Cap nhat Khuyén céo vé sir dung corticosteroid
& bénh nhan COVID-19 ciia Vién Y khoa Quéc gia Hoa Ky

Khuyén cdo ddi véi bénh nhan COVID-19

Trén co s bao céo so bo tir thir nghiém ngau nhién danh gia diéu tri
COVID-19 (RECOVERY) (dugc trinh bay dudi day), Hoi dong huéng dan diéu tri
COVID-19 (Hoi ddng) khuyén céo st dung dexamethason 6 mg mdi ngay trong
t6i da 10 ngay dé diéu tri COVID-19 & nhitng bénh nhan thd may (Al) va nhiing
bénh nhén can bo sung oxy nhung khong phai thong khi co hoc (BI).

- Khong nén sir dung dexamethason dé diéu tri COVID-19 & nhitng bénh
nhan khong can bo sung oxy (Al).

- Néu khéng c6 sin dexamethason, st dung glucocorticoid thay thé
nhu prednison, methylprednisolon hoac hydrocortison (xem phan Can nhac bo
sung dudi day dé biet khuyen cao vé lieu dung cac thuoc) (Alll).

(Mac khuyén céo: A. Khuyén cdo mac d6 manh, B. Khuyén cado muc do
trung binh, C. Khuyén céo can nhac sir dung; Muc d6 bang chuang: 1. Mot hoic mot
vai thir nghiém ngau nhién ¢ tiéu chi 1am sang va/hoic tiéu chi xét nghiém cd gia
tri, 1. Mot hoic mét sé thir nghiém khong ngiu nhién, duogc thiét ké tét hoic
nghién cau thuan tap quan sat, 111. Y kién chuyén gia).

Co sé khuyén céo

RECOVERY, mét thir nghiém da trung tim, ngau nhién, nhan md & bénh
nhan nhap vién mac COVID-19, cho thay ty Ié tir vong & nhitng bénh nhan dwoc
chon ngau nhién sir dung dexamethason so véi nhimg ngudi duoc chim soc tiéu
chuan (SOC) thap hon. Loi ich nay duoc quan sét trén cac bénh nhan can b sung
oxy khi dugc dua vao nghién ctu. Khong ghi nhan duoclei ich khi s dung
dexamethason trén cac bénh nhan khdng can bd sung oxy. Chi tiét vé thir nghiém
duoc trinh bay trong phan Dix liéu 1am sang cap nhat dudi day.

Co ché tac dung va co sé sir dung corticosteroid ¢ bénh nhan COVID-19

Bénh nhan COVID-19 nang c6 thé hinh thanh dap tng viém toan than dan
dén ton thuong phoi va suy da tang. Tac dung chdng viém manh cua corticosteroid
dugc dé xuat cd thé ngan ngira hoic giam thiéu duoc tinh trang nay. Tac dong 1am
sang bao gom loi ich va nguy co khi sir dung corticosteroid (chii yéu Ia prednison
hoac methylprednisolon) & nhiing bénh nhan bi nhiém tring phdi can nguyén khac
COVID-19 da duoc béo céo. O bénh nhan viém phdi do Pneumocystis jirovecci va
cé tinh trang thiéu OXY, diéu tri bang prednisolon lam giam ty Ié tir vong; tuy
nhién, trong cac dot cap nhiém tring do chung méi cua virus corona khac (vi du,
hoi chang hé hip cip Trung Pong (MERS) va hoi chang hd hap cip tinh ning
(SARS), diéu tri bang corticosteroid lién quan dén cham thai trir virus. Trong viém
phdi nang do virus cam, diéu tri voi corticosteroid duong nhu dan dén két qua 1am
sang xau hon, bao gom nhiém tring tha phét va tir vong.



Str dung corticosteroid trong cac nghien cau trén bénh nhan nang cd hoi
chang suy hd hap cép tinh (ARDS) ghi nhén két qua trai nguoc nhau. C6 bay thir
nghiém ngau nhién, c6 ddi chung bao gém 851 bénh nhan dugc danh gia vé viéc
st dung corticoid trong ARDS. Tuy nhién, khi tong hop két qua thir nghiém bang
phan tich meta, liéu phap corticoid c6 lién quan dén giam ca ty Ié tur vong (ty so
nguy co RR 0,75; khoang tin cay 95% [CI], 0,59-0,95) va thoi gian phai tho may
(chénh léch trung binh, -4,93 ngay, 95% CI, -7,81 dén -2,06 ngay).

