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BAO CAO HANG LOAT CA COVID-19 NANG
DUNG LIEU XUNG GLUCOCORTICOID

Duwong Minh Tri!, V6 Lam Binh!, Phan Duy Tung!

TOM TAT

Pit van dé: COVID-19 1a dai dich truyén
nhiédm toan ciu. C6 20% bénh nhan méc
COVID-19 chuyén nang véi nguy co tir vong
cao. Vai tro diéu trj caa glucocorticoid da duoc
ching minh trong nghién cau RECOVERY. Tuy
nhién, liéu luong, thoi gian dung va loai thudc
glucocorticoid pht hop van chua duoc xac dinh
rd. Cac bao céo nghién ctu gan day cho thay su
cai thién ca vé 1am sang Ian tir vong trong nhém
bénh nhan dung liéu xung glucocorticoid. Do do,
ching toi sir dung lidu xung glucocorticoid trén
cac bénh nhan miac COVID-19 ning ¢ tinh trang
tang dap tng viém qua muc. Céc dién bién chinh
va két cuc 1am sang quan trong duogc trinh bay
trong bao céo nay.

P6i twong va phwong phap: Bao céo hang
loat ca, hoi ctru. Cac bénh nhan mac COVID-19
nang thoa tiéu chuan ting dap Gng viém qua mirc
dugc dung liéu xung methylprednisolone 250
mg/ngay trong 3 ngay lién tiép, phdi hop vai cac
diéu tri khac theo phac d6 bo y té tai khoa
COVID 3B, bénh vién Nhan Dan Gia Dinh tur
07/08/2021 dén 15/10/2021. Tiéu chuan danh
gia: Két cuc tir vong, dat noi khi quan, dién bién
Iam sang va can lam sang.
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Két qua: C6 05 bénh nhan mic COVID-19
nang co tinh trang tang dap ung viém qua muc
v6i do tudi trung binh 1a 46,8, s lwong bénh
ddéng mic binh quan 1a 1,2 va chi s6 SpO2/FiO;
trung binh la 170,86. Khong ghi nhan tinh trang
nhiém vi khuan tai thoi diém trudc dang liéu
xung methylprednisolone. C6 duy nhat 1 ca bénh
xuit hién tinh trang nhidm tring, can dat noi khi
quan va tir vong (ti 1€ 1a 20%). Céc ca bénh con
lai cai thién triéu chiing suy hd hap, chi sé oxy
hda va xuat vién.

Két Luan: Liéu xung glucocorticoid gidp
giam két cuc tir vong, cai thién 1am sang va ton
thuong phdi trong nhdm mic COVID-19 ning,
can thd oxy va c6 tinh trang ting dap Gng viém
qua muc. Ngoai ra, liéu xung glucocorticoid véi
kha niang khang viém manh c6 thé hiéu qua hon
so voi lidu glucocorticoid thap trong diéu tri
nhém bénh nhan nay.

Te khéa: COVID-19,
glucocorticoid

licu xung

SUMMARY
CASE SERIES OF SEVERE COVID-19
USING GLUCOCORTICOID PULSE
THERAPY
Background: COVID-19 is a global
infectious pandemic. 20% of patients with
COVID-19 develop severe disease with a high
risk of death. The therapeutic role of
glucocorticoids has been demonstrated in the
RECOVERY study. However, the appropriate
dose, duration, and type of glucocorticoid have
not been clearly established. Recent studies have
reported improvements in both clinical outcomes
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and mortality in patients receiving pulsed
glucocorticoid dosing. Therefore, we used
glucocorticoid pulse therapy in patients with
severe COVID-19 who had exaggerated
inflammatory  responses. Key events and
important clinical outcomes are presented in this
report.

Objects and methods: Case series report,
retrospective. Patients with severe COVID-19
who met the criteria for an exaggerated
inflammatory response were given a pulse dose
of methylprednisolone 250 mg/day for 3
consecutive days, in combination with other
treatments according to the protocol of the
Ministry of Health at the COVID 3B department,
Gia Dinh People's Hospital from August 7, 2021
to October 15, 2021. Evaluation criteria:
mortality, intubation, clinical and laboratory
outcomes.

Results: There were 5 patients with severe
COVID-19 who had exaggerated inflammatory
responses with an average age of 46.8, an
average number of co-morbidities of 1.2 and a
mean SpO2/FiO2 index of 170.86. No bacterial
infection was observed at the time prior to the
methylprednisolone pulse dose. There was only 1
case of infection, requiring endotracheal
intubation and death (rate of 20%). Remaining
cases improved symptoms of respiratory failure,
Oxidation index and hospital discharge.

Conclusion: Glucocorticoid pulse therapy
has been shown to reduce mortality, clinical
outcomes, and lung injury in severe COVID-19
patients requiring oxygen with excessive
inflammatory responses. In addition,
glucocorticoid pulse dose with potent anti-
inflammatory activity may be more effective than
low dose of glucocorticoid in the treatment of
this patient population.

