Pinzo'n 2021 Dexamethasone vs methylprednisolone high dose for Covid-19 pneumonia

PLOS ONE

RESEARCH ARTICLE

Dexamethasone vs methylprednisolone high
dose for Covid-19 pneumonia

Miguel Alejandro Pinzon®1*, Santiago Ortiz%, Héctor Holguin®, Juan Felipe

Betancur®, Doris Cardona Arango®, Henry Laniado?, Carolina Arias Arias®, Bernardo
Mufioz’, Julian Quiceno®, Daniel Jaramillo®, Zoraida Ramirez*
1 Department of Infectious Diseases, Clinica Medellin, Grupo Quirénsalud, Medellin, Antioquia,

Colombia,

2 Department of Mathematical Sciences, Universidad EAFIT, Medellin, Antioquia, Colombia,

3 Pharmaceutical Service, Clinica Medellin, Grupo Quirénsalud, Medellin, Antioquia, Colombia,

4 Department of Internal Medicine, Clinica Medellin, Grupo Quirénsalud, Medellin, Antioquia, Colombia,
5 Department of Public Health, CES University, Medellin, Antioguia, Colombia,

6 Department of Epidemiology, CES University, Medelli'n, Antioquia, Colombia,

7 Department of Pulmonology, Clinica Medellin, Grupo Quirénsalud, Medellin, Antioquia, Colombia,

8 Department of Rheumatology and Autoimmune Diseases, CES University, Clinica Leén XIlII, Medellin,

Antioquia, Colombia

Dexamethasone va methylprednisolone liéu cao trong diéu tri bénh viém

phoi do Covid-19

PLOS ONE 16(5): €0252057. Published: May 25, 2021. https://doi.org/10.1371/journal.pone.0252057

Dich béi: ThS. BS. Dao Thi My Van

Toém tit

Gioi thiéu

Cho dén nay, chua c6 liéu phap hiéu qua
trong diéu tri hoi chirng hd hap cap tinh do
Coronavirus 2 (SARS-CoV2) gay ra bénh
Coronavirus 2019 (Covid-19). Hién tai,
dexamethasone di cho thay hiéu qua trong
viéc lam giam ty 1€ tor vong ¢ nhitng bénh
nhan can tho oxy, dac biét 1a nhitng bénh
nhan thé may xam lan. Tuy nhién, c6 ching
mét loai corticosteroid khac vai lidu luong va
thoi gian st dung phi hop c6 thé dat duoc két
qua lam sang tét hon? Muc tiéu cua nghién
ctru nay 1a so sanh sy khac biét vé két qua
lam sang va két qua xét nghiém & nhiing
bénh nhan nang do Viém phdi SARS-CoV?2
duogc diéu tri bang dexamethasone ¢ liéu 6mg

o véi nhitng bénh nhan duoc diéu tri bang
methylprednisolone liéu cao.

Phwong phap

Mot nghién ciru doan hé cé lién quan vai viéc
phan tich ty 18 séng s6t cia 216 bénh nhan
dugc chan doan viém phoi ning do Covid-19,
dugc xac nhan bing phan @ng chudi
polymerase dbi vsi SARS-CoV2 theo phéc
d6 Berlin, nhitng bénh nhan nay nim tai mot
phong kham da khoa & Medellin, Colombia.
Ho dugc bd sung oxy va xac nhan viém phoi
bang phuong phap chup X-quang va CT ldng
nguc. Kich thudc mau khong duoc tinh toan
Vi tong sb dap tng duoc céac tiéu chi da dugc
danh gia. 111 bénh nhan duoc diéu trj theo
phac db tai co so voi dexamethasone 6 mg
mdi ngay tiém tinh mach trong 7 dén 10 ngay
néu ho can tho oxy. Tir ngay 15 thang 9 nam
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2020, quy trinh cua phong kham da duoc sta
d6i boi dich vu Bénh truyén nhidm va Ho
hap, voi viéc khuyén nghi ding liéu cao
methylprednisolone tir 250 dén 500 mg méi
ngay trong ba ngay va tiép sau do6 udng
prednisone 50 mg mdi ngay trong 14 ngay.
Phac d6 nay khong dugc 4p dung trong
phong chiam soc dic biét va tiép tuc duogc st
dung dexamethasone. Két qua 1am sang va su
khéc biét trong két qua xét nghiém cua nhirng
bénh nhan dugc sur dung dexamethasone so
véi nhom nghién cirtu sau d6 nhan dugc
methylprednisolone tir ngay 15 thang 9 dén
ngay 31 thang 10 nam 2020 da duoc danh
gia. Viéc theo dai tinh trang tai phat hoac tinh
trang séng cua bénh nhan duoc thuc hién
théng qua viéc tai kham hodc qua dién thoai
sau khi xuat vién mot thang.

Két qua

216 bénh nhan bi viém phoi do Covid-19
duoc ghi lai bang hinh anh kinh mo va ép
suit phé nang/ phan suat oxy hit vao (PaFi)
dusi  300. 111 bénh nhédn  dung
dexamethasone (DXM) va 105 bénh nhén
dugc dung methylprednisolone (MTP). Bénh
nhan trong nhém DXM tién trién thanh
ARDS nang véi ty ¢ cao hon (26,1% so voi
17,1% so v&i nhom MTP).