Giam sat tac dung khéng mong muén va twong tac thudc - thudc

Bac sT 1am sang nén theo doi chat ché bénh nhan COVID-19 dang su dung
dexamethason do tac dung khong mong muon (vi du, tang duong huyet, nhiem
khuan thar phéat, anh huong tdm than, hoai tir vo khuan - avascular necrosis).

Viéc sur dung corticosteroid toan than kéo dai co thcfe lam tang nguy co tdi
hoat dong cac nhiém trung tiem an (vi du, viém gan B, nhiém virus herpes, nhiem
giun Iuon, lao phoi).

Dexamethason la mot cheflt cam ung cytochrom P450 (CYP) 3A4 trung binh.
Do do, thuocco thé lam giam nong do va hiéu qua cua cac thuoc dung dong thoi la
co chat cua CYP3A4. Béc si 1am sang nén xem xét che d6 dung thuoc cua bénh
nhan dé danh gia cac tuong tac tiém tang.

Viéc str dung dong thoi remdesivir va dexamethason chua duoc nghién ciu
chinh thirc, nhung mot tuong tac dugc dong hoc cd y nghia lam sang la khong
duoc du doan.

Can nhic bé sung

- Viéc sur dung céac corticosteroid khac (vi du, prednison, methylprednisolon,
hydrocortison) dé diéu tri COVID-19 c¢6 mang lai loi ich tuong ty nhu
dexamethason hay khong hién chuard rang. Tong liéu tuong duong hang ngay voi
dexamethason 6 mg (uéng hoic tiém tinh mach) cuacéc thudc nay nhu sau:

+ Prednison 40 mg

+ Methylprednisolon 32 mg

+ Hydrocortison 160 mg

+ Céc corticoid c6 thoi gian ban thai, thoi gian tac dung va tan suat sir dung
khac nhau

+ Corticoid tac dyng dai: Dexamthason; thoi gian ban thai: 36 dén 72 gio, str
dung mot lan moi ngay.

+ Corticoid tac dung trung gian: Prednison va methylprednisolon; thoi gian
bén thai: 12 dén 35 gio, dung 1 -2 lan/ngay.

+ Corticosteroid tac dung ngan: Hydrocortison; thoi gian ban thai tir 8 dén
12 gio, dung 2-4 lan/ngay.

+ Hydrocortison thuong dugc su dung dé kiém soéat S(:')C nhiém khuan ¢ bénh
nhan COVID-19; tham khao phan Cham soc dac biét dé biét thém théng tin.



Khéng giéng nhu cac corticosteroid khac dugc nghién cau trude day trong ARDS,
dexamethason thiéu hoat tinh mineralocorticoid va do d6 c6 tac dung téi thiéu ddi
véi can bang natri va thé dich.

Can nhic trong thai ky

Sur dung ngan han betamethason va dexamethason, duoc biét 12 qua nhau
thai, d¢ giam cac bi¢n ching so sinh cua tré sinh non & phu nit bi doa dé non.

Do loi ich tiém ning cua viéc giam ty 1€ tr vong cua me va nguy co thap anh
huong xau dén thai nhi trong qua trinh d1eu tri ngan ngay, Hoi déng khuyén cao su
dung dexamethason & phu nix ¢é thai mac COVID-19 phai thd may (Alll) hoic can
bo sung oxy nhung khong phai thong khi co hoc (BIII).

