Steroid dang hit vs Covid-19

Ths.Bs Pham Hoang Thién
Group “Cap nhat Kién thirc Y khoa”

Trude d6 minh d3 up 1 bai vé steroid dudng toan than, va day 1a bai vé
steroid dang hit trong diéu tri Covid-19, cap nhat cho dén 2/9/2021, thuc té
c6 kha kha nghién ctru vé né (chu yéu 2 loai 1a budesonide va ciclesonide),
va hién tai van con c6 nhiéu nghién ctiru da va dang duoc tién hanh (khoang
chyc cai 6 Phap, Anh, Nhat, Han...). Minh chon 2 nghién ctru 16n duoc biét
dén nhiéu nhat va dang trén tap chi y khoa uy tin dé bién dich, hy vong qua
d6 cac ban c6 cai nhin va can nhic st dung trong dai dich Covid nay, voi 86
lwvgng BN Covid 1én dén hang traim ngan, thi viéc giam s BN dén kham cap
ctru, nhap vién VA hét triéu chimg sém 1a cyuc ky co ¥ nghia.

Minh dang cb gang tim hiéu vé diéu tri ngoai tri cho BN Covid, ciing nhu
diéu tri cho nhitng BN Covid nhe, khong c6 suy hd hap. Vi cam thay sd
lugng BN Covid tro ning qua nhiéu.
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Co s6: COVID-19 thudng bit dau nhu mot bénh nhe, tién trién trong vai ngay. Hau hét
cac can thiép diéu tri COVID-19 déu tap trung vao nhirng bénh nhan nhap vién da tién
trlen qua giai doan bénh nhe nay. Cac khang thé don dong da duoc quang cao ram 1o
vé vai tro nay 0 nhimg bénh nhén c6 nguy co mat bu cao nhung lai khong dat duoc
mong doi va rat ton kém va tén nhleu ngudn lyc. [ BLAZE-1 | [ REGN-COV2 ]. Cac
phuong phap dleu tri hiéu qua dé tiép can rat can thiét cho nhirng bénh nhan bi COVID-
19 nhe khong can nhap vién.


https://rebelem.com/blaze-1-final-publication-monoclonal-antibody-cocktail-part-ii/
https://rebelem.com/no-evidence-that-regn-cov2-regeneron-antibody-cocktail-has-clinical-benefits/

Nhiéu bao cdo di chi ra it bénh nhan bi hen suyén va bénh phdi tic ngh&n man tinh nhap
vién vi COVID-19. Mot gia thuyét cho rang diéu nay c6 thé 1a do viéc s dung
glucocorticoid dang hit & nhirng bénh nhan nay. Glucocorticoid dang hit da dugc chung
minh 13 1am giam céc dot cap cia ca bénh hen suyén va COPD.

Bai bao: Ramakrishnan S et al. Inhaled Budesonide in the Treatment of Early COVID-
19 Ilness: A Randomised Controlled Trial. medRxiv Preprint 2021 [ Lién két ¢ day ]
Céu héi 1am sang: O nhirng bénh nhan ngudi 16n bi COVID-19 nhe khéng cin nhap
vién, budesonide dang hit c6 lam giam lugt dén kham bénh khan cap (urgent care), vao
khoa cip ctru hodc nhap vién so voi chim séc thong thudng khong?

Nhirng gi ho da lam:

« Steroid trong thur nghiém STOIC COVID-19
« Thir nghiém 1am sang pha 2, ngau nhién, nhin m&, nhém song song, trén nguoi
16n trong vong 7 ngay ké tir khi khai phét cac triéu ching COVID-19 nhe duoc
thuc hién & Anh
«Bénh nhan duogc phan loai ngau nhién thanh:
« Chim soc théng thuong don thuan (UC: Usual Care)
e Budesonide dang hit (BUD)
« 800ug 2 lan mdi ngay
o Thur nghiém di dimg som sau khi xem xét thong ké doc lap
Két cuc:

«Chinh: dén thiam kham khan cip, vao khoa cdp ctru hodc nhap vién lién quan
dén COVID-19
«Phu:
o Thoi gian hét triéu ching
o Céc triéu ching vi rat duoc danh gia bang Bo cdu hoi CCQ (Common
Cold Questionnaire) va FIuPRO (InFLUenza Patient-Reported
Outcome)
e DO bao hoa oxy trong mau
e Than nhiét
o Tailugng SARS-CoV-2

Tiéu chuan chon bénh:

«>18 tudi
« Cac tri€u chung goi y COVID-19 trong vong 7 ngay:
o Moi khoi phat
e Ho va/hoac
o SOt va/hodc
o Mat mui/vi
Loai tru:

«Di mg da biét hodc chéng chi dinh v6i thuoe can thiép
 Sur dung glucocorticoid dang hit hodc dudong uong gan day (trong vong 7 ngay)


https://www.medrxiv.org/content/10.1101/2021.02.04.21251134v1

Thiét ké nghién ctru:

STOIC Study Design i
S R . Usual Care + Budesonide DPI 800ug bd (open label)
Volunteer o
with COVID- —*
[ Wionie : Usual Care |
0d 7d 14d 28d
- Symptoms diary (Common cold and FluPro guestionnaires)
Daily at home (from D1) - Temperature
- Oxygen lavels
MNose/throat swab v o 4 v
(PCR, viral load)
Bloods
(Antibody sarology) v
Pic diém doi twong nghién ctru:
Characteristic Budesonide (n =70) | Usual care (n = 69)
Age, years 44 (19-71) 46 (19-79)
Female sex, no. (%) 39 (56%) 41 (59%)
White ethnicity, no. (%) 65 (93%) 64 (93%)
Body mass index, kg/m® 27 (19-38) 26 (18-42)
Number of co-morbidities no.# 1(0-4) 1(0-4)
Duration of symptoms, days# 3(1-7) 3 (0-7)
Evidence of COVID positive status, no. (%) 66 (94) 65 (94)
Presence of symptoms at baseline, no. (%)
Cough 55 (79%) 48 (T0%)
Fever 49 (70%) 44 (64%)
Headache 40 (57%) 38 (55%)
Fatigue 32 (46%) 23 (33%)
Loss of sense of smell/taste 25 (36%) 30 (43%)
Gastrointestinal symptoms 11 (16%) 12 (17%)
Breathlessness 11 (16%) 11 (16%)
Myalgia 6 (9%) 10 {14%)
 Nasal symptoms 3 (4%) 5 (T%)
Sore throat 0 (0%) 2 (3%)
 Chest pain/tightness 4 (6%) 1(1%)
Other 7 (10%) B (12%)
_ Highest temperature recorded"# 36.6 (35.2 to 39.0) 36.6 (35.5- 38.3)
 Lowest Oxygenation recorded as % saturation*# | 96 (84-99) 96 (90-99)
SARS-CoV-2 viral cycle threshold¥ 32.6 (22.4-39.4) 31.8 (15.640.0)

Data presented as mean :EEI or mean (range) unless otherwise stated; “at randomisation; ¥median (IQR):

#median (range), $ mean (95%Cl)




Két qua:
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Fatigue Loss smelliasis Breathlessness Muscle ache
Usual care
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Difference in proportions 0.131,
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Time to self-reported symptom recovery

Volunteers felt better, faster with
Budesonide

(median difference 1 day; mean difference 3

days)

Average duration of inhaled budesonide
was 7 days



Resolution of fever, measured by temperature was also quicker with Budesonide

Budesonide | Usual Care P-value
Proportion with =1day fever 1% 23% 0.076
Proportion of days with fever in first 14 2% 8% 0.051
days
Proportion of days with as-needed 27% 50% 0.025
antipyretic*