Sau khi hoan thanh 4 ngay diéu tri bang
corticosteroid duong tiém, céc chi sd xét
nghiém vé muac d6 nghiém trong duoc giam
dang ké ¢ nhoém duoc dung MTP, CRP 2,85
(2,3-3,8) so voi 7,2 (54-98), (p-value
<0,0001), D-dimer 691 (612-847) so voi
1083 (740-1565) (p-value = 0,04) va DHL
273 (244-289) so véi 355 (270,6-422) (p-
value = 0,01). Sau khi bat dau diéu tri bang
corticosteroid, ty 1& bénh nhan duoc chuyén
dén don vi cham soc dic biét (4,8% so voi

14,4%) va ty 1€ tir vong (9,5% so vai 17,1%)
& nhém duoc dung MTP thap hon. Thoi gian
hdi phuc & nhitng bénh nhan duge diéu tri
bing MTP ciing rt ngan hon, con 3 ngay (3—
4) so v6i DXM 6 ngay (5-8) (p-value
<0,0001). Trong thoi gian 30 ngay theo ddi,
88 bénh nhan con séng & nhém diung MTP
(chiém 92,6%) so voi nhitng ngudi duoc
dung dexamethasone 1a 58 (chiém 63,1%).

Két luan

Trong nghién ctu nay, viéc diéu tri bénh
nhan ning bi viém phdi do Covid-19 bang
methylprednisolone liéu cao trong 3 ngay,
sau d6 13 prednisone dudng uéng trong 14
ngay, so Vvo&i  viéc st dung 6mg
dexamethasone trong 7 dén 10 ngay, di lam
giam dang ké thoi gian héi phuc ciing nhu
nhu cau chuyén dén phong cham soc dac biét
va danh diu mac do nghiém trong Protein
phan ung C (CRP), D-dimer va LDH. Cac
nghién cau d6i chung ngiu nhién véi
methylprednisolone duoc yéu cau dé xac thyuc
tac dung, va cac nghién ctu trén tong sé bénh
nhan nhap vién tai cac khu cham s6c dac biét.

Gioi thiéu

Coronavirus 2019 (Covid-19) la can bénh cé
tén 1a Hoi chitng hd hap céap tinh nang SARS-
CoV-2 do vi rat Coronavirus 2 gay ra, day l1a
mot mam bénh mai duge xac dinh ban dau &
Vii Han, Trung Qudc vao thang 12 nam 2019
[1]. Tinh dén ngay 11 thang 11 nam 2020,
toan cau c6 52.024.841 ngudi bi nhiém bénh,
trong d6 c6 1.282.944 truong hop tu vong,
chiém ty 18 1a 2,5% [2] voi mic do lay lan
cao hon so vaéi cdc dich bénh trude day nhu
SARS-CoV va MERS [3].

Pé dbi mat voi dai dich nay, nhitng loai
thudc da ting dugc sir dung trong cac dot
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dich SARS-COV va MERS trudc day, bao
goém chloroquine va hydroxychloroquine [4],
lopinavir/ ritonavir [5], azithromycin [6], va
ivermectin [7], khi so sanh va&i nhitng loai
khac, cho thdy mét sé phan ang tich cuc
trong viéc chdng lai SARS-CoV?2 trong dng
nghiém. Tai mot trung tdm nghién cau ¢
Michigan, Hoa Ky, viéc si dung
hydroxychloroquine mét minh hoic két hop
véi azithromycin c6 lién quan dén viéc giam
ty 1€ t&r vong [8]. Tuy nhién, trong cac thu
nghiém lam sang ngau nhién, khdng cé tac
dung thuan lgi nao dugc chixng minh.

Vao ngay 16 thang 6 ndm 2020, bdo cdo so
b cuia nghién ciru Phuc hoi [9] da duoc cong
bd, trong d6 béo cdo di so sanh nhitng bénh
nhan bi viém phdi do Covid-19 duoc ding
dexamethasone 6mg mdi ngay trong tbi da 10
ngay (hoic cho dén khi xuat vién) so voi
nhitng bénh nhan khdng dung corticosteroid.
Trong nghién ctiru nay, ty I€ tir vong ¢ nhdm
bénh nhan dwoc dung dexamethasone thap
hon so vai nhém khong dung. Mac du ty 1€ ta
vong giam 11% & bénh nhan tho may cé xam
1an (29% so voi 40%), su khac biét vé ty 16 tir
vong toan cau la rat nho (22,9% so voi
25,7%), dya trén nghién ctu Phuc hdi nay,
hau hét cac husng dan trong cac bénh vién
trén toan thé gidi da bo sung thong tin nay
vao. Tuy nhién, cho dén nay vin chua rd viéc
diéu tri nhitng bién ching ciia Covid-19, Hoi
chung suy hd hap cap tién trién (ARDS) [10]
hoac Hoi ching phong thich Cytokine (CRS)
[11], 1a tac dung cu thé cta dexamethasone
hay la mot loai tdic dung ma cac
corticosteroid khac co thé gay ra, hoiac ngay
ca khi corticosteroid lidu thdp hoic cao déu
€6 tac dung tuwong tu. Muc tiéu cia nghién
ctru la so sanh két qua 1am sang cua bénh
nhan dugc diéu tri bang dexamethasone so

véi methylprednisolone liéu cao & cip bénh
vién tai mot phong kham da khoa ¢ Medellin,
Colombia.

Phuwong phap

Nghién cttu doan hé khdng phan biét vai
phan tich ty 18 séng sot dugc thuc hién tai
mot phong khdm da khoa & Medellin,
Colombia.