Keywords: COVID-19, glucocorticoid pulse
dose

136

I. DAT VAN DE

COVID-19 1a bénh viém dudng hd hép
cap do nhiém virus SARS-CoV-2, duoc phét
hién 1an dau vao thang 12 nim 2019 tai
Trung Quéc va sau d6 lan rong tré thanh dai
dich toan cau. Khoang 20% bénh nhan dién
tién nang véi ton thuong lan téa 2 bén phdi,
can hd trg hd hip va 29,4% cac truong hop
nhiém nang sé& tir vong®. Trong giai doan
dau cua bénh, cac triéu chung xuat hién do
qua trinh nhan I&n cua virus va dap tng mién
dich ban dau cua co thé. Tuy nhién, sau do6,
tinh trang tang dap ung mién dich qua muc
Xuat hién, gay ton thuong ning & nhiéu co
quan, dic biét tai phdi voi hoi chiing nguy
kich ho hap cap (ARDS), nguyén nhan chinh
gay tr vong & bénh nhan nhiém SARS-CoV-
2. Dya trén sinh bénh hoc, huéng dan cua
Vién Y té Quéc gia Hoa Ky da khuyén céo
liu phap khang truc tiép virus SARS-CoV-2
duoc sir dung trong giai doan dau caa bénh,
con liéu phap @c ché mién dich va chéng
viém dugc sir dung & giai doan sau cua
COVID-19. Nghién ctu RECOVERY va
ACTT-1 da chiing minh thudc khang virus
remdesivir, dexamethasone liéu 6 mg/ngay
va khéang thé khang IL-6 tocilizumab 1a céc
diéu tri cai thién song con & bénh nhan
nhiém SARS-CoV-2 ning &3, Tuy nhién,
thudc remdesivir chi yéu giam ti 18 tir vong
trong nhdm bénh nhan thd oxy luu lugng
dong thap con tocilizumab dwoc chizng minh
giam ti Ié tir vong khi phdi hop véi diéu tri
glucocorticoid. Céc sb liéu trong nghién cau
RECOVERY cho thdy glucocorticoid cai
thién ti 1¢ tir vong trong 28 ngay & bénh nhan
COVID-19 ning can hd tro hd hap so véi
nhom chang. Do quy md nghién ciu
RECOVERY rit I6n, két qua cua thir nghiém
nay dan dén viéc ngung tré cac nghién cau
ngdu nhién c6 d6i chirng khac nhiam danh gia
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viéc st dung glucocorticoid khac ngoai
dexamethasone 6 mg/ngay. Vi vay, loai
thudc, lidu luong, thoi gian bt dau va thoi
gian dung glucocorticoid téi wu trong diéu tri
COVID-19 van chua rd rang. Trong thoi gian
gan déy, cac bao cao tir A rap xé Gt, Nga va
Nhat Ban cho thdy nhém bénh nhan nhiém
SARS-CoV-2 ning dugc sir dung liéu xung
glucocorticoid c6 dap ng tot trén 1am sang
(. Khong chi vay, cac nghién ctu ngau
nhién tai Tay Ban Nha, Iran va Nhat Ban da
chang minh cé su cai thién rd rét vé ti 18 tu
vong trong nhém sa dung liéu xung
glucocorticoid so véi nhom ching ©.

Tir két qua caa cac bao cdo nudc ngoai
néu trén, trudc thyc trang nguy co tr vong
cao va su thiéu thén céac thude diéu tri dac
hiéu & nhém bénh nhan nhiém SARS-CoV-2
nang tai Viét Nam, ching tdi st dung lidu
xung glucocorticoid phéi hop Véi cac diéu tri
khac theo phac dd B Y té cho cac truong
hop mac bénh ning. Trong bai béo cao nay,
chdng t6i mo ta dién tién 1am sang ¢ nim ca
bénh nhiém SARS-CoV-2 ning duoc su
dung liéu xung glucocorticoid.

II. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

Poi twong nghién ciu

Céac bénh nhan nhiém SARS-CoV-2 ning
duge diéu tri liéu xung glucocorticoid tai
khoa diéu tri COVID 3B, bénh vién Nhan
dan Gia Dinh, TP Hé Chi Minh tu
07/08/2021 dén 15/10/2021.

Tiéu chuan chon bénh

Bénh nhan nhiém SARS-CoV-2 nang c6
kém hai trong cac tiéu chuan sau: CRP > 50
mg/L, D-dimer > 1000 ng/ml, ferritin > 500
ng/ml va LDH > 300 U/L.

Tiéu chuan loai bénh

Bénh nhin c6 moét trong cac tinh trang
sau: nhiém nim, nhiém trung hoac nhiém

virus khac, ting huyét ap khong kiém soat,
dai thao duong khong kiém soat, viém loét
da day ta trang hodc xuét huyét tiéu hoa,
dang mang thai, tho may x4m lan trudc ding
lidu xung glucocorticoid.