*Paracetamol/ibuprofen/aspinin

« No difference for oxygen levels between groups
* Proportion with with SatO2 <94% was 19% vs 22%, p=0.627

50
+ No difference for viral loads

B BUD
I uc

Cycle Threshold (CT)

0 7 14

o 146 bénh nhan duoc phan nhom ngau nhién
« 139 bénh nhan & mdi phac do
e 94% bénh nhén bi nhiém COVID-19 dugc x4c nhan boi RT-PCR
o Thoi gian trung binh cia céac triéu chung trudc khi phan nhém ngau nhién 1a 3
ngay
« Kham bénh khin cép, danh gia tai Khoa cap ctru hoiic Nhap vién lién quan
dén COVID-19:
o Nhom chdm soc thong thuong: 10/69 (14,5%)
e Nhom dung Budesonide: 1/70 (1,4%)
o Difference in Proportion: 0,131; KTC 95% 0,43 dén 0,218; p=

0,004
‘ « NNT=8
o Hoi phuc 1am sang ngan hon 1 ngay ¢ nhanh budesonide (trung binh 7 ngay so

voi 8 ngay)

« BN ¢ nhom ngdu nhién dung budesonide it c6 céc triéu chimg dai ding & ngay
thir 14 (10% so v61 30%) va ngay 28 so v6i cham soc thong thuong don thuan

« Ty 1¢ trung binh s6 ngay bi sét dugc ghi nhan (>37,5C) trong 14 ngay dau tién it
hon ¢ nhém budesonide (2,1% so voi 7,7%)

« Khong c6 sy khac biét vé Sa02 < 94%



Piém manh:

o Nghién ciru mot cau hoi quan trong vé lya chon diéu tri ngoai vién cho bénh nhan
bi COVID-19 nhe

o AstraZeneca khong c6 vai tro gi trong viéc thiét ké nghién ctru, thu thap dir lidu,
phan tich dit liéu va quyét dinh xuat ban

o Cac nhom di duoc can bang t6t & thoi diém ban dau

o Tiéu chuan chon bénh rong rii lam ting kha ning tong quat hoa

Han che:

o Nghién ctru nhin mé voi két cuc chu quan c6 thé din dén sai léch két qua

o Viéc thir nghiém ngirng sém véi ¢& mau nho co thé dan dén danh gia qua cao vé
loi ich da thy

« Phan tich theo phac do s& danh gia qua cao nhirng gi chung ta sé& thay trong cudc
song thuc.

« Do dung som, ching t61 thdy khoang tin c@y kha rong

« Két cyc tong hop cua cac lugt kham cip ctru / cham so6c khan cap va nhép vién
khong phai 12 két cuc nhu nhau

Thao luan:

«Nghién ctru doi hoi 199 bénh nhan trong mdi nhém dé chirg minh giam 50% s
1an kham bénh khan cép hodc nhap vién

«Mac du day khong phai la mét nghién ctu gay chan dong thé gidi, nhung
budesonide dang hit rat don gian, an toan, dugc nghién ciru ky ludng, phd blen
rong réi va khong tén kém. Hon nira, bat ky viéc giam s6 lugt vao kham cap
ctru / nhap vién déu c6 thé lam giam ap luc 1én hé thong y té

Tac gia Két,lu@p: “Viéc sur dung som budesonide dang hit lam giam kha nang can
cham séc y té khan cap va giam thoi gian hoi phuc khi nhiém COVID-19 sém.”

Piém cin nhé: Thir nghiém nho, nhin md nay voi két qua chu quan, di ding sém
khéng dua ra bang chirmg chat luong cao vé viée st dung budesonide dang hit & bénh
nhan nguoi 16n méc COVID-19 ¢ co s6 ngoai tra. Dén kham cép cru va nhap vién don
gian la khong gidng nhau va viéc két hop hai két cuc nay khong mang lai cho ching ta
diéu gi hiru ich. Budesonide dang hit c6 nhiéu hira hen vi nd san co, ré tién va co it tac
dung phu. Cac nghién ctru bo sung can duogc thyc hién dé 1am sang to tién ich cua nd.
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Tom lugc

Téngquan

Mot thir nghiém truée day di cho thiy loi ich ctia budesonide dang hit di véi COVID-
19 & nhitng bénh nhan khong nhap vién, nhung hi¢u qua ¢ nhirng ngudi cd nguy co cao
van chua dugc biét. Chung t6i nham muc dich xac dinh xem budesonide dang hit c6
lam giam thoi gian hdi phuc va ty 18 nhap vién hodc tir vong lién quan dén COVID-19
& nhitng ngudi ¢6 nguy co bién ching cao trong cong dong hay khong.

Phuong phap

PRINCIPLE Ia mét thr nghiém da trung tdm, nhan md, nhiéu nhom, ngau nhién, co
kiém soat, thich ung dugc thyc hién tir xa tor mot dia diém thur nghi¢m trung tdm va tai
cac trung tAm cham soc ban dau & Vuong qudc Anh. Nhitng ngudi tham gia du diéu
kién tir 65 tudi trd 1én hodc 50 tudi trd 1én c6 cac bénh di kém va khong khde trong tdi
da 14 ngay voi nghi ngdg bi COVID-19 nhung khong dugc nhdp vién. Nhitng nguoi
tham gia dugc chi dinh ngiu nhién dé cham séc théng thudng, chim soc thong thuong
cong v6i budesonide dang hit (800 pg hai 1An mdi ngay trong 14 ngdy), hodc chim soc
thong thuong cong véi cac bién phap can thi€p khac, va theo doi trong 28 ngay. Nhitng
ngudi tham gia da nhan thire dugc viée phan nhom. Cac két cuc chinh 14 thoi gian hoi
phuc va su nhap vién hoic tir vong lién quan dén COVID-19, trong vong 28 ngay, duoc
phan tich bang cach st dung Bayesian models. Nhom bénh nhan phén tich chinh bao
gOm tit ca nhirng nguoi da didu kién, duong tinh véi SARS-CoV-2, duogc chi dinh ngiu
nhién vao budesonide, cham s6c thong thuong va cac bién phap can thié¢p khac, tir khi
bat dau thr nghiém cho dén khi nhom budesonide két thuc. Thir nghiém nay di duoc
dang ky tai co quan ding ky ISRCTN (ISRCTN86534580) va van dang tiép tuc.



Két qua

Thir nghiém bt dau vao ngay 2 thang 4 ndm 2020, voi sy phan chia ngiu nhién d6i véi
budesonide tir ngay 27 thang 11 nim 2020 cho dén ngay 31 thang 3 nam 2021, khi thoi
gian xac dinh trudc dé dap Ung ti€u chi phuc hdi vu viét dat dugc. 4700 nguoi tham gia
dugc chi dinh ngau nhién véi budesonide (n = 1073), cham séc thong thuong don thuan
(n = 1988), hoidc cac phuong phap diéu tri khac (n = 1639). M6 hinh phén tich chinh
bao gébm 2530 ngudi dwong tinh véi SARS-CoV-2, voi 787 ngudi trong nhom
budesonide, 1069 nguoi trong nhom cham soc thong thuong va 974 nguoi nhan céac
phuong phap diéu tri khac. Co mot 1oi ich vé thoi gian hdi phuc tu bao cdo 1an dau tién
wdc tinh 13 2,94 ngay (khoang tin cdy theo Bayesian 95% [BCI] 1,19 dén 5,12) & nhom
budesonide so v6i nhém chim soc thong thudng (11,8 ngay [95% BCI 10,0 dén 14,1] so
véi 14,7 ngay [12.,3 dén 18,0]; hazard ratio 1,21 [95% BCI 1,08 dén 1,36]), véi x4c suat
vuot tro1 1on hon 0,999, dap ting ngudng uu viét dinh trude 1a 0,99. DPdi vai két cuc
nhdp vién hodc tor vong, ty 1€ udc tinh la 6,8% (95% BCI 4,1 dén 10,2) & nhom
budesonide so vi 8,8% (5,5 dén 12,7) trong cham soc thong thuong nhém (chénh 1éch
tuyét doi wéc tinh 2,0% [95% BCI — 0,2 dén 4,5]; odds ratio 0,75 [95% BCI — 0,55 dén
1,03]), v&i xac suat vuot troi 0,963, dudi nguong uvu viét dugc xac dinh trudce la
0,975. Hai ngudi tham gia vao nhém budesonide va bén ngudi trong nhém chiam soc
thong thudng c6 bién ¢ ning (nhdp vién khong lién quan dén COVID-19).