Nghién ciu duoc tién hanh ¢ cac bénh nhan
trén 18 tudi, nhap vién vi viém phoi do
Covid-19 dugc xac nhan bang két qua duong
tinh véi SARS-CoV2 bang phuong phap RT-
PCR SARS-CoV2 theo phac d6 Berlin. Bénh
nhan ciing duoc bd sung oxy va xac nhan
viém phoi théng qua chup X-quang va CT
long nguc. Kich thuéc mau khong dugc tinh
toan vi tong sé trén da dap tng cac tiéu chi va
da dugc danh gia.

Sau khi dugc sy dong Yy, bénh nhan duoc diéu
tri theo phac dd cua hoi dong (tir ngay 11
thang 6 dén ngay 14 thang 9 nim 2020) Vi
dexamethasone 6mg tiém tinh mach hang
ngay trong téi da 10 ngay (hoic cho dén khi
Xuat vién) néu bénh nhan can dugc bd sung
oxy (nghién cau doan hé hoi ciu). Tir ngay
15 thang 9 nam 2020, phac d6 di dugc thay
doi tir dexamethasone thanh
methylprednisolone 250-500mg mdi ngay
trong ba ngay, tiép theo 1a prednisone 50mg
uéng mdi ngay trong 14 ngay (nghién cau
doan hé tién cwu). Liéu trung binh cua
methylprednisolone 1a 500mg ti€m tinh mach
mdi ngay trong ba ngay. Liéu lugng dya trén
cac béo céo vé SARS-CoV va kinh nghiém
vé viém phéi cap va viém phéi chan doan tai
trung tdm. Tat ca bénh nhan duoc ding
ivermectin - mot giot/ kg trong 3 ngay dé
ngan ngua hoi  chang Loeffler do
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corticosteroid (mot giot twong duong vdi 200
microgam ivermectin). T4t ca bénh nhan bit
dau dugc diéu tri tir ngay dau tién nhap vién
va khong duoc chon ngau nhién.

DPuoc xem 12 tiéu chi loai trir &é tham gia bat
ky nhém thuan tap ndo cua nghién cuau, céc
chéng chi dinh lién quan dén corticosteroid
da dugc xem xét, bat dong ddi véi hé thong y
té, tir vong trong 24 gio dau, bénh nhan duoc
chim soc giam nhe hoic co thoi gian séng sot
du6i sau thang. Néu bénh nhan yéu cau nhap
vién vao ICU va khong nhan duoc it nhat hai
lidu corticosteroid, thi dwgc rat khoi nhém
thuan tap dé theo ddi (Trong phéc d6 tai ICU,
chi dexamethasone 6mg dugc tiém tinh mach
1a dugc thuc hién). Néu bénh nhan nhan duoc
it nhat hai lidu methylprednisolone nhung
khong tiép tuc véi prednisone, ho s& khong
dugc dua vao nhém, nhung két qua caa ho
van tiép tuc duoc theo dbi. Nhitng bénh nhan
dugc diéu tri dexamethasone it hon hai ngay
cting dugc rat khoi theo dbi nghién cuu.
Colchicine dugc s dung theo phac do tai
phong kham ké tir ngay 1 thang 7; gia tri nay
duoc bao gém trong céc danh gia cua bénh
nhan.

Sau khi nhap vién, cac xét nghiém trong
phong thi nghiém s& dugc thuc hién, chang
han nhu xét nghiém huyét do6, than, chuc
nang gan, khi mau déng mach, lactate
dehydrogenase, D-dimer, ferritin huyét thanh
va protein phan ung C. Heparin trong lugng
phan tir thip dugc ké don cho tit ca bénh
nhan dé ngan ngira tic mach huyét khéi trong
thoi gian nam vién.

Viém phoi duoc phan loai 1a nang khi thiéu
0xy mau hoic nhu cau bo sung oxy, va trong
mot sé trudng hop, phac tap voi hoi ching
sb¢ nhiém trang, hoic ton thuong da co quan.

Hoi chang suy hd hap cép tién trién (ARDS)
dugce xac dinh khi c6 tham nhidm phéi hai
bén khong dugc giai thich dugc can nguyén
khac ngoai Covid-19 va PaFi nhé hon 300.
Két qua khi mau dong mach trong mdi lan
bénh nhan nhap vién dugc danh gia dé xéc
dinh su tién trién cia ARDS. Két qua uu tién
chinh 1a thoi gian phuc héi, dugce dinh nghia
la su cai thién 1am sang dang ké trong dién
bién cua bénh nhan dé xem xét xuat vién. Do
d6, can cai thién tinh trang kho tho, giam viéc
hd trg oxy it nhat cho dén oxy qua 6ng thong
mili (néu trudc d6 cho thé oxy qua mat na
Ventury, mat na khéng hit lai, thé may khéng
xam 1an hoic thd may xam lan) hoic khéng
can oxy bo sung. Két qua tht hai 1a phai
chuyén dén don vi cham séc dic biét (ICU),
tr vong va tai nhap vién sau 30 ngay xuat
vién, vao vién vi nhiém khuan. Viéc theo doi
duoc thuc hién bang tu van ngoai trd mot
thang sau khi xuat vién hoic qua dién thoai,
hoi vé tinh trang tai phat hoic tinh trang
s6Ng.

Su tiéu chuan hoa duoc thuc hién duéi su
quan sat caa nha nghién ctru, do d6 can dam
bao k¥ thuat thich hgp trong viéc thu thap
théng tin. Vi nhitng dir liéu nay, mot co so
dir liéu duoc xay dung trong Microsoft Excel
va trudc khi phan tich, n6 di duoc kiém soat
chat luong.