CAan nhic trén tré em

Do an toan va hiéu qua cua dexamethasone hoac cac corticosteroid khac
trong diéu tri COVID-19 chua duogc danh gia day du ¢ bénh nhan nhi. Biéu quan
trong 1 thir nghiém RECOVERY khdng bao gom maét so luong déng ké bénh nhan
nhi va ty 18 tir vong cia cac bénh nhi mic COVID-19 thap hon dang ké so voi
cacbénh nhan truong thanh. Do d6, can than trong khi ngoai suy két qua caa thir
nghiém nay cho bénh nhan <18 tudi. Dexamethason c6 thé co lgi & bénh nhan nhi
mac COVID-19 dang thd may. Str dung dexamethason & nhitng bénh nhan can cac
hinh thiic b6 sung oxy hd trg khac nén duoc xem xét trong ting trudng hop cu thé,
va thuong khong duoc khuyén céo cho nhitng bénh nhan nhi chi can hd tro oxy o
muc do thap (vi dy, chi ding éng thong miii). Cac nghién ctru bd sung la can thiét
dé danh gia viéc str dung steroid trong diéu tri COVID-19 ¢ bénh nhan nhi, ké ca
cac bénh nhan c6 Hoi ching viém da hé théng o tré em (MIS-C).

Dir liéu 1am sang cap nhat

Thir nghiém da trung tim, ngau nhién c6 kiém soat cia dexamethason so véi
cham soc tiéu chuan & bénh nhan nhap vién (RECOVERY)
Thiét ké nghién ciu

Nghién ctru RECOVERY la mot thu nghiém thich tng da trung tam, nhan
m¢ dang thuc hién, dugc tai trg boi Dich va Y té Quéc gia tai Vuong quéc Anh.
Bénh nhantham gia du diéu Kién duoc chon ngau nhién dé nhan mot trong mot $6
liu phap diéu tri COVID-19 tiém ning bd sung véi cham soc tiéu chuan (SOC)
hodc chiam soc tiéu chuan don doc. Trong mdt nhém cua nghién cau, bénh nhan
duoc sir dung dexamethason 6 mg dwong udng hoic 1V mdi ngay trong 10 ngay
(hodc cho dén khi xut vién, tuy theo diéu kién nao dén trudc). Tiéu chi chinh ctia
nghién cau 13 tir vong do moi nguyén nhan sau 28 ngay ké tir khi lya chon ngau
nhién. Tiéu chi phu bao gom thoi gian dén khi xuét vién, tir vong do nguyén nhan
cu thé, can phai diéu tri thay thé than, réi loan nhip nghiém trong, tho may va thoi
gian th may.

Quian thé nghién ciéu

Bénh nhan nhap vién tai Anh c6 biéu hién 1am sang va nghi ngo
nhiémCOVID-19 hoic dugc xét nghiém xac dinh nhiém SARS-CoV-2 du dicu



kién duoc dua vao nghién ctu. Bénh nhan khong dwogc chon vao nhom su dung
dexamethason (hoic bao gdm trong phan tich) néu chic chan bénh nhan can diéu
tri bang corticoid hoic bac si xac dinh riang nguy co néu bénh nhan tham gia
nghién ctu qué 16n dua trén tién sir y khoa. Nghién ctu dd ngung thu dung bénh
nhan vao nhém str dung dexamethason tir ngay 8 thang 6 nam 2020 do du sé luong
ngudi tham gia dé danh gia loi ich.

Két qua so b
Pic diém bénh nhan tham gia:

- Phén tich so bo bao gdm 6425 bénh nhan, v&i 2104 bénh nhan trong nhém
dexamethason va 4321 & nhom SOC don doc.

- Nhidm SAR-CoV-2 dugc xac nhan bang xét nghiém & 89% sb bénh nhan
tham gia.

- Tudi trung binh ctia bénh nhanla 66,1 tudi, 64% la nam gidi, va 56% co it
nhat mgt bénh dong mac nghiém trong, bao gom 24% c6 dai thao duong.

- Tai thoi diém thu dung, 16% bénh nhan can phai thd méay xam nhap hoac
trao doi oxy qua mang ngoai co th€, 60% di€u tri oxy b6 sung nhung khong phai
thong khi xdm nhapva 24% khong can bo sung oxy.

- Rt it bénh nhan tham gia dugc sir dung remdesivir, hydroxychloroquin,
lopinavir/ritonavir, hoic tocilizumab (0% dén 3% s6 bénh nhan ¢ ca hai nhom);
khoang 8% bénh nhan tham gia ¢ nhom SOC don doc dugc s dung dexamethason
sau khi chon ngau nhién. Sir dung azithromycin duoc can bang & ca hai nhom
(24% & nhdm dexamethason so véi 25% & nhom SOC don doc).