Phuong phap nghién ctru

Thiét ké nghién ciru: B4o céo hang loat
ca, hdi cau.

Coéng cu thu thap dir liéu: Bang thu
thap cac dic diém nhan tric hoc, dién tién va
két cuc 1am sang va can lam sang trudc va
sau diéu tri liéu xung methylprednisolone,
bang thu thap céac tac dung phu sau khi sir
dung liéu xung methylprednisolone.

Phwong phap tién hanh

Céc bénh nhan nhiém SARS-CoV-2 ning
thoa tiéu chuan chon bénh va khéng co tiéu
chuan loai trr dwoc ding liéu xung
methylprednisolone 250 mg/ngay trong 3
ngay lién tiép, phbi hop véi cac diéu tri khac
theo phac dd Bo Y té.

Céac dic diém nhan trac hoc, dién tién va
két cuc 1am sang trudc va sau diéu tri lidu
xung methylprednisolone duoc lay tir dit ligu
hd so bénh an trong thoi gian tir 07/08/2021
dén 15/10/2021.

Céc tac dung phu sau khi st dung liéu
xung methylprednisolone duoc lay tir dit ligu
hd so bénh &n gian tir 07/08/2021 dén
15/10/2021

Bién s6 nghién ciru chinh

o Ti 1¢ tir vong sau diéu tri lidu xung
glucocorticoid

Ti 1¢ tir vong = (S6 BN tir vong/ Tong s6
BN nghién ctu) x 100 (%)

o Ti 1¢ dit noi khi quan sau diéu tri liéu
xung glucocorticoid

Ti 1 dat NKQ = (S6 BN diat NKQ/ Tong
s6 BN nghién ctu) x 100 (%)

e Chi s6 tan sb tho - oxy hoa (Chi sb
ROX)
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ROX = (SpO2/ FiOz)/ Tan sb the, danh Cac bién sb dinh lugng duogc trinh bay
gid ROX tai céc thoi diém sau thd HFNC 2 duéi dang trung binh va do léch chuan néu la
tiéng, 6 tiéng va 12 tiéng phan phéi binh thudng hoic bang trung vi va

e Chi s6 SpO2/FiO> khoang tr phan néu khong phai 1a phan phéi

Chi s6 SpO2/FiO; = SpO,/ FiO2 binh thuong. Cac bién s dinh tinh va dinh

Phwong phap xir 1y s6 liéu danh duoc trinh bay dudi dang ti 1& phan

INl. KET QUA NGHIEN cUU
Tai khoa diéu tri COVID 3B, bénh vién Nhan dan Gia Dinh, trong khoang thoi gian tur

08/2021 dén 09/2021, c6 tit ca 5 bénh nhan nhidm SARS-COV-2 ning, gém 3 bénh nhan

nam va 2 bénh nhan ni, duoc st dung liéu xung methylprednisolone.
Dic diém nhan tric, 1am sang va can 1am sang caa cac ca bénh
Bing 1. Dic diém nhan tric hoc, ldim sang trwéc khi bdt dau ding liéu xung

glucocorticoid

tram.

Ca bénh 1 Ca bénh 2 Cabénh3 | Cabénh4 | CabénhS5
Tudi 53 73 47 29 32
Gidoi Nam N Nam N Nam
Chicu cao 170 150 176 155 165
(cm)
Can ning 115 50 60 50 60
(kg)
Chi s6 BMI
(g/m?) 39.7 22.2 19,4 20,8 22
Mach
(invphin 80 64 97 100 66
Huyet ap 110/75 130/80 120/80 120/80 120/70
(mmHg)
Nhip tho
Gkt 30 30 22 24 26
Nhiét do
cC) 37 38 37 37 37
Glassgow 15 15 15 15 15
(diém)
Mirc kho the
(DSS) 7 8 4 5 6
SpO; (%) 93% 95 94 95 96
FiO, (%) 0,77 0.8 0,32 0,44 0.9
Thang diém 4C 11 12 7 6 7
ROX 12 gid 4,02 3,95
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SpO./FiO; 120,7 118 293 215,9 106,7
. . THA THA
Bénh kém theo DTD2 TNDDTQ THA
Tiém véc xin Chua tiém viéc xin ngira SARS-CoV-2