Khi tat ca cac bién da dugc thu thap, céac bién
dinh luong duoc biéu thi dudi dang trung vi
mau cua chung (ctng véi khoang tin cay 95%
bootstrap twong rng cua chung) va dugc so
sénh bang céach sur dung kiém dinh gia thuyét
Mann & Whitney hai mat. Cac bién dinh tinh
duogc biéu thi bang gia tri tuyét doi, cung voi
gia tri phan trim twong tng cua ching (%) va
duoc so séanh biang céach sir dung kiém dinh z
hai mau dé kiém tra gia thuyét ty Ié. Viéc so
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sanh  hieu  sudt  didu  tri  cua
methylprednisolone (MTP) Véi
dexamethasone (DXM) duoc thuc hién thong
qua bién phan ung ‘Thoi gian phuc héi’,
duoc do bing ngay, biéu thi thoi gian hdi
phuc cho dén khi xuat vién néu da nhan dugc
it nhat hai lidu diéu tri twong (ng. Phan tich
nay duoc thuc hién théng qua mé hinh phén
tich ty 16 sdng sét véi hdi quy Cox [12], va
n6 di dugc ching minh rang céc rai ro 1a ty
I& thuan, tir hai giai doan: dau tién, mot hoi
quy Cox manh mé [13] duoc thyuc hién dé xac
dinh céc bién du béo giai thich ty Ié rui ro
(HR), tranh sy can thiép c6 thé xay ra ddi véi
cac quan sat ngoai lai trong wdc tinh kha
ning xay ra mot phan. Trong giai doan thir
hai, voi cac bién quan trong (‘Diéu tri’ va

‘Colchicine’), mot md hinh méi da dugc udc
tinh cho cac udc tinh diém va khoang tin cay
95% cua ching. Céc phan tich théng ké nay
dugc thuc hién trong phan mém théng ké R
[14] théng qua goi coxrobust [15] dé thuc
hién hoi quy Cox manh mé va goi ton tgi [16]
cho héi quy Cox truyén théng.

Dao duc

Nghién ctru nay di dugc Uy ban dao duc
Clinica Medellin phé duyét. Nhitng nguoi
tham gia nghién ctu da cam két dong y thuc
hién.

Sé dang ky dung thir ISRCTN33037282.

FLOWCHART OF PATIENTS AND FOLLOW UP

DEXAMETHASONE

METHYLPREDNISOLONE

/

|

167 patients hospitalized between
June 11 and September 14, 2020

Excluded patients:

+ 32 did not have pneumonia.

+ 13 did not receive corticosteroids.

* 7 palliative.

* 1 signed dissent.

+ 3 died without receiving dexamethasone
at least 2 days.

169 patients hospitalized between
September 15 and October 31, 2020

!

Excluded patients:

« 31 did not have pneumonia.

* 16 entered the ICU directly.

« 5 palliative.

* 4 signed dissent.

» 3 were admitted to ICU with less than
2 doses of methylprednisolone.

* 5 received dexamethasone, 3 for
contraindication (poorly controlled
diabetes mellitus, active digestive
bleeding, abdominal sepsis. (These
patients were included within the
dexamethasone cohort), and 2 did

111 patients with severe Covid-19
pneumonia received dexamethasone 6mg

g

not require oxygen.

105 patients with severe Covid-19
pneumonia received high-dose

methylprednisolone

Hinh 1: So @ bénh nhan va theo doi

In total 216 patients admitted to the study

https://doi.org/10.1371/journal.pone.0252057.g001
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Két qua

Tong cong c6 216 bénh nhan, trong d6 c6111
bénh nhan d3a nhan dexamethasone (nhom
DXM hdi ctu), va 105 bénh nhan nhan duoc
methylprednisolone (nhém MTP tién ciu)
(Hinh 1). Khoéng c6 su khac biét c6 y nghia
thdng ké gitra hai nhém bénh nhan, lam giam
kha ning so sanh vé cé4c bién sé vé tudi, gioi
tinh, bénh di kém, ban dau: PaFi, CRP, DHL,
Ferritin, D-dimer, hoac su dung khang sinh.
Colchicine dugc ké cho 100 bénh nhéan
(95,2%) cua nhom MTP so vai 88 (79,3%)
cia nhom DXM (Bang 1)

Két qua 1am sang

Bénh nhan trong nhém DXM tién trién thanh
ARDS ning chiém ty Ié cao hon (26,1% so
vé6i 17,1% & nhdm MTP). Sau khi hoan thanh
4 ngay diéu tri bang corticosteroid duong
tiém, cac dau hiéu can l1am sang vé mac do
nghiém trong giam dang ké & nhém duoc
dung MTP, véi CRP 2,85 (KTC 95%: 2,3—
3,8) s0 véi 7,2 (5,4-9,8), (gia tri p <0,0001 ),
D-dimer 691 (KTC 95%: 612-847) so voi
1083 (KTC 95%: 740-1565) (p-value = 0,04)
va DHL 273 (KTC 95%: 244-289) so voi
355 (95% CI: 270,6-422; p-value = 0,01).

Chuyén dén phong chiam séc dic biét va ty 1é
tr vong sau khi bat dau dung corticosteroid
thiap hon ¢ nhom dugc ding MTP (4,8% so
VGi 14,4%) va (9,5% so véi 17,1%), tuong
tng. (Bang 2). Thoi gian hdi phuc ngian hon
& nhitng bénh nhan duoc diéu tri bang MTP,
3 ngay (3-4) so voi DXM 6 ngay (5-8) (p-
value <0,0001) (Hinh 2). Tai thoi diém theo
ddi 30 ngay, 88 bénh nhéan (ty I¢ 92,6%) con
séng & nhdm ding MTP so véi 58 bénh nhan
(ty 1€ 63,1%) ¢ nhirng nguoi duoc dung
dexamethasone.