Phan tich tiéu chi nghién cau
- Nhin chung, ty Ié tir vong 28 ngay ké tir khi nhan vao nghién caud nhém

dung dexamethasonq va nhom SOC don doc lan luot 1422,9% va 25,7% (ty s
RRhiéuchinh theo tuoi 0,83;95% Cl, 0,75 - 0,93, P <0.001).

- C6 tuong tac gitra mirc do ning ban dau cua bénh nhan COVID-19 va hiéu
qua dicu tri cua dexamethason.

- Loi ich song s6t xuat hién 16n nhét trén nhitng bénh nhan tham gia can tho
may xam nhapkhi lya chon ngau nhién: ty I¢ tir vong trong 28 ngay nhém sir dung
dexamethasone la 29,3% trong khi ty 1€ nay 1a41,4% & cac bénh nhdnnhom SOC
don doc (RR 0,64; 95% CI, 0,51-0,81).

- Trong s6 bénh nhan can b sung oxy nhung khong phai thong khi co hoc,
23,3% so bénh nhan tham gia nhom dexamethason ti vong trong vong 28 ngay ké
tr khi nhan vao so vai 26,2% bénh nhang nhom SOC (RR 0,82; 95% ClI, 0,72-
0,94).

- Khéng quan sat dugc loi ich trén cac bénh nhan tham gia khéng can diéu

tri oxy; ty I¢ tu vong trong 28 ngay cua nhom dung dexamethasone va nhém SOC
don doc lan luot 12 17,8% va 14,0% (RR 1,19; 95% Cl, 0,91-1,51).



- Nguy co tién trién canthd may xam nhapo nhém dexamethason thap hon
S0 voi nhom SOC don doc (RR 0,77; 95% ClI, 0,62-0,95).

- Két qua cho mot sd tiéu chi phu (vi dy, tir vong do nguyén nhan cu thé, can
phai diéu tri thay the than, roi loan nhip nghiém trong) chua dugc béo céo.

Han ché
- Nghién ctru ngau nhién, nhung nhan mé.

- Tai thoi diém nay, két qua cho cac tiéu chi phu quan trong, cac tac dung
khéng mong muon tiém an va hiéu qua cta dexamethason trong phan tich dudi
nhém (vi du: bénh nhan cé bénh dong mac) chua dugc béo cao.

- Bénh nhan mac COVID-19tham gia nghién ctucan diéu tri oxy nhung
khong phai thong khi co hoc 14 nhém bénh nhan khéng dong nhat vé mac do
nangcua bénh; khong rd liéu viéc st dung dexamethason co loi cho cac phan nhdm
bénh nhéan tham gia khac hay khong (vi dy, nhitng nguoi can mac oxy thap hon
thay vi mac oxy bo sung cao hon). Ciing khong c6 tiéu chuan hay tiéu chi khach
quan dé bo sung oxy.

- Sy phan b tudi cua nhiing bénh nhan tham gia khac nhau theo tinh trang
ho hap khi lya chon ngiu nhién. Bénh nhan tham gia duwoc thé may cé nhiéu kha
nang & do tudi dudi 70. Trong s6 nhimg nguoi tham gia & do tudi > 80, chi c6 1%
dugc thé may, trong khi 62% va 37% theo tha ty & nhém bo sung va khéng bo
sung oxy. Do d6, chua 16 loi ich song sot cua dexamethason d6i v&i bénh nhan tho
may & do tudi trén 80.

- Remdesivir chi dugc st dung ¢ nam bénh nhan trong thu nghiém
RECOVERY; do d6, sy an toan va hiéu qua cua viéc phdi hop remdesivir va
dexamethason con chua dugc xac dinh.

- Rat it bénh nhan nhi hoic phu nit c6 thai mac COVID-19 duoc dua vao thir
nghiéem RECOVERY; do d6, sy an toan va hiéu qua cua viéc su dung
dexamethason & nhitng bénh nhan nay van chua duoc xac dinh.