Phan tich

Budesonide dang hit gitip cai thién thoi gian hoi phuc, voi kha nang nhéap vién hoac tr
vong giam di (mic du két qua cua ching toi khong dat ngudng wu viét), & nhitng nguoi
bi COVID-19 trong cong dong cd nguy co bién chirng cao hon.

Nhirng gi ho da 1am va két qua:
Gioi thi€u

Nhu cau cép thiét vé cac phuong phap diéu tri COVID-19 dya vao cong dong hiéu qua
va an toan, dic biét 1a ddi voi nguoi 16n tudi va nhiing ngudi c6 bénh di kém, nhing
nguoi co6 nguy co nhap vién va tir vong cao hon.! Corticosteroid dang hit ¢ san rong
rdi, ré tién va néi chung 14 an toan, va di duoc dé xuit nhu mot phuong phap diéu tri
COVID-19 vi tic dung chéng viém nhim muc tiéu ciia chiing & phdi,?* noi ching ciing
lam giam biéu hién ctia ACE-2 va TMPRSS2,*5 ¢6 lién quan dén su xam nhap té bao
biéu mo duong thd cia SARS-CoV-2.5 Steroid dang hit ciing 1am gidm su nhan 1én cta
SARS-CoV-2 trong té bao biéu md in vitro.” Thoi ky dau trong dai dich COVID-19, ty
16 mic bénh hen suyén va bénh phdi tic nghén man tinh thip ¢ nhitng nguoi nhap vién
véi COVID-19 dan dén suy doan rang corticosteroid dang hit duoc st dung dé diéu tri
nhiing tinh trang nay c6 thé c6 tac dung bao vé.>> Hon nifa, corticosteroid toan than lam
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giam tir vong & nhitng bénh nhan nhap vién v6i COVID-19.% ¢6 thé 1 do tinh trang
qua viém 1a nguyén nhan giy ra nhiing thiét hai sau d6 do nhiém SARS-CoV-2.'° Tuy
nhién, cac phan tich phan nhém trong thir nghiém PHUC HOI cho thay khong c6 loi va
c6 thé c6 hai khi sir dung corticosteroid toan than & nhiing bénh nhan nhap vién khong
can thd oxy.® Ngoai ra, cac nghién ctru quan sat dya trén dan sb trong chiam soc ban dau
& Vuong qudc Anh cho thiy nguy co nhép vién hoic tir vong do COVID-19 ting 1én &
nhirg ngudi duoc ké don corticosteroid dang hit cho bénh phdi man tinh,''2 mic du
khong thé loai trir kha niang gay nhiéu con sét lai bdi mic do nghiém trong cua bénh
khong dugc do ludng. Mot thir nghiém vé hiéu qua cia nguoi 16n véi COVID-19 sém
trong cong ddng cho thiy budesonide dang hit lam giam cic danh gia khan cép lién
quan dén COVID-19 hodc nhap vién, va thoi gian dé ti béo cdo hdi phuc.'> Tuy nhién,
cho dén nay, khong c6 két qua nao dugc bao cao tir cac thir nghiém hiéu qua 16n cia
budesonide dang hit déi véi COVID-19.

Do d6, chung t6i nham muc dich thiét 14p hiéu qua cua budesonide dang hit trong viéc
giam thoi gian phuc hdi va ty 1& nhap vién hodc tir vong lién quan dén COVID-19 &
nhitng ngudi cd nguy co cao vé hau qua bat lgi trong cong dong.

Phuong phap

Thiét ké nghién ciru

PRINCIPLE 13 mét thtr nghiém tién ctru da trung tdm, nhin md, nhidu nhém, ngiu
nhién, c¢6 d6i chtng, thich Gmg vé cac bién phap can thiép chdng lai COVID-19 & nhitng
nguoi tir 65 tudi tré 1én hodc 50 tudi tré 1én mac bénh di kém, duge thuc hién tir xa tir
mot dia diém thur nghiém trung tam va tai cac trung tam cham soc ban dau & Vuong
qudc Anh. Thir nghiém nay cho phép danh gia dong thoi nhidu phuong phap diéu tri
cho ciing mot bénh. Mot phac d6 tong thé xac dinh céc tiéu chi quyét dinh vé sau nhim
loai bo cac bién phéap can thiép vo ich, tuyén bd cac bién phap can thiép vuot tréi hon
hodc thém céac bién phap can thiép mai.l* Cac can thiép dugc danh gia trong
PRINCIPLE 1a hydroxychloroquine, azithromycin,'®> doxycycline,'° colchicine,
favipiravir va, dugc bao cido ¢ day, la budesonide dang hit.

Co quan quan 1y thuc va san phadm chiam soc stc khoe ciia Vuong qudc Anh va Uy
ban dao duc nghién ctru Nam Central-Berkshire (ref 20 / SC / 0158) da phé duyét quy
trinh thir nghiém. Su déng ¥ truc tuyén di duogc tit ca nhirng ngudi tham gia dong ¥
trude khi dang ky tham gia.

Nhirng nguoi tham gia

Nhitng ngudi trong cong dong di diéu kién néu ho tir 65 tudi trd 1én hodc it nhat 50 tudi
mic cac bénh di kém va dang c6 céc triéu chung do COVID-19 dugc xac nhan b'fmg
PCR hoac nghi ngd COVID-19 (theo dinh nghia cua UK National Health Service la


https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(21)01744-X/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(21)01744-X/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(21)01744-X/fulltext#bib10
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(21)01744-X/fulltext#bib8
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(21)01744-X/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(21)01744-X/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(21)01744-X/fulltext#bib13
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(21)01744-X/fulltext#bib14
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(21)01744-X/fulltext#bib15
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(21)01744-X/fulltext#bib16