Ghi chii: THA: ting huyét dp, DTD2: ddi théo dwong type 2,

TNDDTQ: trao nguoc da day thuc quan

Bdng 2: Pdc diém cdn lam sang trwge khi bt dau dung liéu xung glucocorticoid

Cabénh1 | Cabénh2 | Cabénh3 | Cabénh4 | Cabénh5
Bach ciu (K/uL) 8,07 4,91 8,1 11,07 6,26
Neutrophil (K/uL) 6,06 3,80 6,87 9,07 4,88
Lympho (K/uL) 1,57 0,85 0,79 1,43 0,7
Hemoglobin (g/dL) 14,6 12,5 12 13,6 144
Tiéu cau (G/L) 201 210 197 235 210
Creatinine (umol/L) 78,4 80,1 77,8 68,1 72,7
CRP (mg/L) 181,75 48,27 64,19 117,2 136
Procalcitonin 0,4 0,172 0,189 0,072
(ng/mL)
D-dimer (ng/mL) 510 940 530 1082 545
Ferritin (ng/mL) 2000 859
AST (U/L) 76,6 66,3 61,6 77 177
ALT (U/L) 35,8 24,1 37,1 92 162
Glucose (mmol/L) 7,77 6,69 5,19 11,4 11,85
KMDbM
pH 7,41 7,41
Pa0/FiO;, 55,8 84
PaCO, (mmHg) 34,7 44,4
HCOs. (mmol/L) 22 27,6
CAy méu Am tinh Am tinh
Xquang phoi 33 40 21 32 32

Do tudi trung binh ciia nam ca bénh 1a
46,8 voi 1 truong hop duy nhat 16n hon 65
tudi (twong ung véi ti 18 1a 20%). S& bénh
ddng méc trung binh trén mdi bénh nhan la
1,2, trong d6 chi ca bénh 1 va 2 ¢6 2 bénh
ddng mic tro 1én. Ngoai ra, tat ca bénh nhan
déu chua dugc tiém vic xin phong ngira
COVID-19. V& 1am sang, diém muc do kho
tho trung binh 1a 6, trong d6 ca bénh 1 va 2
c¢6 diém s6 cao nhét. Chi sb SpO2/FiO, trung

Ghi chi: KMPM: khi mdu dong mach
binh cua ndm ca bénh 1a 170,86 voi gid tri
nho nhit 13 ctia ba ca bénh 1, 2 va 5. Khong
c¢6 truong hop nao c6 chi s SpO2/FiO, 16n
hon 315. C6 hai truong hop 1a ca bénh 1 va 2
phai ho trg thé oxy luu luong dong cao trude
khi ding liéu xung véi chi s6 ROX tai thoi
diém 12 gio ¢ ngudng thap, 1an lugt 1a 4,02
va 3,95. Theo thang diém 4C, nguy co tir
vong cao nhét 1a d6i véi ca bénh 1 va 2, cac
ca bénh con lai c6 nguy co & muc trung binh.
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CAac bénh nhan c6 bilan nhiém tring nim
trong ngudng gQid tri binh thuong:
procalcitonin mau nhé hon 0,5 ng/ml, ca
bénh 2 va 5 c6 két qua ciy mau &m tinh. Céc
dau chang phan tng viém déu ting: gia tri
CRP trung binh la 109,5 mg/L, D-dimer
trung binh la 721,4 ng/mL va gid tri ferritin ¢
ca bénh 1 va 3 tang lan luot 12 2000 ng/mL
va 859 ng/mL. Céc ca bénh c6 ton thuong
gan tang nhe dén trung binh, chic ning than
binh thuong va khéng cd tinh trang thiéu
mau. Chi sb PaO2/FiO2 ¢ ca bénh 2 va 5 déu
nhé hon 100, 1an luot & 55,8 va 84. Chlng
t6i ghi nhan mic do ton thuong phdi theo
thang diém RALE & cac ca bénh déu trén 15
v6i ca bénh 1, 2 va 5 ¢6 t6n thuong ning
nhét.

Dién tién l1am sang sau liéu xung
glucocorticoid

Dién tién 1am sang & bénh nhan sé
mét, ba, bén va nim

Cac biéu dd cho thay diém muc d6 kho
thd va nhip thd & mdi bénh nhan déu giam so
Véi tri s6 ban dau trude khi bat dau lidu xung
glucocorticoid va giam dan déu dén khi ho
Xuat vién. Céc bénh nhan déu cé nhip tho tre
vé mirc binh thuong 20 lan/phat, chi c6 kho
thd nhe khi di b va khong can hd tro lidu
phap oxy tai thoi diém xuét vién. Bén canh
do, chung t6i ciing ghi nhan sy cai thién cua
chi s6 SpO2/FiO; & mdi bénh nhan sau khi
két thuc liéu trinh glucocorticoid lidu xung
va dat dugc & mirc 16n hon 315 tai thoi diém
xuat vién. O ca bénh 1, chaing t6i ghi nhan sy
cai thién nhanh chéng cuaa chi sé6 ROX dan
dén su thanh céng trong viéc ngung hd tro
thé oxy Iuu luwgng dong cao chi sau 4 ngay
hoan thanh liéu xung glucocorticoid.

