién quan dén mit, co, than,
bung. M& tich tu & mé va hdm thai dwong dan dén khudn mat "mat tring", & sau c6 dan dén
"budu trau" hoic dém md lung-co va cac dém md ciing phi dai lap day hé trén xuong don.
Nhung trong céc truong hop nhi khoa, du thira glucocorticoid cé thé dan dén béo phi toan than.

Trong ca lam sang thir 3: ngoai viéc sir dung corticoid hit fluticasone/vilaterol hit dé diéu tri
COPD bénh nhan con str dung thém ritonavir la chat tc ché manh enzym CYP 450-3A4, c6 thé
lam tang liéu corticoid mot cach hiéu qua va dan dén tc ché tuyén thuong than dang ké vé mit
1am sang [17]. Mic du khong rd két qua bat loi ndy xay ra thuong xuyén nhu thé ndo, viéc bénh
nhan dang diéu tri bang ritonavir, thuéc chéng nam azole hoic cac chat wc ché manh khac cua
CYP3A4 khi dang dugc diéu tri corticoid hit nén canh giac véi cac dau hiéu va triéu chung cua
hoi chiing Cushing.

Cytochrome P450 (CYP450) la mot h¢ thdng gom hon 50 loai enzyme khac nhau ciia nhom
monooxygenase, trong 6 c6 CYP 3A4, CYP 2D6... Cytochrome P450 c6 chi yéu & tim, gan, phoi
va than nhung nhiéu nhit & gan. Pay 1a nhom enzyme chinh tham gia vao qua trinh chuyén hda



thudc & giai doan dau, cho phép gan c6 thém thoi gian dé giai doc trudc khi thude vo dén hé tuan
hoan

Hau hét cac san pham ICS 1a co chat caa CYP 450. Tuong tac thudc dang ké da duoc bao céo voéi
budesonide, fluticasone va mometasone [18]. N&i chung nén than trong khi sir dung céc tac nhan
ICS nay dong thoi véi cac chat tc ché CYP 450 - 3A4 da biét tir 1au. Str dung dong thoi cac chat
ic ché CYP 3A4 da biét (ketoconazole, itraconazole, clarithromycin, erythromycin, ritonavir,
atazanavir, indinavir, nelfinavir, saquinavir, telithromycin) c6 thé ic ché qua trinh chuyén héa va
tang phoi nhiém toan than vai budesonide, fluticasone va mometasone.

Nguy co tiém an cua ic ché CYP 3A4 trong qué trinh diéu tri véi ICS bao gom tang dudng huyét,
hoi chting Cushing, wrc ché tuyén thuong than, ting can, lodng xwong va tich tu steroid [18]

Khéng c6 gi dang ngac nhién, mot s6 nhdm bénh nhan nhat dinh c¢6 thé & mac nhiéu rai ro hon
cho twong tac nay khi duoc cung cap ICS. Bénh nhan nhiém HIV c¢d thé dugc dung dong thoi tc
ché protease (ritonavir, atazanavir, darunavir, fosamprenavir, saquinavir, indinavir, nelfinavir,
tipranavir), d6 1a chat ¢ ché manh caa CYP 3A4[18]. Mot quan thé khac véi su gia ting nguy co
doc tinh 1 bénh nhan dung kéo dai, ddng thoi diéu tri bang thudc chdng nim azole [18]. Céc thubc
chéng ndm lién quan dén azole phd bién nhit (fluconazole, itraconazole, voriconazole,
posaconazole, isavuconazole) déu thé hién kha niang ¢ ché CYP 3A4. Cho dén nay, c6 hon 60
truong hop bao céo vé tuong tac thudc vai ICS (& ca tré em va ngudi 16n) do két hop ICS véi chit
{rc ché CYP 450 nhu nhu mét chat tc ché protease hoic chat chéng nam [18].

Bang dudi day co thé tom tat mot sb cac nhom thude co thé lam ting ndng do corticoid trong huyét
thanh cua corticoid [19]:

Thudc 1am thay d6i nong dé Glucocorticoid trong huyét twong

A. Chét gay cam tng Cytochrom P450: Giam mirc d6 nong do corticoid trong huyét thanh

1. Thubc chéng dong kinh: Barbiturate, Carbamazepine, Phenytoin
2. Khang sinh Rifampycin

B. Chat gy trc ché Cytochrom P450: Tang muc do ndng d6 corticoid trong huyét thanh

1. Chéat c ché chat tc ché CYP 3A4 phu thudc cytochrom P450

- Khéng sinh: Macrolide

- Khéng nim: Fluconazole, Itraconazole, Ketoconazole, Voriconazole
- Thubc chdng loan nhip: Amiodarone, Lidocain

- Thudc chen kénh Canxi: Diltiazem, Verapamil

- Thudc diéu tri HIV: Ritonavir, Indinavir

- Thubc tc ché HMG CoA Reductase: Atorvastatin

2. Chat tc ché chat tc ché CYP 2D6 phu thudc cytochrom P450




- Thudc chdng tram cam, loan than: Amitryptiline, Haloperidol, Resperidone, Clozapine,
Fluoxetine
- Thudc tim mach: Flecainide, Propafenone, Carvedilol, Metoprolol

3. PHAN KET LUAN

Khi tich lity thudc hit corticoid di liéu thap mdi ngay nhung kéo dai da dan dén hoi chimg Cushing.
Ngoai ra thudc hit corticoid ¢ nhiéu kha ning tuong tac thue duoc ghi nhan trong tai liéu bén
ngoai thong tin ké toa 1a ICS. Céc tac dung phu hodc doc tinh tiém an c6 thé xay ra khi cac san
pham ICS duoc két hop véi chat tc ché protease hoic chat chong nam. Dé tdi wu hoa két qua 1am
sang, bac si nén c6 kién thirc day di vé tat ca cac loai thuc bénh nhan c6 thé dang dung. Nhu véi
bat ky san phiam nao khac, viéc xac dinh, phong ngira va giai quyét cac twong tac thube vai thude
hit 1a trach nhiém cuaa nhiéu chuyén khoa [20]. Tét ca nhiing nguoi ké don nén xem xét va giai
thich cho ting bénh nhan, ché do dung thudc thudng xuyén véi sy chu v dic biét dén sang loc
trong tac thude. Duogce si 1a mot ngudn luc quan trong dé giai thich va quan 1y cac tuong tac thude
bi nghi ngd. Pay 1a mot nd luc nhiéu miat ma bao gdm hd tro lya chon thudc, xem xét moi don
thudc cho céc tuong tac tiém ning, giao tiép twong tac thudc tiém an vai cac chuyén khoa khac hd
tro theo d6i cac tc dung phu phan ung.

Riéng va&i chuyén khoa hé hap viéc st dung kha phé bién céc loai ICS c6 hay khdng co két hop
véi cac nhom thude khac nhu LABA, LAMA..., can phai ¢ sy huéng dan cu thé va co su theo
ddi cuia cac bac si véi cac bénh nhan hd hip cua ching ta
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