nhiét d6 cao, ho lién tuc, hodc thay d6i khtru giac/vi gidc méi khoi phat),' 18 d3 bat dau
trong vong 14 ngdy trude d6. Cac bénh di kém bat bude dé du diéu kién & nhitng nguoi
tir 50-65 tudi 1a bénh tim, ting huyét ap, hen suyén hoic bénh phdi, tiéu duong, suy
gan, dot quy hodc cac van dé vé than kinh, hé théng mién dich suy yéu (vi du nhu dang
hoa tri) va ty bao cdo béo phi hodc co thé- chi sé khi it nhét 35 kg / m 2. Ngudi khong
du diéu kién dé duoc chi dinh budesonide néu ho da st dung corticosteroid dang hit
hodc toan than, khong thé sur dung 6ng hit, hodc néu budesonide dang hit bi chéng chi
dinh theo Danh muc thubc quéc gia cua Anh. Ban dau, nhiing nguoi du diéu kién duoc
tuyén dung, sang loc va ding ky thong qua cac hoat dong y té tong quat tham gia, nhung
tir ngdy 17 thang 5 nim 2020, moi ngudi trén khip Vuong qudc Anh c6 thé dang ky
truc tuyén hodc qua dién thoai. Sau khi bénh nhan hoan thanh bang cau hoi co ban va
sang loc, bac si lam sang hodc y ta nghién ctru dugc dao tao xac nhan du diéu kién st
dung hd so y té cham soc chinh cta bénh nhan, dugc truy cap tu xa khi can thiét, trude
khi tién hanh phén loai ngiu nhién. Dé ting cudng tuyén dung tir cac cong ddng dén toc
thiéu sb va thiéu thon xa hoi, nhitng cong dong bi anh huong khong tuong ximg boi
COVID-19, ching t61 da st dung mot s6 chién luogc tiép can, bao gém viéc bd nhiém
vao thang 9 ndm 2020, mdt chuyén gia lam viéc v&i cac nhom dan tde thiéu sd; hop tac
tich cuc véi cac to chirc cong dong, ton gido va y té; va quang cdo bang nhiéu ngdn ngi
thong qua nhiéu phwong tién truyén thong.

Ngau nhién hda va tao mit na

Nhitng ngudi tham gia du diéu kién, déng y tham gia duoc chi dinh ngiu nhién bang
cach st dung h¢ théng ngau nhién an toan, ndi bo, dua trén web (Sortition version 2.3)
cho budesonide, chim soc thong thudng hodc cac phuong phap diéu tri khac. Xac suit
ngau nhién duoc thiét 1ap bang cach sir dung ngiu nhién thich Gng véi phan tng
(response-adaptive randomisation) thong qua céc phan tich tam thoi thuong xuyén, cho
phép phan bd nhiéu nguoi tham gia hon vao cc bién phap can thiép voi két cuc vé thoi
gian phuc hdi dugc quan sat tét hon. Tir ngdy 14 thang 12 nam 2020 dén ngay 4 thang
3 nam 2021, khi chi ¢c6 nhom budesonide va nhém cham séc¢ thong thuong mé ra, céd sy
phan b6 ty 16 1: 1 gitta mdi nhém, duwgc phan ting theo do tudi (<65 tudi so véi >65
tudi) va su hién dién cta bénh di kém ( c6 va khong). Nhom thir nghiém duoc che gidu
bdi cac xac suat ngau nhién, nhung tat ca nhitng ngudi tham gia déu biét vé viéc phan
chia nhom.

Can thiép

Nhirng nguoi tham gia dugc cham soc thong thuong cong védi budesonide dang hit 800
ug hai 1an mdi ngay trong 14 ngay, hodc chim soéc thong thuong don thuin. Nhimng
ngudi tham gia vao nhém budesonide da giri mot lién két video chirng minh viéc sir
dung 6ng hit, voi sy hd tro bo sung qua dién thoai néu can thiét. Cham soc thong thuong
tai Dich vu Y t& Qudc gia Vuong qudc Anh d6i v6i nghi ngdy COVID-19 trong cong
ddng chi yéu tap trung vao viéc kiém soét cac triéu ching bang thudce ha sét, voi khang
sinh chi dugc khuyén cao néu nghi ngo viém phéi do vi khuan.2% 2!
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Nhitng ngudi tham gia dugc theo dbi théng qua nhat ky triéu chimg tryc tuyén, hang
ngay trong 28 ngay sau khi phan loai ngau nhién, bd sung thém cac cudc goi dién thoai
cho nhirng ngudi khong tra 101 vao cac ngay 7, 14 va 28. Nhat ky bao gdm céc cdu hoi
vé viéc phuc hoi bénh (duoc xac dinh béng cach tra 101 cau hoi, “Hom nay ban c6 cam
thdy binh phuc khong? (ttrc 1a cac triéu chimg lién quan dén bénh tat khong con 1a van
dé nira) co vs khong”), mirc do nghiém trong tong thé cua bénh tat (xép hang muc do
cam théy tdt cua ho trén thang diém tir 1-10, 1 1a tdi té nhat va 10 1a tot nhét), murc do
nghiém trong cta triéu chimg ca nhan trén thang diém bdn (0 khong c6 van dé gi, dén
3 dang 1a van dé 16n), va viéc str dung dich vu cham séc sirc khoe.

Két qua

38 520 bénh nhén dd duoc sang loc xem c6 du tiéu chuan hay khong, trong d6 4700
duoc phan ngau nhién dé diéu tri budesonide (n = 1073), chim soc thong thudng don
thuan (n = 1988), hoidc cic phuong phap diéu tri khac (n = 1639; so dd 1 ). 3979 (87%)
trong s6 4594 nguoi tham gia du diéu kién di co két qua xét nghiém SARS-CoV2 va
2655 (67%) trong sd 3979 ngudi duoc xét nghiém duong tinh. Dé bao vé tinh toan ven
ctia nghién ctru va cac bién phéap can thiép khéac, chung ti chi cung cip tom tit mo ta
vé nhitng nguoi tham gia duoc chi dinh ngiu nhién cho budesonide va dich vu chim
soc thong thuong. O nhitng ngudi tham gia duong tinh véi SARS-CoV-2, tudi trung
binh 1 64 - 2 tu6i (SD 7 - 6), 1805 (92%) trong s6 1959 ngudi tham gia 1 Da trang, va
1581 (81%) mic bénh di kém. Thoi gian trung binh ké tir khi khoi phat triéu ching 1a
6 ngay (IQR 4-9). Cac dic diém co ban twong tu nhau gitta cac nhom diéu tri (bang 1)
Trong s6 969 ngudi tham gia duoc phan bd ngiu nhién véi budesonide, 772 (80%) cho
biét da dung budesonide trong it nhat 7 ngay.
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‘ 38520 patients screened for eligibility

=J| 32142 not eligible

‘ 6378 registered for GP eligibility check

1658 not enrolled
1130 ineligible
18 could not be contacted
217 no response from participants
80 no response from GP

h 4

144 no consent or no baseline form
27 no longer wish to take part
17 not registered with GP
10 GP refused
12 eligibility check in progress
3 reasons unknown

‘ 4720 enrolled

18 aged <50 years

h 4

h 4

2 aged <65 years and no comorbiity

‘ 4700 randomised

v

h A

v

1073 allocated to inhaled budesonide ‘

‘ 1988 allocated to usual care

‘ | 1639 allocated to other treatments

16 ineligible Bineligible
—» 10 withdrew consent and no —» 21 withdrew consent and no medical
medical notes review™ notes review™
4 \ 4

1047 received assigned treatment
(833 SARS-CoV-2 positive,
214 SARS-CoV-2 negative, unknown,
ar not tested)

1959 received usual care
(1126 SARS-CoV-2-positive,
833 SARS-CoV-2 negative, unknown,
ar not tested)

—

3 recovered at day 0
54 no diary information

—

12 recovered at day 0
89 no diary information

6 recovered at day 0
77 no diary information
27 other reasons

>

h 4

h 4

h 4

990 in all participants population for
secondary analysis

1858 in all participants population for
secondary analysis

1529 in all participants population for
secondary analysis

—»

or not tested

203 SARS-CoV-2 negative, unknown,

—P

789 SARS-CoV-2 negative, unknown,
or not tested

855 SARS-CoV-2 negative, unknown,

or not tested

h 4

h 4

A 4

787 in SARS-CaV-2-positive analysis
population for primary analysis
787 in concurrent randomisation
SARS-CoV-2-positive population
787 in concurrent randomisation and
budesonide-eligible SARS-CoV-2-
positive populationt