Phan tich hiéu suat thoi gian hdi phuc
Thong qua mé hinh nguy co ty 1€, tac dong
cua cac bién 1én ham ty 18 rai ro cua bién
phan tng 'Thoi gian phuc hdi'. Tr mé hinh
Cox manh mé da dugc ching minh, chi co
cac bién 'Piéu tri' va 'Colchicine' 1a c6 y
nghia trong viéc 1ap mé hinh ty 1& nguy hiém
ham s6. Hoi quy Cox thir hai dugc thuc hién
Vi cac bién c6 ¥ nghia ciia m6 hinh dau tién
dé md hinh héa ty Ié rui ro, cling quan sat
murc d6 y nghia cta nd (Bang 3).

Trong nghién ciu nay, ham séng s6t S cho
biét xac sudr wéc tinh ma mét bénh nhan can
thém ngay dé hoi phuc va ham ty 1& rui ro
A (t) cuong do6 xac suat ma mot bénh nhan
dang hoi phuc tai thoi diém t + A, tai thoi
diém t n6 van chua phuc hoi, voi A> 0.

Déi voi bién 'Biéu tri', hé s6 hdi quy udc tinh
la +0,57 chi ra riang viéc diéu tri bang
methylprednisolone cé tac dong tich cuc vai
gia tri 1,76 (1,29-2,40) trong ham ty I¢ rai ro
A(t), nghia 13, bénh nhan ding
methylprednisolone c6 co hdi phuc héi tic
thi tor Covid-19 cao hon so vai nhitng bénh
nhan dugc dung DXM (Bang 3A). Nhiing
bénh nhan duwoc sir dung MTP c6 nguy co
tich Iily cao hon vé viéc hdi phuc trong thoi
gian ¢ + 4 Vi tai thoi diém t van chua hoi
phuc (Bang 3B).

Piéu twong ty ciing xay ra voi bién
‘Colchicine’; d6i véi diéu nay, hé s hoi quy
woc tinh 1a +0,89 di thu duoc, cho thay rang
viéc ap dung Colchicine c6 tac dong tich cuc
Véi gia tri 2,44 (1,45-4,09) trong ham ty 1é
nguy co A (t), tac 1a nhitng bénh nhan duoc
dung Colchicine c6 co hdi phuc hdi tuc thi tir
Covid-19 cao hon so véi nhitng nguoi khong
dung (Bang 4A).
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Nhitng bénh nhan duoc bd sung Colchicine litly cao hon trong thoi gian ¢ + 4 cho rang tai
vao corticosteroid c6 nguy co hdi phuc tich thoi diém t ho van chua hdi phuc (Bang 4B).
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Bing 1: Pdc diém 1am sang va xa héi hec ciza bénh nhan nhdp vién vi viéem phéi do Covid-19, phén theo nhém diéu tri

https://doi.org/10.1371/journal.pone.0252057.t001

Mann & Whitney

Variable Treatment
MTP (n = 105) DXM (n =111)
Age 64 (60-68) 63 (58-69)
Sex
Male 67 (63.8%) 60 (54.1%)
Female 38 (36.2%) 51 (45.9%)
Comorbidities 77 (73.3%) 84 (75.7%)
Cancer 6 (5.7%) 7 (6.3%)
Hypothyroidism 7 (6.7%) 11 (9.9%)
Heart Disease 10 (9.5%) 9(8.1%)
Renal Failure 7 (6.7%) 13 (11.7%)
Dementia 6 (5.7%) 5(4.5%)
Obesity 12 (11.4%) 8 (7.2%)
COPD 11 (10.5%) 12 (10.8%)
Diabetes Mellitus 21 (20%) 31(27.9%)
Hypertension 49 (46.7%) 55 (49.5%)
Initial ARDS
Mild 79 (75.2%) 80 (72.1%)
Moderate 17 (16.2%) 13 (11.7%)
Severe 9 (8.6%) 15 (13.5%)
Unknown 0 (0%) 3(2.7%)
Initial PaFi 253 (231-265.9) 266 (233-290)
Initial CRP 11.85 (9.7-15.9) 11.2 (9.7-12.9)
Initial LDH 299 (275-324) 334 (297.5-370.5)

Initial Ferritin
Initial D-Dimer
Antibiotics

Colchicine

470.5 (364-726)
709 (577-849)
103 (98.1%)
100 (95.2%)

513.5 (395.5-764)
868 (689-1079)
100 (90.1%)
88(79.3%)

Proportions Z-test Total Patients (n = 216)

P-Value P-Value

0.94 - 64 (60-68)
- 0.19 127 (58.8%)
- 89 (41.2%)
- 0.81 161 (74.5%)
- 1 13 (6%)
- 0.54 18 (8.3%)
- 0.89 19 (8.8%)
- 0.29 20(9.3%)
- 0.92 11 (5.1%)
- 0.4 20 (9.3%)
- 1 23 (10.6%)
- 0.23 52 (24.1%)
- 0.77 104 (48.1%)
- 0.71 159 (73.6%)
- 0.45 30 (13.9%)
- 0.35 24 (11.1%)
- 0.27 3(1.4%)

0.59 - 255 (240-271)

0.42 - 11.4 (10.1-

12.9)

0.23 - 309 (296-336)

0.75 - 495 (404-672)

0.24 - 774 (687-876)
- 0.03 203 (93.9%)
- 0.001 188 (87%)

COPD: Chronic Obstructive Pulmonary Disease; ARDS: Acute Respiratory Distress Syndrome; CRP: C-reactive protein; DXM: Dexamethasone; LDH: Lactate

Dehydrogenase; PaFl: arterial oxygen pressure / inspired oxygen fraction.