Hinh 1: Dién tién 1am sang ¢ cac cabénh 1, 3, 4 va 5
sau khi hoan thanh liéu xung methylprednisolone
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Bdng 3: Dién tién 1am sang ca bénh ti# vong

Ca bénh 2
Khoéng‘ thoi gian T;gryg gggl Khoang thoi Trude thoi diém
sau liéu xung éng tho gian thd may tor vong
DSS 8 8 8 9 9
110/50 90/43
Huyét ap (mmHg) | 130/60 | 128/71 130/60 (Noradre BTTD | (Noradre BTTD
0,4 pg/kg/ph) 0,8 ng/kg/ph)
e A , 24 28
Nhip th¢ (lAn/phat) | 30 32 36 (Chi méy th) | (Cai miy tho)
Nhiét 36 (°C) 38,7 38,2 37 39,8 37,5
Glassgow 15 14 13 3 3
(diém)
SpO:2 (%) 90 90 83 89 70
FiO2 (%) 0,84 0,9 0,9 1 1
ROX 3,57 3,13 2,56
Bach cau (K/uL) 10,83 9,7 17,09
Neutrophil (K/uL) 10,49 9,24 15,94
Tiéu cau (G/L) 89 57
Creatinine (umol/L) 499 76,8 117,6 246
AST (U/L) 21,3
ALT (U/L) 25,9
Procalcitonin 132 18
(ng/ml)
Lactate (mmol/L) 2,28 2,46
Bilirubin TP
(umol/L) 12,62
Bilirubin TT
(umol/L) 5,05
KMbM
pH 7,379 743
Pa0,/FiO> 181,6 42,4
PaCO, (mmHg) 49,2 40,5
HCOs. (mmol/L) 28,4 26,5
SOFA (diém) 14 16
Xquang phoi 48 48

Ghi chu: KMPM: khi mau dong mach,
BTTD: bom tiém tw dong, Noradre: Noradrenaline, ph: phat
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Tinh trang hd hap cua ca bénh 2 tién trién
nang dan tir thoi diém két thac liéu trinh
glucocorticoid liéu xung, can thd may xam
lan va cudi cung la tr vong. Piém mic do
kh6 the khong cai thién, nhip tho tang dan,
trong khi d6, SpO; cia bénh nhan giam dan
dén muc do nguy kich (83%) du duoc hd tro
thé oxy Iuu lwgng cao vai FiO2 1a 0,9. Ngoai
ra, bénh nhan c6 tinh trang sét lién tiép kém
cac xét nghiém nhiém trung ting: Bach cau
mau tang tr 4,91 K/uL 1én 10,83 K/uLvéi wu
thé 1a bach ciu da nhan trung tinh,
procalcitonin mau la 2,32, ting cao so vdi gia
tri ban dau 12 0,172 cing véi tén thuong phdi
tang trén 50% (v6i diém mirc do ton thuong
tang tir 40 1én 48 theo thang diém RALE).
Mot cach twong ung, chi s6 ROX giam dan
con 2,57 trude khi thé may xam lan. Sau tho
may xam lan, tinh trang nhiém vi khuan van
din tién nang ca trén 1am sang (sét cao lién
tiép, SpO2 khdng cai thién khi thd méy theo
chién luoc thdng khi bao vé phoi) va can 1am
sang (procalcitonin mau tang Ién 18 ng/ml,
tiéu cau giam dan), ton thwong phoi trén
Xquang ning va xuat hién tén thuong than
va gan. Huyét dong caa bénh nhan bi réi loan
nang, phai str dung noradrenalin liéu ting tir
0,4 1én 0,8 pg/kg/phut dé duy tri sy 6n dinh
huyét ap. Piém suy tang theo thang diém
SOFA rét cao, tang tir 14 1én 16 trude khi tir
vong.

IV. BAN LUAN

COVID-19 la mét dai dich truyén nhiém
trén pham vi khip thé giéi voi hang triéu
ngudi mic phai tir vong. Trude thuc trang
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nay, nghién ciu RECOVERY di duoc tién
hanh va chting minh lidu dexamethasone 6
mg/ngay gitp cai thién kha ning sdng con &
cac bénh nhan nhiém SARS-CoV-2 ning.
Tuy nhién, dit liéu tr nghién cru nay ciing
ghi nhan nhiéu truong hop trong nhém can
thiép van c6 bénh tinh ngdy cang ning hon,
can th may xam lan hodc tir vong. Do do,
lidu lwong, thoi gian dung va loai thudc
glucocorticoid phu hop van chua dugc xac
dinh r3. Céac bao cdo nghién ctru gan day cho
thdy sy cai thién ca vé 1am sang 1an tr vong
trong nhém bénh nhan ding liéu xung
glucocorticoid. Dya vao cac két qua nay,
chung t6i sir dung lidu xung glucocortiocid
trén nam bénh nhan mic COVID-19 nang co
tinh trang tang dap Gng viém qué muc. Cac
dién bién chinh va két cuc 1am sang quan
trong duoc trinh bay trong bdo cdo nay