1069 in SARS-CoV-2-positive analysis
population for primary analysis
838 in concurrent randomisation
SARS-CoV-2-positive population
799 in concurrent randomisation and
budesonide-eligible SARS-CoV-2-

positive populationt

674 in SARS-CoV-2-positive analysis
population for primary analysis
181 in concurrent randomisation
SARS-CoV-2-positive population




Primary analysis population Conoument randomisation analysis
population
Inhaled budssonide Usual care” Inhaled budesonide  Usual care
(m-E33) (n-1126} (n-833) {n-386)
Age
Miean (50, years 647 (73) 638 (78) &47 (730 B4-5 (77
50-64 years 297 (36%) 475 (42%) 297 (36%) 332 (36%)
=h5yEars 536 (B4%) 651 (58%) 536 (64%) 564 (B4%)
S
Female 420 (52%) 5BE({52%) 439 (51%) 455 (51%)
Wzle 404 (48%) S40 (48%) 404 (48%) 431 {4a%)
Ethnicityt
Whita FET [92%) 1038 (02%) FET (O2%) 820 (3%}
Mixed 0 (1%} g {«1%) 0 [1%) A[=1%)
South Asian 43 (5%) 64 (6%) 43 (5%) A8 (5%)
Black 6 (1%) 4{<1%) 6[1%) 3 {<1%)
Other B(1%) 14 (1%} Ex) 11{1%)
Missing 1] 1{<1%) ] ]
Index of muttiple deprvation quintile
1 (mast deprived) 140 (17%) 196 (17%) 140 (17%) 149 (17%)
1 157 (10%) 1E7 (17} 157 (10%) 156 (18%)
31 164 [20%) 237 (20%) 164 [20%) 180 (20%)
4 180 (22%) 252 (27%) 1E0 (22%) 102 (23%)
§ {least deprived) 100 (23%) 264 (23%) 190 (273%) 100 (27%)
Miissing 2 (<1%) ] 2 {<1%) ]
Duration of illness before rendomisation, days -0 [4-0-2-0) 60 {4-0-2-0) &0 (4-0-0-0) 60 {4-0-0-)
Smoking status
Current smoker 44 [5%) 60 {5%) 44 (5%} 45 {5%)
Former smioksr 342 (41%) 460 (41%) 342 (41%) 363 (41%)
Mever smoker 440 (53%) 592 (53%) 440 (53%) 468 (53%)
Missing 7(1%) 14 {1%) 7 (1%) 10 {1%)
Recaived SARS-CoV-2 vaccination 111 [13%) 108 {10%) 111 {13%) 108 {12%)
Vacone doses received
(Ona dose 105 (13%) 100 {I%) 105 {13%) 100 {11%}
Two doses 6 [1%) B{1%) & [1%) B 1%)
Comaorbidity 665 (B0%) 916 (B1%) 665 (Bok) 705 (Bosk)
Murmber of comorbidities 1(1-2) 1{1-2) 1{1-2) 1{1-2)
Comaorbidities
Asthma, chronic chstructive pulmonary dissase 72(9%) 174 (15%) TZ{9%) 96 (11%)
or lung disese
Dihetes 160 [20%) 251 (27%) 160 (0%} 200 (23%)
Haart problems$ 139 (17%) 71{15%) 139 (17%) 134(15%)
Hiigh bilosod pressure reguiring mediction 382 (46%) 486 (43%) 382 (4b6%) JBE (44%)
Liver disease 17 [2%) 12 (2%) 7 (2%) 20 (2%}
Strokeor ather neurological problem 51(6%) 50 (5%) 51{6%) 43(5%)
Taking angiotansin-converting erzyme inhibitorg 100 (24%) 235 (21%) 199 (24%) 185 (21%)
Missing 3 (<1%) 6{1%) 3 (<1%) 3 (<1%)
Fewar
Mo problsm 414 (50%) 524 (47%) 414 (50%) 413 (47%)
Mild problem 143 [29%) 35032%) 242 [29%) 200(33%)
Moderate problem 152 [18%) 207 (18%) 152 (18%) 153 (17%)
Mizjor problem 15 (3%) 36.3%) 25 (3%} 30(3%)
{Table 1 continues on next page)

Bang la. Cac dic diém cua ddi tuong nghién ciru.



Primary analysis population Conturrent endomisation analysis
population
Inhaled budesonide Usual care” Inhaled budesonide Usual care
(n=E33) (M=1126) (n=333) (n=-83£)
(Continued from pravious page)
Cough
No problem 138 (1I7%) 186 [17%) 138 [16%) 134 (15%)
Mild problem 366 (44%) 450 (44%) 366 (44%) 382 (43%)
Moderate problem 264 (32%) F3[E3%) 164 (32%) 3009 (35%)
Major problem &5 (8%) 68 (6%) B5 (B%) E1(7%)
Shortness of breath
Mo problem 400 [49%) £I2 (46%) 409 (49%) 428 (48%)
Mild problem 282 (34%) 420 ([T7R) 282 34%) 313 35%)
Moderate problem 121 (15%) 165 [15%) 121 [14%;) 127 [14%)
Major problern 21(3%) 10 (2%) 3%) 18 [2%)
Muscle ache
No problem 17 (26%) 162 (23%) 117 [26%) 02 (23%)
Mild problem 163 (32%) 412 (37%) 263 31%) 326 (3%)
Moderate problem 246 (30%) 340 (30%) 2146 (29%) 265 (30%)
Major problem 107 (13%) 112 (10%) 107 (13%) 93 (10%)
Mausea or vomiting
Mo problam 572 (69%) 771 (68%) 572 (B9%) 595 (57%)
Mild problem 160 {19%) 230 [21%) 160 {19%) 191 22%)
Moderate problem 79 (9%) BB (B%) T9(9%) 76 (a%)
Major problern 12 (I%) 28 [2%) 22 3%) 24 3%)
Fesling generally urrarall
No problem 28 (3%) 46 [4%) 2B (3%) 31 (3%)
Mild problem 93 (35%) 380 34%) 293 (35%) 191 (33%)
Muoderate problem 360 [44%) SO0 [45%) 360 (44%) 393 (44%)
Major problem 143 (I7%) 183 (16%) 143 (17%) I71(19%)
Missing 1} 10 [1%) o o
Diarrhosa
No problem 614 [74%) B2z [7I%) 614 (74%) 655 (74%)
Mild problem 137 (16%) 200 [18%) 137 {16%) 162 {17%)
Modsrate problern &5 (2%) 68 (6%) 65 (B%) LT (E%)
Major problern 17 (2%) 26 [2%) 17 2%) 22 [2%)
Missing a 10 (1%) i} i}
Taken antibiotics since illness started B1 (7%} 77 (%) &1 (7%) 70 (8%)
Missing o 1 [<1%) o o
Lse of health-cane services
General practitioner 212 (25%) 290 (26%) 212 (25%) 119 (25%)
Other primary care services g1(11%) 96 (9%) 91(11%) B8 (10%)
NH5 111 93 [11%) 125 [11%) 93 {11%) 04 {11%)
Acrident and emergency 17 (2%) 10 (2%) 17 (2%} 15 (2%)
Dther 5 (3%) 303%) 25 3%) 25 3%)
WHO-5 Well- Baing Index] 457 (253) 461 (26-1) 457 (353) 451 (263)
Missing o 2 [«1%) o o
Dt are n (%), median (I08), or mean (S0, *Indudes participants assigned before the inhaled budesonide groupwas open. flfata on ethnicity were collected retrospectiv ety
wia notes review before July, 2020, fincludes anging, heart attack, heart failure, atrial fibrillation, andvahee problems. Sindudes ramipril, lisinopril, perindopril, captopril,
or enalapril. Pinchudes fi e items rebating to wellbeing d on a free-point scale; a total score is computed by summing the scores to the free individual questions to give:
a raw score of 025, which is then multipled by 4 to give the final score from O, representing the warst imaginable wellbeing, to 100, representing the best imaginable
wellbeing.
Table 1: Baseline chamcterstics of SARS-Col-2-positive participanits by treatment group

Bang 1b. Cac dic diém cua dbi twong nghién ctru.