Thao luan

Cho dén nay, khéng c6 loai thuéc nao cho
thdy hiéu qua chéng lai SARS-COV2.
Remdesivir, mac du da dugc Co quan Quan
ly Thuc pham va Dugc pham (FDA) ¢ Hoa
Ky chap thuan nhu mot chat khang vi-rat doi
véi SARS-COV2, da bi nghi ngo do tac dung
lam sang han ché caa né [17], trong tdm hién
tai 13 hudéng dén cac bién chang lién quan
dén Covid-19: ARDS va Hoi chuang giai
phong Cytokine, ca hai déu ¢ dic trung & su
gia ting yéu t6 hoai tir khéi u-alpha (TNF
alpha), interleukin (IL) 1B, IL-2 IL-6, IL-8,
IL-10 va interferon y (IFN y) [18] tao ra phan
tng rdi loan diéu hoa dap wng viém tu than,
tén thuong mé dich ning né va hién tuong

viém toan than, va tham chi la tr vong. Do
do, corticosteroid da dugc su dung, day la
loai thudc c6 tac dung khang viém manh
[19]. Theo béi canh lich su, trong tran dich
SARS ¢ Quang Chau, Trung Quéc, xay ra
vao nam 2003, bénh nhiém khuan c6 lién
quan dén hinh anh 1am sang twong ty nhu
dich bénh Covid-19, Zhao va cong su. [20],
Khi so sanh bon phuong phap diéu tri cho
bénh nhan viém phéi do SARS-CoV, bao
gom cac loai thudc khang sinh, thuc khéang
vi-rat khac nhau, va trong mot sé trudng hop,
corticosteroid dwoc st dung véi céac liéu
lugng khéc nhau. Chi nhitng bénh nhan dung
methylprednisolon liéu cao 160-1000mg mdi
ngay trong vong 5-14 ngay thi khong can tho
may, khong gay tt vong.

Dich bai: ThS. BS. Pao Thi My Van 8
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Bing 2: Két qud 1am sang ciia bgnh nhan viém phai do Covid-19 nhdp vién, theo nhém diéu tri.
https://doi.org/10.1371/journal.pone.0252057.t002

Variable Treatment Mann & Whitney | Proportions Z-test Total Patients
MTP (n =105) DXM (n=111) P-value P-Value (n=216)
ARDS Evolution
Mild 61 (58.1%) 61 (54.9%) - 0.74 122 (56.5%)
Moderate 24 (22.9%) 21 (18.9%) - 0.56 45 (20.8%)
Severe 18 (17.1%) 29 (26.1%) - 0.15 47 (21.8%)
Lung Over Infection 2 (1.9%) 4 (3.6%) - 0.73 6 (2.8%)
Hyperglycemia 8 (7.6%) 11 (9.9%) - 0.72 19 (8.8%)
Invasive Mechanical Ventilation 3(2.9%) 22 (19.8%) - 0.0002 25 (11.6%)
Posterior PaFi 263.5 (250-285) 262 (246-287) 0.67 - 262 (250-282)
Posterior CRP 2.85(2.3-3.8) 7.2 (5.4-9.8) < 0.0001 - 4.3 (3.5-5.4)
Posterior LDH 273 (244-289) 355 (270.6-422) 0.01 - 281.5 (259-301)
Posterior Ferritin 476 (362-644) 580 (496.5-669) 0.20 - 537 (460-626)
Posterior D-Dimer 691 (612-847) 1083 (740-1565) 0.04 - 807 (642.3-1009)
ICU Admission After Corticosteroid Treatment 5(4.8%) 16 (14.4%) - 0.03 21 (9.7%)
Mortality 10 (9.5%) 19(17.1%) - 0.15 29 (13.4%)
Recovery Time 3(3-4) 6 (5-8) < 0.0001 - 4 (4-5)
Recovery time (with Colchicine) 3(3-4) 5 (4-6.5) 0.003 - 4 (3-5)
30-day Status
Alive 88(92.6%) 58 (63.1%) - < 0.0001 146 (78.1%)
Death at Home 1(1.5%) 5(5.4%) - 0.34 6(3.2%)
Re-admitted and Alive 0 (0%) 4 (4.3%) - 0.12 4(2.1%)
Death Upon Re-admitted 1(1.5%) 0 (0%) - 1 1(0.5%)
Unknown 5(5.3%) 25(27.2%) - 0.0001 30 (16%)

ARDS: Acute Respiratory Distress Syndrome; CRP: C-reactive protein; DXM: Dexamethasone; ICU: Intensive Care Unit; LDH: Lactate Dehydrogenase;

PaFl: arterialoxygen pressure / inspired oxygen fraction.

nhan khac tai ICU. Villar va cong su. [22],
trong mot nghién cau kiém soat gia dugc,
ngau nhién va da trung tdm, ngudi ta da phat
hién ra rang bénh nhan ARDS duoc diéu tri
bang dexamethasone co ty Ié tir vong thap
Boxplot for Recovery Time by Treatment

Thoi gian bat dau dai dich Covid-19, viéc sir
dung corticosteroid con gay tranh cdi [21].
Tuy nhién, cac bang chung gan day da thay
do6i viéc quan Iy ARDS thir phéat do nguyén
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Hinh 2: Thei gian phuc héi theo phwong phdp diéu tri dwec ap dung: Dexamethasone so véi methylprednisolone.
https://doi.org/10.1371/journal.pone.0252057.9002
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hon (21% so véi 36%, gia tri p <0,0047). Wu
va cong su [23], da@ mo6 ta mot nhdm bénh
nhan mac ARDS thi phat do Covid-19, dugc
diéu tri bang methylprednisolone, c6 nguy co
tr vong thdp hon (HR, 0,38; KTC 95%,
0,20-0,72).