Dién tién 1am sang sau thoi diém hoan
thanh liéu xung glucocorticoid

Két cuc tir vong

Trong nam bénh nhan, ca bénh 2 la
truong hop duy nhat c6 bénh tinh chuyén
bién ning hon sau 3 ngay dung liéu xung
methylprednisolone. Chi sé ROX cua bénh
nhén suy giam nhanh chong tu 3,57 con 2,56
va thém ton thuong phdi méi xuat hién trén
50% (tong diém RALE dat 48 diém). Sau tho
may xam lan, tinh trang bénh nhan van dién
tién xau hon, xuét hién tinh trang séc nhiém
trung va suy da tang va cudi cling tir vong.
Theo d6, ti 1& tir vong & bénh nhan nhiém
SARS-CoV-2 ning dung lidu xung
glucocorticoid trong nghién ctu cta ching
t0i 1a 20%.



TAP CHi Y HOC VIET NAM TAP 520 - THANG 11 - SO CHUYEN DE - 2022

C6 nhiéu bién dong Vvé ti 1¢ tir vong trong
nhém dung liéu xung glucocorticoid giira cac
nghién cau trén thé gidi. Cac bao cao hang
loat ca tai Nhat Ban va A Rap Xé Ut khong
ghi nhan két cuc tir vong ). Trong khi do,
nghién ctru hdi cttu cta lvan Cusacovich tai
Tay Ban Nha va cua Shosei Ro tai Nhat Ban
ghi nhan ti Ié tir vong trong nhém dung liéu
xung glucocorticoid lan luwot 1a 29% va
30,7% ©. Nguoc lai, trong mét thar nghiém
ngiu nhién c6 dbi ching tai Iran, tac gia
Maryam Edalatifar cung cong su da ghi nhan
ti I¢ tr vong trong nhém can thiép la 5,9%.
Nhu vay, s6 liéu tir vong trong béo céo cua
chdng t6i thap hon hin so véi con sé duogc
ghi nhan tai Tay Ban Nha va Nhat Ban. Diéu
nay c6 thé duogc giai thich dya vao dic diém
nhén tric hoc va lam sang cua dan s6 nghién
ctru. Trudc hét, trong khi d6 tudi trung binh
cia nhém dung liéu xung glucocorticoid
trong nghién ctu ¢ Tay Ban Nha va Nhat
ban lan luot 1a 74 va 70,5 thi do tudi trung
binh trong b&o cado cua chdng téi la 46,8.
Khong chi vay, ti 1& bénh nhan trén 80 tudi
trong nghién cau cua tac gia lvan
Cusacovich 1én dén mutc 29,8%, con bao cao
cua chung toi chi c6 20% bénh nhén trén 65
tudi. Sau cung, sb luong bénh ddng mic binh
quan & mdi bénh nhan dung liéu xung trong
nghién ctu cua tac gia Ivan Cusacovich va
cua tac gia Shosei Ro lan luot 12 2,2 va 2,1
V6i da sé 1a cac bénh tim mach (ting huyét
ap, bénh mach vanh,...) va dai thao duong.
Con sb nay trong béo céo cua ching toi 1a
1,2 véi chi ca bénh 1 va 2 ¢6 tir 2 bénh ddng
mac tr 1&n. Chinh su khac biét vé do tudi va

tinh trang bénh déng mic dan dén su chénh
léch vé ti Ié tir vong. That vay, huéng dan
cua Vién Y té Qubc gia Hoa Ky ghi nhan ti
1€ tir vong & nhom bénh nhan cé bénh ly noi
khoa di kém 1a 19,5%, cao gap 12 lan so voi
nhém bénh nhan khong bénh ly nén va ti lé
tir vong cao nhat duoc ghi nhan & bénh nhan
Ién hon 70 tudi di bénh nhan c6 hay khong
c6 bénh ly nén di kém. Pay ciing 1a dic diém
thac ddy nguy co tir vong & ca bénh 2 so véi
cac truong hop con lai trong nghién ciu cua
ching toi.