Trong nhém phan tich chinh, thoi gian trung binh dén khi phuc hoi dau tién 1a 11 ngay
¢ nhom dung budesonide so v6i 15 ngay ¢ nhom cham soc thong thuong (hinh 2). Dya
trén mo hinh phan tich chinh cua Bayes, da co bang chung vé loi ich trong thoi gian
phuc héi 1an dau & nhom budesonide so v6i nhém chiam soc thong thudng, véi ty sb
nguy co hazard ratio 1a 1.21 (95% BCI [Bayesian credible interval] 1.08—1.36), udc tinh
11.8 ngay (95% BCI 10.0-14.1) so véi 14.7 ngay (12.3—18.0) va loi ich trung binh udc
tinh 13 2.94 ngay (95% BCI 1.19-5.11). Hiéu qua diéu tri nhat quan trong nhom ddi
tugng duoc ngiu nhién héa dong thoi va toan bo dbi twong nghién ctru (bang 2, hinh
2 B).

1005 — Uswal care
—— Inhaled budesonide

751

|

50+

Cumulative recovery (%)

25

Cumulative number
not yet recovered
(recovered)
Inhaled budesonide 787 (0) 529 (272) 3268 (446) 235 (526) 186 (566)
Usual care 1069 (0) 762 (341) 550 (522) 416 (637) 334 (710)

1004

751

50+

Cumulative recovery (%)

254

I
0 7 14 21 28

: Time since randomisation (days
Cumulative number (days)

not yet recovered
(recovered)

Inhaled budesonide 787 (0) 529 (272) 328 (446) 235(526) 186 (566)
Usual care 838 (0) 601(262) 442(394) 342 (483) 275 (544)
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Inhaled budesonide  Usuval care Estimated benefit Hazard ratio or Probability of

(95% BCI) (95% BCI) median time to recovery odds ratio superiority
or hospital admissionor  {95% BCI)
death rate (95% BCl)
Primary analysis—SARS-CoV-2-positive participants
Number of participants 787 1069
Time to first reported recovery, days™ 11-8 (10-0to 14-1) 147 (12-3t0o18-0)  2:94 (119 to 511) 121(1-08t0136) =0-99%
Hospital admission or death at 28 dayst 6-8% (4-1to10-2) 8-8% (55to127) 20% (-02to4-5) 075 (0-55 10 1-03) 0-963
Secondary analysis—all participants
Number of participants Qg0 1858
Time to first reported recovery, days® 10-9 (8.9t0 13-2) 133 (11-1to167)  2-54(1-00to 4-54) 118 (1-07to1:30)  >0-999
Hospital admission or death at 28 dayst 5-8% (34to 8:6) 7-3% (4-5t010-6) 15%(-03to36) 078 (0-57 to 1-04) 0-953
Sensitivity analysis—concurrent randomisation population
Number of participants 787 838 -
Time to first reported recovery, days® 117 (9-Bto14-2) 15-0(12-5t018-3) 326 (146 to 5-43) 124 (110t01-39)  =>0-999
Hospital admission or death at 28 dayst 6-6%(3-8to101) 8.9% (5-2t0131) 2-2%(0-0to4-9) 073 (0530 1-00) 0-975

BCl=Bayesian credible interval. “Estimated benefit in median times to recovery are derived from a Bayesian piecewise exponential model adjusted for age and comorbidity at
baseling, with 95% BJ; a positive value in estimated benefit in median time to recovery (or hazard ratic = 1) corresponds to a reduction in time to recovery in dayswith
budesonide compared with usual care; treatment superiority is declared if probability of superiority is =0-99 versus usual care. tEstimated absolute percentage differences in
hospital admission or death were derived from a Bayesian logistic regression model adjusted for age and comorbidity at baseline, with 953 BC; a positive value in the
estimated percentage difference (or odds ratio <1) favours budesonide; treatment superiority is declared if probability of superiority is =0-975 versus usual care.

Table 2: Primary outcomes (model-based estimates)

Bang 2. Két cuc chinh

Trong nhom phan tich chinh, 72 (9%) trong s& 787 ngudi tham gia da nhap vién hoic
tir vong do COVID-19 ¢ nhém dung budesonide (71 nguoi nhap vién, trong dé 5 nguoi
tir vong va mot truong hop tir vong ma khong nhap vién) so véi 116 (11%) trong 6
1069 ngudi & nhém cham soc thong thuong (114 truong hgp nhap vién, trong dé chin
truong hop tr vong va hai truong hop tr vong ma khong nhap vién). Trong mé hinh
phan tich Bayes khi so sanh s6 nhap vién hoic tir vong giita nhém budesonide va nhoém
chim séc thong thuong, ty OR 13 0.75 (95% BCI 0.55 dén 1.03), voi ty 1& ude tinh 1a
6.8% ( 95% BCI 4.1 dén 10.2) so voi 8.8% (5.5 dén 12.7), va chénh léch phan trim
tuyét di ude tinh 1a 2.0% (95% BCI — 0.2 dén 4.5; bang 2). Két qua tuong tu trong
quan thé duoc ngiu nhién hoa ddng thoi va toan bo ddi twong nghién ciru (bang 2).