Gan day, két qua PHUC HOI di sta doi
huéng dan diéu trj [9]. Trong nghién ciu nay,
nhitng bénh nhin dugc st dung
dexamethasone da giam ty 1€ t&r vong & mot
phan ba bénh nhan thé may va mét phan nim
& nhitng bénh nhéan khac chi dugc tho oxy.
Tuy nhién, sy khéac biét vé ty 1¢ tir vong caa
tat ca bénh nhan 1a 22,9% ¢ nhiing nguoi
dung dexamethasone 6mg so véi 25,7% ¢
nhirng nguoi khéng dung.

O bénh nhan Covid-19, ty 18 tir vong cao ¢6

thé duoc giai thich 1a do su phat trién nhanh
chéng cua viém phéi tha phat sau SARS-
CoV2, vi sy xuit hién cua né ngay ca trong
tuin dau tién lay nhiém da dwoc ghi nhan
trong kham nghiém ti thi. Bénh ly nay
thuong can diéu tri bang corticosteroid liéu
cao, dugc mot s6 ngudi goi 1a lidu "xung" véi
thoi gian dai hon. Do d6, lidu dugc dé xuat
bdi PHUC HOI c6 thé khong da cho mot ty
Ié cao bénh nhén [24]

Yang va cong su. [25], danh gia 175 bénh
nhan bi Covid-19 nghiém trong, ghi nhan
trong phan tich da bién s6 nhu mot yéu td bao
vé chdng lai su tién trién thanh bénh hiém
nghéo khi sir dung methylprednisolone (gia
tri p <0,001; OR: 0,054 KTC 95%: 0,017 —
0.173

Bing 3: Phan tich higu sudt thei gian khdi phuc — Mé hinh Cox.

https://doi.org/10.1371/journal.pone.0252057.t003

Explanatory Variable

Coef. Exp(Coef)
Treatment (1 -MTP and 0 —-DXM) 0.97 2.63
Colchicine (1 —Received and 0 —Not received) 0.87 2.39
Age -0.01 0.99
Sex (1 —Male and 0 —Female) -0.19 0.82
Comorbidities (1 —Yes and 0 —No) 0.33 1.40

Robust Cox Regression (Model 1)

Cox Regression (Model 2)

P-value Coef. Exp(Coef) P-value
< 0.0001 0.57 1.76 (1.29-2.40) 0.0003
0.025 0.89 2.44 (1.45-4.09) 0.0007
0.26
0.29
0.15
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Hinh 3: A. Chitc ning séng sét dwoc woc tinh bang mé hinh Cox, theo phwong phdp diéu tri: MTP so véi DXM.
B. Chike ndng rii ro tich lily dwoc wéc tinh bang mo hinh Cox, theo phwong phdp diéu tri MTP so véi DXM
https://doi.org/10.1371/journal.pone.0252057.9003

Survival Functions by Treatment Cumulative Hazard Functions
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Hinh 4: A. Chikc ning song sét dwoc wéc tinh bgi mo hinh Cox, theo viéc bénh nhin cé dwoc diing corticosteroid
véi colchicine hay khéng.

B. Chikc néing rii ro tich lily
https://doi.org/10.1371/journal.pone.0252057.9004

tiéu chuan. Bénh nhan c6 cai thién 1am sang
cao hon trong nhom dugc s dung

X R N _ X methylprednisolone so véi nhém cham soc
benh nhan bi viem phot do Covid-19 nhan tiéu chuan (94,1% so voi 57,1%), va ty I8 ti
methylprednisolone 250 mg moi ngay trong
ba ngay so véi 34 bénh nhan dugc cham soc

Edalatifard va cong su. [26], Trong mét thi
nghiém 1am sang nhd, chon ngau nhién 34

vong thip hon & nhom c6 ding
methylprednisolone (5,9% so véi 42,9%; p-


https://doi.org/10.1371/journal.pone.0252057.g003
https://doi.org/10.1371/journal.pone.0252057.g004
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value <0,001).

Ruiz-lrastorza va cong su. [27], Trong mot
nghién ctu quan sat so sanh vé bénh nhan
méc viém phdi do Covid -19, so véi nhing
bénh nhan dwgc ding MTP vao tuan tha 2
(125-250 mg/ ngay trong ba ngay) véi nhirng
ngudi khong duoc sir dung. Su diéu chinh ty
s6 rui ro lién quan dén tir vong hodc dat noi
khi quan cho bénh nhan trong nhom duoc
cho thuéc MTP vao tuan tha 2 lan luot la
0,35 (95% CI 0,11 dén 1,06, p-value = 0,064)
twong (ng véi 0,33 (95% CI 0,13-084, p-
value = 0,020).