Dién giai két qua

Theo phan tich so b, viéc sir dung dexamethason 6 mg mdi ngay trong toi
da 10 ngay lam giam ty 1€ tr vong sau 28 ngayo cac bénh nhan COVID-19 nang
can hd trg oxy. Loi ich cua dexamethason duoc ghi nhanrd rang nhat & nhomcac
bénh nhan nhap vién canthd may. Khong quan sat dugc loi ich cia dexamethason
& bénh nhan khong can hd tro oxy. Sy rd rang hon nita vé loi ich cai thién ty I¢ tir
vong cua dexamethason theo tinh trang nén do b&o hoa oxy, tudi, gidi tinh, bénh
ddéng mac, va/hoic thoi gian xuét hién céc triéu chung sé cung cap thong tin tét

hon cho viéc ap dung nhitng két qua nay. Thong tin chi tiét vé sy an toan cua
dexamethason va viéc theo doi 1au hon sé€ giup giai thich nghién ctu nay.

Céc nghién cru 1am sang khac vé Corticosteroid trong COVID-19

Mot s nghién cau thuan tap va chum bénh nho hon cho két qua mau thuin
vé hiéu qua cua corticosteroid trong dieu tri COVID-19. Mot so nghién ctu da



chuang minh lgi ich Iam sang khi st dung methylprednisolon licu thap trong giai
doan dau bi nhidém, bao gom giai quyét tinh trang thiéu oxy nhanh hon, it can phai
thd may hon, it phai chuyén dén don vi cham soc tich cuc hon, va thoi gian nam
vién ngan hon. Ngoai ra, cac nghién citu khac cho thay loi ich trén ty 18 tir vong
chung thap hon & cac bénh nhan vai tinh trang bénh trung binh, ning va ARDS,
phu hop vai két qua tir nghién ctu RECOVERY.

Nguoc lai, két qua dugc bao céo tir cac nghién ciu khac, bao gdm phan tich
meta 15 nghién ctu (bao gdm cac nghién cau diéu tri COVID-19, SARS hoic
MERS) va danh gia hdi cau cac bénh nhan COVID-19 nguy kich, cho thiy gia
ting nguy co suy da tang va khong co lgi ich (c6 kha ning ting) ddi véi nguy co
tir vong khi str dung corticosteroid.

Cac két qua nghién ctru nay nén dwoc dién giai mot cach than trong vi
déuhdi ciru va c6 mot sévan dé vé phuong phap nghién cuu.

Cac thir nghiém lam sang

Mot sb thir nghiém lam sang danh gia corticosteroid trong diéu tri COVID-
19 hién dang dugc tien hanh hodc dang dugc phat trién. Vui long truy
cap ClinicalTrials.gov dé biét thong tin mai nhat.
Nguon tai liéu:
http://canhgiacduoc.org.vn/CanhGiacDuoc/DiemTin/1779/cap-nhat-khuyen-cao-
ve-su-dung-corticosteroid-o-benh-nhan-COVID-19-cua-Vien-y-khoa-quoc-gia-
Hoa-Ky.htm



https://clinicaltrials.gov/ct2/results?cond=COVID-19&term=Corticosteroids&cntry=&state=&city=&dist=
http://canhgiacduoc.org.vn/CanhGiacDuoc/DiemTin/1779/cap-nhat-khuyen-cao-ve-su-dung-corticosteroid-o-benh-nhan-COVID-19-cua-Vien-y-khoa-quoc-gia-Hoa-Ky.htm
http://canhgiacduoc.org.vn/CanhGiacDuoc/DiemTin/1779/cap-nhat-khuyen-cao-ve-su-dung-corticosteroid-o-benh-nhan-COVID-19-cua-Vien-y-khoa-quoc-gia-Hoa-Ky.htm
http://canhgiacduoc.org.vn/CanhGiacDuoc/DiemTin/1779/cap-nhat-khuyen-cao-ve-su-dung-corticosteroid-o-benh-nhan-COVID-19-cua-Vien-y-khoa-quoc-gia-Hoa-Ky.htm