Phén tich céc két cuc phu ( bang 3 ), sir dung nhom ddi twong ngiu nhién hoa dong thoi
va nhom duong tinh voi SARS-CoV-2 du diéu kién (787 ¢ nhém budesonide va 799 &
nhém cham séc thong thuong), cho thdy bang chimg vé loi ich cia budesonide trong
viéc phuc hdi som va bén virng, danh gia mirc d6 nghiém trong cua bénh tat hang ngay
trong 28 ngdy, Chi sé Strc khoe WHO-5 (WHO-5 Well-Being Index), st dung dich vu
chim soc strc khoe, stir dung oxy, thoi gian dé phuc hoi bén viing, thoi gian dé duy tri
su giam nhe tat ca cac triéu ching, va thoi gian dé giam mirc d6 nghiém trong cua triéu
chtng. Khong c6 bang chimg 1 rang vé loi ich dbi véi bat ky két cuc phu nao khac.
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Inhaled Usual care Estimated treatment  p value
budesonide effect (95% 1)
Early sustained recovery 251/781 (32%) 173/794 (22%) 148 (126 t0175)*  <0-0001
Sustained recovery A462/787 (59%) 390/799 (49%) -
Time to sustained recovery, days 23 (0 to not 28 (15 to not 139 (1.21t0 1-59)1 <0-0001
reached) reachied)
Alleviation of all symptoms 630/701 (90%) 666732 (91%) - -
Time to alleviation of all symptoms, days 4(2t09) 5 (2to10) 1.07 (0-96 t0 1-19) 026
Sustained alleviation of all symptoms 579/701 (83%) BO7/731(82%)
Time to sustained alleviation of all symptoms, days B(3t024) 12 (510 26) 113 (1.01to 1.77)t 0-037
Initial reduction of severity of symptoms 662786 (B4%) 650/797 (82%)
Time to initial reduction of severity of symptoms, days 7 3to14) 8(3t020) 119 (107 to 1:32)F 0.0019
lliness saverity rating (1 worst, 10 best), mean (S0 [n]
Day7 7-0(1-8) [747] 6-6(1.9) [759] 0-33(014 to 0.52)3 0-0001
Day 14 7-9(1.7)[745] 75(171[763] 0-37 (017 1o 0.57)% <0-0001
Day21 8.4 (15)[623] 7-9(1.6)[612] 0-38 (015 to 0-61)% 0.0001
Day 28 8.4 (L5) [759] 82 (15)[772] 019(-007to 0-44)% 016
WHO-5 Well-Being Index, mean (SD) [n]
Day 14 42.5(25.0) [713] 394(244)[724]  2.97 (0-64 105300 0-013
Day 28 S46(251[F13] 520248 [FA]  236(003w460) 0047
Self-reported contact with at least one health-care service 416/778 (54%) 466/787 (50%) 0-90 (0-83 to 0-08)* 0-017
General practioner reported contact with at least one health-care service  305/602 (51%) 351/607 (58%) 0-87 (07910 0-97)* 0-010
New infections in household 197772 (26%) 714/782 (27%) 0.03 (070 to 1.10)* 0-40
Prescription of antibiotics 42/550 (B3) 53/543 (10%) 078 (053 to 1-15)* 0-24
Hospital assessment without admission 22/786 (3%) 22797 (3%) 1.01 (057 to 1.82)" =0-99
Crygen administration SO774 T%) 73785 (9%) 0-63 (0-49 to 0-98)* 0039
Mechanical ventilation 13776 (2%) 14/784 (2%) 0.04 (044to 1.08)§ =009
Intensive care unit admission 10771 (1%) U779 (3%) 0-48 (0-231t0 1.01)§ 0068
Duration of hospital admission, days, median (IQR) [n] 95 (5t028)[70] 10(4t029)[95] -070(-634t0494)7 081
WHO ordinal scale of clinical progression
Mot admitted to hospital T15/787 (91%) 701799 (88%) 073 (0530 1.01)| 0-056
Admitted to hospital without need for supplemental cxygen 171787 (2%) 214799 (3%)
Admitted to hospital with need for supplemental cxygen 36787 (5%) S6/799 (7%)
Admitted to hospital with need for non-invasive positive pressure 0787 1799 (<1%)
ventilation or high-flow nasal cannula
Admitted to hospital with need for mechanical ventilation or 13787 (2%) 10/799 (1%)
extracorporeal membrane oxygenation
Death 6787 (1%) 10/799 (1%)
[Data are nfM (%) or median (K}R) unless otherwise stated_ Patientswith data not available were not included in analyses. *Relative risks adjusted for age, comaorbidity at
baseline, duration of illness, andvaccination status at baseline. tEstimated hazard ratio derived from a Cox proportional hazard model adjusted for age, comorbidity at
baseline, duration of illness, andvaccination status at baseline, with 95% (1. {Mixed-effects model adjusting for age, comorbidity, duration of illness, vaccination status
at baseling, and time; participant was fitted as a random effect; WHO-5 score was also adjusted for the score at baseline. SUnadjusted relative nsks due to low event rate.
A djusted difference in medians demved from quantile regression adjusted for age, comorbidity at baseline, duration of illness, and vaccination status at baseline.
||Proportional odds ratio derived from ordinal logistic regression adjusted for age, comorbidity at baseling, duration of illness, and vacdnation status at basaline.
Table 3: Secondary outcomes

Bang 3. Két cuc phu

Trong cac phan tich phan nhém dugc chi dinh trude, khong c6 bang chimg cho thiy
thoi gian c6 tridu ching trude khi phan nhom ngiu nhién, diém sé mac do nghiém trong
cua triéu chirng ban dau, tudi hodc bénh di kém di 1am thay ddi tac dung cua budesonide
1én thoi gian hoi phuc hodc nhip vién hodc tir vong (hinh 3). Trong cic phan tich phan
nhom post-hoc, khong ¢ bang chimg cho thiy hiéu qua cta budesonide khac nhau tiy
theo tinh trang tiém chung hodc tinh trang bénh phdi man tinh (hinh 3), mic du s6 luong
rat nho, dic biét dbi voi bénh phdi man tinh vi nhitng nguoi di st dung corticosteroid
dang hit khong du diéu kién dé phan nhém ngiu nhién sang budesonide.
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Lién quan dén cac tac dung ngoai y nghiém trong, c6 hai truong hop nhép vién khong
lién quan dén COVID-19 trong nhoém budesonide va bon trong nhém cham soéc thong
thuong.

A

Budesonide  Usual care Adjusted hazard ratio Pirtaraction

group(n/N) - group (n/N) [95%d)
Age, years
<65 (n=573) 204786 183787 —_— 1:27 (1-04-155) -
=65 (n=1013) 362501 336/512 _— 1:25 (1-07-1-45)
Comorbidity
Mo (n=326) 121159 1181167 o . 116 (0-00-1-50) 050
Yes (n=1260) 445628 401/632 — 128 (112-1-47)
Duration of illness
<7 days (n=006) 353491 334/505 — 127 (1-05-1-42) -
»7 days (n=590) 213/296 185/204 —— 132 (1-08-1-60)
Symptom severity score
<6 (N=637) 24831 233/316 —_— 123 (1-03-1-48)
=6 (N=048) 3171465 286/483 —_— 128 (1-10-151) o
COPD, asthma, or lung disease®
Mo (n=1455) 518719 47T —_ 128(113-145) 530
Yes (n=130) 48/68 46/62 _ )t 102 (0-68-1-53)
Received more than one dose of vaccination®
Mo (n=13Eg) 4B8/6EL 4600704 —_— 131 (1-06-1-37)
Yes (n=197) 78102 5O/05 —_ 163 (1-16-2.20) o
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—— —»
Fawowrsusual care  Favours inhaled budesonide

B

Budesonide  Usual care Adjusted odds ratio Ptection

group(n/N)  group(n/N) (5% )
Age, years
<5 (=573) 17286 I/ 18T _ 1-0% (0-50-1-8D) 013
=05 (n=1013) 45/501 71512 — 0-50 (0-40-0-30)
Comorbidity
Mo (n=326) 11/159 15167 I — 077 (0:34-173) o8
¥es (n=1260) 61/628 B3/632 —_— 071 (0-50-1-02)
Duration of illness
=7 days (n=%06) ca/ 401 E7/505 — -8B (0-50-1-20) -
7 days (n=590) 14/296 31704 —_— 0-42 (0-22-0-82)
Symptom severity score
<6 (N=637) 18311 19/716 _— 0-97 (0-50-1-90) 030
=6 (n=048) 4465 7483 —— 0-66 (0-45-0-97)
COPD, asthma, or lung disease®
Mo (n=1456) BaT19 a7z — 077 (0-55-108) 018
Yes (n=130) ] /62 e 0-29 (008-1-15)
Recefved more than one dose of vaccination®
Mo (n=1380) BE/EEL 04/704 _ D72 {0-51-1-00) 0
¥es (n=1597) 4102 4/95 * 1 0-83 (0:20-3-43)

I T T L |
0-05 15 o5 10 1520
— —>
Favours inhaled budesonide  Favours usual care

Figure 3: Forest plot of subgroup analysis of time to first reported recovery (A) and COVID-19-related hospital admission or death (B) in the concurrent
randomisation and budesonide-eligible SARS-CoV-2-positive population
COPD=chronic obstructive pulmonary disease. *Not prespecified.