Nghién ctu nay danh gia sy khac biét gitra
két qua 1am sang va xét nghiém ¢ bénh nhan
duoc diéu tri bing dexamethasone hoic
methylprednisolone liéu cao. Chlng tdi cho
thdy ty l¢ te vong thap hon & nhom
methylprednisolone va thoi gian phuc hoi cua
bénh nhan ngan hon, mot phat hién da khong
dugc bao céo cho dén nay. Loi giai thich
duong nhu tuong ng vai hiéu ang phu thuoc
vao liéu luong cua corticosteroid, quan sat
thiy sy giam dang ké hon trong phan ung
vikm & nhém bénh nhdn nay hon
dexamethasone, giam CRP, LDH va D-
dimer. Cac phong thi nghiém nay, da dugc dé
Xuat nhu 1a diém danh ddu mac d6 nghiém
trong trong Covid-19, khéng cd san tai thoi
diém ban dau hodc theo ddi nhu mot phan
mg sau khi diéu tri trong nghién ciru PHUC
HOI. Mic du dung corticosteroid lidu cao,
khong c6 nguy co boi nhidém ting 1én, c6 thé
do thoi gian dung thubc ngan. Hai truong hop
nhiém tring trén (1,9%) so voi DXM 4
(3,7%) xay ra & nhém MTP, tuong urng trong
tat ca cac truong hop l1a viém phoi lién quan
dén may tho. Tang duong huyét dugc quan
sat thdy & mot s6 bénh nhan dai thao dudng
trong ca hai nhom diéu tri.

Ty 1& bénh nhan trong nhém dung MTP liéu

cao tién trién thanh ARDS ning va chuyén
dén don vi cham soc dac biét sau khi bat dau
ding corticosteroid thap hon hon nhém nhan
dugc DXM, diéu lién quan dén tinh trang
dién tién 1am sang nang hon hoac tién trién
dén nguy kich. Tuong ty nhu vay, thoi gian
phuc hdi ngian hon & nhitng bénh nhan duoc
diéu tri bang MTP, c6 y nghia quan trong hon
trong dai dich Covid-19 hién tai, 1a nd c6 thé
gilp xuit vién sém hon va do d6 tranh duoc
su qua tai caa hé thdng bénh vién.

Quy trinh y té duoc trinh bay bao gom viéc
st dung colchicine 0,5mg médi 12 gio, cho
dén 14 ngay ké tir ngay 1 thang 7 nam 2020.
Pé tranh sai léch trong két qua hoat dong cua
corticosteroid, muc tiéu chinh cta ching toi,
chung t6i danh gia viéc st dung colchicine
nhu mot phat hién phu trong nghién cuu.
Viéc st dung colchicine dugc hd tro béi cac
nghién ctu khac gan day. Trong nghién ciu
lam sang ngau nhién GRECCO [28], viéc sir
dung colchicine 1am giam thoi gian két thuc
vu tién dan dén tinh trang xau di trén 1am
sang ¢ 1,8% (1 trong s6 55 bénh nhan) so véi
14,0% & nhém dbi ching (7 trén 50 bénh
nhan), véi gia tri ty 1€ chénh léch 0,11, KTC
95% (0,01-0,96) va gia tri p ¢ y nghia =
0,02. Hon nira, va&i Scarsi va cong su, [29],
colchicine dugc thir nghiém trén bénh nhan
viém phdi do Covid-19 va ARDS, noi no cho
thdy ty 1¢ song sot tot hon so voi chim soc
tiéu chuan & 21 ngay theo ddi (84,2% so Voi
63,6 %, gia tri p = 0,001).

La diém manh chinh trong nghién ctu caa
ching toi, tt ca bénh nhan nhap vién trong
thoi ky thanh lap dugc diéu tri nhu nhau,
khéng c6 lya chon hoac quan ly bénh nhéan
theo tiéu chi cua béc si diéu tri, diéu nay cho
phép so sanh gitra cAc nhom bénh nhan mat
cach hiéu qua. Mot diém manh khac 1a tap
trung vao viéc xu tri bénh nhan nhap vién tai
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cac khu bénh vién da khoa, noi cac nghién
ctru khac khong cho thay bt ky tac dung nao
cua thudc. Tuy nhién, day ciing 12 han ché
chinh caa no vi tac dung cua no trong phong
cham soc dac biét khong duge danh gia. Mac
dd mot trung tdm duy nhat 1a mét han ché,
nhung s& rat hitu ich khi so sanh truc tiép
gita cAc nhom bang cach khong sta di céc
diéu kién v& ngudn luc bénh vién hoic nhan
vién bénh vién. Thiét ké quan sat, quy md
dan sé nho va tinh chat trung tim don 1é cua
nghién ciu han ché kha niang khai quat cua
cac phat hién.

Két luan

Trong nghién ctu nay, viéc diéu tri Viém
phoi do  Covid-19  ning  bang
methylprednisolone liéu cao trong ba ngay,
sau d6 1a prednisone dudng udng trong 14
ngay giam dang ké, so vai dexamethasone 6
mg trong 7 dén 10 ngay, thoi gian hdi phuc,
nhu cau chuyén dén chim soc dic biét, va
danh dau mtc d6 nghiém trong Protein phan
ung C (CRP), D-dimer va LDH. Cac nghién
ctu ngiu nhién c6 d6i chang Véi
dexamethasone duoc yéu cau dé chung thyc
tac dung cua nod, va cac nghién ctu trén quan
thé nhap vién tai cac khu cham soc dic biét.
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