Nguoc véi két qua cua tac gia Ivan
Cusacovich va cua tac gia Shosei Ro, sb liéu
ter vong cua nghién ctu tai Iran thip hon
nhiéu so véi ti 1& tir vong trong bao co cua
ching t6i. Su khéc biét nay co thé duoc giai
thich dya vao tiéu chuan chon bénh cia mdi
nghién cau. Trong khi tadc gia Maryam
Edalatifar lra chon dan sb dich c6 SpO2 nho
hon 90% (khi troi), c6 CRP 1én hon 10 mg/L
va nong do IL-6 Ién hon 6 pg/mL thi cac
bénh nhan ding liéu xung trong nghién ctu
cia chlng toi can thoa cac diéu kién gém
CRP tir 50 mg/L tré Ién, D-dimer > 1000
ng/mL, ferritin > 500 ng/mL va LDH > 300
U/L. Piéu nay cho thiy dan sé nghién ctu
trong bao céo cua chdng toi bén canh nhiém
SARS-CoV-2 nang con cd tinh trang tang
dap ung viém quéa mac. Viéc can co cac tiéu
chuan nghiém ngat nhu vay dua trén nghién
ctu caa Miguel A. L.Zafiga va cong sy ©).
Theo d6, cac tac gia di ching minh liéu
xung glucocorticoid dat dwoc hiéu qua tbt
nhat ¢ cac bénh nhan mac COVID-19 nang
c6 cac yéu td nguy co dap (ng viém qua mic
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gom ndng d6 1L-6 > 40 pg/mL va/hoic hai
trong cé4c tiéu chuan sau: CRP > 100 mg/L,
D-dimer > 1000 ng/mL, ferritin > 500 ng/mL
va LDH > 300 U/L. Tuy nhién, nghién cuu
cua tac gia Wei-jie Guan va tac gia Chuan
Qin chi ra CRP ¢6 mdi tuong quan thuan véi
nong do IL-6 trong huyét thanh, mac do
nang va tién luong trong COVID-19 . Pic
biét, khi gia tri CRP trén 50 mg/L, bénh nhan
c6 nguy co nhiém COVID-19 ning va khi
gia tri gan 75 mg/L, cac bénh nhan c6 nguy
co tir vong. Do d6, chiing t6i lya chon muc
tiéu chuan CRP 1a 50 mg/L trong béo céo cua
minh.

Khi so sénh ti 1& tir vong trong nhém mac
COVID-19 ning can thé oxy nhung khong
thd may xam lan, s6 liéu trong bao céo cua
ching t6i thap hon con s6 trong nhom diing
dexamethasone 6 mg/ngay cua nghién cuu
RECOVERY lan luot 12 20% va 23,3%. Su
cai thién ti 1& tir vong trong nhém ding liéu
xung glucocorticoid con duoc khang dinh
trong cac nghién cuu tai Tdy Ban Nha va
Iran. Theo do, tac gia lvan Cusacovich ghi
nhan ti 1€ tor vong tai bénh vién trong nhém
didu tri liéu xung glucocorticoid va nhém
diéu tri thong thuong lan luot la 29% va
42,1% (p < 0,05) con tac gia Maryam
Edalatifar cung cong su da ghi nhan ti 1€ tu
vong trong nhom can thiép va nhém chung
lan luot 12 12 5,9% va 42,9% véi p < 0,05.
Hiéu qua giam ti 18 tr vong cua lidu xung
glucocorticoid so vai cac lidu thip hon c6 thé
dugc giai thich dua trén co ché tac dung.
Liéu xung glucocorticoid cé tinh chat khang
viém rat manh thong qua co ché tic dong
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trén gen va khong qua gen. Trong dé, co ché
khong qua gen dién ra trong vong vai phat
sau khi ding liéu xung, lam thay ddi tinh
chat mang té bao va ty thé, giam tin hiéu thu
thé té bao T, gay tc ché mién dich, giam
téng hop cytokine gay viém. Co ché tac dong
trén gen tuy dién ra cham hon nhung lam
taing cuong kha niang chéng viém cua liéu
xung: tang tong hop cac chat khang viém
ddng thoi e ché céc tin hiéu viém noi bao
lam giam qué trinh tao cytokine gay viém. Vi
cac thc dung dic biét nay nén liéu xung
glucocorticoid dugc sur dung trong cac bénh
ly tw mién co bién chitng noi tang de doa tinh
mang.

Két cuc dat ndi khi quan

Duya trén s6 liéu dugc trinh bay trong
phan két qua, ca bénh 2 1a truong hop duy
nhit c6 tinh trang ho hap dién tién nang hon,
can dit ndi khi quan va thd may xam 14n sau
khi dung liéu xung methylprednisolone. Do
do, ti 1& dat noi khi quan sau ding liéu xung
glucocorticoid trong bdo cdo cua chung t6i1 la
20%. Trong nghién ctu RECOVERY, d6i
v6i truong hop mic COVID-19 ning can thg
oxy, ti I¢ dat ndi khi quan trong nhom diéu tri
dexamethasone 6 mg/ngay lén dén 28,4%,
cao hon sd liéu ghi nhan trong bao céo ciia
chung t61. Cac bao cdo hang loat ca tai Nga
cho thdy liéu xung glucocorticoid gitip cai
thién vin dé suy ho hip, tinh trang viém va
khong ghi nhan ca bénh can dit ndi khi
quan). Tai A Rap Xeé Ut va Nhat Ban, liéu
xung glucocorticoid dugc st dung sau khi
bénh nhan phai thd may xam lan, giup cai
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thién mirc d6 kho tho, chi sb oxy hoa, tir d6
cai dugc may thé va rat ndi khi quan @,