Thao luan

Phén tich nay tir mot thir nghiém ngiu nhién lién quan dén nhitng BN COVID-19 trong
cong dong co nguy co két cuc bat loi cao, cho thdy rang nhimng nguoi tham gia sir dung
budesonide dang hit d4 hdi phuc sém hon wdc tinh 2,94 ngay, c6 cam giac khoe manh
hon trong khi phuc hoi va sau khi phuc hoi, thuong van tt (phuc hdi bén viing). Nhoém
budesonide khong dap tmg ngudng vu viét xac dinh trude vé két cuc nhap vién hoic tir
vong lién quan dén COVID-19, nhung diéu nay cé thé 1a do ty 1& nhdp vién hoic tir
vong giam nhanh trong thang 3 va thang 4 nam 2021, & Anh, vi chuong trinh ti€ém chung
va céac bién phap phong téa. Nhin chung, tinh nhat quan ciia nhitng phat hién nay trén
ca két cuc chinh va phy cung cip bang ching manh m& nhat cho dén nay vé hiéu qua,
an toan, gia ré cua budesonide trong diéu tri Covid 19 ¢ cong dong.

PRINCIPLE I thir nghiém ngiu nhién 16n nhét cho dén nay dé danh gia budesonide
dang hit dé diéu tri COVID-19 tai cong dong. Két qua cua chung t6i phu hop voi thir
nghi¢m STOIC giai doan 2 trén 146 ngudi 16n, trong d6 budesonide dang hit lam gidm
sd lugt danh gia khan cip lién quan dén COVID-19 hodc nhép vién, so v6i chim soc
thong thuong, va thoi gian phuc hdi sém hon 1 ngay & nhom budesonide.'> Mot s6 thir
nghiém ngau nhién da chi ra rang corticosteroid toan than lam giam ty 1¢ tir vong &
nhitng nguoi nhap vién véi COVID-19.% 9 véi thir nghiém RECOVERY cho thiy loi
ich 16n nhit & bénh nhan thd may, khong c6 191 hodc cé thé co hai & bénh nhan nhap
vién khong can thé oxy.®

Thiét ké thuc dung cua thir nghiém PRINCIPLE cho phép phan tich hiéu qua tinh hiéu
qua cua budesonide nhu mot bién phép can thiép sém, doc 1ap vi né co thé duoc sir
dung trong cong dong. Chung toi tap trung vao nhitng bénh nhan c6 nguy co bién ching
cao hon, giai thich rang ty 18 nhap vién cao hon so vdi cac thir nghiém COVID-19 cong
ddng khac.2* 2" Chiing t6i da sir dung ho so sirc khoe dién tir thong thuong dé xac nhan
nhdp vién hodc tir vong va thu thap dir licu két cuc chinh ctia hon 95% nguodi tham
gia. Chiing t6i da thuc hién cac phan tich phu vé két cuc chung & nhitng bénh nhan nghi
ngd nhiém COVID-19 nhung khong c6 PCR xac nhan, bdi vi diéu nay phan anh diéu
kién xét nghiém cong ddng sém trong dai dich & Anh, va c6 thé can diéu tri theo kinh
nghiém sém do kha ning xét nghiém SARS-CoV-2 thap & cac cong dong khac va cac
co s& ¢6 ngudn luc thip. Hon nita, sy thay doi trong d6 nhay cua xét nghiém PCR, dic
biét khi xét nghiém duoc tu thuc hién, c6 nghia 1a mot sé ngudi tham gia s& co xét
nghiém am tinh gia. 2 Cac udc tinh két cyc chinh twong tu nhau trong quan thé duong
tinh v6i SARS-CoV-2, tat ca nhitng ngudi tham gia khong phan biét tinh trang SARS-
CoV-2 va quan thé ngiu nhién dong thoi duong tinh voi SARS-CoV-2.

Tuong tu voi cac thir nghiém COVID-19 1én khac, 2 chung toi di sir dung thiét ké

nhan mo, thue dung vi chiing t6i nham muc dich danh gia viéc bd sung budesonide vao
ché d6 chim soc thong thudng, thay vi danh gia loi ich cua budesonide so véi gia
duge. Do d6, nghién ciru cua ching toi tra 101 mot cau hoi ¢6 lién quan ngay dén céac
nha hoach dinh chinh sach - so véi viéc cham soc thong thuong, viéc su dung
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budesonide dang hit dé diéu tri COVID-19 tai cong ddng s& nhu thé nao? Tuy nhién,
thude hit di dugc ghi nhan 1a ¢6 tac dung gia duoc trong cac tinh trang hé hap man tinh,
diéu nay co thé anh hudng dén két cuc thoi gian phuc hdi tu bio cdo cia ching
toi. Chung toi st dung két cuc nay vi né dugc bénh nhan va cong tac vién cong ching
quan tAm nht va duoc xac dinh tot nhit bang bao cdo truc tiép ctia bénh nhén, thay vi
bang céac bién phap thay thé. Chiing t6i khong tim thiy bang ching vé tac dung gia dugc
trong cac phan tich vé cac phuwong phap diéu tri (thudc vién) khac trong thir nghiém
nay,'> 1® va két cuc nhap vién hodc tir vong it co kha ning bi anh huéng boi tac dung
gia dugc.

Thir nghiém nay da cung cdp bang ching vé mot phuong phap diéu tri cong dong an
toan va ré cho COVID-19 giup gidm ganh nang triéu ching va tang cuong kha ning
phuc hdi bén viing trong 28 ngay, véi kha ning cao 13 cling giam nhu cau nhap vién,
mac du chi dudi ngudng uvu viét duge chi dinh trude trong nhom phan tich chinh. Vi
su gia ting COVID-19 nghiém trong dang dién ra trén toan cau, nhu cau vé cac phuong
phap diéu tri hiéu qua, dé tiép can trong cong dong co thé giam thoi gian mac bénh va
ngin chin tinh trang qua tai ctia cac bénh vién va cac dich vu chim soc strc khde van 1a
mot vu tién cAp thiét trén toan cau. Budesonide dang hit ¢6 sin & nhiéu co s chim soc
chinh va dugc dua vao danh sach thudc thiét yéu cua WHO. 3°

Can c6 nhitng nghién ciru siu hon dé xac dinh cach budesonide anh huong dén sinh 1y
bénh cia COVID-19, hiéu qua cua cac corticosteroid dang hit khac va anh huéng dén
cai goi 1a COVID lau dai. Mot phan nho dan s6 nghién ciru cua chung t6i da duoc ching
ngira SARS-CoV-2. Mic du chung t6i khong tim thdy bang ching vé su khac biét trong
tac dung cuia budesonide theo tinh trang tiém chung, nhung phan tich nay c¢ 1€ chua du
hiéu qua. Can c6 nhitng nghién ctru sau hon dé thiét 1ap tac dung cua budesonide &
nhitng ngudi duoc tiém chung day du COVID-19.

Nghién ctru cta chung t6i cung cap bang ching cho thdy budesonide dang hit 1a mot
phuong phap diéu tri hiéu qua va an toan cho nhitng nguoi mac COVID-19 trong cong
ddng, nhitng ngudi c6 nhiéu nguy co c6 cac két cuc bat loi.
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