Dién tién 1am sang cac ca bénh sau
hoan thanh liéu xung glucocorticoid

Biéu d6 dién tién 1am sang trong hinh 3.1
ghi nhan céc triéu ching suy hd hip o ca
bénh 1, 3, 4 va 5 cai thién dan theo thoi gian
khi thanh
glucocorticoid. Trong d6, chi s6 SpO2/FiO2

tr sau hoan lidu xung
tang 1o rét so voi ban dau va dat trén ngudng
315 & tat ca bénh nhan tai thoi diém xuat
vién. Nghién ctru cua tac gia Todd W. Rice
da chimg minh chi s6 SpO./FiO, tuong quan
thuan v&i chi s6 oxy hoa méau PaO,/FiO,.
Vé6i cac ngudng 235 va 315 cia chi sd
SpO2/FiO2, gia tri cua PaO2/FiO, tuong tng
s& 12 200 va 300. Do d6, chi sé SpO2/FiO2 va
su thay doi ctia chi s6 gitp dénh gia gian tiép
chi s6 oxy héa mau dong mach ciing nhu
mirc do ton thuong phdi trong bénh canh
ARDS. Céc bdo céo tai Nga, Nhat Ban va A
Rap Xé Ut déu ghi nhan cai thién chi s6 4%
hoa PaO2/FiO2 & cac bénh nhadn duoc su
dung liéu xung glucocorticoid ™. Nhu vay,
cic sO lieu trén goi y lidu xung
glucocorticoid gitp cai thién mirc d¢ ton
thuong phdi & cac bénh nhan nhiém SARS-
CoV-2 ning, qua d6 goép phan lam giam
nguy co suy ho hip tién trién va nguy co dat
n6i khi quan, thé may xam lan

Téc dung phu liéu xung glucocorticoid

Duya vao s liéu trinh bay trong bang 3.3,
chang téi chi ghi nhan cé tinh trang gia tang
cac dau chuang nhidm tring o ca bénh 2.
Theo d6, bach cau mau ting cao véi bach cau
da nhan trung tinh chiém wu thé clng Véi

procalcitonin mau tdng trén 1 ng/mL chi sau
2 ngay str dung liéu xung. Tinh trang nhiém
tring van tién trién nang sau thé may kém
t6n thuong phdi ting trén 50% va cudi cling
bénh nhén di vao bénh canh séc nhiém tring
va suy da tang. Nhu vay, ti I¢ tAc dung phu
cua lidu xung glucocorticoid trong béo céo
ctia ching t6i 1a 20%. S liéu nay cua ching
t6i twong doéng véi nghién ciu cua tac gia
Ivan Cusacovich. Trong nghién curu nay, tac
gia da ghi nhan ti 1¢ nhiém triing trong nhom
diéu tri liéu xung la 23,4%, tuy nhién ti 1¢
nay khong khéac biét so véi sd liéu trong
nhom diéu tri thong thuong (24% voéi p >
0,05). Bén canh hiéu qua trong diéu tri,
glucocorticoid ciing c6 nhiéu tac dung phu,
dic biét 1a nhiém trung. Nguy co nhiém
triung gia ting khi liéu dung glucocorticoid
cao, thoi gian diéu tri kéo dai va & cac trudng
hop 16n hon hay bang 65 tudi.

Han ché

Nghién ctu cia chung t6i dugc thiét ké
theo dang béo cdo hang loat ca, hdi ctru. Do
d6, sé lugng bénh trong nghién cau nho, co
thé khong mang tinh dai dién cho toan bo
bénh nhan nhiém SARS-CoV-2 ning. Két
cuc trong béo céo cua ching t6i twong dong
VGi cac bao cdo ca bénh va nghién cau hoi
ctru trén thé giGi, tuy nhién, do sb luong mau
nho nén két qua nay co6 thé mang tinh ngau
nhién. Ngoai ra, ching t6i khéng c6 nhom
ching dé so sanh duoc két cuc diéu tri.

V. KET LUAN

Béo céo cua ching tdi cho thay ti Ié tu
vong, ti 1& dat noi khi quan sau dung liéu
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xung glucocorticoid trén cac bénh nhan méc
COVID-19 ning can thé oxy va co tinh trang
tang dap tng viém quéa mac thip hon cac sd
liéu duoc ghi nhan trong cac nghién ctu &
nudc ngodi. Triéu chang 1am sang va chi sé
oxy hoéa cua cac truong hop nay cai thién
theo chiéu hudng tét hon sau khi ap dung
phuong phap diéu tri. Tuy nhién, viéc st
dung lidu xung glucocorticoid can than trong
véi cac tac dung phu, dac biét ¢ cac bénh
nhan 16n tuoi.
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